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ANTI-TAU ANTIBODIES AND USES THEREOF

CROSS-REFERENCE TO RELATED APPLICATIONS

[0001] This application claims the benefit of U.S. Application No. 62/572,910, filed
October 16, 2017; U.S. Application No. 62/577,011, filed October 25, 2017; and U.S.
Application No. 62/697,034, filed July 12, 2018. Each of these applications is incorporated

herein by reference in its entirety.

SEQUENCE LISTING

[0002] This application includes a Sequence Listing submitted electronically as a text
file named “104018 001025 _SL.txt”, created on September 17, 2018 with a size of 916,053

bytes. The Sequence Listing is incorporated by reference herein.

TECHNICAL FIELD

[0003] The present invention relates to antibodies that specifically bind Tau and
methods of using the same.

BACKGROUND

[0004] Human Tau is encoded by the microtubule-associated protein Tau gene, MAPT,
located on chromosome 17q21. The adult human brain contains six main Tau isoforms which are
generated by alternative splicing of exon 2 (E2), E3, and E10. These isoforms differ depending
on the number of 29-residue repeat regions near the N-terminus. Tau isoforms containing O, 1,
or 2 inserts are known as ON, 1N, and 2N, respectively. Unprocessed Tau isoforms also contain
either 3 (“3R”) or 4 (“4R”) microtubule-binding repeat domains. The second of these repeat
domains 1s encoded by E10 and is not included in 3R Tau isoforms (Figure 1).

[0005] Although Tau is usually highly soluble, under pathological conditions, it can
aggregate into paired helical filaments, neurofibrillary tangles and other structures that define a

large spectrum of neurodegenerative diseases termed Tauopathies. Tauopathy thus refers to a



class of neurodegenerative diseases associated with aggregation of the microtubule-associated
protein Tau, including Alzheimer’s disease (AD), progressive supranuclear palsy (PSP), and
frontotemporal dementia (FTD).

[0006] The underlying mechanism of Tau-mediated neurotoxicity is poorly understood
and the trigger for Tau aggregation in neurons is yet to be elucidated. Thus, while therapeutic
approaches targeting Tau are being explored, there remains a need for specific and effective

therapeutic agents that target Tau.

SUMMARY

[0007] Described herein are monoclonal antibodies, or antigen-binding fragments
thereof, that specifically bind a human Tau isoform or fragment. In one aspect, the present
disclosure refers to a monoclonal antibody comprising a heavy chain and a light chain, or an
antigen-binding fragment thereof, that specifically binds a human Tau, wherein: the heavy chain
comprises a heavy chain complementarity determining region 1 (HCDR1) comprising SEQ ID
NO: 732, a heavy chain complementarity determining region 2 (HCDR2) comprising SEQ ID
NO: 734, and a heavy chain complementarity determining region 3 (HCDR3) comprising SEQ
ID NO: 736, and the light chain comprises a light chain complementarity determining region 1
(LCDR1) comprising SEQ ID NO: 846, a light chain complementarity determining region 2
(LCDR2) comprising SEQ ID NO: 848, and a light chain complementarity determining region 3
(LCDR3) comprising SEQ ID NO: 850 as defined according to the method of Kabat; or the
heavy chain comprises a HCDR1 comprising SEQ ID NO: 1002, a HCDR2 comprising SEQ ID
NO: 1004, and a HCDR3 comprising SEQ ID NO: 1006 and the light chain comprises a LCDR1
comprising SEQ ID NO: 1116, a LCDR2 comprising SEQ ID NO: 1118, and a LCDR3
comprising SEQ ID NO: 1120 as defined by IMGT. In some examples, the antibody is murine
antibody, a chimeric antibody, or a humanized antibody. In some examples, the antibody isotype
is IgG1. In some examples, the antibody comprises: a heavy chain complementarity determining
region 1 (HCDR1), a heavy chain complementarity determining region 2 (HCDR?2), and a heavy
chain complementarity determining region 3 (HCDR3) as set forth in SEQ ID NO: 196 and a
light chain complementarity determining region 1 (LCDRI1), a light chain complementarity
determining region 2 (LCDR?2), and a light chain complementarity determining region 3

(LCDR3) as set forth in SEQ ID NO: 411; a HCDR1, a HCDR2, and a HCDR3 as set forth in



SEQ ID NO: 268 and a LCDR1, a LCDR2, and a LCDR3 as set forth in SEQ ID NO: 465; or a
HCDRI1, a HCDR2, and a HCDR3 as set forth in SEQ ID NO: 402 and a LCDR1, a LCDR2, and
a LCDR3 as set forth in SEQ ID NO: 572. In some examples, the monoclonal antibody or
antigen-binding fragment thereof comprises a HCDR1 comprising SEQ ID NO: 594, a HCDR2
comprising SEQ ID NO: 596, a HCDR3 comprising SEQ ID NO: 598, a LCDR1 comprising
SEQ ID NO: 738, a LCDR2 comprising SEQ ID NO: 740, and a LCDR3 comprising SEQ ID
NO: 742 as defined according to the method of Kabat; a HCDR1 comprising SEQ ID NO: 864, a
HCDR2 comprising SEQ ID NO: 866, a HCDR3 comprising SEQ ID NO: 868, a LCDR1
comprising SEQ ID NO: 1008, a LCDR2 comprising SEQ ID NO: 1010, and a LCDR3
comprising SEQ ID NO: 1012 as defined by IMGT; a HCDR1 comprising SEQ ID NO: 642, a
HCDR?2 comprising SEQ ID NO: 644, a HCDR3 comprising SEQ ID NO: 646, a LCDR1
comprising SEQ ID NO: 774, a LCDR2 comprising SEQ ID NO: 776, and a LCDR3 comprising
SEQ ID NO: 778 as defined according to the method of Kabat; a HCDR1 comprising SEQ ID
NO: 912, a HCDR2 comprising SEQ ID NO: 914, a HCDR3 comprising SEQ ID NO: 916, a
LCDRI1 comprising SEQ ID NO: 1044, a LCDR2 comprising SEQ ID NO: 1046, and a LCDR3
comprising SEQ ID NO: 1048 as defined by IMGT; a HCDR1 comprising SEQ ID NO: 732, a
HCDR2 comprising SEQ ID NO: 734, a HCDR3 comprising SEQ ID NO: 736, a LCDR1
comprising SEQ ID NO: 846, a LCDR2 comprising SEQ ID NO: 848, and a LCDR3 comprising
SEQ ID NO: 850 as defined according to the method of Kabat; or a HCDR1 comprising SEQ ID
NO: 1002, a HCDR2 comprising SEQ ID NO: 1004, a HCDR3 comprising SEQ ID NO: 1006, a
LCDRI1 comprising SEQ ID NO: 1116, a LCDR2 comprising SEQ ID NO: 1118, and a LCDR3
comprising SEQ ID NO: 1120 as defined by IMGT.

[0008] According to some examples, the aforementioned monoclonal antibodies or
antigen-binding fragments thereof comprise sequence modifications. In some examples,
modification(s) is position 49 of the light chain according to the method of Kabat is not cysteine,
the residue at position 57 of the heavy chain according to the method of Kabat is not cysteine,
the residue at position 34 of the light chain according to the method of Kabat is glutamate, the
residue at position 36 of the light chain according to the method of Kabat is not phenylalanine,
the residue at position 46 of the light chain according to the method of Kabat is not arginine, the
residue at position 94 of the heavy chain according to the method of Kabat is not lysine, the

residue at position 71 of the heavy chain according to the method of Kabat is not arginine, or any



combination thereof. In some embodiments in which the residue at position 49 of the light chain
according to the method of Kabat is not cysteine, the residue is serine. In some examples in
which the residue at position 57 of the heavy chain according to the method of Kabat is not
cysteine, the residue is serine. In some examples in which the residue at position 36 of the light
chain according to the method of Kabat is not phenylalanine, the residue is tyrosine. In some
examples in which the residue at position 46 of the light chain according to the method of Kabat
1s not arginine, the residue is leucine. In some examples in which the residue at position 71 of the
heavy chain according to the method of Kabat is not arginine, the residue is valine.

[0009] In some examples of the monoclonal antibody or antigen-binding fragment that
specifically binds human Tau, the antibody comprises: a heavy chain variable domain (HCVD)
comprising SEQ ID NO: 268 and a light chain variable domain (LCVD) comprising SEQ ID
NO: 465; a HCVD comprising SEQ ID NO: 268 and a LCVD comprising SEQ ID NO: 581; a
HCVD comprising SEQ ID NO: 384 and a LCVD comprising SEQ ID NO: 545 ; a HCVD
comprising SEQ ID NO: 393 and a LCVD comprising SEQ ID NO: 545; a HCVD comprising
SEQ ID NO: 402 and a LCVD comprising SEQ ID NO: 545; a HCVD comprising SEQ ID NO:
384 and a LCVD comprising SEQ ID NO: 572; a HCVD comprising SEQ ID NO: 393 and a
LCVD comprising SEQ ID NO: 572; or a HCVD comprising SEQ ID NO: 402 and a LCVD
comprising SEQ ID NO: 572.

[0010] In one aspect, the present disclosure refers to a monoclonal antibody, or an
antigen-binding fragment thereof, that specifically binds a human Tau, wherein the antibody is
produced by the cell line having ATCC deposit number PTA-124524. In some examples of the
monoclonal antibody or antigen-binding fragment that specifically binds human Tau, the
antibody is produced by the cell line having ATCC deposit number PTA-124523 or ATCC
deposit number PTA-124524.

[0011] In some examples, the antibodies or antigen-binding fragments described herein
bind monomeric wild-type human 2N4R Tau with a Kp of less than about 0.5 nM as measured
by surface plasmon resonance. In some examples, the antibodies or antigen-binding fragments
bind human Tau at an epitope comprising the amino acid sequence HVPG (SEQ ID NO: 1133).
Also described are biepitopic antibodies or antigen-binding fragments that bind human Tau at an
epitope comprising the amino acid sequence HVPG (SEQ ID NO: 1133) within repeat region 2

or repeat region 4. In certain examples, the antibodies or antigen-binding fragments bind human



Tau at an epitope comprising the amino acid sequence HVPGG (SEQ ID NO: 79). Also
described are biepitopic antibodies or antigen-binding fragments that bind human Tau at an
epitope comprising the amino acid sequence HVPGG (SEQ ID NO: 79) within repeat region 2 or
repeat region 4. In some examples, the monoclonal antibody or antigen-binding fragment binds
human Tau at the epitope comprising the amino acid sequence HVPGG (SEQ ID NO: 79) within
repeat region 2 and/or repeat region 4 with a binding preference that is at least about 10-fold
greater than binding at an epitope comprising the amino acid sequence HKPGG (SEQ ID NO:
182) within repeat region 3 or at an epitope comprising the amino acid sequence HQPGG (SEQ
ID NO: 183) within repeat region 1, as determined by a peptide binding assay. In some
examples, the antibodies or antigen-binding fragments described herein do not bind Tau at an
epitope comprising the amino acid sequence HVSGG (SEQ ID NO: 184) within repeat region 2
or at an epitope comprising the amino acid sequence HVLGG (SEQ ID NO: 185) within repeat
region 2.

[0012] In some examples, the monoclonal antibodies or antigen-binding fragments as
described herein are labeled.

[0013] Further described are nucleic acid molecules encoding any of the described
monoclonal antibodies or antigen-binding fragments, vectors comprising the nucleic acid
molecules, cells that express the nucleic acid molecules, and methods of producing the anti-Tau
antibodies or antigen-binding fragments by culturing such cells under conditions suitable for
production thereof. The methods of producing may further involve recovery of the antibody or
antigen-binding fragment.

[0014] In another aspect, the present disclosure refers to a pharmaceutical composition
comprising the antibody or antigen-binding fragment as disclosed herein and a pharmaceutically
acceptable carrier. Also disclosed herein are pharmaceutical compositions of any of the
described monoclonal antibodies, or antigen-binding fragments thereof, that specifically bind a

human Tau and a pharmaceutically acceptable carrier.



[0015] Methods of use of the described monoclonal antibodies, or antigen-binding
fragments thereof, that specifically bind a human Tau also are described provided herein. In
some embodiments examples, the antibodies or antigen-binding fragments that specifically bind
a human Tau are for use as a medicament. In some aspectsexamples, the antibodies or antigen-
binding fragments that specifically bind a human Tau are for use in the treatment of a Tauopathy
or in the preparation of a medicament for the treatment of a Tauopathy. Methods of treating a
Tauopathy in a subject also are provided. In some embodimentsexamples, the methods of
treating a Tauopathy involve administering to the subject any of the described monoclonal
antibodies, or antigen-binding fragments thereof, that specifically bind a human Tau under
conditions effective to treat the Tauopathy in the subject. In some aspectsexamples, the
Tauopathy is Alzheimer's disease, frontotemporal dementia, or progressive supranuclear palsy.
The frontotemporal dementia may be Pick’s Disease, for example.

[0016] Further provided are methods for decreasing sarkosyl-insoluble Tau levels in a
subject by administering to the subject any of the described monoclonal antibodies, or antigen-
binding fragments thereof, that specifically bind a human Tau. Also provided are methods for

inhibiting Tau aggregation in a subject by administering to the subject any of the described
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monoclonal antibodies, or antigen-binding fragments thereof, that specifically bind a human Tau.

The methods may be performed in vitro or in vivo.

BRIEF DESCRIPTION OF THE DRAWINGS

[0017] Figure 1 illustrates the six isoforms of Tau expressed in adult human brain:
2N4R (UniProt Acc. No. P10636-8); 1N4R (UniProt Acc. No. P10636-7); ON4R (UniProt Acc.
No. P10636-6); 2N3R (UniProt Acc. No. P10636-5); IN3R (UniProt Acc. No. P10636-4); and
ON3R (UniProt Acc. No. P10636-2) (Spillantin1 & Goedert, The Lancet, 2013, 12(6): 609-622).

[0018] Figure 2 illustrates the region of protein (“Peptide antigen”) selected to generate
the anti-Tau antibodies described herein. Figure 2 discloses SEQ ID NOS. 1137, 1138 and 1138,
respectively, in order of appearance.

[0019] Figures 3A and 3B illustrate the results of the fine epitope mapping of the
murine 7G6 (“ms7G6”) anti-Tau antibody. For Figure 3A, translated overlapping peptides (SEQ
ID NOs: 1-37, respectively) of the wild-type 2N4R Tau sequence were synthesized and printed
onto a glass chip along with a control HA-tag peptide. ms7G6 antibody binding (signal in figure
interior) and the control peptide (signal on figure periphery) was detected as described in the
methods. Figure 3B shows spot intensity as a result of antibody binding to the peptide chip,
quantified by the LI-COR Odyssey™ and Pepslide™ Analyser software packages. Fluorescence
intensity was then plotted against peptide sequence to generate the epitope mapping data. Figure
3B discloses SEQ ID NOS 1139-1140 and 1-37, respectively, in order of appearance.

[0020] Figure 4 illustrates the results of the murine 7G6 antibody epitope substitution
scanning of the peptide sequence KDNIKHVPGGGSVQI (SEQ ID NO: 26), corresponding to
amino acids 294 to 308 of the human 2N4R Tau protein. Each amino acid position of the peptide
was replaced by every naturally occuring amino acid possible, printed onto a glass chip, and
probed with the ms7G6 antibody. Figure 4 illustrates the results for select peptides (SEQ ID
NOs 38-78, respectively). While ms7G6 antibody binding allows some variation in the second
position (valine) of SEQ ID NO: 79, antibody binding is completely dependent on the proline
residue of SEQ ID NO: 79. No binding of antibody 7G6 to KDNIKHVSGGGSVQI (SEQ ID
NO: 59) was observed. The latter is the sequence present in Tau P301S mutant protein.
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[0021] Figures SA and 5B illustrate the degree and rate of heparin-induced
aggregation for the wild-type and P301S Tau proteins, respectively, in the presence and absence
of ms7G6 (“7G67) anti-Tau antibody. Mouse IgG that 1s unable to bind Tau was included as a
control antibody.

[0022] Figures 6A, 6B, 6C, and 6D illustrate the effects of vehicle control, human
IgG1k, murine 7G6 anti-Tau antibody, and humanized 7G6-HCzu25-L.Czul8 antibody,
respectively, in an in vitro cell-based model of Tau seeding and aggregation.

[0023] Figure 7 illustrates the results of pre-incubation of recombinant human P301S
Tau seeds with either vehicle, mouse IgG control antibody, and murine anti-Tau antibodies 1F1,
7G6, or 8ES in a preclinical in vivo Tau seeding model.

[0024] Figure 8 illustrates the time course of insoluble Tau development in the
hippocampus and cortex of P301S transgenic mice that were ICV-injected with recombinant
P301S Tau seeds.

[0025] Figure 9 illustrates the effect of peripheral, single repeat dosing of ms7G6
antibody in the P301S in vivo seeding model. ms7G6 caused a reduction in insoluble Tau levels
in hippocampus and cortex.

[0026] Figure 10 illustrates the effect of peripheral multiple repeat dosing of ms7G6
anitbody in the P301S in vivo seeding model. Reduction of insoluble Tau levels by antibody 7G6
was dose-dependent.

[0027] Figure 11 illustrates the closest homologous human germline sequences to
murine anti-Tau antibody ms7G6. ms7G6 and homologous human germline sequences were
aligned. The Vh and VK domains are annotated by the IMGT and Kabat numbering systems.
Identical residues are represented as a ““.” in the human germline sequences. Figure 11 discloses
SEQ ID NOS 1141-1144, 1143, 1145, 1143, 1146-1149, 1148, 1150 and 1148, respectively, in
order of appearance.

[0028] Figure 12 compares the sequences of ms7G6 antibody heavy and light chain to
humanized 7G6 Vhl and Vk2 variants. The murine 7G6 and humanized 7G6 variants were
aligned. The Vh and Vk domains are annotated by the IMGT and Kabat numbering systems.
Mutations are underlined. Figure 12 discloses SEQ ID NOS 1151-1174, respectively, in order of

appearance.



WO 2019/077500 PCT/IB2018/058024

[0029] Figures 13A, 13B, 13C, 13D, 13E, and 13F illustrate Tau binding by ELISA
with 7G6 LCzul humanized variants (Figure 13A), 7G6 LCzu2 humanized variants (Figure
13B), 7G6 LCzu3 humanized variants (Figure 13C), 7G6 LCzu4 humanized variants (Figure
13D), 7G6 LCzu5 humanized variants (Figure 13E), and 7G6 humanized variants with Ser
substituted for Cys49 (according to Kabat) on the light chain and Cys57 (according to Kabat) on
the heavy chain (Figure 13F).

[0030] Figure 14 illustrates the results of Tau binding by humanized 7G6 Vh1/Vk2
variants analyzed by a direct ELISA. Samples were incubated for 1 h at room temperature in 96-
well plates coated with 2N4R Tau. Plates were washed and then HRP-conjugated anti-mouse or
anti-human antibodies were added to the wells. The amount of HRP activity in each well was
measured by QuantaBlu™ fluorescent substrate and the relative fluorescence units (RFUs) were
detected by a SpectraMax M5 plate reader. The majority of the mAbs showed little difference in
Tau binding in a direct ELISA assay. The notable exception was 7G6-L.Czu9 which exhibited no
binding, even at the highest concentrations. In addition, 7G6-LCzu22 showed reduced binding;
Vi Tyr36 in combination with Arg46 resulted in disruption of the antigen binding site.

[0031] Figure 15 illustrates results of the SDS-PAGE analysis of heavy chain and light
chain stability for the Vh1 and V2 humanized 7G6 variants. Two micrograms of each mAb
were mixed with 4x NuPAGE™ LDS Sample Buffer in the absence of reducing agent and
loaded onto a 4-12% Bis-Tris SDS-PAGE gel in MOPS buffer. Gels were stained with
InstantBlue™ and destained in water. HC-HC-LC trimers (HHL), HC-HC dimers (HH), and
free LC (L) are indicated by arrows. The molecular weight of the markers 1s indicated in kDa.

[0032] Figure 16 illustrates the BLAST alignment of antibody ms7G6 (“7G6”) to the
human germline database at http://www.ncbi.nlm.nih.gov/igblast/. The Vh and Vk domains are
annotated by the IMGT and Kabat numbering systems. Figure 16 discloses SEQ ID NOS 1175-
1178, 1177, 1179, 1180-1183, 1182 and 1184, respectively, in order of appearance.

[0033] Figure 17 illustrates an alignment of ms7G6 and humanized 7G6 Vh3/Vkl
variants. The Vh and VK domains are annotated by the IMGT and Kabat numbering systems.
Mouse and humanized 7G6 variants were aligned. The Vh and VK domains are annotated by the
IMGT and Kabat numbering systems. Mutations are underlined. Figure 17 discloses SEQ ID
NOS 1185-1207, respectively, in order of appearance.
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[0034] Figure 18 demonstrates direct binding of Tau by ms7G6 and humanized
7G6Vh3/Vxl variants 7G6-HCzul1-LCzul1 (“HCzul1-LCzul1”), 7G6-HCzul1-LCzul2
(“HCzul1-LCzu12”), 7G6-HCzu12-LCzul1 (“HCzul2-LCzul1”), and 7G6-HCzu12-LCzul2
(“HCzul2-LCzu12”). Samples were incubated for 1 h at room temperature in 96-well plates
coated with 2N4R wild-type recombinant Tau protein. After washing, HRP-conjugated anti-
mouse or anti-human antibodies were added to the wells. The amount of HRP activity in each
well was measured by QuantaBlu™ fluorescent substrate and the RFUs were detected by a
SpectraMax M5 plate reader.

[0035] Figures 19A and 19B demonstrate direct binding of Tau by ms7G6, non-Tau
binding IgG1 control Ab mAb2, and humanized 7G6 Vh3/V«l variants. Figure 19A
demonstrates direct binding of Tau by ms7G6, non-Tau binding IgG1 control Ab mAb2, and
humanized 7G6 Vh3/V«l variants 7G6-HCzu12-LCzul2 (“HCzul2-LCzul2”), 7G6-HCzul3-
LCzul2 (“HCzul13-LCzul2”), 7G6-HCzul4-LCzul2 (“HCzul4-LCzul2”), 7G6-HCzul5-
LCzul2 (“HCzul5-LCzul2”), 7G6-HCzul6-LCzul2 (“HCzul6-LCzul2”), 7G6-HCzul7-
LCzul2 (“HCzul7-LCzul2”), 7G6-HCzul8-LCzul2 (“HCzul8-LCzul2”), 7G6-HCzul9-
LCzul2 (“HCzu19-LCzul2”), and 7G6-HCzu20-LCzul2 (“HCzu20-LCzul2”). Figure 19B
demonstrates direct binding of Tau by ms7G6, non-Tau binding IgG1 control Ab mAb2, and
humanized 7G6 Vh3/V«l variants 7G6-HCzu12-LCzul2 (“HCzul2-LCzul2”), 7G6-HCzul2-
LCzul3 (“HCzul2-LCzul3”), 7G6-HCzul2-LCzul4 (“HCzul2-LCzul4”), 7G6-HCzul2-
LCzul5 (“HCzul12-LCzul5”), 7G6-HCzul2-LCzul 6 (“HCzul2-LCzul6”), and 7G6-HCzul2-
LCzul7 (“HCzul2-LCzul7”). Samples were incubated for 1 hour at room temperature in 96-
well plates coated with 2N4R wild-type recombinant Tau protein. After the plates were washed,
HRP-conjugated anti-mouse or anti-human detection antibodies were added to the wells. The
amount of HRP activity in each well was measured by QuantaBlu™ fluorescent substrate and the
RFUs were detected by a SpectraMax M5 plate reader.

[0036] Figures 20A, 20B, and 20C illustrate the results of the non-reducing SDS-
PAGE analysis of heavy chain/light chain stability for Vh3 and V«1 variants of antibody 7G6.
Figure 20A illustrates the results of the SDS-PAGE analysis of heavy chain/light chain stability
for Vh3 and V«l variants 7G6-HCzul1-LCzull (“HCzul1-LCzul1”), 7G6-HCzul1-LCzul2
(“HCzul1-LCzu12”), 7G6-HCzu12-LCzul1 (“HCzul2-LCzul1”), and 7G6-HCzu12-LCzul2



WO 2019/077500 PCT/IB2018/058024

(“HCzul12-LCzu12”). Figure 20B 1llustrates the results of the SDS-PAGE analysis of heavy
chain/light chain stability for Vh3 and V1 variants 7G6-HCzul2-LCzul2 (“HCzul2-LCzul2”),
7G6-HCzul13-LCzul2 (“HCzul3-LCzul2”), 7G6-HCzul4-LCzul2 (“HCzul4-LCzul2”), 7G6-
HCzul6-LCzul2 (“HCzul6-LCzul2”), 7G6-HCzul7-LCzul2 (“HCzul 7-LCzul2”), and 7G6-
HCzul18-LCzul2 (“HCzul8-LCzul2”). Figure 20C illustrates the results of the SDS-PAGE
analysis of heavy chain/light chain stability for Vh3 and V«1 variants 7G6-HCzul2-LCzul9
(“HCzul2-LCzu197), 7G6-HCzu12-LCzul 3 (“HCzul2-LCzul3”), 7G6-HCzul2-LCzul4
(“HCzul2-LCzul4”), 7G6-HCzul12-LCzul 5 (“HCzul2-LCzul5”), 7G6-HCzul2-LCzul 6
(“HCzu12-LCzul6”), and 7G6-HCzul2-LCzul7 (“HCzul2-LCzul7”). Two micrograms of each
mADb were mixed with 4x NuPAGE™ LDS Sample Buffer in the absence of reducing agent and
loaded onto a 4-12% Bis-Tris SDS-PAGE gel in MOPS buffer. Gels were stained with
InstantBlue™ and destained in water. HC-LC dimers (HL) and free HC are indicated by arrows.
The molecular weight markers are indicated in kDa.

[0037] Figures 21A and 21B illustrate the results of SEC-HPLC analysis to assess the
homogeneity of antibody 7G6 humanized variants 7G6-HCzu8-LCzu6 (Fig. 21A) and 7G6-
HCzu25-LCzul8 (Fig. 21B) in solution. Five micrograms of mAb 7G6 humanized variant were
injected into an Agilent 1260 Infinity with an AdvanceBio SEC 300A 2.7um 4.6x50 Guard
column, and AdvanceBio SEC 300A 2.7um 4.6x300mm column. Samples were analyzed in
0.1M sodium phosphate buffer, pH 6.5 at a flow rate of 0.35 mL/min, and the absorbance at 280
nm was analyzed. Representative data for mAb 7G6-HCzu8-LCzu6 or 7G6-HCzu25-LCzul 8
are shown.

[0038] Figures 22A-L illustrate the thermal melting curves of F(ab’): fragments that
were analyzed by diffential scanning calorimetry (DSC). Figures 22A-L show the thermal
melting curves for mAbl (Figure 22A), mAb2 (Figure 22B), chimeric (“x1”) 7G6 (“x17G6”)
(Figure 22C), 7G6-HCzu8-LCzu6 (Figure 22D), 7G6-HCzu8-LCzu21 (Figure 22E), 7G6-
HCzu23-LCzul5 (Figure 22F), 7G6-HCzu24-LCzul 5 (Figure 22G), 7G6-HCzu25-LCzul5
(Figure 22H), 7G6-HCzu23-LCzul8 (Figure 22I), 7G6-HCzu24-LCzul8 (Figure 22J), 7G6-
HCzu25-LCzul8 (Figure 22K), and 7G6-HCzu8-LCzu6 (Figure 22L). F(ab’): fragments and
controls were subjected to thermal analysis ranging from 25-100°C using a scan rate of

100°C/hour. The profiles of the chimeric, 7G6-HCzu8 and 7G6-HCzu25 F(ab’): were similar to
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non-Tau-binding [gG1 control mAbl and mAb2. 7G6-HCzu23 and 7G6-HCzu24, however,
contained a second peak, indicating instability of the F(ab’)2 fragment, possibly the dissociation
of the HC-LC interaction. The transition midpoints of 7G6-HCzu8-LCzu21, 7G6-HCzu25-
LCzul5, and 7G6-HCzu25-LCzul 8 were similar, ranging from 77.4 to 77.6°C. The midpoint of
7G6-HCzu8-LCzu6 was one degree higher at 78.6°C.

[0039] Figures 23A and 23B show results of the immunoreactive T cell epitope
analysis, providing putative hotspots (SEQ ID NOs: 80-94 in Fig. 23A; SEQ ID NOs: 95-111 in
Fig. 23B) in humanized antibody 7G6 heavy chains. The peptides in the tables were identified as
having identity 5% or less identity to human germline sequences. The percent homology of the
peptides to variable domain germline sequences was also taken into consideration. Peptides with
~5% or less homology to variable region germline sequences and/or were predicted to bind three
or more HLA alleles were identified as higher risk (highlighted in gray).

[0040] Figures 24A-24D show results of the immunoreactive T cell epitope analysis,
providing putative hotspots in humanized antibody 7G6 light chains (SEQ ID NOs: 112-130 in
Fig. 24A; SEQ ID NOs: 131-150 in Fig. 24B; SEQ ID NOs: 151-165 in Fig. 24C; and SEQ ID
NOs: 166-180 in Fig. 24D). The peptides in the tables were identified as having identity 5% or
less 1dentity to human germline sequences. The percent homology of the peptides to variable
domain germline sequences was also taken into consideration. Peptides with ~5% or less
homology to variable region germline sequences and/or were predicted to bind three or more
HLA alleles were identified as higher risk (highlighted in gray).

[0041] Figure 25 shows images of immunohistochemical staining of AD, PSP, and PiD
tissue samples with antibody 7G6-HCzu25-LCzul8. Antibody 7G6-HCzu25-LCzul8strongly
and specifically recognizes pathological Tau (depicted by black arrows in each image) in human
post-mortem diseased brain.

[0042] Figures 26A and 26B show the results of fine epitope mapping for humanized
antibodies 7G6-HCzu8/LCzu6 and 7G6-HCzu25/L.Czul8, respectively. Fluorescent images of
the chips and resulting intensity plots show that the 7G6-HCzu8/LCzu6 (Figure 26A) and 7G6-
HCzu25/L.Czul 8 (Figure 26B) antibodies both bind to two major sites on the full length Tau
protein. Figure 26A discloses SEQ ID NOS 1-37, respectively, in order of appearance. Figure
26B discloses SEQ ID NOS 1-37, respectively, in order of appearance.
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[0043] Figure 27 illustrates the degree and rate of heparin-induced aggregation for the
wild-type 2N4R Tau protein in the presence and absence of antibody 7G6-HCzu25-LCzul8.
Recombinant wild-type 2N4R Tau was induced to aggregate under the conditions described in
Example 15. Reactions contained either no antibody (buffer only; open triangle), a human IgGl
control antibody (solid diamond), or antibody 7G6-HCzu25-LCzul8 (open circle). Thioflavin S
(ThS) fluorescence was measured immediately after heparin addition (day 0) and then on days 1,
2, 5 and 6 thereafter. Data is represented as mean +SD from four independent experiments.
Statistical analysis (multiple t-tests comparing IgG control and antibody 7G6-HCzu25-LCzu18)
was performed for each time point (p<0.01 **; p<0.001 ***). Figure 27 shows that 7G6-
HCzu25-LCzul8 antibody effectively inhibits Tau aggregation in vitro. The effect was
statistically significant when comparing the IgG control and 7G6-HCzu25-LCzul8 antibody for
days 1, 2, 5 and 6 following incubation at 37 °C. No significance was observed on day O just
after the reactions were initiated following heparin addition.

[0044] Figure 28 illustrates the degree and rate of heparin-induced aggregation for the
wild-type 2N4R Tau protein in the presence and absence of antibody 7G6 or antibody 7G6-
HCzu25-LCzul8. Recombinant wild-type 2N4R Tau was induced to aggregate under the
conditions described in the materials and methods. Reactions contained either no antibody
(buffer only; open triangle); a human IgG1 control antibody (solid diamond); antibody 7G6
(solid square); or antibody 7G6-HCzu25-LCzul8 (open circle). Thioflavin S (ThS) fluorescence
was measured immediately after heparin addition (day 0) and then on days 1, 2, 5 and 6
thereafter. Figure 28 shows that, when both antibody 7G6 and antibody 7G6-HCzu25-LCzul8
were tested according to the assay conditions provided in Example 5, both antibodies effectively
inhibited Tau aggregation in vitro. The same effect size was seen between 7G6 and 7G6-
HCzu25-LCzul8 antibodies.

[0045] Figure 29 shows the normalized ThS positive rate in a K18 fibril cell-based
seeding assay after immunodepletion of samples with 7G6-HCzu25-LCzul8 antibody. 1.5 and
15 pg/ml of 7G6-HCzu25-L.Czul 8 antibody removed seeding effects of K18 fibril (>70%
reduction vs human IgG1 kappa control).

[0046] Figures 30A-30D illustrate the effect of antibody 7G6 on brain sarkosyl-

insoluble Tau induced by intra-hippocampal Tau seed injection in human P301S Tau transgenic
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mice. Tau seed or non-seed (100 mmol/L sodium acetate, pH7.0) was stereotaxically injected
into the left hippocampus. 7G6 or control IgG at 40 mg/kg was intraperitonealy administered
once weekly for 3 weeks. Control IgG = Mouse IgG2b isotype control antibody, 7G6 = Anti-
human Tau mouse IgG2b monoclonal antibody Data represent the mean = SEM (n=6 for Non-
Seed, n=11 for Control IgG, 7G6). **** P<0.0001, * P<0.05 versus control IgG (analyzed by 1-
way ANOVA followed by Fisher’s LSD test). The intraperitoneal administration of 7G6 once
weekly for 3 weeks at 40 mg/kg produced significant suppression of the increase of sarkosyl-
insoluble Tau in the contralateral hippocampus induced by intra-hippocampal Tau seed injection
in P301S Tau transgenic mice.

[0047] Figures 31A and 31B show MTBR-Tau in cerebrospinal fluid from
cynomolgus monkey treated with 7G6-HCzu25-LCzul8 antibody. Figure 31A shows bound
MTBR-Tau. Figure 31B shows free MTBR-Tau. MeantSEM. Male Cynomolgus monkey N=3
(Vehicle, 10 mg/kg, 30 mg/kg, 100 mg/kg).

[0048] Figure 32 shows bound MTBR-Tau in human cerebrospinal fluid spiked with
7G6-HCzu25-LCzul 8 antibody (10, 100, 500, 1000 and 2000 ng/mL).

[0049] Figures 33A and 33B show the efficacy of Tau monomer or fibril uptake,
respectively, in CHO cells overexpressing CD32A. 7G6-HCzu25-LCzul8 antibody (3 pg/mL)
significantly increased Tau monomer uptake compared to human IgG1 control (3 pg/mL) (Fig.
33A). Likewise, 7G6-HCzu25-LCzul8 antibody (0.3 and 3 pg/mL) also significantly increased
Tau fibril uptake compared to human IgG1 control (3 pg/mL) (Fig. 33B). In both cases, FcR
inhibitor treatment significantly blocked the effect of 7G6-HCzu25-LCzul8 antibody-induced

Tau uptake in this cell assay system.

DETAILED DESCRIPTION OF ILLUSTRATIVE EMBODIMENTS

[0050] The following description characterizes antibodies, and antigen-binding
fragments thereof, that specifically bind to Tau. Also described are related polynucleotides
capable of encoding these antibodies and antigen-binding fragments, cells expressing the
antibodies and antigen-binding fragments, as well as associated vectors. In addition, methods of
using the antibodies and antigen-binding fragments are described. For example, the provided

antibodies, and antigen-binding fragments, may be used to treat a Tauopathy in a subject.
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[0051] Various terms relating to aspects of the description are used throughout the
specification and claims. Such terms are to be given their ordinary meaning in the art unless
otherwise indicated. Other specifically defined terms are to be construed in a manner consistent
with the definitions provided herein.

[0052] As used in this specification and the appended claims, the singular forms “a,”
“an,” and “the” include plural referents unless the content clearly dictates otherwise. Thus, for
example, reference to “a cell” includes a combination of two or more cells, and the like.

[0053] The term “about” as used herein when referring to a measurable value such as
an amount, a temporal duration, and the like, is meant to encompass variations of up to £10%
from the specified value, as such variations are appropriate to perform the disclosed methods.
Unless otherwise indicated, all numbers expressing quantities of ingredients, properties such as
molecular weight, reaction conditions, and so forth used in the specification and claims are to be
understood as being modified in all instances by the term “about.” Accordingly, unless indicated
to the contrary, the numerical parameters set forth in the following specification and attached
claims are approximations that may vary depending upon the desired properties sought to be
obtained by the present invention. At the very least, and not as an attempt to limit the application
of the doctrine of equivalents to the scope of the claims, each numerical parameter should at least
be construed in light of the number of reported significant digits and by applying ordinary
rounding techniques.

[0054] Notwithstanding that the numerical ranges and parameters setting forth the
broad scope of the invention are approximations, the numerical values set forth in the specific
examples are reported as precisely as possible. Any numerical value, however, inherently
contain certain errors necessarily resulting from the standard deviation found in their respective
testing measurements.

[0055] “Isolated” means a biological component (such as a nucleic acid, peptide or
protein) has been substantially separated, produced apart from, or purified away from other
biological components of the organism in which the component naturally occurs, i.e., other
chromosomal and extrachromosomal DNA and RNA, and proteins. Nucleic acids, peptides and
proteins that have been “isolated” thus include nucleic acids and proteins purified by standard

purification methods. “Isolated” nucleic acids, peptides and proteins that can be part of a
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composition and still be isolated if such composition is not part of the native environment of the
nucleic acid, peptide, or protein. The term also embraces nucleic acids, peptides and proteins
prepared by recombinant expression in a host cell as well as chemically synthesized nucleic
acids.

[0056] “Polynucleotide,” synonymously referred to as “nucleic acid molecule” or
“nucleic acids,” refers to any polyribonucleotide or polydeoxyribonucleotide, which may be
unmodified RNA or DNA or modified RNA or DNA. “Polynucleotides” include, without
limitation single- and double-stranded DNA, DNA that is a mixture of single- and double-
stranded regions, single- and double-stranded RNA, and RNA that is mixture of single- and
double-stranded regions, hybrid molecules comprising DNA and RNA that may be single-
stranded or, more typically, double-stranded or a mixture of single- and double-stranded regions.
“Polynucleotide” also embraces relatively short nucleic acid chains, often referred to as
oligonucleotides.

[0057] The meaning of “substantially the same” can differ depending on the context in
which the term 1s used. Because of the natural sequence variation likely to exist among heavy
and light chains and the genes encoding them, one would expect to find some level of variation
within the amino acid sequences or the genes encoding the antibodies or antigen-binding
fragments described herein, with little or no impact on their unique binding properties (e.g.,
specificity and affinity). Such an expectation is due in part to the degeneracy of the genetic
code, as well as to the evolutionary success of conservative amino acid sequence variations,
which do not appreciably alter the nature of the encoded protein. Accordingly, in the context of
nucleic acid sequences, “substantially the same” means at least 65% identity between two or
more sequences. Preferably, the term refers to at least 70% identity between two or more
sequences, more preferably at least 75% identity, more preferably at least 80% identity, more
preferably at least 85% identity, more preferably at least 90% identity, more preferably at least
91% 1dentity, more preferably at least 92% identity, more preferably at least 93% identity, more
preferably at least 94% identity, more preferably at least 95% identity, more preferably at least
96% 1dentity, more preferably at least 97% identity, more preferably at least 98% identity, and

more preferably at least 99% or greater identity. Such identity may be determined using
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nBLAST algorithm (Altschul et al., (1990) Proc. Natl. Acad. Sci. USA 87:2264-8; Karlin and
Altschul (1993) Proc. Natl. Acad. Sci. USA 90:5873-7).

[0058] The degree of variation that may occur within the amino acid sequence of a
protein without having a substantial effect on protein function is much lower than that of a
nucleic acid sequence, since the same degeneracy principles do not apply to amino acid
sequences. Accordingly, in the context of an antibody or antigen-binding fragment,
“substantially the same” means the sequences have “insubstantial differences”. Insubstantial
differences are substitutions of 1, 2, 3, 4, 5 or 6 amino acids in an antibody or antibody fragment
amino acid sequence. Amino acid sequences substantially the same as the sequences disclosed
herein are also part of this application. In some embodiments, the sequence identity can be about
90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% or higher. Other embodiments include
Tau-specific antibodies, or antigen-binding fragments, that have framework, scaffold, or other
non-binding regions that do not share significant identity with the antibodies and antigen-binding
fragments described herein, but do incorporate one or more CDRs or other sequences needed to
confer binding that are 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, or 99% identical to
such sequences described herein.

[0059] A “vector” is a replicon, such as plasmid, phage, cosmid, or virus in which
another nucleic acid segment may be operably inserted so as to bring about the replication or
expression of the segment.

[0060] The terms “express” and “produce” are used synonymously herein, and refer to
the biosynthesis of a gene product. These terms encompass the transcription of a gene into RNA.
These terms also encompass translation of RNA into one or more polypeptides, and further
encompass all naturally occurring post-transcriptional and post-translational modifications. The
expression or production of an antibody or antigen-binding fragment thereof may be within the
cytoplasm of the cell, or into the extracellular milieu such as the growth medium of a cell
culture.

[0061] The term “treating” or “treatment” refers to any success or indicia of success in
the attenuation or amelioration of an injury, pathology or condition, including any objective or
subjective parameter such as abatement, remission, diminishing of a symptom or making the

condition more tolerable to the patient, slowing in the rate of degeneration or decline, making the
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final point of degeneration less debilitating, improving a subject’s physical or mental well-being,
or prolonging the length of survival. The treatment may be assessed by objective or subjective
parameters; including the results of a physical examination, neurological examination, or
psychiatric evaluations. In a particular embodiment, the symptom of a Tauopathy is an
impairment in cognition. In a specific embodiment, the symptom of a Tauopathy is an
impairment in learning and/or memory. In a specific embodiment, the symptom of a Tauopathy
is a long-term memory loss. In a specific embodiment, the symptom of a Tauopathy is dementia.
In some embodiments, the symptom of a Tauopathy is confusion, irritability, aggression, mood
swings, or a language impairment. In some embodiments, the symptom of a Tauopathy is an
impairment or loss of one or more cognitive functions such as reasoning, situational judgment,
memory capacity, and/or learning.

[0062] The term “antibody” as used herein is meant in a broad sense and includes
immunoglobulin or antibody molecules including polyclonal antibodies, monoclonal antibodies
including murine, human, human-adapted, humanized and chimeric monoclonal antibodies and
antibody fragments. In general, antibodies are proteins or peptide chains that exhibit binding
specificity to a specific antigen. Intact antibodies are heterotetrameric glycoproteins, composed
of two identical light chains and two identical heavy chains. Typically, each light chain 1s linked
to a heavy chain by one covalent disulfide bond, while the number of disulfide linkages varies
between the heavy chains of different immunoglobulin isotypes. Each heavy and light chain also
has regularly spaced intrachain disulfide bridges. Each heavy chain has at one end a variable
domain (variable region) (VH) followed by a number of constant domains (constant regions).
Each light chain has a variable domain at one end (VL) and a constant domain at its other end,;
the constant domain of the light chain is aligned with the first constant domain of the heavy
chain and the light chain variable domain is aligned with the variable domain of the heavy chain.
Antibody light chains of any vertebrate species can be assigned to one of two clearly distinct
types, namely kappa (k) and lambda (A), based on the amino acid sequences of their constant
domains.

[0063] Immunoglobulins can be assigned to five major classes or isotypes, depending
upon the type of constant domain possessed by its heavy chain, namely IgA, IgD, IgE, IgG and

IgM, depending on the heavy chain constant domain amino acid sequence. IgA and IgG are

-17 -



WO 2019/077500 PCT/IB2018/058024

further sub-classified as the isotypes IgAl, IgA2, 1gGl, IgG2, IgG3 and IgG4. The heavy chain
constant domains that correspond to the different classes of immunoglobulins are called o, 0, €, v,
and p, respectively.

[0064] An immunoglobulin light chain variable region or heavy chain variable region
consists of a “framework” region interrupted by three “antigen-binding sites”. The antigen-
binding sites are defined using various terms as follows: (1) the term Complementarity
Determining Regions (CDRs) is based on sequence variability (Wu and Kabat, J. Exp. Med.
132:211-250, 1970). Generally, the antigen-binding site has six CDRs; three in the VH (HCDR1,
HCDR2, HCDR3), and three in the VL (LCDR1, LCDR2, LCDR3) (Kabat et al., Sequences of
Proteins of Immunological Interest, Sth Ed. Public Health Service, National Institutes of Health,
Bethesda, Md., 1991). The “IMGT-CDRSs” as proposed by Lefranc (Lefranc et al., Dev.
Comparat. Immunol. 27:55-77, 2003) are based on the comparison of V domains from
immunoglobulins and T-cell receptors. The International ImMunoGeneTics (IMGT) database
(http://www_imgt_org) provides a standardized numbering and definition of these regions. The
correspondence between CDRs and IMGT delineations is described in Lefranc et al., Dev.
Comparat. Immunol. 27:55-77, 2003.

[0065] Antigen-binding fragments are any proteinaceous structure that may exhibit
binding affinity for a particular antigen. Some antigen-binding fragments are composed of
portions of intact antibodies that retain antigen-binding specificity of the parent antibody
molecule. For example, antigen-binding fragments may comprise at least one variable region
(either a heavy chain or light chain variable region) or one or more CDRs of an antibody known
to bind a particular antigen. Examples of suitable antigen-binding fragments include, without
limitation diabodies and single-chain molecules as well as Fab, F(ab’)2, Fc, Fabc, and Fv
molecules, single chain (Sc) antibodies, individual antibody light chains, individual antibody
heavy chains, chimeric fusions between antibody chains or CDRs and other proteins, protein
scaffolds, heavy chain monomers or dimers, light chain monomers or dimers, dimers consisting
of one heavy and one light chain, and the like. All antibody isotypes may be used to produce
antigen-binding fragments. Additionally, antigen-binding fragments may include non-antibody
proteinaceous frameworks that may successfully incorporate polypeptide segments in an

orientation that confers affinity for a given antigen of interest, such as protein scaffolds.
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Antigen-binding fragments may be recombinantly produced or produced by enzymatic or
chemical cleavage of intact antibodies. The phrase “an antibody or antigen-binding fragment
thereof” may be used to denote that a given antigen-binding fragment incorporates one or more
amino acid segments of the antibody referred to in the phrase.

[0066] “Specific binding” or “specifically binds” refers to the binding of an antibody
or antigen-binding fragment to an antigen with greater affinity than for other antigens. Typically,
the antibody or antigen-binding fragment binds to the antigen with an equilibrium dissociation
constant Kp of about 5x10® M or less, for example about 5x10° M or less, about 1x10 M or
less, about 1x107'° M or less, or about 1x 10! M or less.

[0067] “Biepitopic” when used in the context of antibodies or antibody fragments refers
to the ability of the antibody or fragment to specifically bind to two non-overlapping epitopes on
the same target antigen molecule though not necessarily simultaneously.

[0068] The term “subject” refers to human and non-human animals, including all
vertebrates, e.g., mammals and non-mammals, such as non-human primates, mice, rabbits, sheep,
dogs, cats, horses, cows, chickens, amphibians, and reptiles. In many embodiments of the
described methods, the subject is a human.

[0069] The embodiments described herein are not limited to particular methods,
reagents, compounds, compositions or biological systems, which can, of course, vary.

[0070] Described herein are isolated monoclonal antibodies and antigen-binding
fragments that specifically bind Tau, preferably human Tau (“anti-Tau antibodies”). Human Tau

2N4R (also referred to as Taud41) is set forth herein as SEQ ID NO: 181:
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Human Tau also refers to Tau variants, for example, naturally occurring allelic variants,
including those illustrated in Figure 1 [2N4R (UniProt Acc. No. P10636-8); 1N4R (UniProt Acc.
No. P10636-7); ON4R (UniProt Acc. No. P10636-6); 2N3R (UniProt Acc. No. P10636-5); IN3R
(UniProt Acc. No. P10636-4); and ON3R (UniProt Acc. No. P10636-2)], or sequences containing
at least one amino acid substitution relative thereto. In some embodiments, the antibodies or
antigen-binding fragments are murine IgG, or derivatives thereof. While the anti-Tau antibodies
or antigen-binding fragments may be human, humanized, or chimeric, the antibodies or antigen-
binding fragments exemplified herein are murine and humanized antibodies.

[0071] In any of the embodiments described herein, the antibody that specifically binds
Tau 1s preferably IgGl, more preferably human IgG1. The antibodies and antigen-binding
fragments that specifically bind Tau as disclosed in the examples section are derived from mice.
Similar antibodies may be derived from any species by recombinant means. For example, the
antibodies or antigen-binding fragments may be chimeric rat, goat, horse, swine, bovine,
chicken, rabbit, camelid, donkey, human, and the like. For use in administration to humans, non-
human derived antibodies or antigen-binding fragments may be genetically or structurally altered
to be less antigenic upon administration to a human patient.

[0072] In some embodiments, the anti-Tau antibodies or antigen-binding fragments are
chimeric. As used herein, the term “chimeric” refers to an antibody, or antigen-binding fragment
thereof, having at least some portion of at least one variable domain derived from the antibody
amino acid sequence of a non-human mammal, a rodent, or a reptile, while the remaining
portions of the antibody, or antigen-binding fragment thereof, are derived from a human. For
example, a chimeric antibody may comprise a mouse antigen binding domain with a human Fc
or other such structural domain. Chimeric antibodies are renoted by the term “xi”.

In some embodiments, the antibodies or antigen-binding fragments that specifically bind Tau are
humanized antibodies or fragments. Humanized antibodies may be chimeric immunoglobulins,
immunoglobulin chains or fragments thereof (such as Fv, Fab, Fab’, F(ab’)2 or other antigen-
binding subsequences of antibodies) that contain minimal sequence derived from non-human
immunoglobulin. For the most part, humanized antibodies are human immunoglobulins
(recipient antibody) in which residues from a complementary-determining region (CDR) of the

recipient are replaced by residues from a CDR of a non-human species (donor antibody) such as
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mouse, rat or rabbit having the desired specificity, affinity, and capacity. In general, the
humanized antibody will comprise substantially all of at least one, and typically two, variable
domains, in which all or substantially all of the CDR regions correspond to those of a non-human
immunoglobulin and all or substantially all of the framework regions are those of a human
immunoglobulin sequence. The humanized antibody may include at least a portion of an
immunoglobulin constant region (Fc), typically that of a human immunoglobulin. Humanized
antibody heavy or light chains are denoted herein by the term “zu”.

[0073] The antibodies or antigen-binding fragments described herein can occur in a
variety of forms, but will include one or more of the antibody variable domain segments or

CDRs shown 1n Table 1.

-21 -



PCT/IB2018/058024

WO 2019/077500

INNI

AVAMYAADTHIIYDAANYS
QIS ITSNTONAVYLSSSIA
ALTIVASHANEINANDISS
SdATIADIMNATOOOIIDIA
MLTMALLALADSYHADSWI
ASYDAIATAYOIOTTIOND

[G6T :ON dI 0dS]

HMAVAMYAXOAIIVIRAAIAYSAH
SLTSNTIOWAVYISSSLAALT LYY
SMAMEINANDISSOAAIADIMAT
509dIOMAMLIMALLAILAD S
DSWIASYOIMATAVOADTIOAD

:[e6T 0N
dr 0ds] IspesT 3noylitm

59 LODDOYOYIOYYILODDLIDYYL
Y99 ILOYLIIYIIVILLIOYIOYLOOD
IDLIDOOYYDOLIILOILVYIVYLOY
DLLD99991DDOVYO IO LLDOYOLD
9999 ILIDOYIOLIDLIOVYII LOOYD
:[T6T :0ON

dr 04ds] IspesT InoYlTtm

[86T :ON QI BHFS] . (06T [F6T :ON YID999YYD
MATOOTIASSOL tON dI 0ds Io §IF ar dIsl I99LODOIYD9OLILIOYOLOLOLID
10905 VT 4 LAS AT LINY 03 8G SSPTIOSTONN) (06T :ON LIOOLOVYOYIYOYOOLOLODDLID
YO92DLOLOLOYILY aIr ods D099 LIYIDLYIDIOVILYIDIDIY
[L6T :ON dI B3S] HIOLIYOOOYYIINODOL Jo Lg DYYIVYYYYIOOYIOIDLIIOLIOVIOL
(06T :ON JYLLIOOLLIOOLIDOOYD -T sopT 959 LOIOYOOIYYIDDDDDLIVLLID
4T BES 1o 60c o9 JYLIODIYDOYOOOYYID | 103TONN) LLIODIDIOIYOIYLIOD IVOIVOD UA
cIp SopT109TonN) IOLOVLIVIOILOODOIDL D HYYIOIOLOVLIVIOLODD9ID IOV -99/,
71595 DYDOYDLIIYIOYOLIDOY | DLIOYDDID HOYOLIIYIVYOLIDIYIVYILIOVYD | @snow
YYD IO IA05 LYO55 I DYV IIOVYIDLYOYIODD | IO9YIYLD 5 IVIYLIDOYIYIOVIDLOD IVIYD
AUDLOINLAS LoD LAY YOVDOVIILODIVIVYIVYD | DHYIOVIOY YOV IO LOVILIOVYIVYIIOOYYIOYOY
AU IYOY5 101595 105 YIOIOVOLOYIVYIDIOOVYY | I99LLLIY YO LIOYYOVYD LVYIYIOVYLOLLLY
5995 LY LY IO LOYAL DOVOYYILIOVYOYOLYY | DLDDILYDL IOYIOVILOOLIDILYILLIVIVOYOOL
NS, 95 JDYILOVYYIOLLIVIOVIOVY | YIOLDOVYD OMATIOTIASSOLLA | LYDDIOYOLIIOIOOYYIVYOILIDDD
VY IO9LODJLVLLIVIVOVOD | DIV999ILY | 909dVTdAASAdLIMYYSAIAT | ¥OVDIOVYOILOODLOIVYYIYODLIVYL
LIY99IOVOLLIDOOVYD IODOMAVAMYAXOATIYIRAAY | DOVIIOVYILIDIOYIVYIDOOLILLOODD
Y9O9LOD9OYOVIOVYD L SAASLTSNIOWAYLSSSLAALT | YYIOLODIOLYYIYYIOVILLIOOD
99 LOIYYIVODLIOVILIOY IVMSMAMINANDISSOHAAIADI | 9LIDOYYOLOLIDOYOLIODODILID
DOVDLLOOVYIVYIIOOLDL MITODOAIDMAMLIMALLALAD | OYIOLIDLOYYIIIOOVIIDLOVID
LO99OVYIOLIDIOILVYIY SYMISHWIASYOIMATIVOAOTT | IOIOOYIYLIDOYIOVIOVIOOLLLL
YIOYILIOO999LIDIOVYY ODADSHADIVYVYATITIIOSMOW | YOLODIYOLYLOLOOVYODLYOOD LY
HI9LILOOYOLINDDDLID [Z6T :ON :los6T
OYDIOIDOLOYYIILOOYD aI 0dS] IspesT U3ITM ON QI 04dS] IspesT YITM
(ad
KyosT
(pToR® ouTuwe) (pToR® ouTuwe)
IIpPeaT 3 SOT
(¥NQa) (¥NQa) . sousnbag PTOY ouUTUNY sousnbsg ¥Na oads)
uTewog juejlsuo)d urtewog STAeTIBA utey) Aaesy urtey) Aaesy sure
SUoT)

$UINDbIS HA 99/ JOA13Y) SHUIUISR.IJ SUIPUI-UISJUR PUB SAPOGIUE PIGLIISIP ) JO SJUdWSIS Apoquuy °[ I[qRL

-22 -



PCT/IB2018/058024

WO 2019/077500

LOIVYYVYDODDOVYDLLOVYYY | DILOYYDDLYOVYLDLODOY TALTASAAIZLSNAOEITIANIY | LLLODLLODIVIIVYIIODIVIOVYOY
OYYOVYDDLIOVYYOOIOYIOYY | DOYIOVYIDLIOIOYIVYOIDIDD [€0Z :ON YNHAIADAAAMNAMATIIAEIHSA | DY LODDDLOVILOVYLOLODODDOVYIOY
DOYDDDIDYYIYDILYYDLD | DOVYDLYDIOVYDLODDDDDL ar ods] AANADIAIA IIS IWTLAMdYMdd | ©9DYDODYODIDLODDLIDLOLOVYYD
OYYOOLIOLYDYLDDVYDOYD | DYYDLLOVYYDVYIIOVYYOVYL (66T :ON ATIASIDOTTIdYdDddDLHLY | DILYOYLOLDDDOYOIOYIOYIDLIOVYD
DODOYDOODDLLIDVYIIVYIDL | DYYDIDLOLYDDLODLIDD ar od=s AOSHdEAMATAMILNSdMHNAND | ¥DDDDDDVYDLYIDYDLODDDDDLOY
DDDDILODDVYDLODLODOY | DODODVYLOLYOVYDOODOLY | IO LG ©3 IXIOLOTSSSIAIAASSTISATO | YOLIOVYOVDIYVYIVIOVYIDLD IV
OOYDLDODDLOYLDLOVYDD | DDILVYYDDLIODDDIOYIVYDD T s°ptT SSOTAYAALHADSITYOSNMSA | DDIDDLD99DD2DVIILIVIVIIDID
YOLODLOYOVYLODLOLDD | LODLODDOYOYDIDLIDDL 109 T2NN) IAdEdAATMATOOTYVYLODSLS | LEYDDLYYDDLODDDOVYIOVYIDLODLD Inzon
DDDDLLOOYOYIDLODDD | DOVYILYDDLOYLODVYIDY o ASSAVTdAASADMLSYSSALAT | DOYIYDOOLIODLODOYILYDDLOY.L _99,
DOOYDOOYDLODDDDIOVYIL | LLLDOVYIOYLODDDDLLOD OVYDVYODLD LOOOMAVAMYAADATIVIXAAY | DDYIOVLLIIOVYIVIIDDDIDLILIODD
OYYDOLIDLOLODIVYDLD | DYYDIDLODLOLOOYYDLD 0DDDOV¥ID LAISITSSTANAALS LS LAY LW | ¥YYODLODLOLDOVYYDLODDLIDDDD
DDOVYYDIDDDLLOYLIOYD | DDLIODDDDOLIOIOVYYYIVYY | DIDOVYIIOD IAISHANEINANDISSOdATADNW | DLODOYVYYOVYYDLOVYYDDDDDDDLOL
OYYOLODLODDLODDDLD | DLOYYDIIDIDDLILOYD IDDLOLLL MATO0DIVOIAMLIMALLIALAD | OYIDILODILIOVIDILOOVIIOVIVID
D09DIOYIVIDINIDIOL | HIHDLIOVIDIOHOYIDOVY | HIDDIVOL SYADSAMASYOAMIATYISOAT | 19DD9D9DIVIDDIIVIIDOLODLILL
DOYDOYIYYIDLDDLIODD | DYODLODDDDDVYOODIIY | ¥IDLODLD OADSHADIVIVATATIIOSMONW | LOLODIVILYIDLIDLODLIODDLY
YOODLDODDDDLIDLODDL | DOOOLODLOLLLOLODLY | DLDDDDLY :[ToZ :ON t[66T
YODD9ODDYYDIIVYIILYDD | DLVIODLODLODLOODDLY dI OFS] IspesT Y1TM ON I 0dS] IspesT Y3aTM
Y.L
DDODYVYDLODLODDLYDDDLILIOYD
LDLOLODLLODLOVYYOYLYOYIDD LD
LDODLODDDDDLOYIDLY LD LOVYOL
YOODDOVYOYYIYYYYIODDYIDDDLD
LDLOYOLODLOLOYDDOYYODDDOD
LOYLLODLLLODLODDOYIDOVYLLOD
LYDDOYIDOVYYIILOLOVY LIV IDLOD
ODLDLOVYOOVYDLD LYOVYDLODOVYIOY
YOLOOVYDDLYOYLODOYOYIDYODL
DOILYOVYOYOVYLOLOYDLOYOYIDDD
YYODVYDOVYYOLLOVYYDVYD LYYIVYLOY
[96T :ON QI 0dS] OYMATODTLIASSDLLADOD | YLD LLIVIOVYLOYLODLOD LV LLLY
YSAIATLO0OOM dYTdAASddLIMVYSAIATIO0 | LYOVYDILIVODLOVILLIIDOVYIY
(ad
KyosT
{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser
(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)
uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex
QUOoTD

-23 -



PCT/IB2018/058024

WO 2019/077500

DOYDLODOYYYDLLYLVYLL
DLLDLLODLDDDIOYDIDL
OYODLODLODDDLIODDIDY
DOYDYYIOVYLOYYOYYIYD
DDODDYDOODDILYYIDVYIED
DOLOVYDOLODDDILYIED
DDYDIDLYLDLLODOVYYY
DLODLODDLODOYDLIDDY
DLODYDIYYDIYYOIOYILD
DYDLVYDODDIDDLYDDIDDD
DLDDDYIOYLDLDOYIYID
YYOVYDDDDDDYDIDIIYYY
DOOYYYODLDLYOIOYYYY
DYDDLYDODDDDDYIIILD
DOOYYYIOYYDDLOLOOYY
ODLOYYIOVYLOYDIYYIDD
LYYDLODDLOYODIYIIOYD
DLDDLDDODYILODLODOY
DLODLOLODDYLDIOYIDY
OYYDOVYLOVYIDOYDIYIOID
DODDYYYIYDIYYIDIDILYY
LYDDLODYDIDLODDDITYD
DLODOVYLODLOVYYOLLOVYY
DLODYDLODDOYDIYYDIYD
DODYDLOOVYODLODLOOLD
ODLYOYILODOYDLODDDY
DODDODLOLYDLYDLIODDY
0)'£3194-A"4010)0) 4 A 4 {0)010)00)
DLLDLODLLDLOYOLODD
YOODODDLIODLOYYDLID
YOOVYDDOOLODDYIDIDL
YOVYDVYDLOVYYYYOYDILIL

[G0Z :ON dI 0ds]
SSAIATIODOM
AYAMYAXDATIYOAXAYL
AdSYTSSTINAALS LS LA
M INLAISMAMANANDISS
9dXIAONMATOOOAYOIA
MITMALLALADSYIDSAM
ASYODMIAAYO SOATOAD

[FOZ :ON dI 0dS]
(66T

tON dI 0ds Io §IF
03 8G SSPTIO0STONN)

LDOLYDLDLDDIOYDLODLD
DOYDODOYIDODIDLIOYL
OODLLLODLLODIOYDIY L
DDODYDOYOYOIYLODDIDL
OYLOYLDILODIDDIOYIYD
DYDODOYIDIDLIOIDDLIDL

MOASTSTISH
DLAUNHTIVIHNASDSAANDDOM
HSMAALTMSATAISOHASATAIL
LIMANNZAOONSEMIAYIASAA
ADMATOLTSADNMITIAISdA T
IAADIIIdDOONYNS IIMAIAVd
TEINSAMOMATMONTMADHTAL
TASAATALSNADHIII M IMYNH
ATADANAMNIMATIAIHSATAA
ADIAFTALES INTLAMAMddATd
ASdOOTTEAVADAdDIHINMADS
MAdIAMMAAN INS dMHNAND AL
DLOTSSSANIAASSTSATOSSD
TAVdALHADS L'TYDS NMSALAL
AdAXMIATIOTYYIOOSLENSS
AVIdAASIDNLESVYS SAIATLOD
HMAVAMYAXOAIIVIAAIAYLAE
SYTSSTHNAALS LS LAY INLIAY
SMAMEINAND IS SOAX IADOWMAT
509dVOdAMLIMALLAILAD S
DSAMASYOAMIATYD SOATOAD

:[zoz :ON
dr 0ds] IspesT 3noylitm

MDdSTIS
TSUOLAHNHTYAHNASDSAAND
OOMISMAALTMSATAASOASAT
AddLIMANNAJOONSHMIAVYIA
SdRAADIATOLTSAONMLTHAES
ddTLAADIINdOONVIS TIMHAT
AVATINSAMDN AAMONTMADH

DDOYYYDILIDLIODDLIODYDLIDOYOL
DDYDIYYIYYIDYDLIODYDLYDDODD
DDLYDDDDDDLIODIOYIVYLOLIDOYIOY
DOYYDVYDDIDDDIOYIIDODYYYIIDIYY
YOO LOLYIODYYYYOYDDLYDDDDDD
YODDLIODIODOYYYIYYIODLDLODYYD
DILOYVYDOVYILOVYODOYYIODDILYYDLIDD
LOVYODOYOIYODLODLIDDDYDILIODLD
DOYDLODILDLDIDYLODYDIDYIVYYD
YIDYDOOYIIYDIDDDDIDOYYYIOYIY
YOODLYYIYDDLOOYIDLODDDIED
DILODVYLODLOVYYDLLOYYOLDOYDL
DDOYDYYDIYIIDVYILOIYDDLODL
DDLDIDLYIYILODYDLDDDDYIDD
DDLDLVYDLYDLODIOYIYODIYYIODIOY
YYYDODODDODLLOLODLLOLOYOLOD
OYDDDODDLIDLIOYYDLIDYIDYID
DDLODIOYIIDDLYIYIYILOYYY YD
YOLOLLDILYYYODDDYD LLDOYYYOY
YOYDDLIOOYYIIYIOYYDIOYIODIDIYY
OYDLYYD LDDOYYIDLDLYDYLODOWED
YODODYODODLLIODYIOYIDLIODIDL
DDDYDLODLOIDOYIDYILIODDLIOVYL
DLOYDOYILIODLOVYIYLIODLOLIOOD
DDDLLODYIOYODLODODIDOYIIOYDL
DDODDODYILIOYYIDLODIDLDILODIOY
DLODIODYYODIDDLLOYLOYDIOYYD
LODLODOLODDDLIDIDDIDYIYID
DDDDLIOLIDYIDYDIYYIDLIDLIDD
YODDLIODDODDLLDLODDLYDDDDDD
YYODOYDDILYDODLDLYDLOLDDOYOL
DDLODDYIODIYIDIDIIDLIYLIDD

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-24 .



PCT/IB2018/058024

WO 2019/077500

[LOZ :fON dI 0ds]
$08

AANDDODME SMAALTMS AT
J4S905ATAdd LIMANNA
dOONSEIMIAYIASAXADN
ATOLTISADNMLITAAISdd
TLAADAIIdOONYMS ILY
A IAVdTRINSAMDMAEND
NTMADHTALTASAAIXLS
NADH I AN IMYNHATADA
AXMNIMATdAIHSATAAN
DIAZAIMS IWTILAMdMdd
ATAANSADDTTEAYADAdD
LHIMADSMdIAMMAAMLIN
SAMHNAND IALDIOTSSS
dAIAASSTSATOSSOTAY
dALHADSLTYDSNMSALA
dHZdAAAINTIDTIYYLOOS
LSMSSdYIdAASdDNLSY

[30Z :ON dI 0ds]
(66T :ON

ar ods Jo ToFT ©3
GTy SopT3o2ToNN)
999DDDLOIOLIDDL
DLDDOYOYYOYIDIYIYL
DYIIOYYIYIDLILIDOYD
I¥D9IYOLODDLODLYIL
DLIDLODYYODOHIYIOYD
99 IHHYIOYOYYIYODLD

DY9OYYILODLIDOILIDDDLIIDDD
DOYIYIDDDDD LI LIDYIOYOYYID
IDDLODDYIOOLIDDIDLIDIONDL
YODD999YYIIYIIIYIOLILYILY
IODOYOLODLIDIYIOOOYIINDDD
IOYLODOLLIOOLIDOOYIIVIDOD
DY9OVOYOYLIDIOILIOYIIOYILOLOD
D9DIYIYDIVOIOYOOIOLIDILID
IO LOYYOOIVIYILOLODDOVYIOYIIY
DOLIOYIOVONDIDIYDILYIIYOLOD
HDDDIOYYILLOVYOVOIVYIVIOY
YOO ILDIVIDLIDLIODODDIOVIOLY
DY D999 LYDDIVYODLIIDDIYIY
959 LODLIOOYIVOIILODDLIDYIL
Y99 ILOYLIIOYIIVLLLDOYIOYLOOD
DOLILO9OVYIDILIDIOLOOYYOLOD
DLDD9D99LDIYYYOVYIILOYYODD
5299 ILDIOVIOIODLIOYIDLOOYD
[00Z :ON

dr 04ds] IspesT InoYlTtm

YO LYYYD
DDDDDLOLOLODDLOLODOYIYY DY
DDOYOVYLIOYIIOYYIOYIDLOLIDOTED
LYDOIVYDLODDLODIYDLOLLOLDD
YYDDDIOYIDYIDDLIDOYIDYIVYYOY
DDLDIDYILIOOVYYYOLLY LY LIDLL
DLLDDLODDIYDDDLIOYODLIDLOD
DDLDOOIDYIIYIYYIVLIOVYYIVYYOIY
DDDDOYIODOD LYY IDYIYIIDLITD
DLODIODDILYDYDIIYIDDLYLOLLD

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-25 -



PCT/IB2018/058024

WO 2019/077500

DYDYYIVYIDLODIOYILODYYYILLY
IYLLDLLDLLDDLODDIOYDDDLIOYD
DLODLODDDLIDDIYIIYDIYYIYLD
YYOYYOYODDIDIOYIIODLYYIOYOY
DDDLOYDDLOIDDDLYIYDIDYIDD
LYLDOLLOODOYYYOLODLIODDLODYD
LODOYDLODYDOYYDIYYOIOVYILIDY
DILYDODIDDLYDDDDDDLODIYIVYL
DLODYIYIIYYDEYIDDDDIYIDIIY
YYODIDYYYIDLOLYIIOYYYYDYD DL
YODDDIDYIDIDLIDDOYYYOYYIDL
DLDDOYYIDLOVYYIVYILOVYODOYYODDL
YYD LODDLOYDOYIDYIDLIODLODD
YOLDDLODDOYDLODILOLODIOYLOOY
DOYDYYIVYLOYIDVYDOTYODDDDIID
YYYDOYOYYIDDLYYIYIDLDDOYDOL
DDDDIOYDIDLOIYLIODLOVYYILLOYY
DLDDOYDLIODIDYIYYDIYIDIYDLOD
YOO LODLODLIDDIDLYIYILODYDLD
DDOYDODDDLIOLYDILYDLDDDOYIED
DY DIDYYYYIODDDDDLLOLODLLD
LOVYDLODDOYDDIODOLIDLIOVYYDLD
OYODYIDDDLDIDYIDDDLYIYIYD
LOYYYYOYDLOLLDLYYYODDDYDL
LOVYYYOYYOYDDLOOYYIIYIYYID
YODDIDYYIOYDLYYDLODVYYODLD LY
DY LDOYDYIDIOYIDIDLLODYIDONED
DLODOOLODIYDLODLOIDOYIDYIL
DDDLOYLOLOYODYILDDLOYIOVYLD
DLDLOD9DDDDLLODOYIYIDLODDDD
DYDDYDLIDDODIIYILIOYYDDOLOD
LOLODIOYDLDDDIOYYIDIDIDLLOY.L

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-26 -



PCT/IB2018/058024

WO 2019/077500

LVD9I99YDILODIDDIVD | DAATIADNMATOODIVOIA DSAMASYOIMIATYD SOATOAD | ¥OIIYID9DLLIOYIDYIILIDIDL
OLODOVYLOOLOVYOLLOVYY | MLITMALLALADSYMOSAM [TITZ :ON | 920V¥DIODIDIDYIOVILIDILIVL
DLODYDILDDIVIVYYIIVYD | ASYDAMIATIYOSOATOAD aI 0ds] TI9peaT INOYITM | DIDVYIOVILIDIOVYIVIIILOLIDD
OOYDLODYDIDLODLODLD DODLLODYOYODLDODDDOVYIIVYIL
ODILYOYILODYDLODDDY [€TZ :ON aI 0ds] ADdSTS | DOODDDOYILOVYYDILODLDLIDDY
9DDDDLOLYDLYDLODOY (goz TSMOLAHNHTYIHNASDISAAND | 9I199IDVYDIIDDLILIVIIOVIOVYYD
OVYDDYYIDIYYYYIDDDD ‘ON aI 0ds 3o FIF OOMESMAALTISATAASOHASAT | LODLIDDLIDDDLIDIIDDIDYIVID
DLIDIDDLIDIOVYIILODD | ©3 8G SSPTIOSTINN) (217 :0ON AddLIMANNAAOONSHMIAYIA | 9999LILIDVYIDYIVYIILIDLIDD
YODDODIDLIODLOVYYDLID LOIYOLOLODDYDLD ar omEs] SAXIDIATILISADNMITETLS | ¥I9OLIDIDILLILODDIILYIDIDIDDD
YOOYODDDLODIOVYIDDDL | DLODDYODDOYIDDIDIDL (Lc o1 ddTIAADITIAODNVISIINET | YYIIVYIIIVYIOLILYILOIODIVYIL
YOVYIVYDLOVYYYYOYDLOL | DYLODDLLLODLLODOYD 1 sspT AYATRANSAMINXINONTMACH | DILIDIYIDDOYIDIDDDDLIVYIIID
LOIYYVYDDDDOYDLLOVYY | DYLODDOYDOVYIYIVYLIOD uomﬁoszw TALTASAAIZLSNAOEITIANIY | LLLODLLODIVIIVYIIODIVIOVYOY
OYYOVYDDLIDYYIOVYIYY | DOLIOVIDOVLODLODDDDODY 5 YNHAIADAAAMNAMATIIAEIHSA | DY LODDDLOVILOVYLOLODODDOVYIOY

DOYDDDIDYYIYDLYYDLD | DYDDVYDDOYDDIDLIODDL SYYO9 Lo AANADIAIA LIS IWTLAMdYMdd | DDYDDDOYDDDDLIODDLIDLOLOVYYD | ¢NZDH

OYYOOLIOLYDYLDDVYDOYD | DOLOLOVYYDDLYOYLODLD 99T ATIASIDOTTIdYdDddDLHLY | DILYOYLOLDDDOYOIOYIOYIDLIOVYD -99L
DODOYDOODIDLLIDVYIDVYIDL | DOVYIOVYIDOVYIDLIODYIOYD 59970999 AOSUIEAMATAMILNSdMHNAND | ¥DDLODDVYDLYODYDLODDDDDLOY
DODDDLODDVYDLODLODDY | DLODIOVYDLYIDYDLIODDD 199 IOLLL IXIOLOTSSSIAIAASSTISATO | YOLIOVYOVDIYVYIVIOVYIDLD IV
OOYDLDODDLOYLDLOVYDD | DOLOVYYDLLOYYOYDIOVYY 5199 IYOL SSOTAYAALHADSITYOSNMSA | DDIDDLD99DD2DVIILIVIVIIDID
YOLODLOYOVYLODLOLDD | DYLOVYYODLOLYODLODL Y9190 1O IAdEdAATMATOOTYVYLODSLS | LEYDDLYYDDLODDDOVYIOVYIDLODLD
DDDDLLOOYOVYIDLDDDD | DODDDDIVLILYIVYODDD 519999 LY ASSAVTdAASADMLSYSSALAT | DOYIYDOOLIODLODOYILYDDLOY.L
DOOYDODOYDLODDDDIOVYIL | DLYDDLYYDIDLIODDDIVYD LOOOMAVAMYAADATIVIXAAY | DDYIOVLLIIOVYIVIIDDDIDLILIODD
OYYDOLIDLOLODIVYDLD | ¥OOLODLODOYIYDIDLD LAISITSSTANAALS LS LAALW | ¥YODLODLOLDOVYYDLODDLIDDDD
ODOYYDIDDDLIOVYLIOVYD | DOLIOIOVYILYDDLOYLODY IAISHANEINANDISSOdATADNW | DLODOYVYYOVYYDLOVYYDDDDDDDLOL
OYYOLODLIODDLODDDLD | DOYLLLOOYIOVLIDODDL MATO0DIVOIAMLIMALLIALAD | OYIDILODILIOVIDILOOVIIOVIVID
DDDDOOYIOVYIDODIDLIL | LODDOYYOIDLODLOLIOVYY SYADSAMASYOAMIATYISOAT | 19DD9D9DIVIDDIIVIIDOLODLILL
DOYDOOYIYYIDLIODLIODD | DLODDLODDIDDLOIYYY OADSHADIVIVATATIIOSMONW | LOLODIVILYIDLIDLODLIODDLY
YODODLODDDDLLOLOODL | DYYDLOVYYDODIDIDDLOL :[0TZ :ON 1[g02
YDODDODIVYVYIIVIDLYDD | DVYOOLODLODOVYIDLIDYD dI OFS] IspesT U1TM {ON I 0ds] I9pesT Y3aTM
YOLYYYDDDDDDLIOLOLODDLOLDD
DOVYDVYVYDOYOIDIVIYLOVYIOYYOVYDIOL
DLODOVYDLVYDDLYDLODDLODLYIL
DLLDLODYYDDDOVYIDOVYODDLODOYD

(ad

KyosT

{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser

(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)

uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex

QUOoTD

-27 -



PCT/IB2018/058024

WO 2019/077500

[GTZ

tON dI 0=s] (80¢
ION 4I 0FIS JO T0%T
©3 GTF SPTIOSTONN)
999202 LOIOLIDDL

D LODOYOYYOYIOIYIVL
DYDOYYIYIOLILIDOYD
LYDOILYOLODDLOOLVIL
D LLDLODYYOODIYIOYD
99 LHOYIOVOYYIVYIOLD
DOVDLOOYVYYD LIV IVLL
DLLOLLODLOODIYOIDL
DYO9LO9LODIDLIDOIY
DOVOVYIVYLOYYIYYOYD
HDDOYINNDLYYIOYIVD
99 ILOVYOOLODDIDDLYIVYD
DOVYIIDIVLIOLLIOOVYY
2199129 LIIVYOLIDOY
DIO9YDIYYOYYIIVYOLD
HYOLYO9DDIIDIVIIIDD
9 LODDOYIYIOLOOYIVID
YYOYODDIIDOYIOIOYYY
D0OYYYIILILYIIVYYY
HYODLYIDIIDOYIIDLD
DOOYYYIYYIILILOOVY
D9 LOVYIVYLOVOOYYIOD
LYYDLO99 LOYOOYIIVYD
9LODLODOYILIDLODOY
2199 19I9DIYLOIVYIOY
DYYIOVYLOYIOYOOYIHOND
HDDOYYYIVIOYYIDD LYY

[FTZ :ON dI 0dS]
SSAIATIODOM
AYAMYAXDATIYOAXAYL
AdSYTSSTINAALS LS LA
AINIAGSMAMANANDISS

MDdSTSTSH
OLAHNHTIVHHWASDSAANDOOM
ASHAALTSATAASDASATALA
LIMANNAJOONSHMIAVYIASdA
ADMATOLTSADNMLTAAYSdd T
LAADIHYd0OONVIS TIMA IV
TANSAMOM AT ONTMAOHTAL
TASAAIALS NADHIAT AN LIVYNH
AIADANAMNANAIIAIHSATANA
ADINAd LIS TINTLAMdMdd AT
ASdDDTTEdYdDddDLHLAADS
AdEAMMAAM NS dMHNAND TAL
OLOTSSSAALAASSTSATOSSO
TAYdALHAD S LTYOSNMSALAL
HdAAAMATIODTYYILDDSLENSS
dVTIddASdDNLSYSSALIATLOD
OMAYAMYAXDALIYOAINY LAE
SHETSSTHNAALS LS LAAINIAYL
SHAMANANDISSOdATADWMAT
909dVOIAMLIMALLALAD SV

YO LYYYD
DDDDDLOLOLODDLOLODOYIYY DY
DDOYOVYLIOYIIOYYIOYIDLOLIDOTED
LYDOIVYDLODDLODIYDLOLLOLDD
YYDDDIOYIDYIDDLIDOYIDYIVYYOY
DDLDIDYILIOOVYYYOLLY LY LIDLL
DLLDDLODDIYDDDLIOYODLIDLOD
DDLDOOIDYIIYIYYIVLIOVYYIVYYOIY
DDDDOYIODOD LYY IDYIYIIDLITD
DLODDDDILYDYDIIYIIDLYLOLLD
DDOYYYDILIDLIODDLIODYDLIDOYOL
DDYDIYYIYYIDYDLIODYDLYDDODD
DDLYDDDDDDLIODIOYIVYLOLIDOYIOY
DOYYDVYDDIDDDIOYIIDODYYYIIDIYY
YOO LOLYIODYYYYOYDDLYDDDDDD
YODDLIODIODOYYYIYYIODLDLODYYD
DILOYVYDOVYILOVYODOYYIODDILYYDLIDD
LOVYODOYOIYODLODLIDDDYDILIODLD
DOYDLODILDLDIDYLODYDIDYIVYYD
YIDYDOOYIIYDIDDDDIDOYYYIOYIY
YOODLYYIYDDLOOYIDLODDDIED
DILODVYLODLOVYYDLLOYYOLDOYDL
DDOYDYYDIYIIDVYILOIYDDLODL
DDLDIDLYIYILODYDLDDDDYIDD
DDLDLVYDLYDLODIOYIYODIYYIODIOY
YYYDODODDODLLOLODLLOLOYOLOD
OYDDDODDLIDLIOYYDLIDYIDYID
DDLODIOYIIDDLYIYIYILOYYY YD
YOLOLLDILYYYODDDYD LLDOYYYOY
YOYDDLIOOYYIIYIOYYDIOYIODIDIYY
OYDLYYDLDIOYYIDLDLYDIYLIODOYD

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-28 -



PCT/IB2018/058024

WO 2019/077500

[9TZ :ON dI 0ds]
MOdSTIS
TSMOLAHNHTYHHNASDS
AANDDODME SMAALTMS AT
J4S905ATAdd LIMANNA
dOONSEIMIAYIASAXADN
ATOLTISADNMLITAAISdd
TLAADAIIdOONYMS ILY
A IAVdTRINSAMDMAEND
NTMADHTALTASAAIXLS
NADH I AN IMYNHATADA
AXMNIMATdAIHSATAAN
DIAZAIMS IWTILAMdMdd
ATAANSADDTTEAYADAdD
LHIMADSMdIAMMAAMLIN
SAMHNAND IALDIOTSSS
dAIAASSTSATOSSOTAY
dALHADSLTYDSNMSALA
dHZdAAAINTIDTIYYLOOS
LSMSSdYIdAASdDNLSY

HYYDIDIYYYYIIDDIDLIDOLIDLID
IOYIIODIYO9DDDD LD LIOVYD LD
DYIOYIDDDLODIYIIIDILYIVIOVD
LOYYYYOVOLOLLDLYYYIDDOVOL
IOYYYOVYIOYIDLOOYYDIYIYYID
YODDOYYIYD IVYOLODYYIO LD LY
DYLIOYOVIDIYIOIDLLIOYIOVD
DLDDD9LODOYILODIOIOYIOVYIL
D02 LOYLDIOVOOVILIDILOVYIVYLD
DLOLO99DDDLIDIYIYIOLOINDD
HYDIYDLIDIDIDOYILIVYIILID
I9I199DYOLODDIYYOIIDIDLIOVYL
DY9OYYILODLIDOLIDDDLIIDDD
DOYIYIDDDDD LI LIDYIOYOYYID
IDDLODDYIOOLIDDIDLIDIONDL
YODD999YYIIYIIIYIOLILYILY
IODOYOLODLIDIYIOOOYIINDDD
IOYLODOLLIOOLIDOOYIIVIDOD
DY9OVOYOYLIDIOILIOYIIOYILOLOD
D9DIYIYDIVOIOYOOIOLIDILID
IO LOYYOOIVIYILOLODDOVYIOYIIY
DOLIOYOVODILODIVYDIYIIYOLOD
HDDDIOYYILLOVYOVOIVYIVIOY
YOO ILDIVIDLIDLIODODDIOVIOLY
DY D999 LYDDIVYODLIIDDIYIY
959 LODLIOOYIVOIILODDLIDYIL
Y99 ILOYLIIOYIIVLLLDOYIOYLOOD
DOLILO9OVYIDILIDIOLOOYYOLOD
DLDD9D99LDIYYYOVYIILOYYODD
5299 ILDIOVIOIODLIOYIDLOOYD
:[60Z :0ON

ar 04ds] JIspesT 3InNOoY3ITM

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-29 .



PCT/IB2018/058024

WO 2019/077500

DDYDIOYDLIDODDDDYIL
OYYDOLODLOLODIOYILD
DODYVYDODDIDLLOY.LIOYD
DYYDOLDOLIODDLIODODLD
DDODDDOYIYIDDIIDDLIL
DOYDOYDIYYDIDLODLIDD
YOODLDDODODDLLOLDODL
YODDODIYYIIYIDLYID

DLYDDLYYDIDLIODIDDIYD
YOOLODLODDOYIYDIOLD
DOLODYILYDDLOYLIODOY
OOYLLLODYDYLODDDDL
LODOYYIDLODLOLDOVYY
DLODDLODDDDDLIIOYYY
DYYDLOYYDIDDIDDLDL
DYDDLODLIODYIDLIODYD

o)
DYOYOD LD
DDDDIOYID
DDDYDD9D
LODLOLLL
DLDODLYOL
YODLODOLD
DLIDODODLY

IO0OMAVAMYAXDATIVIAAAY
LAISHITSSTHNAYLS LS LAALN
IAISHAMEINAND IS SOdATIADN
MATOOOIVOIAMLIMALLA LAD
SYMOSAMASYIINMATYOSOAT

DOYDOYLLLDDOVYIYLODODDLLIOOD
YYODLIODLOLDOYYDLODDLIDDDDD
DLOOYYYDIVYYDLOYYDIDDIDOLOL
DOYODLODLIDYIDLOIOYIDIVYIVID
LODODDDOYDODIIOYIIDDLODLILL

ODADSHADIVIVATITIIDSMON
[6TZ :ON
aI 0dS] IspesT U3ITM

LOLODIVIILYIOLODLODLOODO LY
[Lt1e
‘ON dI 0HS] FspesT Y3Itm

ENzDH
-99L

YOLYYYDODDDDLIOLOLIODDLOLID
DYDY YDYIDDVYIYLIOYIDYYIOVYIDL
DLODDYDIYIDLYDLODDLODLYIDL
DLLDLODYYODODVYIOYIDDLIONYD
DYDYYIVYIDLODIOYILODYYYILLY
IYLLDLLDLLDDLODDIOYDDDLIOYD
DLODLODDDLIDDIYIIYDIYYIYLD
YYOYYOYODDIDIOYIIODLYYIOYOY
DDDLOYDDLOIDDDLYIYDIDYIDD
LYLDOLLOODOYYYOLODLIODDLODYD
LODOYDLODYDOYYDIYYOIOVYILIDY
DILYDODIDDLYDDDDDDLODIYIVYL
DLODYIYIIYYDEYIDDDDIYIDIIY
YYODIDYYYIDLOLYIIOYYYYDYD DL
YODDDIDYIDIDLIDDOYYYOYYIDL
DLDDOYYIDLOVYYIVYILOVYODOYYODDL
YYD LODDLOYDOYIDYIDLIODLODD
YOLDDLODDOYDLODILOLODIOYLOOY
DOYDYYIVYLOYIDVYDOTYODDDDIID
YYYDOYOYYIDDLYYIYIDLDDOYDOL
DDDDIOYDIDLOIYLIODLOVYYILLOYY
DLDDOYDLIODIDYIYYDIYIDIYDLOD
YOO LODLODLIDDIDLYIYILODYDLD
DDOYDODDIDLIOLYDILYDLDDDOYIYD

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)
(¥Na)
utewod STRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-30 -



PCT/IB2018/058024

WO 2019/077500

DYDLVYDODDIDDLYDDIDDD

AIADANAMNANAIIAIHSATANA

YIDYDOOYIIYDIDDDDIDOYYYIOYIY

DLODODOYOVYLOLODYIVYID ADIAIdILIS IWTLAMdNddATd | YODODLYVYLYDDLODYDDLODDDIOYD
YYDYODDDIDYIDDOVYYY ASdDDTTHdYdDddDIHILMADS | DLODYLODLOVYYDLLOYYOLDOVYIL
DDODYYYIDLIOLYDDOVYYYY AdIAMMAAMLNS dAMHNANDIAL | DDOVYDYYDDOYIDIVYDLIDOYIDLOOL
OYDDILVYODDD20DYIDILD OLOTSSSAAIAASSTSATOSSO | 991929 LYIVYILOOVILIIDIIOVYIDD
DDDYYYIOYYIDLIOLODOYY TAYdALHADSLTYDSNMSALAL | DDLOLYDLYDLODOVYIVYIOYYODDOY
ODLOVYYIYLOVYIDYYIDD HdAAAIATODTYVYLODSLSHSS | YYYOODIDODLLOLODLLODLOYOLOD
LVYVYDLODDLOYOOYIIOVYD [€ZZ :ON aI 0ds] dYTdAASIDILSYSSALIATIO0 | DYDD999DLIDLIVYILIDYIOVYID
OLODLOOOYILIODLDDOVY SSAIATIO0OM OMAVAMYAADTIIYOAAAYLAL | DDLODDOYDIIDDILYIVIYILOVYYYYD
DLDDIOLODIYLODVYIDY | AVAMYAADTIIVYOAAAVYL SITSSTHNAYLS LS LAALNLAY | ¥DLOLLDLYYYDDDOYD LLOVYYOY
OYYOVYLOYDIDYDIOVODDD | TISHTSSTHNAYLS LSLA SHAMEINANDISSOdATADWMAT | YOVYDDLODYYIDVYIYYOIOVYIDIDOVYY
DDD0OVYYYOVYDIVYYOODDILYY | ALWNLAISHAMINANDISS 909dVOIANLIMALIALIADSYY | DVDIVYVYOLOIVYIOLILYIVYLIOVYD
LVD9I99YDILODIDDIVD | DAATIADNMATOODIVOIA DSAMASYOIMIATYD SOATOAD | ¥OIIYID9DLLIOYIDYIILIDIDL
OLODOVYLOOLOVYOLLOVYY | MLITMALLALADSYMOSAM :[0ZZ :ON | 920V¥DIODIDIDYIOVILIDILIVL
DLODYDILDDIVIVYYIIVYD | ASYDAMIATIYOSOATOAD aI 0ds] TI9peaT INOYITM | DIDVYIOVILIDIOVYIVIIILOLIDD
OOYDLODYDIDLODLODLD DODLLODYOYODLDODDDOVYIIVYIL
ODILYOYILODYDLODDDY [ZZZ :ON aI 0ds] ADASTIS | DOODDDOYILOVYYDILODLOLIDDY
9DDDDLOLYDLYDLODOY (L1 TSMOLAHNHTYIHNASDISAAND | 9I199IDVYDIIDDLILIVIIOVIOVYYD
OVYDDYYIDIYYYYIDDDD ‘ON aI 0ds 3o FIF OOMESMAALTISATAASOHASAT | LODLIDDLIDDDLIDIIDDIDYIVID
DLIDIDDLIDIOVYIILODD | ©3 8G SSPTIOSTINN) AddLIMANNAAOONSHMIAYIA | 9999LILIDVYIDYIVYIILIDLIDD
YODDODIDLIODLOVYYDLID LOIYOLOLODDYDLD SAXIDIATILISADNMITETLS | ¥I9OLIDIDILLILODDIILYIDIDIDDD
YOOYODDDLODIOVYIDDDL | DLODDYODDOYIDDIDIDL ddTIAADITIAODNVISIINET | YYIIVYIIIVYIOLILYILOIODIVYIL
YOVYIVYDLOVYYYYOYDLOL | DYLODDLLLODLLODOYD AYATRANSAMINXINONTMACH | DILIDIYIDDOYIDIDDDDLIVYIIID
LOIYYVYDDDDOYDLLOVYY | DYLODDOYDOVYIYIVYLIOD TALTASAAIZLSNAOEITIANIY | LLLODLLODIVIIVYIIODIVIOVYOY
OYYOVYDDLIDYYIOVYIYY | DOLIOVIDOVLODLODDDDODY YNHAIADAAAMNANAEIAIHSA | DYLODDDLOVILOVYLOLODDODDOVYIOY
DOYDDDIDYYIYDLYYDLD | DYDDVYDDOYDDIDLIODDL [TZZ :ON AANADIAIA IIS IWTLAMdYMdd | ©9DYDODYODIDLODDLIDLOLOVYYD
OYYOOLIOLYDYLDDVYDOYD | DOLOLOVYYDDLYOYLIODD ar ods] ATIASIDODTTIdYdDddDLHLY | DLYDOYLODDDDOYOIOYIIOYIDLIOVYD
DODOYDOODIDLLIDVYIDVYIDL | DOVYIOVYIDOVYIDLIODYIOYD {(LTZ :0 AOSUIEAMATAMILNSdMHNAND | ¥DDLODDVYDLYODYDLODDDDDLOY
DODDDLODDVYDLODLODDY | DLODIOVYDLYIDYDLIODDD ar od=s IXIOLOTSSSIAIAASSTISATO | YOLIOVYOVDIYVYIVIOVYIDLD IV
OOYDLDODDLOYLDLOVYDD | DOLOVYYDLLOYYOYDIOVYY 30 LG SSOTAYAALHADSITYOSNMSA | DDIDDLD99DD2DVIILIVIVIIDID
YOLODLOYOVYLODLOLDD | DYLOVYYODLOLYODLODL 3 T =ptT IAdEdAATMATOOTYVYLODSLS | LEYDDLYYDDLODDDOVYIOVYIDLODLD
D000 LLOOYOVYIDLODDDD | DODDDDIVLILYIVYIDDD 309T2NN) ASSAVYTdAASIDMLEYSSALAT | DOVYIOVYDODLIODDLIODOVYILYDDLOVY.L

(ad

KyosT

{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser

(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)

uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex

QUOoTD

-31 -



PCT/IB2018/058024

WO 2019/077500

NTMAOHTALTASAAIXLS
NAOEHIdN IMYNHATADA
AAMNANATdTIHSATAAA
DIAdd LIS INTLAYMdXdd
ATAASIDDTTHIYdDddD
LHLAADSHMdIAMMAAMLN
SAMHNANDIXLOIOTISSS
dALAASSTSATIDSSOTIAY
dAdLHADSLTYDSNMSALA
dHddAATAATIDTYYLOOS
LSMSSdYTIdAASIDNLSY

[FZZ :tON dI 0ds]

(LTZ :ON

ar ods Jo ToFT ©3
GTy SopT3o2ToNN)

D9DDDDLIOLDLODDL
DLODOYOYYDIYDIDIOVYIVY.L
OYODYYOYIDLOLODOTYD
LYDDLYDLODDLODIYODL
DLLDLODOYYDDDDIYIIYD
DD LDDOYIIVYIYYIYIILD
DOYDLODOYYYDLLYLVYLL
DLLDLLODLDDDIOYDIDL
OYODLODLODDDLIODDIDY
DOYDYYIOVYLOYYOYYIYD
DDODDYDOODDILYYIDVYIED
DOLOVYDOLODDDILYIED
DDYDIDLYLDLLODOVYYY
DLODLODDLODOYDLIDDY
DLODVYDIIOYYIYYOIOYILD

MDdSTSTSH
OLAHNHTIVHHWASDSAANDOOM
ASHAALTSATAASDASATALA
LIMANNAJOONSHMIAVYIASdA
ADMATOLTSADNMLTAAYSdd T
LAADIHYd0OONVIS TIMA IV
TANSAMOM AT ONTMAOHTAL
TASAAIALS NADHIAT M ILIYNH

IO LOYYODILYIYLIDODIOVYIOYIIY
DOLIOYOVODILODIVYDIYIIYOLOD
HDDDIOYYILLOVYOVOIVYIVIOY
YOO ILDIVIDLIDLIODODDIOVIOLY
DY D999 LYDDIVYODLIIDDIYIY
959 LODLIOOYIVOIILODDLIDYIL
Y99 ILOYLIIOYIIVLLLDOYIOYLOOD
DOLILO9OVYIDILIDIOLOOYYOLOD
DLDD9D99LDIYYYOVYIILOYYODD
5299 ILDIOVIOIODLIOYIDLOOYD
:[8TZ :0ON

dr 04ds] IspesT InoYlTtm

YO LYYYD
DDDDDLOLOLODDLOLODOYIYY DY
DDOYOVYLIOYIIOYYIOYIDLOLIDOTED
LYDOIVYDLODDLODIYDLOLLOLDD
YYDDDIOYIDYIDDLIDOYIDYIVYYOY
DDLDIDYILIOOVYYYOLLY LY LIDLL
DLLDDLODDIYDDDLIOYODLIDLOD
DDLDOOIDYIIYIYYIVLIOVYYIVYYOIY
DDDDOYIODOD LYY IDYIYIIDLITD
DLODDDDILYDYDIIYIIDLYLOLLD
DDOYYYDILIDLIODDLIODYDLIDOYOL
DDYDIYYIYYIDYDLIODYDLYDDODD
DDLYDDDDDDLIODIOYIVYLOLIDOYIOY
DOYYDVYDDIDDDIOYIIDODYYYIIDIYY
YOO LOLYIODYYYYOYDDLYDDDDDD
YODDLIODIODOYYYIYYIODLDLODYYD
DILOYVYDOVYILOVYODOYYIODDILYYDLIDD
LOVYODOYOIYODLODLIDDDYDILIODLD
DOOYDLODLDLDIDVYILODVYDIDYIOYYD

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-32 -



PCT/IB2018/058024

WO 2019/077500

[GZZz :fON dI 0ds]
MOdSTIS
TSMOLAHNHTYHHNASDS
AANDDODME SMAALTMS AT
J4S905ATAdd LIMANNA
dOONSEIMIAYIASAXADN
ATOLTISADNMLITAAISdd
TLAADAIIdOONYMS ILY
A IAVdTRINSAMDMAEND

DLODYIYIIYYDEYIDDDDIYIDIIY
YYODIDYYYIDLOLYIIOYYYYDYD DL
YODDDIDYIDIDLIDDOYYYOYYIDL
DLDDOYYIDLOVYYIVYILOVYODOYYODDL
YYD LODDLOYDOYIDYIDLIODLODD
YOLDDLODDOYDLODILOLODIOYLOOY
DOYDYYIVYLOYIDVYDOTYODDDDIID
YYYDOYOYYIDDLYYIYIDLDDOYDOL
DDDDIOYDIDLOIYLIODLOVYYILLOYY
DLDDOYDLIODIDYIYYDIYIDIYDLOD
YOO LODLODLIDDIDLYIYILODYDLD
DDOYDODDDLIOLYDILYDLDDDOYIED
DY DIDYYYYIODDDDDLLOLODLLD
LOVYDLODDOYDDIODOLIDLIOVYYDLD
OYODYIDDDLDIDYIDDDLYIYIYD
LOYYYYOYDLOLLDLYYYODDDYDL
LOVYYYOYYOYDDLOOYYIIYIYYID
YODDIDYYIOYDLYYDLODVYYODLD LY
DY LDOYDYIDIOYIDIDLLODYIDONED
DLODOOLODIYDLODLOIDOYIDYIL
DDDLOYLOLOYODYILDDLOYIOVYLD
DLDLOD9DDDDLLODOYIYIDLODDDD
DYDDYDLIDDODIIYILIOYYDDOLOD
LOLODIOYDLDDDIOYYIDIDIDLLOYL
OYDOYYILIDLIODDLIDODLIDIDD
DOYDYODDIDDLILIDYIDYDIYYID
LODLODOYDIDOLIODIDDDLLDLODDL
YODDDODVYYIIYDIIILYIDLDILYILD
LODIOYDLODLDDOYIDODDYIDIDDID
LOYLODOOLLLODLLODIOYDODVYLIDD
OYDOYIYIYLIODDDLIOY.LOYLDLOD
DDDDYIOYDIIYDIDYIDDDLIODIDLID

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-33 -



PCT/IB2018/058024

WO 2019/077500

LOIYYVYDDDDOYDLLOVYY | DYLODDOYDOVYIYIVYLIOD TALTASAAIZLSNAOEITIANIY | LLLODLLODIVIIVYIIODIVIOVYOY
OYYOVYDDLIDYYIOVYIYY | DOLIOVIDOVLODLODDDDODY YNHAIADAAAMNAMATIIAEIHSA | DY LODDDLOVILOVYLOLODODDOVYIOY
DOYDDDIDYYIYDLYYDLD | DYDDVYDDOYDDIDLIODDL [0€EZ :ON AANADIAIA IIS IWTLAMdYMdd | ©9DYDODYODIDLODDLIDLOLOVYYD
OYYOOLIOLYDYLDDVYDOYD | DOLOLOVYYDDLYOYLIODD ar ods] ATIASIDODTTIdYdDddDLHLY | DLYDOYLODDDDOYOIOYIIOYIDLIOVYD
DODOYDOODIDLLIDVYIDVYIDL | DOVYIOVYIDOVYIDLIODYIOYD {9ZZ :ON AOSHIEAMATAMILNSdMHNAND | ¥DDLODDVYDLYIODYDLOVYIYODODDY
DDDDILODDVYDLODLODOY | DLODDOYDLYIIVYDLIYIY ar od=s IXIOLOTSSSIAIAASSTISATO | DDLIVVYYOVYIDIIDIVIOVYIDLDIVY
OOYDLDDDLOYLDLOVYDD | DDODYIDLLYYYOYODDD 30 LG SSOTAYAALHADSITYOSNMSA | DDIDDLD99DD2DVIILIVIVIIDID
YOLODLOYOVYLODLOLDD | DYLOVYYODLOLYODLODL 3 T =ptT IAdEdAATMATOOTYVYLODSLS | LEYDDLYYDDLODDDOVYIOVYIDLODLD pnzZon
DDDDLLOOYOVYIDLDDDD | DODDDDIVLILYIVYODDD 109 T2NN) ASSAVTdAASADMLSYSSALAT | DOYIYDOOLIODLODOYILYDDLOY.L _99,
DOOYDODOYDLODDDDIOVYIL | DLYDDLYYDIDLIODDDIVYD o LOOOMAVAMYAADATIVIXAAY | DDYIOVLLIIOVYIVIIDDDIDLILIODD
OYYDOLIDLOLODIVYDLD | ¥OOLODLODOYIYDIDLD OVYDVYODLD LAISITSSTANAYLS LS LAALNW | ¥YYODLODLOLDOVYYDLODDLIDDDD
DDOVYYDIDDDLILOYLIOYD | DOLIODVYILYDDLOY.LODY [ DDDDDOYID IAIO0INOVANDISSOAATIAON | DLODVYVYYOVYYILOVYDIIDIDDLIL
OYYOLODLIODDLODDDLD | DOYLLLOOYIOVLIDODDL DDDOYODOD MATO0DIVOIAMLIMALLIALAD | OYIDILODILIOVIDILOOVIIOVIVID
DODDDOOYOVYIDODIDLIL | LODDOYYIDLODLOLDOVY | LODLOLLL SYADSAMASYOAMIATYISOAT | 19DD9D9DIVIDDIIVIIDOLODLILL
DODOYDOOYIYYDIDLIODLIODD | DLODDLODDDIDDLODYVYY | DLDDLVYIL OADSHADIVIVATATIIOSMONW | LOLODIVILYIDLIDLODLIODDLY
YODDLODDDDLLDLOODL | DYYDLOVYYDDODDOODLOL | ¥IODLODLD :[8ZzZ :ON t[ozz
YODDODIYVYDIIVIDLYDD | DYOOLODLODOVYIDLIDYD DLDDDDLY dI OFS] IspesT Y1TM ON I 0dS] IspesT Y3aTM
YO LYYYD
DDD2D0DLOLOLIODDLOLIOD
DOVYDVYVYDOYOIDIVIYLOVYIOYYOVYDIOL
DLODOVYDLVYDDLYDLODDLODLYIL
DLLDLODYYDDDOVYIDOYODDLODOYD
DOVYDVYVYIVYODLODIOVYILIOVYYYILLY
IYLLDLLDLLDDLODDOYDDDLOVYD
DLODLODDDLIODDIVYIIVYIVYYIVYLD
YYOYYOYDODDOYIDODILVYYIDYDIY
DDDLOYIOLDIDDDLYIVYIDIDOYIDD
IYLOLLODDYYYOLIDLODDLIOYD
LODOYILODYIIYYIYYIOYDLODOY
DLYDDDDDDLVYIDDD0DDLODIVYIVY.L
(ad
KyosT
{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser
(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)
uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex
QUOoTD

-34 -



PCT/IB2018/058024

WO 2019/077500

DOYDLODOYYYDLLYLVYLL
DLLDLLODLDDDIOYDIDL
OYODLODLODDDLIODDIDY
DOYDYYIOVYLOYYOYYIYD
DDODDYDOODDILYYIDVYIED
DOLOVYDOLODDDILYIED
DDYDIDLYLDLLODOVYYY
DLODLODDLODOYDLIDDY
DLODYDIYYDIYYOIOYILD
DYDLVYDODDIDDLYDDIDDD
DLDDDYIOYLDLDOYIYID
YYOVYDDDDDDYDIDIIYYY
DOOYYYODLDLYOIOYYYY
DYDDLYDODDDDDYIIILD
DOOYYYIOYYDDLOLOOYY
ODLOYYIOVYLOYDIYYIDD
LYYDLODDLOYODIYIIOYD
DLDDLDDODYILODLODOY
DLODLOLODDYLDIOYIDY
OYYDOVYLOVYIDOYDIYIOID
DODDYYYIYDIYYIDIDILYY
LYDDLODYDIDLODDDITYD
DLODOVYLODLOVYYOLLOVYY
DLODYDLODDOYDIYYDIYD
DODYDLOOVYODLODLOOLD
ODLYOYILODOYDLODDDY
DODDODLOLYDLYDLIODDY
0)'£3194-A"4010)0) 4 A 4 {0)010)00)
DLLDLODLLDLOYOLODD
YOODODDLIODLOYYDLID
YOOVYDDOOLODDYIDIDL
YOVYDVYDLOVYYYYOYDILIL

[Z€Z :ON dI 0ds]
SSAIATIODOM
AYAMYAXDATIYOAXAYL
AdSYTSSTINAYLS LS LA
AINIAIODAMOYANDISS
9dXIAONMATOOOAYOIA
MITMALLALADSYIDSAM
ASYODMIAAYO SOATOAD

[T€Z :ON dI 0ds]
(9zz

tON dI 0ds Io §IF
03 8G SSPTIO0STONN)
LOIYDIOIODOYDLD
DLDDIOYI999YIIDDDDL
OYIDIDLLIODLLOODIYD

MOASTSTISH
DLAUNHTIVIHNASDSAANDDOM
HSMAALTMSATAISOHASATAIL
LIMANNZAOONSEMIAYIASAA
ADMATOLTSADNMITIAISdA T
IAADIIIdDOONYNS IIMAIAVd
TEINSAMOMATMONTMADHTAL
TASAATALSNADHIII M IMYNH
ATADANAMNIMATIAIHSATAA
ADIAFTALES INTLAMAMddATd
ASdOOTTEAVADAdDIHINMADS
MAdIAMMAAN INS dMHNAND AL
DLOTSSSANIAASSTSATOSSD
TAVdALHADS L'TYDS NMSALAL
AdAXMIATIOTYYIOOSLENSS
AVIdAASIDNLESVYS SAIATLOD
HMAVAMYAXOAIIVIAAIAYLAE
SYTSSTHNAVIS LS LAALNLIAY
HOAMOYANDISSOHAXIAOWNMAT
509dVOdAMLIMALLAILAD S
DSAMASYOAMIATYD SOATOAD

622 0N
dr 0ds] IspesT 3noylitm

MDdSTIS
TSUOLAHNHTYAHNASDSAAND
OOMISMAALTMSATAASOASAT
AddLIMANNAJOONSHMIAVYIA
SdRAADIATOLTSAONMLTHAES
ddTLAADIINdOONVIS TIMHAT
AVATINSAMDN AAMONTMADH

DDOYYYDILIDLIODDLIODYDLIDOYOL
DDYDIYYIYYIDYDLIODYDLYDDODD
DDLYDDDDDDLIODIOYIVYLOLIDOYIOY
DOYYDVYDDIDDDIOYIIDODYYYIIDIYY
YOO LOLYIODYYYYOYDDLYDDDDDD
YODDLIODIODOYYYIYYIODLDLODYYD
DILOYVYDOVYILOVYODOYYIODDILYYDLIDD
LOVYODOYOIYODLODLIDDDYDILIODLD
DOYDLODILDLDIDYLODYDIDYIVYYD
YIDYDOOYIIYDIDDDDIDOYYYIOYIY
YOODLYYIYDDLOOYIDLODDDIED
DILODVYLODLOVYYDLLOYYOLDOYDL
DDOYDYYDIYIIDVYILOIYDDLODL
DDLDIDLYIYILODYDLDDDDYIDD
DDLDLVYDLYDLODIOYIYODIYYIODIOY
YYYDODODDODLLOLODLLOLOYOLOD
OYDDDODDLIDLIOYYDLIDYIDYID
DDLODIOYIIDDLYIYIYILOYYY YD
YOLOLLDILYYYODDDYD LLDOYYYOY
YOYDDLIOOYYIIYIOYYDIOYIODIDIYY
OYDLYYD LDDOYYIDLDLYDYLODOWED
YODODYODODLLIODYIOYIDLIODIDL
DDDYDLODLOIDOYIDYILIODDLIOVYL
DLOYDOYILIODLOVYIYLIODLOLIOOD
DDDLLODYIOYODLODODIDOYIIOYDL
DDODDODYILIOYYIDLODIDLDILODIOY
DLODIODYYODIDDLLOYLOYDIOYYD
LODLODOLODDDLIDIDDIDYIYID
DDDDLIOLIDYIDYDIYYIDLIDLIDD
YODDLIODDODDLLDLODDLYDDDDDD
YYODOYDDILYDODLDLYDLOLDDOYOL
DDLODDYIODIYIDIDIIDLIYLIDD

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-35 -



PCT/IB2018/058024

WO 2019/077500

[FEZ fON dI 0ds]
MOdSTIS
TSMOLAHNHTYHHNASDS
AANDDODME SMAALTMS AT
J4S905ATAdd LIMANNA
dOONSEIMIAYIASAXADN
ATOLTISADNMLITAAISdd
TLAADAIIdOONYMS ILY
A IAVdTRINSAMDMAEND
NTMADHTALTASAAIXLS
NADH I AN IMYNHATADA
AXMNIMATdAIHSATAAN
DIAZAIMS IWTILAMdMdd
ATAANSADDTTEAYADAdD
LHIMADSMdIAMMAAMLIN
SAMHNAND IALDIOTSSS
dAIAASSTSATOSSOTAY
dALHADSLTYDSNMSALA
dHZdAAAINTIDTIYYLOOS
LSMSSdYIdAASdDNLSY

[€€Z fON dI 0ds]
(TOFT o3

GTy SopT3o2ToNN)
999DDDLOIOLIDDL
DLDDOYOYYOYIDIYIYL
DYIIOYYIYIDLILIDOYD
I¥D9IYOLODDLODLYIL
DLIDLODYYODOHIYIOYD
99 IHHYIOYOYYIYODLD

IOIO9IYOLODDIYYIIIDIDLIOVYL
DY9OYYILODLIDOLIDDDLIIDDD
DOYIYIDDDDD LI LIDYIOYOYYID
IDDLODDYIOOLIDDIDLIDIONDL
YODD999YYIIYIIIYIOLILYILY
IODOYOLODLIDIYIOOOYIINDDD
IOYLODOLLIOOLIDOOYIIVIDOD
DY9OVOYOYLIDIOILIOYIIOYILOLOD
D9DIYIYDIVOIOYOOIOLIDILID
IO LOYYOOILVIYLIDODDOYIOYIIY
DOLIOYOVOD LODIVYDILYIOVOLOY
5YD999YIDLIYYYOYIIIDIVIIOY
YOO ILDIVIDLIDLIODODDIOVIOLY
DY D999 LYDDIVYODLIIDDIYIY
959 LODLIOOYIVOIILODDLIDYIL
Y99 ILOYLIIOYIIVLLLDOYIOYLOOD
DOLILO9OVYIDILIDIOLOOYYOLOD
DLDD9D99LDIYYYOVYIILOYYODD
5299 ILDIOVIOIODLIOYIDLOOYD
:[LzZ 0N

dr 04ds] IspesT InoYlTtm

YO LYYYD
DDDDDLOLOLODDLOLODOYIYY DY
DDOYOVYLIOYIIOYYIOYIDLOLIDOTED
LYDOIVYDLODDLODIYDLOLLOLDD
YYDDDIOYIDYIDDLIDOYIDYIVYYOY
DDLDIDYILIOOVYYYOLLY LY LIDLL
DLLDDLODDIYDDDLIOYODLIDLOD
DDLDOOIDYIIYIYYIVLIOVYYIVYYOIY
DDDDOYIODOD LYY IDYIYIIDLITD
DLODIODDILYDYDIIYIDDLYLOLLD

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)
(¥Na)
utewod STRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-36 -



PCT/IB2018/058024

WO 2019/077500

DLLDLODYYODODVYIOYIDDLIONYD
DYDYYIVYIDLODIOYILODYYYILLY
IYLLDLLDLLDDLODDIOYDDDLIOYD
DLODLODDDLIDDIYIIYDIYYIYLD
YYOYYOYODDIDIOYIIODLYYIOYOY
DDDLOYDDLOIDDDLYIYDIDYIDD
LYLDOLLOODOYYYOLODLIODDLODYD
LODOYDLODYDOYYDIYYOIOVYILIDY
DILYDODIDDLYDDDDDDLODIYIVYL
DLODYIYIIYYDEYIDDDDIYIDIIY
YYODIDYYYIDLOLYIIOYYYYDYD DL
YODDDIDYIDIDLIDDOYYYOYYIDL
DLDDOYYIDLOVYYIVYILOVYODOYYODDL
YYD LODDLOYDOYIDYIDLIODLODD
YOLDDLODDOYDLODILOLODIOYLOOY
DOYDYYIVYLOYIDVYDOTYODDDDIID
YYYDOYOYYIDDLYYIYIDLDDOYDOL
DDDDIOYDIDLOIYLIODLOVYYILLOYY
DLDDOYDLIODIDYIYYDIYIDIYDLOD
YOO LODLODLIDDIDLYIYILODYDLD
DDOYDODDDLIOLYDILYDLDDDOYIED
DY DIDYYYYIODDDDDLLOLODLLD
LOVYDLODDOYDDIODOLIDLIOVYYDLD
OYODYIDDDLDIDYIDDDLYIYIYD
LOYYYYOYDLOLLDLYYYODDDYDL
LOVYYYOYYOYDDLOOYYIIYIYYID
YODDIDYYIOYDLYYDLODVYYODLD LY
DY LDOYDYIDIOYIDIDLLODYIDONED
DLODOOLODIYDLODLOIDOYIDYIL
DDDLOYLOLOYODYILDDLOYIOVYLD
DLDLOD9DDDDLLODOYIYIDLODDDD
DYDDYDLIDDODIIYILIOVYYDDLID

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-37 -



PCT/IB2018/058024

WO 2019/077500

LVD9I99YDILODIDDIVD | DAATIADNMATOODIVOIA DSAMASYOIMIATYD SOATOAD | ¥OIIYID9DLLIOYIDYIILIDIDL
OLODOVYLOOLOVYOLLOVYY | MLITMALLALADSYMOSAM :[8€Z :ON | 920VYDIODIDIDYIOVYILIDILIVL
DLODYDILDDIVIVYYIIVYD | ASYDAMIATIYOSOATOAD aI 0ds] TI9peaT INOYITM | DIDVYIOVILIDIOVYIVIIILOLIDD
OOYDLODYDIDLODLODLD DODLLODYOYODLDODDDOVYIIVYIL
ODILYOYILODYDLODDDY [0FZ :ON QI 0ds] ADdSTS | DOODDDOYILOVYYDILODLDLIDDY
9DDDDLOLYDLYDLODOY (gez TSMOLAHNHTYIHNASDISAAND | 9I199IDVYDIIDDLILIVIIOVIOVYYD
OVYDDYYIDIYYYYIDDDD ‘ON aI 0ds 3o FIF [6£7 :0ON OOMESMAALTISATAASOHASAT | LODLIDDLIDDDLIDIIDDIDYIVID
DLIDIDDLIDIOVYIILODD | ©3 8G SSPTIOSTINN) ar omEs] AddLIMANNAAOONSHMIAYIA | 9999LILIDVYIDYIVYIILIDLIDD
YODDODIDLIODLOVYYDLID LOIYOLOLODDYDLD (cez :0N SAXIDIATILISADNMITETLS | ¥I9OLIDIDILLILODDIILYIDIDIDDD
YOOYODDDLODIOVYIDDDL | DLODDYODDOYIDDIDIDL aI BES ddTIAADITIAODNVISIINET | YYIIVYIIIVYIOLILYILOIODIVYIL
YOVYIVYDLOVYYYYOYDLOL | DYLODDLLLODLLODOYD J0 ¢ o3 AYATRANSAMINXINONTMACH | DILIDIYIDDOYIDIDDDDLIVYIIID
LOIYYVYDDDDOYDLLOVYY | DYLODDOYDOVYIYIVYLIOD I sopt TALTASAAIZLSNAOEITIANIY | LLLODLLODIVIIVYIIODIVIOVYOY
OYYOVYDDLIDYYIOVYIYY | DOLIOVIDOVLODLODDDDODY 105 ToNN) YNHAIADAAAMNAMATIIAEIHSA | DY LODDDLOVILOVYLOLODODDOVYIOY

DOYDDDIDYYIYDLYYDLD | DYDDVYDDOYDDIDLIODDL 5 AANADIAIA LIS IWTLAMdYMdd | DDYDDDOYDDODDLODDLIDLOLOVYYD | GNZDH

OYYOOLIOLYDYLDDVYDOYD | DOLOLOVYYDDLYOYLIODD SYYO9 Lo ATIASIDODTTIdYdDddDLHLY | DLYDOYLODDDDOYOIOYIIOYIDLIOVYD -99L
DODOYDOODIDLLIDVYIDVYIDL | DOVYIOVYIDOVYIDLIODYIOYD 99T O SHIEAMAAAMINSdMHNAND | ¥DDLODIVYDLVYIDVYDLIDODDDDLOV
DODDDLODDVYDLODLODDY | DLODIOVYDLYIDYDLIODDD 59970999 IXIOLOTSSSIAIAASSTISATO | YOLIOVYOVDIYVYIVIOVYIIILDIVY
OOYDLDODDLOYLDLOVYDD | DOLOVYYDLLOYYOYDIOVYY 199 IOLLL SSOTAYAALHADSITYOSNMSA | DDIDDLD99DD2DVIILIVIVIIDID
YOLODLOYOVYLODLOLDD | DYLOVYYODLOLYODLODL 5199 IYOL IAdEdAATMATOOTYVYLODSLS | LEYDDLYYDDLODDDOVYIOVYIDLODLD
DDDDLLOOYOVYIDLDDDD | DODDDDIVLILYIVYODDD Y9190 1O ASSAVTdAASADMLSYSSALAT | DOYIYDOOLIODLODOYILYDDLOY.L
DOOYDODOYDLODDDDIOVYIL | DLYDDLYYDIDLIODDDIVYD 519999 1Y LOOOMAVAMYAADATIVIXAAY | DDYIOVLLIIOVYIVIIDDDIDLILIODD
OYYDOLIDLOLODIVYDLD | ¥OOLODLODOYIYDIDLD LAISITSSTANAYLS LS LAALNW | ¥YYODLODLOLDOVYYDLODDLIDDDD
ODOYYDIDDDLIOVYLIOVYD | DOLIOIOVYILYDDLOYLODY IAISHANEINANSISSOdATADNW | DLODYVYYOVYYDLOVYYDDDDDDDLOL
OYYOLODLIODDLODDDLD | DOYLLLOOYIOVLIDODDL MATO0DIVOIAMLIMALLIALAD | OYIDILODILIOVIDILOOVIIOVIVID
DDDDOOYIOVYIDODIDLIL | LODDOYYOIDLODLOLIOVYY SYADSAMASYOAMIATYISOAT | 19DD9D9DIVIDDIIVIIDOLODLILL
DOYDOOYIYYIDLIODLIODD | DLODDLODDIDDLOIYYY OADSHADIVIVATATIIOSMONW | LOLODIVILYIDLIDLODLIODDLY
YODODLODDDDLLOLOODL | DYYDLOVYYDODIDIDDLOL :[Lez :iON t[gee
YDODDODIVYVYIIVIDLYDD | DVYOOLODLODOVYIDLIDYD dI OFS] IspesT U1TM {ON I 0ds] I9pesT Y3aTM
YOLYYYDDDDDDLIOLOLODDLOLDD
DOVYDVYVYDOYOIDIVIYLOVYIOYYOVYDIOL
DLODOVYDLVYDIDLYDLODDLODLYDL

(ad

KyosT

{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser

(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)

uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex

QUOoTD

-38 -



PCT/IB2018/058024

WO 2019/077500

[Z¥Z :ON QI 0dg]
(gez :ON

a1 0Fs 3o TOFT °3
GTy SSPTIOSTONN)
999202 LOIOLIDDL

D LODOYOYYOYIOIYIVL
DYDOYYIYIOLILIDOYD
LYDOILYOLODDLOOLVIL
D LLDLODYYOODIYIOYD
99 LHOYIOVOYYIVYIOLD
DOVDLOOYVYYD LIV IVLL
DLLOLLODLOODIYOIDL
DYO9LO9LODIDLIDOIY
DOVOVYIVYLOYYIYYOYD
HDDOYINNDLYYIOYIVD
99 ILOVYOOLODDIDDLYIVYD
DOVYIIDIVLIOLLIOOVYY
2199129 LIIVYOLIDOY
DIO9YDIYYOYYIIVYOLD
HYOLYO9DDIIDIVIIIDD
9 LODDOYIYIOLOOYIVID
YYOYODDIIDOYIOIOYYY
D0OYYYIILILYIIVYYY
HYODLYIDIIDOYIIDLD
DOOYYYIYYIILILOOVY
D9 LOVYIVYLOVOOYYIOD
LYYDLO99 LOYOOYIIVYD
9LODLODOYILIDLODOY
2199 19I9DIYLOIVYIOY
DYYIOVYLOYIOYOOYIHOND
HDDOYYYIVIOYYIDD LYY

[TPZ :ON dI 0dS]
SSAIATIODOM
AYAMYAXDATIYOAXAYL
AdSYTSSTINAYLS LS LA
AINIAGSMAMANANSISS

MDdSTSTSH
OLAHNHTIVHHWASDSAANDOOM
ASHAALTSATAASDASATALA
LIMANNAJOONSHMIAVYIASdA
ADMATOLTSADNMLTAAYSdd T
LAADIHYd0OONVIS TIMA IV
TANSAMOM AT ONTMAOHTAL
TASAAIALS NADHIAT AN LIVYNH
AIADANAMNANAIIAIHSATANA
ADINAd LIS TINTLAMdMdd AT
ASdDDTTEdYdDddDLHLAADS
AdEAMMAAM NS dMHNAND TAL
OLOTSSSAALAASSTSATOSSO
TAYdALHAD S LTYOSNMSALAL
HdAAAMATIODTYYILDDSLENSS
dVTIddASdDNLSYSSALIATLOD
OMAYAMYAXDALIYOAINY LAE
SHETSSTHNAY.LS LS LAAINIAYL
SHAMANANSISSOdATADWMAT
909dVOIAMLIMALLALAD SV

YO LYYYD
DDDDDLOLOLODDLOLODOYIYY DY
DDOYOVYLIOYIIOYYIOYIDLOLIDOTED
LYDOIVYDLODDLODIYDLOLLOLDD
YYDDDIOYIDYIDDLIDOYIDYIVYYOY
DDLDIDYILIOOVYYYOLLY LY LIDLL
DLLDDLODDIYDDDLIOYODLIDLOD
DDLDOOIDYIIYIYYIVLIOVYYIVYYOIY
DDDDOYIODOD LYY IDYIYIIDLITD
DLODDDDILYDYDIIYIIDLYLOLLD
DDOYYYDILIDLIODDLIODYDLIDOYOL
DDYDIYYIYYIDYDLIODYDLYDDODD
DDLYDDDDDDLIODIOYIVYLOLIDOYIOY
DOYYDVYDDIDDDIOYIIDODYYYIIDIYY
YOO LOLYIODYYYYOYDDLYDDDDDD
YODDLIODIODOYYYIYYIODLDLODYYD
DILOYVYDOVYILOVYODOYYIODDILYYDLIDD
LOVYODOYOIYODLODLIDDDYDILIODLD
DOYDLODILDLDIDYLODYDIDYIVYYD
YIDYDOOYIIYDIDDDDIDOYYYIOYIY
YOODLYYIYDDLOOYIDLODDDIED
DILODVYLODLOVYYDLLOYYOLDOYDL
DDOYDYYDIYIIDVYILOIYDDLODL
DDLDIDLYIYILODYDLDDDDYIDD
DDLDLVYDLYDLODIOYIYODIYYIODIOY
YYYDODODDODLLOLODLLOLOYOLOD
OYDDDODDLIDLIOYYDLIDYIDYID
DDLODIOYIIDDLYIYIYILOYYY YD
YOLOLLDILYYYODDDYD LLDOYYYOY
YOYDDLIOOYYIIYIOYYDIOYIODIDIYY
OYDLYYDLDIOYYIDLDLYDIYLIODOYD

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-39 -



PCT/IB2018/058024

WO 2019/077500

[Pz fON dI 0ds]
MOdSTIS
TSMOLAHNHTYHHNASDS
AANDDODME SMAALTMS AT
J4S905ATAdd LIMANNA
dOONSEIMIAYIASAXADN
ATOLTISADNMLITAAISdd
TLAADAIIdOONYMS ILY
A IAVdTRINSAMDMAEND
NTMADHTALTASAAIXLS
NADH I AN IMYNHATADA
AXMNIMATdAIHSATAAN
DIAZAIMS IWTILAMdMdd
ATAANSADDTTEAYADAdD
LHIMADSMdIAMMAAMLIN
SAMHNAND IALDIOTSSS
dAIAASSTSATOSSOTAY
dALHADSLTYDSNMSALA
dHZdAAAINTIDTIYYLOOS
LSMSSdYIdAASdDNLSY

HYYDIDIYYYYIIDDIDLIDOLIDLID
IOYIIODIYO9DDDD LD LIOVYD LD
DYIOYIDDDLODIYIIIDILYIVIOVD
LOYYYYOVOLOLLDLYYYIDDOVOL
IOYYYOVYIOYIDLOOYYDIYIYYID
YODDOYYIYD IVYOLODYYIO LD LY
DYLIOYOVIDIYIOIDLLIOYIOVD
DLDDD9LODOYILODIOIOYIOVYIL
D02 LOYLDIOVOOVILIDILOVYIVYLD
DLOLO99DDDLIDIYIYIOLOINDD
HYDIYDLIDIDIDOYILIVYIILID
I9I199DYOLODDIYYOIIDIDLIOVYL
DY9OYYILODLIDOLIDDDLIIDDD
DOYIYIDDDDD LI LIDYIOYOYYID
IDDLODDYIOOLIDDIDLIDIONDL
YODD999YYIIYIIIYIOLILYILY
IODOYOLODLIDIYIOOOYIINDDD
IOYLODOLLIOOLIDOOYIIVIDOD
DY9OVOYOYLIDIOILIOYIIOYILOLOD
D9DIYIYDIVOIOYOOIOLIDILID
IO LOYYOOILVIYLIDODDOYIOYIIY
DOLIOYOVODILODIVYDIYIIYOLOD
HDDDIOYYILLOVYOVOIVYIVIOY
YODIDIVIDLIDLIODODDIOVIDLY
DY D999 LYDDIVYODLIIDDIYIY
959 LODLIOOYIVOIILODDLIDYIL
Y99 ILOYLIIOYIIVLLLDOYIOYLOOD
DOLILO9OVYIDILIDIOLOOYYOLOD
DLDD9D99LDIYYYOVYIILOYYODD
5299 ILDIOVIOIODLIOYIDLOOYD
:[9ez 0N

ar 04ds] JIspesT 3InNOoY3ITM

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

- 40 -



PCT/IB2018/058024

WO 2019/077500

OYYDOLODLOLODIOYILD
DODYVYDODDIDLLOY.LIOYD
DYYDOLDOLIODDLIODODLD
DDODDDOYIYIDDIIDDLIL
DOYDOYDIYYDIDLODLIDD
YOODLDDODODDLLOLDODL
YODDODIYYIIYIDLYID

YOOLODLODDOYIYDIOLD
DOLODYILYDDLOYLIODOY
OOYLLLODYDYLODDDDL
LODOYYIDLODLOLDOVYY
DLODDLODDDDDLIIOYYY
DYYDLOYYDIDDIDDLDL
DYDDLODLIODYIDLIODYD

DYOYOD LD
DDDDIOYID
DDDYDD9D
LODLOLLL
DLDODLYOL
YODLODOLD
DLIDODODLY

LAISITSSTHNAALS LS LAALRN
IAISHAMEINANS IS SOdATIADN
MATOOOIVOIAMLIMALLA LAD
SYMOSAMASYIINMATYOSOAT

YYODLIODLOLDOYYDLODDLIDDDDD
DLOOYYYDIVYYDLOYYDIDDIDOLOL
DOYODLODLIDYIDLOIOYIDIVYIVID
LODODDDOYDODIIOYIIDDLODLILL

ODADSHADIVIVATITIIDSMON
:[o9FZ :ON
aI 0dS] IspesT U3ITM

LOLODIVIILYIOLODLODLOODO LY
N4
‘ON dI 0HS] FspesT Y3Itm

9nzjH
-99L

YOLYYYDODDDDLIOLOLIODDLOLID
DYDY YDYIDDVYIYLIOYIDYYIOVYIDL
DLODDYDIYIDLYDLODDLODLYIDL
DLLDLODYYODODVYIOYIDDLIONYD
DYDYYIVYIDLODIOYILODYYYILLY
IYLLDLLDLLDDLODDIOYDDDLIOYD
DLODLODDDLIDDIYIIYDIYYIYLD
YYOYYOYODDIDIOYIIODLYYIOYOY
DDDLOYDDLOIDDDLYIYDIDYIDD
LYLDOLLOODOYYYOLODLIODDLODYD
LODOYDLODYDOYYDIYYOIOVYILIDY
DILYDODIDDLYDDDDDDLODIYIVYL
DLODYIYIIYYDEYIDDDDIYIDIIY
YYODIDYYYIDLOLYIIOYYYYDYD DL
YODDDIDYIDIDLIDDOYYYOYYIDL
DLDDOYYIDLOVYYIVYILOVYODOYYODDL
YYD LODDLOYDOYIDYIDLIODLODD
YOLDDLODDOYDLODILOLODIOYLOOY
DOYDYYIVYLOYIDVYDOTYODDDDIID
YYYDOYOYYIDDLYYIYIDLDDOYDOL
DDDDIOYDIDLOIYLIODLOVYYILLOYY
DLDDOYDLIODIDYIYYDIYIDIYDLOD
YOO LODLODLIDDIDLYIYILODYDLD
DDOYDODDIDLIOLYDILYDLDDDOYIYD

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-4] -



PCT/IB2018/058024

WO 2019/077500

DLDDDYIOYLDLDOYIYID

ADINAd LIS TINTLAMdMdd AT

YOODLYYIYDDLOOYIDLODDDIED

YYDYODDDIDYIDDOVYYY ASdDDTTHdYdDddDIHILMADS | DLODYLODLOVYYDLLOYYOLDOVYIL
DDODYYYIDLIOLYDDOVYYYY AdIAMMAAMLNS dAMHNANDIAL | DDOVYDYYDDOYIDIVYDLIDOYIDLOOL
OYDDILVYODDD20DYIDILD OLOTSSSAAIAASSTSATOSSO | 991929 LYIVYILOOVILIIDIIOVYIDD
DDDYYYIOYYIDLIOLODOYY TAYdALHADSLTYDSNMSALAL | DDLOLYDLYDLODOVYIVYIOYYODDOY
ODLOVYYIYLOVYIDYYIDD HdAAAIATODTYVYLODSLSHSS | YYYOODIDODLLOLODLLODLOYOLOD
LVYVYDLODDLOYOOYIIOVYD [0GZ :ON aI 0ds] dYTdAASIDILSYSSALIATIO0 | DYDD999DLIDLIVYILIDYIOVYID
OLODLOOOYILIODLDDOVY SSAIATIO0OM OMAVAMYAADTIIYOAAAYLAL | DDLODDOYDIIDDILYIVIYILOVYYYYD
DLDDIOLODIYLODVYIDY | AVAMYAADTIIVYOAAAVYL SITSSTHNAALS LS LAALNLAY | ¥DLOLLDLYYYDDDOYD LLOVYYOY
OYYOVYLOYDIDYDIOVODDD | TISITSSTHNAALS LSLA SHAMINANSISSOdATADWMAT | YOVYDDLODOYYIDVYIYYOIOVYIDIDDVYY
DDD0OVYYYOVYDIVYYODDILYY | ALWNLAISHAMINANSISS 909dVOIANLIMALIALIADSYY | DVDIVYVYOLOIVYIOLILYIVYLIOVYD
LVD9I99YDILODIDDIVD | DAATIADNMATOODIVOIA DSAMASYOIMIATYD SOATOAD | ¥OIIYID9DLLIOYIDYIILIDIDL
OLODOVYLOOLOVYOLLOVYY | MLITMALLALADSYMOSAM [LFPZ :ON | 920VYDIODDIDIDYIOVILIDILIVL
DLODYDILDDIVIVYYIIVYD | ASYDAMIATIYOSOATOAD aI 0ds] TI9peaT INOYITM | DIDVYIOVILIDIOVYIVIIILOLIDD
OOYDLODYDIDLODLODLD DODLLODYOYODLDODDDOVYIIVYIL
ODILYOYILODYDLODDDY [6FC :ON QI 0dS] ADdSTS | DOODDDOYILOVYYDILODLDLIDDY
9DDDDLOLYDLYDLODOY (vve TSUOLAHNHTYIHWNASISAAND | HIDHDDYYOIDIDLLOVIOVIOOVYYD
OVYDDYYIDIYYYYIDDDD ‘ON aI 0ds 3o FIF OOMESMAALTISATAASOHASAT | LODLIDDLIDDDLIDIIDDIDYIVID
DLIDIDDLIDIOVYIILODD | ©3 8G SSPTIOSTINN) AddLIMANNAAOONSHMIAYIA | 9999LILIDVYIDYIVYIILIDLIDD
YODDODIDLIODLOVYYDLID LOIYOLOLODDYDLD SAXIDIATILISADNMITETLS | ¥I9OLIDIDILLILODDIILYIDIDIDDD
YOOYODDDLODIOVYIDDDL | DLODDYODDOYIDDIDIDL ddTIAADITIAODNVISIINET | YYIIVYIIIVYIOLILYILOIODIVYIL
YOVYIVYDLOVYYYYOYDLOL | DYLODDLLLODLLODOYD AYATRANSAMINXINONTMACH | DILIDIYIDDOYIDIDDDDLIVYIIID
LOIYYVYDDDDOYDLLOVYY | DYLODDOYDOVYIYIVYLIOD TALTASAAIZLSNAOEITIANIY | LLLODLLODIVIIVYIIODIVIOVYOY
OYYOVYDDLIDYYIOVYIYY | DOLIOVIDOVLODLODDDDODY YNHAIADAAAMNAMATIIAEIHSA | DY LODDDLOVILOVYLOLODODDOVYIOY
DOYDDDIDYYIYDLYYDLD | DYDDVYDDOYDDIDLIODDL [8FC :ON AANADIANHA IS INTLAMAMdd | D9DYDODYODIDLIODDLIDLOLOVYYD
OYYOOLIOLYDYLDDVYDOYD | DOLOLOVYYDDLYOYLODLD ar ods] ATIASIDOTTIdYdDddDLHLY | DILYOYLOLDDDOYOIOYIOYIDLIOVYD
DODOYDOODIDLLIDVYIDVYIDL | DOVYIOVYIDOVYIDLIODYIOYD {(FFZ :ON AOSUIEAMATAMILNSdMHNAND | ¥DDLODDVYDLYODYDLODDDDDLOY
DODDDLODDVYDLODLODDY | DLODIOVYDLYIDYDLIODDD ar od=s IXIOLOTSSSIAIAASSTISATO | YOLIOVYOVDIYVYIVIOVYIIILDIVY
OOYDLDODDLOYLDLOVYDD | DOLOVYVYODLLOVYYOVYDOVY | IO LG ©3 SSOTAYAALHADSITYOSNMSA | DDIDDLD99DD2DVIILIVIVIIDID
YOLODLOYOVYLODLOLDD | DYLOVYYODLOLYODLODL T s°ptT IAdEdAATMATOOTYVYLODSLS | LEYDDLYYDDLODDDOVYIOVYIDLODLD
DDDDLLOOYOVYIDLDDDD | DODDDDIVLILYIVYODDD 109 T2NN) ASSAVTdAASADMLSYSSALAT | DOYIYDOOLIODLODOYILYDDLOY.L
DOOYODOYIDLODDIDIOVIL | DLYDDLYYIDLODDDDIYD 0 LOOOMAVAMYAADATIVIXAAY | DDYIOVLLIIOVIVIIDDDIDLILIODD

(ad

KyosT

{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser

(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)

uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex

QUOoTD

-42 -



PCT/IB2018/058024

WO 2019/077500

HIdYdTXINSAMDIAEMND
NTMAOHTALTASAAIXLS
NAOEHIdN IMYNHATADA
AAMNANATdTIHSATAAA
DIAdd LIS INTLAYMdXdd
ATAASIDDTTHIYdDddD
LHLAADSHMdIAMMAAMLN
SAMHNANDIXLOIOTISSS
dALAASSTSATIDSSOTIAY
dAdLHADSLTYDSNMSALA
dHddAATAATIDTYYLOOS
LSMSSdYTIdAASIDNLSY

[TGZ :ON dI 0ds]
(TOFT o3

GTy SopT3o2ToNN)
999DDDLOIOLIDDL
DLDDOYOYYOYIDIYIYL
DYIIOYYIYIDLILIDOYD
I¥D9IYOLODDLODLYIL
DLIDLODYYODOHIYIOYD
99 IHHYIOYOYYIYODLD
DOYILOOYYYDLIVIVLL
DLIDLLODLODOIYOIDL
D99 LODLODDDLIDDDY
DOYOYYIYLOYYIYYOYD
HDDOHYINDDLYYIOYOYD
99 IOYOILODIDILYIOYD
DOYIIDIYIDLLIOOYYY
DL99LDDDLIDYDLIDOY
DLOOYIIYYOYYIOYOLD
HYDHLYDODDDIDLYIIDID

MDdSTSTSH
OLAHNHTIVHHWASDSAANDOOM
ASHAALTSATAASDASATALA
LIMANNAJOONSHMIAVYIASdA
ADMATOLTSADNMLTAAYSdd T
LAADIHYd0OONVIS TIMA IV
TANSAMOM AT ONTMAOHTAL
TASAAIALS NADHIAT AN LIVYNH
AIADANAIMNANAIIAIHSATANA

DOLIDOYOVODIODIYDIYIIYILOD
HDDDIOYYILLOVYOVOIVYIVIOY
YODIDIVIDLIDLIODODDIOVIDLY
DY D999 LYDDIVYODLIIDDIYIY
959 LODLIOOYIVOIILODDLIDYIL
Y99 ILOYLIIOYIIVLLLDOYIOYLOOD
DOLILO9OVYIDILIDIOLOOYYOLOD
DLDD9D99LDIYYYOVYIILOYYODD
5299 ILDIOVIOIODLIOYIDLOOYD
1 [GFZ :ON

dr 04ds] IspesT InoYlTtm

YO LYYYD
DDDDDLOLOLODDLOLODOYIYY DY
DDOYOVYLIOYIIOYYIOYIDLOLIDOTED
LYDOIVYDLODDLODIYDLOLLOLDD
YYDDDIOYIDYIDDLIDOYIDYIVYYOY
DDLDIDYILIOOVYYYOLLY LY LIDLL
DLLDDLODDIYDDDLIOYODLIDLOD
DDLDOOIDYIIYIYYIVLIOVYYIVYYOIY
DDDDOYIODOD LYY IDYIYIIDLITD
DLODDDDILYDYDIIYIIDLYLOLLD
DDOYYYDILIDLIODDLIODYDLIDOYOL
DDYDIYYIYYIDYDLIODYDLYDDODD
DDLYDDDDDDLIODIOYIVYLOLIDOYIOY
DOYYDVYDDIDDDIOYIIDODYYYIIDIYY
YOO LOLYIODYYYYOYDDLYDDDDDD
YODDLIODIODOYYYIYYIODLDLODYYD
DILOYVYDOVYILOVYODOYYIODDILYYDLIDD
LOVYODOYOIYODLODLIDDDYDILIODLD
DOYDLODILDLDIDYLODYDIDYIVYYD
YIDVYDOOYIIYDIDDIDDIDOYYYIOVYIY

{(pTOo® oOUTWR)
(¥Na)
uTewog jue}SUO)

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-43 -



PCT/IB2018/058024

WO 2019/077500

[Z2GZ :fON dI 0ds]
MOdSTIS
TSMOLAHNHTYHHNASDS
AANDDODME SMAALTMS AT
J4S905ATAdd LIMANNA
dOONSEIMIAYIASAXADN
ATOLTISADNMLITAAISdd
TLAADAIIdOONYMS ILY

YOO LOLYIODYYYYOYDDLYDDDDDD
YODDLIODIODOYYYIYYIODLDLODYYD
DILOYVYDOVYILOVYODOYYIODDILYYDLIDD
LOVYODOYOIYODLODLIDDDYDILIODLD
DOYDLODILDLDIDYLODYDIDYIVYYD
YIDYDOOYIIYDIDDDDIDOYYYIOYIY
YOODLYYIYDDLOOYIDLODDDIED

DILODVYLODLOVYYILLOYY
DLDDOYDLIODIDYIYYDIYIDIYDLOD
YOO LODLODLIDDIDLYIYILODYDLD
DDOYDODDDLIOLYDILYDLDDDOYIED
DY DIDYYYYIODDDDDLLOLODLLD
LOVYDLODDOYDDIODOLIDLIOVYYDLD
OYODYIDDDLDIDYIDDDLYIYIYD
LOYYYYOYDLOLLDLYYYODDDYDL
LOVYYYOYYOYDDLOOYYIIYIYYID
YODDIDYYIOYDLYYDLODVYYODLD LY
DY LDOYDYIDIOYIDIDLLODYIDONED
DLODOOLODIYDLODLOIDOYIDYIL
DDDLOYLOLOYODYILDDLOYIOVYLD
DLDLOD9DDDDLLODOYIYIDLODDDD
DYDDYDLIDDODIIYILIOYYDDOLOD
LOLODIOYDLDDDIOYYIDIDIDLLOYL
OYDOYYILIDLIODDLIDODLIDIDD
DOYDYODDIDDLILIDYIDYDIYYID
LODLODOYDIDOLIODIDDDLLDLODDL
YODDDODVYYIIYDIIILYIDLDILYILD
LODIOYDLODLDDOYIDODDYIDIDDID
LOYLODOOLLLODLLODIOYDODVYLIDD
OYDOYIYIYLIODDDLIOY.LOYLDLOD
DDDDYIYDIYDIDYIDDIDLIDILID
LOLOYYDDLYDY.LODLDDOYIOYIOY

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-44 -



PCT/IB2018/058024

WO 2019/077500

LOIYYVYDDDDOYDLLOVYY | DYLODDOYDOVYIYIVYLIOD TALTASAAIZLSNAOEITIANIY | OYLIDDDIOVIOVIOLODIDIIYIY
OYYOVYDDLIDYYIOVYIYY | DOLIOVIDOVLODLODDDDODY [LSZ :ON YNHAIADAAAMNAMATIIAEIHSA | DOYDOOVYODDDLODDLODLO LOVYYD
DOYDDDIDYYIYDLYYDLD | DYDDVYDDOYDDIDLIODDL ar ods] AANADIAIA LIIS IWTLAMdYMdd | DLYOVYLDLODOYIOYIDVYIDLIODYD
OYYOOLIOLYDYLDDVYDOYD | DOLOLOVYYDDLYOYLODLD (€62 :0ON ATIASIDDTTIdVYdDddDOLHLY | ¥DDLODDOVYDLYDIVYDLDDDDDIDDOY
DODOYDOODIDLLIDVYIDVYIDL | DOVYIOVYIDOVYIDLIODYIOYD ar od=s AOSHIEAMATAMILNSdMHNAND | DDLLOYYOVYDDIODDOVYLOYYIDLD LY
DODDDLODDVYDLODLODDY | DLODIOVYDLYIDYDLIODDD 3O LG ©3 IXIOLOTSSSAALAASSTSATO | DDIDDLO99IDIIVYLILYIVIIDDD
OOYDLDDDLOYLDLOVYDD | DDODVYIDLLOYYOYIDDD T s°ptT SSOTAYAALHADSITIVYOSNMSA | I¥V9OIVYOOLIIDDOVIVIOLIDLD
YOLODLOYOVYLODLOLDD | DYLOVYYODLOLYODLODL 109 T2NN) IAdEdAATHATOOTYYLODSLS | DOYOYDDDLODDLIDOVYILYODLOVYL Lnzou
DDDDLLOOYOVYIDLDDDD | DODDDDIVLILYIVYODDD o ASSAVYTdAASADMLSYSSALAT | DOYIIOYLLLODYOVYLOODDDLLOOD _99,
DOOYDODOYDLODDDDIOVYIL | DLYDDLYYDIDLIODDDIVYD OVYDVYODLD LOOOMAVAMYAADATIVIXAAY | YYIDLIDLIOLODOYYOILIIDLIDDID
OYYDOLIDLOLODIVYDLD | ¥OOLODLODOYIYDIDLD 0DDDOV¥ID LAISITSSTANAALS LS LAALW | DLODYVYYOVYYDLOYYDDDDDDDLOL
DDOVYYDIDDDLILOYLIOYD | DOLIODVYILYDOLOYLODY [ DDDOVYIDOD IAIO0IMOVANSISSOAATIAON | OYIDIODLIDYIDLODVYIIOVYIVID
OYYOLODLIODDLODDDLD | DOYLLLOOYIOVLIDODDL IDDLOLLL MATO0DAVOIAMLIMALLIALAD | 1DD299DDVIIDIIVIIDOLODLILL
DDDDOOYOVYIDODIDLIL | LODDOYYIDLODLOLDOVY | DLDDLVYIL SYADSAMASYOIMIATYOSOAT | IOLDDIYIIVIDLIDIODLIDODIY
DDOYDOOYIYYIDLDDLIODD | DLODDLODDDIDDLODYVYY | ¥IDLODLD OAOSHADIVIVATATIIDSMON tlege
YODODLODDDDLLOLOODL | DYYDLOVYYDODIDIDDLOL DLDODDDLY :[GGZ :ON {ON QI O0ds] IspesT YaTM
YODDODIYVYDIIVIDLYDD | DYOOLODLODOVYIDLIDYD dI OFS] IspesT Y1TM
YO LYYYD
DDD2D0DLOLOLODDLOLIDDYIYYOY
DODOYOVYLOVYIDOYYIYODLOLIDOYD
IYODILYDLODODLODILYOLOLLOLOD
YYODDOVYIOVYIDDLIOVYIDYIVIIY
ODLODDYOLIOYYYOLLIVIYLLIDLL
DLLDDLODDDOYDDDLOYDDLIDLDD
DOLDD9DYIDYDOVYYIOVLOVYYOYY DY
DDDDOYIODDLYYIIOVYIVYIDDLONYD
DLDDDDDILYIVYDDIOYIIDLYLOLLD
DOYVYYDLODLIODDLODYDLIDOVYIL
DOYODOVYYOVYYIDOVYDLODYDLYDDOD
DOILYO0DD20DLODDYOVYLOLDOVYIY
DOYYOVYDDODODDDVYIDDIVYYYOIOVYY
(ad
KyosT
{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser
(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)
uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex
QUOoTD

- 45 -



PCT/IB2018/058024

WO 2019/077500

DOYDLODOYYYDLLYLVYLL
DLLDLLODLDDDIOYDIDL
OYODLODLODDDLIODDIDY
DOYDYYIOVYLOYYOYYIYD
DDODDYDOODDILYYIDVYIED
DOLOVYDOLODDDILYIED
DDYDIDLYLDLLODOVYYY
DLODLODDLODOYDLIDDY
DLODYDIYYDIYYOIOYILD
DYDLVYDODDIDDLYDDIDDD
DLDDDYIOYLDLDOYIYID
YYOVYDDDDDDYDIDIIYYY
DOOYYYODLDLYOIOYYYY
DYDDLYDODDDDDYIIILD
DOOYYYIOYYDDLOLOOYY
ODLOYYIOVYLOYDIYYIDD
LYYDLODDLOYODIYIIOYD
DLDDLDDODYILODLODOY
DLODLOLODDYLDIOYIDY
OYYDOVYLOVYIDOYDIYIOID
DODDYYYIYDIYYIDIDILYY
LYDDLODYDIDLODDDITYD
DLODOVYLODLOVYYOLLOVYY
DLODYDLODDOYDIYYDIYD
DODYDLOOVYODLODLOOLD
ODLYOYILODOYDLODDDY
DODDODLOLYDLYDLIODDY
0)'£3194-A"4010)0) 4 A 4 {0)010)00)
DLLDLODLLDLOYOLODD
YOODODDLIODLOYYDLID
YOOVYDDOOLODDYIDIDL
YOVYDVYDLOVYYYYOYDILIL

[6GZ :ON dI 0ds]
SSAIATIODOM
AYAMYAXDATIYOAXAYL
AdSYTSSTINAALS LS LA
AINIAIODAMOYANSISS
9dXIAONMATOOOAYOIA
MITMALLALADSYIDSAM
ASYODMIAAYO SOATOAD

[8GZ :ON dI 0ds]
(egz

tON dI 0ds Io §IF
01 8¢ S=SPTIO0=STOHNN
LOIYDIOIODOYDLD
DLDDIOYI999YIIDDDDL
OYIDIDLLIODLLOODIYD

MOASTSTISH
DLAUNHTIVIHNASDSAANDDOM
HSMAALTMSATAISOHASATAIL
LIMANNZAOONSEMIAYIASAA
ADMATOLTSADNMITIAISdA T
IAADIIIdDOONYNS IIMAIAVd
TEINSAMOMATMONTMADHTAL
TASAATALSNADHIII M IMYNH
ATADANAMNIMATIAIHSATAA
ADIAFTALES INTLAMAMddATd
ASdOOTTEAVADAdDIHINMADS
MAdIAMMAAN INS dMHNAND AL
DLOTSSSANIAASSTSATOSSD
TAVdALHADS L'TYDS NMSALAL
AdAXMIATIOTYYIOOSLENSS
AVIdAASIDNLESVYS SAIATLOD
HMAVAMYAXOAIIVIAAIAYLAE
SYTSSTHNAALS LS LAALNLIAY
HOAMOYANS ISSOAXIAONMAT
509dVOdAMLIMALLAILAD S
DSAMASYOAMIATYD SOATOAD

:[9G6Z 0N
dr 0ds] IspesT 3noylitm

MDdSTIS
TSUOLAHNHTYAHNASDSAAND
OOMISMAALTMSATAASOASAT
AddLIMANNAJOONSHMIAVYIA
SdRAADIATOLTSAONMLTHAES
ddTLAADIINdOONVIS TIMHAT
AVATINSAMDN AAMONTMADH

DDYDIYYIYYIDYDLIODYDLYDDODD
DDLYDDDDDDLIODIOYIVYLOLIDOYIOY
DOYYDVYDDIDDDIOYIIDODYYYIIDIYY
YOO LOLYIODYYYYOYDDLYDDDDDD
YODDLIODIODOYYYIYYIODLDLODYYD
DILOYVYDOVYILOVYODOYYIODDILYYDLIDD
LOVYODOYOIYODLODLIDDDYDILIODLD
DOYDLODILDLDIDYLODYDIDYIVYYD
YIDYDOOYIIYDIDDDDIDOYYYIOYIY
YOODLYYIYDDLOOYIDLODDDIED
DILODVYLODLOVYYDLLOYYOLDOYDL
DDOYDYYDIYIIDVYILOIYDDLODL
DDLDIDLYIYILODYDLDDDDYIDD
DDLDLVYDLYDLODIOYIYODIYYIODIOY
YYYDODODDODLLOLODLLOLOYOLOD
OYDDDODDLIDLIOYYDLIDYIDYID
DDLODIOYIIDDLYIYIYILOYYY YD
YOLOLLDILYYYODDDYD LLDOYYYOY
YOYDDLIOOYYIIYIOYYDIOYIODIDIYY
OYDLYYD LDDOYYIDLDLYDYLODOWED
YODODYODODLLIODYIOYIDLIODIDL
DDDYDLODLOIDOYIDYILIODDLIOVYL
DLOYDOYILIODLOVYIYLIODLOLIOOD
DDDLLODYIOYODLODODIDOYIIOYDL
DDODDODYILIOYYIDLODIDLDILODIOY
DLODIODYYODIDDLLOYLOYDIOYYD
LODLODOLODDDLIDIDDIDYIYID
DDDDLIOLIDYIDYDIYYIDLIDLIDD
YODDLIODDODDLLDLODDLYDDDDDD
YYODOYDDILYDODLDLYDLOLDDOYOL
DDLDODDYIODITYIIDIIDIDLIYLIDD
LLLODLLODDOYDIOYLIDDIVYIDYIY

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

- 46 -



PCT/IB2018/058024

WO 2019/077500

[T9Z :ON dI 0ds]
MOdSTIS
TSMOLAHNHTYHHNASDS
AANDDODME SMAALTMS AT
J4S905ATAdd LIMANNA
dOONSEIMIAYIASAXADN
ATOLTISADNMLITAAISdd
TLAADAIIdOONYMS ILY
A IAVdTRINSAMDMAEND
NTMADHTALTASAAIXLS
NADH I AN IMYNHATADA
AXMNIMATdAIHSATAAN
DIAZAIMS IWTILAMdMdd
ATAANSADDTTEAYADAdD
LHIMADSMdIAMMAAMLIN
SAMHNAND IALDIOTSSS
dAIAASSTSATOSSOTAY
dALHADSLTYDSNMSALA
dHZdAAAINTIDTIYYLOOS
LSMSSdYIdAASdDNLSY

[09Z :ON dI 0ds]
(€62 0N

ar ods Jo ToFT ©3
GTy SopT3o2ToNN)
999DDDLOIOLIDDL
DLDDOYOYYOYIDIYIYL
DYIIOYYIYIDLILIDOYD
I¥D9IYOLODDLODLYIL
DLIDLODYYODOHIYIOYD
99 IHHYIOYOYYIYODLD

DY9OYYILODLIDOILIDDDLIIDDD
DOYIYIDDDDD LI LIDYIOYOYYID
IDDLODDYIOOLIDDIDLIDIONDL
YODD999YYIIYIIIYIOLILYILY
IODOYOLODLIDIYIOOOYIINDDD
IOYLODOLLIOOLIDOOYIIVIDOD
DY9OVOYOYLIDIOILIOYIIOYILOLOD
D9DIYIYDIVOIOYOOIOLIDILID
IO LOYYOOIVIYILOLODDOVYIOYIIY
DOLIOYOVODILODIVYDIYIIYOLOD
HDD999YIDLLOYYOVIIIOIVIIOY
YODIDIVIDLIDLIODODDIOVIDLY
DY D999 LYDDIVYODLIIDDIYIY
959 LODLIOOYIVOIILODDLIDYIL
Y99 ILOYLIIOYIIVLLLDOYIOYLOOD
DOLILO9OVYIDILIDIOLOOYYOLOD
DLDD9D99LDIYYYOVYIILOYYODD
5299 ILDIOVIOIODLIOYIDLOOYD
:[FGZ 0N

dr 04ds] IspesT InoYlTtm

YO LYYYD
DDDDDLOLOLODDLOLODOYIYY DY
DDOYOVYLIOYIIOYYIOYIDLOLIDOTED
LYDOIVYDLODDLODIYDLOLLOLDD
YYDDDIOYIDYIDDLIDOYIDYIVYYOY
DDLDIDYILIOOVYYYOLLY LY LIDLL
DLLDDLODDIYDDDLIOYODLIDLOD
DDLDOOIDYIIYIYYIVLIOVYYIVYYOIY
DDDDOYIODOD LYY IDYIYIIDLITD
DLODDDDILYDYDIIYIIDLYLOLLD
DIOYYYDILIDLIODDLIODOYDLIDOVYOL

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-47 -



PCT/IB2018/058024

WO 2019/077500

DYDYYIVYIDLODIOYILODYYYILLY
IYLLDLLDLLDDLODDIOYDDDLIOYD
DLODLODDDLIDDIYIIYDIYYIYLD
YYOYYOYODDIDIOYIIODLYYIOYOY
DDDLOYDDLOIDDDLYIYDIDYIDD
LYLDOLLOODOYYYOLODLIODDLODYD
LODOYDLODYDOYYDIYYOIOVYILIDY
DILYDODIDDLYDDDDDDLODIYIVYL
DLODYIYIIYYDEYIDDDDIYIDIIY
YYODIDYYYIDLOLYIIOYYYYDYD DL
YODDDIDYIDIDLIDDOYYYOYYIDL
DLDDOYYIDLOVYYIVYILOVYODOYYODDL
YYD LODDLOYDOYIDYIDLIODLODD
YOLDDLODDOYDLODILOLODIOYLOOY
DOYDYYIVYLOYIDVYDOTYODDDDIID
YYYDOYOYYIDDLYYIYIDLDDOYDOL
DDDDIOYDIDLOIYLIODLOVYYILLOYY
DLDDOYDLIODIDYIYYDIYIDIYDLOD
YOO LODLODLIDDIDLYIYILODYDLD
DDOYDODDDLIOLYDILYDLDDDOYIED
DY DIDYYYYIODDDDDLLOLODLLD
LOVYDLODDOYDDIODOLIDLIOVYYDLD
OYODYIDDDLDIDYIDDDLYIYIYD
LOYYYYOYDLOLLDLYYYODDDYDL
LOVYYYOYYOYDDLOOYYIIYIYYID
YODDIDYYIOYDLYYDLODVYYODLD LY
DY LDOYDYIDIOYIDIDLLODYIDONED
DLODOOLODIYDLODLOIDOYIDYIL
DDDLOYLOLOYODYILDDLOYIOVYLD
DLDLOD9DDDDLLODOYIYIDLODDDD
DYDDYDLIDDODIIYILIOYYDDOLOD
LOLODIOYDLDDDIOYYIDIDIDLLOY.L

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

- 48 -



PCT/IB2018/058024

WO 2019/077500

LVD9I99YDILODIDDIVD | DAATIADNMATOODIVOIA DSAMASYOIMIATYD SOATOAD | 9I0VYDILOHDILDIDYIOVYILIDILIVL
OLODOVYLOOLOVYOLLOVYY | MLITMALLALADSYMOSAM $[G9Z :ON | DIOYDOVYILIDIOVYIVIIOLOLIODD
DLODYDILDDIVIVYYIIVYD | ASYDAMIATIYOSOATOAD aI 0ds] TI9peaT INOYITM | DIIDLLIDYIVYIDILOIDIDIOVYIIVIL
OOYDLODYDIDLODLODLD D0DDOOOYILOVYYDOLODLOLDODY
ODILYOYILODYDLODDDY [L9CZ :ON aI 0ds] ADdSTIS | DLODIIOVYYDODIDLILOYLIOYDIVYYD
9DDDDLOLYDLYDLODOY (zoz TSMOLAHNHTYIHNASDISAAND | 1ODLIDDLIDDDLIDIIDDIDYIVID
OVYDDYYIDIYYYYIDDDD ‘ON aI 0ds 3o FIF [007 :0ON OOMESMAALTISATAISOHASAT | 9999LDLIIYIDVIOVYIILIDLIDD
DLIDIDDLIDIOVYIILODD | ©3 8G SSPTIOSTINN) ar omEs] AddLIMANNAAOONSHMIAYIA | ¥ODOLIDDDILLIIODIIVYIIIDDD
YODDODIDLIODLOVYYDLID LOIYOLOLODDYDLD (z07 :0N SAXIDMATILISAONMITHALS | YYIOYIDIILYIDLIIVYILOLODOVOL
YOOYODDDLODIOVYIDDDL | DLODDYODDOYIDDIDIDL aI BES ddTIAADITEAOONISIINETL | DILIDDYIDDIYIDIDDDDLIVYIIID
YOVYIVYDLOVYYYYOYDLOL | DYLODDLLLODLLODOYD J0 ¢ o3 AYATRANSAMDINAENONTMACH | LILODLLIOIVIIVYIIODIVIOVYOY
LOIYYVYDDDDOYDLLOVYY | DYLODDOYDOVYIYIVYLIOD I sopt TALTASAAIZLSNAOEITIANIY | OYLIDDDIOVIOVIOLODIDIIYIY
OYYOVYDDLIDYYIOVYIYY | DOLIOVIDOVLODLODDDDODY 105 ToNN) YNHAIADAAAMNAMATIIAEIHSA | DOYDOOVYODDDLODDLODLO LOVYYD

DOYDDDIDYYIYDLYYDLD | DYDDVYDDOYDDIDLIODDL 5 AANADIAIA IIS IWTLAMdYdd | DLYOVYLDLODOVYIOVYIDVYIODLODYD | 8NZDH

OYYOOLIOLYDYLDDVYDOYD | DOLOLOVYYDDLYOYLODLD SYYO9 Lo ATIASIDDTTIdVYdDddDOLHLY | ¥DDODIDOVYDLYDIVYDLIDDDDIDDOVY -99L
DODOYDOODIDLLIDVYIDVYIDL | DOVYIOVYIDOVYIDLIODYIOYD 99T AOSHIEAMAAAMILNSdMHNAND | DDLLOYYOVYIDODDOVYLOVYIDLDLY
DODD0DLODDVYDLODLODDY | DDDODIVYDLYIIYDLIOIDD 59970999 IXIOLOTSSSAALAASSTSATO | DDIDDLO99IDIIVYLILYIVIIDDD
OOYDLDDDLOYLDLOVYDD | DDODVYIDLLOYYOYIDDD 199 IOLLL SSOTAYAALHADSITIVYOSNMSA | I¥V9OIVYOOLIIDDOVIVIOLIDLD
YOLODLOYOVYLODLOLDD | DYLOVYYODLOLYODLODL 5199 IYOL IAdEdAATHATOOTYYLODSLS | DOYOYDDDLODDLIDOVYILYODLOVYL
DDDDLLOOYOVYIDLDDDD | DODDDDIVLILYIVYODDD Y9190 1O ASSAVYTdAASADMLSYSSALAT | DOYIIOYLLLODYOVYLOODDDLLOOD
DOOYDODOYDLODDDDIOVYIL | DLYDDLYYDIDLIODDDIVYD 519999 1Y LOOOMAVAMYAADATIVIXAAY | YYIDLIDLIOLODOYYOILIIDLIDDID
OYYDOLIDLOLODIVYDLD | ¥OOLODLODOYIYDIDLD LAISITSSTANAALS LS LAY LW [ DLODYVYYOVYYDLOYYDDDDDDDLOL
ODOYYDIDDDLIOVYLIOVYD | DOLIOIOVYILYDDLOYLODY IAIO0IMOVANSISSOAATIAON | OYIDIODLIDYIDLODVYIIOVYIVID
OYYOLODLIODDLODDDLD | DOYLLLOOYIOVLIDODDL MATO0DAVOIAMLIMALLIALAD | 1DD299DDVIIDIIVIIDOLODLILL
DDDDOOYIOVYIDODIDLIL | LODDOYYOIDLODLOLIOVYY SYADSAMASYOIMIATYOSOAT | IOLDDIYIIVIDLIDIODLIDODIY
DOYDOOYIYYIDLIODLIODD | DLODDLODDIDDLOIYYY OAOSHADIVIVATATIIDSMON t[zoz
YODODLODDDDLLOLOODL | DYYDLOVYYDODIDIDDLOL :[¥9Z :iON {ON QI O0ds] IspesT YaTM

YDODDODIVYVYIIVIDLYDD | DVYOOLODLODOVYIDLIDYD dI OFS] IspesT U1TM

YOLYYYDDDDDDLIOLOLODDLOLDD
DOVYDVYVYDOYOIDIVIYLOVYIOYYOVYDIOL
DLODOVYDLVYDDLYDLODDLODLYIL
DLLDLODYYDDDOVYIDOVYODDLODOYD

(ad

KyosT

{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser

(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)

uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex

QUOoTD

- 49 -



PCT/IB2018/058024

WO 2019/077500

[69Z :ON QI 04g]
(Z9Z :ON

a1 0Fs 3o TOFT °3
GTy SSPTIOSTONN)
999202 LOIOLIDDL

D LODOYOYYOYIOIYIVL
DYDOYYIYIOLILIDOYD
LYDOILYOLODDLOOLVIL
D LLDLODYYOODIYIOYD
99 LHOYIOVOYYIVYIOLD
DOVDLOOYVYYD LIV IVLL
DLLOLLODLOODIYOIDL
DYO9LO9LODIDLIDOIY
DOVOVYIVYLOYYIYYOYD
HDDOYINNDLYYIOYIVD
99 ILOVYOOLODDIDDLYIVYD
DOVYIIDIVLIOLLIOOVYY
2199129 LIIVYOLIDOY
DIO9YDIYYOYYIIVYOLD
HYOLYO9DDIIDIVIIIDD
9 LODDOYIYIOLOOYIVID
YYOYODDIIDOYIOIOYYY
D0OYYYIILILYIIVYYY
HYODLYIDIIDOYIIDLD
DOOYYYIYYIILILOOVY
D9 LOVYIVYLOVOOYYIOD
LYYDLO99 LOYOOYIIVYD
9LODLODOYILIDLODOY
2199 19I9DIYLOIVYIOY
DYYIOVYLOYIOYOOYIHOND
HDDOYYYIVIOYYIDD LYY

[89Z :ON dI 0ds]
SSAIATIODOM
AYAMYAXDATIYOAXAYL
AdSYTSSTINAALS LS LA
A INLAIODAMOYANSISS

MDdSTSTSH
OLAHNHTIVHHWASDSAANDOOM
ASHAALTSATAASDASATALA
LIMANNAJOONSHMIAVYIASdA
ADMATOLTSADNMLTAAYSdd T
LAADIHYd0OONVIS TIMA IV
TANSAMOM AT ONTMAOHTAL
TASAAIALS NADHIAT AN LIVYNH
AIADANAMNANAIIAIHSATANA
ADINAd LIS TINTLAMdMdd AT
ASdDDTTEdYdDddDLHLAADS
AdEAMMAAM NS dMHNAND TAL
OLOTSSSAALAASSTSATOSSO
TAYdALHAD S LTYOSNMSALAL
HdAAAMATIODTYYILDDSLENSS
dVTIddASdDNLSYSSALIATLOD
OMAYAMYAXDALIYOAINY LAE
SHETSSTHNAALS LS LA INIAYL
S0AMOVYANSISSOJATAOWMAT
909dVOIAMLIMALLALAD SV

YO LYYYD
DDDDDLOLOLODDLOLODOYIYY DY
DDOYOVYLIOYIIOYYIOYIDLOLIDOTED
LYDOIVYDLODDLODIYDLOLLOLDD
YYDDDIOYIDYIDDLIDOYIDYIVYYOY
DDLDIDYILIOOVYYYOLLY LY LIDLL
DLLDDLODDIYDDDLIOYODLIDLOD
DDLDOOIDYIIYIYYIVLIOVYYIVYYOIY
DDDDOYIODOD LYY IDYIYIIDLITD
DLODDDDILYDYDIIYIIDLYLOLLD
DDOYYYDILIDLIODDLIODYDLIDOYOL
DDYDIYYIYYIDYDLIODYDLYDDODD
DDLYDDDDDDLIODIOYIVYLOLIDOYIOY
DOYYDVYDDIDDDIOYIIDODYYYIIDIYY
YOO LOLYIODYYYYOYDDLYDDDDDD
YODDLIODIODOYYYIYYIODLDLODYYD
DILOYVYDOVYILOVYODOYYIODDILYYDLIDD
LOVYODOYOIYODLODLIDDDYDILIODLD
DOYDLODILDLDIDYLODYDIDYIVYYD
YIDYDOOYIIYDIDDDDIDOYYYIOYIY
YOODLYYIYDDLOOYIDLODDDIED
DILODVYLODLOVYYDLLOYYOLDOYDL
DDOYDYYDIYIIDVYILOIYDDLODL
DDLDIDLYIYILODYDLDDDDYIDD
DDLDLVYDLYDLODIOYIYODIYYIODIOY
YYYDODODDODLLOLODLLOLOYOLOD
OYDDDODDLIDLIOYYDLIDYIDYID
DDLODIOYIIDDLYIYIYILOYYY YD
YOLOLLDILYYYODDDYD LLDOYYYOY
YOYDDLIOOYYIIYIOYYDIOYIODIDIYY
OYDLYYD LDDOYYIDLDLYDYLODOWED
YODDYODOIDLLIODYIOYIDLIODIDL

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)
(¥Na)
utewod STRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-50 -



PCT/IB2018/058024

WO 2019/077500

[0LZ :fON dI 0ds]
MOdSTIS
TSMOLAHNHTYHHNASDS
AANDDODME SMAALTMS AT
J4S905ATAdd LIMANNA
dOONSEIMIAYIASAXADN
ATOLTISADNMLITAAISdd
TLAADAIIdOONYMS ILY
A IAVdTRINSAMDMAEND
NTMADHTALTASAAIXLS
NADH I AN IMYNHATADA
AXMNIMATdAIHSATAAN
DIAZAIMS IWTILAMdMdd
ATAANSADDTTEAYADAdD
LHIMADSMdIAMMAAMLIN
SAMHNAND IALDIOTSSS
dAIAASSTSATOSSOTAY
dALHADSLTYDSNMSALA
dHZdAAAINTIDTIYYLOOS
LSMSSdYIdAASdDNLSY

IOYIIODIYO9DDDDLIDLIOVYD LD
DYIOYIDDDLODIYIIIDILYIVIOVD
LOYYYYOVOLOLLDLYYYIDDOVOL
IOYYYOVYIOYIDLOOYYDIYIYYID
YODDOYYIYD IVYOLODYYIO LD LY
DYLIOYOVIDIYIOIDLLIOYIOVD
DLDDD9LODOYILODIOIOYIOVYIL
D02 LOYLDIOVOOVILIDILOVYIVYLD
DLOLO99DDDLIDIYIYIOLOINDD
HYDIYDLIDIDIDOYILIVYIILID
I9I199DYOLODDIYYOIIDIDLIOVYL
DY9OYYILODLIDOLIDDDLIIDDD
DOYIYIDDDDD LI LIDYIOYOYYID
IDDLODDYIOOLIDDIDLIDIONDL
YODD999YYIIYIIIYIOLILYILY
IODOYOLODLIDIYIOOOYIINDDD
IOYLODOLLIOOLIDOOYIIVIDOD
DY9OVOYOYLIDIOILIOYIIOYILOLOD
D9DIYIYDIVOIOYOOIOLIDILID
IO LOYYOOIVIYILOLODDOVYIOYIIY
DOLIOYIOVONDIDIYDILYIIYOLOD
HDD999YIDLLOYYOVIIIOIVIIOY
YODIDIVIDLIDLIODODDIOVIDLY
DY D999 LYDDIVYODLIIDDIYIY
959 LODLIOOYIVOIILODDLIDYIL
Y99 ILOYLIIOYIIVLLLDOYIOYLOOD
DOLILO9OVYIDILIDIOLOOYYOLOD
DLDD9D99LDIYYYOVYIILOYYODD
5299 ILDIOVIOIODLIOYIDLOOYD
:[€9Z 0N

dr 04ds] IspesT InoYlTtm

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)
(¥Na)
utewod STRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-51 -



PCT/IB2018/058024

WO 2019/077500

YOLYYYDODDDDLIOLOLIODDLOLID
DYDY YDYIDDVYIYLIOYIDYYIOVYIDL
DLODDYDIYIDLYDLODDLODLYIDL
DLLDLODYYODODVYIOYIDDLIONYD
DYDYYIVYIDLODIOYILODYYYILLY
IYLLDLLDLLDDLODDIOYDDDLIOYD
DLODLODDDLIDDIYIIYDIYYIYLD
YYOYYOYODDIDIOYIIODLYYIOYOY
DDDLOYDDLOIDDDLYIYDIDYIDD
LYLDOLLOODOYYYOLODLIODDLODYD
LODOYDLODYDOYYDIYYOIOVYILIDY
DILYDODIDDLYDDDDDDLODIYIVYL
DLODYIYIIYYDEYIDDDDIYIDIIY
YYODIDYYYIDLOLYIIOYYYYDYD DL
YODDDIDYIDIDLIDDOYYYOYYIDL
DLDDOYYIDLOVYYIVYILOVYODOYYODDL
YYD LODDLOYDOYIDYIDLIODLODD
YOLDDLODDOYDLODILOLODIOYLOOY
DOYDYYIVYLOYIDVYDOTYODDDDIID
YYYDOYOYYIDDLYYIYIDLDDOYDOL
DDDDIOYDIDLOIYLIODLOVYYILLOYY
DLDDOYDLIODIDYIYYDIYIDIYDLOD
YOO LODLODLIDDIDLYIYILODYDLD
DDOYDODDDLIOLYDILYDLDDDOYIED
DOYYOIDOYYYYIODDDDDLLOLODLLD

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-52 -



PCT/IB2018/058024

WO 2019/077500

OLODLOOOYILIODLDDOVY SSAIATIO0OM OMAVAMYAADTIIYOAAAYLAL | DDLODDOYDIIDDILYIVIYILOVYYYYD
DLDDIOLODIYLODVYIDY | AVAMYAADTIIVYOAAAVYL SITSSTHNAALS LS LAALNLAY | ¥DLOLLDLYYYDDDOYD LLOVYYOY
OYYOVYLOYDIDYDIOVODDD | TISITSSTHNAALS LSLA SOAMOVYANDIISSOAATIADWMAT | YOVDIILOOVYIOVIVYIOVIIDOVYY
DDDOVYYIVOYVYIIOLYY | ALWNIAIDODANOVYANDIISS 909dVOIANLIMALIALIADSYY | DVDIVYVYOLOIVYIOLILYIVYLIOVYD
LVD9I99YDILODIDDIVD | DAATIADNMATOODIVOIA DSAMASYOIMIATYD SOATOAD | ¥OIIYID9DLLIOYIDYIILIDIDL
OLODOVYLOOLOVYOLLOVYY | MLITMALLALADSYMOSAM [FLZ :ON | 920VYDIODIDIDYIOVYILIDILIVL
DLODYDILDDIVIVYYIIVYD | ASYDAMIATIYOSOATOAD aI 0ds] TI9peaT INOYITM | DIDVYIOVILIDIOVYIVIIILOLIDD
OOYDLODYDIDLODLODLD DODLLODYOYODLDODDDOVYIIVYIL
ODILYOYILODYDLODDDY [9LZ :ON QI 0ds] [GLZ :ON ADdSTS | DOODDDOYILOVYYDILODLDLIDDY
9DDDDLOLYDLYDLODOY (tre ar omEs] TSMOLAHNHTYIHNASDISAAND | 9I199IDVYDIIDDLILIVIIOVIOVYYD
OVYDDYYIDIYYYYIDDDD ‘ON aI 0ds 3o FIF (TLZ :0ON OOMESMAALTISATAASOHASAT | LODLIDDLIDDDLIDIIDDIDYIVID
DLIDIDDLIDIOVYIILODD | ©3 8G SSPTIOSTINN) aI BES AddLIMANNAAOONSHMIAYIA | 9999LILIDVYIDYIVYIILIDLIDD
YODDODIDLIODLOVYYDLID LOIYOLOLODDYDLD J0 ¢ o3 SAXIDIATILISADNMITETLS | ¥I9OLIDIDILLILODDIILYIDIDIDDD
YOOYODDDLODIOVYIDDDL | DLODDYODDOYIDDIDIDL 1 sspT ddTIAADITIAODNVISIINET | YYIIVYIIIVYIOLILYILOIODIVYIL
YOVYIVYDLOVYYYYOYDLOL | DYLODDLLLODLLODOYD uomﬁoszw AYATRANSAMINXINONTMACH | DILIDIYIDDOYIDIDDDDLIVYIIID
LOIYYVYDDDDOYDLLOVYY | DYLODDOYDOVYIYIVYLIOD 5 TALTASAAIALSNAOETIAMIY | LLLODLLIDDVYOIVYILIODIVYIOVIVY | 61ZDH
OYYOVYDDLIDYYIOVYIYY | DOLIOVIDOVLODLODDDDODY SYYO9 Lo YNHAIADAAAMNAMATIIAEIHSA | DY LODDDLOVILOVYLOLODODDOVYIOY -99L
DOYIDIDIVYVYIVYIILYYDLD | DYDDYDDOYDIDIDLIODDL 99T AANADIAIA IIS IWTLAMdYMdd | ©9DYDODYODIDLODDLIDLOLOVYYD
OYYOOLIOLYDYLDDVYDOYD | DOLOLOVYYDDLYOYLODLD 59970999 ATIASIDOTTIdYdDddDLHLY | DILYOYLOLDDDOYOIOYIOYIDLIOVYD
DODOYDOODIDLLIDVYIDVYIDL | DOVYIOVYIDOVYIDLIODYIOYD 199 IOLLL O SHIEAMAAANILNSdMHNAND | ¥DDLODIVYDLVYIDVYDLIDODDDDDOV
DODDDLODDVYDLODLODDY | DLODIOVYDLYIDYDLIODDD 5199 IYOL IXIOLOTSSSIALAASSTISATO | DDLIOVYOVYIDIIDIVIOVYIDLDIVY
OOYDLDDDLOYLDLOVYDD | DDODVYIDLLOYYOYIDDD Y9190 1O SSOTAYAALHADSITYOSNMSA | DDIDDLD99DD2DVIILIVIVIIDID
YOLODLOYOVYLODLOLDD | DYLOVYYODLOLYODLODL 519999 LY IAdEdAATMATOOTYVYLODSLS | LEYDDLYYDDLODDDOVYIOVYIDLODLD
DDDDLLOOYOVYIDLDDDD | DODDDDIVLILYIVYODDD ASSAVTdAASADMLSYSSALAT | DOYIYDOOLIODLODOYILYDDLOY.L
DOOYDODOYDLODDDDIOVYIL | DLYDDLYYDIDLIODDDIVYD LOOOMAVAMYAADATIVIXAAY | DDYIOVLLIIOVYIVIIDDDIDLILIODD
OYYDOLIDILOLODDVYDLD | ¥OOLODLODOVYIOYDIDLD LAISITSSTANAALS LS LAALW | ¥YODLODLOLDOVYYDLODDLIDDDD
DDOVYYDODDDLLOYLIOYD | DOLIOIOVYILYDOLOYLODY IAIO0INOVANDISSOAATIAON | DLODVVYYOVYYILOVYDIIDIDDLIL
OYYOLODLIODDLODDDLD | DOYLLLOOYIOVLIDODDL MATO0DIVOIAMLIMALLIALAD | OYIDILODILIOVIDILOOVIIOVIVID
DDDDOOYIOVYIDODIDLIL | LODDOYYOIDLODLOLIOVYY SYADSAMASYOAMIATYISOAT | 19DD9D9DIVIDDIIVIIDOLODLILL
DOYDOOYIYYIDLIODLIODD | DLODDLODDIDDLOIYYY OADSHADIVIVATATIIOSMONW | LOLODIVILYIDLIDLODLIODDLY
YODODLODDDDLLOLOODL | DYYDLOVYYDODIDIDDLOL :[eLz :iON 1Lz
YDODDODIVYVYIIVIDLYDD | DVYOOLODLODOVYIDLIDYD dI OFS] IspesT U1TM {ON I 0ds] I9pesT Y3aTM
(ad
KyosT
{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser
(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)
uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex
QUOoTD

-53 -



PCT/IB2018/058024

WO 2019/077500

dALAASSTSATIDSSOTIAY
dAdLHADSLTYDSNMSALA
dHddAATAATIDTYYLOOS
LSMSSdYTIdAASIDNLSY

[8LZ :ON QI 0dg]
(TLZ :ON

a1 0Fs 3o TOFT °3
GTy SSPTIOSTONN)
999202 LOIOLIDDL

D LODOYOYYOYIOIYIVL
DYDOYYIYIOLILIDOYD
LYDOILYOLODDLOOLVIL
D LLDLODYYOODIYIOYD
99 LHOYIOVOYYIVYIOLD
DOVDLOOYVYYD LIV IVLL
DLLOLLODLOODIYOIDL
DYO9LO9LODIDLIDOIY
DOVOVYIVYLOYYIYYOYD
HDDOYINNDLYYIOYIVD
99 ILOVYOOLODDIDDLYIVYD
DOVYIIDIVLIOLLIOOVYY
2199129 LIIVYOLIDOY
DIO9YDIYYOYYIIVYOLD
HYOLYO9DDIIDIVIIIDD
9 LODDOYIYIOLOOYIVID
YYOYODDIIDOYIOIOYYY
D0OYYYIILILYIIVYYY
HYODLYIDIIDOYIIDLD
DOOYYYIYYIILILOOVY
D9 LOVYIVYLOVOOYYIOD
LYY LO99 LOYIOYIIYD

[LLZ

!ON QI 0d=S]

MDdSTSTSH
OLAHNHTIVHHWASDSAANDOOM
ASHAALTSATAASDASATALA
LIMANNAJOONSHMIAVYIASdA
ADMATOLTSADNMLTAAYSdd T
LAADIHYd0OONVIS TIMA IV
TANSAMOM AT ONTMAOHTAL
TASAAIALS NADHIAT AN LIVYNH
AIADANAMNANAIIAIHSATANA
ADINAd LIS TINTLAMdMdd AT
ASdDDTTEdYdDddDLHLAADS
AdEAMMAAM NS dMHNAND TAL
OLOTSSSAALAASSTSATOSSO
TAYdALHAD S LTYOSNMSALAL
HdAAAMATIODTYYILDDSLENSS
dVTddASdDNILSYSSALATLOD

DLOD9D99LDIYYYOVYIILOVYODD
5299 ILDIOVIOIODLIOYIDLOOYD
:[zLz 0N

dr 04ds] IspesT InoYlTtm

YO LYYYD
DDDDDLOLOLODDLOLODOYIYY DY
DDOYOVYLIOYIIOYYIOYIDLOLIDOTED
LYDOIVYDLODDLODIYDLOLLOLDD
YYDDDIOYIDYIDDLIDOYIDYIVYYOY
DDLDIDYILIOOVYYYOLLY LY LIDLL
DLLDDLODDIYDDDLIOYODLIDLOD
DDLDOOIDYIIYIYYIVLIOVYYIVYYOIY
DDDDOYIODOD LYY IDYIYIIDLITD
DLODDDDILYDYDIIYIIDLYLOLLD
DDOYYYDILIDLIODDLIODYDLIDOYOL
DDYDIYYIYYIDYDLIODYDLYDDODD
DDLYDDDDDDLIODIOYIVYLOLIDOYIOY
DOYYDVYDDIDDDIOYIIDODYYYIIDIYY
YOO LOLYIODYYYYOYDDLYDDDDDD
YODDLIODIODOYYYIYYIODLDLODYYD
DILOYVYDOVYILOVYODOYYIODDILYYDLIDD
LOVYODOYOIYODLODLIDDDYDILIODLD
DOYDLODILDLDIDYLODYDIDYIVYYD
YIDYDOOYIIYDIDDDDIDOYYYIOYIY
YOODLYYIYDDLOOYIDLODDDIED
DILODVYLODLOVYYDLLOYYOLDOYDL
DDOYDYYDIYIIDVYILOIYDDLODL
DDLDIDLYIYILODYDLDDDDYIDD
DDLDLVYDLYDLODIOYIYODIYYIODIOY
YYYDODODDODLLOLODLLOLOYOLOD
OYDDDOIDDLIDLIOYYDLIDYIDYID

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)

uTtewoq STRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-54 -



PCT/IB2018/058024

WO 2019/077500

[6LZ tON dI 0ds]
MOdSTIS
TSMOLAHNHTYHHNASDS
AANDDODME SMAALTMS AT
J4S905ATAdd LIMANNA
dOONSEIMIAYIASAXADN
ATOLTISADNMLITAAISdd
TLAADAIIdOONYMS ILY
A IAVdTRINSAMDMAEND
NTMADHTALTASAAIXLS
NADH I AN IMYNHATADA
AXMNIMATdAIHSATAAN
DIAZAIMS IWTILAMdMdd
ATAANSADDTTEAYADAdD
LHIMADSMdIAMMAAMLIN
SAMHNAND IALDIOTSSS

DDDDIOYDIDLOIYLIODLOVYYILLOYY
DLDDOYDLIODIDYIYYDIYIDIYDLOD
YOO LODLODLIDDIDLYIYILODYDLD
DDOYDODDDLIOLYDILYDLDDDOYIED
DY DIDYYYYIODDDDDLLOLODLLD
LOVYDLODDOYDDIODOLIDLIOVYYDLD
OYODYIDDDLDIDYIDDDLYIYIYD
LOYYYYOYDLOLLDLYYYODDDYDL
LOVYYYOYYOYDDLOOYYIIYIYYID
YODDIDYYIOYDLYYDLODVYYODLD LY
DY LDOYDYIDIOYIDIDLLODYIDONED
DLODOOLODIYDLODLOIDOYIDYIL
DDDLOYLOLOYODYILDDLOYIOVYLD
DLDLOD9DDDDLLODOYIYIDLODDDD
DYDDYDLIDDODIIYILIOYYDDOLOD
LOLODIOYDLDDDIOYYIDIDIDLLOYL
OYDOYYILIDLIODDLIDODLIDIDD
DOYDYODDIDDLILIDYIDYDIYYID
LODLODOYDIDOLIODIDDDLLDLODDL
YODDDODVYYIIYDIIILYIDLDILYILD
LODIOYDLODLDDOYIDODDYIDIDDID
LOYLODOOLLLODLLODIOYDODVYLIDD
OYDOYIYIYLIODDDLIOY.LOYLDLOD
DDDDYIYDIYDIDYIDDIDLIDILID
LOLOYYDDLYDYLOLDDOYIOYIOY
DDLDOYIVYDDLODIOYDLYDOYDLOD
DDDDODYIDLLOYYOYODDDIVYLOY
YODLOLYDDLODLODODIDIOYLD LY
OYDDDODILYDDILYYIDDLIDDDOYIOY
DDLODLODOYIYDIDLIDDLIOIOYOL
YODLOYLODYIIOVY.LLLDDOYOYLOOD
ODLLOODYYODLIODILOLODYYDLOD

{(pTOo® oOUTWR)
(¥Na)
uTewog jue}SUO)

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

- 55 -



PCT/IB2018/058024

WO 2019/077500

DDYDLODDLOYLDLOYDD
YOLDDLOYOVYLDDLDLIOD
DDODDLLODYIYODLODOD
DDYDIOYDLIDODDDDYIL
OYYDOLODLOLODIOYILD
DODYVYDODDIDLLOY.LIOYD
DYYDOLDOLIODDLIODODLD
DDODDDOYIYIDDIIDDLIL
DOYDOYDIYYDIDLODLIDD
YOODLDDODODDLLOLDODL
YODODDDIYYIIYIDLYID

DDODOYDDLLOYYDYIIDD
OYLOYYODLDLYDDLODL
DDDDIDIOYLDLYOYDIDD
DLYDDLYYDIDLIODIDDIYD
YOOLODLODDOYIYDIOLD
DOLODYILYDDLOYLIODOY
OOYLLLODYDYLODDDDL
LODOYYIDLODLOLDOVYY
DLODDLODDDDDLIIOYYY
DYYDLOYYDIDDIDDLDL
DYDDLDDLIDYIDLIODYD

FO LG ©7
T S=pPT
Jo0STonNN)
o)
DYOVYODLD
DDDDOYDD
DOOVYOD0DD
LODILOLLL
DLODLYOL
YOO LODILD
[PARSIRIONA 4

SSOTAVAALHADS LTYOSNMSA
IAdHdAAAIATIODTYYLDDS LS
MSSAVYTdAASIDNLSYSSALAT
IO0OMAVAMYAXDATIVIAAAY
LAISHITSSTHNAALS LS LA LN
IAIODAMOVYAND ISSOIATIAON
MATOOOIVOIAMLIMALLA LAD
SYMISAMASYIANIATYOSOAT

DDLDDLIODDDDIDYLILYDYDIDDD
L¥DDIVYYODLDDDDIOYIYDIDLIDLD
DDYOYDIDLOODLIDOYILYDDLIOVYL
DOYDOYLLLDDOVYIYLODODDLLIOOD
YYODLIODLOLDOYYDLODDLIDDDDD
DLOOYYYDIVYYDLOYYDIDDIDOLOL
DYODLODLIDYDIDLODOYDIDIYIYID
LODODIOYDDDIIOYIIODLODLILL

ODADSHADIVIVATITIIDSMON
:[z8zZ 0N
aI 0dS] IspesT U3ITM

LOLODIVIILYIOLODLODLOODO LY
:[osc
ON dI 0HS] FspesT Y3ITMm

TnzDH
-99L

YOLYYYDODDDDLIOLOLIODDLOLID
DYDY YDYIDDVYIYLIOYIDYYIOVYIDL
DLODDYDIYIDLYDLODDLODLYIDL
DLLDLODYYODODVYIOYIDDLIONYD
DYDYYIVYIDLODIOYILODYYYILLY
IYLLDLLDLLDDLODDIOYDDDLIOYD
DLODLODDDLIDDIYIIYDIYYIYLD
YYOYYOYODDIDIOYIIODLYYIOYOY
DDDLOYDDLOIDDDLYIYDIDYIDD
LYLDOLLOODOYYYOLODLIODDLODYD
LODOYDLODYDOYYDIYYOIOVYILIDY
DILYDODIDDLYDDDDDDLODIYIVYL
DLODYIYIIYYDEYIDDDDIYIDIIY
YYODIDYYYIDLOLYIIOYYYYDYD DL
YODDDIDYIDIDLIDDOYYYOYYIDL
DLDDOYYIDLOVYYIVYILOVYODOYYODDL
YYD LODDLOYDOYIDYIDLIODLODD
YOLDDLODDOYDLODILOLODIOYLOOY
DOYDYYIVYLOYIDVYDOTYODDDDIID
YYYOYOYYIDDLYYIVYODLDDOVYDODL

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

- 56 -



PCT/IB2018/058024

WO 2019/077500

OOYDODDILYLOLLODOVYYY LAADATIdOOMSIIMAIAVYA | DIOVYYIVYLIOVIOVYYIDD LYYILIDD
DLDDLDODDLIODOVYDLIODDY TINSAMOMAIMONTMAOHTAL | LOVOOYIIVIDLIDILOIIYILIDLD
DLDDYDIIYYDIVYYIIVYDLD TASAATALSNADHAUAMIMVYNH | 29YILODIOLODIIVYIIIVYIOVIVYD
OYDLYDOODDDILYODDD0D AIADAANAMNAMATITIHSATAA | YILOYIDOYDOVYDDDDDDODOVYYOYIY
DLODODOYOVYLOLODYIVYID ADIAIdILIS IWTLAMdNddATd | YODODLYVYLYDDLODYDDLODDDIOYD
YYDYODDDIDYIDDOVYYY ASdDDTTHdYdDddDIHILMADS | DLODYLODLOVYYDLLOYYOLDOVYIL
DDODYYYIDLIOLYDDOVYYYY AdIAMMAAMLNS dAMHNANDIAL | DDOVYDYYDDOYIDIVYDLIDOYIDLOOL
OYDDILVYODDD20DYIDILD OLOTSSSAAIAASSTSATOSSO | 991929 LYIVYILOOVILIIDIIOVYIDD
DDDYYYIOYYIDLIOLODOYY TAYdALHADSLTYDSNMSALAL | DDLOLYDLYDLODOVYIVYIOYYODDOY
ODLOVYYIYLOVYIDYYIDD HdAAAIATODTYVYLODSLSHSS | YYYOODIDODLLOLODLLODLOYOLOD
LVYVYDLODDLOYOOYIIOVYD [98Z :ON QI 0ds] dYTdAASIDILSYSSALIATIO0 | DYDD999DLIDLIVYILIDYIOVYID
OLODLOOOYILIODLDDOVY SSAIATIO0OM OMAVAMYAADTIIYOAAAYLAL | DDLODDOYDIIDDILYIVIYILOVYYYYD
DLDDIOLODIYLODVYIDY | AVAMYAADTIIVYOAAAVYL SITSSTHNAALS LS LAGLWNLAY | ¥DLOLLDLYYYDDDOYDLLOVYYOY
OYYOVYLOYDIDYDIOVODDD | TISITSSTHNAALS LSLA SOAMOVYANDIISSOAATIADWMAT | YOVDIILOOVYIOVIVYIOVIIDOVYY
DDDOVYYIVOYVYIIOLYY | HIWNIAIDDANOVYANIISS 909dVOIANLIMALIALIADSYY | DVDIVYVYOLOIVYIOLILYIVYLIOVYD
LVD9I99YDILODIDDIVD | DAATIADNMATOODIVOIA DSAMASYOIMIATYD SOATOAD | ¥OIIYID9DLLIOYIDYIILIDIDL
OLODOVYLOOLOVYOLLOVYY | MLITMALLALADSYMOSAM :[€8Z :ON | 920VYOIODLODOYIDYILIDDIILIVL
DLODYDILDDIVIVYYIIVYD | ASYDAMIATIYOSOATOAD aI 0ds] TI9peaT INOYITM | DIDVYIOVILIDIOVYIVIIILOLIDD
OOYDLODYDIDLODLODLD DODLLODYOYODLDODDDOVYIIVYIL
ODILYOYILODYDLODDDY [68Z :ON QI 0ds] ADdSTS | DOODDDOYILOVYYDILODLDLIDDY
9DDDDLOLYDLYDLODOY (08¢ TSMOLAHNHTYIHNASDISAAND | 9I199IDVYDIIDDLILIVIIOVIOVYYD
OVYDDYYIDIYYYYIDDDD ‘ON aI 0ds 3o FIF OOMESMAALTISATAASOHASAT | LODLIDDLIDDDLIDIIDDIDYIVID
DLIDIDDLIDIOVYIILODD | ©3 8G SSPTIOSTINN) AddLIMANNAAOONSHMIAYIA | 9999LILIDVYIDYIVYIILIDLIDD
YODDODIDLIODLOVYYDLID LOIYOLOLODDYDLD SAXIDIATILISADNMITETLS | ¥I9OLIDIDILLILODDIILYIDIDIDDD
YOOYODDDLODIOVYIDDDL | DLODDYODDOYIDDIDIDL ddTLAADIIYdOONMSIINAT | YYOOYIDLYOOLOILYILOLODIVYOL
YOVYIVYDLOVYYYYOYDLOL | DYLODDLLLODLLODOYD AYATRANSAMINXINONTMACH | DILIDIYIDDOYIDIDDDDLIVYIIID
LOIYYVYDDDDOYDLLOVYY | DYLODDOYDOVYIYIVYLIOD TALTASAAIZLSNAOEITIANIY | LLLODLLODIVIIVYIIODIVIOVYOY
OYYOVYDDLIDYYIOVYIYY | DOLIOVIDOVLODLODDDDODY YNHAIADAAAMNAMATIIAEIHSA | DY LODDDLOVILOVYLOLODODDOVYIOY
DOYDDDIDYYIYDLYYDLD | DYDDVYDDOYDDIDLIODDL [FBZ :ON AANADIAIA IIS IWTLAMdYMdd | ©9DYDODYODIDLODDLIDLOLOVYYD
OYYOOLIOLYDYLDDVYDOYD | DOLOLOVYYDDLYOYLODLD ar ods] ATIASIDOTTIdYdDddDLHLY | DILYOYLOLDDDOYOIOYIOYIDLIOVYD
DODOYDOODIDLLIDVYIDVYIDL | DOVYIOVYIDOVYIDLIODYIOYD {08Z :ON AOSHIEAMATAMILNSdMHNAND | ¥DDDDDDVYDLYIDYDLDDDDDDDDY
D0D0DLDDDVYIDLIODLODDY | DDDDIOVYILYIDYDLIIDD ar o0d4s IXIOLOTSSSIALAASSTSATO | DDLIOVYOVIDIIDIVIOVYIDLD IV

(ad

KyosT

{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser

(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)

uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex

QUOoTD

-57 -



PCT/IB2018/058024

WO 2019/077500

ATOILTSADNMITAAESdd
TLAADITIJOOAVHMS TIT
HIdYdTXINSAMDIAEMND
NTMAOHTALTASAAIXLS
NAOEHIdN IMYNHATADA
AAMNANATdTIHSATAAA
DIAdd LIS INTLAYMdXdd
ATAASIDDTTHIYdDddD
LHLAADSHMdIAMMAAMLN
SAMHNANDIXLOIOTISSS
dALAASSTSATIDSSOTIAY
dAdLHADSLTYDSNMSALA
dHddAATAATIDTYYLOOS
LSMSSdYTIdAASIDNLSY

[L8Z :fON dI 0ds]
(082 :0ON

ar ods Jo ToFT ©3
GTy SopT3o2ToNN)
999DDDLOIOLIDDL
DLDDOYOYYOYIDIYIYL
DYIIOYYIYIDLILIDOYD
I¥D9IYOLODDLODLYIL
DLIDLODYYODOHIYIOYD
99 IHHYIOYOYYIYODLD
DOYILOOYYYDLIVIVLL
DLIDLLODLODOIYOIDL
D99 LODLODDDLIDDDY
DOYOYYIYLOYYIYYOYD
HDDOHYINDDLYYIOYOYD
99 IOYOILODIDILYIOYD

MDdSTSTSH
OLAHNHTIVHHWASDSAANDOOM
ASHAALTSATAASDASATALA
LIMANNAJOONSHMIAVYIASdA
ADMATOLTSADNMLTHAYS AT

IOYLODOLLIOOLIDOOYIIVIDOD
DY9OVOYOYLIDIOILIOYIIOYILOLOD
D9DIYIYDIVOIOYOOIOLIDILID
IO LOYYOOIVIYILOLODDOVYIOYIIY
DOLIOYIOVONDIDIYDILYIIYOLOD
HDD999YIDLLOYYOVIIIOIVIIOY
YOO ILDIVIDLIDLIODODDIOVIOLY
DY D999 LYDDIVYODLIIDDIYIY
959 LODLIOOYIVOIILODDLIDYIL
Y99 ILOYLIIOYIIVLLLDOYIOYLOOD
DOLILO9OVYIDILIDIOLOOYYOLOD
DLDD9D99LDIYYYOVYIILOYYODD
5299 ILDIOVIOIODLIOYIDLOOYD
:[T8Z :0ON

dr 04ds] IspesT InoYlTtm

YO LYYYD
DDDDDLOLOLODDLOLODOYIYY DY
DDOYOVYLIOYIIOYYIOYIDLOLIDOTED
LYDOIVYDLODDLODIYDLOLLOLDD
YYDDDIOYIDYIDDLIDOYIDYIVYYOY
DDLDIDYILIOOVYYYOLLY LY LIDLL
DLLDDLODDIYDDDLIOYODLIDLOD
DDLDOOIDYIIYIYYIVLIOVYYIVYYOIY
DDDDOYIODOD LYY IDYIYIIDLITD
DLODDDDILYDYDIIYIIDLYLOLLD
DDOYYYDILIDLIODDLIODYDLIDOYOL
DDYDIYYIYYIDYDLIODYDLYDDODD
DDLYDDDDDDLIODIOYIVYLOLIDOYIOY
DOYYDVYDDIDDDIOYIIDODYYYIIDIYY
YOO LOLYIODYYYYOYDDLYDDDDDD
YODDLIODIODYYYIYYIODLDLIDYYD

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

- 58 -



PCT/IB2018/058024

WO 2019/077500

[88Z :ON dI 0ds]
MOdSTIS
TSMOLAHNHTYHHNASDS
AANDDODME SMAALTMS AT
J4S905ATAdd LIMANNA
dOONSEIMIAYIASAXADN

LYLDOLLOODOYYYOLODLIODDLODYD
LODOYDLODYDOYYDIYYOIOVYILIDY
DILYDODIDDLYDDDDDDLODIYIVYL
DLODYIYIIYYDEYIDDDDIYIDIIY
YYODIDYYYIDLOLYIIOYYYYDYD DL
YODDDIDYIDIDLIDDOYYYOYYIDL
DLDDOYYIDLOVYYIVYILOVYODOYYODDL
YYD LODDLOYDOYIDYIDLIODLODD
YOLDDLODDOYDLODILOLODIOYLOOY
DOYDYYIVYLOYIDVYDOTYODDDDIID
YYYDOYOYYIDDLYYIYIDLDDOYDOL
DDDDIOYDIDLOIYLIODLOVYYILLOYY
DLDDOYDLIODIDYIYYDIYIDIYDLOD
YOO LODLODLIDDIDLYIYILODYDLD
DDOYDODDDLIOLYDILYDLDDDOYIED
DY DIDYYYYIODDDDDLLOLODLLD
LOVYDLODDOYDDIODOLIDLIOVYYDLD
OYODYIDDDLDIDYIDDDLYIYIYD
LOYYYYOYDLOLLDLYYYODDDYDL
LOVYYYOYYOYDDLOOYYIIYIYYID
YODDIDYYIOYDLYYDLODVYYODLD LY
DY LDOYDYIDIOYIDIDLLODYIDONED
DLODOOLODIYDLODLOIDOYIDYIL
DDDLOYLOLOYODYILDDLOYIOVYLD
DLDLOD9DDDDLLODOYIYIDLODDDD
DYDDYDLIDDODIIYILIOYYDDOLOD
LOLODIOYDLDDDIOYYIDIDIDLLOYL
OYDOYYILIDLIODDLIDODLIDIDD
DOYDYODDIDDLILIDYIDYDIYYID
LODLODOYDIDOLIODIDDDLLDLODDL
YODDDODVYYIIYDIIILYIDLDILYILD
LODIOYDLODLDDIOYIDODDYIDIDDID

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)
(¥Na)
utewod STRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-59 .-



PCT/IB2018/058024

WO 2019/077500

9DDDDLOLYDLYDLODOY (682 OOMESMAALTISATAISOHASAT | DIDDIDVYDIDIDDLLIVIIOVIOVYYD
OVYDDYYIDIYYYYIDDDD ‘ON aI 0ds 3o FIF AddLIMANNAAOONSHMIAYIA | LODIDDDIDDDHDLIDIDDIDYIVID
DLIDIDDLIDIOVYIILODD | ©3 8G SSPTIOSTINN) SAXIDIATILISADNMITETLS | 9999LILDIVIDYIVYYIDILIDLIDD
YODDODIDLIODLOVYYDLID LOIYOLOLODDYOLD ddTIAADITIAOONISIINETL | ¥I9OLDDDIILLOLODILYIDDIDDD
YOOYODDDLODIOVYIDDDL | DLODDYOIDDIOYIDDIIDL [€6C :ON AYATRANSAMINAIMONTMACH | YYIIVYIIIVIOLILYILDIODIVYIL
YOVYIVYDLOVYYYYOYDLOL | DYLODDLLLODLLODOYD ar ods] TALTASAAIZLSNAOEITIAMIY | 99L02DYIDDIYIDIDDIDLIVLIID
LOIYYYDDIDOVYDLLOVYY | DYLODDOYDOYIYYYIOD {68 :ON YNHAIADAAAMNAMATIIAEIHSA | LLLODLLOODYDDYLODDIOYDOYDY
OYYOVYDDLIDOVYYIOVYIYY | LOLOVIDOVLDLODDDDODY ar od=s AANAD IAIA LIS IWTLAMdNdd | ¥¥YDOOOLOLOVYLOVYLOLODDDODDOVYIOY
DOYDDDIDYYIYDLYYDLD | D¥YDDVYDDDDDDIDLIDDL 3O LG ©3 ATIASIDDTTIdYdDddDLHLY | DDYDIDDDIIDLODDLOVYYDLYDYD
OYYODLIOLYDYLDDVYDYD | DYYDLYDVYODLOOVYLOLD T s°ptT O SHMIEAMATAMILNSdMHNAND | DLOOVYLDLODOVYIVYYDIYYIDLOVYYD
DODOYDOODIDLLIDVYIDVYIDL | DOVYIYYDIVYYIDLOVYYOYD 109 T2NN) IXIOLOTSSSIALAASSTISATO | ¥999DIIDLDLVYIIVYILLODIDIDILOVY T
DODDDLODDVYDLODLODDY | DDDODDLOLYIDYILLODD o SSOTAYAALHADSITVYOSNMSA | YOLLOVYOVYIIVYIVIOVYIDLILY | TNZDH
OOYDLDODDLOYLDLIOVYDD | DOLOVYVYODLLOVYYOVYDOVY | DYDVYODLD IAdEdAATHATOOTYYLODSLS | DOLODLODDDDIDOYLOLYOYDIDLD -99L
YOLODLOYOVYLODLOLDD | DYLOVYYODLOLYODLODL 0DDDOV¥ID ASSAVYTdAASADMLSYSSALAT | LDODDILVYYDIDLOYDIDVYYIDDIDDLD
DDDDLLOOYOVYIDLODDDD | DODDDDIVYLILYIVYIDDL DDDOYODOD LOOOMAVAMYAADAENVIXAAY | DOYIVOIILOODLIDVILYDOLIVL
OOYDOVYDLIODDODIDOVYIL | DLODDLYVYIDLOVYODOVY | LODLOLLL LAITITSNNOTATINYSNAIST | DDYIOVYILLIIIVYIVIIDDIDLIDIDD
OYYDOLIDLOLODIVYDLD | DDODDDLODOYIVYDIDLD DLDDIVYOL LATSHANEINANDISSDdATASA | DDOLDLLOLODLOYOYDLOLOLIDDDD
DDOVYYDIDDDLILOYLIOYD | DOLIODVYILYDOLOYLODY | YODLDDLD MATOMDIVOIAMLIMALIALAD | 9LD29YIDLODILIVOOIODDDILIL
OYYOLODLODDLODDDLD | DOYILLOOYIVLIDODDL DLDODDDLY SYVDISTETSODI0OATIODSHTT | YVYOILIDLIDYIDLOVYDIOYIVID
DDDDOOYOVYIDODIDLIOL | DODDDDLDLLOLDLIOYIY OAESHADIVIVATATIIDOSMONW | 1O299DDYIIDIIYIIOIILODLILL
DOYOOYDIYYIDLIODLDDD | DLOLOLODDDDDLIDDOVYD [T6Z :ON | LOLIODIVILYIOLIDLODLIODDLY
YOODLODDDODLLOLOODL | DLODLOVYIDIDIIDDLOL dI OFS] IspesT UaTM 1682
YDODDODIVYVYIIVIDLYDD | YYDOLODLODOVYIDLOVYD {ON I 0ds] I9pesT Y3aTM
YOLYYYDDDDDDLIOLOLODDLOLDD
DOVYDVYVYDOYOIDIVIYLOVYIOYYOVYDIOL
DLODOVYDLVYDDLYDLODDLODLYIL
DLLDLODYYDDDOVYIDOYODDLODOYD
DOVYDVYVYIVYODLODIOVYILIOVYYYILLY
IYLLDLLDLLDDLODDOYDDDLOVYD
DLODLODDDLIODDIVYIIVYIVYYIVYLD
YYOYYOYDODDOYIDODILVYYIDYDIY
ODDLOYIODLDIDDDLYIVYIIIVYIOD
(ad
KyosT
{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser
(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)
uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex
QUOoTD

-60 -



PCT/IB2018/058024

WO 2019/077500

D9DDDDLIOLDLODDL
DLODOYOYYDIYDIDIOVYIVY.L
OYODYYOYIDLOLODOTYD
LYDDLYDLODDLODIYODL
DLLDLODOYYDDDDIYIIYD
DD LDDOYIIVYIYYIYIILD
DOYDLODOYYYDLLYLVYLL
DLLDLLODLDDDIOYDIDL
OYODLODLODDDLIODDIDY
DOYDYYIOVYLOYYOYYIYD
DDODDYDOODDILYYIDVYIED
DOLOVYDOLODDDILYIED
DDYDIDLYLDLLODOVYYY
DLODLODDLODOYDLIDDY
DLODYDIYYDIYYOIOYILD
DYDLVYDODDIDDLYDDIDDD
DLDDDYIOYLDLDOYIYID
YYOVYDDDDDDYDIDIIYYY
DOOYYYODLDLYOIOYYYY
DYDDLYDODDDDDYIIILD
DOOYYYIOYYDDLOLOOYY
ODLOYYIOVYLOYDIYYIDD
LYYDLODDLOYODIYIIOYD
DLDDLDDODYILODLODOY
DLODLOLODDYLDIOYIDY
OYYDOVYLOVYIDOYDIYIOID
DODDYYYIYDIYYIDIDILYY
LYDDLODYDIDLODDDITYD
DLODOVYLODLOVYYOLLOVYY
DLODYDLODDOYDIYYDIYD
DODYDLOOVYODLODLOOLD
ODLYOYOLODYDLODDIOY

[G6Z :ON dI 0ds]
SSAIATIODOM
AYAMYAXDAINYOAXAYL
AIYITSNWOTATINYSNA
MSILAISMAMANANDISS
9dXIASAMATONOAYOIA
MITMALLALADSYYDSTY
T1599dOATODOSHTIONE

[F62Z :ON dI 0dS]

MOASTSTISH
DLAUNHTIVIHNASDSAANDDOM
HSMAALTMSATAISOHASATAIL
LIMANNZAOONSEMIAYIASAA
ADMATOLTSADNMITIAISdA T
IAADIIIdDOONYNS IIMAIAVd
TEINSAMOMATMONTMADHTAL
TASAATALSNADHIII M IMYNH
ATADANAMNIMATIAIHSATAA
ADIAFTALES INTLAMAMddATd
ASdOOTTEAVADAdDIHINMADS
MAdIAMMAAN INS dMHNAND AL
DLOTSSSANIAASSTSATOSSD
TAVdALHADS L'TYDS NMSALAL
AdAXMIATIOTYYIOOSLENSS
AVIdAASIDNLESVYS SAIATLOD
HMAVAMYAXOAIMVIRAIAYLAE
TITSNWOTATINISNAIS I LAd
SMAMINANDISSOAAIASAMAT
OMOAVOIAMLIMALLALADSYY
DSTITSO9dDATOOOSHTIOAL

:[z6z 0N
dr 0ds] IspesT 3noylitm

MDdSTIS
TSMOLAHNHTYAHNASDSAAND

YYDDDIOYIDYIDDLIDOYIDYIVYYOY
DDLDIDYILIOOVYYYOLLY LY LIDLL
DLLDDLODDIYDDDLIOYODLIDLOD
DDLDOOIDYIIYIYYIVLIOVYYIVYYOIY
DDDDOYIODOD LYY IDYIYIIDLITD
DLODDDDILYDYDIIYIIDLYLOLLD
DDOYYYDILIDLIODDLIODYDLIDOYOL
DDYDIYYIYYIDYDLIODYDLYDDODD
DDLYDDDDDDLIODIOYIVYLOLIDOYIOY
DOYYDVYDDIDDDIOYIIDODYYYIIDIYY
YOO LOLYIODYYYYOYDDLYDDDDDD
YODDLIODIODOYYYIYYIODLDLODYYD
DILOYVYDOVYILOVYODOYYIODDILYYDLIDD
LOVYODOYOIYODLODLIDDDYDILIODLD
DOYDLODILDLDIDYLODYDIDYIVYYD
YIDYDOOYIIYDIDDDDIDOYYYIOYIY
YOODLYYIYDDLOOYIDLODDDIED
DILODVYLODLOVYYDLLOYYOLDOYDL
DDOYDYYDIYIIDVYILOIYDDLODL
DDLDIDLYIYILODYDLDDDDYIDD
DDLDLVYDLYDLODIOYIYODIYYIODIOY
YYYDODODDODLLOLODLLOLOYOLOD
OYDDDODDLIDLIOYYDLIDYIDYID
DDLODIOYIIDDLYIYIYILOYYY YD
YOLOLLDILYYYODDDYD LLDOYYYOY
YOYDDLIOOYYIIYIOYYDIOYIODIDIYY
OYDLYYD LDDOYYIDLDLYDYLODOWED
YODODYODODLLIODYIOYIDLIODIDL
DDDYDLODLOIDOYIDYILIODDLIOVYL
DLOYDOYILIODLOVYIYLIODLOLIOOD
DDDLLODYIOYODLODODIDOYIIOYDL
DDD0DDOIDVYILIOYYIDLDIDLDLODIY

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-6] -



PCT/IB2018/058024

WO 2019/077500

[L6Z tON dI 0ds]
MOdSTIS
TSMOLAHNHTYHHNASDS
AANDDODME SMAALTMS AT
J4S905ATAdd LIMANNA
dOONSEIMIAYIASAXADN
ATOLTISADNMLITAAISdd
TLAADAIIdOONYMS ILY
A IAVdTRINSAMDMAEND
NTMADHTALTASAAIXLS
NADH I AN IMYNHATADA
AXMNIMATdAIHSATAAN
DIAZAIMS IWTILAMdMdd
ATAANSADDTTEAYADAdD
LHIMADSMdIAMMAAMLIN
SAMHNAND IALDIOTSSS
dAIAASSTSATOSSOTAY
dALHADSLTYDSNMSALA
dHZdAAAINTIDTIYYLOOS
LSMSSdYIdAASdDNLSY

[96Z :ON dI 0ds]

(682 0N

ar ods Jo ToFT ©3
GTy SopT3o2ToNN)

YODDOYYIVYD IVYOLODYYIO LD LY
DYLIOYOVIDIYIOIDLLIOYIOVD
DLDDD9LODOYILODIOIOYIOVYIL
D02 LOYLDIOVOOVILIDILOVYIVYLD
DLOLO99DDDLIDIYIYIOLOINDD
HYDIYDLIDIDIDOYILIVYIILID
I9I199DYOLODDIYYOIIDIDLIOVYL
DY9OYYILODLIDOLIDDDLIIDDD
DOYIYIDDDDD LI LIDYIOYOYYID
IDDLODDYIOOLIDDIDLIDIONDL
YODD999YYIIYIIIYIOLILYILY
IODOYILODLIDIYIOOOYIINDDD
IOYLODOLLIOOLIDOOYIIVIDOD
DY9OVOYYYIIDLOLIOYIOYLOLOD
D9DIYIYOIVYOIDNDDIOLIDILIOY
YO LYOYIDIDIVYILOLIDOVIOVYOVY
DOLIOYYOVOODIDDILDIYIIYILLY
HDDDIOYYILLOVYOVOIVYIVIOY
YOO ILDIVIDLIDLIODODDIOVIOLY
DY9DIDILOILODDIVYODLIOVIOITYD
H9HDDDLIDOYIVOIILODDLIDVYIL
Y99 ILOYLIIYIIVILLIOYIOYLOOD
DOLDD90D9LOLLDIOLOVOYOLOL
DLD99D99LDDOYIDILODLIYINDD
9299 ILDIYYOOLIDLIOYID LOYYD
:[06Z 0N

dr 04ds] IspesT InoYlTtm

YO LYYYD
DDDDDLOLOLODDLOLODOYIYY DY
DDOYOVYLIOYIIOYYIOYIDLOLIDOTED
LYDODILVYDLODDLODIYILOLLOLDD

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-62 -



PCT/IB2018/058024

WO 2019/077500

YOLYYYDODDDDLIOLOLIODDLOLID
DYDY YDYIDDVYIYLIOYIDYYIOVYIDL
DLODDYDIYIDLYDLODDLODLYIDL
DLLDLODYYODODVYIOYIDDLIONYD
DYDYYIVYIDLODIOYILODYYYILLY
IYLLDLLDLLDDLODDIOYDDDLIOYD
DLODLODDDLIDDIYIIYDIYYIYLD
YYOYYOYODDIDIOYIIODLYYIOYOY
DDDLOYDDLOIDDDLYIYDIDYIDD
LYLDOLLOODOYYYOLODLIODDLODYD
LODOYDLODYDOYYDIYYOIOVYILIDY
DILYDODIDDLYDDDDDDLODIYIVYL
DLODYIYIIYYDEYIDDDDIYIDIIY
YYODIDYYYIDLOLYIIOYYYYDYD DL
YODDDIDYIDIDLIDDOYYYOYYIDL
DLDDOYYIDLOVYYIVYILOVYODOYYODDL
YYD LODDLOYDOYIDYIDLIODLODD
YOLDDLODDOYDLODILOLODIOYLOOY
DOYDYYIVYLOYIDVYDOTYODDDDIID
YYYDOYOYYIDDLYYIYIDLDDOYDOL
DDDDIOYDIDLOIYLIODLOVYYILLOYY
DLDDOYDLIODIDYIYYDIYIDIYDLOD
YOO LODLODLIDDIDLYIYILODYDLD
DDOYDODDDLIOLYDILYDLDDDOYIED
DY DIDYYYYIODDDDDLLOLODLLD
LOVYDLODDOYDDIODOLIDLIOVYYDLD
OYODYIDDDLDIDYIDDDLYIYIYD
LOYYYYOYDLOLLDLYYYODDDYDL
LOVYYYOYYOYDDLDOYYIIYIYYID

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-63 -



PCT/IB2018/058024

WO 2019/077500

OLODLOOOYILIODLDDOVY SSAIATIO0OM OMAVAMYAADTIIYOAAAYLAL | DDLODDOYDIIDDILYIVIYILOVYYYYD
DLDDIOLODIYLODVYIDY | AVAMYAADTIIVYOAAAVYL YIdTSNWOTAYLSISNAASTI LAY | ¥OLOLLDIVYVYIIDOVOLIOVYYOY
DYYOVYIOVIOVYIOYIODD | QEVITSNWOTAVISISNG SHAMEINANDISSOdATADAMAT | YOVYDDLODOYYIDVYIYYOIOVYIDIDDOVYY
DDD0DOVYYYOVYDVYYOODDILYY | ASTLAISHAMINANDISS OMDAVOIANLIMALLALADSYY | DVIIVYVYOLOIVYIOLILYIVYLIOVYD
IV I99YDILODIDDIVD | DAAIADAMATONDIVOIA DSTUTSODdOATIODSHTIOAL | YOIIVYIDODLLIOYIDYIDLIDIDL
OILODOVYLOOLOVYOLLOVYY | MLIMALLALADSYYOSTH :[T0€ :ON | 920VYDIODIDIDYIOVYILIDILIVL
DLODYILIDIVIVYYIIVYD | TSODJVATODOSHTIONAL aI 0ds] TI9peaT INOYITM | DIDVYIOVILIDIOVYIVIIILOLIDD
OOYDLODYDIDLODLODLD DODLLODYOYODLDODDDOVYIIVYIL
ODILYOYILODYDLODDDY [€0€ :ON aI 0ds] [Z0E :ON ADdSTS | DOODDDOYILOVYYDILODLDLIDDY
9DDDDLOLYDLYDLODOY (862 ar omEs] TSMOLAHNHTYIHNASDISAAND | 9I199IDVYDIIDDLILIVIIOVIOVYYD
OVYDDYYIDIYYYYIDDDD ‘ON aI 0ds 3o FIF (867 :0ON OOMESMAALTISATAASOHASAT | LODLIDDLIDDDLIDIIDDIDYIVID
DLIDIDDLIDIOVYIILODD | ©3 8G SSPTIOSTINN) aI BES AddLIMANNAAOONSHMIAYIA | 9999LILIDVYIDYIVYIILIDLIDD
YODDODIDLIODLOVYYDLID LOIYOLOLODDYOLD J0 ¢ o3 SAXIDIATILISADNMITETLS | ¥I9OLIDIDILLILODDIILYIDIDIDDD
YOOYODDDLODIOVYIDDDL | DLODDYOIDDIOYIDDIIDL 1 sspT ddTIAADITIAODNISIINET | YYIIVYIDIVYIOLILYILDIODIVYIL
YOVYIVYDLOVYYYYOYDLOL | DYLLODLLLODLLODOYD uomﬁoszw AYATHRANSAMINXINONTMACH | 99LIDIYIDDIYIDIDDDDLIVYILID z
LOIYYVYDDIDOVYDLLOVYY | DYLODDOYDOVYIYIYIOD 5 TALTASAAIZLSNAOEITIANIY | LLLODLLODIVIIVYIIODIVIOVYOY nzou
OYYOVYDDLIDYYIOVYIYY | DOLIOVIDOVLODLODDDDODY SYYO9 Lo YNHAIADAAAMNAMATIIAEIHSA | D¥DDDDDLOVILOVYLOLODIODDOVYIY _99,
DOYIDIDIVYVYIVYILYYDLD | DYDDYDDDDOYDIYDLIODDL 99T AANADIAIA LIIS IWTLAMdYMdd | DDYDODIDVYIYDLODDLIOVYDLYDYD
OYYODLIOLYDYLDDVYDYD | DYYDLYDYODLOOVYLIODD 59970999 ATIASIDOTTIdYdDddDLHLY | DLODYLODDDDOYODLOYYIDLOYYD
DODOYOODIDLLIDVYIIDVYIDL | DOVYIILOVYYIDLOVYYOYD 199 IOLLL AOSHIEAMAAANILINSdMHNAND | ¥DDLODDLOLYIDVYOLLODDDDLOV
DDDDLODDVYDLODLODDY | DLODDLOLYDDYOLLODD 5199 IYOL IXIOLOTSSSIAIAASSTISATO | YOLIOVYOVDIYVYIVIOVYIDLD IV
OOYDLDODDLOYLDLOVYDD | DOLOVYYDLLOYYOYDIOVYY Y9190 1O SSOTAYAALHADSITYOSNMSA | DDIDDLD99DD2DVIILVIVIVIDD
YOLODLOYOVYLODLOLDD | DYLOVYYODLOLYODLODL 519999 LY IAdEdAATHATIOTYYLODSLS | LOODLVYYDDLOYODOVYYIDDDDDLD
D000 LLOOYOVYIDLODDDD | DODDDDIVLILYIVYIYID ASSAVTdAASADMLSYSSALAT | DOYIYDODLIODLOOYILYDDLOY.L
DOYDOVYDLIODDODIOVYIL | DLODDLVYVYOIDLOYOIOVYY LOOOMAVAMYAADATIVIXAAY | DDYIOVYILIIOVYIVIIDDDIDLIDIDD
OYYDOLIDILOLODDVYDLD | DDODDDLODOYIVYDIILD LAITITSNNOTAVISISNAAST | D9I9LLOLOLOVOVYOLILILIODDDD
DDOVYYDODDDLLOYLIOYD | DOLIOIOVYILYDOLOYLODY LATSHANEINANDISSDOdATADA | DLODOVYIDLODLOYIDDDDDIDDLOL
OYYOLODLODDLODDDLD | DOYILLOOYIVLIDODDL MATONDIVOIAMILIMALLIALAD | YVOOLIDILIOVIDILOVYIIOVYIVID
DDDDOOYOVYIDODIDLIOL | DODDDDLDLLOLDLIOYIY SYVISTETSOOA0ATOODSETT | IDDDDDIVIDDIIVIIDOLODLILL
DOYOOYDIYYIDLIODLDDD | DLOLOLODDDDDLIDDOVYD OAESHADIVIVATATIIOSMOW | LOLODIVILYIDLIDLODLIODDLY
YOODLODDDODLLOLOODL | DLODLOVYIDIDIIDDLOL [00€E :ON 1[862
YDODDODIVYVYIIVIDLYDD | YYDOLODLODOVYIDLOVYD dI OFS] IspesT U1TM {ON I 0ds] I9pesT Y3aTM
(ad
KyosT
{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser
(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)
uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex
QUOoTD

-64 -



PCT/IB2018/058024

WO 2019/077500

SAMHNANDIXLOIOTISSS
dALAASSTSATIDSSOTIAY
dAdLHADSLTYDSNMSALA
dHddAATAATIDTYYLOOS
LSMSSdYTIdAASIDNLSY

[GoE :ON QI 0dg]
(TOFT o3

GTF SOPTI0STONN)
999202 LOIOLIDDL

D LODOYOYYOYIOIYIVL
DYDOYYIYIOLILIDOYD
LYDOILYOLODDLOOLVIL
D LLDLODYYOODIYIOYD
99 LHOYIOVOYYIVYIOLD
DOVDLOOYVYYD LIV IVLL
DLLOLLODLOODIYOIDL
DYO9LO9LODIDLIDOIY
DOVOVYIVYLOYYIYYOYD
HDDOYINNDLYYIOYIVD
99 ILOVYOOLODDIDDLYIVYD
DOVYIIDIVLIOLLIOOVYY
2199129 LIIVYOLIDOY
DIO9YDIYYOYYIIVYOLD
HYOLYO9DDIIDIVIIIDD
9 LODDOYIYIOLOOYIVID
YYOYODDIIDOYIOIOYYY
D0OYYYIILILYIIVYYY
HYODLYIDIIDOYIIDLD
DOOYYYIYYIILILOOVY
D9 LOVYIVYLOVOOYYIOD
LYY LO99 LOYIOYIIYD

[FOE

!ON QI 0d=S]

MDdSTSTSH
OLAHNHTIVHHWASDSAANDOOM
ASHAALTSATAASDASATALA
LIMANNAJOONSHMIAVYIASdA
ADMATOLTSADNMLTAAYSdd T
LAADIHYd0OONVIS TIMA IV
TANSAMOM AT ONTMAOHTAL
TASAAIALS NADHIAT AN LIVYNH
AIADANAMNANAIIAIHSATANA
ADINAd LIS TINTLAMdMdd AT
ASdDDTTEdYdDddDLHLAADS
AdEAMMAAM NS dMHNAND TAL
OLOTSSSAALAASSTSATOSSO
TAYdALHAD S LTYOSNMSALAL
HdAAAMATIODTYYILDDSLENSS
dVTddASdDNILSYSSALATLOD

DLD99I99LIDOYIDILODLIYINDD
9299 ILDIYYOOLIDLIOYID LOYYD
:[6627 0N

dr 04ds] IspesT InoYlTtm

YO LYYYD
DDDDDLOLOLODDLOLODOYIYY DY
DDOYOVYLIOYIIOYYIOYIDLOLIDOTED
LYDOIVYDLODDLODIYDLOLLOLDD
YYDDDIOYIDYIDDLIDOYIDYIVYYOY
DDLDIDYILIOOVYYYOLLY LY LIDLL
DLLDDLODDIYDDDLIOYODLIDLOD
DDLDOOIDYIIYIYYIVLIOVYYIVYYOIY
DDDDOYIODOD LYY IDYIYIIDLITD
DLODDDDILYDYDIIYIIDLYLOLLD
DDOYYYDILIDLIODDLIODYDLIDOYOL
DDYDIYYIYYIDYDLIODYDLYDDODD
DDLYDDDDDDLIODIOYIVYLOLIDOYIOY
DOYYDVYDDIDDDIOYIIDODYYYIIDIYY
YOO LOLYIODYYYYOYDDLYDDDDDD
YODDLIODIODOYYYIYYIODLDLODYYD
DILOYVYDOVYILOVYODOYYIODDILYYDLIDD
LOVYODOYOIYODLODLIDDDYDILIODLD
DOYDLODILDLDIDYLODYDIDYIVYYD
YIDYDOOYIIYDIDDDDIDOYYYIOYIY
YOODLYYIYDDLOOYIDLODDDIED
DILODVYLODLOVYYDLLOYYOLDOYDL
DDOYDYYDIYIIDVYILOIYDDLODL
DDLDIDLYIYILODYDLDDDDYIDD
DDLDLVYDLYDLODIOYIYODIYYIODIOY
YYYDODODDODLLOLODLLOLOYOLOD
OYDDDOIDDLIDLIOYYDLIDYIDYID

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)

uTtewoq STRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-65 -



PCT/IB2018/058024

WO 2019/077500

[90€ :ON dI 0ds]
MOdSTIS
TSMOLAHNHTYHHNASDS
AANDDODME SMAALTMS AT
J4S905ATAdd LIMANNA
dOONSEIMIAYIASAXADN
ATOLTISADNMLITAAISdd
TLAADAIIdOONYMS ILY
A IAVdTRINSAMDMAEND
NTMADHTALTASAAIXLS
NADH I AN IMYNHATADA
AXMNIMATdAIHSATAAN
DIAZAIMS IWTILAMdMdd
ATAANSADDTTEAYADAdD
LHIMADSMdIAMMAAMLIN

DDDDIOYDIDLOIYLIODLOVYYILLOYY
DLDDOYDLIODIDYIYYDIYIDIYDLOD
YOO LODLODLIDDIDLYIYILODYDLD
DDOYDODDDLIOLYDILYDLDDDOYIED
DY DIDYYYYIODDDDDLLOLODLLD
LOVYDLODDOYDDIODOLIDLIOVYYDLD
OYODYIDDDLDIDYIDDDLYIYIYD
LOYYYYOYDLOLLDLYYYODDDYDL
LOVYYYOYYOYDDLOOYYIIYIYYID
YODDIDYYIOYDLYYDLODVYYODLD LY
DY LDOYDYIDIOYIDIDLLODYIDONED
DLODOOLODIYDLODLOIDOYIDYIL
DDDLOYLOLOYODYILDDLOYIOVYLD
DLDLOD9DDDDLLODOYIYIDLODDDD
DYDDYDLIDDODIIYILIOYYDDOLOD
LOLODIOYDLDDDIOYYIDIDIDLLOYL
OYDOYYILIDLIODDLIDODLIDIDD
DOYDYODDIDDLILIDYIDYDIYYID
LODLODOYDIDOLIODIDDDLLDLODDL
YODDDODVYYIIYDIIILYIDLDILYILD
LODIOYOLODLDDIOYIDODDYIIDDID
LOYLIDOOLLLODLLODIOYODVYLIDD
OYDOYIYIYIDDDDLIOYLOYILDLOD
DDDDYIYDIYDIIIOYIYDLIODDLIOY
YOLYDYDDLODYLIODODIYIODLOYY
DDLOYYIVYDDLODDLDLYDOYILLY
DDDDLOYYILLOYYOYDDOYYIOVYLOY
YODLOLYDDLODLODODIDIOYLD LY
OYDYDODLIOODLYYDDLIOYDDIYYD
DDDDDLODOYIYDIDLIDDLIOIOYOL
YODLOYLODYIIOYIOLLODOYOYLIOOD
DDLDOODDDLDLLOLOLOVYOYDLOL

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

- 66 -



PCT/IB2018/058024

WO 2019/077500

DDDDLODDVYDLODLODDY | DLODDLOLYDDYOLLODD ar od=s IXIOLOTSSSIALAASSTISATO | ¥YOLODDLOVODIIDIVIOVYIDLDIVY
OOYDLDDDLOYLDLOVYDD | DDODYVYILODDLOYDIDD 3O LG ©3 SSOTAYAALHADSITYOSNMSA | DDIDDLD99DD2DVIILVIVIVIDD
YOLODLOYOVYLODLOLDD | DYLOVYYODLOLYODLODL T s°ptT IAdEdAATHATIOTYYLODSLS | LOODLVYYDDLOYODOVYYIDDDDDLD
D000 LLOOYOVYIDLODDDD | DODDDDIVLILYIVYIYID 109 T2NN) ASSAVTdAASADMLSYSSALAT | DOYIYDODLIODLOOYILYDDLOY.L
DOYDOVYDLIODDODIOVYIL | DLODDLVYVYOIDLOYOIOVYY o LOOOMAVAMYAADATIVIXAAY | DDYIOVYILIIOVYIVIIDDDIDLIDIDD
OYYDOLIDLOLODIVYDLD | DDODDDLODOYIVYDIDLD OVYDVYODLD LAITITSNNOTAVISISNAAST | D9I9LLOLOLOVOVYOLILILIODDDD ﬁSNUM
DDOVYYDIDDDLILOYLIOYD | DOLIODVYILYDDLOY.LODY [ DDDDDOYID LAIDMASAYANDISSDOdATADA | DLODOVYIDLODLOYIDDDDDDDLOL _99,
OYYOLODLODDLODDDLD | DOYILLOOYIVLIDODDL DDDOYODOD MATONDIVOIAMILIMALLIALAD | YVOOLIDILIOVIDILOVYYIIOYIVID
DDDDOOYOVYIDODIODLIOL | DOODDDLDLLOLOLOYOY | LODLOLLL SYVDISTETSOOA0ATOODSETT | 1DDD9DIVIDDIIVIIDILODIILL
DOYOOYDIYYIDLIODLDDD | DLOLOLODDDDDLIDDOVYD DLDDIVYOL OAESHADIVIVATATIIOSMOW | LOLODIVILYIDLIDLODLIODDLY
YOODLODDDDLLDLOODL | DLODLOYDODIDDIODLOL | ¥IDLODLD :[60€ :ON t[roeg
YDODDODIVYVYIIVIDLYDD | YYDOLODLODOVYIDLOVYD DLDDDDLY dI OFS] IspesT U1TM {ON I 0ds] I9pesT Y3aTM
YOLYYYDDDDDDLIOLOLODDLOLDD
DOVYDVYVYDOYOIDIVIYLOVYIOYYOVYDIOL
DLODOVYDLVYDDLYDLODDLODLYIL
DLLDLODYYDDDOVYIDOYODDLODOYD
DOVYDVYVYIVYODLODIOVYILIOVYYYILLY
IYLLDLLDLLDDLODDOYDDDLOVYD
DLODLODDDLIODDIVYIIVYIVYYIVYLD
YYOYYOYDODDOYIDODILVYYIDYDIY
DDDLOYIOLDIDDDLYIVYIDIDOYIDD
IYLOLLODDYYYOLIDLODDLIOYD
LODOYILODYIIYYIYYIOYDLODOY
DLYDODIDDLYIDDD0DDLIODIOVYIY.L
DLDOVYIYIDYVYIYIDIDIDODYIDDOY
YYODOVYYYODLOLYDOOYYYYIYDDL
YO0DD00DYIDDLODDOVYYYIOYYODL
DLODYVYDIDLOVYYOVYLOYDOVYYODDL
YO LODDLOYDOVYIDOYIDLIODLODD
YOLODLODOVYILODLOLODIOVYILODY
DOYOYVYDOY.LOYOOYDIOYDDDDDDDD
YYVYOVYOYYOODD LYY LYODLODVYIDL
(ad
KyosT
{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser
(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)
uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex
QUOoTD

-67 -



PCT/IB2018/058024

WO 2019/077500

ODLOYDDLIDDIODILYINED ADMATILTSADNMILTACESAdT | ¥ODIDILIDDOVYYYIVYIILILOOVYD
OOYDODDILYLOLLODOVYYY LAADATIdOOMSIIMAIAVYA | DIOVYYIVYLIOVIOVYYIDD LYYILIDD
DLDDLDODDLIODOVYDLIODDY TINSAMOMAIMONTMAOHTAL | LOVOOYIIVIDLIDILOIIYILIDLD
DLDDYDIIYYDIVYYIIVYDLD TASAATALSNADHAUAMIMVYNH | 29YILODIOLODIIVYIIIVYIOVIVYD
OYDLYDOODDDILYODDD0D AIADAANAMNAMATITIHSATAA | YILOYIDOYDOVYDDDDDDODOVYYOYIY
DLODODOYOVYLOLODYIVYID ADIAIdILIS IWTLAMdNddATd | YODODLYVYLYDDLODYDDLODDDIOYD
YYDYODDDIDYIDDOVYYY ASdDDTTHdYdDddDIHILMADS | DLODYLODLOVYYDLLOYYOLDOVYIL
DDODYYYIDLIOLYDDOVYYYY AdIAMMAAMLNS dAMHNANDIAL | DDOVYDYYDDOYIDIVYDLIDOYIDLOOL
OYDDILVYODDD20DYIDILD OLOTSSSAAIAASSTSATOSSO | 991929 LYIVYILOOVILIIDIIOVYIDD
DDDYYYIOYYIDLIOLODOYY TAYdALHADSLTYDSNMSALAL | DDLOLYDLYDLODOVYIVYIOYYODDOY
ODLOVYYIYLOVYIDYYIDD HdAAAIATODTYVYLODSLSHSS | YYYOODIDODLLOLODLLODLOYOLOD
LVYVYDLODDLOYOOYIIOVYD [€T€ :ON aI 0ds] dYTdAASIDILSYSSALIATIO0 | DYDD999DLIDLIVYILIDYIOVYID
OLODLOOOYILIODLDDOVY SSAIATIO0OM OMAVAMYAADTIIYOAAAYLAL | DDLODDOYDIIDDILYIVIYILOVYYYYD
DLDDIOLODIYLODVYIDY | AVAMYAADTIIVYOAAAVYL YIdTSNWOTAYLSISNAASTI LAY | ¥OLOLLDIVYVYIIDOVOLIOVYYOY
DYYOVYIOVIOVYIOYIODD | QEVITSNWOTAVISISNG OMASAYANDISSDAdATADAMAT | YOVYODLODOYYIDYIYYIOIOYIDDIOVYY
DDD0DOVYYYOVYDVYYOODDILYY | ASTLAIDIASAYANDISS OMDAVOIANLIMALLALADSYY | DVIIVYVYOLOIVYIOLILYIVYLIOVYD
IV I99YDILODIDDIVD | DAAIADAMATONDIVOIA DSTITSOOIOATOODSHTIOAT | ¥OOIYIDODLLIOYIOYIDLIDIDL
OILODOVYLOOLOVYOLLOVYY | MLIMALLALADSYYOSTH :[0TE :ON | 920V¥DIODIDIDYIOVILIDILIVL
DLODYILIDIVIVYYIIVYD | TSODJVATODOSHTIONAL aI 0ds] TI9peaT INOYITM | DIDVYIOVILIDIOVYIVIIILOLIDD
OOYDLODYDIDLODLODLD DODLLODYOYODLDODDDOVYIIVYIL
ODILYOYILODYDLODDDY [2T¢ ADdSTS | DOODDDOYILOVYYDILODLDLIDDY
9DDDDLOLYDLYDLODOY ON aI 0d=s] (Lo€ TSMOLAHNHTYIHNASDISAAND | 9I199IDVYDIIDDLILIVIIOVIOVYYD
OVYDDYYIDIYYYYIDDDD ‘ON aI 0ds 3o FIF OOMESMAALTISATAASOHASAT | LODLIDDLIDDDLIDIIDDIDYIVID
DLIDIDDLIDIOVYIILODD | ©3 8G SSPTIOSTINN) AddLIMANNAAOONSHMIAYIA | 9999LILIDVYIDYIVYIILIDLIDD
YODDODIDLIODLOVYYDLID LOIYOLOLODDYOLD SdAIDIATOLTSADNMLTAAES | YOOOLIDIDDLLIIOODILYIIDIDOD
YOOYODDDLODIOVYIDDDL | DLODDYOIDDIOYIDDIIDL ddTIAADITIAODNISIINET | YYIIVYIDIVYIOLILYILDIODIVYIL
YOVYIVYDLOVYYYYOYDLOL | DYLLODLLLODLLODOYD AYATHRANSAMINXINONTMACH | 99LIDIYIDDIYIDIDDDDLIVYILID
LOIYYVYDDIDOVYDLLOVYY | DYLODDOYDOVYIYIYIOD TALTASAAIZLSNAOEITIANIY | LLLODLLODIVIIVYIIODIVIOVYOY
OYYOVYDDLIDYYIOVYIYY | DOLIOVIDOVLODLODDDDODY YNHAIADAAAMNAMATIIAEIHSA | D¥DDDDDLOVILOVYLOLODIODDOVYIY
DOOYDDDIDYYIYDLYYDLD | DYDDVYDDDOYIYOLIODDL [TTE€ :ON AANADIAIA LIIS IWTLAMdYMdd | DDYDODIDVYIYDLODDLIOVYDLYDYD
OYYODLIOLYDYLDDVYDYD | DYYDLYDYODLOOVYLIODD ar ods] ATIASIDOTTIdYdDddDLHLY | DLODYLODDDDOYODLOYYIDLOYYD
DOYOODIDLLIDVYIIVYIDL | DOVYIDLOVYYIDLOVYOYD {LO€ :ON AOSHIEIAMATAMILNSdMHNAND | ¥ODLODDLOLYODOYOLLODDDDODY

(ad

KyosT

{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser

(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)

uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex

QUOoTD

- 68 -



PCT/IB2018/058024

WO 2019/077500

d45DASATAdd LLMIANNAE
dOONSHMAAVIASdAIDM
ATOILTSADNMITAAESdd
TLAADITIJOOAVHMS TIT
HIdYdTXINSAMDIAEMND
NTMAOHTALTASAAIXLS
NAOEHIdN IMYNHATADA
AAMNANATdTIHSATAAA
DIAdd LIS INTLAYMdXdd
ATAASIDDTTHIYdDddD
LHLAADSHMdIAMMAAMLN
SAMHNANDIXLOIOTISSS
dALAASSTSATIDSSOTIAY
dAdLHADSLTYDSNMSALA
dHddAATAATIDTYYLOOS
LSMSSdYTIdAASIDNLSY

[FTE :ON dI 0ds]
(LOE :ON

ar ods Jo ToFT ©3
GTy SopT3o2ToNN)
999DDDLOIOLIDDL
DLDDOYOYYOYIDIYIYL
DYIIOYYIYIDLILIDOYD
I¥D9IYOLODDLODLYIL
DLIDLODYYODOHIYIOYD
99 IHHYIOYOYYIYODLD
DOYILOOYYYDLIVIVLL
DLIDLLODLODOIYOIDL
D99 LODLODDDLIDDDY
DOYOYYIYLOYYIYYOYD
HDDOHYINDDLYYIOYOYD

MDdSTSTSH
OLAHNHTIVHHWASDSAANDOOM
ASHAALTSATAASDASATALA
LIMANNAJOONSHMIAVYIASIA

IODOYILODLIDIYIONIYI DD
IOYLIDOLLIOOLIDOOYOIVIDOD
DY9OVOYOYIINIDILIOYIIOYILOLOD
D9DDOYIYOIVYOIDOYOYOLIDILIOY
YO LYOYIDIDIYLIDOIDOYIDLOVY
DOLIOYYOVODILODDILDIYIIYILLY
HDD99OYYILOIDLIVIIIDIVIIOY
YOO ILDIVIDLIDLIODODDIOVIOLY
DYOYO9DLODDIVYODLIOVOOITYD
H9HDDDLIDOYIVOIILODDLIDVYIL
Y99 ILOYLIIYIIVILLIOYIOYLOOD
DOLDD90D9LOLLDIOLOVOYOLOL
DLD99D99LDDOYIDILODLIYINDD
9299 ILDIYYOOLIDLIOYID LOYYD
:[80g :0ON

dr 04ds] IspesT InoYlTtm

YO LYYYD
DDDDDLOLOLODDLOLODOYIYY DY
DDOYOVYLIOYIIOYYIOYIDLOLIDOTED
LYDOIVYDLODDLODIYDLOLLOLDD
YYDDDIOYIDYIDDLIDOYIDYIVYYOY
DDLDIDYILIOOVYYYOLLY LY LIDLL
DLLDDLODDIYDDDLIOYODLIDLOD
DDLDOOIDYIIYIYYIVLIOVYYIVYYOIY
DDDDOYIODOD LYY IDYIYIIDLITD
DLODDDDILYDYDIIYIIDLYLOLLD
DDOYYYDILIDLIODDLIODYDLIDOYOL
DDYDIYYIYYIDYDLIODYDLYDDODD
DDLYDDDDDDLIODIOYIVYLOLIDOYIOY
DOYYDVYDDIDDDIOYIIDODYYYIIDIYY
YOO LOLYODVYYYYOYDDLYDDDDDD

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

- 69 -



PCT/IB2018/058024

WO 2019/077500

[GTE€ :ON dI 0ds]
MOdSTIS
TSMOLAHNHTYHHNASDS
AANDDODME SMAALTMS AT

DDDLOYDDLOIDDDLYIYDIDYIDD
LYLDOLLOODOYYYOLODLIODDLODYD
LODOYDLODYDOYYDIYYOIOVYILIDY
DILYDODIDDLYDDDDDDLODIYIVYL
DLODYIYIIYYDEYIDDDDIYIDIIY
YYODIDYYYIDLOLYIIOYYYYDYD DL
YODDDIDYIDIDLIDDOYYYOYYIDL
DLDDOYYIDLOVYYIVYILOVYODOYYODDL
YYD LODDLOYDOYIDYIDLIODLODD
YOLDDLODDOYDLODILOLODIOYLOOY
DOYDYYIVYLOYIDVYDOTYODDDDIID
YYYDOYOYYIDDLYYIYIDLDDOYDOL
DDDDIOYDIDLOIYLIODLOVYYILLOYY
DLDDOYDLIODIDYIYYDIYIDIYDLOD
YOO LODLODLIDDIDLYIYILODYDLD
DDOYDODDDLIOLYDILYDLDDDOYIED
DY DIDYYYYIODDDDDLLOLODLLD
LOVYDLODDOYDDIODOLIDLIOVYYDLD
OYODYIDDDLDIDYIDDDLYIYIYD
LOYYYYOYDLOLLDLYYYODDDYDL
LOVYYYOYYOYDDLOOYYIIYIYYID
YODDIDYYIOYDLYYDLODVYYODLD LY
DY LDOYDYIDIOYIDIDLLODYIDONED
DLODOOLODIYDLODLOIDOYIDYIL
DDDLOYLOLOYODYILDDLOYIOVYLD
DLDLOD9DDDDLLODOYIYIDLODDDD
DYDDYDLIDDODIIYILIOYYDDOLOD
LOLODIOYDLDDDIOYYIDIDIDLLOYL
OYDOYYILIDLIODDLIDODLIDIDD
DOYDYODDIDDLILIDYIDYDIYYID
LODLODOYDIDOLIODIDDDLLDLODDL
YODDDODYYIIYDIIILYIDLDILYILD

{(pTOo® oOUTWR)
(¥Na)
uTewog jue}SUO)

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-70 -



PCT/IB2018/058024

WO 2019/077500

ODILYOYILODYDLODDDY [0Z€ :ON aI 0ds] TSMOLAHNHTYHIHNASDISAAND | 2D29299YILIOVYIOLODILILODDIY
9DDDDLOLYDLYDLODOY (oT¢ OOMESMAALTISATAISOHASAT | DIDDIDVYDIDIDDLLIVIIOVIOVYYD
OVYDDYYIDIYYYYIDDDD ‘ON aI 0ds 3o FIF AddLIMANNAAOONSHMIAYIA | LODIDDDIDDDHDLIDIDDIDYIVID
DLIDIDDLIDIOVYIILODD | ©3 8G SSPTIOSTINN) SAXIDIATILISADNMITETLS | 9999LILDIVIDYIVYYIDILIDLIDD
YODDODIDLIODLOVYYDLID LOIYOLOLODDYOLD [6TC :ON ddTIAADITIAOONISIINETL | ¥I9OLDDDIILLOLODILYIDDIDDD
YOOYODDDLODIOVYIDDDL | DLODDYOIDDIOYIDDIIDL ar omEs] AYATRANSAMINAIMONTMACH | YYIIVYIIIVIOLILYILDIODIVYIL
YOVYIVYDLOVYYYYOYDLOL | DYLLODLLLODLLODOYD (0T€ :ON TALTASAAIZLSNAOTTIAMIY | 99L02DYIDDIYIDIDDIDLIVLLID
LOIYYVYDDIDOVYDLLOVYY | DYLODDOYDOVYIYIYIOD aI BES YNHAIADAAAMNAMATIIAEIHSA | LLLODLLOODYDDYLODDIOYDOYDY
OYYOVYDDLIDYYIOVYIYY | DOLIOVIDOVLODLODDDDODY J0 ¢ o3 AANAD IAIA LIS IWTLAMdYdd | D¥DD09DDLOVYLOVYLOLDDDODDOVYIOY
DOOYDDDIDYYIYDLYYDLD | DYDDVYDDDOYIYOLIODDL 1 sspT ATIASIDODTTIdYdDddDLHLY | DDYDIDDOYIYDLODDLOVYYDLYDVYD
OYYODLIOLYDYLDDVYDYD | DYYDLYDYODLOOVYLIODD uomﬁoszw O SHMAEAMATAMILNSdMHNAND | DLDOVYLIDDDIOVYIDLOYYIDLOVYYD b
DODOYOODIDLLIDVYIIDVYIDL | DOVYIILOVYYIDLOVYYOYD 5 IXIOLOTSSSIAIAASSTISATO | ¥9OIOIDILILVYIIVYILLODIIDDOY Inzon
DDDDLODDVYDLODLODDY | DLODDLOLYDDYOLLODD SYYO9 Lo SSOTAYAALHADSITYOSNMSA | YOLIOVYIVYDIIDIVIIOVYIDLIILY _99,
OOYDLDODDLOYLDLOVYDD | DDODVYVYILLOYYOYDDDD 99T IAdEdAATHATOOTYYLODSLS | DOLODLODDDDIOYLOLYOYIYDDD
YOLODLOYOVYLODLOLDD | DYLOVYYODLOLYODLODL 59970999 ASSAVYTdAASADMLSYSSALAT | LDODDILVYYDIDLOYDIDVYYIDDIDDLD
D000 LLOOYOVYIDLODDDD | DODDDDIVLILYIVYIYID I99IOLLL LOOOMAVAMYAADATIVIXAAY | DOYIVOIILOODLIDVILYDOLIVL
DOYDOVYDLIODDODIOVYIL | DLODDLVYVYOIDLOYOIOVYY 5199 IYOL LAITITSNNOTAVISISNAAST | DDYIIVYILIIOVYIVIIDDIDLIDIDD
OYYDOLIDLOLODIVYDLD | DDODDDLODOYIVYDIDLD Y9190 1O LAIDMANAYANDISSDOdATADA | DDLDLLOLODLOYOYDLOLOLDDDDD
DDOVYYDODDDLLOYLIOYD | DOLIOIOVYILYDOLOYLODY 519999 LY MATOMDIVOIAMLIMALIALAD | 9LD29YIDLODILIVOOIODDDILIL
OYYOLODLODDLODDDLD | DOYILLOOYIVLIDODDL SYVDISTETSODI0OATIODSHTT | YVYOILIDLIDYIDLOVYDIOYIVID
DDDDOOYOVYIDODIDLIOL | DODDDDLDLLOLDLIOYIY OAESHADIVIVATATIIDOSMONW | 1O299DDYIIDIIYIIOIILODLILL
DOYOOYDIYYIDLIODLDDD | DLOLOLODDDDDLIDDOVYD [LTE :ON | LOLDODIVILVYIOLIDLODILIODDLY
YOODLODDDODLLOLOODL | DLODLOVYIDIDIIDDLOL dI OFS] IspesT UaTM t[ote
YDODDODIVYVYIIVIDLYDD | YYDOLODLODOVYIDLOVYD {ON I 0ds] I9pesT Y3aTM
YOLYYYDDDDDDLIOLOLODDLOLDD
DOVYDVYVYDOYOIDIVIYLOVYIOYYOVYDIOL
DLODOVYDLVYDDLYDLODDLODLYIL
DLLDLODYYDDDOVYIDOYODDLODOYD
DOVYDVYVYIVYODLODIOVYILIOVYYYILLY
IYLLDLLDLLDDLODDOYDDDLOVYD
DLODLODDDLIODDIVYIIVYIVYYIVYLD
YYOYVYOYDDDDOVYIDOD LYY IDYIY
(ad
KyosT
{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser
(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)
uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex
QUOoTD

-71 -



PCT/IB2018/058024

WO 2019/077500

GTF SSPT310ST2NN)

D9DDDDLIOLDLODDL
DLODOYOYYDIYDIDIOVYIVY.L
OYODYYOYIDLOLODOTYD
LYDDLYDLODDLODIYODL
DLLDLODOYYDDDDIYIIYD
DD LDDOYIIVYIYYIYIILD
DOYDLODOYYYDLLYLVYLL
DLLDLLODLDDDIOYDIDL
OYODLODLODDDLIODDIDY
DOYDYYIOVYLOYYOYYIYD
DDODDYDOODDILYYIDVYIED
DOLOVYDOLODDDILYIED
DDYDIDLYLDLLODOVYYY
DLODLODDLODOYDLIDDY
DLODYDIYYDIYYOIOYILD
DYDLVYDODDIDDLYDDIDDD
DLDDDYIOYLDLDOYIYID
YYOVYDDDDDDYDIDIIYYY
DOOYYYODLDLYOIOYYYY
DYDDLYDODDDDDYIIILD
DOOYYYIOYYDDLOLOOYY
ODLOYYIOVYLOYDIYYIDD
LYYDLODDLOYODIYIIOYD
DLDDLDDODYILODLODOY
DLODLOLODDYLDIOYIDY
OYYDOVYLOVYIDOYDIYIOID
DODDYYYIYDIYYIDIDILYY
LYDDLODYDIDLODDDITYD
DLODOVYLODLOVYYOLLOVYY
DLODYDLODDOYDIYYDIYD
ODYDLOOVYODLODLDOLD

[TZ€ :ON dI 0dS]
SSAIATIODOM
AYAMYAXDATIYOAXAYL
AIYITSNWOTAYLSMSNA
ASILAIOMAMAYANDISS
9dXIADAMATONOAYOIA
MITMALLALADSYYDSTY
T1599dOATODOSHTIONE

MOASTSTISH
DLAUNHTIVIHNASDSAANDDOM
HSMAALTMSATAISOHASATAIL
LIMANNZAOONSEMIAYIASAA
ADMATOLTSADNMITIAISdA T
IAADIIIdDOONYNS IIMAIAVd
TEINSAMOMATMONTMADHTAL
TASAATALSNADHIII M IMYNH
ATADANAMNIMATIAIHSATAA
ADIAFTALES INTLAMAMddATd
ASdOOTTEAVADAdDIHINMADS
MAdIAMMAAN INS dMHNAND AL
DLOTSSSANIAASSTSATOSSD
TAVdALHADS L'TYDS NMSALAL
AdAXMIATIOTYYIOOSLENSS
AVIdAASIDNLESVYS SAIATLOD
HMAVAMYAXOAIIVIAAIAYLAE
TITSNWOTAYLSMSNAAS I LAT
OMAMAYAND ISSOAXIAOAMAT
OMOAVOIAMLIMALLALADSYY
DSTITSO9dDATOOOSHTIOAL

:[8T¢ :ON
dr 0ds] IspesT 3noylitm

MDdSTIS

LYDOIVYDLODDLODIYDLOLLOLDD
YYDDDIOYIDYIDDLIDOYIDYIVYYOY
DDLDIDYILIOOVYYYOLLY LY LIDLL
DLLDDLODDIYDDDLIOYODLIDLOD
DDLDOOIDYIIYIYYIVLIOVYYIVYYOIY
DDDDOYIODOD LYY IDYIYIIDLITD
DLODDDDILYDYDIIYIIDLYLOLLD
DDOYYYDILIDLIODDLIODYDLIDOYOL
DDYDIYYIYYIDYDLIODYDLYDDODD
DDLYDDDDDDLIODIOYIVYLOLIDOYIOY
DOYYDVYDDIDDDIOYIIDODYYYIIDIYY
YOO LOLYIODYYYYOYDDLYDDDDDD
YODDLIODIODOYYYIYYIODLDLODYYD
DILOYVYDOVYILOVYODOYYIODDILYYDLIDD
LOVYODOYOIYODLODLIDDDYDILIODLD
DOYDLODILDLDIDYLODYDIDYIVYYD
YIDYDOOYIIYDIDDDDIDOYYYIOYIY
YOODLYYIYDDLOOYIDLODDDIED
DILODVYLODLOVYYDLLOYYOLDOYDL
DDOYDYYDIYIIDVYILOIYDDLODL
DDLDIDLYIYILODYDLDDDDYIDD
DDLDLVYDLYDLODIOYIYODIYYIODIOY
YYYDODODDODLLOLODLLOLOYOLOD
OYDDDODDLIDLIOYYDLIDYIDYID
DDLODIOYIIDDLYIYIYILOYYY YD
YOLOLLDILYYYODDDYD LLDOYYYOY
YOYDDLIOOYYIIYIOYYDIOYIODIDIYY
OYDLYYD LDDOYYIDLDLYDYLODOWED
YODODYODODLLIODYIOYIDLIODIDL
DDDYDLODLOIDOYIDYILIODDLIOVYL
DLOYDOYILIODLOVYIYLIODLOLIOOD
DDDLLODYIOYODLODODIDYIOVYDL

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

=72 -



PCT/IB2018/058024

WO 2019/077500

[£Z2€ :fON dI 0ds]
MOdSTIS
TSMOLAHNHTYHHNASDS
AANDDODME SMAALTMS AT
J4S905ATAdd LIMANNA
dOONSEIMIAYIASAXADN
ATOLTISADNMLITAAISdd
TLAADAIIdOONYMS ILY
A IAVdTRINSAMDMAEND
NTMADHTALTASAAIXLS
NADH I AN IMYNHATADA
AXMNIMATdAIHSATAAN
DIAZAIMS IWTILAMdMdd
ATAANSADDTTEAYADAdD
LHIMADSMdIAMMAAMLIN
SAMHNAND IALDIOTSSS
dAIAASSTSATOSSOTAY
dALHADSLTYDSNMSALA
dHZdAAAINTIDTIYYLOOS
LSMSSdYIdAASdDNLSY

[ZZ€ :fON dI 0ds]
(9T€ :0ON
ar ods Jo ToFT ©3

IOYYYOVYIOVIDLOOYYDIIYIYYID
YODDOYYIYD IVYOLODYYIO LD LY
DYLIOYOVIDIYIOIDLLIOYIOVD
DLDDD9LODOYILODIOIOYIOVYIL
D02 LOYLDIOVOOVILIDILOVYIVYLD
DLOLO99DDDLIDIYIYIOLOINDD
HYDIYDLIDIDIDOYILIVYIILID
I9I199DYOLODDIYYOIIDIDLIOVYL
DY9OYYILODLIDOLIDDDLIIDDD
DOYIYIDDDDD LI LIDYIOYOYYID
IDDLODDYIOOLIDDIDLIDIONDL
YODD999YYIIYIIIYIOLILYILY
IODOYILODLIDIYIOOOYIINDDD
IOYLIDOLLIOOLIDOOYOIVIDOD
DY9OVOYOYIINIDILIOYIIOYILOLOD
D9DDOYIYOIVYOIDOYOYOLIDILIOY
YO LYOYIDIDIYLIDOIDOYIDLOVY
DOLIOYYOVODILODDILDIYIIYILLY
HDD99OYYILLOYYIVIIIDIVIIOY
YOO ILDIVIDLIDLIODODDIOVIOLY
DYOYO9DLODDIVYODLIOVOOITYD
H9HDDDLIDOYIVOIILODDLIDVYIL
Y99 ILOYLIIYIIVILLIOYIOYLOOD
DOLDD90D9LOLLDIOLOVOYOLOL
DLD99D99LDDOYIDILODLIYINDD
9299 ILDIYYOOLIDLIOYID LOYYD
t[FPETT :ON

dr 04ds] IspesT InoYlTtm

YO LYYYD
DDDDDLOLOLODDLOLODOYIYY DY
DDOYOYLIOYIOYYIOYIDLOLIDOTD

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-73 -



PCT/IB2018/058024

WO 2019/077500

YOLYYYDODDDDLIOLOLIODDLOLID
DYDY YDYIDDVYIYLIOYIDYYIOVYIDL
DLODDYDIYIDLYDLODDLODLYIDL
DLLDLODYYODODVYIOYIDDLIONYD
DYDYYIVYIDLODIOYILODYYYILLY
IYLLDLLDLLDDLODDIOYDDDLIOYD
DLODLODDDLIDDIYIIYDIYYIYLD
YYOYYOYODDIDIOYIIODLYYIOYOY
DDDLOYDDLOIDDDLYIYDIDYIDD
LYLDOLLOODOYYYOLODLIODDLODYD
LODOYDLODYDOYYDIYYOIOVYILIDY
DILYDODIDDLYDDDDDDLODIYIVYL
DLODYIYIIYYDEYIDDDDIYIDIIY
YYODIDYYYIDLOLYIIOYYYYDYD DL
YODDDIDYIDIDLIDDOYYYOYYIDL
DLDDOYYIDLOVYYIVYILOVYODOYYODDL
YYD LODDLOYDOYIDYIDLIODLODD
YOLDDLODDOYDLODILOLODIOYLOOY
DOYDYYIVYLOYIDVYDOTYODDDDIID
YYYDOYOYYIDDLYYIYIDLDDOYDOL
DDDDIOYDIDLOIYLIODLOVYYILLOYY
DLDDOYDLIODIDYIYYDIYIDIYDLOD
YOO LODLODLIDDIDLYIYILODYDLD
DDOYDODDDLIOLYDILYDLDDDOYIED
DY DIDYYYYIODDDDDLLOLODLLD
LOVYDLODDOYDDIODOLIDLIOVYYDLD
OYODYIDDDLDIDYIDDDLYIYIYD
LOYYYYOYDLOLLDLYYYODDDYIL

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-74 -



PCT/IB2018/058024

WO 2019/077500

D000 LLOOYOVYIDLODDDD 03S] SSAIATIO0OM YIdTSNWOTAYLINIASNAAS I LAY | ¥OLOLLOIVYVYIIDOVILIOVYYOY
DOOYDOOYDLODDDDIDOVIL | AVAMYAADTIIYOAAAVYL SHAMEINANDISSOdATADAMAT | YOVYDDLODOYYIDVYIYYOIOVYIDIDDOVYY
DYYDOILODIOLODIVYOLY | QIVITSNWOTAVINISNG OMDAVOIANLIMALLALADSYY | DVIIVYVYOLOIVYIOLILYIVYLIOVYD
DDOVYYDOODDLIOYLOYD | ASTLAISHAMEANANDISS DSTUTSODdOATIODSHTIOAL | YOIIVYIDODLLIOYIDYIDLIDIDL
OYYIIOOLIDIDLIDODLD | DAXAIADAMATONDIVOEA :[LZ€ :ON | 920VYDIODDIDIDYIOVYILIDILIVL
DDDDDOYIOVYIDODIDLIL | MLIMALLILADSYYOSTH aI 0ds] TI9peaT INOYITM | DIDVYIOVILIDIOVYIVIIILOLIDD
DOYDOVOVYIDILIDLIDD | TISODJ0OATODOSHTTIONAL DODLLODYOYODLDODDDOVYIIVYIL
YOODLODDDDLLIDLODDL ADdSTS | DOODDDOYILOVYYDILODLDLIDDY
YDODDODIYYIIOVYIDLYID [6Z€ :ON QI 0ds] [82¢ :ON TSMOLAHNHTYIHNASDISAAND | 9I199IDVYDIIDDLILIVIIOVIOVYYD
LOIYOLOLODDYOLODLD (vze ar omEs] OOMESMAALTISATAASOHASAT | LODLIDDLIDDDLIDIIDDIDYIVID
DOYOODIYIIDIDIDLIOVYL ‘ON aI 0ds 3o FIF (bZE :ON AddLIMANNAAOONSHMIAYIA | 9999LILIDVYIDYIVYIILIDLIDD
IOOLLIOOLIIOIYOIVL | ©3F 8G S2PTJ09T2nN) QI BES SAXIDIATILISADNMITETLS | ¥I9OLIDIDILLILODDIILYIDIDIDDD
ODDIOVYDIYDIYIVYIIODDL LOIYOLOLODDYOLD J0 ¢ o3 ddTIAADITIAODNISIINET | YYIIVYIDIVYIOLILYILDIODIVYIL
OYILDOVYLDLODDDDIVYIYD | DLODIOVYIDDOVYIDODDDDL 1 sspT AYATHRANSAMINXINONTMACH | 99LIDIYIDDIYIDIDDDDLIVYILID
OYDDODOVYOVYDLIODDLOVYY | DYLLODLLLODLLOODYD uomﬁoszw TALTASAAIZLSNAOEITIANIY | LLLODLLODIVIIVYIIODIVIOVYOY c
DILVYDYDDLIODOVILDODIDIDVY | DYLODDIVYDIIVYIYIVYIODD 5 YNHAIADAAAMNAMATIIAEIHSA | D¥DDDDDLOVILOVYLOLODIODDOVYIY nzou
OYYDVYYIDLOVYYIVYOIDLD | DOLOVLOVLOLODDDDIOY SYYO9 Lo AANADIAIA LIIS IWTLAMdYMdd | DDYDODIDVYIYDLODDLIOVYDLYDYD _99,
ODLDLYDDVYILLODIDDL | DYDDYDDIOYIYDLIODDL 99T ATIASIDDTTIdYdDddDLHLY | DLODYLODDDDOYOYYDYYIDLIOVYYD
OYYOLLOVYOVYDOVYYOYL | DYYDLYDVYIDLODYLIODD 59970999 AOSHIEAMATAMILNSdMHNAND | ¥D9DLODDLOLYODOYOLLODDDDLOY
OYYOOLIOLYDDLDDLODD | DOVYIYYDIVYYIDLOVYYOYD 199 IOLLL IXIOLOTSSSIAIAASSTISATO | YOLIOVYOVDIYVYIVIOVYIDLD IV
DODDDYLOLYDYDYIDODLD | DLODDLOLYDDYOLLODDD 5199 IYOL SSOTAYAALHADSITYOSNMSA | DDIDDLD99DD2DVIILVIVIVIDD
ODLVYYDDLIOVYDDDYYIDD | DOLOVYILLOVYYDIVYIOVYY Y9190 1O IAdEdAATHATIOTYYLODSLS | LOODLVYYDDLOYODOVYYIDDDDDLD
DDDLODDYDIYDDIDLODDL | DYLOYYIDLOLYODLODL 519999 LY ASSAVTdAASADMLSYSSALAT | DOYIYDODLIODLOOYILYDDLOY.L
DOOYDLYDDLOYLIODVYIDY | DDODDIODYLOLYIOVYOVYDD LOOOMAVAMYAADATIVIXAAY | DDYIOVYILIIOVYIVIIDDDIDLIDIDD
DLLDOOYIOYLIDODDLIODD | DLOODDLYVYODLOVYOIOVYY LAITITSNNOTAVINISNAAST | D9I9LLOLOLOVOVYOLILILIODDDD
ODODLOLLDLOLOYDYDLD | DDODDDLODDOYIVYDIDLD LATSHANEINANDISSDOdATADA | DLODOVYIDLODLOYIDDDDDIDDLOL
LOLDD9DDDLDDOVYIDLD | DDLODYILYDDLOYLIOY MATONDIVOIAMILIMALLIALAD | YVOOLIDILIOVIDILOVYYIIOYIVID
DLO¥YDDO9IDDDIDLOLVYYD | DOYILLOOYIVLIDODDL SYVISTETSOOA0ATOODSETT | IDDDDDIVIDDIIVIIDOLODLILL
9LODILIDYIDLOVYOIOY | D0DDIDLOLLIIOLIVOY OAESHADIVIVATATIIOSMOW | LOLODIVILYIDLIDLODLIODDLY
OYDDLDDDDDDOVYIIODIY | DLOLOLIODDDDDLIDDOVYD :[9zZ¢ :ON tlvze
O0DDIDDLOLLLIDLODILY | DLODLOVYODDDDDDDLOL dI OFS] IspesT UaTM {ON QI O0ds] IspesT YaTM
DLYODLODLIDDLIIDODIY | YYODLODLOOVYIDLOVYYD
(ad
KyosT
{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser
(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)
uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex
QUOoTD

=75 -



PCT/IB2018/058024

WO 2019/077500

DLODYDIYYDIYYOIOYILD
DYDLVYDODDIDDLYDDIDDD
DLDDDYIOYLDLDOYIYID
YYOVYDDDDDDYDIDIIYYY
DOOYYYODLDLYOIOYYYY
DYDDLYDODDDDDYIIILD
DOOYYYIOYYDDLOLOOYY
ODLOYYIOVYLOYDIYYIDD
LYYDLODDLOYODIYIIOYD
DLDDLDDODYILODLODOY
DLODLOLODDYLDIOYIDY
OYYDOVYLOVYIDOYDIYIOID
DODDYYYIYDIYYIDIDILYY
LYDDLODYDIDLODDDITYD
DLODOVYLODLOVYYOLLOVYY
DLODYDLODDOYDIYYDIYD
DODYDLOOVYODLODLOOLD
ODLYOYILODOYDLODDDY
DODDODLOLYDLYDLIODDY
0)'£3194-A"4010)0) 4 A 4 {0)010)00)
DLLDLODLLDLOYOLODD
YOODODDLIODLOYYDLID
YOOVYDDOOLODDYIDIDL
YOWYDYDLOVYYYYOYDLIL
LOLYYYIDDOVYDLLOVYYY
DYYOVYDOLODYYIIYIVYY
DDYDDDOYYIOYDLYYDLD
OYYDOOLOLYDOYLODOYIYD
DOYDODDLLODYIOYIDL
DD0D0DLOIOYDLODLODDY
DDYDLODDLOYLDLOYDD
YOLDDLOYOVYLDDLDLIOD

[0€e :ON QI

MDdSTSTSH
OLAHNHTIVHHWASDSAANDOOM
ASHAALTSATAASDASATALA
LIMANNAJOONSHMIAVYIASdA
ADMATOLTSADNMLTAAYSdd T
LAADIHYd0OONVIS TIMA IV
TANSAMOM AT ONTMAOHTAL
TASAAIALS NADHIAT AN LIVYNH
AIADANAMNANAIIAIHSATANA
ADINAd LIS TINTLAMdMdd AT
ASdDDTTEdYdDddDLHLAADS
AdEAMMAAM NS dMHNAND TAL
OLOTSSSAALAASSTSATOSSO
TAYdALHAD S LTYOSNMSALAL
HdAAAMATIODTYYILDDSLENSS
dVTIddASdDNLSYSSALIATLOD
OMAVAMYAXDTLIYIOAINY LA

DODODHLIOLYYOOLODLOOVYIDLOYYD
1 [GgZe :ON
dI 04ds] IopesT 3INOYaTM

YO LYYYD
DDDDDLOLOLODDLOLODOYIYY DY
DDOYOVYLIOYIIOYYIOYIDLOLIDOTED
LYDOIVYDLODDLODIYDLOLLOLDD
YYDDDIOYIDYIDDLIDOYIDYIVYYOY
DDLDIDYILIOOVYYYOLLY LY LIDLL
DLLDDLODDIYDDDLIOYODLIDLOD
DDLDOOIDYIIYIYYIVLIOVYYIVYYOIY
DDDDOYIODOD LYY IDYIYIIDLITD
DLODDDDILYDYDIIYIIDLYLOLLD
DDOYYYDILIDLIODDLIODYDLIDOYOL
DDYDIYYIYYIDYDLIODYDLYDDODD
DDLYDDDDDDLIODIOYIVYLOLIDOYIOY
DOYYDVYDDIDDDIOYIIDODYYYIIDIYY
YOO LOLYIODYYYYOYDDLYDDDDDD
YODDLIODIODOYYYIYYIODLDLODYYD
DILOYVYDOVYILOVYODOYYIODDILYYDLIDD
LOVYODOYOIYODLODLIDDDYDILIODLD
DOYDLODILDLDIDYLODYDIDYIVYYD
YIDYDOOYIIYDIDDDDIDOYYYIOYIY
YOODLYYIYDDLOOYIDLODDDIED
DILODVYLODLOVYYDLLOYYOLDOYDL
DDOYDYYDIYIIDVYILOIYDDLODL
DDLDIDLYIYILODYDLDDDDYIDD
DDLDLVYDLYDLODIOYIYODIYYIODIOY
YYYDODODDODLLOLODLLOLOYOLOD
OYDDDODDLIDLIOYYDLIDYIDYID
DDLDDIOYIIDIDLYIYIYILIOYYYYD

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-76 -



PCT/IB2018/058024

WO 2019/077500

TLAADITIJOOAVHMS TIT
HIdYdTXINSAMDIAEMND
NTMAOHTALTASAAIXLS
NAOEHIdN IMYNHATADA
AAMNANATdTIHSATAAA
DIAdd LIS INTLAYMdXdd
ATAASIDDTTHIYdDddD
LHLAADSHMdIAMMAAMLN
SAMHNANDIXLOIOTISSS
dALAASSTSATIDSSOTIAY
dAdLHADSLTYDSNMSALA
dHddAATAATIDTYYLOOS
LSMSSdYTIdAASIDNLSY

[TE€€ :ON dI 0ds]
(FZe 0N

ar ods Jo ToFT ©3
GTy SopT3o2ToNN)
999DDDLOIOLIDDL
DLDDOYOYYOYIDIYIYL
DYIIOYYIYIDLILIDOYD
I¥D9IYOLODDLODLYIL
DLIDLODYYODOHIYIOYD
99 IHHYIOYOYYIYODLD
DOYILOOYYYDLIVIVLL
DLIDLLODLODOIYOIDL
D99 LODLODDDLIDDDY
DOYOYYIYLOYYIYYOYD
HDDOHYINDDLYYIOYOYD
99 IOYOILODIDILYIOYD
DOYIIDIYIDLLIOOYYY
DL99LDDDLIDYDLIDOY

DLDDOYDLIODIDYIYYDIYIDIYDLOD
YOO LODLODLIDDIDLYIYILODYDLD
DDOYDODDDLIOLYDILYDLDDDOYIED
DY DIDYYYYIODDDDDLLOLODLLD
LOVYDLODDOYDDIODOLIDLIOVYYDLD
OYODYIDDDLDIDYIDDDLYIYIYD
LOYYYYOYDLOLLDLYYYODDDYDL
LOVYYYOYYOYDDLOOYYIIYIYYID
YODDIDYYIOYDLYYDLODVYYODLD LY
DY LDOYDYIDIOYIDIDLLODYIDONED
DLODOOLODIYDLODLOIDOYIDYIL
DDDLOYLOLOYODYILDDLOYIOVYLD
DLDLOD9DDDDLLODOYIYIDLODDDD
DYDDYDLIDDODIIYILIOYYDDOLOD
LOLODIOYDLDDDIOYYIDIDIDLLOYL
OYDOYYILIDLIODDLIDODLIDIDD
DOYDYODDIDDLILIDYIDYDIYYID
LODLODOYDIDOLIODIDDDLLDLODDL
YODDDODVYYIIYDIIILYIDLDILYILD
LODIOYOLODLDDIOYIDODDYIIDDID
LOYLIDOOLLLODLLODIOYODVYLIDD
OYDOYIYIYIDDDDLIOYLOYILDLOD
DDDDYIYDIYDIIIOYIYDLIODDLIOY
YOLYDYDDOLODYLIODODIYIOYYDYY
DDLOYYIVYDDLODDLDLYDOYILLY
DDDDLOYYILLOYYOYDDOYYIOVYLOY
YODLOLYDDLODLODODIDIOYLD LY
OYDYDODLIOODLYYDDLIOYDDIYYD
DDDDDLODOYIYDIDLIDDLIOIOYOL
YODLOYLODYIIOYIOLLODOYOYLIOOD
DDLDOODDDLOLLOLOLOYOYDLOL
DLODDODDLIODOYIDLODLIOYIIID

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-77 -



PCT/IB2018/058024

WO 2019/077500

OOYDLDODDLOYLDLOVYDD | DOLOVYVYODLLOVYYOVYDOVY | IO LG ©3 SSOTAYAALHADSITYOSNMSA | DDIDDLD99DDIDVIDLVIVIIILD
YOLODLOYOVYLODLOLDD | DYLOVYYODLOLYODLODL T s°ptT IAdEdAATHATIOTYYLODSLS | LOODLVYYDDLOYODOVYYIDDDDDLD
DDDDLLOOYOVYIDLODDDD | DODDDDIVYLILYIVYIDDL 109 T2NN) ASSAVTdAASADMLSYSSALAT | DOYIYDODLIODLOOYILYDDLOY.L
DOYDOVYDLIODDODIOVYIL | DLODDLVYVYOIDLOYOIOVYY o LOOOMAVAMYAADATIVIXAAY | DDYIOVYILIIOVYIVIIDDDIDLIDIDD
OYYDOLIDLOLODIVYDLD | DDODDDLODOYIVYDIDLD OVYDVYODLD LAITITSNNOTAVINISNAAST | D9I9LLOLOLOVOVYOLILILIODDDD 9
DDOVYYDIDDDLILOYLIOYD | DOLIODVYILYDDLOY.LODY [ DDDDDOYID LATSHANEINANDISSDdATASA | DLODOVYIDLODLOYIDDDDDODDLOL | TNZDH
OYYOLODLODDLODDDLD | DOYILLOOYIVLIDODDL DDDOYODOD MATONDIVOIAMILIMALLIALAD | YVOOLIDILIOVIDILOVYYIIOYIVID -99L
DDDDOOYOVYIDODIODLIOL | DOODDDLDLLOLOLOYOY | LODLOLLL SYVDISTETSOOA0ATOODSETT | 1DDD9DIVIDDIIVIIDILODIILL
DOYOOYDIYYIDLIODLDDD | DLOLOLODDDDDLIDDOVYD DLDDIVYOL OAESHADIVIVATATIIOSMOW | LOLODIVILYIDLIDLODLIODDLY
YOODLODDDDLLDLOODL | DLODLOYDODIDDIODLOL | ¥IDLODLD :[gee :iON tleee
YDODDODIVYVYIIVIDLYDD | YYDOLODLODOVYIDLOVYD DLDDDDLY dI OFS] IspesT U1TM {ON I 0ds] I9pesT Y3aTM
YOLYYYDDDDDDLIOLOLODDLOLDD
DOVYDVYVYDOYOIDIVIYLOVYIOYYOVYDIOL
DLODOVYDLVYDDLYDLODDLODLYIL
DLLDLODYYDDDOVYIDOYODDLODOYD
DOVYDVYVYIVYODLODIOVYILIOVYYYILLY
IYLLDLLDLLDDLODDOYDDDLOVYD
DLODLODDDLIODDIVYIIVYIVYYIVYLD
YYOYYOYDODDOYIDODILVYYIDYDIY
DDDLOYIOLDIDDDLYIVYIDIDOYIDD
IYLOLLODDYYYOLIDLODDLIOYD
LODOYILODYIIYYIYYIOYDLODOY
DLYDODIDDLYIDDD0DDLIODIOVYIY.L
DLDOVYIYIDYVYIYIDIDIDODYIDDOY
YYODOVYYYODLOLYDOOYYYYIYDDL
[Z€€ :ON aI 0ds] YO0DD00DYIDDLODDOVYYYIOYYODL
ADdSTIS DLODYVYDIDLOVYYOVYLOYDOVYYODDL
TSMOLXHNHTYHIHNASDS YO LODDLOYDOVYIDOYIDLIODLODD
JIANDOOME SMAALTMSAT YOLODLODOVYILODLOLODIOVYILODY
J45D0SATAdd LLAANNA DOYOYVYDOY.LOYOOYDIOYDDDDDDDD
dOONSEMIAYIASIXIDN YYVYIOVYDOYYOOD LYY ILYDDLODYDDL
ATOLTISADNMLTHAISdd DDDDOYIOLIOVYILIDLIOVYILLOVYY
(ad
KyosT
{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser
(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)
uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex
QUOoTD

-78 -



PCT/IB2018/058024

WO 2019/077500

OOYDODDILYLOLLODOVYYY LAADATIdOOMSIIMAIAVYA | DIOVYYIVYLIOVIOVYYIDD LYYILIDD
DLDDLDODDLIODOVYDLIODDY TINSAMOMAIMONTMAOHTAL | LOVOOYIIVIDLIDILOIIYILIDLD
DLDDYDIIYYDIVYYIIVYDLD TASAATALSNADHAUAMIMVYNH | 29YILODIOLODIIVYIIIVYIOVIVYD
OYDLYDOODDDILYODDD0D AIADAANAMNAMATITIHSATAA | YILOYIDOYDOVYDDDDDDODOVYYOYIY
DLODODOYOVYLOLODYIVYID ADIAIdILIS IWTLAMdNddATd | YODODLYVYLYDDLODYDDLODDDIOYD
YYDYODDDIDYIDDOVYYY ASdDDTTHdYdDddDIHILMADS | DLODYLODLOVYYDLLOYYOLDOVYIL
DDODYYYIDLIOLYDDOVYYYY AdIAMMAAMLNS dAMHNANDIAL | DDOVYDYYDDOYIDIVYDLIDOYIDLOOL
OYDDILVYODDD20DYIDILD OLOTSSSAAIAASSTSATOSSO | 991929 LYIVYILOOVILIIDIIOVYIDD
DDDYYYIOYYIDLIOLODOYY TAYdALHADSLTYDSNMSALAL | DDLOLYDLYDLODOVYIVYIOYYODDOY
ODLOVYYIYLOVYIDYYIDD HdAAAIATODTYVYLODSLSHSS | YYYOODIDODLLOLODLLODLOYOLOD
LVYVYDLODDLOYOOYIIOVYD [6€€ :ON QI 0ds] dYTdAASIDILSYSSALIATIO0 | DYDD999DLIDLIVYILIDYIOVYID
OLODLOOOYILIODLDDOVY SSAIATIO0OM OMAVAMYAADTIIYOAAAYLAL | DDLODDOYDIIDDILYIVIYILOVYYYYD
DLDDIOLODIYLODVYIDY | AVAMYAADTIIVYOAAAVYL YIdTSNWOTAYLINIASNAAS I LAY | ¥OLOLLOIVYVYIIDOVILIOVYYOY
DYYOVYIOVIOVYIOVIODD | QEVITSNWOTAVINISNG SHAMEINANDISSOdATASAMAT | YOVYDDLODYYIDVYIYYOIOVYIDDDOVYY
DDD0DOVYYYOVYDVYYOODDILYY | ASTLAISHAMINANDISS OMDAVOIANLIMALLALADSYY | DVIIVYVYOLOIVYIOLILYIVYLIOVYD
IVD9I199YDILODIDDIVD | DAAIASAMATONDIVOIA DSTUTSODdOATIODSHTIOAL | YOIIVYIDODLLIOYIDYIDLIDIDL
OILODOVYLOOLOVYOLLOVYY | MLIMALLALADSYYOSTH :[9€g :ON | 9DOVYOIODLODOYIDYILIDILIVL
DLODYILIDIVIVYYIIVYD | TSODJVATODOSHTIONAL aI 0ds] TI9peaT INOYITM | DIDVYIOVILIDIOVYIVIIILOLIDD
OOYDLODYDIDLODLODLD DODLLODYOYODLDODDDOVYIIVYIL
ODILYOYILODYDLODDDY [8€€ :ON aI 0ds] ADdSTS | DOODDDOYILOVYYDILODLDLIDDY
9DDDDLOLYDLYDLODOY (ege TSMOLAHNHTYIHNASDISAAND | 9I199IDVYDIIDDLILIVIIOVIOVYYD
OVYDDYYIDIYYYYIDDDD ‘ON aI 0ds 3o FIF OOMESMAALTISATAASOHASAT | LODLIDDLIDDDLIDIIDDIDYIVID
DLIDIDDLIDIOVYIILODD | ©3 8G SSPTIOSTINN) AddLIMANNAAOONSHMIAYIA | 9999LILIDVYIDYIVYIILIDLIDD
YODDODIDLIODLOVYYDLID LOIYOLOLODDYOLD SAXIDIATILISADNMITETLS | ¥I9OLIDIDILLILODDIILYIDIDIDDD
YOOYODDDLODIOVYIDDDL | DLODDYOIDDIOYIDDIIDL ddTLAADIIYdOONMSIINAT | YYOOYIDLYOOLOILYILOLODIVYOL
YOVYIVYDLOVYYYYOYDLOL | DYLLODLLLODLLODOYD AYATHRANSAMINXINONTMACH | 99LIDIYIDDIYIDIDDDDLIVYILID
LOIYYVYDDIDOVYDLLOVYY | DYLODDOYDOVYIYIYIOD TALTASAAIZLSNAOEITIANIY | LLLODLLODIVIIVYIIODIVIOVYOY
OYYOVYDDLIDYYIOVYIYY | DOLIOVIDOVLODLODDDDODY YNHAIADAAAMNAMATIIAEIHSA | D¥DDDDDLOVILOVYLOLODIODDOVYIY
DOOYDDDIDYYIYDLYYDLD | DYDDVYDDDOYIYOLIODDL [LEE :ON AANADIAIA LIIS IWTLAMdYMdd | DDYDODIDVYIYDLODDLIOVYDLYDYD
OYYODLIOLYDYLDDVYDYD | DYYDLYDYODLOOVYLIODD ar ods] ATIASIDDTTIdYdDddDLHLY | DLODYLODDDDOYOYYDYYIDLIOVYYD
DODOYDOODIDLLIDVYIDVYIDL | DOVYIYYDIVYYIDLOVYYOYD {eee :ON AOSHIEAMATAMILNSdMHNAND | ¥D9DLODDLOLYODOYOLLODDDDLOY
D0D0DLDDDVYIDLODLODDOY | DLODDLOLYDDOYOLLODD ar o0d4s IXIOLOTSSSIALAASSTISATO | YOLIOVYOVOIYVYIVIOVYIDLD IV

(ad

KyosT

{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser

(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)

uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex

QUOoTD

-79 -



PCT/IB2018/058024

WO 2019/077500

ATOILTSADNMITAAESdd
TLAADITIJOOAVHMS TIT
HIdYdTXINSAMDIAEMND
NTMAOHTALTASAAIXLS
NAOEHIdN IMYNHATADA
AAMNANATdTIHSATAAA
DIAdd LIS INTLAYMdXdd
ATAASIDDTTHIYdDddD
LHLAADSHMdIAMMAAMLN
SAMHNANDIXLOIOTISSS
dALAASSTSATIDSSOTIAY
dAdLHADSLTYDSNMSALA
dHddAATAATIDTYYLOOS
LSMSSdYTIdAASIDNLSY

[0FE :ON dI 0ds]
(cce ON

ar ods Jo ToFT ©3
GTy SopT3o2ToNN)
oL
YYYO99DIDIOIOLIODDL
DLDDOYOYYOYIDIYIYL
DYIIOYYIYIDLILIDOYD
I¥D9IYOLODDLODLYIL
DLIDLODYYODOHIYIOYD
99 IHHYIOYOYYIYODLD
DOYILOOYYYDLIVIVLL
DLIDLLODLODOIYOIDL
D99 LODLODDDLIDDDY
DOYOYYIYLOYYIYYOYD
HDDOHYINDDLYYIOYOYD
99 IOYOILODIDILYIOYD

MDdSTSTSH
OLAHNHTIVHHWASDSAANDOOM
ASHAALTSATAASDASATALA
LIMANNAJOONSHMIAVYIASdA
ADMATOLTSADNMLTHAYS AT

IOYLIDOLLIOOLIDOOYOIVIDOD
DY9OVOYOYIINIDILIOYIIOYILOLOD
D9DDOYIYOIVYOIDOYOYOLIDILIOY
YO LYOYDDIDIVYLIDODOYIVYOVY
DOLIOYYOVODILODDILDIYIIYILLY
HDDDIOYYILLOVYOVOIVYIVIOY
YOO ILDIVIDLIDLIODODDIOVIOLY
DY9DIDLOILODDIVYODLOVOOITYD
H9HDDDLIDOYIVOIILODDLIDVYIL
Y99 ILOYLIIYIIVILLIOYIOYLOOD
DOLDD90D9LOLLDIOLOVOYOLOL
DLD99D99LDDOYIDILODLIYINDD
9299 ILDIYYOOLIDLIOYID LOYYD
:[Fee 0N

dr 04ds] IspesT InoYlTtm

YO LYYYD
DDDDDLOLOLODDLOLODOYIYY DY
DDOYOVYLIOYIIOYYIOYIDLOLIDOTED
LYDOIVYDLODDLODIYDLOLLOLDD
YYDDDIOYIDYIDDLIDOYIDYIVYYOY
DDLDIDYILIOOVYYYOLLY LY LIDLL
DLLDDLODDIYDDDLIOYODLIDLOD
DDLDOOIDYIIYIYYIVLIOVYYIVYYOIY
DDDDOYIODOD LYY IDYIYIIDLITD
DLODDDDILYDYDIIYIIDLYLOLLD
DDOYYYDILIDLIODDLIODYDLIDOYOL
DDYDIYYIYYIDYDLIODYDLYDDODD
DDLYDDDDDDLIODIOYIVYLOLIDOYIOY
DOYYDVYDDIDDDIOYIIDODYYYIIDIYY
YOO LOLYIODYYYYOYDDLYDDDDDD
YODDLIODIODYYYIYYIODLDLIDYYD

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

- 80 -



PCT/IB2018/058024

WO 2019/077500

[TPE :ON dI 0dsS]
MOdSTIS
TSMOLAHNHTYHHNASDS
AANDDODME SMAALTMS AT
J4S905ATAdd LIMANNA
dOONSEIMIAYIASAXADN

LYLDOLLOODOYYYOLODLIODDLODYD
LODOYDLODYDOYYDIYYOIOVYILIDY
DILYDODIDDLYDDDDDDLODIYIVYL
DLODYIYIIYYDEYIDDDDIYIDIIY
YYODIDYYYIDLOLYIIOYYYYDYD DL
YODDDIDYIDIDLIDDOYYYOYYIDL
DLDDOYYIDLOVYYIVYILOVYODOYYODDL
YYD LODDLOYDOYIDYIDLIODLODD
YOLDDLODDOYDLODILOLODIOYLOOY
DOYDYYIVYLOYIDVYDOTYODDDDIID
YYYDOYOYYIDDLYYIYIDLDDOYDOL
DDDDIOYDIDLOIYLIODLOVYYILLOYY
DLDDOYDLIODIDYIYYDIYIDIYDLOD
YOO LODLODLIDDIDLYIYILODYDLD
DDOYDODDDLIOLYDILYDLDDDOYIED
DY DIDYYYYIODDDDDLLOLODLLD
LOVYDLODDOYDDIODOLIDLIOVYYDLD
OYODYIDDDLDIDYIDDDLYIYIYD
LOYYYYOYDLOLLDLYYYODDDYDL
LOVYYYOYYOYDDLOOYYIIYIYYID
YODDIDYYIOYDLYYDLODVYYODLD LY
DY LDOYDYIDIOYIDIDLLODYIDONED
DLODOOLODIYDLODLOIDOYIDYIL
DDDLOYLOLOYODYILDDLOYIOVYLD
DLDLOD9DDDDLLODOYIYIDLODDDD
DYDDYDLIDDODIIYILIOYYDDOLOD
LOLODIOYDLDDDIOYYIDIDIDLLOYL
OYDOYYILIDLIODDLIDODLIDIDD
DOYDYODDIDDLILIDYIDYDIYYID
LODLODOYDIDOLIODIDDDLLDLODDL
YODDDODVYYIIYDIIILYIDLDILYILD
LODIOYOLODLDDIOYIIDDDIYIIDDID

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)
(¥Na)
utewod STRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

- 81 -



PCT/IB2018/058024

WO 2019/077500

9DDDDLOLYDLYDLODOY (zve TSMOLAHNHTYIHNASDISAAND | 1ODLIDDLIDDDLIDIIDDIDYIVID
OVYDDYYIDIYYYYIDDDD ‘ON aI 0ds 3o FIF OOMESMAALTISATAISOHASAT | 9999LDLIIYIDVIOVYIILIDLIDD
DLIDIDDLIDIOVYIILODD | ©3 8G SSPTIOSTINN) AddLIMANNAAOONSHMIAYIA | ¥ODOLIDDDILLIIODIIVYIIIDDD
YODDODIDLIODLOVYYDLID LOIYOLOLODDYOLD SAXIDIATILISAONMITHALS | YYIOYIDIILYIDLIIVILOLODOVIL
YOOYODDDLODIOVYIDDDL | DLODDYOIDDIOYIDDIIDL [9F€ :ON ddTIAADITEAOONISIINETL | 99LIDDYIDDOYIDDDDDLIOVYILID
YOVYIVYDLOVYYYYOYDLOL | DYLLODLLLODLLODOYD ar ods] AYATRANSAMDINAENONTMACH | LILODLLIOIVIIVYIIODIVIOVYOY
LOIYYVYDDIDOVYDLLOVYY | DYLODDOYDOVYIYIYIOD {(ZFE :ON TALTASAAIZLSNAOEITIANIY | 9YDI9DDLOVIIOVIOLODIDIIVYIY
OYYOVYDDLIDYYIOVYIYY | DOLIOVIDOVLODLODDDDODY ar od=s YNHAIADAAAMNANATIIAEIHSA | DOYDDDODYIYDLODDLOVYYDLYDYD
DOOYDDDIDYYIYDLYYDLD | DYDDVYDDDOYIYOLIODDL 3O LG ©3 AANAD IAIA LIIS IWTLAMdYMdd | DLOOVYLDLODOVYIYYDYYIDLOVYYD
OYYODLIOLYDYLDDVYDYD | DYYDLYDVYODLOOVYLOLD T s°ptT ATIASIDDTTIdYdDddDOLHLY | ¥DDLODDLOLYDIVYILLODDDDLOY
DODOYDOODIDLLIDVYIDVYIDL | DOVYIYYDIVYYIDLOVYYOYD 109 T2NN) AOSHIEAMATAMILNSdMHNAND | ¥OLLOVYYOVYDIOVYOVYLOYYIDLD LY L
DDDDLODDVYDLODLODDY | DLODDLOLYDDYOLLODD o IXIOLOTSSSIALAASSTISATO | DDLDDLI9DDDIIIVLILYIVYIIDLD | TNZDH
OOYDLDODDLOYLDLIOVYDD | DOLOVYVYODLLOVYYOVYDOVY | DYDVYODLD SSOTAYAALHADSITIVYOSNMSA | 1999IVYOILIVIDOVYIDODIDILD -99L
YOLODLOYOVYLODLOLDD | DYLOVYYODLOLYODLODL 0DDDOV¥ID IAdEdAATHATOOTYYLODSLS | DOYOYDDDLODDLIDOVYILYODLOVYL
DDDDLLOOYOVYIDLODDDD | DODDDDIVYLILYIVYIDDL DDDOYODOD ASSAVYTdAASADMLSYSSALAT | DOYIIOYOLLODYOVYLIDDDDLIDDD
OOYDOVYDLIODDODIDOVYIL | DLODDLYVYIDLOVYODOVY | LODLOLLL LOOOMAVAMYAADATIVIXAAY | DDIOLLILOLOVOVYOLILILIDDID
OYYDOLIDLOLODIVYDLD | DDODDDLODOYIVYDIDLD DLDDIVYOL LAITITSNNOTATINISNAAST | DLOD9YIDLOOLIVIDIDNDDIDDLIL
DDOVYYDIDDDLILOYLIOYD | DOLIODVYILYDOLOYLODY | YODLDDLD LATSHANEINANDISSDdATASA | Y¥YODLODLOOVIDLOVYDOOVYIOVYID
OYYOLODLODDLODDDLD | DOYILLOOYIVLIDODDL DLDODDDLY MATOMDIVOIAMLIMALIALAD | 1DD99DDVIIDIIVIIDOLODIILL
DDDDOOYOVYIDODIDLIOL | DODDDDLDLLOLDLIOYIY SYVYDISTETSOOdOATIODSHTT | IOLDDIYIIVIDLIDIODLIDODIY
DOYOOYDIYYIDLIODLDDD | DLOLOLODDDDDLIDDOVYD OAFSHADIVIVATATIIDSMON H A4S
YOODLODDDODLLOLOODL | DLODLOVYIDIDIIDDLOL :[yPe :iON {ON QI O0ds] IspesT YaTM
YDODDODIVYVYIIVIDLYDD | YYDOLODLODOVYIDLOVYD dI OFS] IspesT U1TM
YOLYYYDDDDDDLIOLOLODDLOLDD
DOVYDVYVYDOYOIDIVIYLOVYIOYYOVYDIOL
DLODOVYDLVYDDLYDLODDLODLYIL
DLLDLODYYDDDOVYIDOYODDLODOYD
DOVYDVYVYIVYODLODIOVYILIOVYYYILLY
IYLLDLLDLLDDLODDOYDDDLOVYD
DLODLODDDLIODDIVYIIVYIVYYIVYLD
YYOYYOYDODDOYIDODILVYYIDYDIY
ODDLOYIODLDIDDDLYIVYIIIVYIOD
(ad
KyosT
{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser
(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)
uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex
QUOoTD

-82 -



PCT/IB2018/058024

WO 2019/077500

D9DDDDLIOLDLODDL
DLODOYOYYDIYDIDIOVYIVY.L
OYODYYOYIDLOLODOTYD
LYDDLYDLODDLODIYODL
DLLDLODOYYDDDDIYIIYD
DD LDDOYIIVYIYYIYIILD
DOYDLODOYYYDLLYLVYLL
DLLDLLODLDDDIOYDIDL
OYODLODLODDDLIODDIDY
DOYDYYIOVYLOYYOYYIYD
DDODDYDOODDILYYIDVYIED
DOLOVYDOLODDDILYIED
DDYDIDLYLDLLODOVYYY
DLODLODDLODOYDLIDDY
DLODYDIYYDIYYOIOYILD
DYDLVYDODDIDDLYDDIDDD
DLDDDYIOYLDLDOYIYID
YYOVYDDDDDDYDIDIIYYY
DOOYYYODLDLYOIOYYYY
DYDDLYDODDDDDYIIILD
DOOYYYIOYYDDLOLOOYY
ODLOYYIOVYLOYDIYYIDD
LYYDLODDLOYODIYIIOYD
DLDDLDDODYILODLODOY
DLODLOLODDYLDIOYIDY
OYYDOVYLOVYIDOYDIYIOID
DODDYYYIYDIYYIDIDILYY
LYDDLODYDIDLODDDITYD
DLODOVYLODLOVYYOLLOVYY
DLODYDLODDOYDIYYDIYD
DODYDLOOVYODLODLOOLD
ODLYOYOLODYDLODDIOY

[8FE :ON dI 0dS]
SSAIATIODOM
AYAMYAXDATIYOAXAYL
AIYITSNWOTATINYSNA
ASILAISMAMANANDISS
9dXIASAMATONOAYOIA
MITMALLALADSYYDSTY
T1599dOATODOSHTIONE

[LFE :ON dI 0dS]

MOASTSTISH
DLAUNHTIVIHNASDSAANDDOM
HSMAALTMSATAISOHASATAIL
LIMANNZAOONSEMIAYIASAA
ADMATOLTSADNMITIAISdA T
IAADIIIdDOONYNS IIMAIAVd
TEINSAMOMATMONTMADHTAL
TASAATALSNADHIII M IMYNH
ATADANAMNIMATIAIHSATAA
ADIAFTALES INTLAMAMddATd
ASdOOTTEAVADAdDIHINMADS
MAdIAMMAAN INS dMHNAND AL
DLOTSSSANIAASSTSATOSSD
TAVdALHADS L'TYDS NMSALAL
AdAXMIATIOTYYIOOSLENSS
AVIdAASIDNLESVYS SAIATLOD
HMAVAMYAXOAIIVIAAIAYLAE
TITSNWOTATINISNAAS I LAT
SMAMINANDISSOAAIASAMAT
OMOAVOIAMLIMALLALADSYY
DSTITSO9dDATOOOSHTIOAL

1[GgFe :ON
dr 0ds] IspesT 3noylitm

MDdSTIS

DDLDIDYILIOOVYYYOLLY LY LIDLL
DLLDDLODDIYDDDLIOYODLIDLOD
DDLDOOIDYIIYIYYIVLIOVYYIVYYOIY
DDDDOYIODOD LYY IDYIYIIDLITD
DLODDDDILYDYDIIYIIDLYLOLLD
DDOYYYDILIDLIODDLIODYDLIDOYOL
DDYDIYYIYYIDYDLIODYDLYDDODD
DDLYDDDDDDLIODIOYIVYLOLIDOYIOY
DOYYDVYDDIDDDIOYIIDODYYYIIDIYY
YOO LOLYIODYYYYOYDDLYDDDDDD
YODDLIODIODOYYYIYYIODLDLODYYD
DILOYVYDOVYILOVYODOYYIODDILYYDLIDD
LOVYODOYOIYODLODLIDDDYDILIODLD
DOYDLODILDLDIDYLODYDIDYIVYYD
YIDYDOOYIIYDIDDDDIDOYYYIOYIY
YOODLYYIYDDLOOYIDLODDDIED
DILODVYLODLOVYYDLLOYYOLDOYDL
DDOYDYYDIYIIDVYILOIYDDLODL
DDLDIDLYIYILODYDLDDDDYIDD
DDLDLVYDLYDLODIOYIYODIYYIODIOY
YYYDODODDODLLOLODLLOLOYOLOD
OYDDDODDLIDLIOYYDLIDYIDYID
DDLODIOYIIDDLYIYIYILOYYY YD
YOLOLLDILYYYODDDYD LLDOYYYOY
YOYDDLIOOYYIIYIOYYDIOYIODIDIYY
OYDLYYD LDDOYYIDLDLYDYLODOWED
YODODYODODLLIODYIOYIDLIODIDL
DDDYDLODLOIDOYIDYILIODDLIOVYL
DLOYDOYILIODLOVYIYLIODLOLIOOD
DDDLLODYIOYODLODODIDOYIIOYDL
DDODDODYILIOYYIDLODIDLDILODIOY
DLODIDYYODIDDLLOYLOYDIOYYD

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-83 -



PCT/IB2018/058024

WO 2019/077500

[0GE :ON dI 0ds]
MOdSTIS
TSMOLAHNHTYHHNASDS
AANDDODME SMAALTMS AT
J4S905ATAdd LIMANNA
dOONSEIMIAYIASAXADN
ATOLTISADNMLITAAISdd
TLAADAIIdOONYMS ILY
A IAVdTRINSAMDMAEND
NTMADHTALTASAAIXLS
NADH I AN IMYNHATADA
AXMNIMATdAIHSATAAN
DIAZAIMS IWTILAMdMdd
ATAANSADDTTEAYADAdD
LHIMADSMdIAMMAAMLIN
SAMHNAND IALDIOTSSS
dAIAASSTSATOSSOTAY
dALHADSLTYDSNMSALA
dHZdAAAINTIDTIYYLOOS
LSMSSdYIdAASdDNLSY

[6F€ :ON dI 0ds]

(Zre 0N

ar ods Jo ToFT ©3
GTy SopT3o2ToNN)

DYLIDOYOVIDIYIOIDLLIOYIOVD
DLDDD9LODOYILODIOIOYIOVYIL
D02 LOYLDIOVOOVILIDILOVYIVYLD
DLOLO99DDDLIDIYIYIOLOINDD
HYDIYDLIDIDIDOYILIVYIILID
I9I199DYOLODDIYYOIIDIDLIOVYL
DY9OYYILODLIDOLIDDDLIIDDD
DOYIYIDDDDD LI LIDYIOYOYYID
IDDLODDYIOOLIDDIDLIDIONDL
YODD999YYIIYIIIYIOLILYILY
IODOYILODLIDIYIOOOYIINDDD
IOYLIDOLLIOOLIDOOYOIVIDOD
DY9OVOYOYIINIDILIOYIIOYILOLOD
D9DDOYIYOIVYOIDOYOYOLIDILIOY
YO LYOYIDIDIVYILOLIDOVIOVYOVY
DOLIOYYOVODILODDILDIYIIYILLY
HDDDIOYYILLOVYOVOIVYIVIOY
YOO ILDIVIDLIDLIODODDIOVIOLY
DY9DIDLOILODDIVYODLOVOOITYD
H9HDDDLIDOYIVOIILODDLIDVYIL
Y99 ILOYLIIYIIVILLIOYIOYLOOD
DOLDD90D9LOLLDIOLOVOYOLOL
DLD99D99LDDOYIDILODLIYINDD
9299 ILDIYYOOLIDLIOYID LOYYD
{ere 0N

dr 04ds] IspesT InoYlTtm

YO LYYYD
DDDDDLOLOLODDLOLODOYIYY DY
DDOYOVYLIOYIIOYYIOYIDLOLIDOTED
LYDOIVYDLODDLODIYDLOLLOLDD
YYDDDIOYIIVYIDDLIDYIDVYIVYYOY

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-84 -



PCT/IB2018/058024

WO 2019/077500

YOLYYYDODDDDLIOLOLIODDLOLID
DYDY YDYIDDVYIYLIOYIDYYIOVYIDL
DLODDYDIYIDLYDLODDLODLYIDL
DLLDLODYYODODVYIOYIDDLIONYD
DYDYYIVYIDLODIOYILODYYYILLY
IYLLDLLDLLDDLODDIOYDDDLIOYD
DLODLODDDLIDDIYIIYDIYYIYLD
YYOYYOYODDIDIOYIIODLYYIOYOY
DDDLOYDDLOIDDDLYIYDIDYIDD
LYLDOLLOODOYYYOLODLIODDLODYD
LODOYDLODYDOYYDIYYOIOVYILIDY
DILYDODIDDLYDDDDDDLODIYIVYL
DLODYIYIIYYDEYIDDDDIYIDIIY
YYODIDYYYIDLOLYIIOYYYYDYD DL
YODDDIDYIDIDLIDDOYYYOYYIDL
DLDDOYYIDLOVYYIVYILOVYODOYYODDL
YYD LODDLOYDOYIDYIDLIODLODD
YOLDDLODDOYDLODILOLODIOYLOOY
DOYDYYIVYLOYIDVYDOTYODDDDIID
YYYDOYOYYIDDLYYIYIDLDDOYDOL
DDDDIOYDIDLOIYLIODLOVYYILLOYY
DLDDOYDLIODIDYIYYDIYIDIYDLOD
YOO LODLODLIDDIDLYIYILODYDLD
DDOYDODDDLIOLYDILYDLDDDOYIED
DY DIDYYYYIODDDDDLLOLODLLD
LOVYDLODDOYDDIODOLIDLIOVYYDLD
OYODYIDDDLDIDYIDDDLYIYIYD
LOYYYYOYDLOLLDLYYYODDDYDL
LOVYYYOYYOYDDLOOYYIIYIYYID
YODDIYYIYILYYOLODVYYODLD LY

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-85 -



PCT/IB2018/058024

WO 2019/077500

OLODLOOOYILIODLDDOVY SSAIATIO0OM OMAVAMYAADAIIVYOAAAYLAYL | ¥OLOLLDLYYYDDDOOYDLLOVYYOY
DLDDIOLODIYLODVYIDY | AVAMYAADTIIVYOAAAVYL YITSNWOTATLINMSNQUIS I LAY | YOVODLOOVYIIYIVYIOVYIDIOVY
DYYOVYIOVIOVYIOYIODD | QIVITSNWOTATINISNG SHAMEINANDISSOdATASAMAT | DYDLYYDLODOVYYODLOLYIYLIOOYD
DDD0DOVYYYOVYDVYYOODILYY | dSTLAISHAMINANDISS ODAVOIANLIMALLIALADSYY | ¥ODIVYIOODLILIOVIOVIDILIDIOL
IVD9I199YDILODIDDIVD | DAAIASAMATONDIVOIA DSTUTSODdOATIODSHTIOAL | 9IIVYDLOHDILIIDOVIOVYILIDDLIVL
OILODOVYLOOLOVYOLLOVYY | MLIMALLALADSYYOSTH [FGE :ON | DIOVYDOVYILIDIOVYIVIIDLOLIDD
DLODYILIDIVIVYYIIVYD | TSODJVATODOSHTIONAL aI 0ds] TI9peaT INOYITM | DIIDLLIDYIVYIDILOIDIDIOVYIIVIL
OOYDLODYDIDLODLODLD D0DDOOOYILOVYYDOLODLOLDODY
ODILYOYILODYDLODDDY [9G€ :ON aI 0ds] [coe :ON ADdSTIS | DLODIIOVYYDODIDLILOYLIOYDIVYYD
9DDDDLOLYDLYDLODOY (16¢e ar omEs] TSMOLAHNHTYIHNASDISAAND | 1ODLIDDLIDDDLIDIIDDIDYIVID
OVYDDYYIDIYYYYIDDDD ‘ON aI 0ds 3o FIF (Tce :0ON OOMESMAALTISATAISOHASAT | 9999LDLIIYIDVIOVYIILIDLIDD
DLIDIDDLIDIOVYIILODD | ©3 8G SSPTIOSTINN) QI BES AddLIMANNAAOONSHMIAYIA | ¥ODOLIDDDILLIIODIIVYIIIDDD
YODDODIDLIODLOVYYDLID LOIYOLOLODDYOLD J0 ¢ o3 SAXIDIATILISAONMITHALS | YYIOYIDIILYIDLIIVILOLODOVIL
YOOYODDDLODIOVYIDDDL | DLODDYOIDDIOYIDDIIDL 1 sspT ddTIAADITEAOONISIINETL | 99LIDDYIDDOYIDDDDDLIOVYILID
YOVYIVYDLOVYYYYOYDLOL | DYLLODLLLODLLODOYD uomﬁoszw AYATRANSAMDINAENONTMACH | LILODLLIOIVIIVYIIODIVIOVYOY g
LOIYYVYDDIDOVYDLLOVYY | DYLODDOYDOVYIYIYIOD 5 TALTASAAIZLSNAOEITIANIY | 9YDI9DDLOVIIOVIOLODIDIIVYIY nzou
OYYOVYDDLIDYYIOVYIYY | DOLIOVIDOVLODLODDDDODY SYYO9 Lo YNHAIADAAAMNANATIIAEIHSA | DOYDDDODYIYDLODDLOVYYDLYDYD _99,
DOYIDIDIVYVYIVYILYYDLD | DYDDYDDDDOYDIYDLIODDL 99T AANAD IAIA LIIS IWTLAMdYMdd | DLOOVYLDLODOVYIYYDYYIDLOVYYD
OYYODLIOLYDYLDDVYDYD | DYYDLYDVYODLOOVYLOLD 59970999 ATIASIDDTTIdYdDddDOLHLY | ¥DDODIDLIOLYDIVILLODDDDLOY
DODOYDOODIDLLIDVYIDVYIDL | DOVYIYYDIVYYIDLOVYYOYD 199 IOLLL O SHIEAMAAAMINSdMHNAND | ¥DOLLOVYYOVYDOYYOVYLOVYIDLDLY
DODDDLODDVYDLODLODDY | DDDODDLOLYIDYILLODD 5199 IYOL IXIOLOTSSSIAIAASSTSATO | DDIDDLO99IDIIVYLILYIVYIIILD
OOYDLDODDLOYLDLOVYDD | DOLOVYYDLLOYYOYDIOVYY Y9190 1O SSOTAYAALHADSITIVYOSNMSA | 1999IVYOILIVIDOVYIDODIDILD
YOLODLOYOVYLODLOLDD | DYLOVYYODLOLYODLODL 519999 LY IAdEdAATHATOOTYYLODSLS | DOYOYDDDLODDLIDOVYILYODLOVYL
DDDDLLOOYOVYIDLODDDD | DODDDDIVYLILYIVYIDDL ASSAVYTdAASADMLSYSSALAT | DOYIIOYOLLODYOVYLIDDDDLIDDD
DOYDOVYDLIODDODIOVYIL | DLODDLVYVYOIDLOYOIOVYY LOOOMAVAMYAADATIVIXAAY | DDIOLLILOLOVOVYOLILILIDDID
OYYDOLIDILOLODDVYDLD | DDODDDLODOYIVYDIILD LAITITSNNOTATINISNAIST | DLOD9YIDLOOLIVIDIDNDDIDDLIL
DDOVYYDODDDLLOYLIOYD | DOLIOIOVYILYDOLOYLODY LATSHANEINANDISSDOdATASA | Y¥YODLODLOOVIDLOVYDOOVYIOVYID
OYYOLODLODDLODDDLD | DOYILLOOYIVLIDODDL MATOMDIVOIAMLIMALIALAD | 1DD99DDVIIDIIVIIDOLODIILL
DDDDOOYOVYIDODIDLIOL | DODDDDLDLLOLDLIOYIY SYVYDISTETSOOdOATIODSHTT | IOLDDIYIIVIDLIDIODLIDODIY
DOYOOYDIYYIDLIODLDDD | DLOLOLODDDDDLIDDOVYD OAFSHADIVIVATATIIDSMON t[16¢
YOODLODDDODLLOLOODL | DLODLOVYIDIDIIDDLOL :[ege :ON {ON QI O0ds] IspesT YaTM
YDODDODIVYVYIIVIDLYDD | YYDOLODLODOVYIDLOVYD dI OFS] IspesT U1TM
(ad
KyosT
{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser
(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)
uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex
QUOoTD

- 86 -



PCT/IB2018/058024

WO 2019/077500

dALAASSTSATIDSSOTIAY
dAdLHADSLTYDSNMSALA
dHddAATAATIDTYYLOOS
LSMSSdYTIdAASIDNLSY

[8GE :ON QI 0dS]
(TG€ :ON

a1 0Fs 3o TOFT °3
GTy SSPTIOSTONN)
999202 LOIOLIDDL

D LODOYOYYOYIOIYIVL
DYDOYYIYIOLILIDOYD
LYDOILYOLODDLOOLVIL
D LLDLODYYOODIYIOYD
99 LHOYIOVOYYIVYIOLD
DOVDLOOYVYYD LIV IVLL
DLLOLLODLOODIYOIDL
DYO9LO9LODIDLIDOIY
DOVOVYIVYLOYYIYYOYD
HDDOYINNDLYYIOYIVD
99 ILOVYOOLODDIDDLYIVYD
DOVYIIDIVLIOLLIOOVYY
2199129 LIIVYOLIDOY
DIO9YDIYYOYYIIVYOLD
HYOLYO9DDIIDIVIIIDD
9 LODDOYIYIOLOOYIVID
YYOYODDIIDOYIOIOYYY
D0OYYYIILILYIIVYYY
HYODLYIDIIDOYIIDLD
DOOYYYIYYIILILOOVY
D9 LOVYIVYLOVOOYYIOD
LYY LO99 LOYIOYIIYD

[LSE

!ON QI 0d=S]

MDdSTSTSH
OLAHNHTIVHHWASDSAANDOOM
ASHAALTSATAASDASATALA
LIMANNAJOONSHMIAVYIASdA
ADMATOLTSADNMLTAAYSdd T
LAADIHYd0OONVIS TIMA IV
TANSAMOM AT ONTMAOHTAL
TASAAIALS NADHIAT AN LIVYNH
AIADANAMNANAIIAIHSATANA
ADINAd LIS TINTLAMdMdd AT
ASdDDTTEdYdDddDLHLAADS
AdEAMMAAM NS dMHNAND TAL
OLOTSSSAALAASSTSATOSSO
TAYdALHAD S LTYOSNMSALAL
HdAAAMATIODTYYILDDSLENSS
dVTddASdDNILSYSSALATLOD

DODODHLIOLYYOOLODLOOVYIDLOYYD
:[2ge :ON
dI 04ds] IopesT 3INOYaTM

YO LYYYD
DDDDDLOLOLODDLOLODOYIYY DY
DDOYOVYLIOYIIOYYIOYIDLOLIDOTED
LYDOIVYDLODDLODIYDLOLLOLDD
YYDDDIOYIDYIDDLIDOYIDYIVYYOY
DDLDIDYILIOOVYYYOLLY LY LIDLL
DLLDDLODDIYDDDLIOYODLIDLOD
DDLDOOIDYIIYIYYIVLIOVYYIVYYOIY
DDDDOYIODOD LYY IDYIYIIDLITD
DLODDDDILYDYDIIYIIDLYLOLLD
DDOYYYDILIDLIODDLIODYDLIDOYOL
DDYDIYYIYYIDYDLIODYDLYDDODD
DDLYDDDDDDLIODIOYIVYLOLIDOYIOY
DOYYDVYDDIDDDIOYIIDODYYYIIDIYY
YOO LOLYIODYYYYOYDDLYDDDDDD
YODDLIODIODOYYYIYYIODLDLODYYD
DILOYVYDOVYILOVYODOYYIODDILYYDLIDD
LOVYODOYOIYODLODLIDDDYDILIODLD
DOYDLODILDLDIDYLODYDIDYIVYYD
YIDYDOOYIIYDIDDDDIDOYYYIOYIY
YOODLYYIYDDLOOYIDLODDDIED
DILODVYLODLOVYYDLLOYYOLDOYDL
DDOYDYYDIYIIDVYILOIYDDLODL
DDLDIDLYIYILODYDLDDDDYIDD
DDLDLVYDLYDLODIOYIYODIYYIODIOY
YYYDODODDODLLOLODLLOLOYOLOD
OYDDDODDLIDLIOYYDLIDYIDYID
DDLDDIOYIIDIDLYIYIYILIOYYYYD

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)

uTtewoq STRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-87 -



PCT/IB2018/058024

WO 2019/077500

[6G€ :ON dI 0ds]
MOdSTIS
TSMOLAHNHTYHHNASDS
AANDDODME SMAALTMS AT
J4S905ATAdd LIMANNA
dOONSEIMIAYIASAXADN
ATOLTISADNMLITAAISdd
TLAADAIIdOONYMS ILY
A IAVdTRINSAMDMAEND
NTMADHTALTASAAIXLS
NADH I AN IMYNHATADA
AXMNIMATdAIHSATAAN
DIAZAIMS IWTILAMdMdd
ATAANSADDTTEAYADAdD
LHIMADSMdIAMMAAMLIN
SAMHNAND IALDIOTSSS

DLDDOYDLIODIDYIYYDIYIDIYDLOD
YOO LODLODLIDDIDLYIYILODYDLD
DDOYDODDDLIOLYDILYDLDDDOYIED
DY DIDYYYYIODDDDDLLOLODLLD
LOVYDLODDOYDDIODOLIDLIOVYYDLD
OYODYIDDDLDIDYIDDDLYIYIYD
LOYYYYOYDLOLLDLYYYODDDYDL
LOVYYYOYYOYDDLOOYYIIYIYYID
YODDIDYYIOYDLYYDLODVYYODLD LY
DY LDOYDYIDIOYIDIDLLODYIDONED
DLODOOLODIYDLODLOIDOYIDYIL
DDDLOYLOLOYODYILDDLOYIOVYLD
DLDLOD9DDDDLLODOYIYIDLODDDD
DYDDYDLIDDODIIYILIOYYDDOLOD
LOLODIOYDLDDDIOYYIDIDIDLLOYL
OYDOYYILIDLIODDLIDODLIDIDD
DOYDYODDIDDLILIDYIDYDIYYID
LODLODOYDIDOLIODIDDDLLDLODDL
YODDDODVYYIIYDIIILYIDLDILYILD
LODIOYOLODLDDIOYIDODDYIIDDID
LOYLIDOOLLLODLLODIOYODVYLIDD
OYDOYIYIYIDDDDLIOYLOYILDLOD
DDDDYIYDIYDIIIOYIYDLIODDLIOY
YOLYDYDDOLODVYLOLIODIOYIOYYDYY
DDLOYYIVYDODIDIDLIOLYDIOYILLY
DDDDLOYYILLOYYOYDDOYYIOVYLOY
YODLOLYDDLODLODODIDIOYLD LY
OYDDDLIOLIDDDLYYDDLIOYDDIYYD
DDDDDLODOYIYDIDLIDDLIOIOYOL
YODLOYLODYIIOYIOLLODOYOYLIOOD
DDLDOODDDLOLLOLOLOYOYDLOL
DLODDODDLIODOYIDLODLIOYIIID

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

- 88 -



PCT/IB2018/058024

WO 2019/077500

DDYDLODDLOYLDLOYDD
YOLDDLOYOVYLDDLDLIOD
DDODDLLODYIYODLODOD
DDYDIOYDLIDODDDDYIL
OYYDOLODLOLODIOYILD
DODYVYDODDIDLLOY.LIOYD
DYYDOLDOLIODDLIODODLD
DDODDDOYIYIDDIIDDLIL
DOYDOYDIYYDIDLODLIDD
YOODLDDODODDLLOLDODL
YODODDDIYYIIYIDLYID

DODODOYYIOLLOVYYOYDIDD
OYLOYYODLDLYDDLODL
DDDDDDIOYLDLYOYDDDL
DLODDIVYYODLOYIODIYY
DDDDIDLIODYIYDIILD
DOLODYILYDDLOYLIODOY
DOYDLLODYDYLODDDDL
DO9DDOLOLLOLDLOYDY
DLDLDLODDDDDLIDIIYD
DLODLOYDDIDDIDDLIDL
YOO LODLIODOYDIDLOYYD

FO LG ©7
T S=pPT
Jo0STonNN)
o)
DYOVYODLD
DDDDOYDD
DOOVYOD0DD
LODILOLLL
DLODLYOL
YOO LODILD
[PARSIRIONA 4

IAdHdAAAIATIODTYYLDDS LS
MSSAVYTdAASIDNLSYSSALAT
IO0OMAVAMYAXDATIVIAAAY
LAAVITSNWOTATINYSNAIS T
LAIDNAMAYANDISSOdATIASA
MATOMOIVOIAMLIMALLA LAD
SYVYOSTITISODd0ATOODSHTT

DDLDDLIODDDDIDYLILYDYDIDLD
LODDIVYODLOYDIDOYYIDDDIDDLD
DDYOYDIILOODLIDOYILYDDLIOVYL
DOYDOYDLLODOYIYLODODDLIDDD
DOLOLLDLDLOYDYDLDLOLIDDDD
DLODOYIDLODLIOYODIDDIDIOLOL
YYDDLIODLIOOYIDLOYYDDDYIOYID

ODAZSHADIVIVATITIIDSMON
:[Z9g 0N
aI 0dS] IspesT U3ITM

IOD99DIYIDDDIYIIONDILOOIDLL
IOILDDIVIIVIOLIDIOOLIDDDIY
:[oog

ON QI 04dS] IspesT YITM

TnzDH
-99L

YOLYYYDODDDDLIOLOLIODDLOLID
DYDY YDYIDDVYIYLIOYIDYYIOVYIDL
DLODDYDIYIDLYDLODDLODLYIDL
DLLDLODYYODODVYIOYIDDLIONYD
DYDYYIVYIDLODIOYILODYYYILLY
IYLLDLLDLLDDLODDIOYDDDLIOYD
DLODLODDDLIDDIYIIYDIYYIYLD
YYOYYOYODDIDIOYIIODLYYIOYOY
DDDLOYDDLOIDDDLYIYDIDYIDD
LYLDOLLOODOYYYOLODLIODDLODYD
LODOYDLODYDOYYDIYYOIOVYILIDY
DILYDODIDDLYDDDDDDLODIYIVYL
DLODYIYIIYYDEYIDDDDIYIDIIY
YYODIDYYYIDLOLYIIOYYYYDYD DL
YODDDIDYIDIDLIDDOYYYOYYIDL
DLDDOYYIDLOVYYIVYILOVYODOYYODDL
YYD LODDLOYDOYIDYIDLIODLODD
YOLDDLODDOYDLODILOLODIOYLOOY
DOYDYYIVYLOYIDVYDOTYODDDDIID
YYYDOYOYYIDDLYYIYIDLDDOYDOL
DDDDIOYDIDLOIVYLIODLOVYYILLOYY

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-89 -



PCT/IB2018/058024

WO 2019/077500

OOYDODDILYLOLLODOVYYY TINSAMOMAIMONTMAOHTAL | 91OVYVYIVIOVYIOVYIDIIYYILIDD
DLDDLDODDLIODOVYDLIODDY TASAATALSNADHAU AMIMVYNH | LOVOOYIIVIDLIDILOIIYILIDLD
DLDDYDIIYYDIVYYIIVYDLD AIADANAAMNANAGITIHSATAA | DOYDLODLOLODIOYLODYOOYIOVYYD
OYDLYDOODDDILYODDD0D ADIAIA LIS IWTLAMdNddAT | YLOYOOYDOVYDDDDDDDOVYYOYIY
DLODODOYOVYLOLODYIVYID ASdDDTTHAdVYdDddDIHIMADS | YODODLYVYLYDDLODYDDLODDDIOYD
YYDYODDDIDYIDDOVYYY AdIAMMAATLNS dMHNANDIAL | DLDOVILODLOVYILLOYYDLOOVYO.L
DDODYYYIDLIOLYDDOVYYYY OLOTSSSAAIAASSTSATOSSD | DOOVYOYVYOIVYIDOVYILOIVOOLODL
OYDDILVYODDD20DYIDILD TAYdALHADS LTYDSNMSALAL | DDLODODLVYIYOLOOVYDLIODDOYDOD
DDDYYYIOYYIDLIOLODOYY HdIAAAATODTYVYLODSLSHSS | DOLOLYDLYDLODOVYIOVYIOYYODDOY
ODLOVYYIYLOVYIDYYIDD dYTdAASIDILSYSSALIATIO0 | ¥YYYIIDDDDLIIIDDLLIIIOVYILOD
LVYVYDLODDLOYOOYIIOVYD [99€ :ON aI 0ds] OMAVAMYAADTIIVYOAAAYLAL | DYDDIDODLIODLOVYYDLIIYIDVYID
OLODLOOOYILIODLDDOVY SSAIATIO0OM YIdTSNWOTATLINISNQIS I LAY | 29L92DYIDDIDIVIVIVILIOVYYYD
DLDDIOLODIYLODVYIDY | AVAMYAADTIIVYOAAAVYL OMANAYANDISSDdATASAMAT | ¥OLOLLDLYYYDDDOYDLLOVYYOY
DYYOVYIOVIOVYIOYIODD | QIVITSNWOTATINISNG OMDAVOIANLIMALLALADSYY | YOVDIILOOVYIOVIVYIOVIIDOVYY
DDD0DOVYYYOVYDVYYOODILYY | dSTLAIDNAMAYANDISS DSTUTSODdOATOODSHETIOAE | DYIIVYDLOIVYIDILILYIVIIOTD
IVD9I199YDILODIDDIVD | DAAIASAMATONDIVOIA :[€9€ :ON | ¥DDIOV¥D99DLILIOYIOYIILIDIDL
OILODOVYLOOLOVYOLLOVYY | MLIMALLALADSYYOSTH dI 0dS] IopesaT 3noYlITM [ HIOVYDIODIODIOYIOYILIODDLIOVL
DLODYILIDIVIVYYIIVYD | TSODJVATODOSHTIONAL DLOYDOVYOLODLOYOYLODLIDLODD
OOYDLODYDIDLODLODLD ADdSTS | DODLLOOYOYIDLODDDDIYIOYIL
ODILYOYILODYDLODDDY [Go¢ TSMOLAHNHTYHIHNASDISAAND | 2D29299YILIOVYIOLODILILODDIY
9DDDDLOLYDLYDLODOY ‘ON aI 0=s] (09¢ OOMESMAALTISATAISOHASAT | DIDDIDVYDIDIDDLLIVIIOVIOVYYD
OVYDDYYIDIYYYYIDDDD ‘ON aI 0ds 3o FIF AddLIMANNAAOONSHMIAYIA | LODIDDDIDDDHDLIDIDDIDYIVID
DLIDIDDLIDIOVYIILODD | ©3 8G SSPTIOSTINN) SAXIDIATILISADNMITETLS | 9999LILDIVIDYIVYYIDILIDLIDD
YODDODIDLIODLOVYYDLID LOIYOLOLODDYOLD ddTIAADITIAOONISIINETL | ¥I9OLDDDIILLOLODILYIDDIDDD
YOOYODDDLODIOVYIDDDL | DLODDYOIDDIOYIDDIIDL AVATUANSAMDNAEMONTMAOH | YYIIYIDLYOOLOILYILOLODIVYOL
YOVYIVYDLOVYYYYOYDLOL | DYLLODLLLODLLODOYD TALTASAAIZLSNAOTTIAMIY | 99L02DYIDDIYIDIDDIDLIVLLID
LOIYYVYDDIDOVYDLLOVYY | DYLODDOYDOVYIYIYIOD YNHAIADAAAMNAMATIIAEIHSA | LLLODLLOODYDDYLODDIOYDOYDY
OYYOVYDDLIDYYIOVYIYY | DOLIOVIDOVLODLODDDDODY AANAD IAIA LIS IWTLAMdYdd | D¥DD09DDLOVYLOVYLOLDDDODDOVYIOY
DOOYDDDIDYYIYDLYYDLD | DYDDVYDDDOYIYOLIODDL [F9€ :ON ATIASIDODTTIdYdDddDLHLY | DDYDIDDOYIYDLODDLOVYYDLYDVYD
OYYODLIOLYDYLDDVYDYD | DYYDLYDVYODLOOVYLOLD ar ods] O SHMIEAMATAMILNSdMHNAND | DLOOVYLDLODOVYIVYYDIYYIDLOVYYD
DODOYDOODIDLLIDVYIDVYIDL | DOVYIYYDIVYYIDLOVYYOYD {09€ :ON IXIOLOTSSSIALAASSTISATO | ¥999DIIDILILVYIIVYILLODIIDDOY
D0D0DLDDDVYIDLODLODDY | DDDODDLOLYIDVYOLLODD ar o0d4s SSOTAVAALHADSLITVYOSNMSA | ¥OLIOVYIVYDDIIDIVIIOVYIDLIILY

(ad

KyosT

{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser

(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)

uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex

QUOoTD

-90 -



PCT/IB2018/058024

WO 2019/077500

dOONSHMAAVIASdAIDM
ATOILTSADNMITAAESdd
TLAADITIJOOAVHMS TIT
HIdYdTXINSAMDIAEMND
NTMAOHTALTASAAIXLS
NAOEHIdN IMYNHATADA
AAMNANATdTIHSATAAA
DIAdd LIS INTLAYMdXdd
ATAASIDDTTHIYdDddD
LHLAADSHMdIAMMAAMLN
SAMHNANDIXLOIOTISSS
dALAASSTSATIDSSOTIAY
dAdLHADSLTYDSNMSALA
dHddAATAATIDTYYLOOS
LSMSSdYTIdAASIDNLSY

[L9€ :fON dI 0ds]
(09€ 0N

ar ods Jo ToFT ©3
GTy SopT3o2ToNN)
999DDDLOIOLIDDL
DLDDOYOYYOYIDIYIYL
DYIIOYYIYIDLILIDOYD
I¥D9IYOLODDLODLYIL
DLIDLODYYODOHIYIOYD
99 IHHYIOYOYYIYODLD
DOYILOOYYYDLIVIVLL
DLIDLLODLODOIYOIDL
D99 LODLODDDLIDDDY
DOYOYYIYLOYYIYYOYD
HDDOHYINDDLYYIOYOYD
99 IOYOILODIDILYIOYD

MDdSTSTSH
OLAHNHTIVHHWASDSAANDOOM
ASHAALTSATAASDASATALA
LIMANNAJOONSHMIAVYIASdA
ADMATOLTSADNMLTAAYSdd T
LAADIHYd0OONVIS TIMA IV

IOYLIDOLLIOOLIDOOYOIVIDOD
DY9OVOYOYIINIDILIOYIIOYILOLOD
D9DDOYIYOIVYOIDOYOYOLIDILIOY
YO LYOYIDIDIVYILOLIDOVIOVYOVY
DOLIOYYOVOODIDDILDIYIIYILLY
HDD99OYYILLOYYIVIIIDIVIIOY
YOO ILDIVIDLIDLIODODDIOVIOLY
DY9DIDLOILODDIVYODLOVOOITYD
H9HDDDLIDOYIVOIILODDLIDVYIL
Y99 ILOYLIIYIIVILLIOYIOYLOOD
DOLDD90D9LOLLDIOLOVOYOLOL
DLD99D99LDDOYIDILODLIYINDD
9299 ILDIYYOOLIDLIOYID LOYYD
:[T9¢ :0ON

dr 04ds] IspesT InoYlTtm

YO LYYYD
DDDDDLOLOLODDLOLODOYIYY DY
DDOYOVYLIOYIIOYYIOYIDLOLIDOTED
LYDOIVYDLODDLODIYDLOLLOLDD
YYDDDIOYIDYIDDLIDOYIDYIVYYOY
DDLDIDYILIOOVYYYOLLY LY LIDLL
DLLDDLODDIYDDDLIOYODLIDLOD
DDLDOOIDYIIYIYYIVLIOVYYIVYYOIY
DDDDOYIODOD LYY IDYIYIIDLITD
DLODDDDILYDYDIIYIIDLYLOLLD
DDOYYYDILIDLIODDLIODYDLIDOYOL
DDYDIYYIYYIDYDLIODYDLYDDODD
DDLYDDDDDDLIODIOYIVYLOLIDOYIOY
DOYYDVYDDIDDDIOYIIDODYYYIIDIYY
YOO LOLYIODYYYYOYDDLYDDDDDD
YODDLIODIODYYYIYYIODLDLIDYYD

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-91 -



PCT/IB2018/058024

WO 2019/077500

[89€ :ON dI 0ds]
MOdSTIS
TSMOLAHNHTYHHNASDS
AANDDODME SMAALTMS AT
J4S905ATAdd LIMANNA

LYLDOLLOODOYYYOLODLIODDLODYD
LODOYDLODYDOYYDIYYOIOVYILIDY
DILYDODIDDLYDDDDDDLODIYIVYL
DLODYIYIIYYDEYIDDDDIYIDIIY
YYODIDYYYIDLOLYIIOYYYYDYD DL
YODDDIDYIDIDLIDDOYYYOYYIDL
DLDDOYYIDLOVYYIVYILOVYODOYYODDL
YYD LODDLOYDOYIDYIDLIODLODD
YOLDDLODDOYDLODILOLODIOYLOOY
DOYDYYIVYLOYIDVYDOTYODDDDIID
YYYDOYOYYIDDLYYIYIDLDDOYDOL
DDDDIOYDIDLOIYLIODLOVYYILLOYY
DLDDOYDLIODIDYIYYDIYIDIYDLOD
YOO LODLODLIDDIDLYIYILODYDLD
DDOYDODDDLIOLYDILYDLDDDOYIED
DY DIDYYYYIODDDDDLLOLODLLD
LOVYDLODDOYDDIODOLIDLIOVYYDLD
OYODYIDDDLDIDYIDDDLYIYIYD
LOYYYYOYDLOLLDLYYYODDDYDL
LOVYYYOYYOYDDLOOYYIIYIYYID
YODDIDYYIOYDLYYDLODVYYODLD LY
DY LDOYDYIDIOYIDIDLLODYIDONED
DLODOOLODIYDLODLOIDOYIDYIL
DDDLOYLOLOYODYILDDLOYIOVYLD
DLDLOD9DDDDLLODOYIYIDLODDDD
DYDDYDLIDDODIIYILIOYYDDOLOD
LOLODIOYDLDDDIOYYIDIDIDLLOYL
OYDOYYILIDLIODDLIDODLIDIDD
DOYDYODDIDDLILIDYIDYDIYYID
LODLODOYDIDOLIODIDDDLLDLODDL
YODDDODVYYIIYDIIILYIDLDILYILD
LODIOYOLODLDDIOYIIDDDIYIIDDID

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)
(¥Na)
utewod STRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-92 .



PCT/IB2018/058024

WO 2019/077500

9DDDDLOLYDLYDLODOY (69¢ TSMOLAHNHTYIHNASDISAAND | 1ODLIDDLIDDDLIDIIDDIDYIVID
OVYDDYYIDIYYYYIDDDD ‘ON aI 0ds 3o FIF OOMESMAALTISATAISOHASAT | 9999LDLIIYIDVIOVYIILIDLIDD
DLIDIDDLIDIOVYIILODD | ©3 8G SSPTIOSTINN) AddLIMANNAAOONSHMIAYIA | ¥ODOLIDDDILLIIODIIVYIIIDDD
YODDODIDLIODLOVYYDLID LOIYOLOLODDYOLD SAXIDIATILISAONMITHALS | YYIOYIDIILYIDLIIVILOLODOVIL
YOOYODDDLODIOVYIDDDL | DLODDYOIDDIOYIDDIIDL [€L€ :ON ddTIAADITEAOONISIINETL | 99LIDDYIDDOYIDDDDDLIOVYILID
YOVYIVYDLOVYYYYOYDLOL | DYLLODLLLODLLODOYD ar ods] AYATRANSAMDINAENONTMACH | LILODLLIOIVIIVYIIODIVIOVYOY
LOIYYYDDIDOVYDLLOVYY | DYLODDOYDOYIYYYIOD {69€ :0ON TALTASAAIZLSNAOTEIANIY | YYII9DIDLOVIIOVIOLODIDIIVYIY
OYYOVYDDLIDYYIOVYIYY | DOLIOVIDOVLODLODDDDODY ar od=s YNHAIADAAAMNANATIIAEIHSA | DOYDDDODYIYDLODDLOVYYDLYDYD
DOOYDDDIDYYIYDLYYDLD | DYDDVYDDDOYIYOLIODDL 3O LG ©3 AANAD IAIA LIIS IWTLAMdYMdd | DLOOVYLDLODOVYIYYDYYIDLOVYYD
OYYODLIOLYDYLDDVYDYD | DYYDLYDVYODLOOVYLOLD T s°ptT ATIASIDDTTIdVYdDddDOLHLY | ¥DDODIDLIOLYDIVILLODDDDDOY
DODOYDOODIDLLIDVYIDVYIDL | DOVYIYYDIVYYIDLOVYYOYD 109 T2NN) AOSHIEAMATAMILNSdMHNAND | ¥OLLOVYYOYDDIODOVYLOYYIDLO LY 0
DODDDLODDVYDLODLODDY | DDDODDLOLYIDYILLODD o IXIOLOTSSSIALAASSTISATO | DDLDDLI9DIDIIIVLILYIVYIIDLD | CNZDH
OOYDLDODDLOYLDLOVYDD | DDODVYVYILLOYYOYDDDD OVYDVYODLD SSOTAYAALHADSITIVYOSNMSA | 1999IVYOILIVIDOVYIDODIDILD -99L
YOLODLOYOVYLODLOLDD | DYLOVYYODLOLYODLODL 0DDDOV¥ID IAdEdAATHATOOTYYLODSLS | DOYOYDDDLODDLIDOVYILYODLOVYL
DDDDLLOOYOVYIDLODDDD | DODDDDIVYLILYIVYIDDL DDDOYODOD ASSAVYTdAASADMLSYSSALAT | DOYIIOYOLLODYOVYLIDDDDLIDDD
OOYDOVYDLIODDODIDOVYIL | DLODDLYVYIDLOVYODOVY | LODLOLLL LOOOMAVAMYAADAENVIXAAY | DDIOLLILOLIOVOVYOLILILIDDID
OYYDOLIDLOLODIVYDLD | DDODDDLODOYIVYDIDLD DLDDIVYOL LAITITSNNOTATINISNAIST | DLOD9YIDLOOLIVIDIDNDDIDDLIL
DDOVYYDIDDDLILOYLIOYD | DOLIODVYILYDOLOYLODY | YODLDDLD LAIDMANAYANDISSDOdATASA | YYODLODLOOVYIDLOVYDOOVYIOVYID
OYYOLODLODDLODDDLD | DOYILLOOYIVLIDODDL DLDODDDLY MATOMDIVOIAMLIMALIALAD | 1DD99DDVIIDIIVIIDOLODIILL
DDDDOOYOVYIDODIDLIOL | DODDDDLDLLOLDLIOYIY SYVYDISTETSOOdOATIODSHTT | IOLDDIYIIVIDLIDIODLIDODIY
DOYOOYDIYYIDLIODLDDD | DLOLOLODDDDDLIDDOVYD OAFSHADIVIVATATIIDSMON t[69¢€
YOODLODDDODLLOLOODL | DLODLOVYIDIDIIDDLOL :[TLE :ON {ON QI O0ds] IspesT YaTM
YDODDODIVYVYIIVIDLYDD | YYDOLODLODOVYIDLOVYD dI OFS] IspesT U1TM
YOLYYYDDDDDDLIOLOLODDLOLDD
DOVYDVYVYDOYOIDIVIYLOVYIOYYOVYDIOL
DLODOVYDLVYDDLYDLODDLODLYIL
DLLDLODYYDDDOVYIDOYODDLODOYD
DOVYDVYVYIVYODLODIOVYILIOVYYYILLY
IYLLDLLDLLDDLODDOYDDDLOVYD
DLODLODDDLIODDIVYIIVYIVYYIVYLD
YYOYYOYDODDOYIDODILVYYIDYDIY
ODDLOYIODLDIDDDLYIVYIIIVYIOD
(ad
KyosT
{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser
(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)
uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex
QUOoTD

-03 -



PCT/IB2018/058024

WO 2019/077500

D9DDDDLIOLDLODDL
DLODOYOYYDIYDIDIOVYIVY.L
OYODYYOYIDLOLODOTYD
LYDDLYDLODDLODIYODL
DLLDLODOYYDDDDIYIIYD
DD LDDOYIIVYIYYIYIILD
DOYDLODOYYYDLLYLVYLL
DLLDLLODLDDDIOYDIDL
OYODLODLODDDLIODDIDY
DOYDYYIOVYLOYYOYYIYD
DDODDYDOODDILYYIDVYIED
DOLOVYDOLODDDILYIED
DDYDIDLYLDLLODOVYYY
DLODLODDLODOYDLIDDY
DLODYDIYYDIYYOIOYILD
DYDLVYDODDIDDLYDDIDDD
DLDDDYIOYLDLDOYIYID
YYOVYDDDDDDYDIDIIYYY
DOOYYYODLDLYOIOYYYY
DYDDLYDODDDDDYIIILD
DOOYYYIOYYDDLOLOOYY
ODLOYYIOVYLOYDIYYIDD
LYYDLODDLOYODIYIIOYD
DLDDLDDODYILODLODOY
DLODLOLODDYLDIOYIDY
OYYDOVYLOVYIDOYDIYIOID
DODDYYYIYDIYYIDIDILYY
LYDDLODYDIDLODDDITYD
DLODOVYLODLOVYYOLLOVYY
DLODYDLODDOYDIYYDIYD
DODYDLOOVYODLODLOOLD
ODLYOYOLODYDLODDIOY

[GLE ON dI 0dS]
SSAIATIODOM
AYAMYAXDAINYOAXAYL
AIYITSNWOTATINYSNA
USILAIOMAMAYANDISS
9dXIASAMATONOAYOIA
MITMALLALADSYYDSTY
T1599dOATODOSHTIONE

[FLE ON dI 0dS]

MOASTSTISH
DLAUNHTIVIHNASDSAANDDOM
HSMAALTMSATAISOHASATAIL
LIMANNZAOONSEMIAYIASAA
ADMATOLTSADNMITIAISdA T
IAADIIIdDOONYNS IIMAIAVd
TEINSAMOMATMONTMADHTAL
TASAATALSNADHIII M IMYNH
ATADANAMNIMATIAIHSATAA
ADIAFTALES INTLAMAMddATd
ASdOOTTEAVADAdDIHINMADS
MAdIAMMAAN INS dMHNAND AL
DLOTSSSANIAASSTSATOSSD
TAVdALHADS L'TYDS NMSALAL
AdAXMIATIOTYYIOOSLENSS
AVIdAASIDNLESVYS SAIATLOD
HMAVAMYAXOAIMVIRAIAYLAE
TITSNWOTATINISNAIS I LAd
OMAMAYANDISSOAXIASAMAT
OMOAVOIAMLIMALLALADSYY
DSTITSO9dDATOOOSHTIOAL

tlzre ON
dr 0ds] IspesT 3noylitm

MDdSTIS

DDLDIDYILIOOVYYYOLLY LY LIDLL
DLLDDLODDIYDDDLIOYODLIDLOD
DDLDOOIDYIIYIYYIVLIOVYYIVYYOIY
DDDDOYIODOD LYY IDYIYIIDLITD
DLODDDDILYDYDIIYIIDLYLOLLD
DDOYYYDILIDLIODDLIODYDLIDOYOL
DDYDIYYIYYIDYDLIODYDLYDDODD
DDLYDDDDDDLIODIOYIVYLOLIDOYIOY
DOYYDVYDDIDDDIOYIIDODYYYIIDIYY
YOO LOLYIODYYYYOYDDLYDDDDDD
YODDLIODIODOYYYIYYIODLDLODYYD
DILOYVYDOVYILOVYODOYYIODDILYYDLIDD
LOVYODOYOIYODLODLIDDDYDILIODLD
DOYDLODILDLDIDYLODYDIDYIVYYD
YIDYDOOYIIYDIDDDDIDOYYYIOYIY
YOODLYYIYDDLOOYIDLODDDIED
DILODVYLODLOVYYDLLOYYOLDOYDL
DDOYDYYDIYIIDVYILOIYDDLODL
DDLDIDLYIYILODYDLDDDDYIDD
DDLDLVYDLYDLODIOYIYODIYYIODIOY
YYYDODODDODLLOLODLLOLOYOLOD
OYDDDODDLIDLIOYYDLIDYIDYID
DDLODIOYIIDDLYIYIYILOYYY YD
YOLOLLDILYYYODDDYD LLDOYYYOY
YOYDDLIOOYYIIYIOYYDIOYIODIDIYY
OYDLYYD LDDOYYIDLDLYDYLODOWED
YODODYODODLLIODYIOYIDLIODIDL
DDDYDLODLOIDOYIDYILIODDLIOVYL
DLOYDOYILIODLOVYIYLIODLOLIOOD
DDDLLODYIOYODLODODIDOYIIOYDL
DDODDODYILIOYYIDLODIDLDILODIOY
DLODIDYYODIDDLLOYLOYDIOYYD

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-94 .



PCT/IB2018/058024

WO 2019/077500

[LLE tON dI 0ds]
MOdSTIS
TSMOLAHNHTYHHNASDS
AANDDODME SMAALTMS AT
J4S905ATAdd LIMANNA
dOONSEIMIAYIASAXADN
ATOLTISADNMLITAAISdd
TLAADAIIdOONYMS ILY
A IAVdTRINSAMDMAEND
NTMADHTALTASAAIXLS
NADH I AN IMYNHATADA
AXMNIMATdAIHSATAAN
DIAZAIMS IWTILAMdMdd
ATAANSADDTTEAYADAdD
LHIMADSMdIAMMAAMLIN
SAMHNAND IALDIOTSSS
dAIAASSTSATOSSOTAY
dALHADSLTYDSNMSALA
dHZdAAAINTIDTIYYLOOS
LSMSSdYIdAASdDNLSY

[9L€ fON dI 0ds]
(69¢

tON dI 0HES I° TOFT
03 GTIF 2PTI0STONN)

DYLIDOYOVIDIYIOIDLLIOYIOVD
DLDDD9LODOYILODIOIOYIOVYIL
D02 LOYLDIOVOOVILIDILOVYIVYLD
DLOLO99DDDLIDIYIYIOLOINDD
HYDIYDLIDIDIDOYILIVYIILID
I9I199DYOLODDIYYOIIDIDLIOVYL
DY9OYYILODLIDOLIDDDLIIDDD
DOYIYIDDDDD LI LIDYIOYOYYID
IDDLODDYIOOLIDDIDLIDIONDL
YODD999YYIIYIIIYIOLILYILY
IODOYILODLIDIYIOOOYIINDDD
IOYLIDOLLIOOLIDOOYOIVIDOD
DY9OVOYYYIIDIDLIOYLIOYIOLOD
D9DDOYIYOIVYOIDOYOYOLIDILIOY
YO LYOYIDIDIVYILOLIDOVIOVYOVY
DOLIOYYOVOODIDDILDIYIIYILLY
HDD99OYYILLOYYIVIIIDIVIIOY
YOO ILDIVIDLIDLIODODDIOVIOLY
DY9DIDLOILODDIVYODLOVOOITYD
H9HDDDLIDOYIVOIILODDLIDVYIL
Y99 ILOYLIIYIIVILLIOYIOYLOOD
DOLDD90D9LOLLDIOLOVOYOLOL
DLD99D99LDDOYIDILODLIYINDD
9299 ILDIYYOOLIDLIOYID LOYYD
:[oLe :ON

dr 04ds] IspesT InoYlTtm

YO LYYYD
DDDDDLOLOLODDLOLODOYIYY DY
DDOYOVYLIOYIIOYYIOYIDLOLIDOTED
LYDOIVYDLODDLODIYDLOLLOLDD
YYDDDIOYIIVYIDDLIDYIDVYIVYYOY

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-05§ -



PCT/IB2018/058024

WO 2019/077500

YOLYYYDODDDDLIOLOLIODDLOLID
DYDY YDYIDDVYIYLIOYIDYYIOVYIDL
DLODDYDIYIDLYDLODDLODLYIDL
DLLDLODYYODODVYIOYIDDLIONYD
DYDYYIVYIDLODIOYILODYYYILLY
IYLLDLLDLLDDLODDIOYDDDLIOYD
DLODLODDDLIDDIYIIYDIYYIYLD
YYOYYOYODDIDIOYIIODLYYIOYOY
DDDLOYDDLOIDDDLYIYDIDYIDD
LYLDOLLOODOYYYOLODLIODDLODYD
LODOYDLODYDOYYDIYYOIOVYILIDY
DILYDODIDDLYDDDDDDLODIYIVYL
DLODYIYIIYYDEYIDDDDIYIDIIY
YYODIDYYYIDLOLYIIOYYYYDYD DL
YODDDIDYIDIDLIDDOYYYOYYIDL
DLDDOYYIDLOVYYIVYILOVYODOYYODDL
YYD LODDLOYDOYIDYIDLIODLODD
YOLDDLODDOYDLODILOLODIOYLOOY
DOYDYYIVYLOYIDVYDOTYODDDDIID
YYYDOYOYYIDDLYYIYIDLDDOYDOL
DDDDIOYDIDLOIYLIODLOVYYILLOYY
DLDDOYDLIODIDYIYYDIYIDIYDLOD
YOO LODLODLIDDIDLYIYILODYDLD
DDOYDODDDLIOLYDILYDLDDDOYIED
DY DIDYYYYIODDDDDLLOLODLLD
LOVYDLODDOYDDIODOLIDLIOVYYDLD
OYODYIDDDLDIDYIDDDLYIYIYD
LOYYYYOYDLOLLDLYYYODDDYDL
LOVYYYOYYOYDDLOOYYIIYIYYID
YODDIYYIYILYYOLODVYYODLD LY

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-96 -



PCT/IB2018/058024

WO 2019/077500

OLODLOOOYILIODLDDOVY SSAIATIO0OM OMAVAMYAADTIIYOAAAYLAL | DDLODDOYDIIDDILYIVIYILOVYYYYD
DLDDIOLODIYLODVYIDY | AVAMYAADTIIVYOAAAVYL YITSNWOTATLINMSNQISI LAY | ¥OLOLLOIVYVYIIDOVOLIOVYYOY
DYYOVYIOVIOVYIOYIODD | QIVITSNWOTATINISNG OMASAYANSISSDdATASAMAT | YOVYODLODOYYIDYIYYIOIOVYIDDDOVYY
DDD0DOVYYYOVYDVYYOODILYY | dSTLAIDIASAYANSISS OMDAVOIANLIMALLALADSYY | DVIIVYVYOLOIVYIOLILYIVYLIOVYD
IVD9I199YDILODIDDIVD | DAAIASAMATONDIVOIA DSTUTSODdOATIODSHTIOAL | YOIIVYIDODLLIOYIDYIDLIDIDL
OILODOVYLOOLOVYOLLOVYY | MLIMALLALADSYYOSTH :[T8€ :ON | 920VYDIODIDIDYIOYILIDILIVL
DLODYILIDIVIVYYIIVYD | TSODJVATODOSHTIONAL aI 0ds] TI9peaT INOYITM | DIDVYIOVILIDIOVYIVIIILOLIDD
OOYDLODYDIDLODLODLD DODLLODYOYODLDODDDOVYIIVYIL
ODILYOYILODYDLODDDY [€8€ :ON QI 0ds] [Z8E :ON ADdSTS | DOODDDOYILOVYYDILODLDLIDDY
9DDDDLOLYDLYDLODOY (gLe ar omEs] TSMOLAHNHTYIHNASDISAAND | 9I199IDVYDIIDDLILIVIIOVIOVYYD
OVYDDYYIDIYYYYIDDDD ‘ON aI 0ds 3o FIF (8L :0 OOMESMAALTISATAASOHASAT | LODLIDDLIDDDLIDIIDDIDYIVID
DLIDIDDLIDIOVYIILODD | ©3 8G SSPTIOSTINN) NOT 059 AddLIMANNAAOONSHMIAYIA | 9999LILIDVYIDYIVYIILIDLIDD
YODDODIDLIODLOVYYDLID LOIYOLOLODDYOLD J0 ¢ o3 SAXIDIATILISADNMITETLS | ¥I9OLIDIDILLILODDIILYIDIDIDDD
YOOYODDDLODIOVYIDDDL | DLODDYOIDDIOYIDDIIDL 1 sspT ddTIAADITIAODNVISIINET | YYIIVYIDLIDIDLILYILOIODIVYIL
YOVYIVYDLOVYYYYOYDLOL | DYLODDLLLODLLODOYD uomﬁoszw AYATRANSAMINXINONTMACH | 99LIDIYIDDIYIDIDDDDLIVYIIID c
LOIYYVYDDIDOVYDLLOVYY | DYLODDOYDOVYIYIYIOD 5 TALTASAAIZLSNAOEITIANIY | LLLODLLODIVIIVYIIODIVIOVYOY Zn7Zom
OYYOVYDDLIDYYIOVYIYY | DOLIOVIDOVLODLODDDDODY SYYO9 Lo YNHAIADAAAMNAMATIIAEIHSA | D¥DDDDDLOVILOVYLOLODIODDOVYIY _99,
DOYIDIDIVYYIVILYYDLD | DYDDYDDDDDDIDLIODDL 99T AANAD IAIA LIIS IWTLAMdYMdd | ©9D9YDDDDDDDDLDDDLIOVYDLYDYD
OYYODLIOLYDYLDDVYDYD | DYYDLYDVYODLOOVYLOLD 59970999 ATIASIDOTTIdYdDddDLHLY | DLODYLOLODDOYOYYDYYIDLIOYYD
DODOYDOODIDLLIDVYIDVYIDL | DOVYIYYDIVYYIDLOVYYOYD 199 IOLLL O SHIEAMAAANILNSdMHNAND | ¥DDDDDDLOLYIDVYOLLODDDODOV
DODDDLODDVYDLODLODDY | DDDODDLOLYIDYILLODD 5199 IYOL IXIOLOTSSSIALAASSTISATO | ¥YOLODDLOVODIIDIVIOVYYIILDIVY
OOYDLDDDLOYLDLOVYDD | DDODYVYILODDLOYDIDD Y9190 1O SSOTAYAALHADSITYOSNMSA | DDIDDLD99DDIDVIDLVIVIIILD
YOLODLOYOVYLODLOLDD | DYLOVYYODLOLYODLODL 519999 LY IAdEdAATHATIOTYYLODSLS | LOODLVYYDDLOYODOVYYIDDDDDLD
DDDDLLOOYOVYIDLODDDD | DODDDDIVYLILYIVYIDDL ASSAVTdAASADMLSYSSALAT | DOYIYDODLIODLOOYILYDDLOY.L
DOOYDOVYDLIODDODIOVYIL | DLODDLVYVYIDLOYDDOVYY LOOOMAVAMYAADATIVIXAAY | DDYIOVYILIIOVYIVIIDDDIDLIDIDD
OYYDOLIDILOLODDVYDLD | DDODDDLODOYIVYDIILD LAITITSNNOTATINISNAEST | D9I9LLOLOLOVOVYOLILILIDDDD
DDOVYYDODDDLLOYLIOYD | DOLIOIOVYILYDOLOYLODY LAIDMASAYANSISSDdATASA | DLODOVYIDLODLOYIDDDDDIDDLOL
OYYOLODLODDLODDDLD | DOYILLOOYIVLIDODDL MATONDIVOIAMILIMALLIALAD | YVOOLIDILIOVIDILOVYIIOVYIVID
DDDDOOYOVYIDODIDLIOL | DODDDDLDLLOLDLIOYIY SYVISTETSOOA0ATOODSETT | IDDDDDIVIDDIIVIIDOLODLILL
DOYOOYDIYYIDLIODLDDD | DLOLOLODDDDDLIDDOVYD OAESHADIVIVATATIIOSMOW | LOLODIVILYIDLIDLODLIODDLY
YOODLODDDODLLOLOODL | DLODLOVYIDIDIIDDLOL :[08¢ :ON t[gLe
YDODDODIVYYIIVIDLODD | YYDOLODLODOVYIDLOVYD dI OFS] IspesT U1TM {ON I 0ds] I9pesT Y3aTM
(ad
KyosT
{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser
(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)
uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex
QUOoTD

-97 -



PCT/IB2018/058024

WO 2019/077500

dALAASSTSATIDSSOTIAY
dAdLHADSLTYDSNMSALA
dHddAATAATIDTYYLOOS
LSMSSdYTIdAASIDNLSY

[G8¢ :ON QI 0dg]
(gLE :ON

a1 0Fs 3o TOFT °3
GTy SSPTIOSTONN)
999202 LOIOLIDDL

D LODOYOYYOYIOIYIVL
DYDOYYIYIOLILIDOYD
LYDOILYOLODDLOOLVIL
D LLDLODYYOODIYIOYD
99 LHOYIOVOYYIVYIOLD
DOVDLOOYVYYD LIV IVLL
DLLOLLODLOODIYOIDL
DYO9LO9LODIDLIDOIY
DOVOVYIVYLOYYIYYOYD
HDDOYINNDLYYIOYIVD
99 ILOVYOOLODDIDDLYIVYD
DOVYIIDIVLIOLLIOOVYY
2199129 LIIVYOLIDOY
DIO9YDIYYOYYIIVYOLD
HYOLYO9DDIIDIVIIIDD
9 LODDOYIYIOLOOYIVID
YYOYODDIIDOYIOIOYYY
D0OYYYIILILYIIVYYY
HYODLYIDIIDOYIIDLD
DOOYYYIYYIILILOOVY
D9 LOVYIVYLOVOOYYIOD
LYY LO99 LOYIOYIIYD

[78€E

!ON QI 0d=S]

MDdSTSTSH
OLAHNHTIVHHWASDSAANDOOM
ASHAALTSATAASDASATALA
LIMANNAJOONSHMIAVYIASdA
ADMATOLTSADNMLTAAYSdd T
LAADIHYd0OONVIS TIMA IV
TANSAMOM AT ONTMAOHTAL
TASAAIALS NADHIAT AN LIVYNH
AIADANAMNANAIIAIHSATANA
ADINAd LIS TINTLAMdMdd AT
ASdDDTTEdYdDddDLHLAADS
AdEAMMAAM NS dMHNAND TAL
OLOTSSSAALAASSTSATOSSO
TAYdALHAD S LTYOSNMSALAL
HdAAAMATIODTYYILDDSLENSS
dVTddASdDNILSYSSALATLOD

DLD99I99LIDOYIDILODLIYINDD
9299 ILDIYYOOLIDLIOYID LOYYD
:[6LEe :ON

dr 04ds] IspesT InoYlTtm

YO LYYYD
DDDDDLOLOLODDLOLODOYIYY DY
DDOYOVYLIOYIIOYYIOYIDLOLIDOTED
LYDOIVYDLODDLODIYDLOLLOLDD
YYDDDIOYIDYIDDLIDOYIDYIVYYOY
DDLDIDYILIOOVYYYOLLY LY LIDLL
DLLDDLODDIYDDDLIOYODLIDLOD
DDLDOOIDYIIYIYYIVLIOVYYIVYYOIY
DDDDOYIODOD LYY IDYIYIIDLITD
DLODDDDILYDYDIIYIIDLYLOLLD
DDOYYYDILIDLIODDLIODYDLIDOYOL
DDYDIYYIYYIDYDLIODYDLYDDODD
DDLYDDDDDDLIODIOYIVYLOLIDOYIOY
DOYYDVYDDIDDDIOYIIDODYYYIIDIYY
YOO LOLYIODYYYYOYDDLYDDDDDD
YODDLIODIODOYYYIYYIODLDLODYYD
DILOYVYDOVYILOVYODOYYIODDILYYDLIDD
LOVYODOYOIYODLODLIDDDYDILIODLD
DOYDLODILDLDIDYLODYDIDYIVYYD
YIDYDOOYIIYDIDDDDIDOYYYIOYIY
YOODLYYIYDDLOOYIDLODDDIED
DILODVYLODLOVYYDLLOYYOLDOYDL
DDOYDYYDIYIIDVYILOIYDDLODL
DDLDIDLYIYILODYDLDDDDYIDD
DDLDLVYDLYDLODIOYIYODIYYIODIOY
YYYDODODDODLLOLODLLOLOYOLOD
OYDDDOIDDLIDLIOYYDLIDYIDYID

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)

uTtewoq STRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

- 08 -



PCT/IB2018/058024

WO 2019/077500

[98€ :ON dI 0ds]
MOdSTIS
TSMOLAHNHTYHHNASDS
AANDDODME SMAALTMS AT
J4S905ATAdd LIMANNA
dOONSEIMIAYIASAXADN
ATOLTISADNMLITAAISdd
TLAADAIIdOONYMS ILY
A IAVdTRINSAMDMAEND
NTMADHTALTASAAIXLS
NADH I AN IMYNHATADA
AXMNIMATdAIHSATAAN
DIAZAIMS IWTILAMdMdd
ATAANSADDTTEAYADAdD
LHIMADSMdIAMMAAMLIN
SAMHNAND IALDIOTSSS

DDDDIOYDIDLOIYLIODLOVYYILLOYY
DLDDOYDLIODIDYIYYDIYIDIYDLOD
YOO LODLODLIDDIDLYIYILODYDLD
DDOYDODDDLIOLYDILYDLDDDOYIED
DY DIDYYYYIODDDDDLLOLODLLD
LOVYDLODDOYDDIODOLIDLIOVYYDLD
OYODYIDDDLDIDYIDDDLYIYIYD
LOYYYYOYDLOLLDLYYYODDDYDL
LOVYYYOYYOYDDLOOYYIIYIYYID
YODDIDYYIOYDLYYDLODVYYODLD LY
DY LDOYDYIDIOYIDIDLLODYIDONED
DLODOOLODIYDLODLOIDOYIDYIL
DDDLOYLOLOYODYILDDLOYIOVYLD
DLDLOD9DDDDLLODOYIYIDLODDDD
DYDDYDLIDDODIIYILIOYYDDOLOD
LOLODIOYDLDDDIOYYIDIDIDLLOYL
OYDOYYILIDLIODDLIDODLIDIDD
DOYDYODDIDDLILIDYIDYDIYYID
LODLODOYDIDOLIODIDDDLLDLODDL
YODDDODVYYIIYDIILIODDLDILYILD
LODIOYOLODLDDIOYIDODDYIIDDID
LOYLODOOLLLODLLODIOYDODVYLIDD
OYDOYIYIYIDDDDLIOYLOYILDLOD
DDDDYIYDIYDIIDIDDDLIDDLIOY
YOLYDYDDOLODVYLOLIODIOYIOYYDYY
DDLOYYIVYDODIDIDLIOLYDIOYILLY
DDDDODYYILODDLIOYDDIDIVYLOY
YODLOLYDODLODLODODIDIOYLD LY
OYDDDOLDLIODDILYYDDLIOYDDIVYYD
DDDDDLODOYIYDIDLIDDLIOIOYOL
YODLOYLODYIIOYIOLLODOYOYLIOOD
DDLDOODDDLDLLOLOLOVYOYDLOL

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-99 .



PCT/IB2018/058024

WO 2019/077500

DODDDLODDVYDLODLODDY | DDDODDLOLYIDYILLODD ar od=s IXIOLOTSSSIAIAASSTISATO | YOLIOVYOVDIYVYIVIOVYIIILDIVY
OOYDLDODDLOYLDLOVYDD | DOLOVYVYODLLOVYYOVYDOVY | IO LG ©3 SSOTAYAALHADSITYOSNMSA | DDIDDLD99DDIDVIDLVIVIIILD
YOLODLOYOVYLODLOLDD | DYLOVYYODLOLYODLODL T s°ptT IAdEdAATHATIOTYYLODSLS | LOODLVYYDDLOYODOVYYIDDDDDLD
DDDDLLOOYOVYIDLODDDD | DODDDDIVYLILYIVYIDDL 109 T2NN) ASSAVTdAASADMLSYSSALAT | DOYIYDODLIODLOOYILYDDLOY.L
DOOYDOVYDLIODDODIOVYIL | DLODDLVYVYIDLOYDDOVYY o LOOOMAVAMYAADATIVIXAAY | DDYIOVYILIIOVYIVIIDDDIDLIDIDD
OYYDOLIDLOLODIVYDLD | DDODDDLODOYIVYDIDLD OVYDVYODLD LAITITSNNOTATINISNAEST | D9I9LLOLOLOVOVYOLILILIDDDD NSNUN
DDOVYYDIDDDLILOYLIOYD | DOLIODVYILYDDLOY.LODY [ DDDDDOYID LATSHANEINANSISSDOdATASA | DLODOVYIDLODLOYIDDDDDDDLOL _99,
OYYOLODLODDLODDDLD | DOYILLOOYIVLIDODDL DDDOYODOD MATONDIVOIAMILIMALLIALAD | YVOOLIDILIOVIDILOVYYIIOYIVID
DDDDOOYOVYIDODIODLIOL | DOODDDLDLLOLOLOYOY | LODLOLLL SYVDISTETSOOA0ATOODSETT | 1DDD9DIVIDDIIVIIDILODIILL
DOYOOYDIYYIDLIODLDDD | DLOLOLODDDDDLIDDOVYD DLDDIVYOL OAESHADIVIVATATIIOSMOW | LOLODIVILYIDLIDLODLIODDLY
YOODLODDDDLLDLOODL | DLODLOYDODIDDIODLOL | ¥IDLODLD :[68¢ :ON t[Lse
YDODDODIVYYIIVIDLODD | YYDOLODLODOVYIDLOVYD DLDDDDLY dI OFS] IspesT U1TM {ON I 0ds] I9pesT Y3aTM
YOLYYYDDDDDDLIOLOLODDLOLDD
DOVYDVYVYDOYOIDIVIYLOVYIOYYOVYDIOL
DLODOVYDLVYDDLYDLODDLODLYIL
DLLDLODYYDDDOVYIDOYODDLODOYD
DOVYDVYVYIVYODLODIOVYILIOVYYYILLY
IYLLDLLDLLDDLODDOYDDDLOVYD
DLODLODDDLIODDIVYIIVYIVYYIVYLD
YYOYYOYDODDOYIDODILVYYIDYDIY
DDDLOYIOLDIDDDLYIVYIDIDOYIDD
IYLOLLODDYYYOLIDLODDLIOYD
LODOYILODYIIYYIYYIOYDLODOY
DLYDODIDDLYIDDD0DDLIODIOVYIY.L
DLDOVYIYIDYVYIYIDIDIDODYIDDOY
YYODOVYYYODLOLYDOOYYYYIYDDL
YO0DD00DYIDDLODDOVYYYIOYYODL
DLODYVYDIDLOVYYOVYLOYDOVYYODDL
YO LODDLOYDOVYIDOYIDLIODLODD
YOLODLODOVYILODLOLODIOVYILODY
DOYOYVYDOY.LOYOOYDIOYDDDDDDDD
YYVYOVYOYYOODD LYY LYODLODVYIDL
(ad
KyosT
{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser
(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)
uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex
QUOoTD

- 100 -



PCT/IB2018/058024

WO 2019/077500

ODLOYDDLIDDIODILYINED ADMATILTSADNMILTACESAdT | ¥ODIDILIDDOVYYYIVYIILILOOVYD
OOYDODDILYLOLLODOVYYY LAADATIdOOMSIIMAIAVYA | DIOVYYIVYLIOVIOVYYIDD LYYILIDD
DLDDLDODDLIODOVYDLIODDY TINSAMOMAIMONTMAOHTAL | LOVOOYIIVIDLIDILOIIYILIDLD
DLDDYDIIYYDIVYYIIVYDLD TASAATALSNADHAUAMIMVYNH | 29YILODIOLODIIVYIIIVYIOVIVYD
OYDLYDOODDDILYODDD0D AIADAANAMNAMATITIHSATAA | YILOYIDOYDOVYDDDDDDODOVYYOYIY
DLODODOYOVYLOLODYIVYID ADIAIdILIS IWTLAMdNddATd | YODODLYVYLYDDLODYDDLODDDIOYD
YYDYODDDIDYIDDOVYYY ASdDDTTHdYdDddDIHILMADS | DLODYLODLOVYYDLLOYYOLDOVYIL
DDODYYYIDLIOLYDDOVYYYY AdIAMMAAMLNS dAMHNANDIAL | DDOVYDYYDDOYIDIVYDLIDOYIDLOOL
OYDDILVYODDD20DYIDILD OLOTSSSAAIAASSTSATOSSO | 991929 LYIVYILOOVILIIDIIOVYIDD
DDDYYYIOYYIDLIOLODOYY TAYdALHADSLTYDSNMSALAL | DDLOLYDLYDLODOVYIVYIOYYODDOY
ODLOVYYIYLOVYIDYYIDD HdAAAIATODTYVYLODSLSHSS | YYYOODIDODLLOLODLLODLOYOLOD
LVYVYDLODDLOYOOYIIOVYD [€6€ :ON QI 0ds] dYTdAASIDILSYSSALIATIO0 | DYDD999DLIDLIVYILIDYIOVYID
OLODLOOOYILIODLDDOVY SSAIATIO0OM OMAVAMYAADTIIYOAAAYLAL | DDLODDOYDIIDDILYIVIYILOVYYYYD
DLDDIOLODIYLODVYIDY | AVAMYAADTIIVYOAAAVYL YITSNWOTATLINMSNQISI LAY | ¥OLOLLOIVYVYIIDOVOLIOVYYOY
DYYOVYIOVIOVYIOYIODD | QIVITSNWOTATINISNG SHAMINANSISSOdATASAMAT | YOVYDDLODOYYIDVYIYYOIOVYIDIDDOVYY
DDD0DOVYYYOVYDVYYOODILYY | dSTLAISHAMINANSISS OMDAVOIANLIMALLALADSYY | DVIIVYVYOLOIVYIOLILYIVYLIOVYD
IVD9I199YDILODIDDIVD | DAAIASAMATONDIVOIA DSTITSOOIOATOODSHTIOAT | ¥OOIYIDODLLIOYIOYIDLIDIDL
OILODOVYLOOLOVYOLLOVYY | MLIMALLALADSYYOSTH [06€ :ON | 920VYDIODIDIDYIOVYILIDILIVL
DLODYILIDIVIVYYIIVYD | TSODJVATODOSHTIONAL aI 0ds] TI9peaT INOYITM | DIDVYIOVILIDIOVYIVIIILOLIDD
OOYDLODYDIDLODLODLD DODLLODYOYODLDODDDOVYIIVYIL
ODILYOYILODYDLODDDY [Z6E€ :ON AI 0ds] ADdSTS | DOODDDOYILOVYYDILODLDLIDDY
9DDDDLOLYDLYDLODOY (L8g TSMOLAHNHTYIHNASDISAAND | 9I199IDVYDIIDDLILIVIIOVIOVYYD
OVYDDYYIDIYYYYIDDDD ‘ON aI 0ds 3o FIF OOMESMAALTISATAASOHASAT | LODLIDDLIDDDLIDIIDDIDYIVID
DLIDIDDLIDIOVYIILODD | ©3 8G SSPTIOSTINN) AddLIMANNAAOONSHMIAYIA | 9999LILIDVYIDYIVYIILIDLIDD
YODDODIDLIODLOVYYDLID LOIYOLOLODDYOLD SdAIDIATOLTSADNMLTAAES | YOOOLIDIDDLLIIOODILYIIDIDOD
YOOYODDDLODIOVYIDDDL | DLODDYOIDDIOYIDDIIDL ddTIAADITIAODNVISIINET | YYIIVYIDLIDIDLILYILOIODIVYIL
YOVYIVYDLOVYYYYOYDLOL | DYLODDLLLODLLODOYD AYATRANSAMINXINONTMACH | 99LIDIYIDDIYIDIDDDDLIVYIIID
LOIYYVYDDIDOVYDLLOVYY | DYLODDOYDOVYIYIYIOD TALTASAAIZLSNAOEITIANIY | LLLODLLODIVIIVYIIODIVIOVYOY
OYYOVYDDLIDYYIOVYIYY | DOLIOVIDOVLODLODDDDODY YNHAIADAAAMNAMATIIAEIHSA | D¥DDDDDLOVILOVYLOLODIODDOVYIY
DOYDDDIDYYIYDLYYDLD | D¥YDDVYDDDDDDIDLIDDL [T6€ :ON AANAD IAIA LIIS IWTLAMdYMdd | ©9D9YDDDDDDDDLDDDLIOVYDLYDYD
OYYODLIOLYDYLDDVYDYD | DYYDLYDVYODLOOVYLOLD ar ods] ATIASIDOTTIdYdDddDLHLY | DLODYLOLODDOYOYYDYYIDLIOYYD
DOYOODIDLLIDVYIIVYIDL | DOVYIVYVYIVYYIDLOVYYOVYD {LBE :ON AOSHIIAMATANINSIMHNAND | ¥DDDDDDLOLVYIDVYOLLODDDDLOV

(ad

KyosT

{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser

(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)

uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex

QUOoTD

- 101 -



PCT/IB2018/058024

WO 2019/077500

dOONSHMAAVIASdAIDM
ATOILTSADNMITAAESdd
TLAADITIJOOAVHMS TIT
HIdYdTXINSAMDIAEMND
NTMAOHTALTASAAIXLS
NAOEHIdN IMYNHATADA
AAMNANATdTIHSATAAA
DIAdd LIS INTLAYMdXdd
ATAASIDDTTHIYdDddD
LHLAADSHMdIAMMAAMLN
SAMHNANDIXLOIOTISSS
dALAASSTSATIDSSOTIAY
dAdLHADSLTYDSNMSALA
dHddAATAATIDTYYLOOS
LSMSSdYTIdAASIDNLSY

[F6€ fON dI 0dsS]
(L8E 0N

ar ods Jo ToFT ©3
GTy SopT3o2ToNN)
oL
YYYO99DIDIOIOLIODDL
DLDDOYOYYOYIDIYIYL
DYIIOYYIYIDLILIDOYD
I¥D9IYOLODDLODLYIL
DLIDLODYYODOHIYIOYD
99 IHHYIOYOYYIYODLD
DOYILOOYYYDLIVIVLL
DLIDLLODLODOIYOIDL
D99 LODLODDDLIDDDY
DOYOYYIYLOYYIYYOYD
HDDOHYINDDLYYIOYOYD

MDdSTSTSH
OLAHNHTIVHHWASDSAANDOOM
ASHAALTSATAASDASATALA
LIMANNAJOONSHMIAVYIASIA

IODOYILODLIDIYIONIYI DD
IOYLODOLLIOOLIDOOYIIVIDOD
DY9OVOYOYIINIDILIOYIIOYILOLOD
D9DIYIYOIVYOIDNDDIOLIDILIOY
YO LYOYIDIDIVYILOLIDOVIOVYOVY
DOLIOYYOVOODIDDILDIYIIYILLY
HDDDIOYYILLOVYOVOIVYIVIOY
YODIDIVIDLIDLIODODDIOVIDLY
DY9DIDILOILODDIVYODLIOVIOITYD
H9HDDDLIDOYIVOIILODDLIDVYIL
Y99 ILOYLIIYIIVILLIOYIOYLOOD
DOLDD90D9LOLLDIOLOVOYOLOL
DLD99D99LDDOYIDILODLIYINDD
9299 ILDIYYOOLIDLIOYID LOYYD
:[88g :0ON

dr 04ds] IspesT InoYlTtm

YO LYYYD
DDDDDLOLOLODDLOLODOYIYY DY
DDOYOVYLIOYIIOYYIOYIDLOLIDOTED
LYDOIVYDLODDLODIYDLOLLOLDD
YYDDDIOYIDYIDDLIDOYIDYIVYYOY
DDLDIDYILIOOVYYYOLLY LY LIDLL
DLLDDLODDIYDDDLIOYODLIDLOD
DDLDOOIDYIIYIYYIVLIOVYYIVYYOIY
DDDDOYIODOD LYY IDYIYIIDLITD
DLODDDDILYDYDIIYIIDLYLOLLD
DDOYYYDILIDLIODDLIODYDLIDOYOL
DDYDIYYIYYIDYDLIODYDLYDDODD
DDLYDDDDDDLIODIOYIVYLOLIDOYIOY
DOYYDVYDDIDDDIOYIIDODYYYIIDIYY
YOO LOLYODVYYYYOYDDLYDDDDDD

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-102 -



PCT/IB2018/058024

WO 2019/077500

[G6€ :ON dI 0ds]
MOdSTIS
TSMOLAHNHTYHHNASDS
AANDDODME SMAALTMS AT
J4S905ATAdd LIMANNA

DDDLOYDDLOIDDDLYIYDIDYIDD
LYLDOLLOODOYYYOLODLIODDLODYD
LODOYDLODYDOYYDIYYOIOVYILIDY
DILYDODIDDLYDDDDDDLODIYIVYL
DLODYIYIIYYDEYIDDDDIYIDIIY
YYODIDYYYIDLOLYIIOYYYYDYD DL
YODDDIDYIDIDLIDDOYYYOYYIDL
DLDDOYYIDLOVYYIVYILOVYODOYYODDL
YYD LODDLOYDOYIDYIDLIODLODD
YOLDDLODDOYDLODILOLODIOYLOOY
DOYDYYIVYLOYIDVYDOTYODDDDIID
YYYDOYOYYIDDLYYIYIDLDDOYDOL
DDDDIOYDIDLOIYLIODLOVYYILLOYY
DLDDOYDLIODIDYIYYDIYIDIYDLOD
YOO LODLODLIDDIDLYIYILODYDLD
DDOYDODDDLIOLYDILYDLDDDOYIED
DY DIDYYYYIODDDDDLLOLODLLD
LOVYDLODDOYDDIODOLIDLIOVYYDLD
OYODYIDDDLDIDYIDDDLYIYIYD
LOYYYYOYDLOLLDLYYYODDDYDL
LOVYYYOYYOYDDLOOYYIIYIYYID
YODDIDYYIOYDLYYDLODVYYODLD LY
DY LDOYDYIDIOYIDIDLLODYIDONED
DLODOOLODIYDLODLOIDOYIDYIL
DDDLOYLOLOYODYILDDLOYIOVYLD
DLDLOD9DDDDLLODOYIYIDLODDDD
DYDDYDLIDDODIIYILIOYYDDOLOD
LOLODIOYDLDDDIOYYIDIDIDLLOYL
OYDOYYILIDLIODDLIDODLIDIDD
DOYDYODDIDDLILIDYIDYDIYYID
LODLODOYDIDOLIODIDDDLLDLODDL
YODDDODVYYIIYDIILIODDLDILYILD

{(pTOo® oOUTWR)
(¥Na)
uTewog jue}SUO)

{(pTOo® oOUTWR)
(¥Na)
utewod STRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

-103 -



PCT/IB2018/058024

WO 2019/077500

ODILYOYILODYDLODDDY [TOF :ON QI 0ds] ADdSTS | DOODDDOYILOVYYDILODLDLIDDY
9DDDDLOLYDLYDLODOY (96€ TSMOLAHNHTYIHNASDISAAND | 9I199IDVYDIIDDLILIVIIOVIOVYYD
OVYDDYYIDIYYYYIDDDD ‘ON aI 0ds 3o FIF OOMESMAALTISATAASOHASAT | LODLIDDLIDDDLIDIIDDIDYIVID
DLIDIDDLIDIOVYIILODD | ©3 8G SSPTIOSTINN) AddLIMANNAAOONSHMIAYIA | 9999LILIDVYIDYIVYIILIDLIDD
YODDODIDLIODLOVYYDLID LOIYOLOLODDYOLD [00F :ON SAXIDIATILISADNMITETLS | ¥I9OLIDIDILLILODDIILYIDIDIDDD
YOOYODDDLODIOVYIDDDL | DLODDYOIDDIOYIDDIIDL ar oms] ddTIAADITIAODNISIINET | YYIIVYIDIVYIOLILYILDIODIVYIL
YOVYIVYDLOVYYYYOYDLOL | DYLLODLLLODLLODOYD (96€ :ON AYATHRANSAMINXINONTMACH | 99LIDIYIDDIYIDIDDDDLIVYILID
LOIYYVYDDIDOVYDLLOVYY | DYLODDOYDOVYIYIYIOD aI BES TALTASAAIZLSNAOEITIANIY | LLLODLLODIVIIVYIIODIVIOVYOY
OYYOVYDDLIDYYIOVYIYY | DOLIOVIDOVLODLODDDDODY J0 ¢ o3 YNHAIADAAAMNAMATIIAEIHSA | D¥DDDDDLOVILOVYLOLODIODDOVYIY
DOOYDDDIDYYIYDLYYDLD | DYDDVYDDDOYIYOLIODDL 1 sspT AANADIAIA LIIS IWTLAMdYMdd | DDYDODIDVYIYDLODDLIOVYDLYDYD
OYYODLIOLYDYLDDVYDYD | DYYDLYDVYODLOOVYLOLD uomﬁoszw ATIASIDOTTIdYdDddDLHLY | DLODYLOLODDOYOYYDYYIDLIOYYD c
DODOYDOODIDLLIDVYIDVYIDL | DOVYIYYDIVYYIDLOVYYOYD 5 AOSHIEAMATAMILNSdMHNAND | ¥D9DLODDLOLYODOYOLLODDDDLOY Znzou
DDDDLODDVYDLODLODDY | DLODDLOLYDDYOLLODD SYYO9 Lo IXIOLOTSSSIAIAASSTISATO | YOLIOVYOVDIYVYIVIOVYIIILDIVY _99,
OOYDLDODDLOYLDLOVYDD | DOLOVYYDLLOYYOYDIOVYY 99T SSOTAYAALHADSITYOSNMSA | DDIDDLD99DDIDVIDLVIVIIILD
YOLODLOYOVYLODLOLDD | DYLOVYYODLOLYODLODL 59970999 IAdEdAATHATIOTYYLODSLS | LOODLVYYDDLOYODOVYYIDDDDDLD
DDDDLLOOYOVYIDLODDDD | DODDDDIVYLILYIVYIDDL I99IOLLL ASSAVTdAASADMLSYSSALAT | DOYIYDODLIODLOOYILYDDLOY.L
DOYDOVYDLIODDODIOVYIL | DLODDLVYVYOIDLOYOIOVYY 5199 IYOL LOOOMAVAMYAADATIVIXAAY | DDYIOVYILIIOVYIVIIDDDIDLIDIDD
OYYDOLIDLOLODIVYDLD | DDODDDLODOYIVYDIDLD Y9190 1O LAITITSNNOTATINISNAAST | D9I9LLOLOLOVOVYOLILILIODDDD
DDOVYYDODDDLLOYLIOYD | DOLIOIOVYILYDOLOYLODY 519999 LY LATSHANEINANSISSDOdATASA | DLODOVYIDLODLOYIDDDDDDDLOL
OYYOLODLODDLODDDLD | DOYILLOOYIVLIDODDL MATONDIVOIAMILIMALLIALAD | YVOOLIDILIOVIDILOVYIIOVYIVID
DDDDOOYOVYIDODIDLIOL | DODDDDLDLLOLDLIOYIY SYVISTETSOOA0ATOODSETT | IDDDDDIVIDDIIVIIDOLODLILL
DOYOOYDIYYIDLIODLDDD | DLOLOLODDDDDLIDDOVYD OAESHADIVIVATATIIOSMOW | LOLODIVILYIDLIDLODLIODDLY
YOODLODDDODLLOLOODL | DLODLOVYIDIDIIDDLOL :[86€ :ON 1 [96¢€
YDODDODIVYVYIIVIDLYDD | YYDOLODLODOVYIDLOVYD dI OFS] IspesT U1TM {ON I 0ds] I9pesT Y3aTM
YOLYYYDDDDDDLIOLOLODDLOLDD
DOVYDVYVYDOYOIDIVIYLOVYIOYYOVYDIOL
DLODOVYDLVYDDLYDLODDLODLYIL
DLLDLODYYDDDOVYIDOYODDLODOYD
DOVYDVYVYIVYODLODIOVYILIOVYYYILLY
IYLLDLLDLLDDLODDOYDDDLOVYD
DLODLODDDLIODDIVYIIVYIVYYIVYLD
YYOYVYOYDDDDOVYIDOD LYY IDYIY
(ad
KyosT
{(pTOo® oOUTWR) {(pTOo® oOUTWR) — s ser
(¥NQ) (¥na) YNao sousnbsg PTOY ouTwy sousnbag ¥NA oads)
uTewog jue}SUO) utewod STRTIBA utey) Aaesy urtey) Aaesy surex
QUOoTD

-104 -



PCT/IB2018/058024

WO 2019/077500

oL
YYYDODDI0DLOLDLODDL
DLODOYOYYDIYDIDIOVYIVY.L
OYODYYOYIDLOLODOTYD
LYDDLYDLODDLODIYODL
DLLDLODOYYDDDDIYIIYD
DD LDDOYIIVYIYYIYIILD
DOYDLODOYYYDLLYLVYLL
DLLDLLODLDDDIOYDIDL
OYODLODLODDDLIODDIDY
DOYDYYIOVYLOYYOYYIYD
DDODDYDOODDILYYIDVYIED
DOLOVYDOLODDDILYIED
DDYDIDLYLDLLODOVYYY
DLODLODDLODOYDLIDDY
DLODYDIYYDIYYOIOYILD
DYDLVYDODDIDDLYDDIDDD
DLDDDYIOYLDLDOYIYID
YYOVYDDDDDDYDIDIIYYY
DOOYYYODLDLYOIOYYYY
DYDDLYDODDDDDYIIILD
DOOYYYIOYYDDLOLOOYY
ODLOYYIOVYLOYDIYYIDD
LYYDLODDLOYODIYIIOYD
DLDDLDDODYILODLODOY
DLODLOLODDYLDIOYIDY
OYYDOVYLOVYIDOYDIYIOID
DODDYYYIYDIYYIDIDILYY
LYDDLODYDIDLODDDITYD
DLODOVYLODLOVYYOLLOVYY
DLODYDLODDOYDIYYDIYD
ODYDLOOVYODLODLDOLD

[Z0P :ON dI 0ds]
SSAIATIODOM
AYAMYAXDATIYOAXAYL
AIYITSNWOTATINYSNA
ASILAISMAMANANSISS
9dXIASAMATONOAYOIA
MITMALLALADSYYDSTY
T1599dOATODOSHTIONE

MOASTSTISH
DLAUNHTIVIHNASDSAANDDOM
HSMAALTMSATAISOHASATAIL
LIMANNZAOONSEMIAYIASAA
ADMATOLTSADNMITIAISdA T
IAADIIIdDOONYNS IIMAIAVd
TEINSAMOMATMONTMADHTAL
TASAATALSNADHIII M IMYNH
ATADANAMNIMATIAIHSATAA
ADIAFTALES INTLAMAMddATd
ASdOOTTEAVADAdDIHINMADS
MAdIAMMAAN INS dMHNAND AL
DLOTSSSANIAASSTSATOSSD
TAVdALHADS L'TYDS NMSALAL
AdAXMIATIOTYYIOOSLENSS
AVIdAASIDNLESVYS SAIATLOD
HMAVAMYAXOAIIVIAAIAYLAE
TITSNWOTATINISNAAS I LAT
SMAMINANSISSOIAIASAMAT
OMOAVOIAMLIMALLALADSYY
DSTITSO9dDATOOOSHTIOAL

:[66€ 0N
dr 0ds] IspesT 3noylitm

LYDOIVYDLODDLODIYDLOLLOLDD
YYDDDIOYIDYIDDLIDOYIDYIVYYOY
DDLDIDYILIOOVYYYOLLY LY LIDLL
DLLDDLODDIYDDDLIOYODLIDLOD
DDLDOOIDYIIYIYYIVLIOVYYIVYYOIY
DDDDOYIODOD LYY IDYIYIIDLITD
DLODDDDILYDYDIIYIIDLYLOLLD
DDOYYYDILIDLIODDLIODYDLIDOYOL
DDYDIYYIYYIDYDLIODYDLYDDODD
DDLYDDDDDDLIODIOYIVYLOLIDOYIOY
DOYYDVYDDIDDDIOYIIDODYYYIIDIYY
YOO LOLYIODYYYYOYDDLYDDDDDD
YODDLIODIODOYYYIYYIODLDLODYYD
DILOYVYDOVYILOVYODOYYIODDILYYDLIDD
LOVYODOYOIYODLODLIDDDYDILIODLD
DOYDLODILDLDIDYLODYDIDYIVYYD
YIDYDOOYIIYDIDDDDIDOYYYIOYIY
YOODLYYIYDDLOOYIDLODDDIED
DILODVYLODLOVYYDLLOYYOLDOYDL
DDOYDYYDIYIIDVYILOIYDDLODL
DDLDIDLYIYILODYDLDDDDYIDD
DDLDLVYDLYDLODIOYIYODIYYIODIOY
YYYDODODDODLLOLODLLOLOYOLOD
OYDDDODDLIDLIOYYDLIDYIDYID
DDLODIOYIIDDLYIYIYILOYYY YD
YOLOLLDILYYYODDDYD LLDOYYYOY
YOYDDLIOOYYIIYIOYYDIOYIODIDIYY
OYDLYYD LDDOYYIDLDLYDYLODOWED
YODODYODODLLIODYIOYIDLIODIDL
DDDYDLODLOIDOYIDYILIODDLIOVYL
DLOYDOYILIODLOVYIYLIODLOLIOOD
DDDLLODYIOYODLODODIDYIOVYDL

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

- 105 -



PCT/IB2018/058024

WO 2019/077500

[FOP :ON dI 0dS]
MOdSTIS
TSMOLAHNHTYHHNASDS
AANDDODME SMAALTMS AT
J4S905ATAdd LIMANNA
dOONSEIMIAYIASAXADN
ATOLTISADNMLITAAISdd
TLAADAIIdOONYMS ILY
A IAVdTRINSAMDMAEND
NTMADHTALTASAAIXLS
NADH I AN IMYNHATADA
AXMNIMATdAIHSATAAN
DIAZAIMS IWTILAMdMdd
ATAANSADDTTEAYADAdD
LHIMADSMdIAMMAAMLIN
SAMHNAND IALDIOTSSS
dAIAASSTSATOSSOTAY
dALHADSLTYDSNMSALA
dHZdAAAINTIDTIYYLOOS
LSMSSdYIdAASdDNLSY

[c0F :ON
aI 0ds] (96¢ :ON
ar ods Jo ToFT ©3
GTy SopT3o2ToNN)

IOYYYOVYIOVIDLOOYYDIIYIYYID
YODDOYYIYD IVYOLODYYIO LD LY
DYLIOYOVIDIYIOIDLLIOYIOVD
DLDDD9LODOYILODIOIOYIOVYIL
D02 LOYLDIOVOOVILIDILOVYIVYLD
DLOLO99DDDLIDIYIYIOLOINDD
HYDIYDLIDIDIDOYILIVYIILID
I9I199DYOLODDIYYOIIDIDLIOVYL
DY9OYYILODLIDOLIDDDLIIDDD
DOYIYIDDDDD LI LIDYIOYOYYID
IDDLODDYIOOLIDDIDLIDIONDL
YODD999YYIIYIIIYIOLILYILY
IODOYILODLIDIYIOOOYIINDDD
IOYLIDOLLIOOLIDOOYOIVIDOD
DY9OVOYOYIINIDILIOYIIOYILOLOD
D9DDOYIYOIVYOIDOYOYOLIDILIOY
YO LYOYIDIDIVYILOLIDOVIOVYOVY
DOLIOYYOVODILODDILDIYIIYILLY
HDDDIOYYILLOVYOVOIVYIVIOY
YODIDIVIDLIDLIODODDIOVIDLY
DY9DIDLOILODDIVYODLOVOOITYD
H9HDDDLIDOYIVOIILODDLIDVYIL
Y99 ILOYLIIYIIVILLIOYIOYLOOD
DOLDD90D9LOLLDIOLOVOYOLOL
DLD99D99LDDOYIDILODLIYINDD
9299 ILDIYYOOLIDLIOYID LOYYD
:[L6ge 0N

dr 04ds] IspesT InoYlTtm

YO LYYYD
DDDDDLOLOLODDLOLODOYIYY DY
DDOYOYLIOYIOYYIOYIDLOLIDOTD

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥NQa)
utewog STABRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

- 106 -



PCT/IB2018/058024

WO 2019/077500

YO LYYYD
D9DDD0DLOLOLODDLOLID

DYDY YDYIDDVYIYLIOYIDYYIOVYIDL
DLODDYDIYIDLYDLODDLODLYIDL
DLLDLODYYODODVYIOYIDDLIONYD
DYDYYIVYIDLODIOYILODYYYILLY
IYLLDLLDLLDDLODDIOYDDDLIOYD
DLODLODDDLIDDIYIIYDIYYIYLD
YYOYYOYODDIDIOYIIODLYYIOYOY
DDDLOYDDLOIDDDLYIYDIDYIDD
LYLDOLLOODOYYYOLODLIODDLODYD
LODOYDLODYDOYYDIYYOIOVYILIDY
DILYDODIDDLYDDDDDDLODIYIVYL
DLODYIYIIYYDEYIDDDDIYIDIIY
YYODIDYYYIDLOLYIIOYYYYDYD DL
YODDDIDYIDIDLIDDOYYYOYYIDL
DLDDOYYIDLOVYYIVYILOVYODOYYODDL
YYD LODDLOYDOYIDYIDLIODLODD
YOLDDLODDOYDLODILOLODIOYLOOY
DOYDYYIVYLOYIDVYDOTYODDDDIID
YYYDOYOYYIDDLYYIYIDLDDOYDOL
DDDDIOYDIDLOIYLIODLOVYYILLOYY
DLDDOYDLIODIDYIYYDIYIDIYDLOD
YOO LODLODLIDDIDLYIYILODYDLD
DDOYDODDDLIOLYDILYDLDDDOYIED
DY DIDYYYYIODDDDDLLOLODLLD
LOVYDLODDOYDDIODOLIDLIOVYYDLD
OYODYIDDDLDIDYIDDDLYIYIYD
LOYYYYOYDLOLLDLYYYODDDYIL

{(pTOo® oOUTWR)

(¥NQa)
uTewog juejlsuo)d

{(pTOo® oOUTWR)
(¥Na)
utewod STRTIBA

IopEeaT
YNao

sousnbsg pPTOY ouTWyY
utey) Aaesy

sousanboag ¥NAa
utey) Aaesy

(ad
KyosT
® soT
oadg)
sureN
2uoT)

- 107 -



PCT/IB2018/058024

WO 2019/077500

MIHT
MI9SOALAIIAHSDOADXA
ADTAITAANGIS INTLAALD
SOSDSIdAdADSHAINSAM
DITIMASOOIMDTAMATA
LNONSHTISOSSYDSISY
0d9ISAdTSTALOINIAQ

LLDOYOYOYODOLOODDLOLLLLYD
OOY VYOO LLLOYYYODLLLYDLODLD
DYYYODLILOVYDDDOYIDYYYIYID
LODYLODLYYDOYLLIY.LODOYIOYYYD
DIVYIDOVYIVOVYLLLLYODOYOYDLOY
LOLYDYOIDLLDLDLYDDLODOYYIL
YOYDDLLOLOYDLOLODDLODDLOL
OYDODLOYYYDODIOYDILYDLLLLDLYD

[0TF :ON QI 0ds] [60F :ON :[o90% :0ON
(0% ar dIsl dr 04ds] IspesT InoYlTtm
ON dI 0dS Jo €6¢ (G0¥ :ON
[cTp :ON dI BES] 03 8G sSpPT3OoSToONU) ar ods DLIDDOYIDD
349 T SALITITAT YYYYIVYYOOLL | JO LG ©3 LLDIVDDIVIOLOYYIOYIOLIOIY
HYYYIVYOOODDDLIOODLL T sspT SddAISALAYYAYINI | 9LD999OVYVYIVYYOD LIOVYYIY
(2T :ON dI OS] HOVYILLIYIDOLIOIVOVYOL | 309T>nu) ATIIOSOIALAIdAHSODIDRAAAD | 99990 L0990 LIOOVILIVIDLIOL MA
(c0p :ON IO9YYILLIOOIOYIIVYL L | TAIVIALSIMILIALOSOSOSA | YOVILIOOVYILLIDOLOYLIVLILL -99/,
aI ®ES Io pep oa LLOYD99LDILYOOYOLID | OYIOVIOL | dAAADSIINSAMOITTIIASDOd | 5Y999LIILYDOVOLIDIYDIIOVOY | @snow
bee Seprioslonu) HYODILOVOVIOVILYOVY | LOOILDDLL | MOTAMITALNONSHTIISOSSHD | DOVDLYOVYDLOVIVYILLIYOVOVD
511N DIDYOVILLIVOYIVYO9D | ¥OOLDLIO SISYDAOTISAATSTALOINTIAG | 99YDIYDDIOVIOILOVILLOOYIY
S TS —— YOLYD9LOVIOOOILOVILL | I¥OIVOILO 1807 0 | 9YDDDI9999IDLLLIYODIVYYIDL
FAOYO0 LoD IO LD DOYIVYOVYIDDIILOODOIDL | DLLOLDDD | dI 0dS] IspesT INOUITM | LIOVYYIILLIVOLODLOOVYYIDL
LLIVODOVYODLLIOVYY | YILIOLODOD DLOYIIOOYIIYYYOYIOLIOYLOD
D9 LLIVOLODLIOVYYDD | LIOYYDLY SddAISALAYVYAY | INYOVLLIVIDOVIVYYOOLVYYLOY
LOIOVIDDIYIIVYYOYD MM IATMIOSOALIIAHSODADA | IVOVYLLLIYIOYOVYIILOVILD LYOVD
HIOOYIODIVYOVYLLIVL IADTAAVIAISIMTLIALOSOS | OLIOLOLYDDLODOVYIIYOVOOLL
DOVIYYYOD LYY IOVLIYD HSAHIAAADSIUNSAMOITTINAS | DIOVILOLOIDLIDDIDLOVIDLIY
YILLLIYDOYOVILOVIDL OOAMOTAMITALINONSHTIISOS | YYOOOVOILYOLLLLOLYOLOYIOYD
YOYDIOLLOLOILYIDIIDD SEDSISYOAOTSAATISTALOIN | DLIDOIDDLILYO9 LD LLOIVOIVOL
YYOILYOYOOLLDILOVYILY TAQSS SYd IMANWATTIA TN | 99 LI9LO99YLIO LI LIOYYD LY
IOD9LIDDIDLOYIDLOY :[LOoF :ON [GoF
YYODIVYOIVOLLLLOIYD ar 0ds] IopesaT Y3ITM ON QI 04dS] IspesT YITM
(=d
{(pTOo® oOUTWR) {(pTOo® oOUTWR) IspeaT Ayos1
i i i i sousnbsg ¥YNd | 8 soT
(¥Na°) (¥Na°) uor3Tsod sousnbag PTIOY OoUTWY utey) 33ybrT | oads)
uTewog juejlsuo)d utewog STABRTITBA NJo
uteyd 3ybII sureN
SUOTD

saduanbas A 99, :(1u0d) 1 Jqe L

- 108 -



PCT/IB2018/058024

WO 2019/077500

[TZF :ON dI 0ds]
(P1¥
tON dI 0ds Jo §IL

[6TF :ON dI 0dS]
San

tON dI 0"S Io €6¢
©3 8§ SpTio=ToOnNU)

MMOAM VAT d AANNTIIAASYLO
SMTOHASddd TAASIVYALYNT
dTI19094 LAJAHSOOADAAAD
ATHYANIS TN TLAALOSDSDS A

LEDDLOOVYYDDLOVYIY.LOYYYIDDD
YOYDYODIDILVYLDLLOYY LYYDLOOL
O0DLDILDLLDLOLODDLOYYDDLIOL
YYD LLOVYIOYDLYDLDLYDDDDDD

01 FE SpTiosTonu) YYD LYYYDOLD [8TF :ON MAJADSAINSAMAITINAS09d | LIDIVILIDILOLOIVIOWIDLIOOL
LOLOYOYODODVYIYY | DYYIDOYIDIDOYIDDDILL ar ods] HOOAMATALNONSHTISOSSHD | 9LOVYOIVYYILYYVYIDLIOVYIOY
DLLDOYDOYYYOVYDOLDDDD | DOYOLLODDDLOIOYIDDL (FTF :ON SISVAOOTIAATSTAdSOINAAT | D999YIDDDILLIDVYILILIDIDILOD
DDLODYDLIDODIOYILYD | DOIDYYOLLLLDLOVYIOVY.L aIr ods P[LTF :ON | ¥DDODLO9OVYVYILLLIOLOVIOVLOL
DOYDLOYYODDLODDIYL | DLODDDILOITYDITYIIDD 30 LG dI 0dS] IopesaT 3INOYITM | HIHHDIDIYIOVOHIIOVYOIILOODD
DLOVYYYIOVYIYYYDVYDIOVY.L | YEYDDLODODDDLOLYDVYY 03 T spT DDLDLYDVYYDLODIOYILLOYDIDOYD
OYDVYDIDYYYDIDYDLIODDY | DLDODDYILLOYDIDYIOD josTonu) DHADYNASHIAJSSTOOHL | 99LILD99LDLID9IDLIOLLYIVIOVY InZoT
DLDDDYIDVYIOYILIDOY | LOLODOLOLIODODDLILL o) AIDYANHNEAQYESTLITLSST | DDOD0DLODDDDILOLLODIDYYIDL _99,
OY.LDIOYOOYIYDIVYYIDY | ¥YOYOYDIODDDLDIDDIDDL DYOYOD LD SALSAMSAOAIASHOSNOSOTIVY | 9I99YVYIVLILYILODDIVOVYIDDL
DYDDYDIOVYOYOVYILOLOY | DLLDDIDOVYYODLOLODVYY DDDDIOYID NAAMMOAMVYHAIdAINNTIOAAS | DIOYIIDDILIDDDIOYIOVIDLLYD
DYDDVYDIDLIOVYYLOODDL | DYLDLYDLIDDIYDIYIDD DDDYDD9D YIOSMTOAASddATAASAVVYAL | I¥VYOOLIOVILIOVYIVYYIOOIVYIOL
YYODLODODIOYYLYDOLD LDOLOYODODLIODDDIDYD LODLOLLL MM IATILO09ALAdAHSODADK | DY¥IDLIDIVYIDLOVIODILIDLYOVYD
DYVYDDLOVYIYLOYYYIDD | DYDIDLILODILVYYDDLIODVY.L DLDODLYOL AADATATIAGSTIHNTLAALDSDS | DLODLOLYDDLIODOLIODOYOYIIDL
DYDYDYOIDIDLVYLDOLLOYY | DOYIYYIIIIVYYDIDLIOYD YODLODOLD DSHIAAADSHINSAMATITIELS | DDOYDLDLIODDLIODDLOLDDDDDDL
LYYDLODLIODDLOLOLLD | DLODLYDDLOYDDDLIODL DLIDODODLY 09 dYO0AMITALNONSHIISOS | SYOVYIVOLYDLODLOOYIIOVYIVID
LOLDODOLOYYDOLDIVYYY | ¥DYDDLIODLDLYDDLIDD SYDSISVAODTIAATISTASOIN | LOD9DIOVYIDDIIVIIODDLODLILL
DLLDVYDOYDLYDLDLYID LDOOYIOYDIDLIODIOYDLD ANASHADIYIVATATITIDOSMONW | LOLODLYDLYDDLODLODLIODDD LY
DODDLLOLYDLLDLOLDL | LDDDLODDLOLIODDDDDL :[9TF :ON AN
YOOVYIDLODDLOLOYYDD | DYIYDIYILYDLDDLIODYD QI 0dS] TI9pesaT Y3ITM ON dI 0dS] JI9pesaT U3TM
OL
LODYDDODLLODILYDODIY.LDLOYYOOY
DOLDDIYDLIODODIOYYYYILYYYDDL
LOYYYOVYODDDDLIOODDLLODIOYILL
YOOLLOLVYIOVYDLLODVYYDLLLOOLD
YILLYLLLOYDDDLOILYDOYDLIODOY
DDLOYDYIOYDILYDVYYILOYIOVYILL
[TTI¥ :ON aI 0ds] LYDVYIVYDIOIYDLYDDLOVYIDDLOYD
(=d
{(pTOo® oOUTWR) {(pTOo® oOUTWR) IspeaT A3os1
.Amznom .Amznom uoT3TSOd sousnbss ¥NQ | 3 SSt
T sousnbag PTIOY OoUTWY utey) 33ybrT | oads)
uTteWo( 3IUEFSUOD utewog STETI'A ¥NQgo
uteyd 3ybII sureN
suoTD

- 109 -



PCT/IB2018/058024

WO 2019/077500

[Z2ZF :fON dI 0ds]
DEDUNISMIAASSTODH
IAADYAAHMAXAYISTL
TLSSTSALSAMSADHALIAS
HOSNOSOTYNAAMMOATY
TYdXANNTIOAASYIOSY
TOHAdSddd IANSAYYALL

[0ZF :ON dI 0ds]
MIFT
MI9094LAdAHSODADAK
ADAAAYIAIS IMTLAALD
$98954dAdADSIINSANT
XITIddSOOId0DAMATA
INONSHTISOSSHOSISY
d09TIAATSTdSOLNAAA

DHADUNASHIAdSSTOOHLAED
YAANHNHAQYHMSTLTLSSTSAL
SAMSADAIASHOSNOSOTYNAA

DYDOYYIOYIVIOVIOYOVIYILOL
HYOYOOYIDDLOVYYIOODDDLYYIDL
DOD9OYYILYDDIOOYYDIILOYIVLY
YYYDD99YOVIOYIDIDILYLOLLOVYL
YO IOOLIDOIOLOLIOLILIIOLD
YOO LOIYYYOLLOVYIOVOLYOLOL
YOD9DDDLIDIVILLDIOLOLYIDY
D9LD99LOLOVYDIYYYILYYYOOL
DOYYIIYIOOOYIINDDLLIOYILL
D009 LODOYIDDIIOOVYILLLIOLD
YILOVYIOLOD999LOIYOOYIIIOVY
99 LH99DDDILIILYOVYD LIDIVYILL
DY9DIOYIODLIIIODLILIDDIDLD
LIYOYIOYOIDIOLOD99DDLILILOD
DOYYOILOLOOYYIVILOLYOLIODDD
YOYDDDLIOIOYIDODLIDDDDIYDD
YOO LIODIYYOILIOYIIIYIOYYDD
HOVYIILOVIOLIDIYIILOVYIDIDL
DOLYOYIOLIDIDIYIDLIDOLIDD
YOY999LIDIYOLOLIDDLIDIIOL
202202 LOYIOVIVDIYDLODLODOVD
1 [GT¥ :ON

dr 04ds] IspesT InoYlTtm

YO LLDLOYDYDODDOYIOVY
YOLLOOYOYYYOYOLODDDDDLDOY
DLODODDOYILYDDIYILOVYYDIDLD
DOOYLOLOYYYIOYIYYYOVYIIVYLIOY
DYDODYYYIOYDLIODIYDLODIYIDY
DOYDLIODOYIYLIDOYIDYIYDIYYD
DYOYDDIYIOYOVYIOYI LD LOVYIYIDIY
DDDLOYYLDODDLYYIDLODDDDYY

{(pTOo® oOUTWR)

(¥Nao)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥Nao)
utewog STABRTITBA

IopEeaT
uoT3TSOog
YNdo

sousnbag PTIOY OoUTWY
uteyp 3ybrI

sousnbas ¥Nd
uteyd YBTI

(=d
KyosT
® soT
oadg)

sureN
2uoT)

-110-



PCT/IB2018/058024

WO 2019/077500

HOSNOSOTYNAAMMOANY
HIdAANNTIDOANASYLOSH
T1030Sddd TAASAVYYALT

[0Ep :ON dI 0ds]

LNONSHTISOSSYDSISY
dO9TIAATSTASOLNAAG

[8ZF :ON dI 0dS]
(ez¥

DHADUNASHIAdSSTOOHLAED
YAANHNHAQYHMSTLTLSSTSAL
SAMSADAIASHOSNOSOTYNAA
MMOAM VAT d AANNTIIAASYLO
SMTOHASddd TAASIVYALYNT

DOYDLIODOYIYLIDOYIDYIYDIYYD
DYOYDDIYIOYOVYIOYI LD LOVYIYIDIY
DDDLOYYLDODDLYYIDLODDDDYY
LEDDLOOVYYDDLOVYIY.LOYYYIDDD
YOYDYODIDILVYLDLLOYY LYYDLOOL

{€ZF :ON ON dI 0ds Fo ¢€6¢ [LZF :ON ATIO09ALAdAHSDOADXAAD | D0DIDIOLIDLILIIDLIOVYODLIL
aI 0ds 3o ¥IL ©3 03 g8G s9pTjosToNU) ar ods] ATHYANISTHTLAALOSOSDSH | YYYDLLOVYIDYDLYDLDLYDDDDDD
F6E SOPTI0STONN) YYD LYYYDOLD (ezv MAJADSAINSAMDITTHASO9d | LIDIVILIDILOLOIVIOWIDLIOOL
LOLOYOYODODVYIYY | DYYIDOYIDIDOYIDDDILL +ONd HOOAMATALNONSHTISOSSHD | 9LOVYYOIVYYILYYYIDLIOVYIOY
DLLDOYDOYYYOVYDOLDDDD | DOYOLLODDDLOIOYIDDL I 0ds SISVAOOTIAATSTAdSOINAAT | D999YIDDDILLIDVYILILIDIDILOD
DDLODYDLIDODIOYILYD | DOIDYYOLLLLDLOVYIOVY.L 3O LG ©3 :[92ZF :ON | ¥DODODLDO9D9VYVYILLLIOLOVIOVLIOL
DOYDLOYYODDLODDIYL | DLODDDILOITYDITYIIDD T s=pT dI 0dS] IopesaT 3INOYITM | HIHHDIDIYIOVOHIIOVYOIILOODD
DLOVYYYIOVYIYYYDVYDIOVY.L | YEYDDLODODDDLOLYDVYY JosTonNN) DDLDLYDYYDLODIOYILLOYDIOYD | ¢NZDT
OYDVYDIDYYYDIDYDLIODDY | DLDODDYILLOYDIDYIOD o) DHADYNASHIAJSSTOOHL | 99LILD99LDLID9IDLIOLLYIVIOVY -99L
DLDDDYIDVYIOYILIDOY | LOLODOLOLIODODDLILL DYOYOD LD AIDYANHNEAQYESTLITLSST | DDOD0DLODDDDILOLLODIDYYIDL
OY.LDIOYOOYIYDIVYYIDY | ¥YOYOYDIODDDLDIDDIDDL DDDDIOYID SALSAMSAOAIASHOSNOSOTIVY | 9I99YVYIILIIVYILODLIOVOVYIDDL
DYDDYDIOVYOYOVYILOLOY | DLLDDIDOVYYODLOLODVYY DDDYDD9D NAAMMOAMVYHIdAINNTIOAAS | DIOYIDDDILIDDDIIOVIOVIIVIOD
DYDDVYDIODLIOVYYLOODDL | DOLDOLYDLIDLIOYDOYIDD LODLOLLL YIOSMTOAASddATAASAVVYAL | I¥VYOOLIOVILIOVYIVYYIOOIVYIOL
YYODLODODIOYYLYDOLD LDOLOYODODLIODDDIDYD DLDODLYOL MM IATILO09ALAdAHSODADK | DY¥IDLIDIVYIDLOVIODILIDLYOVYD
DYVYDDLOYIYLOYYYIDD | DYDLYLIDDILVYYDDLIODVY.L YODLODOLD AADATATIAGSTIHNTLAALDSDS | DLODLOLYDDLIODOLIODOYOYIIDL
DYDYDYOIDIDLVYLDOLLOYY | DOYIYYIIIIVYYDIDLIOYD DLIDODODLY DSHIAAADSHINSAMDITTALS | DDOYDLDLIODDLIODDLOLDDDDDDL
LYYDLODLIODDLOLOLLD | DLODLYDDLOYDDDLIODL 09 dYOOAMATALNONSHIISOS | 9YOVYIVOLYDLODLOOYIIOVIVID
LOLDODOLOYYDOLDIVYYY | ¥DYDDLIODLDLYDDLIDD SYDSISVAODTIAATISTASOIN | LOD9DIOVYIDDIIVIIODDLODLILL
DLLDVYDOYDLYDLDLYID LDOOYIOYDIDLIODIOYDLD ANASHADIYIVATATITIDOSMONW | LOLODLYDLYDDLODLODLIODDD LY
DODDLLOLYDLLDLOLDL | LDDDLODDLOLIODDDDDL :[GZF :ON N4
YOOVYIDLODDLOLOYYDD | DYIYDIYILYDLDDLIODYD QI 0ds] TI9peaT YITM ON aI 0ds] J°9peaT U3TM
YO LLDLOVYOY
DDDDYIYYILLODYOYYYOVYILIDD
DDDLOOYDLIDODOYILYDDDYILD
YYDDDLIODDIYLDLOVYYYIY IV D
YOOV LOYOYDIDYYYIOYDLODIOYOL
DDOYOOYIDYDLIDDYDIVYLIODVYIOY
(=d
{(pTOo® oOUTWR) {(pTOo® oOUTWR) IspeaT A3os1
.Amznom .Amznom uoT3TSOd sousnbss ¥NQ | 3 SSt
T sousnbag PTIOY OoUTWY utey) 33ybrT | oads)
uTteWo( 3IUEFSUOD utewog STETI'A ¥NQgo
uteyd 3ybII sureN
suoTD

- 111 -



PCT/IB2018/058024

WO 2019/077500

[62F :ON dI 0dS]

YOO LIIDIYILD LOVYYIVIVIYD
YOOV LOVOYDOYYYIOYDLODIVOL
DODYDOYIOYILIIOVIYILIOVYIOY
DY9DOYYIOYIVIOVIOYOVIVYILOL
HYOYOOYIDDLOVYYIOODDDLYYIDL
DOD9OYYILYDDIOOYYDIILOYIVLY
YYYDD99YOVIOYIDIDILYLOLLOVYL
YO IOOLIDOIOLOLIOLILIIOLD
YOO LOIYYYOLLOVYIOVOLYOLOL
YOD9DDDLIDIVILLDIOLOLYIDY
D9LD99LOLOVYDIYYYILYYYOOL
DOYYIIYIOOOYIINDDLLIOYILL
D009 LODOYIDDIIOOVYILLLIOLD
YILOVYIOLOD999LOIYOOYIIIOVY
99 LH99DDDILIILYOVYD LIDIVYILL
DY9DIOYIODLIIIODLILIDDIDLD
LIYOYIOYOIDIOLOD99DDLILILOD
DOYYOILOLOOYYIDLILYOLIOLD
YOYDDDLIOIOYIDODLIDDDDIYDD
YO LVYIOOLYYOILIOYIIOIOYIOYYDD
HOVYIILOVIOLIDIYIILOVYIDIDL
DOLYOYIOLIDIDIYIDLIDOLIDD
YOY999LIDIYOLOLIDDLIDIIOL
202202 LOYIOVIVDIYDLODLODOVD
1 [¥2% :ON

dr 04ds] IspesT InoYlTtm

MIHT YO LLDLOYDYDODDOYIOVY
[Te¥ :ON aI 04s] MI9094LAdAHSDOADXA YOLLOOYOYYYOYOLODDDDDLDOY
DADUNASUIAJSSTOOH | ADAQAVIANSIMNTLAALD DLODODDOYILYDDIYILOVYYDIDLD
INIDYANMHMEAAYHSTL | SOSDSHddddADSHINSAM DOOYLOLOYYYIOYIYYYOVYIIVYLIOY
TLSSTSALSAMSADALAS | DITTHASOOIIODAMATA DYDDYYYIOVYDLIODIOYDLIODIYIDIY
(=d
(pToe ouTtwe) (pToe ouTtwe) Ispea] Ajos1
.?.NZDOV. .?.NZDOV. uoT3TSOod Sousnbss UNQ | 3 Sa%
T sousnbag PTIOY OoUTWY utey) 33ybrT | oads)
uTteWo( 3IUEFSUOD utewog STETI'A ¥NQgo
uteyd 3ybII sureN
suoTD

-112 -



PCT/IB2018/058024

WO 2019/077500

INIDYANTHMEAAYHSTL
TLSSTSALSAMSADHELAS
HOSNOSOTYNAAMMOANY
HIdAANNTIDOANASYLOSH
T1030Sddd TAASAVYYALT

[6€F fON dI 0ds]

SOSDSIdAdADSHAINSAM
DITIHdSOOIIDOAMATA
LNONSHTISOSSYDSISY
dO9TIAATSTASOLNAAG

[LEP :ON dI 0dS]
(zev

DHADUNASHIAdSSTOOHLAED
YAANHNHAQYHMSTLTLSSTSAL
SAMSADAIASHOSNOSOTYNAA
MMOAM VAT d AANNTIIAASYLO
SMTOHASddd TAASIVYALYNT
dTI19094 LAJAHSOOADAAAD

DOOYLOLOYYYIOYIYYYOVYIIVYLIOY
DYDODYYYIOYDLIODIYDLODIYIDY
DOYDLIODOYIYLIDOYIDYIYDIYYD
DYOYDDIYIOYOVYIOYI LD LOVYIYIDIY
DDDLOYYLDODDLYYIDLODDDDYY
LEDDLOOVYYDDLOVYIY.LOYYYIDDD
YOYDYODIDILVYLDLLOYY LYYDLOOL

{(Ze¥F :ON ON dI 0ds Fo ¢€6¢ ﬁMngwm% ATHYANIS TN TLAALOSOSOSH | DODLOLOLILDLOLODDLOVYYOIDLIL
aI 0ds 3o ¥IL ©3 03 g8G s9pTjosToNU) (ZEv :ON MAJADSAINSAMDITIIASOOd | YYVYOLIOVIOVIILYOLILYIDDDDD
F6E€ sopTioaTonu) YYD LYYYDOLD QI 0HFS MODAMATALNONSHTISOSSED | LIDIVILLOLOLOIWIOWIDLIOOL
LOLOYOYODODVYIYY | DYYIDOYIDIDOYIDDDILL J0 ¢ o3 SISVADOOTIAITSTAdSOINAAG | DLOVYYOIVYYILYVYYIDLIOVYIOY
DLLDOYDOYYYOVYDOLDDDD | DOYOLLODDDLOIOYIDDL T sopt 1[GeF :ON | D999YIIDDDILIIOVILILIDIDLYD
DDLODYDLIDODIOYILYD | DOIDYYOLLLLDLOVYIOVY.L uomﬁoscw dI 0ds] IspesaT 3INOoYITM [ ¥IIDIID9OVYILLLIOLOVIOVIOL
DOYDLOYYODDLODDIYL | DLODDDILOITYDITYIIDD 5 DDDDOLODYDIYDDIIOYYIOLODDD | €NzZDT
DLOVYYYIOVYIYYYDVYDIOVY.L | YEYDDLODODDDLOLYDVYY SYYO9 Lo DHADUNASHIAdSSTOOHL | DOLOILVYOVYDLIDOVYILLOVYOIIYD -99L
OYDVYDIDYYYDIDYDLIODDY | DLDODDYILLOYDIDYIOD 99T AIDYAMNHMEAQYESTLITLSST | DDLOLOD9DLDLOO9DDDLOLLIYDYIY
DLDDDYIDVYIOYILIDOY | LOLODOLOLIODODDLILL 59970999 SALSAISAOAIASHOSNOSOTIY | 9022919099 DDLILLODDIVYIIL
OY.LDIOYOOYIYDIVYYIDY | ¥YOYOYDIODDDLDIDDIDDL 199 IOLLL NAAMMOAMVYHAId AINNTIOAAS | DIDOYYIDILILYDLIOVOVLODDDDL
DYDDYDIOVYOYOVYILOLOY | DLLDDIDOVYYODLOLODVYY 5199 IYOL YIOSMTOAASddATAASAVYYAL | DLOVYIIDDLIIDDIOYIOVIDOLLOD
DYDDVYDIDLIOVYYLOODDL | DOLDLYDLIOYDYLDDDDD Y9190 1O MM IATILO09ALAdAHSOOADX | I¥YOOLIIVIIOVIVYIDDIVYIDL
YYODLODODIOYYLYDOLD LDOLOYODODLIODDDIDYD 519999 1Y AADATATIAGSTNTLAALDSDS | DYODLIODLYDDLOVYIDDLDDILYDYD
DYVYDDLOVYIYLOYYYIDD | DYDIDLILODILVYYDDLIODVY.L DSHdAAADSHINSAMDITIIAS | DLODLOLYIDDLIODOLIODOYIOYIIDL
OVYOVYDVYIDDILVYILOLLOVYY | DOYIYYIIIDIYYDIDLIOYD 09 dYO0AMITALNONSHTIISOS | D00VOILOLODDLIDILOLIDDDDDL
LYYDLODLIODDLOLOLLD | DLODLYDDLOYDDDLIODL SYDSISVAODTIAATSTASOIN | OYIVYIVILYILODIOIOVIIOVYIVID
LOLDODOLOYYDOLDIVYYY | ¥DYDDLIODLDLYDDLIDD ANASHADIVYIVATATITIDOSMONW | LODODDIOYIIDIIOYIIDIDLODLILL
DLLDVYDOYDLYDLDLYID LDOOYIOYDIDLIODIOYDLD t[PEF ON | IDIDDIVOLVYOIOLIDLODILIDOD LY
DODDLLOLYDLLDLOLDL | LDDDLODDLOLIODDDDDL aI 0ds] TI9peaT YaITM tlzew
YOOVYIDLODDLOLOYYDD | DYIYDIYILYDLDDLIODYD ON dI 0dS] JI9pesaT U3TM
YO LLDLOVYOY
DDDDYIYYILLODYOYYYOVYILIDD
ODDLOOYDLIDDDOYILYDDDYILD
(=d
{(pTOo® oOUTWR) {(pTOo® oOUTWR) IspeaT A3os1
.Amznom .Amznom uoT3TSOd sousnbss ¥NQ | 3 SSt
T sousnbag PTIOY OoUTWY utey) 33ybrT | oads)
uTteWo( 3IUEFSUOD utewog STETI'A ¥NQgo
uteyd 3ybII sureN
suoTD

-113 -



PCT/IB2018/058024

WO 2019/077500

[0FPF :ON dI 0ds]
DEDUNISMIAASSTODH

[BEP :ON dI 0dS]
MIFT
MI9094LAdAHSODADAK
ADAAAYIAIS IMTLAALD

HHHHYIYYILLIOVIOYYYIYILODD
D92 LO9YOLIIDDOYIIYIIOYILY
Y99 LIIDIYILD LOVYYIVIVYYD
YOOV LOVOYDOYYYIOYDLODIVOL
DODYDOYIOYILIIOVIYILIOVYIOY
DY9DOYYIOYIVIOVIOYOVIVYILOL
HYOYOOYIDDLOVYYIOODDDLYYIDL
DOD9OYYILYDDIOOYYDIILOYIVLY
YYYDD99YOVIOYIDIDILYLOLLOVYL
YO IOOLIDOIOLOLIOLILIIOLD
YOO LOIYYYOLLOVYIOVOLYOLOL
YOD9DDDLIDIVILLDIOLOLYIDY
D9LD99LOLOVYDIYYYILYYYOOL
DOYYIIYIOOOYIINDDLLIOYILL
D009 LODOYIDDIIOOVYILLLIOLD
YILOVYIOLOD999LOIYOOYIIIOVY
99 LH99DDDILIILYOVYD LIDIVYILL
DY9DIOYIODLIIIODLILIDDIDLD
LIYOYIOYOIDIOLOD99DDLILILOD
DOYYODILOLOOYYIO LD LYD LOYOY
IODDDDLILOYIIDDLIDDDDOVID
YOO LIODIYYOILIOYIIIYIOYYDD
HOVYIILOVIOLIDIYIILOVYIDIDL
DOLYOYIOLIDIDIYIDLIDOLIDD
YOY999LIDIYOLOLIDDLIDIIOL
202202 LOYIOVIVDIYDLODLODOVD
:[eey 0N

dr 04ds] IspesT InoYlTtm

YO LLDLOYDYDODDOYIOVY
YOLLOOYOYYYOYOLODDDDDLDOY
DLOD9DDYILYDDIYILOVYYDID LD

{(pTOo® oOUTWR)
(¥Nao)
uTewog jue}SUO)

{(pTOo® oOUTWR)

(¥Nao)
utewog STABRTITBA

IopEeaT
uoT3TSOog
YNdo

sousnbag PTIOY OoUTWY
uteyp 3ybrI

sousnbas ¥Nd
uteyd YBTI

(=d
KyosT
® soT
oadg)

sureN
2uoT)

-114 -



PCT/IB2018/058024

WO 2019/077500

INIDYANTHMEAAYHSTL
TLSSTSALSAMSADHELAS
HOSNOSOTYNAAMMOANY
HIdAANNTIDOANASYLOSH
T1030Sddd TAASAVYYALT

[8FF :ON dI 0dS]

SOSDSIdAdADSHAINSAM
DITIHdSOOIIOOAMATA
LNONSHTISOSSYDSISY
dO9TIAATSTASOLNAAG

[9FPF :ON dI 0dS]
(IvP

DHADUNASHIAdSSTOOHLAED
YAANHNHAQYHMSTLTLSSTSAL
SAMSADAIASHOSNOSOTYNAA
MMOAM VAT d AANNTIIAASYLO
SMTOHASddd TAASIVYALYNT

DOOYLOLOYYYIOYIYYYOVYIIVYLIOY
DYDODYYYIOYDLIODIYDLODIYIDY
DOYDLIODOYIYLIDOYIDYIYDIYYD
DYOYDDIYIOYOVYIOYI LD LOVYIYIDIY
DDDLOYYLDODDLYYIDLODDDDYY
LEDDLOOVYYDDLOVYIY.LOYYYIDDD
YOYDYODIDILVYLDLLOYY LYYDLOOL

(IFF :ON ON dI 0ds Fo ¢€6¢ ﬁMngwm% ATIO09ALAdAHSDOADXAAD | D0DIDIOLIDLILIIDLIOVYODLIL
aI 0ds 3o ¥IL ©3 03 g8G s9pTjosToNU) (b :ON ATHYANISTHTLAALOSOSDSH | YYYDLLOVYIDYDLYDLDLYDDDDDD
F6E€ sopTioaTonu) YYD LYYYDOLD a1 0HFS MAJADSAINSAMDITINdSO9d | LIDIVILIDILOLOIVIOWIDLIOOL
LOLOYOYODODVYIYY | DYYIDOYIDIDOYIDDDILL J0 ¢ o3 HOOAMATALNONSHTISOSSHD | 9LOVYYOIVYYILYYYIDLIOVYIOY
DLLDOYDOYYYOVYDOLDDDD | DOYOLLODDDLOIOYIDDL I sopt SISVAOOTIAATSTAdSOINAAT | D999YIDDDILLIDVYILILIDIDILOD
DDLODYDLIDODIOYILYD | DOIDYYOLLLLDLOVYIOVY.L uomﬁoscw t[FPPF ON | ¥DODODOLO9OVYVYILLLIOLOVIOVLIOL

DOYDLOYYODDLODDIYL | DLODDDILOITYDITYIIDD 5 dI 0dS] IspesaT 3INOYITM [ HD9HHDIOHIVIOVYIIIOVYOILOIDD | FNnzdT

DLOVYYYIOVYIYYYDVYDIOVY.L | YEYDDLODODDDLOLYDVYY SYYO9 Lo DDLDLYDVYYDLODIOYILLOYDIDOYD -99L
OYDVYDIDYYYDIDYDLIODDY | DLDODDYILLOYDIDYIOD 99T DHADYNASHIAJSSTOOHL | 99LILD99LDLID9IDLIOLLYIVIOVY
DLDDDYIDVYIOYILIDOY | LOLODOLOLIODODDLILL 59970999 AIDYANHNEAQYESTLITLSST | DOD0DLODDDLOLOLLODIDYYIDL
OY.LDIOYOOYIYDIYYIDY | ¥YOYOYDIOIDDLOIDOLIDL 199 IOLLL SALSAMSAOAIASHDOSNOSOIVY | 9I99VYVYIILI IV LIDDIVYIVIDID
DYDDYDIOVYOYOVYILOLOY | DLLDDIDOVYYODLOLODVYY 5199 IYOL NAAMMOAMVYHIdAINNTIOAAS | DIOYIDDDILIDDDIIOVIOVIIVIOD
DYDDVYDIDLIOVYYLOODDL | DOLDLYDLIDDIYDIYIDD Y9190 1O YIOSMTOAASddATAASAVVYAL | I¥VYOOLIOVILIOVYIVYYIOOIVYIOL
YYODLDODDODIOYYLYDOLD | DDLDYODDDLDDODIIYD 519999 1Y MM IATILO09ALAdAHSODADK | DY¥IDLIDIVYIDLOVIODILIDLYOVYD
DYVYDDLOYIYLOYYYIDD | DYDLYLIDDILVYYDDLIODVY.L AADATATIAGSTIHNTLAALDSDS | DLODLOLYDDLIODOLIODOYOYIIDL
OVYOVYDVYIDDILVYILOLLOVYY | DOYIYYIIIDIYYDIDLIOYD DS HIAAADSHINSAMDITIIAS | DDOYDLDLIODDLIODDLOLDDDDDDL
LYYDLODLIODDLOLOLLD | DLODLYDDLOYDDDLIODL 09 dYOOAMATALNONSHIISOS | 9YOVYIVOLYDLODLOOYIIOVIVID
LOLDODOLOYYDOLDIVYYY | ¥DYDDLIODLDLYDDLIDD SYDSISVAODTIAATISTASOIN | LOD9DIOVYIDDIIVIIODDLODLILL
DLLDVYDOYDLYDLDLYID LDOOYIOYDIDLIODIOYDLD ANASHADIYIVATATITIDOSMONW | LOLODLYDLYDDLODLODLIODDD LY
DODDLLOLYDLLDLOLDL | LDDDLODDLOLIODDDDDL [eFF :ON [TEd
YOOVYIDLODDLOLOYYDD | DYIYDIYILYDLDDLIODYD QI 0dS] TI9pesaT Y3ITM ON dI 0dS] JI9pesaT U3TM
YO LLDILOVYOY

(=d

{(pTOo® oOUTWR) {(pTOo® oOUTWR) IspeaT A3os1

.Amznom .Amznom uoT3TSOd sousnbss ¥NQ | 3 SSt

T sousnbag PTIOY OoUTWY utey) 33ybrT | oads)

uTteWo( 3IUEFSUOD utewog STETI'A ¥NQgo
uteyd 3ybII sureN
suoTD

-115-



PCT/IB2018/058024

WO 2019/077500

[6FF :ON dI 0dsS]
DEDUNISMIAASSTODH

[LFPP :ON dI 0dS]
MIFT
MI9094LAdAHSODADAK
ADAAAYIAIS IMTLAALD

HHHHYIYYILLIOVIOYYYIYILODD
D92 LO9YOLIIDDOYIIYIIOYILY
Y99 LIIDIYILD LOVYYIVIVYYD
YOOV LOVOYDOYYYIOYDLODIVOL
DODYDOYIOYILIIOVIYILIOVYIOY
DY9DOYYIOYIVIOVIOYOVIVYILOL
HYOYOOYIDDLOVYYIOODDDLYYIDL
DOD9OYYILYDDIOOYYDIILOYIVLY
YYYDD99YOVIOYIDIDILYLOLLOVYL
YO IOOLIDOIOLOLIOLILIIOLD
YOO LOIYYYOLLOVYIOVOLYOLOL
YOD9DDDLIDIVILLDIOLOLYIDY
D9LD99LOLOVYDIYYYILYYYOOL
DOYYIIYIOOOYIINDDLLIOYILL
D009 LODOYIDDIIOOVYILLLIOLD
YILOVYIOLOD999LOIYOOYIIIOVY
99 LH99DDDILIILYOVYD LIDIVYILL
DY9DIOYIODLIIIODLILIDDIDLD
LIYOYIOYOIDIOLOD9DLILILLOD
DOYYOILOLOOYYIDLILYDLIODDD
YOYDDDDDIOYIDOILIDDDDIYID
YO LVYIOOLYYOILIOYIIOIOYIOYYDD
HOVYIILOVIOLIDIYIILOVYIDIDL
DOLYOYIOLIDIDIYIDLIDOLIDD
YOY999LIDIYOLOLIDDLIDIIOL
202202 LOYIOVIVDIYDLODLODOVD
1 [zFy :ON

dr 04ds] IspesT InoYlTtm

YO LLDLOYDYDODDOYIOVY
YOLLOOYOYYYOYOLODDDDDLDOY
DLOD9DDYILYDDIYILOVYYDID LD

{(pTOo® oOUTWR)

(¥Nao)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥Nao)
utewog STABRTITBA

IopEeaT
uoT3TSOog
YNdo

sousnbag PTIOY OoUTWY
uteyp 3ybrI

sousnbas ¥Nd
uteyd YBTI

(=d
KyosT
® soT
oadg)

sureN
2uoT)

-116-



PCT/IB2018/058024

WO 2019/077500

INIDYANTHMEAAYHSTL
TLSSTSALSAMSADHELAS
HOSNOSOTYNAAMMOANY
HIdAANNTIDOANASYLOSH
T1030Sddd TAASAVYYALT

[LGY :fON dI 0ds]

SOSDSIdAdADSHAINSAM
DITTIdSOOIID0AMATA
LNONSHTISOSSYDSISY
dO9TIAATSTASOLNAAG

[GGF :ON dI 0dS]
(0G6¥

DHADUNASHIAdSSTOOHLAED
YAANHNHAQYHMSTLTLSSTSAL
SAMSADAIASHOSNOSOTYNAA
MMOAM VAT d AANNTIIAASYLO
SMTOHASddd TAASIVYALYNT

DOOYLOLOYYYIOYIYYYOVYIIVYLIOY
DYDODYYYIOYDLIODIYDLODIYIDY
DOYDLIODOYIYLIDOYIDYIYDIYYD
DYOYDDIYIOYOVYIOYI LD LOVYIYIDIY
DDDLOYYLDODDLYYIDLODDDDYY
LEDDLOOVYYDDLOVYIY.LOYYYIDDD
YOYDYODIDILVYLDLLOYY LYYDLOOL

{0GF :ON ON dI 0ds Fo ¢€6¢ ﬁwwwgwm% ATIO09ALAdAHSDOADXAAD | D0DIDIOLIDLILIIDLIOVYODLIL
aI 0ds 3o ¥IL ©3 03 g8G s9pTjosToNU) (0SH :ON ATHYANISTHTLAALOSOSDSH | YYYDLLOVYIDYDLYDLDLYDDDDDD
F6E€ sopTioaTonu) YYD LYYYDOLD QI 0HFS MAJADSAINSAMDITTHASO9d | LIDIVILIDILOLOIVIOWIDLIOOL
LOLOYOYODODVYIYY | DYYIDOYIDIDOYIDDDILL J0 ¢ o3 HOOAMATALNONSHTISOSSHD | 9LOVYOIVYYILYYVYIDLIOVYIOY
DLLDOYDOYYYOVYDOLDDDD | DOYOLLODDDLOIOYIDDL I sopt SISVAOOTIAATSTAdSOINAAT | D999YIDDDILLIDVYILILIDIDILOD
DDLODYDLIDODIOYILYD | DOIDYYOLLLLDLOVYIOVY.L uomﬁoscw €6y :ON | ¥ODODOLO9D9VYVYILLLIOLOVIOVLIOL

DOYDLOYYODDLODDIYL | DLODDDILOITYDITYIIDD 5 dI 0dS] IspesaT 3NOYITM [ HD9HHDILOHIVIOVYIIIOVYIILOIDD | GNzDT

DLOVYYYIOVYIYYYDVYDIOVY.L | YEYDDLODODDDLOLYDVYY SYYO9 Lo DDLDLYDVYYDLODIOYILLOYDIDOYD -99L
OYDVYDIDYYYDIDYDLIODDY | DLDODDYILLOYDIDYIOD 99T DHADYNASHIAJSSTOOHL | 99LILD99LDLID9IDLIOLLYIVIOVY
DLDDDYIDVYIOYILIDOY | LOLODOLOLIODODDLILL 59970999 AIDYANHNEAQYESTLITLSST | DDOD0DLODDDDILOLLODIDYYIDL
OY.LDIOYOOYIYDIVYYIDY | ¥YOYOYDIODDDLDIDDIDDL 199 IOLLL SALSAMSAOAIASHDOSNOSOIVY | 9I99VYVYIILIIVILIDLIOVYIVIDID
DYDDYDIOVYOYOVYILOLOY | DLLDDIDOVYYODLOLODVYY 5199 IYOL NAAMMOAMVYHAIdAINNTIOAAS | DIOYIIDDILIDDDIOYIOVIDLLYD
DYDDVYDIODLIOVYYLOODDL | DOLDOLYDLIDLIOYDOYIDD Y9190 1O YIOSMTOAASddATAASAVVYAL | I¥VYOOLIOVILIOVYIVYYIOOIVYIOL
YYODLDODDODIOYYLYDOLD | DDLDYODDDLDDODIIYD 519999 1Y MM IATILO09ALAdAHSODADK | DY¥IDLIDIVYIDLOVIODILIDLYOVYD
DYVYDDLOVYIYLOYYYIDD | DYDIDLILODILVYYDDLIODVY.L AADATATIAGSTIHNTLAALDSDS | DLODLOLYDDLIODOLIODOYOYIIDL
OVYOVYDVYIDDILVYILOLLOVYY | DOYIYYIIIDIYYDIDLIOYD DSHIAAADSHINSAMDITTALS | DDOYDLDLIODDLIODDLOLDDDDDDL
LYYDLODLIODDLOLOLLD | DLODLYDDLOYDDDLIODL 09 dYO0AMITALNONSHIISOS | SYOVYIVOLYDLODLOOYIIOVYIVID
LOLDODOLOYYDOLDIVYYY | ¥DYDDLIODLDLYDDLIDD SYDSISVAODTIAATISTASOIN | LOD9DIOVYIDDIIVIIODDLODLILL
DLLDVYDOYDLYDLDLYID LDOOYIOYDIDLIODIOYDLD ANASHADIYIVATATITIDOSMONW | LOLODLYDLYDDLODLODLIODDD LY
DODDLLOLYDLLDLOLDL | LDDDLODDLOLIODDDDDL :[28F :ON :[osw
YOOVYIDLODDLOLOYYDD | DYIYDIYILYDLDDLIODYD QI 0dS] TI9pesaT Y3ITM ON dI 0dS] JI9pesaT U3TM
YO LLDILOVYOY

(=d

{(pTOo® oOUTWR) {(pTOo® oOUTWR) IspeaT A3os1

.Amznom .Amznom uoT3TSOd sousnbss ¥NQ | 3 SSt

T sousnbag PTIOY OoUTWY utey) 33ybrT | oads)

uTteWo( 3IUEFSUOD utewog STETI'A ¥NQgo
uteyd 3ybII sureN
suoTD

-117 -



PCT/IB2018/058024

WO 2019/077500

[8GF :ON dI 0ds]
DEDUNISMIAASSTODH

[9GF :ON dI 0dS]
MIFT
MI9094LAdAHSODADAK
ADAAAYIAIS IMTLAALD

HHHHYIYYILLIOVIOYYYIYILODD
D92 LO9YOLIIDDOYIIYIIOYILY
Y99 LIIDIYILD LOVYYIVIVYYD
YOOV LOVOYDOYYYIOYDLODIVOL
DODYDOYIOYILIIOVIYILIOVYIOY
DY9DOYYIOYIVIOVIOYOVIVYILOL
HYOYOOYIDDLOVYYIOODDDLYYIDL
DOD9OYYILYDDIOOYYDIILOYIVLY
YYYDD99YOVIOYIDIDILYLOLLOVYL
YO IOOLIDOIOLOLIOLILIIOLD
YOO LOIYYYOLLOVYIOVOLYOLOL
YOD9DDDLIDIVILLDIOLOLYIDY
D9LD99LOLOVYDIYYYILYYYOOL
DOYYIIYIOOOYIINDDLLIOYILL
D009 LODOYIDDIIOOVYILLLIOLD
YILOVYIOLOD999LOIYOOYIIIOVY
99 LH99DDDILIILYOVYD LIDIVYILL
DY9DIOYIODLIIIODLILIDDIDLD
LIYOYIOYOIDIOLOD99DDLILILOD
DOYYOILOLOOYYIDLILYOLIOLD
YOYDDDDDIOYIDOILIDDDDIYID
YOO LIODIYYOILIOYIIIYIOYYDD
HOVYIILOVIOLIDIYIILOVYIDIDL
DOLYOYIOLIDIDIYIDLIDOLIDD
YOY999LIDIYOLOLIDDLIDIIOL
202202 LOYIOVIVDIYDLODLODOVD
:[T6y :0ON

dr 04ds] IspesT InoYlTtm

YO LLDLOYDYDODDOYIOVY
YOLLOOYOYYYOYOLODDDDDLDOY
DLOD9DDYILYDDIYILOVYYDID LD

{(pTOo® oOUTWR)

(¥Nao)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥Nao)
utewog STABRTITBA

IopEeaT
uoT3TSOog
YNdo

sousnbag PTIOY OoUTWY
uteyp 3ybrI

sousnbas ¥Nd
uteyd YBTI

(=d
KyosT
® soT
oadg)

sureN
2uoT)

-118-



PCT/IB2018/058024

WO 2019/077500

INIDYANTHMEAAYHSTL
TLSSTSALSAMSADHELAS
HOSNOSOTYNAAMMOANY
HIdAANNTIDOANASYLOSH
T1030Sddd TAASAVYYALT

[99F :ON dI 0ds]

SITTIdSOOdIO0AMATA
LNONSHTISOSSYDSISY
dO9TIAATSTASOLNAAG

[FOF :ON dI 0dS]
(6G6F

DHADUNASHIAdSSTOOHLAED
YAANHNHAQYHMSTLTLSSTSAL
SAMSADAIASHOSNOSOTYNAA
MMOAM VAT d AANNTIIAASYLO
SMTOHASddd TAASIVYALYNT

DOOYLOLOYYYIOYIYYYOVYIIVYLIOY
DYDODYYYIOYDLIODIYDLODIYIDY
DOYDLIODOYIYLIDOYIDYIYDIYYD
DYOYDDIYIOYOVYIOYI LD LOVYIYIDIY
DDDLOYYLDODDLYYIDLODDDDYY
LEDDLOOVYYDDLOVYIY.LOYYYIDDD
YOYDYODIDILVYLDLLOYY LYYDLOOL

{(6GF :ON ON dI 0ds Fo ¢€6¢ ﬁmwwgwm% ATIO09ALAdAHSDOADXAAD | D0DIDIOLIDLILIIDLIOVYODLIL
aI 0ds 3o ¥IL ©3 03 g8G s9pTjosToNU) (65 :ON ATHYANISTHTLAALOSOSDSH | YYYDLLOVYIDYDLYDLDLYDDDDDD
F6E€ sopTioaTonu) YYD LYYYDOLD QI 0HFS MAJADSAINSAMSITTHASO9d | LIDIVILIDLOLOIVIOWIDLIOOL
LOLOYOYODODVYIYY | DYYIDOYIDIDOYIDDDILL a0 L o3 HOOAMATALNONSHTISOSSHD | 9LOVYYOIVYYILYYYIDLIOVYIOY
DLLDOYDOYYYOVYDOLDDDD | DOYOLLODDDLOIOYIDDL I sopt SISVAOOTIAATSTAdSOINAAT | D999YIDDDILLIDVYILILIDIDILOD
DDLODYDLIDODIOYILYD | DOIDYYOLLLLDLOVYIOVY.L uomﬁoscw :[2Z9% :ON | ¥DODODLDO9D9VYVYILLLIOLOVIOVLIOL

DOYDLOYYODDLODDIYL | DLODDDILOITYDITYIIDD 5 dI 0dS] IspesaT 3NOYITM [ HD9HHDILOHIVIOVYIIIOVYIILOIDD | 9NzDT

DLOVYYYIOVYIYYYDVYDIOVY.L | YEYDDLODODDDLOLYDVYY SYYO9 Lo DDLDLYDVYYDLODIOYILLOYDIDOYD -99L
OYDVYDIDYYYDIDYDLIODDY | DLDODDYILLOYDIDYIOD 99T DHADYNASHIAJSSTOOHL | 99LILD99LDLID9IDLIOLLYIVIOVY
DLDDDYIDVYIOYILIDOY | LOLODOLOLIODODDLILL 59970999 AIDYANHNEAQYESTLITLSST | DDOD0DLODDDDILOLLODIDYYIDL
OY.LDIOYOOYIYDIVYYIDY | ¥YOYOYDIODDDLDIDDIDDL 199 IOLLL SALSAMSAOAIASHOSNOSOTIY | 9I99YVYIILLIVOLODLIDDDDIDDL
DYDDYDIOVYOYOVYILOLOY | DLLDDIDOVYYODLOLODVYY 5199 IYOL NAAMMOAMVYHIdAINNTIOAAS | DIOYIDDDILIDDDIIOVIOVIIVIOD
DYDDYDIDLIOVYYLOODDL | DOLLLYDLIODLIODDDDDD Y9190 1O YIOSMTOAASddATAASAVVYAL | I¥VYOOLIOVILIOVYIVYYIOOIVYIOL
YYODLODODIOYYLYDOLD LDOLOYODODLIODDDIDYD 519999 1Y MM IATILO09ALAdAHSODADK | DY¥IDLIDIVYIDLOVIODILIDLYOVYD
DYVYDDLOYIYLOYYYIDD | DYDLYLIDDILVYYDDLIODVY.L AADATATIAGSTIHNTLAALDSDS | DLODLOLYDDLIODOLIODOYOYIIDL
OVYOVYDVYIDDILVYILOLLOVYY | DOYIYYIIIDIYYDIDLIOYD DS HIAAADSHINSAMSITTALS | DDOYDLDLIODDLIODDLOLDDDDDDL
LYYDLODLIODDLOLOLLD | DLODLYDDLOYDDDLIODL 09 dYOOAMATALNONSHIISOS | 9YOVYIVOLYDLODLOOYIIOVIVID
LOLDODOLOYYDOLDIVYYY | ¥DYDDLIODLDLYDDLIDD SYDSISVAODTIAATISTASOIN | LOD9DIOVYIDDIIVIIODDLODLILL
DLLDVYDOYDLYDLDLYID LDOOYIOYDIDLIODIOYDLD ANASHADIYIVATATITIDOSMONW | LOLODLYDLYDDLODLODLIODDD LY
DODDLLOLYDLLDLOLDL | LDDDLODDLOLIODDDDDL :[T9F :ON :[667F
YOOVYIDLODDLOLOYYDD | DYIYDIYILYDLDDLIODYD QI 0dS] TI9pesaT Y3ITM ON dI 0dS] JI9pesaT U3TM
YO LLDILOVYOY

(=d

{(pTOo® oOUTWR) {(pTOo® oOUTWR) IspeaT A3os1

.Amznom .Amznom uoT3TSOd sousnbss ¥NQ | 3 SSt

T sousnbag PTIOY OoUTWY utey) 33ybrT | oads)

uTteWo( 3IUEFSUOD utewog STETI'A ¥NQgo
uteyd 3ybII sureN
suoTD

-119-



PCT/IB2018/058024

WO 2019/077500

[LO9F

tON dI 0dS]

DADOUNASHIAISSTOOH

[G9F :ON dI 0dS]
MIFT
MI9094LAdAHSODADAK
ADAAAYIAIS IMTLAALD
$98954dAdADSIINSANT

HHHHYIYYILLIOVIOYYYIYILODD
D92 LO9YOLIIDDOYIIYIIOYILY
Y99 LIIDIYILD LOVYYIVIVYYD
YOOV LOVOYDOYYYIOYDLODIVOL
DODYDOYIOYILIIOVIYILIOVYIOY
DY9DOYYIOYIVIOVIOYOVIVYILOL
HYOYOOYIDDLOVYYIOODDDLYYIDL
DOD9OYYILYDDIOOYYDIILOYIVLY
YYYDD99YOVIOYIDIDILYLOLLOVYL
YO IOOLIDOIOLOLIOLILIIOLD
YOO LOIYYYOLLOVYIOVOLYOLOL
YOD9DDDLIDIVILLDIOLOLYIDY
D9LD99LOLOVYDIYYYILYYYOOL
DOYYIIYIOOOYIINDDLLIOYILL
D009 LODOYIDDIIOOVYILLLIOLD
YILOVYIOLOD999LOIYOOYIIIOVY
99 LH99DDDILIILYOVYD LIDIVYILL
DY9DIOYIODLIIIODLILIDDIDLD
LIYOYIOYOIDIOLOD99DDLILILOD
DOYYOILOLOOYYIDILILIYOLIOLD
99DDDDLIIOYIDNILIDINDDOYID
YO LVYIOOLYYOILIOYIIOIOYIOYYDD
HOVYIILOVIOLIDIYIILOVYIDIDL
DOLYOYIOLIDIDIYIDLIDOLIDD
YOY999LIDIYOLOLIDDLIDIIOL
202202 LOYIOVIVDIYDLODLODOVD
:[09F :0ON

dr 04ds] IspesT InoYlTtm

YO LLDLOYDYDODDOYIOVY
YOLLOOYOYYYOYOLODDDDDLDOY
DLOD9DDYILYDDIYILOVYYDID LD

{(pTOo® oOUTWR)

(¥Nao)

uTewo( 3UL}ISUOD

{(pTOo® oOUTWR)

(¥Nao)
utewog STABRTITBA

IopEeaT
uoT3TSOog
YNdo

sousnbag PTIOY OoUTWY
uteyp 3ybrI

sousnbas ¥Nd
uteyd YBTI

(=d
KyosT
® soT
oadg)

sureN
2uoT)

-120 -



PCT/IB2018/058024

WO 2019/077500

INIDYANTHMEAAYHSTL
TLSSTSALSAMSADHELAS
HOSNOSOTYNAAMMOANY
HIdAANNTIDOANASYLOSH
T1030Sddd TAASAVYYALT

[GLY :fON dI 0ds]

SOSDSIdAdADSHAINSAM
SITIddS09d00AMATA
LNONSHTISOSSYDSISY
dO9TIAATSTASOLNAAG

(€L :ON dI 0dS]
(89¥

DHADUNASHIAdSSTOOHLAED
YAANHNHAQYHMSTLTLSSTSAL
SAMSADAIASHOSNOSOTYNAA
MMOAM VAT d AANNTIIAASYLO
SMTOHASddd TAASIVYALYNT

DOOYLOLOYYYIOYIYYYOVYIIVYLIOY
DYDODYYYIOYDLIODIYDLODIYIDY
DOYDLIODOYIYLIDOYIDYIYDIYYD
DYOYDDIYIOYOVYIOYI LD LOVYIYIDIY
DDDLOYYLDODDLYYIDLODDDDYY
LEDDLOOVYYDDLOVYIY.LOYYYIDDD
YOYDYODIDILVYLDLLOYY LYYDLOOL

{89F :ON ON dI 0ds Fo ¢€6¢ ﬁMngwm% ATIO09ALAdAHSDOADXAAD | D0DIDIOLIDLILIIDLIOVYODLIL
aI 0ds 3o ¥IL ©3 03 g8G s9pTjosToNU) (897 :ON ATHYANISTHTLAALOSOSDSH | YYYDLLOVYIDYDLYDLDLYDDDDDD
F6E€ sopTioaTonu) YYD LYYYDOLD a1 0HFS MAJADSAINSAMSITINdSO9d | LIDIVILIDILOLOIVIOWIDLIOOL
LOLOYOYODODVYIYY | DYYIDOYIDIDOYIDDDILL J0 ¢ o3 HOOAMATALNONSHTISOSSHD | 9LOVYOIVYYILYYVYIDLIOVYIOY
DLLDOYDOYYYOVYDOLDDDD | DOYOLLODDDLOIOYIDDL I sopt SISVAOOTIAATSTAdSOINAAT | D999YIDDDILLIDVYILILIDIDILOD
DDLODYDLIDODIOYILYD | DOIDYYOLLLLDLOVYIOVY.L uomﬁoscw C[TLF :ON | ¥DDODLO9D9VYVYILLLIOLOVIOVLIOL

DOYDLOYYODDLODDIYL | DLODDDILOITYDITYIIDD 5 dI 0dS] IspesaT 3NOYITM [ HD9HHDILOHIYIOVYIIIOVVYOILOIDD | LNZDT

DLOVYYYIOVYIYYYDVYDIOVY.L | YEYDDLODODDDLOLYDVYY SYYO9 Lo DDLDLYDVYYDLODIOYILLOYDIDOYD -99L
OYDVYDIDYYYDIDYDLIODDY | DLDODDYILLOYDIDYIOD 99T DHADYNASHIAJSSTOOHL | 99LILD99LDLID9IDLIOLLYIVIOVY
DLDDDYIDVYIOYILIDOY | LOLODOLOLIODODDLILL 59970999 AIDYANHNEAQYESTLITLSST | DDOD0DLODDDDILOLLODIDYYIDL
OY.LDIOYOOYIYDIVYYIDY | ¥YOYOYDIODDDLDIDDIDDL 199 IOLLL SALSAMSAOAIASHOSNOSOTIVY | 9I99YVYIILI LY LODDIVOVYIDDL
DYDDYDIOVYOYOVYILOLOY | DLLDDIDOVYYODLOLODVYY 5199 IYOL NAAMMOAMVYHAIdAINNTIOAAS | DIOYIIDDILIDDDIOYIOVIDLLYD
DYDDYDIODLIOVYYLOODDL | DDOLDOLYDLIDDIYDIYIDD Y9190 1O YIOSMTOAASddATAASAVVYAL | I¥VYOOLIOVILIOVYIVYYIOOIVYIOL
YYODLODODIOYYLYDOLD LDOLOYODODLIODDDIDYD 519999 1Y MM IATILO09ALAdAHSODADK | DY¥IDLIDIVYIDLOVIODILIDLYOVYD
DYVYDDLOVYIYLOYYYIDD | DYDIDLILODILVYYDDLIODVY.L AADATATIAGSTIHNTLAALDSDS | DLODLOLYDDLIODOLIODOYOYIIDL
OVYOVYDVYIDDILVYILOLLOVYY | DOYIYYIIIDIYYDIDLIOYD DSHIAAADSHINSAMSITIIAS | DDOYDLDLIODDLIODDLOLDDDDDDL
LYYDLODLIODDLOLOLLD | DLODLYDDLOYDDDLIODL 09 dYO0AMITALNONSHIISOS | SYOVYIVOLYDLODLOOYIIOVYIVID
LOLDODOLOYYDOLDIVYYY | ¥DYDDLIODLDLYDDLIDD SYDSISVAODTIAATISTASOIN | LOD9DIOVYIDDIIVIIODDLODLILL
DLLDVYDOYDLYDLDLYID LDOOYIOYDIDLIODIOYDLD ANASHADIYIVATATITIDOSMONW | LOLODLYDLYDDLODLODLIODDD LY
DODDLLOLYDLLDLOLDL | LDDDLODDLOLIODDDDDL :[oLy :ON :[89F
YOOVYIDLODDLOLOYYDD | DYIYDIYILYDLDDLIODYD QI 0dS] TI9pesaT Y3ITM ON dI 0dS] JI9pesaT U3TM
YO LLDILOVYOY

(=d

{(pTOo® oOUTWR) {(pTOo® oOUTWR) IspeaT A3os1

.Amznom .Amznom uoT3TSOd sousnbss ¥NQ | 3 SSt

T sousnbag PTIOY OoUTWY utey) 33ybrT | oads)

uTteWo( 3IUEFSUOD utewog STETI'A ¥NQgo
uteyd 3ybII sureN
suoTD

-121 -



PCT/IB2018/058024

WO 2019/077500

[9LF fON dI 0ds]
DEDUNISMIAASSTODH

[FLY :ON dI 0dS]
MIFT
MI9094LAdAHSODADAK
ADAAAYIAIS IMTLAALD

HHHHYIYYILLIOVIOYYYIYILODD
D92 LO9YOLIIDDOYIIYIIOYILY
Y99 LIIDIYILD LOVYYIVIVYYD
YOOV LOVOYDOYYYIOYDLODIVOL
DODYDOYIOYILIIOVIYILIOVYIOY
DY9DOYYIOYIVIOVIOYOVIVYILOL
HYOYOOYIDDLOVYYIOODDDLYYIDL
DOD9OYYILYDDIOOYYDIILOYIVLY
YYYDD99YOVIOYIDIDILYLOLLOVYL
YO IOOLIDOIOLOLIOLILIIOLD
YOO LOIYYYOLLOVYIOVOLYOLOL
YOD9DDDLIDIVILLDIOLOLYIDY
D9LD99LOLOVYDIYYYILYYYOOL
DOYYIIYIOOOYIINDDLLIOYILL
D009 LODOYIDDIIOOVYILLLIOLD
YILOVYIOLOD999LOIYOOYIIIOVY
99 LH99DDDILIILYOVYD LIDIVYILL
DY9DIOYIODLIIIODLILIDDIDLD
LIYOYIOYOIDIOLOD99DDLILILOD
DOYYOILOLOOYYIILILYDLIODDD
YOYDDDLIOIOYIDODLIDDDDIYDD
YOO LIODIYYOILIOYIIIYIOYYDD
HOVYIILOVIOLIDIYIILOVYIDIDL
DOLYOYIOLIDIDIYIDLIDOLIDD
YOY999LIDIYOLOLIDDLIDIIOL
202202 LOYIOVIVDIYDLODLODOVD
:[69F 0N

dr 04ds] IspesT InoYlTtm

YO LLDLOYDYDODDOYIOVY
YOLLOOYOYYYOYOLODDDDDLDOY
DLOD9DDYILYDDIYILOVYYDID LD

{(pTOo® oOUTWR)

(¥Nao)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥Nao)
utewog STABRTITBA

IopEeaT
uoT3TSOog
YNdo

sousnbag PTIOY OoUTWY
uteyp 3ybrI

sousnbas ¥Nd
uteyd YBTI

(=d
KyosT
® soT
oadg)

sureN
2uoT)

-122 -



PCT/IB2018/058024

WO 2019/077500

DADUNASHIAISSTOOH SOSDSIdAdADSHAINSAM DOOYLOLOYYYIOYIYYYOVYIIVYLIOY
INIDYANTHMEAAYHSTL SITIddS09d00AMATA DHADUNASUIAdSSTOOHLALED | O¥IOVYYIOVILIOOVILIDIOVIOY
TLSSTSALSAMSADHELAS LNONSHAISOSSYDSISY YAANHNHAQYHSTLTLSSTSAL | DOYDLODOYIVYLODOYIOYIYIIVYYD
HOSNOSOTYNAAMMOANY | d0DTIAITSTASOINAAQ SAMSADAIASHOSNOSOTYNAA | OYIVYIIVIOVIOVIVILO LOVOVOOY
HIdAANNTIDOANASYLOSH MMOAMVATd ZANNTIIAASYLD | 20DLOVYIOODIILVYYIIILIDIDIVY
T1030Sddd TAASAVYYALT [Z8F :ON dI 0ds] SMTOHASdddTAASIVYALYNI | I¥VDOILOOVYYIDLOVIVIOVYYYIOOD

(LLY (T8 :ON ATIO09ALAdAHSDOADXAAD | ¥OVOVYIDIDIIVLOLLOVYIVYOLODL
{LLV :*ON ON dI 0ds Fo ¢€6¢ ar oEsg] ATHYANIS TN TLAALOSOSOSH | DODLOLOLILDLOLODDLOVYYOIDLIL
aI 0ds 3o ¥IL ©3 03 g8G s9pTjosToNU) (LLv :ON MAJADSAINSAMSTITIIdSODd | YYYOLIOVIOVIILYOLILYIDDDDD
F6E€ sopTioaTonu) YYD LYYYDOLD QI 0HFS MODAMATALNONSHAISOSSED | LIDIVILIDILOLOIVIOWIDLIOOL
LOLOYOYODODVYIYY | DYYIDOYIDIDOYIDDDILL J0 ¢ o3 SISVADOOTIAITSTAdSOINAAG | DLOVYYOIVYYILYVYYIDLIOVYIOY
DLLDOYDOYYYOVYDOLDDDD | DOYOLLODDDLOIOYIDDL T sopt :[08F :ON | D999¥YDIDI99DILILIOVILLIDIDLYD
DDLODYDLIDODIOYILYD | DOIDYYOLLLLDLOVYIOVY.L uomﬁoscw dI 0ds] IspesaT 3INOoYITM [ ¥IIDIID9OVYILLLIOLOVIOVIOL

DOYDLOYYODDLODDIYL | DLODDDILOITYDITYIIDD 5 DDDDOLODYDIYDDIOYYIOLODDD | 8NzZDT

DLOVYYYIOVYIYYYDVYDIOVY.L | YEYDDLODODDDLOLYDVYY SYYO9 Lo DHADUNASHIAdSSTOOHL | DOLOILVYOVYDLIDOVYILLOVYOIIYD -99L
OYDVYDIDYYYDIDYDLIODDY | DLDODDYILLOYDIDYIOD 99T AIDYAMNHMEAQYESTLITLSST | DDLOLOD9DLDLOO9DDDLOLLIYDYIY
DLDDDYIDVYIOYILIDOY | LOLODOLOLIODODDLILL 59970999 SALSAISAOAIASHOSNOSOTIY | 9022919099 DDLILLODDIVYIIL
OY.LDIOYOOYIYDIVYYIDY | ¥YOYOYDIODDDLDIDDIDDL 199 IOLLL NAAMMOAMVYHAId AINNTIOAAS | DID9YYIDILILYDLIDOIVOVIIDL
DYDDYDIOVYOYOVYILOLOY | DLLDDIDOVYYODLOLODVYY 5199 IYOL YIOSMTOAASddATAASAVYYAL | DLOVYIIDDLIIDDIOYIOVIDOLLOD
DYDDYDIODLIOVYYLOODDL | DDOLDOLYDLIDDIYDIYIDD Y9190 1O MM IATILO09ALAdAHSOOADX | I¥YOOLIIVIIOVIVYIDDIVYIDL
YYODLODODIOYYLYDOLD LDOLOYODODLIODDDIDYD 519999 1Y AADATATIAGSTNTLAALDSDS | DYODLODLYDDLOVYIDODLDDLYDYD
DYVYDDLOVYIYLOYYYIDD | DYDIDLILODILVYYDDLIODVY.L DS HdAAADSHINSAMSITIIAS | DLODLOLYIDDLIODOLIODOYIOYIIODL
OVYOVYDVYIDDILVYILOLLOVYY | DOYIYYIIIDIYYDIDLIOYD 09 dI00AMITALNONSHATISOS | DD00VOILOLODIOLIDILOLIDDDDDL
LYYDLODLIODDLOLOLLD | DLODLYIILOYDDDLIODL SYDSISVAODTIAATSTASOIN | OYIVYIVILYILODIOIOVIIOVYIVID
LOLDODOLOYYDOLDIVYYY | ¥DYDDLIODLDLYDDLIDD ANASHADIVYIVATATITIDOSMONW | LODODDIOYIIDIIOYIIDIDLODLILL
DLLDVYDOYDLYDLDLYID LDOOYIOYDIDLIODIOYDLD t[6LF ON | IDILDODIVOILYOIOLIDLODLIDOD LY
DODDLLOLYDLLDLOLDL | LDDDLODDLOLIODDDDDL aI 0ds] TI9peaT YaITM lLLy
YOOVYIDLODDLOLOYYDD | DYIYDIYILYDLDDLIODYD ON dI 0dS] JI9pesaT U3TM
YO LLDILOVYOY

(=d

{(pTOo® oOUTWR) {(pTOo® oOUTWR) IspeaT A3os1

.Zznov. .Eznov. uoT3TSOd sousnbss ¥NQ | 3 SSt

T sousnbag PTIOY OoUTWY utey) 33ybrT | oads)

uTteWo( 3IUEFSUOD utewog STETI'A ¥NQgo
uteyd 3ybII sureN
suoTD

-123 -



PCT/IB2018/058024

WO 2019/077500

[78F

tON dI 0dS]

[£8F :ON dI 0dS]
MIFT
MI9094LAdAHSODADAK
ADAAAYIAIS IMTLAALD

HHHHYIYYILLIOVIOYYYIYILODD
D92 LO9YOLIIDDOYIIYIIOYILY
Y99 LIIDIYILD LOVYYIVIVYYD
YOOV LOVOYDOYYYIOYDLODIVOL
DODYDOYIOYILIIOVIYILIOVYIOY
DY9DOYYIOYIVIOVIOYOVIVYILOL
HYOYOOYIDDLOVYYIOODDDLYYIDL
DOD9OYYILYDDIOOYYDIILOYIVLY
YYYDD99YOVIOYIDIDILYLOLLOVYL
YO IOOLIDOIOLOLIOLILIIOLD
YOO LOIYYYOLLOVYIOVOLYOLOL
YOD9DDDLIDIVILLDIOLOLYIDY
D9LD99LOLOVYDIYYYILYYYOOL
DOYYIIYIOOOYIINDDLLIOYILL
D009 LODOYIDDIIOOVYILLLIOLD
YILOVYIOLOD999LOIYOOYIIIOVY
99 LH99DDDILIILYOVYD LIDIVYILL
DY9DIOYIODLIIIODLILIDDIDLD
LIYOYIOYOIDIOLOD99DDLILILOD
DOYYOILOLOOYYIILILYDLIODDD
YOYDDDLIOIOYIDODLIDDDDIYDD
YOO LIODIYYOILIOYIIIYIOYYDD
HOVYIDLOVIOILODIYIILOYIDIDL
DOLYOYIOLIDIDIYIDLIDOLIDD
YOY999LIDIYOLOLIDDLIDIIOL
202202 LOYIOVIVDIYDLODLODOVD
:[8LY :ON

dr 04ds] IspesT InoYlTtm

YO LLDLOYDYDODDOYIOVY
YOLLOOYOYYYOYOLODDDDDLDOY
DLOD9DDYILYDDIYILOVYYDID LD

{(pTOo® oOUTWR)

(¥Nao)

uTewo( 3UL}ISUOD

{(pTOo® oOUTWR)

(¥Nao)
utewog STABRTITBA

IopEeaT
uoT3TSOog
YNdo

sousnbag PTIOY OoUTWY
uteyp 3ybrI

sousnbas ¥Nd
uteyd YBTI

(=d
KyosT
® soT
oadg)

sureN
2uoT)

-124 -



PCT/IB2018/058024

WO 2019/077500

INIDYANTHMEAAYHSTL
TLSSTSALSAMSADHELAS
HOSNOSOTYNAAMMOANY
HIdAANNTIDOANASYLOSH
T1030Sddd TAASAVYYALT

[Z6F :ON dI 0ds]

SOSDSIdAdADSHAINSAM
SITIddS09dd00AMNTA
LNONSHAISOSSYDSISY
dO9TIAATSTASOLNAAG

[06F :ON dI 0dS]
(68¥

DHADUNASHIAdSSTOOHLAED
YAANHNHAQYHMSTLTLSSTSAL
SAMSADAIASHOSNOSOTYNAA
MMOAM VAT d AANNTIIAASYLO
SMTOHASddd TAASIVYALYNT

DOOYLOLOYYYIOYIYYYOVYIIVYLIOY
DYDODYYYIOYDLIODIYDLODIYIDY
DOYDLIODOYIYLIDOYIDYIYDIYYD
DYOYDDIYIOYOVYIOYI LD LOVYIYIDIY
DDDLOYYLDODDLYYIDLODDDDYY
LEDDLOOVYYDDLOVYIY.LOYYYIDDD
YOYDYODIDILVYLDLLOYY LYYDLOOL

{G8F :ON ON dI 0ds Fo ¢€6¢ ﬁmegwm% ATIO09ALAdAHSDOADXAAD | D0DIDIOLIDLILIIDLIOVYODLIL
aI 0ds 3o ¥IL ©3 03 g8G s9pTjosToNU) (c8% :ON ATHYANISTHTLAALOSOSDSH | YYYDLLOVYIDYDLYDLDLYDDDDDD
F6E€ sopTioaTonu) YYD LYYYDOLD a1 09S MAJADSAINSAMSITINdSO9d | LIDIVILIDILOLOIVIOWIDLIOOL
LOLOYOYODODVYIYY | DYYIDOYIDIDOYIDDDILL J0 ¢ o3 HOOAMNTALNONSHAISOSSHD | 9LOVYOIVYYILYYVYIDLIOVYIOY
DLLDOYDOYYYOVYDOLDDDD | DOYOLLODDDLOIOYIDDL I sopt SISVAOOTIAATSTAdSOINAAT | D999YIDDDILLIDVYILILIDIDILOD
DDLODYDLIDODIOYILYD | DOIDYYOLLLLDLOVYIOVY.L uomﬁoscw :[88F :ON | ¥ODODOLO9OVYVYILLLIOLOVIOVLIOL

DOYDLOYYODDLODDIYL | DLODDDILOITYDITYIIDD 5 dI 0dS] IspesT 3NOYITM [ HD9HHDIOHIVIOVYIIIOVYIILOIDD | 6112071

DLOVYYYIOVYIYYYDVYDIOVY.L | YEYDDLODODDDLOLYDVYY SYYO9 Lo DDLDLYDVYYDLODIOYILLOYDIDOYD -99L
OYDVYDIDYYYDIDYDLIODDY | DLDODDYILLOYDIDYIOD 99T DHADYNASHIAJSSTOOHL | 99LILD99LDLID9IDLIOLLYIVIOVY
DLDDDYIDVYIOYILIDOY | LOLODOLOLIODODDLILL 59970999 AIDYANHNEAQYESTLITLSST | DDOD0DLODDDDILOLLODIDYYIDL
OY.LDIOYOOYIYDIVYYIDY | ¥YOYOYDIODDDLDIDDIDDL 199 IOLLL SALSAMSAOAIASHOSNOSOTIVY | 9I99YVYIILI LY LODDIVOVYIDDL
DYDDYDIOVYOYOVYILOLOY | DLLDDIDOVYYODLOLODVYY 5199 IYOL NAAMMOAMVYHAIdAINNTIOAAS | DIOYIIDDILIDDDIOYIOVIDLLYD
DYDDYDIODLIOVYYLOODDL | DDOLDOLYDLIDDIYDIYIDD Y9190 1O YIOSMTOAASddATAASAVVYAL | LOVVYOLOOVLIOVYIVYYIOOIVYIOL
YYODLODODIOYYLYDOLD LDOLOYODODLIODDDIDYD 519999 1Y MM IATILO09ALAdAHSODADK | D¥IDILODIVYIDLOVIODILIDLYOVYD
DYVYDDLOVYIYLOYYYIDD | DYOILLIODLIOVYYDLIODVY.L AADATATIAGSTIHNTLAALDSDS | DLODLOLYDDLIODOLIODOYOYIIDL
OVYOVYDVYIDDILVYILOLLOVYY | DOYIYYIIIDIYYDIDLIOYD DSHIAAADSHINSAMSITIIAS | DDOYDLDLIODDLIODDLOLDDDDDDL
LYYDLODLIODDLOLOLLD | DLODLYIILOYDDDLIODL 09 dIO0IMNTALNONSHATISDOS | OYOVYIVOLYDLODLOOYIIOVIVID
LOLDODOLOYYDOLDIVYYY | ¥DYDDLIODLDLYDDLIDD SYDSISVAODTIAATISTASOIN | LOD9DIOVYIDDIIVIIODDLODLILL
DLLDVYDOYDLYDLDLYID LDOOYIOYDIDLIODIOYDLD ANASHADIYIVATATITIDOSMONW | LOLODLYDLYDDLODLODLIODDD LY
DODDLLOLYDLLDLOLDL | LDDDLODDLOLIODDDDDL :[L8F :ON :[g8¥
YOOVYIDLODDLOLOYYDD | DYIYDIYILYDLDDLIODYD QI 0dS] TI9pesaT Y3ITM ON dI 0dS] JI9pesaT U3TM
YO LLDILOVYOY

(=d

{(pTOo® oOUTWR) {(pTOo® oOUTWR) IspeaT A3os1

.Amznom .Amznom uoT3TSOd sousnbss ¥NQ | 3 SSt

T sousnbag PTIOY OoUTWY utey) 33ybrT | oads)

uTteWo( 3IUEFSUOD utewog STETI'A ¥NQgo
uteyd 3ybII sureN
suoTD

- 125 -



PCT/IB2018/058024

WO 2019/077500

[€6F :ON dI 0ds]
DEDUNISMIAASSTODH

[T6F :ON dI 0dS]
MIFT
MI9094LAdAHSODADAK
ADAAAYIAIS IMTLAALD

HHHHYIYYILLIOVIOYYYIYILODD
D92 LO9YOLIIDDOYIIYIIOYILY
Y99 LIIDIYILD LOVYYIVIVYYD
YOOV LOVOYDOYYYIOYDLODIVOL
DODYDOYIOYILIIOVIYILIOVYIOY
DY9DOYYIOYIVIOVIOYOVIVYILOL
HYOYOOYIDDLOVYYIOODDDLYYIDL
DOD9OYYILYDDIOOYYDIILOYIVLY
YYYDD99YOVIOYIDIDILYLOLLOVYL
YO IOOLIDOIOLOLIOLILIIOLD
YOO LOIYYYOLLOVYIOVOLYOLOL
YOD9DDDLIDIVILLDIOLOLYIDY
D9LD99LOLOVYDIYYYILYYYOOL
DOYYIIYIOOOYIINDDLLIOYILL
D009 LODOYIDDIIOOVYILLLIOLD
YILOVYIOLOD999LOIYOOYIIIOVY
99 LH99DDDILIILYOVYD LIDIVYILL
DY9DIOYIODLIIIODLILIDDIDLD
LIYOYIOYOIDIOLOD99DDLILILOD
DOYYOILOLOOYYIILILYDLIODDD
YOYDDDLIOIOYIDODLIDDDDIYDD
YOO LIODLOVYOLIOYIOIOYIOYYDD
HOVYIDLOVIOILODIYIILOYIDIDL
DOLYOYIOLIDIDIYIDLIDOLIDD
YOY999LIDIYOLOLIDDLIDIIOL
202202 LOYIOVIVDIYDLODLODOVD
:[98% :0ON

dr 04ds] IspesT InoYlTtm

YO LLDLOYDYDODDOYIOVY
YOLLOOYOYYYOYOLODDDDDLDOY
DLOD9DDYILYDDIYILOVYYDID LD

{(pTOo® oOUTWR)

(¥Nao)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥Nao)
utewog STABRTITBA

IopEeaT
uoT3TSOog
YNdo

sousnbag PTIOY OoUTWY
uteyp 3ybrI

sousnbas ¥Nd
uteyd YBTI

(=d
KyosT
® soT
oadg)

sureN
2uoT)

- 126 -



PCT/IB2018/058024

WO 2019/077500

INIDYANTHMEAAYHSTL
TLSSTSALSAMSADHELAS
HOSNOSOTYNAAMMOANY
HIdAANNTIDOANASYLOSH
T1030Sddd TAASAVYYALT

[TOG :ON dI 0ds]

SOSDSIdAdADSHAINSAM
AITddds09dI0DAMATA
LNONSHAISOSSYDSISY
dO9TIAATSTASOLNAAG

[66F :ON dI 04dS]
(V6v

DHADUNASHIAdSSTOOHLAED
YAANHNHAQYHMSTLTLSSTSAL
SAMSADAIASHOSNOSOTYNAA
MMOAM VAT d AANNTIIAASYLO
SMTOHASddd TAASIVYALYNT
dTI19094 LAJAHSOOADAAAD

DOOYLOLOYYYIOYIYYYOVYIIVYLIOY
DYDODYYYIOYDLIODIYDLODIYIDY
DOYDLIODOYIYLIDOYIDYIYDIYYD
DYOYDDIYIOYOVYIOYI LD LOVYIYIDIY
DDDLOYYLDODDLYYIDLODDDDYY
LEDDLOOVYYDDLOVYIY.LOYYYIDDD
YOYDYODIDILVYLDLLOYY LYYDLOOL

(F6F :ON ON dI 0ds Fo ¢€6¢ ﬁMngwm% ATHYANIS TN TLAALOSOSOSH | DODLOLOLILDLOLODDLOVYYOIDLIL
aI 0ds 3o ¥IL ©3 03 g8G s9pTjosToNU) (b6 :ON MAJADSAINSAMAITIIAS0Dd | YWVYOLIOVIOVYIILYOLILYIDDDDD
F6E€ sopTioaTonu) YYD LYYYDOLD QI 0HFS MODAMATALNONSHAISOSSED | LIDIVILIDILOLOIVIOWIDLIOOL
LOLOYOYODODVYIYY | DYYIDOYIDIDOYIDDDILL J0 ¢ o3 SISVADOOTIAITSTAdSOINAAG | DLOVYYOIVYYILYVYYIDLIOVYIOY
DLLDOYDOYYYOVYDOLDDDD | DOYOLLODDDLOIOYIDDL T sopt [L6F ON | 0999YIDI9DDILLIOVILLIDIDLYD

DDLODYDLIDODIOYILYD | DOIDYYOLLLLDLOVYIOVY.L uomﬁoscw dI 0ds] IspesaT 3INOoYITM [ ¥IIDIID9OVYILLLIOLOVIOVIOL 0

DOYDLOYYODDLODDIYL | DLODDDILOITYDITYIIDD 5 DDDDOLODYDITYDIIIOYYIILIODDD InZoT

DLOVYYYIOVYIYYYDVYDIOVY.L | YEYDDLODODDDLOLYDVYY SYYO9 Lo DHADUNASHIAdSSTOOHL | DOLOILVYOVYDLIDOVYILLOVYOIIYD _99,
OYDVYDIDYYYDIDYDLIODDY | DLDODDYILLOYDIDYIOD 99T AIDYAMNHMEAQYESTLITLSST | DDLOLOD9DLDLOO9DDDLOLLIYDYIY
DLDDDYIDVYIOYILIDOY | LOLODOLOLIODODDLILL 59970999 SALSAISAOAIASHOSNOSOTIY | 9022919099 DDLILLODDIVYIIL
OY.LDIOYOOYIYDIVYYIDY | ¥YOYOYDIODDDLDIDDIDDL 199 IOLLL NAAMMOAMVYHAId AINNTIOAAS | DIDOYYIVIILYDLIDOIVOVIIDL
DYDDYDIOVYOYOVYILOLOY | DLLDDIDOVYYODLOLODVYY 5199 IYOL YIOSMTOAASddATAASAVYYAL | DLOVYIIDDLIIDDIOYIOVIDOLLOD
DYDDVYDIDLIOVYYLOODDL | DYLDLYDLIDDIYDIYIDD Y9190 1O MM IATILO09ALAdAHSOOADX | I¥YOOLIIVIIOVIVYIDDIVYIDL
YYODLODODIOYYLYDOLD LDOLOYODODLIODDDIDYD 519999 1Y AADATATIAGSTNTLAALDSDS | DYODLODLYDDLOVYIDODLDDLYDYD
DYVYDDLOVYIYLOYYYIDD | DYDIDLILODILVYYDDLIODVY.L DSHIAAADSHINSAMATTIELS | DLODLOLYIDDLIODOLIODOYIOYIIDL
OVYOVYDVYIDDILVYILOLLOVYY | DOYIYYIIIDIYYDIDLIOYD 09 dI00AMITALNONSHATISOS | DD00VOILOLODIOLIDILOLIDDDDDL
LYYDLODLIODDLOLOLLD | DLODLYIILOYDDDLIODL SYDSISVAODTIAATSTASOIN | OYIVYIVILYILODIOIOVIIOVYIVID
LOLDODOLOYYDOLDIVYYY | ¥DYDDLIODLDLYDDLIDD ANASHADIVYIVATATITIDOSMONW | LODODDIOYIIDIIOYIIDIDLODLILL
DLLDVYDOYDLYDLDLYID LDOOYIOYDIDLIODIOYDLD :[96F :ON | I9DILODIVOILVYOIOLODLODILIDODLY
DODDLLOLYDLLDLOLDL | LDDDLODDLOLIODDDDDL aI 0ds] TI9peaT YaITM t[vev
YOOVYIDLODDLOLOYYDD | DYIYDIYILYDLDDLIODYD ON dI 0dS] JI9pesaT U3TM
YO LLDILOVYOY

(=d

{(pTOo® oOUTWR) {(pTOo® oOUTWR) IspeaT A3os1

.Amznom .Amznom uoT3TSOd sousnbss ¥NQ | 3 SSt

T sousnbag PTIOY OoUTWY utey) 33ybrT | oads)

uTteWo( 3IUEFSUOD utewog STETI'A ¥NQgo
uteyd 3ybII sureN
suoTD

-127 -



PCT/IB2018/058024

WO 2019/077500

[Z0G :ON dI 0ds]
DEDUNISMIAASSTODH

[00G :ON dI 0ds]
MIFT
MI9094LAdAHSODADAK
ADAAAYIAIS IMTLAALD

HHHHYIYYILLIOVIOYYYIYILODD
D92 LO9YOLIIDDOYIIYIIOYILY
Y99 LIIDIYILD LOVYYIVIVYYD
YOOV LOVOYDOYYYIOYDLODIVOL
DODYDOYIOYILIIOVIYILIOVYIOY
DY9DOYYIOYIVIOVIOYOVIVYILOL
HYOYOOYIDDLOVYYIOODDDLYYIDL
DOD9OYYILYDDIOOYYDIILOYIVLY
YYYDD99YOVIOYIDIDILYLOLLOVYL
YO IOOLIDOIOLOLIOLILIIOLD
YOO LOIYYYOLLOVYIOVOLYOLOL
YOD9DDDLIDIVILLDIOLOLYIDY
D9LD99LOLOVYDIYYYILYYYOOL
DOYYIIYIOOOYIINDDLLIOYILL
D009 LODOYIDDIIOOVYILLLIOLD
YILOVYIOLOD999LOIYOOYIIIOVY
99 LH99DDDILIILYOVYD LIDIVYILL
DY9DIOYIODLIIIODLILIDDIDLD
LIYOYIOYOIDIOLOD99DDLILILOD
DOYYOILOLOOYYIVILOLYOLIODDD
YOYDDDLIOIOYIDODLIDDDDIYDD
YOO LIODIYYOILIOYIIIYIOYYDD
HOVYIDLOVIOILODIYIILOYIDIDL
DOLYOYIOLIDIDIYIDLIDOLIDD
YOY999LIDIYOLOLIDDLIDIIOL
202202 LOYIOVIVDIYDLODLODOVD
:[G6¥ 0N

dr 04ds] IspesT InoYlTtm

YO LLDLOYDYDODDOYIOVY
YOLLOOYOYYYOYOLODDDDDLDOY
DLOD9DDYILYDDIYILOVYYDID LD

{(pTOo® oOUTWR)

(¥Nao)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥Nao)
utewog STABRTITBA

IopEeaT
uoT3TSOog
YNdo

sousnbag PTIOY OoUTWY
uteyp 3ybrI

sousnbas ¥Nd
uteyd YBTI

(=d
KyosT
® soT
oadg)

sureN
2uoT)

-128 -



PCT/IB2018/058024

WO 2019/077500

DLOLOYOVYODOYDDILOYY | SOSDSHISdADSHINSAM DOOYLOLOYYYIOYIYYYOVYIIVYLIOY
LO99DIVYIILIDDOOVYY | AITIMAVIOANDOAMATA DYDODYYYIOYDLIODIYDLODIYIDY
LVYDDLODYYODLOYIYLD LNONSHTISOSSEDLILA DHADUNASHIAJSSTOOHLAHED | DOYIILIDOYIVILIDVIOVIVIIVYD
YYYIODOVIOVIOVIDIDIILVYL | HADASYSTSSASOINOIA YAANHNHAQYHSTLTLSSTSAL | DYDVYDOYIIYDVYOVYILD LOVYIYDDY
DLLOYYLYYDLDDLODDL SAMSADAIASHOSNOSOTYNAA | DODLOVYVYIOODDILVYYIDILIDIDOVY
DLOLLDLDLODDLOYYDD [80G :ON QI 0ds] MMOAMVAId ZANNTIOAASYLD | L¥DOLOOVYIDLOVIVIOVYYYIODD
LDOLVYYYDLILOYDOOYDLYD (€og [L0S :ON SMTOHASdddTAASIVVYALYNI | YOVYOVYIDIILVIOLIOVYIVYOLOOL
LDOLYDDDDDDLLOLYDLL ON dI 0ds Fo ¢€6¢ ar oEsg] ATIO094ALAdAHSDOADXAALY | D09I9IOLIOLOLIOIDLIOVYODLIL
DLOLOILYOIYODLODOLD 03 g8G s9pTjosToNU) (£0S :ON A0AJOTSSILILAALOSOSOSA | YWYOLLOVIOVILYDLDILYIIDIDD
LOYYDIOYYYDLYYYDDLD YYD LYYYDOLD aI BES S dADSHIINSAMATTTINAVYMOL | LLDLYDLILDLOLDLYDOVYOOLODOL
DYYDODYODDDYIIDDDLL | DYYIIYIDIDOYIDDIDLL J0 ¢ o3 MOOAMATALNONSHTIISOSSHD | OLOVYOIVYYILYVYVYOILIOVYIOY
DOYDLLODDDOLODYIIDL | DOYOLLODDDLOIOYIDDL I sopt LIIAIAOASYSTSSASOINOIA | 0999¥I099DLIDOVYILLIDDOOLDD

ODOVYYDLLLIDLOVYLOYL | DOOYYOLLLLDLOYIOVYL uomﬁoscw :[90G :ON | ¥IDDL099VVYILLLLOLOVILOVIID I

DOYDIDDLLOYDDIYDIDD | DIOYODDILLOYDITYIIDD 5 dI 0dS] IopesT INOYITM | ¥IDODIILILOVIOVDIDIIIVIDLIDOVY InzZoT

DYDDLODDVYIDILIOLYIIY | DYDIDLIODDYIDLILYIDY SYYO9 Lo DDLDLYDIOYDLODIOYILLOYDIIOYD _99,
DLDDDYDLLIOYDIDYIDD | DLODDOYILLIOYODOYIDD 99T DHADUNASHIASSTOOHL | 99LILODDIIILIDDIDLILLYIVID
LOLODOLDOLODODDLOLL | LOLDDDLIOLIDDDDDLOLL 59970999 AIDYANHNEAQYESTLITLSST | LODDDLODDDDDLOLLODIDYYIDL
YOVYDDLODDDLODDDIIDL | ¥OYDDLODDDLDIDOIDDL 199 IOLLL SALSAMSAOAIASHOSNOSOIVY | 9I99VYIVLI IV LODLIOVYLIDD
DLLODDIOYYDDLDLOOYY | DLLDDIODOVYYODLOLODVYY 5199 IYOL NAAMMOAMVYHIdAINNTIOAAS | DDOVYYIDDIIDOVYIVIOVIIVIOD
OYLDLYDLODLDDYYLDD | DYLOLYDLODLOOYYLIDD Y9190 1O YIOSMTOAASddATAASAVVYAL | I¥VYOOLIOVILIOVYIVYYIOOIVYIOL
DDODDYYODDDIDIYYIYD | DIDDYYIDDIIDIIYYIVYD 519999 1Y MM IATILO09ALAdAHSOOADX | D¥IOLIDIYIILOVIDDLODIOODL
DOYDLVYLODIYYDOLIODYL | DYDLYLIDDILYYDDLIODVY.L AIVAdEAdOTSSILIILAALOSOS | OIDOVIILVYIIVYILOVIOVYIVIIDDDL
DOVYDVYYOODIYVYOILIOVYD | DIOYOYYIDDIYYIDLIOYD DSHISAADSHINSAMATTINGY | DLOLODDDDLDLIDDOYDILLIODDDL
DLDDLYODLOYDIDLIODL | DLODLYIIDLOYIDDLIDL MOAMOOAMATALNONSHIISOS | OYIDIVIILVOVIDIVIVOIOVYIVID
DODLOLIODYILYDDYDLD | DDILDLIODYILYDOYDLD SYDLITAYADASYSTSSASOIN | LODDDIDOVYIDDIIVIIODDLOOLILL
YOVYDOEYDOIODDLOLIOLIDD | ¥OYOYDIDIDLDLILIDD OIdSHADIVIVATATIIOSMON | I9LODIVIILVYOOLODLODLIDOD LY
DOLOLODOYDDLLODIDL | DOLDLODOYIDLLODDDL :[60S :ON :[eos
DYDDODYDLYDVYIDILVYIYD | DYDDIOYDLYDOVYIDLVYLYD QI 0dS] TI9pesaT Y3ITM ON dI 0dS] JI9pesaT U3TM
YO LLDILOVYOY

(=d

{(pTOo® oOUTWR) {(pTOo® oOUTWR) IspeaT A3os1

.Amznom .Amznom uoT3TSOd sousnbss ¥NQ | 3 SSt

T sousnbag PTIOY OoUTWY utey) 33ybrT | oads)

uTteWo( 3IUEFSUOD utewog STETI'A ¥NQgo
uteyd 3ybII sureN
suoTD

-129 -



PCT/IB2018/058024

WO 2019/077500

[TTS :ON dI 0ds]
DEDUNISMIAASSTODH
IAADYAAHMAXAYISTL
TLSSTSALSAMSADHALIAS
HOSNOSOTYNAAMMOATY
TYdXANNTIOAASYIOSY
TOHAdSddd IANSAYYALL

[0TG :ON QI 0dg]
(€06 :ON

ar ods 3o 1L ©3
y6€ ssprijosTonu)
LOILOYOHYOD
HOYIVYILLIOVOVYYIY
2I920D90LO9VYOLIDDD
HYILYIIIYILOVYOIOL
D09IVYLILOVYYIVIVYY
HYOIVIIVYOYIOVYYIOY
9 LO9DYOLIDIVYIOVIOY
DLDDOYIYLIIYIOVYIYD
HYYIOYIVYOOIYIOVOVIY

[60G :ON dI 0dS]
MIFT
MI9094LAdAHSODADAK
IVYAdddOTSS ILTILAALY

HHHHYIYYILLIOVIOYYYIYILODD
D92 LO9YOLIIDDOYIIYIIOYILY
Y99 LIIDIYILD LOVYYIVIVYYD
YOOV LOVOYDOYYYIOYDLODIVOL
DODYDOYIOYILIIOVIYILIOVYIOY
DY9DOYYIOYIVIOVIOYOVIVYILOL
HYOYOOYIDDLOVYYIOODDDLYYIDL
DOD9OYYILYDDIOOYYDIILOYIVLY
YYYDD99YOVIOYIDIDILYLOLLOVYL
YO IOOLIDOIOLOLIOLILIIOLD
YOO LOIYYYOLLOVYIOVOLYOLOL
YOD9DDDLIDIVILLDIOLOLYIDY
D9LD99LOLOVYDIYYYILYYYOOL
DOYYIIYIOOOYIINDDLLIOYILL
D009 LODOYIDDIIOOVYILLLIOLD
YILOYLODYIDODLIOYOOYOIDIDOY
DOLID9YIDLIIVIIVYOLIDOVILL
DY9DIOYIODLIIIODLILIDDIDLD
LIYOYIDLODIOLOD99DDLILILOD
DOYYOILOLOOYYIVILOLYOLIOLD
HYYLIDDD99YYIONDIDIOVYIYID
YO LVYIOOLYYOILIOYIIOIOYIOYYDD
HOVYIILOVIOLIDIYIILOVYIDIDL
D0I199DLOLOIYILYIIYDLOVOVD
Y9999 LOILILIDOIDIOLIDIYID
LLDDDDLOYIDIOYDLYOVID LYLYD
:[F0Gg :0ON

dr 04ds] IspesT InoYlTtm

YO LLDLOYDYDODDOYIOVY
YOLLOOYOYYYOYOLODDDDDLDOY
DLOD9DDYILYDDIYILOVYYDID LD

{(pTOo® oOUTWR)

(¥Nao)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥Nao)
utewog STABRTITBA

IopEeaT
uoT3TSOog
YNdo

sousnbsg pTOY ouTwy

uteyd 3ybII

sousnbas ¥Nd
uteyd YBTI

(=d
KyosT
® soT
oadg)

sureN
2uoT)

- 130 -



PCT/IB2018/058024

WO 2019/077500

INIDYANTHMEAAYHSTL
TLSSTSALSAMSADHELAS
HOSNOSOTYNAAMMOANY
HIdAANNTIDOANASYLOSH
T1030Sddd TAASAVYYALT

[6TG :ON dI 0ds]

SOSDSIISdADSHINSAM
DITINAVIOINOOAMATA
LNONSHTISOSSEDLILA
MJOASYSTSSdSOLNOAA

[LTG :ON dI 0ds]
(z1¢

DHADUNASHIAdSSTOOHLAED
YAANHNHAQYHMSTLTLSSTSAL
SAMSADAIASHOSNOSOTYNAA
MMOAM VAT d AANNTIIAASYLO
SMTOHASddd TAASIVYALYNT

DOOYLOLOYYYIOYIYYYOVYIIVYLIOY
DYDODYYYIOYDLIODIYDLODIYIDY
DOYDLIODOYIYLIDOYIDYIYDIYYD
DYOYDDIYIOYOVYIOYI LD LOVYIYIDIY
DDDLOYYLDODDLYYIDLODDDDYY
LEDDLOOVYYDDLOVYIY.LOYYYIDDD
YOYDYODIDILVYLDLLOYY LYYDLOOL

(ZTS :ON ON dI 0ds Fo ¢€6¢ ﬁMwmgwm% ATIO094ALAdAHSDOADXAALY | D09I9IOLIOLOLIOIDLIOVYODLIL
aI 0ds 3o ¥IL ©3 03 g8G s9pTjosToNU) (ZIS :ON A0AJOTSSILILAALOSOSOSA | YWYOLLOVIOVILYDLDILYIIDIDD
F6E€ sopTioaTonu) YYD LYYYDOLD QI 0HFS SdADSIINSAMDITTNAVYMOd | LLDLYDLILDLOLDILYDDVYODLODOL
LOLOYOYODODVYIYY | DYYIDOYIDIDOYIDDDILL J0 ¢ o3 MOOAMATALNONSHTIISOSSHD | OLOVYOIVYYILYVYVYOILIOVYIOY
DLLDOYDOYYYOVYDOLDDDD | DOYOLLODDDLOIOYIDDL I sopt LIIAIAOASYSTSSAdSOINOAT | 0999¥ID99DLLIIOVYILLIDDOLDD

DDLODYDLIDODIOYILYD | DOIDYYOLLLLDLOVYIOVY.L uomﬁoscw [GTG :ON | ¥DIDDL099YVYILLLLOLOVILOVILID z

DOYDLOYYDDDLIODDIOY.L | DIOYODDILLOYDITYIIDD 5 dI 0dS] IopesT INOYITM | ¥IDODIILILOVIOVDIDIIIVIDLIDOVY InZoT

DLOVYYYIOVYIYYYDVYDIOY.L | DYDDLIODOYODLOLYIDOY SYYO9 Lo DDLDLYDIOYDLODIOYILLOYDIIOYD _99,
OYDVYDIDYYYDIDYDLIODDY | DLDODDYILLOYDIDYIOD 99T DHADUNASHIASSTOOHL | 99LILODDIIILIDDIDLILLYIVID
DLDDDYIDVYIOYILIDOY | LOLODOLOLIODODDLILL 59970999 AIDYANHNEAQYESTLITLSST | LODDDLODDDDDLOLLODIDYYIDL
OY.LDIOYOOYIYDIYYIIDY | ¥OYODLODDDLDDODDDDL 199 IOLLL SALSAMSAOAIASHOSNOSOIVY | 9I99VVYIOLIIVILIDLIDOVYLIDD
DYDDYDIOVYOYOVYILOLOY | DLLDDIDOVYYODLOLODVYY 5199 IYOL NAAMMOAMVYHIdAINNTIOAAS | DDOVYYIDDIIDOVYIVIOVIIVIOD
DYDDVYDIODLIOVYYLOODDL | DOLDOLYDLIDLIDYYLOD Y9190 1O YIOSMTOAASddATAASAVVYAL | I¥VYOOLIOVILIOVYIVYYIOOIVYIOL
YYODLDODODODIOYYLYDOLD | DODDYYOIDIIDIIYYIVYD 519999 1Y MM IATILO09ALAdAHSOOADX | D¥IOLIDIYIILOVIDDLODIOODL
DYVYDDLOYIYLOYYYIDD | DYDLYLIDDILVYYDDLIODVY.L AIVAdEAdOTSSILIILAALOSOS | OIDOVIILVYIIVYILOVIOVYIVIIDDDL
OVYOVYDVYIDDILVYILOLLOVYY | DOYIYYIIIDIYYDIDLIOYD DSHISAADSHINSAMDITTINAY | ODDDLODDLIOLDLIDDOYDILLIDDDL
LYYDLODLIODDLOLOLLD | DLODLYDDLOYDDDLIODL MOAMOOAMATALNONSHIISOS | OYIDIVIILVOVYIDLOIVIIOVYIVID
LOLDODOLOYYDOLOIYYY | D9DDLOLIODYDLYDOIOYDLD SYDLITAYADASYSTSSASOIN | LODDDIDOVYIDDIIVIIODDLOOLILL
DLLDOVYDOYDLYDLDLYDD | ¥OYOIOYDIODIDLODDLIDD OAQSHADIVIVATATIIOSMON | I9LODIVIIVYOOLODLODLIDOD LY
DODDLLOLYDLLDLOLDL | LOLOLODOYIDLLODDDL [FTS :ON t[z1s
YOOVYIDLODDLOLOYYDD | DYDDDYDLYDVYODLIODYD QI 0dS] TI9pesaT Y3ITM ON dI 0dS] JI9pesaT U3TM
YO LLDILOVYOY

(=d

{(pTOo® oOUTWR) {(pTOo® oOUTWR) IspeaT A3os1

.Amznom .Amznom uoT3TSOd sousnbss ¥NQ | 3 SSt

T sousnbag PTIOY OoUTWY utey) 33ybrT | oads)

uTteWo( 3IUEFSUOD utewog STETI'A ¥NQgo
uteyd 3ybII sureN
suoTD

- 131 -



PCT/IB2018/058024

WO 2019/077500

[0ZG :ON dI 0ds]
DEDUNISMIAASSTODH

[BTG :ON dI 0dS]
MIFT
MI9094LAdAHSODADAK
IVYAdddOTSS ILTILAALY

HHHHYIYYILLIOVIOYYYIYILODD
D92 LO9YOLIIDDOYIIYIIOYILY
Y99 LIIDIYILD LOVYYIVIVYYD
YOOV LOVOYDOYYYIOYDLODIVOL
DODYDOYIOYILIIOVIYILIOVYIOY
DY9DOYYIOYIVIOVIOYOVIVYILOL
HYOYOOYIDDLOVYYIOODDDLYYIDL
DOD9OYYILYDDIOOYYDIILOYIVLY
YYYDD99YOVIOYIDIDILYLOLLOVYL
YO IOOLIDOIOLOLIOLILIIOLD
YOO LOIYYYOLLOVYIOVOLYOLOL
YOD9DDDLIDIVILLDIOLOLYIDY
D9LD99LOLOVYDIYYYILYYYOOL
DOYYIIYIOOOYIINDDLLIOYILL
D009 LODOYIDDIIOOVYILLLIOLD
YILOYLODYIDODLIOYOOYOIDIDOY
DOLID9YIDLIIVIIVYOLIDOVILL
DY9DIOYIODLIIIODLILIDDIDLD
LIYOYIDLODIOLOD99DDLILILOD
DOYYOILOLOOYYIDLILYOLIOLD
HYYLIDDD99YYIONDIDIOVYIYID
YO LVYIOOLYYOILIOYIIOIOYIOYYDD
HOVYIILOVIOLIDIYIILOVYIDIDL
D0I199DLOLOIYILYIIYDLOVOVD
YOD999LODDLIDOLIIOLIDIYID
LLDDDDLOYIIOYILYOVIDLODYD
[T 0N

dr 04ds] IspesT InoYlTtm

YO LLDLOYDYDODDOYIOVY
YOLLOOYOYYYOYOLODDDDDLDOY
DLOD9DDYILYDDIYILOVYYDID LD

{(pTOo® oOUTWR)

(¥Nao)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥Nao)
utewog STABRTITBA

IopEeaT
uoT3TSOog
YNdo

sousnbag PTIOY OoUTWY
uteyp 3ybrI

sousnbas ¥Nd
uteyd YBTI

(=d
KyosT
® soT
oadg)

sureN
2uoT)

-132 -



PCT/IB2018/058024

WO 2019/077500

INIDYANTHMEAAYHSTL
TLSSTSALSAMSADHELAS
HOSNOSOTYNAAMMOANY
HIdAANNTIDOANASYLOSH
T1030Sddd TAASAVYYALT

[82G :ON dI 0ds]

SOSDSIISdADSHINSAM
AITTAAVIDINODAMATA
LNONSHTISOSSEDLILA
MJOASYSTSSdSOLNOAA

[92G :ON dI 0ds]
(12¢

DHADUNASHIAdSSTOOHLAED
YAANHNHAQYHMSTLTLSSTSAL
SAMSADAIASHOSNOSOTYNAA
MMOAM VAT d AANNTIIAASYLO
SMTOHASddd TAASIVYALYNT

DOOYLOLOYYYIOYIYYYOVYIIVYLIOY
DYDODYYYIOYDLIODIYDLODIYIDY
DOYDLIODOYIYLIDOYIDYIYDIYYD
DYOYDDIYIOYOVYIOYI LD LOVYIYIDIY
DDDLOYYLDODDLYYIDLODDDDYY
LEDDLOOVYYDDLOVYIY.LOYYYIDDD
YOYDYODIDILVYLDLLOYY LYYDLOOL

{1ZS :ON ON dI 0ds Fo ¢€6¢ ﬁMMmgwm% ATIO094ALAdAHSDOADXAALY | D09I9IOLIOLOLIOIDLIOVYODLIL
aI 0ds 3o ¥IL ©3 03 g8G s9pTjosToNU) (175 :ON A0AJOTSSILILAALOSOSOSA | YWYOLLOVIOVILYDLDILYIIDIDD
F6E€ sopTioaTonu) YYD LYYYDOLD a1 0HFS S dADSHIINSAMATTTINAVYMOL | LLDLYDLILDLOLDLYDOVYOOLODOL
LOLOYOYODODVYIYY | DYYIDOYIDIDOYIDDDILL J0 ¢ o3 MOOAMATALNONSHTIISOSSHD | OLOVYOIVYYILYVYVYOILIOVYIOY
DLLDOYDOYYYOVYDOLDDDD | DOYOLLODDDLOIOYIDDL I sopt LIIAIAOASYSTSSAdSOINOAT | 0999¥ID99DLLIIOVYILLIDDOLDD

DDLODYDLIDODIOYILYD | DOIDYYOLLLLDLOVYIOVY.L uomﬁoscw 728 :ON | ¥IDDID099YVVYILLLLOLOVIOVIID c

DOYDLOYYDDDLIODDIOY.L | DIOYODDILLOYDITYIIDD 5 dI 0dS] IopesT INOYITM | ¥IDODIILILOVIOVDIDIIIVIDLIDOVY InzZoT

DLOVYYYIOVYIYYYDVYDIOY.L | DYDDLIODOYODLOLYIDOY SYYO9 Lo DDLDLYDIOYDLODIOYILLOYDIIOYD _99,
OYDVYDIDYYYDIDYDLIODDY | DLDODDYILLOYDIDYIOD 99T DHADUNASHIASSTOOHL | 99LILODDIIILIDDIDLILLYIVID
DLDDDYIDVYIOYILIDOY | LOLODOLOLIODODDLILL 59970999 AIDYANHNEAQYESTLITLSST | LODDDLODDDDDLOLLODIDYYIDL
OY.LDIOYOOYIYDIYYIIDY | ¥OYODLODDDLDDODDDDL 199 IOLLL SALSAMSAOAIASHOSNOSOIVY | 9I99VYIVLI IV LODLIOVYLIDD
DYDDYDIOVYOYOVYILOLOY | DLLDDIDOVYYODLOLODVYY 5199 IYOL NAAMMOAMVYHIdAINNTIOAAS | DDOVYYIDDIIDOVYIVIOVIIVIOD
DYDDVYDIDLIOVYYLOODDL | DYLDLYDLIDLIODYYLDD Y9190 1O YIOSMTOAASddATAASAVVYAL | I¥VYOOLIOVILIOVYIVYYIOOIVYIOL
YYODLDODODODIOYYLYDOLD | DODDYYOIDIIDIIYYIVYD 519999 1Y MM IATILO09ALAdAHSOOADX | D¥IOLIDIYIILOVIDDLODIOODL
DYVYDDLOYIYLOYYYIDD | DYDLYLIDDILVYYDDLIODVY.L AIVAdEAdOTSSILIILAALOSOS | OIDOVIILVYIIVYILOVIOVYIVIIDDDL
OVYOVYDVYIDDILVYILOLLOVYY | DOYIYYIIIDIYYDIDLIOYD DSHISAADSHINSAMATTINGY | ODDDLODDLIOLDLODDOYDILLIODDDL
LYYDLODLIODDLOLOLLD | DLODLYDDLOYDDDLIODL MOAMOOAMATALNONSHIISOS | OYIDIVIILVOVYIDLOIVIIOVYIVID
LOLDODOLOYYDOLOIYYY | D9DDLOLIODYDLYDOIOYDLD SYDLITAYADASYSTSSASOIN | LODDDIDOVYIDDIIVIIODDLOOLILL
DLLDOVYDOYDLYDLDLYDD | ¥OYOIOYDIODIDLODDLIDD OAQSHADIVIVATATIIOSMON | I9LODIVIIVYOOLODLODLIDOD LY
DODDLLOLYDLLDLOLDL | LOLOLODOYIDLLODDDL :[ezZs :ON t[tes
YOOVYIDLODDLOLOYYDD | DYDDDYDLYDVYODLIODYD QI 0dS] TI9pesaT Y3ITM ON dI 0dS] JI9pesaT U3TM
YO LLDILOVYOY

(=d

{(pTOo® oOUTWR) {(pTOo® oOUTWR) IspeaT A3os1

.Amznom .Amznom uoT3TSOd sousnbss ¥NQ | 3 SSt

T sousnbag PTIOY OoUTWY utey) 33ybrT | oads)

uTteWo( 3IUEFSUOD utewog STETI'A ¥NQgo
uteyd 3ybII sureN
suoTD

- 133 -



PCT/IB2018/058024

WO 2019/077500

[62G :ON dI 0ds]
DEDUNISMIAASSTODH

[LZG :ON dI 0ds]
MIFT
MI9094LAdAHSODADAK
IVYAdddOTSS ILTILAALY

HHHHYIYYILLIOVIOYYYIYILODD
D92 LO9YOLIIDDOYIIYIIOYILY
Y99 LIIDIYILD LOVYYIVIVYYD
YOOV LOVOYDOYYYIOYDLODIVOL
DODYDOYIOYILIIOVIYILIOVYIOY
DY9DOYYIOYIVIOVIOYOVIVYILOL
HYOYOOYIDDLOVYYIOODDDLYYIDL
DOD9OYYILYDDIOOYYDIILOYIVLY
YYYDD99YOVIOYIDIDILYLOLLOVYL
YO IOOLIDOIOLOLIOLILIIOLD
YOO LOIYYYOLLOVYIOVOLYOLOL
YOD9DDDLIDIVILLDIOLOLYIDY
D9LD99LOLOVYDIYYYILYYYOOL
DOYYIIYIOOOYIINDDLLIOYILL
D009 LODOYIDDIIOOVYILLLIOLD
YILOYLODYIDODLIOYOOYOIDIDOY
DOLID9YIDLIIVIIVYOLIDOVILL
DY9DIOYIODLIIIODLILIDDIDLD
LIYOYIDLODIOLOD99DDLILILOD
DOYYOILOLOOYYIVILOLYOLIOLD
HYYLIDDD99YYIONDIDIOVYIYID
YO LVYIOOLYYOILIOYIIOIOYIOYYDD
HOVYIILOVIOLIDIYIILOVYIDIDL
D0I199DLOLOIYILYIIYDLOVOVD
YOD999LODDLIDOLIIOLIDIYID
LLDDDDLOYIIOYILYOVIDLODYD
:[zzg 0N

dr 04ds] IspesT InoYlTtm

YO LLDLOYDYDODDOYIOVY
YOLLOOYOYYYOYOLODDDDDLDOY
DLOD9DDYILYDDIYILOVYYDID LD

{(pTOo® oOUTWR)

(¥Nao)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥Nao)
utewog STABRTITBA

IopEeaT
uoT3TSOog
YNdo

sousnbag PTIOY OoUTWY
uteyp 3ybrI

sousnbas ¥Nd
uteyd YBTI

(=d
KyosT
® soT
oadg)

sureN
2uoT)

-134 -



PCT/IB2018/058024

WO 2019/077500

INIDYANTHMEAAYHSTL
TLSSTSALSAMSADHELAS
HOSNOSOTYNAAMMOANY
HIdAANNTIDOANASYLOSH
T1030Sddd TAASAVYYALT

[LEG fON dI 0ds]

SOSDSIISdADSHINSAM
DITINAVIOINOOAMATA
LNONSHTISOSSEDLILA
MJOASYSTSSdSOLNOIA

[GEG :ON dI 0dS]
(oeg

DHADUNASHIAdSSTOOHLAED
YAANHNHAQYHMSTLTLSSTSAL
SAMSADAIASHOSNOSOTYNAA
MMOAM VAT d AANNTIIAASYLO
SMTOHASddd TAASIVYALYNT

DOOYLOLOYYYIOYIYYYOVYIIVYLIOY
DYDODYYYIOYDLIODIYDLODIYIDY
DOYDLIODOYIYLIDOYIDYIYDIYYD
DYOYDDIYIOYOVYIOYI LD LOVYIYIDIY
DDDLOYYLDODDLYYIDLODDDDYY
LEDDLOOVYYDDLOVYIY.LOYYYIDDD
YOYDYODIDILVYLDLLOYY LYYDLOOL

{0€S :ON ON dI 0ds Fo ¢€6¢ [FES :ON ATIO094ALAdAHSDOADXAALY | D09I9IOLIOLOLIOIDLIOVYODLIL
aI 0ds 3o ¥IL ©3 03 g8G s9pTjosToNU) ar ods] A0AJOTSSILILAALOSOSOSA | YWYOLLOVIOVILYDLDILYIIDIDD
F6E€ sopTioaTonu) YYD LYYYDOLD (0€G :ON SdADSIINSAMDITTNAVYMOd | LLDLYDLILDLOLDILYDDVYODLODOL
YOLLOLOVYOVYDDDOVYIOYY | DYYODYIDIDYOIDIILL aIr ods MOOAMATALNONSHTIISOSSHD | OLOVYOIVYYILYVYVYOILIOVYIOY
DLLDOYDOYYYOVYDOLDDDD | DOYOLLODDDLOIOYIDDL FO LG ©7 LIIAIAOASYSTSSASOINOIA | 0999¥I099DLIDOVYILLIDDOOLDD

DDLODYDLIDODIOYILYD | DOIDYYOLLLLDLOVYIOVY.L T s=pT :[€€g :ON | ¥IDDIL099YVYILLLLOLOVIOVIID b

DOYDLOYYDDDLIODDIOY.L | DIOYODDILLOYDITYIIDD josTonu) dI 0dS] IopesT INOYITM | ¥IDODIILILOVIOVDIDIIIVIDLIDOVY InZoT

DLOVYYYIOVYIYYYDVYDIOY.L | DYDDLIODOYODLOLYIDOY o) DDLDLYDIOYDLODIOYILLOYDIIOYD _99,
OYDVYDIDYYYDIDYDLIODDY | DLDODDYILLOYDIDYIOD DYOYOD LD DHADUNASHIASSTOOHL | 99LILODDIIILIDDIDLILLYIVID
DLDDDYIDVYIOYILIDOY | LOLODOLOLIODODDLILL DDDDIOYID AIDYANHNEAQYESTLITLSST | LODDDLODDDDDLOLLODIDYYIDL
OY.LDIOYOOYIYDIYYIIDY | ¥OYODLODDDLDDODDDDL DDDYDD9D SALSAMSAOAIASHOSNOSOIVY | 9I99VVYIOLIIVILIDLIDOVYLIDD
DYDDYDIOVYOYOVYILOLOY | DLLDDIDOVYYODLOLODVYY LODLOLLL NAAMMOAMVYHIdAINNTIOAAS | DDOVYYIDDIIDOVYIVIOVIIVIOD
DYDDVYDIODLIOVYYLOODDL | DOLDOLYDLIDLIDYYLOD DLDODLYOL YIOSMTOAASddATAASAVVYAL | I¥VYOOLIOVILIOVYIVYYIOOIVYIOL
YYODLDODODODIOYYLYDOLD | DODDYYOIDIIDIIYYIVYD YODLODOLD MM IATILO09ALAdAHSOOADX | D¥IOLIDIYIILOVIDDLODIOODL
DYVYDDLOYIYLOYYYIDD | DYDLYLIDDILVYYDDLIODVY.L DLDDODDIVY AIVAdEAdOTSSILIILAALOSOS | OIDOVIILVYIIVYILOVIOVYIVIIDDDL
OVYOVYDVYIDDILVYILOLLOVYY | DOYIYYIIIDIYYDIDLIOYD DSHISAADSHINSAMDITTINAY | DLOLODDDDLDLIDDOYDILLIODDDL
LYYDLODLIODDLOLOLLD | DLODLYDDLOYDDDLIODL MOAMOOAMATALNONSHIISOS | OYIDIVIILVOVIDIVIVOIOVYIVID
LOLDODOLOYYDOLOIYYY | D9DDLOLIODYDLYDOIOYDLD SYDLITAYADASYSTSSASOIN | LODDDIDOVYIDDIIVIIODDLOOLILL
DLLDVYDOYDLYDLDLYDD | ¥OYOYDIIOIDLOLOLIODD OIdSHADIVIVATATIIOSMON | I9LODIVIILVYOOLODLODLIDOD LY
DODDLLOLYDLLDLOLOL | DDLOLODOYIDLLODDDL :[z2es :ON :[oes
YOOVYIDLODDLOLOYYDD | DYDIDYDLYDVYIDLYILYD QI 0dS] TI9pesaT Y3ITM ON dI 0dS] JI9pesaT U3TM
YO LLDILOVYOY

(=d

{(pTOo® oOUTWR) {(pTOo® oOUTWR) IspeaT A3os1

.Amznom .Amznom uoT3TSOd sousnbss ¥NQ | 3 SSt

T sousnbag PTIOY OoUTWY utey) 33ybrT | oads)

uTteWo( 3IUEFSUOD utewog STETI'A ¥NQgo
uteyd 3ybII sureN
suoTD

-135-



PCT/IB2018/058024

WO 2019/077500

[BEG :ON dI 0ds]
DEDUNISMIAASSTODH

[9€G :ON dI 0dS]
MIFT
MI9094LAdAHSODADAK
IVYAdddOTSS ILTILAALY

HHHHYIYYILLIOVIOYYYIYILODD
D92 LO9YOLIIDDOYIIYIIOYILY
Y99 LIIDIYILD LOVYYIVIVYYD
YOOV LOVOYDOYYYIOYDLODIVOL
DODYDOYIOYILIIOVIYILIOVYIOY
DY9DOYYIOYIVIOVIOYOVIVYILOL
HYOYOOYIDDLOVYYIOODDDLYYIDL
DOD9OYYILYDDIOOYYDIILOYIVLY
YYYDD99YOVIOYIDIDILYLOLLOVYL
YO IOOLIDOIOLOLIOLILIIOLD
YOO LOIYYYOLLOVYIOVOLYOLOL
YOD9DDDLIDIVILLDIOLOLYIDY
D9LD99LOLOVYDIYYYILYYYOOL
DOYYIIYIOOOYIINDDLLIOYILL
D009 LODOYIDDIIOOVYILLLIOLD
YILOYLODYIDODLIOYOOYOIDIDOY
DOLID9YIDLIIVIIVYOLIDOVILL
DY9DIOYIODLIIIODLILIDDIDLD
LIYOYIDLODIOLOD99DDLILILOD
DOYYOILOLOOYYIDLILYOLIOLD
HYYLIDDD99YYIONDIDIOVYIYID
YO LVYIOOLYYOILIOYIIOIOYIOYYDD
HOVYIILOVIOLIDIYIILOVYIDIDL
D0I199DLOLOIYILYIIYDLOVOVD
Y9999 LOILILIDOIDIOLIDIYID
LLDDDDLOYIDIOYDLYOVID LYLYD
:[Teg 0N

dr 04ds] IspesT InoYlTtm

YO LLDLOYDYDODDOYIOVY
YOLLOOYOYYYOYOLODDDDDLDOY
DLOD9DDYILYDDIYILOVYYDID LD

{(pTOo® oOUTWR)

(¥Nao)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥Nao)
utewog STABRTITBA

IopEeaT
uoT3TSOog
YNdo

sousnbag PTIOY OoUTWY
uteyp 3ybrI

sousnbas ¥Nd
uteyd YBTI

(=d
KyosT
® soT
oadg)

sureN
2uoT)

- 136 -



PCT/IB2018/058024

WO 2019/077500

INIDYANTHMEAAYHSTL
TLSSTSALSAMSADHELAS
HOSNOSOTYNAAMMOANY
HIdAANNTIDOANASYLOSH
T1030Sddd TAASAVYYALT

[9FG :ON dI 0ds]

SOSDSIISdADSHINSAM
STITTIAAVIDINOOAMATE
LNONSHTISOSSEDLILA
MJOASYSTSSdSOLNOAA

[FPFPS :ON dI 0dS]
(6€¢

DHADUNASHIAdSSTOOHLAED
YAANHNHAQYHMSTLTLSSTSAL
SAMSADAIASHOSNOSOTYNAA
MMOAM VAT d AANNTIIAASYLO
SMTOHASddd TAASIVYALYNT

DOOYLOLOYYYIOYIYYYOVYIIVYLIOY
DYDODYYYIOYDLIODIYDLODIYIDY
DOYDLIODOYIYLIDOYIDYIYDIYYD
DYOYDDIYIOYOVYIOYI LD LOVYIYIDIY
DDDLOYYLDODDLYYIDLODDDDYY
LEDDLOOVYYDDLOVYIY.LOYYYIDDD
YOYDYODIDILVYLDLLOYY LYYDLOOL

{6€G :ON ON dI 0ds Fo ¢€6¢ ﬁMngwm% ATIO094ALAdAHSDOADXAALY | D09I9IOLIOLOLIOIDLIOVYODLIL
aI 0ds 3o ¥IL ©3 03 g8G s9pTjosToNU) (6€C :ON A0AJOTSSILILAALOSOSOSA | YWYOLLOVIOVILYDLDILYIIDIDD
F6E€ sopTioaTonu) YYD LYYYDOLD a1 0HFS dSdADSHIINSAMSTITTNAVYMOd | LLDLYDLILDLOLDLYDOVYODLODOL
LOLOYOYODODVYIYY | DYYIDOYIDIDOYIDDDILL J0 ¢ o3 MOOAMATALNONSHTIISOSSHD | OLOVYOIVYYILYVYVYOILIOVYIOY
DLLDOYDOYYYOVYDOLDDDD | DOYOLLODDDLOIOYIDDL I sopt LIIAIAOASYSTSSAdSOINOAT | 0999¥ID99DLLIIOVYILLIDDOLDD

DDLODYDLIDODIOYILYD | DOIDYYOLLLLDLOVYIOVY.L uomﬁoscw :[ZFG :ON | ¥IDDL099YVYOLLLLOLOVILOVIID S

DOYDLOYYDDDLIODDIOY.L | DIOYODDILLOYDITYIIDD 5 dI 0dS] IopesT INOYITM | ¥IDODIILILOVIOVDIDIIIVIDLIDOVY InZoT

DLOVYYYIOVYIYYYDVYDIOY.L | DYDDLIODOYODLOLYIDOY SYYO9 Lo DDLDLYDIOYDLODIOYILLOYDIIOYD _99,
OYDVYDIDYYYDIDYDLIODDY | DLDODDYILLOYDIDYIOD 99T DHADUNASHIASSTOOHL | 99LILODDIIILIDDIDLILLYIVID
DLDDDYIDVYIOYILIDOY | LOLODOLOLIODODDLILL 59970999 AIDYANHNEAQYESTLITLSST | LODDDLODDDDDLOLLODIDYYIDL
OY.LDIOYOOYIYDIYYIIDY | ¥OYODLODDDLDDODDDDL 199 IOLLL SALSAMSAOAIASHDOSNOSOIVY | 9I99YVYIILI IV LIDLIDOVYLIDD
DYDDYDIOVYOYOVYILOLOY | DLLDDIDOVYYODLOLODVYY 5199 IYOL NAAMMOAMVYHIdAINNTIOAAS | DDOVYYIDDIIDOVYIVIOVIIVIOD
DYDDYDIDLIOVYYLOODDL | DDOLDOLYDLIDLIODYYLOD Y9190 1O YIOSMTOAASddATAASAVVYAL | I¥VYOOLIOVILIOVYIVYYIOOIVYIOL
YYODLDODODODIOYYLYDOLD | DODDYYOIDIIDIIYYIVYD 519999 1Y MM IATILO09ALAdAHSOOADX | D¥IOLIDIYIILOVIDDLODIOODL
DYVYDDLOYIYLOYYYIDD | DYDLYLIDDILVYYDDLIODVY.L AIVAdEAdOTSSILIILAALOSOS | OIDOVIILVYIIVYILOVIOVYIVIIDDDL
OVYOVYDVYIDDILVYILOLLOVYY | DOYIYYIIIDIYYDIDLIOYD DSHISAADSHINSAMSTITTINAY | ODDDLODDLIOLDLIDDOYDILLIDDDL
LYYDLODLIODDLOLOLLD | DLODLYDDLOYDDDLIODL MOAMOOAMATALNONSHIISOS | OYIDIVIILVOVYIDLOIVIIOVYIVID
LOLDODOLOYYDOLOIYYY | D9DDLOLIODYDLYDOIOYDLD SYDLITAYADASYSTSSASOIN | LODDDIDOVYIDDIIVIIODDLOOLILL
DLLDOVYDOYDLYDLDLYDD | ¥OYOIOYDIODIDLODDLIDD OAQSHADIVIVATATIIOSMON | I9LODIVIIVYOOLODLODLIDOD LY
DODDLLOLYDLLDLOLDL | LOLOLODOYIDLLODDDL (TIPS t[e6€g
YOOVYIDLODDLOLOYYDD | DYDDDYDLYDVYODLIODYD ‘0 dI 0dFS] I9peaT YiTMm ON dI 0dS] JI9pesaT U3TM
YO LLDILOVYOY

(=d

{(pTOo® oOUTWR) {(pTOo® oOUTWR) IspeaT A3os1

.Amznom .Amznom uoT3TSOd sousnbss ¥NQ | 3 SSt

T sousnbag PTIOY OoUTWY utey) 33ybrT | oads)

uTteWo( 3IUEFSUOD utewog STETI'A ¥NQgo
uteyd 3ybII sureN
suoTD

- 137 -



PCT/IB2018/058024

WO 2019/077500

[LFPG fON dI 0ds]
DEDUNISMIAASSTODH

[GFG :ON dI 0dS]
MIFT
MI9094LAdAHSODADAK
IVYAdddOTSS ILTILAALY

HYDOYYYIOYOLIDIVYOL
DODYDOYIOYILIIOVIYILIOVYIOY
DY9DOYYIOYIVIOVIOYOVIVYILOL
HYOYOOYIDDLOVYYIOODDDLYYIDL
DOD9OYYILYDDIOOYYDIILOYIVLY
YYYDD99YOVIOYIDIDILYLOLLOVYL
YO IOOLIDOIOLOLIOLILIIOLD
YOO LOIYYYOLLOVYIOVOLYOLOL
YOD9DDDLIDIVILLDIOLOLYIDY
D9LD99LOLOVYDIYYYILYYYOOL
DOYYIIYIOOOYIINDDLLIOYILL
D009 LODOYIDDIIOOVYILLLIOLD
YILOYLODYIDODLIOYOOYOIDIDOY
DOLID9YIDLIIVIIVYOLIDOVILL
DY9DIOYIODLIIIODLILIDDIDLD
LIYOYIDLODIOLOD99DDLILILOD
DOYYOILOLOOYYIILILYOLIOLD
HYYLIDDD99YYIONDIDIOVYIYID
YO LVYIOOLYYOILIOYIIOIOYIOYYDD
HOVYIILOVIOLIDIYIILOVYIDIDL
D0I199DLOLOIYILYIIYDLOVOVD
YOD999LODDLIDOLIIOLIDIYID
LLDDDDLOYIIOYILYOVIDLODYD
:[oFS :ON

dr 04ds] IspesT InoYlTtm

YO LLDLOYDYDODDOYIOVY
YOLLOOYOYYYOYOLODDDDDLDOY
DLOD9DDYILYDDIYILOVYYDID LD

{(pTOo® oOUTWR)

(¥Nao)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥Nao)
utewog STABRTITBA

IopEeaT
uoT3TSOog
YNdo

sousnbag PTIOY OoUTWY
uteyp 3ybrI

sousnbas ¥Nd
uteyd YBTI

(=d
KyosT
® soT
oadg)

sureN
2uoT)

- 138 -



PCT/IB2018/058024

WO 2019/077500

[FGG :ON dI 0dS]

[9G6G :ON aI 04s] MIET YO LLOLOVYOYIODIVYIY
DADUNASUIAJSSTOOH | MI909ALAdAHSOOADXX YOLLOOYDVYYYOVYILODDDODLOOVY
IATIDYAAMHAEAQYISTL | IYAQAJdOTSSIITLAALY SDLDD99IVYILVYIDIVYILOVYYODDLD
TLSSTSALSAMSADHELAS | SOSOSAUSIADSIINSAY DODOVYLDLOVYYIOYIVYYYOVYOIOVYLOY
HOSNOSOTYNAAMMOANY | SITIMAVIDINODAMATA OVYDIOVYYYIIOVYILIDDYILIDIVYIOY
AYJAINNTIOAASYIOSY | ILNONSHAISOSSHUOILILIA DHADUNASHIAJSSTOOHLAHED | DOYIILIDOYIVILIDVIOVIVIIVYD
T03ASddATAASAVVYAIY | dADASVYSTSSdSOINOAQ YAMNMHNEAAYSTLITLSSTSAL | OYDVYOOVIOVYOVYIVILOLOVYOVYOIY
[2GG :ON SAMSADAIASHOSNOSOTYNAA | DODLOVYVYIOODDILVYYIDILIDIDOVY
[GGG :ON aI 04s] [€GG :ON aI 0ds] ar ods] MMOAMVAId ZANNTIOAASYLD | L¥DOLOOVYIDLOVIVIOVYYYIODD
{8FS :ON (8%¢G {8FS :ON SMTOHASdddTAASIVVYALYNI | YOVYOVYIDIILVIOLIOVYIVYOLOOL
aI 0ds 3o ¥IL ©3 ON dI 0ds Fo ¢€6¢ aIr ods ATIO094ALAdAHSDOADXAALY | D09I9IOLIOLOLIOIDLIOVYODLIL
F6E€ sopTioaTonu) ©1 8G sspTilosTonu) 3O LG ©3 A0AJOTSSILILAALOSOSOSA | YWYOLLOVIOVILYDLDILYIIDIDD
LOLOYOVYDOODVYIVYY YYD LYYYODLD T s°ptT dSAADSHINSAMSITINAYNOd | LLDIVYOLILOLOLDLYOOYIOLODOL
DLIDOVYIVYYYIOVYILODDD | DYYIIYIOIOVIDOODLL josTonu) MOOAMATALNONSHAISOSSHD | OLOVYOIVYYILYVYYOILIOVYIOY

9DLOOYOLIDDDOYILYD | DOYILLIDDIDLODVYIDD.L D LIIAIAOASYSTSSAdSOINOAT | 0999¥ID99DLLIIOVYILLIDDOLDD ﬁSNOM

OOYDILOYYDIDLIDODVYL | D9OVVYILLLLDLOVILOVYL OYIVYIDLD TGS :ON | ¥IDDL099YVYOLLLLOLOVILOVILID _99,
DIOVYYYIVIYYYIVODIVYL | DOVYIDIDDLLOVYIOYDDDD 099D0¥DD dI 0dS] IopesT INOYITM | ¥IDODIILILOVIOVDIDIIIVIDLIDOVY
OVYDVYIOYYVYIDVYDLIODY | DYIDLIODDVYIILIOLYIIOY | 9DDDVYDIDOD DDLOLYDOVYDLODIVYILLOYIDIYD
SLODDOVYIOVYIOVYILIDOVY | DILDDDOYILLOVYODIOVYIDD IDOLOLLL DHADUNASHIASSTOOHL | 99LILODDIIILIDDIDLILLYIVID
DY LDODOVYIOVYIVYIIVYYDIIOVY | LDIDODLIOLODODDLOLL SLDDIVYIL AIDYANNHMEAAYHNSTLTLSST | LODOOLOD99DDLILLODDDOVYYIDL
OVYDDVYDIIVYIOYIVYILOLOVY | ¥YOYDIDILODIODLODODDDL | ¥IDLDODLD SALSAMSAOAIASHDOSNOSOIVY | 9I99YVYIILI IV LIDLIDOVYLIDD
OYOOVYIDIDLOVYVYLOODDDL | DLIDODIVYYIDILOLOOVY | DILDODIDIY NAAMMOAMVYHIdAINNTIOAAS | DDOVYYIDDIIDOVYIVIOVIIVIOD
YYDODLODDODYYIYOOLD | DOLDILVYDLODLIOVYYLID YIOSMTOAASddATAASAVVYAL | I¥VYOOLIOVILIOVYIVYYIOOIVYIOL
OYVYODLOVYIV.LOVYYYIDD | DDDIVYVYIODIIIOVYIVD MM IATILO09ALAdAHSOOADX | D¥IDIODILYIILOVIIDLIDIONDL
OYOVYDVYIDDLYILDOLIOVYY | DYILVYLIDOLYVYDDLODY.L AIVAdEAdOTSSILIILAALOSOS | OIDOVIILVYIIVYILOVIOVYIVIIDDDL
IVYVYDLODLIODDLOLOLLD | DOVYIYYIDIDIOVYYIDLOVD OSIdSdADSIINSANSITINGY | 9DDLDDDLDLOLIDOVYIDLLIODDIDL
LDIDD9LOVYYDOLDLYYY | 9LODIVIODLOVYIDDLODL MOAMOOAMATALNONSHATISOS | OYIDIVIILVOVIDLOIVIIOVIVID
SLLOVYIOVYDLYDLOIYID | D99DLOLIDVYILYDIOVYDLD SYDLITAYADASYSTSSASOIN | LODDDIDOVYIDDIIVIIODDLOOLILL
9DDDLLDIYDLIDLOLOL | ¥OYOVYDIODDLODDLIDD OAQSHADIVIVATATIIOSMON | I9LODIVIIVYOOLODLODLIDOD LY
YOOYDIDLOODLOLOVYYDD | LOLOLODOVYIDLLIODDDL :[0GS :ON 1 [8F¢
OYDDOVI LYOVIDLOIVI dI 0ds] I°peaT YiTM ‘ON dI 0ds] I=pe=aT UaTM

(=d

{(pTOo® oOUTWR) {(pTOo® oOUTWR) IspeaT A3os1

.Aﬂzaom .A¢ZDom uoT3TSOod Sousnbss UNQ | 3 Sa%

T sousnbag PTIOY OoUTWY utey) 33ybrT | oads)

uTeWo( 3JURFISUOD utewog STETIEBA Ngo
uteyd 3ybII sureN
suoTD

-139-



PCT/IB2018/058024

WO 2019/077500

YO LIOLOVOY
HHHHYIYYILLIOVIOYYYIYILODD
D92 LO9YOLIIDDOYIIYIIOYILY
Y99 LIIDIYILD LOVYYIVIVYYD
YOOV LOVOYDOYYYIOYDLODIVOL
DODYDOYIOYILIIOVIYILIOVYIOY
DY9DOYYIOYIVIOVIOYOVIVYILOL
HYOYOOYIDDLOVYYIOODDDLYYIDL
DOD9OYYILYDDIOOYYDIILOYIVLY
YYYDD99YOVIOYIDIDILYLOLLOVYL
YO IOOLIDOIOLOLIOLILIIOLD
YOO LOIYYYOLLOVYIOVOLYOLOL
YOD9DDDLIDIVILLDIOLOLYIDY
D9LD99LOLOVYDIYYYILYYYOOL
DOYYIIYIOOOYIINDDLLIOYILL
D009 LODOYIDDIIOOVYILLLIOLD
YILOYLODYIDODLIOYOOYOIDIDOY
DOLID9YIDLIIVIIVYOLIDOVILL
DY9DIOYIODLIIIODLILIDDIDLD
LIYOYIDLODIOLOD99DDLILILOD
DOYYOILOLOOYYIILILYOLIOLD
HYYLIDDD99YYIONDIDIOVYIYID
YO LVYIOOLYYOILIOYIIOIOYIOYYDD
HOVYIDLOVIOILODIYIILOYIDIDL
D0I199DLOLOIYILYIIYDLOVOVD
YOD999LODDLIDOLIIOLIDIYID
LLDDDDLOYIIOYILYOVIDLODYD
:[6FG 0N

ar 04ds] JIspesT 3InNOoY3ITM

{(pTOo® oOUTWR)

(¥Nao)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥Nao)
utewog STABRTITBA

IopEeaT
uoT3TSOog
YNdo

sousnbag PTIOY OoUTWY
uteyp 3ybrI

sousnbas ¥Nd
uteyd YBTI

(=d
KyosT
® soT
oadg)

sureN
2uoT)

- 140 -



PCT/IB2018/058024

WO 2019/077500

[£9G :ON dI 0dS]

[G9G :ON aI 04s] MIET YO LLOLOVYOYIODIVYIY
DADUNASUIAJSSTOOH | MI909ALAdAHSOOADXX YOLLOOYDVYYYOVYILODDDODLOOVY
IATIDYAAMHAEAQYISTL | IYAQAJdOTSSIITLAALY SDLDD99IVYILVYIDIVYILOVYYODDLD
TLSSTSALSAMSADHELAS | SOSOSAUSIADSIINSAY DODOVYLDLOVYYIOYIVYYYOVYOIOVYLOY
HOSNOSOTYNAAMMOANY | SITIMAVIDINODAMNTA OVYDIOVYYYIIOVYILIDDYILIDIVYIOY
AYJAINNTIOAASYIOSY | ILNONSHAISOSSHUOILILIA DHADUNASHIAJSSTOOHLAHED | DOYIILIDOYIVILIDVIOVIVIIVYD
T03ASddATAASAVVYAIY | dADASVYSTSSdSOINOAQ YAMNMHNEAAYSTLITLSSTSAL | OYDVYOOVIOVYOVYIVILOLOVYOVYOIY
[T9G :ON SAMSADAIASHOSNOSOTYNAA | DODLOVYVYIOODDILVYYIDILIDIDOVY
[F9G :ON aI 04s] [Z9G :ON aI 0ds] ar ods] MMOAMVAId ZANNTIOAASYLD | L¥DOLOOVYIDLOVIVIOVYYYIODD
(LSS :ON (Lsg (LSS :ON SMTOHASdddTAASIVVYALYNI | YOVYOVYIDIILVIOLIOVYIVYOLOOL
aI 0ds 3o ¥IL ©3 ON dI 0ds Fo ¢€6¢ aIr ods ATIO094ALAdAHSDOADXAALY | D09I9IOLIOLOLIOIDLIOVYODLIL
F6E€ sopTioaTonu) ©1 8G sspTilosTonu) 3O LG ©3 A0AJOTSSILILAALOSOSOSA | YWYOLLOVIOVILYDLDILYIIDIDD
YOLLOLOVYOVYIOIOVYIVYY YYD LYYYODLD T s°ptT dSAADSHINSAMSITINAYNOd | LLDIVYOLILOLOLDLYOOYIOLODOL
DLIDOVYIVYYYIOVYILODDD | DYYIIYIOIOVIDOODLL josTonu) MOOAMNTALNONSHAISOSSHD | OLOVYOIVYYILYVYYOILIOVYIIY

9DLOOYOLIDDDOYILYD | DOYILLIDDIDLODVYIDD.L D LIIAIAOASYSTSSAdSOINOAT | 0999¥ID99DLLIIOVYILLIDDOLDD ﬁSNom

OOYDILOYYDIDLIDODVYL | D9OVVYILLLLDLOVILOVYL OYIVYIDLD :[09G :ON | ¥2DDL099VVYOLLLLOLOVILOVIID _99,
DIOVYYYIVIYYYIVODIVYL | DOVYIDIDDLLOVYIOYDDDD 099D0¥DD dI 0dS] IopesT INOYITM | ¥IDODIILILOVIOVDIDIIIVIDLIDOVY
OVYDVYIOYYVYIDVYDLIODY | DYIDLIODDVYIILIOLYIIOY | 9DDDVYDIDOD DDLOLYDOVYDLODIVYILLOYIDIYD
SLODDOVYIOVYIOVYILIDOVY | DILDDDOYILLOVYODIOVYIDD IDOLOLLL DHADUNASHIASSTOOHL | 99LILODDIIILIDDIDLILLYIVID
DY LDODOVYIOVYIVYIIVYYDIIOVY | LDIDODLIOLODODDLOLL SLDDIVYIL AIDYANNHMEAAYHNSTLTLSST | LODOOLOD99DDLILLODDDOVYYIDL
OVYDDVYDIIVYIOYIVYILOLOVY | ¥YOYDIDILODIODLODODDDL | ¥IDLDODLD SALSAMSAOAIASHDOSNOSOIVY | 9I99YVYIILI IV LIDLIDOVYLIDD
OYOOVYIDIDLOVYVYLOODDDL | DLIDODIVYYIDILOLOOVY | DILDODIDIY NAAMMOAMVYHIdAINNTIOAAS | DDOVYYIDDIIDOVYIVIOVIIVIOD
YYDODLODDODYYIYOOLD | DOLDILVYDLODLIOVYYLID YIOSMTOAASddATAASAVVYAL | LOVVYOLOOVLIOVYIVYYIOOIVYIOL
OYVYODLOVYIV.LOVYYYIDD | DDDIVYVYIODIIIOVYIVD MM IATILO09ALAdAHSOOADX | D¥IDIODILYIILOVIIDLIDIONDL
OYOVYDVYIDDLYILOLIOVYY | DYILYLIDOLOVYDLODY.L AIVAdEAdOTSSILIILAALOSOS | OIDOVIILVYIIVYILOVIOVYIVIIDDDL
IVYVYDLODLIODDLOLOLLD | DOVYIYYIDIDIOVYYIDLOVD OSIdSdADSIINSANSITINGY | 9DDLDDDLDLOLIDOVYIDLLIODDIDL
LDIDD9LOVYYDOLDLYYY | 9LODIVIODLOVYIDDLODL MOAMOOAMNTALNONSHATISOS | OYIDIVIILVOVIDLOIVIIOVYIVID
SLLOVYIOVYDLYDLOIYID | D99DLOLIDVYILYDIOVYDLD SYDLITAYADASYSTSSASOIN | LODDDIDOVYIDDIIVIIODDLOOLILL
9DDDLLDIYDLIDLOLOL | ¥OYOVYDIODDLODDLIDD OAQSHADIVIVATATIIOSMON | I9LODIVIIVYOOLODLODLIDOD LY
YOOYDIDLOODLOLOVYYDD | LOLOLODOVYIDLLIODDDL :[6GG6 :ON t[Lss
OYDDOVI LYOVIDLOIVI dI 0ds] I°peaT YiTM ‘ON dI 0ds] I=pe=aT UaTM

(=d

{(pTOo® oOUTWR) {(pTOo® oOUTWR) IspeaT A3os1

.Aﬂzaom .A¢ZDom uoT3TSOod Sousnbss UNQ | 3 Sa%

T sousnbag PTIOY OoUTWY utey) 33ybrT | oads)

uTeWo( 3JURFISUOD utewog STETIEBA Ngo
uteyd 3ybII sureN
suoTD

-141 -



PCT/IB2018/058024

WO 2019/077500

YO LIOLOVOY
HHHHYIYYILLIOVIOYYYIYILODD
D92 LO9YOLIIDDOYIIYIIOYILY
Y99 LIIDIYILD LOVYYIVIVYYD
YOOV LOVOYDOYYYIOYDLODIVOL
DODYDOYIOYILIIOVIYILIOVYIOY
DY9DOYYIOYIVIOVIOYOVIVYILOL
HYOYOOYIDDLOVYYIOODDDLYYIDL
DOD9OYYILYDDIOOYYDIILOYIVLY
YYYDD99YOVIOYIDIDILYLOLLOVYL
YO IOOLIDOIOLOLIOLILIIOLD
YOO LOIYYYOLLOVYIOVOLYOLOL
YOD9DDDLIDIVILLDIOLOLYIDY
D9LD99LOLOVYDIYYYILYYYOOL
DOYYIIYIOOOYIINDDLLIOYILL
D009 LODOYIDDIIOOVYILLLIOLD
YILOYLODYIDODLIOYOOYOIDIDOY
DOLID9YIDLIIVIIVYOLIDOVILL
DY9DIOYIODLIIIODLILIDDIDLD
LIYOYIDLODIOLOD99DDLILILOD
DOYYOILOLOOYYIILILYOLIOLD
HYYLIDDD99YYIONDIDIOVYIYID
YO LYIOOLOVYOLIOYIOOYIOYYDD
HOVYIDLOVIOILODIYIILOYIDIDL
D0I199DLOLOIYILYIIYDLOVOVD
YOD999LODDLIDOLIIOLIDIYID
LLDDDDLOYIIOYILYOVIDLODYD
1 [86G6 :0ON

ar 04ds] JIspesT 3InNOoY3ITM

{(pTOo® oOUTWR)

(¥Nao)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥Nao)
utewog STABRTITBA

IopEeaT
uoT3TSOog
YNdo

sousnbag PTIOY OoUTWY
uteyp 3ybrI

sousnbas ¥Nd
uteyd YBTI

(=d
KyosT
® soT
oadg)

sureN
2uoT)

-142 -



PCT/IB2018/058024

WO 2019/077500

[ZLG :ON dI 0dS]

dI 04ds] IopesT 3INOYATM

[FLS :ON QI 0ds] MIET YO LLOLOVYOYIODIVYIY
DADUNASUIAJSSTOOH | MI909ALAdAHSOOADXX YOLLOOYDVYYYOVYILODDDODLOOVY
IATIDYAAMHAEAQYISTL | IYAQAJdOTSSIITLAALY SDLDD99IVYILVYIDIVYILOVYYODDLD
TLSSTSALSAMSADHELAS | SOSOSAUSIADSIINSAY DODOVYLDLOVYYIOYIVYYYOVYOIOVYLOY
HOSNOSOTYNAAMMOANY | SITIMAVIDINODAMATA OVYDIOVYYYIIOVYILIDDYILIDIVYIOY
AYJAINNTIOAASYIOSY | INONSHTISOSSHOLILIA DHADUNASHIAJSSTOOHLAHED | DOYIILIDOYIVILIDVIOVIVIIVYD
T10HASddATAASAVVYAIY | JdADASYSTSSASOINOIA YAMNMHNEAAYSTLITLSSTSAL | OYDVYOOVIOVYOVYIVILOLOVYOVYOIY
[0LS :ON SAMSADAIASHOSNOSOTYNAA | DODLOVYVYIOODDILVYYIDILIDIDOVY
[€LG fON [TLGS :ON QI 0ds] ar oEs] MMOAMVAId ZANNTIOAASYLD | L¥DOLOOVYIDLOVIVIOVYYYIODD
ar 0ds] (996 :ON (99¢g (99¢ 0N SMTOHASdddTAASIVVYALYNI | YOVYOVYIDIILVIOLIOVYIVYOLOOL
aI 0ds 3o ¥IL ©3 ON dI 0ds Fo ¢€6¢ aI BEs ATIO094ALAdAHSDOADXAALY | D09I9IOLIOLOLIOIDLIOVYODLIL
F6E€ sopTioaTonu) ©1 8G sspTilosTonu) 10 /¢ o7 A0AJOTSSILILAALOSOSOSA | YWYOLLOVIOVILYDLDILYIIDIDD
YOLLOLOVYOVYIOIOVYIVYY YYD LYYYODLD 1 sopt dSAADSHINSAMSITINAYNOd | LLDIVYOLILOLOLDLYOOYIOLODOL

DLIDOVYIVYYYIOVYILODDD | DYYIIYIOIOVIDOODLL uomﬁosc% MOOAMATALNONSHTIISOSSHD | OLOVYOIVYYILYVYVYOILIOVYIOY g

9DLOOYOLIDDDOYILYD | DOYILLIDDIDLODVYIDD.L 5 LIIAIAOASYSTSSASOINOIA | 0999¥I099DLIDOVYILLIDDOOLDD InzZoT

OOYDILOYYDIDLIDODVYL | D9OVVYILLLLDLOVILOVYL SYYO9 Lo :[69G :ON | ¥IDDLO99YVYOLLLLOLOVILOVIID _99,
DIOVYYYIVIYYYIVODIVYL | DOVYIDIDDLLOVYIOYDDDD AD93TID dI 0dS] IopesT INOYITM | ¥IDODIILILOVIOVDIDIIIVIDLIDOVY
OVYDVYIOYYYIDVYDLIODY | DYIDLIODDVYIDLILYIIY 539Y3995 DDLOLYDOVYDLODIVYILLOYIDIYD
SLODDOVYIOVYIOVYILIDOVY | DILDDDOYILLOVYODIOVYIDD 19915 LLL DHADUNASHIASSTOOHL | 99LILODDIIILIDDIDLILLYIVID
DY LDODOVYIOVYIVYIIVYYDIIOVY | LDIDODLIOLODODDLOLL 515N IV L AIDYANNHMEAAYHNSTLTLSST | LODOOLOD99DDLILLODDDOVYYIDL
OVYDOVYIIVYIYIOVYILOLOVY | ¥OYDILODODOLODODODDL Y9 195 Lo SALSAMSAOAIASHDOSNOSOIVY | 9I99YVYIILI IV LIDLIDOVYLIDD
OYOOVYIDIDLOYVYLOODDDL | DLILODODIOVYYIILOLOOVY 519995 1Y NAAMMOAMVYHIdAINNTIOAAS | DDOVYYIDDIIDOVYIVIOVIIVIOD
YYDODLODDODYYIYOOLD | DOLDILVYDLODLIOVYYLID YIOSMTOAASddATAASAVVYAL | I¥VYOOLIOVILIOVYIVYYIOOIVYIOL
OYVYODLOVYIV.LOVYYYIDD | DDDIVYVYIODIIIOVYIVD MM IATILO09ALAdAHSOOADX | D¥IOLIDIYIILOVIDDLODIOODL
OYOVYDVYIDDLYILDOLIOVYY | DYILVYLIDOLYVYDDLODY.L AIVAdEAdOTSSILIILAALOSOS | OIDOVIILVYIIVYILOVIOVYIVIIDDDL
IVYVYDLODLIODDLOLOLLD | DOVYIYYIDIDIOVYYIDLOVD OSIdSdADSIINSANSITINGY | DLDLODDDDLOLIDOVYIDLLIODDDL
LDIDD9LOVYYDOLDLYYY | 9LODIVIODLOVYIDDLODL MOAMOOAMATALNONSHIISOS | OYIDIVIILVOVIDIVIVOIOVYIVID
SLLOVYIOVYDLYDLOIYID | D99DLOLIDVYILYDIOVYDLD SYDLITAYADASYSTSSASOIN | LODDDIDOVYIDDIIVIIODDLOOLILL
9DDDLLDIYDLIDLOLOL | ¥OYOVYDIODDLOLILIDD OIdSHADIVIVATATIIOSMON | I9LODIVIILVYOOLODLODLIDOD LY
YOOYDIDLOODLOLOVYYDD [ DOLOLIODOVYIDLLIODDDL :[896 :ON 1 [99¢
OVYDDOVILYOVIDIVIVD dI 0ds] I°peaT YiTM ‘ON dI 0ds] I=pe=aT UaTM

(=d

{(pTOo® oOUTWR) {(pTOo® oOUTWR) IspeaT A3os1

.Aﬂzaom .A¢ZDom uoT3TSOod Sousnbss UNQ | 3 Sa%

T sousnbag PTIOY OoUTWY utey) 33ybrT | oads)

uTeWo( 3JURFISUOD utewog STETIEBA Ngo
uteyd 3ybII sureN
suoTD

- 143 -



PCT/IB2018/058024

WO 2019/077500

LOLDODOLOYYDOLD IVYYY
DLLDVYDOYDLYDLDLYID
DODDLLOLYDLLDLOLDL
YOOVYIDLODDLOLOVYYDD

YOVYDDLODLOLYDDLODD
LDOOYIOYDIDLIODIOYDLD
LDDOLODDLOLIODDDDDL
DYDOYDYDLYDLDDLODED

LODLOLLL
DLDODLYOL
YODLODOLD
DLIDODODLY

SIDSISVADOTIAATISTASOLN
AATSHADIVIVATATIIOS MOW
t[LLS ON

aI 0dS] IspesT U3ITM

IOD99DIYIDDDIYIIONDILOOIDLL
IOILDDIVIIVIOLIDIOOLIDDDIY
1 [GgLg

ON QI 04dS] IspesT YITM

¢nzoT
-99L

YO LLOLOYOY
9999YIYYILLIDOYOYYYIYILODD
09DLOOYDLIDDDIYILYIDOVYILD
YYOIOLIIDIYLID LOYYYIYIYYYD
YOOYLOVYOYIOVYYYIOYILOODYOL
DDOYIOYIOYILIDOVYIYLIOYIOY
OYDOYYIOYIYIOYIOYOYIYILOL
HYOYOOYIIILOYYLODDDLYYIDL
DDDHIYYILYODILOOYYDILOYIYLD
YYYID99YOYOYIIDILYIOLILOVYYL
YYOLO9LIDDIOLOLIOLOLIDOLD
YYOOLOLYYYDLLOYIOYOLYOLOL
YO09200LLOLYDLLOLOLDLYDOY
D9LD99LOLOYYOIYYYILYYYOOL
DOYYIIYIDNIYIIONDLLIOVYILL
DDD9IODYIIDILODOYYILLLLO LD
YIOYLOOYDIODLIOYOOYDIDDOY
DDLODOYIDLILYDOYOLODOVYILL
D¥DIIYIODLILODDLILIDDDDLD
LI¥OYIDLODDDLODD9DDLOLLOD
DOYYIDLOLOOYYIDILDLYDLIDLD
HYY.LIDDD99YYIDDIDDIYYIYID
YOLYLODILYYODLIOYLIDOYIYYDD
HOYYIDLOVYIOLIDIYIDIOVYIDDL
DD199DLOLIDYDLYIIVYILOYOYD
¥90999LOLILIDDIILOLIDOYID
LIDDDDILOYIDIYDILYOYIDILYLYD

:[L9G 0N

{(pTOo® oOUTWR)

(¥Nao)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥Nao)
utewog STABRTITBA

IopEeaT
uoT3TSOog
YNdo

sousnbag PTIOY OoUTWY
uteyp 3ybrI

sousnbas ¥Nd
uteyd YBTI

(=d
KyosT
® soT
oadg)

sureN
2uoT)

- 144 -



PCT/IB2018/058024

WO 2019/077500

[£8G :ON dI 0ds]
DEDUNISMIAASSTODH
IAADYAAHMAXAYISTL
TLSSTSALSAMSADHALIAS
HOSNOSOTYNAAMMOATY
TYdXANNTIOAASYIOSY
TOHAdSddd IANSAYYALL

[Z8G :ON dI 0ds]
(GLG 0N
ar 0ods Jo pIL ©3

[T8G :ON dI 0ds]
MIFT
MI9094LAdAHSODADAK
ADAAAYIAIS IMTLAALD
$98954dAdADSIINSANT
SITIHdSODAIDDAMATA
INONSHTISOSSHOSISY
d09TIAATSTdSOLNAAA

[08G :ON dI 0dS]
(gLg

tON dI 0"S Io €6¢
03 8§ sSpTjosToNU)

DHADUNASHIAdSSTOOHLAED
YAANHNHAQYHMSTLTLSSTSAL
SAMSADAIASHOSNOSOTYNAA
MMOAM VAT d AANNTIIAASYLO
SMTOHASddd TAASIVYALYNT
dTI19094 LAJAHSOOADAAAD
ATHYANIS TN TLAALOSDSDS A

YOY99DLIDIYOILOLIDOLIDDIOL
202202 LOYIOVIVDIYDLODLODOVD
:[9Lg 0N

dr 04ds] IspesT InoYlTtm

YO LLDLOYDYDODDOYIOVY
YOLLOOYOYYYOYOLODDDDDLDOY
DLODODDOYILYDDIYILOVYYDIDLD
DOOYLOLOYYYIOYIYYYOVYIIVYLIOY
DYDODYYYIOYDLIODIYDLODIYIDY
DOYDLIODOYIYLIDOYIDYIYDIYYD
DYOYDDIYIOYOVYIOYI LD LOVYIYIDIY
DDDLOYYLDODDLYYIDLODDDDYY
LEDDLOOVYYDDLOVYIY.LOYYYIDDD
YOYDYODIDILVYLDLLOYY LYYDLOOL
O0DLDILDLLDLOLODDLOYYDDLIOL
YYD LLOVYIOYDLYDLDLYDDDDDD

F6E€ sopTioaTonu) YYD LYYYDOLD MAJADSAINSAMSITTHASO9d | LIDIVILIDLOLOIVIOWIDLIOOL
LOLOYOYODODVYIYY | DYYIDOYIDIDOYIDDDILL HOOAMATALNONSHTISOSSHD | 9LOVYOIVYYILYYVYIDLIOVYIOY
DLLDOYDOYYYOVYDOLDDDD | DOYOLLODDDLOIOYIDDL SISVAOOTIAATSTAdSOINAAT | D999YIDDDILLIDVYILILIDIDILOD
DDLODYDLIDODIOYILYD | DOIDYYOLLLLDLOVYIOVY.L :[8LG :ON | ¥DDODLDO9DOVYVYILLLIOLOVIOVIOL
DOYDLOYYODDLODDIYL | DLODDDILOITYDITYIIDD [6LG :ON dI 0dS] IopesaT 3INOYITM | HIHHDIDIYIOVOHIIOVYOIILOODD
DLOVYYYIOVYIYYYDVYDIOVY.L | YEYDDLODODDDLOLYDVYY ar ods] DDLDLYDVYYDLODIOYILLOYDIDOYD
OYDVYDIDYYYDIDYDLIODDY | DLDODDYILLOYDIDYIOD (GLG :ON DHADYNASHIAJSSTOOHL | 99LILD99LDLID9IDLIOLLYIVIOVY
DLDDDYIDVYIOYILIDOY | LOLODOLOLIODODDLILL aIr ods AIDVANHNEAAASTILTILSST | DODDDLODDDDDLILLODIDYYIDL
OY.LDIOYOOYIYDIVYYIDY | ¥YOYOYDIODDDLDIDDIDDL FO LG ©7 SALSAMSAOAIASHOSNOSOIVY | 9I99YVYIILI IV LIDLIOVYOIVYIDID
DYDDYDIOVYOYOVYILOLOY | DLLDDIDOVYYODLOLODVYY T s°ptT NAAMMOAMVYHAIdAINNTIOAAS | DIOYIIDDILIDDDIOYIOVIDLLYD
DYDDVYDIODLIOVYYLOODDL | DDOLDLYDLIDLIOYDOYIDD josTonu) YIOSMTOAASddATAASAVVYAL | I¥VYOOLIOVILIOVYIVYYIOOIVYIOL
YYODLDODDODIOYYLYDOLD | DDLDYODDDLDDODIIYD o) MM IATILO09ALAdAHSODADK | DY¥IDLIDIVYIDLOVIODILIDLYOVYD
DYVYDDLOVYIYLOYYYIDD | DYDIDLILODILVYYDDLIODVY.L DYOYOD LD AADATATIAGSTIHNTLAALDSDS | DLODLOLYDDLIODOLIODOYOYIIDL
DYDYDYOIDIDLVYLDOLLOYY | DOYIYYIIIIVYYDIDLIOYD DDDDIOYID DS HIAAADSHINSAMSITTALS | DDOYDLDLIODDLIODDLOLDDDDDDL
LYYDLODLIODDLOLOLLD | DLODLYODLOYDDDLIODL DDDYDD9D 09 dJO0IMITALINONSHIISOS | OYOVIVOLYDLODLOOYIIOVIVID

(=d

{(pTOo® oOUTWR) {(pTOo® oOUTWR) IspeaT A3os1

.Amznom .Amznom uoT3TSOd sousnbss ¥NQ | 3 SSt

T sousnbag PTIOY OoUTWY utey) 33ybrT | oads)

uTteWo( 3IUEFSUOD utewog STETI'A ¥NQgo
uteyd 3ybII sureN
suoTD

- 145 -



PCT/IB2018/058024

WO 2019/077500

DYVYDDLOYIY.LOYYYIOD
DYDYDYIIDLVYLOLLOVYY
LYYDLODLIODDLOLOLLD
LOLDODOLOYYDOLD IVYYY
DLLDVYDOYDLYDLDLYID
DODDLLOLYDLLDLOLDL
YOOVYIDLODDLOLOVYYDD

DYDLVYLODIYYDOLIODYL
DOYDYYODODYYODLIOYD
DLDDILYODLOYDIDLIDL
YOVYDDLODLOLYDDLODD
LDOOYIOYDIDLIODIOYDLD
LDDOLODDLOLIODDDDDL
DYDOYDYDLYDLDDLODED

DYOYOD LD
DDDDIOYID
DDDYDD9D
LODLOLLL
DLDODLYOL
YODLODOLD
DLIDODODLY

DSHIAAADSHINSAMSITIIAS
09 dI00AMATALNONSHTIISOS
SYDSISVYAOOTIAATSTASOIN

DLODLOLYDDLODDLIODDYIYIIDL
DDOYDLOLIODDLIDDLOLDDDDDDL
DYOYOYDILYDLODLOIYDDIDOVYIYID

ANASHAD IV IVATATITIOS MO

1985 :0ON
aI 0dS] IspesT U3ITM

IOD99DIYIDDDIYIIONDILOOIDLL
IOILDDIVIIVIOLIDIOOLIDDDIY
1 [v8g

ON QI 04dS] IspesT YITM

¢nzoT
-99L

YO LLDLOVYOY
DDDDYIYYILLODYOYYYOVYILIDD
DDDLOOYDLIDODOYILYDDDYILD
YYDDDLIODDIYLDLOVYYYIY IV D
YOOV LOYOYDIDYYYIOYDLODIOYOL
DDOYOOYIDYDLIDDYDVYLIODYIOY
OYDOYYIOYIYDIVYIOYIYOYIOLOL
DYOYODVYIDDLOYYLODDDLYYIDL
DDODOYYIYDDLOOYYDDLOYIOVYLD
YYYDOODVYIYDYIIDLYLDLILOYYL
YYD LODLODOLOLOLLOLOLDDOLD
YYDOLOLYYYDLLOYIODOYDLYDLOL
YODODIIDLLDLYDLLIDLOLDIYDDY
DOLDDOLOLOYYDIOYYY I LY YYD L
DOYYOIOYODDDYIIDDDLLODYILL
DDODLODYIDDLIDDOYYILLLLOLD
YIDOVYLOLODODOLODYDOIYDIIDVYY
DDLOODDIDDLIOLYDYYDLODDOVYILL
OYDDOYIDDLILIDDLDLIDDDDLD
LLYOYOVYODDDDLODODDDDLIOLLOD
DOYYODLOLODYYIODLDLYDLODLD
YOYDDDDDLOYIDODLIOIDDDIYID
YOO LLODIYYDDLIODYLIODYIYYOD
DOYYIDLIOYDDLODLYDDLOVYIDDL
ODLVYDYDIOLODLDLYDDLDDDLIODD

{(pTOo® oOUTWR)

(¥Nao)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥Nao)
utewog STABRTITBA

IopEeaT
uoT3TSOog
YNdo

sousnbag PTIOY OoUTWY
uteyp 3ybrI

sousnbas ¥Nd
uteyd YBTI

(=d
KyosT
® soT
oadg)

sureN
2uoT)

- 146 -



PCT/IB2018/058024

WO 2019/077500

[Z6G :ON dI 0ds]
DEDUNISMIAASSTODH
IAADYAAHMAXAYISTL
TLSSTSALSAMSADHALIAS
HOSNOSOTYNAAMMOATY
TYdXANNTIOAASYIOSY
TOHAdSddd IANSAYYALL

[T6G :ON dI 0ds]
(78S 0N
ar 0ods Jo pIL ©3

[06G :ON dI 0dS]
MIFT
MI9094LAdAHSODADAK
ADAAAYIAIS IMTLAALD
$98954dAdADSIINSANT
SITIUdSODAUDDAMATA
INONSHTISOSSHOSISY
d09TIAATSTdSOLNAAA

[68G :ON dI 0dS]
(v8¢

tON dI 0"S Io €6¢
03 8§ sSpTjosToNU)

DHADUNASHIAdSSTOOHLAED
YAANHNHAQYHMSTLTLSSTSAL
SAMSADAIASHOSNOSOTYNAA
MMOAM VAT d AANNTIIAASYLO
SMTOHASddd TAASIVYALYNT
dTI19094 LAJAHSOOADAAAD
ATHYANIS TN TLAALOSDSDS A
MAdADSAINSAMSITINdS09d

YO LYIO9IYYOILIOYIIOIYIOYYDD
HOVYIILOVIOLIDIYIILOVYIDIDL
DOLYOYIOLIDIDIYIDLIDOLIDD
YOY999LIDIYOLOLIDDLIDIIOL
202202 LOYIOVIVDIYDLODLODOVD
:[g8G :0ON

dr 04ds] IspesT InoYlTtm

YO LLDLOYDYDODDOYIOVY
YOLLOOYOYYYOYOLODDDDDLDOY
DLODODDOYILYDDIYILOVYYDIDLD
DOOYLOLOYYYIOYIYYYOVYIIVYLIOY
DYDODYYYIOYDLIODIYDLODIYIDY
DOYDLIODOYIYLIDOYIDYIYDIYYD
DYOYDDIYIOYOVYIOYI LD LOVYIYIDIY
DDDLOYYLDODDLYYIDLODDDDYY
LEDDLOOVYYDDLOVYIY.LOYYYIDDD
YOYDYODIDILVYLDLLOYY LYYDLOOL
O0DLDILDLLDLOLODDLOYYDDLIOL
YYD LLOVYIOYDLYDLDLYDDDDDD

F6E€ sopTioaTonu) YYD LYYYDOLD MOOAMATALNONSHTISOSSED | LIDIVILIDLOLOIVIOWIDLIOOL
LOLOYOYODODVYIYY | DYYIDOYIDIDOYIDDDILL SISVADOOTIAITSTAdSOINAAG | DLOVYYOIVYYILYVYYIDLIOVYIOY
DLLDOYDOYYYOVYDOLDDDD | DOYOLLODDDLOIOYIDDL :[L8G :ON | 0999YIDI9DDILILIOVILILIDIDLOD
DDLODYDLIDODIOYILYD | DOIDYYOLLLLDLOVYIOVY.L dI 0ds] IspesaT 3INOoYITM [ ¥IIDIID9OVYILLLIOLOVIOVIOL
DOYDLOYYODDLODDIYL | DLODDDILOITYDITYIIDD [88G :ON DDDDOLODYDITYDIIIOYYIILIODDD
DLOVYYYIOVYIYYYDVYDIOVY.L | YEYDDLODODDDLOLYDVYY ar ods] DHADUNASHIAdSSTOOHL | DOLOILVYOVYDLIDOVYILLOVYOIIYD
OYDVYDIDYYYDIDYDLIODDY | DLDODDYILLOYDIDYIOD (F8G :ON AIDYAMNHMEAQYESTLITLSST | DDLOLOD9DLDLOO9DDDLOLLIYDYIY
DLDDDYIDVYIOYILIDOY | LOLODOLOLIODODDLILL aIr ods SALSAMSAOAIASHOSNOSOTIY | 9022919099 LIOLILILODDIVYIIL
OY.LDIOYOOYIYDIYYIDY | ¥YOYOYDIOIDDLOIDOLIDL FO LG ©7 NAAMMOAMVYHAIdAINNTIOAAS | DI99YYIILILYDLIDDIVIOVYIDIDD
DYDDYDIOVYOYOVYILOLOY | DLLDDIDOVYYODLOLODVYY T s°ptT YIOSMTOAASddATAASAVYYAL | DLOVYIIDDLIIDDIDYIOVILYLOD
DYDDYDIODLIOVYYLOODDL | DDOLDOLYDLIDDIYDIYIDD josTonu) MM IATILO09ALAdAHSOOADX | I¥YOOLIIVIIOVIVYIDDIVYIDL
YYODLDODODIOYVYLYDOLD | DDLDYODDILDDDDIIYD o) AADATATIAISTIATLAALDSDS | DYODLIODLYIDLOVYIDDLODILYIYD

(=d

{(pTOo® oOUTWR) {(pTOo® oOUTWR) IspeaT A3os1

.Amznom .Amznom uoT3TSOd sousnbss ¥NQ | 3 SSt

T sousnbag PTIOY OoUTWY utey) 33ybrT | oads)

uTteWo( 3IUEFSUOD utewog STETI'A ¥NQgo
uteyd 3ybII sureN
suoTD

- 147 -



PCT/IB2018/058024

WO 2019/077500

YO LLDLOVYOY
DDDDYIYYILLODYOYYYOVYILIDD
DDDLOOYDLIDODOYILYDDDYILD
YYDDDLIODDIYLDLOVYYYIY IV D
YOOV LOYOYDIDYYYIOYDLODIOYOL
DDOYOOYIDYDLIDDYDVYLIODYIOY
OYDOYYIOYIYDIVYIOYIYOYIOLOL
DYOYODVYIDDLOYYLODDDLYYIDL
DDODOYYIYDDLOOYYDDLOYIOVYLD
YYYDOODVYIYDYIIDLYLDLILOYYL
YYD LODLODOLOLOLLOLOLDDOLD
YYDOLOLYYYDLLOYIODOYDLYDLOL
YODODIIDLLDLYDLLIDLOLDIYDDY
DOLDDOLOLOYYDIOYYY I LY YYD L
DOYYOIOYODDDYIIDDDLLODYILL
DDODLODYIDDLIDDOYYILLLLOLD
YIDOVYLOLODODOLODYDOIYDIIDVYY
DDLOODDIDDLIOLYDYYDLODDOVYILL
OYDDOYIDDLILIDDLDLIDDDDLD
LLYOYOVYODDDDLODODDLOLOLLDD
DOYYODLOLODYYIDLDLYDLODDD
YOYDDDDDLOYIDODLIDIDDIIYID

{(pTOo® oOUTWR)

(¥Nao)
uTewog juejlsuo)d

{(pTOo® oOUTWR)

(¥Nao)
utewog STABRTITBA

IopEeaT
uoT3TSOog
YNdo

sousnbag PTIOY OoUTWY
uteyp 3ybrI

sousnbas ¥Nd
uteyd YBTI

(=d
KyosT
® soT
oadg)

sureN
2uoT)

- 148 -



PCT/IB2018/058024

WO 2019/077500

Y OY.LDDD 904 LLOYYOYIDDDIVILOVYIILDL 0ds] 20Y LNZDH
AMYAX50H LILLODLLOOIYOIVYIIOOIVYOOVYD | MOVYANSISSOAAIA | YOOLODLDODDIDDOVIOLYIYD LIMAL | DIL¥99LOVYIDOY -99/,
10N :ON QI 0d=S§
[FE9 [c£9 :ON QT BES] . [ze9 [Te9 ] . [og9 . [629
aIl 0ds] LoD !ON QI 04S] DDILOYYD ON aI ION aI 0ds] oNnzpHH
Y L1155 LI09Y90Y LoD Y5 SMA LLOVYOYDIVYIVIOVYIILDL 0ds] 20Y -99/,
AMYAX50H MENANSISSOAAIA | YOOLODIDOODDDIDIVIDILYIYD LIMAL | DIL¥99LOVYIDOY
10N :ON QI 0d=S§
[829 [L79 :ON QT BES] . [929 [62Z9 ] . (729 . (€29
aIl 0ds] Y195 !ON QI 04S] DDILOYYD ON aI ION aI 0ds] gnzoH
Y SMA LLOVYOYDIVYIVIOVYIILDL 0ds] 20Y -99/,
AMYAX50H LLLDDLLODITIOELODDIVODVD MENANSISSOAAIA | YOOLODIDOODDDIDIVIDILYIYD LIMAL | DIL¥99LOVYIDOY
10N :ON QI 0d=S§
[22Z9 [129 :ON QT BaS] . (029 [619 ] . [8T9 . [LT9
aIl 0ds] Y195 !ON QI 04S] D999YID ON aI ION aI 0ds] pnzoH
Y 904 LIYYYOYIDD9IVIOVYIOLDL 0ds] 20Y -99/,
LILLO9LLOOIYOIVYILIODOIYOOVD
AMYAX50H MOVANDISSOAAIA | YOOLODIDOODDDIDIVIDILYIYD LIMAL | DIL¥99LOVYIDOY
[9T9 :ON [FTI9 [£T9 :ON dI 0ds] (219 [TT9
!ON QI 0d4s
aIl 0ds] [s19 omeoow !ON QI 04S] DDILOYYD ON aI ION aI 0ds] enzoy
Y SMA LLOVYOYDIVYIVIOVYIOLD L 0ds] 20Y -99/,
AMYAX50H LLLDDLLODITIOELODDIVODVD MENANDISSOAAIA | YOOLODIDOODDDIDIVIDILYIYD LIMAL | DIL¥99LOVYIDOY
10N :ON QI 0d=S§
[0T9 [600 :ON QT BES] . [809 [L09 ] . [909 . [G09
aIl 0ds] Y195 !ON QI 04S] DDILOYYD ON aI ION aI 0ds] ZnzoH
Y SMA LLOVYOYDIVYIVIOVYIOLD L 0ds] 20Y -99/,
AMYAX50H LLLDDLLODITIOELODDIVODVD MENANDISSOAAIA | YOOLODIDOODDDIDIVIDILYIYD LIMAL | DIL¥99LOVYIDOY
10N :ON QI 0d=S§
[F09 [€09 :ON QT BES] . [Z09 [To9 ] . [009 . (666G
aIl 0ds] LoD !ON QI 04S] DDILOYYD ON aI ION aI 0ds] TnzoH
Y SMA LLOVYOYDIVYIVIOVYIOLD L 0ds] 20Y -99/,
AMYAX50H LLLDDLLODITIOELODDIVODVD MENANDISSOAAIA | YOOLODIDOODDDIDIVIDILYIYD LIMAL | DIL¥99LOVYIDOY
10N :ON QI 0d=S§
[86G [L6C :ON QT BES] . [96G [G68G ] . [F68G . (€68
aIl 0ds] SYLINO !ON QI 04S] DOYIYYD ON aI ION aI 0ds] YA-99L
Y SMA LLOVYOYD IVYOVIOVYIOLLL 0ds] 20Y asnouw
AMYAX50H LLLDDLODDITIVTLLOD LYDOVD MEANANDISSOAAIA | YVIOSVIOVIOOILDDIVILIVIYD IIMAL | YIV99LOVIDOVY
20 {
sousnbag sousnbog uanboag adXjosT
PIOY sousanbag ¥NAd Toy ou souonbag ¥NAd PTIOY sousanbag ¥NAd L=
ouTtury €d9dd> HA P Nmno.mM 29dao HA ouTwy TIAD HA aToads)
€49aD HA TIan sureN
HA suoTd

Jeqey 0) SUIP.I0dIE PA.IdqUINU A 99/ :(1u0d) T d[qeL

- 149 -



PCT/IB2018/058024

WO 2019/077500

Y OY.LLDD SMA LLOVYOYDIVYIVIOVYIOLD L 0ds] 20Y GINzDoH
AMYAX50H LILLODLLOOIYOIVYIIOOIVYOOVYD | MINANDISSOAAIA | YOOLDODLDOODIDDOVIOLYIOVYD LIMAL | DIL¥99LOVYIDOY -99/,
10N :ON QI 0d=S§
[Z89 [189 :ON T BES] . [089 [6L9 ] . [8L9 . [LL9
aIl 0ds] SYLINO !ON QI 04S] D99IYYD ON aI ION aI 0ds] FINZDH
Y OMA LLOYYIYODIDDIVILOVYIOLDL 0ds] 20Y -99/,
AMYAX50H LLLDDLLODITIOELODDIVODVD MAVANDISSOAAIA | YOOLODIDOODDDIDIVIDILYIYD LIMAL | DIL¥99LOVYIDOY
10N :ON QI 0d=S§
[9L9 [C/9 :ON QT BES] . [FL9 [eLo ] . [zL9 . [TL9
aIl 0ds] SYLINO !ON QI 04S] D99IYYD ON aI ION aI 0ds] cInzoH
Y OMA | I19D0DLOVYODDIDIYLIOVYYIOLDL 0ds] 20Y -99/,
AMYAX50H LLLDDLLODITIOELODDIVODVD SAYANDISSOAAIA | YODLDDIDODODDDDIVIDILYIYD LIMAL | DIL¥99LOVYIDOY
10N :ON QI 0d=S§
[oLo [699 :ON QT BES] . [899 [L99 ] . [999 . [G99
aIl 0ds] SYLINO !ON QI 04S] DDILOYYD ON aI ION aI 0ds] ZINzDH
Y SMA LLOVYOYDIVYIVIOVYIOLD L 0ds] 20Y -99/,
AMYAX50H LLLODLLIDITIVOVLODODYIOVD MENANDISSOAAIA | YOOLODIDOODDDIDIVIDILYIYD LIMAL | DIL¥99LOVYIDOY
10N :ON QI 0d=S§
[F99 [€99 :ON T BES] . [Z99 [T99 ] . [099 . [6G9
aIl 0ds] Y195 !ON QI 04S] DDILOYYD ON aI ION aI 0ds] TINnzDoH
Y SMA LLOVYOYDIVYIVIOVYIOLD L 0ds] 20Y -99/,
AMYAX50H LLLDDLLODITIOELODDIVODVD MENANDISSOAAIA | YOOLODIDOODDDIDIVIDILYIYD LIMAL | DIL¥99LOVYIDOY
10N :ON QI 0d=S§
[8G9 [L69 :ON T BaS] . [9g9 [Gg9 ] . [FG9 . [eg9
aIl 0ds] Y195 !ON QI 04S] D999YID ON aI ION aI 0ds] 0TNzDoH
Y 904 LLOYYOYIDDDIVILOVYIOLD L 0ds] 20Y -99/,
LILLO9LLOOIYOIVYILIODOIYOOVD
AMYAX50H MOVANDISSOAAIA | YOOLODIDOODDDIDIVIDILYIYD LIMAL | DIL¥99LOVYIDOY
10N :ON QI 0d=S§
[259 [T69 :ON dI 0HS] . [0g9 [6%9 ] . [8%9 . [L¥9
aIl 0ds] YN0 !ON QI 04S] D999YID ON aI ION aI 0ds] 60z0H
Y 904 LLOYYOYIDDDIVILOVYIOLD L 0ds] 20Y -99/,
AMYAX50H LLLDDLLODITIOELODDIVODVD MOVANDISSOAAIA | YOOLODIDOODDDIDIVIDILYIYD LIMAL | DIL¥99LOVYIDOY
10N :ON QI 0d=S§
[9F9 [cb9 :ON QT BES] . [FF9 [e¥9 ] . [Z2¥9 . [T¥9
aIl 0ds] Y195 !ON QI 04S] D999YID ON aI ION aI 0ds] 8nzoH
Y 904 LLOYYOYIDDDIVILOVYIILDL 0ds] 20Y -99/,
AMYAX50H LLLDDLLODITIOELODDIVODVD MOVANSISSOAAIA | YOOLODIDOODDDIDIVIDILYIYD LIMAL | DIL¥99LOVYIDOY
[0F9 :ON [8€9 [LE9 :ON dI 0dS] [9g9 [Ge9
aIl 0ds] [6€9 :ON dI 0dS] !ON QI 04S] D999YID ON aI ION aI 0ds]
20 {
sousnbag sousnbag uanboag adXjosT
PIOY sousanbag ¥NAd pToy ou souonbag ¥NAd PTIOY sousanbag ¥NAd L=
ouTtury €d9dd> HA j Nmno.mM 29dao HA ouTwy TIAD HA aToads)
€49aD HA TIan sureN
HA [uoTd

- 150 -



PCT/IB2018/058024

WO 2019/077500

Y OY.LLDD SMA LLOVYOYDIVYIVIOVYIILDL 0ds] 20Y GZnzoH
AMYAX50H LILLODLLOOIYOIVYIIOOIVYOOVYD | MINANSISSOAAIA | ¥OOLDODLOODDIDDOVILOLYIOYD LIMAL | DIL¥99LOVYIDOY -99/,
10N :ON QI 0d=S§
[ogL [67. :ON QT BES] . [8ZL LZL ] . [ozL . [GgzL
aIl 0ds] Y195 !ON QI 04S] DDILOYYD ON aI ION aI 0ds] FZNnzDoH
Y SMA LLOVYOYDIVYIVIOVYIILDL 0ds] 20Y -99/,
AMYAX50H LLLDDLLODITIOELODDIVODVD MENANSISSOAAIA | YOOLODIDOODDDIDIVIDILYIYD LIMAL | DIL¥99LOVYIDOY
10N :ON QI 0d=S§
[vZL 67, :ON QT BES] . [zzL [TZL ] . [ozL . [6TL
aIl 0ds] Y195 !ON QI 04S] D99IYYD ON aI ION aI 0ds] €zZnzoH
Y OMA | I19DDLOVYODIDIYLIOVYYIILDL 0ds] 20Y -99/,
AMYAX50H LLLDDLLODITIOELODDIVODVD SAYANSISSOdAIA | YODLDDIDODODDDDIVIDILYIYD LIMAL | DIL¥99LOVYIDOY
10N :ON QI 0d=S§
[8TL [LTL :ON T BaS] . [9TL [GTL ] . [FTIL . [eTL
aIl 0ds] SYLINO !ON QI 04S] D99IYYD ON aI ION aI 0ds] 0ZnzoH
Y OMA LLOYYIYODIDDIVILOVYIOLDL 0ds] 20Y -99/,
AMYAX50H LLLODLLIDITIVOVLODODYIOVD MAVANDISSOAAIA | YOOLODIDOODDDIDIVIDILYIYD LIMAL | DIL¥99LOVYIDOY
10N :ON QI 0d=S§
[zc1L [TTL :ON T BES] . [0TL [60L ] . [80L . [LoL
aIl 0ds] SYLINO !ON QI 04S] D99IYYD ON aI ION aI 0ds] 6TNZDH
Y OMA LLOYYIYODIDDIVILOVYIOLDL 0ds] 20Y -99/,
AMYAX50H LLLDDLLODITIOELODDIVODVD MAVANDISSOAAIA | YOOLODIDOODDDIDIVIDILYIYD LIMAL | DIL¥99LOVYIDOY
10N :ON QI 0d=S§
[o0L [C0L :ON QT BaS] . [FOL [coL ] . [zoL . [ToL
aIl 0ds] SYLINO !ON QI 04S] DDILOYYD ON aI ION aI 0ds] 8TNZDH
Y SMA LLOVYOYDIVYIVIOVYIOLD L 0ds] 20Y -99/,
AMYAX50H LLLDDLLODITIOELODDIVODVD MENANDISSOAAIA | YOOLODIDOODDDIDIVIDILYIYD LIMAL | DIL¥99LOVYIDOY
10N :ON QI 0d=S§
[ooL [669 :ON dI 0HS] . [869 [L69 ] . [969 . [G69
aIl 0ds] SYLIND !ON QI 04S] DDILOYYD ON aI ION aI 0ds] LINZDH
Y SMA LLOVYOYDIVYIVIOVYIOLD L 0ds] 20Y -99/,
AMYAX50H LLLDDLLODITIOELODDIVODVD MENANDISSOAAIA | YOOLODIDOODDDIDIVIDILYIYD LIMAL | DIL¥99LOVYIDOY
10N :ON QI 0d=S§
[769 [€60 :ON QT BES] . [Z69 [T69 ] . [069 . [689
aIl 0ds] SYLINO !ON QI 04S] DDILOYYD ON aI ION aI 0ds] 9TNZDH
Y SMA LLOVYOYDIVYIVIOVYIOLD L 0ds] 20Y -99/,
AMYAX50H LLLDDLLODITIOELODDIVODVD MENANDISSOAAIA | YOOLODIDOODDDIDIVIDILYIYD LIMAL | DIL¥99LOVYIDOY
[889 :ON [989 [G89 :ON dI 0ds] [789 [€89
aIl 0ds] [L89 :ON dI 0dS] !ON QI 04S] DDILOYYD ON aI ION aI 0ds]
20 {
sousnbag sousnbag uanboag adXjosT
PIOY sousanbag ¥NAd pToy ou souonbag ¥NAd PTIOY sousanbag ¥NAd L=
ouTtury €d9dd> HA j Nmno.mM 29dao HA ouTwy TIAD HA aToads)
€49aD HA TIan sureN
HA [uoTd

- 151 -



PCT/IB2018/058024

WO 2019/077500

1ON ON dI 0ds
[66. :ON dI OS] ﬁmmp . [LSL . [9GL [GGL ]
dr ods] N AOYOL 10N 'ON QI 0ds) 'ON QI 0ds) YYODID | o oo,
Ld 19995 199D LS TI L LL ar ods] DDIDLLY HIX | OYILOOYIYYOODIYYIDLIOYD
dAHSODA SAANSAM | 9D0YVYDDLOLOOVYY | LNONSHTIISOSSYH | 5L02IYIDIILOVIIDILIILYOY
[FSL
ON dI 0ds
{ON [cc. :ON aI OS] ﬁwmp . [TSL . [0GL [6FL ]
a1 oEs] Yo tON tON dI 0d=S] tON dI 0d=S] YOO LD TnZAT-99,
11| 19999195wn05I005vesrnr | O 03s] DDIDLLY HIX | OYILOOYIYYOODIYYIDLIOYD
IAHSOB. SAANSAM | 9D0YVYDDLOLOOVYY | LNONSHTIISOSSYH | 5L02IYIDIILOVIIDILIILYOY
[8FL
{ON [Lb. :ON dI OS] ﬁwwp . [SFL . [(FFL . [EFL
a1 oEs] Yo 10N 'ON QI 0ds) 'ON QI 0ds) ION aI 04S] ¥Y¥9HOILD TnZ5T-99/
11| 19999195wn05I005vesrnr | O 03s] DDIDLLY HIX | OYILOOYIYYOODIYYIDLIOYD
IAHSOB SAANSAM | 9D0YVYDDLOLOOVYY | LNONSHTIISOSSYH | 5L02IYIDIILOVIIDILIILYOY
Leve love 6L l8eL [LEc toN ar oas]
1ON [TPL :ON QI 0dS] ) . .
a1 oEs] P tON tON dI 0d=S] tON dI 0d=S] YYOYLL AIA-9DL
2s5nNowu
11| rvosrrsrvovsIroswesrr | 9L 03s] LOLLLLY AIX | IVLOOYIYYYOI LYY IOVIYD
IAHSOB. SAANSAY | 9DOYVYDODLLIOVYY | LNONSHTIISOSSY | YILLIVOOVOVDILOVLILYOY
=) =) (adXjosT
nb nb nb
ousnbss souonbag ¥NAd ousnbss souonbas ¥NAd |ousSnoeg sousanbags ¥Nd 3
pTov €3a0 TA PToY 2d9an IA PToY outiv TIaD 1A satoads)
ouTury ouTury TIaD 1A sureN
€3a0 TA 2dan 1A SuoTD
jeqey 0) SUIP.I0IE PA.RqUINU TA 99/ :(1u0d) | dqe],
[ocL 0N [FEL:ION [e€L :ON I 0ds] [zeL [TEL
ar ods] [GeL :ON dI 0ds] aIl ods] DDLOYYD tON dT tON aI 0dS]
20 {
sousnbag sousnbag uanboag adXjosT
PIOY sousanbag ¥NAd pToy ou souonbag ¥NAd PTIOY sousanbag ¥NAd L=
ouTury €9a> HA ’ Nmno.mM 2d9dn HA ouTury TIaD HA | o1o2dg)
€3dD HA TIAD sureN
HA SuoT)

- 152 -



PCT/IB2018/058024

WO 2019/077500

[96L .
ON [c6. 'ON QI BES] ﬁwmp . [e6L . [Z6L [T6L :ON QI 0ds5]
QI 5Es] N AOYOL :ON !ON QI 0d=S] !ON QI 0=S] DYYO LD EnZT-99/
11| 199599199955 1095 WIS LI L ar %dIs] 20LOLID NTIX | DYLDOYIVYIODIVYIDLIOVYD
IASOBA SAUNSAYM | 9DDOYYIOIOLOOVY | ILNONSHAISDOSSY | 919DIVIILOVYIIOLIDIYOY
fosL [88L [L8L [o8L [S8. :ON dI OFs]
1ON [68L :ON ar 04Ss] ) . .
QI 5Es] N AOYOL :ON !ON QI 0d=S] !ON QI 0=S] VY99 LD anZoT-99,
11 | 199951990 D IS IOLLL, ar %dIs] 20LOLID dTIX | DOYLDOYIVYIODIVYIDLIOVYD
IASOBA SAUNSAYM | 9DDOYYIOIOLOOVY | ILNONSHAISDOSSY | 919DIVIILOVYIIOLIDIYOY
[p8L [Z8L [TsL l08L [6L. :ON AT OFs]
1ON [€8L :ON ar 04s] : . .
a1 oEs] Yo :ON !ON QI 0d=S] !ON QI 0=S] VY99 LD | nZaT-99,
B s ar %dIs] 20LOLID dTIX | DOYLDOYIVYIODIVYIDLIOVYD
IASOBA SAUNSAY | 9DDOYYIOIOLOOVY | INONSHIISOSSY | 9LDDIVIILOYIIDOLIDIYOY
[eLL loLL [5LL [hLL [€L. :ON aI OFs]
1ON [LLL :ON Q@I 0ds] ;i . .
a1 oEs] Yo :ON !ON QI 0d=S] !ON QI 0=S] VY99 LD 9NZoT-99/
11 | 199951990 D IS IOLLL, ar %dIs] 20LOLID dTIX | DOYLDOYIVYIODIVYIDLIOVYD
IASOBA SAUNSAY | 9DDOYYIOIOLOOVY | INONSHIISOSSY | 9LDDIVIILOYIIDOLIDIYOY
feLL loLL [69L [8oL [L5. :ON aI Oas]
‘ON [TiL 20N ar o3s] :ON !ON QI 0d=S] !ON QI 0=S] VY99 LD
aIl 0ds] DOVYOL GNZDT-99/
11 | 1999519900 LSS YOLLL, ar %dIs] 20LOLID ATX | OYLOOYIVYIODIVYIDLIOVYD
IASOBA SAUNSAY | 9DDOYYIOIOLOOVY | INONSHIISOSSY | 9LDDIVIILOYIIDOLIDIYOY
[ooL [poL [eoL [ZoL [T, :ON aI Oas]
1ON [G9L :ON ar 0ds] . . .
a1 oEs] Yo :ON !ON QI 0d=S] !ON QI 0=S] VY99 LD PMZOT-99,
11 | 199951990 D IS IOLLL, ar %dIs] IDIDLLO dTIX | DOYLDOYIVYIODIVYIDLIOVYD
IASOBA SAUNSAY | 9DDOYYIOIOLOOVY | INONSHIISOSSY | 9LDDIVIILOYIIDOLIDIYOY
[ooL
=) =) (adXjosT
ousnbag sousanbag ¥NAa ousnbss sousanbag ¥NAa Sousnbss sousanbsg ¥NA 3
PTIOY PTIOY PTOY OUTUY soToads)
ouTury €9an IA ouTurg 29ao 1A T¥a TA TIAD TA sureny
€9an IA 2d9an 1A suoTd

- 153 -



PCT/IB2018/058024

WO 2019/077500

aIl 0ds] [LE£8 ON QI 0ds] ON !ON QI 0d=S] !ON QI 0=S] VY99 LD oTnZoT
14 20¥DL | dI 0ds] 20LOLID dTIX | DOYLDOYIVYIODIVYIDLIOVYD e
JAHSODA | LODD9ILODOVIDDIDOOVYILLL | SAUNSAM | DDOVYIIIOIOOVY | INONSHAISOSSY | 9ILODLYIDOLOVIIDIIDIONDD
[zes .
:ON [Te8 :ON QI 5ES] ﬁ@mm . [62Z8 . [82Z8 [LZ8 :ON QI 0ds]
ar oas] N AOYOL :ON !ON QI 0d=S] !ON QI 0=S] VY99 LD GTINzDT
ar %dIs] 20LOLID dTIX | DOYLDOYIVYIODIVYIDLIOVYD -99/,
Id | LODD9LOOYIDILOOOVYILLL
IAHSOB. SAUNSAY | 9DDYVYIOIOLOOVYY | INONSHIISOSSY | OLDDIVIILOVYIIILIDIODD
toce [vz8 lezs lzz8 [Tz8:ON aT 0Fs]
10N [GZ8 :ON dI 0ds] . ; .
a1 oEs] Yo :ON !ON QI 0d=S] !ON QI 0=S] VY99 LD FInzoT
11| 199599199955 1095 WIS LI L ar %dIs] 20LOLID dTIX | DOYLDOYIVYIODIVYIDLIOVYD -99/,
IAHSOB. SAUNSAY | 9DDYVYIOIOLOOVYY | INONSHIISOSSY | OLDDIVIILOVYIIILIDIODD
toce [8T8 [L18 [oTg [5T8 :ON aT OS]
10N [6T8 :ON dI 0dS] X ; .
ar oas] N AYOL :ON !ON QI 0d=S] !ON QI 0=S] VY99 LD €InzoT
11| 199599199955 1095 WIS LI L ar %dIs] 20LOLID dTIX | DOYLDOYIVYIODIVYIDLIOVYD -99/,
IAHSOB. SAUNSAY | 9DDYVYIOIOLOOVYY | INONSHIISOSSY | OLDDIVIILOVYIIILIDIODD
tvie 218 (118 [0Ts [608 :ON AT 0Fs]
10N [€T8 :ON dI 0dS] X ; .
a1 oEs] Yo :ON !ON QI 0d=S] !ON QI 0=S] VY99 LD 2Inzo1
11| 199599199955 1095 WIS LI L ar %dIs] 20LOLID dTIX | DOYLDOYIVYIODIVYIDLIOVYD -99/,
IAHSOB. SAUNSAY | 9DDYVYIOIOLOOVYY | INONSHIISOSSY | OLDDIVIILOVYIIILIDIODD
(808 [908 [508 [708 [£08 :ON 4T OES]
10N [L0O8 :ON dI 0ds] K . .
a1 oEs] YA :ON !ON QI 0d=S] !ON QI 0=S] VY99 LD TINnzDoT
11| 199599199955 1095 WIS LI L ar %dIs] 20LOLID dTIX | DOYLDOYIVYIODIVYIDLIOVYD -99/,
IAHSOB. SAUNSAY | 9DDYVYIOIOLOOVYY | INONSHIISOSSY | OLDDIVIILOVYIIILIDIODD
[z08
ON dI 0d™s
10N [To8 :ON QI 0ds] [008:0N . [66L . [86L [L6L _
a1 oEs] owor | dr oEs] !ON QI 0d=S] !ON QI 0=S] VY99 LD 0TNnzDT
20LOLID dTIX | DOYLDOYIVYIODIVYIDLIOVYD -99/,
Id | LODD9LODOVIDIIOOOVYILLL | SAUNSAM
IAHSOB. HDOYYIIIOIOOVYY | INONSHAISOSSY | 9LODLYIDLOVIDDILDDILYOY
=) =) (adXjosT
nb nb nb
ousnoss souonbag ¥NAd ousnoss souonbas ¥NAd SousSnoSs sousanbags ¥Nd 3
PTov €9an IA PToV 29ao 1A PToV outiv TIAD TA satoads)
ouTuy OUTUrY TIAD TA sureN
€9an IA 2d9an 1A [uoTd

-154 -



PCT/IB2018/058024

WO 2019/077500

[Z98
ON dI 0d™s
ON [T98 :ON aT OS] ﬁ@@m . [6G8 . [8g8 [Lg8 ]
a1 oEs] Yo :ON !ON QI 0d=S] !ON QI 0=S] VY99 LD zznzol
11 | 19999195955 1095 WIS L ar %dIs] IDIDLLO dTIX | DOYLDOYIVYIODIVYIDLIOVYD -99/,
IAHSOB. SAUNSAY | 9DDOYYIOIOLOOVY | INONSHIISOSSY | 9LDDIVIILOYIIDOLIDIYOY
Lose [pG8 lecs [zcs [T68 :ON aT OS]
10N [GG8 :ON dI 0ds] . ; .
a1 oEs] Yo :ON !ON QI 0d=S] !ON QI 0=S] VY99 LD TZnzoT
11| 199599199955 1095 WIS LI L ar %dIs] 20LOLID dTIX | DOYLDOYIVYIODIVYIDLIOVYD -99/,
IAHSOB. SAUNSAY | 9DDOYYIOIOLOOVY | INONSHIISOSSY | 9LDDIVIILOYIIDOLIDIYOY
Hose [8v8 [Lvs [opg [5¥8 :ON AT 0Fs]
10N [6F8 :ON dI 0dS] X . .
ar oas] N AOYOL :ON !ON QI 0d=S] !ON QI 0=S] VY99 LD 8Tnzo1T
ar %dIs] 20LOLID dTIX | DOYLDOYIVYIODIVYIDLIOVYD -99/,
Id | LODD9LOOYIDILOOOVYILLL
IAHSOB. SAUNSAY | 9DDYVYIOIOLOOVYY | INONSHIISOSSY | OLDDIVIILOVYIIILIDIODD
[7y8 [Zv8 (T8 [078 [668 :ON aI OFs]
10N [€P8 :ON dI 0dS] X ; .
a1 oEs] Yo :ON !ON QI 0d=S] !ON QI 0=S] DYYO LD LTNZDT
11| 199599199955 1095 WIS LI L ar %dIs] 20LOLID NTIX | DYLDOYIVYIODIVYIDLIOVYD -99/,
IAHSOB. SAUNSAY | 9DDYYIOIOLOOVYY | INONSHAISDOSSY | 919DIVIILOVYIIILIDOLODD
[8e8
10N [o€8 [ges [ves [€€8 :ON QI 0d5]
E} E} (adXjosT
nb nb nb
ousnoss souonbag ¥NAd ousnoss souonbas ¥NAd SousSnoSs sousanbags ¥Nd 3
PTov €9an IA PToV 29ao 1A PToV outiv TIAD TA satoads)
ouTuy OUTUrY TIAD TA sureN
€9an IA 2d9an 1A [uoTd

- 155 -



PCT/IB2018/058024

WO 2019/077500

[968

[868 [F68:0N [c68
:ON dI 0HS 10N ON dI 0HS
!ON QI 0=¢] [Les omaoowaaaw aI BES] [ses ow aIl 0ds] ION aI 0ds] gnzoH
X M 59 LOYLIDYID -99L
IMYaAOTTY HLLODIYOIYLIDDIYOIYOYOYLID S | LOLYDDLODLOODDDIOVLOLY S 113155 | VILINOYIYINoS
ISSOdXI
[068 [888
[ces [T68:0N dI 0HS] :ON [688 :ON I 0dHS] 10N [L88
fON dT 0ds] JDYIDOOLLIS | aT 0Fs] 09 | adI ddEs] ‘ON dI Ods] pnzoH
X 59 LOYLIDYID -99L
HLLODIYOIYLIDDIYOIYOYOYLID D | IOLYDDIDDIDD9DIIIVYIILY M
YAMYAXAOAIIY ISS53xT X I13175 YLLIDOVYIOYLIOD
[788
[o88 [Z88:0N [188
:ON dI 0HS 10N ON dI 0HS
!ON QI 0=¢] [ses omaoowaaaw aI BES] [ees ow aIl 0ds] ION aI 0ds] enzoy
X M 59 LOYLIDYID -99L
CAMYIESmyy | 2LLODIYOOVLODDOVIOVIVOVLOD O | LOL¥DIDLIODLODDIIOOVIOIY |~ ooorro | w111 505vIno0
ISSOdXI
[8L8 [oL8
[088 [6L8 :ON I 0dHS] :ON [LL8 :ON aI 0dg] 10N [sis
fON dT 0ds] JDYIDOOLLIS | aT 0Fs] 09 | adI ddEs] ‘ON dI Ods] enzod
X 59 LOYLIDYID -99L
HLLODIYOIYLIDDIYOIYOYOYLID D | IOLYDDIDDIDD9DIIIVYIILY M
YAMYAXAOAIIY ISS53xT X I13175 YLLIDOVYIOYLIOD
[zL8 [oLs
[vL8 [€L8:0N dI 0HS] :ON [TLB8ION dI 0dS] 10N [698
fON dT 0ds] JDYIDOOLLIS | aT 0Fs] 09 | adI ddEs] ‘ON dI Ods] LnzoH
X 59 LOYLIDYID -99L
HLLODIYOIYLIDDIYOIYOYOYLID D | IOLYDDIDDIDD9DIIIVYIILY M
YAMYAXAOAIIY ISS53xT X III175 YLLIDOVYIOYLIOD
[998 [798
[898 [Lo8 :ON aI 0ds] :ON [Gog :ON aI 0dS] 10N [eos
!ON QI 0=¢] tON QI 04S] UA-99L
X DYLIDOLLIS | aT 2dFs] I5 | ar dIs] 59197 1oAY S enom
HI1DD9IYOIYLIODILYDITOIOYYID D | LLIVIOVYIOVIOOLODIVLILIY M
YAMYAXAOAIIY ISS53xT X I13175 YO LIDIOVYIOYLIOD
=) =) A
adXjosT
souanboag ousnbag ouanbag
sousanbag ¥NAd sousanbags ¥NAd sousanbag ¥NAd L=
PToV OUTiN €¥ad HA PToY 29ao HA PToY TIAO HA | o1o=ds)
€¥ad HA ouTury ouTwy ’ sureny
29ao HA TIAD HA suoTH

LD 03 SuIp1033¢ paadquinu [A 99/ :(*}u0d) | d|qeL,

- 156 -



PCT/IB2018/058024

WO 2019/077500

!ON QI 0=¢] [6€6 fON dI 0WS] | dI 04s] [LE6 ON AI 0HS] aIl 0ds] ION aI 0ds] 2 TNZOH
X OYLLOOLLIO D 09 M 59 LOYLIDYID e
VAMYAAOTHIYY | 9LLIDIYDIYILIOOIVOOVIYOVYIDD | ISSOAAT | LOLYIDIDDLOOODIDIVYIDILY | ALLALRD | VYOLLODOYOYIODOD
10N 10N
. [7e6 [c€6 :ON aI 0dES] Lzeo [T€6 :ON aI 0dHS] loge . [626
!ON QI 0=¢] e 3 0Es ] 5 aI 094s] tON QI 04S] TINnzDoH
X o) " 59 LOYLIDYID -99/,
HLLIDIYOIYLIDDIYOIYOYIYIDD IDIVYDDLODLIODDDDDIVIILY
YAMYAADAINY TISSOdXRT ALLALEAD YOLLODYOVYLODD
[oz6 [v2Z6
[826 [LZ6 :ON I 0dS] :ON [GZ6 :ON aI 0dS] 10N [eze
fON dT 0ds] JDYIDOOLLIS | aT 0Fs] 09 | adI ddEs] ‘ON dI Ods] oTnzod
X 59 LOYLIDYID -99/,
HLLODIYOIYLIDDIYOIYOYOYLID D | IOLYDDIDDIDD9DIIIVYIILY M
YAMYAXAOAIIY ISS53xT X I13175 YLLIDOVYIOYLIOD
[oz6 [816
[czo [TZ6:0N dI 0HS] :ON [6T6:0N dI 0dS] 10N [LT6
fON dT 0ds] JDYIDOOLLIS | aT 0Fs] 09 | adI ddEs] ‘ON dI Ods] 6nzoH
X 59 LOYLIDYID -99/,
HLLODIYOIYLIDDIYOIYOYOYLID D | IOLYDDIDDIDD9DIIIVYIILY M
YAMYAXAOAIIY ISS53xT X I13175 YLLIDOVYIOYLIOD
[CT6
[916 [FT6:0N [T16
:ON dI 0HS ON dI 0HS 10N
!ON QI 0=¢] [sT6 omaoowaaaw aI 0ds] [eTe ow ar oas] tON QI 04S] 8nzoH
X S 59 LOYLIDYID -99/,
IMYaAOTTY HLLODIYOIYLIDDIYOIYOYOYLID ISS53xT IDIVYDDLODLIODDDDDIVIILY M -
ALLALXD
[906
[0T6 . [806:0N . . [Go6
:ON QI 0FES] [606 .m@amwwwwmw aI 0Es] [Lo6 ron aI @mww a1 @wmq :ON QI 0HES] LNZDH
X S 59 LOYLIDYID -99/,
IMYaAOTTY HLLODIYOIYLIDDIYOIYOYOYLID ISS53xT IDIVYDDLODLIODDDDDIVIILY M -
ALLALXD
[006
[v06 [Z06:0N [668
:ON dI 0HS ON dI 0HS 10N
!ON QI 0=¢] [eos omaoowaaaw aI 0ds] [Toe ow ar oas] tON QI 04S] oNnzpHH
X S 59 LOYLIDYID -99/,
HLLODIYOIYLIDDIYOIYOYOYLID IDIVYDDLODLIODDDDDIVIILY M
YAMYAXAOAIIY ISSOdXI YLLIDOVYIOYLIOD
ALLALXD
S s (
adXjosT
souanboag ousnbag ouanbag
sousanbag ¥NAd sousanbags ¥NAd sousanbag ¥NAd L=
PToY oI €¥ad HA PToV 29ao HA PToV TIAO HA | o1o=ds)
€¥ad HA OUTuUry ouTuy ’ surey
29ao HA TIAD HA suoTH

- 157 -



PCT/IB2018/058024

WO 2019/077500

. [vL6 [ZL6
[96:on [GL6 :ON aI 0dS] tON [€L6 :ON aI 0dS] tON [Tie
aIl ods] tON QI 04S] 8TNZDH
OYLLOOLLLY | AT 0FES] 09| dI %Es] 55197 LoD e
A 511090¥90V¥10990v09vOVOYI00 D | IDLYDDIDDLOODODDDIVLDLY L
VAMVAADAEEY ISSOdAT AILALED
. [896 [996
10N
loze [696 :ON dI 04S] 10N [L96 :ON dI 04S] 10N . [s96
aIl ods] tON QI 04S] LINZDH
OYLLOOLLLY | AT 0FES] 09| dI %Es] 55197 LoD e
A 511090¥90V¥10990v09vOVOYI00 D | IDLYDDIDDLOODODDDIVLDLY L
VAMVAADAEEY ISSOdAT AILALED
. [z96 [096
796+ on [€96 :ON I 0dHS] tON [T96 :ON I 0dHS] tON [6se
aIl ods] tON QI 04S] 9TnzDH
OYLLOOLLLY | AT 0FES] 09| dI %Es] 55197 LoD e
A 511090¥90V¥10990v09vOVOYI00 D | IDLYDDIDDLOODODDDIVLDLY L
VAMVAADAEEY ISSOdAT AILALED
. [9G6 . .
:ON :ON :ON
mem [Ls6:0N aT DdEs] 10N [cce:oN aT BHEs] vam Hmmm S
ar 0ds ar ods ar ods
w OV1109LLL9 | A1 OS] 09 b wwaomaoomow -99L
2
AMYaReamyy | 2 LEODO¥OOYLODDIOYDOYOVOYIID Ceeoans IDLYIDLIDLIDDDIODVIOLY | oo oo | 0T Tamim o
. [0G6 (876 .
10N . 1ON
Hmmm [Ts6 0N T Oas] ron [6v6:0n a1 oas] ‘0N va I
al mWW OYLLOOLLIO | AT 0Fs] o | ar oEs] wwao@woo@ww ony
DLLODDOVYDDIVYLODDIOYDOVYIOVYIVYIODD o) IDIYDDILODIO99DDDIOYIOIY M
VAMYAXOATIY ISS9dAT FILLILio | YOLLIODYIVIOOD
. :ON :ON
. (970 [Spe:on a1 ous] v+6 [e¥6 :ON QI OFS] [2v6 . [Th6
!ON QI 0=¢] aIr oEs] ar oEs] tON QI 04S] cInzoH
A e 2 Boamooaooaowwoooomaomm M OOLIVLIITID —o0L
VAMYaASQEy | DLEODDYOOVLIODDOVOOVOVOVIOD | [0y S 1IIIis | ¥OLIDOWOVIOO9D
[0¥6 [8€6:0N [9€6:0N [ces
® ® dx :
souanboag ousnbag ouanbag SdA3osI
sousanbag ¥NAd sousanbags ¥NAd sousanbag ¥NAd L=
POy ontiN €3aD HA PTo¥ 2¥9do HA PToV TIAD HA | oToads)
€3aD HA ouTtury ouTtury ’ surey
2¥9do HA TIdD HA suoTo

- 158 -



PCT/IB2018/058024

WO 2019/077500

(V00T [zooT
[900T [GOOT :ON dI 0HS] tON [€00T :ON dI 0HS] 10N [TooT
: : nz
ON dI @mWW OYLLOOLLLIO | AT 0dES] 020 | dI 0Es] wmmo@wow@ww mmlwmm
9LLO9DYOIYLIDDIYOOIYOYIYIDD S | LoI¥DDIDDILO99DDDDOYLIOLY M
YAMYAXOATIY 1899411 y1lirxs | FRLLOOYOVIOOD
[866 [966
[oo0T [666 :ON aI 0dHS] tON [L66 :ON I 0dHS] 10N [s66
fON dT 0ds] OYILDDOLLLO | AT 0dES] 020 | dI 0Es] ‘ON dI Ods] penzod
X 99 LIYIIIYID -99L
9LLO9DYOIYLIDDIYOOIYOYIYIDD S | LoI¥DDIDDILO99DDDDOYLIOLY M
YAMYAXOATIY 1899411 y1lirxs | FRLLOOYOVIOOD
[Z66 [066
[ves [€66 :ON I 0dHS] tON [T66 :ON aI 0dHS] 10N [es6
: : nz
ON dI @mWW OYILDDOLLLO | AT 0dES] 020 | dI 0Es] wmmo@wow@ww mmlwmm
9LLO9DOYOIYLIDDIYOOIYOYIYLID S | LoI¥DDIDDILO99DDDDOYLIOLY M
YAMYAXOATIY 1899411 y1lirxs | FRLLOOYOVIOOD
:ON . :ON
. [886 [Lecion ar cas] | 1986 [cgg:on at oas] | V86 . (€86
!ON QI 0=¢] SIiooILls | AT okt 5 ar oEs] tON QI 04S] 0ZnzDH
X o) " 99 LIYIIIYID -99L
9LLO9DYOIYLIDDIYOOIYIYYYIDD
YAMYAXDATTY Tegogrr | LPLYIRLODLODDIDDOVLOLY | o o0 arrn | WOLLOOVOVIDDD
10N . 10N 10N
. L85 (196 :ox ar oas) | L1086 [6L6:0n a1 oas) | 8L LLL6
ION aI 0ds] AvILooLLLe | AT OS] 45 | T 0ds ] ar ods] 6TNZDH
X D M 99 ILOY.LIIVYDD -95L
9LLO9DYOIYLIDDIYOOIYOYIYIDD LOLYDD LD LIODDIDIYLOLY
YAMYAADATIY ISSOdAIL ALLALAD | YDOLLDOOYIOYLOOD
S s (
dXjosT
souanboag ousnbag ouanbag ®
sousanbag ¥NAd sousanbags ¥NAd sousanbag ¥NAd L=
POy ontiN €3aD HA PTo¥ 2¥9do HA PToV TIAO HA | o1o=ds)
€3aD HA ouTtury ouTtury ’ sureny
2¥9do HA TIdD HA suoTo

- 159 -



PCT/IB2018/058024

WO 2019/077500

[ZpoT [6€0T .
10N [TP0T :ON dI 0FS] ﬁowmm tON ﬁmmWﬁ@wmq [LEOT:ON QI 0dHS] cnzoT
ar oEs] 00V | o 55 ] ar ods] X OYL 9o
L| DILLDDDOIOHIYIIILIOOVYILLL e O | woNsgTIss | QPYRYYO99OYYIOLOVIDLODLYODLOVD
AdAHSO0A 2ILOIOOYY
[9c0T [ceoT .
10N [GE0T :ON dI 0FS] ﬁwmmm tON ﬁNmWﬁ@wmq [T€EOT :ON ar 0HES] FNZOT
ar oEs] 00V | o 55 ] ar ods] X OYL 9o
L| DILLDDDOIOHIYIIILIOOVYILLL e O | woNsgTIss | QPYRYYO99OYYIOLOVIDLODLYODLOVD
AdAHSO0A 2ILOIOOYY
. [LzOT .
ﬁmMo%wmq [6Z0T :ON I OHS] ﬁmwmm 10N ﬁ@Mmﬁ@wmq [6Z0T :ON dI OFS] cnzon
D0V ) aI 0Es] oYL
L ar oEs] X -99/,
13AHSO07 | QLLODIDLOIYIODIIOOVYILLL R O | IyonsuTIss | QP¥OYYIDDOVYIDLOVIDLODLYIDLIOVD
2ILOIOOYY
[vzZoT [TzoT .
10N [€Z0T:ON QI 0ds5] ﬁmwmm tON ﬁoMmﬁ@wmq [6T0OT :ON aI 0HS] PNz
ar oEs] 00V | o 55 ] ar ods] X OYL 9o
L| DILLDDDOIOHIYIIILIOOVYILLL e O | woNsgTIss | QPYRYYO99OYYIOLOVIDLODLYODLOVD
AdAHSO0A 2ILOIOOYY
[8TOT [GTOT .
10N [LTOT :ON dI 0=S] ﬁ@ﬂmm tON ﬁwwmﬁ@wmq [€TOT :ON aI 0dS] I02Z5T
ar oEs] 00V | o 55 ] ar ods] X OYL 9o
L| DILLDDDOIOHIYIIILIOOVYILLL R O | IyonsuTIss | PP¥OYYODDOVYIILOVIDLODLYIDLIOVD
AdAHSO0A 2ILOIOOYY
[ZT0T [600T .
10N [TTOT :ON dI 0FS] ﬁOHOﬁ tON [800T :ON [LOOT :ON aI 0dES]
1ON ar o=s] IA-9DL
ar oEs] 20V | o 55 ] ar ods] X LY.L S emom
L | DLIVDDLIOIVOYILIOOVYDLLL e O | woNsuTIss | QPYRYYYODIVYLOVLVOVLLLLYODYOYD
AdAHSO0A DLLIOVYY
s {
Sousnbog ousnbog | sousnbag souonbeg sdAzos1
PIOY sousanbags ¥Nd sousanboag ¥NAa L=
PTIOY ¥NQd | PTOY ouTury
ouTurYy £3a0 IA TIAD 1A | @1oads)
ouTuwy 2¥dao 1IA TIdD IA
£3a0 IA ga5 TA sureN
4 SUOTD

LOIAIL 03 SUIPI02IE PR.RqUINU A 99/ :(*Iu0d) [ Iqe ],

- 160 -



PCT/IB2018/058024

WO 2019/077500

L DOV | dI 0dS] D X OY.L cInzoiI
AdAHSO04A | DLIODDOILOOYIDIDLIDOVYILLL SAM | DIDI99YY | LNONSHTISO | DOY¥IYYOOOIYYIDLIOYIOLIDLYIDILOVYD -99L
[8L0T [GLOT
. . [9L0T . [PLOT :ON .
10N [LLOT :ON dI 0=S] CON tON a1 oFs] [€L0T :ON aI 0dS] ITNZOT
aIl 0ds] 0je) 4 a1 oEs] aI 0ds] X OVY.L e
L | DLLODDOLODOYDIIDLIDOVYILLL e o) INONSHTISE DOVYIYYIODIYYOILIVIDLODLYIDLOVD
JAdAHSODA DIOLOOYY
[ZLOT [690T
. . [0LOT ;i [890T :ON .
10N [TLOT :ON dI 0FS] CON tON a1 oFs] [LO0T :ON aI 0dES] 0TNZOT
ar ods] 00V | o 55 ] ar ogs] X OYL 9o
L | DLLODDOLODOYDIIDLIDOVYILLL oA O | I uonsuaTss | PO¥OYYODDOVEDIDLOVIDLODLYODIONVD
JAdAHSODA DIOLOOYY
[990T [€90T
;i . [F90T ;i [Z90T :ON .
10N [G90T :ON dI 0FS] ON tON a1 oFs] [T90T :ON aI 0dS] 6125T
ar ods] 00V | o 55 ] ar ogs] X OYL 9o
L | DLLODDOLODOYDIIDLIDOVYILLL R O | I uonsuaTss | PO¥OYYODDOVEDIDLOVIDOLODLYODIONVD
JAdAHSODA DIOLOOYY
[090T [LGOT
;i . [8G0T ) [9G0T :ON .
10N [6G0T :ON dI 0FS] L ON tON a1 oEs] [GGOT :ON aI 0dS] enzZoT
ar ods] 00V | o 55 ] ar ogs] X OYL 9o
L | DLLODDOLODOYDIIDLIDOVYILLL oA O | I uonsuaTss | PO¥OYYODDOVEDIDLOVIDLODLYODIONVD
JAdAHSODA DIOLOOYY
[FGOT [TGO0T
10N [€G0T :ON dI 0FS] ﬁ tON [osoT :on [6F0T :ON aI 0dS]
ZG0T:ON aI 0ds] LnzoT
ar ods] 00V | o 598 ] ar ogs] X OYL e
L | DLLODDOLODOYDIIDLIDOVYILLL oA O | I onsuTIes | 2O¥OYYODDOVEIDLOVIDLODLYODIONVD
JAdAHSODA DIOLOOYY
[8F0T [GFO0T
. . [9F0T . [PFOT :ON .
10N [LPOT :ON dI 0FS] {ON tON ar oEs] [€E70T :ON aI 0dES] gnzoT
ar ods] 00V | o 55 ] ar ogs] X OYL 9o
L | DLLODDOLODOYDIIDLIDOVYILLL oA O | I onsuTIes | 2O¥OYYODDOVEIDLOVIDLODLYODIONVD
JAdAHSODA DIOLOOYY
s (
sousnbag ousnbog | sousnbag souonbeg sd&3os1
PIOY sousanbags ¥Nd sousanboag ¥NAa L=
PTIOY ¥NQd | PTOY oUuTwWy
ouTurYy £3a0 IA TIdD TIA | oToads)
cuas TIA ouTury 2d9an 1A TIAD 1TA surey
2d9an IA suoTo

- 161 -



PCT/IB2018/058024

WO 2019/077500

10N . [8TTT :ON [9TTT :ON .
ar oEs] [6TTT :on a1 @MMM 1ON| aI ©Es] ar oEs] [STTT :oNn a1 @MMW gTNzoT
L aI 0ds] D X -99/
FanHsosg | QELODODIOOYIODIIDDVYOLLL arst | s1omoovy | inonsuTss | 2PYRYYOIDDTEODLOYIOLIDLYIDLOVD
[PITT [TTTT .
1ON [€TTT :ON QI 0HFS] ﬁmﬂﬁﬁ 10N ﬁOﬁﬁﬁ@.O% [60TT :ON QI 0dFS] o
ar ods] 00V | o @wmq ar ogs] at mWw OVY.L pﬁlwmw
L | DLLDODDOILODOYIIDLIDOYYILLL e O | uoNsHATSE | QPYR¥EYI9DOVYIOLOVIDLODLYODLOVD
JAdAHSODA DI9LOOYY
[80TT [G0TT .
10N [LOTT :ON dI 0FS] ﬁ@mwm :ON ﬁmeﬁ@wmq [€0TT :ON aI 0HS] 9TNZOT
ar ods] 00V | o 55 ] ar ogs] X OVY.L 9o
L | DLLDODDOILODOYIIDLIDOYYILLL e O | uoNsHATSE | QPYR¥EYI9DOVYIOLOVIDLODLYODLOVD
JAdAHSODA DI9LOOYY
[Z0TT [660T .
10N [TOTT :ON dI 0FS] ﬁowwm tON ﬁmmWﬁ@wmq [L60T :ON aI 0dES] nzoT
ar ods] 00V | o QWm_ ar ogs] X OVY.L mﬁlwwp
L | DLLDODDOILODOYIIDLIDOYYILLL e O | woNsgTIss | QPYRYYO99OYYIOLOVIDLODLYODLOVD
JAdAHSODA DI9LOOYY
[960T [€60T .
10N [G60T :ON dI 0FS] ﬁwmmm :ON ﬁNmWﬁ@wmq [T60T :ON aI 0dS] B TRZAT
ar ods] 00V | o 55 ] ar ogs] X OVY.L 9o
L | DLLDODDOILODOYIIDLIDOYYILLL e O | woNsgTIss | QPYRYYO99OYYIOLOVIDLODLYODLOVD
JAdAHSODA DI9LOOYY
[060T [L80T .
10N [680T :ON dI 0FS] ﬁmmmm :ON ﬁ@mWﬁ@wmq [G80T :ON aI 0HS] € TNZOT
ar ods] 00V | o 55 ] ar ogs] X OVY.L 9o
L | DLLDODDOILODOYIIDLIDOYYILLL e O | woNsgTIss | QPYRYYO99OYYIOLOVIDLODLYODLOVD
JAdAHSODA DI9LOOYY
[F80T [T80T
10N [ ON [080T :ON
ar dIsl [€80T :ON dI 0HES] | Z80T:0ON aI 0ds] ar ddIs] [6L0T :ON aI 0HS]
s (
sousnbag ousnbog | sousnbag souonbeg sd&3os1
PIOY sousanbags ¥Nd sousanboag ¥NAa L=
PTIOY ¥NQd | PTOY oUuTwWy
ouTuwy £3a0 IA TIdD TIA | oToads)
ouTury 2d9ao 1A TIaD TA
€3ao 1TA 2900 TA sureN
SUoT)

-162 -



PCT/IB2018/058024

WO 2019/077500

[ZeTT

[62TT
[ [8ZTT :ON
10N [TETT :ON dI 0HFS] 10N [LZTT :ON dI 0HS]
: nz
aI 0ds] e)e)-4 MM._H%MM% ar 04s] at @__mmw OV L NNI@MM
L OLLODDOOILODOVYIODLOOOVVYOLLL SAY o) INONSHTISH DOYOYYDODDOVYYDIDLOVYOIDLODLVYODDLOYD
AdAHSH0A DOLOLODOVYY
[92TT [€2TT
:ON
10N [GZTT :ON dI 0=S] wam tON Emﬁ@mﬂ [TZTT :ON aI 0dS] 1ZnZoT
aI 0ds] e)e)-4 ar omEs] ar 04s] x OV L _99,
L OLLODDOOILODOVYIODLOOOVVYOLLL SAY o) INONSHTISH DOYOYYDODDOVYYDIDLOVYOIDLODLVYODDLOYD
AdAHSH0A DOLOLODOVYY
[0ZTT [LTTT
s (
sousnbag ousnbog | sousnbag souonbeg sd&3os1
PIOY sousanbags ¥Nd sousanboag ¥NAa L=
PTOVY ¥YNd (| PTOVY oOUTWY
OUTURY £¥Aad TA THAD TA | @Toads)
OUTury cdaan IA TIaD TA
€3a0 TA qao TA sSureN
¢ 2uoT)

-163 -



WO 2019/077500 PCT/IB2018/058024

[0074] In some embodiments, the anti-Tau antibodies, or antigen-binding fragments
thereof, include a heavy chain complementarity determining region 1 (HCDR1), a heavy chain
complementarity determining region 2 (HCDR2), and a heavy chain complementarity
determining region 3 (HCDR3) as set forth in SEQ ID NO: 196 and a light chain
complementarity determining region 1 (LCDRI1), a light chain complementarity determining
region 2 (LCDR2), and a light chain complementarity determining region 3 (LCDR3) as set forth
in SEQ ID NO: 411. In some embodiments, the anti-Tau antibodies, or antigen-binding
fragments thereof, include a HCDR1, a HCDR2, and a HCDR3 as set forth in SEQ ID NO: 268
and a LCDR1, a LCDR2, and a LCDR3 as set forth in SEQ ID NO: 465. In some embodiments,
the anti-Tau antibodies, or antigen-binding fragments thereof, include a HCDR1, a HCDR2, and
a HCDR3 as set forth in SEQ ID NO: 402 and a LCDR1, a LCDR2, and a LCDR3 as set forth in
SEQ ID NO: 572.

[0075] In some embodiments, the anti-Tau antibodies or antigen-binding fragments
may include a light chain CDR1 amino acid sequence substantially the same as, or identical to,
SEQ ID NO: 738, as defined according to the method of Kabat. In some embodiments,
antibodies or antigen-binding fragments may include a light chain CDR2 amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 740, as defined according to the method of
Kabat. In some embodiments, antibodies or antigen-binding fragments may include a light chain
CDR3 amino acid sequence substantially the same as, or identical to, SEQ ID NO: 742, as
defined according to the method of Kabat. In some embodiments, antibodies or antigen-binding
fragments may include a heavy chain CDR1 amino acid sequence substantially the same as, or
identical to, SEQ ID NO: 594, as defined according to the method of Kabat. In some
embodiments, antibodies or antigen-binding fragments may include a heavy chain CDR2 amino
acid sequence substantially the same as, or identical to, SEQ ID NO: 596, as defined according
to the method of Kabat. In some embodiments, antibodies or antigen-binding fragments may
include a heavy chain CDR3 amino acid sequence substantially the same as, or identical to, SEQ
ID NO: 598, as defined according to the method of Kabat. The antibodies or antigen-binding
fragments may include a light chain having a CDR1 amino acid sequence substantially the same
as, or identical to, SEQ ID NO: 738, as defined according to the method of Kabat; a CDR2

amino acid sequence substantially the same as, or identical to, SEQ ID NO: 740, as defined
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according to the method of Kabat; and a CDR3 amino acid sequence substantially the same as, or
identical to, SEQ ID NO: 742, as defined according to the method of Kabat. The antibodies or
antigen-binding fragments may include a heavy chain having a CDR1 amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 594, as defined according to the method of
Kabat; a CDR2 amino acid sequence substantially the same as, or identical to, SEQ ID NO: 596,
as defined according to the method of Kabat; and a CDR3 amino acid sequence substantially the
same as, or identical to, SEQ ID NO: 598, as defined according to the method of Kabat. The
antibodies or antigen-binding fragments may include a light chain having a CDR1 amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 738, as defined according to the
method of Kabat; a CDR2 amino acid sequence substantially the same as, or identical to, SEQ ID
NO: 740, as defined according to the method of Kabat; and a CDR3 amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 742, as defined according to the method of
Kabat, and also have a heavy chain having a CDR1 amino acid sequence substantially the same
as, or identical to, SEQ ID NO: 594, as defined according to the method of Kabat; a CDR2
amino acid sequence substantially the same as, or identical to, SEQ ID NO: 596, as defined
according to the method of Kabat; and a CDR3 amino acid sequence substantially the same as, or
identical to, SEQ ID NO: 598, as defined according to the method of Kabat.

[0076] In some embodiments, the anti-Tau antibodies or antigen-binding fragments
may include a light chain CDR1 amino acid sequence substantially the same as, or identical to,
SEQ ID NO: 1008, as defined by IMGT. In some embodiments, antibodies or antigen-binding
fragments may include a light chain CDR2 amino acid sequence substantially the same as, or
identical to, SEQ ID NO: 1010, as defined by IMGT. In some embodiments, antibodies or
antigen-binding fragments may include a light chain CDR3 amino acid sequence substantially
the same as, or identical to, SEQ ID NO: 1012, as defined by IMGT. In some embodiments,
antibodies or antigen-binding fragments may include a heavy chain CDR1 amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 864, as defined by IMGT. In some
embodiments, antibodies or antigen-binding fragments may include a heavy chain CDR2 amino
acid sequence substantially the same as, or identical to, SEQ ID NO: 866, as defined by IMGT.
In some embodiments, antibodies or antigen-binding fragments may include a heavy chain

CDR3 amino acid sequence substantially the same as, or identical to, SEQ ID NO: 868, as
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defined by IMGT. The antibodies or antigen-binding fragments may include a light chain having
a CDR1 amino acid sequence substantially the same as, or identical to, SEQ ID NO: 1008, as
defined by IMGT; a CDR2 amino acid sequence substantially the same as, or identical to, SEQ
ID NO: 1010, as defined by IMGT; and a CDR3 amino acid sequence substantially the same as,
or identical to, SEQ ID NO: 1012, as defined by IMGT. The antibodies or antigen-binding
fragments may include a heavy chain having a CDR1 amino acid sequence substantially the
same as, or identical to, SEQ ID NO: 864, as defined by IMGT; a CDR2 amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 866, as defined by IMGT; and a CDR3
amino acid sequence substantially the same as, or identical to, SEQ ID NO: 868, as defined by
IMGT. The antibodies or antigen-binding fragments may include a light chain having a CDR1
amino acid sequence substantially the same as, or identical to, SEQ ID NO: 1008, as defined by
IMGT; a CDR2 amino acid sequence substantially the same as, or identical to, SEQ ID NO:
1010, as defined by IMGT; and a CDR3 amino acid sequence substantially the same as, or
identical to, SEQ ID NO: 1012, as defined by IMGT, and also have a heavy chain having a
CDRI1 amino acid sequence substantially the same as, or identical to, SEQ ID NO: 864, as
defined by IMGT; a CDR2 amino acid sequence substantially the same as, or identical to, SEQ
ID NO: 866, as defined by IMGT; and a CDR3 amino acid sequence substantially the same as, or
identical to, SEQ ID NO: 868, as defined by IMGT.

[0077] In some embodiments, the anti-Tau antibodies or antigen-binding fragments
may include a light chain CDR1 amino acid sequence substantially the same as, or identical to,
SEQ ID NO: 774, as defined according to the method of Kabat. In some embodiments,
antibodies or antigen-binding fragments may include a light chain CDR2 amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 776, as defined according to the method of
Kabat. In some embodiments, antibodies or antigen-binding fragments may include a light chain
CDR3 amino acid sequence substantially the same as, or identical to, SEQ ID NO: 778, as
defined according to the method of Kabat. In some embodiments, antibodies or antigen-binding
fragments may include a heavy chain CDR1 amino acid sequence substantially the same as, or
identical to, SEQ ID NO: 642, as defined according to the method of Kabat. In some
embodiments, antibodies or antigen-binding fragments may include a heavy chain CDR2 amino

acid sequence substantially the same as, or identical to, SEQ ID NO: 644, as defined according
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to the method of Kabat. In some embodiments, antibodies or antigen-binding fragments may
include a heavy chain CDR3 amino acid sequence substantially the same as, or identical to, SEQ
ID NO: 646, as defined according to the method of Kabat. The antibodies or antigen-binding
fragments may include a light chain having a CDR1 amino acid sequence substantially the same
as, or identical to, SEQ ID NO: 774, as defined according to the method of Kabat; a CDR2
amino acid sequence substantially the same as, or identical to, SEQ ID NO: 776, as defined
according to the method of Kabat; and a CDR3 amino acid sequence substantially the same as, or
identical to, SEQ ID NO: 778, as defined according to the method of Kabat. The antibodies or
antigen-binding fragments may include a heavy chain having a CDR1 amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 642, as defined according to the method of
Kabat; a CDR2 amino acid sequence substantially the same as, or identical to, SEQ ID NO: 644,
as defined according to the method of Kabat; and a CDR3 amino acid sequence substantially the
same as, or identical to, SEQ ID NO: 646, as defined according to the method of Kabat. The
antibodies or antigen-binding fragments may include a light chain having a CDR1 amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 774, as defined according to the
method of Kabat; a CDR2 amino acid sequence substantially the same as, or identical to, SEQ ID
NO: 776, as defined according to the method of Kabat; and a CDR3 amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 778, as defined according to the method of
Kabat, and also have a heavy chain having a CDR1 amino acid sequence substantially the same
as, or identical to, SEQ ID NO: 642, as defined according to the method of Kabat; a CDR2
amino acid sequence substantially the same as, or identical to, SEQ ID NO: 644, as defined
according to the method of Kabat; and a CDR3 amino acid sequence substantially the same as, or
identical to, SEQ ID NO: 646, as defined according to the method of Kabat.

[0078] In some embodiments, the anti-Tau antibodies or antigen-binding fragments
may include a light chain CDR1 amino acid sequence substantially the same as, or identical to,
SEQ ID NO: 1044, as defined according to the method of IMGT. In some embodiments,
antibodies or antigen-binding fragments may include a light chain CDR2 amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 1046, as defined according to the method
of IMGT. In some embodiments, antibodies or antigen-binding fragments may include a light

chain CDR3 amino acid sequence substantially the same as, or identical to, SEQ ID NO: 1048,
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as defined according to the method of IMGT. In some embodiments, antibodies or antigen-
binding fragments may include a heavy chain CDR1 amino acid sequence substantially the same
as, or identical to, SEQ ID NO: 912, as defined according to the method of IMGT. In some
embodiments, antibodies or antigen-binding fragments may include a heavy chain CDR2 amino
acid sequence substantially the same as, or identical to, SEQ ID NO: 914, as defined according
to the method of IMGT. In some embodiments, antibodies or antigen-binding fragments may
include a heavy chain CDR3 amino acid sequence substantially the same as, or identical to, SEQ
ID NO: 916, as defined according to the method of IMGT. The antibodies or antigen-binding
fragments may include a light chain having a CDR1 amino acid sequence substantially the same
as, or identical to, SEQ ID NO: 1044, as defined according to the method of IMGT; a CDR2
amino acid sequence substantially the same as, or identical to, SEQ ID NO: 1046, as defined
according to the method of IMGT; and a CDR3 amino acid sequence substantially the same as,
or identical to, SEQ ID NO: 1048, as defined according to the method of IMGT. The antibodies
or antigen-binding fragments may include a heavy chain having a CDR1 amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 912, as defined according to the method of
IMGT; a CDR2 amino acid sequence substantially the same as, or identical to, SEQ ID NO: 914,
as defined according to the method of IMGT; and a CDR3 amino acid sequence substantially the
same as, or identical to, SEQ ID NO: 916, as defined according to the method of IMGT. The
antibodies or antigen-binding fragments may include a light chain having a CDR1 amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 1044, as defined according to
the method of IMGT; a CDR2 amino acid sequence substantially the same as, or identical to,
SEQ ID NO: 1046, as defined according to the method of IMGT; and a CDR3 amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 1048, as defined according to
the method of IMGT, and also have a heavy chain having a CDR1 amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 912, as defined according to the method of
IMGT; a CDR2 amino acid sequence substantially the same as, or identical to, SEQ ID NO: 914,
as defined according to the method of IMGT; and a CDR3 amino acid sequence substantially the
same as, or identical to, SEQ ID NO: 916, as defined according to the method of IMGT.

[0079] In some embodiments, the anti-Tau antibodies or antigen-binding fragments

may include a light chain CDR1 amino acid sequence substantially the same as, or identical to,
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SEQ ID NO: 846, as defined according to the method of Kabat. In some embodiments,
antibodies or antigen-binding fragments may include a light chain CDR2 amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 848, as defined according to the method of
Kabat. In some embodiments, antibodies or antigen-binding fragments may include a light chain
CDR3 amino acid sequence substantially the same as, or identical to, SEQ ID NO: 850, as
defined according to the method of Kabat. In some embodiments, antibodies or antigen-binding
fragments may include a heavy chain CDR1 amino acid sequence substantially the same as, or
identical to, SEQ ID NO: 732, as defined according to the method of Kabat. In some
embodiments, antibodies or antigen-binding fragments may include a heavy chain CDR2 amino
acid sequence substantially the same as, or identical to, SEQ ID NO: 734, as defined according

to the method of Kabat. In some embodiments, antibodies or antigen-binding fragments may
include a heavy chain CDR3 amino acid sequence substantially the same as, or identical to, SEQ
ID NO: 736, as defined according to the method of Kabat. The antibodies or antigen-binding
fragments may include a light chain having a CDR1 amino acid sequence substantially the same
as, or identical to, SEQ ID NO: 846, as defined according to the method of Kabat; a CDR2
amino acid sequence substantially the same as, or identical to, SEQ ID NO: 848, as defined
according to the method of Kabat; and a CDR3 amino acid sequence substantially the same as, or
identical to, SEQ ID NO: 850, as defined according to the method of Kabat. The antibodies or
antigen-binding fragments may include a heavy chain having a CDR1 amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 732, as defined according to the method of
Kabat; a CDR2 amino acid sequence substantially the same as, or identical to, SEQ ID NO: 734,
as defined according to the method of Kabat; and a CDR3 amino acid sequence substantially the
same as, or identical to, SEQ ID NO: 736, as defined according to the method of Kabat. The
antibodies or antigen-binding fragments may include a light chain having a CDR1 amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 846, as defined according to the
method of Kabat; a CDR2 amino acid sequence substantially the same as, or identical to, SEQ ID
NO: 848, as defined according to the method of Kabat; and a CDR3 amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 850, as defined according to the method of
Kabat, and also have a heavy chain having a CDR1 amino acid sequence substantially the same

as, or identical to, SEQ ID NO: 732, as defined according to the method of Kabat; a CDR2
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amino acid sequence substantially the same as, or identical to, SEQ ID NO: 734, as defined
according to the method of Kabat; and a CDR3 amino acid sequence substantially the same as, or
identical to, SEQ ID NO: 736, as defined according to the method of Kabat.

[0080] In some embodiments, the anti-Tau antibodies or antigen-binding fragments
may include a light chain CDR1 amino acid sequence substantially the same as, or identical to,
SEQ ID NO: 1116, as defined by IMGT. In some embodiments, antibodies or antigen-binding
fragments may include a light chain CDR2 amino acid sequence substantially the same as, or
identical to, SEQ ID NO: 1118, as defined by IMGT. In some embodiments, antibodies or
antigen-binding fragments may include a light chain CDR3 amino acid sequence substantially
the same as, or identical to, SEQ ID NO: 1120, as defined by IMGT. In some embodiments,
antibodies or antigen-binding fragments may include a heavy chain CDR1 amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 1002, as defined by IMGT. In some
embodiments, antibodies or antigen-binding fragments may include a heavy chain CDR2 amino
acid sequence substantially the same as, or identical to, SEQ ID NO: 1004, as defined by IMGT.
In some embodiments, antibodies or antigen-binding fragments may include a heavy chain
CDR3 amino acid sequence substantially the same as, or identical to, SEQ ID NO: 1006, as
defined by IMGT. The antibodies or antigen-binding fragments may include a light chain having
a CDR1 amino acid sequence substantially the same as, or identical to, SEQ ID NO: 1116, as
defined by IMGT; a CDR2 amino acid sequence substantially the same as, or identical to, SEQ
ID NO: 1118, as defined by IMGT; and a CDR3 amino acid sequence substantially the same as,
or identical to, SEQ ID NO: 1120, as defined by IMGT. The antibodies or antigen-binding
fragments may include a heavy chain having a CDR1 amino acid sequence substantially the
same as, or identical to, SEQ ID NO: 1002, as defined by IMGT; a CDR2 amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 1004, as defined by IMGT; and a CDR3
amino acid sequence substantially the same as, or identical to, SEQ ID NO: 1006, as defined by
IMGT. The antibodies or antigen-binding fragments may include a light chain having a CDR1
amino acid sequence substantially the same as, or identical to, SEQ ID NO: 1116, as defined by
IMGT; a CDR2 amino acid sequence substantially the same as, or identical to, SEQ ID NO:
1118, as defined by IMGT; and a CDR3 amino acid sequence substantially the same as, or
identical to, SEQ ID NO: 1120, as defined by IMGT, and also have a heavy chain having a
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CDRI1 amino acid sequence substantially the same as, or identical to, SEQ ID NO: 1002, as
defined by IMGT; a CDR2 amino acid sequence substantially the same as, or identical to, SEQ
ID NO: 1004, as defined by IMGT; and a CDR3 amino acid sequence substantially the same as,
or identical to, SEQ ID NO: 1006, as defined by IMGT.

[0081] Antigen-binding arrangements of CDRs may also be engineered using antibody-
like proteins as CDR scaffolding. Such engineered antigen-binding proteins are within the scope
of the disclosure.

[0082] In some embodiments of the antibodies or antigen-binding fragments that
specifically bind Tau described herein, certain residues are altered to improve the binding and/or
folding characteristics of the antibody or antigen-binding fragment. For example, in some
embodiments of the disclosed monoclonal antibodies and antigen-binding fragments, the residue
at position 49 of the light chain according to the method of Kabat is not cysteine. In some
embodiments of the disclosed monoclonal antibodies and antigen-binding fragments, the residue
at position 49 of the light chain according to the method of Kabat is serine. In some
embodiments of the antibodies or antigen-binding fragments that specifically bind Tau described
herein, the residue at position 57 of the heavy chain according to the method of Kabat is not
cysteine. In some embodiments, the residue at position 57 of the heavy chain according to the
method of Kabat is serine. In some embodiments of the antibodies or antigen-binding fragments
that specifically bind Tau described herein, the residue at position 34 of the light chain according
to the method of Kabat is glutamate. In some embodiments of the antibodies or antigen-binding
fragments that specifically bind Tau described herein, the residue at position 36 of the light chain
according to the method of Kabat is not phenylalanine. The residue at position 36 of the light
chain according to the method of Kabat may be tyrosine. In some embodiments of the antibodies
or antigen-binding fragments that specifically bind Tau described herein, the residue at position
46 of the light chain according to the method of Kabat is not arginine. The residue at position 46
of the light chain according to the method of Kabat may be leucine. In some embodiments of the
antibodies or antigen-binding fragments that specifically bind Tau described herein, the residue
at position 94 of the heavy chain according to the method of Kabat is not lysine. In some
embodiments of the antibodies or antigen-binding fragments that specifically bind Tau described

herein, the residue at position 71 of the heavy chain according to the method of Kabat is not
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arginine. The residue at position 71 of the heavy chain according to the method of Kabat may be
valine.

[0083] The described antibodies or antigen-binding fragments that specifically bind
Tau may include a light chain variable domain that includes an amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 411. In some aspects, an isolated
polynucleotide that encodes a sequence substantially the same as, or identical to, SEQ ID NO:
411 1s provided. In some embodiments, an isolated polynucleotide that includes a sequence
substantially the same as, or identical to, SEQ ID NO: 410 may encode this light chain variable
domain amino acid sequence. The described antibodies or antigen-binding fragments that
specifically bind Tau may include a heavy chain variable domain that includes an amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 196. In some aspects, an
isolated polynucleotide that encodes a sequence substantially the same as, or identical to, SEQ
ID NO: 196 is provided. In some embodiments, an isolated polynucleotide that includes a
sequence substantially the same as, or identical to, SEQ ID NO: 195 may encode this heavy
chain variable domain amino acid sequence. The described antibodies or antigen-binding
fragments that specifically bind Tau may include a light chain variable domain and a heavy chain
variable domain, wherein the light chain variable domain includes an amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 411, and the heavy chain variable domain
includes an amino acid sequence substantially the same as, or identical to, SEQ ID NO: 196. In
some aspects, an isolated polynucleotide that encodes a sequence substantially the same as, or
identical to, SEQ ID NO: 411 and a sequence substantially the same as, or identical to, SEQ ID
NO: 196 1s provided. In some embodiments an isolated polynucleotide that includes a sequence
substantially the same as, or identical to, SEQ ID NO: 410 and a sequence substantially the same
as, or identical to, SEQ ID NO: 195 is provided.

[0084] The described antibodies or antigen-binding fragments that specifically bind
Tau may include a light chain variable domain that includes an amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 465. In some aspects, an isolated
polynucleotide that encodes a sequence substantially the same as, or identical to, SEQ ID NO:
465 1s provided. In some embodiments, an isolated polynucleotide that includes a sequence

substantially the same as, or identical to, SEQ ID NO: 464 may encode this light chain variable
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domain amino acid sequence. The described antibodies or antigen-binding fragments that
specifically bind Tau may include a heavy chain variable domain that includes an amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 268. In some aspects, an
isolated polynucleotide that encodes a sequence substantially the same as, or identical to, SEQ
ID NO: 268 is provided. In some embodiments, an isolated polynucleotide that includes a
sequence substantially the same as, or identical to, SEQ ID NO: 267 may encode this heavy
chain variable domain amino acid sequence. The described antibodies or antigen-binding
fragments that specifically bind Tau may include a light chain variable domain and a heavy chain
variable domain, wherein the light chain variable domain includes an amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 465, and the heavy chain variable domain
includes an amino acid sequence substantially the same as, or identical to, SEQ ID NO: 268. In
some aspects, an isolated polynucleotide that encodes a sequence substantially the same as, or
identical to, SEQ ID NO: 465 and a sequence substantially the same as, or identical to, SEQ ID
NO: 268 1s provided. In some embodiments an isolated polynucleotide that includes a sequence
substantially the same as, or identical to, SEQ ID NO: 464 and a sequence substantially the same
as, or identical to, SEQ ID NO: 267 is provided.

[0085] The described antibodies or antigen-binding fragments that specifically bind
Tau may include a light chain variable domain that includes an amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 581. In some aspects, an isolated
polynucleotide that encodes a sequence substantially the same as, or identical to, SEQ ID NO:
581 1s provided. In some embodiments, an isolated polynucleotide that includes a sequence
substantially the same as, or identical to, SEQ ID NO: 580 may encode this light chain variable
domain amino acid sequence. The described antibodies or antigen-binding fragments that
specifically bind Tau may include a heavy chain variable domain that includes an amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 268. In some aspects, an
isolated polynucleotide that encodes a sequence substantially the same as, or identical to, SEQ
ID NO: 268 is provided. In some embodiments, an isolated polynucleotide that includes a
sequence substantially the same as, or identical to, SEQ ID NO: 267 may encode this heavy
chain variable domain amino acid sequence. The described antibodies or antigen-binding
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variable domain, wherein the light chain variable domain includes an amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 581, and the heavy chain variable domain
includes an amino acid sequence substantially the same as, or identical to, SEQ ID NO: 268. In
some aspects, an isolated polynucleotide that encodes a sequence substantially the same as, or
identical to, SEQ ID NO: 581 and a sequence substantially the same as, or identical to, SEQ ID
NO: 268 1s provided. In some embodiments an isolated polynucleotide that includes a sequence
substantially the same as, or identical to, SEQ ID NO: 580 and a sequence substantially the same
as, or identical to, SEQ ID NO: 267 is provided.

[0086] The described antibodies or antigen-binding fragments that specifically bind
Tau may include a light chain variable domain that includes an amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 545. In some aspects, an isolated
polynucleotide that encodes a sequence substantially the same as, or identical to, SEQ ID NO:
545 1s provided. In some embodiments, an isolated polynucleotide that includes a sequence
substantially the same as, or identical to, SEQ ID NO: 544 may encode this light chain variable
domain amino acid sequence. The described antibodies or antigen-binding fragments that
specifically bind Tau may include a heavy chain variable domain that includes an amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 384. In some aspects, an
isolated polynucleotide that encodes a sequence substantially the same as, or identical to, SEQ
ID NO: 384 is provided. In some embodiments, an isolated polynucleotide that includes a
sequence substantially the same as, or identical to, SEQ ID NO: 383 may encode this heavy
chain variable domain amino acid sequence. The described antibodies or antigen-binding
fragments that specifically bind Tau may include a light chain variable domain and a heavy chain
variable domain, wherein the light chain variable domain includes an amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 545, and the heavy chain variable domain
includes an amino acid sequence substantially the same as, or identical to, SEQ ID NO: 384. In
some aspects, an isolated polynucleotide that encodes a sequence substantially the same as, or
identical to, SEQ ID NO: 545 and a sequence substantially the same as, or identical to, SEQ ID
NO: 384 1s provided. In some embodiments an isolated polynucleotide that includes a sequence
substantially the same as, or identical to, SEQ ID NO: 544 and a sequence substantially the same
as, or identical to, SEQ ID NO: 383 is provided.
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[0087] The described antibodies or antigen-binding fragments that specifically bind
Tau may include a light chain variable domain that includes an amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 545. In some aspects, an isolated
polynucleotide that encodes a sequence substantially the same as, or identical to, SEQ ID NO:
545 1s provided. In some embodiments, an isolated polynucleotide that includes a sequence
substantially the same as, or identical to, SEQ ID NO: 544 may encode this light chain variable
domain amino acid sequence. The described antibodies or antigen-binding fragments that
specifically bind Tau may include a heavy chain variable domain that includes an amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 393. In some aspects, an
isolated polynucleotide that encodes a sequence substantially the same as, or identical to, SEQ
ID NO: 393 is provided. In some embodiments, an isolated polynucleotide that includes a
sequence substantially the same as, or identical to, SEQ ID NO: 392 may encode this heavy
chain variable domain amino acid sequence. The described antibodies or antigen-binding
fragments that specifically bind Tau may include a light chain variable domain and a heavy chain
variable domain, wherein the light chain variable domain includes an amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 545, and the heavy chain variable domain
includes an amino acid sequence substantially the same as, or identical to, SEQ ID NO: 393. In
some aspects, an isolated polynucleotide that encodes a sequence substantially the same as, or
identical to, SEQ ID NO: 545 and a sequence substantially the same as, or identical to, SEQ ID
NO: 393 1s provided. In some embodiments an isolated polynucleotide that includes a sequence
substantially the same as, or identical to, SEQ ID NO: 544 and a sequence substantially the same
as, or identical to, SEQ ID NO: 392 is provided.

[0088] The described antibodies or antigen-binding fragments that specifically bind
Tau may include a light chain variable domain that includes an amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 545. In some aspects, an isolated
polynucleotide that encodes a sequence substantially the same as, or identical to, SEQ ID NO:
545 1s provided. In some embodiments, an isolated polynucleotide that includes a sequence
substantially the same as, or identical to, SEQ ID NO: 544 may encode this light chain variable
domain amino acid sequence. The described antibodies or antigen-binding fragments that
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sequence substantially the same as, or identical to, SEQ ID NO: 402. In some aspects, an
isolated polynucleotide that encodes a sequence substantially the same as, or identical to, SEQ
ID NO: 402 is provided. In some embodiments, an isolated polynucleotide that includes a
sequence substantially the same as, or identical to, SEQ ID NO: 401 may encode this heavy
chain variable domain amino acid sequence. The described antibodies or antigen-binding
fragments that specifically bind Tau may include a light chain variable domain and a heavy chain
variable domain, wherein the light chain variable domain includes an amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 545, and the heavy chain variable domain
includes an amino acid sequence substantially the same as, or identical to, SEQ ID NO: 402. In
some aspects, an isolated polynucleotide that encodes a sequence substantially the same as, or
identical to, SEQ ID NO: 545 and a sequence substantially the same as, or identical to, SEQ ID
NO: 402 1s provided. In some embodiments an isolated polynucleotide that includes a sequence
substantially the same as, or identical to, SEQ ID NO: 544 and a sequence substantially the same
as, or identical to, SEQ ID NO: 401 is provided.

[0089] The described antibodies or antigen-binding fragments that specifically bind
Tau may include a light chain variable domain that includes an amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 572. In some aspects, an isolated
polynucleotide that encodes a sequence substantially the same as, or identical to, SEQ ID NO:
572 1s provided. In some embodiments, an isolated polynucleotide that includes a sequence
substantially the same as, or identical to, SEQ ID NO: 571 may encode this light chain variable
domain amino acid sequence. The described antibodies or antigen-binding fragments that
specifically bind Tau may include a heavy chain variable domain that includes an amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 384. In some aspects, an
isolated polynucleotide that encodes a sequence substantially the same as, or identical to, SEQ
ID NO: 384 is provided. In some embodiments, an isolated polynucleotide that includes a
sequence substantially the same as, or identical to, SEQ ID NO: 383 may encode this heavy
chain variable domain amino acid sequence. The described antibodies or antigen-binding
fragments that specifically bind Tau may include a light chain variable domain and a heavy chain
variable domain, wherein the light chain variable domain includes an amino acid sequence

substantially the same as, or identical to, SEQ ID NO: 572, and the heavy chain variable domain
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includes an amino acid sequence substantially the same as, or identical to, SEQ ID NO: 384. In
some aspects, an isolated polynucleotide that encodes a sequence substantially the same as, or
identical to, SEQ ID NO: 572 and a sequence substantially the same as, or identical to, SEQ ID
NO: 384 1s provided. In some embodiments an isolated polynucleotide that includes a sequence
substantially the same as, or identical to, SEQ ID NO: 571 and a sequence substantially the same
as, or identical to, SEQ ID NO: 383 is provided.

[0090] The described antibodies or antigen-binding fragments that specifically bind
Tau may include a light chain variable domain that includes an amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 572. In some aspects, an isolated
polynucleotide that encodes a sequence substantially the same as, or identical to, SEQ ID NO:
572 1s provided. In some embodiments, an isolated polynucleotide that includes a sequence
substantially the same as, or identical to, SEQ ID NO: 571 may encode this light chain variable
domain amino acid sequence. The described antibodies or antigen-binding fragments that
specifically bind Tau may include a heavy chain variable domain that includes an amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 393. In some aspects, an
isolated polynucleotide that encodes a sequence substantially the same as, or identical to, SEQ
ID NO: 393 is provided. In some embodiments, an isolated polynucleotide that includes a
sequence substantially the same as, or identical to, SEQ ID NO: 392 may encode this heavy
chain variable domain amino acid sequence. The described antibodies or antigen-binding
fragments that specifically bind Tau may include a light chain variable domain and a heavy chain
variable domain, wherein the light chain variable domain includes an amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 572, and the heavy chain variable domain
includes an amino acid sequence substantially the same as, or identical to, SEQ ID NO: 393. In
some aspects, an isolated polynucleotide that encodes a sequence substantially the same as, or
identical to, SEQ ID NO: 572 and a sequence substantially the same as, or identical to, SEQ ID
NO: 393 1s provided. In some embodiments an isolated polynucleotide that includes a sequence
substantially the same as, or identical to, SEQ ID NO: 571 and a sequence substantially the same
as, or identical to, SEQ ID NO: 392 is provided.

[0091] The described antibodies or antigen-binding fragments that specifically bind
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substantially the same as, or identical to, SEQ ID NO: 572. In some aspects, an isolated
polynucleotide that encodes a sequence substantially the same as, or identical to, SEQ ID NO:
572 1s provided. In some embodiments, an isolated polynucleotide that includes a sequence
substantially the same as, or identical to, SEQ ID NO: 571 may encode this light chain variable
domain amino acid sequence. The described antibodies or antigen-binding fragments that
specifically bind Tau may include a heavy chain variable domain that includes an amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 402. In some aspects, an
isolated polynucleotide that encodes a sequence substantially the same as, or identical to, SEQ
ID NO: 402 is provided. In some embodiments, an isolated polynucleotide that includes a
sequence substantially the same as, or identical to, SEQ ID NO: 401 may encode this heavy
chain variable domain amino acid sequence. The described antibodies or antigen-binding
fragments that specifically bind Tau may include a light chain variable domain and a heavy chain
variable domain, wherein the light chain variable domain includes an amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 572, and the heavy chain variable domain
includes an amino acid sequence substantially the same as, or identical to, SEQ ID NO: 402. In
some aspects, an isolated polynucleotide that encodes a sequence substantially the same as, or
identical to, SEQ ID NO: 572 and a sequence substantially the same as, or identical to, SEQ ID
NO: 402 1s provided. In some embodiments an isolated polynucleotide that includes a sequence
substantially the same as, or identical to, SEQ ID NO: 571 and a sequence substantially the same
as, or identical to, SEQ ID NO: 401 is provided.

[0092] In some embodiments, the antibodies that specifically bind Tau are produced by
antibody-producing cells deposited with the American Type Culture Collection (10801
University Blvd., Manassas, Virginia 20110-2209) on October 11, 2017 and have been assigned
Accession No. PTA-124523 or PTA-124524. In some embodiments, the antibodies, or antigen-
binding fragments thereof, have the binding affinity for monomeric wild-type 2N4R Tau of the
antibodies produced by the deposited antibody-producing cells as measured by surface plasmon
resonance. In some embodiments, the disclosed antibodies, or antigen-binding fragments
thereof, comprise the light and heavy chain CDRs of the antibodies produced by the deposited
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thereof, comprise the light and heavy chain variable regions of the antibodies produced by the
deposited antibody-producing cells.

[0093] The antibodies or antigen-binding fragments that specifically bind Tau
described herein include variants having single or multiple amino acid substitutions, deletions, or
additions that retain the biological properties (e.g., binding affinity or immune effector activity)
of the described antibodies or antigen-binding fragments. The skilled person may produce
variants having single or multiple amino acid substitutions, deletions, or additions. These
variants may include: (a) variants in which one or more amino acid residues are substituted with
conservative or nonconservative amino acids, (b) variants in which one or more amino acids are
added to or deleted from the polypeptide, (c) variants in which one or more amino acids include
a substituent group, and (d) variants in which the polypeptide is fused with another peptide or
polypeptide such as a fusion partner, a protein tag or other chemical moiety, that may confer
useful properties to the polypeptide, such as, for example, an epitope for an antibody, a
polyhistidine sequence, a biotin moiety and the like. Antibodies or antigen-binding fragments
described herein may include variants in which amino acid residues from one species are
substituted for the corresponding residue in another species, either at the conserved or
nonconserved positions. In other embodiments, amino acid residues at nonconserved positions
are substituted with conservative or nonconservative residues. The techniques for obtaining
these variants, including genetic (suppressions, deletions, mutations, etc.), chemical, and
enzymatic techniques, are known to the person having ordinary skill in the art.

[0094] The antibodies or antigen-binding fragments described herein have binding
affinities (in nM) for wild-type monomeric 2N4R Tau that include a dissociation constant (Kp)
of less than about 1x10® M as measured by surface plasmon resonance. In certain embodiments,
the antibodies or antigen-binding fragments described herein have binding affinities (in nM) for
wild-type monomeric 2N4R Tau that include a dissociation constant (Kp) of less than about 0.5
nM as measured by surface plasmon resonance. In certain embodiments, the antibodies or
antigen-binding fragments described herein have binding affinities (in nM) for wild-type
monomeric 2N4R Tau that include a dissociation constant (Kp) of less than about 0.3 nM as
measured by surface plasmon resonance. In certain embodiments, the antibodies or antigen-
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2N4R Tau that include a dissociation constant (Kp) of less than about 0.2 nM as measured by
surface plasmon resonance. In certain embodiments, the antibodies or antigen-binding fragments
described herein have binding affinities (in nM) for wild-type monomeric 2N4R Tau that include
a dissociation constant (Kp) of less than about 0.15 nM as measured by surface plasmon
resonance. In certain embodiments, the antibodies or antigen-binding fragments described herein
have binding affinities (in nM) for wild-type monomeric 2N4R Tau that include a dissociation
constant (Kp) of less than about 0.1 nM as measured by surface plasmon resonance.

[0095] In any of the embodiments of the antibodies or antigen-binding fragments that
specifically bind Tau described herein, the antibodies or antigen-binding fragments may bind an
epitope comprising HVPG (SEQ ID NO: 1133). In some embodiments, the antibodies or
antigen-binding fragments that specifically bind Tau described herein are biepitopic. In certain
aspects, the antibodies or antigen-binding fragments that specifically bind Tau described herein
bind one or more epitopes within Tau comprising HVPG (SEQ ID NO: 1133). This sequence
appears twice in human 2N4R Tau. The first site is in 2N4R Tau within the second repeat region
at residues 299-302 and the second site within the fourth repeat region at residues 362-365.

[0096] In any of the embodiments of the antibodies or antigen-binding fragments that
specifically bind Tau described herein, the antibodies or antigen-binding fragments may bind an
epitope comprising HVPGG (SEQ ID NO: 79). In some embodiments, the antibodies or antigen-
binding fragments that specifically bind Tau described herein are biepitopic. In certain aspects,
the antibodies or antigen-binding fragments that specifically bind Tau described herein bind one
or more epitopes within Tau comprising HVPGG (SEQ ID NO: 79). This sequence appears
twice in human 2N4R Tau. The first site is in 2N4R Tau within the second repeat region at
residues 299-303 and the second site within the fourth repeat region at residues 362-366. In
certain aspects, the antibodies or antigen-binding fragments that specifically bind Tau bind the
epitope within Tau comprising HVPGG (SEQ ID NO: 79) within repeat region 2 or repeat region
4 with a peptide binding preference that is at least 10-fold, preferably at least 20-fold, and more
preferably at least 30-fold greater than binding to an epitope within Tau comprising HKPGG
(SEQ ID NO: 182) within repeat region 3 as determined by a peptide binding assay (e.g., the
peptide binding assay described in Example 3). In certain aspects, the antibodies or antigen-
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(SEQ ID NO: 79) within repeat region 2 or repeat region 4 with a peptide binding preference that
is at least 10-fold, preferably at least 20-fold, and more preferably at least 30-fold greater than
binding to an epitope within Tau comprising HQPGG (SEQ ID NO: 183) within repeat region 1,
as determined by a peptide binding assay (e.g., the peptide binding assay described in Example
3). In certain aspects, the antibodies or antigen-binding fragments that specifically bind Tau bind
the epitope within Tau comprising HVPGG (SEQ ID NO: 79) within repeat region 2 or repeat
region 4 with a peptide binding preference that is at least 10-fold, preferably at least 20-fold, and
more preferably at least 30-fold greater than binding to an epitope within Tau comprising
HKPGG (SEQ ID NO: 182) within repeat region 3 and that is at least 10-fold, preferably at least
20-fold, and more preferably at least 30-fold greater than binding to an epitope comprising
HQPGG (SEQ ID NO: 183) within repeat region 1, as determined by a peptide binding assay
(e.g., the peptide binding assay described in Example 3). In certain aspects, the antibodies or
antigen-binding fragments that specifically bind Tau do not bind an epitope within naturally
occurring mutant P301S Tau comprising HVSGG (SEQ ID NO: 184) within repeat region 2 as
determined by a peptide binding assay (e.g., the peptide binding assay described in Example 4).
In certain aspects, the antibodies or antigen-binding fragments that specifically bind Tau do not
bind an epitope within naturally occurring mutant P301L Tau comprising HVLGG (SEQ ID NO:
185) within repeat region 2 as determined by a peptide binding assay (e.g., the peptide binding
assay described in Example 4). The amino acid sequence HVSGG (SEQ ID NO: 184) is present
at residues 299-303 in the 2N4R Tau sequence of P3018S in vitro and in vivo Tauopathy models.
The amino acid sequence HVLGG (SEQ ID NO: 185) is present at residues 299-303 of the
2N4R Tau sequence of P301L in vitro and in vivo Tauopathy models. Antibodies or antigen-
binding fragments as provided herein that preferably bind one or more epitopes within Tau
comprising HVPGG (SEQ ID NO: 79) within repeat region 2 or repeat region 4 relative to an
epitope comprising HKPGG (SEQ ID NO: 182 within repeat region 3 or HQPGG (SEQ ID NO:
183) within repeat region 1 and do not bind an epitope comprising HVSGG (SEQ ID NO: 184),
or HVLGG (SEQ ID NO: 185) within repeat region 2 bind 2N4R Tau P301S/L at residues 362-
366. Surprisingly, as demonstrated herein, the described antibodies or antigen-binding fragments
that preferably bind one or more epitopes within Tau comprising HVPGG (SEQ ID NO: 79)
within repeat region 2 or repeat region 4 relative to an epitope comprising HKPGG (SEQ ID NO:
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182) within repeat region 3 or HQPGG (SEQ ID NO: 183) within repeat region 1 and that do not
exhibit binding to an epitope comprising HVSGG (SEQ ID NO: 184) or HVLGG (SEQ ID NO:
185) within repeat region 2 reduce Tau seeding and transmission in vivo.

[0097] In certain embodiments, labelled anti-Tau antibodies are provided. Labels
include, but are not limited to, labels or moieties that are detected directly (e.g., fluorescent,
chromophoric, electron-dense, chemiluminescent, and radioactive labels) and labels and moieties
(e.g., enzymes or ligands) that are detected indirectly (e.g., through enzymatic reaction or
molecular interaction). Exemplary labels include but are not limited to radiolabels (e.g., *?P, *C,
Iy 1257 3H, 1317, fluorescent labels (such as DyLight™ 649), epitope tags, biotin, chromophore
labels, ECL labels, or enzymes. More specifically, the described labels include ruthenium, !'In-
DOTA, ""In- diethylenetriaminepentaacetic acid (DTPA), horseradish peroxidase, alkaline
phosphatase and beta-galactosidase, poly-histidine (HIS tag), acridine dyes, cyanine dyes,
fluorone dyes, oxazin dyes, phenanthridine dyes, rhodamine dyes, Alexafluor™ dyes, and the
like.

[0098] Also disclosed are isolated polynucleotides that encode antibodies or antigen-
binding fragments that specifically bind to Tau. In some embodiments, the isolated
polynucleotides encode an antibody or antigen-binding fragment thereof having a light chain
CDRI1 sequence defined according to Kabat substantially the same as, or identical to, SEQ ID
NO: 738, for example SEQ ID NO: 737. In some embodiments, the isolated polynucleotides
encode an antibody or antigen-binding fragment thereof having a light chain CDR2 defined
according to Kabat substantially the same as, or identical to, SEQ ID NO: 740, for example SEQ
ID NO: 739. In some embodiments, the isolated polynucleotides encode an antibody or antigen-
binding fragment thereof having a light chain CDR3 defined according to Kabat substantially the
same as, or identical to, SEQ ID NO: 742, for example SEQ ID NO: 741. In some embodiments,
the isolated polynucleotides encode an antibody or antigen-binding fragment thereof having a
heavy chain CDR1 defined according to Kabat substantially the same as, or identical to, SEQ ID
NO: 594, for example SEQ ID NO: 593. In some embodiments, the isolated polynucleotides
encode an antibody or antigen-binding fragment thereof having a heavy chain CDR2 defined
according to Kabat substantially the same as, or identical to, SEQ ID NO: 596, for example SEQ
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binding fragment thereof having a heavy chain CDR3 defined according to Kabat substantially
the same as, or identical to, SEQ ID NO: 598, for example SEQ ID NO: 597. The isolated
polynucleotides may encode an antibody or antigen-binding fragment thereof having a light
chain with a CDR1 substantially the same as, or identical to, SEQ ID NO: 738, for example SEQ
ID NO: 737; a CDR2 substantially the same as, or identical to, SEQ ID NO: 740, for example
SEQ ID NO: 739; and a CDR3 substantially the same as, or identical to, SEQ ID NO: 742, for
example SEQ ID NO: 741, defined according to Kabat. The isolated polynucleotides may
encode an antibody or antigen-binding fragment thereof having a heavy chain CDR1
substantially the same as, or identical to, SEQ ID NO: 594, for example SEQ ID NO: 593; a
CDR2 substantially the same as, or identical to, SEQ ID NO: 596, for example SEQ ID NO: 595;
and a CDR3 substantially the same as, or identical to, SEQ ID NO: 598, for example SEQ ID
NO: 597, defined according to Kabat. The isolated polynucleotides may encode an antibody or
antigen-binding fragment thereof having a light chain CDR1 substantially the same as, or
identical to, SEQ ID NO: 738, for example SEQ ID NO: 737; a CDR2 encoded by a nucleotide
sequence substantially the same as, or identical to, SEQ ID NO: 740, for example SEQ ID NO:
739; and a CDR3 encoded by a nucleotide sequence substantially the same as, or identical to,
SEQ ID NO: 742, for example SEQ ID NO: 741; and a heavy chain CDR1 substantially the same
as, or identical to, SEQ ID NO: 594, for example SEQ ID NO: 593; a CDR2 substantially the
same as, or identical to, SEQ ID NO: 596, for example SEQ ID NO: 595; and a CDR3
substantially the same as, or identical to, SEQ ID NO: 598, for example SEQ ID NO: 597,
defined according to Kabat.

[0099] In some embodiments, the isolated polynucleotides encode an antibody or
antigen-binding fragment thereof having a light chain CDR1 sequence defined according to
IMGT substantially the same as, or identical to, SEQ ID NO: 1008, for example SEQ ID NO:
1007. In some embodiments, the isolated polynucleotides encode an antibody or antigen-binding
fragment thereof having a light chain CDR2 defined according to IMGT substantially the same
as, or identical to, SEQ ID NO: 1010, for example SEQ ID NO: 1009. In some embodiments,
the isolated polynucleotides encode an antibody or antigen-binding fragment thereof having a
light chain CDR3 defined according to IMGT substantially the same as, or identical to, SEQ ID
NO: 1012, for example SEQ ID NO: 1011. In some embodiments, the isolated polynucleotides
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encode an antibody or antigen-binding fragment thereof having a heavy chain CDR1 defined
according to IMGT substantially the same as, or identical to, SEQ ID NO: 864, for example SEQ
ID NO: 863. In some embodiments, the isolated polynucleotides encode an antibody or antigen-
binding fragment thereof having a heavy chain CDR2 defined according to IMGT substantially
the same as, or identical to, SEQ ID NO: 866, for example SEQ ID NO: 865. In some
embodiments, the isolated polynucleotides encode an antibody or antigen-binding fragment
thereof having a heavy chain CDR3 defined according to IMGT substantially the same as, or
identical to, SEQ ID NO: 868, for example SEQ ID NO: 867. The isolated polynucleotides may
encode an antibody or antigen-binding fragment thereof having a light chain with a CDR1
substantially the same as, or identical to, SEQ ID NO: 1008, for example SEQ ID NO: 1007; a
CDR2 substantially the same as, or identical to, SEQ ID NO: 1010, for example SEQ ID NO:
1009; and a CDR3 substantially the same as, or identical to, SEQ ID NO: 1012, for example
SEQ ID NO: 1011, defined according to IMGT. The isolated polynucleotides may encode an
antibody or antigen-binding fragment thereof having a heavy chain CDR1 substantially the same
as, or identical to, SEQ ID NO: 864, for example SEQ ID NO: 863; a CDR2 substantially the
same as, or identical to, SEQ ID NO: 866, for example SEQ ID NO: 865; and a CDR3
substantially the same as, or identical to, SEQ ID NO: 868, for example SEQ ID NO: 867,
defined according to IMGT. The isolated polynucleotides may encode an antibody or antigen-
binding fragment thereof having a light chain CDRI1 substantially the same as, or identical to,
SEQ ID NO: 1008, for example SEQ ID NO: 1007; a CDR2 encoded by a nucleotide sequence
substantially the same as, or identical to, SEQ ID NO: 1010, for example SEQ ID NO: 1009; and
a CDR3 encoded by a nucleotide sequence substantially the same as, or identical to, SEQ ID NO:
1012, for example SEQ ID NO: 1011; and a heavy chain CDR1 substantially the same as, or
identical to, SEQ ID NO: 864, for example SEQ ID NO: 863; a CDR2 substantially the same as,
or identical to, SEQ ID NO: 866, for example SEQ ID NO: 865; and a CDR3 substantially the
same as, or identical to, SEQ ID NO: 868, for example SEQ ID NO: 867, defined according to
IMGT.

[0100] In some embodiments, the isolated polynucleotides encode an antibody or
antigen-binding fragment thereof having a light chain CDR1 sequence substantially the same as,
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some embodiments, the isolated polynucleotides encode an antibody or antigen-binding fragment
thereof having a light chain CDR2 substantially the same as, or identical to, SEQ ID NO: 776,
defined according to Kabat, for example SEQ ID NO: 775. In some embodiments, the isolated
polynucleotides encode an antibody or antigen-binding fragment thereof having a light chain
CDR3 substantially the same as, or identical to, SEQ ID NO: 778, defined according to Kabat,
for example SEQ ID NO: 777. In some embodiments, the isolated polynucleotides encode an
antibody or antigen-binding fragment thereof having a heavy chain CDR1 substantially the same
as, or identical to, SEQ ID NO: 642, defined according to Kabat, for example SEQ ID NO: 641.
In some embodiments, the isolated polynucleotides encode an antibody or antigen-binding
fragment thereof having a heavy chain CDR2 substantially the same as, or identical to, SEQ ID
NO: 644, defined according to Kabat, for example SEQ ID NO: 643. In some embodiments, the
isolated polynucleotides encode an antibody or antigen-binding fragment thereof having a heavy
chain CDR3 substantially the same as, or identical to, SEQ ID NO: 646, defined according to
Kabat, for example SEQ ID NO: 645. The isolated polynucleotides may encode an antibody or
antigen-binding fragment thereof having a light chain with a CDRI1 substantially the same as, or
identical to, SEQ ID NO: 774, for example SEQ ID NO: 773; a CDR2 substantially the same as,
or identical to, SEQ ID NO: 776, for example SEQ ID NO: 775; and a CDR3 substantially the
same as, or identical to, SEQ ID NO: 778, for example SEQ ID NO: 777, defined according to
Kabat. The isolated polynucleotides may encode an antibody or antigen-binding fragment
thereof having a heavy chain CDR1 substantially the same as, or identical to, SEQ ID NO: 642,
for example SEQ ID NO: 641; a CDR2 substantially the same as, or identical to, SEQ ID NO:
644, for example SEQ ID NO: 643; and a CDR3 substantially the same as, or identical to, SEQ
ID NO: 646, for example SEQ ID NO: 645, defined according to Kabat. The isolated
polynucleotides may encode an antibody or antigen-binding fragment thereof having a light
chain CDRI substantially the same as, or identical to, SEQ ID NO: 774, for example SEQ ID
NO: 773; a CDR2 encoded by a nucleotide sequence substantially the same as, or identical to,
SEQ ID NO: 776, for example SEQ ID NO: 775; and a CDR3 encoded by a nucleotide sequence
substantially the same as, or identical to, SEQ ID NO: 778, for example SEQ ID NO: 777, and a
heavy chain CDR1 substantially the same as, or identical to, SEQ ID NO: 642, for example SEQ
ID NO: 641; a CDR2 substantially the same as, or identical to, SEQ ID NO: 644, for example
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SEQ ID NO: 643; and a CDR3 substantially the same as, or identical to, SEQ ID NO: 646, for
example SEQ ID NO: 645, defined according to Kabat.

[0101] In some embodiments, the isolated polynucleotides encode an antibody or
antigen-binding fragment thereof having a light chain CDR1 sequence substantially the same as,
or identical to, SEQ ID NO: 1044, defined according to IMGT, for example SEQ ID NO: 1043.
In some embodiments, the isolated polynucleotides encode an antibody or antigen-binding
fragment thereof having a light chain CDR2 substantially the same as, or identical to, SEQ ID
NO: 1046, defined according to IMGT, for example SEQ ID NO: 1045. In some embodiments,
the isolated polynucleotides encode an antibody or antigen-binding fragment thereof having a
light chain CDR3 substantially the same as, or identical to, SEQ ID NO: 1048, defined according
to IMGT, for example SEQ ID NO: 1047. In some embodiments, the isolated polynucleotides
encode an antibody or antigen-binding fragment thereof having a heavy chain CDR1
substantially the same as, or identical to, SEQ ID NO: 912, defined according to IMGT, for
example SEQ ID NO: 911. In some embodiments, the isolated polynucleotides encode an
antibody or antigen-binding fragment thereof having a heavy chain CDR2 substantially the same
as, or identical to, SEQ ID NO: 914, defined according to IMGT, for example SEQ ID NO: 913.
In some embodiments, the isolated polynucleotides encode an antibody or antigen-binding
fragment thereof having a heavy chain CDR3 substantially the same as, or identical to, SEQ ID
NO: 916, defined according to IMGT, for example SEQ ID NO: 915. The isolated
polynucleotides may encode an antibody or antigen-binding fragment thereof having a light
chain with a CDR1 substantially the same as, or identical to, SEQ ID NO: 1044, for example
SEQ ID NO: 1043; a CDR2 substantially the same as, or identical to, SEQ ID NO: 1046, for
example SEQ ID NO: 1045; and a CDR3 substantially the same as, or identical to, SEQ ID NO:
1048 , for example SEQ ID NO: 1047, defined according to IMGT. The isolated polynucleotides
may encode an antibody or antigen-binding fragment thereof having a heavy chain CDR1
substantially the same as, or identical to, SEQ ID NO: 912, for example SEQ ID NO: 911; a
CDR2 substantially the same as, or identical to, SEQ ID NO: 914, for example SEQ ID NO: 913;
and a CDR3 substantially the same as, or identical to, SEQ ID NO: 916, for example SEQ ID
NO: 915, defined according to IMGT. The isolated polynucleotides may encode an antibody or
antigen-binding fragment thereof having a light chain CDR1 substantially the same as, or
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identical to, SEQ ID NO: 1044, for example SEQ ID NO: 1043; a CDR2 encoded by a
nucleotide sequence substantially the same as, or identical to, SEQ ID NO: 1046, for example
SEQ ID NO: 1045, and a CDR3 encoded by a nucleotide sequence substantially the same as, or
identical to, SEQ ID NO: 1048, for example SEQ ID NO: 1047; and a heavy chain CDR1
substantially the same as, or identical to, SEQ ID NO: 912, for example SEQ ID NO: 911; a
CDR2 substantially the same as, or identical to, SEQ ID NO: 914, for example SEQ ID NO: 913;
and a CDR3 substantially the same as, or identical to, SEQ ID NO: 916, for example SEQ ID
NO: 915, defined according to IMGT.

[0102] In some embodiments, the isolated polynucleotides encode an antibody or
antigen-binding fragment thereof having a light chain CDR1 sequence substantially the same as,
or identical to, SEQ ID NO: 846, defined according to Kabat, for example SEQ ID NO: 845. In
some embodiments, the isolated polynucleotides encode an antibody or antigen-binding fragment
thereof having a light chain CDR2 substantially the same as, or identical to, SEQ ID NO: 848,
defined according to Kabat, for example SEQ ID NO: 847. In some embodiments, the isolated
polynucleotides encode an antibody or antigen-binding fragment thereof having a light chain
CDR3 substantially the same as, or identical to, SEQ ID NO: 850, defined according to Kabat,
for example SEQ ID NO: 849. In some embodiments, the isolated polynucleotides encode an
antibody or antigen-binding fragment thereof having a heavy chain CDR1 substantially the same
as, or identical to, SEQ ID NO: 732, defined according to Kabat, for example SEQ ID NO: 731.
In some embodiments, the isolated polynucleotides encode an antibody or antigen-binding
fragment thereof having a heavy chain CDR2 substantially the same as, or identical to, SEQ ID
NO: 734, defined according to Kabat, for example SEQ ID NO: 733. In some embodiments, the
isolated polynucleotides encode an antibody or antigen-binding fragment thereof having a heavy
chain CDR3 substantially the same as, or identical to, SEQ ID NO: 736, defined according to
Kabat, for example SEQ ID NO: 735. The isolated polynucleotides may encode an antibody or
antigen-binding fragment thereof having a light chain with a CDRI1 substantially the same as, or
identical to, SEQ ID NO:846, for example SEQ ID NO: 845; a CDR2 substantially the same as,
or identical to, SEQ ID NO: 848, for example SEQ ID NO: 847; and a CDR3 substantially the
same as, or identical to, SEQ ID NO: 850, for example SEQ ID NO: 849, defined according to

Kabat. The isolated polynucleotides may encode an antibody or antigen-binding fragment
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thereof having a heavy chain CDR1 substantially the same as, or identical to, SEQ ID NO: 732,
for example SEQ ID NO: 731; a CDR2 substantially the same as, or identical to, SEQ ID NO:
734, for example SEQ ID NO: 733; and a CDR3 substantially the same as, or identical to, SEQ
ID NO: 736, for example SEQ ID NO: 735, defined according to Kabat. The isolated
polynucleotides may encode an antibody or antigen-binding fragment thereof having a light
chain CDRI substantially the same as, or identical to, SEQ ID NO: 846, for example SEQ ID
NO: 845; a CDR2 encoded by a nucleotide sequence substantially the same as, or identical to,
SEQ ID NO: 848, for example SEQ ID NO: 847; and a CDR3 encoded by a nucleotide sequence
substantially the same as, or identical to, SEQ ID NO: 850, for example SEQ ID NO: 849; and a
heavy chain CDR1 substantially the same as, or identical to, SEQ ID NO: 732, for example SEQ
ID NO: 731; a CDR2 substantially the same as, or identical to, SEQ ID NO: 734, for example
SEQ ID NO: 733; and a CDR3 substantially the same as, or identical to, SEQ ID NO: 736, for
example SEQ ID NO: 735, defined according to Kabat.

[0103] In some embodiments, the isolated polynucleotides encode an antibody or
antigen-binding fragment thereof having a light chain CDR1 sequence substantially the same as,
or identical to, SEQ ID NO: 1116, defined according to IMGT, for example SEQ ID NO: 1115.
In some embodiments, the isolated polynucleotides encode an antibody or antigen-binding
fragment thereof having a light chain CDR2 substantially the same as, or identical to, SEQ ID
NO: 1118, defined according to IMGT, for example SEQ ID NO: 1117. In some embodiments,
the isolated polynucleotides encode an antibody or antigen-binding fragment thereof having a
light chain CDR3 substantially the same as, or identical to, SEQ ID NO: 1120, defined according
to IMGT, for example SEQ ID NO: 1119. In some embodiments, the isolated polynucleotides
encode an antibody or antigen-binding fragment thereof having a heavy chain CDR1
substantially the same as, or identical to, SEQ ID NO: 1002, defined according to IMGT, for
example SEQ ID NO: 1001. In some embodiments, the isolated polynucleotides encode an
antibody or antigen-binding fragment thereof having a heavy chain CDR2 substantially the same
as, or identical to, SEQ ID NO: 1004, defined according to IMGT, for example SEQ ID NO:
1003. In some embodiments, the isolated polynucleotides encode an antibody or antigen-binding
fragment thereof having a heavy chain CDR3 substantially the same as, or identical to, SEQ ID
NO: 1006, defined according to IMGT, for example SEQ ID NO: 1005. The isolated
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polynucleotides may encode an antibody or antigen-binding fragment thereof having a light
chain with a CDR1 substantially the same as, or identical to, SEQ ID NO: 1116, for example
SEQ ID NO: 1115; a CDR2 substantially the same as, or identical to, SEQ ID NO: 1118, for
example SEQ ID NO: 1117; and a CDR3 substantially the same as, or identical to, SEQ ID NO:
1120, for example SEQ ID NO: 1119, defined according to IMGT. The isolated polynucleotides
may encode an antibody or antigen-binding fragment thereof having a heavy chain CDR1
substantially the same as, or identical to, SEQ ID NO: 1002, for example SEQ ID NO: 1001; a
CDR2 substantially the same as, or identical to, SEQ ID NO: 1004, for example SEQ ID NO:
1003; and a CDR3 substantially the same as, or identical to, SEQ ID NO: 1006, for example
SEQ ID NO: 1005, defined according to IMGT. The isolated polynucleotides may encode an
antibody or antigen-binding fragment thereof having a light chain CDR1 substantially the same
as, or identical to, SEQ ID NO: 1116, for example SEQ ID NO: 1115; a CDR2 encoded by a
nucleotide sequence substantially the same as, or identical to, SEQ ID NO: 1118, for example
SEQ ID NO: 1117, and a CDR3 encoded by a nucleotide sequence substantially the same as, or
identical to, SEQ ID NO: 1120, for example SEQ ID NO: 1119; and a heavy chain CDR1
substantially the same as, or identical to, SEQ ID NO: 1002, for example SEQ ID NO: 1001; a
CDR2 substantially the same as, or identical to, SEQ ID NO: 1004, for example SEQ ID NO:
1003; and a CDR3 substantially the same as, or identical to, SEQ ID NO: 1006, for example
SEQ ID NO: 1005, defined according to IMGT.

[0104] Polynucleotides described herein may encode antibodies or antigen-binding
fragments that have a light chain variable domain segment that includes an amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 411, for example SEQ ID NO: 410. In
some embodiments the described isolated polynucleotides may encode antibodies or antigen-
binding fragments that have a heavy chain variable domain segment that includes an amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 196, for example SEQ ID NO:
195. In some embodiments the described isolated polynucleotides may encode antibodies or
antigen-binding fragments that have a light chain variable domain segment that includes an
amino acid sequence substantially the same as, or identical to, SEQ ID NO: 411, for example
SEQ ID NO: 410; and a heavy chain variable domain segment that includes an amino acid

sequence substantially the same as, or identical to, SEQ ID NO: 196, for example SEQ ID NO:
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195. The isolated polynucleotides capable of encoding the variable domain segments provided
herein may be included on the same, or different, vectors to produce antibodies or antigen-
binding fragments.

[0105] Polynucleotides described herein may encode antibodies or antigen-binding
fragments that have a light chain variable domain segment that includes an amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 465, for example SEQ ID NO: 464. In
some embodiments the described isolated polynucleotides may encode antibodies or antigen-
binding fragments that have a heavy chain variable domain segment that includes an amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 268, for example SEQ ID NO:
267. In some embodiments the described isolated polynucleotides may encode antibodies or
antigen-binding fragments that have a light chain variable domain segment that includes an
amino acid sequence substantially the same as, or identical to, SEQ ID NO: 465, for example
SEQ ID NO: 464; and a heavy chain variable domain segment that includes an amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 268, for example SEQ ID NO:
267. The 1solated polynucleotides capable of encoding the variable domain segments provided
herein may be included on the same, or different, vectors to produce antibodies or antigen-
binding fragments.

[0106] Polynucleotides described herein may encode antibodies or antigen-binding
fragments that have a light chain variable domain segment that includes an amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 581, for example SEQ ID NO: 580. In
some embodiments the described isolated polynucleotides may encode antibodies or antigen-
binding fragments that have a heavy chain variable domain segment that includes an amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 268, for example SEQ ID NO:
267. In some embodiments the described isolated polynucleotides may encode antibodies or
antigen-binding fragments that have a light chain variable domain segment that includes an
amino acid sequence substantially the same as, or identical to, SEQ ID NO: 581, for example
SEQ ID NO: 580; and a heavy chain variable domain segment that includes an amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 268, for example SEQ ID NO:

267. The 1solated polynucleotides capable of encoding the variable domain segments provided
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herein may be included on the same, or different, vectors to produce antibodies or antigen-
binding fragments.

[0107] Polynucleotides described herein may encode antibodies or antigen-binding
fragments that have a light chain variable domain segment that includes an amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 545, for example SEQ ID NO: 544. In
some embodiments the described isolated polynucleotides may encode antibodies or antigen-
binding fragments that have a heavy chain variable domain segment that includes an amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 384, for example SEQ ID NO:
383. In some embodiments the described isolated polynucleotides may encode antibodies or
antigen-binding fragments that have a light chain variable domain segment that includes an
amino acid sequence substantially the same as, or identical to, SEQ ID NO: 545, for example
SEQ ID NO: 544; and a heavy chain variable domain segment that includes an amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 384, for example SEQ ID NO:
383. The isolated polynucleotides capable of encoding the variable domain segments provided
herein may be included on the same, or different, vectors to produce antibodies or antigen-
binding fragments.

[0108] Polynucleotides described herein may encode antibodies or antigen-binding
fragments that have a light chain variable domain segment that includes an amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 545, for example SEQ ID NO: 544. In
some embodiments the described isolated polynucleotides may encode antibodies or antigen-
binding fragments that have a heavy chain variable domain segment that includes an amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 393, for example SEQ ID NO:
392. In some embodiments the described isolated polynucleotides may encode antibodies or
antigen-binding fragments that have a light chain variable domain segment that includes an
amino acid sequence substantially the same as, or identical to, SEQ ID NO: 545, for example
SEQ ID NO: 544; and a heavy chain variable domain segment that includes an amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 393, for example SEQ ID NO:
392. The isolated polynucleotides capable of encoding the variable domain segments provided
herein may be included on the same, or different, vectors to produce antibodies or antigen-

binding fragments.
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[0109] Polynucleotides described herein may encode antibodies or antigen-binding
fragments that have a light chain variable domain segment that includes an amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 545, for example SEQ ID NO: 544. In
some embodiments the described isolated polynucleotides may encode antibodies or antigen-
binding fragments that have a heavy chain variable domain segment that includes an amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 402, for example SEQ ID NO:
401. In some embodiments the described isolated polynucleotides may encode antibodies or
antigen-binding fragments that have a light chain variable domain segment that includes an
amino acid sequence substantially the same as, or identical to, SEQ ID NO: 545, for example
SEQ ID NO: 544; and a heavy chain variable domain segment that includes an amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 402, for example SEQ ID NO:
401. The 1solated polynucleotides capable of encoding the variable domain segments provided
herein may be included on the same, or different, vectors to produce antibodies or antigen-
binding fragments.

[0110] Polynucleotides described herein may encode antibodies or antigen-binding
fragments that have a light chain variable domain segment that includes an amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 572, for example SEQ ID NO:571. In
some embodiments the described isolated polynucleotides may encode antibodies or antigen-
binding fragments that have a heavy chain variable domain segment that includes an amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 384, for example SEQ ID NO:
383. In some embodiments the described isolated polynucleotides may encode antibodies or
antigen-binding fragments that have a light chain variable domain segment that includes an
amino acid sequence substantially the same as, or identical to, SEQ ID NO: 572, for example
SEQ ID NO: 571; and a heavy chain variable domain segment that includes an amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 384, for example SEQ ID NO:
383. The isolated polynucleotides capable of encoding the variable domain segments provided
herein may be included on the same, or different, vectors to produce antibodies or antigen-
binding fragments.

[0111] Polynucleotides described herein may encode antibodies or antigen-binding

fragments that have a light chain variable domain segment that includes an amino acid sequence
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substantially the same as, or identical to, SEQ ID NO: 572, for example SEQ ID NO: 571. In
some embodiments the described isolated polynucleotides may encode antibodies or antigen-
binding fragments that have a heavy chain variable domain segment that includes an amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 393, for example SEQ ID NO:
392. In some embodiments the described isolated polynucleotides may encode antibodies or
antigen-binding fragments that have a light chain variable domain segment that includes an
amino acid sequence substantially the same as, or identical to, SEQ ID NO: 572, for example
SEQ ID NO: 571; and a heavy chain variable domain segment that includes an amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 393, for example SEQ ID NO:
392. The isolated polynucleotides capable of encoding the variable domain segments provided
herein may be included on the same, or different, vectors to produce antibodies or antigen-
binding fragments.

[0112] Polynucleotides described herein may encode antibodies or antigen-binding
fragments that have a light chain variable domain segment that includes an amino acid sequence
substantially the same as, or identical to, SEQ ID NO: 572, for example SEQ ID NO: 571. In
some embodiments the described isolated polynucleotides may encode antibodies or antigen-
binding fragments that have a heavy chain variable domain segment that includes an amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 402, for example SEQ ID NO:
401. In some embodiments the described isolated polynucleotides may encode antibodies or
antigen-binding fragments that have a light chain variable domain segment that includes an
amino acid sequence substantially the same as, or identical to, SEQ ID NO: 572, for example
SEQ ID NO: 571; and a heavy chain variable domain segment that includes an amino acid
sequence substantially the same as, or identical to, SEQ ID NO: 402, for example SEQ ID NO:
401. The 1solated polynucleotides capable of encoding the variable domain segments provided
herein may be included on the same, or different, vectors to produce antibodies or antigen-
binding fragments.

[0113] The polynucleotides capable of encoding the variable domain segments
provided herein may be included on the same, or different, vectors to produce antibodies or
antigen-binding fragments. Polynucleotides encoding engineered antigen-binding proteins also

are within the scope of the disclosure. In some embodiments, the polynucleotides described (and
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the peptides they encode) include a leader sequence. Any leader sequence known in the art may
be employed. The leader sequence may include, but is not limited to, a restriction site or a
translation start site.

[0114] Also provided are vectors comprising the polynucleotides described herein. The
vectors can be expression vectors. Recombinant expression vectors containing a sequence
encoding a polypeptide of interest are thus contemplated as within the scope of this disclosure.
The expression vector may contain one or more additional sequences such as but not limited to
regulatory sequences (e.g., promoter, enhancer), a selection marker, and a polyadenylation
signal. Vectors for transforming a wide variety of host cells are well known and include, but are
not limited to, plasmids, phagemids, cosmids, baculoviruses, bacmids, bacterial artificial
chromosomes (BACs), yeast artificial chromosomes (YACs), as well as other bacterial, yeast and
viral vectors.

[0115] Recombinant expression vectors within the scope of the description include
synthetic, genomic, or cDNA-derived nucleic acid fragments that encode at least one
recombinant protein which may be operably linked to suitable regulatory elements. Such
regulatory elements may include a transcriptional promoter, sequences encoding suitable mRNA
ribosomal binding sites, and sequences that control the termination of transcription and
translation. Expression vectors, especially mammalian expression vectors, may also include one
or more nontranscribed elements such as an origin of replication, a suitable promoter and
enhancer linked to the gene to be expressed, other 5' or 3' flanking nontranscribed sequences, 5'
or 3' nontranslated sequences (such as necessary ribosome binding sites), a polyadenylation site,
splice donor and acceptor sites, or transcriptional termination sequences. An origin of
replication that confers the ability to replicate in a host may also be incorporated.

[0116] The transcriptional and translational control sequences in expression vectors to
be used in transforming vertebrate cells may be provided by viral sources. Exemplary vectors
may be constructed as described by Okayama and Berg, 3 Mol. Cell. Biol. 280 (1983).

[0117] In some embodiments, the antibody- or antigen-binding fragment-coding
sequence is placed under control of a powerful constitutive promoter, such as the promoters for
the following genes: hypoxanthine phosphoribosyl transferase (HPRT), adenosine deaminase,

pyruvate kinase, beta-actin, human myosin, human hemoglobin, human muscle creatine, and
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others. In addition, many viral promoters function constitutively in eukaryotic cells and are
suitable for use with the described embodiments. Such viral promoters include without
limitation, Cytomegalovirus (CMV) immediate early promoter, the early and late promoters of
SV40, the Mouse Mammary Tumor Virus (MMTV) promoter, the long terminal repeats (LTRs)
of Maloney leukemia virus, Human Immunodeficiency Virus (HIV), Epstein Barr Virus (EBV),
Rous Sarcoma Virus (RSV), and other retroviruses, and the thymidine kinase promoter of Herpes
Simplex Virus. In one embodiment, the antibody or antigen-binding fragment thereof coding
sequence is placed under control of an inducible promoter such as the metallothionein promoter,
tetracycline-inducible promoter, doxycycline-inducible promoter, promoters that contain one or
more interferon-stimulated response elements (ISRE) such as protein kinase R 2',5'-
oligoadenylate synthetases, Mx genes, ADARI, and the like.

[0118] Vectors described herein may contain one or more Internal Ribosome Entry
Site(s) (IRES). Inclusion of an IRES sequence into fusion vectors may be beneficial for
enhancing expression of some proteins. In some embodiments the vector system will include
one or more polyadenylation sites (e.g., SV40), which may be upstream or downstream of any of
the aforementioned nucleic acid sequences. Vector components may be contiguously linked, or
arranged in a manner that provides optimal spacing for expressing the gene products (i.e., by the
introduction of “spacer” nucleotides between the ORFs), or positioned in another way.
Regulatory elements, such as the IRES motif, may also be arranged to provide optimal spacing
for expression.

[0119] The vectors may comprise selection markers, which are well known in the art.
Selection markers include positive and negative selection markers, for example, antibiotic
resistance genes (e.g., neomycin resistance gene, a hygromycin resistance gene, a kanamycin
resistance gene, a tetracycline resistance gene, a penicillin resistance gene), glutamate sythase
genes, HSV-TK, HSV-TK derivatives for ganciclovir selection, or bacterial purine nucleoside
phosphorylase gene for 6-methylpurine selection (Gadi et al., 7 Gene Ther. 1738-1743 (2000)).
A nucleic acid sequence encoding a selection marker or the cloning site may be upstream or
downstream of a nucleic acid sequence encoding a polypeptide of interest or cloning site.

[0120] The vectors described herein may be used to transform various cells with the

genes encoding the described antibodies or antigen-binding fragments. For example, the vectors
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may be used to generate antibody or antigen-binding fragment-producing cells. Thus, another
aspect features host cells transformed with vectors comprising a nucleic acid sequence encoding
an antibody or antigen-binding fragment thereof that specifically binds Tau, such as the
antibodies or antigen-binding fragments described and exemplified herein.

[0121] Numerous techniques are known in the art for the introduction of foreign genes
into cells and may be used to construct the recombinant cells for purposes of carrying out the
described methods, in accordance with the various embodiments described and exemplified
herein. The technique used should provide for the stable transfer of the heterologous gene
sequence to the host cell, such that the heterologous gene sequence is heritable and expressible
by the cell progeny, and so that the necessary development and physiological functions of the
recipient cells are not disrupted. Techniques which may be used include but are not limited to
chromosome transfer (e.g., cell fusion, chromosome mediated gene transfer, micro cell mediated
gene transfer), physical methods (e.g., transfection, spheroplast fusion, microinjection,
electroporation, liposome carrier), viral vector transfer (e.g., recombinant DNA viruses,
recombinant RNA viruses) and the like (described in Cline, 29 Pharmac. Ther. 69-92 (1985)).
Calcium phosphate precipitation and polyethylene glycol (PEG)-induced fusion of bacterial
protoplasts with mammalian cells may also be used to transform cells.

[0122] Cells suitable for use in the expression of the antibodies or antigen-binding
fragments described herein are preferably eukaryotic cells, more preferably cells of plant, rodent,
or human origin, for example but not limited to NSO, CHO, CHOK1, perC.6, Tk-ts13, BHK,
HEK?293 cells, COS-7, T98G, CV-1/EBNA, L cells, C127, 3T3, HeLa, NS1, and Sp2/0 myeloma
cells cell lines, among others. In addition, expression of antibodies may be accomplished using
hybridoma cells. Methods for producing hybridomas are well established in the art.

[0123] Cells transformed with expression vectors described herein may be selected or
screened for recombinant expression of the antibodies or antigen-binding fragments described
herein. Recombinant-positive cells are expanded and screened for subclones exhibiting a desired
phenotype, such as high level expression, enhanced growth properties, or the ability to yield
proteins with desired biochemical characteristics, for example, due to protein modification or
altered post-translational modifications. These phenotypes may be due to inherent properties of

a given subclone or to mutation. Mutations may be effected through the use of chemicals, UV-
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wavelength light, radiation, viruses, insertional mutagens, inhibition of DNA mismatch repair, or
a combination of such methods.

[0124] In certain embodiments, an isolated cell line expressing any of the anti-Tau
antibodies described herein are provided. In one embodiment, the isolated cell line is a
hybridoma. In one embodiment, the isolated cell line is the hybridoma from which monoclonal
antibody 7G6 is produced. In one embodiment, the isolated cell line is Freestyle® 293-F cells
from which 7G6-HCzu8-LCzu6-HEK is produced and which cell line has been deposited with
the American Type Culture Collection, Manassas, Va., USA, on October 11, 2017, with the
ATCC Patent Deposit Designation PTA-124523. In one embodiment, the isolated cell line is
Freestyle® 293-F cells from which 7G6-HCzu25-LCzul8-HEK is produced and which cell line
has been deposited with the American Type Culture Collection, Manassas, Va., USA, on October
11, 2017, with the ATCC Patent Deposit Designation PTA-124524.

[0125] Cells that express the provided anti-Tau antibodies or antigen-binding fragments
provided herein may be employed in methods of producing the anti-Tau antibodies or antigen-
binding fragments by culturing the cells under conditions suitable for expression of the
respective antibody or antigen-binding fragment. In some embodiments, the anti-Tau antibody or

antigen-binding fragment is recovered from the culture medium.

[0126] In certain embodiments, any of the antibodies or antigen-binding fragments that
specifically bind Tau as provided herein is useful for detecting the presence of Tau in a
biological sample. The term “detecting” as used herein encompasses quantitative or qualitative
detection. In certain embodiments, the biological sample may be derived from a cell or tissue,
such as cerebrospinal fluid, a cell or tissue of the brain (e.g., cortex or hippocampus), or blood, a
histological preparation, and the like. In some embodiments the described methods include
detecting Tau in a sample by contacting the biological sample with:

(a) any one of antibody ms7G6, antibody 7G6-HCzu8-LCzu6, antibody 7G6-HCzu8-
LCzu21, antibody 7G6-HCzu23-LCzul 5, antibody 7G6-HCzu24-LCzul5, antibody 7G6-
HCzu25-LCzul 5, antibody 7G6-HCzu23-LCzul 8, antibody 7G6-HCzu24-LCzul8, antibody
7G6-HCzu25-LCzul8, or an antigen-binding fragment thereof;
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(b) an antibody, or antigen-binding fragment thereof, that comprises heavy chain CDRI,
CDR2, and CDR3 amino acid sequences and light chain CDR1, CDR2, and CDR3 amino acid
sequences of antibody ms7G6, antibody 7G6-HCzu8-LCzu6, or antibody 7G6-HCzu25-LCzul8,
as described in Table 1;

(c) an antibody, or antigen-binding fragment thereof, that comprises the heavy chain
variable domain segment and light chain variable domain segment of any one of antibody
ms7G6, antibody 7G6-HCzu8/LCzu6, antibody 7G6-HCzu8/LCzu21, antibody 7G6-
HCzu23/L.Czul$5, antibody 7G6-HCzu24/L.Czul 5, antibody 7G6-HCzu25/L.Czul$5, antibody
7G6-HCzu23/LCzul 8, antibody 7G6-HCzu24/L.Czul8, or antibody 7G6-HCzu25/L.Czul8, as
described in Table 1; or

(d) an antibody having the amino acid sequence of antibody produced by any one of the
cell lines deposited with the ATCC having accession number PTA-124523 or PTA-124524, or an
antigen binding fragment thereof.

[0127] In certain embodiments, the method comprises contacting the biological sample
with an anti-Tau antibody as provided herein under conditions permissive for binding of the anti-
Tau antibody to Tau, and detecting whether a complex is formed between the anti-Tau antibody
and Tau. In some embodiments of these methods, the anti-Tau antibody is detectably labelled.
The method may be an in vitro or in vivo method. The complex formed between the anti-Tau
antibody and Tau in a test biological sample can be compared to the complex formed in a control
biological sample (e.g., a biological sample from a healthy subject). The amount of the complex
formed between the anti-Tau antibody and Tau in a test biological sample can also be quantified
and compared to the amount of the complex formed in a control biological sample or to the
average amount of the complex known to be formed in healthy subjects.

[0128] In a further aspect, the invention provides pharmaceutical formulations
comprising any of the antibodies or antigen-binding fragments that specifically bind Tau as
described herein, e.g., for use in any of the therapeutic methods provided herein. In some
embodiments, a pharmaceutical formulation comprises any of the antibodies or antigen-binding
fragments that specifically bind Tau provided herein and a pharmaceutically acceptable carrier.

[0129] Pharmaceutical formulations of an anti-Tau antibody or antigen-binding

fragment as described herein are prepared by mixing such antibody or antigen-binding fragment
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having the desired degree of purity with one or more optional pharmaceutically acceptable
carriers, diluents, and/or excipients (Remington's Pharmaceutical Sciences 16th edition, Osol, A.
Ed. (1980)), in the form of lyophilized formulations or aqueous solutions. Pharmaceutically
acceptable carriers, diluents, and excipients are generally nontoxic to recipients at the dosages
and concentrations employed, and include, but are not limited to: sterile water, buffers such as
phosphate, citrate, and other organic acids; antioxidants including ascorbic acid and methionine;
preservatives (such as octadecyldimethylbenzyl ammonium chloride; hexamethonium chloride;
benzalkonium chloride; benzethonium chloride; phenol, butyl or benzyl alcohol; alkyl parabens
such as methyl or propyl paraben; catechol; resorcinol; cyclohexanol; 3-pentanol; and m-cresol);
low molecular weight (less than about 10 residues) polypeptides; proteins, such as serum
albumin, gelatin, or immunoglobulins; hydrophilic polymers such as polyvinylpyrrolidone;
amino acids such as glycine, glutamine, asparagine, histidine, arginine, or lysine;
monosaccharides, disaccharides, and other carbohydrates including glucose, mannose, or
dextrins; chelating agents such as EDTA; sugars such as sucrose, mannitol, trehalose or sorbitol;
salt-forming counter-ions such as sodium; metal complexes (e.g. Zn-protein complexes); and/or
non-ionic surfactants such as polyethylene glycol (PEG). Exemplary pharmaceutically
acceptable carriers herein further include insterstitial drug dispersion agents such as soluble
neutral-active hyaluronidase glycoproteins (sSHASEGP), for example, human soluble PH-20
hyaluronidase glycoproteins, such as rHuPH20 (HYLENEX™, Baxter International, Inc.).
Certain exemplary sHASEGPs and methods of use, including rHuPH20, are described in US
Patent No. 7,871,607 and U.S. Publication No. 2006/0104968. In one aspect, a sHASEGP is
combined with one or more additional glycosaminoglycanases such as chondroitinases.

[0130] Exemplary lyophilized antibody formulations are described in US Patent No.
6,267,958. Aqueous antibody formulations include those described in US Patent No. 6,171,586
and W02006/044908, the latter formulations including a histidine-acetate buffer.

[0131] The anti-Tau antibody or antigen-binding fragment as an active ingredient in a
pharmaceutical formulation may be entrapped in microcapsules prepared, for example, by
coacervation techniques or by interfacial polymerization, for example, hydroxymethylcellulose
or gelatin-microcapsules and poly-(methylmethacylate) microcapsules, respectively, in colloidal

drug delivery systems (for example, liposomes, albumin microspheres, microemulsions, nano-
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particles and nanocapsules) or in macroemulsions. Such techniques are disclosed in Remington's
Pharmaceutical Sciences 16th edition, Osol, A. Ed. (1980).

[0132] Sustained-release preparations may be prepared. Suitable examples of sustained-
release preparations include semipermeable matrices of solid hydrophobic polymers containing
the antibody, which matrices are in the form of shaped articles, e.g. films, or microcapsules.

[0133] The formulations to be used for in vivo administration are generally sterile.
Sterility may be readily accomplished, e.g., by filtration through sterile filtration membranes.

[0134] Any of the antibodies or antigen-binding fragments that specifically bind Tau
(or formulations thereof) provided herein may be used in therapeutic methods.

[0135] In one aspect, an anti-Tau antibody or antigen-binding fragment for use as a
medicament 1s provided. In some embodiments, an anti-Tau antibody or antigen-binding
fragment for use in the reduction of insoluble Tau is provided. In some embodiments, an anti-
Tau antibody or antigen-binding fragment for use in inhibiting Tau aggregation is provided. In
further aspects, an anti-Tau antibody or antigen-binding fragment for use in treating a Tauopathy
is provided. Exemplary Tauopathies that can be treated with the disclosed anti-Tau antibodies or
antigen-binding fragments include Alzheimer’s disease (AD), progressive supranuclear palsy
(PSP), and frontotemporal dementia (FTD). An exemplary FTD that can be treated is Pick’s
disease (PiD).

[0136] In certain embodiments, an anti-Tau antibody or antigen-binding fragment for
use in a method of treatment is provided. In some embodiments, an anti-Tau antibody or antigen-
binding fragment for use in a method of reducing insoluble Tau in a subject is provided. In some
embodiments, an anti-Tau antibody or antigen-binding fragment for use in a method of inhibiting
Tau aggregation in a subject is provided. In certain embodiments, an anti-Tau antibody or
antigen-binding fragment for use in a method of treating a subject having a Tauopathy is
provided. The method of treatment of a Tauopathy comprises administering to the subject the
anti-Tau antibody or antigen-binding fragment in an amount effective to treat the Tauopathy. In
certain embodiments, the Tauopathy is any one of the Tauopathies described above. In preferred
embodiments, the subject is a mammal, preferably a human.

[0137] In a further aspect, also provided herein is the use of an anti-Tau antibody or

antigen-binding fragment as described herein in the manufacture or preparation of a medicament.
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In some embodiments, the medicament is for reduction of insoluble Tau. In some embodiments,
the medicament is for inhibition of Tau aggregation. In some embodiments, the medicament is
for treatment of a Tauopathy. In certain embodiments, the Tauopathy is any one of the
Tauopathies described above.

[0138] An anti-Tau antibody or antigen-binding fragment as described herein can be
administered by any suitable means, including parenteral, intrapulmonary, and intranasal, and, if
desired for local treatment, intralesional administration. Parenteral infusions include
intramuscular, intravenous, intraarterial, intraperitoneal, or subcutaneous administration. Dosing
can be by any suitable route, e.g. by injections, such as intravenous or subcutaneous injections,
depending in part on whether the administration is brief or chronic. Various dosing schedules
including but not limited to single or multiple administrations over various time-points, bolus
administration, and pulse infusion are contemplated herein.

[0139] The anti-Tau antibodies or antigen-binding fragments provided herein are to be
formulated, dosed, and administered in a fashion consistent with good medical practice. Factors
for consideration in this context include the particular disorder being treated, the particular
mammal being treated, the clinical condition of the individual patient, the cause of the disorder,
the site of delivery of the agent, the method of administration, the scheduling of administration,
and other factors known to medical practitioners.

[0140] For the prevention or treatment of disease, the appropriate dosage of the anti-
Tau antibody or antigen-binding fragment will depend on the type of disease to be treated, the
type of antibody, the severity and course of the disease, whether the antibody or antigen-binding
fragment is administered for preventive or therapeutic purposes, previous therapy, the patient's
clinical history and response to the antibody, and the discretion of the attending physician. The
antibody or antigen-binding fragment is suitably administered to the patient at one time or over a
series of treatments. Depending on the type and severity of the disease, about 1 pug/kgto 15
mg/kg of antibody or antigen-binding fragment can be an initial candidate dosage for
administration to the patient, whether, for example, by one or more separate administrations, or
by continuous infusion. One typical daily dosage might range from about 1 pug/kg to 100 mg/kg
or more, depending on the factors mentioned above. For repeated administrations over several

days or longer, depending on the condition, the treatment would generally be sustained until a

-201 -



WO 2019/077500 PCT/IB2018/058024

desired suppression of disease symptoms occurs. One exemplary dosage of the antibody or
antigen-binding fragment would be in the range from about 0.05 mg/kg to about 100 mg/kg.
Thus, one or more doses of about 0.5 mg/kg, 2.0 mg/kg, 10 mg/kg, 30 mg/kg, or 100 mg/kg (or
any combination thereof) may be administered to the patient. Such doses may be administered
intermittently, for example, every week or every three weeks (e.g. such that the patient receives
from about two to about twenty, or e.g. about six doses of the antibody). An initial higher
loading dose, followed by one or more lower doses may be administered. However, other
dosage regimens may be useful. The progress of this therapy may be monitored by conventional
techniques and assays.

[0141] Also provided herein is an article of manufacture containing material(s) useful
for the treatment, prevention and/or diagnosis of the disorders described above. The article of
manufacture comprises a container and a label or package insert on or associated with the
container. Suitable containers include, for example, bottles, vials, syringes, IV solution bags,
etc. The containers may be formed from a variety of materials such as glass or plastic. The
container holds a composition which is by itself or combined with another composition effective
for treating, preventing and/or diagnosing the condition and may have a sterile access port (for
example the container may be an intravenous solution bag or a vial having a stopper pierceable
by a hypodermic injection needle). The active agent in the composition is an anti-Tau antibody
or antigen-binding fragment as described herein. The label or package insert indicates that the
composition is used for treating the condition of choice. Alternatively, or additionally, the article
of manufacture may further comprise a second container comprising a pharmaceutically-
acceptable buffer, such as bacteriostatic water for injection (BWFI), phosphate-buffered saline,
Ringer's solution and dextrose solution. It may further include other materials desirable from a

commercial and user standpoint, including other buffers, diluents, filters, needles, and syringes.

[0142] Tllustrative Embodiments
[0143] Provided here are illustrative embodiments of the disclosed technology. These
embodiments are illustrative only and do not limit the scope of the present disclosure or of the

claims attached hereto.
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[0144] Embodiment 1. A monoclonal antibody, or an antigen-binding fragment thereof,
that specifically binds a human Tau, the antibody comprising:

a heavy chain complementarity determining region 1 (HCDR1), a heavy chain
complementarity determining region 2 (HCDR2), and a heavy chain complementarity
determining region 3 (HCDR3) as set forth in SEQ ID NO: 196 and a light chain
complementarity determining region 1 (LCDRI1), a light chain complementarity determining
region 2 (LCDR2), and a light chain complementarity determining region 3 (LCDR3) as set forth
in SEQ ID NO: 411;

a HCDR1, a HCDR2, and a HCDR3 as set forth in SEQ ID NO: 268 and a LCDRI1, a

LCDR2, and a LCDR3 as set forth in SEQ ID NO: 465; or

a HCDR1, a HCDR2, and a HCDR3 as set forth in SEQ ID NO: 402 and a LCDRI1, a

LCDR2, and a LCDR3 as set forth in SEQ ID NO: 572.

[0145] Embodiment 2. The monoclonal antibody or antigen-binding fragment
according to Embodiment 1, wherein:

the HCDR1 comprises SEQ ID NO: 594, the HCDR2 comprises SEQ ID NO: 596 , the

HCDR3 comprises SEQ ID NO: 598, the LCDR1 comprises SEQ ID NO: 738, the

LCDR2 comprises SEQ ID NO: 740, and the LCDR3 comprises SEQ ID NO: 742 as

defined according to the method of Kabat ;

the HCDR1 comprises SEQ ID NO: 864, the HCDR2 comprises SEQ ID NO: 866 , the

HCDR3 comprises SEQ ID NO: 868, the LCDR1 comprises SEQ ID NO: 1008, the

LCDR2 comprises SEQ ID NO: 1010, and the LCDR3 comprises SEQ ID NO: 1012 as

defined by IMGT;

the HCDR1 comprises SEQ ID NO: 642, the HCDR2 comprises SEQ ID NO: 644 | the

HCDR3 comprises SEQ ID NO: 646, the LCDR1 comprises SEQ ID NO: 774, the

LCDR2 comprises SEQ ID NO: 776 , and the LCDR3 comprises SEQ ID NO: 778 as

defined according to the method of Kabat;

the HCDR1 comprises SEQ ID NO: 912, the HCDR2 comprises SEQ ID NO: 914, the

HCDR3 comprises SEQ ID NO: 916, the LCDR1 comprises SEQ ID NO: 1044, the

LCDR2 comprises SEQ ID NO: 1046, and the LCDR3 comprises SEQ ID NO: 1048 as

defined by IMGT;
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the HCDR1 comprises SEQ ID NO: 732, the HCDR2 comprises SEQ ID NO: 734, the

HCDR3 comprises SEQ ID NO: 736, the LCDR1 comprises SEQ ID NO: 846, the

LCDR2 comprises SEQ ID NO: 848, and the LCDR3 comprises SEQ ID NO: 850 as

defined according to the method of Kabat; or

the HCDR1 comprises SEQ ID NO: 1002, the HCDR2 comprises SEQ ID NO: 1004, the

HCDR3 comprises SEQ ID NO: 1006, the LCDR1 comprises SEQ ID NO: 1116, the

LCDR2 comprises SEQ ID NO: 1118, and the LCDR3 comprises SEQ ID NO: 1120 as

defined by IMGT.

[0146] Embodiment 3. The monoclonal antibody or antigen-binding fragment
according to Embodiment 1 or 2, wherein the residue at position 49 of the light chain according
to the method of Kabat is not cysteine.

[0147] Embodiment 4. The monoclonal antibody or antigen-binding fragment
according to Embodiment 3, wherein the residue at position 49 of the light chain according to the
method of Kabat 1s serine.

[0148] Embodiment 5. The monoclonal antibody or antigen-binding fragment
according to any preceding Embodiment wherein the residue at position 57 of the heavy chain
according to the method of Kabat is not cysteine.

[0149] Embodiment 6. The monoclonal antibody or antigen-binding fragment
according to Embodiment 5, wherein the residue at position 57 of the heavy chain according to
the method of Kabat is serine.

[0150] Embodiment 7. The monoclonal antibody or antigen-binding fragment
according to any preceding Embodiment wherein the residue at position 34 of the light chain
according to the method of Kabat is glutamate.

[0151] Embodiment 8. The monoclonal antibody or antigen-binding fragment
according to any preceding Embodiment wherein the residue at position 36 of the light chain
according to the method of Kabat is not phenylalanine.

[0152] Embodiment 9. The monoclonal antibody or antigen-binding fragment
according to Embodiment 8 wherein the residue at position 36 of the light chain according to the

method of Kabat is tyrosine.
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[0153] Embodiment 10. The monoclonal antibody or antigen-binding fragment
according to any preceding Embodiment wherein the residue at position 46 of the light chain
according to the method of Kabat is not arginine.

[0154] Embodiment 11. The monoclonal antibody or antigen-binding fragment
according to Embodiment 10 wherein the residue at position 46 of the light chain according to
the method of Kabat is leucine.

[0155] Embodiment 12. The monoclonal antibody or antigen-binding fragment
according to any preceding Embodiment wherein the residue at position 94 of the heavy chain
according to the method of Kabat is not lysine.

[0156] Embodiment 13. The monoclonal antibody or antigen-binding fragment
according to any preceding Embodiment wherein the residue at position 71 of the heavy chain
according to the method of Kabat is not arginine.

[0157] Embodiment 14. The monoclonal antibody or antigen-binding fragment
according to the method of Embodiment 13 wherein position 71 of the heavy chain according to
the Kabat method is valine.

[0158] Embodiment 15. The monoclonal antibody or antigen-binding fragment
according to Embodiment 1 or Embodiment 2, the antibody comprising;

a heavy chain variable domain (HCVD) comprising SEQ ID NO: 268 and a light chain

variable domain (LCVD) comprising SEQ ID NO: 465;

a HCVD comprising SEQ ID NO: 268 and a LCVD comprising SEQ ID NO: 581;

a HCVD comprising SEQ ID NO: 384 and a LCVD comprising SEQ ID NO: 545;

a HCVD comprising SEQ ID NO: 393 and a LCVD comprising SEQ ID NO: 545;

a HCVD comprising SEQ ID NO: 402 and a LCVD comprising SEQ ID NO: 545;

a HCVD comprising SEQ ID NO: 384 and a LCVD comprising SEQ ID NO: 572;

a HCVD comprising SEQ ID NO: 393 and a LCVD comprising SEQ ID NO: 572; or

a HCVD comprising SEQ ID NO: 402 and a LCVD comprising SEQ ID NO: 572.

[0159] Embodiment 16. The monoclonal antibody or antigen-binding fragment
according to any preceding Embodiment, wherein the antibody is produced by the cell line

having ATCC deposit number PTA-124523.
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[0160] Embodiment 17. The monoclonal antibody or antigen-binding fragment
according to any one of Embodiments 1 to 15, wherein the antibody is produced by the cell line
having ATCC deposit number PTA-124524.

[0161] Embodiment 18. The monoclonal antibody or antigen-binding fragment
according to any preceding Embodiment, wherein the antibody is a murine antibody, a chimeric
antibody, or a humanized antibody.

[0162] Embodiment 19. The monoclonal antibody or antigen-binding fragment
according to any preceding Embodiment wherein the antibody is IgG1.

[0163] Embodiment 20. The monoclonal antibody or antigen-binding fragment
according to any preceding Embodiment wherein the antibody binds monomeric wild-type
human 2N4R Tau with a Kb of less than about 0.5 nM as measured by surface plasmon
resonance.

[0164] Embodiment 21. The monoclonal antibody or antigen-binding fragment
according to any preceding Embodiment, wherein the antibody or antigen-binding fragment
binds to human Tau at an epitope comprising the amino acid sequence HVPG (SEQ ID NO:
1133).

[0165] Embodiment 22. The monoclonal antibody or antigen-binding fragment
according to Embodiment 21, wherein the antibody or antigen-binding fragment is biepitopic and
binds to human Tau at an epitope comprising the amino acid sequence HVPG (SEQ ID NO:
1133) within repeat region 2 or repeat region 4.

[0166] Embodiment 23. The monoclonal antibody or antigen-binding fragment
according to any one of Embodiments 1 to 20, wherein the antibody or antigen-binding fragment
binds to human Tau at an epitope comprising the amino acid sequence HVPGG (SEQ ID NO:
79).

[0167] Embodiment 24. The monoclonal antibody or antigen-binding fragment
according to Embodiment 23, wherein the antibody or antigen-binding fragment is biepitopic and
binds to human Tau at an epitope comprising the amino acid sequence HVPGG (SEQ ID NO:
79) within repeat region 2 or repeat region 4.

[0168] Embodiment 25. The monoclonal antibody or antigen-binding fragment

according to any preceding Embodiment,
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wherein the antibody or antigen-binding fragment binds human Tau at the epitope

comprising the amino acid sequence HVPGG (SEQ ID NO: 79) within repeat region 2

with a binding preference that is at least about 10-fold greater than binding at an epitope

comprising the amino acid sequence HKPGG (SEQ ID NO: 182) within repeat region 3

or than binding at an epitope comprising the amino acid sequence HQPGG (SEQ ID NO:

183) within repeat region 1, or

wherein the antibody or antigen-binding fragment binds human Tau at the epitope

comprising the amino acid sequence HVPGG (SEQ ID NO: 79) within repeat region 4

with a binding preference that is at least about 10-fold greater than binding at an epitope

comprising the amino acid sequence HKPGG (SEQ ID NO: 182) within repeat region 3

or than binding at an epitope comprising the amino acid sequence HQPGG (SEQ ID NO:

183) within repeat region 1,
as determined by a peptide binding assay.

[0169] Embodiment 26. The monoclonal antibody or antigen-binding fragment
according to any preceding Embodiment wherein the antibody or antigen-binding fragment does
not bind Tau at an epitope comprising the amino acid sequence HVSGG (SEQ ID NO: 184)
within repeat region 2 or at an epitope comprising the amino acid sequence HVLGG (SEQ ID
NO: 185) within repeat region 2.

[0170] Embodiment 27. A labeled antibody or antigen-binding fragment comprising the
antibody or antigen-binding fragment according to any preceding Embodiment.

[0171] Embodiment 28. A nucleic acid molecule encoding the monoclonal antibody or
antigen-binding fragment of any one of Embodiments 1 to 26.

[0172] Embodiment 29. A vector comprising the nucleic acid molecule of Embodiment
28.

[0173] Embodiment 30. A cell that expresses the nucleic acid molecule of Embodiment
28.

[0174] Embodiment 31. A method of producing an anti-Tau antibody or antigen-
binding fragment comprising culturing a cell according to Embodiment 30 under conditions

suitable for producing the antibody or antigen-binding fragment.

- 207 -



WO 2019/077500 PCT/IB2018/058024

[0175] Embodiment 32. The method according to Embodiment 31 further comprising
recovering the antibody or antigen-binding fragment.

[0176] Embodiment 33. A pharmaceutical composition comprising the antibody or
antigen-binding fragment of any one of Embodiments 1 to 26 and a pharmaceutically acceptable
carrier.

[0177] Embodiment 34. The antibody or antigen-binding fragment according to any
one of Embodiments 1 to 26 for use as a medicament.

[0178] Embodiment 35. The antibody or antigen-binding fragment according to any
one of Embodiments 1 to 26 for use in the treatment of a Tauopathy.

[0179] Embodiment 36. The antibody or antigen-binding fragment according to any
one of Embodiments 1 to 26 for use in the preparation of a medicament for the treatment of a
Tauopathy.

[0180] Embodiment 37. The antibody for use in accordance with Embodiment 35 or 36
wherein the Tauopathy is Alzheimer's disease, frontotemporal dementia, or progressive
supranuclear palsy.

[0181] Embodiment 38. The antibody for use in accordance with Embodiment 37
wherein the frontotemporal dementia is Pick’s Disease.

[0182] Embodiment 39. A method for decreasing sarkosyl-insoluble Tau levels, the
method comprising administering to the subject the monoclonal antibody or antigen-binding
fragment of any one of Embodiments 1 to 26.

[0183] Embodiment 40. A method for inhibiting Tau aggregation, the method
comprising administering to the subject the monoclonal antibody or antigen-binding fragment of
any one of Embodiments 1 to 26.

[0184] Embodiment 41. The method according to Embodiment 39 or 40 wherein the
method is performed in vitro or in vivo.

[0185] Embodiment 42. A method of treating a Tauopathy in a subject, the method
comprising: administering to the subject the monoclonal antibody or antigen-binding fragment of
any one of Embodiments 1 to 26 under conditions effective to treat the Tauopathy in the subject.

[0186] Embodiment 43. The method according to Embodiment 42, wherein the

Tauopathy is Alzheimer's disease, frontotemporal dementia, or progressive supranuclear palsy.
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[0187] Embodiment 44. The method according to Embodiment 43, wherein the

frontotemporal dementia 1s Pick’s disease.

[0188] The following examples are provided to supplement the prior disclosure and to
provide a better understanding of the subject matter described herein. These examples should
not be considered to limit the described subject matter. It is understood that the examples and
embodiments described herein are for illustrative purposes only and that various modifications or
changes in light thereof will be apparent to persons skilled in the art and are to be included
within the scope of the invention and can be made without departing from the true scope of the

mvention.

Example 1: Generation of monoclonal antibodies

[0189] To generate anti-Tau antibodies recognizing the microtubule binding region
(MTBR) of Tau, the peptide sequence CNIKHVPGGGSVQIVYKPVD (SEQ ID NO: 186)
(Peptide antigen) was synthesized. Residues 2-20 of SEQ ID NO: 186 correspond to the amino
acid sequence that spans the juncture between the second (i.e. not present in the 3R isoform) and
third repeat regions of Tau (Figure 2). The sequence also includes the hexapeptide motif known
as PHF6 (VQIVYK) (SEQ ID NO: 187) (von Bergen et al., PNAS, 2000, 97(10): 5129-5134),
which is one of the sites that initiates the aggregation of Tau. Peptide antigen was coupled to the
Keyhole Limpet Hemocyannin (KLH) carrier protein via the N-terminal cysteine residue that
does not naturally occur in the full length Tau-441 human protein sequence. The final
immunogen was prepared by mixing the Peptide antigen-conjugated KLLH with Freund’s
complete adjuvant (1:2 (v/v)). Tau knockout mice (Jackson #007251) were immunized with
0.08 mL per mouse of a 2.5 mg/mL immunogen solution. Approximately 3 weeks following the
initial injection, the mice received a boost immunization with Peptide antigen-conjugated KLH
without adjuvant at 0.05 mL per mouse at the same protein concentration as before.

[0190] One month after the boost immunization, antisera were collected from the mice
and antibody titers assessed by ELISA to measure immunoreactivity against the original
immunizing Tau peptide and both 2N4R and 1N3R recombinant Tau proteins. Briefly, either
150 ng of Peptide antigen conjugated to BSA or 50 ng of 2N4R or 1N3R recombinant Tau
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protein (Enzo Life Sciences, cat. no’s BML-SE321 and BML-SE323 respectively) were used to
coat each well of a 96-well plate (Costar cat. no. 2797) in 10 mM phosphate buffer, pH 7.0 at
37°C for 1 hour. Plates were blocked in a final concentration of 1% BSA diluted in PBS at room
temperature for 30 minutes. Blocking solution was removed and various dilutions of anti-sera in
the same blocking buffer were added to the plate for 1 hour at room temperature. The plate was
washed several times with PBS prior to the addition of an HRP-labelled anti-mouse IgG antibody
for 30 minutes at room temperature. Following additional wash steps, antibody binding was
detected by addition of 3,3',5,5'-Tetramethylbenzidine (TMB) substrate. The enzymatic reaction
was stopped with an equal volume of 2M H2SO04 and the well optical density was determined
using a platereader at wavelength 450 nm.

[0191] Once mice with a high antibody titer had been determined, cells were isolated
from the medial iliac lymph nodes and fused using polyethylene glycol with mouse myeloma
SP2 cells to generate hybridomas. Fused cells were seeded into 96-well plates and cultured in
hypoxanthine-aminopterin-thymidine (HAT) selection medium. Culture supernatants were
initially screened for Tau binding using the standard peptide and recombinant Tau ELISA assays
as detailed in the previous paragraph. To give an approximation of relative binding, culture
supernatant that was positive in the peptide ELISA and either recombinant protein, 2N4R or
IN3R, or both, were then evaluated in a competitive ELISA system. A96-well plate was coated
with 2N4R recombinant Tau, blocked and washed as before. At the primary antibody step,
culture supernatant was diluted 1 in 10 and incubated with different dilutions of free antigen
(2N4R Tau) for 1 hour at room temperature before addition to the plate. Once antibody/antigen
complexes were added to the plate, the protocol for the remainder of the assay was identical to
the standard ELISA procedure. Single cell clones were confirmed by serial dilution and

microscopy. The resulting final hybridomas were cryopreserved in serum free medium.

Antibody purification from hybridomas

[0192] Hybridomas were grown in Hybridoma-SFM (Life Technologies) media
containing 1% FBS, 1 ng/mL human IL-6 (R&D Systems) and Penicillin/Streptomycin. Cultures
were scaled up to 100 mL and supernatant was harvested when cells reached a high density and

were approximately 30% viable. Antibody was purified using Protein G columns, eluted with
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glycine/HCI, pH2.5 and immediately neutralized. Purified antibody was then dialyzed into 25
mM sodium phosphate (pH6.5) and 150 mM NaCl, aliquoted, and stored at -80 °C.
[0193] Hybridoma clones generating antibodies that recognized the original

immunization peptide and full length recombinant 2N4R Tau protein were produced (Table 2).

Example 2: Affinity of murine antibodies to recombinant monomeric Tau protein
expressed in E.coli

[0194] Kinetic analysis of the interaction of the anti-Tau mouse monoclonal antibodies
generated in Example 1 with human wild type Tau (2N4R) and the equivalent P301S mutant Tau
protein was conducted using a BIAcore™ T100 instrument. Recombinant human full length Tau
proteins were expressed in £.coli and then purified by Cellufine™ phosphate affinity
chromatography followed by ammonium sulfate precipitation and reverse phase HPLC
chromatography.

[0195] Purified antibodies from hybridomas were captured by protein A/G immobilized
on a CMS sensor chip (GE Healthcare). The wild type and P301S Tau proteins were then
injected onto the sensor chip at five different concentrations and the affinity (equilibrium
dissociation constant, Kp) was calculated according to the manufacturer’s instruction.

The results are shown in Table 2.

Table 2. Calculated affinity of seven anti-Tau mouse antibodies to 2N4R wild-type and
P301S mutant recombinant Tau proteins.

Antibody Isotype Wild type 2N4R P301S-2N4R Fold difference
Tau Kp (nM) Tau Kp (nM)

6B2 IgGl, k 1.3 108 83.1

8E5 IgG2b, k 0.39 335 8.6

4E6 IgGl, k 1.0 335 335

5D1 IgGl, k 0.9 10.1 11.2

1F1 IgG2a, k 0.41 1.42 353

5H7 IgG2a, k 0.61 38 6.2
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7G6 IgG2b, k 0.052 0.57 11.0

Example 3: Fine epitope mapping of the ms7G6 antibody

[0196] The recognition sequence of the murine 7G6 (“ms7G6” or “7G6”) antibody
against the full length wild type 2N4R human Tau protein sequence (Tau441) was fine epitope-
mapped using peptide chip microarrays.

[0197] All procedures were performed by PEPperPrint GmbH, Germany. The full
length 2N4R wild type human Tau sequence was elongated with a neutral GSGSGSG linker
sequence (SEQ ID NO: 188) at the C-terminus and translated into overlapping 15-mer peptides.
The resulting peptide microarray containing 441 different peptides was printed in duplicate onto
a glass chip along with 82 spots of an additional HA-tag control peptide (YPYDVPDYAG)
(SEQ ID NO: 189).

[0198] The ms7G6 anti-Tau antibody was diluted to a concentration of 1pg/mL in PBS
(pH 7.4) containing 0.05% Tween 20 and 10% Rockland blocking buffer (MB-070). The diluted
antibody was incubated on the chip for 16 hours at 4°C with shaking at 140 rpm. Primary
antibody was removed and the chip was washed in PBS (pH 7.4)/0.05% Tween 20. Wash buffer
was removed and goat anti-mouse IgG (H+L) DyLight™680 (1:5000) and an anti-HA tag
DyLight™ 800 (1:2000) in the same buffer as the primary antibody was then incubated for 45
minutes at room temperature on the chip. Detection antibody was removed and the chip was
washed once again as previously. Fluorescence images were acquired on the LI-COR
Odyssey™ Imaging System and the microarray data was finally analyzed using the PepSlide™
Analyser software.

[0199] The fluorescent image of the chip (Figure 3A) and resulting intensity plot
(Figure 3B) show that ms7G6 binds to two major sites on the full length Tau protein. It was also
found that the minimum required sequence for ms7G6 binding at both sites is HVPGG (SEQ ID
NO: 79) which is found at amino acid positions 299 to 303 (in the second repeat) and 362 to 366
(in the fourth repeat). Minor binding was observed at two additional sites: HQPGG (SEQ ID
NO: 183) at amino acid positions 268 to 272, and HKPGG (SEQ ID NO: 182) at positions 330 to
334. Calculation of average signal intensities demonstrated that the mouse 7G6 antibody showed

a 41-fold or 38-fold preference in binding to the HVPGG (SEQ ID NO: 79) site normally
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contained within the second repeat region of full length 4R Tau compared to the HQPGG (SEQ
ID NO: 183) (repeat region 1) or HKPGG (SEQ ID NO: 182) (repeat region 3) sequences,
respectively. Similarly, a 35-fold or 33-fold preference in binding to the HVPGG (SEQ ID NO:
79) site normally contained within the fourth repeat region of full length 4R Tau compared to the
HQPGG (SEQ ID NO: 183) (repeat region 1) or HKPGG (SEQ ID NO: 182) (repeat region 3)

sequences, respectively, was observed.

Example 4: 7G6 epitope substitution scanning

[0200] To determine the amino acid stringency of the epitope recognized by the ms7G6
antibody, substitution scanning of the naturally occurring Tau peptide sequence
IKDNIKHVPGGGSVQI'® (SEQ ID NO: 26) was performed. All procedures were undertaken
by PEPperPrint GmbH, Germany and were based upon an exchange of all positions in the
starting peptide with each of the 20 naturally-occurring amino acids.

[0201] Every possible 15-mer peptide was synthesized and printed in triplicate onto a
glass chip to give a microarray containing 900 peptide spots. Additional copies of the wild type
peptide as well as the HA-tag control peptide were also spotted onto the chip as controls. The
peptide chip was then probed with ms7G6 under the same conditions as described in Example 3
(Fine epitope mapping of the ms7G6 antibody) and the resulting data analyzed using the
PepSlide™ Analyser software (Figure 4 illustrating results with SEQ ID NOs: 38 to 78). The
substitution scanning showed that, within the peptide epitope of 'THVPGG’ (SEQ ID NO: 79),
antibody ms7G6 shows some flexibility in the second position with a number of possible
residues. There is also some binding when the 5™ amino acid (glycine) is substituted to either an
alanine or serine. The middle proline residue is needed for antibody binding and may not be
substituted with any other naturally-occurring amino acid. This amino acid can correspond to
the P301 residue (within amino acids 299 to 303 of Tau441, Uniprot accession number P10636-
8) which i1s commonly mutated to a serine or leucine residue to mimic human Tauopathy in a
number of preclinical in vitro and in vivo models. The substitution scanning data indicates that
the ms7G6 antibody preferentially recognizes the amino acid sequence HVPGG (SEQ ID NO:
79) binding site at amino acids 362 — 366 in the mutant P301S protein.
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Example 5: In vitro Tau aggregation

[0202] To determine whether the ms7G6 antibody could functionally inhibit Tau
aggregation in vitro, aggregation assays were performed with recombinant Tau protein.

[0203] Wild type or P301S mutant Tau protein was diluted to a concentration of 60 pM
in buffer containing 25 mM HEPES (pH 7.4), 100 mM NaCl and 0.5 mM TCEP in a final
volume of 20 pl. The mixture was heated in a thermal cycler at 98°C for 30 minutes and then
allowed to cool to room temperature. Mouse IgG2b control or ms7G6 antibodies were diluted to
a final concentration of 8.3 uM in 25 mM HEPES (pH7.4), 100 mM NaCl and HALT Protease
and Phosphatase inhibitors. Diluted antibodies or buffer controls were mixed with the Tau
proteins and incubated at 37°C for 30 minutes. To induce Tau aggregation, heparin was added to
each reaction to a 12 uM final concentration in a final volume of 100 ul. The final reaction
conditions were 12 uM Tau, 8.3 uM antibody, 0.1 mM TCEP and 12 uM Heparin in 25 mM
HEPES pH7.4/100 mM NaCl buffer. The final reaction mixtures were incubated at 37°C for at
least 6 days with sampling throughout to measure Tau aggregation.

[0204] The aggregation of Tau was measured on days O, 1, 2, 5 and 6 by removing 10
uL of the reaction mixture and placing into a 384-well, black-bottomed plate (Greiner).
Thioflavin S dye was added to each well to a final concentration of 15 uM, and the plate was
incubated at room temperature in the dark for 30 minutes. Fluorescence was measured on a
Pherastar™ platereader with excitation and emission wavelengths at 485 nm and 520 nm,
respectively.

[0205] As shown in Figures SA and 5B, the degree and rate of heparin-induced
aggregation was higher for the P301S Tau protein compared to the wild type. The ms7G6
antibody substantially reduced the aggregation of both P301S Tau and wild-type Tau in vitro
compared to IgG, as indicated by the lower amount of fluorescence generated. This suggests
that, even for the P301S protein, ms7G6 binding to residues 362-366 alone could inhibit

aggregation under these conditions.

Example 6: In vitro cell seeding model
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[0206] To determine whether ms7G6 or a humanized version known as 7G6-zuHC25-
zuLC18 (see Example 10) had an effect on cells, each antibody was tested in an in vitro cell-
based model of Tau seeding and aggregation.

[0207] The 2N4R isoform of human wild type Tau was expressed in E.coli and then
purified as previously described (Soeda ef al., Nat Commun. 2015, 6: 10216). Recombinant Tau
(40uM) was mixed with heparin (240 pg/mL) and incubated at 37°C for 48 to 96 hours in 100
mM sodium acetate, pH 7.0, containing 2 mM DTT. Aggregated Tau protein was collected by
ultracentrifugation and resuspended in 100 mM sodium acetate pH 7.0 or PBS. The solution was
then sonicated to produce the recombinant Tau seeds.

[0208] Neuro-2a (ATCC) cells were transfected in suspension with cDNA expression
plasmids encoding ON4R P301S Tau using Lipofectamine LTX (Thermo Fisher Scientific) and
plated at a density of 1.5 x 10* cells per well into a 96-well plate in DMEM medium containing
10% fetal bovine serum. Cells were left to attach overnight at 37°C prior to adding Tau seeds. In
parallel, various concentrations of anti-Tau antibodies were mixed with 1 pg/mL of Tau seed and
were also incubated overnight at 37°C. The following day, culture medium was removed and
medium containing the mixture of anti-Tau antibodies and seed were added. Plates were cultured
again overnight at 37°C.

[0209] Cells were fixed with a final concentration of 4% paraformaldehyde and
immunostained by H-150 (Santa Cruz Technology, sc-5587), thioflavin S (Sigma-Aldrich, T-
1892) and DAPI (Wako, 340-07971). Images were captured and analysed using the InCell
Analyzer 2200 and Toolbox.

[0210] As shown in Figures 6A, 6B, 6C, and 6D, a significant decrease in Thioflavin
S staining (aggregated Tau) was observed in response to both ms7G6 and 7G6-HCzu25-LCzul8
treatment. This indicates that both antibodies were able to block the Tau seeding effect in this

cell-based model under these assay conditions.
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Example 7: Efficacy in a preclinical in vivo model of Tauopathy by pre-incubating
recombinant P301S Tau seeds with antibodies

[0211] The effects of three new antibodies, including ms7G6, were tested in a short
term in vivo model of Tau deposition by pre-incubating the relevant antibodies with recombinant
P301S Tau seeds. The seeds with or without antibody were then injected into the brains of
P301S transgenic mice.

Intracerebroventricular (ICV) injection of Tau seeds

[0212] Pre-formed fibrillar (PFF) Tau was generated by mixing recombinant 2N4R
P301S Tau (40 uM) and heparin (240 ng/mL), followed by an incubation step at 37°C for 48 to
96 hours in 100 mM sodium acetate, pH7.0, containing 2 mM DTT. Aggregated Tau was
collected by ultracentrifugation and resuspended in 100 mM sodium acetate, pH7.0. The
resulting fibrils were sonicated and used as seeds for injection. Tau seeds at a concentration of
0.83 mg/mL were incubated with 1 mg/mL IgGi or 2 mg/mL anti-Tau antibody for 1 hour at
37°C. The Tau seeds/antibody mixtures, controls (i.e., Tau alone) or vehicle was injected into
the intracerebroventricular (ICV) zone of 2-3.5 months old P301S transgenic mice (MRC
Technology, United Kingdom). These mice overexpress human ON4R P301S Tau under the
control of the murine neuron-specific Thy-1 promoter on a CBAxC57/bl6 background.

[0213] It has been reported previously that these animals, if untreated, develop
widespread Tau pathology in the brain and spinal cord with significant motor deficits at 5 to 6
months of age (Allen et al., J Neurosci. 2002, 22(21):9340-51). In the current experiment using
younger P301S mice, animals were sacrificed two weeks after the ICV injection, brains were
removed, and the tissue region of interest collected. Tissue samples were then fractionated into
sarkosyl-soluble and insoluble Tau (Sahara et al., J Neurochem. 2002 Dec;83(6):1498-508) as
described below.

Extraction of sarkosyl-insoluble Tau from seed-injected P301S mouse brain

[0214] Tissue was homogenized in 19 volumes (tissue weight/volume) of extraction
buffer containing 50 mM Tris-HCI (pH7.5) (Invitrogen), 5 mM EDTA (Nippon Gene), | mM
EGTA (Nacalai Tesque), 1% NP-40 (Fluka), 0.25% deoxycholic acid sodium salt (Sigma
Aldrich), 0.1 M NaCl, 0.5 mM PMSF (Sigma Aldrich), 1 x PhosSTOP™ (Roche, Basel,
Schweiz), and 1x Complete EDTA(-) (Roche). Homogenates were centrifuged at 163,000 g at
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4°C for 20 minutes and the resulting supernatants were collected and retained as the Tris buffer-
soluble fraction. The pellet was resuspended in about 10 volumes (tissue weight/volume) of
buffer containing 10 mM Tris-HCI (pH7.5), 0.5 M NaCl, 1 mM EGTA, 10% sucrose (Wako
Pure Chemical), and 1% sarkosyl prior to sonication. Sarkosyl-treated samples were incubated
at 37°C for 60 minutes, and then centrifuged at 163,000 g at 4 °C for a further 20 minutes. The
supernatants were collected as the sarkosyl-soluble fraction. Finally, about 10 volumes of PBS
(Gibco) was added to the pellet which was then sonicated. This formed the sarkosyl-insoluble
fraction.

Detection of Sarkosyl-insoluble Tau by Western blotting

[0215] Sarkosyl-insoluble fractions were solubilized in NuPAGE™ LDS sample buffer
and NuPAGE™ sample reducing agent (Invitrogen), heated at 70°C for 10 minutes, and
separated using 12.5% polyacrylamide gels (DRC). Proteins were transferred to 0.2 um PVDF
membranes (Bio-Rad, Hercules, CA, USA) and blots were blocked in 2.5% skimmed milk
(Yukikirushi) in TBS (Takara) containing 0.05% Tween (Nacalai tesque) for 1 hour at room
temperature. After blocking, blots were probed with the human-specific monoclonal anti-Tau
antibody HT7 (1:1000 or 1:2000, Thermo Fisher Scientific, Waltham, MA, USA) in blocking
buffer for 1 hour at room temperature. The blots were washed in TBS-T for 30 minutes and then
incubated with HRP-conjugated anti-mouse IgG (1:2000, GE healthcare) for a further 1 hour at
room temperature. Secondary antibody was removed and blots were washed as described above.
Tau proteins were detected by chemiluminescent horseradish peroxidase (HRP) substrate (Merck
Millipore) and quantified using the Fusion FX (Vilber-Lourmat, France) analyzer. To determine
the amount of Tau, serial dilutions of standards Tau derived from the originating sarkosyl-
insoluble fraction of P301S spinal cord were loaded onto each gel.

[0216] As shown in Figure 7, pre-incubation of P301S seeds with ms7G6 but not
control IgG, 8ES or 1F1 showed a significant decrease in sarkosyl-insoluble Tau levels compared
with vehicle. This suggested that ms7G6 was a superior antibody in this paradigm compared to

the other anti-Tau antibodies generated.
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Example 8: Validation of the P301S seeding and transmission in vivo model

[0217] To determine whether any transmission from one brain region to another of
pathological Tau could occur in a rodent preclinical model, the same seeding experiment was
performed in P301S transgenic mice as described in Example 7 but with some modifications. In
this case, 20 pL of recombinant P301S Tau seeds at a concentration of 0.9 mg/mL was injected
ICV into the brains of 2.5 to 3 month old mice. Mice were sacrificed at either 2, 4 or 6 weeks
following the initial seed injection, brains were removed and both hippocampus and cortex were
retained. The sarkosyl-insoluble Tau was prepared and detected as described above.

[0218] As shown in Figure 8, a sharp increase in insoluble Tau levels was observed in
the hippocampus between 2 and 4 weeks post seed-injection but only low levels of insoluble Tau
was observed in the cortex at the same time point. However, between 4 and 6 weeks following
seed injection a greater increase of insoluble Tau was observed in the cortex compared with the
no-seed control group. This shows that, in this model, insoluble Tau can form in the

hippocampus, prior to the cortex, suggestive of a secondary transmission event.

Example 9: Effect of peripheral once weekly dosing of 7G6 in the P301S seed injection in
vivo model.

a) Experiment 1

[0219] The P301S Tau seed injection into P301S transgenic mice was performed as
described in Example 8 with minor modifications. About seven to about four hours prior to Tau
seed injection, mice received a dose of either 40 mg/kg IgG2b control antibody (BioXCell) or
ms7G6 antibody intraperitoneally. Each antibody was formulated in 25 mM phosphate buffer
(pHO6.5) with 150 mM NaCl. A vehicle treatment control group was also included which
received buffer alone. Following Tau seed injection into the brain, mice received further doses
of antibody or buffer once weekly for a period of 6 weeks. Animals were then sacrificed, brain

tissues isolated, and insoluble Tau was prepared and measured as described in Example 7.
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b) Experiment 2

An exact repeat of Experiment 1 (Example 9a) was performed.
c) Experiment 3

[0220] A repeat of Experiment 1 (Example 9a) was performed again except two dosing
levels of ms7Go6, 20 and 40 mg/kg, were administered and the animals were sacrificed 8 weeks
after seed injection rather than 6 weeks as in the previous two experiments.

[0221] As shown in Figures 9 and 10, these three experiments demonstrate that ms7G6
can cause a reduction in insoluble Tau levels in this seed injection model with P301S
recombinant Tau seeds in a P301S transgenic mouse. The reduction observed in the cortex
suggests that the antibody may slow pathological Tau transmission. It was ascertained in
example 4 that the ms7G6 antibody is unable to bind to the HVSGG sequence (SEQ ID NO:
184) (aa299-303) that is present in the P301S site of the mutant protein. Taken together, this
means that the in vivo effects of ms7G6 in this in vivo model are driven by the binding to Tau at

the remaining HVPGG (SEQ ID NO: 79) epitope within the fourth repeat region (aa362-366).

Example 10: Antibody Humanization

10A. Materials & Methods

10A.a. In silico modeling

[0222] Discovery Studio 4.5 was used to generate a molecular model of the ms7G6 Fv
region. The top 1 to 3 crystal structures with the most homologous protein sequences to the
ms7G6 variable heavy (VH) and variable kappa (VK) domains were used as a template for
generating twenty-five homology models using the “Create Homology Models” function. The
model with the lowest energy score was selected and the energy was first minimized for just the
hydrogens and then for all atoms. Framework residues differing between the mouse sequences
(HCzul and LCzul) were highlighted and those closest to the CDRs or at the VH/VK interface
were identified as residues that may be important for maintaining Tau binding by the CDRs or

for antibody stability, respectively. CDR residues differing between the mouse sequences
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(HCzul and LCzul) were highlighted and residues were identified that may be not important for
maintaining Tau binding by the CDRs.

10A.b. Gene synthesis and cloning

10A.b.1. InFusion™ cloning

[0223] Humanized heavy and light variable domains were codon-optimized for
expression in CHO cells and were synthesized by GeneArt. The variable domains were
synthesized with a Kozak translation initiation sequence and an Ig secretion leader sequence and
included 15 base-pairs at the 5” and 3’ ends homologous to the cloning site within the subcloning
vector. PCR fragments synthesized by GeneArt were subcloned into an expression plasmid
containing a human gamma or kappa constant region using an InFusion™ HD cloning kit

(Clontech). All clones were sequenced to confirm the presence and fidelity of the inserts.

10A.b.2. QuikChange™

[0224] Point mutations were made using Stratagene's QuikChange™ XL according to

the manufacturer’s protocol. All clones were sequenced to confirm the presence of the mutation.
10A.c. Cell Culture

10A.c.1. HEK transient mAb production

[0225] For each milliliter of 3x10° cells to be transfected with ExpiFectamine™
(Thermo), 333.3 ng HC plasmid and 333.3 ng LC plasmid were incubated for 5 -10 min in 50
uL Opti-MEM (Thermo). Likewise, 2.67 uL ExpiFectamine™ was incubated in 50 uL. Opti-
MEM. The ExpiFectamine™ solution was added to the DNA mixture and incubated for 20-30
min at room temperature. The DNA:ExpiFectamine™ mixture was added to the cells while
swirling and incubated at 37°C, 8% CO2, shaking at 125 rpm. The following day, 5 uL of
enhancer 1 and 50 uL of enhancer 2 per mL of cells were added to the transfection with
continued incubation for another 7-10 days. After 48-72 h, cells were fed at a final concentration
of 10 g/LL Yeastolate (BD Biosciences), S mM valeric acid (Sigma-Aldrich), and 1:100 CD Lipid

Concentrate (Thermo).
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10A.c.2. CHO transient mAb production

[0226] For each milliliter of 6x10° cells to be transfected with ExpiFectamine™ CHO
(Thermo), 500 ng HC plasmid and 500 ng LC plasmid was mixed in Opti-PRO™ (Thermo) in
40 uL total volume. Likewise, 3.2 uLL ExpiFectamine™ CHO was mixed in 36.8 uLL Opti-PRO.
The ExpiFectamine™ CHO solution was added to the DNA mixture and incubated for 1 - 5 min
at room temperature. The DNA:ExpiFectamine™ CHO mixture was added to the cells while
swirling and incubated at 37°C, 8% CO2, shaking at 125 rpm. The following day, 6 uL of
enhancer and 160 pL of feed per mL of cells were added to the transfection, and cells were
transferred to 32°C, 5% COz. At day 5, an additional 160 uL of feed per mL of cells was added.
At day 12 to 14, the supernatants were harvested.

10A.d. MADb purification

10A.d.1. Batch purification

[0227] Prosep™-vA High Capacity Protein A resin (Millipore) or CaptureSelect™
KappaSelect LC-kappa resin (Thermo) was equilibrated with DPBS, and 50 puLL were added to 2
mL of sample. Following incubation at room temperature for 1 hour, the medium and resin were
added to a filter plate and washed twice with 1 mL DPBS. The sample was eluted from the resin
by addition of 400 uL 0.1 M Glycine, pH 2.9 followed by centrifugation at 15,000 x g for 30 s.
The sample was neutralized with 20 uL. of 1 M Tris, pH 8.0. The samples were concentrated to
~ 100 uL by centrifugation at 15,000 x g for 5 minutes using 0.5 mL. Amicon™ Ultra, 10k cutoff
filters (Millipore) and were buffer-exchanged into DPBS using 0.5 mL Zeba™ desalting

columns, 7K MWCO, according to the manufacturer’s protocol.

10A.d.2. Column purification

[0228] Purification was performed using an AKTA Xpress purification platform (GE
Healthcare). Up to 1 L conditioned medium was loaded onto a 5 mL MabSelect™ SURE
column (GE Healthcare) equilibrated in 20 mM sodium phosphate, 150 mM NaCl, pH 7.0. The
column was washed extensively with equilibration buffer following loading until a stable
baseline was observed. Bound material was eluted using 100 mM glycine, pH 2.9. Eluted

material was immediately injected on to a 26/10 HiPrep desalting column (GE Healthcare)
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equilibrated in 1x phosphate-buffered saline (PBS) and eluted in the same buffer. Peak fractions
were pooled. The material was analyzed for protein content by BCA assay (Thermo) and purity

by reducing and non-reducing SDS-PAGE.

10A.e. 2N4R Tau-binding ELISA

[0229] A black Nunc MaxiSorp 96-well plate was coated with 2 ug/mL (unless
otherwise indicated) of recombinant wild-type 2N4R Tau in DPBS overnight at 4°C. The
following day the plate was aspirated and washed three times with Wash Buffer (PBS + 0.05%
Tween-20). The wells were incubated with Assay Buffer (1% w/v BSA [heat shock fraction,
Sigma], 0.05% Tween-20 [BioRad], DPBS) for 1 h at room temperature. The Assay Buffer was
aspirated and the wells were washed three times as above. Various concentrations of mAbs in
DPBS were added to each well for 1 hour at room temperature while shaking on a microtiter
plate shaker. Samples were aspirated and the wells were washed three times as above. HRP-
conjugated goat anti-mouse IgG (H+L) (JIRL 115-035-146), gt anti-hu IgG (H+L) (JIRL 109-
035-127), or Streptavidin-HRP (JIRL 016-030-084) was diluted 1:5000 in Assay Buffer and
added to the wells. Following incubation and shaking at room temperature for 1 hour, samples
were aspirated and the wells were washed three times as above. QuantaBlu (Thermo) was added
to each well and incubated for 15 min at room temperature. The relative fluorescence units
(RFU) were measured with the excitation and emission wavelengths set at 320 and 460 nm,

respectively, using a Spectramax™ MS plate reader (Molecular Devices).
10A.f. Surface plasmon resonance (SPR) binding analyses
10A.f.1. Anti-human/anti-mouse capture monomeric Tau-binding assay

10A.f.1.i. Chip preparation

[0230] All experiments were performed using a BIAcore™ T-100 instrument (GE
Healthcare). 10 uL anti-human IgG (monoclonal mouse anti-human Fc) from human antibody
capture kit (GE Healthcare) was diluted to 25 pL/mL in 200 pL final immobilization buffer (10
mM sodium acetate, pH 5.0). The flow rate was set to 5 uL/min, flowpath 1. Fifty pL N-
hydroxysuccinamide (NHS) and 50 pL 1-ethyl-3-(3-dimethylaminopropyl) carbidiimide (EDC)
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were mixed and injected for 420 sec to activate the CMS5 chip surface. The diluted antibody was
injected for 360 seconds followed by 1 M ethanolamine for 420 seconds. The flowpath was then
switched to flowpath 2. A new EDC/NHS mixture was prepared and the procedure was repeated
for flow cell 2. The surface was conditioned by 2 injections of 30 sec using flowpath 1,2 at 30
uL/min of 3M MgClz. For the anti-mouse surface, 10 uL anti-mouse IgG (polyclonal rabbit
anti-mouse IgG) from mouse antibody capture kit (GE Healthcare) was diluted to 30 uL/mL in
324 uL final immobilization buffer (10 mM sodium acetate, pH 5.0). The flow rate was set to 5
uL/min, flowpath 3. Fifty L. NHS and 50 uL EDC were mixed and injected for 420 sec to
activate the chip surface. The diluted antibody was injected for 420 sec. 1 M ethanolamine was
injected for 420 sec. Flow path was switched to flowpath 4. A new EDC/NHS mixture was
prepared and the procedure was repeated for flow cell 4. The surface was conditioned by 2
injections of 30 sec using flowpath 3,4 at 30 pL/min of 10 mM glycine, pH 1.7.

Final immobilization levels were:

Flow cell 1 — 10,000 RU (anti-human)

Flow cell 2 — 10,092 RU (anti-human)

Flow cell 3 — 11,824 RU (anti-mouse)

Flow cell 4 — 11,216 RU (anti-mouse)

10A.f.1.ii. Binding assay

[0231] The running buffer used for the binding assay was PBS-P+/0.2% BSA. All
antibodies were diluted to 1 pg/mL in PBS-P+/0.2% BSA (same preparation as used for running
buffer), centrifuged at 14,000g for 5 min at room temperature, and the supernatant was
transferred to a new tube. Analyte (Tau monomer 2N4R wt, 2.15 mg/mL, 47 uM) was diluted to
100 nM in PBS-P+/0.2% BSA, centrifuged at 14,000g for 5 min at room temperature, and the
supernatant transferred to a new tube. 100 nM solution was serially-diluted 5-fold into PBS-
P+/0.2% BSA. Final concentrations were 100 nM, 20 nM, 4 nM, 0.8 nM, 0.16 nM, 0.032 nM,
and O nM. Humanized antibodies were captured on flow cell 2 at a flow rate of 10 uL./min for a
contact time of 60 sec. Murine antibodies were captured on flow cell 4 at a flow rate of 10
uL/min for a contact time of 60 sec. Dilutions of Tau protein were injected over all 4 flow cells

at a flow rate of 30 uL/min for a contact time of 240 sec. Dissociation was followed for 900 sec.
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Following each cycle, surface was regenerated by a 30 sec injection (flowpath 1,2) at 30 uL/min
of 3M MgCl, a 30 sec injection (flowpath 3,4) at 30 pL/min of 10 mM glycine, pH 1.7, a 30 sec
injection (flowpath 1,2) at 30 pL/min of 3 M MgCl», followed by two 30-sec injections
(flowpath 3,4) at 30 pL/min of 10 mM glycine, pH 1.7. After the run, data collected was fitted
to a steady-state binding model using all concentrations using BIAEvaluations. Kinetic data
fitting was performed using a 1:1 Langmuir model, excluding the 100 nM trace (inclusion of 100
nM trace resulted in unacceptably high X2 values). A subset of antibody binding data was also

analyzed using a 2-state model.
10A.f.2. Anti-human capture monomeric Tau-binding assay

10A.£.2.i. Chip preparation

[0232] Chip preparation was performed using a BIAcore™ T-100 instrument. Chip
preparation was performed using the method wizard for immobilization. Running buffer was
HBS-P+. Fifteen uL anti-human IgG (monoclonal mouse anti-human Fc) from human antibody
capture kit (GE Healthcare) was diluted to 25 pL/mL in 300 pL final immobilization buffer (10
mM sodium acetate, pH 5.0). The flow rate was set to 5 pL/min. Immobilization was performed
on all four flow cells with a ligand contact time of 360 sec. The surface was conditioned by two
injections of 30 sec using flowpath 1,2, 3, 4 at 30 pL/min of 3 M MgCl..

Final immobilization levels were:

Flow cell 1 — 7341 RU

Flow cell 2 — 7683 RU

Flow cell 3 — 7530 RU

Flow cell 4 — 6303 RU

10A.£.2.ii. Binding assay
[0233] Binding experiments were performed using a BIOcore™ T-100 instrument or a
T-200 instrument. Running buffer used for the binding assay was PBS-P+/0.2% BSA. All
antibodies were diluted to 2 pg/mL in PBS-P+/0.2% BSA (the same preparation as used for the
running buffer), centrifuged at 14,000g for 5 min at room temperature, and the supernatant

transferred to new tube. Analyte (Tau monomer 2N4R wt, 2.15 mg/mL, 47 uM) was diluted to
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100 nM in PBS-P+/0.2% BSA, centrifuged at 14,000g for 5 min at room temperature, and the
supernatant transferred to a new tube. 100 nM solution was serially-diluted 5-fold into PBS-
P+/0.2% BSA. Final concentrations were 100 nM, 20 nM, 4 nM, 0.8 nM, 0.16 nM, 0.032 nM,
and 0 nM. Humanized antibodies were captured on flow cells 2, 3, and 4 sequentially at a flow
rate of 10 uL/min for a contact time of 60 sec. Dilutions of Tau protein were injected over all 4
flow cells at a flow rate of 30 uL/min for a contact time of 240 sec. Dissociation was followed
for 900 sec. Following each cycle, the surface was regenerated by two sequential injections of
30 sec at 30 uL/min of 3 M MgCl: over all four flow cells. After the run, kinetic data fitting was
performed using a 1:1 Langmuir model, excluding the 100 nM trace (inclusion of 100 nM trace

resulted in unacceptably high X2 values).
10A.£f.3. Streptavidin capture monomeric Tau-binding assay

10A.£.3.i. Antibody preparation

[0234] 400 pg of each antibody was diluted to 2 mg/mL and buffer-exchanged into 0.1
M sodium bicarbonate, pH 8.3 using 0.5 mL Zeba™ 40 kDa MWCO desalting columns
(Thermo). NHS-PEG4-biotin, prepared immediately before use by dissolving in water to a 20
mM final stock concentration, was added to antibodies at a 5:1 molar ratio (biotin:-MAb) and
conjugated for 1 hr at room temperature. Excess biotin was removed by two sequential buffer
exchanges into 1x DPBS using 0.5 mL Zeba™ 40 kDa MWCO desalting columns. For the
BIAcore™ assay, antibodies were diluted to 2 pg/mL in PBS-P+/0.2% BSA (the same
preparation used for the running buffer), centrifuged at 14,000g for 5 min at room temperature,
and the supernatant transferred to a new tube. Injection time was subsequently determined for
each antibody to achieve a capture level of ~ 225 RU.

[0235] Wild-type 2N4R Tau protein (2.15 mg/mL, 47 uM) was diluted to 100 nM in
PBS-P+/0.2% BSA, centrifuged at 14,000g for 5 min at room temperature, and supernatant
transferred to a new tube. 20 nM solution was serially-diluted 5-fold into PBS-P+/0.2% BSA.
Final concentrations were 20 nM, 4 nM, 0.8 nM, 0.16 nM, and 0 nM.
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10A.£.3.ii. Binding assay

[0236] The biosensor chip used was a CAP chip from the biotin CAPture™ kit (GE
Healthcare, cat 28-9202-34). All experiments were performed using a T-100 instrument. CAP
reagent was immobilized on all four flow cells (flowpath 1,2,3,4) at a flow rate of 2 pL/min for 5
min (final streptavidin level was ~ 3500 RU). Biotinylated humanized antibodies, biotinylated
chimeric 7G6, or biotinylated murine ms7G6 were captured on flow cells 2, 3, and 4 sequentially
at a flow rate of 10 uL/min for a contact time of 80 sec to 146 sec (biotinylated chimeric
antibody contact time was 240 sec). Dilutions of Tau protein were injected over all four flow
cells at a flow rate of 30 uL/min for a contact time of 180 sec in sequence from 0 nM to 20 nM.
Following the last injection (20 nM Tau), dissociation was followed for 900 sec. After each
cycle, the surface was regenerated by one injection of 120 sec 10 pL/min of 6 M Guanidine HCI,
0.25 M NaOH over all four flow cells. Samples were assayed in duplicate, except for murine
7G6 and 7G6-zuHC25-zulLC18, which were analyzed in duplicate on two separate flow cells
(total of 4 analyses for each). After the run, kinetic data fitting was performed using a 1:1

Langmuir model using single cycle kinetics.

10A.g. Size exclusion chromatography-high performance liquid chromatography (SEC-
HPLC)

[0237] SEC-HPLC was performed on an Agilent 1260 quaternary pump HPLC system
equipped with an AdvanceBio™ SEC 300A, 2.7 um, 4.6 mm ID x 50 mm guard column, and
AdvanceBio™ SEC 300A, 2.7 um, 4.6 mm ID x 300 mm column (Agilent). The isocratic flow
of a mobile phase consisting of 0.1 M sodium phosphate (pH 6.5) was at 0.35 mL/min. The
separation was conducted at ambient temperature. The column effluent was monitored at 280
nm. Fifty ug of sample (10 uL. of 5 mg/mL sample) was injected for each run; each sample was
analyzed twice. Peak integration was performed using Agilent OpenLAB software. Retention
time, peak height, peak area, peak width, and peak symmetry were reported. The percentage of

aggregates and monomers were calculated based on the peak area.
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10A.h. Differential Scanning Calorimetry (DSC) analysis

[0238] VP Capillary Differential Scanning Calorimeter (VP-CapDSC; MicroCal, VP-
CapDSC, s/n 12-07-149 with Origin-7 graphing and MicroCal VP-Capillary DSC Software
v.2.0) was used to decipher and compare the higher order structure and thermal stability of
various F(ab’)2 fragments and controls. Samples were allowed to acclimate to ambient
temperature for 30 minutes, followed by vortexing. The entire sample (0.4 — 0.5 mL) was added
to appropriate wells of an assay plate (Microliter Analytical Supply, 96 well, 500 uL, round well
and bottom, cat # 07-2100; Sun Suri plate cover cat # 300-005). 0.5 mL of 20% Contrad solution
and 0.5 mL water were added to the appropriate wells of the assay plate. Sealed plates were
placed into an auto-sampler at 10°C.

[0239] The run was programmed and initiated using the following assay parameters:

DSC Controls:

Start Temperature = 25°C

Final Temperature = 100°C

Scan Rate = 100°C/Hr

Number of Rescans = 0

Rescan Cooling Rate = EXP
Pre-scan Thermostat = 10 Minutes
Post-scan Thermostat = 5 Minutes
Post-Cycle Thermostat = 25°C
Filtering Period = 10 Seconds
Autofill Cells at = 30°C
Feedback Mode/Gain = None

Unique Scans

Sample Parameters:

Concentration = mM

File Parameters = Auto #

Rinse Station = select Wash 2 (So will Wash 2 (1xPBS) then Wash 1 (Water))
Thermostat Control Set Point = 25°C
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Pulse Control:

Pulse Size =-3

Duration = 600

Pulse Off

Y-Axis Scale Units = mCal/Minute

Clean in-line with Contrad/Contrad at 25-70°C, 100°C/Hour followed by two
Buffer/Buffer injections.

10B. Results

10B.a. IGHV1/IGKV2 humanization

10B.a.1 7G6 in silico modelling

[0240] The human germline variable domain protein sequences most homologous to
mouse ms7G6 mAb were retrieved using BLAST at http://www.ncbi.nlm.nih.gov/igblast/ and
http://www.imgt.org/3Dstructure-DB/cgi/DomainGapAlign.cgi. IGHV1-46*03 and IGKV2-
30*02 variable domain families were the most homologous sequences to ms7G6 (Figure 11).
Mouse framework sequences were replaced with the closest homologous human germline
sequences to generate CDR-grafted humanized variants.

[0241] The mouse and CDR-grafted sequences were used to generate in silico models
of the variable domains. The theoretical structure of the mouse and humanized models were
superimposed, and residues in close proximity to the CDRs were analyzed for potential structural
influence on the overall structure of the CDR loops. While most of the differing residues were
not located at the dimer interface or were distal to the CDRs, several residues were found to be in
close proximity (within 5 A) of the CDRs.

[0242] In the Vi domain, the hydroxyl group in mouse Tyr36 formed a potential
hydrogen bond with Trp100 in CDRH3. The human Phe36 loses this hydrogen bond, which may
affect the structural integrity of CDRH3. Human Arg46 is much bulkier than the mouse Leu46,
and Arg46 may sterically hinder proper folding of the CDRs. Similarly, in the Vh domain,
position 71 was positioned against the CDRs. The human Arg71 may sterically hinder proper
folding of the CDRs compared to the mouse Val71. The human Val78 was positioned similarly
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and 1s bulkier than the mouse Ala78. Therefore Val78 may, but was unlikely to, affect the
integrity of the CDRs.

[0243] The mouse ms7G6 antibody contained two unpaired cysteines that may be
problematic in the development of the mAb due to the presence of free thiols which could
contribute to product aggregation, oxidation, cysteinylation, or glutathionylation. One Cys was
located at position 57 in CDRH2 and the second was at position 49 in FWRL2.

[0244] The Kabat definition of CDRH2 extends 8 C-terminal amino acids longer than
the IMGT definition. The latter 8 amino acids were analyzed for their proximity and potential
contribution to antigen binding. AsnS58 was within the potential antigen binding site at the
potential CDR-antigen interface at the top of the variable domains. Residues 60, 61, 64, and 65
differing between mouse and the human germline sequence were outside of the potential antigen
binding site and were not likely to directly contact the antigen or provide structural support for

proper CDR folding,

10B.a.2. Humanized Vh1 and Vk2 variants and analysis for Tau binding by ELISA

[0245] A series of humanized mutants were generated using the germline variable
domain Vhl and V2 families to evaluate the importance of mouse residues at the positions
predicted by in silico modeling to be important for CDR-antigen interactions (Figure 12).
Humanized and mouse 7G6 residues were analyzed at Vh positions 60, 61, 64, 65, 71, and 78 in
various combinations (7G6-HCzul-4), as well as the C57S mutation (7G6-HCzu$5).
Combinations of human and mouse residues at positions 36, 46, and 49 in ms7G6 Vk were also
analyzed (7G6-LCzul-5) as well as the C49S mutation (7G6-LCzu6). MAbs were expressed in
a matrix format whereby every combination of humanized HCs and LCs were cotransfected,
except 7G6-HCzu5 was only coexpressed with 7G6-L.Czu2 and 7G6-LCzu6 was only
coexpressed with 7G6-HCzu3.

[0246] To test direct binding to Tau, 2N4R Tau was coated on 96-well plates and
various concentrations of humanized mAbs were added to the wells. MAbs bound to Tau were
detected with either an HRP-conjugated anti-mouse antibody (mouse [ms]7G6) or anti-human
antibody (remaining samples). Samples were incubated for 1 h at room temperature in 96-well

plates coated with 2N4R Tau. Following washing, HRP-conjugated anti-mouse or anti-human
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detection antibodies were added to the wells. The anti-mouse antibody was used to detect
ms7G6. The amount of HRP activity in each well was measured by QuantaBlu fluorescent
substrate and the RFUs were detected by a SpectraMax M5 plate reader.

[0247] Data from the samples, grouped according to the LC variant, except the cysteine
mutants which are grouped on the bottom-most graph, is shown in Figures 13A-13F. Amongst
all of the 7G6 HC and LC variants, there was little difference in Tau binding (Figures 13A-F;
Table 3). Although ms7G6 showed better binding than the humanized variants, it should be
noted that this result may be misleading due to the differing detection antibodies between the
mouse and human samples. mAb2 corresponds to non-Tau-binding control IgG antibody.

Table 3. EC50s” of humanized 7G6 Vh1/V«2 variants binding Tau

Ab EC50
7G6-HCzul-LCzul | 119.2
7G6-HCzu2-LCzul | 104.7
7G6-HCzu3-LCzul | 131.4
7G6-HCzud4-LCzul | 184.7
7G6-HCzul-LCzu2 | 133.1
7G6-HCzu2-LCzu2 | 208.9
7G6-HCzu3-LCzu2 | 171.6
7G6-HCzud4-LCzu2 | 168.2
7G6-HCzul-LCzu3 | 164.9
7G6-HCzu2-LCzu3 | 152.3
7G6-HCzu3-LCzu3 | 188.9
7G6-HCzu4-L.Czu3 | 176.5
7G6-HCzul-LCzu4 | 191.7
7G6-HCzu2-LCzu4 | 226.9
7G6-HCzu3-LCzu4 | 253
7G6-HCzu4-LCzu4 | 282.6
7G6-HCzul-LCzu5 | 167.1
7G6-HCzu2-LCzu5 | 186.9
7G6-HCzu3-LCzu5 | 183.6
7G6-HCzud4-LCzu5 | 199.4
7G6-HCzu5-LCzu2 | 147
7G6-HCzu5-LCzu2 | 154.2
7G6-HCzu3-LCzu6 | 135
ms7G6 34.36
*The EC50s were determined by fitting a non-linear

regression curve in GraphPad Prism 6.05.
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[0248] To reduce any potential immunogenicity, another series of mutants was
generated with increasing numbers of human residues (7G6-HCzu6, 7G6-HCzu 7, and 7G6-
HCzu 8; Figure 12). Since Vh Ser57 showed little difference in binding to Cys57, most of the
mutants contained SerS7. To further confirm that serine was a viable substitution for cysteine at
position 57, two mutant pairs differing at only position 57 were generated (7G6-HCzu7 and 7G6-
HCzu9 and 7G6-HCzu8 and 7G6-HCzul0, Figure 12).

[0249] All Vi variants were engineered with Ser49, except 7G6-LCzul0 which was
made to determine whether the human residue Tyr49 was a viable substitute for Cys49. 7Go6-
LCzu7 was analogous to 7G6-LCzul and 7G6-LCzu3 except with Ser49. 7G6-LCzu2l was
analogous to 7G6-LCzu5 and 7G6-LCzu22 was analogous to 7G6-LCzu4, again with Ser49.
7G6-LCzu8 had a valine at position 30 to determine whether the human residue at this position
retained Tau binding. Position 34 was somewhat buried in the structure and it was possible it did
not contribute to antigen binding, therefore the human residue Asn34 at the end of CDRL1 was
engineered into 7G6-LCzu9. All HC variants were coexpressed with 7G6-LCzu6 and all LC
variants were coexpressed with 7G6-HCzu5.

[0250] Tau binding was analyzed by a direct ELISA as above. Samples were incubated
for 1 hour at room temperature in 96-well plates coated with wild-type 2N4R Tau. After a wash
step, HRP-conjugated anti-mouse or anti-human detection antibodies were added to the wells.
The anti-mouse antibody was used to detect ms7G6. The amount of HRP activity in each well
was measured by QuantaBlu fluorescent substrate and the RFUs were detected by a SpectraMax
MS plate reader. A majority of the mAbs showed little difference in Tau binding in a direct
ELISA assay (Figure 14; Table 4). The notable exception was LCzu9 which exhibited no
binding, even at the highest concentrations. Therefore, Vi Glu34 was critical for antigen
binding. In addition, LCzu22 showed reduced binding; Vk Tyr36 in combination with Arg46
resulted in disruption of the antigen binding site.

Table 4. EC50s” of humanized 7G6 Vh1/Vi2 variants binding Tau

EC50
7G6-HCzu5-LCzub 299 8
7G6-HCzu6-L.Czub 320.9
7G6-HCzu7-LCzub 270.3
7G6-HCzu8-LCzub 256.5
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7G6-HCzu9-LCzub 2504
7G6-HCzul0-LCzub 2777
7G6-HCzu5-L.Czu7 212.1
7G6-HCzu5-LCzu8 221

7G6-HCzu5-LCzu9 NB

7G6-HCzu5-LCzul0 209.6
7G6-HCzu5-LCzu21 301.5
7G6-HCzu5-LCzu22 313.9
ms7G6 86.33

*The EC50s were determined by fitting a non-linear
regression curve in GraphPad Prism 6.05. NB (no

binding) indicates little to no binding to Tau.

[0251] Binding of humanized and mouse antibodies were analyzed by surface plasmon
resonance (BIAcore™) to determine their relative association rates (ka), dissociation rates (ka),
and equilibrium binding constants (Kp). Anti-mouse or anti-human antibodies were immobilized
on a CMS5 chip and sample mAbs were captured on the chip. 2N4R Tau was flowed over the
chip and binding observed. The binding constants ka, kd, and Kp were determined using a 1:1
Langmuir fitting model. Antibody ms7G6 derived from hybridoma or IgG2a or IgG2b
recombinant material showed no difference in the association or dissociation rates (Table 5).
Among the 7G6 HC variants, there were only slight differences, and the cysteine to serine
mutations did not affect Tau binding. 7G6-LCzu2, LCzu6, LCzu7, LCzu8, and LCzu21 bound
Tau similarly, demonstrating that the amino acids differing between these mAbs had little impact
on binding. The humanized samples demonstrated better binding to Tau than the mouse mAbs,
but this was most likely due to the necessity of using different capture antibodies in this assay
format.

Table 5. BIAcore™ analysis of mouse and humanized Vh1/V«2

MAb Species/Isotype | ka ka Kb

(x10° Mlsec) | (x103 sec’) | (nM)
7G6-HCzul-1L.Czul human/IgGl 25.70 0.519 0.202
7G6-HCzu2-1.Czul human/IgGl 28.30 0.640 0.226
7G6-HCzu3-1.Czul human/IgGl 27.70 0.856 0.309
7G6-HCzu4-1.Czul human/IgGl 35.70 0.847 0.237
7G6-HCzul-L.Czu2 human/IgGl 22.00 0.241 0.110
7G6-HCzu2-1.Czu2 human/IgGl 21.20 0.214 0.101
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7G6-HCzu3-L.Czu2 human/IgGl 20.00 0.242 0.121
7G6-HCzu4-1.Czu2 human/IgGl 20.00 0.242 0.121
7G6-HCzuS5-1L.Czu2 human/IgGl 18.60 0.237 0.127
7G6-HCzu3-L.Czub human/IgGl 19.00 0.227 0.120
7G6-HCzuS5-L.Czub human/IgGl 21.4 0.206 0.0961
7G6-HCzu6-L.Czu6 human/IgGl 221 0.213 0.0961
7G6-HCzu7-L.Czu6 human/IgGl 20.8 0.226 0.109
7G6-HCzu8-L.Czu6 human/IgGl 21.7 0.21 0.0968
7G6-HCzu9-L.Czu6 human/IgGl 20.6 0.193 0.0938
7G6-HCzul0-LCzu6 human/IgGl 19.8 0.213 0.108
7G6-HCzuS5-L.Czu7 human/IgGl 314 0.304 0.0968
7G6-HCzu5-1.Czu8 human/IgGl 36 0.298 0.0828
7G6-HCzu5-LCzu9 human/IgGl no binding no binding no binding
7G6-HCzuS5-L.Czul0 human/IgGl 327 0.53 0.162
7G6-HCzu5-1.Czu21 human/IgGl 293 0.278 0.095
7G6-HCzuS5-1L.Czu22 human/IgGl 18.8 2.77 1.48
Hybridoma ms7G6 mouse/IgG2b | 4.64 1.533 3.305
recombinant ms7G6 mouse/IgG2b | 3.73 1.556 4.170
recombinant ms7G6 mouse/IgG2a 5.49 1.497 2.725

[0252] These data, along with the data from ELISA assay, demonstrated the

requirement for 7G6 Vk Glu34 and the detrimental combination of 7G6 Vi Tyr36 and Arg46.
7G6 Vi residues Tyr36 and Leud46 in LCzu6 were slightly favored over the human Phe36 and
Argd6 residues in 7G6-LCzu7 and 7G6-LCzu8, but retaining the human residues at these
positions outweighed the minor reduction in the ka. The human Vk Tyr57 in 7G6-LCzul0 had a

significant impact on the kq.

10B.a.3. SDS-PAGE analysis of HC/LC stability for Vh1 and Vk2 variants

[0253] Two micrograms of each mAb were mixed with 4x NuPAGE™ LDS Sample
Buffer and separated non-reduced on a 4-12% Bis-Tris SDS-PAGE gel in MOPS buffer. Gels
were stained with InstantBlue™ and destained in water. All mAbs with Cys49 in the LC (7G6-
LCzu2, 7G6-LCzu3, 7G6-LCzu4, and 7G6-LCzuS) were not stable, and under non-reducing
conditions, HC-HC-LC trimers, HC-HC dimers, and free LC were separated by SDS-PAGE
(Figure 15). 7G6-LCzu2 had fewer lower molecular weight species, likely due to this Vi

having two additional mouse residues, Tyr36 and Leu46, stabilizing the Vh-Vk interaction.
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7G6-LCzu3, 7G6-LCzu4, and 7G6-LCzu5 had one or both of these residues changed to the
human Phe36 and/or Arg46. The least stable mAbs were the LCzu3 variants with both human
residues. 7G6-LCzu7, 7G6-LCzu8, 7G6-LCzu9, and 7G6-LCzu22 had a small amount of free
light chain, suggesting the HC and LC interaction in these samples may not be optimal, resulting
in a small amount of antibodies not forming the HC-LC interchain disulfide bond. As with 7G6-
LCzu3, these LC variants have human residues at one or both positions 36 and 46. 7G6-LCzul0
and 7G6-LCzu21 also have human residues at these positions, but no free LC was seen, possibly

a result of incomplete staining by the InstantBlue™ stain.

10B.b IGHV3/IGKV1 humanization

10B.b.1 Humanized Vh3 and Vk1 variants and analysis for Tau binding by ELISA

[0254] The humanized 7G6 variants discussed above utilized the human germline
variable domain families IGHV1 and IGKV2 chosen based on their similarity to ms7Go6.
However, these families are underrepresented in the human population, thereby increasing the
chance the humanized variants would be immunogenic in patients (Brezinschek HP, Foster SJ,
Dorner T, Brezinschek RI, Lipsky PE. Pairing of variable heavy and variable kappa chains in
individual naive and memory B cells. J Immunol. 1998 May 15;160(10):4762-7; Jayaram N,
Bhowmick P, Martin AC. Germline Vh/VK pairing in antibodies. Protein Eng Des Sel. 2012
Oct;25(10):523-9; Tiller T, Schuster I, Deppe D, Siegers K, Strohner R, Herrmann T, Berenguer
M, Poujol D, Stehle J, Stark Y, HeBling M, Daubert D, Felderer K, Kaden S, Koélln J,
Enzelberger M, Urlinger S. A fully synthetic human Fab antibody library based on fixed Vh/VK
framework pairings with favorable biophysical properties. MAbs. 2013 May-Jun;5(3):445-70).
Therefore the ms7G6 CDRs were grafted onto the more common IGHV3 and IGKV1 families
(Figure 16).

[0255] The aforementioned in silico model of ms7G6 was analyzed as above for human
residues in close proximity (5 A) of the CDRs. Human residues in Vh at positions 49, 71, 76, 78,
and 94 and in Vk at positions 2 and 57 were 1dentified as potential critical framework residues.

Two humanized variants of the Vh and Vk were generated, one with all human framework
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residues (7G6-HCzul1; 7G6-LCzull) and one with potentially critical residues back-mutated
(7G6-HCzul12; 7G6-HCzu12) (Figure 17). Both HCs were coexpressed with both LCs.

[0256] 2N4R Tau was coated on 96-well plates and various concentrations of
humanized mAbs were added to the wells as above. MAbs bound to Tau were detected with
either an HRP-conjugated anti-mouse antibody (ms7G6) or anti-human antibody (remaining
samples). All humanized mAbs bound similarly to Tau, but the 7G6-HCzul2-LCzul2 mAb had
the lowest EC50 (Figure 18 & Table 6). Both mouse mAbs showed better binding than the
humanized variants, possibly due to the different detection antibodies used between the mouse
and human samples. These data suggest that at least some of the human residues in proximity to

the CDRs negatively affect antigen binding.

Table 6. EC50s of humanized 7G6Vh1/V«2 variants binding Tau

Ab ECS50
ms7G6 89.88
7G6-HCzul1-LCzull 245.9
7G6-HCzul1-LCzul2 284.2
7G6-HCzul2-LCzull 2184
7G6-HCzul12-LCzul2 153.4

The EC50s were determined by fitting a non-linear regression curve in GraphPad Prism 6.05.

[0257] To reduce potential immunogenicity, another series of mutants was generated
with increasing numbers human residues. Residues in the C-terminal half of CDRH2 had little
impact on Tau binding in Vhl-based variant 7G6-HCzu4. Therefore, these residues were
changed to the Vh3 germline residues in 7G6-HCzul3, 7G6-HCzul4, 7G6-HCzul9 and 7G6-
HCzu20 (Figure 17). Variants of 7G6-HCzul2 were made such that mouse residues were
replaced with human in order of probable increasing importance on antigen binding, based on the
in silico ms7G6 model. For instance, the sidechain of Ser76 was on a loop facing away from the
CDRs and was the least likely residue to impact the CDR-antigen interaction. Therefore it was
the first residue to be changed to human residue Asn76 in 7G6-HCzul5. Residue 49 was
mutated next (7G6-HCzul6), then 78 (7G6-HCzul7), 71 (7G6-HCzul8), and finally 94 (7G6-
HCzu20).
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[0258] With little difference between 7G6-LCzull and 7G6-LCzul2, it was expected
that human residues at positions 2 and 57 would have little impact on antigen binding.
Therefore, each of these was mutated one at a time. For position 57, tyrosine and serine
substitutions were analyzed. A valine at position 30 was introduced in 7G6-L.Czul 6 and 7G6-
LCzul7. The human residue Asn34 at the end of CDRL1 was engineered into 7G6-LCzul7. All
HC variants were coexpressed with 7G6-LCzul2 and all LC variants were coexpressed with
7G6-HCzul?2.

[0259] A majority of the mAbs showed little difference in Tau binding in a direct
ELISA assay (Figure 19 & Table 7). The notable exception was LCzul 7 which exhibited no
binding, even at the highest concentrations. Therefore, Vi Glu34 was critical for antigen

binding.

Table 7. EC50s of humanized 7G6Vh1/V«2 variants binding Tau

Ab EC50
7G6-HCzul2-LCzul2 283.4
7G6-HCzul3-LCzul2 320.1
7G6-HCzul4-LCzul2 335.1
7G6-HCzul 5-LCzul2 358
7G6-HCzul6-LCzul2 313.1
7G6-HCzul7-LCzul2 341.6
7G6-HCzul8-LCzul2 278.4
7G6-HCzul9-LCzul2 216.4
7G6-HCzu20-LCzul2 317.2
7G6-HCzul2-LCzul3 263.3
7G6-HCzul2-LCzul4 248.6
7G6-HCzul2-LCzul5 287.6
7G6-HCzul2-LCzul6 328.8
7G6-HCzul2-LCzul7 NB
ms7G6 86.33
The EC50s were determined by fitting a non-linear
regression curve in GraphPad Prism 6.05. NB (no binding)
indicates little to no binding to Tau.
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10B.b.2 BIAcore™ analysis of Tau affinity for Vh3 and Vk1 variants

[0260] Binding of humanized and mouse antibodies were analyzed by BIAcore™ to
determine their relative association rates (ka), dissociation rates (kd), and equilibrium binding
constants (Kp). Anti-mouse or anti-human antibodies were immobilized on a CMS5 chip and
sample mAbs were captured on the chip. 2N4R Tau was flowed over the chip and binding
observed. The binding constants ka, kd, and Kp were determined using a 1:1 Langmuir fitting
model. Both 7G6-HCzul2-based mAbs had similar ka and ka values (Table 8). However, the ka
of 7G6-HCzul1 was decreased, though the ka was unaffected. Therefore, human residues in the
Vh3 framework impact binding to Tau. As with the ELISA assay, 7G6-LCzul7 did not bind
Tau. The difference in ka between 7G6-HCzul2, 7G6-HCzu13, and 7G6-HCzul4 suggests the
CDRH2 C-terminal human residues have a negative impact on antigen binding. The decrease in
ka was not observed for 7G6-HCzul9 and 7G6-HCzu20 which also have human residues in the
region; however, these mAbs had a decrease in ka. 7G6-HCzul5 did not bind to the chip very
well, and the data from this mAb were questionable. While no specific data on the single S7T6N
mutation was available, the ki and kg values for 7G6-HCzul6, 7G6-HCzul7, 7G6-HCzul 8 were
similar to 7G6-HCzul2 suggesting the S7T6N mutation should not affect Tau binding. The ka for
7G6-HCzu20 was less than 7G6-HCzu19 and may be a result of the K94R mutation. Therefore
human residues at position 49, 71, 76, and 78 did not appear to affect Tau binding. The
humanized samples demonstrated better binding to Tau than the mouse mAbs, but this was most

likely due to the necessity of using different capture antibodies in this assay format.
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Table 8. BIAcore™ analysis of mouse and humanized 7G6 Vh3/Vk1 mAbs

MAb Species/Isotype ka ka Kb
(x10° M'sec™h) (x103 sech) (nM)

7G6-HCzul1-L.Czul1 | human/IgG1 8.53 0.175 0.205
7G6-HCzul2-LCzull | human/IgG1 13.80 0.181 0.132
7G6-HCzul2-LCzul2 | human/IgG1 14.90 0.193 0.129
7G6-HCzul2-LCzul2 | human/IgG1 17.2 0.151 0.0875
7G6-HCzul3-LCzul2 | human/IgG1 14.2 0.239 0.168
7G6-HCzul4-L.Czul2 | human/IgG1 14.6 0.194 0.133
7G6-HCzul 5-L.Czul2 | human/IgG1 20.2 0.278 0.138
7G6-HCzul6-L.Czul2 | human/IgG1 153 0.174 0.114
7G6-HCzul 7-L.Czul2 | human/IgG1 17 0.124 0.073
7G6-HCzul8-L.Czul2 | human/IgG1 15.7 0.128 0.0815
7G6-HCzul9-LCzul2 | human/IgG1 12.5 0.152 0.121
7G6-HCzu20-LCzul2 | human/IgG1 11.4 0.136 0.119
7G6-HCzul2-LCzul3 | human/IgG1 14 0.124 0.0888
7G6-HCzul2-LCzul4 | human/IgG1 17.3 0.119 0.0689
7G6-HCzul2-LCzul5 | human/IgG1 14.7 0.141 0.0959
7G6-HCzul2-LCzul6 | human/IgG1 14.9 0.148 0.099
7G6-HCzul2-LCzul7 | human/IgGl no binding no binding no binding
Hybridoma ms7G6 mouse/IgG2b 4.64 1.533 3.305
recombinant ms7G6 mouse/IgG2b 3.73 1.556 4.170
recombinant ms7G6 mouse/IgG2a 5.49 1.497 2.725

[0261]

There was little difference between the ka or ka values for any 7G6 LC variant,

except 7G6-LCzul7, which did not bind Tau due to Asn34. Therefore, the human Ile2 had no

effect on antigen binding. Cysteine, serine, and tyrosine all appeared to be tolerated at position

57. A valine at position 30 had no impact on Tau binding.

10B.b.3 SDS-PAGE analysis of HC/LC stability for Vh3 and Vk1 variants

[0262]

Two micrograms of each mAb were mixed with 4x NuPAGE™ LDS Sample

Buffer and separated non-reduced on a 4-12% Bis-Tris SDS-PAGE gel in MOPS buffer. Gels
were stained with InstantBlue and destained in water. The more human 7G6-HCzul1, especially
when paired with the less human 7G6-LCzul2, resulted in HC-LC dimers and free HC (Figure
20A). Further, 7G6-HCzul8 and 7G6-HCzu19 showed significant fragments (Figures 20B and

20C). These two antibodies differ from the others at position 71. Therefore, the human residue
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Arg41, while not impacting Tau binding, contributed to destabilization of the HC-LC interaction.
All LC variants showed no antibody fragments. Contrary to Vh1-V«2 mAbs analyzed above,
Cys49 did not produce HC-HC-LC trimers, HC-HC dimers, or free LC.

10B.c. Screening of Humanized Antibodies

[0263] Based on human-ness of the sequences, BIAcore™ affinity data and SDS-
PAGE stability data from the IGHV1/IGKV2 humanization, 7G6-HCzu8 was chosen as the most
human sequence with the highest affinity for Tau. 7G6-LCzu6 and 7G6-LCzu21 had
comparable stability in SDS-PAGE and affinity for Tau but differed by one amino acid at
position 36. Both light chains were chosen to be coexpressed with 7G6-HCzu8 to determine the
best IGHV1/IGKV2-based mAb.

[0264] Another round of mutagenesis was performed on the most human, highest
affinity, and most stable IGHV3 and IGKV1 variants to remove the unpaired cysteines at
position 57 and 49, respectively. 7G6-HCzul7 and 7G6-HCzul8 were chosen as the most
human framework residues with the highest affinity. 7G6-HCzul8 was super-humanized by
introducing human residues into the C-terminal portion of CDRH2 to generate 7G6-HCzu21, but
the affinity was never analyzed. 7G6-HCzul8, 7G6-HCzu21, and 7G6-HCzul7 all contained a
cysteine at position 57, and a serine was introduced at position 57 in all three variants to generate
7G6-HCzu23, 7G6-HCzu24, and 7G6-HCzu25, respectively (Figure 17). 7G6-LCzul4 and
7G6-LCzul5 were the most human Vk sequences with the highest affinity. 7G6-LCzul4
retained Cys49 and was therefore mutated to remove the unpaired cysteine and was named 7G6-
LCzul8. Each IGHV3 HC was paired with each IGKV1 LC.

10B.c.1 Intact mass analysis

[0265] The mass of each mAb was analyzed by ESI-MS to confirm the theoretical mass
matched the observed mass. MAbs were digested with IdeS to generate F(ab’)2 fragments,
followed by reduction with 2 mM DTT and heating at 60°C for 3 min. The mass of the Fd (Vh-
CHI) and LC fragments were analyzed by ESI-MS. 7G6-HCzu8 contained an N-terminal
pyroglutamic acid, a typical post-translational modification of N-terminal glutamines. All

observed masses were within 3 Daltons of the predicted masses (Table 9).
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Table 9. ESI-MS analysis of humanized variants

PCT/IB2018/058024

Fd

PyrQ

Cys

Calculated

Observed

dMass

7G6-
HCzu8-
LCzu6

25447

17

4

25426

25425

7G6-
HCzu8-
LCzu21

25447

17

25426

25425

7G6-
HCzu23-
LCzul5s

25349

25345

25345

7G6-
HCzu24-
LCzul5s

25526

25522

25522

7G6-
HCzu25-
LCzul5s

25469

25465

25463

7G6-
HCzu23-
LCzul8

25349

25345

25345

7G6-
HCzu24-
LCzul8

25526

25522

25521

7G6-
HCzu25-
LCzul8

25469

25465

25462

LC

Calculated

Observed

dMass

7G6-
HCzu8-
LCzu6

24007

24003

24003

7G6-
HCzu8-
LCzu21

23991

23987

23988

7G6-
HCzu23-
LCzul5s

23953

23949

23949

7G6-
HCzu24-
LCzul5s

23953

23949

23949

7G6-

23953

23949

23948
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HCzu25-
LCzul5s

7G6- 23967 4 23963 23963 0
HCzu23-
LCzul8

7G6- 23967 4 23963 23963 0
HCzu24-
LCzul8

10B.c.2 Tau binding BIAcore™ assay

[0266] Tau binding for humanized mAbs was analyzed by BIAcore™ in two different
formats. The first format was performed as above, 1.e. mAbs were captured with an immobilized
species-specific anti-Fc antibody. The limitation of this format is seen in Tables 5 and 8 where
the affinities of the parental mouse and humanized mAbs cannot be directly compared due to the
differences in the capture antibodies. In the second format, biotinylated mAbs were captured on
a streptavidin-coated chip. This latter format allowed direct comparison of Tau binding affinity
between humanized and the parental mouse antibody since the capture method was identical.

10B.c.2.i Fc-specific capture

[0267] The final humanized mAbs were analyzed by BIAcore™ to determine the ka, ka,
and Kb for binding to Tau as above (Table 10). There was a significant change in the off rate
(ka) from 7G6-HCzu23 to 7G6-HCzu24, while 7G6-HCzu24 was similar to 7G6-HCzu25, which
was also seen in the overall affinity Kb as well. This confirmed the importance of retaining
mouse residues in CDRH2, as seen above in Table 7.

Table 10. BIAcore™ analysis of humanized 7G6 mAbs binding monomeric Tau (anti-human

capture)
MADb Kka ka Kb
(x10° Mlsec!) (x1073 sech) (nM)

7G6-HCzu8-LCzub 14.9 0.22 0.15
7G6-HCzu23-LCzul5 | 16.1 0.39 0.25
7G6-HCzu24-L.Czul5 | 8.09 0.11 0.13
7G6-HCzu25-LCzul5 | 9.85 0.13 0.13
7G6-HCzu23-LCzul8 | 17.1 0.37 0.22
7G6-HCzu24-L.Czul8 | 9.48 0.09 0.09
7G6-HCzu25-LCzul8 | 11.1 0.14 0.13
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10B.c.2.ii Streptavidin capture

[0268] Biotinylated humanized and mouse mAbs were captured on a streptavidin-
coated chip and ka, ka, and Kb were determined for binding to Tau (Table 11). 7G6-HCzu8-
LCzu21 showed a slight drop in affinity (< 2-fold) compared with 7G6-HCzu8-LCzu6.
Similarly, 7G6-HCzu23 variants had an ~2-fold drop in affinity compared to 7G6-HCzu24 and
7G6-HCzu25 mAbs, as seen in Table 11. The affinity of 7G6-HCzu8-LCzu6, 7G6-HCzu24-
LCzul5, 7G6-HCzu24-LCzul8, 7G6-HCzu25-LCzul5, and 7G6-HCzu25-L.Czul 8 were all
similar. Overall, these antibodies showed an ~1.4-fold drop in affinity compared with the
ms7G6, reflected mainly in a slightly faster off-rate for the humanized forms.

Table 11. BIAcore™ analysis of humanized 7G6 mAbs and mouse 7G6 binding monomeric Tau

(streptavidin capture)

MAD ka ka Kb
(x10° M'sec’1) (x107 sec™) (nM)
7G6-HCzu8-L.Czu6 28.20 0.258 0.0915
7G6-HCzu8-L.Czu21 | 22.80 0.313 0.1380
7G6-HCzu23-LCzul5 | 21.80 0.332 0.1520
7G6-HCzu23-LCzul8 | 21.40 0.390 0.1820
7G6-HCzu24-L.Czul5 | 54.20 0.487 0.0898
7G6-HCzu24-L.Czul8 | 38.10 0.304 0.0797
7G6-HCzu25-LCzul5 | 27.10 0.270 0.0998
7G6-HCzu25-LCzul8 | 35.00 0.307 0.0881
ms7G6 31.10 0.195 0.0636

10B.c.3 Analysis of homogeneity and aggregation by SEC-HPLC

[0269] Each mAb was analyzed by SEC-HPLC to determine the homogeneity of the
mAD in solution. The profiles of 7G6-HCzu8-LCzu6 and 7G6-HCzu8-LCzu21 mAbs were
identical, with a main peak at 14.5 min and wide shoulder suggesting possible product
heterogeneity beyond 16 minutes (Figure 21A). The profiles of 7G6-HCzu23, 7G6-HCzu24,
and 7G6-HCzu25 mAbs were identical, with a tight peak around 14.7 min (Figure 21B).

10B.c.4 DSC analysis
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[0270] The thermal melting curves of F(ab’)2 fragments were analyzed by differential
scanning calorimetry (DSC). The profiles of the chimeric, 7G6-HCzu8 and 7G6-HCzu25
F(ab’)2 were similar to control non-Tau binding human IgGl antibodies, mAbl and mAb2.
7G6-HCzu23 and 7G6-HCzu24, however, contained a second peak, indicating instability of the
F(ab’)2 fragment, possibly the dissociation of the HC-LC interaction (Figures 22A-L). The
transition midpoints of 7G6-HCzu8-LCzu21, 7G6-HCzu25-LCzul$5, and 7G6-HCzu25-LCzul8
were similar, ranging from 77.4 to 77.6°C. The midpoint of 7G6-HCzu8-LCzu6 was one degree
higher at 78.6°C (Table 12).

Table 12. Melting transition midpoints of humanized 7G6 F(ab’)2 fragments

Analysis 1 Transition Midpoint -1 Transition Midpoint -2
7G6-HCzu8-LCzub N/A 78.61
7G6-HCzu23-LCzul 5 67.81 73.41
7G6-HCzu24-LCzul 5 68.04 73.38
7G6-HCzu25-LCzul5 N/A 77.42
7G6-HCzu23-LCzul8 67.81 73.41
7G6-HCzu24-L.Czul8 68.78 73.26
7G6-HCzu25-L.Czul18 N/A 77.6

Analysis 2 Transition Midpoint -1 Transition Midpoint -2
7G6-HCzu8-LCzub N/A 78.58
7G6-HCzu8-LCzu21 N/A 77.51

10B.d T cell epitope analysis

[0271] Humanized sequences were analyzed in silico by Stealth Biologics for potential
immunoreactive T cell epitopes. Two sequences for each variable region germline family were
analyzed, each contained differing amounts of human and mouse residues. mAbl-2a and mAbl-
2b represented IGHV 1-46a/IGKV2-30a and mAb3-1a and mAb3-1b represented IGHV3-
23b/IGKV1-39b. Though only four sequences were analyzed for each variable domain, all
potential T cell epitopes present in the tested humanized mAbs were represented. Peptide
epitopes having identity to greater than 5% of human germline sequences were considered lower
risk, as were peptides binding only one or two HLA alleles.

[0272] Figures 23 and 24 summarize the analysis of epitopes present in the mAbs.

The peptides in the tables were identified as having 5% or less identity to human germline
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sequences. The percent homology of the peptides to variable domain germline sequences was
also taken into consideration. Peptides with ~5% or less homology to variable region germline
sequences and/or were predicted to bind three or more HLA alleles were identified as higher risk
(highlighted in gray).

[0273] 7G6-HCzu8 and 7G6-HCzu25 both contained a common low-risk peptide at
position 32 with no homology to germline sequences that bound 3 alleles (Figures 23A and
23B). Peptide 2 was predicted to be a low risk in 7G6-HCzu25, but the 7G6-HCzu8 peptide 2
was not. Peptide 64 was present as a risk in both HCs, predictively binding 3 alleles. The
peptide sequence in 7G6-HCzu8 may present less of a risk as it has some homology to germline
variable domains. Peptide 70 in 7G6-HCzu8, but not 7G6-HCzu25, posed a slight risk.

[0274] There was one difference between 7G6-LCzu6 and 7G6-LCzu21 where peptide
38 in 7G6-LCzu21 was predicted to bind 1 HLA allele but presented a very low risk (Figures
24A-24D). Between 7G6-LCzul5 and 7G6-LCzul 8 there was only one difference with peptide
2 that posed a higher risk in 7G6-LCzul5 than 7G6-LCzul8 as there was little to no homology to
variable domain germline sequences. Comparing 7G6-LCzu6/7G6-LCzu21 with 7G6-
LCzul5/7G6-LCzul8, 7G6-LCzu6/7G6-LCzu2l sequences contained 9 potentially
immunogenic peptides while 7G6-LCzul5/7G6-LCzul8 contained 6. Peptides 51 and 52 were
the same between all LCs and peptides 88-94 were the same or similar, with the exception being
peptide 90 present in 7G6-LCzu6/7G6-LCzu21 that was not present in 7G6-LCzul 5/7G6-
LCzul8. Peptides 2 and 3 were riskier in 7G6-LCzu6/7G6-LCzu21 than in 7G6-LCzul5/7G6-
LCzul8.

10C. Summary

[0275] In summary, ms7G6 was humanized on two different human germline variable
domain families with similar affinity to ms7G6.

[0276] The human germlines closest to the mouse sequence were IGHV1-46 and
IGKV2-30. Even though several mouse framework residues were suspected to be required to
maintain antigen binding, Tau binding was not affected by human framework residue (7G6-

HCzul/7G6-HCzu8). Further, Tau binding was not affected by mutation of the unpaired Cys57
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to a serine (7G6-HCzu5/7G6-HCzu8) or super-humanization of CDRH2 at residues 60, 61, 64,
and 65 (7G6-HCzu4/7G6-HCzu8). Grafting the Vic CDRs on the IGKV2 did not result in a
dramatic decrease in Tau binding, but the addition of one or two mouse framework residues
stabilized the HC-LC interaction. Leu46 with or without Tyr36 increased the stability of Vh-Vi
interaction, as analyzed by SDS-PAGE, and the Tyr36-Leud6 (7G6-LCzu2/7G6-LCzu6)
combination resulted in an antibody with slightly higher affinity to Tau than with Leu46 or
Tyr36 alone (7G6-LCzu /7G6-LCzu21 and 7G6-LCzu4/7G6-LCzu22, respectively). Though
there was a slight risk in immunogenicity with a leucine at position 46, the risk was low. The
unpaired Cys49 could be substituted with a serine, but a tyrosine substitution resulted in an
increase in the dissociation rate.

[0277] The human germline variable domain families IGHV3-23 and IGKV1-39 were
chosen to potentially reduce the immunogenicity of the humanized mAb by utilizing the more
commonly expressed IGHV3 and IGKV1 families. Grafting CDRs onto the IGHV3 germline
required one or more mouse residues. Arg94 could not be the human lysine residue. Mouse
residues at positions 60, 61, 62, 63, and 65 were required for optimal antigen binding. An
arginine at 71 did not affect antigen binding but was required for stability of the Vh-V«
interaction (7G6-HCzul2, 7G6-HCzul3, 7G6-HCzul4, 7G6-HCzul$5, 7G6-HCzul6, 7G6-
HCzul7, 7G6-HCzu25). Although Val71 resulted in a potentially immunogenic peptide when
paired with Phe63 and Ser65, the risk was low. Tau binding was not affected by mutation of the
unpaired Cys57 to a serine (7G6-HCzu23, 7G6-HCzu24, 7G6-HCzu25). Human residues
throughout the IGKV1 framework did not affect antigen binding or stability (7G6-LCzul8).

[0278] For all antibodies tested, there were little differences in the pl and thermal
stability.

Example 11: Immunohistochemistry with 7G6-HCzu25/L.Czu18 on human disease brain

[0279] Paraffin-embedded, fixed human brain sections (8 pm) were dewaxed with
multiple changes of xylene and then washed throroughly in 100% Industrial Methylated Spirit
(IMS). Sections were placed into hydrogen peroxide (H202) and methanol (2 mL hydrogen
peroxide per 100 mL methanol) for 10 minutes at room temperature to block endogenous

peroxidase and then washed under running tap water for a further 10 minutes. Each section was
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then treated with 98% formic acid for 10 minutes at room temperature followed by washing in
running tap water for another 10 minutes. Sections were then cooked in citrate buffer (pH 6.0)
for 10 minutes at pressure and then washed again in running tap water followed by TBS. After a
rinse in de-ionized water, each slide was carefully removed and dried around the tissue edge.
Once dry, a wax pen was used to mark around the section before applying a Proteinase K
solution for 10 minutes at room temperature.

[0280] Once tissue sections were prepared, staining with the 7G6-HCzu25-LCzul8
antibody at different concentrations was carried out with the Klear Human HRP-Polymer DAB
Detection Kit (GBI Labs, Bothwell, WA; Cat No. D103-18) as per the manufacturer’s
instructions. As shown in Figure 25, antibody 7G6-HCzu25-LCzul 8 strongly and specifically
recognizes pathological Tau in brains from Alzheimer’s disease (neurofibrillary tangles and
neuropil threads), PSP (tangles, tufted astrocytes and coiled bodies) and Pick’s disease (Pick
bodies) by immunohistochemistry. The antibody also showed only a very low level of

background staining in all tissues tested.

Example 12: Affinity of 7G6-HCzu25-LCzul8 to 2N4R Wild Type Tau
12A. Materials & Methods

12A.c.2. CHO transient mAb production
[0281] 7G6-HCzu25-LCzul8 antibody was produced using the Lonza version 7

platform according to the manufacturer’s procedures. DNA fragments encoding 7G6-HCzu25
and 7G6-LCzul8 were cloned into an expression plasmid encoding glutamine synthase from
Lonza. According to Lonza’s protocol for selecting MSX-resistant cell lines, CHO-K1sv cells
were electroporated with the 7G6-HCzu25-LCzul8 expression plasmid, followed by seeding
2500 cells per well in 96-well plates in glutamine-free medium in the presence of 25 or 50 uM
MSX. Wells containing MSX-resistant cell were subjected to several rounds of screening for
antibody expression at various cell culture volumes. The cell line 96E7 producing the highest
7G6-HCzu25-LCzul 8 antibody titers was chosen for further development and frozen at -80 °C

and stored in vapor phase in liquid nitrogen.
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[0282] A vial of cell line 96E7 was thawed and cultivated in disposable shake flasks at
36.5°C and 5% CO: followed by further expansion every 3-4 days in larger-sized disposable
rocking bags at 36.5°C and 5% COz2. A 200 L stainless steel seed bioreactor was employed to
final expansion at 36.5°C with controlled pH and dissolved oxygen prior to the inoculation of a
1000 L stainless steel fed-batch production bioreactor. After 15 days at fed-batch mode and
36.5°C with controlled pH and dissolved oxygen, the supernatant was harvested through depth

filtration.

12A.d. MADb purification

[0283] Purification was performed using an AKTAprocess purification platform (GE
Healthcare). The purification process consisted of the following steps: Protein A capture
chromatography, viral inactivation, depth filtration, anion-exchange flow through
chromatography, viral reduction filtration, concentration and final buffer exchange.

[0284] The primary capture step was performed using Amsphere A3 Protein A resin
(JSR). The 14.1 L column was equilibrated using 50 mM sodium phosphate, 1 M NaCl, pH 7.0
then loaded up to 45 g protein per liter of resin per cycle. After loading, the column was washed
with equilibration buffer followed by 25 mM Bis-Tris, pH 7.0 until UV returned to baseline.
Bound material was eluted from the column using 100 mM Glycine, pH 3.4. The pH of the
eluate was adjusted to pH 3.6 using 2 M Acetic Acid for low pH viral inactivation. Following a
minimum 30 minute static hold, the eluate was neutralized to pH 6.8 using 2 M Tris Base. Depth
filtration was immediately performed using Millistak+ DOHC and XOHC pod filters (Millipore).
The filtrate was further processed using a 6.7 L Capto Q (GE Healthcare) anion exchange
column equilibrated in 25 mM Bis-Tris, pH 7.0. The column was loaded up to 150 g protein per
liter of resin in non-binding mode. The flow-through product was filtered using a Viresolve Pro
viral reduction filter then concentrated to 25 g/L.. The material was buffer exchanged into a
buffer. The purification procedure was performed on two different monoclonal antibody
production runs and designated lots 17-0190 and 18-0146. Several vials from lot 17-0190 were
designated 17-0190ARS for use as a reference standard.

12A.f. Surface plasmon resonance (SPR) binding analyses
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12A.f.2. Anti-human capture monomeric Tau-binding assay

12A.£.2.i. Chip preparation

[0285] Reagent preparation. EDC [1-ethyl-3(3-dimethylaminopropyl)carbodiimide] and
NHS (N-hydroxysuccinimide) were dissolved by adding 10.0 ml of Milli-Q water to each vial.
Vials were capped tightly and vortexed until the solids were completely dissolved. EDC, NHS,
and ethanolamine solutions were aliquoted separately into 0.5 ml aliquots in 7 mm plastic vials,
capped, and stored frozen at -20°C. Anti-human IgG (Fc) from kit was centrifuged in microfuge
briefly to collect antibody at bottom of tube. 15 pL anti-human IgG (Fc) was removed to a new
1.5 mL microfuge tube and diluted to 300 puLL with 285 pL immobilization buffer. Sample was
vortexed briefly to mix, then 70 uLL was aliquoted to 4 separate 7 mm tubes and capped. 4
aliquots each of EDC, NHS, and ethanolamine were thawed, vortexed briefly to mix and displace
any air bubbles trapped on tube walls, and placed in Reagent Rack 2.

[0286] 0.5 L of 1x HBS-P+ (Assay Running Buffer) was prepared by diluting 50 mL
10X HBS-P+ to 0.5 L with 450 mL Milli-Q® water in 1 L Pyrex bottle.

[0287] Preparation of instrument for assay. A 1 L bottle of Assay Running Buffer was
attached to Buffer A line on BIAcore® T-100, an empty 2 L Pyrex bottle to BIAcore® T-100
waste line, and a 1 L Pyrex bottle filled with fresh 1 L Milli-Q® water to water line. A new
CMS chip was docked into the instrument.

[0288] Capture antibody immobilization. In BIAcore® T-100 Control software, a new
Wizard Template was opened and “Immobilization” was selected. Chip type was set to “CM5”.
Method was set to “Amine”. Ligand blanks were filled in as “anti-human”. Contact time was
set to 360 sec for each flow cell and flow rate 5 pLL/min. Following completion of these steps,

assay was run.

12A.£.2.ii. Binding assay
[0289] Binding experiments were performed using a BIAcore™ T-100 instrument or a
T-200 instrument. Running buffer used for the binding assay was HBS-P+/0.2% BSA. 7G6-
HCzu25LCzul8 samples were diluted to 100 pg/mL, 100 pL final in Assay Running Buffer,

then centrifuged at 18,000 x g for 10 min in microcentrifuge at ambient temperature. Dilution to
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1 ug/mL was done by removing 40 uL supernatant and diluting to 4.0 mL with Assay Running
Buffer in labeled 5 mL tubes. 1 ng/mL antibody solutions were transferred to labeled 1.5 mL
capless plastic vials and capped with type 3 caps. Vials were vortexed briefly to remove any air
bubbles adhered to tube walls or bottom and placed in Sample and Reagent Rack 1. 200 uL 1
ng/mL solution of diluted reference standard antibody was transferred to a 7 mm plastic vial,
capped, vortexed briefly to dislodge adhered air bubbles, and placed in Sample and Reagent
Rack 1 (for chip conditioning cycles). Recombinant human wild-type 2N4R tau protein was
diluted to 1 uM, 0.5 mL final in Assay Running Buffer (1 mg/mL stock is 21.7 uM). Sample was
centrifuged at 18,000 x g for 10 min in microcentrifuge at ambient temperature and diluted to
100 nM by removing 400 uL supernatant and diluting to 4.0 mL with Assay Running Buffer in a
labeled 5 mL tube. 100 nM solution was serially diluted 3-fold by removing 1333 uL. 100 nM
solution and diluting in 2667 uL. Assay Running Buffer to a final volume of 4.0 mL (33.3 uL).
Serial dilution was repeated 6 times, for a total of 8 dilutions (100 nM, 33.3 nM, 11.1 nM, 3.70
nM, 1.23 nM, 0.41 nM, 0.14 nM, and 0.046 nM tau). A O nM Tau protein solution was prepared
by adding 3 mL Assay Running Buffer to labeled 5 mL tube. Analyte dilutions were transferred
to labeled 4 mL plastic vials and capped with type 5 caps, vortexed briefly to remove any air
bubbles adhered to tube walls or bottom, and placed in Sample and Reagent Rack 1. For chip
conditioning analyte sample, 5 uL. of 1 uM Tau protein solution supernatant was removed and
diluted to 500 uL in Assay Buffer in a 7 mm plastic vial, capped, vortexed briefly to dislodge
adhered air bubbles, and placed in Sample and Reagent Rack 1. Humanized antibodies were
captured on flow cells 2, 3, and 4 sequentially at a flow rate of 10 uL./min for a contact time of
36 sec. Dilutions of Tau protein were injected over all 4 flow cells at a flow rate of 30 pL/min
for a contact time of 300 sec. Dissociation was followed for 1800 sec. Following each cycle, the
surface was regenerated by two sequential injections of 30 sec at 30 pL/min of 3 M MgClz over

all four flow cells. After the run, kinetic data fitting was performed using a 1:1 Langmuir model.

12B. Results
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[0290] The affinity of recombinant human wild-type 2N4R Tau protein to 7G6-
HCzu25LCzul8 antibody was determined using an antibody-capture format assay. Following
capture of 7G6-HCzu25LCzul 8 antibody, human Tau protein was injected over the ligand
surface for 300 sec, followed by observation and measurement of dissociation for 1800 sec.
After each antibody capture, Tau protein binding, and dissociation cycle, the chip surface was
regenerated to the anti-human antibody capture surface using 3M MgCla, as required by the
manufacturer. Tau protein was analyzed in a concentration range from 100 nM to 0.046 nM (3-
fold diluted). The assay was performed in multi-cycle mode, such that a dissociation was
performed for each tau protein injection. Each ligand was analyzed on all three flow cells (fc2,
fc3, and fc4) in triplicate, in order to eliminate any flow cell-specific effects.

[0291] Capture levels of each ligand on each flow cell (relative to fcl) were
determined. These results are listed in Table 13:

Table 13 — Capture levels of 7G6-HCzu25-LCzul8 ligands

fc2 fc3 fc4
7G6-HCzu25LCzul8, lot 17-0190 189.9 185.6 196.1
7G6-HCzu25LCzul8, lot 18-0146 177.0 173.7 183.1

7G6-HCzu25LCzul8, lot 17-0190ARS 161.7 158.1 166.7

Data are expressed in RU. Values represent averages of ligand capture levels for all relevant
cycles. fc— flow cell

[0292] Captured ligand average levels were all between 158 RU and 196 RU. Only
slight differences were observed between flow cells within a given ligand.

[0293] Binding data was double-referenced, meaning referenced to both fc1 with no
ligand bound and to buffer analyte injections (O nM Tau protein). Binding data was fitted to a
1:1 Langmuir binding model. This model is appropriate for the assay format, as bivalency of the
antibody and resulting avidity effects are not relevant in an antibody capture format. Affinity
data for each ligand on individual flow cells was averaged and standard deviation determined.

These results are listed in Table 14:

Table 14 — Affinity constants for human Tau binding to 7G6-HCzu25LCzul18
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k, (M-'sec’)) kq(sech) Kp (M)
7G6-HCzu25LCzul8, lot 17-0190 1.919+0.108 x 10° 1.256+0.022 x 10* 6.565+0.493 x 10"
7G6-HCzu25LCzul8, lot 18-0146 1.916+0.093 x 10° 1.259+0.027 x 10* 6.587+0.460 x 107

7G6-HCzu25LCzul8, lot 17-1090ARS 1.914+0.027 x 10° 1.235+0.018 x 10+ 6.451+0.163 x 10°!!
Data are expressed as average + standard deviation. Averages are from kinetic data from each
flow cell.

[0294] No significant differences in on rate, off-rate, or affinity were observed between

the two 7G6-HCzu25LCzul 8 drug substance lots and 7G6-HCzu25LCzul8 reference standard.

Example 13: Fine epitope mapping of 7G6-HCzu8-LCzu6 and 7G6-HCzu25-LCzul8

[0295] Fine epitope mapping was performed for 7G6-HCzu8-LCzu6 and 7G6-HCzu25-
LCzul8 antibodies as described in Example 3.

[0296] The fluorescent images of the chips and resulting intensity plots show that the
7G6-HCzu8-LCzu6 (Figure 26A) and 7G6-HCzu25/LCzul 8 (Figure 26B) antibodies both bind
to two major sites on the full length Tau protein, similar to the murine 7G6 antibody (see Figure
3). A stronger fluorescence intensity on the chip was observed generally for 7G6-HCzu25-
LCzul8 resulting in some signs of signal saturation and therefore lack of true quantification for
some but not all of the peptides. In this experiment, the data analysis software (PepSlide™
Analyser) identified the minimum binding sequence for 7G6-HCzu8-LCzu6 as KHVPGGG
(SEQ ID NO: 1135) for the site within the second repeat (positions 298 to 304) and HVPGG
(SEQ ID NO: 79) for the site within the fourth repeat (positions 362 to 366) of 2N4R protein.
For 7G6-HCzu25-L.Czul8, the software identified the minimum required sequence as HVPG
(SEQ ID NO: 1133) for both binding sites.

[0297] Similar to murine 7G6, minor binding was observed at two additional sites:
HQPGG (SEQ ID NO: 183) at amino acid positions 268 to 272 and HKPGG (SEQ ID NO: 182)
at positions 330 to 334 for both 7G6-HCzu8-LCzu6 and 7G6-HCzu25-LCzul8 antibodies.
Calculation of average signal intensities for peptides containing the HXPGG sequence (SEQ ID
NO: 1136) demonstrated that the 7G6-HCzu8-LCzu6 human antibody showed a 108-fold or 104-
fold preference in binding to the HVPGG site (SEQ ID NO: 79) normally contained within the
second repeat region of full length 2N4R Tau compared to the HQPGG (SEQ ID NO: 183)
(repeat region 1) or HKPGG (SEQ ID NO: 182) (repeat region 3) sequences, respectively.
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Similarly, a 99-fold or 95-fold preference in 7G6-HCzu8-LCzu6 binding to the HVPGG (SEQ
ID NO: 79) site normally contained within the fourth repeat region of full length 2N4R Tau
compared to the HQPGG (SEQ ID NO: 183) (repeat region 1) or HKPGG (SEQ ID NO: 182)
(repeat region 3) sequences, respectively, was observed. Identical data analysis for 7G6-
HCzu25-LCzul8 demonstrated a 65-fold or 100-fold preference in binding to the HVPGG (SEQ
ID NO: 79) site normally contained within the second repeat region of full length 4R Tau
compared to the HQPGG (SEQ ID NO: 183) (repeat region 1) or HKPGG (SEQ ID NO: 182)
(repeat region 3) sequences, respectively. Likewise, a 77-fold or 119-fold preference in 7G6-
HCzu25-LCzul8 binding to the HVPGG (SEQ ID NO: 79) site normally contained within the
fourth repeat region of full length 4R Tau compared to the HQPGG (SEQ ID NO: 183) (repeat
region 1) or HKPGG (SEQ ID NO: 182) (repeat region 3) sequences, respectively, was observed.

Example 14: Epitope substitution scanning of 7G6-HCzu8-L.Czu6 and 7G6-HCzu25-
LCzul8

[0298] Epitope substitution scanning was performed for 7G6-HCzu8-LCzu6 and 7G6-
HCzu25-LCzul8 antibodies as described in Example 4.

[0299] The substitution scanning showed that of the 'HVPGG® (SEQ ID NO: 79)
sequence, both 7G6-HCzu8-LCzu6 and 7G6-HCzu25-LCzul 8 antibodies require the 'H, P and
4G residues with some substitution tolerability at 2V for peptide binding. These findings were
similar to those observed for the murine 7G6 antibody (see Example 4). Some tolerability for
substitution was also observed at the second glycine residue (°G) of the 'THVPGG® (SEQ ID NO:
79) sequence in this case. However, this residue was still able to exert considerable influence
over the binding of 7G6-HCzu25-LCzul 8 and 7G6-HCzu8-LCzu6 antibodies to the longer wild
type peptide sequence. Together with Example 13, these results indicate that the HVPGG (SEQ
ID NO: 79) sequence facilitates efficient binding of 7G6, 7G6-HCzu25-LCzul8 and 7G6-
HCzu8-LCzu6 antibodies to 2N4R Tau at positions 299 to 303 and 362 to 366 within the second

and fourth repeats, respectively.

Example 15: In vitro Tau aggregation with 7G6-HCzu25-LCzul8

Experiment 1
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[0300] To determine whether 7G6-HCzu25-LCzul8 antibody could inhibit Tau
aggregation in vitro, the antibody was tested in the assay described in Example 5 using the wild
type Tau protein with minor modifications. The only difference was the control IgG used in this
case was a human IgG1 antibody (BioXCell, catalogue number BE0297).

[0301] In this assay, 7G6-HCzu25-LCzul8 antibody was tested over a time course of
several days. Figure 27 shows that 7G6-HCzu25-LCzul8 could effectively inhibit Tau
aggregation in vitro. The effect was statistically significant (t-test) when comparing the IgG
control and 7G6-HCzu25-LCzul8 for days 1, 2, 5 and 6 following incubation at 37 °C. No
significance was observed on day O just after the reactions were initiated following heparin

addition.

Experiment 2.

[0302] To confirm the humanized 7G6-HCzu25-LCzu18 antibody was comparable to
the murine 7G6 antibody at inhibiting Tau aggregation in vitro, both antibodies were compared
in the same 7n vitro Tau aggregation assay. The conditions used were identical to those in
Experiment 1 of this Example with the exception that the same mouse IgG2b control antibody
was used that was described in Example S.

[0303] When both murine antibody 7G6 and humanized antibody 7G6-HCzu25-
LCzul8 were tested according to the assay conditions provided in Example 5, both antibodies
effectively inhibited Tau aggregation in vitro. As shown in Figure 28, the same effect size was

seen between murine 7G6 and 7G6-HCzu25-LCzul8 antibodies.

Example 16: Cell-based Seeding Assay Using K18 Tau Fibril following Immunodepletion
with 7G6-HCzu25-L.Czul8

[0304] To determine whether immunodepletion of Tau seeds from cell culture medium
could prevent further Tau aggregation within cells, the same HEK293 assay system as described
in Example 6 was used. In this case however, a potent truncated form of Tau (K18) fibrils were
used as Tau seeds rather than full length protein as described previously. The K18 fragment has
been studied extensively and is normally expressed recombinantly as residues 244 to 372 of the

full length 2N4R Tau protein. This fragment encodes the microtubule binding region of Tau and
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has been reported to be more aggregate-prone than the full length protein (Shammas et al,
Nature Comms., 6, Article number: 7025 (2015)) as well as having the ability to form potent
seeds in cell-based assays (Kfoury et al., 2012, J. Biol. Chem., 287: 19440-19451).

Materials and Methods:

[0305] Preparation of K18 fibrils. Recombinant human Tau-441 (244-372; “K18”)
(SignalChem) was dissolved in ultrapure water. Fibrils were generated by mixing together final
concentrations of 40 umol/L K18 protein, 100 mmol/L sodium acetate (pH 7), 2 mmol/L DTT
and 240 ug/mL heparin. Reactions were agitated for three days at 37°C. Following incubation,
the solution was centrifuged at 135,000 g for 20 minutes at room temperature. The supernatant
was discarded, and the pellet was resuspended in 100 mmol/L sodium acetate (pH 7).
Aggregated protein was sonicated briefly and then diluted with D-PBS (-) to a concentration of
50 pg/mL and stored at -80°C.

[0306] Preparation of immunodepleted and immunoprecipitated samples.
Immunoprecipitation of the prepared K18 fibrils was performed using the Immunoprecipitation
Dynabeads® Protein G kit (Thermofisher Scientific, catalogue number 10007D) as per the
manufacturer’s instructions. Briefly, each immunoprecipitation used 1.5 mg of Dynabeads
bound to either 3 or 0.3 pg of 7G6-HCzu25-LCzul8 antibody. Vehicle (no antibody) or 3 pg of
commercially available human IgG1 antibody (Bio-Rad Laboratories, Inc.; catalog number
HCA192) were included as controls. Antibody-bound (or vehicle-treated) beads were
resuspended in 170 pL of buffer containing 0.2% BSA. The K18 fibril solution was then
thawed, diluted to 10 ug/mL in PBS, and added to the antibody-bound beads to give a final
volume of 200 pL (containing 300 ng of K18 total). This gave final concentrations of either 15
or 1.5 pg/mL of antibody in each immunoprecipitation reaction. Beads were incubated with the
K18 fibrils for 20 minutes at room temperature with rotation and non-bound material was
retained as the immunodepleted (ID) sample. Antibody-bound material was eluted in 20 pL of
the buffer provided in the kit and also retained to provide the immunoprecipitated (IP) samples.

[0307] Cell-based assay. Polyethylenimine (PEI) solution was diluted in purified water
to a final concentration of 0.1% and then used to coat a 96-well tissue culture plate at 37°C for at

least one night. Plates were then washed twice with water before adding 150 pl of Dulbecco’s
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modified Eagle’s Medium (D-MEM) containing 10% fetal bovine serum and 1%
penicillin/Streptomycin (“DMEM (+FBS, P/S)”) medium to each well prior to conducting the
assay.

[0308] Lenti-X 293T (Takar Bio Inc.) cells routinely maintained in D-MEM (+FBS,
P/S) at 37°C with 5% CO:2 were transfected in suspension in the same media without antibiotics
prior to Tau seed addition. For transfection, 7 nug of pcDNA3.1(+) (Invitrogen) mammalian
expression vector containing cDNA encoding the mutant P301S ON4R Tau isoform was mixed
with LTX and Plus™ Reagent (Life Technologies, catalog number 15228-100) as per the
manufacturer’s recommendation. The resulting mixture was incubated for at least 25 minutes at
room temperature before adding directly to a suspension of 6.0x10° Lenti-X 293T cells at a
density of 1.0x10° cells/mL. Media was removed from the precoated plate and the treated cell
suspension was dispensed at 150 pL per well (1.5x10* cells/well) and incubated for 19 hours at
37 °C in a 5% COz atmosphere.

[0309] Once thawed on ice, 30 uL of each ID sample was diluted into 420 pL of Opti-
MEM?® I Reduced-Serum Medium (ThermoFisher Scientific, catalog number 31985-062). For IP
samples, solutions were also thawed on ice and 2 pL of each was diluted into 50 pL of Opti-
MEM"® I Reduced-Serum Medium. Then 2.5 pL of P3000 (Thermofisher Scientific, catalog
number L3000-008) was added. In a separate tube, 22 uL. of Lipofectamine® 3000
(Thermofisher Scientific, catalog number L3000-008) was diluted into 550 pL Opti-MEM® I
Reduced-Serum Medium. Then, 52 uL of the diluted Lipofectamine 3000 solution was added to
each IP sample containing the P3000 reagent.

[0310] Plated cells were washed twice and left in 75 uL of Opti-MEM® I Reduced-
Serum Medium (ThermoFisher Scientific). An equal volume of diluted ID or IP sample as
described above was added to each well and incubated for 44 hours at 37°C in a 5% CO2
atmosphere. The experiment was performed in quadruplicate.

[0311] Immunocytochemistry. After two days of incubation, cells were fixed in 4%
paraformaldehyde for 30 minutes at room temperature. Each well was washed 3 times with 100
uL of purified water and then left in 70 uLL of Permeabilization/Blocking/DAPI staining buffer
(Triton X-100 solution (final concentration: 0.2%) and Cellstain® DAPI solution (final
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concentration: 0.1%; Dojindo) diluted in 5% BSA in TBS) was added to each well. The plate
was covered and incubated for 30 minutes at room temperature with protection from light. After
incubation, Permeabilization/Blocking/DAPI staining buffer was removed, and 80 uLL Thioflavin
S (ThS) staining buffer (Thioflavin S dissolved in 50% Ethanol to a final concentration of
0.0003%) was added to each well and incubated for 40 minutes at room temperature. Then, each
well was washed twice with 50% ethanol and replaced with 250 pL of purified water.

[0312] Imaging assay. Fluorescence images of each well were obtained by an InCell®
Analyzer 2200 (GE Healthcare) (ThS: Excitation [Ex]/Emission [Em] = 475/511 nm, DAPI:
Ex/Em =390/435 nm). Numbers of ThS and DAPI positive signal in each well were then
analyzed using the InCell Developer Software (GE Healthcare).

[0313] Data Analysis. The ThS positive rate was calculated using the following fomula:

ThS positive rate = ThS/DAPI

= number of ThS positive signals /number of DAPI positive
signals.

Then, the seeding effect of ID or IP samples were calculated using the following formulas

(Software: TIBCO Spotfire):
The seeding effect of ID sample (% of control) = T1/C1 x 100, where

T1: Average of ThS positive rate in the antibody treated ID sample, and
Ci1: Average of ThS positive rate in the buffer treated ID sample.

The seeding effect of IP sample (% of control) = T2/C2 x 100, where

T2: Average of ThS positive rate in the antibody treated IP sample, and
C2: Average of ThS positive rate in the 7G6-HCzu25-LCzul8 antibody (15 pg/mL)-

treated IP sample.

[0314] Figure 29 shows the normalized ThS positive rate in the cell-based seeding
assay after treatment of ID samples. 1.5 and 15 pg/ml of 7G6-HCzu25-LCzul8 antibody
removed the seeding effects of K18 fibril (>70% reduction vs human IgG1 kappa control). For
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the IP samples, 7G6-HCzu25-LCzul 8 antibody efficiently induced seeding effects in a

concentration-dependent manner (data not shown).

Example 17: Intrahippocampal P301S Tau seed injection model with 7G6
Materials and Methods:

[0315] Tau seed was generated by mixing recombinant human 2N4R P301S Tau (40
umol/L) and heparin (240 pg/mL), followed by an incubation step at 37°C for 48 to 96 hours in
100 mmol/L sodium acetate, pH7.0, containing 2 mmol/L Dithiothreitol (DTT). Aggregated Tau
was collected by ultracentrifugation and resuspended in 100 mmol/L sodium acetate, pH7.0. The
resulting fibrils were sonicated and used as seeds for injection.

[0316] 3 pL of Tau seed (1.5 mg/mL) or non-seed (100 mmol/L sodium acetate, pH7.0)
was stereotaxically injected into left hippocampus (A: +2.5, L: 2.0, V: 1.5) (Franklin and
Paxinos, The Mouse Brain in Stereotaxic Coordinates Third Edition 2007, Elsevier USA) of 3-
to 4-month-old Mouse/Thy-1hTau.P301S (CBA.C57BL/6) mice [homozygous human P301S
Tau transgenic mouse (C57BL/6) generated previously (Allen et al., J Neurosci. 2002;22:9340—
51)] using an UltraMicroPump III and Micro4 Controller (World Precision Instruments) at 0.5
puL/min for 6 minutes. Mice were randomly divided into groups as shown in Table 15. Anti-
human Tau mouse IgGG2b monoclonal antibody, clone 7G6 or mouse IgG2b isotype control
antibody (clone MPC11, BioXCell) in formulation buffer (25 mmol/L Sodium phosphate, 0.15
mol/L NaCl, pH6.5)) were administered introperitoneally to reach a dose of 40 mg/kg in the
groups that had received seed. The same formulation buffer was administered to the non-seed
group. Dosing was performed 6-16 hours before, and 1 and 2 weeks after Tau seed injection
(total 3 times). The administration volume (10 mL/kg) was calculated from the body weight

before administration.

Table 15. Treatment Groups

Study Group | Treatment Number of
No. animals?*
Pharmacological 1 Non-seed + Vehicle 6
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study 2 Tau seed + Control IgG 11

3 Tau seed + 7G6 11

"Non-seed” represents injection of solution (100 mmol/L sodium acetate, pH7.0) into left hippocampus , and “Tau

seed” represents injection of 1.5 mg/mL Tau seed solution into left hippocampus . Control IgG = Mouse [gG2b
isotype control antibody, 7G6 = Anti-human tau mouse 1gG2b monoclonal antibody .

Tissue from an additional five animals in the non-seed group and 11 animals for both treatment groups that
received seed was processed by adding buffer containing sarkosyl to the tissue directly instead of RIPA buffer.
These additional animals were therefore not included in the data analysis. A reduction in insoluble Tau (after
extracting with buffer containing sarkosyl twice) was still observed, however, in these additional animals.

[0317] All mice were deeply anesthetized with a combination anesthetic (M/M/B:
0.3/4/5, prepared with 0.9 mg/kg of medetomidine, 12.0 mg/kg of midazolam, and 15 mg/kg of
butorphanol), and plasma and cerebrospinal fluid (CSF) were collected. Then, the cortex and
hippocampus from both sides (ipsilateral and contralateral) were separately dissected following
intracardiac perfusion with saline. Brain tissues were immediately frozen in liquid nitrogen and
stored at -80°C.

[0318] Dissected brain tissues were homogenized in 19 volumes (tissue weight/volume)
of extraction buffer (“RIPA buffer”) containing 50 mmol/L Tris-HCI (pH7.5) (Invitrogen), 5
mmol/L. EDTA (Nippon Gene), 1 mmol/L EGTA (Nacalai Tesque), 1% NP-40 Alternative
(EMD Millipore), 0.25% Sodium Deoxycholate (Bio world), 0.1 mol/L NaCl, 0.5 mmol/L PMSF
(Sigma Aldrich), 1 x PhosSTOP™ (Roche), and 1x Complete EDTA(-) (Roche). Homogenates
were centrifuged at 163,000 g at 4°C for 20 minutes and the pellet was resuspended in 10
volumes (tissue weight/volume) of buffer containing 10 mmol/L Tris-HCI (pH7.5), 0.5 mol/L
NaCl, I mmol/L. EGTA, 10% sucrose (Wako Pure Chemical), and 1% sarkosyl prior to
sonication. Sarkosyl-treated samples were incubated at 37°C for 60 minutes, and then
centrifuged at 163,000 g at 4 °C for a further 20 minutes. Finally, 10 volumes of PBS (Gibco)
was added to the pellet which was subsequently sonicated. This formed the sarkosyl-insoluble
fraction.

[0319] The amount of Tau protein in the sarkosyl-insoluble fraction was quantified by
Western blot analysis. Sarkosyl-insoluble fractions were solubilized in NuPAGE™ LDS sample
buffer (Novex) and NuPAGE™ sample reducing agent (Invitrogen), heated at 80°C for 10
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minutes, and separated using 12.5% polyacrylamide gels (DRC). Proteins were transferred to
0.2 um PVDF membranes (Bio-Rad) and blots were blocked in 2.5% skimmed milk
(Yukyirushi) in TBS (Takara) containing 0.05% Tween (Nacalai tesque) for 1 hour at room
temperature. After blocking, blots were probed with the human-specific monoclonal anti-Tau
antibody HT7 (1:1000, Thermo Fisher Scientific) in blocking buffer for 1 hour at room
temperature. The blots were washed in TBS-T for 30 minutes and then incubated with HRP-
conjugated anti-mouse IgG (1:2000, GE healthcare) for a further 1 hour at room temperature.
Secondary antibody was removed and blots were washed as described above. Tau proteins were
detected by chemiluminescent horseradish peroxidase (HRP) substrate (Merck Millipore) and
quantified using the Fusion FX and FusionCapt version 16.15 (Vilber-Lourmat, France). To
determine the amount of Tau, serial dilutions of Tau standards derived from the originating
sarkosyl-insoluble fraction of P301S spinal cord (1, 2, 5, 10, 20 Arbitrary Unit [AU], 1 AU is
equivalent to the band density of human Tau protein detected by HT7 antibody in sarkosyl
insoluble fraction from 7 pg of spinal cord) were loaded onto each gel. The data calculated as
less than 1 AU (detection limit) was expressed as 0.5 AU.

[0320] Data are expressed as the mean £SEM. The differences in sarkosyl-insoluble
Tau between the Non-seed, control IgG-treated and 7G6-treated groups were analyzed by 1-way
analysis of variance (ANOVA) followed by Fisher’s LSD test. A value of P<0.05 (two sided)
was considered statistically significant. Statistical analyses were performed using the GraphPad

Prism version 7.02 (GraphPad Software).

RESULTS

[0321] The effect of 7G6 on sarkosyl-insoluble Tau induced by intra-hippocampal Tau
seed injection was examined in both ipsilateral (injection side) and contralateral cortex and
hippocampus, separately. As shown in Figures 30A-30D, 7G6 significantly suppressed the
increase of sarcosyl-insoluble Tau in the contralateral hippocampus compared with control IgG
(Figure 30A), but showed no significant effects in other regions (Figures 30B, 30C, and 30D).

This suggests that 7G6 was able to prevent Tau transmission in this iz vivo model.

Example 18: 7G6-HCzu25-LCzul8 Translational Biomarker Data
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[0322] Male cynomolgus monkeys were treated with vehicle or 7G6-HCzu25-LCzul8
antibody (10, 30, and 100 mg/kg: 3 animals/dose) by intermittent intravenous administration
once weekly for 4 weeks. MTBR-Tau (any isoform of full length or truncated Tau containing
the MTBR) bound to 7G6-HCzu25-LCzul8 antibody (“Bound MTBR-Tau”) and unbound form
(“Free MTBR-Tau”) in the cerebrospinal fluid (“CSF”) collected from each monkey were
separated by a Protein A column and analyzed by liquid chromatography coupled with mass
spectrometry (LC/MS). LC/MS analysis was performed using UltiMate™ 3000 Nano LC
system coupled to Orbitrap Fusion™ Lumos™ Tribrid™ mass spectrometer (Thermo Fisher
Scientific, San Jose, CA) with needle column (3 pm C18 particle, 150 mm length, 100 um inner
diameter). A spray voltage of 2000 V was applied through a metallic tee connector. The flow
rate was 500 nL/min. The mobile phases consisted of (A) 0.5% acetic acid in 4% acetonitrile
and (B) 0.5% acetic acid in 80% acetonitrile and a multi-step linear gradient of 1 % to 1 % B for
Smin, 1 % to 37 % B for 15 min, 37 % to 68 % B for 5 min, 68 % to 99 % B for 1 min and 99 %
to 99 % B for 4 min was employed to elute the analyte and then equilibrated by the initial
condition, 1% B. A specific peptide containing 7G6-HCzu25-LCzul8 antibody epitope was
measured by LC/MS as a proxy of MTBR-Tau. The amount of MTBR-Tau was expressed as the
chromatographic peak area ratio of the specified peptide (Light) and its internal standard
(Heavy), isotope-labelled peptide.

[0323] As shown in Figure 31A, the amount of bound MTBR-Tau in CSF increased
with treatment of the 7G6-HCzu25-LCzul 8 antibody in a dose-dependent manner, whereas the
amount of free MTBR-Tau in monkey CSF decreased also with dose-dependency (Figure 31B).
This suggests in vivo target engagement of the 7G6-HCzu25-LCzul8 antibody in monkey CSF.

[0324] 7G6-HCzu25-LCzul8 antibody was also spiked into human CSF at 10, 100,
500, 1000 or 2000 ng/mL. Then, MTBR-Tau bound by 7G6-HCzu25-LCzul8 was assayed by
liquid chromatography coupled with mass spectrometry (LC/MS) in the same way as described
above. As shown in Figure 32, the amount of the bound MTBR-Tau in human CSF increased by
treatment of 7G6-HCzu25-LCzul 8 antibody with dose-dependency. This data also indicates
target engagement of 7G6-HCzu25-LCzul8 antibody for MTBR-Tau in human CSF.

Example 19: Measurement of Tau Uptake in CD32A overexpressing CHO cells
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[0325] Preparation of labelled Tau monomers and fibrils. Wild type recombinant full
length human 2N4R Tau aggregates were prepared from monomers as described for the P301S
protein in Example 17. Prior to labelling, aggregates were sonicated to generate the fibrils used
in the assay. Both Tau fibrils and monomers were fluorescently labelled using the DyLight™
488 NHS-Ester kit (ThermoFisherScientific, Cat# 46403) according to the manufacturer’s
instructions with minor differences between the two forms of protein: 150 uLL of Tau monomer
(100 uM) was mixed with 100 uL of DyLight NHS Ester solution whereas 300 puL of Tau-441
fibril (587 pg/mL) was mixed with 66 pL of DyLight NHS Ester solution. Labelling was
performed at room temperature for one hour. Excess unconjugated dye was removed with
Pierce™ Dye Removal Columns (ThermoFisherScientific, Cat# 22858, lot# SL.260099)
according to the manufacturer’s protocol using 125 pL of labelled Tau monomer or 122 pL of
labelled fibrils. Final concentrations of labelled Tau monomers and fibrils were measured by
bicinchoninic acid assay (BCA) assay, and stored at -80 °C.

[0326] Cell-based assay. Frozen CHO cells stably expressing CD32a (Fc gamma RITA)
were thawed rapidly in a 37°C water bath, and placed into CHO medium (RPMI 1640 Medium
with 10% fetal bovine serum, L-Glutamine, Non-Essential Amino Acids, Sodium Pyruvate, and
penicillin/Streptomycin). Cells were seeded at 1x10* cells/well (100 pL/well) in a 96-well assay
plate (Costar, catalog no. 3603) and incubated for 24 hours at 37 °C in 5% CO2 atmosphere.
Labelled Tau monomers and fibrils were thawed on ice and diluted to concentrations of 1.5
ug/mL or 0.5 ng/mL respectively in assay buffer (RPMI 1640 media) (GIBCO, catalog no.
21875-034). Then, in a total volume of 60 uL, 7G6-HCzu25-LCzul8 antibody (final
concentrations: 0.3 or 3 pg/mL), human IgG1 isotype control (BioXcell, catalog no. BE0297)
(final concentration: 3 pg/mL) or vehicle (25 mM sodium phosphate buffer, pH 6.5, containing
150 mM NaCl) were added to either form of the protein and incubated at room temperature for
one hour protected from light. CHO medium was removed from the plates and cells were pre-
treated with 90 ul of assay buffer or a polyclonal antibody Fc receptor binding inhibitor
(ThermoFisher Scientific, catalog no. 16-9161-71) diluted to 100 pg/mL also in assay buffer.
Cells were then incubated for 30 min at 37 °C in 5% CO2 atmosphere. Next, relevant wells

received 10 puL of labelled Tau monomer or Tau fibril mixtures with or without antibody and
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plates were incubated for a further 60 minutes again at 37 °C in a 5% CO: atmosphere. Each
treatment was performed in quintuplicate wells. Six independent experiments were performed
for Tau monomer uptake assays and five independent experiments were completed to measure
Tau fibril uptake.

[0327] Cell fixation and staining. Following the final incubation period, cells were
fixed in 4% paraformaldehyde for 30 min at room temperature. Each well was then washed with
100 pL of water and replaced by70 puL of Hoechst staining buffer (Triton X-100 solution (final
concentration: 0.2%) and Hoechst solution (final concentration: 0.02%)). The plate was covered
and incubated for 30 minutes at room temperature with protection from light. The staining
buffer was then removed and each well was washed twice more with 100 uL of water.

[0328] Cell imaging. Fluorescence images of each well were obtained using a
Cellomics high content imaging system (ThermoFisherScientific). The total intensity of labelled
Tau and the number of Hoechst positive cells in each well were recorded and analysed using the
Thermo Scientific HCS Studio (ThermoFisherScientific) software.

[0329] Data Analysis. The mean of total intensity of Tau signal per cell was measured and the

Tau uptake effect was calculated using the following formulas in the TIBCO spotfire software program:

Tau uptake effect (% of control) = T1/C; x 100, where

Ti: Total intensity of DyLight 488 NHS conjugated Tau signal per cells in the antibody treated sample,
and

Ci: Total mtensity of DyLight 488 NHS conjugated Tau signal per cells in the 7G6-HCzu25-LCzul8 (30
ug/mL) treated sample.

[0330] Statistical Analysis. Data are expressed as the mean £SEM. Statistical analyses
were performed using ONE-Way ANOV A test in the GraphPad Prism version 7.02 (GraphPad
Software) **** p <0.0001, ** p <0.01, * p<0.05.

[0331] Figures 33A and 33B show the efficacy of Tau monomer or fibril uptake,
respectively, in CHO cells overexpressing CD32A. 7G6-HCzu25-LCzul8 antibody (3 pg/mL)
significantly increased Tau monomer uptake compared to human IgG1 control (3 pg/mL) (Fig.
33A). Likewise, 7G6-HCzu25-LCzul8 antibody (0.3 and 3 pg/mL) also significantly increased
Tau fibril uptake compared to human IgG1 control (3 pg/mL) (Fig. 33B). In both cases, FcR

-262 -



WO 2019/077500 PCT/IB2018/058024

inhibitor treatment significantly blocked the effect of 7G6-HCzu25-LCzul8 antibody-induced

Tau uptake in this cell assay system.
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What is Claimed:

1.

A monoclonal antibody comprising a heavy chain and a light chain, or an antigen-binding

fragment thereof, that specifically binds a human Tau, wherein:

the heavy chain comprises a heavy chain complementarity determining region 1
(HCDRTI) comprising SEQ ID NO: 732, a heavy chain complementarity determining
region 2 (HCDR2) comprising SEQ ID NO: 734, and a heavy chain complementarity
determining region 3 (HCDR3) comprising SEQ ID NO: 736, and the light chain
comprises a light chain complementarity determining region 1 (LCDR1) comprising SEQ
ID NO: 846, a light chain complementarity determining region 2 (LCDR?2) comprising
SEQ ID NO: 848, and a light chain complementarity determining region 3 (LCDR3)
comprising SEQ ID NO: 850 as defined according to the method of Kabat; or

the heavy chain comprises a HCDR1 comprising SEQ ID NO: 1002, a HCDR2
comprising SEQ ID NO: 1004, and a HCDR3 comprising SEQ ID NO: 1006 and the light
chain comprises a LCDR1 comprising SEQ ID NO: 1116, a LCDR2 comprising SEQ ID
NO: 1118, and a LCDR3 comprising SEQ ID NO: 1120 as defined by IMGT.

The monoclonal antibody or antigen-binding fragment according to claim 1, wherein the

residue at position 49 of the light chain according to the method of Kabat is not cysteine.

The monoclonal antibody or antigen-binding fragment according to claim 2, wherein the

residue at position 49 of the light chain according to the method of Kabat is serine.

The monoclonal antibody or antigen-binding fragment according to claim 1 wherein the
residue at position 57 of the heavy chain according to the method of Kabat is not

cysteine.

The monoclonal antibody or antigen-binding fragment according to claim 4, wherein the

residue at position 57 of the heavy chain according to the method of Kabat is serine.
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10.

11.

12.

13.

14.

The monoclonal antibody or antigen-binding fragment according to claim 1 wherein the

residue at position 34 of the light chain according to the method of Kabat is glutamate.

The monoclonal antibody or antigen-binding fragment according to claim 1 wherein the
residue at position 36 of the light chain according to the method of Kabat is not

phenylalanine.

The monoclonal antibody or antigen-binding fragment according to claim 7 wherein the

residue at position 36 of the light chain according to the method of Kabat is tyrosine.

The monoclonal antibody or antigen-binding fragment according to claim 1 wherein the

residue at position 46 of the light chain according to the method of Kabat is not arginine.

The monoclonal antibody or antigen-binding fragment according to claim 9 wherein the

residue at position 46 of the light chain according to the method of Kabat is leucine.

The monoclonal antibody or antigen-binding fragment according to claim 1 wherein the

residue at position 94 of the heavy chain according to the method of Kabat is not lysine.

The monoclonal antibody or antigen-binding fragment according to claim 1 wherein the
residue at position 71 of the heavy chain according to the method of Kabat is not

arginine.

The monoclonal antibody or antigen-binding fragment according to claim 12 wherein

position 71 of the heavy chain according to the Kabat method is valine.

The monoclonal antibody or antigen-binding fragment according to claim 1, the antibody

comprising:

a heavy chain variable domain (HCVD) comprising SEQ ID NO: 402 and a light chain
variable domain (LCVD) comprising SEQ ID NO: 572.
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15.

16.

17.

18.

19.

20.

21.

22.

The monoclonal antibody or antigen-binding fragment according to claim 1, wherein the

antibody is a humanized antibody.

The monoclonal antibody or antigen-binding fragment according to claim 1 wherein the

antibody 1s IgG1.

The monoclonal antibody or antigen-binding fragment according to claim 1 wherein the
antibody binds monomeric wild-type human 2N4R Tau with a Kp of less than about 0.5

nM as measured by surface plasmon resonance.

The monoclonal antibody or antigen-binding fragment according to claim 1, wherein the
antibody or antigen-binding fragment binds to human Tau at an epitope comprising the

amino acid sequence HVPG (SEQ ID NO: 1133).

The monoclonal antibody or antigen-binding fragment according to claim 18, wherein the
antibody or antigen-binding fragment is biepitopic and binds to human Tau at an epitope
comprising the amino acid sequence HVPG (SEQ ID NO: 1133) within repeat region 2 or

repeat region 4.

The monoclonal antibody or antigen-binding fragment according to claim 1, wherein the
antibody or antigen-binding fragment binds to human Tau at an epitope comprising the

amino acid sequence HVPGG (SEQ ID NO: 79).

The monoclonal antibody or antigen-binding fragment according to claim 20, wherein the
antibody or antigen-binding fragment is biepitopic and binds to human Tau at an epitope
comprising the amino acid sequence HVPGG (SEQ ID NO: 79) within repeat region 2 or

repeat region 4.

The monoclonal antibody or antigen-binding fragment according to claim 1,
wherein the antibody or antigen-binding fragment binds human Tau at the epitope
comprising the amino acid sequence HVPGG (SEQ ID NO: 79) within repeat region 2

with a binding preference that is at least about 10-fold greater than binding at an epitope
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comprising the amino acid sequence HKPGG (SEQ ID NO: 182) within repeat region 3
or than binding at an epitope comprising the amino acid sequence HQPGG (SEQ ID NO:
183) within repeat region 1, or

wherein the antibody or antigen-binding fragment binds human Tau at the epitope
comprising the amino acid sequence HVPGG (SEQ ID NO: 79) within repeat region 4
with a binding preference that is at least about 10-fold greater than binding at an epitope
comprising the amino acid sequence HKPGG (SEQ ID NO: 182) within repeat region 3
or than binding at an epitope comprising the amino acid sequence HQPGG (SEQ ID NO:
183) within repeat region 1,

as determined by a peptide binding assay.

23. A monoclonal antibody, or an antigen-binding fragment thereof, that specifically binds a
human Tau, wherein the antibody is produced by the cell line having ATCC deposit
number PTA-124524.

24. A pharmaceutical composition comprising the antibody or antigen-binding fragment of

claim 1 and a pharmaceutically acceptable carrier.
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