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- VEGS;

- a-[4-[[(2R)-3,4-t}o]&lol =2 -2 5,7, 8-H Epu € -2-[ (4R,8R)-4,8, 12-E g}o] v & E g} o] H] A |-2H-
-9 S#-6-U A ]-1,4-To] SAFE |- 0 3| EFA|-E 2] (FA] -1, 2- & r}o] Y );

- HE}Wl E PEG SAJUo|E
- CAS W& 9002-96-4.

HIEFRD E TPGS= sAlY oA = FAS Fal Zed g =213 10000] A€ D-a-Es3E (MERl E)of 2-
gejd =4ol sty 377 C A 417 C 9o 83 2 139 AA/#4 ¥ (HLB) @& 7Hid.

HIEFR] E TPGS= 24 Ad&e] & Sl B Al EES FEANTI7] A ARSET.

A7) ke 2AEE BhEY FUSA-32 oA Se dste] mE oAl vek E TPeSE T & 9

Zet Y&

2 oago] ofst AEL AU oR ) oo b dEgHo=r s8HE BA, SAA, FIA /e B
ZAE 23 & FT. FF FEHY AA AMESH] Yg ol At wAl, FgAA, BEA L/ EE BHX
A FGdApel A W & AHo]n; Remington's Pharmaceutical Sciences®] FHAlgS Fzxsld vt

- E.l__
o, &AkstkAl, AASGA, F&A, F3kAl, %%X%, pH %jixﬂ HE ﬂ (BE% WA, sk, s,
5F ] e

, o

AAgA E AGA, DA oAAA, &BA, A, DA, A9A Er FAA, FAA, B, A,
A, olFA, A, FuA 5 AedHom FF & FAd

& Aol mEw, B oagel ofsh 2B teold HuE sh olge] stHos Hgst wAY R
52 EFAT:  AEdy oS, Zeddd 29, zZegda 202, dwe, 2YAE,
oG AL o=, Tolu ol Eou] =, ol Hotol anmulE, AFEE FRA (FolBATRAMY
g, MRS, FOCENZZANERS, FO|CBATRANYAERS TLolE R o] SEA
ZeAdAEEs oplEolE SA el 23, Telwrol R0 (FSA 40 F2F AxE 29), Adw
Eol BL (E9194 35 543 A2E 29) :‘—FJ*E'HﬂO]E 20 (FSANGALZ0 e RacehSeo]E), F
ol 80 (FeSAdPNLzH Ei%ﬂcﬂ] o), ESAE 188 (F (L FoF)-2F-F (X
299 FeB)-2F-E (1A D), FSAY 407 (%ﬂ( NG FelF)-FFE(Zaq Fel2)-
3G F), WE B TGS (MEF B EoR FeE SAelE), FE ISH (215
A3} 12-stol == A b0l A=), Pueke (hzARsEzY Fesd-g FeALS), duekd M9
(299 EISU-6 FYAYE), BN SeE (ENECRE AFY, MFHAE SudeEYE

K17, K19, K29-K32, K90), Eg|H|ddEel= EgH|dolAHolE ZZH, Fgu|d 71228 g-En]d oA
HolE-Zgodd YT a2 E FZYH (Soluplus® ZFHE= ZPodd FgE 5= 3y, 712

SAMEA SRS (Na/Ca) Zedgql 29E Wd AH-25-FdO-L-FEE) 2E9, &F 2" Aol
E, &F EFAe ZzId S RredggdelE, Zrdd S delgfrclE, 2RI IHE B

x OHEE‘EJJ 28T 660 12-E=2gHolgolE, Z(FE e Y | E-F-(2-T}9]
oe) WEelZddolE-I-vd HEZLHlE) 1:2:1, &F #5E AFolE
2 s o]de] gEHo = L= FEE ESe. ukg
Jded Z¢= (PEG), =34 =
S

Aol 8 7hEEE oAM=, & gz, dghE, tolrEdFAbe| =,
toludotA Eotr| =, theojudoto]rrEn| e Bl o]o] EekEolM AEEr. & 54 Ao, & 2l
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[0290]

[0291]

[0292]

[0293]

[0294]

[0295]

[0296]

[0297]

ofst 2AES 7hEEY oA = H9/EE PEGE XTI fFEsiAE, 24E] PEGE T &R X3E W, PEG
= A EAFo|aL, wgrAslAlE PEGE PEG 4000|th. tiQb® FrA|dlell A, A EC] PEGE X3S u, o= HE
A3, vl sk Al PEG 33500] o

S FAdeA, 2 age] ofst 2AEL S oo sAlE FtE MLoh; v S A= FAkskAl =
Fe3} slo| =S5 ARl (BHT), FHE3} slo|=FAlotH<E (BHA), AEY A=, &F vehulo]duo]E | ofx
F2Y] oA = wxo] e 9 HIEMY Eoll A MElEw; v% uigA s Al WBMF BHT ]t}

Ay pFAJEANA, AWPBAA, 7HEH, dF o], ZdEd ZgF, ZSAeEd L=dE Ak
ol 2~E, AZHg dXiH, &F EFAMNE, 4&F 29 AioE, ZILEMWE (20, 30, T), EFAMM
(188, 407 5), =F=2Y Zd<Z, o2 2=uE Ry-oE (TWEEN -20, TWEEN®-80, %), H]ebul E

o] EL (F#54 35 +43 7/H=H Folddll 2 660 12-HiidHoldo]E, &F& HS15 (24l

el 12-3lo] == A Aol oA x), glHelE (FlZERIzRd ZE%-8 FEMEE), Srakd M1944
(gHed Z854d-6 FAEE), ZYgEE FedEd FE E5 Y9, ZYv)d st age-Een)
d olAlHolE-Zgldgdd ZFelF g2 E IEEH (Soluplus®7} H7HE T

27 SolA, F&A, 718, A=
ZHo|E 80, ZEZAH 4070 H7tE ).

3z
TPGS (H]EMY] E Z gl FE|F SAUo|E), A I RH40 (L2 40 543 7lAH 99), AHYREE
e}

L 4F B9 AdolE, e B IPGS, £F ETAOE, Edx
A5 GaAs ERA] 407015,

e

= o

=

AR FANEAAM, oA, 4, dE 5o}, e, slebld, ksl dAdE, g e, Lt
d o2, HY, FTEaby, ZEsaldddl 22uE AWt o2, 22uE o 2FH, Bl 1%%0}‘11,
A9 22 2rgogolE, uzmﬂ 28 tolghgaelE, A 28F RustrdoEr} 3
ulA e fEAE, g So], ZEAM, Zagd FeE RwgsdeE, Tzad Zee theld
9 293 FEE Revhrdd 1 ojt}.

EelA, FAl= YA e Tk W9 W pHE FA8h=d ARg-H
g ole] A5, 7, AEH 1E (

34E, ANEY AE=-EffoliF AEHE

E &FA (dAd], A4 JAE-Ex

ol ZFE, sAY A E-tolhF SAUE ZFE, F), EIEEYE ¢3
F EIEEHCIE &3, BI2EE ofA=-XENF B2 Ed =]

= F SFA (), Frp

FrigolE E3E, EnAiF Fulyol
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4 Bo|EEAlo|E | W22V, AF JFRUO|E, A|EY A= B2EE ojAls, ofamEn] ofA|x=,
A=, A oA E e o Al=r} HIbE T,

1
o

B Jﬂ e

o
=
I

AAe7] Slel Wb, 2w g ALgslel 4
s owWd 2F, -, oY e, T2 e, SEuAteluend ey Fzels,
gefol= (oA, FRetel=, Hulol= ¥ cfolotteln), dAMER Fretel=, 2 97 et
WY mE e shehl, AUE, de2d, AdolErats, 2 s A mgad.
FANENA, R AT 2 FAE 5AATL AAE ole T} A, o
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[0298]

[0299]

[0300]

[0301]

[0302]

[0303]

[0304]

[0305]

[0306]

[0307]

SSS0d 10-2776112

. ) (37] AA); oz, obEsld,
A, FRE, ohastel, 2R, gebd, oEud, L-FA, 2-sdelehd, R, Ed

o s, WE, 2EHE, AeE,
3 Belolual 2elE; ohvw

' AoleFYEHolE, Mooy
a

o
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o
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ot >
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o A2

SN

ﬁ (e

J T

> g

[l o

MEAEEE (Na/Ca); BFF, 7H, Ad22, Whes, ZeEs, 39
AR L WUT A, A 49T, A9, 9 1t
ge)  mEes Ay dgagdels-a-(-delddeed)  vigad
HElZEHelE) 1:2:1 & F O‘ﬂr A gk HgsiAlE=, dE B9, A = =
WELE; AERS GEA, 7H, SFSBAZZANGATE S, SolcSA T Y =
t SolESAZzANGATEs obHolE SAVo|E; A M@@%L (Na/Ca): Edolgal 222
9 olE-25-%e (O-L-gels) 2EGe); B (Y deaBdel E-m-(2-thelgolrl el g) veta
E-m-dg dEagdels) 12l Feluld shmseu-Eelud obe 1 olE-Eedldd 2T 1
Eev @ FeluldyEe)E SeuldobElolE mEevo]t,
FANEAA AAA/ARACE), 4, AF Fol, A%, @ (I, WY L FY ),
ABEs, HolESAZZAATE s, B o, mHlE, TeludygeE
heth nE A YA % 59, YAgEs, solsE Ay
. EHE 2 %amw%a@ Eeudolalo] = @ Ee]nolt},

I, 7t dE =01, sel=sALedddgRs B
4,

g:_ﬂ) u] /\ﬂ A x% =

11 - 7
i _ﬂi M -z
i |
o
>
= 4
o
- lm
m}u
o
=)
ojt
o
i

gaERsg vEd A
% ey 2 E, SeldyEYE SejudobieolE

sy, Eeuld stregg-Eeud obdHolE-Seld gl FelF e mFelv Ei EZAh 4070
5 AE 501, Sol=fAzeduE s o Fed Jhreey-Fe

m_u

f

]
I

A5 FAdEAA SEA, 71, dE 9], wadlE ZHolEelE, SEAE A2y, Waxd Eg54-8
YA Y= Nf (Compritol HD5 ATO), AFH ZH ol Fnlgo]E So] Hridt).

A FAd Sl FaAl, 7kE, dE
2 a2~ AF, F

)

7
TAdEANA &2, 7, dF 5o, €4, vtadls Aokl E, FRo|EA AeE to| Aol =,

[SAR=]

=T

A Tol H7hd.

AR AN A (B FAA), A, g Bo), daERs dEs E, WP
AERE, 22HE, FARS, o9V Zg EXI0E, Zg AUoE g3t A& Fo] Hrkdn

AR FANEANAN F2A, 71, ol Bol, AT tholSAbol=, Al Rny AeiAelE Fol Hrbdn
dF FAdEddA, 2 B o 2AES A FHE EAsky At A, 7, dE =9,
sl AgA, &2A, oA, 24, YA, FFHA sl b

Ay FACEA B ool ofst 2B Ue Fejolul, o714 e 4L AdHorvE i AFROA
o e - fd AEEERSTH H sleleSAzRdvddlg R a0t 2 O FREARSH FEEH. v
£ ARE, 1Y, tadR Agee Teldgdaes BEYE 9 Ay Auss Agshs o8, /1Y, g
T TpolSAlol= wiz ofolol TrolSabol=; &3, b, shEubut st AskAl, 74y, sleld @
A, 74, aw b AlolEVE Al A xoE 5 dnk. & Ao, 2 B ofst A= e
AAsEEH, o] o A& A2 Afdo Ry FAHHEY F7F AL, 7HE, dE 5o, EYdlEd =gE # &
Foehed sl Er) MEgor Y e ZgEh,

¥
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[0308]

[0309]

[0310]

[0311]

[0312]

[0313]

[0314]

[0315]

[0316]

[0317]

SSS0d 10-2776112

b Ao A, B dEe] oFs 2AdES 3] (D)9 IRMES 2AE F TF did FHoE (w/w) 1% Y
2] 20% HHle] dom ¥ttt uighAsAE B e ofst 2AdELS 318k (1)9 IRHES 5% WA 15%
w/w, vt AIE 8% WA 12% w/w, ©= vlgA s AIE 9% WA 11% w/w, B vFEAEHAIE <F 10% w/w HS

o oz TUT.

gk FAOl A, B e ok 2HEL XH GAE A 2AE F SE gt FHoR2 (w/w) 55% WA
9% 4 1] %kgi E3en. utgA A= 2 2 o 2AES Ad FAE 60% WA 95% w/w, whghA st
A 65% WA 90% w/w, B whgdAsAlE 70% WA 90% w/w, °F 70% w/w, <F 71% w/w, <F 72% w/w, °F 73%
w/w, & 74% w/w, F 75% w/w, °F 76% w/w, °F 77% w/w, °F 78% w/w, °F 79% w/w, <F 80% w/w, °F 81% w/w,
oF 82% w/w, °F 83% w/w, °F 84% w/w, °F 85% w/w. <F 86% w/w, °F 87% w/w, °F 88% w/w, °F 89% w/w, ¥ 90%
w/w H9le] Foz xFelrt.

N
>

@ Ao, B owee ofet 2ARS P9 Foea-g2 FAAUEE AV AR & 0 O@ 52
o (wi) 536 U 995 MRS o marerh ML ® el ook 2yEe Bemel Felsd

32 ZHAYE=E 60% WA 95% w/w, vFEHAEHAIE 65% WA 90% w/w, T vl sHAlE 70% WA 90% w/w, O
< wpA S A oF 70% w/w, < 71% w/w, °F 72% w/w, 2F 73% w/w, °F 74% w/w, °F 75% w/w, <F 76% w/w, <F
77% w/w, °F 78% w/w, F 79% w/w, °F 80% w/w, °F 81% w/w, <F 82% w/w, °F 83% w/w, °F 84% w/w, °F 85%
w/w. <F 86% w/w, <F 87% w/w, <F 88% w/w, <F 89% w/w, <F 90% w/w W e Fo g I3},

g opAeeA, 2 oEge] ot 2EL D-a-EaAE-Eed g SE-1000 SAMES A7) 24E F
Tl U THoZ (w/w) 55% WA 99% W9lel oz I}, wiEAsAE 2wy s 2AEL D-
a-EFAE-ZF "l ZFF-1000 SAIHOIES 60% WA 95% w/w, HFEAsHAIE 65% WAl 90% w/w, B uf

B2 A= 70% WA 90% w/w, UL wiEASAE oF 70% w/w, °F 71% w/w, °F 72% w/w, °F 73% w/w, °F 74%
w/w, °F 75% w/w, °F 76% w/w, °F 77% w/w, <k 78% w/w, °F 79% w/w, <F 80% w/w, °F 81% w/w, °F 82% w/w,
oF 83% w/w, °F 84% w/w, <F 85% w/w. °F 86% w/w, °F 87% w/w, °F 88% w/w, <F 89% w/w, °F 90% w/w ®¥©HY
Foz xghgt.

g Al A, o] oFst A E-S PEG 4005, 47 2AE T T g FEFeR (w/w) 0% WA 30%
Helel oz e 4 vk, g AE 2 e o8 2AES PEG 4008 5% WA 30% w/w, HFEESHA
= 10% WA 25% w/w, T wpEAEAE 15% WA 20% w/w, Tl vl skAE ok 15% w/w, F 16% w/w, °F
17% w/w, <F 18% w/w, <F 19% w/w, 2F 20% w/w, U= vlE2sAE oF 18% w/w B2 Jo=z s,

g Aol A, B I oFdt 2AES PEG 3350, 47 2AE T TR dd FFoR (w/w) 0% WA 30%
Welel dom xgd 4 vk, wighAE Al B W ofst 2AES PEG 33502 5% WA 30% w/w, whgHAlE
A 10% WA 25% w/w, B vhdAsiAlE 15% WA 20% w/w, O vhbdsiAles oF 15% w/w, °F 16% w/w, °F
17% w/w, <F 18% w/w, <F 19% w/w, <F 20% w/w, G vlgh2 A= <F 18% w/w HY Q] doz Eghslr},

b Aol A, 2 el oFst 2ELE JtZIY o NE=E, V] ZAE F
WA 20% WA Joz xste 4 o). wiEHsAE 2 U ofst 2HEL JIEYUY JA=EE 19 WA
20% w/w, WIEASAIE 3% WA 15% w/w, O sFbE Sl 5% WAl 10% w/w, O wEdsi Al oF 5% w/w,
ok 6% w/w, °F 7% w/w, °F 8% w/w, °F 9% w/w, TS v}EASAE 2k 9% w/w WY Fow ¥},

gk FA A, 2 @y ol ofst Z2AEL 3IskA, ntEASHAE BHTE, AV 2AE £ % U FHoR
(w/w) 0% WA 5% Hle] ko= ¥x38kst 4= v}, utFF A= B o] ofst 2AE2 BUTE 0.001% A 5%
w/w, BFFASHAIE 0.005% WA 1% w/w, % BFRSAE 0.01% WA 0.5% w/w, O vlgH2SHAI= <F 0.01%
w/w, 2F 0.05% w/w, <F 0.10% w/w, <F 0.15% w/w, <F 0.20% w/w, <F 0.25% w/w, <F 0.30% w/w, <F 0.40% w/w,
°F 0.50% w/w, B5 vhAaAE oF 0.10% w/w Mo Fom EFgirt.

s AN, B g ofst 2YBE FaA, HPASAL LF 49D MsloE SLE, W] 2HE F
Faol W@ FHOD (wiw) 0% WA 106 WSSl Fow T & gloh wAspls B Wl okst 2R

L SLSE 0.5% WA 5% w/w, BFFAEAE 0.5% WA 2% w/w, T2 vl stAE 0.5% WA 1.5% w/w, T
A= oF 1.0% w/w W9le] Fo= X

4
Ho
=)

@ pAGolA, ¥ ouwe] ok 2B FA oA, WAL SelEgAZeaWaAgRag, 4] %
BB F FFl U® FFo2 (/) 0% U4 106 WS Foz TP S Avh. mEASIE ¥ wwel obg
ZHRE folER A2 AL ARG 0.56 U4 5% wi, AL 0.58 WA 2% wi, B whrE s
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[0318]

[0319]

[0320]

[0321]

[0322]

[0323]

[0324]

[0325]

[0326]

[0327]

[0328]

[0329]

[0330]

[0331]

S5S0d 10-2776112

= 0.5% WA 1.5% w/w, O vl AlE oF 1% w/w 9o o L3},

g Aol A, 2 el oFst 2AES v A AAA, v sHAlE EEuld FEE RS oA
HolE-Zglodd ZFuF JE}EE FEYHE, 7] 2AE F T U FEoZ (w/w) 0% WA 10% H4
o] o= xFe F At vigASHAE 2 I ofst 2YES FEd JtEREE-ZEu]d opAE o] E-
Zyogdd Z8E 23ZE FZMEZ 0.5% WA 5% w/w, vFEASAE 0.5% WA 2% w/w, H% wrEAsHAE=
0.5% W= 1.5% w/w, B vtdAs A= < 1.0% w/w ©1e oz ¥g3ir},

oAl A, 2 wE e ok 2AAEL & A AAA, uigA e A 4078, Y] 2EAE F F
of et T2 (w/w) 0% WA 10% HL <] ooho_ 2 ZAEL
ZA 4072 0.5% WA 5% w/w, vFEREAE
1:1% A e A= ok 1.0% w/w B Fo= Eifﬁ&ﬂr.

SRS %Jé AAA, wiEA s A= ZERIdIEe e ZERd obAlEH <]
(w/w) 0% WA 10% B Fo=z ¥3st ¢ v, nigt

ZEH]d oMAH O EE 0.5% WA 5% w/w, WFgASHAIE
5% WA 1.5% w/w, G5 vl eAE 9k 1.0% w/w B9 dow ¥

g pA oA, B arg o] ofst A E
E 3EZY &, A 2HE F T
AetA= 2 B o 2HES
0.5% A 2% w/w, ©<% w23
Fiid=

=
<t
off
S‘i
| Hu

& PAlClelA, B we) ot zyEe s Tghwh

a) 24% & TF tiF FFE (w/w) 1% WA 20%; vrEASHA= 5% WA 15% w/w, B vteEA A= 8%
WA 12% w/w, TS vbEA A= 9% WA 11% w/w, G5 vk st A= oF 10% w/wel skera] (D)9 shgha;

b) 55% WA 99% w/w, BF2ASAE 60% WA 95% w/w, wlEASIAIE 65% Al 90% w/w, WS wpgrA sl
70% WA 90% w/w, B wvlgASAIE oF 70% w/w, °F 71% w/w, °F 72% w/w, °F 73% w/w, <F 74% w/w, °F 75%
w/w, °F 76% w/w, < 77% w/w, °F 78% w/w, <F 79% w/w, F 80% w/w, <F 81% w/w, °F 82% w/w, <F 83% w/w,
oF 84% w/w, °F 85% w/w, <F 86% w/w, <F 87% w/w, °F 88% w/w, °F 89% w/w, <F 90% w/we] #T$-2d ZSA-
32 ZEAE =,

Cie S R i - B

a) 2AE F T dg

WA 12% w/w, 9 vhEkE]

12

3 ZHEL TS

=1 2="o

o
55|

—Eﬂ-fsh;} :

- -

go 7 (w/w) 1% WA 20%; vl A= 5% WA 15% w/w, B vl A= 8%
A 9% WA 11% w/w, G vld2sH A= oF 10% w/wel sheh ()9 33E;

ot OW

],

b) 55% WAl 99% w/w, HFEESIAIE 60% WA 95% w/w, wFEASAE 65% WAl 90% w/w, U wlEg el
70% WA 90% w/w, B2 wvlEASAIE F 70% w/w, °F 71% w/w, °F 72% w/w, °F 73% w/w, <F 74% w/w, °F 75%
w/w, °F 76% w/w, ¥ 77% w/w, °F 78% w/w, ¥ 79% w/w, °F 80% w/w, <F 81% w/w, °F 82% w/w, <F 83% w/w,
oF 84% w/w, °F 85% w/w, °F 86% w/w, F 87% w/w, <F 88% w/w, ¥ 89% w/w, °F 90% w/we] T¢EL ZSA-
32 SgAE =,

O

c) 0% WA 30% w/w, vl AlE 5% WA 30% w/w, W EHAIE 10% WAl 25% w/w, O w8l 15%
WA 20% w/w, TS vlEASAIE oF 15% w/w, <F 16% w/w, 2F 17% w/w, °F 18% w/w, °F 19% w/w, °F 20% w/w,
g% vt s AlE ok 18% w/wel PEG 400; 2

D 2= F FFA diste] w/w) 0% WA 5% w/w, vFEASEAIE 0.001% WA 5% w/w, vFEAstAIE 0.005%
WA 1% w/w, 9 wEAE A= 0.01% WA 0.5% w/w, B #lERa A= ok 0.01% w/w, < 0.05% w/w, <F
0.10% w/w, ¢F 0.15% w/w, °F 0.20% w/w, °F 0.25% w/w, <F 0.30% w/w, °F 0.40% w/w, °F 0.50% w/w, U< #}
FA5AE 2F 0.10% w/wel BHT.

gk Aol A, 2 g o] okt 2 ELS The

a) 2% & TF WF FFEE (w/w) 1% WA 20%; wrEASHA= 5% WA 15% w/w, Y= wteEA A= 8%
WA 12% w/w, TS vbEA A 9% WA 11% w/w, G5 vk sh A= oF 10% w/wel skt (1)9] shgta;

o
53]

glslr}:

= -

b) 55% WAl 99% w/w, HFEESIAIE 60% WA 95% w/w, wFEASAE 65% WAl 90% w/w, TS bl el
70% WA 90% w/w, TS wlgAEAE oF 70% w/w, <F 71% w/w, °F 72% w/w, °F 73% w/w, ¥ 74% w/w, <F 75%
w/w, °F 76% w/w, ¥ 77% w/w, °F 78% w/w, ¥ 79% w/w, <F 80% w/w, <F 81% w/w, <F 82% w/w, <F 83% w/w,
ok 84% w/w, °F 85% w/w, 2F 86% w/w, F 87% w/w, <F 88% w/w, ¥ 89% w/w, °F 90% w/we] T2 ZS-
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[0332]

[0333]

[0334]

[0335]

[0336]

[0337]

[0338]

[0339]

[0340]

[0341]

[0342]

[0343]

[0344]

[0345]

[0346]

S5S0dl 10-2776112

32 SgAE =,

c) 0% WA 30% w/w, vl sAlE 5% WA 30% w/w, WA EHAIE 10% WAl 25% w/w, O ¥tz 15%
WA 20% w/w, B vtAsHAI= 9F 15% w/w, 2F 16% w/w, °F 17% w/w, <F 18% w/w, <F 19% w/w, <F 20% w/w,
gL vl As A= ok 18% w/we] PEG 3350; 2

d) 2= F FFA diste] (w/w) 0% WA 5% w/w, vFEASHAIE 0.001% WA 5% w/w, vFEA8HAIE 0.005%
WA 1% w/w, H= vlEASHAIE 0.01% WA 0.5% w/w, ©= v sAI= 2F 0.01% w/w, <F 0.05% w/w, <F
0.10% w/w, <F 0.15% w/w, <F 0.20% w/w, <F 0.25% w/w, <F 0.30% w/w, <F 0.40% w/w, °F 0.50% w/w, U] W}

B2 &A= oF 0.10% w/we] BHT.
G Al A, B o e] ofdl 2AHES v gHete}:

a) 2AE F T Uig FHoZ (w/w) 1% WA 20%; vFEEAE 5% WA 15% w/w, S vtEAAE 8%
WAl 12% w/w, WS vk e AlE 9% WA 11% w/w, S vt sH A= oF 10% w/wel 3heh ()9 83

o
5|

b) 55% WA 99% w/w, HFEAAE 60% WA 95% w/w, HFEAI A= 65% WA 90% w/w, TS ulEFEAl=
70% WA 90% w/w, V& wrEAsAE <k 70% w/w, °F 71% w/w, °F 72% w/w, <F 73% w/w, <F 74% w/w, <F 75%
w/w, °F 76% w/w, < 77% w/w, °F 78% w/w, <F 79% w/w, °F 80% w/w, <F 81% w/w, °F 82% w/w, <F 83% w/w,
oF 84% w/w, °F 85% w/w, <F 86% w/w, <F 87% w/w, 2F 88% w/w, °F 89% w/w, <F 90% w/we] #T$-2d oS-
32 =YAF=;

¢) 0% WA 20% w/w, whEASAE 1% WA 20% w/w, WHFASAE 36 WA 156 ww, B ukdAslE 5%
A 10% w/w, vl vbEASHAI= oF 5% w/w, °F 6% w/w, °F 7% w/w, °F 8% w/w, °F 9% w/w, U5 wpEASHA=
oF 9% w/we] 7FZEE ojA=; o

d) 28= F T2l diste] (w/w) 0% WA 5% w/w, BFA3SHAIE 0.001% WA 5% w/w, vFgAsHAl= 0.005%
WA 1% w/w, B wErAEAE 0.01% WA 0.5% w/w, 9 vEEsAE oF 0.01% w/w, <F 0.05% w/w, <F
0.10% w/w, <F 0.15% w/w, <F 0.20% w/w, <F 0.25% w/w, <F 0.30% w/w, <F 0.40% w/w, <F 0.50% w/w, U= =}
gA 5= oF 0.10% w/we] BHT.

& AN, B TP o 2B e

o
Hl

&lslr):

=

a) ZAE Z FFo| 3 =Fo =2 (w/w) 1% WA 20%; vrEASHAIE 5% WA 15% w/w, U2 vlAsHAI= 8%
WAl 12% w/w, WS vlgAsHAIE 9% WA 11% w/w, WS sbsiAlE oF 10% w/wel, &, skzsAlE HCl §
T odAdelE o e ssta (1) 33E;

b) 55% WA 99% w/w, wFHAEAE 60% WA 95% w/w, WIEFASAE 65% WA 90% w/w, TS ulgrAEHA=
70% WA 90% w/w, U wpRASAE °F 70% w/w, F 71% w/w, °F 72% w/w, °F 73% w/w, °F 74% w/w, °F 75%
w/w, °F 76% w/w, ¥ 77% w/w, °F 78% w/w, ¥ 79% w/w, F 80% w/w, <F 81% w/w, <F 82% w/w, <F 83% w/w,
oF 84% w/w, °F 85% w/w, <F 86% w/w, <F 87% w/w, °F 88% w/w, °F 89% w/w, <F 90% w/we] -2 ZHSH-
32 ZYAE =,

c) 0% WA 30% w/w, vt sAE 5% WA 30% w/w, BFEASHAIE 10% WA 25% w/w, BS vl stAE 15%
WA 20% w/w, B2 bRt AI= 9F 15% w/w, &F 16% w/w, <F 17% w/w, <F 18% w/w, <F 19% w/w, <F 20% w/w,
HE atagsAE oF 18% w/wel PEG400; 2

d 2= F FFA diste] w/w) 0% WA 5% w/w, vFEASHAIE 0.001% WA 5% w/w, vFEAstAIE 0.005%
WA 1% w/w, 9% vFASAE 0.01% WA 0.5% w/w, U #tEZs A= 2 0.01% w/w, °F 0.05% w/w, <F
0.10% w/w, <F 0.15% w/w, <F 0.20% w/w, <F 0.25% w/w, <F 0.30% w/w, <F 0.40% w/w, F 0.50% w/w, ©% u}
FA A= °F 0.10% w/we] BHT.

& AN A, W ow] e £YEE The

o
53]

etk

a) ZAE F FFo| 3 =Fo =2 (w/w) 1% WA 20%; vFEASHAIE 5% WA 15% w/w, U< vlFA kA= 8%
WA 12% w/w, WS vagAsHAIE 9% WA 11% w/w, WS vbEsiAlE oF 10% w/wel, &, st#shAle= HCl
T odAdelE o e ssta (1)9 33E;

b) 55% WA 99% w/w, vl A= 60% WA 95% w/w, vFEAEHAIE 65% WA 90% w/w, TGS BlEAS A=
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[0347]

[0348]

[0349]

[0350]

[0351]

[0352]

[0353]

[0354]

[0355]

[0356]

[0357]

[0358]

[0359]

[0360]

[0361]

S5S0d 10-2776112

70% WA 90% w/w, Bl vFRASAE 9 70% w/w, °F 71% w/w, <F 72% w/w, F 73% w/w, °F 74% w/w, <F 75%
w/w, °F 76% w/w, °F 77% w/w, <F 78% w/w, °F 79% w/w, °F 80% w/w, <% 81% w/w, °F 82% w/w, <F 83% w/w,
oF 84% w/w, °F 85% w/w, °F 86% w/w, °F 87% w/w, °F 88% w/w, °F 89% w/w, °F 90% w/we] #TF-2Y FSH-
32 YA =,

) 0% W= 30% w/w, vFEASHA 5% WX 30% w/w, whEEASHAE 100 WA 256 w/w, H5 vhgbA Sl 156
WA 20% w/w, O A SHAI= oF 15% w/w, <F 16% w/w, °F 17% w/w, <F 18% w/w, <F 19% w/w, <F 20% w/w,
oL vt A s 9F 18% w/wel PEG3350; 2

d) ZAE = = g5k (w/w) 0% WA 5% w/w, HFEAFAE 0.001% WA 5% w/w, BFZASAE 0.005%
WA 1% w/w, TS vAaAE 0.01% WA 0.5% w/w, T vlERaA= oF 0.01% w/w, < 0.05% w/w, °F
0.10% w/w, °F 0.15% w/w, °F 0.20% w/w, °F 0.25% w/w, °F 0.30% w/w, <F 0.40% w/w, °F 0.50% w/w, UlS w}
g8 A= 2F 0.10% w/we] BHT.

& AN, B wP] o 2B e

tlo
e

=

a) 2AE T FFol dig FFoZ (w/w) 1% WA 20%; vrEAsHAE 5% WA 15% w/w, ©S vbEAstAlE 8%
WA 12% w/w, B vFAs A= 9% WA 11% w/w, OS5 vl AlE oF 10% w/we] 382 (1)9 s3&E; 2
b) 55% WA 99% w/w, HFEASHAIE 60% WA 95% w/w, HFEASHAIE 65% WA 90% w/w, TS mtEFsA=
70% WA 90% w/w, Ul vl AE ok 70% w/w, F 71% w/w, ¥ 72% w/w, °F 73% w/w, ¥ 74% w/w, <F 75%
w/w, °F 76% w/w, F 77% w/w, °F 78% w/w, °F 79% w/w, °F 80% w/w, °F 81% w/w, °F 82% w/w, °F 83% w/w,
oF 84% w/w, °F 85% w/w, °F 86% w/w, < 87% w/w, F 88% w/w, <F 89% w/w, <F 90% w/we] H|E}R] E TPGS.

& AN, B WPl oot 2YBE The

o
5|

[ERsjas

=1

a) ZAE F FFo| 3 =Fo =2 (w/w) 1% WA 20%; vrEASHAIE 5% WA 15% w/w, U vlAsHAI= 8%
WA 12% w/w, B vhEAS A= 9% WA 11% w/w, U5 vhgbAsiAl= oF 10% w/wel 3heb4) (1)e] gt

b) 55% WA 99% w/w, WFEASAE 60% WA 95% w/w, BFEFASAE 65% WA 90% w/w, U< ulerAsAe=
70% WA 90% w/w, Cl% whFASAE ok 70% wiw, ok 71% w/w, °F 72% w/w, ok 73% w/w, °F T4% w/w, °F 75%
w/w, °F 76% w/w, °F 77% w/w, °F 78% w/w, °F 79% w/w, °F 80% w/w, °F 81% w/w, °F 82% w/w, °F 83% w/w,
oF 84% w/w, °F 85% w/w, °F 86% w/w, °F 87% w/w, 2F 88% w/w, °F 89% w/w, °F 90% w/w<] W]E}¥] E TPGS.

c) 0% WA 30% w/w, wFA8AR= 5% WA 30% w/w, WA SHARE 10% WA 25% w/w, W< visbHetAl= 15%
WAl 20% w/w, A= vlEASHA= oF 15% w/w, ©F 16% w/w, °F 17% w/w, <F 18% w/w, <F 19% w/w, F 20% w/w,
o2 vtA s A= oF 18% w/we] PEG 400; 2

d) ZAE = Z=Z st (w/w) 0% WA 5% w/w, ¥EREAE 0.001% WA 5% w/w, BFERSAE 0.005%
WA 1% w/w, < vF=ASAE 0.01% WA 0.5% w/w, TS wlAabA= ok 0.01% w/w, F 0.05% w/w, °F
0.10% w/w, °F 0.15% w/w, <F 0.20% w/w, <F 0.25% w/w, <F 0.30% w/w, <F 0.40% w/w, °F 0.50% w/w, G]% W}
Z2s A= 2F 0.10% w/we] BHT.

3}3]

g}

a) ZAE F FFo 3 =Fo =2 (w/w) 1% WA 20%; vFEASHAIE 5% WA 15% w/w, U2 vlA kA= 8%
WA 12% w/w, ©S vk AlE 9% WA 11% w/w, B vldAsH A= oF 10% w/wel sheh (1)9] 33hE;

o
5]

& AN, B TP ofef 2B e

b) 55% WA 99% w/w, WFEASAE 60% WA 95% w/w, wFEASAE 65% WA 90% w/w, U5 wiEA A=
70% WA 90% w/w, U= WA A= oF 70% w/w, °F 71% w/w, °F 72% w/w, °F 73% w/w, °F 74% w/w, °F 75%
w/w, < 76% w/w, <F 77% w/w, =F 78% w/w, <F 79% w/w, °F 80% w/w, °F 81% w/w, <F 82% w/w, <F 83% w/w,
ok 84% w/w, <F 85% w/w, <F 86% w/w, <F 87% w/w, <F 88% w/w, <F 89% w/w, < 90% w/we] WEFW] E TPGS

c) 0% WA 30% w/w, vFFAsAE 5% WA 30% w/w, vFASHAE 10% WA 25% w/w, B vlgh A 15%
WA 20% w/w, TS vtERsHAIE oF 15% w/w, <F 16% w/w, 2F 17% w/w, °F 18% w/w, °F 19% w/w, °F 20% w/w,
o2 vlA s Al s <F 18% w/we] PEG 3350; 2

d) 2= F TFA disted w/w) 0% WA 5% w/w, vFEASHAIE 0.001% WA 5% w/w, vFEA3stAIE 0.005%
WA 1% w/w, 9 wEAEAE 0.01% WA 0.5% w/w, B #lERa A= ok 0.01% w/w, < 0.05% w/w, <F
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[0362]

[0363]

[0364]

[0365]

[0366]

[0367]

[0368]

[0369]

[0370]

[0371]

[0372]

[0373]

[0374]

[0375]

[0376]

SSS0d 10-2776112

0.10% w/w, °F 0.15% w/w, °F 0.20% w/w, °F 0.25% w/w, °F 0.30% w/w, °F 0.40% w/w, °F 0.50% w/w, C1% v}
s A= <F 0.10% w/wel BHT.

& FAANA, B dge] kst 2YBE The

tlo
e

ek

a) 2AE T T Uig FHoZ (w/w) 1% WA 20%; vFEHEAE 5% WA 15% w/w, HS vt A= 8%
WA 12% w/w, T wt2s A= 9% WA 11% w/w, B vl sAIE oF 10% w/we] 8kshd] (1)< 3EE;

b) 55% WA 99% w/w, WAL 60% WA 95% w/w, vFEASIAE 65% WA 90% w/w, WS vl sAE
70% WA 90% w/w, Bl A AE 9 70% w/w, °F 71% w/w, <F 72% w/w, F 73% w/w, °F 74% w/w, <F 75%
w/w, °F 76% w/w, < 77% w/w, °F 78% w/w, ¥ 79% w/w, °F 80% w/w, <F 81% w/w, °F 82% w/w, <F 83% w/w,
oF 84% w/w, °F 85% w/w, °F 86% w/w, °F 87% w/w, °F 88% w/w, <F 89% w/w, °F 90% w/we] ®W]E}¥l E TPGS ;

¢) 0% WA 20% w/w, vFEASAL 1% WA 2080 w/w, vFEASAE 3% WA 15% w/v, 3% ulEAsAE 5% W)
A 10% w/w, Bl vbEASHAl= oF 5% w/w, °F 6% w/w, °F 7% w/w, °F 8% w/w, °F 9% w/w, U5 wpEASHA=
oF 9% w/we] 7FZEE ojA=; 4

d) 2= F T2l diste] (w/w) 0% WA 5% w/w, BFASHAIE 0.001% WA 5% w/w, vFgAsHAl= 0.005%
WA 1% w/w, B wrAEAE 0.01% WA 0.5% w/w, WS wEbEsAE oF 0.01% w/w, <F 0.05% w/w, <F
0.10% w/w, <F 0.15% w/w, <F 0.20% w/w, <F 0.25% w/w, <F 0.30% w/w, F 0.40% w/w, °F 0.50% w/w, UG} w}
gA 8= ok 0.10% w/we] BHT.

&AM, & e ofst 2HES Ue

o
5|

grar

a) ZAE F FFo| 3 =Fo =2 (w/w) 1% WA 20%; v SHAE 5% WA 15% w/w, U< vlAskA= 8%
WA 12% w/w, WS vtgAsHAIE 9% WA 11% w/w, WS sbsiAlE oF 10% w/wel, &, sksAlE HCl §
T odAdHelE o e ssta (1) 335,

b) 55% WA 99% w/w, wFHAEAE 60% WA 95% w/w, ¥IEFASAE 65% WA 90% w/w, TS ulgrzAEHA=
70% WA 90% w/w, G5 wtEAsAE < 70% w/w, °F 71% w/w, °F 72% w/w, <F 73% w/w, <F 74% w/w, <F 75%
w/w, °F 76% w/w, < 77% w/w, °F 78% w/w, ¥ 79% w/w, °F 80% w/w, <F 81% w/w, °F 82% w/w, <F 83% w/w,
oF 84% w/w, °F 85% w/w, °F 86% w/w, <F 87% w/w, °F 88% w/w, <F 89% w/w, <F 90% w/we] ®W]E}¥l E TPGS ;

c) 0% WA 30% w/w, vl sAlE 5% WA 30% w/w, WA EAIE 10% WAl 25% w/w, O vl sAls 15%
WA 20% w/w, TS vlEASAIE oF 15% w/w, <F 16% w/w, 2F 17% w/w, °F 18% w/w, °F 19% w/w, °F 20% w/w,
o2 vtA sk AlE oF 18% w/we] PEG400; 2

d) 28= F T2l diste] (w/w) 0% WA 5% w/w, BFASHAIE 0.001% WA 5% w/w, vFgAsHAl= 0.005%
WA 1% w/w, B wErAEAE 0.01% WA 0.5% w/w, 9 vEbdsAE oF 0.01% w/w, <F 0.05% w/w, <F
0.10% w/w, <F 0.15% w/w, <F 0.20% w/w, <F 0.25% w/w, < 0.30% w/w, <F 0.40% w/w, F 0.50% w/w, T u}
gA 5= ok 0.10% w/we] BHT.

3}3]

g}

a) ZAE Z FFo 3 =Fo =2 (w/w) 1% WA 20%; vFFASHAIE 5% WA 15% w/w, U2 vlAsHAI= 8%
WAl 12% w/w, WS vtgAsHAIE 9% WA 11% w/w, S vbsiAlE oF 10% w/wel, &, sh#shAlE= HCl §
T odAHelE o e ssta (1)9 33E;

b) 55% WAl 99% w/w, wFEASHAE 60% WA 95% w/w, wFEASAE 65% WA 90% w/w, TS wiEA A=
70% WA 90% w/w, U= WA S A= oF 70% w/w, °F 71% w/w, °F 72% w/w, °F 73% w/w, °F 74% w/w, °F 75%
w/w, F 76% w/w, F 77% w/w, =F 78% w/w, <F 79% w/w, °F 80% w/w, °F 81% w/w, <F 82% w/w, <F 83% w/w,
oF 84% w/w, <F 85% w/w, <F 86% w/w, <F 87% w/w, <F 88% w/w, <F 89% w/w, <F 90% w/we] WE}W E TPGS

& AN, B W] oot 2YRE The

o
Hel

c) 0% WA 30% w/w, vFAsAE 5% WA 30% w/w, vFASAE 10% WA 25% w/w, B vl stAE 15%
WA 20% w/w, TGS vtEAsHAIE oF 15% w/w, 9F 16% w/w, 2F 17% w/w, °F 18% w/w, °F 19% w/w, °F 20% w/w,
o2 A s AlE o 18% w/we] PEG3350; 2

D) 2= F TF disted w/w) 0% WA 5% w/w, vFEASHAIE 0.001% WA 5% w/w, vFEA3stAIE 0.005%
YA 1% w/w, B vEASAE 0.01% WA 0.5% w/w, B wtEdsAE 2k 0.01% w/w, °F 0.05% w/w, <F
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[0377]
[0378]
[0379]
[0380]
[0381]
[0382]
[0383]
[0384]
[0385]
[0386]
[0387]
[0388]
[0389]
[0390]
[0391]
[0392]
[0393]
[0394]
[0395]
[0396]
[0397]
[0398]
[0399]
[0400]
[0401]
[0402]
[0403]
[0404]
[0405]

[0406]

[0407]
[0408]

[0409]

0.10% w/w, °F 0.15% w/w, <F 0.20% w/w, <F 0.25% w/w, <F 0.30% w/w, <F 0.40% w/w,

A A= <F 0.10% w/we] BHT.
gk A oA, E wtro] ofst A ELS U}
a) 5% WA 15% w/we] &g (1)9] 8H3h=;

b) 70% WA 90% w/wel 22 Zega-32 FEAEE;

dlo
o
|
o
o,
i)

¢) 10% WA 25% w/we] PEG400; 2

d) Aegdgo=z 0.01% WA 0.5% w/we] BHT.

dlo
o
|
o
o,
au)

s FA oA, ¥ el ofst LS ¢}
a) 5% WA 15% w/wel st (1)9] 3t&;
b) 70% WA 90% w/we] Th¢-2d EFe|5A-32 SEAlE=;
¢) 10% W= 25% w/we] PEG400;

d) Aexo= 0.01% WA 0.5% w/wel BHT:

e) Aeld o= .56 WA 10% w/we] SLS; 2

f) Adelgoz 0.5% WA 10% w/we] Sto|EFA L2 AW AEz
St FA ol A, 2 o] oFE 2AHEL USS ¥

a) 5% WA 15% w/we] &g (1)9] sH3h=;
b) 70% WA 90% w/we] T-2Y ZSA-32 FYAHE;
c) 10% WA 25% w/we] PEG400;

d) Agdo=z 0.01% WA 0.5% w/we] BHT; &

o) HEH o 0.5% WA 108 w/ve] ol =S AT AND AGR L,
& FANAA, B Aol e 2YEe e TR

a) 5% WA 15% w/wel 3t (1)9] 33hE;

b) 70% WA 90% w/wel 9= EESA-32 SEAEE;
¢) 10% W= 25% w/we] PEG400;

d) AgAo= 0.01% WA 0.5% w/we] BHT; %

e) Ao 0.5% WA 10% w/we] EFAH 407.

gk A A, B gl ofst 2AES thy
a) 5% WA 15% w/wel 3+ (1)9] 3HE;

b) 70% WA 90% w/we] 92 Z¥54-32 S A=

o
55|

etk

c) 10% WA 25% w/we] PEG400;

d) Agdo=z 0.01% WA 0.5% w/we] BHT; 2

S5S0d 10-2776112

¢k 0.50% w/w, ©l= H}

e) AEHo=Z 0.5% WA 10% w/we] Znjd Jt==2ge-Z2u|d ofM e o] E-Egddd =& 1ZE =

Z2Y.
Sk FA ol A, 2 o] oFE 2AEL USS EFe):
a) 5% WA 15% w/we] &2 (1)9] sH3h=;

b) 70% W= 90% w/we] 92 ¥ 54-32 S A=
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[0410] c) 10% WA 25% w/we] PEG400;

[0411] d) AgEo= 0.01% WA 0.5% w/wel BHT; 2

[0412] e) AelAo= 0.5% WA 10% w/we] EZejvld 3 Eel= ZEju]d ofAlHolE &,

[0413] @ A A, B Ee] ofdt 2APES v EIITH:

[0414] a) 5% WA 15% w/wel st (1)¢] 3heh=;

[0415] b) 70% WA 90% w/wel B9-=d Ee]54-32 FEAYE=

[0416] ¢) 10% WA 25% w/we] PEG3350; 2

[0417] d) Aexo=z 0.01% WA 0.5% w/wel BHT.

[0418] & A A, Il ofdt 2AELS v EIITH

[0419] a) 5% WA 15% w/wel k2 (1)¢] 3Heh=;

[0420] b) 70% WA 90% w/wel B9-=d Ee]54-32 FEAYE

[0421] ¢) 10% WA 25% w/we] PEG3350;

[0422] d) Aerd o=z 0.01% WA 0.5% w/we] BHT;

[0423] e) AelA o=z 0.5% WA 10% w/wel SLS; 2

[0424] f) Aegoz 0.5% WA 10% w/we oS A T2 dvgdAERZ

[0425] g A A, Il ofdt 2AELS v EIITH:

[0426] a) 5% WA 15% w/we] k2 (1)¢] 3Heh=;

[0427] b) 70% WA 90% w/wel H9-=d FSH-32 A=

[0428] c) 10% WA 25% w/we] PEG3350;

[0429] d) Agxoe=z 0.01% WA 0.5% w/wel BHT; 2

[0430] e) AEH oz 0.5% WA 10% w/we] St EF A 2 A S22,

[0431] g Al A, Il ofdt 2AELS v EITH:

[0432] a) 5% WA 15% w/wel 3t (1)9] H3HE;

[0433] b) 70% WA 90% w/we] 292 FE5A-32 S A=

[0434] c) 10% WA 25% w/we] PEG3350;

[0435] d) Agxoe=z 0.01% WA 0.5% w/wel BHT; 2

[0436] e) Aelx o7 .56 W= 10% w/we] Z2AH 407,

[0437] g FA A, 2 o] ofst 2AHELS thyS EdTH:

[0438] a) 5% WA 15% w/we] st (1)¢] 3heh=;

[0439] b) 70% WA 90% w/we] gH9-2d ZLA-32 FYAYE

[0440] c) 10% WA 25% w/we] PEG3350;

[0441] d) Agxoe=z 0.01% WA 0.5% w/wel BHT; 2

[0442] e) AdEAow 0.5% WA 10% w/wel Eeinld JtZmete-Eejnld opEo|E-ZgoEddl Se|¥ Ig2E =
=,

[0443] g FA A, 2 o] ofst 2AHELS thyS XFH:

[0444] a) 5% WA 15% w/wel 3te2] (1)9] 3HE;
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[0445] b) 70% WA 90% w/we] #FH9-2d FeSd-32 SAEE;

[0446] ¢) 10% WA 25% w/we] PEG3350;

[0447] d) A8z o=z 0.01% WA 0.5% w/wel BHT; =

[0448] e) AeEAoR 0.5% WA 10% w/we] Zejvld 3 Eel= ZEju]d ofAlHolE ZEeH.

[0449] g A A, B ] ot 2HEL vUes X

[0450] a) 5% WA 15% w/wel 3+ (1)9] H3HE;

[0451] b) 70% WA 90% w/we] #F9-2d FeSd-32 SAEE;

[0452] c) 5% WA 10% w/we] 7= ofjAj=; d

[0453] d) Agx o=z 0.01% WA 0.5% w/we] BHT.

[0454] & g AANA, B ] ot 2L UEs X

[0455] a) 5% WA 15% w/wel sk (1)¢] 3heh=;

[0456] b) 70% WA 90% w/we] eh9-=d EeSA-32 FEAE =,

[0457] ¢) 5% WA 10% w/wel FFZE g oA =

[0458] d) Aeix o=z 0.01% WA 0.5% w/we] BHT;

[0459] e) AeAo=Z 0.5% WA 10% w/wel SLS; 2

[0460] f) Aeldgo g 0.5%6 WA 10% w/we] Slo|EEA L2 A A ez~

[0461] g A, B oE ] o 2AES v XTI

[0462] a) 5% WA 15% w/we] sk (1)¢] 3heh=;

[0463] b) 70% WA 90% w/we] 9-2d FEA-32 SYAY=

[0464] ¢) 5% WA 10% w/we] 7F=EE ojr=

[0465] d) Agxoe=z 0.01% WA 0.5% w/wel BHT; 2

[0466] f) Aeldg oz 0.56 WA 10% w/we] Slo|EEA L2 A AE=z

[0467] S g ANA, B ] ofdt 2HES S XTI

[0468] a) 5% WA 15% w/wel 3te2] (1)9] H3HE;

[0469] b) 70% WA 90% w/we] 9-2d ZA-32 FEAYE;

[0470] ¢) 5% WA 10% w/we] 7FZEE oAl =

[0471] d) Agxoe=z 0.01% WA 0.5% w/wel BHT; 2

[0472] e) MeElH oz 0.5% WA 10% w/wel ZEAM 407.

[0473] g Al A, B B ofst 2AELS thes 33

[0474] a) 5% WA 15% w/wel sk (1) shehe;

[0475] b) 70% WA 90% w/we] g9-2d ZLA-32 ZYAYE

[0476] ¢) 5% WA 10% w/we] 7FZEY ofjA =

[0477] d) Agxoe=z 0.01% WA 0.5% w/wel BHT; 2

[0478] e) AEHAOZ 0.5% WA 10% w/we] EejH|d 7tZ2e-Egn]d ofAH o E-Egddd F|F 1gZE 3
.

[0479] g FA A, 2 o] ofst 2AES U EFeh
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[0480] a) 5% WA 15% w/wel stk (1)¢] heh=

[0481] b) 70% WA 90% w/we] 92U Z5A-32 FEAEE;

[0482] ¢) 5% WA 10% w/we] FFZE g oA =

[0483] d) AgEo= 0.01% WA 0.5% w/wel BHT; 2

[0484] e) Ao 0.5 WA 10% w/wel Euld I Eg= Euld o olE mZ

[0485] @ A A, Il ofdt 2APELS v EITH:

[0486] a) 5% WA 15% w/wel & deje], wmEAsAE HCl ¢ £ dAdolE oz 384 (1)9 33HE;

[0487] b) 70% WA 90% w/we] $-2d EE|&A-32 FEAE=;

[0488] c) 10% WA 25% w/we] PEG400;

[0489] d) AeHo=z 0.01% WA 0.5% w/wel BHT;

[0490] e) Agr o=z 0.5% WA 10% w/we] SLS; =

[0491] f) Aegoz 0.5% WX 10% w/we oS A T2 drgdAEZ

[0492] g FA A, 2 o] ofst AHES thys EdH:

[0493] a) 5% WA 15% w/wel & deje], wmEAsAE HCl ¢ £ dAdolE dozAe sa (1)9 33HE;

[0494] b) 70% WA 90% w/we] 92U Z5A-32 FEAEE;

[0495] c) 10% WA 25% w/we] PEG400;

[0496] d) Agxo=z 0.01% WA 0.5% w/we] BHT; =

[0497] f) Aeoz 0.5% WA 10% w/we] oS A Tz drgdAERZ

[0498] g A A, Il ofdt 2AES v XIITH:

[0499] a) 5% WA 15% w/wel o Fejel, ugAeAE HCl ¢ wx dAddelE domAe 84 (1) 3gE;

[0500] b) 70% WA 90% w/we] #9-2d EFe5A-32 S A=

[0501] ¢) 10% WA 25% w/we] PEG400;

[0502] d) Agxo=z 0.01% WA 0.5% w/wel BHT; =

[0503] e) Aelx o .56 W= 10% w/we] ZE2AH 407,

[0504] g Al A, Il ofdt 2AELS v EIITH:

[0505] a) 5% WA 15% w/wel & Fele], nighA s A= HCl 9 E= o dEo]E dozae g8ty (1) 83HE;

[0506] b) 70% WA 90% w/we] 92U 2432 FYAYE;

[0507] ¢) 10% WA 25% w/we] PEG400;

[0508] d) AgA o=z 0.01% W= 0.5% w/we] BHT; 2

[0509] e) A ox 0.5% WA 10% w/wel Zeju]d 7tz mete-Zeuld oAl E-Zelddd SeF 192 E 2
=,

[0510] g FA A, 2 o] ofst 2AHEL thyS XFH:

[0511] a) 5% WA 15% w/wel & e, wEAs A= HCl & E& dAdwolE dozMe sk (1) 3E;

[0512] b) 70% WA 90% w/wel -2 FSA-32 SAE =

[0513] ¢) 10% WA 25% w/we] PEG400;

[0514] d) Agxoe=z 0.01% WA 0.5% w/wel BHT; 2
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[0515] e) AeElAoR 0.5% WA 10% w/we] Zejvld I Eel= ZEju]d ofAHolE &,

[0516] & A A, Il ofdt 2AELS v EITH:

[0517] a) 5% WA 15% w/wel ¢ Fejel, wpEAsAE HCl ¢ w= dAdelE dorae 584 (1) 33E;

[0518] b) 70% WA 90% w/wel B$-2d EHE|&A-32 FElAlE=;

[0519] ¢) 10% WA 25% w/we] PEG3350;

[0520] d) Aexo=z 0.01% WA 0.5% w/wel BHT;

[0521] e) Agr o=z 0.5% WA 10% w/we] SLS; =

[0522] f) Aelgoz 0.5% WA 10% w/we] oS A T2 dvgdAERZ

[0523] & Al A, Il ofdt 2AELS v EIITH

[0524] a) 5% WA 15% w/wel & deje], A AE HCl ¢ £ dAdolE dozxe 38 (1)9 335 ;

[0525] b) 70% WA 90% w/we] 92U ZE5A-32 FEAEE;

[0526] ¢) 10% WA 25% w/we] PEG3350;

[0527] d) AgAo=Z 0.01% W= 0.5% w/we] BHT; 2

[0528] f) Aegoz 0.5% WA 10% w/we] oS A T2 dvgdAERZ

[0529] g A A, Il ofdt 2AES v EIITH:

[0530] a) 5% WA 15% w/wel & e, vt AE HCl 9 Ex odAdelE do2Ae 338k (1) 313E;

[0531] b) 70% WA 90% w/we] 92U 5432 FEAEE;

[0532] ¢) 10% A 25% w/we] PEG3350;

[0533] d) AgAo=Z 0.01% WA 0.5% w/we] BHT; 2

[0534] e) Aelx o7 0.56 W= 10% w/we] ZZ2AH 407,

[0535] @ Al A, Il ofdt 2AFELS v XIITH:

[0536] a) 5% WA 15% w/wel & deje], mEAsAE HCl ¢ £ dAdolE oz sa] (1)9 335 ;

[0537] b) 70% WA 90% w/wel -2 FSH-32 A=

[0538] ¢) 10% WA 25% w/we] PEG3350;

[0539] d) AgAo=Z 0.01% W= 0.5% w/we] BHT; 2

[0540] e) A ow 0.5% WA 10% w/wel Heju]d 7tz mete-Zeuld oA ol E-ZElddd SeF 192 E 2
=,

[0541] g FA A, 2 o] ofst 2AHELS thyS EFdTH:

[0542] a) 5% WA 15% w/wel & Fele], nighA s A= HCl 9 E= o AdeolE dozae g8ty (1) 83HE;

[0543] b) 70% WA 90% w/wel -2 FSA-32 A=

[0544] c) 10% WA 25% w/we] PEG3350;

[0545] d) Agxoe=z 0.01% WA 0.5% w/wel BHT; 2

[0546] e) AEHo=z 0.5% WA 10% w/we] Zelv]d v Eel= ZEu]d ofAlHolE &,

[0547] g FA A, E o] ofst 2AHELS thgS EFTH:

[0548] a) 5% WA 15% w/wel 4 FHl9], ughAsAE U0l & EE dAddelE dozA e 35 (1)9 33E;

[0549] b) 70% WA 90% w/we] -9-2d EHe5H-32 FEAE=;
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[0550]
[0551]
[0552]
[0553]
[0554]
[0555]
[0556]
[0557]
[0558]
[0559]
[0560]
[0561]
[0562]
[0563]
[0564]
[0565]
[0566]
[0567]
[0568]
[0569]
[0570]

[0571]

[0572]
[0573]
[0574]
[0575]
[0576]
[0577]
[0578]
[0579]
[0580]
[0581]
[0582]
[0583]

[0584]

d) deHo=Z 0.01% WX 0.5% w/we] BHT;

e) AEA o= 0.5 WA 10% w/we] SLS; %

f) Aexoz 0.5 WA 10% w/we] slolESA L2 dud g

& A, Il ofdt 2AES v EITH

a) 5% WA 15% w/wel o FeEje], wigtAleAlE HCl ¢ £ oAdolE 4
b) 70% WA 90% w/wel #$-2d Ee]S4-32 FAEE;

c) 5% WA 10% w/we] FFZEE oA =

d) AeEAo =z 0.01% WA 0.5% w/wel BHT:; %

f) Aexoz 0.5 WA 10% w/we] solESA Tz dndAgEa ~

@ A A, Il ofdt 2AES v EITH:

a) 5% WA 15% w/wel 4 GEle], whghA A= 1Ol o E ool E

b) 70% WA 90% w/wel ehe-Rd Feled-32 FeA =g

c) 5% WA 10% w/we] FFZEE ofjA|=

d) A o= 0.01% WA 0.5% w/we] BHT; 2

e) Aelx o .56 W= 10% w/we] Z2AMH 407,

g Al A, Il ofdt 2AES v EITH:

a) 5% WA 15% w/wel & Feje], nieA A= 10l 9 s o dzolE o
b) 70% WX 90% w/wel ehe-=d Feled-32 FeA =g

c) 5% WA 10% w/we] 7F=EE oA =

d) A o= 0.01% WA 0.5% w/we] BHT; 2

e) A ox 0.5 WA 10% w/wel Eeju]d 7tz mete-Zenld oAlH ol E
=,

g Al A, I ofdt 2AELS v EITH:

a) 5% WA 15% w/wel & Felo], uighsiAE HCl ¢ v oAl E
b) 70% WA 90% w/wel H9-2d FSA-32 A=

c) 5% WA 10% w/we] 7FZEE ofjA|=

d) A o= 0.01% WA 0.5% w/we] BHT; 2

e) AEHo= 0.5% WA 10% w/we] Zelv]d vEe]= ZEu]d obAlHoE
g FA A, 2 o] ofst 2AHELS thyS XFTH:

a) 5% WA 15% w/wel ¢ Fejel, wpgrAsHAlE HCl ¢ e ddwolE o
b) 70% W= 90% w/we] HIEF E TPGS;

¢) 10% WA 25% w/we] PEG400;

d) Agxo= 0.01% WA 0.5% w/wel BHT;

e) AEHo= 0.5% WA 10% w/wel SLS; B

f) deq o= 0.5% WA 10% w/we] sto]=FA|Z2dvgd g ~,

5% WAl 10% w/we] FFZHE ofjA|=

S5S0d 10-2776112

oo B4 (Do) e

oz 3}skA (1) 3}3tE;

o w9 gtk (D)9 shgh=;

Zaldgd ZEF a8 zE =

gozAel sty (Do) e

A&

ozx9] gtk (D9 8hgh=;
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[0585] @ Al A, B Ee] ofdt 2AELS TS EIITH:

[0586] a) 5% WA 15% w/wel & deje], wmEAsAE HCl ¢ & dAdolE dozAe 384 (1)9 335 ;

[0587] b) 70% W= 90% w/we] HIEF E TPGS;

[0588] c) 10% WA 25% w/we] PEG400;

[0589] d) Agxo=z 0.01% WA 0.5% w/wel BHT; =

[0590] f) Aegoz 0.5% WA 10% w/we] sto|=EA T2 dvgdAERZ

[0591] g Al A, Il ofdt 2APELS TS EITH:

[0592] a) 5% WA 15% w/wel & Fele], uighA s A= HOl 9 E= o dEolE Aoz g8ty (1) 83HE;

[0593] b) 70% WA 90% w/we] HIEF E TPGS;

[0594] c) 10% WA 25% w/we] PEG400;

[0595] d) dEAo =z 0.01% WA 0.5% w/wel BHT: %

[0596] e) AMElH oz 0,56 WA 10% w/wel Z=A}H 407,

[0597] g Al A, Il ofdt 2AES v EITH:

[0598] a) 5% WA 15% w/wel & deje], g AE HCl ¢ £ dAdolE dozxe 3a (1)9 335 ;

[0599] b) 70% WA 90% w/we] HIEF E TPGS;

[0600] ¢) 10% WA 25% w/we] PEG400;

[0601] d) Agxo=z 0.01% WA 0.5% w/we] BHT; =

[0602] e) AgAox 0.5% WA 10% w/wel Eeju]d 7tz mete-Zguld oA ol E-ZElddd SelF 192 E 2
=

[0603] g A A, Il ofdt 2AES v XIITH:

[0604] a) 5% WA 15% w/wel & Fel9], ugAsAE HCl & T dAdgelE dozAe geha] (1)9 33E;

[0605] b) 70% WA 90% w/we] HIEF E TPGS;

[0606] ¢) 10% WA 25% w/we] PEG400;

[0607] d) Agxo=z 0.01% WA 0.5% w/wel BHT; =

[0608] e) AElHo= 0.5% WA 10% w/we] Zelv]d v Eel= ZEiu]d ofAlHolE IEeH.

[0609] g Al A, Il ofdt 2AELS v EITH:

[0610] a) 5% WA 15% w/wel & Felel, wg e A HCl @ =& ddeolE domAel et (1) 35E;

[0611] b) 70% WA 90% w/we] H]EFT E TPGS;

[0612] c) 10% WA 25% w/we] PEG3350;

[0613] d) Ao 0.01% WA 0.5% w/wel BHT;

[0614] e) Aelxom 0.5% WA 10% w/wel SLS; =

[0615] f) Aeid oz 0.5%6 WA 10% w/we] Slo|mEA L2 A AERZ A~

[0616] g A A, B R ofst 2AELS thes 33

[0617] a) 5% WA 15% w/wel & e, v AE HCl ¢ E& dAdwolE dozMe sk (1) 33E;

[0618] b) 70% W= 90% w/we] WEFT E TPGS;

[0619] c) 10% WA 25% w/we] PEG3350;
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[0620]
[0621]
[0622]
[0623]
[0624]
[0625]
[0626]
[0627]
[0628]
[0629]
[0630]
[0631]
[0632]

[0633]

[0634]
[0635]
[0636]
[0637]
[0638]
[0639]
[0640]
[0641]
[0642]
[0643]
[0644]
[0645]
[0646]
[0647]
[0648]
[0649]
[0650]
[0651]
[0652]
[0653]

[0654]
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d) AeEAo =2 0.01% WA 0.5% w/wel BHT; %

f) Aoz 0.5 WA 10% w/we] sto|=FA T2 dugAER .

& A, B Ee] ofdt 2AES thee X3

a) 5% WA 15% w/we] & Fejo], nigh sl HCl 9 e o deolE dozAo 3ty (1)9 33HE;
b) 70% WA 90% w/we] HIEF] E TPGS;

¢) 10% WA 25% w/we] PEG3350;

d) AeEAo =z 0.01% WA 0.5% w/wel BHT: %

e) Aeld o= 0.56 WA 10% w/we] EZAH 407.

& A A, Il ofdt 2AES v EIITH:

a) 5% WA 15% w/wel & Feje], uEAaAE 1l & e dAddolE dezAo 3ty (1)9 3}gHE;
b) 70% W= 90% w/we] HIEF] E TPGS;

¢) 10% WA 25% w/we] PEG3350;

d) AeEAo =z 0.01% WA 0.5% w/wel BHT: %

e) AEAo R 0.56 WA 10% w/we] EZEinld bz mefet-Zenjd opAHo|E-Zejdddl 282 I92ZE 2
=,

g Al A, B B ofst 2AES thes 233

a) 5% WA 15% w/wel & Fejel, vt E HCl 4 Ex dAddeolE dezAe e (1) 3=
b) 70% WA 90% w/we] HIEF E TPGS;

c) 10% WA 25% w/we] PEG3350;

d) Ae¥A o= 0.01% WA 0.5% w/we] BHT; 2

e) AeElHo= 0.5% WA 10% w/we] Zelv]d v Eel= ZEu]d ofAlHolE &,

& A A, Il ofdt 2AES v X3

a) 5% WA 15% w/we] & Feje], nighzslA= HCl 9 T o deolE dozAel 38ty (1)9 33HE;
b) 70% WA 90% w/we] WIEF E TPGS;

¢) 5% WA 10% w/we] 7FEEE oA =;

d) Aoz 0.01% WA 0.5% w/wel BHT;

e) Aoz 0.5 WA 10% w/we] SLS; 2
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[0990]

[0991]

[0992]

[0993]

[0994]

[0995]

[0996]

[0997]

[0998]

[0999]

[1000]

[1001]

[1002]

[1003]
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e gl M, AZAR ARl R FAle] Fol= aby] muh s Awske uhkeh o], fAbslAL ol
g Fo] FER Td Fol B9 EE Aold EHAA FASAL Foldt T (5, 7 ARl FAEH
t gelgh Fol SRR FAle] B AAe] AAE Fal dejd F it

A2AR AAD B @Al e fiE ] wAYFe]l M2 B e wH FE= 7] fle, FUA
BLAAR OAIAE wiA S AE MER ARk whet (AREa B eR), F EAH o FolHa, Bl/EE Ao
g Fof Rl FojEnh. o)A dE& B, F¢A oA, T °

g Al A, A2AR A= 7] ZIAE Bl fro] AR EA of el Bl/Ex= o]ef FAld Folx|ojof
gt & FAde A, WX EAE ATEJE JAA AL A2AR JAAE 7] 71" vieh e AIERJE
r -

3 FACl A, A28R JAAE A7) 71AE blkeh 2o
& o7 Folyojol 3},
3t Aol A, A2AR AAA = A7) 7AW wpek e °]

2,3, 4,5, 6, 7,8, 9%t 10¥ ¢ Foddg. = 02 FAdolA, A2R IAA =

7§|
% 1, = 7] 71AE
vhe} 2o WHAXEA o] Kl o|e} FAlo] T o]Feo] Holr® 1, 2, 3, 4, 5, 6, 7, 8, 9 X 105
Zol BEoEu}t, T o2 FA|do A, A2R JAAE 7] 1AE vre} e WX g4 o] EE o9 FA]
of Bl o]Fo] Hojx 1, 2, 3, 4, 5, 6, 7, 8, 9 EE 10/4Y H¢ FoH}
F FANA, MAABAE ALEJNE AAA ]I AR AAAE A7) AIAEJE fAA] ool Ei= o]}
FAll FojEojop gttt @ Al OlA, WAXEAE AAEJE AAA ]l A2AR JAAE B7] AAEJE
AAA] o] el HE o]e} FAlM il o] AXH o R Fojrojof gty & FA|oA, WAXEAE A=A
FOE A A|olal A2AR A A= A7) AAEJAE oAA] o] Mo i o]e} FAld] Elal o]F Hoj: 1, 2
3, 4,5, 6,7, 8,9, == 10F 5 Fosjojok gr}.

o w AR
ERRNER
@ FAolo] w2
ool Aol A}
st x@ete] A}

=
o e ARA FE %) AR oA W Y] A9E ue 2 ARA fE 8% B waUd.

A7) AwE wel 2o X8F FRE %Y A2R AAAE o2 QR = thAHA A
A
[e]

3 FA A, HAAE FHEE, vEFsAE Qrolz, A2AR JAIAe] &F HlEgHIAE 84 F5 &
2o A 42 3 9F 0.01 mg (mg/kg) WA °F 5 mg/kg, BFHAS A= F 0.08 mg/kg WA °F 3.3 mg/kg, H
< wgh A= oF 0.15 mg/kg WAl oF 1.7 mg/kg B2 &l

3 FA A, HAAE FHEE, vEFsAE ko], A2AR JAIAe] &F HlEgHIAE 84 f5 &
Fe, dd AT 22 F oF 0.01 mg (mg/kg/Y) WA F 5 mg/kg/d, RFHASIAILE oF 0.08 mg/kg/d WA <F
3.3 mg/kg/Y, W= vk e A= oF 0.15 mg/kg/d WAl oF 1.7 mg/kg/Y Hele &Fo|t).

3 FA AN, HAAE FHEE, vEFSAE ko], A2AR JAIAe] &F HlEgHIAE 84 f5 &
ZFe, oF 1 mg WA ¢F 500 mg, vFEAEAE oF 5 mg U] oF 200 mg, WS vt EAE oF 10 mg WA <F
100 mg HH e &},

3 FA A, HAAE FHEE, vEFsHAE ko], A2AR JAIAe] &F wlEgHIAE 84 f5 &
ge Fol T oF 1 mg WA < 500 mg, HFHASAE Fo] & < 5 mg WA oF 200 mg, B wEAsAE F
o & 2F 10 mg WA <F 100 mg M2l &Fot},

3 FA el A, AAlE EH5E, ulE e As Qztolar, A2AR AAe &3, wEAsAE 85Y R &
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[1036]

[1037]

[1038]
[1039]
[1040]
[1041]
[1042]
[1043]
[1044]
[1045]
[1046]
[1047]
[1048]
[1049]
[1050]

[1051]
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iy

F ¥ A ATl e FY% $uE dehls 2exolt. % 2B 23 YA FF 3 BES HoEL}

= 32 A3A F-CTLA4 mAbe} Z3eh sh3HE 8a=® X EA] EMT6 = 9 10 vigle) mhg-
2 T g 9RER (R)Y #7F ZAlETh. ARE A e % 4% 44 (& 34), Hs|E (= 3B) ¥
aCTLA-4, 3mg/kg Q3Dx2 (9, 12¥x}) 5HE (&= 3C) T+ Do =go =) 3gE 8, 0.1mg/kg QDx25 (&= 3D) X
= 3}gE 8, 0.6mg/keg QDx25 (= 3E).

e
2
o A
o
L!

= 4% F-PD-L1 mAb9} Z3HE A2AR AAIAl FFE 8a7l A20 TY HIMIEANA T AX &S 2HFS HAFE
o, D3+ T A2 (= 4A) 2 (D8+ T M2 (= 4B) 9 dd AFse 584 245 (V15e M ve=E
Yebl; n=5 WA 7ekE] mbe-2~/T1F) 9] 10709 &Y dE/AAE (10 HPF) ] Ht o =25 ALbste] 54
ATk, =gk 2 AR S H9, W I EY (Mann Whitney) HI RS t ARG AL&ste] AAtE p s BoFr)

E 5e oY AAEA e SAYZHETd 2Fste] AMEE S3HE 8bE X ZA] MCA205 £F BG4S HoFET).
L BAE ¥ AEEY F3t AF F AR A mE FF 51 SIS HeEhile a2gzeltk. & sBEE w
=02 Hs|FE (& 5B), 0.6mg/kge 3}3HE 8b QDx25 (&= 5C), % 10mg/kge] SA#EEt9 QDx1 (11¥9x2h) (=
5D) T+ 0.6mg/kge 3t 8be} =¥ QDx25 (= 5E)Z A H vl-2E9] /7 FF A7 F3olt}.

E 62 0.6mg/kgel 3}E 8b QDx32, 1 mg/kge] &-TIGIT mAb Q3Dx3 (9, 12 % 15¥x}), SAFH]Al 6mg/kg
Q3Dx2 (10 ® 14Uz, ® o]&59] thudt 2FER APYA] (126 =% A4S HoFr. = A T4 AEES
ﬁ%é} AT 5 Az Ao e T F9 FIEE JERdlE 8= etk & 68D M3 E (& 6B), FAaFH]
M (& 60) e FF-TIGIT mAb (= 6D)E AHH /Il €% 4% FIolth. & 6E-G= =4FH|[4l% F-TIGIT
% 6E), SH3HE 8be} HAFHA (& 6F)] &3 1¥]a SFHE 8b, SAFHA H F-TIGITY] 4% =37 (&=
6G) o= Aele n-2E59 AN T A FH o).

CFSE 3|4o& AAW (D4 ME 22 HeS wolxt, = 7B:=
(e}

= T
aszin 98 BEE £LE A4 e,

Wy A7 Hek FAF g

ge 5] AAAE Fustd wrt @ olsE ot o)F AAelt ¥ uwel 54 TANE UE
7] 1% Aolul, ¥ wge] WeE AVSHLA s Ae] oht,

CR: <=
DMSO: theolH &M FAlol =

EDTA: o &dlicto]o}Rlg| Egfola gl of Al =
HPLC: 31-A4l% oA = 2ulE1d) ]
LC-MS: A A=vlEeu-da 23y

mAb: SLEE A

mg: V1

NS: Ak By

PBS: sl g AR
PEG: Zelolgal Zel
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[1052]
[1053]
[1054]
[1055]
[1056]
[1057]
[1058]
[1059]
[1060]
[1061]
[1062]
[1063]
[1064]
[1065]

[1066]

[1067]
[1068]

SSS0d 10-2776112

uv: Akl

nlL: vho] A2 efE

%v/vi 2= F FIol tiE Fu s
%ow/w: 2] F T HF TF NEE

£ 83 10 10 10

33tE 8a YAl oE & 10 10 10 10

31212 8a HA ¢ 10

Gelucire® 44/14 719 | 809 | 719 89 90

HIEFQ] E TPGS 1 |71 |7

PEG 400 18 W 18

PEG 3350 18 18 18

TEDERIINE W |9

BElg} So|SEAERMU BHT) |01 |01 |01

=dd|a2  FIEEHE-EQHE 10 |10 1.0
Ot Eo|E-B2|HEH I2F

dgj=Ee AE |

SHIEEMN DT EMER A 1.0

&S 20% Good Manufacturing Practicedl we} 7]&9] &3 9 E T A4S AHEste 38 Ed=24
B AZHAT. g2 Eesa-32 FelAesg 50 C o4 80 C olate] AE Lxw &A1, oo
A 7tZEE oA = g RS} S| EEAIERA BIDS B92Y E54-32 2= Hrksta A sk
YUAE AREate] ] ZFeth. o]F F3HE 8aE AFIT HAE AMEEY] I dALoR EIEHE BEY
ZE854-32 FEAEE/7EEY oA =/BHT 3 & ARA o= HIbsto, Wolg e A7 #EEA
BT AlZMH o g Bxel oE EAS AT, 1 vg EFS HA 308 Tt ALste oFE XS
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[1069]

[1070]
[1071]

[1072]

[1073]

[1074]

[1075]

[1076]

[1077]

[1078]

[1079]

[1080]

[1081]

[1082]

SSS0d 10-2776112

N2 Ao ARste] #ASA REANT. ool BASE A% EFSUA &4 AUz fAdL BE A%
FA 3P4 A8 2719 AGY AE Do FAANNG. A& FAS S VIA AGH B AgA]
AR /1E AT B4 P L PN el a8

191 8a (2.0 mg, A4 2ADE Whatnan VIV FUZI wholekel s AWl YFHA. 450 uLel HAE
g WAE 2 Aol Ak el Avh ¥, vufuzZa vloldkel Ael WAES WAsm W Fol )
At sgEe]l BEG AE F 5 ARS A £E AR HEA. ABS 2 B Y @ F

A (ca. 22 ~ 25 ° O NP AT, WU FUZRE FFe

FR . A A w2 508 3Aste] FAAES vt

=
T BAS AsEolA e HPLCA FHd v sk

o
I
[

o

X 3. H2E A4 XA 3§E 8a2 §3l=.

EHlAE HiX| 3}EE 8a o ¥HEH I

(ng/mL)

= < 0.6

pH 7.4 2

FaSSIF 1-10

RE H2AE F£4 A4 s w9 wom FaSSIF (FE Ao ¢ld #o)e HAEE %o 4 fIt
£ Uehdt

I1.2.ii. A7 FF & NollA =&

o] ¥ HAL HE utyol ofsl AES AT T3t F oA =EFS HAAI= Aotk e it &
H & z=317] Y8 AE AA Fof ZRlol el 7f~E-AT} 37 Fojnb=t}

sutele] =7 HlF i (56 €%, 7-9 kg AF)IEANA AT FIFY A 5o (3:30 WA 4:00 pm) HolE F
a2 Hele AT Fopd A oF 7:00 pmell AIASATH. ol 4-AIRF Aol & w7 BFE AT

(PBS)9] 200 uL (0.200 mL) &Mol] Lafjx| ATt o]F olgdt ~E & 0.12 mLS 4.88 nLe PBS &£4S H

At A~E™ (Signa, 1 mg)S 10% (v/v) <REF dto]==Atol= (NH,O0H)/90% (v/v) EXF|oE k= A4

=

slo] A7 g, uloldS EEAEAT. §98 0.22 pm FA] TEHE B wd M f €44
L

o
2 Bsdtt (35 FEael). A4 Folshy]l A o 208 (£ 2 B)el 28yl Fabl ola 6ug/kegel At
HNAEDE BRA Folarsi)
%oF % AA (80mg/7l, = °F 1mg/kg) FE)IL AL Ao AF AZe] MAD e oA QA AA
£ Abgete] AFE AU Wold Rolsiglth, Feke golshl a7 8l A4s BE AT, BEFL Fo
# F 0ad 39 goAe e FERA 2A0EAY € oldE FEd 49e fEdL. A% Fol A%, B
(4 nl/kg) = pH 2.5 (4 nl/ke)) HCI 89 52 Qo] Wol A% 471718 Frd. 5o F 589 98

(
=4 g
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[1083] F 4o FAE A AN HAE H2 S FeE (K) EDTA#2H,0 (0.85-1.15 mg)E SHrdls HFE
(Jiangsu Kangjian medical Supplies co., LTD)oll 3t 3 F 1 AIZF oo i st 4 A
Pk (2 WA 8 CollA 108 H<F 3,000 xg). 8 B (0.2 mL)S oy Zgiz2gd nlo]g2-gA 8y &
BE &7]3 AA-EAA7MA] 60 ° C o]stoll A Wsr st
[1084] g7 9 F3E 8a FEE LC-MS/NSZ AT, SAHE &5 (6vhg] A9 HW)S X 40 FAstx, F
Q8 oA w4 ES ® 5o YERdT
[1085] X4 8% T UE 8a v=
HH 1 HH 2A
AE (h)
SE (ng/mL) SE (ng/ml)
0.25 Q4.7 94.4
0.50 431 292
1.0 242 384
2.0 167 108
4.0 9.91 10.5
8.0 342 345
12 468 <1
[1086]
[1087] 3% 5. oFEEHA wisiwiS.
HH 1 HH 2a
£2F (mg/7l) 80 80
(ghd dE)
F7 A = 7= HCl pH 2.5
Conax (ng/mL) 481 674
Tmax (h) 09 1
AUC.: (h*ng/mL) 554 1818
AUG (h*ng/mL) 561 1823
[1088]
[1089] Cmax To_;‘ _‘;; O‘_j_% %Aé /\3%94 ‘i‘]r’H g;(()]- %:-T‘:—Y Tmax' Cmaxoﬂ 1‘:—%—8}'}5 ]Z_]_—y AUC 'J—'ﬁ O]'EH quq %E_}\]ZJ_—
349 A dd (AUCs: HF ME7FA 2™ AUC; AUC;,: 3k AIZH7k=]<] AUC)
[1090] A7 Ao B wge) ofst A& ALEo] Mol Ttvldo]E A2A oAlAe] e AT AAo]8ES 75}
Al &S HEs] YgFett
[1091] III. At 2FE - AAW A7
[1092] Hlo] QoF:
[1093] 3 mg/kg BIDS] 38}3tE 72 &0l &FolA Hls|E dlxT ) valshe] HEPA-1-6 T4 A4S Ads] AAA
Zot.
[1094] -PD-L17 3% 33E 72 0.3 mg/kg BID 2 3 mg/kg BIDoNA &-F &4 vehdo] A20 FF ol vl$-
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2 " gl &-PD-L1 ol HlE T A Ads] AAA AT

S-CTLA-49} Z3d 31gE 8atw 0.1 mg/kgollA &d-F &S YeEMNS 0.6 mg/kgoll A A Zske] ENT6 &%
o]l wpg-2 fed BREoA T AT §F o WAoo Ad] AAAFG, B, AF5H upg-2oA A
AE T AHES PHER =, o= 5ol4 7|9 wgo fF=E AJAFST}

-PD-L13 234 WAYUES F7l2 A, 3135 8at 3mg/kg BIDoA FOXP3 & Al dyglo] CD3+
2 (D8t AlE HEE T3] ST

bi= MCA205 &Fol4 vhe-2 AFHT oF BlolM % S AArFHoEA
SaFuala 29 3hekE 8b TE AES AIANRLEA 0.6
mg/kgol A T Jel A, =2F94], Img/kgel #-TIGIT mAb %
0.6mg/kge] 3}et= 8be] 4 & (126 5Fo]4 k-2 At oA S4F00 9 s 8b e
AFulal @ O-TIGIT mAbe] o]F el Hla)] AAs] H FE2Y A4S e,

I11.1. &F°]4 HEPAL-6 v}¢-2 3 4 24

2 AFE v E Bl (NCR-A2A-032) A 3l5te 79 -5 &4 H7k.

C57BL/6 LA whg-2= (8F#)9 &% 978 FYol Hepa 1-6 TF AXE It FFsUth (0€xh). TF 2
717b oF 50 mn'ell =wE W (493}, pleA5S R e AY 1-‘3—*% | st 49x5H 25U A A8
= ANFF. vl-2EA H¥]F]ES p.o. (10% DMSO, dH.0 & 10% <FE HS15 pH3) & %+ 0.3 2 3 mg/kg9

8% 7% p.o., BIDx 212 Tt
3 mg/kgol A, BEE 7 22905k 44%9) FF 4 oA (GDF /e Fo¥ FFF A5 dehiAd o
=0.024). (= 1A % 1B).

[11.2. &-PD-L17e] el FFol2] A20 2AFH Hrg =g

AT e 79 F-FF 2 s
=

< o9 AARA (TFd8W) == AIA Fg-dgA-g7t= 1 (3-PD-L1)
FAFE A (10F.9G2, BioXcell)eFe] =

FEZA B AIE HxF B (NCR-A2A-031) el A H7tak3itt.
BALB/c §HA mh9-2s (85 8% sh A7el ool A0 vk BAIE $Y AEE s AEEAT 0

1ok 50 m o A7l EEalS W (7UR), vheaES RAYE aEEd FPEL ARE
A At w2 Ed A QR o R HEES p.o. (10% DMSO, dH0 % 10% &% HSI5 pH3)E E+ 0.3 € 3

e 7&, p.o. BIDx 212 (7 WA 28¥xb) E+= Smg/kg®] F-PD-L1 mAbE i.p., Q3Dx3Z (9, 12,

&-PD-L1 mAbs} #§3te] 0.3 mg/kg, BIDE p.o. Fol® &3E 72 I-FF &4 (161 = 76%, 239t 2
S deErled F-Pp-L1 9 & (161 = 49%)3 wlaste]l FA% o (p = 0.106)9 =dshA
o)o
=)

)

-PD-L1 mAb9} Z&3l] 3 mg/kg BIDZ Fojd 35HE 72, &d A4 &-PD-L1 mAb (TGI = 23Lxa}ol] #2A]
Zy7y 82 A 49%) ¢} Bt oo dFk A JhA (TGl o] p = 0.039 23] FF AFe] & T4 A
AA el el p = 0.0008) HTF (&= 24 2 2B).

4 EAL w3 g3E 7ol 3-PD-L1 mAbel s2hgste], Sl A20 FF0lA TS
S YEIY (p = 0.017).
I11.3. S-CTLA-49}9] el A 5F ol

1o,
oX,
o
tlo
Ho
1o,
ol
ol
X
12

1>
=
=
>_]
(o))
o
o%
o2
td
i)

y o
2k
ofy

|

o
oX,
Ho

S
o2
[l
=
=2
>
%t
£
H
It
oX,
;_]
o
(K
5
r o)
e
ot
I
a
;_]
-
=
>
m,

o
o)
2

& 8a9 Id-FY a5
mAb (9H10, BioXcell)$} %

FY9 9 BALB/c vR32Ee] QEBH S M AT Hsol IS #8 T AXES 529 HEHAG
YD), FFol o 60 m'e] Z7]e] ERHGYS W (9UA), VSAES AR 2F) FFSAG. vhe2
EollAl diz=a Y38 E p.o. (10% DMSO, dH.0 & 10% &5& HSI5 pH3) X+ 3-CTLA-4 mAbE 3 mg/kg i.p.
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Q3Dx2 (9, 12¢¥x}) @502 T+ 0.1 mg/kg p.o. QDx25 & 0.6 mg/kg p.o. QDx259] 3}3tE 8aet Z%3g3}¢]
Fo] 3kt

-CTLA4 T (CR = 3, B3t TG = 72%, 31¥4xtoll AAAD) ol v3l] F-CTLA-4¢F =3¥ 3I3tE 8at™ 0.6 mg/kg

2 FoJAl (p = 0.0153, 319xto]l AARA B TGI = 99% - 4 wk3A (CR) = 7/10) % AAS F3H
A AT (E 3A, 3B, 3C 2 3E). @ AAZA F-CTLA4 mAboll Bl&f 3-CTLA-4 mAbe} 239 0.1 mg/kg?
313% 8a (719t #)E BAH FA (p = 0.8665)°l Z=datx] £33 o}, o] (R =5 (n = 10vkg] wh¢
2 %) 9 H TG = 85%e] Z=E3iqltt (= 34 2 3D). E3 &5 o SAFSR fofsk Aol §lT).
o] A& 3HE 8aZt F-CILA4 mAbot Z=3HA] 0.1 mg/kgellA AlZFate] AAW &4& on] vEldE AALET (=
1)

A REEAE (A8 a2E)S EN6 TF AX (5014 39l) Ex #AAgE A4 (126 AX (M]-5eo|4 7
MDE AFARTA, ol F-CILA-4 mAbe} Z3d 0.1 F 0.6 mg/kg?] SH&E 8aZE A H vl¢2E5L2 #4
= (126 Mxe] FA-dFTol sl BowX] eFort (100% % LA) EMI6 A (T4 4 sl 2% 7
zF mp9-~9] 66% (0.1 mg/keg) 2 100% (0.6 mg/kg)olA H3] AXLH ).

aeng 39HE 8ax= F-CILA-4 Al mAbet =94 SE ENT6 FFol4 TYEe] 43S FolstA oAs

forl Pr] o) WS FEste] A% Sold PP WS Zeuwh,

ZU-HF v x (F2Y T7] F 70 m, FF F 12U4xH)ES hERT WS E p.o. (10% DMSO, dH,0 & 10% &
FE HS15 pH3) =+ 1mg/kg®] 3-PD-L1 mAbZ i.p., Q3Dx3 (14, 17 % 20¥x}) 2 3 mg/kg ©d AA| == 3+
-PD-L1 mAb9} %%¥ 3HE 8a= p.o., BIDx10 Aedtglc}. IHC GNS 8] % (D3 T AE, (8 T A¥ 2

FOXP3' Treg AEE L33 2F-A& P27 (TILE S4Bt W-AF 7|We ALgste] wastgi.

8a¥ F% #7olA] (D3 2 (D8 TILol el 7+ xo a72 wg
Fome =galx] Edvl. 3 mg/kgel 3F3E 8a9t I-PDL-1 mAbe] =32 o AlAl= A}
£ F-PDL-1 mAbs} Hlwste] kel q (D3 T AIE (p = 0.0068) 2 (D8 T AFE (p = 0.0035) Hfolr 4
I3 7S BHoFAT (2 4A 2 4B). 9 Al T = Aol Treg A&l glo] EAHoz Fond
Wskrh 78 yeEhA] ekektt.

ol¥ gk ZA¥}= aPDL-1 mAbo} X=FH SHEE 8art TIL H&S T/ ZA T4 vAsE o WA 545
FroeAl 2t AL A AlALsC

I11.5. AT EgE o] 234 FFo]4] MCA205 A Hdi5E =

gHd F3 5Fo]4 NCA205 AFS%F £ mdda A Zeey 239 3gE 8b

sl

Lo
)
|
of\
02
fol
ofr
tlo
ol
)

MCA205 Z<F M| EZ (57BL/6 m}--2-0] 922 odiale] o3} A2, 2% ok 80 mn'e] B A7)0 =&
stale W, vhyaEs FASIR el @Estt. vheaSel dEL o ¥IEE p.o. (10% DNSO, di0 F
10% &3 HS15 pH3) T+ 0.6 mg/kge] 3}8HE 8b, QDx25 (11-36YUx})E T+ 10mg/kge] 248 Zat€lS i.p.
Wx1Z2 (11€AH) g AAZA B 7o 24 FA3AT).

DI1¥ Aol i.p. ©Y FoAZ A3d SAgZetelS vl Ed Hl3] % A A Felgt AAE e
o} (p = 0.0202) (& 5).

e Ze el 285 A4 259 EoF 0.6mg/ke® A 13 (QD) p.o. FAH FFE 8h= H|5| ol H|F &
o3k F& A AAS Yehoer (p < 0.0001) T3 S8 Ztd dd ol vgf Fo3 T4 A4S o
Bt (p = 0.0284) (= 5).



[1125]

[1126]

[1127]

[1128]

[1129]

[1130]

[1131]

[1132]

[1133]

[1134]

[1135]

[11.6. 525040 9/ms F-TIGIT MAboFe] Z=gtellA &Fol2] (126 43 27t e

Z-TIGIT mAbe} =4 3}

=
re
-
2,
>
o3l
of\
o2
td
1,
)
—3
)
2
=
>
ot
9{_',
)
|
2
f
B
it
=
1)
i)
BN
o
i,
H
ACh
k]

BALB/c &7 u}%* 8F7) L% 5 4+ 99l (126 vl TF AXE I35t JFsATt (0€=ah).
Fsol oF 90 mn 9] Ao EEEGS w (943}, veAES RAYw 185 ddela AnD A7
ok, mAEA ExTFoE HFEFS p.o.E (10% DMSO, dH,0 = 10% £FE HS15 pH3) T+ 6mg/kg =AFH]
AL {v., MDx22 (10 2 14¥xb) Z== 1 mg/kge B-TIGIT mAb, 29527 (US10329349 #31)< i.p. Q3Dx3=
(9, 12 2 15¥9xH) Y AAZ == 0.6 mg/kge] 33 8bel ZF3sle], p.o., x 322 (9 WA 4143 F
ol steitt.

ZoF NE HE F 9 12 2D 159xb] 3-TIGIT mAb, 29527 (US10329349 %) lmg/kge] B4Ul FAL:E Hle =
A vkl vlE] T AFS FskA dAS Y (p = 0.0009, = 6).

10 % 1493kl 6 mg/kg® FoAH HAFHAS T A Fod ads A FA @ged (p=0.14, =
6), WrA F-TIGIT mAbohel =32 -3 Aea 27 FIAAT (-TIGIT mAb F= SaFuAl 53 89
3} vwAl 22 p = 0.008 2 p = 0.0002) (= 6)

9UAHE 0.6 mg/kg QDE Fol¥ H3HE 8be 10 B 14YUAbel| 6 mg/kgo® AT S2FHF 2gste] S4
FHAL S8 Fofol wle] frogk Fd-F¢ adE 7S (p = 0.0003, = 6).  IFFHE 8b, HAFHA B
F-TIGITO] A5 =Fo= Aud whezdx IF-FF 4¢ a5, FHA + skek= 8bell HlE (p <

E
0.0001) T+ F-TIGIT + SAFH|A] Hl&] (p = 0.003) o34 B ko, o]efdt 5 23 Az aFl
A 8uhe] mh9-2~ F b wbSAE (CR)7F SmbEliont) ofd &) HAFRA + 33E 8b ¥ F-TIGIT + H4AF
Hlal z=3te] A9 (R 10 vkl mpf-22 FollA Z+zF ombe] 2Ela 19k o). (= 6).

I11.7. CD39 JAA| ko] g o AZF T ME 7|59 3%

B, T AZF BSE 43, OB A-9F4 ARSI F4 2 A4 ATP7F WA 3ol €] of

Ol ReYXAdo|ER Adsw 5}9— (D739 2al olHl=alor AFd 7] H’H%l HjGkEe] ol Egfol

23olE (ATP)E H7bshd ofbdledl FFdo] AFAT. ofrale FEAoR A2\ FEAG AFFoRN T
AL F2 2 Aol k9l A e o h‘m. Wb B e Aol EAlstel T AlEe] g $4 % A4 Al
olEFFQI A

Jo] A7t A2A 8 AEA FFE 8a 2 (D39 oAAl ARL67156 2 POM-19] 3o &) oA
HoFE S HEE i,

2~ 0] O O
S S = =1 TRN=

PBMC 2 (D3’ T AM¥ @al. A%s A9 AN [munellealth (Centre Hospitalier Universitaire

5 B3 AUk AxdAe] A wEl SepMate-50 FH o (StemCell
Technologies, Grenoble, Z#*) % Lymphoprep (Axis-shield, Oslo, =2 o])E Algsto] Wx Fuj JAE
gloll ojs] Tx ol gel AX (PBUCO)E R TE. PBUCE HRAZA A4 Aol 10% DISOE FHiate 4
HlgAdsl 4 "o} % (hiFBS; Gibco, ThermoFisher Scientific, Merelbeke, #Z]el)e] R ¥= Y. PBICE
&l 53ka PBS (10% hiFBS X3 & AlH sl ALox 5% o+ 1 uM CFSE (Life Technologies)® XA|8}%it}.
HAEE StemCell w] gEoloz AHsta 03 T AEE Azl Aol wle} FasySep A7+ T AE el
7]E (StemCell Technologies)& AF&3le] WHR7] &4 Aol o3 T sl3itt.

Tivoli, La Louviere, 7]

AZF T AE A3 B4, o7 (03 T AXESS X-VIVO15 = (LONZA)Z A H3tx 2 @ 8 x 10 7]¢] AE=

96 ZF+= 94 ZHolEd Enjadtt. AE5L HF FE 100 nMe] A2A =84 Z3HA| 5}6“3 a EE o)¢ B9
3k Fx=o] DMSO (Sigma-Aldrich)E Algwktth. Ldh, dF AEL2 (D39 A4l ARL67156 (Tocris Bioscience,
100 pM)®@} POM-1 (Tocris Bioscience, 10 uM)9] =3, Hx= (D39 AAA} 33E 8ao] 23S AFUAUTE.
AEZES 100 pM AZF 5= ATP (Sigma-Aldrich)e] &4 ®=& FAs koA st 3-CD3 2 (D28 7Y
¥ ufo]T ZH| =% (Dynabeads <17F T-2AJ3}A] CD3/CD28; Life Technologies)S Z7}sto 2 X 3lA ).

5% C0.7F A& 37° C 7k 24wk wiekr|o] AEES 72 A7F FoF FAu. 72 Az & A AES NEY
3o -20° CollA] RE#3l9itl. BD LSRFortessa (BD Biosciences)E Al&3}o] GAZ BA15te] CFSE 34L& 24

gomm 4 T AES 4L WAL, AF YPAES AEAD AxgA] Aol we NFad
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O

AlphalISA Q17F TNFa B]$EI-28 AZ 7]E (AL325; Perkin-Elmer, Zaventem, 7|o])& Al&3te] A Fs}4]
=

A3}, ATPO] EAE (D4 T A 242 Folal oalaiglon ol (D39 o144l ARL67156 2 POM-1d] ©la) 7
o] 23] FHEHAT (&= 74). SFE 8o EAlE olE AX FAS T/MVIEY 25 O 7oA. ATPE
T NFao BES FostA A8t s3E 8a 2 (D39 A4l BFE /MHAo= TNFa el ek
5008 &S F Qdem, o5 32 &4H &S VYT (= 7B). FHEH, olE HolE & ATP7L F5-
3 FF uAEAAA T AE 75 gHE 35S BExE sk oF Wgdendl dojA 33E 8aet (D39 A
AE @8t Aol g 7HxE BolFt.

=9
EH]a
25001 -0~ sjzi2 7 (0.3mglkg) BID
-=- 3122 7 (3mg/kg) BID
20004 _ o=

., 1000-
o
500+
ud
] L] ) L] L] Ll L] L L]
0 5 10 15 20 25 30 35 40
=5 = on
EHIb
2500+ p (d22) = 0.024
L]
&~ 2000- .
E
E 1500- _L—
£l L]
T 1000 1 =
fo e =
500-
e
Q-
5|2 5512 7 (3mgikg)
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2800-
2400+
£ 2000-
= 16004
o 1600
€0 12004

- 332 7 (3mg/kg) + aPD-L1
-&- 1227 (0,3mg/kg) + aPD-L1
-e- H|35|2 +aPD-L1
-0- 3EE 7 (3mg/kg)
-0o- == 7 (0,3mg/kg) =
-0~ HI3IZ
aPD-L1
D9, D12, D15 -
. . H'Iﬁl%ita—% ?. £9 > -
0 5 10 15 20 25 30
AlZE (B = €1
o TGlp=0.039
o = ———
0 m]
L ]
m] ®
[ ]
| |
o
TeiEel
L ]
o [ ]
23
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2000+ D36 o
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£ 1500-
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5:1000— aCTLA4
B D9 D12
o0 o
o 500- l l :
ns
0- e g
B3| =/5t2E 8a E‘l
0 5 10 15 20 25 30 35 40 45 50 55 60
AjZH (2R
—+ H[5IZ + PBS
-~ H|3Z +aCTLA4 3mglkg
- =8 Ba0.1mgkg + CTLA4
-@- SHEE 8a 0.6mgkg + CTLA4
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1000+ CR=5
o0
o 50D
|
|
n-
L I 1 L] I ] 1 L]
0 10 20 30 40 50 60
AlZE (ZAH
EH3e

Er4a
2000+ p=0.0068
[TH
o NS
T 1500 -
4 10004 B
; ‘;_E-
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b A -
a 5004
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% 2 e
AN @ b b
‘<>\ \% Q Q
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E4p
600+ p=0.0035
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o NS u
I —————— e
g 400+ o
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9 12 15 18 21 24 27 30 33 36 39 42
AZE (2R)

9 12 15 18 21 24 27 30 33 36 39 42
AjZH (2h

9 12 15 18 21 24 27 30 33 36 39 42
AlZH (24D
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omn
J
Jm
Qﬂ

ED6a
2000=
1500+
=
E
E
= 1000+ *kk
Ik
a0
Ko
500~
o_
] I ] 1 1 1 I I 1
10 15 20 25 30 35 40 45 50
A2 (2R
—_—— H|EE —— - TIGIT {1 mg/kg)
~ A=+ S£Zs|4 (6 mg/kg) =2+ Z-TIGIT (1 mglkg) +
Sa-FH|4 (6 mg/kg)
-+ §F-+ EEE 8b (0.6 mgkg) + —O— =22 8b (0.6 mgkg) +
S£24H14 (6 mg/kg) S228|4 (6 mglkg) +
- TIGIT (1mglkg)
EH6b
] T ] Ll 1
10 20 30 40 50
AlZE (ZR
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AZE (ERE
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1
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10000~
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i h
1 I 1
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P

SEQUENCE LISTING

<110> ITEOS THERAPEUTICS S.A.

<120> THIOCARBAMATE DERIVATIVES AS A2A INHIBITORS, PHARMACEUTICAL
COMPOSITION THEREOF AND COMBINATIONS WITH ANTICANCER AGENTS

<130> CDM - 1098/PCT

<160> 6

<170> BiSSAP 1.3.6

<210> 1

<211> 9

<212> PRT

<213> Artificial Sequence

<220>

<223> HCDR1

<400> 1

Tyr Thr Phe Thr Ser Tyr Tyr Met His

1 b}

<210> 2

<211> 17

<212> PRT

<213> Artificial Sequence

<220>

<223> HCDR2

<400> 2

Val Ile Gly Pro Ser Gly Ala Ser Thr Ser Tyr Ala Gln Lys Phe Gln

Gly

<210> 3

<211> 14

<212> PRT

<213> Artificial Sequence
<220>

<223> HCDR3
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<400> 3

Ala Arg Asp His Ser Asp Tyr Trp Ser Gly Ile Met
1 5 10

<210> 4

<211> 12

<212> PRT

<213> Artificial Sequence

<220>

<223> LCDR1

<400> 4

Arg Ala Ser Gln Ser Val Arg Ser Ser Tyr Leu Ala
1 5 10

<210> 5

211> 7

<212> PRT

<213> Artificial Sequence
<220>

<223> LCDR2

<400> 5

Gly Ala Ser Ser Arg Ala Thr
1 5

<210> 6

<211> 9

<212> PRT

<213> Artificial Sequence
<220>

<223> LCDR3

<400> 6

GIn Gln Tyr Phe Ser Pro Pro Trp Thr

1 5

Glu Val
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