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A1) 0.3% (6/1,738)7F W #d mPoz sl o] ofo] BN E JyFaId. Wy #
B 17 9

. N rjﬁ

d Fgo] wAg A 219 E% FEE 2R =2 XFE Wty 219 F 17 H(81%)
2 18§ IZEIAHIZO|EE T SUR S 19-23/M49) B Fo @yt 3z 219
% 12 967%)2 A= 1Y #4d dPdozrE IEIYTL
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AW d A=z oozl FHle= 290.1%), 35T 119 0.6%)°1Ath WY #AA kdo] L3}
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2) #4430 ofo] BAE BuHEA i dAA gk A% FAE BE FOE ¥
e Ao GHAH Yoz Aol ot i AR WAT F Yk FH FU Fol
of e FUh@ FEoldS FhsA Wl FHlAE of eke Fejrizt Fei HE F
oA & Hz 1Y B% BH5FHE FUNES o At

6. 20t S e Fof
%184 TIRke] diob Bl of ofe] R4 R FEAE APHA e

LG hF T
g 654 o de] mEAA of ofe] §F mFE BRIAA Ytk

AolAl = &7 o] BRsHA Fth. T35 AF| dAE e
ko] ofe] Aee AR §FE 2AS |0 STEA EHh

9. Zt ol FAte] U Fo
B AFN BAAAE &F =
2 3ol o Ane A §¥e 4

10. HFE Ae) A3
o] obe WARe] ST 5-10% Ee SFO T Rolgt Bat 30| ATelA, o] FaE
%e}o] Ao ol mE AT BesH

Soj), obgolgutge] HF Z4el ms BAE WYs muED, HUI g

A E% AAsfoF Fhet.

11. A&3e F9

- ZYoEdl, Sz, AERnE oM EH o E AEe FAFUW, FaW, dFE
d JAAFA AE, 3 AA0] 02 xmd ZFAEH=EEE o] 59 A= d=S EHE
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HAR B, Fof Aol vpojd g/Es AYFAMS AW A2 =24 sfof .
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o] ¢k =z A XA E|ZF= 1(programmed death ligand 1, PD-LDo| @A oz =&

3t Al A9 ZF2EY Gl(mmunoglobulin G1, 1gGl) @Y EFE &Aojt}t. o] <& PD-L19
ZA%ts) PD-L1o] T2 3% A XA} 1(programmed death 1, PD- 1) TE&AY B7.1 &A1 A

FAEEE AL PdY. o= A EZA CD8+T Alxo] thdk PD-L12] oAl &2 A A3t

o 4 T AEZ ¥H-3S EFAZIH

o] oF2 w3l A o]&3 AEu)s] ME5A(antibody dependent cell mediated cytotoxicity,
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T .
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&2+ 162092 dlolEel A% M FES 24 oew, F A FLECLE 059
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A, o8 FF KIS $EC wolzwAd v B Al FREAASF HeE

[% coefficient of variation, CV%])7} 7V & wlE= oF 32.1% (CV 36.2%) At}
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(CLCr = 90 mL/min; n=67D°l tis}e] o] <ol HAEL IFH o2 F Q3 2Fo]7) ¥HAEZ
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7 o
$H 0T fFol% h5E BWEA g BAE FAE A5T 5 Uk
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P HE
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Response Evaluation Criteria in Solid Tumors (RECIST) v1.1ol] we} =HZ %
¥ 3](Independent Endpoint Review Committee, [ERC)7} HEZ O ZH FoFit
oot A A

N L

oo

SHE AdA 13 FEA
T 23 frEA UL

HriH s 835" 94 AA Hkg(best overall response, BOR)2] %]
ZH(duration of response, DOR)¥} F-X& A= 7|37t

I_E oL
¥
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=

olo

N
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(progression free survival, PFS)o] 1 t}.

SE AHE Ak AL ol FHEA F B4 888 BFEE YO B8 FEY ¥
Mg AASGTh o] ok Reol 3% FUghe TAAILCHS 1-958), Fol /1% FIge 17

F(H S 2-208F) A T

88 T 65 (7T4%)o] FAholal A" FYa2 vk 7T3MCES: vF 33-88ADR oM 819 (92%)0]
F7FAI¢E, 498 (56%)3 399 (44%)°] Eastern Cooperative Oncology Group (ECOG) 5% A H)
Zk7} 0% 1] At

FTE°], A 529 GI%)e]l WEAAZYG il ol 171A] F¢ AEE B AoE H
HAL 26W8B0%)2 27HA ol A 8E, 10811%)S 37HA o ol A8E WSkt 47
(53%)2 W& o7t AR

2=

3671

A1 EMR100070-003 SHE AojA] HAA §F 02 o] ¢kg Fof whe gxjS5o] I
ol el FHzAAN HAo fEA A% HolEE aokd ol

B
me 1o

FE 2 48AE EMR100070-003(FHE Aol Al Aol MCC &AtolAl o] ¢ 10 mg/kgs 25wt}
o3 e del W

FFEA B7PES(EE A) 23}

(RECIST v1.1¢] =& IERCY| ¢3h (N=88)
A#A ¥-3-EORR)
"85, CR+PR** n (%) 29 (33.0%)
(95% CI) (23.3, 43.8)
38 5+ HA ¥-3BOR)
LA (CR*™ n (%) 10 (11.4%)
HEW-S(PR)** n (%) 19 (21.6%)
78 7]ZHDOR) a
T4, ML 40.5
(95% CI) (18, =4 E71%)
Hag, Ik 2.8, 41.5+
K-Mel w2 6714 ©]4, (95% CD 93% (75, 98)
K-Mell w2 127§ ©]” (95% CD 71% (51, 85)
K-Mell wt& 24789 ©]’ (95% CD 67% (47, 82)
K-Meol w2 367§¥ °]4 (95% CD 52% (26, 73)
T3 AE 7]17HPFS)
PFS 3k, /Mg 2.7
(95% CI) (1.4, 6.9)
K-Meoll w2 67024 PFS ®l&, (95% CD 40% (29, 50)
K-Meol| w2 127§ €A PFS Hl&, (95% CD 29% (19, 39)
K-Mel w2 247844 PFS wvl&, (95% CD 26% (17, 36)
K-Meol| w2 3670 LA PFS Hl-&, (95% CD 21% (12, 32)
AA YE 717HOS)
0S %3k, MY 12.6
(95% CI) (7.5, 17.1)
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K-Mol| w-& 6714 OS vl&, (95% CD 70% (59, 78)
K-Mol| @& 1270 OS #Bl&, (95% CD 50% (39, 60)
K-Mel| @& 2470 OS ®l&, (95% CD 36% (26, 46)
K-Mol| m& 36714 OS ¥l&, (95% CI) 32% (23, 42)

Cl: 213 +3HConfidence interval); RECIST: 1@< ¥F-g-3 7} 7]=(Response Evaluation Criteria in
Solid Tumours); [ERC: 58Z& Hr7lH<¢ HE 99 3)(Independent Endpoint Review Committee);
K-M: 7}Z& # o]oj(Kaplan-Meier); += ko] SEHGES vt

* A 3670 ol FAxA ARE JulolEW faA HolE (dolErizd 2018 9Y 14%)
S &E FF HUlA CR == PRo| &FH
o
2=

a 349 ¥3(CR =+ PRS YE At

-

SR AP SRS o] ofF HxF F 657(HA: 6-36)AT. WSl =23 &4 299

oy
T 227(76%)2 ©] oF HxFo F 75 ool Rkgo] Alztd Ao e HuHAH.

—
fo
=
o
o
=
@)
(@]
i
X

88H(FIE A2 dHlo]EE PFSE 71 wo]oj(Kaplan Meier)

3% 1: RECIST vl1e] w& IERCel 9% H4 7338 AE 7IIHPFS)S 7HE= vo]o] 4
(FE A, H& 36704 o) FAH=EA AA)

Produce- imi Servivial Eatimaito {M=Sih

L E

3 0G4
e}
o 0%
]
=
i =
] TR
5 {
034 H
HFE
ot
ety ey B T T Tt S e S A i
& F 4 &+ 2 1w O W M e X0 I O M 8 XN AT M N W W AN M W ouE
Progresason Fres Sundval by IERC [rmontfa)
W Hk

B oD o W O M o1 W W N W W I Mmoo W e b = 2 S 1 2

TF AAE ol g3t TLFME PD-L1 Id Ao WEAANE Fg vl vho] 2] ~(Merkel
cell polyomavirus, MCV) elE A5 ©@A 9 WY x=2 s}sHimmunohistochemistry, IHC) 4] S
2 P@risldo & 3= 944A1E EMR100070-003 FHE Ad|A Ho]ld MCC A=9 PD-L1
E dEe MCV JElE SoFsk Ao|th

E 3 44432 EMR100070-003(FHE A)ollA ol MCC &AellA PD-L1 233 MCV %
49 ' A4a3 ¥3-E(ORR)

Avelumab
ORR (95% CD
71%A 1% 4 PD-L1 && ) N=74a
44 (n=58) 36.2% (24.0, 49.9)
<4 (n=16) 18.8% (4.0, 45.6)
71#EX 5% A PD-L1 @& ZE) N=74a
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¥4 (n=19) 57.9% (33.5, 79.7)
w74 (n=55) 23.6% (13.2, 37.0)
IHC-MCV &% AH N=77b

¥4 (n=46) 28.3% (16.0, 43.5)
w4 (n=3D 35.5% (19.2, 54.6)

[HC: ¥4 =3 3}sHImmunohistochemistry);

MCV: Wl Z2AAN X £ 2n} vlo]] ~(Merkel cell polyomavirus);

ORR: 24 &= Wl-8-E(objective response rate)

a PD-L1 48l 717t 7Fedt Bx59] doled <AF

b W22 3}SHHC) &4 22 MCV e B7H7) 7Hs3 Sx59 dlelgo A%

MCCOl ol % AAEAAZA PD-L1o) Q44 TS obx SAsA ke,

\<

I E BelA 1x &84 HU7iHTE H4 /e ol AEH ARA wk(HW-E{complete
response, CR] T+ F-EuFS[partial response, PRDO.Z AHolH+= A&7 Hbgolal 23
84 H7FH<4+= BOR, DOR, PFS, OS$ o

SHE Bell dls) Abdl AW FHEAMAE o] kg B2 3913
720179 3L 24Q) A Ho] H2 135 o)A =HzAtd 84 299 o] 23k Q)
399 = 30"W(77%)0) Yol A= F9zke W 75489 9 47-88ADH o 339 (85%)°]
FZIFA L, 319(79%)3F 8% (21%)°] ECOG 5= 8] ztzt 03 1013tk &4 HFriiss
13F F¢ FH2AE &2 299L EE 4tk A#H wSEORRS 94 wHee

A% Aow Bud $4 49(14%)F RE e AT Aow HuE B2 UPU%H)L
3Fate] 62.1% (95% CI: 42.3, 79.9)Fth s 7|3t 243 F4T F ¢395% CL 470
, 3R EUbs), HE A 12719 2 Ao 83/MYelth o] ok HA 13 o4 E

< B2 39y e tdoR R AEIRPF)S EAAET PFS ke 9.171995%
Cl 1.9, 4 £7}%)ol13 Kaplan-Meierol]l ol3] F49 3701¥¢ PFS &2 67%At+ (95% CI:
48, 80).

iz e Hong

N

SE Boll BE NPUAA 55 olF, F& FUEAMe Ax 19 ol o o
ZF 1169 2 dlolHubzhd (2018 99 14Y A

Aoz SARYTG 1168 F 81HA0%] GAol . A% FIzhe u 74X
Ao 75 65%)°] Z7AIRE, 7278(62%)7 447 (38%)°] E %

T
rlr
ukss
o
>
o
o
=
=
=
[e>]
[e>]
[a>]
3
[e>]
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[a>]
w
i
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>
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ofo
ofy
o
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o
o
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rlo
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¥ 4: 43A3 EMR100070-003(HE B)ell A o]l MCC A ellAl avelumab 10 mg/kgs 25
it E43S wjo] gkgo o F& F3H B4

+EA4 H7/PA(IE B 23
(RECIST v1.19] @& [ERCel &J3h) (N=116)
A% 5-8-E(ORR)
HH&-E, CR+PR** n (%) 46 (39.7%)
(95% CD (30.7, 49.2)
g3d 9 A "-3BOR)
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HATE-S(CR)** n (%) 16 (13.8%)
FE9-3(PR)*™ n (%) 30 (25.9%)
g 71ZHDOR) a
sdH, HE 15.2
(95% CD 10.2, &4 &£71%)
Hagh, Aot 1.2, 22.1+
K-Mol| wt& 3714 ©]4, (95% CD 89% (75, 95)
K-Mol| & 671 o], (95% CD 8% (62, 87)
K-Moj| m& 1270< o] &, (95% CD 60% (40, 75)
| FX3 AE 71ZHPES)
PFS Tk, 7H€ 4.1
(95% CD (14, 6.D
K-Mel| w2 37§ PFS Bl &, (95% CD 51% (42, 60)
K-Moll @& 671 PFS ®lI&, (95% CD 41% (32, 50)
K-Mo| @& 1270 PES Hl-&, (95% CD 29% (21, 38)
AA AL 7IZHOS)
OS S¢a, 7Hd +4 =S
(95% CD (115, 4 E71%)
K-Moll @& 37§ OS ®l&, (95% CD 87% (79, 92)
K-Mol| @& 67§ OS ®l&, (95% CD 75% (66, 82)
K-Mel m& 1270 A OS &, (95% CD 59% (49, 68)

CL: 215 F3H(Confidence interval); RECIST: 3¢t wk-&-3 7} 7]F(Response Evaluation Criteria in
Solid Tumours); IERC: ZHZ H7PH4 ZHE $]Y3)(ndependent Endpoint Review Committee);
K-M: 7}Z% wo]o{(Kaplan- Meier)

A TNE oY FHEA FEA delHEolH Y 2018 9€ 149)

Y 2= Az A0 FAZAE AN FE B 529 1169¢] BAE gos FdE
Fd FHEAC A AL PFS ANE 71Z wolo} Leze =AH Aol

29 2: RECIST vL1e] w& IERCO &3 dEolEd 733 AE 7IZHPFS)S 7H&d vl o] o]
FA(IE B, N=116)

Prodiue Lamil Survseal Eaierase (Wl 1E})

Progrriason Figs Survhal by ERC (monathd)

L &l o i% bl = L1 ] L L ] ) i 3 (]
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4) SAANE A

Cynomolgus ¥ zollAl 20, 60, 140 mg/kg &Fo= /|4 &< 150l 13 HWEA &= 3
N ¢ 150 13 AMFEe 3 2049 35 7|3 & R 4 AFEd 2AE 9
Aol Al EE3 g eatE ¢Th 20 mg/kg ol §HORZ o] oS Y T FAT H
ol MAES] ¥t HFoA dHAF9 GATF H&o] BEHAAT. T S§F-NE FAH
A RAJAAT o] A7} o] ko] Fojo} A Y& JHedS A3 MAY & §loh

2

ool thal FE A4S

¢ THHEA F3heh dA 7173 W efobe] WA #Ast
¥ PD-1/PD-L1 A&7} #dste 2
| s

Ao «AAT A

= F 94 m™o|A PD-LL ABAY
& Awae W A WAol asl BA el Frshe oz FUHnh o Avs o
A F o] ofe Folrh 4t mE A BAE F7HE EFSe] dololA Az + Arks
P EICE FESAP o

ol oke] W oI} FRAEA

o efo] FElwel WAL G WG ATE FARNA LUTh AW AFolE o8 1
AY D INY WEE B AFNAE G ARl FAF FFol YAk o] AT
A R ARl A3 AA Bk AR o MASRs] dEd £3 AN B UF 3P
o Bga A€ UL & et

- A UB-87], 335t 2~8C WART, dEA T A

- AR E)7IZE - AL 2R 24704

1.3 s7t=A Gigsts 49
1. "8 A A FEMRI00070-003) €5 = HFT ZAARIAE 2027.06.30.
A % ﬁrJr o wet 7hAkakel WA & 9

7HA A&

2. TofF 9 el & 3] Adx=A1% L *@E@’er“ﬂxﬂ s F5
&7 - A A Xﬂ zo2¢] we}t Aled 4B AZV16I)e BT A
Al B Ag e FriddE xgste] olALAS 57 F 2d7HA = w67l
oy Byskar, o) f mid Hud A

3. Wk, AH &7 2312 olFEHA olyd Agole & FE5VL

14 AFAEGFE AA A%

O AFAT e

(3H

Fahe

o,
o
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15 FYFAA LU AT A & Fsts A9
O F e gl

BA

1.6 AAFAAE GE33t= 29)
O g oe
1.7 AEo| Y
OLAA)- §-aA | ALEA
) }b ‘IT_ o L’—x’ﬁ"z }‘]%é]ﬁ RMP 7]E]-
TR ESSL (e @R | T | o s | e
Med e  BA AR | o e B=77)
A A YA 17.9.29
e A
‘18.07.30 18.07.27 “18.05.08 ‘18.01.12 “18.01.05
A}
BeHF
‘19.02.26 “19.02.26 “18.07.06 “19.02.26 “19.02.26
Q7
AEAE |
19.03.22 ‘19.03.18 ‘18.07.27 ‘19.03.11 ‘19.03.14
A7}
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<EY 2> AN - FEA D 7 2L AdHH AAPE T

[HHA - f5A AAIRE HEXE 2E]

A% A5 W s
A5 2 3
1 7t Ur 7t u
T R pBEEREDREBEBEDD R B DD E T
ANEAFE olo|olo|o|olo|ololo|ololo|olo|o|o |o|o|o |o]|o|o]|a|a A
A S B olo|ololo|o|o|ololo|olo|o|o|o|o|o |o o |o |o]o|o|o|x o
~ICH S6 5! S9°ll whe} FA=4AY 5 ddAd A1 AE dA
AN | A6EUE Susre SR g W

o AZAR &%
L7149 EE 2A 2 ARAYd BE A=

2. 7224, =e3chA Ao A3 AR (FH B3 AR)

3. Aol AT A=

4. A4 T3 A=
7t @3 &5y

U BHERASAANFAE
nh AA R E YA G R

v} 7]

7} ZEAEAE

7. Ul el A e Ag 2 EF Ag ol B AR
8. 71k Ball oFEFe] 54 T #F A=

[AAA 394l
. oF2o| 2877

o frd s7kel 27 A FAER AEHUE

o fEA
- A 28 A, 22 SO RA Y AN FEAS ddT YEANFAA
#ATE Foll baseline #xk SA40] vl IFoMe FE4 Ak vlas3

<)

J



AU

- BA] 24 YA FAA, 13 e o RMe FEAL A LA (DOR, DRR) 2 1870€E OS rateol] A 2315
Aom, 3 A3 flus B HE A AZo] o

o kx4
b4 W7k (e B 3 Ase By A%

o FF Y] §lv AZT(FUYAS o SnE JtuAsrt WAH

1L 719 == 9l 2 LA B3 2=
11 AEAR
o oFPjAtgo] WE BF 421 T T UA
o k22§ 71 : PD-L1 oA 4 <1zt IgGl A
o A Z . npwlA] © F(o}l 20l

12. 719 2 AdAH
o 3T F52 FDA, EMA oA 8718 S3tAtHEMA CPP A=)
o opl 2Hto o HAL 27FE 1(programmed death ligand 1, PD-LDoll that €4 <1zt 1gGl A oth. opfl 5t
£ PD-L1¢] A3tstar, PD-L1¢o] 71 48490 PD-1 ¥ B7.1(CD80)F F52t&3t= A& Asic} o]+ PD-L1
o] FFF CD8+ T-Ax "X JA ERE AAsA, AEFH T-A2 &S JEAT FIIE, ofl
—Ert}% ANEEA A 4A3(natural killer, NK) Al 2 A E00 = Fc F&A(Fc receptor, FcR)e] &4
of #HAFoEN EA Ao FA fEF Az iy AZ=A4(antibody-dependent cell-mediated
cytotoxicity, ADCC)-& wi7/ig < 3l
o 37O F AH FaL
- O RRHFAA]) : Aol HEAMNEY] A&

>

o

13. 4% 455 ML 2 A&RH
o A3 72 Mol wEA HE ¢ (metastatic Merkel Cell Carcinoma, mMCC)

- MCCe AAWEH Tzl &t vl¢ A% AJRrFdoltt. ml=oA MCCY TAHEL Azt 10
0.6o=z FHHAHAlbores-Saavedra et al 2010). FHIAFEVANAH Rud TAELS 100,0083 0.1%H~0.49
of Weleolth MCCe WIWg =47 A, W dold AA 2 5 ATES Fiste 347 AWt
(Becker 2010; Boccara et al 2012).

_9EA g9l FWd B v o]8e MCCY =8 9slA Qolo|th. —;e:l,] ol (654 o] AHE MCCe] ¢
Fo] =0 R MCC T4 B¥o =25 F9d AAsk=d 36%e tdoA st MCCY A
EF2 AUV B AF7 B AGo)A EthAgelli and Clegg 2003; Miller et al 1999). #]& MCC g=}¢]
fEREe W g%@,o] 97 AT HHAAE MCC Ao a4 L2o|thAsgari et al 2014). MCC <314
& 1y A7) o]4 Fo= 10v)(Penn and First 1999), <1zt WA wpo]HAMHIV) %A Exbel 7% 13u)
(Engels et al 2002), 2 A F=Z A AW (CLL) Ao 4% 128 Z713thKaae et al 2010). E3 oA+

AN Z Zgnputo]Z AMCPyV == MCV)SF MCC Atelel 13tz #AAd tigh #4833 A4S 71<sl
21 tHSpurgeon and Lambert 2013). DNA #Hlo]# 291 MCPyVE MCC 2+9] oF 80%°ll4 A tHFeng et al
2008). MCC ¥¥ Hst= HIAAVE &4" AFREY "WIAAZ MAE oF HuxchBurack and
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Altschuler 2003; Muirhead et al 2007; Bhatia et al 2011). &1} vlolzj A &4 O}fﬂ—o— UV Al A HeS

E4OZ St ¥e FAvol Fue 23 dud ol HY £ FANL s

x
f
!
o
kg
T
oo
=
=
wn
aD
o+
=}
Do
()
—
N

- gk g 7] MCCY zete] Ao oilse Afe s S&v 134 SEAA = He 540 7=
&t7] gEoltt. 12 BE MCCY Aee FTF AAY 24 40 7|23t v=4d59193= MCCol
ate] 0oy e FEstd ¥yl Zgddas ASsIET 07] - 99x 294 7] 2L 7] - 24 I,
Ma7le A58 244 243 2 deixA g 49 43S 23 IB7]= 437 4% 9% 9480z 4

q
L = o b
T Aoy AT EFeE Ve F2 PZAe 2Pstt 47 Aol mMCCo| AT BudY A
=

G g Agd A FARRQRDFAR e ) R A -3AYFEF AH A AR T,

USe} frgell BHaus HAES ZH2F 100,000 2 0.76, 1,000,000 1.3% o]t (Fitzgerald 2015; van der Zwan
2013). opAJotel oA el MCC W EL FAIA s BeAA odgton, o At 5 dde Bugi &
EHJT wetA MCCe d=olM = mf¢- 3F3 dode 74T & oy, v HIH%NS 7FeAd = ok
FHuetel Ao EEE U A JCBR, ofxo WHE HIS J|EoE FToAMe THES A&l
A fﬂi}. Hattori 5o o3tH, Y&/m| =5/ W2 Azge] ¥ ES 77 10%HE 3 0.15 /0.44/0.82
Hl Aoz dEA At ol A ¥ dFH oz = FARE L9 40.157/100,000%)E sk, &
oA Azt of 5o WeaAd AEY ST & AR FAEG. HA WEAd Mz &4 T of 5-12%9
SA7L Aol des vt deA slenz, ol dx dd 108 i Aoz 4 hesith

lo

e mMCCe| ¢rHal A5

- mCC A AL FHZFIIEYANCCNY 7tol=ghelst 3o slo]l=gkel(National Comprehensive
Cancer Network Clinical Practice Guidelines in Oncology, Merkel cell carcinoma, Version 1, 2016; Lebbe et al
2015)& ©]87Fsd AF FBAFl AAZE A A digtelgta A ke tigtE mMCC gkl Al
o]& 7HsstAIRE MCColA o] & S sts 82 719 vk A, FaA9A ANdE, AL mod4e 45
= A 8%, MCC &ApolA ALEa=S Hl= oA $ld aWE gle AdeloltHCassler et al 2016). 3}3}
QWS AT W A7 TPo|EERIS dEZANE 7HRERE e 58 A 2F ¢

ojlgH = v Istans RSt Ad 1y 33t A REgol #EE < Qo SAgE

S ‘=@ SAAAAN HEH hLelge AA A TS A2 ASAT 2 w2 5

HrhLebbe et al 2015). PF7FAI 2, NCCN 7hol=gkele MCCol thste] 3}etays o] &3 o

A& oA @rh” 1 7]%FcHNational Comprehensive Cancer Network Clinical Practice Guidelines

s

K"
e
=
e
o
>

N [

o 5;2 s

o o
£
i

re

in Oncology, Merkel cell carcinoma, Version 1, 2016).

- 3gtay ARE we [V7] MCC $2e] Ao 245 gt 288 AES 23, 5/l Age] 2 1L 38
LA A#A ¥HEEORR)S 52%5E 61%7hA 0| ARE 42h2 A& 7ke] F4ghe] 3L LA R
AgEo] vty B1ud Aoz yewtthlyer et al 2016; Tai et al 2000; Voog et al 1999; Sharma et al
199D. EU 7hol=ek<l(Lebbe et al 2015 3letamo] tie W& mMCC &xte] 725 71%4 2 + Ut
3 Byttt gy ol A EFE x DA #EE AUt &, yerl FAS Ho Al
@2 V7] MCC ko] Astolnt 24& 939ded 1L 33tame] 739 ORR 53%3AL 2L 3stawe] 7
% ORRE 23%U S HAs AT w8 AEHAZT T4 42 ML 4/ LelAa PFSY Sk 424 3

N3 270 Lol thlyer et al 2016).

83 A&, mMCCol 2 AEHE st St S43 #do] ke otk 1gelx i}f&ﬁ‘aﬂﬂ]

2!

Aol #=53 MCC A A AsE A

N

= ofy
£




d A2 A8 MCC SAAAIAN 34%FH 7.7%7hA BZEUADL AGES 654 oo 189

A =4 &
A AA 16%7kA E=A JERtH(Voog et al 1999; Tai et al 2000).

2.1. 9829E(Drug substance)
211 gwrgn
o« 9% ohmFY

o Ayt ¢ opll F}

212 959 %F AIYE
HpH E99d (%7 [

W3, FEE g As, &5, vYETE)
AFgEol AHE 4 B2 ARG

2.2. ¢A & 2kFDrug product)

2.2.1. A7MAY FF

o D-EIE, WERY, Be2EWo|EN, FAIES, FAES

222. SAYFE NEYE

HITAA <sfid §le>
CpH  Ogwd OF¢ OEdEEd HDEEARH ZEAW) A=A
CI71eH(Z AAE 248 ANddEE 71AstaL BA)

A eEro] HEE G ME J)A T

kAl of o F
HpH N4 B0 E By (2948582 JEREAANE ZREAT)
BJI==4 W7t oldsA4574d Ods: B

B/ 3E AdE848rEa BE84dels BEE8E AATLA)
WeEl(FHE 2 M5 &5, 453, Polysorbate20 &)

K e HYE FF BE AT

2.3. T4 B A5 U AAA 9A

o FAE ofdERo] HAVMAY A EE 5 F
T 10 mL)e &Fo = MEHUS

fogx aTHe MA FHAMAR(FAZTEeEA LE 3)

2 AFH 54, SAFEY Ax 34 B, FEEA

& FHol M o|Togom, JxE H3F I

pul

H(HG miold) FAA A oFFo=, 200 mg/vial

hinss

~

o oox X



3 A4 B AR
31 YRgoEs I

N _ 714
ARER | Agzd S A%
7 HEA ; ) . A TR SEAADE oA 3] 12709, 3ujA] 2470 €
_ + 2 s} ’
4 5+3C, 3671 ¥ ;}53 Aele T Py A - 62
Neag | B2C/6055% R, | Lo Ly (U8 TR ABANYE 6iA : 28
6714 s mL [ERE TLPV A - g
Agag | OREORORRL Ty s e anaRe ond e
=
3.2. A JeFF A
. . 8719
== 3
}\] oo Tr /\] U&Zﬂ_ /XHQ @j”]'
A7) R E FHE TR AP 661A
°}\]t_ﬂ - 5+3C, 6071 € : 3R] 12704, 3wl 24704
° A4 T PV 3u% - 9-1870Y
1A 25+2T/60+5% RH, FYE TR AN DE 6eA - g
T 674 € AEE (A8 TR PV 3R 34e
- , . AED e ARAADE 1A o=
NHEA 40+2T[75+5% RH, 371€ sd  |gde nw Py A 9E
FAAA Q1B =4 FYE E PV 1uA ;s
A F [FRT AEHCA o s N
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Figure 4 Dose-Dependent Binding to HEK293 Cells Expressing Human PD-L1
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Figure 7 MB0010718C competitively inhibits B7.1 binding to PD-L1 expressing
HEK?293 cells
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Figure 14 Dose-Dependent Inhibition of M(C38 Tumor Growth
A. Study TI10-050 B. Study TI10-070
4000+ -_.4000- -8~ [sotype
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Days Days
Female C57BL/6 mice were inoculated subcutaneously in the right flank with 1x10% MC38 colon carcinoma cells.
When tumors reached a mean volume of ~50 mm3, mice were sorted into treatment groups (N=14). Groups were
administered avelumab intravenously at dose levels of 100, 200, 400, or 800 pg/mouse on days 0, 3, and 6. A control
group was treated with an inactive isotype antibody. Tumors were measured twice weekly for the study duration via
calipers. Data are mean + SEM.
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Figure 17 Depletion of CD8™ T cells Abrogates Anti-Tumor Activity In vive
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Figure 18 ADCC as a Secondary Mechanism of Anti-Tumor Activity

A. NK Cell Depletion B. Degylcosylation
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Figure 22 Anti-Tumor Activity of Avelumab in Combination with S-FU and
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oA FOLFOX|IONC2004201 A. Study THO-079 B. Study TH1-001
279 4 K|1CKH
_ 50007 —a jsotype Control 60009 —& Isotype Control
a9 H& a -m- MSB0010718C D = MSB0010718C
E 40004 ~ Ox+5-FU E 5000 9 Ox+5FU
E -& MSB0010718C + Ox + 5-FU E -8 MSBO010718C + Ox + 5-FU
E 30004 E 4000+
3 2 3000
o | Two-Way ANOVA: o T ANOVE:
g 2000 P<0.0001 ?6 2000- Pﬁm
E 1000+ E 1000-
- 0- - 0-
0 2 5 9 12 16 19 23 0 3 7 10 14 17 20 24
Days Days
MC38 9 =d .
- HF LA B W = a)o
ol @R ONCI003201/C57BLI6 oMyt ) 3, 6, morriocalized A4l Sk @ bl TS
. ' OIMC38 EoE-Te koA $H BIE HET 4
2 ¥ARd @ ¥|1RT mice 9 Lol 400 pg IV L ) . i}
2lE ®l-$- synergistic anti-tumor activity2 =3 ch
o] e A= o)-f t ti-t tivityE Y= ch
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Figure 28 Anti-Tumor Activity of Avelumab in Combination with Fractionated

Localized Radiotherapy

A. Study TI10-072 B. Study T111-006
4000+ 3000+
& PBES
e & PBS = F- MSBO010718C
S ¥~ MSBO010716C E @ Isotype + RT
B soon] & 'sotype Control+ RT E - MSBO010718C + RT
@ -4 MSBOO10TIEC + RT 2 sooo] 4 mseootoTisc +RT
g § CDE T cell Dopl
3 °
T 2000 quo.way ANOVA T
g p <0.0001 E
-] 2 10004
"= 1000- =
g 3
E E
i o T r )
0 & 10 15 20 0 5 10 16 20
Days Days

K 2 9 QI 8% % 9139

NPE RE G opETTE A 2 Y L 5 Yo
shlERt 25, 50,2 @) B wlgMEe] thal FAHRE 9] PD-LI
100, 200 , 400 wxg.|d HAFE YRS (9F 75-100 %). =8 AFo &%F
w3 IV ol A gavk Al 8 Y R 12 Ao BAHYL A
12 A7HA, 400 pgeo] A3 FelF W RS
e Th (9F 50 %)

H - F ¥ -3
C57BL/6  ©}-<$-2~|IONC0308201|C57BL/6
oA PD-L1 H|[3RT mice

#2] kinetics

=<

23t o3}
Wel Ao o8 PD-LL o] Aakzas gl
Azt e A A, opEure ojl@ BAE W AE 8h9R(CD3,
U TIONC0929201) CD4, CD8, CD14, CD19, CD56)I 4 & AZ 753 A
! 27t
R ovitro | A7 SEPINC o eca wrare aene, omege A9 Az
il stelol tia 2xA &4 glo] ADCCE T3 2%

AEZE AEE 7hedol UH.

5.3. FAG UGN
o ICH 7ho SRHISERD meh, MOV, £57] % 55 AFA CNS)9] B7hsh Bag Ay okelst W)
2} AT A%l BB Fol B4 Age) TP

o A%o] 47, 137 WHEC) APIA, AL % TESS HPB ABQT 44, A%4, B IYL £IL A
=Pt vHAstel AT ONS 7150 B ohiT el e HAS] A3 ol Y FRAIA S5 B

bBTF Fol Ak HAUE, BY Y TFF ONS AE 2 AL 3T FA gtk

54, F4 - BE - U4 Wl Ho] BE AY
o HAF FFY PO ZIAYo| Bh32% AolBAL A%l hPoE BAHUT F7H4
ABT B2, GE, B Ao eBAL U50|E THOE B opATH uHE Fol H4 Ao
FRAYAT Aol BAZL AFols U PK Fol, vh2e] §-017t GA WSO A3 vhsolA]

A% AT 4 97 WA vhgat ool

o
= i
ox,
o
ful

N

2
i

z

EP
[rh3-2]

o CD-1 t}9-2(04, 4, 20mg/kg) 2 C57BLI6 }$-2(1.25, 2.5, 5, 10, 20mg/kg)S thAFo= 3 ©3]Eo] Aol o
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2 &34 o @& CLE Ro|& H-AH¥ PK7} A&

o CD-1 vp9-2 o HHE o =4 A0, 40, 140mg/kg)oll A ol Fate mE &8 o4 60~80 Al7H45~91
AZE DY AR 1128 YERoH, of= B3] Fo PK AR 18F-AF F 2|
I, % ZEudo -39 zole EAHA ittt =E& 20~140 mg/kg M WollA &kl A HlH st
of Z7HE A $A42 #EHA T

[dzol]

o Aol EA L YFolE AL E 3 T3 Fo PK AE(0.8, 4, 20mg/kg)olA HI-A3 PK7F ##= <03, 20mglkg
oA o e CUYdRY 2 AUOE R o] TMDD(target-mediated drug disposition; Z2-uj7] <& &
I)E NARIG 2-ABERE Rdo] o9 A4S U YA AW, &4 W7o t12)e & bl A
ot HF W7(p_t12)e Ha &F TFA BHstA o 2.

o Ao EA L AFolE WO RE 3 WHEFA AlFA 20~140 mgkg FAA A9 A¥ TK7F #&=UA=H, o
= TMDD 7139 £3}5 Uehith o] Mol 24 FARE HF t1/2089): 58~70/12h)7F #2H AL =2H(AUC)S
A gl mlEste] S7HEH. A3 2GR Abolol FoJ3 AE Aol #EHA Qskth WHEH v £ o

ok
=, A1 Lol v A 29 doll FEEY FATo] AFFHALT A 85 Lol FHAQ] 4L FEEA FUTHI3

=

[ADA]

o AAHoR opEgow Xg we vlex F 1537 vlEl(d05 %)7F ADAC tiE Ao ANHYEH, AF
b &% OFdA M o BAEo] FHhEdLh ADA AL Al § Yol AL FEHUG n&F IFA
ADAS] T wre e SPR WA EXA fEl =9 1M 71e AeE Aztdnh

o T3] Fof Ao BA 2 P50 PK Ao dis)] 0.8 2 20 mglkg &% FEAA 99 vigloA HAYAIo]
HQOoL}, 4- 2 13-F HHE Bof Al EAL U%o] B4 AYo|A 20~140 mgkg FAA 7k 312 mHel(25%)
2 0/22 vpE](0%)5re] ADA ¥Agolqith &2 &FolA w5 Fof Al &8ss opEFEHY] 2 $57) &8s
ADAS] A& WalE & 7] wEdl, ¢4 A5 FA7E vteA A9 dA v FAE on|ste 2L ohY

o
o e §olA 5B ADA EAL PASY FEES F2A7E A0R BT o ADAR dlal 37k8 CL, o}
W %ol glo] ADAS] W), E= MDD ) x3} £ Fwez "old wEsk HHA WEY & 9
o
ELEEY

o CS7BLI6 PH-2=oll 4] PK/PD A @2 dF opdFRe] %4 HHT0) A9t o= 29 FABAE FAsh|
A AHEEIAT 31ug/mLe] opA et FTolA 50%2 TOS AUt opdFate] fa4S s Ha 9B5%e +
A AfHgs G F gty JHEEY, olF A T oFEY TEE 585gmLE AL o]& MC38 wt
22 g5t BdoA FF A JAE YeplE 50 ugmLe HA F =9 AT

(EEZ

* RE2710601A iv Fof o] %, 40.8~67.2 mL/kgol ol=2+ FA-Fe) Ao B2 &4(Vs9)e (8F 5 % Fo 35
kol AA) AollmgrA 2 dgololld @4 Fujob fgAbsity opdlFE o dA] X3 V1@ 49 FA &
7, Az FEAE A0 g6l A tis) o dEHe PK e HolH, o] o[f=E Fol3 27 Ex A

& BEe AR FHA FUTh

o o] Zxbol thel A4 5w A4 Aol FAHA F] W, i+ 2 FFEoR old2 BUiEA o
skt 28U 16 A Al ZR=E o2 el ¢EA 7] "EolHurley et al 2011 =), op@l#5}
oA olFo] AL = e AL o

<A
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A F-5 olokEe] tialel tal alaEs Avke e AEEe) AY oo ne] Bajolth wehd 7
ol=2hel ICH S6o weh AFA AR W) W3 AFS Faeha) Lok

<Hj >
o opHRR2 22 JE s} ojriitoz Fefd Zolr] wEel Fold A& FAsA it

5.5. oo 3 AR A

- opEuke QIZE whe-2 Yoo PD-L1% E2 XstEE Agste] PD-Llo] PD-1 ¥ BTl A¥ste As
Adgth O A3 CD8+ T MEE ASA7IH, 23 7|H o2 ADCCE T3l & TF 45 Yehdth opdF
7he MC38 2R RdoA §3-oEHoz -4 A4S Yepon, Fugstay], 14 YA 2o
He&oA F7He a9S Yepith

° olu}g}ﬂ)\]zﬂ = o].;q/ﬂoka/\]ﬁ

- CNS 71%5% H7ishr] 9938 7% &2 Alg(Functional Observational Battery, FOB)¥} ¥%©] ti4} GLP W&
of SAAGAA A 140mg/kg oPE-FH V() Fof $ ebdA ofg] Aol Wi Asdd Fajddol &
A Fokt

e ADME

- ofE 2R w919} Yol A 13} catabolic clearance 9 323} 7}53 target-mediated clearance®] %< 7}
1 gAo A dds= PK profiles YERITHA &% non-linear pk, 1% %: linear pk). ¥ t1/2+ 60~70A7ke]
o, A8 B Aol §lal, FAS A YehA gstth opEERe BRE o]f JhsAol St

6. AFANFAA #E AR
6.1. 9FANIAER 8
o MINIRAAE  F 43, 174 27, 2% 14, 7)eF 1A
- 14 27 EMR100070-001(x 3 ¢h), EMR100070-002(23 &F, QH2l)
- 24 174: . EMR100070-003 Part AQ2x &%, pivotal), Part B3} %)
- #A7)1E A7 17: 100070-Obs001
o AEE A HAE A eSS Hoj= 1 e F Flo] WaE mMCC FAE Uz opiFate
o] &3 I} FEA 2 okdA ;A AF(Study EMR100070003 Part A: 367H€7t HA FHAZ BA) Ho| 43
oA #stay As ool gle mMCC #AE ez & 1L AZZA opdRihs Frishe 8334 A+
(Study EMR100070-003 Part B: 77§43t &4 FA32 B4), mMCCAA dA9 Jdaeyr|Eo wet 294E o
7¥ek7] 9% 33 #= AP (Study 100070-0bs001) L opEl 5k Fof 17007 o) 4do] $xte] ki ARE AF
] AP 1Y SAS ooz AAF I AP 27Study EMR100070-001 2 Study EMR100070-002, A&
24d 20161 6Y 9¥)o] 2IHT

6.2. 43FANZ
o A7 Al R EE Sapo| A 9] ekEsA A PK)Y Hx Uk
- EMR100070-001(z2 &8 &) A& 1~20 mg/kgoll Al BR7] terminal t1/25 ZF7kstg o, 103 20 mg/kg oA & At

Hog fAstgth A HA &% Fo 3 AUC ¥ Cmaxe 3~20 mglkgoll Al &0 wat =718ttt 1-3 mglkg
o| 4 #&H nonlinearity= TMDDe &Jgt Aoz BT

o Yol QAo thdk PK

- HE A n)43)
- Pop PK 43 AlEgo]doZ yAd acle] opflfx} PKel|l miX= FaFs EA4s et £4 2= o,
°1%, Hlo]~g}el FoF PD-L1 A, == 3t 715# )7} op#l£5t CL %=+ central/ peripheral Vdo ¥&S 1]
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S
1%
©
bRl
ool
i
o,
ofo

oFE F obTHY (Lol Y TAE ofES WHHA RAh

- opal ke ofEFE= HTEF EANCAF Pop PK 242 & o AHgste] AR EAH. opd£5e] PKe CL
o, 7k Alo] AF otk Tejut terminal ¥AVI(12%E mAbel the Lubael X\ net Fh
1 NG dAe] AA A CLE 0.0246 LihrE FAERATHI5% CL 0.0239, 0.0252]. 2
& AR Al meh Zaske Ao® UEhgth Hu wEks Mo xEel Fo s R
T4 32.1%36.2%)(%, CV%)E 23 mMCC A dAto A YEelstt)
gl Aol 7)et Ht B £4(Vss)2 4.72 LY A= FAHEHATHIS% Cl: 4.63, 4.82).
- Pop PK £49|A, 7]8} 7 t1/2L2 6.1€(95% CL 5.8, 6.9)= FAHAY
- Cmax9} AUCO thgh opfl 57} #2253 1H4 Fof A 125812 Zlo & 4=t
- A WA Fo] 3 NCAd| A3t Cmax9} AUCE 3 mglkg o] dellAl &l nl#ste] F7ksk Wk, Ctroughs 10
mg/kg ol dell Al &Fol g ste] F7l8kA T
7 o 9] A
- HAE: B3 A AEY Fof & ADA BAEL WA FAEHATGI % 1627 B F %6 H). T A Al
TS tH2.5%; At dAl 1,636 F 419).
A opE 2 ‘1} 10 mg/kgE 25 Z_FZﬂ.Qi ‘501 ‘ﬂ% BEE A4S tdoE WA of
slatA o Fold™ Aol gle A
"“’k%% ﬂl G A (89135)9} 5”\]*—1 %i}ﬂxﬂ G FAEA)ANA FAHOE o
Sk} (Figure 4¢} Figure 5 #=x). 341 7o) AFAS 18T (& EAH, 433 F¢ A 439219] Ctrough
&

o 12 o
e
ox,
o2 v £
& *
© o
. Bz
" o
£ o b
;13 ) E
dz
. ji 5
QL
2
% T
o
el
ek
o
(@)
=
(@]
s
=
1r
oo
_l,?,
m{n
é
L o g
of\
31

fr Yo o o 2 (m
)
)
=
Bl
QL
2
0y
(o)

GAZ goFEaA A SAbelA 168 £ 155 pgmLela, FoFEaAdl FaolU™ Ho| §le SAtelA

[N]
=~
BN

+ 195 ug/mLelAeh), ateteh7t A efsiAl AAAER A4l Aole ddH oz FolatA] S

4 CEOFUTENA Y s5)v A=At oA FAoIdd Ao] fle &Aeh 742 wimwsto],
%fﬁ-iﬂ obH §].7\].(351:d)9]. 1—/\] jal—xﬂ obﬂ ﬂx}(l?ﬂ)oﬂ/ﬂ 1:1] ]-93\1:]-

iAol A Ctroughe] 7+ A= Pop PK 2do] oJ&f o =5 A

ot
FIU

o
>

0o, 2
ox o.?L
> 12

=
=

AUCssoll+ #H3l7F giich

- AT A B o8 Thsd HolH SAY W, FFEdA e FHIATE FRAG Fdel vA
© o SFL AdHA Bt 59, olE HolHe FFEdA/TIHEA PR FAdARS 1] <
B ARLE BAFA ik

- AL FEA duA: B B EC] W] wEel, " FEAHS dude AR )
she 22 Ad =rbestit 5% @A A F A TN 49 HH ANkl Nke& B
T A, I F 282 FENES Btk HA o AdwbAdl whe-S BrhE g ANY 399 FAFH FEAA
G BA FoA, 1B BENSS HoAth o3t diolE s A A B THIA S dH wWeE
of 2w¢] MolA HWEAMEZLZmMCC) SAtolA eFadtal ARG o] dojd Fof 7o) A&LHA ¥ A
< oFSlES HoErh

- A7 Age A AZo] opEBERS Hrbstel 243 in vitro TOEA Hfpe opflEdt 1 pg/mlL o4& A
e BE MEoA 5% TOS Zoshe zs}l Aelo] =it 3 WA #9 F Study EMR100070-001¢] &
FZ7l ZZE ARl #ZE AFEHE W TO dolHet HA A FF A TOx Study
EMR100070-001¢] 327} I5EZHE 3 mgkg EFNE AFUAA 138 2 109, 10 mgke Soj oA

129 Ao thate] AA Fo] 714 Fok 5%l EEEAY 2 Aoz of=HT)

- PBMCO A ex vivo TO= Study EMR100070-001¢] 227} 25 E AFUdAA Astd S0 AZo g &

T AZEAS E3) 2AFE 2501t} 10 mgkg £%F T4 932 + 129% TOS UZsHEx, wabA in vitro

1% AE FAEHT T4 TOE o] AgolA HrixA 2kAT 10 mgkg &%2 3 mgkg §FET T4

oA o =2 TOE 24T 7ol ¥ =94t
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- IL-18, IL-2, IL-4, IL-6, IL-10, [FNy % TNFe & X@3te] 65
AU ohil7
ST &

TH Ao BTl
AR ko=
FlolEje] 718k

7 10 mg/kgs &
S [FNy9] 7% A5l 1.9
Al E7H) Z2 oM gt §iF Hhe2 ¥

oi2

T IFNy % TNFea

o} Study EMR100070-001014 o1 7je] F8

‘:L
%:—'-\_.

YAIAQ] WH3kE e
+ 1.6 pg/ml). 1 ~ 20 mgkg ZIENAM F3¥

23594 @ik

63 fEA4 P AN
HEA - FRANE AL
o 124, 24 14, 71 1A
o ARAY o
2 T B2 L BEEVEISEE TE R A3}

1. [EMR 100070-001] A Phase I, open-label, multiple-ascending dose trial to investigate the safety, tolerability,
pharmacokinetics, biological and clinical activity of avelumab(MSB0010718C) in subjects with metastatic or locally
advanced solid tumors and expansion to selected indications. (interim report)

FE7): 18
(n=53)

kI AR NSCLC,
GC/GEJ, BC, CRC,
CRPC, Melanoma,
OC, HNSCC,

Adrenocortical
carcinoma(ACC)
mesothelioma, RCC,|*
ucC

(n=1437)

W7o, A=A,
=d, U,
Z=, 3=, o,
=, 9=, vlT

hyA

O~

—

£
=
=
=
K3

*cut-off: 2015.11.20.

*opalzat 10 mg/mL (Process A),
20 mg/mL (Process B)

>%7]
opalZt 1, 3, 10, 20 mgkg q2w

i |
ol 25 10 mg/kg q2w
(iv infusion, 1hr)

Soi7|zk Aol
b e %@
2 Yoz

A7A

SLER
saqe) @
A3t

w
=

3k @7t

2=.
T

-Zold A

3 gt of) A

MTD

-3 E

E

BOR

o

A

=371

<HFEAD

-PR: 3.8%(2/539), SD: 60.4%(32/539),
PD: 22.6%(12/53%)

<FFE

-TMDD o432

-10mg/kgel A t1/2&=

-82Z3 ADA 34 9l

QHAAD>

-MTD v|=4%. 20mg/kge] 194olA 2 DLT B
1(B%53  CPK, autoimmune disorden).
10mg/kg7}A| &l DLT m]&Adste] &
A7) gz A

Q_}: 401
=

g7
<FrEAD

CHE
-ADA: 3.6%.

o] 4] IRR¢] ©
AR
-8 AE: ¥=2, o4,

e, Asa

il RR, A4, 48

2. [EMR100070-002] A Phase I Trial to Investigate the Tolerability, Safety, Pharmacokinetics, Biological and
Clinical Activity of Avelumab(MSB0010718C) in Japanese Subjects With Metastatic or Locally Advanced Solid
Tumors, With expansion part in Asian Subjects With Gastric Cancer (interim report)

1%

%7
(n=17)
A7
%)
(n=34)

A

GC/GEJ(@E=k

Qg

*cut-off: 2015.11.20.

%71
opdl 24t 3, 10, 20 mg/kg q2w

g7
ob'l 2% 10 mg/kg q2w

i P S L R R
U F8ekA Xg 549 2
A EE "2EVIE GAs

A7

SEEE
W
R
Aol 3
8 o ofl A
MTD

HFrEAD

-S4 84 2de vAE

<FEE

-3~20mg/kgell Aol A Cmax, AUCE &3F-1]¢
zog =7hgh 7417] t1/2+= 3.9~5.1¢.
q2wrltth RHEES & mildst &3

-ADA: 5.9%

AR

-10mg/kge kAt WA A
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3. [EMR100070-003] wl 2A A2t S5 tid o g 3 opdl F9(MSB0010718C)9] /34 &
71 1% A2, 4, B8 AP Part A interim) (pivotal)

12 g ays
Ag Hold wW=
AMEYE B}

(n=88)

cut-off: 2018.09.14.

*olwl 21k 10mg/kg, Q2W

*2oiy)zk Aol RyEA
U 58elx 28 540 @

A7

22k B7h
i
ORR(ERC
%7

8 o
B 7k 5
DOR, PFS,
0S

<FrEA

:|~ORR: 33.0%(29/888)
*=26/88% o= 7Pt 7]
-DOR: Z<43+ 40.571€(18.0, NE)

-PFS: 44k 2.71€(1.4, 6.9

-0S: 44k 12.6714(7.5, 17.1)
Qbd78>

-AE: 97.7%

-ADR: 77.3%

-2 ADR: ¥, [RR, 24,
W3, A E47E, W)

CRNR AT

)

4. [EMR100070-003] v 20 A gt -8 thao2 & ol £RHMSBO0I07TISC)S] 42 24 % bade 2Ael
71 1% A2, 34, &7 A @ (Part B interim)
o] Ao X mubx] *olw 2Rt 10mg/kg, Q2W [ HIHHEAD
o Hold w2 W % :|-DRR: 30.8%(22.3, 39.2)
Z4 3= *2ol7]17k Ao] 23 = A |DRR(A £|-ORR: 39.7%(30.7, 49.2)
(n=116) U F83kA 28 549 @rbs wH-DOR: 4%k 15.271€(10.2, NE)
A 77} A] < -PFS: 43k 4171404, 6.1)
cut-off: 2018.09.14. -0S: =% v =215, NE)
24} F2 o)a
3 71 KA A
O R R ,|-AE: 97.4%
DOR, PFS,|-ADR: 71.8%
OS
5. [100070-Obs001] &+3lst ey & xolA w2ANEZL Bl X5 Ay F7tE 9% FF3 47 A+
Part A(US): Part A: ©WoAHA 3z 2L FIHKFEAED
-2L+ 3&tstel g ¥ S |qualified SHAFoll A o] Hel 7} M4 ORR Part A(US) Part B(EU)
BHe= mMCC 341" &3] A8E FE2 EX 2L+ N=14 N=29
(n=20. °] =, A9 A (42.9% 2 35.0%) L ¥|AxEA ORR 28.6% 10.3%
7 149), A"+ Aro] ZE X 2~ 3Himmunoco 1770 1971
-IL A3 |rE + 5AFHL (28.6% 3 mpetent DOR (0.5, 3.0) (13, 2.1)
Hk= mMCC  #-7}25.0%) patientsell ) 2270 3071
(n=67. o] %, W A wzp | median PFS |45 35 25, 3.2)
4 51%) Part B: W44 #x d . 4371€ 5370
- qualified &=pollA o] Ml 7} median OS | 57 62) 4.3, 6.0)
Part B(EU): 7 3] ASE ofEe TR ol 26.8% 27.5%
2L+ FtEsta M S| ZEtEl + EZAE (27.6% 67H& OS 73 515) | (130, 442)
= mMCC 32" 265%) H XF 54HF
= o] =& MW A|(B|A 00‘3—1 4%
@34, ol & 99 AP 241% 3 2949 1L: Part A(US) only(N=51)
2 299)
-ORR: 29.4%(17.5, 43.8)
-DOR: 6.770€(1.2, 10.5)
-mPFS: 4.671€(2.8, 7.7)
-mOS: 10.57§1<€(7.2, 15.2)
6.3.1. A A&A & (Pivotal studies)
e EMR100070-003; (Part A)
| R MEANNZY B34S YFoE 3 opAFH(MSB00107180)e] UAE B4 2 AL
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zAbe7] 9% A24

70, 71 AlgPart A interim)

Phase 1I

| Study code.

| EMR100070-003

B st AAEAE [ 253 A

O =7 (&

g TOC A=)

o

I

Publications : &3] A vol:#o]#], W% (ISSN : ), SCI T} &
AFLAMA = |Howard L. Kaufman

3F, TP =Y, o" 2014.7.3.~2016.3.3.(cutoff:
e [doh 2l s9is, vl 20180014)

EIRCE report date: 2019.1.24.

* 367§ 8 F3#E report

Uzt 54
12 aetslst ey Ayl & HolAd w =AM EF(metastatic Merkel Cell Carcinoma)
Sapol Al =HA AEY ZAF RECIST 1.1o] w& A#A ®¥-2E(ORR, Objective

Response Rate)ell 2j& 24 =
o|a HA:

- RECIST 1.1.¢ ¢J% DOR(Duration of Response, ¥F$ A &7]17HS H7}

- RECIST 1.1.9 ¢J& PFS(Progression-Free Survival, 213 &) A7+ #H7}
- MCC Aol A opl FREe] Qb Za2udS H7t

- OS(Overall Survival, A &) A7+ H7}

ool A4 4 B}

ABAR AR F 603 12709 Aol A RECIST Lle] o3 w-s3el 8 7}
LA AE £ o) MCC A48 toE @ obBTHe popPKE 543

cop T e AU w20 ARYLS B

-1z} sletslsl e HES Audl HolAd W =AMEY sz}

ok

o,
L HUEE

N

2 8 &

4 Ao

~88v

A% A A 2 (o]l )
oba g} 10mgikg, 259l 18] & ARt ol WA

A% he
ol MCC 848 W30 oflewte] Rad? AL B/ AT A4 %,
4o, R, B R, 3, A2y APOow, 2 Rros MAHU [Part Al
NFUAAE Aol MCC AwE 98 A4 12 Fesstane B o] glojof
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Table 8 Subject Disposition and Primary Reason for Discontinuation From the
Study (Screening Analysis Set)

Avelumab
Dispasition N %)
Number of screensd subjects 125
Subjects discontinued prior to the first study treatment? ar
Subject did not meet all efigibiiity criteria 28
‘Withdrew informed consent 2
Adverse event 1
Cieath 1
Other =
Number of subjects recesived at least 1 dose of study treatment BE {100.0)
Treatment ongoing 28 {29.5)
OHf treatment 62 (T0.5)
Reason for discontinuation of treatment® B2 (TO.5)
Adverse event 2102.3)
Lost to follow-up 1{1.1)
Protocol non-compliance 111}
Cieath 7 (8.0}
Diseasa progression 44 (50.0)
Withdrew consent 4 (4.8)
Other 3 (34)
Subjects discontinued treatment but are still in follow-up 15 {17.0)
Subjects discontinued the study after receiving at least 1 dose of study traatment® AT (53.4)
Swdy reached predefined end o
Lost to follow-up 1 {11}
Death 30 (44.3}
Withdrew consent T (8.0}
Other o

Source: Table 15.1.1.1.

-ITT B TolA AdddAr 88 F FAd2 79.3%, 942 26.1%At. 98 Fda2
72.5M Ao, 75.0%% 654 ool At Al@ i dAte] df F2 W1(92.0%)°] A th.
A @A 881 RF(100%) A el Al el ol Mlo] Ut A Hold A&
A o]F Fdak AL 10471 oA AlE Fo] oA miAE HE HPHEH F
Far A L3Nt BE A@WEATE HAa 13z Hold Ao tigh
Gt oFE NEE WUTH 64.8%= 13 A F¢ ARE RuHUL, 30.7%= 23] AL

3.4%= 33 2}, 1.1%7} 43] = o] o= wiottty KB s ¢t).

2. &3 A
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Efficacy Parameter {ITT analysis set)

Avelumab
N=88 (100%)

Prmary Endpoint

Best Overall Response
Complete response
Partial response
Stable disease
Mon-complete response f non-progressive disease
Progressive disease
Not evaluable®
Objective response rate (CR + PR) %, (95.9% CIb)

Secondary Endpoints
Duration of objective response (CR or PR)
Median, months (range)
Proportion of responses with duration of = 6 months, % (95% CI)F
Proportion of responses with duration of 212 months, % (95% CIf
& month durable response rate, % (95% CIj®

Response status (CR or PR)
Proportion of subjects with objective response at & months, % (95% CIP
Proportion of subjects with objective response at 12 months, % (35% CIp

Progression-free survival
Median, months (95% CI)
6-month progression-free rate, % (95% CI)®
12-month progression-free rate, % (35% CI)°

Overall survival
Median, months (95% CI)
6-month survival rate, % (95% CIl)°
12-month survival rate, % (95% CI)¢

8(9.1)
20(227)

9(102)

1{1.1)

32 (36.4)

18 (20.5)

31.8% (219, 43.1)

NR (2.8, 17.5)
92 (70, 98)
74 (47, 89)
29.1(19.5, 38.8)

30.7 (213, 414)
20.7 (8.0, 39.7)

27(14,6.9)
40 (29, 50)
30 (19, 41)

113 (75, 14.0)
69 (58, 78)
48 (35, 60)

D A= FEAH F7HHS

42k E42 HL 139 AFAE TS A vpA T AFUEAe] AIFA R A
olF Hz 6/Mde FHEAE T AJUEA 8% EFE EFetal k. 889 9
A3 5 g9 CRE Yebd 8%09.1%), <19 PRE vERd 20W(22.7%), 2
#H o2 ORR 31.8%(95.9% Cl tha4d EA: 21.9, 43.1%). 28] F0d Hk-gEL2,
267 o]/o] whgold Q- FAA o FIAFoEM AFIHEQA 20% ©lste] ORRE
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Figure 2 Objective Response Rate by Subgroup — Intent-to-Treat Analysis Set

ORR
Subgroups n ORR and 85% Cl (&) n(%)  85% Cl{a)
ITT Population 88 e 28 (31.8)( 223, 428)
Site of Primary Tumar
Skin &7 —T— 23(343)1 232 46%)
Non-skin 14 4{286) ( 84, 581)
NA T 1(14.3) { 04, 57.9)
Number of Prior Systemic Therapy
=1 52 e 21 (404) 1 27.0, 54.9)
»=2 36 —e 7(19.4) { 82 30
MNumber of Prior Systemic Therapy
for Metastatic Disease
=1 57 p——— 22 (388)i 260, 524)
>=2 N —e—1 B(19.4) { 75 375
T T T T T
0 10 20 30 40 &0 100
ORR
Subgroups n ORR and 95% Cl (a) n(%)  95% Cl{a)
| | 1
Time from initial diagnosis to
study entry
==1 year 14 6(31.6) ( 12.6, 56.6)
= { yearand <= 2 years 32 e — 9(28.1) ( 13.7, 46.7)
= 2 years kT T 13(351) ( 20.2, 52.5)
Baseline ECOGPS
=0 44 F—— 17 (34.7) (| 21.7, 4986)
=1 34 S 11(28.2) | 15.0, 449)
Dizease Burden at Baseline SLD
<=1 21 9{429) ( 21.8, 66.0)
=01 and == Median 18 7(38.9) (173, 643)
= Median and <= Q3 19 7(36.8) ( 16.3, 61.6)
= Q3 19— 3(158) ( 34, 39.6)
NA 1 | 2(18.2) ( 2.3, 51.8)
T T T
0 o 40 50 100
ORR
Subgroups m ORR and 85% Cl {a) n{%)  85%Cl{a)
| 1 |
PD-L1 Expression at Cut-off of 1%
Positive 58 e 20(34.5)( 225, 48.1)
Negative 16 { 3(188) ( 4.0, 4586)
Not Evaluable 14 5(357) { 128, 84.9)
PD-L1 Expression at Cut-off of 5%
Positive 19 : 10 (526)( 289, 7586)
Negative 55 e 13(238)( 132 37.0)
Mot Evaluable 14 5{357) ( 128, B49)
IHC-MCV Status
Positive 46 e 12(26.1){ 14.3, 41.1)
Negative | T 11(35.5)( 19.2, 54.6)
NA 1 5(455) { 167, 76.6)
T T T T
0 200 30 40 &0 400




ORR

Subgroups n ORR and 55% Cl (a) ni%)  95% Cl(a)
| | | | 1 | | 1
Age Group
=65 2 I { 7T(318) (139, 549
==£5 56 e 21(31.8) ( 209, 444)
Visceral Metastases at Baseline
Present 47 | 16 (34.0) ( 209, 49.3)
Absent 41 e 12({29.3) ( 161, 45.5)
Combination of MCV and PD-L1
Status at Baseline
PD-L1+MCV+ 36 e 11{30.6) ( 16.3, 48.1)
PD-L1+MCV- 19 f £ i T(368) (163, 6186)
PD-L1-MCV+ 9 | 1(11.1) { 0.3, 482)
PD-L1-MCV- 7|1 { 2(288) ( 37, M.0)
MNA 17 } { Ti41.2) (184, 67.1)
T T T T T T T T
1] 10 20 30 40 50 60 7O 80 S0 100
ORR
Subgroups n ORR and 95% Cl (a) n(%)  95% Cl(a)
1 | | | | | | 1
Sex
IViale: 65 | a— 29 (323)1 21.2, 451)
Female 23 } | T(304) i 132 529)
Pocled Region
North America 51 B 17(333)0 208, 479)
Europe 29 e T(241) | 103, 435)
Rest of the World 5 | | 4(500) ( 157, 843)
Lyrmph Node Disease Only at
Basaline
Yes 19 } | T(368) [ 163, 618
No it} f—s— 21(304)( 199, 427)
T T T T T T T T T
0 40 20 3 40 50 &0 70 80 90 00

2 oz fra4d HrAET

-Duration of response(CR or PR)

ofdll £tof] Tk WFSELS A &HF oA WS- 82.1%(23/28)7F A=k H 7} cut-off Al
HolA A& FolAHFTIHS =2 53 [95% CL 8.371€Y, FHE7H, "= 2.8+
Mol A 17.5+71¥). Kaplan-Meier FH X0 ola) FHA HA 67/1€ A&EH W89
H] &2 92%(95% CI: 70, 98)5 YElT)

-670 2 durable response rate

Durable response®t 67]€ ©]’ A& E+= objective response(CR E+= PR)Z A 2| FH
W, F 1998(21.6%; 95% CI: 13.5, 31.6)°] data cutoff A|Z el durable responseE X %1
o} AgE follow-up timeoll 2¢J3] &=+ censoringdll W& biassE FA3st7] 93,
DRR-& post-hoc &43t ot &4 A3 4 DRR2 ITT T4 29.1%(95% CI: 19.5,
38.8)Att.

-PES

KM 34 PFS F4at2 2.7701€495% CI: 1.4, 6.9 012, 6714
= 242 40%095% CIL: 29, 50), 30%(95% CI: 19, 4Do]| Aot
36714 flu)

2 12789 4 PFS
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Table 2 Progression-free Survival According to Independent Endpoint Review
Commirttee Assessment, Part A Inteni-to-Treat Analvsis Set, Minimum
36 Months Follow-up

Avelumab
(N = BEB)
Number of subjects without an event (censored). n (%) 28 (31.8)
Number of subjects with an event, n [%) 80 {88.2)
Frogressive diseass B2 [(58.1)
Cieath B(9.1)
PFS time {months)?
Median (85% Cl) 27 (1.4, 8.8)
Minimum, maximum 0.03, 456 +
PFS rates, (%) (95% CI)°
3 months 42 (31.53)
B8 months 40 (28, 50)
12 months 28 (19, 38)
18 months 28 (19, 38)
24 months 268 (17, 38)
38 months 21 {12, 32)
-0S
6719 AEE2 69%95% CI: 58, 78)°]ar, OS Tk 11.371-495% Cl: 7.5, 14.0)0]

QY. 1H Y datas FE3] mature Q;{‘l 9%—9}]:1—/]_.
(3670< f/u)

Table 3 Overall Survival, Part A Intent-to-Treat Amnalvsis Set, Minimum
36 Monrhs Follow-up

Avelumab
(N = B8)

Number of subjects without an event (censcred). n (%) 3k {34.1)
MNumber of subjects with an event (death), n (%] 58 {85.8)
Crwerall survival time (months @

Median (85% CI) 128 (7.5, 17.1}

Minimum, maximum 0.4, 478+
Survival rates, % (25% CIJ

32 months 87 (78. B3)

& manths 70 ¢58, 78)

12 menths 50 (38, 80)

18 months 38428, 48)

24 months 38 (28, 48)

38 months 32 (23.42)

3. AH¥A A

GHAY Z=29U>

D Lt o] 3wk

-Z‘iol*é MCC7F = o] AdhdAtol A opfg Ames A= st Wef
dol et Asdd AYS B AFddAE /o A5 B4 SAEsE 5
B G.7% tell RiHAL 35H oo TEAEs= 4% (4.5%)°l tis Ri= A
A5dd 459 TEAEE Eadk Alddidais fldoh 2% 2.3%%Rke]l 17 o] d9
TEAE=Z Qs A2E FDeAT (olv]=olas F7t A=)
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Avelumab

N=88
Number of Subjects with any: n (%)
TEAE® 861(97.7)
Related TEAEP 62 (70.5)
Serious TEAE 36 (40.9)
Related serious TEAE 5 (5.7)
TEAE, Grade = 3 54/(61.4)
Related TEAE, Grade = 3% 4 (4.5)
TEAE leading to death 8 (9.1)
Related TEAE leading to death D
TEAE leading to parmanent treatment discontinuation 2(2.3)
Related TEAE leading to treatment discontinuation 1(1.1)
Treatment-emergent irAE? 14 (15.9)
Related treatment-emergent irAEd 11(12.5)
Treatment-emergent IRRY 19 (21.6)
Related treatment-emergent IRR? 19 (21.6)

(36749 f/u)

Table 5 Overview of Treatment-Emergent Adverse Events, Part A Safety

Analysis Sef, Minimum 36 Months Follow-up

Avelumab
N =88

NHumber of Subjects with any: n (%]
TEAE® BE (97.7)
Related TEAE"® 68 {77.3)
Serious TEAE 48 {54.5)
Related serious TEAE @(ti0.2)
TEAE, Grade = 3 B85 (73.8)
Related TEAE, Grade 2 3 1oi11.4)
TEAE leading to death 13 (14.8)
Related TEAE leading to death o
TEAE leading to permanent treatment discontinuation T0{11.4)
Related TEAE leading to permanent treatment discontinuation B(B.1)
Treatment-emergent in&E® 18 (21:6)
Related treatment-emengent itdE" 6 (182
Treatment-=emargent IRRA 18 (21.8)
Related reatment-emergent IRRA 18 (21.8)

-AE: AA Aoz, AFFA 15.0% ool RI® TEAEE 3 £(33%, 37.5%), A4
(207, 22.78%), ©A1(18%, 20.5%), 2872179, 19.3%), T2EE(16W, 18.2%), W)
o} 713(z 159, 17.0%), B4 514, 15.9%)°] k.

-ADR: A @Al 5.0% oldollA Bid AFtEdAd TEAE= A =EQ19, 23.9%), F
AAA w3139, 14.8%), A7 HAKZ 84, 9.1%), F=HI(7TH, 8.0%), 36,
6.8%), 21 &2+ ¥ 511 (2 59, 5.7%)°1 .

-SAE: A @tdAre] = 2.5% tis Bad fd3 SAEse A& 2 AWy (A4
4.5%) B RWIE @B5%eIith T, AWK o9, otd A= WY 5 ABE
Aego] zpzk 17 (L1%)°] thsl Hu= ol frejsfiop ot dAz o=, 57 (

o] N@Atel ola) APA g} FHol e o= HriH SAE 67/1E AP Ao
TR
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A Z 439(48.9%)7F AFEEtg oM, 129(13.6%) = vhA e Fof 3 30Y o]y, 5
HG.7%= A AR Ed T 609 oyl AMEEATE 408e Ay JgPo =z X
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o AAE ABAN Aol ATk Beio) S A0 WLE 25T Au 1Y
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12 gdsiste ] A & ol W 2AAM X LF(metastatic Merkel Cell Carcinoma)
gl EBZF HES LAS RECIST 1.1 wE A#A Hk-3-E(ORR, Objective
Response Rate)oll ofsl A4 € op@Fye] /g2 &4 H7t

o|z £4:

- RECIST 1.1.¢] ¢J3F DOR(Duration of Response, W3 A <47]7HS 37}

- RECIST 1.1.¢l &%+ PFS(Progression-Free Survival, F-z13) &) Azt H7}

- MCC Aol 4] opll £7te] Qb 2 23td-S 7t

- OS(Overall Survival, A &) A< HF7}
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A= H}-Hl A] © (o] ¥l =1}

:lé HrerE P 10mghkg, 259 18] & AT o4 AWFA
o2& | AEFH N
-deold MCC #AE dido=w opdewte faAdy kdAS Hristr] 9% 1
T, N, bg=3, @ FBoA, 3, A2 AP R, 2 FEoE AU [Part
A (Al Aldd A= "ol MCC A8 H%H Ha 12 FEs ey s B2 o] 9o
oF 3tH, 7} H ddsstay] Fo & Ak o] glojorgt s}, [Part Bl Al
A Aol A A4 X5 AFF o] glofopyt sioh
oy obwl =1k 10mg/kg, 250l 18] 3 A|ZH50~80%) AW A}
o ;“ obfl Zxt Fof o 30-60% 7 &38| 2~EtwlAlF A EFE(okH Eobr] ) M3 %]
(;r&] OE}) A 57|17k A@A ojdolA A A 28 olF A5E XSt FUd A4H
T o) g wax
- AR o F == MCC
a. THHNENA Ao]lEAZE 20(== FHAFo] EA 2kl [Pancytokeratin]l, AE1/AE3,
Cam52 59 & AAF Alo|EAgd Wd; A9 APA 7)o dAzA s
st Ao oF Awe] HHe o 7FQ
b. Mol AZS 71zl ANFAL AL =e HA BrHse vldold MCC gx
= A9, Part Boll= S5 A M1 status7} &g = ojoF g+
AE c. AN@daE ol MCColl tisl] old H4l W& WA gFtojok & whek
& 7ol 87 AF AF A HA oMY A 2A8gHE Bxe¥(o clinically
detectable disease; no metastatic disease)>.Z 2] o] 43t L7}
T8 s
AA71% |- 1 Priority: A recently obtained formalin-fixed, paraffin-embedded (FFPE) block
containing tumor tissue (preferably within 6 months)
2) Priority: If the tumor containing FFPE tissue block cannot be provided in total,
sections from this block should be provided that are freshly cut (within 1
week). Preferably, 25 slides should be provided; if not possible, a minimum of
10 slides in consultation with the Medical Monitor is required
. /\]2‘74 o] A& A 0 == 19 ECOG PS
= olate] =A 7|y 4H
-é_l%a RECIST 1.1e o3 Hol= 1749 dardd oz Z4 7hHedt Buo] S4 5
Ao opat Foh(I] - W 9.
- anti-PD-1, anti-PD-L1, or anticytotoxic T-lymphocyte antigen-4 (CTLA-4) antibody
T2 . . . . o
ST 722 T-cell coregulatory proteins (immune checkpoints)E& targeting 3=
antibody/drug®] oA A=
A fEA b 6AY ol ALHE APH (R == PROE Ho5E
PR durable response(RECIST 1.1¢l ©]af &<l, =% 71HFA AR 93](ERC, Independent
71 2= Endpoint Review Committeedl 23l A=)
w7} o2 %7tH<: ORR, DOR, PFS, 0S ¥ w-& &d &
4T [ s - .
w72 ol durs, &9AF, ECG, AF, 234 AHAA +A4
Ok &)
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H7tH
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The planned total sample size for Part B is 112 subjects for addressing the primary
objective, relevant subgroup analyses, consistency, and further safety assessments.
Assuming a true DRR of 45%, the probability to observe lower bound of the exact
95% confidence interval (CD above 20% would be > 99% and above 30% would be
90%.

A historical reference for the DRR under first-line chemotherapy is based on P.
Nghiem (personal communication), and Iyer 2016, which showed 11 of 62 patients
meeting the definition of 6 months durable response, i.e. a DRR of 17.7% (95% CI:
9.2, 29.5). Part B of the study aims to estimate the DRR with a sufficient level of
precision. For example, with 112 subjects, an observed DRR of 28.6% would lead to
an exact (Clopper-Pearson) 95% CI of (20.4%; 37.9%), which would exclude the
observed DRR in Iyer et al, an observed DRR of 40.2% would lead to a 95% CI of
(31.0%; 49.9%), which would exclude the upper bound of the 95% CI of Iyer et al,
and an observed DRR of 44.6% would lead to an exact 95% CI of (35.2%; 54.3%).

524
= The two-sided 95% Clopper-Pearson confidence intervals(Cls) for different observed

values for the DRR are provided in Table 1.

Table 1 Confidence Intervals for Different Durable Response Rates
WY DRR (%) n LBCI (%) UBCI (%)
112 28.6 32 20.4 37.9
112 402 45 31.0 499
112 446 50 352 543

N. n=number of subjects: DRE = durable response rate: LBCT = lower boundary of the confidence interval; UBCI =

upper boundary of the confidence interval

EARAD

The following analyses will be performed during Part B of this trial:

e Interim analysis: will be performed 3 months after start of study treatment of the
25th subject.

e Primary analysis: will be performed 15 months after the start of study treatment
of the last subject. All subjects enrolled in the trial who received at least 1 dose
of study treatment will be included in the primary analysis.

25
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Table 1 Best Overall Response According to Independent Endpoint Review
Committee Assessment, Full Analysis Set

Avelumab Avelumab
z6-month follow-up z13-week follow-up
N=14 (100%) N=29 (100%)
Best Overall Response, n (%)
Complete response 4 (28.6) 4(13.8)
Partial response 6(42.9) 14 (48.3)
Stable disease 1(7.1) 3(10.3)
Progressive disease 2(14.3) T{24.1)
Mot evaluables 1(7.1) 1( 34)
Objective Response Rate
Response rate (CR + PR), n (%) 10 (71.4) 18/(62.1)
95% Cl 419,916 423,793
Source: Table 15.2.1.1.1a, Table 15.2.1.1.1b.
-Duration of response(DOR)
Table 2 Duration of Response According to Independent Endpoint Review
Committee Assessment, Full Analysis Set with Minimum 13-week
Follow-up
Avelumab
N=18 (100%)
Number of subjects without an event, n (%) 15 (83.3)
Number of subjects with an event, n (%) 3(16.7)
Progressive disease 2(11.1)
Death 1( 58)
Duration of response (months)?
Median (95% CI) NE (4.0, NE)
Minimum, maximum 12 83+
Proportion of duration of response. % (95% CI)®
3 months 93 (61, 99)
& months 83 (46, 96)

Source: Table 15.2.2.1b.

e WhEe 27l dolwtom, 16/18 responses7t A WA tumor assessmentol]
HuE, 14 o] cut-off dateo] A<= Ut

74 flw
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H 2 Summary of BOR, ORR, DRR and DOR According to Independent Endpoint Review

Committee Assessment, Full Analysis Set, Part B, Minimum 7-month

Follow-up

Data cut-off dates: 14 September 2018
Avelumab (1L)
N =116
Best Overall Response, n (%)
Complete response 16 (13.8)
Partial response 30{25.9)
Stable disease 12(10.3)
Mon-complete response/non-progressive disease 1(0.9)
Progressive disease 48 (41.4)
Mon evaluahle 8 (7.8)
Objective Response Rate
Response rate (CR+PR) n, (%) 46 (39.7)
{85% Confidence Interval (CN) (30.7,49.2)
6-month DRR, % 30.8%
{95% CIP (22.3,39.2)
Subjects with Response MN=4B
Mumber of subjects without an event, n (%) 28 (60.9)
Mumber of subjects with an event, n (%) 18 (39.1)
Progressive disease 17 (37.0)
Death 1(2.2)

Duration of Response (DOR) (monthg)®
Median (95% C0)

15.2 (10.2, NE)

M inimurm, maximum 1.2, 22:1
Proportion of DOR, % (95% CI)®
3 manths 89 (75, 95)
B months 78 (B2, 87)
9 months T0 ({53, 81)
12 months B0 (40, 74)
-PFS: median PFS+ 9.17§ €] ™, not mature
Table 3 Progression-Free Survival According te Independent Endpoint Review
Committee Assessment, Full Analysis Set
Avelumab
N=39 {100%)
Number of subjects without event (censored), n (%) 24 (61.5)
Number of subjects with an event, n (%) 15 (38.5)
Progressive disease, n (%) 12 (30.8)
Death, n (%) 377
Progression-free survival time® (months)
Median (95% CI) 91 (1.9, NE)
Minimum, maximum 0.03, 11.0
Progression-free survival rates, % (95% CI)?
3 months 67 (48, 80)
& months 52 (31, 69)

Source: Table 15.2.3.1.

7€ flw
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Table 4 Progression-Free Survival According to Independent Endpoint Review
Commitree Assessment. Part B Full Analysis Set, Minimum 7 Months

Follow-up
Avelumab
(M =118)
Number of subjects without event (camsorad), m (%) 35 {30.2)
Number of subjects with an event, n (%) 81 (88.8)
Frogressive disease, n (%) 73 {g2.9)
Death, m (%] B (8.8}
PFS time? {months)
Median (5% Ci) 4.1 (1.4,8:1)
Minimum, maximum 003,235+
PFS rates, (%) [95% CI)°
3 months 5142, 60)
& months 41 {32, 50)
12 months 29 (21, 38)
-0S: A3} mAA
T4 flw
Tahle 5 Overall Survival, Part B Full Analysis Set, Minimum 7 Months
Follow-up
Avelumab
(N =118)
Number of subjects without an event (censored), n (%) g4 (58.6)
Number of subjects with an event (death), n (%] 48 (41.4)
Owerall survival time (months)?
Median [85% CI) not estimable (11.5, not estimable)
Minimum, maximum 0.5 288
Survival rates, % (85% CIF°
3 months 87 (78, 82)
8 maonths TH (68, 82)
12 months 58 {48, 68)
18 months 54 (43, 64)
24 months 51 (38, 862)
3. %4AA A%
Table 4 Overview of Treatment-Emergent Adverse Events, Full Analysis Set
Avelumab
N=39 (100%0)
Number of Subjects with any: n (%)
TEAE®? 38(974)
Related TEAE® 28(71.8)
Serious TEAE 12 (30.8)
Related serious TEAE 4(10.3)
TEAE, Grade =3 17 (43.6)
Related TEAE. Grade =3¢ 8(20.5)
TEAE leading to death 2(5.1)
Related TEAE leading to death 0
TEAE leading to permanent treatment discontinuation 8(20.5)
Related TEAE leading to treatment discontinuation 6(154)
Treatment-emergent irAES 6(15.4)
Related treatment-emergent irAE? 3(7.7)
Treatment-emergent IRR® 10(25.6)
Related treatment-emergent IRR* £ 9(23.1)

Source: Table 15.3.1.1.
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Table 7
Analysis Set Minimum 7 Months Follow-up,

Overview of Trearment-Emergent Adverse Events, Part B Safety

Avelumah

N =118}
Number of Subjects with: o (%)
Any TEAE 115 (59.1)
Any trial drug-related TEAE 82 (79.3)
Any zerious TEAE 55 (47.4)
Any mal drog-related senous TEAE 16 (13.8)
Any Grade = 3 TEAE 64 (55.2)
Any mal drug related Grade =3 TEAE 20(17.2)
Any TEAE leading fo death 15(12.9%
Any mal dmug-related TEAE leading to death [¥]
Anw TEAE leading to permanent treatment disconfinuahon 28(24.1)
Anyv mal drag-related TEAE leading to treztment dizcontinuation 15¢{12.9)
Any treatment-emergent wAE 3384
Any mal drug-related treatment-emergent wAE 29 (25.0)
Any freatment-emergent [RF 33284
Anyv mnal drug-related treatment-emergent [RF 30 (23.9)

Part Bo] 7] SA+= 1A Sfo A9 =2 w347 HES-9] A &AM Uish 27 &
AE AFTHEHL o) RS 93%)
e W pe olkse] WA BIH o[4S S ofE el A iy TEudw
T SEER=8
A3z o 2 EMR100070-003 Part Be] o] 3+ By AdE= opll gt 27] X 8¢ &
S HEol E YA oH F71E ILAIY
9} J ARsA-ls oo zo]A] ZANES 32 AP LEALL T 4
AEo)z [E2H] 01101_] ] A @2 FolAd wWEAA g9 dtHdFEA & &
AE AN EAR
6.3.2 B34 44 @ (Non-pivotal studies)
o A Q&
6.3.3. FFEA AFo U3 gk g A&
[Study EMR100070-003 Part Al
o 940 A7 EMRI00070-003 Part A 13} BAEAL A4 2HADAA 244 272 A0,

=
- opE Rt 92 ORR ZA4 9 CIZREH 20%9 A AR
sequential testing: 21.9, 43.1)¢] ORRS LU},

skgto] A|¢jd 31.8% (95.

o

- bRl i W3S Aa 127099 FABI BANA ofF £
180709, 57 B7hel <Jsh YZH uhsh 2ol A%

nfojo] WS ARgSte whE AHARNS E4F A3, whgolA 671E A
FAHAS. 670E A& w3ES 30.6% (95% Cl: 20.9, 40.9)
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Table 4

Efficacy Results (Study EMR100070-003 Part A)

Efficacy Endpoints

Avelumab

6-month minimum
follow-up analysis

N=88 (100%)

Avelumab
12-month minimum
follow-up analysis

N=88 (100%)

Confirmed Best Overall Response (BOR), n (%)

Complete Response (CR) 8(9.1) 10(11.4)
Partial Response (PR) 20 (22.7) 19 ( 21.6)
Objective Response Rate (ORR)
Response Rate, CR+FPR, n (%) 28 (31.8) 29 (33.0)
(95% CI) (21.9,43.1)° (23.3. 43.8)

Durable Response Rate (DRR).? %
6 months, % (95% CI)

28:1(19.5, 38.8)

30.6 (209, 40.3)

Duration of Response (DOR)®

Median (months) (95% CI) NE (8.3, -) NE (18.0, -)
Min, max 28, 17.5+ 28,233+
6-month rate by KM, % (95% CI)=° 92 (70, 98) 93 (74, 98)
12-month rate by KM, % (95% CI)=¢ 74 (47, B3) 74 (53, 87)
Progression Free Survival (PFS)®
Median (months) 95% Cl 27(14,69) 27(14,69)
Min, max 0.03, 18.8 0.03,24.5
6-month PFS rate by KM, % (95% CI) 40 (29, 50) 40 (29, 50)
12-month PFS rate by KM, % (95% CI) 30 (19, 41) 30 (21, 41)
15-month PFS rate by KM, % (95% CI) Mot determined 30 (21, 41)
Overall Survival (OS)®
Median (months) 95% CI 113 (7.5, 14.0) 129/(7.5, NE)
Min, max 04,188 04,247
6-month OS rate by KM, % (95% CI) 69 (58, 78) 70 (59, 78)
12-month OS rate by KM, % (95% CI) 48 (35, 60) 52 (41, 62)
15-month OS rate by KM, % (95% CI) MNot determined 44 (32, 54)

Module 2.7.3 Table 12, Table 13, Table 15, and Table 17.

Cl: confidence interval; CR: complete response; KM = Kaplan-Meier; NE: Not estimable; N/n: number of subjects;
PR: partial response.

& For 6-months minimum follow-up analysis, this is the 95.9% Cl accounting for group sequential testing at interim
and primary analysis.

® Post-hoc analysis based on the ORR and the KM estimate for 6-month duration of response. The denominator is
the number of subjects in the total population.

¢ Based on Kaplan-Meier estimates.

4 The denominator is the number of subjects with a confirmed response of CR or PR according to IERC
assessment.

+ Denotes a censored value is provided (as response was ongoing).
o ddlo]E" AdolA, DOR, DRR, Z+ A% PFS rate, median OS, Z+ A% OS rate &5 7]& 3stay v
NdEE #lshitt median PFSE 712 stetayist frabsh, 228 HH of 6704 o] F K-M =49 ¢4
7F derd g g1g & 9o,

EMR100070-003 Part 100070-Obs001 100070-Obs001 lyer 2016
° Part A(US) 2L+ Part A(EU) 2L+ 2L+
efficacy parameter A(RL+) 367HE f/u
N=88 Immunocompetent | Immunocompetent | Immunocompetent
N=14 N=29 N=30
ORR, % 33.0 28.6 10.3 233
(95% Cl) (23.3, 43.8) (8.4, 58.1) (2.2, 27.4) (9.9, 42.3)
median DOR, month 40.5 1.7 19 33
(95% Cl) (18.0, NE) (0.5, 3.0 (1.3, 2.1) '
6-month DRR, % 30.6 0 0 6.7
(95% Cl) (21.0, 40.3) (0.0, 23.2) (0.0, 11.9) (0.8, 22.1)
median PFS, month 2.2 3.0 2.0
(95% CI) (1.2, 3.5) (2.5, 3.2) (1.3, 2.7)
3-month PFS rate, % 42 0 34 13
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(95% ClI) (31, 53) (0.3, 14.9) (4, 28))
6-month PFS rate, % 40 0 0 0
(95% Cl) (29, 50)

12-month PFS rate, % 29 0 0 0
(95% ClI) (19, 39)

18-month PFS rate, % 29 0 0 0
(95% ClI) (19, 39)

24-month PFS rate, % 26 0 0 0
(95% Cl) (16, 36)

36-month PFS rate, % 21 0 0 0
(95% ClI) (12 ,32)

median OS, month 12.6 43 5.3 5.7
(95% CI) (7.5, 17.1) (2.1, 6.2) (4.3, 6.0) (NA, NA)
6-month OS rate, % 70 26.8 27.5 NA
(95% Cl) (59, 78) (7.3, 51.5) (13.0, 44.2)

12-month OS rate, % 50

(95% Cl) (39, 60) 0 0 NA
18-month OS rate, % 39

(95% Cl) (29, 49) 0 0 NA
24-month OS rate, % 36

(95% Cl) (26, 46) 0 0 NA
36-month OS rate, % 32

(95% ClI) (23, 42) 0 0 NA
Figure 1 Kaplan-Meier Estimates for PFS in Pivotal Study EMR100070-003 Part A

(24-month Minimum Follow-up Analysis), Study 100070-Obs001
(Immunocompetent Subjects) and Iyer 2016 — All Second-line or Later
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Table 1: Summary of Clinical Efficacy Analysis Reported at all Interim Analyses - Study EMR100070-003 Part B
(avelumab first-line)

First Interim Secom‘i Interim Third Interim | Fourth  Interim
. Analysis . .
Analysis - protocol Analysis — | Analysis -
exploratory specified exploratory exploratory
(cutoff date: (?utoff date: (cutoff date: (cutoff date:
2016.12.30.) 5017.03.24. 2017.09.26.) 2018.09.14.)
Tota.l subjects enrolled and 29 39 74 116
received at least 1 dose
Minimum 13 week follow-up:
Total subjects 16 29 50
Reported ORR by | 62.5% 62.1% 50.0%
independent review | (95% CI: 354, | (95% Cl: 423, | (95% Cl: 355,
committee 84.8) 79.3) 64.5)
. CR n=4
BOR by independent |CR n =3 PR n =14 CR n=38
review committee PR n =10 PR n =17
Minimum 6-month follow-up:
Total subjects n/a 14 39 116
Reported ORR by 71.4% 51.3% 39.7%
independent review | n/a (41' 9. 91.6) (95% Cl: 3458, | 95% CI: 307,
committee R 67.6) 49.2)
BOR by independent n/a CRn =4 CR n=7 CR n =16
review committee PRn =26 PR n=13 PR n = 30
37.4% 30.8%
Durable Response Rate n/a n/a (95% Cl: 218, | (95% ClI: 223,
53.0) 39.2)
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o 1 A X7 WA 71&9 A A= (0bs100070-Obs001 1L, Iyer et al 2016)2} B3-S wi, op#l Fyto] A
HRSE(7 MY 33 @A 71F)S 39.7%(95% AT 30.749.2F sttt aiel HlE $Y EE FEag o
o, 6 /MY AL HEL 30.8% (95% AFHF7E: 223, 39.2) 2, 7|E gt ey tiul(15.7%95% CI 7.0-28.6,
obs part A 1L), 17.7%(95% CI 9.2, 29.5) €43 AAE &< & & Qv w24 xS 3jstard] wzs o
FolA R, 1 §EAEIIbe] A2 M nHstd AEHEE dd 834 Byt dAHeE 9 v e

A#E AFel £ F Ave HlA Part B AFelMe ALwkgEe] 1 Ayt Ag=0on, A4 6 7

= )
9 Wg 71Fe Hold WEAAEY BA g A% JI0e DHT o YYHoE Ul HPF AHoR
FHG, ol Mol mlEAAMEG i T AEo] 95 Lo, 4 7] FAoA gstertaHe gk W
o] A& 7hsdlA Fe Ao ATEE= AHQ T3 wksTIZe] 3-9 jYolets AE Hlg o St} st
stQHo AL 2 A o] A58 HU 1 A QYA d53 HhSES BT stEse oA A&t
e HHEEL ulg vton, TS Hole FAA AR BdE A& F JdUEE ALH] Id4Y fE
4g ANE g AR ABYS & 5 drk obATHY ALk W B UF A, AEHOR
N AAYEZZOE o]z
1 70- 1P
EMR100070-003 Part | |00070-Obs001 Part lyer 2016
° A(US) 1L
efficacy parameter B(1L) 770 f/u 1L Immunocompetent
Immunocompetent
N=116 N=48
N=51
ORR, % 39.7 294 58.3
(95% Cl) (30.7, 49.2) (17.5, 43.8) (43.2, 72.4)
median DOR, month 15.2 6.7 <3
(95% Cl) (10.2, NE) (1.2, 10.5) -
6-month DRR, % 30.8 15.7 177
(95% CI) (22.3, 39.2) (7.0, 28.6) (9.2, 29.5)
(based on 62 subjects)
median PFS, month 4.1 4.6 30
(95% ClI) (1.4, 6.1) (2.8, 7.7) —
3-month PFS rate, % 51 64.7 52.1
(95% Cl) (42, 60) (50.0,76.1) (37.2, 65.0)
6-month PFS rate, % 41 471 271
(95% Cl) (32, 50) (33.0, 59.9) (15.5, 40.0)
12-month PFS rate, % 29 2478 8.33
(95% CI) (21, 38) (13.8, 37.4) (2.7, 18.2)
18-month PFS rate, % 18 17.3 417
(95% Cl) 9, 30) (8.1,29.5) (0.77,12.57)
24-month PFS rate, %
(95% Cl) ND NA NA
36-month PFS rate, %
(95% Cl) ND NA NA
median OS, month Not mature 10.5 9.5
(95% CI) (7.2, 15.2) =
6-month OS rate, % 75 66.7 NA
(95% Cl) (66 ,82) (52.0, 77.8)
12-month OS rate, % 59 453 NA
(95% Cl) (49 ,68) (31.0, 58.6)
18-month OS rate, % 54 30.2 NA
(95% ClI) (43 ,64) (17.5, 44.0)
24-month OS rate, % 24.4
(95% CI) ND (12.7, 38.3) NA
36-month OS rate, %
(95% Cl) ND NA NA
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Figure 1:  Kaplan-Meier Estimates of Overall Survival — Full Analysis Set, Part B,
Minimum 7 Months Follow Up
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Figure 1: Kaplan-Meier Estimates of Overall Survival for 1L Chemotherapy

g 8

Median = 9.5 months

|

200 0O 600 800 1000 1200
Days from start of 1* line chemotherapy

hyer et al, 2016 Approvimately 17 mo

3

I
Qo
1

Overall survival (%)
N
(=]

(=}
o

E3 opll R gl 7]E AAARAA Y Y AT A4S STAHCE UBE ), opEFHe 1 2 A7

SRl SlolA sstamtiH] P E PFS A3E AN Part A o H4& 3 d FAxA AFHE Fusd, 7}
Zd-nto]o] FAoA 12 L o]Fo #EH kA7) ’“EHQ} 3 U ALE AHE A4 FHE 1HAS
o, Mol wEAMEL AT JojA o TR PFS WA JAHA FI8E 1T & AT ol
3 Azl Part B 739 1 24 N2 HAME $ABF Bheue e 3ol & <= 9d oAF] 2z zA AgEol
AR Ao, 6, 9, 12 L] HE A Z BE B o i PES FA49 A FHE B, A71FH A AR
A% Part A olMe} niX7IA = A7|H o= 7] ZHdl E2ste A7 ALHe FU 2AE Y

A& Ao o)

_59_



Fig. 4 Figure 7 Kaplan-Meier Estimates for PFS in Study EMR100070-003 (Part A minimum
36-months follow-up; Part B minimum 7-months follow-up) and 1L Chemotherapy in Study
100070-0Obs001 (Immunocompetent Subjects) and Iyer 2016 (Immunocompetent Subjects)
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