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dAAAA = dd Wy AF QARH(VEGF: vascular endothelial growth factor) <JA|A|e]t}. 3}
AN A, A7 - AA = oA L ¥ olo|el-2(Ang-2) FAA (S 5, vlanEwyd 2e d-Ang-2
Aotk A AAFHEHEAA, 7] VEGF AAlE VEGF-2AA 83 dud(dE 59, ofZgHAES ¢
& "WEGF-E#" = US 7,087,411 AAR wiel e thE VEGF-IAA &3 984), F-VEGF A (A= &
W WupAl ) 2 VEGE 8A19 AR 7uA]l JAA(AE EH, FUEY, agud 5 gxayg)R o
Folx DR ozRE Hulmt)

27 AAFGEHEAA, 2 Iy e olE Ho 2 Sk UiAldA A1 AE(dE W, 7] AB)EA
-PD-1 FAE WA AmQHI 2Fste] FoIFgs 2t o2 HAYPHEAA, YA A58HT =
= F-PD-1 A= (dE 9, o/ A5aH Fo) "A2Ad" NE2A Fod., oAE W, WA A=
eI 2EgEE ¥-PD-1 A= ol AE8W, dF 49 38t g w] Fo Adst didAA A2 X
24 FolHT),

2 dye] Wi 2 AAFEH S wEd, gidAelAl 3-PD-1 A @ AP X ESHE FaHs F71Y
=288 AA Ee AR5HE &9 e dxpet 2Fete] Fos xdeith. U1 A= AA e AR
A &9 e dAXe -9 258 STMIIZ/AIZIAY, s ool AmQWe 54 a3E fAaA7a/
AZNAY, s ool A58 &S A7) S Fod 5 Adu. AF AAYEHEAA, 37 F71
o] AF5ETH AA e XNF5IH &Y e e odE 9, 38 A28, AlEFREANE e, o
WAl 2 agwle AFE g7k= 1(PD-L1) AAA(HE £, -PD-L1 dA)), B=Z A3t F-7214F 3(LAG3)
AAA (A E EW, F-LAG3 A, HMESAH T-BEZ -3 id 4(CTLA-4) AA(AE €, o|ZEFTH),
SFIFAZE IO E-FEH TF AL AR =LA (GITR) AA (& EW, F-GITR A, T-AEX WIZ2E
Y 2 FA R-3(TIM3) AA|, B- 2 T-HX 7F4]7](BTLA: B- and T-lymphocyte attenuator) AA|, Ig
2 OITIMN =WelS zh= T Al WIS A (TIGIT: T cell immunoreceptor with Ig and ITIM domains) A]A],

S o
i
d

o)
=

CD47 AAA, ol1-2,3-tZ A AIUA(ID0: indoleamine-2,3-dioxygenase) JAA, d3 Wz A% <zt
(VEGF: vascular endothelial growth factor) A&A|, XL EoJo|El-2(Ang2) AAA, FAAZ A <1} o
EHTGFB) JAA, %3 AH AA 48| (EGFR: epidermal growth factor receptor) JAlAl, <& =

doll gk A [dE &9, CA9, CAl25, SAF-¥A 9 3(MAGE3), Shwfold HA(CEA), Hldl %
PK, AHM-5o14 FA(PSA), FHAI-1, MART-1 2 CA19-9], &-(D3/&F-CD20 ©]5o14 &, WMA(dE £,
v 2~ A E-A®Y (Bacillus Calmette-Guerin)), FHF-hAAE F2Y-A= QA AE=a, 33 X57T
A AA, IL-6R JAIAl, IL-4R ojAlA], IL-10 SAA], AolE7ERD, oE &W IL-2, IL-7, IL-21 3 IL-15, &
AR o=, dE E¥W ZEHIAZHZEOE W H-2HEO|E A9A4 s, B o] BEA, d& EW IiEA

2 olFolxl aFomnE Aedth. &4 ANFHENA, 47 G-PD-1 FAE B ARSH AA L 4

i

594 = TE
S xdee AR 2Fete] Fod ¢ ok, EdoA AMEEE vRe} 22 ofF "o} 2F3le"E 3]
@-PD-1 A7} A NA AP A e H F7F ARTH AAY T sAlol, o]e] Fole] AAd ®
£ ol Fo] Ao FoAEE ugitt. 24 AAFEHECAA, 47 F7H] X834 AA= &-PD-1 A<
o] F5-A¥ (co-formulation) &2 Fojgr},

e
T

o] 3 AAHE s FAY HY AE GFUNSCOQ XZAlel AME37] 98 &-PD-1 FA(dAE 59,

REGN2810), WAMA Az a¥, AlolF2xamn= 2 GN-CSFe] &gl #sk Blolth. A% AAIFHE 3

7] &-PD-1 A e] 13] o]de] &2 INSCCE A tldAoAl Fol=ir, o7]A Ztzhe] &2 oidAe AF

kg 0.1 WA 20mgs EFFsaL, o714 247+e] &3 A FoF 3 0.5 WA 457 Fod 3

el A, Zhzke] &3 50 WA 500mge] F-PD-1 &3, dE W, 200mg, 250mg == 300mge] &-PD-1 A
£

1
s, o174 A7) §3E A4 FF F 0.5, 1

i

2 2o 3t AAFEHE el AsAldd AEs] $1% &-PD-1 A (5 £, REGN2810), WA X858
W, B ApolEFRE AT Ee X #E Aotk A AXNHESNA, 471 F-PD-1 FAY 13] o]t &
Fe S Ad oA A TR, oA7IA 7Y &% oA AF ke 0.1 WA 20mgs
xeetar, of7|A Z4zbe] 852 A FoF T 0.5 WA 45R o FoHr).

ool g AAHEHE o] &&-PD-1 & T F-PD-L1 FAE o] &3ste] A5H FAPA e WA 1Y
Fkol HJ@A ALgE7] 913 &-PD-1 A (& £, REGN2810), WAMA g ed, Alo|EREAvns 2
GM-CSF&] ZFell #3gk Aolth. &2 AANIH SN, 7] F-PD-1 FA Y 13] o] &Fe o]& B8 o
= A A FoAE, 7N 747t S5 didAY AT ke 0.1 WA 20mgS EFSFA, o7A ZH7he] &
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A B2 2A7p ojAEst. (F33%x, o 59, Kazane et al., J. Am. Chem. Soc. [Epub: Dec. 4,
20121).
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gol 25y dEld A (F7tE sl ZIAE), A "I EEY fdA ] tja] faxbdel

2)ERE dEd SA(EIAFZ: o= 59, Taylor et al. (1992) Nucl. Acids Res.
20:6287-6295) = Ay WIS EEY F1A Ade] thE DNA AERe 2Eetolds Edehe oo v
gkl oa) AxHAY, HAHAY, YPAEHAY dElE FAE 235} o A7l AT AR
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e AAEHA, 7] B AlE ol Az s WAdolAY, ol Asawel el FH s vkgst
A, = ofd A5aW Fol AtdEn

e AAGE S, A7) 2 AR e dolAd et

Hyo] NG SN, 7] dAAA F7ke] A8 A4 = AReE Foldtes F7tE xgsta, o
714 7 Frke] AR AA e AL g, SR EA, o WA, Zzadyd AFE 2= 1(PD-
LD AA, "2z &3} 3=+ 3(LAG3: lymphocyte activation gene 3) SAIAl, Ax=4d T-y=Z-3
= 2=l ) = =

)

Gl

2 4(CTLA-4: cytotoxic T-lymphocyte-associated protein 4) JA|A|, =FIZIAZE IO =-FEH T 7
Ab 91z} =84 (GITR: glucocorticoid-induced tumor necrosis factor receptor) &A|A], T-A|X W =)
L—l_L

AR}
FA-=H 9l $-3-3(TIM3: T-cell immunoglobulin and mucin-domain containing-3) SAA|, B- 2 T-H
4]7)(BTLA: B- and T-lymphocyte attenuator) JAA, Ig 2 ITIM =d<¢lS 2= T AE WY5=EA (TIGIT:
cell immunoreceptor with Ig and ITIM domains) SA|A|, (D47 JAA|, <AEolFl-2,3-T]F A AlLHA (1DO:
indoleamine-2,3-dioxygenase) <AA|, o]&o|% &-CD3/3-CD20 A, & W] A7 <QAA(VEGF: vascular
endothelial growth factor) ZAZA|, <A xolddEl-2(Ang2) <AA, FAXZF A% AX WEHTGFB)
AAA, Ty A QA =84 (EGFR: epidermal growth factor receptor) &A1Al, IHFF-thAAME F2U-A}
= AA(GM-CSF: granulocyte-macrophage colony-stimulating factor), AFO]ER XA = FF-FolF Y
of that kA, wpdelx ZWE-A W (Bacillus Calmette-Guerin) WA, AFEE4, <EF7 6 F&A(IL-6R)
AAA, AEHFZ 4 FEA(L4R) AAA, IL-10 JAA, 1L-2, 1L-7, 1L-21, IL-15, FA-F= HFA, &2
g ok

g ok2, B o] BFAR o] Folxl AFORNH My,

R NI}

g AAIGEelA, A7) F7kel A 5sH A= F-GITR Aot}

wge] ANFHEAA, 7] Frhel AmstA AL wARA, AErEan, fEdea, AsSua, A

el % AMEGAEE ool aFo R E Hddn

& AAFENA, 7] FoPD-1 FAE FU, Feh = B Feldn

e AN, 4] de 1Y F¥L Tt

te AR, 37 1Y FFS AN, dad, AYAL, FU, W, ATARL, PP, 3

BO, AT, AW, A, AR, AL, ATV, B, wBYL, AR, A, AL, Ang, AR

S, ElHGh, B EEFOR ofFolzl aFoETE Hewr

wRe ANFeEelA, 47 nd FFe BAE ¢F, v-2AE AL, TR WY AXL, 1A AE &,

P AF, NS WY AL GF, ABRF, BT, GUAT, AT 23 §F, A9N3Y, TAF, J27
J A agomiy A

(Merkel) AX +F 2 TPA olaBAEFOZ o] Fof
hul = (=] ﬁ -1
b 99 (HCVR) Y 4] A A4 99 (HDR1, HCDRZ ¥ HCDR3) 2 Ad¥3s 29 olmwit AgS x3sles
A 7t A QCVR)Y 3719 A4l Ard 274 99 (LDR1, LCDRZ ¥ LCDR3) S s,

B AAFUIA, 7] FPD-1 FA| EE ole] I AF GRS AGNE 19 obvlwit AAS Tashe T4
_] =

oy N

o2 AAgE oA, A7) &-PD-1 & = oo Y A @H2 3712 CDRE(HCDR1, HCDR2 % HCDR3) # 3
71€] LCDR(LCDR1, LCDR2 %! LCDR3)S 23¥alil, oJ7]4 HCDR1S A EWsE 39 ofnwil A4& E3star;
HCDR2= A EHE 49] olr| et AMEE Eestar; HCDR3S A EHE 59 ofvjxeat AES ¥3sla; LCDRIS A
A5 69 ofm Al S Edalal, LODR2E AEWE 79 olv|At AES £38la; LR3-S A9 3 89
ofbu| At MES E s,

T2 AAFEYEN A, A7) HIVRS: MEH3E 19 oluxat MEE 2861, A7) LORS HEHE 29] ojn:

A e 3

e AAFEAA, 7] GPD-1 FAE ADUE 99 obleit AAS TP T4 % ADUE 109 o
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A d
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[0259]

[0260]

[0261]

[0262]

[0263]

[0264]

ZIHSd 10-2023-0152804

BARE A5 Ay oak H AxrE g Eofopt gk, de] YERA e 3, e FEFolal, EAEe ¥
o oARRelal, 2k AN 2molal, S iyt Es d7Ish Aot

AAe 10 MC38 FFol tiF WAHd Asaws =3 F-P0-1 A YAW &5

2 Ao A, mpg-zo A o] ShEl MC38 FFel gk WARY AReW A ZFsh= PD-1 AFd &37F ZAFE QL
=

7 C57BL/6 w92 (Jackson Laboratory)®] -2 AFae] 5 x 107 MC38 24 & AZES w3t ol dstadnt
Hi TF AAel o 100mre] =gk A9 o)A F 9dAe A5E AAEIGITE. Y] v-2ES o]AEY
th2(2A3, BioXcell) HEi= PD-1 ek @] (RMP1-14, BioXCell) % o= 3lUE % 539 B/ FALE 6
v 23] bmg/kgl® Fo WEF T2 ek, A A5 A F 1A, WA A saR T1Eol
e vhg-z=BelA o5 5 A7E FTEl 126ye] WAMIE Folsisivk. AR QW2 RS 2000
Biological Research Irradiator(Rad Source)E o]-&3slo], Fit XA AL 47| F(3E X-4) € = AE
(lead sheeting)(Image Scientific Instruments)® x}H o] Y& mlFHHE w2 (A /A G2) A A}t

ATt

%0 o
< ok /Kéxo]'

=1

BE ul9-27) orgAbE
A 2 PAH Fokg ¥

et Ao A7 AAE

oT 70 WX]

80 A 7kA] w5
HojEo),

33) Brksglet,

=28 %18 PPl AE GReR B A 29ste] TRk vhe-2ol e Ht T A
=t
¥ 1
F-PD-1 A7} dFO2 EE YA 293t Fod w209 B TF
A
o4 % A F% AH (mm’+SEM)
a5 AELQ sopn_1 s | CIAEIR HIET | F-PD-1 A +
4 15.3943.70 8.6213.02 13.28+3.44 10.78+3.01
7 41.11%8.81 38.90%7.09 49.86+11.38 39.36%6.32
8 68.64£10.01 72.03%12.13 74.03%14.83 73.70+14.86
10 85.82:+4.10 94.98+22.68 100.88£11.46 122.05%15.05
14 725.87468.45 | 834.37£206.70 | 320.10+58.80 300.67+60.74
16 1023.61£191.41 | 1123.51+310.04 | 276.17+82.81 219.29£45.94
18 1573.64+263.65 1710.30+424.30 353.45+121.47 250.17+£74.70
21 2688.69+502.39 | 2569.65+633.35 | 494.53+211.90 188.98+105.80
23 597.70+267.02 141.374£73.76
25 671.93+347.76 134.87£75.67
28 879.64+403.70 147.82%70.88
30 1081.39+426.80 133.13+88.88
32 177.73+112.81
36 233.44+152.91
39 258.23+158.67
42 316.58+£160.91
44 332.73+152.43
46 456.13£209.45
49 564.05+262.32
51 925.92£434.29
53 747.14+350.90
56 1290.10%584.62
XRT + o] 2ebq) thzat A5 vh-2(2/6 vh9-22) 2k vlarste], PD-1(RWP1-14) Apehd: =74 ZARXRT) 9k 752
L3l NC38-FF B vh-2ol M F E]i%* & ool fH=st3lth(4/6 vh-22).

Getol G-PD-1 A2 AR

G Ao

gud

F-PD-1 A 8 Ao R Aus

AR WA =

F

= 500m o] mgahier 209 T¥kol zg?a % ARBWE W oheasl wete] s00m BT A4
of =ashEt 409 ZIUL AR, FY HIYL ]

L XRT + o]4EY] A8H ZF(ARYE 259 F4 T 1F0] A
ukshol]l el 1.559 H]3] Z3HXRT + &-PD-1 &A) X5H IF (o] AlHAA AFHE 459 T4 5 15| A
wshol]l thdl] 45 olsF FoF A &GHAY. ol#3 T BdoA, by XZQHoeRAS PD-1 AT 13 TYF



[0265]

[0266]

[0267]

[0268]

[0269]

ZIHSd 10-2023-0152804

¥ 2

F-PD-1 BA7} 502 EE AT 2Fste] Rolg nhpie] JT REE

o % . WA+ [ BAR + G-
[e) 5\_ [o) _ —

o 125y | g-pD-1 | 5SS =
4 100 100 100 100
7 100 100 100 100
8 100 100 100 100
10 100 100 100 100
14 100 100 100 100
16 100 100 100 100
18 100 100 100 100
21 100 100 100 100
23 100 83 100 100
25 67 50 100 100
28 33 50 100 100
30 17 17 100 100
32 0 17 67 100
36 0 0 67 100
44 0 0 50 100
46 0 0 50 100
49 0 0 50 100
51 0 0 33 100
53 0 0 17 100
56 0 0 17 100
58 0 0 17 83
60 0 0 17 50
63 0 0 17 50
65 0 0 17 50
81 0 0 17 50
85 0 0 17 50

Z8H4 X Z(XRT + &-PD-1 A9 x7es a5 e ¢
), &-PD-1 A A B (70dH ] 0% <L) 2L XRT + o] A€k
sAGH R S7rE eid 1Ee] WA AB(TE oA F 70dA el 500 AE)l s

AAe 2: Bl6 TFl AF F-P>-1 4 2 WAHd (589 AN &5

(

of AAlefell A, WA Am et et

JEEEDST-EY

F-vbg-2 PD-1 A9 -5 a3E vhe-2olA dddE Bl6 Y

o
il

o}71 C57BL/6 w}$-2(Jackson Laboratory)d] $3 ol 2 x 10° B16F10.9

QA SAF AELE 1 2
A FF AHol dF 150mo] =23 F$ XNZE AT ”7] nh9-2~E5S o] AERY Ul (2A3
BioXcell) & PD-1 =kt A (RMP1-14, BioXCell) & o= 3tUE F 539 HA4U FAE s v 23
Smg/kgl® Fo] MEE 29 AFsglvt. A A5 MA F 1dA, WA A58 1Fo dE vl

_33_



[0270]

[0271]

=0

$25E o5 $5

Research Irradiator(Rad Source)E&
sheeting)(Image Scientific Instruments)®

FF APe RE phe2} ARk A% 70

AT Bl sGyel WAAS Fol

ol gatol, ¥

SEEE

WApe] oks Ese AW AT WAE nelFEd,

X ZANXRT) 9 %&3F PD-1(RMP1-14) =}¢t 31A] X8+ XRT v 3-PD-1
S AAAHG (= 5; #E3).

B16 12+ TF 4%

X3

RE 2
U= whAE whesGlE/2 e el Agst.
WA 802A7EA

ZHES 10

F-PD-1 A7} @502 BE A F 2 ete] Fo g vpe2oM e B FF

-2023-0152804

A F
FF 5% AH mm’+SEM
U8 F a5 OTEEY BEE | §-PD-L Al +
o] A8ty Y)=F | &§-PD-1 A A AL

6 5.75+5.75 8.32+8.32 13.79£13.79 1.14£0.85
8 55.98+£27.15 62.66£15.80 57.18+37.79 50.57+38.33
12 157.34£37.88 144.36+37.81 237.84+71.27 177.91£59.17
15 334.71£61.71 193.32%35.53 510.95+171.15 372.53£147.50
18 621.43+136.09 363.80+£45.72 739.62+244.10 440.33+£194.90
20 939.69+£158.50 561.64+49.44 677.48+175.75 486.35+£207.65
22 1329.77+£202.01 772.16+£118.26 759.15+235.94 512.67+£220.30
25 2602.08£434.08 1343.42+120.65 1182.27+336.32 789.80+£299.24
27 1533.03+179.88 1321.13+£400.18 877.82+£296.51
29 2104.46+£350.48 944.67+£333.16
33 1024.71+£321.20
36 1237.68+340.52

_34_




[0272]

[0273]

[0274]

[0275]

[0276]

SIS 10-2023-0152804

X 4

4-PD-1 A7} 9508 Ex YA 25 TAE hp2e A4S HEE

olg;'; olaetq | #-PD-1 323 q A
0 100 100 100 100
6 100 100 100 100
8 100 100 100 100
12 100 100 100 100
15 100 100 100 100
18 100 100 100 100
20 100 100 100 100
22 100 100 100 100
2 100 100 100 100
27 10 100 100 100
29 0 100 80 100
33 0 80 80 100
36 0 20 60 100
39 0 0 60 83
41 0 0 60 83
13 0 0 20 67
46 0 0 20 67
18 0 0 20 50
50 0 0 0 50
53 0 0 0 33
55 0 0 0 33
57 0 0 0 33
60 0 0 0 17
62 0 0 0 17
64 0 0 0 17
66 0 0 0 0

XRT + F-PD-1 A 28] 232 XRT E550DA el 0% AE), F-PD-1 FA @540 0% L) 2 o]
2B S5 E0L A 0% )T vt AA] AES ST TGOL A 0% AE)(E 65 F 4).

AAle] 30 Mol # T T WA S8R =FT F-PD-1 FA 9 YAY &%

WA oA, A AL 2GS PD-1 Aere] EahE vhgsolA] SPR Aol Fgol disl EAbekel

e
jul

N

o} Balb/c wF9-2(Jackson Laboratory)e 9= Az 1.5 x 100 411§ ok MXEE d3} o]},
Bt TG AAol tigf 100mre] =g A5 ol F 1294 A=E JHAST. 4]
YZ(2A3, Biokeell) W= PD-1 2@ @4l (RIP1-14, BioXCell) ¥ o= )2 % 539
g 23] bmg/kgl®E o] WEE A9 dgeiqivt. @A A me] /A F 19Aell, BAL
dGE 25 o5 5 dTE Tl 8Gyve WAMAE Fo] Witk HRARY AR
Biological Research Irradiator(Rad Source)& ©o]-&3to], - A1A AP 1147]7-(H2 !
(lead sheeting)(Image Scientific Instruments)@ 2t o] A= v vl (AER /A AR A A ALt
Aok, JEPAd HA(clonogenic assay)S o|g3ste] ¥ Mol FE-& Hrishr] f8l, TF AL EE vy
227k qrebabel A 28 A 7bA] w5 33] bkl zheFebAl, %S DNAse/Liberase TL(Roche)S ©]-8-3}4
Y AZAL 60ull 6-F] e g-obdo] BEE wixlolA wiFativt. w25 ¥, ZHEE WEd EFE dH|4d
M (counterstained)st1aL, FEY +& A78ATHI/NS FEUE /RS dolA 4T1 AEE YERATH.

F

[o
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[0277] WA 23ste] & PD-1 A2 X85t T HaS SAAIAET ofye o] e AAE i/ Ze
2 7|},

[0278] AAe 4: A B QYT 2T F-ALE PD-1 FA9 A 852 44 Y4 U 4232 5948 F
A NG

[0279] 2 AAlde A, WA gt 238 PD-1 Ao §3E d-ALgE PD-1 A E 0|88 PD-19] thal] A

S5l vhgzol A o) 12 2 99) Me3s FF ola) 2Alae

[0250] B AN AR dAe] F-PD-1 FA= MAME 99 ol HAS EFEE

3} = 2 AEHs 109
ol Al N dS FIEE A AEWHE 1/28 3 HCVR/LCVR ofv| w2k Ad % 2 Aqduis 3 A 8
S 3l F2 2 A (R NG9S st A Al mueF2d 3-PD-1 8¢ REGN2810(US20150203279

o] JMAIE ule} o] HAHT798NO.ZAE EX| ¥ o] gl )o|t}.

=
=
B

[0281] PD-1o tha] AlgtslE vlh$-2% VelociGene® 7S o]83led X238 th(Valenzuela et al 2003, Nat.
Biotechnol. 21: 652-659; US 53 &Y F7] 2015/0366174).
[0282] 0UA (& dFFd 12 2%) D 3974 (F= A3 2%; 99 %) A Apeksld PD-1/C57BL/6 w1

2ol Al 5 x 107 MC38 A% 9HE AEE wa ol Asgith. WE X Aol Uk 150wl £IF A5 w
AAEATE. A7) A5 oAERY WRT e PD-1 A SHA(REGN2810) 5 o= 3UE = 839 &

FAME 93 wiF 23] Smg/kgl ® Fo] WEE A9 Sgiglvt. @A Xme] JfAl F 1A, AL
A5l 7 I n-AES o5 5 dY FUd 86y HAMIE Fo wEkth. AR A s 8
© RS 2000 Biological Research Irradiator(Rad Source)E& ©]&3lo], B&E AA ZAF BA7)F(AYE )
2]= AlE(lead sheeting)(Image Scientific Instruments)® XtHEHo] = vl v (A /a2 A7)
A Aeatgivk. 13 2 23F T A BRE uhg2TF FEAbE AS- 70 WA 80 AR w33 7takd

AAE

Wi rE o oy i

M
oh & 72 F-PD-1 A B EARAe] ks ket Ade] A7 AAE HelEr
[0283] A3}
[0284] 12k £<F: PD-1 AwH(REGN2810) A== XRT + o nBbY) tjzewt A 8% vhe-2(6vhe] 34 vhe-2 & 1vke]) o
Hlaste] 12k MC % AF-(6vhe] w5 vk T avte))ollA S5 ZAHGRD) o F54-8-8tsith. TF =3

i

& XRT + ©]2EFY X&mE 2Ed thak 350 v&] 23 5w a8 Ade 2m/A 8F Eot A &Edh
(o] Aol Axd FoFo] Atk (= 8; & 5).

0

_36_



[0285]

[0286]

3=

=
S

X5
REGN2810 ¢] @522 EE WAIAF 2¢ate Foid vh¢-20X 9 7 13
FEAH
2 3
oy & B % AH (mm +SEM)
e o] AEH] Oz o]2etq] =T | REGN2810 +
1489 i2F | REGN2810 + WAL WAL
4 8.47£5.22 13.8647.13 9.02+3.07 3.75£3.75
5 14.32+4.76 22.08+2.69 27.54+4.90 10.00£3.17
7 39.43+5.36 35.47+6.73 42.72+8.00 32.80+£10.60
9 62.68+12.03 84.73+20.91 68.27+11.65 47.26%£11.65
10 111.78+24.45 108.15£27.17 96.18+18.07 © 75.13%+11.56
11 147.89+36.11 176.67+43.99 111.87+£10.12 110.27+£25.02
12 171.76+41.23 154.97+44.16 153.69+16.06 121.88+29.86
14 304.95+£94.96 221.70+65.96 147.22+£19.77 144.714+34.28
17 609.24+£227.64 296.69+95.14 116.65+27.03 135.26+57.41
19 369.17+£128.37 114,85+38.73 124.59455.50
21 442.13+158.80 127.77+36.92 130.00£78.30
24 641.924275.23 198.40%67.81 113.25%£74.51
26 896.32£389.54 | 252.51£98.39 | 116.90£101.35
28 1200.99+498.27 | 331.78+125.55 120.05+89.32
31 477.34£181.97 168.62+151.18
33 189.07£154.91
35 164.70+127.33
38 216.32+£159.47
40 219.35+156.39
42 292.37+£204.83
9= B ooz PD-1 A 5ubE] vk F 2U]—E] AR WA A T, o9 1%
-5 T ke 23k S *é/‘élzi AL, o= Ay FE/AA vt vk HES
234 AZORT + REGN2810) ] A2 2 =314 E%% E% O O55: o|&EY dEw =
Aol 0% BE) P GE 5oy o Ao REGN2810(70LD Aol 20% )3 wuwste] SASHH o=
AE(FTYE oA 5 7094A 0 oF 67% )l 28 A= mv} (%= 9; & 6).

_37_
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X6

REGN2810 o] @502 T WAl 2§31y Fod vlg-29 A& HEE

ol Al & HFALA HIALX
Lj%f o]2e¢] | REGN2810 ;;ﬁ ;g}% Rgcl}\fgs:o
0 100 100 100 100
4 100 100 100 100
5 100 100 100 100
7 100 100 100 100
9 100 100 100 100
10 100 100 100 100
11 100 100 100 100
12 100 100 100 100
14 100 100 100 100
17 100 100 100 100
19 83 100 100 100
21 83 100 100 100
24 83 100 100 100
26 50 100 100 100
28 33 100 100 100
31 33 67 100 100
33 33 33 83 100
35 33 33 67 100
38 33 33 50 100
40 17 17 50 100
42 17 17 50 100
44 17 17 50 100
49 0 17 17 83
54 17 0 83
56 17 0 83
59 17 0 83
61 17 0 67
63 17 0 67
[0287]
[0288] A9 FF: XRT9F =3k REGN28102 XRT ©5(2/6 U9 FF %), REGN2810 ©=(1/6 9% FFF) 2 o4k
g dxw ARA (16 AN BB Mmelel oohelel BFY v F ovhalz Goad A

w9lo] o2y T AR)E frelabA FAAAGCE 10; E 7).
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[0289]

[0290]

[0291]

[0292]

[0293]

X7

SIS 10-2023-0152804

REGN2810 o] ©522 Ex WAMIH 28t Fog vff2ox o] FF 49

Z4 A A
JF £% AF (mm’+SEM)

S A

ol F AT oagg rECNZELo | O1ZE HEE | REGN2BIO0 +

Pz + AR AR

1 0 0 0 0
2 0 0 0 0
4 0 0 0 0
6 0 0 0 0
7 11.13£11.13 0 0 0
8 20.01+£20.01 0 3.26%£3.26 0
9 25.43+25.43 7.00£7.00 9.75+9.75 0
11 31.93+£29.32 42.24+26.88 28.81+17.01 12.13+£12.13
14 56.201+34.46 59.40+29.41 57.64+29.91 20.93+14.07
16 58.64+29.57 95.78+52.87 14.03+9.79
18 151.71+£76.86 115.16%+59.43 22.87+16.20
21 207.13+£128.83 227.22+105.46 17.01+£17.01
23 333.43+£220.57 335.13+148.86 9.51+9.51
25 506.55+355.36 503.71+211.49 11.45+11.45
28 968.92+418.57 31.59+31.59
30 57.40+57.40
32 83.94+83.94
35 133.89+133.89
37 224.65+224.65

AAld 5: MC38 Fdol digh WA X589 ¥ GITR AAS 28 &-PD-1 A9 A &%
olE-frd ¥ A AAF FEA(GITR) AZA(F-GITR
[e]

B A MC38 kol s zAFEI).

SH C57BL/6 ©1$-(Jackson Laboratory)®] $-2 @Falo] 5 x 10° MC38 A% 9% AEE 98 o Aahqr).
Hi T AAe] dig 150 WA 200mre] =2 A-("Ad] FIF"o2A BFE) AEE AEGIT. ]

258 o|2E]] WET A (243 =% LTF-2; BioXcell), 3-PD-1 & (RMP1-14, BioXCell), -GITR A
(DTA-1; BioXcell) H&= &-PD-1 &A9F &-GITR A & the] 23 F o= sHUE F 53]9 7 F41E 9
gl = 23] bmg/kgle® Fo] MEE 529 AEgivt. FA X 5] JIAl F 144, WA s 8 IF
of dFE veAEL o5 5 ATE T 8Gye WAMAS Fof v, WARd A= ARS RS 2000
Biological Research Irradiator(Rad Source)E o]-&3sle], Fit AlA A IAH7]F(FE X-A) L ﬂE AE
(lead sheeting)(Image Scientific Instruments)® X}u|¥ o] Q&= mlHE w2 (AT /T2 2A) 3
gk, T A B vk GEAkE A 70 WX 804 A Al S 33 st

\]

)
rN
it
O

@A), F-GITR A 2 Wrpx el Fobs x3sts Ao A AAE Hojer.

-PD-1 A (RMP1-14) X &L XRT + S-GITR &A1 (2/6 FF %), XRT + 3-PD-1 FA(2/5 AF-H) Tt XRT &
=(0/6 +F%) N8H vf$2E3 vlwste] A MC38 % AF(6vtE] F-F% w2 F 4nf))oA FHR %
AF(XRT) 2 -GITR &Aet As2Fgstdtt.  (F-PD-1 34 =& F-GITR A2 o] &3 g Xq QY T
%34 X 8(3-PD-1 &4 + F-GITR A= -PD-1 A £ 3 GITR ﬂxﬂ AagE 1/5 atg2od ARS
Ak 2709 SAe] ZFE 2/5 mR§-2o A 7%?——% wiste] FF Aol o A& aFdE Y. TS
&2 XRT + IJ-GITR A 5% Lgdd gk 25 v 4% i% il:%% upg-2o digh Xz MA F

6.55A 714 A% FATHE 12).
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[0294]

[0295]

[0296]

[0297]

[0298]

[0299]

[0300]

[0301]

[0302]

[0303]

[0304]

SIHS31 10-2023-0152804

* 8

#-PD-1 A7} AMY 2 §-GITR FAS 2Hste] Fol@ nhoro] JE HL2 &

) | 9-Pp-1 AR +
o8 F | olagt | - | @ | TTUTT | WA s | @A e | @A+ | 9-PD-1
a5 9 | PD-1 | GITR |4l | @-PD-1| #-GITR | + @~
GITR
GITR
0 100 | 100 | 100 | 100 100 100 100 100
28 100 100 80 100 100 100 100 100
32 80 80 | 80 80 100 100 100 100
35 60 60 40 60 100 80 83 100
38 20 20 20 60 40 80 50 100
41 0 20 | 20 60 20 60 50 100
48 0 20 20 60 0 60 50 83
56 0 20 | 20 40 0 40 33 67
66 0 20 20 40 0 40 17 67
77 0 20 20 40 0 40 17 67
# 8 8 E 13 F-PD-1 FAE AR Amed B F-GITR A} xgate] Fold -] AEE HoE
ok mS, F-PD-1 FA 4 XRTO Tl vl 2 FF(F 300m) o] T HAS skt

A A 6: B16 £ tha] WA X828 9 GITR Z23Ae =83 F-PD-1 3349 AAUY &%

B AN oA, WAk Hged D GITR Z3A (F-GITR )9k =283k PD-1 xeke] avs
H Bl6 Fgol s =AFsSio.

(]

14steich. Wit F Aol tiEF 100me] £RF BT
A (2A3 X+ LTF-2; BioXcell), &-PD-1 A (RMP1-14, BioXCell), 3F-GITR A (DTA-1;
F-PD-1 BAISE FGITR &A1 & ool 27 F o= b8 5 5319 B FAE 98 0jF

L

oot

m

o} C57BL/6 wF$-2~(Jackson Laboratory)d = S8 2.5 x 100 BI6F10.9 BA%E Ax2
- A

B2 ANSAT. A7) PhEsES ol 2EH

Fol MuS Ra9 @gsdvt. $A AR AN F 1A, PR AReW 1F I PhEAES o

-2l A

ot
e

o))

) B
BioXcell) X+
23] Smg/kgo &

=

B9 = Ag T 8Gye WAMAS Fof wopry. HRARA X QWS RS 2000 Biological Research

Irradiator(Rad Source)Z ©]&3dlo], FH& zx
Scientific Instruments)i A H o] e v E v
ul-27F ekghAlE A-$- 70 WA 30U A 7hA

G-GITR 34 L WAbd X8y 233 g Pb-1 S

A2 LHET o T HAS A7 T 4GS AAA7E Ao R 7gEd.

AAe 70 AYAF 1Y FES A A eA 9 F-PD-1 A R A A5 2H 4 A

ol 2
>
2

of AM&E= oA1% F-PD-1 A= REGN2810(ZE3ZH U5201502035790ﬂ A vhe} 71—0]
}ola, ol MIHE 99 ofuxit MES XEstE 4 2 AEHE 109 ovx
A, AEWs 1/28 E3hskE HOVR/LCVR obv] =t A 24 2 Adi s 3 UlA 8% E@
S 2= A AN ReF Ry 3-PD-1 FA|olt).

2o Kok

2

oL
ofN
o
3
o
)
T

C
?.
To] Fo BAO AEA okx
Zﬂ_l

AoR WHA Amew), HYTF dHAL FRU-AF A4,

_40_

A AT (3 X-4) 2 2]= A]E(lead sheeting)(Image
(A /ZA ) A A AGsct. T T BE

H4H7798N2i*1
Ade x3tat

s}% F4 2 7

J B A v g ey ors W= FASE WA (1A 29—
AR QHHTE 038y AY-AFo2A 28R sy % %), AHEF Ae|FEE
[°)

R EE R

Jl2 R Zate

o= =
Al EE olE9] 2 2gsle] AWMU(IV) Fo® REGN2810¢] o+, Wekd, &3-Als 54 (DLT) S



[0305]

[0306]

[0307]

[0308]

[0309]

GE AR QWO RA 1y
5k REGN2810¢] @

al
al

ZIHSd 10-2023-0152804

O 9 Az (FA4stE WARA, AL AP E2 XA
=3 H Hlo]= 2 &= (RP2D: recommended phase 2 dose)S =4
gla Z47be] 23 SEU(E)9he] REGN28109) dju] &% A4S 7|8

I e Y XNsa(E4std A, AL Ao|EREANNE B Y] &
= =4

d3kelal= A, W REGN28109] WS Hrlsts A,

por)

; (3)

AT 8-S Aol Wi 3 + 3 mle Fold &Y FEore] un Anayorns aga MY-F
d ARA Aol FRE2TE; 28] FoF §W T 130 ddd AT wHstE YA B 29E A
g Aol 2R E AT Eoke] 23to 2 A & the] REGN28109] HAASe HIHE 5 == AdAd

Aot REGN28109] wiepdo] woz Teja WA Bl/EE Alo]FREAuv| =l 2itete] W, A S
F7ER #Rletal T Ao T3S WUkehy] S8, AdEE JINSCLC, BC, HNSCC, CSCC, MSIS 2b= %
(2RA%, Az, dd4d, B2 vE TF §9), IC, 3 b A3 19 TFdA 45 =3 == o
5 ARANE ol8ste T A ALEE FUHIY. ol X7 T RHd FHF-tiAE FEY-AS <
ZHGI-CSF), 7h2nEete Bl/Es mAsas ke

E9v ©E Amay 3 oE A5 FI 2Fste] REN2810E ©] &3 ALESC] HES dArF.

_41_



[0310]

[0311]

[0312]

[0313]

[0314]

SIS 10-2023-0152804

X9

REGN2810 &5 2o 2 ¥ A58 3 §F IS EE T HHY &=

FAZE AZ A8
1 v -2 A g (NSCLC) 14 &% (flat dose) - 200 mg
REGN2810
2 NSCLC 3 mg/kg REGN2810 + HHAFA
X5 2H(0O Gy X 3)
3 FAR A3 HE ¢%F (HNSCC) 3 mg/kg REGN2810 + HHAFd X289
(9 Gy X 3) + Alo)|EZF Avu| =+
GM-CSF
4 F¥e (BC) 3 mg/keg REGN2810 + A XN E W
(9 Gy X 3) + Alo| g2 3 avu|=
5 AR 19 £% - 3 PD-1/PD-L1 3 mg/kg REGN2810+ #AMM X529
FAE ol & old & (9 Gy X 3) + Apo|ERE2TH =y
GM-CSF
6 AP 1y 24 3 mg/kg REGN2810+ WAMd g e
(NSCLC, HNSCC, ¥ BC Al9)) (9 Gy X 3) + Alo]|E2RE v =+
GM-CSF
7 Aol (M1) 9§ #% AZ ¢F 3 mg/kg REGN2810
(CSCC)
8 AT R Yre FXF 3 mg/kg REGN2810
&4 CSCC (MO)
9 AR B MSDS 2+ HolA | 3 mg/kg REGN2810
@z]—:_qzl—q;
10 MSI & 2+ dol4 z-guiehet 3 mg/kg REGN2810
11 MSI & ;&h AX AL AR 3 mg/kg REGN2810
12 MSI & zZte geoje) o2 I3 1§ 3 mg/kg REGN2810
2%
13 A E=E Aol AELEHCO) 3 mg/kg REGN2810
14 A 1A 3E e 259 A4 | 3 mg/kg REGN2810 + 7h=H Zeld +
13 T4 =AEA (AE%)
15 A 1A g A58l 25U AFA | 3 meg/kg REGN2810 +
1y FF =AGAAED
16 ol Mo NEHA ¥, MSI& 2 3 mg/kg REGN2810
Aol A A
17 olde] N TR e PP NSCLC | 3 mg/kg REGN2810 + 2R Z&d +
docetaxel (A &%)
18 AEgA Agd A otRLEAEF REGN2810 (1 =& 3 mg/kg) + B2}
(GBM) A82Y 6Gyx59Y)
19 A GBM REGN2810 (1 £& 3 mg/kg) + WA
NE2YW (6Gyx59%Y)
20 HIV 2 38 %4 3 mg/kg REGN2810
21 ol Ao 12 H A & AP NSCLC | 3 mg/kg REGN2810 + 722 EEHd +
sZa 84 (X8 §%(full dose))
22 ool A8HA &L AWM w-HF | 3 mg/kg REGN2810 + Al~Z e +
NSCLC HeEdA=
23 olAe] AN EHA & APF wWY 3 mg/kg REGN2810 + A|=Eetel +
NSCLC A A g
24 A = dolAd AZHBEY 3 mg/kg REGN2810
25 AAEI A AAd B89 71H AE | 3 mg/kg REGN2810
a*F
26 3 18 B 3 mg/kg REGN2810

REGN2810S A}&3F 27] A8 8% 2459 2 A2 Hu 48F T 14dujriolry.  HFAFA LS REGN2810¢]
Al Fof F 1FA 0 Folf. ALH Alo]FEREATM| == REGN28102] Z47he] A8 43] Fofe] 1Y Ao A}
ol FR¥EAvn = g FAEo|A FoIlr),

AT A7

FAEL A8 48F74A FoRta, O F 2459 F3 7)3bo] EAZT. FAE 485 AR 7Ite] g4udE o
7HAl e A AF ) s8-8 54, A85529 A3 (withdrawal of consent) TE o & o A3 7]
o] FEAMA AgE e AL 2479 A8 F, €A REE(CR)0] 1" AAES A8E FHstA BE
#Hd AT FU7HAE 9, &% H7HE ASste AS AYE ¢ k. HA 2459 A5 F, 339 A&5H
T Hrbol & WA 2 obgst H(D) T FE WS PRY TY FE HUME ZAE 3k AEE F
data BE B AF HuH(dE B, 8% B7hE AEshe A4S Agd 5 g

a7 JAg



[0315]

[0316]

[0317]

[0318]

[0319]

[0320]

[0321]

[0322]

[0323]

[0324]

[0325]

[0326]

[0327]

[0328]

[0329]

ZIHSd 10-2023-0152804

WoATE % B4 Aue EE Amegd U A9t Sl BF ARade 29aE 454 @A

g, a9 aAel de) Qaetd olde A9d Aow AdHE o 87w Anavel g AAg by $

& AW A P ARRASHT EE ARl B WA gL o] ¥F ARsWE BTN F

F A e oy FFS AW BAE TP

£ olE: BAE Aol Egel AAQ §7) AEe FHAAck @k (1) ol §7bsd uiete] EE A wel

8t §Hel gl 1 F%el Aol UFH; (2) vk Bkl U Holw L) SEER
(e}

—|—’o

= | FASA 2AbE FoslE Ao sl F
Kol ghabel gl w}@_ﬂ glfzmz %wﬂ A Sk (9) WA AU
=]
o

4% o]
dagh AgS shAofRt @t} (4) o]H 9 Z]EH 2’\44 ]Siﬁ“éﬂ] o8 =8 ]i —rxﬂ %"L1'X4/“(MSI)O Ay
= kS A kAt (5) Eastern Cooperative Oncology Group(ECOG) 7]% Al < 1; (6) 184 %3};
Da. % SN < gapo] 4ghe] 1AM(ULN; 7+ Aol A9 < 3x ULN), b. Edzojulupa <
<5.0x ULN, 7t dol®l 7A%), c. 4Zad EATEA(ALP) <2.5x ULN(EE 5.0x ULN, 7+ #o]

H 49): (8) A% 7% d% AgolEld < 1.5x ULN; (9) $37F 4(ANC) > 1.5 x 107/ YA = >
75 x 10/L; (10) A= Are 273 5o A% s 2 (11) 47 4%, A= A8, 284 44 2 J)g
AT P ARE 248 59 oA,

AT+ X B A

REGN28102 Hod L3¢ ulo]d o] Axz FFact, ZHzZe] ulo]2d-& 25mg/ml §x2<) 10mLe] REGN2810
S AFHs7) o) =2 AAS FTH-3TE. REGN2810S ikt S0l A 30% IV ForA Fogict. Z 3
7o) &2 1] AFel wek thETh. REGN28109] &% A|Fo] 10% o]/de] AT wstel] s b Ato]Zw}
ZA €k, REGN2810 WAL g/ Alo|EFRE A Ee) 2§l Ry, Alo]ER
239 EE 200mg/m22 B 2 (100mg/m2) &= F ot}

o Mo
r 2V
Ifn
o
u
b
rlr

Hﬁl —\1
2
o

95 Amey

REGN28102 <] 8x} 3 A oA 48F &
+3, @ 43439 569 AtelF). I
149v}c} 3030 AR Img/kg IV F; (ii) 48553t 14w}
Aubr} 30%el ZF 10mg/kg T (iv) 48F B9 14dnir}
2 FAEE A9); 2 (v) 485 Ft 14Yvttt 3089 A3 200mg A

ot 14%113}3} 300l AR IV F=gol o3 TS, 194 156£3, 29
= ot g ok (i) 48F B9t
2 3mg/kg 45 (iii) 485 ot 14

3mg/kg FY(MID7} 1mg/kg w]wHo

5 =8
H Tl
0.
P (flat dose) IV 5.

ol

|2eW Alo]|Z2¥Avu= | GM-CSF, 7t2RZ8E, @ =Agde s S a35a, o
Z

X
2 o8 WA A EE Ad 9 o5 A RO ZHE Z¥E Q9o AAA AEE REGN28109)

REGN2810 & HMxlA o] FE-Fo: REGN2810L 8L A WA 12¢ 72 WAL X179} =3Hslo] 485 F<t 14dnjc}
3050 AR IV FYol o) FojEr), AFE %3 REGN2810 @ WA X889 e 37|18 233 4 9

t}:
@ 43 FoF 14¥wit; 308 23X Img/kg REGN2810 F¢ +

@ 30Gy HARd Am QW (6Gy x 53]/F; wigHsAE A&k EEel REGN28109] A1 FoF F 154
AEH) +

@ 43 FoF 14¥with 308 23X Img/kg REGN2810 5% +

@ 27Gy HAPd ARQW(%y x 33]/F wigrHsAE A&k EEel REGN28109] A1 FoF 154
AgH) +

@ 43 FoF 14¥with 308 23X 3mg/kg REGN2810 5% +

® 306y WA AR (6Gy x 53/F; MEASAE A%dE 2Sol REGN28109 Al ek F 15l
Asd) +
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[0330]

[0331]

[0332]

[0333]

[0334]

[0335]

[0336]

[0337]

[0338]

[0339]

[0340]

[0341]

[0342]

[0343]

[0344]

[0345]

[0346]

[0347]

[0348]

[0349]

ZIHSdl 10-2023-0152804

@ 487 53 14¥wlr} 30+l AR 3mg/kg REGN2810 ¢ +

@ 27Gy HARd ARQW(%y x 33]/F wigrHsAE A&k EEel REGN28109] A1 FoF & 154
AsH)

$EAb= REGN28109] A1 F 128kl wjd 6Gye] 570 EmA AlEEE 306
FoF 1A Alete] AdR Foju= 96yl 3 BEREA AlTHE 276y T ol e Fo] W o
ok AR e AEE WS A WRE)E dASHA 2 AP eR <k

Jofofst

REGN2810 & Alo|F2 ¥ Avmnl=o] FEH-Fo: REGN28102 43 FoF 9k Abo] 22 ¥ A ubn| =
100mg/m2 IV F<3} 2geto] 485 FoF 14U (25 )vlt} 308 AR IV Floll o) FoHh. 43]9 Alo]E=
Emu| e g5 Zb7Fe A5 43]9] REGN2810 Foke] Zhzhel 19 o] FojEvh(-1, 14, 28 B 4297 Al
564 Ate] )

12
o
—_
N
=,
2
~
<
t#
Ir
==}
&5}
[<p)
=,
)
%)
=
o
o
2
— =

o ol — Al
1, ol sl AA e $ahE §3Fe] YAAo] Ao Hdsrta 174

[
o
o

AgE 23 REGN2810 @ Alo]|ZFR2EATn = LW 375 £Ia 5 9

Z 43] FoFS a) 14Ywiti(-1, 14, 28 ¥ 42942 A1 56U Alo]F) Apo]EFRZEAMWE 100mg/m2 HE
200mg/m2 IvV; +
@ 48F Z¢F 149wnir} 308o] ZAZX 3mg/kg REGN2810 5 (3mg/kg < MDY w= T QoW |%Fo| AT
3mg/kg > MIDQ! A-$- &% Img/kgd Holt}h).

REGN2810 HJA}H g A}olgii*—ﬂrulEA BE-Fo: AZE %3 REGN2810, WA 2 Alo|FR I Amm=

@ = 43 FokS 93] 14duiri(-1, 14, 28 L 42459 Al 56U Alo]F) Alo]ZEREEATUE 100mg/m2( A&
) IV; +
@ 27Gy AR B .Y (9Gy x 33]/5; vt AE A& g of REGN28102] A1l FoF & 7 &

T
AFTE) TE 306y WA B2 RW(6Gy x 53)/F; vFEASHAE A%5E JEo] REGN2810¢] A1 FoF
= 8l Az +

fn
N
b
o
i
oo
ol
o
>
of

i,

@ 485 F<F 14¥vlt} 30| ZF 3mg/kg REGN2810 < (3mg/kg < MID9 ©
3mg/kg > MID 74§ &2 Img/kgd Zeolth).

REGN2810, ®HARH 2 GM-CSF

Lo,

55 Alg¥ X3 REGN2810, *HAM 9 GM-CSF &2 sh7]1& 233t}

@ 439 7Y 7Aoo ® 79 ¢k A (1 A 794, 15 WA 2194, 29 WA 3594, L 43 WA 49919 A
1 569 Ato]E) GM-CSF 250mcg SC; +
@ 27Gy AR A8 29 (9Gy x 33]/F; vt AE dEsts dEo] REGN28109] A1 Tk 3 7 == 80

AsH); +

[U_L,

@ 485F o 14dwjt} 308 fﬂ Smg/kg REGN2810 91 (3mg/kg < MIDe] = xgmawl fko] #5%;
ng/kg > WIDQ) B3 8FE Ing/kg2 AoITh.
REGN2810, HWHAFA, GM-CSF 2 AlolZ 2y suze] TE-Edo: A8w %3 REGN2810, WA, GM-CSF 2 A}
olgREavue §WL V18

il

@ 439 7Y AR 7Y FF WA (1 WX 7LA, 15 WA 214, 29 WA 3B5LGA, L 43 K] 40| A
1 56 Alo]=) GM-CSF 250meg SC; +

® 27Gy AR A7 QW (9Gy x 33]/5F; vtHA A A55E 9S50l REGN28109] A1 Fof 3 7 = 3 A
A +

@ = 43] TFoFS &) 14Ywiri(-1, 14, 28 L 4297 Al 56Y Alo]F) Alo]FEEATU = 100mg/m2 &
200mg/m2 1V; +

I
B
il
o
i
oo
ol
o
>
o
ot

@ 485 FoF 14Ywnit} 30 ZZ 3mg/kg REGN2810 5% (3mg/kg < MIDE
3mg/kg > MID] 72§ &2 Img/kgd ZHeolth).
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[0350]

[0351]

[0352]

[0353]
[0354]
[0355]

[0356]

[0357]

[0358]
[0359]

[0360]

[0361]
[0362]

[0363]

[0364]

[0365]

[0366]
[0367]

[0368]

SIHS31 10-2023-0152804

2R SeRle] &4 Ee FA) she] REGN2810 R EAgAS] FF-F: At ok Fo AT LAEA,
oloir =R EH(FIERENR - FEE] S5¥ §), o]o]M REGN2810°]H}:

@ A1 563 AfelZe] 1, 8, 29 B 36Ul W= 1ARbel] AX A 30mg/m2 IV, LAEAL] Al Fef A
of dAtwlElE 8mg IV7F Fod Blojth.  $54 =AEA =g S8, @AERE A% (premedication)?]
B> ZARAL Al whe} 8mg EE dngd 5 AT

@ A1 56 AlelZe] 1, 8, 29 % 36dAlol tlgF 3080 Z3 stE2R I AUC 2 IV, FtERIZgE Foke
Ft2R EZ2tE FolE9] Calvert &2& AR&dokgt 3}, A ole]d AA S (clearance) Cockcroft-Gault %
A& Abgate] AXtsloR gt

@ 485 F<F 149wt} 302l 237 3mg/kg REGN2810 .

ax g Bt

Fed ~a8d daks @3 WE-HCG, ¥ ORI B X-AS Ees)
k

b AAmE oA WY, Al AR, A A5, AHEEG), §8, W 4 HAHREGMN2810L.2 A&
g gkl A9, B 53 WrF 3 ¥ duel WUk, 4 A3 A, AR 2 ks ojefo] 23Eh

¥ F71E S8 39 &2% dxs 7 & Rl 240, 8F-SFQ2HSAFFaA-¢A B 4329y
(FDG-PET) 7, 9l/%= ¢ A& I, T 971 A (T = WRI= 23229 WA (5 4 28

olu)ell elar 56£3U0l W AfelE ERH(HE 8Fwith) Telal A& ol odd gl v, FIhE,
A7 Fol A=A B2 @A) A, T4 Wk A4 w3, 5 R 7ol el Ay, A T 27 ®e
MRIS AREshs Aom Adelo] oo,
Al F% RECIST #d 1.19] kg 57}

247). RECIST 5745 fls) &4 WwoeM HAeue S47bedh Wuk wo-ge v 7]5d Wad A% W

il
O ZA J_%P%T/leRC Nishino et al 2013, Clin. Cancer Res. 19: 3936-3943). RECIST ¥F&-o k& go] &
AstA 7kRA 4 =917F viAZI . i g2k A§-, irRCe HIEH] W] b o ® QlE 2ARA

of Aol upe} i]ﬁ% A&TA ool #at A4S FAT 5 Ak,
PK % @-okE GADY) BHE AT Ao AES FUSA.
AT W%

Ao 12k M= DLT B4 E (incidence) R TEAES] WAE 2 FT= B 4859 ARE T3 HAGA] 2F
A Aol

N OCT == MRIO & =A% 712 118 F%o A9 vk-3- #H7} 7] (RECIST: Response Evaluation Criteria
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N 5 T gl o 37t VIex AMEEI, o 7] A RECIST A%k xFol ofytt.
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@ PFS B WA Ao o S4E FTY LA
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z27] 715 F AFAdE FETE. B Ao wg 2 gL ANgE 18 T g 37t 71 (RECIST)
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ZIHSd 10-2023-0152804

(20.8 ®)llA AHA wkgo] A 12 ¥ (50 %)M AF A7t LERRTE.

weAES) a0

o] A

28
\;H/\]— _Q_tﬂ
) N E R
D (&% ISE & T3 W3 g [ AE%
41 {R2810: 1 mg/kg FEUYF 5 PR -41.2
50 |R2810: 1 mg/kg Iy #g AZ 4F 2 CR -100.0
43 |R2810: 10 mg/kg AR 22 §F 5 PR -49.1
37 |R2810: 10 mg/kg NA AL GE 1 PR -36.7
36 |R2810: 3 mg/kg + CPA: 200 AR zA && 5 PR -33.3

mg/m2

47 |R2810' 1 mg/kg + XRT: 6 Gy x5 |AFAE WG AT 43 4 PR -66.7
46 |R2810: I mg/kg + XRT: 9Gy x3 |3E HP ANZ ¢F 3 PR -57.1
49 |R2810: I mg/kg + XRT: 9Gy x3 |AZ4¥ Y AT ¢F 3 CR -100.0
48 [R2810: 3 mg/kg + XRT: 6 Gy x 5 [vl=2a A X ¢4F 1 PR -72.5
42 |R2810: 3 mg/kg + XRT: 6 Gy x5 |2% AgE 2 PR -46.7
44 |R2810: 3 mg/kg + XRT: 9 Gy x 3 |dad FaA 4F 6 PR -52.4

Q] gWo tiel ¥ Fb A7FS 113 U (52-226 H)olAa WA 8W 3AtE 59 o

AAld 8: Mol H-FHF IF<d: 71A AXE 4T E IF HHY AX GFToIM ASHH AR WS 2d
3= Rx=35Y A REGN2810S o] &3 PD-1 X}t Ald Ea

=9

714 AE FF B0 I AR Y] AE FFCS0)S AT A AARA W B W =FE
Tetar, Wt o] F%e HrpEdMoldti(Chalmers et al 2016, AACR Ann. Meeting, Abs 3576). TFE& ot
A TN E B2 AWl Byo] PD-1 WY AZXJE ga XA FAE o] &3 X HZ e Aty
oldx} ##Ho] 9ri[Le et al 2015, New Engl. J. Med. May 30 (Epub ahead of print)]. IEZ ZdwWo|d
TAE PD-1 WY AANXJES At 9d] FHIE § e o/HE T AXE Ho dVE HYgdd T4 A
S W3 715 Ao ¥ Avk(Mandal and Chan 2016, Cancer Discov. 6: 1-12). & AA o= 23PA Ho|=
1 AlgollA b A &-PD-1 B2y 34 (NCT02383212; 2] Axje] 70] 7)< )2l REGN2810C. &2 A&
H ol BCCE A 3x E Ho]Ad CSCCE A $AE 7]eghr).

Abgl B 1

2= Mohs &2 AAS go SHoA BAS WHr] 1 BICE e 6649 ook, 2d & Fd3
A ANA A Aol FRIEHY T P 4 AAR 5 sttore HFH 18/ H2xd F st AF
(involvement)”7} #& A A= 1 1H/\]73 HAFNA FzE o 44 S E A

= M=
sha dlol4 BCCSl EAE FAAAS w49 T 9y JUE AU, o] BAE 5 AY F AAE
A SAAGD HERAge ol wakh, at Agel WIAA 4B 4D qE Febels

227 5oy 6719 5 X&E =9 23], 2= 25ve 10 mg/kg IVE e IS EZ REGN28102]
Hlo]= 1 Aol T=3stal 3 &FS Fof wdrk. 2709 # Ho|rf 1A WWow FAHY. 859 FEA
WS H7HE % 7)) 2 16 o FRA 9 HI7H10 % FA)E RECIST 7lsol weh okt Ass
QlZsladth. 243 FEAl Uk il E2F ZAXE 37% AAHom (% 14a), o= 32FA
gL grt. A= (852 F AL, REGN2810S 10704 o)A A5 & AL},

Abgl R 2

At #HS5 o 9N \F A dFoR e v 5249 @itk 2 7Bz WE Moh FES
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AAd 10: MEA AGd olwBAEZF 654 o]2] FAxoAe] BFE X7 v &Y WA XE 29I
Z3%3 3-PD-1 A9 I AF

=4

SFMEAZZFS AL VIZbol AR AeE FAH(nGBIA ek 16 MY, A A" (rGBD A ok 970 °J°1, A
ol #gto]t}(Friedman et al, 2009, J. Clin. Oncol. 27 : 4733-4740). A2 AH oluRAMEF Fx}9
AR BT AEE, HF HEZEulolme] HIUML wRIENAAN 5SS FHAIIA KdrhE 3§19 @% A o]
AN E QA 2 (Laperriere et al, 2013, Cancer Treat. Rev. 39 : 350-357), WA X B(6 F =<t 60Gy) ¢t =
Al HEEZ=(TNZ)9F B2 HREE2n =o|th(Stupp et al, 2005, N. Engl. J. Med. 352 : 987-996 ).

o] AA= nGBM #AF(65 Al o] d)ell A Al AEe] SuelM EF AR(SoC)et thrjste] et WA A=
(iR 2% & PD-1 A a%5& Arshr] 913 34 A5 7j=dd |

2 Aol AREE A9 &-PD-1 A= AT 99] opralt MAE IS T B AIAWT 109 of
et MES Edtele A AEWE 1/28 EFHE HOR/LCWR obv=dt A 4 3 s 3 A 85
3|

Egsl= 4 2 A (R MES Egsle= 9 A BE29 -PD-1 Al REGN2810(US20150203279¢]
o

WAL Hhel Zro] HAHT798NOZA L FA|Hof 9]

o] d19] o EAHO BN 3419 65 Al oA BAS o= hiRTS W& Foly REGN28109] AF AEE
(08) FHA a5e %7}6}—5— Aol

o] Aol 2 24 EHAHL FH& AL (progression-free survival, PFS)9] 7/WXS AA3= Ao},
o] A9 & AL o Ao (i) A¥H HEE (ORR)Y A, w§ A& 713, A BA4 713 (i)
7 FoFE (NANO) HIEoA e aAshd F71E ol &3t A4 H7E; (iii) A (iv) 49 & (QoL) & A4l
O~

) A =1
g 9 ~HRol= ARE9] Wl (vi) % ¥ 3 REGN2810 &A| W REGN2810 #%=; (vii)

=4 v 17, -1

a5 AF

AL A= Ay oluBAEF Fxlo] 65 Al o] FAE UFoz I, AEET WAk a2 Z3E PD-19]
g bz <17 ASl REGN2810 ) FF X 89 2 @ 1 T2 Ak 33 dFoltt. AAE AR dabd A=
W3t 23 REGN2810 v ¥ X &2, WEs) A (WeEs o v wEst o vAadyg) 2 A4 19 (38
F AA ZA)E 53 AAE AR, 2 1 1 HERE 29 v, a5 AAH HESE HriEn
WA Qo] SR A1 nGBM #ALE 2 & 19 ¥R FA9 FE539 oS X8y F UE ¢ET

@ =4 XBQW : 3 mg / kg REGN2810 IV (2 Fulth)e} 2838 RT (6 Gy X 5, T WA Fvb). WA aHe
7] 19 25 A0 AFHAT F& Frlde AFTHA &=

o XgLH: ¥ RT (55 3 539 wld AR 26y)eF H-8&E ™MZ (HT, 75mg/m2, wje)e] ¥F X8
z

olo]l olo] ME TMZ (A, 150mg/m” WA 200 mg/m’ 5 /28 )= 6 3] F7]2 WE3T, WA 2

6 T U
WO A 65 F7) AT AT},
.?.

AT A&717E
o] < 28 0‘«1 238y 7I7eR FAAEY, I F AAdo] e A= F 96 Y ARE & Hul 56
o (8 T)«l F71E 7Hd 4 Ak A 71 (BFF 28 I -1 9) B¢t BRE A A= FF ] g9
o MGMT Uﬂaﬁ} A7 2 S Y8 AAg T dAlE (B8 = gd dal) == Aol dojof I}
A1Y/7)=d o, FAE5S 8 +£ 3, 15 £ 3, 29 £ 3,43 £ 3 2D 56 £ 3 U] AJo]F 1 5 FEAT =
olzbt}, & 8 FF7) (F7) 2-12)wbk A= 1, 15 £ 3, 20 + 3, 43 £ 3 2 56 + 3 Ao FEAR Eof
ek, E29F H7F (3 MRI, iRANO 2 NANO H7F, MMSE 2 EORTC QLQ-C30 / BN20 AEA)E Al1d/71&=4 @ 7+
@719 wpR| o] AAIFET, FHLS b HUME 4 7] 1 el AAjgtt. - A Fror o v
= A (A7)0l A

F ol £99 Zlelth, RENBI0 AR =%, 94 BF Ex /14 A8 @AW vlole v}
=] /Ké

9 wA44)e Bt AEE SR
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24 F FA wF 1z Fk, Be A WA FH BEA T AT AR F 21 UK 42 A Fol Hdow &
opzttl. F& FH WHE (F& WHE 204 & UE 7)) v 28 dAwuir} £ 7 Aujdh @It F4 HUb (M
MRI, iRANO ' NANO %7}, MMSE = EORTC QLQ-C30 / BN20 AEA)& 2 W& 3, 33 W& 5 @ 7 Wi 7
ol o]FojTh, A WA F& WbE; AAHC obAA HulE 35 35 wEA AAE Aotk REGN2810 A
B wEF, 4 2% Ex 14 A9 g4d8 vlele whA (7)) AW E AE 9 BA) F7k & AES 7
i

3 A

A JhE nBMOE 65 Al oo FAtE FAET

23 71 0 A Aol 23E7] 98 v 1S 58 oF k. (1) FEA e a4 A =58 2e
228t gl 7???& AEA AokdE g wRAXEES (Hd Z4 5em olsh). (2) 5F & TIS 1F

(ECOG) =3 el 0-2; (3) 65 Al o]’ (4) 2k 7|5 @ (a) & WEFH <1.5 x A9 4% (b) ALT % AST

(¢c) &z Law Q1M Fhar B mA (ALP) < 2.5 x ULN; (5) A% 7% : &dF =Aolgld? 1.5?
ULN; (6) =5 715 =l 9.0 g/ dL; AU 57T 4 (ANC) >1.5? 109 / L; &% 7} 75 - 109
/ L; (7) ICFE ¢lar, oldslar, 7174l M 4= k. (8) A7l W, A& AF, AAM] AAL 2 7]e} A4

il
i
)
\\/

A AE: o Ve F oshYE FFAE @A ATl AlejEn. (1) GBUel tiE old A : (% Al
9). (2) Gd-MRICN 7] AR &ar vk, (3) A4l W9 oA Aeys darstes 547 ¥y 4k 1
g FolAY H (5 olu) FAZA AY - o)A WS (irABs) HdS ASH & 4 o). vitiligo, Ao}
A4, T2 giAREE d8Fse Jo A Vs AskE Be dA AE5r 2aflsE dA (4) 18 [l
FZEF 2R E AF (ZEEHI 2R = ARE AQ) T4 2 v W AAA) A= Ao 10mg / €9
THEYE B 29 55 Aolth. (5) QUF WY Ay wpolg{aRe] S Y == B F 1Y == C ¥
7+ wlolg 2ol ofgk 54 TAPS et ARE 85k Wb, Hg e A9 2 A o F¢ &4 7Y
of §1xg 1 A4 F. (6) At 5 WAz #ge] W (7) REGN2810 %7] Fof 30 o ool RE AT %= &
TY A, (8) gy oz A goluf AT 53] AR ® oAl g A 82 A% 27| whgolt
¥4 HR 9k e, (9) FAHEEA 2 ®W ¥ (%7 o> 150 mmHg 2/ E=E 7] 9> 100
mHg= A9 %) (10) A e]Z2d = HEZ Alo] 2™ 3t 43z Ld=7]. (REGN2810/] e dRog
Ao A (11) HHFH 97 E= 18 HFe #AY (12)0] ATolA A5 ® A o9 JAHFA I
T A 5 Az i (BA AL [ AF AF IF e Fe] Vx EE A AX 4F, B 34
Azl o Am ¥ v FA T (13) AR Frtstel] $HAte] FolE FAAES e 34 Ee v
74 A A (14) Novocure &% 25 A= (Optune NovoTTF-100A F2)E ARl AHE-. AlFE EE= o
H wr Fol T AR AT o F FE A8 (15) FH 2" do|HE AP A5 (16) A7 5 AES 94
S AFSHA o A AL A

aT A=

AAE g AR 8¥ F S v
AT QW REGN2810 3mg/kg (2 Fvit} Hdl 96 5 &<F, 30 &3 AW FPo 2 F4) + Alo]&F 19] 2 F3F
o hfRT

vt @ 3 RT (55 2 53]9] vid WA 2Gy)oF W&% ™MZ (BT, 75 mg/m2, "Y)o] EF AEE 6 F &

Z TN (A7, 150mg/m WA 200 mg/m 5 /28 )= 63 7). WAA @WE 3 WA =7

REGN2810-2 AHyt ¥l U3 & nlojdel] AAZ AFHT. 7 vlo]d- 25 mg / mLe FXoA] 10 mLe] REGN2810E
f5alrlol FEe FE gaeln . REGNSI0S 30 ¥ 4w Fow Fojut. 7 Ao B8R sl
o AFol ubeh thEUTH REGN28109] §E AT W 10 & o] 49l A5 vhF7Ivket 2GS0k Fu.

WA e o iz 3R
REGN28102] A WA Fo] &

s

PAA M (6 F EQ 606y)S Wit AWH Am 1§ S

KR
Fdoll Fof g hfRT (6 Gy X 5 4L &5)E Tt

=
o Fl
o, FN

REGN2810 plus ®AFA (A} A E) : REGN28102 8 ¥olA 12 & AFole] hiRT< A 96 = &< v 14 dwnirt
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30 w4 Ao FYgor Fojd

AEE H-E REGN2810 ¥ hfRT H: AR QW (6 Gy X 5 9 3o hfRT, REGN28102] A WA Fo
T 1Y 3, vggsAE dEHe 4ER2)E 965 5 1 14 drlg 30 & ©]4 3 mg / kg REGN2810 5%
%

Wb ol iR AN AR REGN28109) R WAl ol ¥ 1 FUNE AFstel Y 6 rE 5 #o 12 Fol
£ 30 Gyg wer.

Hla7] ofel: ¥ X & (standard of Care): TMZ (oral, 75mg / m2, daily)E& ¥+ R X
HAE 3 os Bx MZE 58, TN 5o 22 A HA 2Z2A Alo]E9 HS 5 d 5 150mg
/ m2ola, A AR BEA FrldA 820 & F gl AT Aol glivtd T WA FY)oA AlFsle] 5 A
o)

/ 28 4 &<t 200mg / m2 S7FekC),

A B £33 5 32 | 2E H ) by H5X40] grade < 2 (BE, 794 2 FE A¢)ojx A
227} 100 x 109 / L o]Ako]a ANC> = 1.5 x 109 / L ¢ 7% TMZ &3S =o] 2 1 (200 mg / m2)= Ho)sh
o] %S o]F Ato]Fo] Azt fo g Apgoksitt, 157] o]F TMZ7F M= = v o g4 HAdo] >

4 I ol% Hz7}
9 S Adduolof Su o xdeolde] aA gtk Wgae] FulAl FrdA @AAOR F7HEA
ek, g F7lo] %ede wAdon st e,

AT Fo T e T Ul FFo] HAStE A= FFo] sk ¢-S wWi7bA] REGN2810

T U FFol TASE #xke A9 27 FAIF At 28 A olyje] &S WA e HA)E AYstu
% 3 374 5mg / kg Q2W, 1 3] &F T Q2We 10mg / kg ©]3h)olA ZaF

wop WubAl TRl G W $ES AAs Redu, 24 v 4@ Ao oAAAE AA §F W
MpAFERe] FAbHOR i HpARY oA QPoR AN HEEm 2HRoSE Fold 4 gtk WA
ool 9l B A% mEHm szelst F4 weldl ¥ Fo Folur)

SRR

12 8% 248 549 AYLERE g9 delow <1 Al U7X A7F 1A w HojHE AukE A
=z O
=& (0S)o]t}.

T8 2 A FHe F-Y AE (PR om FA9 wigdFE
5

2 | A g
e Az W F IAAAY Az Ao etk DY AP RN 71F o5 2
oe 2 A & $Re B gk

A WESE (ORR): (iRAND) 71%e] Wl awy wbs w7bo] oo ge ® shel 5 ¢hd whs ((R) ® el
%

A RE W (RS ZE B maw geju
S 717k (R EE PRY AWAQ whgo] 14 £ @A) tial AART. we A% TS R /PR (AL
% 8 )elA AR 4 EE Qe A8 (PAA A 3 WA SR EE ojd 9oz 17 A
A 54 F)Fe] A% Z4 B AN ZHAY

4w ; A e Aw

B4 717 SD, (R i PR AMHQ WSl AbY & BAE A AE. AW
AARE A A EE QWA AT ORARA A R A 2 7

e
X
N
X
9
rlr
(o
o
2
o’
rot
>~
>
O+
N
X
Ay
o
(i,
o

I~ . >~ (e} .
el A B 22 Wg del A% F4 24 WeE B gk
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Y
)
o
)
o

QA Foll BORIC QLQ-C30 A& AHgste] 5 744 7% A%, 3 744 34

A HE 9 A4S Hukeke 6 7HA] g dE Ak
AT F EORTC QLQ-BN20 A= & AM&3to] 4 79 2ALD 7 79 @ &
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HZol= A Tgla F-38 7|3 &<

A A wpele whA mig g S I A uks, A% 71 % AR 5 REGN28103 #HE 7be e AES
welE opedH, dFA B odSA vpele wiAS EFGT. viele wA WMes ved ek

T¥ *‘E%—oﬂﬁ Wl A3 EQJE FEA PD-L1, GITR % LAGRT ofyet th2 FA4 wlele wi#A (4
I

o2 WEEE 8% U REGN2810 v% (FE Fe g2 W4)9} 3-REGN2810 aA|e] 7ldte] EgtE ),
Axpe} 7}

| v s F 96 FHe] ARE 8 A 5
A 24 F3re] FA wF 7)bs AR, &%, kx4, PK, ADA 9 B4 wlo] o mf

ﬁ (o)}
r—{m
<
o
O:‘o\é
e
5

Q9 OLE (£ 28 2 o), vl F7] 56 £ 3 A (% 8
le) L

MRI: ZF #3712 918 RIE % F 72 Az, 2338
| , 5 5 7oA F7} Z%k HArE

Fohh) % vt AR 4 £aT. Al ABAA T2 GAE 2H 4R 3 =
LRk, s PD7E BelSE A RE Fo 37 AAPE Bask 2o A7) Qeb] Al 5% A R

i

o

2 2
o T S
F Whg Wb= iRANOS] wel SalET. Q4 AAEA @k NNl elal S = RelTh. RaNosl
: o]

e md A e fRHn. 2ey 4E 8o AW Qe ta T2 A4S iRAN0S] mel o]

0 dE ofy

A}

oF AT @ A8S 93 F-H7|F 4kl @ AEA (EORTC QLQ-C30) 2 EORTC ¢+ %5 (EORTC QLQ-BN20) A%
2|1 EORTC QLQ-C30 A7 #+d F4& Hrlshs 30 714 &5 HEAY. (¢ T va &5)o] 7bs3d ¢
kel el A (HRQoL)& F74eth. 30 7HA &8 5 24 74 55 thge HRQol A& vEhdl= 9 74 &

OF Usrrh. 5 7HA 7l (AAA, 98, AAA, JIAA, AEF), 3 7] S8 Ak (J2, §F 9 v
Aw), 28 1 74 A7 e AA Hx. UwA 6 7 v 5 AEE S o9, AE gE, U A
of, ®iv] g MAL AW A5 AFA JFE U ST, w2 HA5E 07 dE 9 V1T H HEY AAA HE

of g ¥ 12 HRQoLS W™ 57 # Il thad HRQoLE o wtt.

EORTC QLQ-BN20& | Fofol ER3 20 714 &% QoL H7lolW A% & kel A& H7pgk w EORTC QLQ-
€305 nea7191sk Aok, EORTC QLQ-BN20 AR+ 4 7R A (ve] E344d, A2 o, &% 715 &
of & ol A% A AU 9 7 A ©@d FES AFESlY W F4S vk 3§

) , e 9 B A ALE A EAE #Hrredh, (U2 ZAYe AXE Hutsle A (o 55 i
2 A8 =4 g9 [o: gr]). 7153 Ao HYE 044 100 Alolth, & A= v U HRQoLES UER
=t

4z

mu-AA AE 7 vy - AE AAE (MSE©= 4910 1A EE tdeta AR ow SAHI Aot
AL AA 84S 2aedstar, oI Aol A &3] AAdE Wrkstar, Algte] Agel utel 7HQl

s A4S FAGE U A8 4 Ak o] ATl MSE A4 A Brkel wetels FaE 417



[0512]
[0513]

[0514]

[0515]

[0516]

[0517]

[0518]

[0519]

[0520]

[0521]

[0522]

[0523]

[0524]

[0525]

[0526]

[0527]

SIHS31 10-2023-0152804

AW B APH A BAolA PAA Bk AuE wwsly]) Aol ghslop Frh MSEE kg 4w
Az wev AdE W gaE ootk AE A 7 B Bk ok sk ge A9 MISEE BE T
WAl AE PR (8 Fuithnit ghsofo} k.
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hfRT9} %% REGN2810-> nGBM Bzlell Al QbAshH 93¢k W<kdS Bk, hiRTS W 8% REGN2810¢] Fo&=
BT Ameya vlalste] nGBM #AtelA T S At B/Ee $F HSE SXI3rh. REN2810 R
hfRTZ X &3k nGBM A= ¥+ A E QWY vwste] 0S7F o A},

t

AAlel 110 g v5 [ Al b dabell A o] REGN28102] A7 A%

of AAleli= Hol= 1 AlelM &g CSCC fAfol AN veph= Fd daks gRlshr] fle) s doj= 2
AP ZlEdn (A 7, 8 29 Fx).

i)

d

A5 B4
of AT 1} BAL AwY wE (ROE S48 92, Aoy (A84 m= AA=) I A5 A% 4%
(CSCO) (1§ 1) i 84 2753 %2 Qa4 (S0 (18 2) $44e] RENZ810 99 2] 95 ode

Grhshe Aol
ATl 2z HAL vh53 2k (1) ORRS AHA; (i1) ¥h&9] A& 713k, v]-8 A& (PFS) 2 HukA <l A
£ (09< dZFste A, (i) 943 93 ((R) Hl&S F48= 25 (iv) REGN28109] Hd4 2 weky 7}
(v) REGN2810¢] °F£3} (PK) 7}; (vi) REGN2810°] W14 H7b: (vii) EORIC QLQ-C30S A}&3}e] ko] @
o] thak REGN28109] H33FS H7},

A A

ol A& AGA CSCC el 2 Fuleh Ao AL (IV)HE 3 ng/kg &3] REGNS100] T o) = 2, w]-5-%}
9, 270 12, WE AlE dAFoltl. A= 2 o] 1Eo] 9rh. 2® 1S dolAd (SCC FAE o s
3o}, 15 28 F4aAow H3PHE CSCC7F AA Br71ssk 3xE oz st} 2E $xl= REGN28109] %7]
ol 28 9 ool WAF WAkE AH 47 ojyrt Adun

Ao} 28 Qo 23 /3 Fol AAE Ao 96 T Ang A8 An) 128)9) 56 A (8 FARTIE @
S 4 b, 7F Al 7 23] Bk 1Y, 15 £ 39, 29 + 39 2 43 + 3 Yol 3 mg/kg REGN2810 IVE
2ol wi=t}, =9 Py} |2ZE=77F By ool Alth. Zh7]e] 1 Arle] Fels b WA} o] 2
o] x1m Z} REGN2810 F-oF HIEA] AA}A oA W77t S~ w ).

N

FIF J
N
N
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sy (A 4 F), Adh 96 F7kel A 9 Ao 6 ALe] FH B
AT e

REGN2810 3 mg/kgS 96F =<F 14 dUnjr} 30 & %<t IV Fo

o WS

o] A9l 12} B FHE 12 3] A8F7] Tk ORReJth. AA] whE-E Aol (SCC £ 4 Hog 2§
B CSCC7Y AAl Brbsd gkatbol tia) Mz ow Hrldg, aF 19 $xte] A9 1A FU4e ¥ Hr)
(RECIST) WA 1.1& AF&3te] ORRS ZAATLE, F 29 #xte] 4§ 53 wks 7|58 AFE3l] ORRS AA 3
th. (RS ¥& dAollr FoF AL 94 s o BE2 us (PR HF ZAo| A9},

=l

22 5% A% AL 053 2ok AW FA4 7]7 ; PFS; 0S; CR &% ; EORTC QLQ-C30° A #Atri Ao
[e)
3

(AEs); &3 9] REGN2810 £%; 2 3F-REGN2810 34 .

2 Agee AT Ane F% =zd ]
4 DRID 2 OAE o= A (315 7HA4 )

g2 #Hrlole ggo] EshAT ¢ PKoll thd wE d AMZ; S-REGN2810 FAS Hlsr93 wx g
AMZ; Fd A £ ake A gt

43}

A AFLe dAds] 2o AA7FA ] A= REGN28109] FAA] g A A4S Ui 34949
Hol= 1 Ax} (HAo] 7, 8 F 9ol dmg)e} A3}, ojHe anlor X7 Wty &S WA &2 A
o] (SCC A= a-PD-1 3HA] REGN2810C.2 X &3 uf 93k vks RE ukg = obdy AW welt

=t

Ao 120 A&PA 7)A AE oFE SAlol A o] REGN28102] 1Ak Al

il

Flol= 1 Aol e 184 BCC Bl A vehs &4 2A3E d<str] flal slol= 2 AdS dAR
o (AA]el 7 2 8 FHF).

AT i

Aol 13 EAS REGN2810 @ e o7 Xgd ] Xz A2 JAA I Z AP Ay o)A HHI L Hell
Hﬁﬂgﬂ_%}]ﬁxwv*]H*MEM(CO(1§I)EEéﬁﬂ%ﬂ%@5ﬁtﬂ%%BM(J%IUﬂ
gk dvkx el v (ORR)S 788k Aoltt.

OF 13 a2 11 2% tg 2 A Exe ooy 2ok m>z&447@m}ﬂﬂom£Jhbh+(n)%%
A& 717, PFS (progression—free survwal) 2 AubEel A= (09)S =A3. (iii) A3 S (CR)
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Hd =z =
SEQUENCE LISTING

<110> REGENERON PHARMACEUTICALS, INC.
<120> METHODS OF TREATING SKIN CANCER BY ADMINISTERING A PD-1 INHIBITOR
<130> 10266W002

<150> US62/335,743

<151> 2016-05-13

<150> US62/340,142

<151> 2016-05-23

<150> US62/348,546

<151> 2016-06-10

<150> US62/350,305

<151> 2016-06-15

<150> US62/364,920

<151> 2016-07-21

<150> US62/374,020

<151> 2016-08-12

<150> US62/451,274

<151> 2017-01-27

<160> 10

<170> PatentIn version 3.5

<210> 1

<211> 117

<212> PRT

<213> Artificial Sequence

<220>

<223> R2810 HCVR

<400> 1

Glu Val Gln Leu Leu Glu Ser Gly Gly Val Leu Val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asn Phe

20 25 30
Gly Met Thr Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val

35 40 45
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Ser Gly Ile Ser Gly Gly Gly Arg Asp Thr Tyr Phe Ala Asp Ser Val

50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80
Leu GIn Met Asn Ser Leu Lys Gly Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Val Lys Trp Gly Asn Ile Tyr Phe Asp Tyr Trp Gly Gln Gly Thr Leu
100 105 110
Val Thr Val Ser Ser
115
<210> 2
<211> 107
<212> PRT
<213> Artificial Sequence

<220>

<223> R2810 LCVR
<400> 2
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Ser Ile Thr Ile Thr Cys Arg Ala Ser Leu Ser Ile Asn Thr Phe
20 25 30

Pro Asn Leu Leu Ile

o8]

Leu Asn Trp Tyr Gln Gln Lys Pro Gly Lys A
35 40 45
Tyr Ala Ala Ser Ser Leu His Gly Gly Val Pro Ser Arg Phe Ser Gly

50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Arg Thr Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ser Ser Asn Thr Pro Phe
85 90 95
Thr Phe Gly Pro Gly Thr Val Val Asp Phe Arg
100 105

<210> 3

_74_
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<211> 8

<212> PRT

<213> Artificial Sequence

<220>

<223> R2810 HCDR1

<400> 3

Gly Phe Thr Phe Ser Asn Phe Gly

1 5

<210> 4

<211> 8

<212> PRT

<213> Artificial Sequence

<220>

<223> R2810 HCDR2

<400> 4

Ile Ser Gly Gly Gly Arg Asp Thr
1 5

<210> 5

<211> 10

<212> PRT

<213> Artificial Sequence

<220>

<223> R2810 HCDR3

<400> 5

Val Lys Trp Gly Asn Ile Tyr Phe Asp Tyr
1 5 10

<210> 6

<211> 6

<212> PRT

<213> Artificial Sequence

<220>

<223> R2810 LCDR1

<400> 6

Leu Ser Ile Asn Thr Phe

_75_
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1 5

<210> 7

<211> 3

<212> PRT

<213> Artificial Sequence

<220>

<223> R2810 LCDR2

<400> 7

Ala Ala Ser
1

<210> 8

<211> 9

<212> PRT

<213> Artificial Sequence

<220>

<223> R2810 LCDR3

<400> 8

GIn Gln Ser Ser Asn Thr Pro Phe Thr
1 5

<210> 9

<211> 444

<212> PRT

<213> Artificial Sequence

<220>

<223> R2810 HC

<400> 9

Glu Val Gln Leu Leu Glu Ser Gly Gly Val Leu Val Gln Pro Gly Gly

1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asn Phe
20 25 30
Gly Met Thr Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ser Gly Ile Ser Gly Gly Gly Arg Asp Thr Tyr Phe Ala Asp Ser Val

_76_
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Lys

65

Leu

Val

Val

Leu

145

Ser

Leu

Thr

Pro

225

Pro

Thr

Asn

Arg

50

Gly Arg

Gln Met

Lys Trp

Thr Val

115

Pro Cys

130

Val Lys

Ala Leu

Gly Thr

195

Lys Val

210

Cys Pro

Pro Lys

Cys Val

Trp Tyr

275

Phe

Asn

100

Ser

Ser

Asp

Thr

Tyr

180

Lys

Asp

Pro

Val
260

Val

Thr

Ser

85

Asn

Ser

Arg

Tyr

Ser

165

Ser

Thr

Lys

Pro

Lys

245

Val

Asp

Glu Glu Gln Phe

290

55
Ile Ser

70

Leu Lys

Ile Tyr

Ala Ser

Ser Thr

135

Phe Pro
150

Gly Val

Leu Ser

Tyr Thr

Arg Val

215
Glu Phe
230

Asp Thr

Asp Val

Gly Val

Asn Ser

295

Arg Asp

Gly Glu

Phe Asp

105
Thr Lys
120

Ser Glu

Glu Pro

His Thr

Ser Val

185

Cys Asn

200

Glu Ser

Leu Gly

Leu Met

Ser Gln

265

Glu Val
280

Thr Tyr

Asn

Asp
90

Tyr

Ser

Val

Phe

170

Val

Val

Lys

His

Arg

Ser

75

Thr

Trp

Pro

Thr

Thr

155

Pro

Thr

Asp

Tyr

Pro

235

Ser

Asp

Asn

Val

60

Lys

Ala

Gly

Ser

140

Val

Val

His

220

Ser

Arg

Pro

Val
300

Asn

Val

Gln

Val

125

Ser

Val

Pro

Lys

205

Pro

Val

Thr

Lys
285

Ser

Thr

Tyr

110

Phe

Leu

Trp

Leu

Ser

190

Pro

Pro

Phe

Pro

Val

270

Thr

Val

_77_

Leu

Tyr
95

Thr

Pro

Asn

175

Ser

Ser

Cys

Leu

Lys

Leu

Tyr

80

Cys

Leu

Leu

Cys

Ser

160

Ser

Ser

Asn

Pro

Phe

240

Val

Phe

Pro

Thr
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Val Leu His Gln Asp Trp
305 310
Ser Asn Lys Gly Leu Pro

325

Lys Gly Gln Pro Arg Glu
340
Glu Glu Met Thr Lys Asn
355
Phe Tyr Pro Ser Asp Ile
370
Glu Asn Asn Tyr Lys Thr

385 390

Phe Phe Leu Tyr Ser Arg
405
Gly Asn Val Phe Ser Cys
420
Tyr Thr Gln Lys Ser Leu
435
<210> 10
<211> 214

<212> PRT

Leu

Ser

Pro

375

Thr

Leu

Ser

Ser

<213> Artificial Sequence

<220>
<223> R2810 LC
<400> 10

Asp Ile Gln Met Thr Gln

1 5
Asp Ser Ile Thr Ile Thr
20
Leu Asn Trp Tyr Gln Gln
35

Tyr Ala Ala Ser Ser Leu

Ser

Cys

Lys

His

Asn Gly Lys

Ser Ile Glu

Gln Val Tyr
345

Val Ser Leu

360

Val Glu Trp

Pro Pro Val

Thr Val Asp

410

Val Met His
425

Leu Ser Leu

440

Pro Ser Ser

10
Arg Ala Ser
25
Pro Gly Lys
40

Gly Gly Val

Glu Tyr Lys Cys Lys Val
315 320
Lys Thr Ile Ser Lys Ala

335

Thr Leu Pro Pro Ser Gln
350
Thr Cys Leu Val Lys Gly
365
G

u Ser Asn Gly Gln Pro
380
Leu Asp Ser Asp Gly Ser

395 400

Lys Ser Arg Trp Gln Glu
415
Glu Ala Leu His Asn His
430

Gly Lys

Leu Ser Ala Ser Val Gly

15
Leu Ser Ile Asn Thr Phe
30
Ala Pro Asn Leu Leu Ile
45

Pro Ser Arg Phe Ser Gly

_78_
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Ser

65

Thr

Pro

Thr

Lys

145

Ser

Phe

50

Gly Ser Gly Thr Asp

70
Asp Phe Ala Thr Tyr
85
Phe Gly Pro Gly Thr
100
Ser Val Phe Ile Phe
115

Ala Ser Val Val Cys

130
Val Gln Trp Lys Val
150
Ser Val Thr Glu Gln
165
Thr Leu Thr Leu Ser
180

Cys Glu Val Thr His

195
Asn Arg Gly Glu Cys
210

55

Phe Thr Leu Thr Ile

75
Tyr Cys Gln Gln Ser
90
Val Val Asp Phe Arg
105
Pro Pro Ser Asp Glu
120

Leu Leu Asn Asn Phe

135
Asp Asn Ala Leu Gln
155
Asp Ser Lys Asp Ser
170
Lys Ala Asp Tyr Glu
185

Gln Gly Leu Ser Ser

200

60

Arg Thr Leu Gln

Ser Asn Thr Pro
95
Arg Thr Val Ala
110
Gln Leu Lys Ser
125

Tyr Pro Arg Glu

140

Ser Gly Asn Ser

Thr Tyr Ser Leu

175

Lys His Lys Val
190

Pro Val Thr Lys

205
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Pro

80

Phe

Ala

Ala

160

Ser

Tyr

Ser
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