PCT/CA2019/050353

WO 2019/178699

L 11950 41-s-(9°2) 41-s-(¢°2)

NHOV HO
0 OH
o) \g HO_ on HO oH
OH o HO™ OH 0 0 HD o
o NHoV 0 0 Lo -
0 oH NHoV HO S OH
. 1YL 13S0 Z
MLHOSO
41 oH uiLs ul
d 19
5 ULHeSO
Ho, OH HO  OH
o OH HO oH
O o
o OH o Lo/ UPY © Iy
NHoV HO . HO OH HO
11 198O H20D OH

1/51



PCT/CA2019/050353

WO 2019/178699

\/\/O

o HO
NHOV o oH
o o}

HO® OH  HO™ OH

g S o
/w\/\/o NHOY
Jo:
o
HO” OH

¢ By

(svovl)
adoyds |jeo-g
41
~"0
NHaY HQ
-— o OH
Ay o o
doyda |32~ HO” OH  HO™ OH
sanpjsai suje)sA) 9 sjl
Y)m ploxo} snueja)
(svovl)
aodojida |jea-g
N
~0
NH2Y
OH
(o]
HO” OH

adoyda ||90-g se Buiaias suabiue ajeipAyogie) = 2y
(p1ox0) snueja] 'xa) adoyds ||99-1 UO sanpisal auRIsAy = by

\W/\/NN_ PP \/ NN_ + IW|rm

rm Y

+Asiwayo »}o119,, aus-jory} anAjojoyd

ALIE

2/51



PCT/CA2019/050353

WO 2019/178699

suabiue 4] Jo uj opiwisjep

g > Hd Jo Ay & Z/\/w\/\/O
saulooe) = /\/:\ NHOV

Io OH

HO
L6hNyo 40 1) o\ﬁo%o_._
| Ho W OH

suabijue 4] 40 u] opjwe}aseopo]

910 ¥(sADSH) _\/__\z/\/w\/\/o o
OI

Io OH o oI

p B4

3/51



PCT/CA2019/050353

WO 2019/178699

L
41 A N
A AN 0
ONHOY  HO %6 NHOY  HO
(o) OH T TR o OH -—
UG ‘D 09 o o —— 9
o 0 HO3Y %09 %G6 ‘U L M
HO~ OH HO~ OH o o HO" OH  poswenosw
0\ ud
9 %88 ‘U g} ‘M
X0 SONa/HOUd 4NO)BH X~ Y
NHOY 280 < NH3V - ujl
(o} ozg g OH %18
o 0 ¥ oz 0 PEREE (¢
zgo~ 0zd 0zg (EaWO)HOHED ‘HOSL-d
Q o 0
0\ _ud o Oza 0 _ud
X £
ul 1A1v-29 ul 1Anv-s X0 %8E
= X"g NHoY Uzl xnger'otHz
NHoV on NHoV S ONd = §Z W01 D, 56~
OH L YD%HOMAD Q% -
9 5 HO” g 02:1 40%HOMAd ‘0L °)
HO" OH HO ™ OH
\ Yol %09
m Yzl ‘D0 0§ z UZ '} Gh- b
X0 HOSW/BNOIN e Xy . L 4KFIDPHD '1000NE 2 HO.  NHOY
NHoY - NHoV OH
. P ond = OH
OH Yy gl ‘xnya1‘Q%H ‘g o OH ye o)
ol _ )
UgZ M0} 05 MO Do 0Z USU} O, 0 HO
HO™ OH | oz: 4o%HOMAd ‘0%L "L .

G ‘B4

Ny 0V

4/51



WO 2019/178699 PCT/CA2019/050353

C):
Lo
n e
=3
=) - &
ind e
Py "
= Fogis
i - R
e
(— 85 a smmmm——— 3 3
(3}
b ]
l 24
a =]
- S i
= -
7
#%
= -
] = 0 e e
-
. L " T o
[ i earr T oA . ~
& Y er—cT——
=
= B en
gDy
bl T B (=3 [~
- besor - Z ]
ﬁ - EWT
- | rbEE
i = Levit
- L WY Lo
- -+ o
3
< 0 K m D E
o £ (=4
[7=3 = (=34 =g =9
grr [ wnd 5 2L
. - = It (o2
2 + - I 4 ir P
[T =t Bl
g " =)
-] = -
da -
= TeBED
- ‘: Feowr
L™ ) L = - 2
- [V for 2
=
2
E e 2
.= e —
7
-
i
L = =
3 = - 5
“
- 1y
b Y izt
gl
L
-
b
“ L = =3
[=] V=1
L r -
-
b B
&
.y =
> a w - D
o P2
O o
"o ey 2
i
[T
o - &
i
=
= -8
(5]

5/51



PCT/CA2019/050353

WO 2019/178699

G0 S0 SV

(Ulw) swi] uonisinboy "SA SUNO
)i mo{mmo woOm_,o

0 vOoTsE

~Belq ueos (GerZ ocy

$S29°GLZ)DI1F IST+ 8O N GEH LZD L pdD

1'0 SO0

B4
g 01X

CLET 6T ginuuod Ag puld 10 80 N SE€H 170 11 pdd
ssen wy3oby 14 jeqeq punodwio)
a1t 9L 6 80 N GEH 1¢D 0L9¥S9 |CLEE6EE 0 $ONSEH 12D 1T pdD
(wdd) [ ssew 161 enuiiog punqy | ssew 1 joqe punodwio)
|_4ig

29 b4

a2iqe] punodwon

6/51



PCT/CA2019/050353

WO 2019/178699

SGY

+(H+) g0 NogH 1Zofecos  fszet 615Z°EEh  |ossTege
+{H+W) 80 N oK 1Zofeskze 16 E6bTTEF  |EsTEER
obSS |sros'1ee
#(H+W) 80 N 9¢H 1Z0femszel |sg'0 6T TEE TLRTIEY
161 9200°1E%
8002 |eseaoey
Jozse Jptse aer
[szie |sess oe
(ETE Jestoze
+(H+i} 80 N9gH 1feensse forz  [sevzoer  [skezoek
[Te gpnused] pungy (wddlng 2/ ey Z /i

1511 Head Wnioods SW
z/w) abieyn-ol-sse m___,wcno
oSt mmﬂ &3 by 0ch Sy Oy SOb

|

|

+{HH+N)
Giba Oty

~0l=6ei4 (sueos ¢ ‘ulw Z'0-Z'0) UedIS |S3+ ‘B8O N SEH LZD I pdD

0
'z
b

-9
g 01X

a9 ‘614

WNIDRGS PRLGHT Sl

7/51



WO 2019/178699 PCT/CA2019/050353

_ @ - o
[5es
-0 - =
fo] -4
] -1
— ™
S
L0 o
=t o~
FERE e S -
] ~ F
g =4
4 ]
-2 -
A =
)
n )
s 4
STE L
ST
201 o o
I o o
00T
Babn
LN . 2
- &
P o -
2~ BT E ~ N :‘g‘
< - a& . S oo
r~ - (=2} et
. Eow = iL =
N et
('R L L3
3y =]
——
Feave | o g
w -4
a -8
—
=) -
~ &
i =3
- [ 2
“ a =
- 2
A (=
., n -
. o -t
. O
i L2 T O = L8
L« [~ D I i
-2 ™ ‘ [=3
# ] D; % 0 i 3
- I
= . B
g N

8/51



PCT/CA2019/050353

WO 2019/178699

=T
) vqo..ﬁm

Ommmmz_unud, ‘SA SIUNOS

SL'0

"0 €0 S0 ¢

"86YS'ESL ‘PPES 8L '6L9G°LEL)DIT IST+ 9O N6LH LLD L pdD

rGL
A
g OLX

7Z1'19C ejnwiog Agpuld’ 10 90 N 6TH 11D 1 pdD
sSe unjjLobiy 14 |2qe punodwod
e 1L 1ee 0N BIHITD Lot CET19L o a0 N 6TH 1121 pdD
(wdd) | ssew 361 B0 punqy ssep 1 feqe punodwoe)
|__4iQ
ajqel punodwo)
oL B4

9/51



PCT/CA2019/050353

WO 2019/178699

0ze

+{+ W} GO N ETH TID9LLT T ofjart- 80000 +80° 008
SE80 95E1'88¢
0418 SOT198E
SES9S 6F11 58T
0E67 PTG PRE
24958 SRTE #BC
L6661 SCTTPRE
6LET E08T 8L
£10E gEgTied

Ry 90 N OfH T1D|5L5% T 0L SRETI9E PHLT 9L

uoy ginuiiod| pungyl| z (wddja z/ur e Z,/uir

z/) abieyn-ol-ssep
c__,m Amcm 06. ! W

082

‘SA SIUNO

1517 jead wninads sy

/¢ 092 0sz 0¥z

I

~(sueds g ‘UlW Z°0-2°0 ‘L°0-L°0) UBdS ST+ 9O N 6LH L1D 'L pdO

+O1+N)
0v80°00¢€

i
1

TAN 474

+(H+IN)
PeELE98

0

-C

B4
g 01X

al b4

winoads pewony Sl

10/51



WO 2019/178699

Fig. 8A

11/51

Forg

Eron

B

Teren

o

PCT/CA2019/050353

LR

0.5

1.0

1.5

=

55 5.0 4.5 4.0 3.5 3.0 2.5
f1 (ppm)

.0

e
g

FA

8;9

9.0 2.5

9.5




PCT/CA2019/050353

WO 2019/178699

SG°0 S0 mvm

F.:CL E=10N]] Cﬁ:u_m:._mu“u
w %mm 0

20 €0 510 10 S00

“‘GGOG'L61 ‘L0L9Z6L ‘'SEBS'SLL)DIT I1ST+ 90 N €2H 81D 1L pdD

rG2°0
G0
rGL°0

g OIX

GESTGFE B|MLLICY mm. nEm 0 90 N ETH 81D T pdD
SSBH wyobpy 1 |aqe punodwod
£87 5751 6PE 90 N EEH 812 968vET  [SEST 6HE 10 50 N E¢H 81D 1 pd3
(wdd) | ssep 361 Bnuiod punqy sse 14 {eqe punodwo)
"a
ajqel punoduwo)y
g8 ‘614

12/51



PCT/CA2019/050353

WO 2019/178699

{4} 90 N A £2H BID|eL9s 1 feLe £G511°8BE [9T1'BRE
+{BN+ W} 90 BN N £2H B1D|0+151 LI |2 ST ELE LS8 ELE
BN+ ) 90 BN N EZH B12[850€8 1 Jeoe IPTZLE SEFTELE

+{H+} 90 N #¢H 813 |568E 1 |52 SE91°7SE 9991 75E

+{H+W} 90 N ¥7H 81359997 [ A 191158 BEDT'ISE

A{H+ ) a0 N bZH 81D[0cbarT | T [T 2EST0SE 8091'08E

6505 CRET PO
SBLGE RIET'ERE
ZBIET (BEL TBE
{6IBIT BBTE 76T
uoy ginwiod| pungy| z (wmdd)apa Z/ 0 e Z/0

w) abieyn-oi-sse|

‘SA SIUNOD

4
oLy 00V m_m 08¢ ~ 0LE '09f 0SE~ OpE

1511 Nead wnnoads S

0€E

+(1+A)
L9LL88E

~olL=6el14 (sueds g ‘Ul Z°'0-L"0) UBDS |ST+ 90 N €ZH 81D L pdD

| |

+(EN+IA)
SZYLZLE +(H
8091

+IAL
0se

0
G0
r b

g 01X

08 b4

wgosds pawoo? S

13/51



WO 2019/178699 PCT/CA2019/050353

- o
<>
L - =
[y ek Ll
. i
= 1 .
_? S 1 3
S roe 1
% 7 107
. -t JI— m
1
. -]
o~ T
L =
o~ | )
. =2 =)
[ W
oo perm——
. ey =
el e ~
T 0T
S— o
.{» BT e < - 2
I 1ee
I L wr o
oy ¥ @
';?‘
- o
<L 3 o0 —] E
o - 25 @ ——d 38
o Par| o =2 ' 1 o
ic A opye ('
Tl =
ot e =
Beowey
Lo TET RSE—
¥ = - A
- w -t
Y M =3
e 1 -0
s =
L2 -2
= @
™ 50 /
BEET | Wy R
e owwzy ™ -
o e
i{ T o
15 o o2
k- vzl o O = —
o O < — LR
(=]
O 0O -
' @
- = ol 8
Y % O o 2
¥ -5
e
g
o @ o
2 ~

14/51



PCT/CA2019/050353

WO 2019/178699

ol

Isin
E0

bow 'sA sjUNo
{mmmﬁwoomwm _,o mme

S50 S0 m% mﬁvvmm_ 50

26 ‘B4

"

'z
M 66 L oLX

“€P¥9'98Y ‘LYl S9¥ ‘FZ99 ¥9¥)OIF IST+ :SLO N 6%H 250 :| pdD|°
S0EUTE  EnWIdAGPUET 10 STON 6bH 753 11 D
SEEN E.._uﬂ_,_ﬁw_ﬂ, 14 12qe punodwod

T5 b ZOIELT6 ST M 68 257 THEEAT |20ELT6 0 SEO N 68M 752 T pdD

(wdd) | ssepy b O punqQy FEE 18 jaqe] puncdwoy
|

Fjgel punodiuony

15/51



PCT/CA2019/050353

WO 2019/178699

+ (B b SIC BN K GFH Z52|ELET T |55 ELTEESS 5T0E 456
+{ENHA SI0 BN MW &bH 7500|4165 T jiEE SB0E 555 SEQEE5E
(PR SI0 RN N BFM 25D |84 LT T |207% [EG 06255 5008256
(B STC BN B GRH 257 |6THE T |1 [BTLE TS5 28627156
4 (BT ST0 BN W GbN Z53|ETELAT T |ET E-EET D55 GRGTO5E
A ST0 M GSM Z83(TTE T Jueel- TTELESE _mmwﬂmmm
BT bETOEEE
71T BT84 TER
ZET [BE5TTEG
] ST0 W OEH 2573|3251 58 FERETES [LIZEE8E
&L 5 60L6TE8
B | ]
+{ 4 10 Bl Q&M 252|298 [R5 OGTL EES [CTCE T8
Fas |2 9267056
5:494 [REES 056
HHHAT STCr W GSH Z573|T8ELE 5675 BETEDES [CRIEDLE
LESE 1065 6I6
{44 ST K DEH Z53|ZHEHTT 175 BOTEETE T21E76TE
TEED ER0BTE
A STC N BSM 25D |TL00T 55+ SETLRIG EETEQIE
3 [EARE"LTE
(23 ETHERTE
LT 21517876
BT E36875T6
[44 SABETEE
ks [b0LT75T6
22 G085
&7 [GTREHTE
158 TTREETG
T 5085206
121 Ejnsuded| pungy| {wdd}pg Z 0
IS1] MEag wWnoeds sW
mN\Ev of1eyn-01-SSEN "SA muc:nmw
046 09 056 ov6 0EB 26 0L6 _
M ) 0
Y 50
|
Mk
+{epp) ) El
G862 056 EELE'HER e OLX
~=Bei4 (SUBOS O ‘UM Z°0-1"0) UBDS |83+ 'SLO N 6FH 260 1| pdD |9

ae b

£

winads PRI S

16/51



Fig. 10A

WO 2019/178699

HN

F-nwe

[ewe
=

17/51

3.0 2.5 28 1.5 1.0 0.5 0.0

35

a.0 8.5 B0 75 FA 5.5 6.0 5.5 50 4.5 4.0
f1 {ppm)

@5

Fig. 10B

PCT/CA2019/050353

a0

200 0 190 180 1F0 0 160 130 140 130 120 110 ¢ 00 ) o0 80 70 G0 50 4?3 BVQ 28 10
1i{ppm

210



PCT/CA2019/050353

WO 2019/178699

Uiy
S50 S0 mw_,d )

wij uol

1sInboy 'SA SIUNOD)

Q82T LLS ‘¥S02'G6Y LZOZ ¥6¥)DIF IST+ (LLO N €EH 20 | pdD

Bl
¥o mmﬂw €0 6¢0 <0 S0 L0

g 01X

01

‘Bi4

oz 114 ginluieg A puid (3] 110 N EEH $23 11 pdo
SSeW unobiy ¥ {aqe] punodurody
T 0~ +502°T114 T10 M EEH #T2 64991 |50T°1T5 10 TTO N £2H +T2 11 pdD
fwdd) | ssepg ab) B{AUII0 ] pungy SRR 18 aqey puncdwoy
Hig
Bige) punoduwory

18/51



PCT/CA2019/050353

WO 2019/178699

+(H+WT)

ZZ0 TH A 53H 860

0T

17

6ELETH0T

FTLETTe0T

+(BN+WT)

L0 BN TN 994 260

FLBTLT

ST0-

LE6E5F0T

+{FHN+WE)

TEOENW GLH 862

851

g

L6EE 00T

#(H+WT)

TE0 IM L9H 282

562

£5°0

BTEEE0T

SRTEECOT

+44W)

]

ST E-

SROT D55

L29T7055

+ BN+

TIOEN N ERH #20

DSELOT

iH 0

EEETEES

F{ BN+

TTO I LEH #22

T6E0E

FOT-

CHELBIS

CHET RIS

+{H+A)

TG W B8 #830

STEET

&e 1=

EATArass

611715

SELTS

SLOTI5E

FLLSEE

91°08%

uoi

Ejpuiod

pungy

ﬁﬁ.n&%

E =)

F A

00LL 000L m&

w) sbieyn-o mmm
mv oom:ﬂo L

1517 Head wnioeds SK

m> mﬂ%jcﬁuo# 00€ QON

+(eN+WZ2)
LBBE'SYOL

]
+(H+W)
6LLECLS

0091°05¢C

“1=6ei4 (sueds g ‘Ul 2'0-1°0) Ue2S IS3+ (LLO N €EH #2011 pdD

0

4

4
g OLX

aol ‘614

NS Sl

19/51



WO 2019/178699

Fig. 11A

A BE BB BT 3% B 4 W3 A2 34 3D

83 54 53 43

S
o
L3
%
b

AR 4B 47 4

83 AW

£23

1% A %7

el

[ B

't

3 4]

E0WE

b B0

LU

“BEE
Byl
LU0

LrbET -

prs S
g;ﬂ@"f

001

E 660
ot

Foen

20/51°

2.5 2.0 1.5 1.0 0.5 0.0

3.0

9.5 9.0 8.5 8.0 7.5 7.0 8.5 8.0 5.5 5.0 4.5 4.0 1.5
1 {pprm)

10.0

Fig. 11B

0o

HO _OH HO _OH
0]

PCT/CA2019/050353

‘\\

(0]
AcHN o

OH

HO

o
0N

=10

10

200 190 8y 170 180 1530 140 130 120 110 ﬂ}i‘DD ) a0 a0 70 &0 50 40 30 20
ppm

210



PCT/CA2019/050353

WO 2019/178699

uiLl) awi] uonisinboy "SA sjuno
SS0 S0 m_ﬁ wﬂc me_.c £0 VG20 £0° L0 10 |
K
4
| X
“(ZLELZOY ‘'€EOL'OYY ‘CL8L YZY)DIT I1ST+ (LLO N 62H £1D L pdD s O
TZETETR B|nuLiod Ag puid , 0 TTO N BZH £12 T pdD
S50 E:u:am_d 14 12qe ﬁcsanEau
1Ly THLELE 110 N BJH £10 _wmwmm TELTECk &0 1O N BZH L1017 pdD
(uedd) ssep 361 BP0 pungy SSep 14 jsqe punadwo
|30

J11 b4

ajgel punodwo)

21/51



PCT/CA2019/050353

WO 2019/178699

-~ poday 4o pug -

S LOLE' L 8
SESEE POLE TL8
ERx3 b7 048
EE09L BLEE0LE
BLRT Z0TR' 698
k16 1469698
18211F SPLE BYE
+BN+) TIO BN N 62H L1D|F99E [ s G891 8kt 291 Bht
+{BN+ W} TIO BN N 62H L1D|2ELHT I |Evs 9991 Lt TH91 ikt
+{BN+I} TIO BN M 68H £1D|965¢8 I Jore TEDT Gk 1919k
uny ejnwisod| pungy| z {wdd)yig 2/ 3 /S

) abue
SSt

~0}~SSeN "'SA SJUNo
Br Shy vy SEb O0Sy SZv 0ZP

3511 sead wnaeds Sk

0Ly S9F om«E
¥ ¥

T

_ ’

+(eN

[+IA)

€19l

vy

—=6eld (sueds Q| ‘ulw £°0-]°0) UBOS IST+ (L LO N 6ZH £1D 11 pdD

© <+ N O

L OLX

atrl

‘B4

windoads ooy S

22/51



PCT/CA2019/050353

WO 2019/178699

xxxxxx 3
{wupd enig
HO0GE farals e [ i (84
P
' s .
]
z
; £
s Ath UBRnGasIC Sg
potae Agppend oy sogey Snend ynesy
GO0 oo e CEWeed gl desiegu
BB R eg BEEE I ey 1Bk
LHTE -1 Gie S RS furpd efisrangg
TR ARG Amusi % ) wg

I T e——

gy

[ferioaie o8

R R T —

e o S0 (0 3 5 SR i Qe i i 8
i & .
5 i
E i1 3 P
z b H z
-] =
3 [ ]
= & X 1 2
Ui Tnuesg | o
ST A TR SRS SEEL] AT WERGUE BE
weodes Aypenb of segey T Ayenb ynsay podes Appenb oy Jepsy  ; Agenb gasey
G 1311 [ ] of WEad FL g e HOT [E G of Hesd san adesseguy
2600 i3 GEEG  CEksgd QEn on L] EE L] R
Zew g &7t b Wil A p) 9bRaAYE AeE oL i L HBad sl eligssigeg
TUPI ARG IS asguny 4% Hunrpl szg WP ARG IR aeguing % Aup) g

AN F

23/51



PCT/CA2019/050353

WO 2019/178699

uj-spndedm 4l-epndsd m

Sel=1 06=1 Q=1 0=1

uoiyesnfuoooioyd
aua-|olyl ul jo1yl apndad jo sanauny

00+30°0
F0-40°S
€0-40'1
£0-45'1
£0-30'¢
e0-45°¢
£0-30'¢

M
o
u
1
o
|Al} UOI1BIIUBDUOD |0IY} 2314

€0-30v

¢} ‘b4

24/51



Fig. 14

WO 2019/178699

Effect of the thiol position in peptide

tion

%

on conjuga

o o 9 9 o
= o [ L
UONEI=2UIUOD

jOIY3 Ul UoljaINpal pjo4

DMPAP

AAPH

PCT/CA2019/050353

W Peptide-SH OSH-Peptide

25/51



PCT/CA2019/050353

WO 2019/178699

e

Jun

diy-yNd O diy-vAn W

HdvY d¥dING -}
1ded-ug ul-1dad wdad-u] uj-1dad 1dad-sAny sh-1dad

V113 Aq suioa] 03 Alianoeay

Gl ‘B4

Wuost+4ao

26/51



PCT/CA2019/050353

WO 2019/178699

08

WIPS =t dVJWOHWUUSEE ==  HdVVHWUUSSE ——

09 or 0c 0

uollesnfuod ui sjoiys jo a11au

00+30°0
S0-30°S
70-30'T
v0-35°T
v70-30'C
70-35°C
¥0-30°€
v0-35°€
v0-30'%

I

(W) uonenuasuod oy}

91 ‘b4

27/51



PCT/CA2019/050353

WO 2019/178699

ang@ sngpm SnT M Sng W

wilyse d¥dWa+Wlg9e Hdvv+Wwiusge

V113 Ag U1193] YAA 01 AliAIloeaY

0
¥o
90
g0

[t
Pl
9T
g1

wugstao

L1 614

28/51



Fig. 18

WO 2019/178699

PCT/CA2019/050353

tion

N conjuga

Is i

ic of thio

Kinet

50

40

30

20

10

=
S

2
(IA) uolleliuaduod joiy |

8.0E-04
4 0E-04
2.0E-04
0.0E+00

el T e T 17}

29/51



PCT/CA2019/050353

WO 2019/178699

urg

vyl

mﬁm gngg 8ng

ujo = dagd oroul-1dedm gEoulD-1ded m

Vhd VAN

ang Wm:@ 8nzg Bny 8ng Wmmm ang o 8ng

AliA10B3) 4]-13UB pUe U] -1IuY

10
zo
€0
70
50
90
L0
80
60

wuosdo

61 B4

30/51



Fig. 20

WO 2019/178699 PCT/CA2019/050353

uncoated

y to JAAF11
dTT{DTT)

React

dTT(DTT)-TF

= W o W e W L
s M o o 8 = o g9
- ) -

g snuiw wups a0

31/51



PCT/CA2019/050353

WO 2019/178699

b3005 b3005

La+ 1a+ bioos bags Lup
UL-LLP 40-01p ul-11p 40-01p g+ La+  eageu

L T B

P= WO L =P

uoilednfuoos pue
uolanpaJs suimo||o} s|oiyl jo olley

L

|OIY1 1O ONnel Jejoy

1z "Bi4

32/51



PCT/CA2019/050353

WO 2019/178699

diy-Wvod diy-van = diy-yNdE TT4VYIE

11ip ui-11p

sa1e3nfuod jo AllAloeay

50

wuos+ao

ze b4

33/51



PCT/CA2019/050353

WO 2019/178699

Hdv'Y HdvY
b3jpsyul-1ipbigoul-11p  lZ-LIp

05

001

0'ST

00d

0'5¢

00t

Qmuﬁumwhmuﬁuﬁ& Juz-|0Iy] pue
uol3ejoly} BUIMO||0} |01y} JO OljeY

[O1Y] JO Orlel IejalA]

¢z ‘614

34/51



PCT/CA2019/050353

WO 2019/178699

|10

polecoun

uonesnfuos vl sy | uonesnluod U g

HdY'Y  Hdwv |
b30Sy HdYvYb3go bIost HAvv bago

V113 Ag U1193] YAA 01 Alinlloeay

o

ol
o

=i

L
T

e

Wuos#ao

vz B4

35/51



PCT/CA2019/050353

WO 2019/178699

paleooun ut-(11ajysg e 41-{11d)vsdm

diy-WvD dIy-vAN T4V

sajednfuod jo Ajialloead 4] -11ue pue uj-1juy

wuosyado

Gz ‘B4

36/51



PCT/CA2019/050353

WO 2019/178699

0001

11q b3
009 00t AT

vSd peanpead Ul Olleld oIy |

000
007
00'%
009
008
00°0T
00T

VSd-HS OlEY

TATE!

37/51



PCT/CA2019/050353

WO 2019/178699

dIy-WYo+yyrO  diy-yAA R

esg/by esg/ba esg/bg esg/by esg/by esg/by

sH upb3g uLb3Qg uLb3g uLTiE  ULBIY Ui g vigor  uvLogr
8

T-1La T 9% el TiLs T 9% T80 Il T £9% T8en
aun YSE/HS  WSEMHS  WSEHS  WSG/HS  WSE/HS  WSE/HS  WSE/HS  WSBHS  WSE/HS

SUOI1IPU02 Uo1eSN[UOD JUBUBYIP Ul Ul-YSq JO AliAloeaY

17 614

wugsao

38/51



PCT/CA2019/050353

WO 2019/178699

dIY-YNd O diy-INYO+T T4V —

b30T b3g

-21d [o1y3 4

ST0
uonegnfuoo
O o011kl SA AliIA1loeal 4] -luy

gz ‘614

wuos+do

39/51



PCT/CA2019/050353

WO 2019/178699

54% ItHdVY+LI+YSE  AN+HHAVY+LIFYSY AN+LI+YSH 1i+vsd

mwuﬁmmw,mﬁwﬁwm%w@mw,mﬁi 0=1 st=1 0c=1 S1=1 O=1 &p=1 Ot=1 SI=1 O=1

YSgd ul |01yl =ald} JO 0N}

i‘_‘xi

6¢ ‘614

™~ O

Lo =t

0T

vSa/HS oley

40/51



Fig. 30

WO 2019/178699 PCT/CA2019/050353

[oy
%,
L3 .

< I
; A
- i
am E
O B
O I vy
- 9 g
e
o 9
s i

,{..,J
> B
:tﬁi
> 9
b i
o oon
©
@
o

QMO NN O
R e v e

wugsao

41/51



PCT/CA2019/050353

WO 2019/178699

000
00T
00¢
00
00y
00's
009
00L
00
006
000t

HdvY b3gQ U HdvV b30sy

Sy=1  0€=1  ST=} 0=1  Sy=1  0g=1 ST=1 0=1

uoilednfuoo-isod oliel |01yl SA AliAI10B3S YAA

SO0
10
sT0
&0
§C0
£0
SE0
¥0
5S¢0
S0

Wuosrao

e "By

42/51



PCT/CA2019/050353

WO 2019/178699

S9EANUL  ¥STAN
luz)yvsa ul-vsg 99ean ul-(Uzlvsa S9EAN UL-VSE

|  Hdwv Hd Y'Y HdwY Hd VY Hdwy
z%ﬂom%?omﬁmww E@dﬁmg_mﬁm,m Ewmw

YAA 01 AliAloeay

z¢ 614

Wwuos$qJao

43/51



PCT/CA2019/050353

WO 2019/178699

0
05
00T
051
00¢

00€
O5¢

0L [B0) e I[N YO+ [

b3gQ 41-117-vs8 b3osy 41-11Z-vs4 1-vsd

3503)oe|ed
paiesnfuod jo ol1eJd SA 4]1-¥Sd JO AllAlloEajounWIW|

¢¢ ‘b4

vsa

o

By
&
-l

wWuosvyao

44/51



PCT/CA2019/050353

WO 2019/178699

$J¢ oy EHJDP(JQ

I~oo

HZ00" ™ /j\/h'v 4\/

k\_\/iszﬁ

Lo Lk
Jﬁzﬁﬂziﬁﬂ(r

N

PINOITANTOT
5657077
881 Z6b6 1181 S #E0 BTM LETH £82 655188 [9zse1I8I -AS-3LSTETOTST T IYNYD TAOY [S pEO 6TN E£TH €80 1T pdD
PO TANTOT
-56-5 FTTEZO-II
65'T Z666° 1181 S #ZO 6TH £ETH £82 TE€T1Z [296°118T e's -AS-DLSTETOTET WIS TAOY |S #EO 6TN E£TH £8D 1T pdD
(wdd) | ssew 16k 2[NLI0 punqy ssep 1 a4 2leq [ege punodiwuo)
| G
ajqe L punodwio)
o / QO
F 0o ﬁ/\ ﬁ\ oY k./w :

Z/:\/Z /:\/ /__\/Z /_ﬂ\/ZLFhZInZ
SH
e|vd-ri8-1€811p-SAD

pg "Bi4

2HN fr

e|vg-sAd-v8-TESLLP

45/51



%mwc% abieyn-01-ssepy "SA SIUno
oc_emam_hmoo_mm;_«ca_amm_toc_cm_m_‘o;amhaamcmw

PCT/CA2019/050353

_ LI O I 0
e+(HE+IN)
GG2e'S09 - L
4
Z+(HEZ+W) e
6186906 _
g OIX
winipEaeds S

(ui) aun m. uoIsINbay “sA m”_::o%

WO 2019/178699

6 8 ‘ 5 v _ ¢ 4
b
&
e
4
g OLX
9ZS6 TI8T enuLiod Ag puid| GRS SHZ0 6IN CETH £8D T pdD
ssej wyLoh|y 1¥ {aqe’ punodwo)

elvgd-sAD-t8-TESLLP
Ge B4

46/51



PCT/CA2019/050353

WO 2019/178699

000€ 0SLZ 00ST %mw: ,

obieyn-01-SSE\ ‘SA SIUNO
000Z DSZL 00SL 0Scl

000L 0SL 00§ 0ST

T _ il T 0
e+(HE+W) .
$52€°G09 =0
'l
rGgL
2+(Hg+W)
¥86°906 K
¢ OLX
wniseds S
unw) swi | uoipsinboy “sa sjuno
g g pUewguemgvgewne L
g
4
5 01X
256 1187 enuiiod Ag puld|  Ze§ S b20 61N ££TH £80 °1 pdd
ssepy wyiLobly 14 j19qe punoduo)

9¢ B4

e|vg-t8-1E8LLP-SAD

47/51



PCT/CA2019/050353

WO 2019/178699

00Z¥'v202 M JeIno3jop
$0.10'€202 :SSE J0BX3
SUEQUZENZE P8 tenuiIo [BdjWaYD

PN
SN O NHov €€0-1IFAD-0LS
] ,1%0:
: o)
HO” on °HN °HN
HZ0D

OH

.../_

o] (0] OVHN

NOO\/\Z/=\/ /—j/z

B
o:gw)\—:'z?
]

O%H Suep W 10 0%.2'192 uBIsM Jejnoajony
£L0-1-A9-01S glzt'19z e e
90NE*H*+9 :ejnuiio [estway)

/\/O

UlW G ‘M ‘wu GOE ‘O°H ‘HdVVY NHOV
OH
o}

HO™ OH

120-IFAD-21S 610--FAD-2LS 661-1-FAD-01S
ZL'€18L JUBIBM JBINJBION O OO-BlYd-SAD-Ne RIS~y L -al-AlD-Blj-ey d-SAT-IaG-USY-Bly-SAT-S||-A L-NHOV
G6'L18| :sse Joex3 HOO0D-VE-0-1-3-L-1-D-I-3-M-S-N-V-Y-I-A-NHOVY
S"208'NEEVHEED :ejnuuod edwayd 1Z0-IIFAD-OLS
HN °HN
°HN

. UL, L, L
e NI EN s 1 O

>\’

ul-0-e|vg-sAd-v8-1€8.LLP
L€ B4

48/51



mm\E abieun-0l-SSEN SA SIUNO;
cm_oﬂmmm_hmco_mm_mom.omm_mwoa_om‘_ﬁo_»emm

PCT/CA2019/050353

00§ 052

WO 2019/178699

[ | 0
rs'o
FL
, ; i
Z+(HE+I)
OeS0aroL r
p 01X
RS S
{un) sw ] vopsinboy “SA sIUNG
g g LUCHGTNEVEER® 2
T kw‘,
L
re
re
g OLX
BLOEBOT Bffiiiod Ag pUld 805 5180 08N Z5TH w63 01 a.mu.
ssey uiysiobyy iy [aqe punoduio)
£8°L FOLOELOT S 000 DTN THIM G0 SEET _mmmm_ 40T e S 0EQ 0EH ZSTH b6 T T
S°G E5B0 GE0T & TEC OTR THIH #60 £BETT _ﬁ O GEOT 205 S TEQ GTH Z6TH #6301 P2
fusdd) | ssepy 3bL Bnuaeg puUBGY _ T _ 14 12q%1 punodwer
L]

SjqeL punodweg

ul-0-e|vg-sAd-v8-T€8LLP

ge b4

49/51



PCT/CA2019/050353

WO 2019/178699

00Z¥'720Z ubIaM Jenosiop
¥010'€10T :SSEN 19BX]
SUEQUEN2SH 760 (pINWIOS [EaIWBYD

ulw Gi7 ‘U ‘WU §9€ ‘O°H ‘HdVYY

SE0-IFAD-OLS
HN

e
O

H

HO © \_\;
N
I
O

ONI suep W L0 0¥.2'19Z Wblop Jenosjopy

€L0-IFAD-OLS Z1Z1'19Z :ssep 10exg
o SONB'H!+D eInwlod [eolwayd
NHoV
T\A\V/o_._
o
HO™ OH

€Z0-1I-A9-318 ™ 610-1-FAD-01S €00-1II-FAD-0LS

Z1'eL8l ybBlap Jenosjop HOOD-BRd-Na1-NIS-I4 L -9||-A|-0]I-oUd-$AT-Iog-usy-Bly-sAT-0ll-A | -SAONHOY

G6°'L181 :SSB 10ex3

S8 NEEFHESY reInwIo [edSIWaY) 24N

R St

H 3 H
_._Noo/\/ z. z.
z z z
I ﬁ\/: I
_._o

6¢ 'b14

HOOD-VE-T1-3-L1-91-4-3-8-N-¥ M- A-ONHOV
£20-I-A9-OL
2N 9-018
HO

-

0 _n._v\,/ o o o}
N ~ N ~ N ~ NHOVY

'Sesheesef

HO SH

e|vgd-vr8-1€811p-sAD-ul-0

50/51



PCT/CA2019/050353

WO 2019/178699

znu) abie M-01-SSE TSA SJLUNO
000€ 0GLZ 00SZ %nmm 000z DS/ 00BL 052 00DL 0SZ 008 0S

re
H re
) 4
~Beld (sueos Z| ‘Uil £2°6-50'5) Ueds 1S3+ 1S LEO 02N H$80 1L pdD | € ot
(U} ewi ) uomsInboy “sSA SIUNO
g g pUoumgronsghvigieined gy
; 4]
i
re
rE
‘ . . . . ; . . IERIR
“'80E0'869 ‘L969°L6Y ‘PTIE L69)D1T IST+ 1S LEO 0ZN Z5LH ¥6D L pdD| S 0
&LLG880E Bjnuaiiod Ag puy 15 S TEQ OEN ZGTH #6211 pady |
ssel wigLobiy i3 19qe punodwiod
6T'¢ F0L0ELGT S 020 0T THTH #52 £905  |sseoesor (TS 5 0E0Q DEN ZSTM B6D (T pD
ET'E 590 6802 S T80 0ZM TSTM ST |g2es 6106802 [1T'S S [E0 0T Z5TH #6211 pD
{wdd) | ssepabL ejnuLeg punqy ] LY [Pe] PUROGLECT
|_i#Q

2jgqe punodios

e|vgd-v8-1€811p-sAd-ul-0

ov B4

51/51



