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. Lymphocytic/blastic Other Hematological HIV/
Solid Tumors : . . . .
Malignancies Malignancies Infections
Minimal Minimal Acute/ Minimal Acute/
Residual Metastatic | Residual| ;o™ Metastatic | Residual cute/ Metastatic Any Stage
X . Chronic : Chronic
Disease Disease Disease
Pre-
1 conditioning + + + + + + + + +
Pre- IL-2 in
conditioning* Activation - - -
Cocktail
Pure NK + +
2 Pure (NK + 4 I+ 4
Infusion NKE]J(}TBT T
iNKT sl sl +
NK +CD3 +
In Vivo
Activation with - - -
3 IL-2
COx2
Post- infusion Inhibition + + + + + + + + +
OtheI;lll’GE2 e+ I+ s s o+ -+ -+ -/+ -+

Section 1 describes pre-conditioning for each patient, with IL-2 utilized in the activation

cocktail for certain selected conditions, but not all.

* Tt is noted that certain regimens will include administering to the patient interferon-
alpha (IFN-0), or a biological equivalent thereof, at a dosage of between about 1 X
10°TU/m?*/d to about 10 x 10°IU/m?/d, two days and 1 day prior to administering the

lymphocytic cellular composition comprising activated NK cells.

Section 2 describes four cellular infusion options where the therapeutic lymphocytic

cellular compositions can be any of the following:

» activated NK cells;

» activated NK cells + activated GDT cells;

» activated NK cells + activated GDT cells+ iNKT;
» activated NK cells + CD3 T cells.

Section 3 describes post-treatment options, where COX2 inhibitors are given in all
instances, in vivo activation with IL-2 is achieved in selected conditions, and other PGE2

inhibitors are administered optionally in certain conditions, as well.
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FIGURE 3A

Number of Patients Treated

[Metastatic Solid Tumors

Colorectal cancer
Pancreatic cancer
Breast cancer
Ovarian cancer
Renal cell carcinoma

# of patients| [Hematological Malignancies # of patients
1 Multiple myeloma 2
2 CLL 2
4
2 Infectious Disease # of patients|
2

HIV 2

FIGURE 3B

Representative Timeline Chart of a Treatment Protocol Example
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FIGURE 3C
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FIGURE 3D

Treatment Toxicity using WHO Criteria

Grade 1 Grade 11 Grade 111 Grade IV
Hemoglobin 9 4 0 0
WBC 10 3 2 0
Neutrophils 8 4 1 1
Platelets 5 4 2 0
Edema 3 1 0 0
Pericardial Effusion 2 1 0 0
Fever 4 9 2 0
Allergy/Hypersensitivity 6 2 0 0
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FIGURE 3E

Survival of Patients (Solid and Hematological Malignancies)

No. of Patients Survival in months

Alive-PFS 10 >66 CRC, >74 PanC, >90 BC, >68 BC, >32 RCC, >102 OvC, >92 MM,

>82 MM, >110 CLL, 48 CLL

Alive-SD 2 >22 BC, >18 RCC
Alive-PD 1 >12 OvC
Deceased 2 1-6 months

PFS= progression-free survival, SD= stable disease, PD= progressive disease, CRC =colorectal cancer,
PanC =pancreatic cancer, BC= breast cancer, OvC= ovarian cancer, RCC= renal cell cancer, MM=
multiple myeloma, CLL= chronic lymphocytic leukemia
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Figure 4
Vector Summary
{ Vedtor ID VB181126-1182bijg )
Vector Name pET-8xHis/GST/TEV/{FGFR1 Protein}
Date Created {Pacific Time) 2018-11-26
Size 7133 bp B
Vector Type Bacterial protein expression vector pET
Inserted ORF {FGFR1 Protein}
Plasmid Copy Number Low
Antibiotic Resistance Ampicillin
Expression Host BL21(DE3)
Cloning Host Sthi3 {or alternative strain}
Yector Map
e GST
T TEY
(o {FGFRY Protein}
e TF fRpminatar
VB181126-1182bjy
7133 bp
v\'--AmpEciliin
Vector Components
Name Paosition size (bp} Type ~Description Application notes
7 Drives high-level transcription of downstream gene in E. coli
ramoter N1-17 17{ Promoter 17 promoter | host cells that express T7 RNA polymerase; can also be used
P for in vitro transcription,
In the absence of IPTG, it is bound by lac repressor {Lacl),
. leading to transcriptional repression of downstream gene. In
N 20~ 254 M Lac operat
Laco R20-44 iscellaneous perator the presence of IPTG, Lacl can no longer bind to LacG, thus
allowing downstream gene to be transcribed.
' - Ribosome Recruits ribosome to mRNA and aligns ribosome with start
RBS N76-80 5 (R8s binding site | codon to initiate protein synthesis in E. coll.
6xHis §91-108 18| Tag ﬁfa.m?!em Fgcsﬁtates purification by nickel or cobalt matrix and antibody
| histidine tag | binding of tagged protein.
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Figure 4 Cont.

Name Pasition 1 Size {bp} Type Description | Application notes
v Glutathione {Facilitates purification by glutathione matrix and antibody
GST N109-765 8574 Tag 5~ binding of tagged protein; helps to stabilize tagged protein
transferase  and protect i against intraceliular protease deavage.
;i?ii;is Cleaved by tobacco etch virus protease, which cuts after
TEY W766-786 21{Tag rotease glutamine in the recognition sequence BXIYXQ{G/S} where X
P T bean be any amine acid,
cleavage site
NT7E7-1584 7981 ORF FGFRY ECD  § None
T7 4 16491655 474 terminator 3;;’ seription Allows transcription termination of RNA transcribed by
i 1698 terminat tran ite . .
i ' ) bacteriophage T7 RNA polymerase,
terminator rerminator | acteriophag RNA poly
Ampiciilin
Ampicillin {\NW2118-2976 ! 861! QRF rasistance Allows E. coll to be resistant to ampicillin,
gene
pRR322 Faciiitates plasmid replication in £, cofi; reguiates low-copy
pBR322 orij 3147-3735 589 | Replication_origin{origin of plasmid number when Rop protein is presence {15-20) and
replication | median-copy plasmid number when Rop s absent {100-300),
It encodes a small protein that regulates plasmid copy
# 8 complement 1921 ORE Repressor of § number in £, coli. The presence of Rop protein, in
- nep {4162-4353) primer combination with pBR322 origin of raplication on the plasmid,
results in low copy number of the plasmid.
In the absence of IPTG, it binds to lac operator {Lac0} to
Lact N complement 1083 | ORF Lac repress transcription of downstream gene in E. coll. In the
ac {5685-5747) h repressor | presence of IPTG, it no longer binds to LacQ, thus aliawing
{ downstream gene to be transcribed,

Note: Components added by user are listed in bold ved text.

Vector Sequence  (SEQIDNO: 1)

1 TAATACGACT CACTATAGGG GRATTGTGASL CG 5 ATATACC CACCATC

AA GALABATATG AGGAGCATTT
TOTCCCAATCTY CCTTATTATA TTGAYTGGEYGA TGI'TAABATTA

GATAACAA TTCCCCTCTA GARATAATTT TGTTTIACTT TAASA

AAATTAAGGE CCTTE

101 ACCAIC

C CCCPATACTA GETTAT

CCCACTCCAC TTCTTTTGGA ATATC

5. ANACKABAAG TTTGAATTCE GTTTGHA

2071 GTATGAGCGC “GATGAAGETG ATABAT

BARGC. ACAACATCTT GGGTGHTTGT CCAARAGAGC GTGCAGAGAT TTCAATGCTT BRAGGAGCGG
STTEATTY TCITAGCAAG CTACCTGAAA TGCTGARBAT
"I“TC:GAZ\G?;’?‘ TTA ATAABACATA TTTRAATGGT GATCATGTAA CCCATCCTGR CITCATGTTG TATG

301 ACACAGICTA TGCCCATCAT ACGTTATATA

401 TTTTGGATAT TAGATACGGT GITICGAGAR TTGCATATAG TAAAGACTIT GRAACTCICA AZ

GCTC TPGATGYTET TTTATACATG

ARAY TT TTAAAARACG TATTGAAMGCT ATCCCACAAR TTGATAAGTA CTTGRARICC AGCARGTATA

TTTGCAGGGE TGGURAGCCA COTTTGRTGE TGGCGACCAT CCTCCABAAT CGEATCAARL CCTCIATTTT CAGGGCATGA GGCCHTCCCT

GRACAAGATG CTCTCCCCTC CTCGGAGGAT GATGATGATS ATGATGACTC CTCTTCAGAG GAGRARGABA CAGATAACAC CAABCCRAAL

T CATATTGGAC ATCCCCAGAA AAGATGGRAA AGAAATTGCA oz GUPGCCAAGE

CAANTGCCCT TCCAGTGGGA
TTGEAGECTA CAAGGICCET TATGD

> CACACTGOGC TGGTTGAABA ATGECRARGA ATTCABACCT

ACCT GGAGCRTCAT

CEGTAGTA! P ACCAGCTGGA T

CTGACAAGGSE CAACTACACC T
C

1201 CGGTCCCOITC ACCE! CGETTECCCE CCAACAARAC AGTGGICCTG GGIAGCARCG TGGAGTTCAT STGIANGHIGC T

£

1301 CGCAGLTGEC GGPGAR TOGCAGCRAG ATTGEGCCCAG. ACAACCTCCC TTATGTCCAC ATCTTGARGA CTGCTGUAGT

3
1401 TAATACCACC GACAARGAGA T STAACTC TATCGEACTC

T TTGAGERCEC AGGGGAGTAT ACGTGCTTCG G

GACCETTCTG

GECTGCTG

CGCAGTGATG

GTAAGGATCC GCTGCTARCH

1501 TCCCATCACT |
1601 A

AGGAGGAACT

“CGABA

> TTGAGGGETT TTTTGCTGAR

TGEAC

TTCCETETCE CCC
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Figure 4 Cont,

1]
N
D
P

TEARAGTARA AGATGCTGAR

GTCCACGAGT GGGTTACATS GAACTOGATC TCAACAGCGEG TR,—“ ATC GAGAGTTTTC GOCCCEAAGR

ATGATGHI A

EC”‘G"TnTL. TATLCOGTAT £ L)‘n GAGCAAC T

CATARCACTAT

3G,

A GTCACAGAMA 2

[L.[[G CAG ilu\f‘lt"" CATA ACCATGAETG

GBI BAT
CATEGGGEE NT_

CCATCGEAGH !

CCIPGATCE

2601 PTGGHERACCE GACCTGAATG ARGC,

ARACGACGAG COTGRCACCR COATGCCTGC, AGUARTGGCA ACAACGTIGE GCARBITATT

2701 CTACTTACTC TAGCTT

VTAGACTGGE TOGAGGCGGA TAARCTTECA GGACCACTTC COPTCCEGT

2801

uT' TGGAGCC

* BTCGTAGHT

GGTCP\L.GCGG THTCE

W GUACT (JuCCC CAGATECT

2801

GCRAACTATEG A

GCTGAGATAG GTGCLTTACT GATTAAGCAT

T CRGRTCAAGT

TTGATTTRAR

GATCTAGGT GARGATCCTT TITGATE AATCOCTTAR CGTGAGTTTT

> AGCGTCRAGAC

TTGLABACAA BAAAACCACC

HICT ""ETCA £ ;! P TTC GT BATCTGITGL

T GIGETTTGTT

GAGAG LGCA
v GTCAGGHGEE

TCOCCTGATT

& TACE

BATAC TGTCCTTCTA

GECTGCTGCC &

GATAGITACC GGATRAAGGCE 3 ACACAGTCCA

L TGAGHAAGCE (X s CETATCCGET T

G CGTCG

‘1“

ACGCCTCGTa BT

GEAAA} ACG

ACATGTTCTT
3 CGAGT

C
CLOGTATTACT GUCOTETGAGT Cl\'"TG

2Gi52 l\&ruu(,k:

TP.T’ETTCTCC TTACGZCATCT FCTGA

TCACACTGCA

T COOTGAC

GACGCG

THICGCTARC STGACTGEET CCCTEACEGE

CGETOTCCEGE  AGTTGCATGT

BECT CATC}\_G

TCACCERBAC GCGIGAGT LA
TCTCCAGRAG TARLTCTC

CRGATGTCTE CCTGTTCATC |

4301 TGGCTTCTGA TARJRCSCGEGGL A

GITCATGGEE GTAATGATAC

T COTETTTGET

TGATGARTAT TGGRACGTTG TG TRIGCATGCG

4301 CGATGAAACG AGAGAGGATE O

4501 GCGEGACCAL AGRAMAATCA

CGG
C T. ‘GTTBATYH C, 5 TEYICCACAG GGTAGCCAGC AGCRATOCTGC GATGCAGATC

4601 CGGAACATAA. TCGIGCCAGSES

GACTTTACGA COGRAGRCCA TTCHIGITET

4701 TGCAGCAGCA

TICRIPCPEL 17 GGCRACCCCG CUAGCCTAGT

4E0L CACGRICATG

GCIGUAGATG GUGGACHECGA

o GAGATGIGCT GCGE

4801 TDE

G Ca’ "l‘LACA"'

AATTGATTGG CTCCARTTCT TGGAGTGGETS AATCCHTTAG CCAGETGCCG CCGGCTTCCA TTCAGGTCGA

5001 GETEGICCGEG

SRT
CRTGE

vl

CAGACAACGT ATAGGHCGEC ATGCOANCC CEIPOCATGT GUTCGOCCAR

TCECCE

TEAC G

ABRGTTAGGCT GGTAAGAGCC  CTTGBAGCTG TCETCATCTA

CAGCATGGECC

GCATCOCGAT GCCGCUGGAd GUGAZAMZAA > GRAGGLCATC CHCGAACET

TAGCLCAGCSE

‘?\_‘I'GCCGGC‘ ATAATGGCCOT GCTRITCECS GUGELGGEAT CAGTGACCAA GGUTTEAGLG

AGRATTCCGAA

GC GACAGGCLGA TCATCGTCET GCTCC}‘.GCGA BACCLECTOCT COUCHABABTY GACICHEAGT GCTGCCGGCZ\.

o GAGITGCRTG 7

CAGTCATAAG TV GGARGGAG ¢ ABGGCTCT

SCGHCGACE &

TCGAGATC

A‘l‘GAGTGAGC TAACTTAOAT T CLC ‘C‘i'l"“""’“ CCTGTCGTGE

ABTGBATCEG

SEGAGHEGCE GTTIGCET TT CTTITCACCA GTGAGACGGS

COGOOTE

P GGTTTGCOCC AGCAGGCGEA BATOCTGTTT GATGGTGETT .

T TGCAGCARGT &

TATARCATGA GOTGTCT

ATCCCACTAC CGBEATATCC GCACCARLGC GCAGCLCGGA CTCGETAATG GCECGURTTG

SGCABD

6001 CATCTGRTCG T

GGEEARCGRTG CCCTCATICA GO GETTICTIGA ABACCCEACA TGGCACTCCA

6101 COTTCCOCTA TCOGCTGRRT TTG

T TATCCLAGC AGACGUGCCG AGACAGBACT . TAATGGGCCT

€201 CGATITGECTS GIGACCCAAT

> CBETCHCETA T LG\aZ\r“AIIu T AATACTGTTG ATCGE

6301 ATCAAGAABT BACGCCGGAA |

GECAGCTTCT ACAGCAATEG CATCOTYG TAGTEAATGA TCAGCCCACT GACG

GCGAGRAGAT TRTGCRSCGC 4

GLPTCGACGE  COCTECETTC TACCATCCAT ACCATCACGE GCACLCAL TPGATIGENE

PTCRCCGLGAC AATTTECGAT

GOGCTAGACT  GRAGHTGEGCCA Ll‘\,C,(z""‘AA’" A GCAACGACTG TTTGCCOGCC AGTTEETIGIGC A

GGEARTGTAA TTCAGCTCCG

TTCCACTTTT TCCCEOETTT GPEGCTGEIC, TOETTCACCA CGCGEEABAC

GAGA(E

ACCEGE TATACTCEC

AARCGTTACTG GTTTCACATT CACUACCCTG A P OPTCCGGECE CTATCATGLC

AGGTTETS

CYCCCTTATS COACTCOIGE ATTAGGARGC AGCUCAGTAG TAGGTTGAGE CCSTTGAGCA

CCGCCHLOCGE AAGGAATGET

CRTACCCACG CCGARACAAG CGITCATGAG

TC0L CCUGBAGTGG CGAGLCCEAT

G AGATGGCGCC TRACAGTCIC CCRG
GEIGRTIGTCE GOGATATAGG CG

GCGELE C-LG: TGCCEGCIAL GATGCHYCIG

TLGL GOGTBEAGGR TCEACATOTS G
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Figure 6D

Figure 6C

Figure 6B

Figure 6A
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