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ADA anti-drug antibody ETIE. L7/ETINEN

ADA-IgE immunoglobulin class E specific against T o= TR AT D R R SR
avelumab 7a7 ) E

AE adverse event BERESR

CD cluster of differentiation PR SFE

Ckor concentration at the end of infusion Bk 5k TR

CLIA clinical laboratory improvement FRR R YGEE EIER
amendments

Ctrough concentration at trough, prior to next dose N 7R
administration

%CV coefficient of variation percentage Y ER AL

DNA deoxyribonucleic acid T A XY R

DOE design of experiments SEEREHENE

DP drug product HLAF

DS drug substance JRHE

ECL electrochemiluminescence EZALFIE

ECLA Electrochemiluminescence assay ELAL I eE

ELISA enzyme-linked immunosorbent assay B R fE A N E s

FFPE formalin fixed paraffin embedded R= ) UEENRT T 0 A

F/T freeze/thaw WG/ FlE

GCP Good Clinical Practices %= 3K L D Ji PR 2R 0D FE i oD KLY

GLP Good Laboratory Practice = 38 5 D 2 M BT 5 FERG IR R

R oD S it oD Hi A

HRP horseradish peroxidase WEDL IO A F o X —TF

IFN Interferon A F =Tz

IHC immunohistochemistry SRR LS ()

IgG immunoglobulin G wEsu 7Y G

IgE immunoglobulin E fefE /a7 U E

IL interleukin AR —aAF

IRR infusion related reaction HEANITLE 9 KIS

kUA/L 1000 units of absorption (2.42 nanograms) W YEEE D 1000 B (2.42 ng/L)
per liter

LLOQ lower limit of quantitation & TR

LOD limit of detection R

mMCC metastatic Merkel cell carcinoma BRI A LA VA AR

MCP-1 monocyte chemotactic protein-1 BEREME X X7 -1

MCPyV Merkel cell polyomavirus AV OVHIIRAR ) A —< 1 ¢ JL A

NAb neutralizing antibody EEPTIE7INEN

NC not calculable B

NHV normal healthy volunteer T ER AR ER G

NT not tested e

PBMC peripheral blood mononuclear cell b bR M B A

PCR polymerase chain reaction RY AT —VEEN S

PD-1 programmed death 1 7'a 77 MR 1
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s = HERE HAGE
PD-L1 programmed death ligand 1 7a s 7 AR T R
PK pharmacokinetic(s) SRy E)RE
Pop PK population pharmacokinetics FHEE M Ry EhHE
QC quality control e B
RANTES regulated upon activation, normal T cell —
expressed and presumably secreted
SOT solid organ tumor (i1 T A e L5
TNF tumor necrosis factor fE B AP K] -
TO target occupancy FERY 5 =R
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1 BEREUVUEE

T L7 (JREREST LS MSB0010718C) (X, 7'm 77 AMIfUSEY 7 K 1 (programmed death
ligand 1; PD-L1) 43 7287058t Ml 7 o7 ) > G (immunoglobulin G; IgG) €/ 7 v —
FTAHUETH 5, PD-L1 Z3 1% b RHIIR R QNI AE NI DT = v 7 RA > MEFES T & L
THILT H & L HIT (Fife 2011, Riley 2009) . £ < O ML & EEAMIRIZ K 0 9027 RIS & L
THHENTWD, 7L~ 7% PD-L1 IZ#EA LT, PD-L1 KOV v 7T AHIldSESZ A 1
(programmed death 1; PD-1) & OO AAEH Z W4~ 5, 7 ~/b~ 7 I3 HUER 2R i 53 88 (cluster
of differentiation; CD) 8 BtE T #ifu_EIZFELT % PD-L1 OMEEH ZBET 52 ik, Ml
EMET MIROISE %2 BIE S5 (Sharma2015), T MSE % #0132 PD-L1 OREA O & OV
TO PD-L1 R L T & OFEWABEMEN S, PD-L1/PD-1 FHEAEF %83~ 2 fa e f ik i3 2« O
FEICxE U CHEMICHLBRIGEIEIZRY 9D 2 L 2R L TWn5D,

T 7L, MREEEDO T T 2 T X 7 — Mk O~ 7 17 7 — E® fragment crystalline
(Fe) SZBARDBE-Zr LT, FrE DRI THURMKAANE O MBS AR (55 2 S L. #7728t
NS & 72 2 RTREME N % (Boyerinas 2015), T M@ Z & #0395 PD-L1 O EE /2% H % 5 &
L. T~ 73k x IR 2 A3 2 BEICKT 20 & 215%E L L TBERBEH Th 5,
BIfEE TIZ, 1600 44 LA EDORNBEIZT XV~ T 2 H% 5 LT,

AR T R OB T 5 0 TiEOEEE & LT, 2 B OEARE T w22 HWeT <70
B R BRSE K OV R 7 — & I IS W P2 AT i O B 2 ok d,

1.1 HARERIEOME

7L~ 7 8H| (drug product; DP) IR L T, #IRNE G T2 FITH 5, 1 T T A4 T
JVIZ TR L = 208 TR L2 IR AR & LT3 %, A DP (X, JR3E (drugsubstance; DS) % FV»
THET D,

TR RAI DL S ITE /) 7 o —F AFURILEO TR (77 v b7+ —L5) IZHESWTHFE S,
FRIZT L~ 7 @D pH K OVF VX7 B EFEIZOWTIE, EBRGEHEE (design of experiments; DOE)
LRI AL 8 2 F T2 R E Y 7 BRI BR RS BB T & 0 dcidifb L. 22 E PR gl ) o iR ek BRI K 2 MRRE %
i L7z (Module 3.2.P.2.2 Pharmaceutical Development - Drug Product /), #SINFI & O pH 136 %)
ROy % R HARET D b D& EIR Lz, & TOMS/ TINENE— AN =R AN S, BUE
DORINEER 7. KEFEF S KON A AR 7 AT EE GRS IS ST 5,

WA OIS ETIL, €/ 70 —FAFUEILEO TR (7 v F 7+ —2L0) ICHEISS EAEERr—
NADOEFR (FrtRXANnb7rtAXB) ERRICIT 7, TRABAILZ 2B Z2EHL, B
T ORANT T 2 A 2R LT,

7'a A B CTHE L7 DP I, EMR100070-001 55k & U EMR100070-002 35k 590 4 D535
M NSRBI 7 o' 2 A 8AINS 7ot 2 B AN Y B 2 72 183 & O HEH OB 512 E
M L7, 7rtxB CHE L DP 3T OEFIREER, 4% 2 2R KRB & OV Ik s iF
T 5 TFETH D,
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7ot A A CllE L7z DP X, EEARIERK

EMR100070-001 #X5x

RIHL S EF IR E BT TIEARL (F 2.7.1-1).
FELTHBELE LAFA =0 0RETHY ., DOE OFER. = OWINAIEGHE DA M

R (=7 A4V EHWi- 13 #
EMM%W&%Z%%&UEMM%W&%3ﬁ&f&m%@&ﬁ:ﬁmbko
BOLEEREWH T, 7ot A 8K THERL

mole, TOMDEEL, Z o7 EEHEOWEEKROCRAID pH O TdHh -7,

x 271-1 JAtEXR ARV TOER B REIDLE
Material Process A (mg/mL) Process B (mg/mL) Excipient Function

Avelumab 10.0 20.0 Active ingredient
D-mannitol 51.0 51.0 Tonicity adjustment
Polysorbate 20 0.5 0.5 Stabilizing agent
L-methionine 0.21 - Antioxidant
Acetic acid glacial* - 0.60* Buffering agent
Sodium hydroxide* - 0.3 (target pH 5.2)* pH adjustment
Sodium acetate trihydrate 1.36* - Buffering agent
Hydrochloric acid pH to 5.5+0.1 - pH adjustment
Water for injection qg.s. qg.s. Solvent

Source: Module 3.2.P.2.2 Table 1

g.s.: quantum satis (for as much as required)

*Corresponding to 10 mM sodium acetate

DS } O DP OfE THEOEE /RS & [RIFFIZT O 7= 8% 7 A Ly
FERY 7[R 2/ RV O FHmIC X v R4 RV T 5 Z & NEAFT 7 (Module

Zut A B MG

EHEIZ, Yutx A KN

3.2.S.2.6 Manufacturing Process Development - Development History Section 4 ZXH#)

a2z A BH Y

F7rt R B ®#AOWNTI» 1 BALZEREG ST E
[ pharmacokinetic(s); PK], #2J% 5 K& OV
L7, D OffHr© TREM ORI 2B B 21X

12 NAFTRASEY T4/ EPEHRFG

TV TR L CHRIRNZ 53 2R AI TH D720
plbal] %ﬁ&U%LIE % [FI LT
HoT=T20., AEWFREZ

PRI

3 ER 2 Ehi L7eh>o 7= (Section 3),

A FT AT T HBRIISNEL S
CRFE L. B BANT, A AL SHTEFRIC
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1.3 SDWERUVUAITEDON)T—2a Y

T T DERIRBRICHW DI HED BRI 2R 2.7.1 -2 125737, AR CRET L 720t
BWE AT 2.7.1-3, F 2.7.1-4 LOF 2.7.1 -5 17T, ARRBIHTE R OGE R TR0 /S
VT —va VOERNEZNENR 2.7.1-10 LUK 2.7.1- 11177,

NYF— h SR REREECmER T Vv~ 7 OERE% (Section 1.3.1), 2 #» IO Hrlitiak T
filiz, 7wvAYF— 3 B, EMR100070-001 38R T & 7 & 543k T1T o 72,

N F— b In=EXILEFE (electrochemiluminescence; ECL) 234715 T, Mg HLEM PR
(anti-drug antibody; ADA) % #Hi L 7= (Section 1.3.2),

HFFPUA  (neutralizing antibody; NAb) 73 HriEIEBHZ 1 TH % (Section 1.3.3),

NYF—hENZRmEMEET, TV T ICERNICEAT 2RE 707 ) v E Jiik
(immunoglobulin class E specific against avelumab; ADA-IgE) % ! L 7= (Section 1.3.4),

N F— h AN REMEEE M (Immunohistochemistry; IHC) FEIC K 0 | JEEH#HE E o PD-L1
Yutt & 7l L 7= (Section 1.3.5),

NYF—hrEhle7r—H% A4 MA M) —EICLY, & FRMMBEEZMAE (peripheral blood
mononuclear cell; PBMC) @ PD-L1 #2089 5 A% (target occupancy; TO) ARt L7z, T4 6 OFER
13 2 BT Mk THEME L7 (Section 1.3.6), D3 #risx T EMR100070-001 35k 7> 5 1572
—EHOREAZFEM L, 2 FHOHH M T EMR100070-001 B2 51572 5% 0 O R K L O
EMR100070-002 7Rk 7> & 15 72 25062 380 L 72,

ZDORDERIRANA A~ —T—{EIFE 2.7.1 -2, & 2.7.1 - 5 O Section 1.3.7 (TR $, /A A~ —
1 —FHE 2R DB 5T Module 2.7.2.3.3.1 # 2T %,

CONFIDENTIAL

Document No. 0900babe80b9432£v1.0 INFORMATION
Object No. 0900babe80c5dc0a

7/26



TYL= 7 2.7.1 WA R OBE S 5 TR OME
®271-2 EMRE. RERERUNAAT—A—OHHICER L-EREAHSTE
Assay Type Analyte Technology Matrix Validation Status Assay Report(s) Studies Tested
PK avelumab Immunoassay NHV serum Validated RF6870 EMR100070-001
RF7010 EMR100070-002
1BH1V104-V0
PK avelumab Immunoassay NHV serum Validated 218-1407 EMR100070-001
Solid tumor serum l-v104-V0 EMR100070-002
EMR100070-003
ADA Anti-avelumab Antibody ECLA NHV serum Validated 170 EMR100070-001
I 170A1 EMR100070-002
EMR100070-003
ADA Anti-avelumab IgE Antibody ImmunoCAP NHV serum Validated IP190 EMR100070-001
IP373
biomarker Tumor PD-L1 expression IHC FFPE tumor tissues Analytically BMT201M0515CLW EMR100070-001
Validated l6-GR004-V0 EMR100070-002
PD-L1 IHC DVSR EMR100070-003
biomarker Target Occupancy Flow cytometry Human PBMC Research Assay IONCIBDZ080312010 | EMR100070-001
biomarker Target Occupancy Flow cytometry Human PBMC Validated V162 EMR100070-001
Fit for Purpose EMR100070-002
biomarker | Cytokine (IFNy, IL-1B, IL-2, IL-4, ECLA Serum Validated I-GR006-V0 EMR100070-001
IL-5, IL-8, IL-10, IL-12p70, IL-13, Fit for Purpose
and TNFa)
biomarker Cytokine (IL-6, IL-17) ECLA Serum Validated - GR007-V0 EMR100070-001
Fit for Purpose
biomarker Cytokine (RANTES) ELISA Serum Validated VI71 EMR100070-001
Fit for Purpose EMR100070-002
biomarker Cytokine (MCP-1) ELISA Serum Validated V1160 EMR100070-001
Fit for Purpose EMR100070-002
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Assay Type Analyte Technology Matrix Validation Status Assay Report(s) Studies Tested
biomarker | Cytokine proinflammatory panel ECLA Serum Validated V187 EMR100070-002

(IFNy, IL-1B, IL-2, IL-4, IL-6, IL-8, Fit for Purpose

IL-10, IL-12p70, IL-13, and
TNFa)
biomarker MCPyV PCR DNA extracted from Validated MVv117-B0 EMR100070-003
FFPE tumor tissue Fit for Purpose BL-168

biomarker MCPyV IHC FFPE tumor tissue Validated MK_IHC_0615 EMR100070-003

Fit for Purpose
biomarker CD8 IHC FFPE tumor tissue Validated ls354-PD EMR100070-003

Fit for Purpose

Abbreviations: ADA: anti-drug antibody; CD8: cluster of differentiation 8; DNA: deoxyribonucleic acid; ECLA: electrochemiluminescence assay; ELISA: enzyme-linked
immunosorbent assay; FFPE: formalin fixed paraffin embedded; IHC: immunohistochemistry; IFN: interferon; IgE: immunoglobin class E; IL: interleukin; MCP-1: monocyte
chemotactic protein 1; MCPyV: merkel cell polyomavirus; NHV: normal healthy volunteer; PBMC: peripheral blood mononuclear cells; PCR: polymerase chain reaction; PD-
L1: programmed death ligand 1; PK: pharmacokinetic; RANTES: regulated upon activation, normal T cell expressed and presumably secreted; TNF: tumor necrosis factor
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TR T 2.7.1 WAL R OBET 5 Tk 0B E
x® 271-3 BARTHMEVBRESN-EMEEDOITHRYME
Study Number Indication Analyte Lab and
Regulated Status

EMR100070-001 Solid tumor avelumab RBM, GLP
avelumab Bl GLP

EMR100070-002 Solid tumor avelumab RBM, GLP
avelumab Bl GLP

EMR100070-003 Merkel cell carcinoma avelumab N cLP

Abbreviations: GLP: good laboratory practices; Il I )\ stituto di Ricerche Biomediche, Ivrea,

Italy
& 271-4 EHBTHMAVRE SIN-REREDOSTHEYME
Study Number Indication Analyte Lab and Regulated Status
EMR100070-001 Solid tumor ADA -, GLP
ADA-IgE -, CLIA
EMR100070-002 Solid tumor ADA -, GLP
EMR100070-003 Merkel cell carcinoma ADA -, GLP

Abbreviations: ADA: anti-drug antibodies; ADA-IgE: IgE specific against avelumab; I
CLIA: Clinical Laboratory Improvement Amendments; GLP: good laboratory practices; I _
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& 271-5 HFHRBRTHMEV|MESNNAFTI—I—DOHIHREYE

Study Number Indication Cohort(s) Biomarker Analytes Lab and
Regulated Status
EMR100070-001 Solid tumor Dose escalation Target Occupancy Sponsor,
Research
Dose escalation Target Occupancy [ el
Dose escalation Cytokine - GCP

(IFNy, IL-1B, IL-2, IL-4, IL-5, IL-8,
IL-10, IL-12p70, IL-13, TNFa)

Dose escalation Cytokine (IL-6 and IL-17) I Gcr
Dose escalation Cytokine (RANTES) I ccr
Dose escalation Cytokine (MCP-1) I ccr
EMR100070-002 | Solid tumor Dose escalation PD-L1 on tumor B Gcr
Dose escalation Target Occupancy I ccr
Dose escalation Cytokine (RANTES) I GcP
Dose escalation Cytokine (MCP-1) I Gccr
Dose escalation Cytokine _ GCP

(IFNy, IL-1B, IL-2, IL-4, IL-6, IL-8,
IL-10, IL-12p70, IL-13, TNFa)

EMR100070-003 | Merkel cell All PD-L1 on tumor [ Nelolz
carcinoma Al MCPyV PCR RBM, GCP
Al MCPyV IHC [ Neloly
All CD8 IHC I Gcr

Abbreviations: CDS: cluster of differentiation 8; GCP good clinical practices; IFN: interferon; IHC: immunohistochemistry;
IL: interleukin; MCP-1: monocyte chemotactic protein 1; MCPyV: Merkel cell polyomavirus; PCR: polymerase chain reaction;
PD-L1: programmed death ligand 1; RANTES: regulated upon activation, normal T cell expressed and presumably secreted;
RBM: Istituto di Ricerche Biomediche, Ivrea, Italy; TNF: tumor necrosis factor

1.3.1 MEFTRILITREDEE

t MILEFR T N~ T IREOTEEELY RBM (Instituto di Ricerche Biomediche, f 7 L7, A4 # U
7) TEIFELTAYF— kL2 (RF6870 O RF7010 21) . N (. I, =) -
B Ll 2 MR L7 (218-1407 2 /8), Gyrolab oTEE Z W3 AT v 7OH v RA v F
GIEREETH D, 2RI T4 A7 EOGITRSWE 2 FREOICHET o v —X2, ve4F v
ORI AL Z & b B7-HI/PD-L1 Fec ¥ A 7 &G S, B 7 L& FR LT, 30BH BEf iR
B L R EE B (quality control; QC) FENE 1T AMZHAM L, T8 E Th 5 IERE ST
N~ T HFERIICE— XTI & ¥ 5, Alex Fluor®-647 fZi#& (s 7-#ift 2 & ~ B7-H1/PD-L1 Fc %
AT5HT LA L, RSN =T LT LA S L ——FRE bR Lo TERE
U7z, WE ST FEXI RS & (relative light unit; RLU) 1%, MRS HEEMERE, QC #UBH SUIFFEH
DT )= T &I BT D,
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oA iax (RBM KON -) ZilLC, HEMBEIX 15.5%Z 811525 (coefficient of variation
percentage; %CV) LL T, HEEEIX 13.5%bias (fxHE) CAFEOHM h—# /127 —1X 19.1%LL T
Th oz, WBRERE OBENT DML, ERORBREME N FEM L., T OEERORED
AN CHERE Lo, WAIOREMHIIME I TEBY, 72 A KT rEXB OR Yy MIX5END
EATERETRI SNl 200, 7ot 2 A I7 ok ABOWTANTHELZ QC
AREHE, 7rtA A E7 kA B OWTrTER L mERICx L CHEEENO ER/IET
bolz, T TR (lower limit of quantitation; LLOQ) 1%, B K OHREET —ZIZF-5% 0.2 pg/mL T
HoTz, Wi U7 QR B8 230k &2 & Do ER 5% (normal healthy volunteer; NHV) @ 20 {#
EOMIED > B 17 EEOMIE. & OBEEAEBIES (solid organ tumor; SOT) % A7 % BFH 50 @D
MIGD 5 5 41 fEIRD MG CTRIRMEDFERE S 4172, -80°C THURE,MlfiF (freeze/thaw; F/T) % 5 %A
7 VA% TSI OS5 e BB XL E Tdh o 7o, IR T 8 B, T EED a7 M5 4
A7 5 K OALERRF A Y 3~ B AR 02 . WSINEREL R O T S EII L TE CTh - T, RERE
PEIZ, -80°C T 72K &b 36 » HRILETH S Z L WHERENTZ, RBRNAY F—2 3 0 THEhi L
Te B G4 O P T I, SRR OV AT iEsk I B30 &7 88~96% D 5k} A3 TelfE E +30% LAY Tl &
L 7= (Study EMR100070-001 Appendix 16.1.13, Study EMR100070-002 Appendix 16.1.13, Study
EMR100070-003 Appendix 16.1.13 Z#),

a2 F =3 g % FRNIHER S A RIZEMEHIFM NI EMR100070-001 78R 7> 5 424
F. BEREORE (KEN S SE) KOS R %H) OBEWICEAD LT, F ¥ Al
BIR U7 B 55302 VT 2 » T Hr sk [ C=HE L7z (15-1V104-VO B ), IRINEE} 15 1%
K (N F—=va ATHWE SIRELZ A 3 M) KT EMRI100070-001 38R D BE ) H1F72 75 Bk
OG5 #% 3R & W HTiieE CTREM L 72, & CTOUMEEHT, £20%LL N O HIE L2 - L7z,
EMR100070-001 38R CH3 72 & G- 5B Cld. 75 MR 54 K (72%) 23+30%LANTH D . 3 553D
2 DREL (66.7%) H£30%LLNOHITEILAEZ 7= L T\ e, F2, Wik 7 v 230 F— g
T E 2 OFF ST FEHE D% bias D43 1, 13 U DIZHIE Lz o Wriak OfE R S L Tz,

T AL TYRE A TE T D A REURN TR IS L B AR BRPUE SRS, ey U —A—
NR=J 7 r Y —r@hfo@8 %% 77 RBM 06 =882 - L swaec b - 7=, Ak,
B MRS 2 A9 5 BE O MiGsE 2 W T, 7TV~ 7 REZERET HOICH L T\ 5D,

EMR100070-001 %8 & U8 EMR100070-002 %5t PK ##H%. RBM CoOM+=NA Wl B ~20l+
Bl G ol A WA BE) THfT L. AR = A — MIRBM THHT L, LK
a— X RBM KO T 5 L <ot Lis, ZERREH Y B O @i 1355 Bt sk <o b L 728 3]
AL O — 12”7 (Study EMR100070-001 Appendix 16.1.13, Study EMR100070-002 Appendix
16.1.13 8), EMR100070-003 7527 5 757= PK atkH i e ootr L7z, e Uiz Qo skl ix
BT Em L B LEETHH- T,

EMR100070-001 ;RERDOFRIRD 9 5 134 B{AH RBM TEEICHIERE Th o720, BEREFETOy
waEs i cEo s h-, Chsicon TR RBM CRANCIIE L2 A M Lz, ms i
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X C LLOQ T & - 727k 103 FRIKD 5 5 80 1A (78%) 1Z£30%LUNTH Y, 7 m ANY F—1 3
Y OWERELE G- LT, WO HTER T LLOQ Rili TH - -3kl 31 kD 5 H 29 #
i (94%) 13X, WiHTiisk € LLOQ Kifi Ch o7z, ZOMESOFHHIH £7- RBM & [0~
QAN F—2 g U ERTFELTWS,

1.3.2 TR TIZHT SEDRAEDIR

ADA ZHEMT 572D/ 7 — b ST TIED PR S DT, R 72 515 (RF7660, RF7840
zi) ZAnT, 20l IR ~ 20l P o572 EMR100070-001 #5270 515 5417
250 AR DFEL &2 38T LTz, 26 O P 7eT — % 1Z EMR100070-001 5X8% CSR Appendix 16.1.13
ICFEH SN TR Y, BRAIRMRITICIIE ] Lo 723, N U F— b SN0k e V7Bt &
O2MEORER L O—EFHIL 100% Th o7,

ANYF— ks B ecL svriscs 0 [ R . . )
<hEEOAYF— L7 (- 70, H-170A1 2/8), ZOSWETIR, ©A4F 5% T
RN THEANLVT RNTEVUCEMET L— N ETHIET S, BEIRD QC Bt AR A X 2
R—=var L, ilke TN~ T OEGEREMRIESE D, Z0%, HRIL, S0t SmE s R
IR SN D EFE 7 L — F T v F aX—1 3 795, Sulfo-tag VLT =7 AEEIKR) 1EFRT ~L
VT A rFa—Ta U SN HENGE LA SE2%, ECLRHIZRIC L 0 ER
%o WE L=y 70X QC 3B T B D ADA BIZHHIT D, A7V —=2 77T vt A Th
PR LIZakEHT, gl&kes, BROT L~ TFEETFT Y7 FABRBY T 50 %8 T v A T
BEtd 5, TS, Bk HE SN REHZ DWW TIE, 71ET % ADA OHUE 2 REtT 5,

sepg sy b I <~V 7 — FEnde, By RARA Y ML 50 ERO NHV i & v
T1.80 & L7z, APBEIL 128% CV LA R TH o7z, HLHFOENC X ST, EEOMYE
N L, WEEZFET 5 Z & TR L7z, MR (limitof detection; LOD) (L7 ~/L~ 7 FELFAE
T 15.5ng/mL (M RREUE) Tholo, BEMRRELEZ W5 2 & T BT 7 ~r~>7
31.3 ug/mL f£/E FC 250 ng/mL OMHNRARETH 72, 7L~ 7 10 mgkg % 2 & D5
fEC. N7 7¥E (concentration at trough, prior to next dose administration; Cirougn) @ HHHAE (X 19.8~
329 pg/mL TH 5 Z L5 (Study EMR100070-001 CSR Table 15.4.1.3.5 /) . $EMiME L~ 13
IRKRBRICB T 20T+ Th o & TIRS S, SR PEIL NHV g 10 EE 2 AW TR S vz

(T7bb, 10 EEETOMBEIBW T, EENGEEHIEEM: & HE S 4. 250 ng/mL BANGEH IS
PEEHIE S, BUEIOZEMIZ-80°C TH72< L b 19 4 AR, 7RO FIT %A 7 L&D iE LT
b, BETHD I LRI,

NHV TREINTZH >y bARA U FEHAWT, BARANEEN /LB (EMR100070-002 74
) R L7z & X, BEEERNRI o, OO, EHFFRP Ty FARA U FE LT,
EMR100070-002 35k C O H-RiFEHE WV TERE Lz, AARNERNORWMERFZE) 258 LT,
Ty hARA Y N A& LT ICEE L E & (Study EMR100070-002 CSR Appendix 16.1.13, Report
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TYw T 2.7.1 EMERER OBES S OB OBE

B 062 Scction 12.5 BR) . 227 U —= 77 vl A TIRBBME L BENRIES 53, HRT v
A TEEEIZERS S 472, 001 3B &L OY 003 FABRTH ., 002 3R & FIERICEE S ABFIC L 5
BREFF 72 v FaRA > b (125, FEREMRTIE NHYV TRE L7 1.80) Z2HW T, HiliF Th 5,

B o0 Lo ADA &M B G RO B | A R OSSR 2338 BT (38
2.7.1-11), KiEL, BERESEA AT 585065072 iERE %2 H 0T ADA ZlIET 5 DI
LTW5%,

EMR100070-001 5%, EMR100070-002 #X%5% &% O° EMR100070-003 35 5> 5 4572 #0EH T BEBE ) ECL
siriEE AT 20lE Y I <50 ARG L-, AERERELMICh > TRE
ThY, 2ofrzl L TS QCElZT—EB L T\,

1.3.3 TR TR 2 RHRADEL

T )L TEEE 2 RIS A URZ RIS S 7212 M), Ml E V2 TiE Z V72, NAD
IHTEDBFR L TR N Y 7 — a URER DG | BRRRER TO+53 22 E L Oyt 263 2
w7 NAb et s o tixcx oo (IR 27 2%) 8 ECcH - 7= BT,
EIIES 2 A7 9 2 RIGHREE D DGO MEH TEEMEE A RE <, Iy FRA » FRRKR
BRHLERDOEE Ch o7l Th 5, flx OMiFIZT NV~ 7 2B LIz & 20 2 b Ofifak
WX D EA O NAb SHHEFED TS, b OMBAED E L EORMEZ BT 5 Z &1 ik
L7,

FOH ) v Rz NAb ka2 xET ) eV 755 PETH S, ANAD
IOMTET #—~ v ME, PD-1 & PD-L1 & OFHAAEHZERT257 % T =2 MEHBKTIZEK S X
IR L7Z (Wu2016), 7L~ L PD-L1 N E OMEERZLET 22 X, 7L~ T D4EY
[EMEZ R LT, PD-1 DA ZBET 200 TH 2,

HEEOBR K ONY F— 3 NIEITH TH 528, UIHORBRICE Y, mBEORY 7ot —
VS RETRIL T ~ L~ 7 L PD-L1 B L O EAEA 2 T2 Z ERHO N E -T2, 2D
EDD, R EBRY 7 aF— VGO S TS 2 E BRI S L7s, KV IEMEIZAHT
EOREZ BRI 272012, &/ 7 1 —F /L NAb X OARR b EITH Th 5,

NYF— 3 & T, EMR100070-001 75k, EMR100070-002 55k & OV EMR100070-003 35 %
LT, ADA SHFIE THIE & e L= 2ikBlo 9 Bigsns o i ehz >0 C < NAb 44k
TORMEMGTEIT O TETH D,

134  FRLTIIHT B IgE HADRS
ADA-IgE oMl 4t <z < v s—r L% arioo 21 . TG
I . B ) cpE L CEk MR Lo (IP373 B, 7L

~ 7 (ImmunoCAP |ZIEATES) 1T MIGFRUE T ORFERY IgE & RUST 5, FEFFREME IgE 2 Paifik .
IgE (ZXf " DMEREMMAE LM LEE R ETRRSE D, A rFa—Ta %, GRS
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TYw T 2.7.1 EMERER OBES S OB OBE

IgE 2 LT, WA LEEARZIBAIL A X ax—Ta 5, RGEEIESE-H%, B
WOHESNZIET D, EIENENEE, K0 < ORRM IgE 2NRBHICAET 5, B R %
M9 B 72012, MIFREOHOE I IR ERR A WV CIREICER S LD,

AAERGUEIHTIRIC L0 . RS, s, FREME R ORI RSz (F 2.7.10-11), BN
JE1X 8.61% CV LL F T - 72, LOD 1% 0.10 KUA/L Td > 7=, 0.13 KUA/L DKW EMEXT IR Z 10 ng/mL
FTOT )~ THEF TR TE o, WIECEHFT O R E X, 30°C T8 A E T (2~8°C
T2EMICIMESND), 4RO FTHA 7V EEVIELTEZRLEETH-T-,

EMR100070-001 75 7)> 5 1572 109 #R (A D Z», ADA B33 & ADA [ ONZ i3 AUZHE 5 BSOS (infusion
related reaction; IRR) [ & IRR a0 fisz 047 U7z, w20t L7,

1.3.5 PD-L1 IR R EMBLFHIRE

PD-L1 Z#H9 % IHC HEVEIE Dako®F > ~—7 A/S (VoA MVT Fr<—2) I[CL-TE

F X FoMEER TR % & L7z, Dako PD-L1 IHC 73-10 pharmDx™ % > b (%4 PD-L1 IHC
MSB0010718C pharmDx ¥ v k) 1, U FHEOBELFHHEZ kT /) /7 o—F ik rs o—r
MKP1A07310 % &+, ZiUd PD-L1 @ C Rl E~X7F RCTREIET 5 Z LI ko TAES L
(BMT20M0515CLW Z ) ., MKP1A07310 DHIFJFTAHEIL Merck KGaA (¥ /LAy a X v b KA
V) IZH Y &S T Dako BMEH L7z, BB > NI, A~V CEE T 7 4 e (formalin
fixed paraffin embedded; FFPE) bt NiHfk AR & OUIBREEAR 2 Hv 72 PD-L1 88L& M H T 5 72 12 hx
SN TS,

EICHELTZATA R EOEBIEAN LR LMY A 2, £7°7 52— MKP1A07310 ®—K
ik A Fax—Tar L, HIVWTHEHEDSI O~ LA F X —E (horseradish peroxidase; HRP)
BRI A v FaX—va L, 20%, BEFITT I /XU UERNT S L HRPIZE Y
fefb S dv, PUREAL CRIMERISERMIC 72 5, BIREFBIME R A 2 VL SVRHN B DS s AR AR
DYtz 395, PD-L1 OFBLE, MIREE O USRI OMIRE N O A aDibEw & LT
R S5, MM PD-L1 FEBURHTIC 1T, IREIEO Y ta O H5e8k T %, PD-L1 THC YA sR 1T,
O~3+DFFHEREZEM LT, 0 (TR0, IHTEE, 20 IPRE, 3HTmEOYRE L L TG 2,
Fio. AWE OGRS DEIS Z ek T D,

T v T OERRRBR A EE T DR, 77 ¥ A 7O PD-L1 ik A VT, B R
#{T-7- (PD-L1 IHC DVSR &), 8 FEFOMIBIKI O THC Yetaih L, STiRCTHE SN TWD
PD-L1 JHl L ~v EHERL U T2 NERL 2 0R U, AROpHTiEIE 7 FEXH 0O FFPE JE/ Nl la s Ak A (5~
99%MDMINE) & RAWTIRF R LA F v 7 LY PD-L1 384 0, 1+, 2+ KO 3+YL 8 E Ok
T Ty ANVTHRHT D2 ENARETH oo, BEMRE O~ 7 17 7 — Y ORIBEED THC Gefa
=0k, CERCTHE SN T D HIRFHEE —F L TWia, FHEIXAEN (1+T 10%LL T ORI,
2+7C 10%LL T ORGMERIIE, SEHY@IRE D 71% 025 LLT) . B (14T 10%LL T, 24T 6%LL T,
G ERR L 0.4 LLT) . SEEM (14T 5%LL T, 24T 13%LL T, FHYEME 0.6 LLT), 2435/
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TYw T 2.7.1 EMERER OBES S OB OBE

(1+ T 10%LA T, 2+ T 15%LL T, SEH @R 0.2 LLF) TR I, EE (95~99°C) ., pH (8.7
~9.4). AT A FEUIFHMEMIE B3~5um), HATHEMLORE S (10 HRH~30 BOBED A7 14 F) KO
Ry b Gry M) OFEBICHT HEMEMEL. HOPDHEMET 1+T 7% T, 2+T 14%LL T &
ONEHGEGREIL 03 LT CTh D Z & R I L7,

T AL~ T DERRRER D & DAV BB O Yt ) O 2 ATREIC T % 72912, Dako 13 [
I (W GRo04-VO IR) (=, 7u %4 7o PD-L1 HbriEz24 L, R
DOFEERMHLBEF T, HEHRE e N2 A4 7Dx v b, B#E v~ K7 =7 (PT Link and Autostainer
Linkd8™) KXY 7 b o =x7 (Fa b F A 7D ha—)LTFuarF 37 L7 DakoLink™
version4.0) Z AW C I G cilfiz=z 072, 27, IR 2250 L0 200 B8 ELE X
PD-L1 Beta Al D AR 252 1), AN RT3 2 P OHIE LI » TR 2321 7o, WEEE O
B EER A B 7 MR CEMT Th 5,

PD-L1 IHC 73-10 pharmDx SHTIED W /87 —~ 2 ADWEFRIZIBN T, UK M O Bk
Froite, REEE. ARYERURI DL ENE N OV I E R ER T2 2 LR &ENle, Liei» T, &
X, BRI 2 A3 2 8370 5157 FFPE Mk FAIEA Z FIV T PD-L1 AT 25 D125 L
TWnE&EX b,

EMR100070-003 #8857 545 5407 30EH I < /o6 S v, ARRBR I, WERE IS 4 FEO
Ry AT (QeBGREE 1% THh Yy A7 GeisfE 5% TAH v b A7 2+LL EOYLtA T 25% 71 ~
A7 Y 10%LL Eo> PD-L1 B fEfill 4 A9 %5 PD-L1 &> ARy b)) THEAZAa7{T
LAl AT T,

1.3.6 RHEMEZHEED PD-L1 RS FE

t b PBMC E® PD-L1 ® TO Z#lE T 57w —H% A M A VU —1IEL EMD Serono

(1oNCiBDZ0803 120 Mz ) <hx s, I 2% LY T —Fahiz (Vie2 2), 4
76 PBMC A U, JERF AU S 2SI TS0 FgG &A1 »FaX—T 3 %, $1CD3
AlexaFluor-488., i CD20 7 4 2= U U KO A F VIR T X~ 7 I 4 F i
MSB0010707C (RIEMERIFR) OH 7 T/ & 4°C TA v FaX—va Lz, TO%, B4 F 25k
PUREREBSHLDIC, ARV AT ED =T 07433 7= 4CTA Uy Fa— gy
L7z, HITEXFEE CD20+CD3HMARIZ IR 4L, TO ZH H L7z,

PBMC OATFHIBEN 85%LL LD & & R TO MEITHEE, HEGIME &K OVERMES R Sz (V162
ZM), REE, EEEREZ AT 5 BE L2 PBMC ZHW T TO 2 E&ET HDIZHE L T\ 5,

EMR100070-001 78 D #EHE, EMD Serono (59 #ifk : 20l ME ~20M <=1/ BMA) X
I (59 % 200 A BO~20l5-05 BB corLiz, oA A4~—7—lky
M 5 13 & E M ek CE A OFREHEAL TRidi 9%  (Study EMR100070-001 Appendix 16.1.14 ),
EMR100070-002 78R o7k I </obr Uiz, sUBHIIE IR H T Tt L, 08T £ Tk E %
HCRIF LT,
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TYw T 2.7.1 EMERER OBES S OB OBE

1.3.7 BRERNAMF<T—H—

zooNA F~—h—%v b ROB2AZ<A ZL1=7 v 43 R v T
O cEfLE (& 27.1-12),

2 ExOHBEROER

Tt A A KO ot A B ORI HGHALERNEELL L TV =D T, IEREKE N OV e s TOAEMEK
FIFRBRIT I L 72 0v o T2,

3 £HERZEL TORBRROLERUEN

in vitro IEFMERRER, NA AT XA TV T 4 RBRK OIS A 7 XA Z 8V 7 ¢ 3BT, DS &
WNDP THEE L72roTz,

FERRBR O ERiTIZ, Yo R A ST ut X B ORANCIERIEAZEF L7~ (Section 1.1), DS
Je Y DP 0> HE B 7 M T AR S 0 K OB 7 UKL 5 28 T U e &R 7[R Sk [RVE PRI E 3£ 1 &
DIEMT DI, ARHIEEREIC K Y BRI TONEFERICESERE Th 5 & BRIk M
H A7z (Module 3.2.S.2.6 Manufacturing Process Development - Development History Section 4 Z: ) ,

AEWERAN T KON PK ORIV [RVE PSRBT M L 72 v o 7o, BRIRBRBE ClRIZEME/[RVE ME 2 sl
T 5722, EMR100070-001 585%, EMR100070-002 #X5. EMR100070-003 Bk (KD EFET — ¥
ZRRHT U, PK, Sl RME R V22 D O AT REME 2 34 L 72,

FERBIICE RO H HEWNTI T ' R A O T a2 B OREITERD 5T, S LA S
72 [RVE MR 2> B AF T2 RS ERE S Tz

3.1 TO0t ABDEYEIRED LLE

Tut A A KROTrE R B ORAE W7 L~ T O PK fi#HTIE, 7oUL<7 10 mgkg & 2
2B S B A RS2 EMR100070-001 #X8%, EMR100070-002 #%5% &% O EMR100070-003
RERAELTEM L, 7ot B TR 7 rt 2 A ORFIEHRICL < O PK BN RE S -
DT, Curough M OFFEL I 5-#& TIRED PR E (concentration at the end of infusion; Cror) Z fEATIZAEH L 7=,
2ODTREZWET 57200, BERE 1, 3 k04 (T72bb, WEEG% K OEFIREMT & T
HEND 2 DOREGHIER, 30 BITHARM PRI O 5 5 OHHICHY) ZiEIR L7z, £ Ok T+
IRT = A NAFTE, RN ARETH -~ 72, HEEEK 3 OREICIZ, Yot A B O Ceoi 7 —
AWNEENTRHoTDN, Tt A AOKRIEEIRETH I EERK4 LRBEETH- T2,

TV 10 mgkg & 2 Z LTRG-S, FRGEEGEER 1, 3 ST 4 BITHRTZ Crougn 7 — Z DY
HHBEDI L, 658 41X 7 ut A ARAl 5434137 A BRFOAKE SN, TR A
7 mt 2 B Ol & # G S AU BE TTRT RS Lo, TRBREN Rl I CHLE S - B
AV 2= WLV | Ceor DIFFTICIZ 7 m 8 X A WHI DLt b STz 134 4 /O v 2 B #f{H D
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KB &7 425 B OMAEMZFIH Lz, Ceor (K 2.7.1-1 LR 2.7.1-6) KO Cuougn (X 2.7.1
-2, & 271-7) 1FAKpEEBEL TR AR TREE CH -T2,

271-1 TRLITHERERH 1. 3RV 4 BFHRAFRIRS Lz EOREBRTROTA
W IJMERREORY I ZTAY b (PK 7O REHRER)

1200 —
— o
1000 — )
800 —
= _
&n o o
2 600 — o
= | ) o
O ° § o
400 — T T _ —
1 — —1 e /=
200_ ————— |ﬁ| \T‘
0 - o
| | | | |
2% 2% 4% 4% 1%
@ % « % @ % % % @ %
% % @ % % % @ % % %
@ % Z, @
Tw Tx Tn Tx T%
7 d e ¥ x

Source: Module 5.3.5.3 PKS Combined Report Section 2.1.3

Abbreviations: Ceor: Concentration at end of infusion; IQR: inter-quartile ratio

Boxplot showing 25%-75% quartiles, with tails to 1.5% IQR.

Dashed line = median; Solid line = arithmetic mean.

Individuals beyond IQR tails are shown as outliers.

Note: For dosing interval 3 (Day 29) no Ceor data are available for any subject treated with Process B.
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TR 2.7.1 EYMEAZR CEHT 5 0B OME
x 271-6 10 mg/kg BARAFRIES LI ETOBRERTRHOTANIILY TMEFEE (PK T
O RXEHNRRER)
cv
Meants.d. Min Median Max GM GM
Interval Process N (Hg/mL) (ug/mL) | (pg/mL) | (pg/mL) | (ug/mL) %
Dosing Interval 1 | Process A 134 240+109 99 220 1110 224 36.2
(Day 1) Process B 425 228+63.2 | 76.3 219 589 219 27.7
Dosing Interval 3 | Process A 44 264+75.2 148 257 498 254 28.2
(Day 29) Process B 0 NC NC NC NC NC NC
Dosing Interval 4 | Process A 80 264+75.1 139 255 646 256 25.9
(Day 43) Process B 249 2514822 | 43 245 1010 240 30.8

Source: Module 5.3.5.3 PKS Combined Report Section 2.1.1
Abbreviations: CEOI: Concentration at end of infusion; CV: coefficient of variation; GM: geometric mean; NC: not calculable
(because no samples were collected); s.d.: standard deviation
All values are listed with a precision of 3 significant figures.

Note: For dosing interval 3 (Day 29) no CEOI data are available for any subject treated with process B.

271-2 TR ITHEERH 1, 3RV 4 E#ERAFEGIRELE-EEOTANILYTMEFS
FST7BEORy 2R TAOy b (PK 7O REHXRER)
300 — o
o
n o
200
£ 0
]
= _
2
o
5 °
[e]
100 — . g : . o
o o S & 8
4T> | [—— | |
= =[] | | |
0
) 9 9 9 9 )
%G 2% 2% 4G 2% 20
©% %% %Y Y By 4%
$ % e P He e %o
vE OL vV 9L v 9%
< < < < < <
LI SRR S <
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TYw T 2.7.1 EMERER OBES S OB OBE

Source: Module 5.3.5.3 PKS Combined Report Section 2.1.4

Abbreviations: IQR: inter-quartile ratio; Ctrough: concentration at trough, prior to next dose administration
Boxplot showing 25%-75% quartiles, with tails to 1.5* IQR.

Dashed line = median; Solid line = arithmetic mean.

Individuals beyond IQR tails are shown as outliers.

x® 271-7 10 mg/kg #RAFFRIR G LI-LZDOT7RLITMESR S T7RE PK 7OEX

EHRER)
cv
Meants.d. Min Median Max GM GM
Interval Process N (ng/mL) (ug/mL) | (pg/mL) | (pg/mL) | (ug/mL) %
Dosing Interval 1 | Process A 641 21.84#19.2 |0 19.5 296 NC NC
(Day 1) Process B 454 19.5¢106 | 0 18.9 67.7 NC NC
Dosing Interval 3 | Process A 440 26.84216 |0 23 280 NC NC
(Day 29) Process B 331 25.9+176 |0 24.1 106 NC NC
Dosing Interval 4 | Process A 329 26.3+176 |0 24.2 92.1 NC NC
(Day 43) Process B 260 251175 |0 23.6 105 NC NC

Source: Module 5.3.5.3 PKS Combined Report Section 2.1.2

Abbreviations: CV: coefficient of variation; GM: geometric mean; NC: not calculable (due to individual 0 values existing in
the group); s.d. standard deviation

All values are listed with a precision of 3 significant figures

fETRE (Frtx A XT7' et B) I$R4EH PK (population pharmacokinetics; Pop PK) fi#4T
TNRITIA LI T ORBELRRTHT-OOREE L L THAANT, PopPK iEHIZIX
EMR100070-001 X5, EMR100070-002 7%k, EMR100070-003 8 CUNE SN2 TOPK T —H %
Gz, Be#& Pop PK E T MCITHE TRITMA AR o 72 (Module 2.7.2.3.2.5.1 &), ZDZ
L, Trt XA LT rEXBORAMTPKIIFBETHD Z LRI,

ftiam & LT, Cuoughn Ceot XU Pop PK RHT DFERIND, 72 A AL 7'ut& X B o PK
LTV B,

32 TJOtRAMORERMEFEREREDHEK

T YL~ 7 O ADA FEBUEE OfENT X EMR100070-001 785% & U8 EMR100070-003 38k © 7 L~
7 10mgkg 7 2 W Z LT INTZBFHE TEM L, 1 [FILLE ADA 23 H Sz B35 1484 4 0
I T LITTa A AR 5514170t R BRFIEZRES SN, o R A KR TrE X B
Ol RA 2 G S BEIL. BT ORI LT,

ADA FER DG — NS T BEZ T L T2 (R 2.7.1 -8, Module 2.7.2.4.1.2 2/ Shankar 2014) ,
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T e 2.7.1 WA R OBE S 5 TR OME
i 2.7.1-8 ADAFERICE DLV -EEEHMN
Category Definition Subject at Risk (Denominator for

Incidence)

Never positive

Ever positive

No positive results at any time point

At least 1 positive result at any time point

Number of subjects with at least 1
valid result at any time point

Number of subjects with at least 1
valid result at any time point

Pre-existing

Treatment boosted

A positive ADA result prior to treatment with
avelumab

A positive ADA result prior to treatment with
avelumab and the titer = 8*baseline titer
while on avelumab treatment

Number of subjects with valid baseline
result

Number of subjects with valid baseline
and at least 1 valid post-baseline
result

Treatment-emergent

Transient positive

Persistent positive

Not positive prior to treatment with avelumab
and with at least 1 positive post-baseline
result

If treatment-emergent subjects have (a single
positive evaluation, or duration between first
and last positive result <16 weeks) and last
assessment not positive.

If treatment-emergent subjects have duration
between first and last positive result =16
weeks or a positive evaluation at the last
assessment

Number of subjects with at least 1
valid post-baseline result and without
positive baseline results (including
missing, NR)

Number of subjects with at least 1
valid post-baseline result and without
positive baseline results (including
missing, NR)

Number of subjects with at least 1
valid post-baseline result and without
positive baseline results (including
missing, NR)

ADA: anti-drug antibody; NR: no result.

ADA ZFEIE L U= 0B RME OB I TREAEFI% CHEELLTBY (3 2.7.1 -9), KRR
TTRALZAEFREORBBEE IV ot A A flBZ R LIZHRE 834D H 234 (3.4%). 7
ot 2 BRFEZERGLEBESOILDIH 194 (3.8%) Thol-,
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TYw T 2.7.1 EMERER OBES S OB OBE

& 271-9 HARET RN DO RERIEDFTERE

Process Process A only Process B only All Subjects
Ever positive n/NO (%) 271734 (3.7%) 22/551 (4.0%) 56/1484 (3.8%)
Pre-existing n/N1 (%) 4/666 (0.6%) 3/484 (0.6%) 7/1315 (0.5%)
Treatment-boosted n/N2 (%) 0/619 0/437 0/1221
Treatment Emergent n/N3 (%) 23/683 (3.4%) 19/501 (3.8%) 49/1383 (3.5%)
Transient n/N3 (%) 11/683 (1.6%) 1/501 (0.2%) 16/1383 (1.2%)
Persistent n/N3 (%) 12/683 (1.8%) 18/501 (3.6%) 33/1383 (2.4%)

Source: Module 5.3.5.3 SCS Section 12.9.2.1

NO = The number of subjects with at least 1 valid result at any time point.

N1 = The number of subjects with valid baseline result.

N2 = The number of subjects with valid baseline and at least 1 valid post-baseline result.

N3 = The number of subjects with at least 1valid post-baseline result and without positive baseline results (including missing,
NR).

fiam e LT, Fmk X BEFANI T vt 2 A RGH LHEEL L 7o RO BUHE Th o 72,
33 TJOtERMEORELMDILE

EMR100070-001 #5% & O° EMR100070-003 35k T, 7~~~ 10 mgkg % 2 H Z &L l2fhH -
BEIZHOWT, 7L~ T DOHEEHES (adverse event; AE) DIEEUSESE 2 fi#4T L7~ (Module 2.7.4.5.2.2
BHR) , AT RIGER 1540 4D 9 B 748 41T 7 1t 2 A K], 580 44137 =& % B il 2% 5 &
Nic, 7oA A RO vt R B OWRA|IZEG I EBE X BTN RN LT,

Tt A ARAFILHE LT a2 B REIT AE O HMEE 1T HAEANAR > T2, I DOHES
NEBLT 5 £ TORFBIIERE LTz (Module 2.7.4.522 ), Yot 2 B fAFIN KON
M &z ok EMR100070-001 #5207 B H CTh-7-0T, ZoF—F kv toFak
A B W ARER R B R GHIFIL 30 BTh Y, BiE TROE W & &GS ICEET 5,
L7z o T, 7'rt X B#AIZEE L2 BFHEOEG WK O P REREMEMICE, et X A RH
R L-BEILVETLEFEHNTHomZ L n, 2fKD AE MK L 7ot 2 oRgEtE %
Pl A Z L IXREETH oo, TNHORTFEEZE LT L &, AE HBBHE OERIKIIZERDO H D
FZEITN 7 8 2 ORFIMTRO o7 (Module 2.7.4.5.2.2 2R)

EMR100070-001 3%k, EMR100070-002 75k K& U8 EMR100070-003 765k 238 U C5EhE S L7 igig
LRVERRIT ORGSR, 5 WIS R 70 i © HEL R THIKF CTod - 7225 (Module 2.7.2.3.4.3 ) |
BE TR OHEFIICHERRIEERETH o 7o, &5 O E & g TR & oo EERE
XET /MTIER D2 T2 DT, GBS OZSHER F L 72 > To TR B 5,

B RFRBR TOHEIZINA, & F PBMC & VT in vitro Y b0 A 7 v A % i TR R
TFEfi L7- (Module 2.6.6.8.3 ), 16 4 DRRMEE L HEEL 72 PBMC A thi#g L7 L &, Frk R
AXiF7 et AB CTHRELERAMOY A A U7 a7 7 A4 WVIZEERIZER O H 5 E I
RO LIRS T,
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TYw T 2.7.1 EMERER OBES S OB OBE

fEml LT, rtvxr ARAILE o2 BRAIOZEMET a7 7 A4 VITERIL Tz,
3.4 TOERED AL ILEIRREE RN =EEO R

EMR100070-003 REROETHOHRF I T a2 A MR OLEHEGEINT-OT, FatAR0OE%)
PEFEAT X T 72 o 7o, BB ME A V7 Vil iRgE & 2 S 7= 38 13X, EMR100070-001 32053k &2 OF
EMR100070-002 FRBR (2 IZHFLAA AN S L7203 72,

35 TOERMBOBRKT—2DEHN

e LT, ZNOOBERBRTEL- 7okt 2 A AL 7ot 2 B#AID PK, i Fitt h Ove
BT 0T 7 A M I o T, BRIOR SN o722 RS RVE 23 HERE S 4U720 Curougn XY Cror
231 D PKATIEWIIGRD B2 T, SfEFRPED B D Y 2 7 ITEWITFE D B> 7,
AE DBUEDR S 1T, WETEO 72O TIE R EEHMIZ X 28D 72dTh o7z, LLE, BRI
Offee X O IR AGIZ 7 ' 2 B #FI &3 % Z & 1X. EMR100070-001 5%, EMR100070-002 3%
Bk &% O EMR100070-003 iR 2> H 13727 — X I L W ZFFS iz,
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T e 2.7.1 WA R OBE S 5 TR OME
4 {5z
£ 271-10 TRLI TDEFEBATEDNY T—2 3 VOER
Assay/ Reports Studies Assay | Calibratio | LLOQ | Validation | Intra-run Accuracy | Inter-run Accuracy and | Stability
Laboratory principle | ncurve |(ug/mL) QcC and Precision at QC Precision at QC
range (ng/mL) concentrations concentrations
(hg/mL) Accuracy| CV% |Accuracy| CV% Total
(% bias) |Precision| (% bias) |Precision| Error
Drug RF6870 EMR100070-001 | Sandwich | 0.20-200 | 0.20 0.20 NHV NHV NHV NHV  |[NHV 36
Concentration/ RF7010 EMR100070-002| immuno- 0.60 -8.3 to 0.2to |[-3.6t04.3/1.8t09.0(2.2 to|months at
RBM .‘|V1 04-VO0 assay on 20 10.6 15.8 12.6 -80°C
Gyrolab 150 SoT SoT sSOT soT | soT
platform 200 -136to | 1.0to | -103t0o | 26to |6.7to
16.7 13.0 4.2 15.5 17.0
Drug 218-1407 EMR100070-001 | Sandwich | 0.20-200 | 0.20 0.20 -15.0 to 0.3to -4.5 to 52to |9.3to NT
Concentration/ (H-GR023-V0) EMR100070-002 ianswsr’r:;/ngr; 0.60 17.5 16.1 13.5 13.3 19.1
BL1\V104-V0 EMR100070-003 Gyrolab 1250
platform 0
200

CV: coefficient of variation; LLOQ: lower limit of quantitation; NHV: normal healthy volunteer; NT: not tested; QC: quality control; Jll: I M

Istituto di Ricerche Biomediche, Ivrea, Italy; SOT: solid organ tumor
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TR T 2.7.1 WAL R OBET 5 Tk 0B E
x271-11 TFRIVLITDOREREDSITEDN) T—2 3 VOEH
Assay/ Reports Studies Assay principle |Cut point |Sensitivity [Drug Validation QC conc CV% Precision at Stability
Laboratory (LOD) Tolerance |(ug/mL) QC concentrations
Intra-day
ADA/ I 170 |EMR100070-|Step-wise Floating  [15.5 ng/mL |0.25 pg/mL |0.25 1.1t012.8 19 months
| B 001 bridging 1.80 at 31.3 20 at -80°C
170A1 EMR100070-|immunoassay on Hg/mL drug |5

002 MSD platform

EMR100070-

003
ADA-IgE/ IP190 EMR100070-{ImmunoCAP 0.10-100 [0.10 KUA/L [0.13 kUA/L |0.30 kUA/L NT
. IP373 001 assay on I \kUA/L® at 10 ug/mL |85 KUA/L 291054

exploratory i drug
NAb/ TBD EMR100070-|Competitive Validation pending successful completion of ongoing development

001 ligand-binding

EMR100070-|assay

002

EMR100070-

003

ADA: anti-drug antibodies; ADA-IgE: IgE specific against avelumab; I . U~ /L: 1000 units of absorption (2.42 nanograms) per liter; LOD:

limit of detection; MSD: Mesoscale Discovery; NT: not tested; [ _; QC: quality control; -: -

a Calibration curve shown for ADA-IgE rather than cut point.
b Precision for --170 was calculated on raw signal rather than normalized ratio to negative control.
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TR 2.7.1 AR OBEE T 5 OB OME
x 271-12 BRRNAFTI—D—DEDNN T+ —< U R4
Analyte Manufacturer Laboratory LLOQ Precision Assay Report(s)
(Catalog #) (pg/mL) (CV%)
Cytokine Th1/Th2 panel MSD e 061t024 | intra-run 0.67 t010.38 | GR006-V0
(IFNy, IL-1B, IL-2, IL-4, IL-5, IL-8, IL-10, IL-12p70, IL-13, K15010C (IFNy: 2.4) inter-run <9.19
TNFa) total < 10.54
Cytokine (IL-6, IL-17) MSD ] 0.6t02.4 intra-run 0.77 to 9.96 I-GR007-V0
Custom inter-run < 5.86
total < 8.63
Cytokine (RANTES) R&D Systems e 23 intra-run 0.59 to 8.83 V71
DRNOOB inter-run < 5.25
total < 5.58
Cytokine (MCP-1) R&D Systems e 29.13 intra-run 0.75 to 3.56 V1160
DCPOO inter-run < 3.45
total <4.16
Cytokine proinflammatory panel MSD e 0.18to 1.47 | intra-run 0.48 to 9.93 V187
(IFNy, IL-1B, IL-2, IL-4, IL-6, IL-8, IL-10, IL-12p70, IL-13, K15049G (IFNy: 1.47) inter-run < 8.45
TNFa) total < 9.86
MCPyV PCR Custom RBM NAz2 100% concordance Bvi117-B0
BL-168
MCPyV IHC Custom [ ] NA2 intra-day O to 6.1 MK_IHC_0615
inter-day 3.4
CD8 IHC [ ] NAa intra-day 3.57 to 10.10 l:54-FD
M7103 inter-day < 10.65

Abbreviations: CD8: cluster of differentiation 8; IHC: immunohistochemistry; LLOQ: lower limit of quantitation; MCP-1: monocyte chemotactic protein 1; MCPyV: merkel
cell polyomavirus; MSD: Meso Scale Discovery; NA: not applicable; PCR: polymerase chain reaction; RANTES: regulated upon activation, normal T cell expressed and
presumably secreted; RBM: Istituto di Ricerche Biomediche, Ivrea, Italy; Th: helper T cell

a LLOQ not applicable for the PCR and IHC assays.
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TS 2.7.2 BERERERBROPE

2.7 2 FREBAEEDME

B R
L g e B UM oottt ettt ettt et e eenees 10
| = == SO O TS OP PO O TR 10
1.2 B MAERGUEERBR D DA 7o BB 72T R 10
13 BERIEHEE T 0 7T LD B E BB ...coooeoeeeeeeeeeeeeeee e 11
1.4 BRI BN RE OMETE oottt 15
1.4.1 PITRIPE BRI OB ..ottt 15
1.4.2 AR TR ORI ...ttt 16
1.5 FENFASL I~ — D — R ORIV TN ASA A~ =T — DOBEE e 17
1.5.1 R N A T T ettt 17
152 BRI R T ] N A 0 dT e 17
1.6 BB — U AT OB oo 18
161 BRI — T I IT oo 18
1.6.2 BB EE B — 28 A AT oottt 18
1.6.3 R — Qe T oo 19
L7 S IEIME D RMEIE oottt ettt eennaeen 19
1.8 HETERE B DRI ..ot neen 20
2 B & D TR BRI TR O BERT oot eenae s 21
2.1 EMRIO0070-00T FRBR ... 21
2.1.1 SERIIBIHE .ottt n s 21
2.12 B e ettt 28
213 BRIETEE ettt ettt en s en e 29
2.2 EMRIO0070-002 FRER ...ttt 29
2.2.1 ERIDNEITIE ..ottt ettt 29
222 T ettt 36
223 P TEME ettt 36
2.3 EMRI00070-003 FRBR ..ottt s s s s s 36
2.3.1 SERIIBIHE .ottt ettt 37
232 BRI R T S A 0w TT et 39
233 BRIETEE ettt ettt ettt en e en e 40
3 RRBRA R L CORETED LT & AT oo 40
3.1 B BRI BN BB ARHT ...coovoeeeeeeeeeeeeeeeeeeeeeee et 40
32 HRWIENHE oot 45
3.2.1 FRIVEIHE 7" T8 7 7 A JL oo 45
322 [ N S i 1) 1= SOOI 45
3221 IIZUIT ettt 45
3222 T A ettt ettt ettt et en s eeeenas 46
3223 R BT ettt ettt ettt naeen 46
3224 BT ettt ettt een 46
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323 FHE R OEERIDEEZE oottt 47
3.2.3.1 B ettt 47
3.2.32 B ettt ettt aen 47

3.2.4 PRI LR oottt ettt en e 48
3.24.1 BB EETBE oottt 48
3242 TREEL D EEZE oottt 48
3243 PRI D EEIBE oottt 50
3244 T D EEZEE oottt 52
3.2.4.5 TIVT U DIEEIE oo 53
3.2.4.6 I DD EETBE oottt 54
3.24.7 BB D B BE oottt 55
3248 TR EBUIRTE ettt ettt eeenas 56
3.2.4.9 HARNEIEAARANDEE L D PKEFEDELEE oo 62

3.2.5 AIRITETELIRD oottt ettt n s en s 70
3.2.5.1 TEL T ettt ettt e et ee e 70
3.2.52 ERIEIAH LB oottt 71

326  BREREREOEAREIZEN L OB ZEEN . oo 72

33 R T et 72

3.3.1 BFEB72 XA T T BRI et 72

332 ORI BEAZ A O AT EE A8 TR oot 73

333 HAEF DT A B TTA L B oottt 73

3.3.4 AT VARIE D78 A Z =T Bl e 74

34 TR — I T oot 74

340 BB — FUSEHT OBIEME ..o 74

342 BRI D TR e 75
3.4.2.1 S e T g o ey - <O O OO UOR OO 75
3422 B R B — B T AN IR e 77

343 B R e — 0 A DT T ettt 82
3.4.3.1 M B R — S LT BEIEL L 7o 0 T oottt ee e 83
3432 o L & s 3 5= OO RO 85
3433 BREE L —TEAE ..oooooeoeeeoeeeeeeeeeeeeeeee e 87

344 BBREREE QT DB R et 87

345 BREREE TR D EEER oo 89

B EBIZRFRBR oo 91
A1 BBFEIEIE oottt ettt ettt naeen 9]

4.1.1 U AT T A R L B ettt 91

412 G R D RRBRERIE ..ottt 91

413 S D FE BB EE K OMRFME oo 93

414 G PERIE & FRMIENHE & DBIHNE ..o 97

4.1.5 SR L 22 A L DBIBME e 102

4.1.6  SEME LA & DBIREME oo 104

4.1.7 BRI 7 4 v BEOY 27 ORI BAE T FEOR R 105

S R ettt ettt ettt ettt ettt e e e r s enerernenas 106
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TN T 2.7.2 BARRERBROME
0 A ettt 107
=—E
#272-1 B R ZEIRERBEERBR ..ot 10
#272-2 B R R 2 R 2 1 T 0 T B R BRI oo 12
#272-3 SEMENRETE A AT 5 2EE DN O FENT — 2 OB e, 13
#272-4 HEEE M A AT 5 EEFT DN FNT =2 OHT T =B . 14
#272-5 EENEE 2 A 5 B 20 RICT b~ 7 2P b L & & o3 ydhhe <
TA=H ()T = R AL M) oo, 23
#272-6 EIIES 2 A4 2 BB 26 RICT L~ 7 10 mgkg % KEHR G Lz & & OEIRN
A& T I D REEEA 7R T UL YR oo 25
#272-7 EAES: 2 A 5 BE 26 BICT UL~ 7 10 mg/kg % EH G L7z & & ORI
2T IXJL T DD Clrough veveeversevessevaesesssesssessssssssssassssssessssssssssssse s s et sse s ssessas s saesssesenas 26
#272-38 WIEIENRNE R 5% DT~~~ 7D PK /3T A—Z OEHFE () var— |k
AL T oottt 31
#272-9 FRes i 544 TR ORBFR 72 M35 7~ ~ 7 E 0N FE (R S—R) .33
#2.72-10 TR 72 T L= 7 D Crrougn D ERIFR (FHEMIHE /S — F) e 34
#272-11 Rt 544 TR ORREFAY 72 MG 7 UL~ TR FE D TERIZR e, 38
#272-12 FRIF 72 T L 7 D Crrough D TIZR oot 38
#272-13 HRAKT T IV ORHEM Y ENIE R T A — X OHEEM (Run 124) oo, 43
#272-14 HARAKLOIERARNTOHERN, FIEFEIRNEFE G5O T L~ 7 D Cha X O}
AUC0336hr D RET I BT T ettt 64
#272-15 TN L 72 E PRIPD I oottt 74
#272-16 FIRL7e 7 3V =250 AUC OPUZAAERT D ERT oo 78
#272-17 Ciroughyss (2 XT3 2 HEHYHEAAF I D BAE L ZE BT T /1 oo, 80
#272-18 AAETF IR D IAE L ZE BT T IV oot 81
#272-19 7 L— R& D720 B L 7o A HEFHROLERIRNT D /3T A —H D Cuoughss
I TE Lottt ettt ettt r et reer e 84
#2.7.2-20 IR SO M NAER ORI B L AHEFSR (Fv— N3 LLE) ORBUHFE .85
#272-21 B R B D DU NAE B D TEANTEE D B DFEBIBEIE oo 86
#272-22 T~ T7 D Coax TD AQTeP M N AQTeF DE T /MAZ XD FIHNE oo 89
#272-23 FUEEMHUR DFEFZ SR D T IV T U LN e 92
#2.72-24 PUEM B R DR AT I SN BB RENE o 92
#272-25 EMR100070-001 #X5#% & 08 EMR100070-002 &5k 0> F &3 = 7k — h TS JFrk
DIFEBIEEE (..ot e e e e t e eet e t e 93
#272-26 1l % OB O A LTZ R &M O T~ b~ 7 10 mgkg &5 LT HBE DR
PP D FE BB oottt ettt aeen 94
#272-27 FIEIRMEA 7 T Y — Rl B DB RTUBM oo 96
#272-28 MIFGHEDOHIRIRI, HrEE BRI BFE O RPUARM O SEHMNE oo 97
#272-29 HARNEF 2 HEmPAREE TR L7z, 10 mgkg RN 5% O 7~~~
TD Crrough D FEIRTEFTEE oo 98
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#2.7.2-30 A ANEM % FEEYHUAIREE TR L7, 10 mg/kg SARNERER G55 07 ~ L~
AN O e RO T VB LY, 5004 == SO OS S U STOSTUSU UV STRUSROTRRRRRN 99
#2.72-31 FEEM GRS D A AR NEE OHEEMHURMN X OS5 T % Crough
(EMR100070-002 FRBR) .o eeeee e s e s s s eeseneens 101
#272-32 FIZ JFMEIRRERI D ZEBNED T T R oo 103
#272-33 PUERII RIS & AT EE O BROGIREER O 1gE Btk — A i K2 it o G246
] et 104
#£2.7.2-34 PK {58 E AT 5 2RE OBEERIEEFGEILT — 5 e, 107
#£2.7.2-35 PK E#H A2 AT 5 RBEDOEEIRIED T TV —ZET —H e, 108
#272-36 PK [ 2 A4 52 8E O 7 1 ZABRIF| K O ERE] O BEE oo, 110
#272-37 B A SRR R OV DA BEIEE D 28 M DM EE .o 112
H—%
272-1 GRS 2 3 2 B 2t g2yl 1 RER AR E e 5 L7 & & OB 5% IR
WX T DGR T L~ TIREEDEIE (£ SD) e 22
¥2.72-2 BNEE A2 AT 5 BE 2 RICT L~ 7 &2 | BEREIRNE SR G L7 & X
D& T L7 Crax & FHEOMEBIME M OB B e 24
[¥2.72-3 ENESE 2 A 5 B 20 RICT ~ L~ 7 2 | BEE RN G L- & %
D F & T L 72 AUCos36n & F B D EBIE I OB T I oo 25
X2.72-4 B LEBEEA2 AT DERELZHRICT L~ T 2 REHRE LT & & ORI 72
T LT D Cough D FEIE (SD) oo 27
272-5 B AESS 2 A 3 2 BH & PRI P a5 ORISR 2 g 7~ v~ TR
DI (£.SD) ettt 27
% 2.72-6 2 [0 B DT )b~ 7RG GO Day 15 1IZRHMli S v7z 1, 3, 10, & T8 20 mg/kg
TR N COREIT I AT ZR oot 28
X272-7 FER, FEEIRNERe I G- ORRRFRY 72 MG o 7 ~L~ 7 P O SR fE
(£SD) B T 7 7 A JL e 30
[X12.7.2 -8 WIEIEFARNEFE R 55 DT ~ b~ 7 B & B TEHE(L L7z Coa DA ... 32
[X12.7.2-9 WIEIEFARNERE R 55 O 7 ~ L~ 7 B & B CTEE(L L 72 AUCos36n O HEA X
............................................................................................................................................ 32
¥ 2.7.2 - 10 2 IR CREIRNERI G- L 72 & & ORRRFRY7R 7 L~ 7 D Cirough D AR — FHID
SEEIEHERS (FH B S — R R OYER TR — R ZFD) e, 35
[X12.7.2 - 11 2 MR CEARNEER 5 LT & & OFR G-4& TREO 7 ~ )L~ 7R B ORRFRE)
SEHIE (£ SD) HERE BRI S B ) e 35
2.72-12 S AGE RN Erfee i 5-7% ORI 72 {E & 0)7«\“/1/\7 D Clrough eeveveveverrerevernrererernnenns 37
X2.7.2-13 B RHEM SR EIET T /L (Runl24) (2817 54 PK /RT A —% — R BEHRD
T LA R T T 7 B e ettt ettt ettt 44
[X12.7.2 - 14 BRAID 4 [B1F 55% ORI — 2 (2395 7~~~ 7 O ZRIE L O E o 7 a7
T A T ettt ettt ettt ettt e et e ettt e e e e e e s e eeeee e 45
X 2.7.2-15 BERHEREYEIREET VICK T2 7 VT 70 A, &8 7 V7 7 0 AOEIK
MZEE) & AEHE & DBIEROD AN oo 48
X 2.72-16 BERHEMREpEET T VO 7 VT T A, 257 VT 7 0 AOEKRK )
ERTE L DBIBR et 49
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2.72-17

X 2.72-18

2.72-19

2.72-20

2.72-21

X 2.72-22

X 2.7.2-23

2.7.2-24

X 2.7.2-25

2.72-26

2.7.2-27

X 2.7.2 -28

2.72-29

2.7.2-30

X 2.7.2 -31

2.7.2-32

X 2.7.2-33

X 2.7.2 - 34

2.72-35

X 2.7.2 -36

X 2.7.2 -37

AERHEREYEIEE T L Oz L N— kA 2 S OSAER, PR 8— |

A2 b O EFEOMERIIZEE) E AR L DBIFR oo 49
10 mg/kg CHAE BEH-1% M OMAEE 80 kg D FEFF1Z 800 mg D EEH EHHHZ DT I =
L—2a U LT EEIRAED AUC D TUSTAAE oo 50
R EREYEEET VO 7 VT T A, 257 V7T T ZAOERRZ )
EMEBI & DIBIIR e 51
BEENFNUIZONTY T 2 L—3 3 > LT 10 mgkg RAER 5% O EHRED

AUC .o 51
BERHEREYEIREET VICK T8 7 VT 70 A, &8 7 V7 7 0 AOEIK
2SN & ATFE & DOBIFR D IAN oo 52
BASRHERSEMBIREET LV ORE 7 VT 7 VA, 287 V7 7 AOFEIKMEES)
ETIVT XU L DBIFR et 53
BB TNVT I NS IETY R = L—3 3 > LTz 10 mg/kg AR 5-4% O & &0k
FETD AUC D TUFTAIME oottt 54
R REREYEREET VO 7 VT T A, 257 V7T T ZADOERRZ )
ETFRETE & D BRI IRAI oo 55
BASRHERSEMEREET LV ORE 7 VT 7 VA, 287 V7 7 AOFEIKMEES)
E PR L D BB IIT oot 56
BERHEMRpEET T VO 7 VT T A, 257 VT T 0 AOEKRK )
ER—=RT A O R IEIEALRR I & DBER oo, 57
NR—=2F A RO GNAETHELIEEGE A BT S, v Iab—vay
L 72 10 mg/kg KAE B 5% O EFIRAED AUC J O Crough P PUIINIAE ..o 58
BASRHERSEYEREET LV O2E 7 VT 7 A, 287 V7 7 AOEIKMEES)
& ECOG ZEARAE & DBIFRD A ..o 59
BERHEMSERYEET T VO 7 VT T A, 257 VT T 0 AOEKRK L)
E DN PUNE L DIBEER e e 60
BACRHERER BN EE T L TY R a2 Lb— g v LEBAIET & 0 10 mg/kg KAERH
BAB D TEFTIRFEID AUC ..o 60
BASRHERSEYEREET LV O2E 7 VT 7 VA, 287 V7 7 AOEIKMEES)
& PD-L1 FEBLE DBAFRID A ..ot 62
AARNKOIEARNTOHEN, FIEIFIRNERRER 5% 0 7 ~L~ 7 O LG T
JEDFHTEEIE (£SD) — R T 7 7 A Tl 63
HARANKLOFEH AN TOWEIERIRNERHGER 5% DT /L~ 7 O Cnax & B D[R
T EE 3 D ettt ettt 64
HARAN KL OFEH AN TOHEIFFRIRNEF LR 5% O 7 L~ 7 D AUCossen & H &

Rl IE a2 OO 65
EMR100070-001 &5 & OY EMR100070-002 5852 D4 T? 10 mg/kg Lk amR— D
A= FBIDT L~ T Chongh DR TEEME (£SD) oo 66
HAN, BARAUSNDOT T N, FOZ Do NFER] 048R %88 L7- 10 mg/kg
HEIZBI 27~ T D PK/NT A —H R OUGEGEE RO 67

EMR100070-003 7% (MCC, 10 mgkg) OT —HX TS IEARNEEDOT )L
%7 D Cuough DHEMNTELIE (£ SD) OHERE K OME~ DHARNBEDPK 7’0 7 7

A ettt ettt ettt ea et et et et et et e eeeaas 68

X 2.7.2 - 38 EMR100070-003 B TP H AN mMCC & L FEAARAN mMCC RE L D7 ~ L~

T DPK/RT A —F R OBREFEEHETEAE O ELIL oo 69
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2.7.2-39

X 2.7.2 - 40

[X12.7.2 - 41
[X12.7.2 - 42
[X12.7.2 - 43
[X12.7.2 - 44
[X] 2.7.2 - 45
[X] 2.7.2 - 46
X 2.7.2 - 47
X 2.7.2 - 48
X 2.7.2 - 49

2.72-50

X 2.7.2-51

X 2.7.2-52

2.72-53

X 2.7.2 - 54

EMR100070-003 7&5% T H AN mMCC B#E K& OFEH AN mMCC BE DOKE & H

B ettt ettt e et e et et e e e e 70
BASRHERSEMEREET LV O2E 7 VT 7 VA, 287 V7 7 AOEIKMEES)
EHLET IR & DBIFRDD AT .ot 71
WEEEE (Croughss) (ZXF T DBIE L2 EDOFB T T > b 76
AN ZN R D FERNE M O Crroughss 1T 2 THIZERNE (v, 77
IR U 72#50 2845000 AUC PUSFPALAEBI O BEHT oo 79
W% 5 O U N B R BE AT IR DO 7T o~ A X —HIRR ce, 81
PR O MUSNAER O RETFIMO N 77 v~ A T —BHR o, 82
TEICBE L2 AEFLE (F L —R1UE) OBBFEL Crougns & DBIFR ... 83
TRIEHIRIBI D Croughss (2T 2 TR irAE FEHLHE oo, 84
EANITAE D BSOS OFEHER L PNEFEEE- D Crax & DBIER oo, 86
TN TR T HR—=AT A D QTP AL (P72 b RT3 U6
T B A ) ettt eeenas 88
AIBRIRIE T I23 1T D Rt iIPt 3 IR GE O i M) DI BL E TORFFEIFR ... 95

FURMIBLABMERE S 0 | SBIEHE FI251 5 B0 FRMH AR, RO
BRIARE 12 450F 5 B0 R (R 00 O Bl 0 B IRSE1 & i

HHRET & D BB ettt ettt 96
BEDOFEMPURIRIER], 7L~ T D Cuouen DRAMTFEHIE (£ SD) (HiEEMmHLIR
B FUBEIIHUIRBENE) oo 98
BE OPERMPUAIRTER], Rt 544 TRED 7~ )L~ 7 O I iF R L O AR -2
i (£SD) (HUZEMHUREGIE, FUEEMHUREETE) o 99

PEEMBUARBOYIA & 10 mgkg BRI 51507 L~ 7 O Cuougn DA}
EHME (£SD) & ORFR, REBRIEHE TICBT 5 EHe PR TR B K O%R

BRIGIHRE T IR DR IR R B % B THEE oo, 100
[} 2.7.2 - 55 FUEEHUREEINC S R 2 b —a U ENTERTRENT A= e, 102
CONFIDENTIAL

Document No. 0900babe80b8e¢264v4.0

INFORMATION 6/114

Object No. 0900babe80d9dc07



TS

2.7.2 BERERERBROPE

Bes—%5
5 YEFh A AGE
AQTc QTc change from baseline R—=ZF A4 96O QTe Bk
AQTcF QTCcF change from baseline NR—=2F A D bO QTcF b
AQTcP QTcP change from baseline NR—=2F A 95O QTeP £k
ABCBI1 ATP-binding Cassette Sub-family B Member 1 —
ABCC1 ATP-binding Cassette Sub-family C Member 1
ABCC2 ATP-binding Cassette Sub-family C Member 2 —
ADA anti-drug antibody ETE LZEINCS
ADCC antibody-dependent cell-mediated cytotoxicity UK AR BEA PR A 15 2
AE adverse event HEEL
ALT alanine aminotransferase TI=VT I NT AT 2T —8
AST aspartate aminotransferase TANRTXUBTI ) N T AT 2T —E8
AUC area under the serum concentration-time curve A7 PR FE — IRE ] R T A
AUCo:336hr AUC during the dose interval #ERkFEF O AUC
or AUCo-day14
AUCo.0 AUC from the time of dosing extrapolated to infinity ~ #¢5-BAtA1% > 5 BER KRR & TH/ME L 7= AUC
AUCo- AUC from the time of dosing to the time of the last  #5-BRLATE 2> b B #& & B FTRERFfA] £ T AUC
observation
AUCss AUC at steady state TEHREED AUC
BAb binding antibody LT L~ TREA PR
BOR best overall response =S CReRmIE S
CCR5 CC chemokine receptor type 5 CCTENA VZRHIKS
CD3* anti-tumor cluster of differentiation 3 positive PO R mHUR > HE 3 B
CD8* anti-tumor cluster of differentiation 8 positive PUEG R mHUR > HE 8 it
CDC complement dependent cytotoxicity MR AT AR B A5 5
Ceoror Ceoi concentration at the end of the infusion Frge it 548 T RER L
CI confidence interval (ELEESE
CL total systemic clearance EHI VT TR
Crnax maximum serum concentration observed postdose ¢ L {E FHIE
Conax first Cumax after first dose WEHE G- Cunax
Cimax,ss Crmax at steady state TEFARHED Crax
CRC colorectal cancer il i 1B R
CRPC castrate-resistant prostate cancer FRC N UG VA
CSR clinical study report IR TS S
CT center of tumor JiEIE D R
Cirough concentration at the end of the dosing interval P G- HIRRE T R DY EE
Clrough,first concentration at the end of the first dosing interval [ 5-FEIRRHE T RF DR
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TS 2.7.2 BRARFEERROBE
5 YEFh A AGE
Crough,ss concentration at the end of the dosing interval at EW RAED # H-FfRIE TR OPRE
steady state
CV% coefficient of variation percentage EENREL
CYP cytochrome P450 F ~ 7 v—2L P450
CXCR4 chemokine receptor 4 TERIA VZEE S
DDI drug-drug interaction TR HAE
ECG electrocardiogram TES
ECOG Eastern Cooperative Oncology Group K R DS AR IR R 7 v —
eGFR estimated glomerular filtration rate HEE SR ER AR B A
ETAl inter-individual variability in clearance 7 VT T AOEERIZED)
EOT end of treatment B 584 T ke
FOCEI first-order conditional with interaction A=Y B IV R T A —4 L O %
% & L 7= FOCE INTERACTION
GM-CSF granulocyte macrophage colony-stimulating factor ~ JERIERK~ 27 v 7 7 — ¥ 3w = —filJE K+
FFPE formalin-fixed paraffin-embedded A=V CEENT T 4 o m
HAHA human anti-human antibody b Mtk MUE
IERC inflammatory event regardless of causality —
IFN interferon A E =Tz
IgE immunoglobulin class E /7Y VR
IgG1 immunoglobulin class G1 s ez Gl
HC immunohistochemistry SRkt (1)
v inter-individual variability EKENTHPAE)
IL interleukin A F—aA X
M invasive margin —
Iov inter-occasion variability RF A 22 )
irAE immune related adverse event S B L - E S
IRR infusion related reaction TEAIZPE D RIS
iv intravenous IR
KD dissociation constant fiAt B TE 2
LDH lactate dehydrogenase FLEEMIOK SRR
mAb monoclonal antibody £/ 7 u—F gtk
MCP-1 monocyte chemotactic protein-1 BEREME S 7B -1
MCPyV Merkel cell polyomavirus AT VIR Y A —~< T A LA
mMCC metastatic Merkel cell carcinoma HRFEE A Vo Ui R
mRNA messenger RNA {54 RNA
MTD maximum tolerated dose e KR
NAb neutralizing antibody RPN
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2.7.2 BERERERBROPE

5 YEFh A AGE

NCA non-compartmental analysis J A=k A MERT

NSCLC non-small cell lung cancer FE/ N A it e

oS overall survival AR

ORR objective response rate FBHIZE R

PBMC peripheral blood mononuclear cell A ifn. BLAZ i e

PCR polymerase chain reaction WY AT —BEHE G

PD pharmacodynamic(s) )% ()

PD-1 programmed death receptor 1 T 7T AR IR 1

PD-L1 programmed death ligand 1 77T LK TR 1

PES progression free survival 2 A AR A

PHA phytohemagglutinin TA T ITANTF =

PK pharmacokinetic(s) B HE

pl isoelectric point RN

Pop PK population pharmacokinetic(s) £H4E PK

PR partial response 532250

Q intercompartmental clearance =T S WV N P i S

QTc QT interval corrected for heart rate DAECCHEIE L7z QT FEIR

QTcF QT interval corrected for heart rate using Fridericia's ~ Fridericia 22 & 0 ODAEAHIE L 7= QT @
formula

QTcP QT interval corrected for heart rate using a project RBREE R FE A O — KA ELREIC L 0 LFE
specific derived correction factor E L7 QT kg

RANTES regulated on activation, normal T cell expressed and —
secreted

RECIST Response Evaluation Criteria in Solid Tumors —

SEA staphylococcal enterotoxin A T RUKETTE FFT A

SCS Summary of Clinical Safety -

s.d. or SD standard deviation IR (R 7=

SLD sum of the longest diameters EROEF

ti terminal elimination half-life TH A3

TCR tissue cross-reactivity FELAEAS 22 B

TEAE treatment-emergent adverse event BB T ORI LA EFR

TMDD target-mediated drug disposition FERIIAENE DO IR oK

TNF tumor necrosis factor FEE 55 5P K] 1

TO target occupancy EEDREECE S

Vi central volume of distribution o= kA N OSRAEM

V2 peripheral volume of distribution EN Al NIV N ¥ (TE 7

Vs volume of distribution at steady state TE IR HE D 43 A0 AR
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TS 2.7.2 BERERERBROPE

11 He =2

7L (IBERAEL S MSB0010718C) 13, a2/ T Aflil@sEY 47 R 1 (programmed death
ligand 1; PD-L1) 43 FIZi8IRNe58 e MGG 7 27 U > Gl (immunoglobulin class G1; 1gG1) &/
7 v —F PR (monoclonal antibody; mAb) T 5, PD-L1 431 EElAE K ONMAE N ESRE oo
ERHMNET =y 7 ARA o e LTHELT 5 & &I (Fife2011, Riley2009), 2 < O ifa &l
AR X 0 S EREERE & L CRIH ShCwa, 7L~ 71X PD-LI IZfEA L, PD-LI KO m 7
T LHIRESESZ K 1 (programmed death receptor 1; PD-1) & O OFAEAEH 2K+ 2, 7L~ 71
P HUR %8 8 Bt (anti-tumor cluster of differentiation 8 positive; CD8") fﬁﬂiﬂ'ﬂj:éz%\éfﬁﬁ‘%)
PD-L1 OMiWEM ZBRET 5 Z LIk v | MIUGEMNE T MidO/SE 2B S % (Sharma 2015)
ARSI 9% PD-L1 OBEFRIO&EHI K OYE TO PD-L1 FEL L 7% & ORWFHEMEN S, PD-
L1/PD-1 FHAAEH %W 2 e i3 2 O3 AEIZ)E L CIFFICHEZERIBRIEIC Y 552 &
ZoRE LTV D,

In vitro AERKL N MC38 % V72 in vivo #RBRCT L~ 71%, PURKAEVEM B B PR RS &=

(antibody-dependent cell-mediated cytotoxicity; ADCC) Z#3% 71 » (Module 2.42 ZHR) | #Hii=720%
TERIPUIEGFIZ 720 9 5 (Boyerinas 2015) &35z Hiviz, T MRS ZE 26325 PD-L1 OEE 7
BEIZEE X, TN TR EOMELG AT 5 BE T DI ROERE L L CBERER CThH
Do

COMRBEERBROENIZIT., TNV~ 7 OEYENEE (pharmacokinetics; PK) . 3 ) 5

(pharmacodynamics; PD) . R:2E[] PK (population PK; Pop PK) D ELEERIZRfRMT, BIZH M, 2k,
KON CTHEIE L 7= QT k% (QT interval corrected for heart rate; QTc) D S intZ B35 PK/PD fi##T .

RS A L A LA (metastatic Merkel cell carcinoma; mMCC) HEDOIEEAZ B E LT
10 mg/kg % 2 MM THARNE 532 1L - HEORILZ R LT,

12 EMEREHEBRMOHEERGHMR

FEEER N r—U b e MEREREEBR K O TR wm A 272 - 11T, 262 in
vitro FKERFER VA b A R ER . M OSHAR A 2= SO e BR 03 8 £ 415 (Modules 2.4.2.1.2.4.4.7.2.
24473 BH),

£272-1 E MR AR
iR A syl 51 STk
E FPD-LI XOZE®D & b PD-LLICHT 57~ A~T7 D KD, £ 10M ThoTe, PEAT18052012CJW
OB 77 S V=2 SHIEORRD PDLI O BT YA K77 U —"T 0 71K T 24T 1 pM Module 2.62.2.1.1
VATRATORE  gommshanot, PEAT20131213VS
Module 2.6.2.2.1.2
b b O & TV 7 PD-LL B LT o b MESHINL L O PBMC ISHG & L, S IONC201104051DZ
PBMC (237 Dt & B2 TIX IFNy & TF PBMC Tl PHA T PD-L1 BEBLARIPRY 5 2 & TYBEHEIIN  \odule 2.62.2.1.3
=X
ST Module 2.6.2.2.1.6
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Ve % o 2.7.2 BREREFERBOME
AERE Y FER R 5| H Sk
PBMC #fillg7 v & A TV I T AIEFRE 2 5 L, IL-2 ¥ ER & U CHIE S D SEA O IONC201104051DZ

TEAEDSFRD BTz,

Module 2.6.2.2.1.6

In vitro TO

t k PBMC % i\ 7= in vitro 52 C 95% D TO #4152 (21%, R 1 pg/mL O 7 X
N~ T INUETH -T2,

IONC19092014SM
Module 2.6.2.2.1.7

b Mo ADCC TV 7k e MESAAERIZ KT L C in vitro & CHIE AIRE/: ADCC {EMEZ /R L PEAT18052012AJW
MO CDC 7273, CDC {EMITRRD ot Module 2.6.2.2.1.8
PEAT18052012BJW

Module 2.6.2.2.1.9

YA MIA N7y B hOE&MKOPBMC # AW ORGTC, RIEFHEE A M4 Okt T17985

A % BT 5 MR R ILIER D DR o 7, T17986
BRIZRDEITHA L LIZHE 209 A A VT v A 2E L=, 14-DA471-NO
ZOFEREMHETIZ, 7T oUL~TILEIC IL-6, MCP-1, } T TNFa O % 7k
L7, BT GM-CSF KOV IL-10 DFFE bR Sz, Bk bloggop — Module 2.6.68.3
F72 IL-8 e OV IL-1B O _EF/-2N3BH Sz,

FERRAE A bt MEfE~OFES R 5 TCR AR Tid, 312 PD-L1 FEESEE O & M 20015186
. Thbbiic D EEMY A 7, N, B GBRRMmIE, U o REk, Module 2.6.6.8.4

HERK, RO~ u7y—U%E), BEE, BENaART7 T 2 N ROBLERH
fa, SEHEARRAL, AR, K OMIEESRER AN CY @ FERD BT,

Fro, e, FURIR. TERRAHREVERIIG, IREL O MRIICHIAG, IR R
B, ROVE#ERZER CRD b, AP RITEEFO TR 22 <. 2hud
A FTHHILTV 2 PD-L1 FEHANL T PD-L1 (ZE B BEE T 2 3o = v k
— 7% EGTHTHEID TCR 273 LTV D AMREM D ® 5,

ADCC : PUIREKTEMEHI R BN PRI (555 |

CDC : MR TF IR |

GM-CSF : fghitk~/n 7 7 —Yaon=—

A F, IFN: f > Z—7 =z IL: A v Z—uA ¥ KD : fifftEE., MCP-1 : HEREMEZ 37 B,
PBMC : RIS M EAZMII, PD-L1 : 702/ Af03EY 2 K1, PHA: 7 4 b~~~ )L F = SEA: 7 KUEH
Tr7u hF A, TCR : AR ZER M, TNF @ SRR 1, TO : EZr 54 %

1.3 BRREEITOJSLOBMEEREE

Z ORI O BRI, 7L~ T7 O PK, PD, Pop PK OEGERIZRfiFNT, WA =h M, %2
k. KON QTe #HliE B (Z%F3 % PK/PD fi##T 27~k L, mMCC B ZXRICT ~Lb~ 7 10 mgkg % 2
TR CRIARNE 572 AL - HEORILZ R LT,

RSB 3 B DRI T — 7 2157, 2O ORBROMEAFK 2.72-217-7, £2.72-2
(VLT b~ TR E K OB (anti-drug antibody; ADA) OFREHREFFR A G £ 5, PK IHH
ZAT5 3B E T, 204 7 BB (EMR100070-001 35 K& OV EMR100070-002 345R) K O
20047 WA (EMR100070-003 3BR) OB &2 D v hAT7 & LizTF — 2oL, AR KIERER
DOFEFITAFE 1629 L DOEE LT, ZiuH1ZiE, EMR100070-002 785k & O EMR100070-003 75k
D BANBE 54 4} O EMR100070-003 3252 D mMCC #B# 88 4 & & de, ZiLb 1629 4D N H#tat
T — R 3 2.72-3 RONEK 2.72-4 18T, ZOMOIERITFK 2.72-34, £2.7.2-35, KOFE
2.7.2-36 (T T,

{8 2 OFRER BT FER 2 AE 2 ORBOEFIRT (2.1, 2.2, 2.3H),
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2.7.2 BERERERBROPE

#£27.2-2 AR RIEZFHIIRET €17 o 1= ERREAER

YRR S R I M

o R AR (N) PK/ADA #UBHRHL

# 5

EMR100070-001 &5

(%8 THRFER)

US (IND 115747), <)L
—, FzadtfiE, 77
A KA ANV HY —,
E, K—=F v K, A (h#
EHE)., KU'UK

EudraCT & 75 :

2013-002834-19 (VHP No. 341)

BV SOUTRPTEEITIEE AEWE o~ — 1 (53 4) IFEONZ CRC K OY

TN AT 5B  CRPC % %H5 b LItk ah— bk (254) o

e OB IE DRISIEIC K B P B AT, 1 BRI 54 T,

T LYK aAR— PlalEfpe #5144 0.5, 1. 2, 4, 6, 12, 24,

(oM B Wl o 36, KU 48 WERHICEGEADIC PK AUEHRIR

JC 1490 4 SR A AL D

nr) e BT 5 B 5 O BRI D SRR Lk o i
EMiH. CRC. J O CRPC =h— b & &ie ke
Sh— P CREBRARAELT P T 7RO X
(LB R 586 T #4172 8— 2 PK SEHTEL

W= T A W RBRERZ L TR
U5 T IO RBERFIC ADA FRUBHRHY

T = T % 2 T
IR R 597 %
FHEME S — k

1.0 mg/kg (n=4)

3.0 mg/kg (n=13)

10.0 mg/kg (n=15)

20.0 mg/kg (n=21)

BEGPER = b ¢
10.0 mg/kg (n=1437)

EMR100070-002 &5
(%8 THIFER)
HAR

M T RTHEATIER AEE ok — 1~ (174) ORI S-HIix#&

R AZ AT 5 BANR  Gal, | KRG G/ TIE, #lElRsbeie 5-1%

IR ROV ERE L 050 1. 2. 4. 6, 12, 24, 36 LU 48 FEfHIC

g E LRk t— b M PK SUBHR B

o] G R LI

TSI ABMBAANGI  FIEIER G- FE% O IR O SEBLIF I Sl

=) @ aR— FEROEBEIEK 2R — N TRk ek %
BLTHT 7RO UL BG4 TR IC A
/8= 2 PK BUBHRIL

NR—2 74 H, WBRERE2E L CRERTL
O 5-4& TIRFOSKBERF IS ADA FUEHR

T YL~ T % 2 EE T
RN R 532
AR S— b

3.0 mg/kg (n=5)

10.0 mg/kg (n=6)

20.0 mg/kg (n=6)

BEGPER = | ¢
10.0 mg/kg (n=34)

EMR100070-003 75
(35 T AHEAER)
US (IND 119394), A—A k
ZIV7, A—ANIT, 7T
VAL KAV, AXVT ., H
A, AL ROAA
EudraCT &5 : 2014-000445-79
(VHP No.531)

mMCC 7R 4 BRE LT RER &K%l L CHERRI O KR B 55
WEIZ LT LD Rl G/ TR, Feefe 55 T 1% 2~8 il &
R R ST TSR e A S— 2 PR UEHRHL

#

QoM WA MHFENT w25 ¢ ps BRI %I L CHREATL

88 DA DIVELT (xpge 5 THE O JEEIRC ADA BUBHRBL
EZUF, 6 0 A DL LR

A AN T HaLe)

TV 7 A 2 T
IR R 59 %
10 mg/kg (n=88)

ADA : FUSEMBUR, CRC : FERBELAGIE . CRPC : BHRHUMERTZIE,. IND : iAB3E. mMCC
J5. n: BEEEL. PK : EW@EhRE, UK : #&[E., US: k[E. VHP: voluntary harmonization procedure
GAAN T BAERITR 272-34 B ]

BRI A LA LA
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TS 2.7.2 BRRIRERBROME
*®272-3 EMEREEREET H2EEEFOAORTENT -2 DEREH
Covaiat EMR100070-001 EMR100070-002 EMR100070-003 Total
ovanate (n=1490) (n=51) (n=88) (n=1629)
Age (y) 63 {60.4} 62 {60.1} 72.5 (68.7} 63 {60.8}
(20-91) [0] (30-77) [0] (33-88) [0] (20-91) [0]
Weight (kg) 70.6 {71.1} 55.5 {55.3} 82.7 {80.9} 70.5 {71}
(30.4-204) [4] (35.2-89.3) [0] (47-153) [1] (30.4-204) [5]
Height (cm) 168 {168} 163 {161} 173 {171} 168 {168}
(135-195) [25] (138-177) [0] (150-185) [1] (135-195) [26]
BSA (m?) 1.8 (1.8} 1.6 {1.58} 1.96 {1.93} 1.8 {1.8)
(1.2-2.62) [30] (1.27-2.01) [0] (1.432.47) [2] (1.2-2.62) [32]
AST (UL) 22 (23.4} 24 (24.1} 26 {27.7} 23 (23.7}
(2-210) [5] (12-122) [0] (10-113) [0] (2-210) [5]
ALT (UL) 19 {NC} 16 {16.4} 18.5 {183} 19 {NC}
(0-185) [5] (6-70) [0] (5-62) [0] (0-185) [5]
Total bilirubin (umol/L)* 6.84 (6.9} 103 {9.13} 6.84 {7.19} 6.84 {6.98}
(0.51-12000) [8] (3.42-20.5) [0] (3.3-26) [0] (0.51-12000) [8]
Albumin (g/L) 39 (383} 37 {39} 404 {39.8} 39 (38.4}
(0.04-430) [5] (21-310) [0] (24.1-53) [0] (0.04-430) [5]
Prothrombin (intl. normalized 1 {1.08} 1.03 {1.04} 1.04 {1.08} 1 {1.08}
ratio) (0.71-72) [6] (0.93-1.24) [0] (0.84-2.94) [0] (0.71-72) [6]
Creatinine (umol/L)* 72.5 {74.7} 62.8 {66.7} 81.3 (83} 73.4 (74.8}
(17.7-2560) [10] (33.6-114) [0] (34.5-194) [0] (17.7-2560) [10]
Creatinine clearance 83.1 {82.4} 73 {75.5} 77 {79.3} 82.3 {82}
(mL/min)* (2.2-150) [11] (40.8-139) [0] (41.7-150) [0] (2.2-150) [11]
Total protein (/L) 70 {68.2} 64 {64.7} 69 {68.9} 70 {68.2}
(0.06-689) [8] (49-77) [0] (53-89) [0] (0.06-689) [8]
eGFR (mL/min/1.73 m?) 86.6 {84.9} 106 {102} 75.2 {78.4} 86.5 {85.0}

(1.3-398) [10]

(51.4-178) [10]

(32.6-177) [10]

(1.3-398) [10]

Source: Module 5.3.3.5 PopPk report Table 5.

NC: not calculable; BSA: body surface area; AST: aspartate transaminase; ALT: alanine transaminase; eGFR: estimated
glomerular filtration rate.

Numbers are median {geometric mean} (range) [missing (absolute number)].

a Extreme values of covariates were observed in 2 subjects. Extreme values were not able to inappropriately influence
covariate selection during Pop PK modeling as values were capped (refer to Module 5.3.3.5 PopPk report Section 5.4.3).
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TS 2.7.2 BERERERBROPE

£272-4  EUBEEBREATSLBEOAORHENT— 20N T T —ER

Covariate EMR100070-001 EMR100070-002 EMR100070-003 Total
(n=1490) (n=51) (n=88) (n=1629)
Dose level
1 mg/kg 4 (0.268%) 0 (0%) 0 (0%) 4 (0.246%)
3 mg/kg 13 (0.872%) 5(9.8%) 0 (0%) 18 (1.1%)
10 mg/kg 1452 (97.4%) 40 (78.4%) 88 (100%) 1580 (97%)
20 mg/kg 21 (1.41%) 6(11.8%) 0 (0%) 27 (1.66%)
Sex
Male 711 (47.7%) 35 (68.6%) 65 (73.9%) 811 (49.8%)
Female 779 (52.3%) 16 (31.4%) 23 (26.1%) 818 (50.2%)
Missing 0 (0%) 0 (0%) 0 (0%) 0 (0%)
Race
White 1227 (82.3%) 0 (0%) 81 (92%) 1308 (80.3%)
Black or African American 81 (5.44%) 0 (0%) 0 (0%) 81 (4.97%)
Asian® 113 (7.58%) 51 (100%) 3(3.41%) 167 (10.3%)
American Indian or Alaska Native 5(0.336%) 0 (0%) 0 (0%) 5(0.307%)
Native Hawaiian or other Pacific Islander 4 (0.268%) 0 (0%) 0 (0%) 4 (0.246%)
Other 60 (4.03%) 0 (0%) 1(1.14%) 61 (3.74%)
Missing 0 (0%) 0 (0%) 3(3.41%) 3(0.184%)
Ethnicity
Hispanic or Latino 16 (1.07%) 0 (0%) 4 (4.55%) 20 (1.23%)

Not Hispanic or Latino
Missing
Renal impairment
None
Mild
Moderate
Severe
Missing
Hepatic impairment
None
Mild
Moderate
Severe

Missing

0 (0%)
1474 (98.9%)

628 (42.1%)
560 (37.6%)
287 (19.3%)
4(0.268%)
11 (0.738%)

1279 (85.8%)
188 (12.6%)
3(0.201%)
1 (0.0671%)
19 (1.28%)

51(100%)
0 (0%)

18 (35.3%)
20 (39.2%)
13 (25.5%)
0 (0%)
0 (0%)

42 (82.4%)
9 (17.6%)
0 (0%)

0 (0%)

0 (0%)

58 (65.9%)
26 (29.5%)

25 (28.4%)
43 (48.9%)
20 (22.7%)
0 (0%)
0 (0%)

67 (76.1%)
20 (22.7%)
1(1.14%)
0 (0%)
0 (0%)

109 (6.69%)
1500 (92.1%)

671 (41.2%)
623 (38.2%)
320 (19.6%)
4(0.246%)
11 (0.675%)

1388 (85.2%)
217 (13.3%)
4(0.246%)
1 (0.0614%)
19 (1.17%)

Source: Module 5.3.3.5 PopPk report Table 5.
CRCL: creatinine clearance; ULN: Upper limit of normal; BILI: serum bilirubin; AST: aspartate transaminase; ALT: alanine

transaminase.
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TS 2.7.2 BERERERBROPE

Numbers are count (percentage). Renal impairment was defined as Normal renal function: creatinine clearance

(CRCL) >= 90 mL/min, Mild renal impairment: CRCL >= 60 and < 90 mL/min, Moderate renal impairment: CRCL >= 30 and
< 60 mL/min, Severe renal impairment: CRCL < 30 mL/min.

Hepatic impairment defined as Normal hepatic function: BILI<= ULN and AST <= ULN, Mild hepatic impairment:

(BILI <= ULN and AST> ULN) or (BILI > 1*ULN and BILI <= 1.5*ULN and any AST), Moderate hepatic impairment: BILI
> 1.5*¥ULN and BILI <= 3*ULN, Severe hepatic impairment: BILI >3*ULN.

2 Race “Asian” includes 54 Japanese subjects (51 from Study EMR100070-002 and 3 from Study EMR100070-003).

EMR100070-001 35k, EMR100070-002 3Bk, M Y EMR100070-003 6% T, MM BH 4 %f 5
& L72 PK, PD, PK/PD f#MT (FZhit, 22, RONQTe). Pop PK FENT K DM JRMERTAN 2 & e T
)b~ T ORI R A B LT,

14 BEREYESIEOHME

TN T OPKIL/ 3 — kAL MiENT (non-compartmental analysis; NCA) &% Uf Pop PK fi#
FrEHOTRE L, 7= 7DPK 7r 77 AVt MUK e L, 2527 07
7 X (total systemic clearance; CL) I3K < | 0 AT/ S, LA L, 1H K03 (terminal elimination
half-life; t1o) 1ZHR72 mAb & bE#E LTV, 10mgkg % 2 BRI CTHEEG L2 &D PK /XT A —
2 &2 LN P IORT,

o CL /4RI 70 FB35 C 0.0246 L/hr [95%fZ 48X [#]  (confidence interval; CI) : 0.0239~0.0252] & #f
EZI7= (Pop PKf#HT LD ),
o TEFRIEDIAEFE (volume of distribution at steady state; Vi) D8 FEEIEIT 4.72 L
(95% CI : 4.63~4.82) LHEE I L7z (Pop PKiFHTL D),

o tip DEMTEYMEIX 6.1 B [146 FEHE (95% CI: 140~152)] L HEE S 7= (Pop PK fRHT L V),

o PIEIE 5% D NCA OFERNG ., B5EZOREMEFTIRE (maximum serum concentration
observed postdose; Cmax) M OMILYE HH i BE — A EhAR N imfE  (area under the serum concentration-
time curve; AUC) 13 3 mg/kg LA ECHEICHBI L CHEML, &GMEETRORE
(concentration at the end of the dosing interval; Cyougn) (3 10 mg/kg LA ETHEIZHMBI L T EH L
7=
o MR TT L~ T EEE LIZEEOT L~ T D Coax L O AUC O RFERERIT, 1.25 EHEE
itz (Pop PK ML 1),

1.4.1 REREEROHE

7L< 7 O PKACKIE TR D528 2 Pop PK AT K OV R = L — 3 3 AT L0 R
L7z, AT i@ﬁ%ﬁ%&%ﬁr L. K VFEMZRIERIE 324 HITRT, MTORR O Fls, AFE, ~
— AT A UIREOREE PD-L1 REKXR OFFEE X, 7L~ 7 D CL HH W0 IEHFRa /S— k22 hD
3 A %8 (central volume of distribution; V1) W QNI KA =2 o 73— b X > ks D434 %5F8 (peripheral volume
of distribution; V2) (Z¥ 8% RIF S22 E3RENT (3.24 TH),

o R—RTAHEOTNT I MR 3mgkg A, N—RAT A RO E R LD
mMCC N ANEZ: EDOIE E A #& PopPK TT /VIEATHZ L2k, #BATEZRWCL O
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TS 2.7.2 BERERERBROPE

EELSA%E T Lz, 77205 CL OfEKHIZS) (inter-individual variability; IV) (XHEAET
VR ORAEE T L TEINEI 303%, 252% Th-o7= (3.1 1H),

o ToUL~T D CLIZKITTEEEDEE R VT ~ L~ 7T ORI RIETEHIRNERDOH 5
HEEOHBIIFBO b olz (3.24.7 1),

o KEHIZCL, VI, KO V2IZHET L NP LNIRY | 3FEONWTIONRT A—Z HKHE
iﬁé‘bumﬂéw%bu L7z, UL, REICESIELGTER—RAT A VEEOE G (B 25%) &
FITT T B EE B O (REO AL & ik LT 20% A7) BTS2 DA THD

(3.2.4271H),

o TUL=T D PK X, MRNCEDENED LN, KEORBEEZEELTHE $$%‘6iﬁﬁ
BELE LT CL N 19.9%E< . VIR 203%KENo72, vIalb—rar LEEFERED
AUC (AUC at steady state; AUCs) DB LRBIOZEICERMERIT W EEZLND (3243
H),

o & PopPK ET/MIZLED L, mMCC BE TIZZE OO N ANED B L g LT CL 23 22. 4%1&&
< BEENELI D ETHENT, LovL, #HESEHE 10 mg/ke 2 MR 5 TOARE
O mMCC M ExGe L U TR L7272, Z O IR &I o B4 52 5 ?60)“( ;tri,e
W (32483 1H),

o TSI DCLIE, N—RATA VKEOEEY A XOEBENRD HIL, N—RA T A CEEOES
A ZOBENNAENEIN LTz, N—=R T A VREOIERIEN R EWEE (Ef725%) TIRE &R

Wy (BREEE O IR & Hele LT 20% A1) 23 Tl S 72y, 2 OZ KICEIRIE IR
WeEZ b (3.248.11H),

o TrULST DO CLICZKIEFTT NI I VIBEORBENRED N, T~ DOCLIXT VT I
BEEOBIZEVED Lz, 22l —3v a3 Lz AUCTEICHESE . Z OB LICITEFRAE
FTxeWneEZ Nz (3.2451H),

o BHARANEIEAARNEDOMITHKRE A OFENILRD SN, Tk~ 7 O PKIZKE 7221357
DN oT- (32491H),

. IZXF L CORE BB REMEORENRRD b, I a2l —v a3l Lz AUCGIEIZE bIT
ﬁnz\?fb Loz (4.1.41H),

1.4.2 NEREROBE

TRV T ORI T 0 7T A THRHFTHHEDH 5 EELAMAMEER X, E TR & ORLA|
(LT, [Faetr]) OEBEOEEW NEY M ALEN (drug-drug interaction; DDI) D F[HEMED 2
DDIHTH T,

e otz (325.17H)

o BIETREROZLE (Module2.7.1.1.1 /) (X, RS REMHMEIZ LY 7ot A fiF L
7'rt 2 B ®WANIFESEFE TH D &b H i}72= (Module 2.7.1.1.1 & T Module 3.2.8.2.6
#ET 0 AOMRERE — BEROKRE4ESR), Lo T, EMRNFRSNRIEME
RER AT o T2,

CONFIDENTIAL

Document No. 0900babe80b8e264v4.0 INFORMATION
Object No. 0900babe80d9dc07

16/114



TS 2.7.2 BERERERBROPE

« PK OFRMIER) (Module 2.7.1.3.1 ) KU Pop PK M iz L v, 7UL~7 D PK IC
FAT T E TROEE OB TN &R ENT,

« DDI (3.2.5.21H)

o TUL= T O PKIFMMOGEHIRIC X A EEZ T & TSNS, Pop PK M TRt L7
OFAEE (3.2.5.2 Iﬁﬂﬁaﬁémmﬁﬂﬂﬁy ZR) TIET~v~7 0 CLICEEL KIEFTH DT
DN T,

. T iﬂﬁ@%ﬁlODPK B E RIS Ve TIRESN S, Invivo (B MEERFE) TiX
TN TIZEVFEEINDLYA N IA T I FEMOSHRICE]D L T v AR—F—

XIXF b7 o— 2 P450 (cytochrome P450; CYP450) fREHC B A 5 2 5 72 DI M BE /R JR T
WITE L 2o Tz,

1.5 EHWENAFAT—HD—RUERHODIERFRNA AT —H—DHE
1.5.1 BHENAFT—H—

PD A F~—F—& LT, RHEMELZAMAIE (peripheral blood mononuclear cell; PBMC) @ PD-L1 &
FER) S A3 (target occupancy; TO) K OMIIEHR YA 1A & RE LT,

o PEFEHERE ORMBUEHI T b~ 7 2 I L CHIE S 415 in vitro 3ERTO TO 1%, 1 pg/mL LA
DT NN~ T EFIN LT 2RENC 95%iB D TO OEIFIRIEIZE L= (1.2 1H), In vitro skBR D
TO 7 —#% KU EMR100070-001 782 O H & #lli# =2 A8 — - O FBF T OYIEIFHIEAR 5% D Cirough 2
5. EMR100070-001 78R D F Bt =2 38— D 3 mg/kg 5RO BE 13 4% 10 4. 10 mg/kg
BEREORBE 124 T, TO 1THEG-MREEIRZE L T 95%LL BICET 5 &Pl

« PBMC %\ 7z ex vivo iR D TO OffFEtE LT, EMR100070-001 35k D FH &Mt =2 48— F O A
Fh GV ORE EH N7 a—t A A N — T Z2 T o7z, TOREE, 10 mg/kg 2 #H
MlROHAETETORGMEEE L T TO 2 93.2+1.29% CTH 5 Z & AV/REH, in vitro TORTR

(212 BHEWN3323) BIFFSNT, ARBRTIEL, g A2 HW 2 TO 23l L7227 > 7223,
3mg/kg & R L C 10 mg/kg TIXBESALRE T LV &V TO 2EERT D AlREMERE W EEZ BN
%o

«  EMRI100070-001 #5& C 6 M2 72> TA ¥ —v A %> (interleukin; IL) 1B, IL-2, IL-4,
IL-6, IL-10, f > % —7 =1 (Interferon; IFN) vy & OMEIZEEESEIR 1~ (tumor necrosis factor;
TNF) o 72 EDOWNWL ONOEEIFERMIRH YA S oA E2JE L 2.1.25), ZOREHR, 7
=7 10 mgkg 5%, IFNy X O TNFo 21T —1@E D2 b A2 R L7e s, BERAITARAE CTHE
B L7- (#: Day 15 @ IFNy 1% 1.941.6 pg/mL), F£7-. 1~20 mgkg 27— FnbIE ST
—Z MBI A NI T e T s A NVOB L s RISERITEE D biveiroT,

1.5.2 BRROMBTFANAAI—H—

EMR100070-003 3R 1Z T S 72l 2 80T, SO PD-L1 BEH L~L AL ViR U 4
—~< A LA (Merkel cell polyomavirus; MCPyV) fREE, W NI A 7 U —=> FREDfEEE AR T OBEAF
0> CD8 [ T Al Ol i 2 B M OVRITENE 2 3 Ee RIRD R TN A A~ — I — 2Bt L7172 (2.3 ),
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TS 2.7.2 BERERERBROPE

WPIOERERN N A A~ — D — 3 EMTH 7 b~ 7RI 55l /T RE 2R PUEE SOG AMEZR S
720 PD-L1 BIERESRIR BB A > THUBE SR A ) BT 2 823388 b7z’ Sl s o7 & B
T2 SN0 NA A~ — T — OEBET R SR o T, BRI, PIRERRA AP Z 792
RFPRAA A~ — 13T Sz,

1.6 BREE-RICETOME

Pop PK ET /L CTPHISN-IEEREICE ST, BEE &AM TR EMN & OBIRZFHm L7,
R B — QTc fEAT I ERIEME 2 Wiz, 25 OBMRIC KT THEBOEEO AIHErE & M L
THERH L (F£272-15),

1.6.1 IREE — AR

MR i — AW MEOARHTIZ1E EMR100070-003 3BT 7 ~L~ 7 2 5. L 7= mMCC B 88 47> b 13
o7 —42 %Rz,

7Y AT 4 v 7 algE O TR EREZIE (bestoverall response; BOR) & TE #IKBED £ G- F@#& T
RFOJRE  (concentration at the end of the dosing interval at steady state; Cuough,ss) D HEEAE D BEfR % FEAR L
720 B 50372 Crroughss/BOR BEFRNGRD DAL, BREE RO HENNIZ A mMCC ORBFIL LA L2 (3.4.2.1
), WIhoLRES Z ORI EEL KT S ol

Iy 7 AP — RET VA T, BEHEEA LM (progression free survival; PFS) K& OVRAAF
M (overall survival; OS) & 7~~~ 7Iggz & O R A 7HE L7 (3.4.2.2 1H), MR & — SREFRIT,
BETE E D THME (AUCs & Croughss) & PES 3UUE OS DWW NDORICERD Hiviz, FLEEHi/kFEEEHR

(lactate dehydrogenase; LDH) [ U8 PD-L1 38872 & OB EIIARERICEEST L2 L hbhoTo, T2
2L, BEEOMNSEAZ B L THREEDOSMBANIE TH L Z LA, T D O OfFR 2 N2
TOWREMED DD (3.4.2.2 ),

FTo BT T VITE A Lo To OB 0 28 B0 4347 1% PK WU A ] TR T o 72,
Rt & LT, TAL 25%LUAD 3 D U B TR/ R IR SR Do T2 b DD L
25% D PK TR E 2B [N — R T A VIO BRI O R DA G (sum of the longest diameters; SLD)
23 200 mm R ], ARV VEEE SRS [FHE A E 0D 90% AT LG ShTWinBE 16 4 D95 H 74
X, TANL 25%D PK TH 7= (Module 5.3.4.2 Exposure efficacy PFS/OS report Figure 5 2 [ft) ], .1
T KOBEMHECOBENRZNEEZ bz, ZOREM DT80, R 5 — A IED BHR OFEIRANA
R DA REMED B B

1.6.2 IREEE — KRR

R R — 2 EMEOMENTIZ, EMR100070-001 785, EMR100070-002 35, K OV EMR100070-003 758
TT NN T REEINPK T —F 2 HT 58 1629 40 o577 — 2 Z e,

TV 7 ORI, RIEICEE LA EHS (immune related adverse event; irAE) FEEUSEE D
EHEBEET VKT TH oo, HEE SN2 rAE BHRIXT L~ T ORBEEORINE & bk
R ER L, BEHMITAERLEEZETHY , HGHHORWEZIZE 1 [ELL LD irAE Z %3]
TOHMERNENT EAREEND (3431H), £7o, BIEE TORRIMRITIC X V. Yl irAE O RFER
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TS 2.7.2 BERERERBROPE

BEEIIREENICEF T2 2R R, HEHBOME S ITRKEMIZHED L
(Module 2.7.4.2.1.8 1),
RERIBIE T CRILL7-AEFSR (treatment-emergent adverse event; TEAE) S ILiE Al ’ﬁé 3 B
(infusion related reaction; IRR) DOHEEFRHRIL, 7T~ T7 OBRZEEOHEIMIE S EHEITERD b
molz (34323, 3433 H),

1.6.3 BREE—QTc fi#4T

EMR100070-001 7%k, EMR100070-002 788k, & UF EMR100070-003 SBRDEFF 689 44 DEE D
TR EEHIE & RF 28— 807 2 FEh BRI HIRE I L 5 1 [BIAE 12 35508 X (electrocardiogram; ECG)
T TIRE AR 2194 FERTINAE L7z, 723, IRR OERCUI T2 S LTT b=
it Gaiicy 7 = v K7 2 Uaife G- RN S5 S v Tz,

Wi B — QTc AT OFE R 6 | Fridericia 202 L 0 DAEKMHIE L 7= QT #IB8 (QT interval corrected for
heart rate using Fridericia's formula; QTcF) [ OVFRBRAE [E A O —RAHIEFRENIC L 0 DA% E L 72 QT
k@ (QT interval corrected for heart rate using a project specific derived correction factor; QTcP) (2B L T,
QTc XiF_X—RA T A b D QTe Z{b & (QTc change from baseline; AQTc) (ZM&IET 7 L~ 7 DIE
AR CchHo7z B44IH), ZOZ LML TN~ 7 ILDIBE DB L CTHRMERO H 5 2
ERIEFS RN EDRRENT ZVETMIIFINT A—=F L LTT XA T ORBOEE RV T =
VERTIIVORBEEN LT,

e U7zl b RTIUERHEBBELTYH, AQTe IZxT DM AMICH BERIREEORE (I
X) TN T,

e U7zl ERTZIVDAQTe ()34 msec, 3.441H) [T/NSWAAERPEELMIT L, STHE
HEINREEEMO QTe U A7 LH&A L= (Zareba 1997, Husain 2010),

e U7zl b RIIVEPHES LIEBEOLS, RET A TIET /L~ 7 10 mgkg &
20 mg/kg $5-HFD Crmax T AQTe DEMZRIENN N TR S 7275, 10 mg/kg KT 20 mg/kg & 61T
90% CI @ _ERIE 7 msec Kiii T o7, TIVFEHMIOBIE 20 msec (20 7272\ D TH - 7=,

1.7 REREOBE

ARETR LT — % Tl FEEORBHEE KL . 7L< 712%3 5 ADA 1% PK, Z24t.
RO B2 RIFES W E2 b,

o AREBRIBRE TSRS DR RBMBEE L. 7TV~ 10 mgkg & 2 R THRE L- B AR
ZHD3 %24 (59%) THoT-, ZDOfEIZ EMR100070-002 75k 1% 2> EMR100070-003 7k
IZBERS NI HARNBE 34 (2T ADA M) 226570, 5.9%0O%BBEE L, b HAR
NEBE 34 ZBRW AR MM DS N IE B AR ANDORBIUEE 1383 4 49 4 (3.5%)
LR CH -7 (4.1.31H), REBRIGHE T CORERORE B X EMR100070-003 35 D mMCC
BE QAT IS (3.8%) TRHLNT, FUAfiIL ADA BIEBFEM THARAX :icélE AARNIZE
DOHTHL TR, SRR SZE I & e RPUAh o EZHIE & O BIFRITFE O Hiv7en:

277,
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TS 2.7.2 BERERERBROPE

«  ADA BHMERRFE D Cuougn 15 ADA FEMERF & bl U CHUERIIZARN DY, [A]— B TP Cyrougn IEHT

IRBSER ORI CRIEE T o o 772 ORI IIMEGE T X R o T, Rt G4 T IRFREE
(concentration at the end of infusion; Cror) |E ADA BEIEEE & ADA [EMEE CRIERTH - 72,

Pop PK & /UESEDEFE T ADA 1 CL KON V1 OFE 58 L [FE ST, & Pop PK
TIVTIXADA X V2 OB R L L TEAINTZORTH-TZ, ZOT—X D, AUCs TiE72
< Crrough & V2 IZBEMENH D Z & RUOERMEITMRNER O H LB L RIFI RN h
R I (4.1.418),

o A LR EMMATRM T, ADA BRVERESE (1428 40 5 5 344 44, 24.1%) L HHRL T
ADA WHEEFH O IRR OFIG R E -T2 (564D 95 H 194, 33.9%), LA L. ADA BGPEERE
56 44D 5 B ADA BEHARE S IBGHAIZ 1 [FILLE IRR 2R EBL LT BF X 44, ZDOEF 449 3
HANIRRICE VG EZFIELIZOATHL Z LD (4.1.5TH), &V ADA BEPESR & IRR (21X
KB BER 1T 7 < HEZR B BEEME & % 2 S 7z, IRR OEIA OFAERIINIL Y 2 7 Ml DZA{b % &
2 b 0TI, FRERERBICEIT 5 IRR OBZEOIINREREE2E=2 1 v 715
VEMEZRTHOTHRWeD, o7 a7 7 A Tt L T b EEREEL 52 56O T
(ECAAN

«  EMR100070-003 352 C, ADA Bk mMCC BH 34 2 4 CTT XU~ THREICLVER 24
1330724 (partial response; PR) | 3G Hi7z72% (4.1.6 1), ADA OIFEXT ~b~ 7§
HAZ X 29D F50 8 % \ % ADA Btk O ZZhiki O WT b 15 7o 72,

1.8 HERSEDIRMN

mMCC {BIROHESE &L 7~~~ 7 10 mg/kg 2 B R REFIRN ik 5 Th 5,

FEWIE S— b 2 & T8 TSR (EMR100070-001 5X8R) Cidfkm A & 20 mg/kg £ TR L7223,
e KMt A= (maximum tolerated dose; MTD) (23 L7203 o 7=, ARiRER CO Y 70 22 M OHEB M
#-3% (Study EMR100070-001 CSR ZH) | 25 I E' AR Z Lk (EMR100070-003 5R) TAH &2
B E72, Ex vivo sBR THIE Sh7- & 912, 10 mg/kg 2 BRREHR G Tl ToRGFEEZ@E LT
PBMC @ PD-L1 T TO CFE¥J 90%#) 12 L7, In vitro BRTD TO 77— % L OT ~)L~7 D
Curougn D FERMEIZIES < & EMR100070-001 FRERD H &M 24— N 3 mgkg 58 & g LT
10 mg/kg HEGHETIT LV L DEFETETORLERMFEZEL T TO 2% 95%LL LIZiET 5 & PlIsh
72 (LS 1T HEEW332H), © 9 1 20OF HHRE TH 5 EMR100070-002 75k T3 H &#iE/S— KT
BIEIEE 2 A2 BARNBE 17 4 26 RICT ~b~ 7 % b & 20 mgkg £ T 2 HFFE TS L,
FER DL RMET 1 7 7 A VPG T, T~ TlgEE R L 2O A EIHIEDOBLE DT L~ T D
PK FEIZ AARNBE LIEAARNEBFE CRK CTH -2 (22 5),

IEEM. Zlitiak3:F EMR100070-003 55% CTiX, mMCC BE 2B\ T 10 mgkg FHETEMO H 5
PREVHRNAZBD B, 6 7 H OFHGIRRIT 29.1% ThH 7=, Zhix. Tk TOLFEEDORL)
H0%~6.7%& Hilg L CTHD THENL TR Y (Module 2.7.3.3 M) | STHER ST ZAFSE & bk L7354
FHNZE%) (ERBAG O IR 6.1 ), BRIFICTERIZINCE D SH PR, &5 ILH OO EHF
ot KEMEE CTOME., NIRFRZE TOE M NI E O e 2R R CAL 2R Lz, &
i Z LT, FIDNRD N BHE COEDHEENRL, 6 » ARRETON T T v —~ A Y —HE
EIX 92%., 6 % ARESTO PFS H(X 40% Th o7, ZiUL, FHNeRZ N PFS #77 —~<A ¥
—HFRC T b= LTSN b DT, ALFHEIETIEA LN, AR TIZ A ARA mMCC &
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TS 2.7.2 BERERERBROPE

F 3B AN SN BB TH DT~~~ 7 10 mgkg % 2 BRI TR E SN7-, HA A mMCC
BEIADOIH 1 41E, 83 » AT 2222 R~ L, ARBROEH L TD 6 » A OFFfe
HIZEBhRIL 29.1% T o 72, BT, KR 7~~~ 7 RIGEM (1600 LD EE) o5l
T—HIND, 7oL 10 mgkg 2 BRERRE GIXFFA RTRE OB L ARE R LB T e T v A VAT
DT ENIRET,

BT H L, TUL~ T 10 mg/kg 2 MG E 513 B B CRASREEES o Icsi s nTn g
Tl A, ORI ATE R OVEELATRE R L e T 7 s A AR LN b, BAANE
Gt mMCC FEMICHE L TS EEZBND,

2 EROFABEROEN
2.1 EMR100070-001 5XE&

EMR100070-001 #BRIL, B UIRFTETIEERIESRE - 6T 2 BF 245 L LT~ L~7 D
e, A, PRI NS A FANENE K ORRIR 2R A Mt 2 56 TR, FEE . )KEHR 53R T,
BUEEATH CTh D, MafL7c&E&EIT 1, 3. 10, K20 mgkg Th o7z, ARRBRITFFE OB EIED
kA=t &2Et, 20 A BT —% 7 A7 HOR R CTARRERO B S— Mo
T L7, RRBROILK 2R — hOBEITEITH CTH D, AkBRo HEEE \— MNM2IEE 53 4 08HE
DI GRS IVCTIREREE A | BILL B G- Sin, RRBROILRK/S— ML 16 OILK =R — MMZ 1437 4D
BEDBESNTT =4 Ty bA7 B ETITHRBESL LRI ERS S, 7L~ 7R R UFADA
I E BB BRI R 2 K 2.7.2 -2 1TR T,

2.1.1 RMENE

MRS — MR 2 MR GRS D MiE T 7~ b~ TIREOFEEMEAK 2.72 -1 12
Ny
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TS 2.7.2 BERERERBROPE

27.2-1 B ES AT 2EBEZRRICHE 1 FREFIRNEFRRE Lz & E Dk 5&EM
[Zxt9g BMMEFEFRTRILY TREDFEHE (+SD)

1000
£
2 100
a
@ —— Img/kg
g L —=— 3mgkg
g E —A— 10mg/kg
=] ]
g:g ] —o— 20mg/kg
£ i
= 1 3
8 ]
S ]

01 T | T | T | T | I | I | I |

0 48 96 144 192 240 288 336
Time (hr)

Source: Study EMR100070-001 CSR, Figure 15.4.2.1.7.
SD: standard deviation
The solid symbols are the mean avelumab serum concentrations, the vertical bars are the s.d. values.

BEHIRE 2 D7z > TH DN RERE RO LW ILE FIRE — R 7 — 2 IS &, 7L
~ 7 OE] 1 B 5% O PK L OVH &EIFIME A2 NCA 12 X 0 it L7z, F & TR L7=wllE
B 54 D Cax L OG- [EIBFEF O AUC (AUC during the dose interval; AUCo336n) 78 & DMRFE B /3T A
— X%, 3~20mgkg TRt EZEZ DT, ZOZ &b, BEFEEIT 3~20 mg/kg THEL CTHE LG
IZHEINT 5 Z LR s (X2.72-2 KO 2.72-3),

WA 5-9% D Cougn 1L 10~20 mg/kg THEIZHAFI L T EH L7243, 1~10 mgkg TixHRELFINEE
kA>T ESH L7 (Study EMR100070-001 CSR Figure 15.4.2.1.18 ), ZOHIL, b OEHE
(2B T DERIITEME O FEIE I (target-mediated drug disposition; TMDD) (ZAC[K 92 RIREMEN 8 5,
HEEE G D tin 1 1 mgkg X O3 mgkg BHHETHEICHE S TIEE Lz, L L, tip OR[ FEEE
1% 10 mg/kg KO 20 mg/kg = G-HETRERTH Y . L2 94.6 i) (3.9 ) KT 99.1 IffE] (4.1 H)
Thotz (F272-5), ZNHOMMEIE, 336 K] DB 5-MFEN O Fck G URHR IR 2 88 2. T AUC %
20%EAIMEL TND 7B 7 7 A NERILIZZ LICE DY OFEEZZIT TS AREERH D, T72
PHXVRWERMAFT L2727 7 A L O—FIEERS L T D (10 mg/kg T 7/48 v 7 7 A )L
20 mg/kg T 6/21 7’11 7 7 A )L ERIN), CL ORI FEEIfEIE 10 mg/kg #5-HET 0.362 mL/hr/kg (73 kg
REOBHE T 0.0264 L/hr) &HEE SN7- (Study EMR100070-001 CSR Table 15.4.1.1.8 ZH8),
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TS 2.7.2 BERERERBROPE

#*272-5 EHREEEZE T AEBERRIZTRILT ITZHEIEE L= =0 EHEMENGE/N
SA—R (J2aAik— kA NMERT)

Variable Dose Group Ne GMP CV% GM® Mean Median s.d.

Cinax (ng/mL) 1 mg/kg 4 18.4 21.8 18.7 18.9 3.96
3 mg/kg 13 78.9 29.5 81.9 82.6 22.1

10 mg/kg 48 294 32.5 310 291 109

20 mg/kg 21 470 29.9 489 494 140

Curouen (ug/mL) 1 mg/kg 3 NC NC 0.227 0.00 0.393
3 mg/kg 13 NC NC 3.55 2.98 2.61

10 mg/kg 39 20.9 57.4 24.0 19.8 13.3

20 mg/kg 19 36.9 112.0 50.1 443 34.6

AUCy, (hr*pg/mL) 1 mg/kg 4 976 40.7 1040 889 443
3 mg/kg 13 5740 37.6 6080 7000 1970

10 mg/kg 48 22800 48.2 24800 24100 9150
20 mg/kg 21 42200 40.8 45100 45600 15600

AUCqagn (hr*pg/ml) 1 mg/kg 2 1180 522 1250 1250 591
3 mg/kg 12 6080 32.1 6340 7020 1800

10 mg/kg 39 25200 253 25900 24300 6680
20 mg/kg 15 38300 42.0 41100 45400 14800

AUCq.co (hr*pg/mL) 1 mg/kg 2 1200 56.7 1290 1290 650
3 mg/kg 12 6520 34.8 6850 7570 2100

10 mg/kg 39 27700 27.0 28600 27400 7700
20 mg/kg 15 42700 47.6 46600 48400 18500

tu (hr) 1 mg/kg 2 59.5 37.4 614 614 217
3 mg/kg 12 81.2 30.3 84.3 89.1 21.8

10 mg/kg 39 94.6 22.0 96.6 97.7 18.6

20 mg/kg 15 99.1 29.9 103 109 27.4

Source: Study EMR100070-001 CSR, Table 15.4.1.1.17.

AUCo.336h: area under the serum concentration-time curve during the first dose interval; AUCo.«: area under the curve from the
time of dosing extrapolated to infinity; AUCo-: area under the concentration-time curve from the time of dosing to the time of the
last observation; Cmax: maximum plasma concentration observed postdose (usually end of infusion for intravenous
administration); Ciough: median concentration at the end of infusion; CV%GM: coefficient variation for geometric mean; GM:
geometric mean; N: number of subjects; NC: not calculable; s.d.: standard deviation; t12: terminal elimination half-life.

Subjects included the dose escalation cohorts (53 subjects) and expansion cohorts (33 subjects), including colorectal cancer
expansion cohort (21 subjects) and castrate-resistant prostate cancer expansion cohort (12 subjects). Cirough refers to the
concentration of the 336 hour sample.
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TS 2.7.2 BERERERBROPE

a AUCo-336hr, AUCo-c0, Crrough, and ti2 were not calculated for subjects whose last concentration was not collected after
169 and for subjects with more than 20% AUC extrapolation beyond the last sampling time within the first dosing interval. The
full terminal phase may not have been captured as 336 hours (14 days) is less than 6 t12 (36 days) and subjects with longer ti12 are
more likely to have more than 20% AUC extrapolation beyond 336 hours.

b GM and CV%GM were not calculated for the group where values below quantitative limit are present.

272-2 ERESRZAETABEERRICTANILT T 240 1 HEMIKNFRESE LS
DRAE THREIL LTz Crax & REDERMER U AT FH{E

40 —
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i o 8
e g °
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% 30— ©
= 8
] & 5
2 o ? i
%0 8 e 5 8
< 20— 8
2 A ° ° 8
Q o
O 10—
O |||||||II|IIII|IIII|

0 5 10 15 20

Nominal Dose (mg/kg)

Source: Study EMR100070-001 CSR, Figure 15.4.2.1.14.
Open circle: individual values. Filled triangle: geometric mean.
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272-3 ERESRZETABREERRICTANILY T24)E 1 HEMIKNFREES LS
D RAE THREIL L1z AUCo.336n & AE DERIMER U T4 {E
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Source: Study EMR100070-001 CSR, Figure 15.4.2.1.16.
Open circle: individual value. Filled triangle: geometric mean.

TV T RERG L&D Ceo ZIE LT (£2.72-6), CeolIAEL T2 EH &KW 3 [HA
OFEERBCTEFRBIGEL, ERITRM TH o7, 10 mgkg (BT D Cror DT FHIEIX Day 15 T
272 pg/mL, Day 1 T227 ug/mL TH Y, ZTOFE(X 1.198 ThHho7z, BEREE) 30%%EET D &
TR TH L Z LRI,

F272-6 ERESRZAETABEEERIRICTANILT T 10 mgkg & REZS L1- & T DFK
RS- TRORBRNET NIV TRE

GM Mean Median s.d.
Dose Group Day N (ug/mL) CV% GM (ug/mL) (ng/mL) (ug/mL)

All cohorts 10 mg/kg 1 500 227 28.9 236 223 73.0
15 40 272 30.0 284 267 85.9

29 39 263 26.7 273 265 73.9

43 303 243 29.8 254 246 80.1

85 163 251 30.3 261 256 70.6

127 8 307 14.0 309 304 42.0

169 31 282 22.6 288 287 61.5

Source: Study EMR100070-001 CSR, Table 15.4.1.3.3.
CV%GM: coefficient variation for geometric mean; GM: geometric mean; N: number of subjects; s.d. standard deviation.
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ARFRER THAAIN DI BE DO KERST T Coouen DMFDNT, FEREFK 2.72-7 17T,

®272-7 BREBEZET HEBREBEERNRICTRILTY T 10 mgkg EREHRE LIz &L ETDORH
B2 T RNILI T D Crrough
GM Mean Median s.d.
Dose Group Day N (ug/mL) CV% GM (ug/mL) (ug/mL) (ug/mL)

All cohorts 10 mg/kg 15 1219 NC NC 21.2 19.8 15.3
29 1117 NC NC 24.7 22.4 16.9

43 889 NC NC 26.7 243 18.0

57 726 NC NC 26.3 24.5 17.7

71 652 NC NC 28.7 24.7 26.4

85 501 NC NC 30.4 27.4 20.1

99° 32 25.3 61.5 28.8 27.7 13.6

127 210 NC NC 37.7 31.0 32.8

169 180 NC NC 35.6 329 22.0

Source: Study EMR100070-001 CSR, Table 15.4.1.3.5.
CV%GM: coefficient variation for geometric mean; GM: geometric mean; N: number of subjects; NC: not calculable; s.d.:

standard deviation.

Cirough refers to the concentration of the 336 hour sample. NC were not calculable due to existence of values below quantitative

limit in the groups.

a, PK samples on Day 99 were collected from non-small cell lung cancer first-line cohort only.

Corough [HITFE 72 2 BN ASEO BEFCRIBETH V. 10 mg/kg FAEWIH 2R — FOBENLELIZHE
ELHEBL TV (K272-4), 7=, MEMGEMEEE (colorectal cancer; CRC) N ONEBMRHTME AT IR
J# (castrate-resistant prostate cancer; CRPC) D 27— hDEF A x5 L L7z 10 mg/kg OIRFERE 7 1
Ty ANRKE, HEEE R — N ERERTH 72 (K2.72-5), K2.72-4 KUK 2.72-51T7L
AR CRHMii ST R D BN ANEEH T HBERTTY N~ 7 0
PKAZERD H 2 ENIFRDO RN LRET ENR D,

7R8I X v . EMR100070-001
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27.2-4 R LEHRESEEATIBEERNRICTANILTITZRERS LI- L T0OREBNG
7&}1/7 7~0) Ctrough O)SFﬁJﬁE (i SD)

—%— ESC_10MG
—— EXP_ACC
150 — —+— EXP_CRC
—«— EXP_CRPC

= 120 —— EXPiEFiGGEJ
g) —=— EXP_EF HN
2 ] —— EXP_EF OC
% 90 —e— EXP EF UC
< i I —»— EXP_FLNSCLC
5 60 —#— EXP_GGEJ
&} —— EXP_MELANOMA
g i —— EXP_MESO
= 30— —t— EXP_METBRC
. —o— EXP_NSCLC
0 —O— EXP_OVARIAN

I | | [ I [ | [ I A
1 15 29 43 57 71 85 99 113 127 141 155 169 EXP_RCC
—o— EXP_UC

Day

Source: Study EMR100070-001 CSR, Figure 15.4.2.2.7.

ACC: adrenocortical carcinoma; CRC: colorectal cancer; CRPC: castrate-resistant prostate cancer; EF: efficacy cohorts;
ESC_10MG: dose escalation cohorts who received 10 mg/kg; EXP: dose expansion cohorts; FLNSCLC: first-line non-small cell
lung cancer; GCEJ: gastric and gastroesophageal junction cancer; HN: head and neck cancer; MESO: mesothelioma; METBRC:
metastatic breast cancer; OC: ovarian cancer; RCC: renal carcinoma; SD: standard deviation; UC: urothelial carcinoma.

272-5 BRESEZET SEBEZRRICHERSEROBMICHT 2MEFRT AL TRE
DFHE (£ SD)

1000

100 -
—=— 10mg/kg, ESC_10MG
—&— 10mg/kg, EXP_CRC

—eo— 10mg/kg, EXP_CRPC

Mean Concentration +SD (ug/ml)

1 I | I | I | I | I | I | I |
0 48 96 144 192 240 288 336

Time (hr)

Source: Study EMR100070-001 CSR, Figure 15.4.2.1.8.
CRC: colorectal cancer (n=21), CRPC: castrate-resistant prostate cancer (n=12), ESC_10MG: dose escalation cohorts who
received 10 mg/kg (n=15). EXP: dose expansion cohorts; SD: standard deviation.
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21.2 REhZF

WA NIA o3RS L. RANTES (regulated on activation, normal T cell expressed and secreted)
L OEFEA 2 —ua A% (IL-18, IL-2, IL-4, IL-5, IL-10, IL-12p70, IL-13, IL-6, IL-17 Z&¢e) .
TNFa, M OVIFNy O 2791 L7z, o W 2 ImiEaEHT 1, 30 10, XUV 20 mgkg O 5278
— FDOBENOE GG Day 1 (RN—R T A ) 3 (4846 FF[#]) | 8, 15, 29, 43, 45, 50, M) 85
(2%%72. TNFa (X Day8 @ 10 mgkg =17x— FalfhT 11.0+10.5 pg/mL [PFEHAEAE(FZ (standard
deviation; s.d.) ] (Z—i@PEIZ EH L. IFNy IZ Day 3 @ 10 mg/kg =4 — FiREFC 2.7£1.9 pg/mL |2 —itd
PEIZ B L. Day 1512 1.9+1.6 pg/mL O X— A F A VIREIZIKT L7z, IFNy ORI 2RI,
hHMREZEL e OEFET 6pg/mL 252 &L -7 (Study EMR100070-001 CSR
Table 15.5.1.1V and Listing 16.2.12.1V Z/8) . &MIZ, MIEHH A A REITHER ORI & &
BITEAL L=y e 7282 — 3RO b o 1=,

NYF—=hrapnfe7a—%A A M) —58EEZ AW T, 7L~ 7 E 5% ORI O R EHUR
5% 3 Btk (cluster of differentiation 3 positive; CD3*) T #fifdl . PD-L1 TO Z#Fffi L7z, 1 mg/kg =748
— @ Day 15 T® 2 [8] H O Ffpe e G-RAIICBIEE S iz TO OB IE 75.7422.1% T - 72, 3 mgkg =
A— k@ Day 15 TD TO OFHIEIL 90.0£8.1% TdH > 7=, 10 mg/kg =2 A— k@ Day 15 TD TO D
PIEIE 93.241.3% CTdH - 72725, 20 mgkg 2R — F D Day 15 TD TO DO NHEIL 85.048.7% T~ 7=

(¥ 2.7.2 - 6, Study EMR100070-001 CSR Figure 10 Table 15.5.2.1V &), 2%, 3 mgkg UL ET
2 ARG IT A To®R G A28 L TR 90%D KM TO ZiEKT 2 DIZ+45 ThoTz, EEO TO
DOFRFEITFHM S 4172025 72,

272-6 2EIBM 7RIV THERERIO Day 15 [ZEREiE L= 1. 3. 10, KR U 20 mg/kg
JR— FTOENEEE

100+ [ |
o = e By

— —— v
X
O BD'
= %
1 404
e

204

0

imglkg 3mgkg 10mgkg 20 mglkg
n=3)  (n=7) (n=4) (n=7)

Source: Study EMR100070-001 CSR, Figure 10, Table 15.5.2.1V, Listing 16.2.13.1V.
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EMR100070-001 #R5R O ZRFE e MIaRBIEL Z 4 © 2 ZATIZ L Y | 20 mgkg £ TOWTHOH
FETH 2 HMMREEG T, REMROFMSER (27 =7 2=/l A E ) —fla) 32t Lenz
EMB BT STz (Lepone 2015a, Lepone 2015b)

213 RERMAE

ADA OF7—4%7 > b4+ 7 A TH S 200 I A E CIUE SN 2BREHZZE S W TR T 5,
ADA UGz T 250HE., FHEWHE R — FOBRE 53 LD 55 48 4R ORI R— FDOEE
1437 4D 5 5 1385 0BG bz, HEEHE 2R — hOBE TIEN—R T 14 UFEZ ADA BIHEIEGER
DHNT, BIERKIF— M TITET 184D 5 H 74 (0.6%) (FX—RAF A R ADA B%ETH
V. BHEZICTURMMOEINIBIE S ho Tz,

HEWHE 2R — M T, XR—=2T7 1 VIKFIC ADA R TH - TBE 454D 5 BEF 2 4 (4.4%) 13,
TV TR ADA Btk & T oo, BIER AR — F T, RX—R T A4 UEFZ ADA EETh o7
BE 1291 4D B 464 (3.6%) 1. 7T~ THKEHKIZADA Bt L in o7z,

TV 7O PK MERE & L S RO B 414 IHTEET D,

2.2  EMR100070-002 5t &

EMR100070-002 #ERIX, M X RATEITHEE RS 2635 B AR ANBEEZRIG L LIz T~ L
~ T DRFNE, LA, PR, AW FHTENE R ORISR 2 M35 . ikt L 7ok S— b & 9 17
o 1 HAREEEARTH 5, HREE — b TIEREHEI 3.0, 100, KT 20.0 mgkg DT L~
7% 2 WHEFRT 1 KEER G Lic, IERAS—NMNIFEZET 27 V7 NBEEXRIZHE ST
B, EITOME, AETERVENE, TS LITEREORIENEE LS ETT LT
10 mg/kg % 2 MR THEEG- L TW5D,

20 MEOFT—%% v b A TR TH 17 4 05 ARBR O B S — MBSk SN, 34 4
IARTREROILR S— MIBER ST, 7L~ TR E KON ADA JIE BB OB R 2 3 2.7.2 - 2
W2,

2.2.1 EMEE

AGRER O & S — R C 1R R ERIRNERpL B G- & LT L~ 7 % 2 IR T 3 mg/kg B 5 L7
AARNEE S 4, 10mgkg #5 Lo AARNBE 6 4, KO 20 mgkg # 5 L72 HARNEH 6 4025 PK
T—H 5T,

FHEWY S — b TOWEEREH O MR 7~~~ 7 IREDOFSEEK 272 -7 IZRT,
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272-7 A5, ¥EFRNEGRSZOBBNTMER7ANILY TEEDTHIE
(xSD) —FE7TOoo774L

1000
g
2 100
)]
4 ]
£ i —— 3mg/kg
g 10 —A— 10mg/kg
= 3 —e— 20mg/kg
g i
S
o 1_5
3 E
2 ]

T T 17 T T

0 48 96 144 192 240 288 336

Time (hr)

Source: Study EMR100070-002 CSR, Figure 15.4.2.1.4.
SD: standard deviation.

The solid symbols are the mean avelumab serum concentrations, the vertical bars are the s.d. values.

AARNBEICT L~ 7 ZfE% G Lz & & O PK s R4 3 2.7.2 - 8 [T,

MBI G5 DMEFE &N T A —2 TH 2 Comax LT AUCo336n (5. 3~20 mg/kg D H & CTH & HFIIC
Wit sEE2 ol (M2.72-8 XU2.72-9), Curougn iE 10~20 mg/kg M & THEHLAIIZ |
H L7, 3~10mgkg DHETIIHELZ ER>TER L7, 208K, Znb0EAREICET
% TMDD |ZEE[K 3 2 rIREMED 8 5, CL DML 10 mg/kg DT 0.471 mL/hr/kg (73 kg &
EORETO0.0344 L/hr) EHEH ST,

tin 1 3~10 mg/kg HE 2R — M THEICEWIER L7223, ti, OREEIEIL 10 mgkg HE =R —
K122 FEE (5.1 B) KUV 20 mgkg AR =R — MZBWT 112 ] 4.7 B) TRHREETH -7 (3
2.72-8),
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#%272-8 VEERNFEEREZOTRILITDOPK NS A—2DEHEK (/ vaii—k
AV MR

Variable Dose Group N GM CV% GM Mean Median s.d.
Cinax (ng/mL) 3 mg /kg 5 64.0 222 65.2 70.5 13.7
10 mg /kg 6 179 19.6 182 177 354
20 mg /kg 6 459 13.6 462 471 60.9
Cirough (ng/mL) 3 mg /kg 4 2.49 121.6 3.32 3.54 2.40
10 mg /kg 6 18.9 99.2 23.9 20.6 15.5
20 mg /kg 6 42.4 34.8 44.4 432 15.0
AUC . (hr*pg/mL) 3 mg /kg 5 5120 325 5320 5520 1610
10 mg /kg 6 20100 40.0 21400 18500 8510
20 mg /kg 6 46800 23.1 47800 44700 11500
AUC 3360 (hr*pg/mL) 3 mg /kg 5 5480 25.5 5620 5470 1340
10 mg /kg 6 20100 40.0 21400 18500 8500
20 mg /kg 6 47000 22.8 48000 45200 11400
AUCq.- (hr*pg/mL) 3 mg /kg 5 6040 27.5 6220 6000 1570
10 mg /kg 6 24000 47.4 26100 21500 11800
20 mg /kg 6 53700 243 55100 52300 13900
ty2 (hr) 3 mg /kg 5 94.0 31.7 97.6 104 29.1
10 mg /kg 6 122 33.1 126 141 339
20 mg /kg 6 112 11.6 113 118 12.4

Source: Study EMR100070-002 CSR, Table 15.4.1.1.13.

AUCo.336hr: area under the serum concentration-time curve during the first dose interval; AUCo.«: area under the curve from the
time of dosing extrapolated to infinity; AUCo-: area under the concentration-time curve from the time of dosing to the time of the
last observation; Cmax: maximum plasma concentration observed postdose; Cuough: concentration at the end of the dosing interval
(336 hr sample); CV%GM: coefficient variation for geometric mean; GM: geometric mean; N: number of subjects; s.d.: standard
deviation; t12: terminal elimination half-life.

Cirough values <LLOQ (0.2 pg/mL) were set to zero for calculation of descriptive statistics.
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272-8 PEEIRNFRIZFERDTARILY THE L AE THREEL LTz Chra DEAE
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Source: Study EMR100070-002 CSR, Figure 15.4.2.1.10.
Cmax: maximum plasma concentration observed postdose.
Open circle: individual value. Filled triangle: geometric mean.

27.2-9 PEIFIRNFRIESEROTNILIY THE L AE TE#E{L L1z AUCo336n DEITIE
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Source: Study EMR100070-002 CSR, Figure 15.4.2.1.12
AUCo-336hr: area under the serum concentration-time curve during the first dose interval.
Open circle: individual value. Filled triangle: geometric mean.
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EMR100070-002 75 D HEWHE S — F L OYER/S— MIBRERSNTCBE DD Chrougn AEHE 1572,
Cirough P FEIEA [ 2.7.2 - 10 }e V% 2.7.2 - 10 127”773 (Study EMR100070-002 CSR Table 22 &),
Cror #EHZ EMR100070-002 38R D H il /N — MIBER SN2 BENOHET, Ceor DFEIMEZ X
2.7.2-11 (277,

FH g /X — k@ Day 85 LABE DT — 2 1%, fkfse-h OYERFE 23 4 L4000 L TR HAVTI Y | Crougn I
DEHIHFRE~FETH o2, 10 mgkg OHEHHE AR — NOBF LKL TIERar—FOH
I BB CIE Crough 1XDTNTIEN o 72 (K2.7.2-10), 7272 L. Crough @ HOMEM OHEE 13 HFEILAK =
A— b (Day43 £T254 LI E, Day85 T104 ., Day 127 T54., LU Day 169 T2 4 DEE) Lk
i L CHEWIE 24— O 10 mgkg G- CTHRED D (Day 1~Day43 T 6 4 K ED% 34D
BE) ThoTtZ LICkDEELZ T A EMICOVWTHETRE TH S (Study EMR100070-002
CSR Table 25 &),

Ceor1d 10 mg/kg HHE TR EHMEF —E LB 20 (F£272-9), o EFENVETH-T=2 L
(Z R D FREDOEERNFE O Bz, 10mgkg TD Cpor O FHEIL Day 15 T 207 pg/mL, Day 1 T
174 pg/mL TH Y . ZOHHFIF1.19 TH S (Study EMR100070-002 CSR S:H1) £ 5-#FH o o 1fiL i
REOEBOBREITEMTHY . IR GRED t, HEEME KX O 2 WO GHE &7 & LR,

&272-9 R SR TROBKRMNGILEP 7RIV TREOENEK (AEHENN—H)

Dose Cohort Day N oM CV% GM Mean Median sd.
(ng/mL) (ng/mL) (ng/mL) (ng/mL)

3.0 mg/kg 1 5 60.0 25.9 61.6 60.1 154
15 4 79.5 7.8 79.7 79.2 6.24

29 4 71.3 24.9 72.9 74.5 17.2

43 4 71.1 32.6 73.8 74.9 22.7

85 3 65.4 14.8 65.8 68.0 9.41

127 1 68.4 NC 68.4 68.4 NC

169 1 68.2 NC 68.2 68.2 NC

10.0 mg/kg 1 6 170 20.8 174 168 355
15 6 202 26.0 207 211 51.9

29 6 198 23.9 203 193 47.8

43 6 206 30.3 213 215 60.5

85 3 211 20.7 214 191 46.0

127 3 208 42.1 218 256 76.5

169 3 231 29.6 238 243 65.6

20.0 mg/kg 1 6 428 15.9 433 432 67.8
15 6 458 16.3 463 459 76.0

29 5 474 21.8 483 480 107
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GM Mean Median s.d.
Dose Cohort Day N CV% GM
(ng/mL) (ng/mL) (ng/mL) (ng/mL)
43 4 440 18.0 446 463 74.8
85 2 575 11.2 577 577 64.4
127 1 560 NC 560 560 NC
169 1 568 NC 568 568 NC

Source: Study EMR100070-002, Table 15.4.1.1.14.

CV% GM: coefficient variation for geometric mean; GM: geometric mean; NC: Not Calculable; N: number of subjects in
population; s.d.: standard deviation.

Arithmetic mean (Mean), median, s.d., and GM values are listed with a precision of 3 significant figures.

Statistics calculated using data from all subjects from the escalation cohorts.

%£27.2-10 BB T RILT TD Crough DEHIR (FEHE/— 1)

Dose Cohort Day N (u;hrr/fL) CV% GM (:l\gf;i) (I\:;‘rjr‘g (u;?ﬁL)
3.0 mg/kg 15 4 2.49 121.6 332 3.54 2.40
29 4 422 55.5 4.63 451 2.17
43 4 5.89 402 6.26 5.30 270
85 3 6.24 57.1 6.79 7.62 3.05
127 1 7.04 NC 7.04 7.04 NC
169 1 9.27 NC 9.27 9.27 NC
10.0 mg/kg 15 6 18.9 99.2 23.9 20.6 15.5
29 6 16.0 259.5 27.6 29.8 20.8
43 6 28.8 99.5 35.6 40.0 19.6
85 3 51.0 30.1 52,6 474 16.1
127 3 448 35.8 46.5 54,7 143
169 3 405 435 43.0 36.2 18.8
20.0 mg/kg 15 6 424 34.8 444 432 15.0
29 5 53.1 27.5 54.6 542 14.4
43 4 60.9 38.1 64.1 60.4 235
85 2 68.3 325 70.0 70.0 21.8
127 1 64.1 NC 64.1 64.1 NC
169 1 76.8 NC 76.8 76.8 NC

Source: Study EMR100070-002, Table 15.4.1.1.15.

CV% GM: coefficient variation for geometric mean; GM: geometric mean; NC: Not Calculable due to existence of LOQs in the
group; N: number of subjects in population; LOQ: limit of quantitation; s.d.: standard deviation.

Arithmetic mean (Mean), median, s.d., and GM values are listed with a precision of 3 significant figures.

Cirough refers to the concentration of the 336 hour sample.

CONFIDENTIAL

Document No. 0900babe80b8e264v4.0 INFORMATION
Object No. 0900babe80d9dc07

34/114



TS 2.7.2 BERERERBROPE

Statistics calculated using data from all subjects from the escalation cohorts.

27.2-10 2 BEFR CRRMIEFRIR S L1= & EDRFFIET NILT T D Crough D 3 78— Al
DIFHEHTE (AEFHEN— FRUIEXIKR— FEHSE)

100 —
80
) il
£ —m— ESC_03MG
= —a ESC_10MG
E il _e— ESC_20MG
© 40— —%— EXP_GASC
5 il
- t/*—"k///’\/
20
1 = @
0 TTT O R I I B

1 15 29 43 57 71 85 99 113 127 141 155 169

Day

Source: Study EMR100070-002 CSR, Figure 15.4.2.3.4.

Cirough: concentration at the end of the dosing interval; ESC_03MG: Escalation cohort that received 3 mg/kg (n=5); ESC_10MG:
Escalation cohort that received 10 mg/kg (n=6); ESC_20MG: Escalation cohort that received 20 mg/kg (n=6); EXP_GASC:
Expansion cohort in gastric cancer (n=34).

272-1 2 B CHRAEGRIR S Lz & EDFRRERTROT NIV TREDERH
Fi9fE (£ SD) #% (AE#HE/—F)

800 —

600 —

—a— ESC _03MG
400 —— ESC_10MG

| —e— ESC 20MG
] I l/.}

—— &&=

0
rFr o rrrrrr T
1 15 29 43 57 71 85 99 113 127 141 155 169

Mean Conc (EOI) £SD (ug/ml)

Day

Source: Study EMR100070-002 CSR, Figure 15.4.2.1.23.
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TS 2.7.2 BERERERBROPE

Ckor: plasma concentration observed at the end of infusion; ESC_03MG: Escalation cohort that received 3 mg/kg (n=5);
ESC_10MG: Escalation cohort that received 10 mg/kg (n=6); ESC_20MG: Escalation cohort that received 20 mg/kg (n=6); SD:
standard deviation.

222 REhZF

YA NA T & FER L, RANTES, HLERAE(LMES /Y27 E-1 (monocyte chemotactic protein-1;
MCP-1), &FfiA % —uvaA x> (L-1p, IL-2, IL-4, IL-6, IL-10, IL-12p70, IL-13, IL-8 #&de),
TNFa, M OV IFNy OJREZ 3l U7z, Al U7z g apa 3. 10, LT 20 mg/kg % 5-22 48— |
DOBENGLEGHIGH O Day 1 (X—ZF A ), 3, 8, 15, 43, K50 1257, VA b aA RE
IEREBFMEBZ R LN, SIS HER Lz, 10 mgkg 5238 — O IFNy B 3~ —
AT A EED 8.9+2.6 pg/mL 7> 5 Day 45 T 25.3+28.9 pg/mL (2 _E5- L, Day 50 (Z 16.5+16.7 pg/mL (24
T L7, 10mgkg #5278 — b TNFa BEIZX—RAT A VB 2.6£1.0 pg/mL 75 Day15 T
3.241.2 pg/mL |23 L 72, TNFa 25O ITAMAIIZ TNFo i EEMERW T2 0 E R D & 5 2bTIE7Z2n
E#Ez b7z (Study EMR100070-002 CSR Table 15.5.1.1V and Listing 16.2.12.1v ),

NY)F=hrEnfe7a—%A A M) —IZES T2 W TV~ TR E#H O MU /8B

(CD3" T #fifg) L PD-L1 @ TO Z&#kfli L7z, G4 TE 2 TO #HMhIZI% 85%LA > PBMC A= AF#fid
KRNI L SN0, KRB TS N 7-4 PBMC B O A TEHIRIE 85% A1 T db o 72 72 O fiRHT
ML= TO 7 — X3 b e holz,

PL PD-L1 ek L0  (immunohistochemistry; IHC) AT ZfENL L, 7 -~ 7 B H-RIIZEREL
ST ARAFIE AR K OB e IR/ C PD-L1 HEBLA TG L7, 1%%2 0y A7 ((EEORE TY
BN EEMIE 1%L ) &Lzl &, FHMliL7z 16 4 ORFFEIO 5 6 33k (18.7%) (X
AL D PD-L1 FEHLANGE T - 72,

223 RERME

ADA OF—4 %5 =47y bA7HTHZ 200 A M P CUESRREHI RSV CHE
95, HEWE 2R — N OYERaAR— T, ADARENZ 1 AL ESONZRBESI 4D B3
£ (5.9%) (3£2.7.2-25 K1 2.72-26) 1%, ADAREENEME & Aip & iz, T ORBBEE 3o
ERSLFERBR L A LT D, AARANEMZMNRE LT b~ 7 O PK MR R & 5 & B
HIT 414 THTEET D,

2.3  EMR100070-003 & E&

EMR100070-003 #RERD/X— h A IZERZVE NFHRBR TH Y . 1 BILLEO(LFREER IR B E
1T L72 mMCC BEOIEHRZ HINE T2 Ch 5, ARBRITT ~ L~ 7 10 mg/kg % 2 1M kE TRk
W& G5-3 2 EFSIER, JEEMm. BB CTh 70, BE 88 L4 xtg & Lo EMHTIE. S50 Lol
LT IREBE OB ANDD 6 # ARICFEH L (F—%7y 470 20ERABR), AR
BRIZN—F A KOS —=FB D2 /3= BRSNS, /S—FA TIET 7—A N T A4 ALFIEET
PEEIETT L7 mMCC BBE 258k L=, /S— b BIZRIGEOEE THR SN TETH D, T—4 D
v NATHEES T/~ b BICHEKBEE DB SN T oo, ARIZiZ— b A OFEROZ %
N IS
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TS 2.7.2 BERERERBROPE

A
43

2.31 WE;

5

NR—= K A TET L~ 7 IRERHIEFIZ Week 15, Week 25, Z D% G-I+ 12 W IR CIABR3EEE
et B-C A/ N— A MR 2 B EL L 72, B 5%508FE LT Week 1, 7, 13, 25, KOG HIMH 12
W EIRE CRAfe i 50 TR R ORfe i 5-1% 2~8 eI BRI L 7=,

Mg MR E OEINIRKRE o T2, BN STz Cror DR EIME DL EMREL (coefficients of
variation percentage; CV%) 1% 13.8~34.7%DHiPHTH Y (3£ 2.7.2-11), Cyougn T 12.8~101.6% (K
INEK 70%) Thote (3 2.72-12), 7TUb~ THEEOFEFEITIEAR THT 252 pg/mL (107~
1108 pg/mL) . K& O] [a] % 5% O Cuouan T 23.8 pg/mL (1.58 ~245ug/mL) T - 7= (Study
EMR100070-003 CSR Table 15.4.1.1 ZM) ., Cgot & " Cirougn [IME L TREFFAYIZ BH- L (£ 2.7.2-11 KX
22.72-12), PopPK ET /MZ XD PRIE L L CTEWEE X DL 3.1 ), £OZE(ITHE~ D
Coough TEICH KBS LTND (X2.72-12), BBEIAKREL, £7224 0 (169 A, #£2.72-11) LIk
DRFRTOT —ZIFROENTWDH Z &b, 24 BHEOBRICOW IR wmESE5 2 LT TE
Rmoiz,

27.2-12 REFHIRNFFTIR S EDERFHBE L DT NILT T D Crough

400 —

A A
YY|||||||||||||||||||||||||

I3 13 169 205 B 337 39 49

Ctrough (ug/ml)
\}
S
(e
|

Y|III|III|I

1 57 113 169 225 281 337 393 449

Day

Source: Study EMR100070-003 CSR, Figure 15.4.2.7.
Insert: Y axis scale ranging (0, 100 pg/mL)
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TS 2.7.2 BERERERBROPE

F2.7.2-11 FrniR 58 TR ORRHZMEP 7 NI TREOENK

Day GM Mean Median s.d.
Dose Group (Week) N (png/mL) CV% GM (ng/mL) (ug/mL) (ug/mL)

10 mg/kg 1(1) 59 235 34.7 252 236 129
43 (7) 48 258 24.4 266 261 74.2

85(13) 30 268 22.1 274 271 57.7

169 (25) 23 308 22.7 315 326 65.0

253 (37) 15 311 233 318 322 70.1

337 (49) 6 371 13.8 373 389 483

421 (61) 4 448 15.8 453 445 71.5

Source: Study EMR100070-003 CSR, Table 15.4.1.7.

CV% GM: coefficient variation for geometric mean; GM: geometric mean; N: number of subjects in population; s.d.: standard
deviation.

Arithmetic mean (Mean), median, s.d., and geometric mean values were listed with a precision of 3 significant figures. Data not
shown for the visit where N <5.

ﬁ 272 - 12 ﬂ‘éﬁ#ﬂ"JUT’\JLV 70) Ctrough a)g?'ﬁ"]ﬁ

Day GM Mean Median s.d.
Dose Group (Week) N (ng/mL) CV% GM (ug/mL) (ug/mL) (ug/mL)
10 mg/kg 15 (W3) 77 18.5 73.8 23.8 19.4 28.4
29 (W5) 69 NC NC 26.4 25.2 13.7
43 (W7) 59 24.6 88.3 323 25.7 35.8
57 (W9) 56 27.6 68.6 32.7 29.1 18.8
71 (W11) 52 28.0 70.8 335 29.8 21.1
85 (W13) 42 33.9 92.7 45.5 36.0 53.6
99 (W15) 37 33.7 78.6 40.3 352 24.0
169 (W25) 24 40.1 42.8 43.6 40.8 19.6
211 (W31) 1 57.2 NC 57.2 57.2 NC
253 (W37) 11 34.8 54.9 38.4 37.1 15.7
337 (W49) 4 36.0 101.6 43.9 49.8 23.7
421 (W6l) 2 61.2 12.8 61.4 61.4 7.79

Source: Study EMR100070-003 CSR, Table 15.4.1.8.

CV% GM: coefficient of variation for geometric mean; GM: geometric mean; N: number of subjects in population; NC: not
calculable (due to existence of values below quantitative limit in the groups); s.d.: standard deviation.

Data not shown for the visit where N <5.
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TS 2.7.2 BERERERBROPE

232 BRROMETFANAAI—H—

WRIY 7 7N — T & Il U, UG OGS 2 THIT 5 X—2 7 A URFEA & L CIEEMno
PD-L1 %8 &% O MCPyV (KRB DFFM: 2 15t L 72, 59 80% D A /L7 /Ui faf (Merkel cell carcinoma; MCC)
AIRIEE B ORI T 5 MCPyV 23857 2% DNA JBEZEH A X FD 7 v — MEOHEN G AL S
728, MCPyV {KfEZ#F L7 (Garneski 2008),

PD-L1 JEEAIIY LT 1%, 5%, KON 25%77 v ML71 TER L7 (Study EMR100070-003 CSR
Section 11.2.1.1 Table 15.1.5.7 2/R) , &M%A9IZ PD-L1 Yald 1% 5 >~ b4 7 T 584 (65.9%) . 5%71 v
A7 T194 (21.6%) . 25%71 v N4 7 T44 (45%) . KO 10%LL ED PD-L1 FEELG L 4 1
9 PD-LI Ay NAKRy bEHTSH 14 4 (15.9%) THMETH -7, 1~25%0 v NA7ET 14 4

(15.9%) MO'PD-L1 "> b ARy v T174 (19.3%) OFEHIFHERRETH - 7=,

MCPyV IRFEIX 77 MARDIEZ DR~ U VEE/ST 7 ¢ w3 (formalin-fixed paraffin-embedded;
FFPE) k& FIV T MCPyVIHC (2 X W M#E L, 71 M{ROIESS FFPE 502 F\ N C MCPyV AR U £ Z
—BEH{ S (polymerase chain reaction; PCR) (22 D ##& L7z (Study EMR100070-003 CSR Section
11.6.2 Table 15.5.2.2 &) , MCPyV IHC T 46 4 (52.3%) } Y MCPyV PCR T 45 4 (51.1%) (% MCPyV
Btk CédH V. MCPyV IHC T314 (352%) KTUYMCPyV PCR T 264 (29.5%) IX MCPyV [21:TH
ST, FEERAREARE IRERIIGO-0, MCPYyVIHC 7 —# 1% 114 (12.5%) TXiHl, MCPyV
PCR 7—# 13174 (19.3%) TXHUTH-7,

MCPyV IHC K O} MCPyV PCR D Jf DGR 135 b LT B3 66 440 9 H, MCPyV IHC & MCPyV
PCR D#ERD—E1% 90.9% T~ 7= (Study EMR100070-003 CSR Table 15.5.2.3 ), MCPyV IHC 4y
WHECHECTH o722 TOBRE (39 4. 59.1%) X MCPyV PCR SHETHEMETH -7, MCPyV
PCR Z3HriECRETH -2 TORE (21 4. 31.8%) £ MCPyV IHC A THEEMETH T,
MCPyV IHC ZSHTIETRRETH 572 6 4 (9.1%) X MCPyV PCR Z3HTiE CTHETH - 72,

CD8 IHC % 64 4 DfF b/ A7 UV —=1" 7 FFPE ik} CHEfi L7 (Study EMR100070-003
CSR Section 11.6.1 Table 15.5.2.1 /), CD8 FHLO IR E] S 13 invasive margin T b < (IM,
6.6%) . R\ TCTREGREEA (ALL, 2.8%). FEEO TR (CT, 2.3%) DOIETH-72, 1 mm2%47=0 D
CDS FPEAMI%L T, invasive margin T bim < (IM, 425.9), KW TS SIA (ALL, 250.4) .
JESE DR (CT, 220.5) DIETH -7z,

ERETRE T AL~ TR DTN EN MCPyV KON PD-L1 ORZRM /S A A~ — D —F S5 (GH
AEEEL) THE S, PD-L1 BIERE TEWRD 2R IR RO Sle b DD, 5 & B
DRI NS — ATRRO B0 1o, 1%y N7 RSO E L L7e5A . PD-L1 B
PR OEBINFES)Z (objective response rate; ORR) 1 34.5% (95% CI : 22.5~48.2) (Zxf LT, PD-
L1 [2MEF D ORR 1% 18.8% (95% CI : 4.0~45.6) TH V., # v XtlE 2.28 (95% CI : 0.53~13.78)
ThoTz, 5%H v b4 7 TiL PD-L1 BPERE D ORR 13X 52.6% (95% CI: 28.9~75.6) IZ%F L. PD-LI
Pl B3 D ORR 13 23.6% (95% CI: 13.2~37.0) ToH VY, F v XthiF 3.59 (95% CI: 1.04~1231) T
&> 7= (Study EMR100070-003 CSR and Module 2.7.3 Summary of Clinical Efficacy /), L2>L., CI 23
j:% KHEBETDH7-0fmeE< 2 LT TE v, 20, BEE50 PD-L1 R BLIRRE X MCPyV K8

WL LTRETEDNRO N, /2, HC IZXDX—R T A VD CDS fEEHIRAE Mﬁﬁaﬁ

%% L7z (Study EMR100070-003 CSR Section 11.4.1.1.4 Z[8), CDS8 JIRHE & Z2%h & OBENEITERD b
o,
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TS 2.7.2 BERERERBROPE

W25 &, HMERBKRWARAEZ R TR TP A ~—D—1FZREI N o Tz
(Module 2.7.3.2.3 /).,

233 R

ADA OFT —42%7—471y v 47 A TH2 20 0H B0 ClIOE Szl SV
¥9 5, ADA K ORHMBHFRENL 88 4D b T, MR —RA T A UEREH T HBEE TN
— 25 A VIFIZ ADA BBEIZERD B ol 854D 9B 04), XR—RATFA LD EET S
BERADIL 3L (3.8%) ICBWTT L~ 7 EEHD ADA FERNBETH > 72, mMCC £
BXGATT ~ L~ 7 O PK WgEEE & & S RNE & OB A 4.1.4 I TELET 5, mMCC EH % x5
o & e & OB 4.1.6 IHTEET 5,

3 2HRZELTORRDOLLEK LGN
3.1 BERHEERMEREMEN

Pop PK fi##riZ NONMEM ¥ 7 F 7 =7 (Version 7.3.0) % AW CTEAAT—RITELIEIZ IV /8T A —
& L ORI % E[E L7- FOCE INTERACTION (first-order conditional with interaction; FOCEI) H#EEEIZ
T L7z (Module 5.3.3.5 PopPk report /), #47H1 > EMR100070-001 78k, EMR100070-002 #&
B, KON EMR100070-003 3ER D BHE 1629 470 b 577 — 2 % HWWT PK /N7 A—Z ZH#E L, PK
DUV R OEEWEZ THIL 5 22882500 Lz, ANARGH PR EZ £ 272 -3 L 2.7.2-4 1
AL, EOMOIERED M AEFEK2.72-34, £2.72-35, KE2.72-36 ((TE) 1ZR7T,

BIGHRD 2 28— R AV NETANT — X Ik bi#A Lz, IV L CL, VI, X' V2 2kt L
TIRE L, E2CUHESBEBE L owdtno 7 e v 7 & Uiz, AR s L OpRE AT T v
DIRARZETT MZ LV EEIR L=, NCA (2L Y EMR100070-001 55 &% UY EMR100070-002 75k D%
HAECIHERESBIE SN 2 H), BE—FRMH7 7y MZBIT DRI (KR EHFICRENMET
L7eBRIZ, B2 VT 7 ADEEINIE D RER T ABE SN 2 L d) RS2 E, 230
— AV MRIBET AVOZEYE, ROKRSHOREDPHIEHREICH D Z L 2#FEL T, TMDD (I
LR oz, R=AT A VEEOKREIT, AT v 7 U A RKICEHIEBTT LT 0 2D E
AZ, 7aA NY o7 R L U CEEET VOBEORIC CL KONV IZEA ST,

FEAR Pop PK E7 /LTl CL 1E 0.0268 L/hr EHEE S, NEREE L CHREICKAFALTERY ., IV
30.3%% £ 5 (Module 5.3.3.5 PopPk report Table 6 Zff) . Z DEEARTT /L7 HIEEE EO R (R
NRY AT A= BHEEMNDET) 25T, 7L~ 7T ORERE — SR OIREE — L2k ET Y
7 DBV, MBI T 242 O FREO 7 7y NI CThoTe, 2O EnDH, Zib
DORFEIEEOEHIMEH LT 3T A —Z OB, AHEEHENEETT Y o T OBRICZ Y T
HDHZEIIRENT,

BT T WEEIIELIEM T = — X (I A ZFHE T p<0.001 DIEELAEAT D), ZEHD
7z —RX (p<0.0005), WAEELBIND T = — X (BELZ T H/NNT A —ZIT 15%LL EOZEbE 5% 5
WEBEDOHBEET NGET) DIFEDAT v T I A X7 =2— X THEM LT,
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TS 2.7.2 BERERERBROPE

IO R (FRHCHRL LARWIRY R—=2 T A i) Zf#tr TR L. PK /8T A—% CL, VI,
V2, EQta v /X— KA h#Z U7 Z A (intercompartmental clearance; Q) & OTENESHE A FF
fili L 7=

o NOREHFERIRE - £l (AGE), K8 (WTB), #5] (SEX). AfE (RACE)

o FRPARARAAE « HEESRERIAJEIRME (estimated glomerular filtration rate; eGFR) , M{E7 /L7 I
(ALB)., Mige vy (BILD), TANTXUEET I ) b7 A7 =7 —F (aspartate
aminotransferase; AST), 7 7 =73 /) b7 A7 =7 — (alanine aminotransferase; ALT) . %2
2 wu>7 Y (IGG), PD-L1 #8. (PDL1_Bl), #&EH (TPROT), & b nr b [EERIEAEL
(INR)

o RHIEGHAMEE (TSB). MEORIERE (NACT), F&E (DOSE), ~N—RZ 7 A UHEDK[EH
Wi DS AUBRIREER 77 L — 7" (Eastern Cooperative Oncology Group; ECOG) performance status
(ECOG), 23AME (TTYPE)., #f&ltEDiRkiE (HAHA & O HAHAEVER), #A| [Za& 2 A
*f7mt 2B (FORM)]. fiH#E X5k %E—/L (CMPAR). A4 4 K (CMOPID). &gl
HREARNLEY (CMCOR), A 77 m7 =y (CMIBU), £EWEiy#if (CMBIO), 7&F /v
U FAEE (CMACC) ], WEITHM LAY FiiH (PMBIO), XO7® M7/ 7=
(PREACE) XiZ¥7 x>t K7 3 (PREDIP) ORi#&E, mif5x, ¥—% &> hORKME
AR LTEALL,

ficfé Pop PK E 7 /WCIZLL T DA RASEA ST,

« CL
. KE
« 3 mgkg H&
o PRI
o R—RT A UREO A RS
« mMCC 2N AME
o R—ZXFALUEDOMET VT I

e TENTI Tz HIKE
o FE/NHBREME  (non-small cell lung cancer; NSCLC) D73 AfE
s mMCC 2 ANE

- AE
< PER

« eGFR
e TENTI Tz RIS
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o BHBEH O ANE
o JPEANE
« mMCC A AME
o SR ()
T T DFHE Pop PK BT VD87 XA =X OHEEIIM L CRIFCh o7z (7272 -13), &

BE D Vel VI KON V2 OAFHE LTHEIE L, REMO KM EEEIX 4.73 L (442% CV) Tho7o,
10 mg/kg % 5 ST BFIZOWTHEM L7z upld 146 R (6.1 H) (91.5% CV) Th o7z,
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TS 2.7.2 BRARFEERROBE
#£272-13 BRRETIOBKARMEE/ NS A - OHEEE (Run 124)
Parameter Estimate %RSE 95% CI Shrinkage
Clearance (CL, L/hr) 0.0246 1.32 0.0239 - 0.0252
Central volume (V1, L) 2.83 1.22 2.76 -2.89
Peripheral volume (V2, L) 1.17 6.90 1.01-1.33
Inter-compartmental clearance (Q, L/hr) 0.0526 9.21 0.0431 - 0.0622
Baseline weight on CL 0.358 10.2 0.286 - 0.430
Baseline albumin on CL -0.500 4.86 -0.547 - -0.452
3 mg/kg dose level on CL 0.260 339 0.0874 - 0.432
Sex (male) on CL 0.199 10.6 0.158 - 0.241
Baseline tumor burden on CL 0.0948 8.70 0.0787 - 0.111
Tumor type (MCC) on CL -0.224 11.0 -0.272 --0.176
Acetaminophen premedication (none) on Q -0.56 5.88 -0.625 - -0.496
Tumor type (NSCLC) on Q -0.692 6.31 -0.778 - -0.607
Tumor type (MCC) on Q -0.864 1.84 -0.895 - -0.833
Baseline weight on V1 0.367 8.19 0.308 - 0.426
Sex (male) on V1 0.203 9.69 0.165 - 0.242
eGFR on V2 -0.507 27.9 -0.785 - -0.230
Acetaminophen premedication (none) V2 -0.233 133 -0.294 - -0.172
Tumor type (head and neck) on V2 0.726 40.5 0.149 - 1.30
Tumor type (ovarian) on V2 -0.336 26.9 -0.513 - -0.159
Tumor type (MCC) on V2 8.58 25.2 4.34-12.8
Immunogenicity (ever) on V2 -0.667 12.4 -0.830 - -0.505
Interindividual variability
IV on CL (w?,, variance) 0.0634 5.16 0.057 - 0.0699 19.0
cov(CL,V1) (w¢y, 1, covariance) 0.0217 9.96 0.0175 - 0.0259
IIV on V1 (w%,, variance) 0.0335 5.83 0.0297 - 0.0374 37.8
IIV on V2 (w?2,, variance) 1.11 8.49 0.924 -1.29 40.1
IV on Q (a)é, variance) 0.154 29.8 0.0644 - 0.245 78.1
Residual variability
Proportional residual error (0,44) 0.164 0.654 0.162 - 0.166 12.2
Additive residual error (0,44, pg/mL) 291 1.39 2.83-2.99

Source: Module 5.3.3.5 PopPk report Table 10.
CL: total systemic clearance; CI: confidence interval; eGFR: estimated glomerular filtration rate; IIV: Inter-individual variability;
MCC: Merkel cell carcinoma; NSCLC: non-small cell lung cancer; Q: inter-compartmental clearance; RSE: relative standard

error; V1: central volume of distribution; V2: peripheral volume of distribution.

e Pop PK E 7 VO GE DRI Bk Pop PK E7 /MIET — ¥ Z @I ik L, fies
I DI EARS T (Module 5.3.3.5 PopPk report Figure 11 £ ,m)
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TS 2.7.2 BERERERBROPE

BEETVICEASNTWARERNREZERST 7+ LA N vy MK 272 - 1312077, KR
Tk KE, N TAT I R EEHEEE, 3 mgkg MR, KT mMCC 2 AN A E Rt
L LU TREETVICEASNTZ, UL, 325 HTREHET DL, WIFNLEEOERITR
W& S T,

272-13 REBEFAEMEBEETIL (Run124) IZEIFTEH5LE PKNASA—2 —HEEHERD

J+ LA RTBY R

V1 (L) va (L) Q(Lh)

Ace premed- i H ' H d

CL (L)

no Ace premed- 3 E E E fpi

Sex=F - ‘ e o

Sex=M- i F‘i I

Dose=3mg/kg-
Dose!=3mg/kg- 3 e i i i ii E i
Immunogenicity ever=positive- : ' ' CI:'
Immunogenicity sver=not positive- i i i i o : i
Tumor type=other- : 2] : . : Il:

Tumor type=head and neck- 4 E i : [Fed
Tumor type=MCC -

Tumer type=NSCLC-

Tumer type=ovarian- 1 : : i .

Tumer burden=11.0 mm- i i i
Tumor burden=34.0 mm- : =] ar
Tumer burden=58.0 mm- i A i i E Ei E i
Tumer burden=97 8 mm- Fe ' .
Tumor burden=185.0 mm- i

Albumin=29.0 g/L-

Covariate relationship

Albumin=38.0 g/L- ! kA
Albumin=39.0 g/L-
Albumin=42.0 g/L-
Albumin=48.0 g/L-
eGFR=47.9 mL/min-
eGFR=67.4 mL/min-
eGFR=86.4 mL/min- |
eGFR=107.1 mL/min-
eGFR=144.9 mL/min-
Weight=47.2 kg-
Weight=59.9 kg~

Weight=70.4 kg-
Weight=84.2 kg-
Weight=106.7 kg -

Fed '
-3

" ! . Lyl | | | (I
0.020 0025 0.030 008825 250 275 3.00 3.25 3.500

. © Baseline albumin
Covariate @ Baseline tumor burden

o 5 e :

| 1
e

Parameter value

® Baseline weight ® Sex

5

10

15

0.02

0.04

0.08

@ Ace premedication ® Immunogenicity ever

® Dose level

® Tumortype @ eGFR

Source: Module 5.3.3.5 PopPk report Figure 10.

1= not equal to; Ace Premed: acetaminophen premedication for iv; CL: total systemic clearance; eGFR: estimated glomerular
filtration rate; MCC: Merkel cell carcinoma; NSCLC: non-small cell lung cancer; Q: inter-compartmental clearance; V1: central
volume of distribution; V2: peripheral volume of distribution.

The covariate values on Y axis correspond to the 5%, 25%, 50%, 75% and 95% percentiles in the population.
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TS 2.7.2 BERERERBROPE

FEARPopPK E7 /L (CL & VI IZKIFTHREOKELBLITEALZET V) O CL, V1, V2, KD
Q O NIV HEEMEIXZENZ4 30.3%. 19.8%. 113%, K N38.7% T -7z, Hfé Pop PK ET /LITEH AL
THEBORELGDDHE, ZROETOMHEITZENEI 252%, 18.3%., 105%., K TN39.2%IZIK T (Q
IEBR<) L,

3.2 EYERE
3.2.1 EUYEFETOI7AIL

T~ 10 mgkg % 2 WHR TEIRNE R G- S 72 U722 8F TOFHI PK 71 7 7 A L
ZRUT — 2 I ZEQTK 2.7.2 - 14 12T,

M27.2-14 B0 4 BEREEOBBT—2 10T 57N TOEMMERVAREED IO T

74
12
10(
)
£
[
=
=
R=]
©
= I
8 LY
c %
o >
g 2. L
g . : ..
E ) L= . ii i
° Fa, .'.é LS [ i
é ', :h L ‘:: ;‘-'1. 2
cl 1 ‘.'F - *w —
8- - i,
P ia ¢ SO ea T
. 3 : . 2 3 Y 23
e e T YO £ 7 1T TP 12 1 T HP R F 1 |
‘ 168 336 504 872 840 1008 1176 1344
Time (h)

Metric — Median (70.5 kg)

Source: Module 5.3.3.5 PopPk report Figure 16.

The typical subject has all covariates set to their median or most common values (Refer to Module 5.3.3.5 PopPk report Section
6).

322 E bIHITHEYMERE

3.2.21 IR 4R

T L= TIEEFHARNER S-S 3L, XA T T XA T E YT 4013 100%TH D, WIGEFEOBE X720,
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TS 2.7.2 BERERERBROPE

3.2.2.2 oKl

WA Z RV EOFEIIDAOEERRERN T+ TH S, BT 143829.80 # /L kv
(Module 3.2.S.1.2 General Information - Structure ) 5, 7L~ 713 2HI5ER K DT 02 Hia
SRRSO 35 Z E B TR E D, In vitro iBRCTT L~ 71X PD-L1 AR O & MEfkE, 9
72PH 12 HIRT X ) A ERa X 4 70 NE B (BRIRAERE, U > RBR, HLER, KO
~rnu7r—hkE ). R, BB ek T T R N RO, SEIE AR, AR, 3O
(CHIBERSME & fEGT 0 2 BRI T,
R ORI = o8 — b A v b DA B FE % Pop PK fiffr THEE L., BRI BB Tl hTh
284L KN 121 L THo7z, 10 mgkg 245 SNTZBED Vi (Hx D V1 & RNV2 /8T A —ZfEH)
HEH) OMMTEHMEIZ472L THY, T L CEFMERORANO OIS T 5,

3.2.2.3 (e

TN TN NI RBALERIC L > TS D, CYP 137 ~b~ 7 DRI H G L
W,

3224 Bt

TN TIEHERTH D Z &b, TOEERYEMEREIT Y o T B (BYUIER) Th o,

EMR100070-001 BT NCA (2 XV B Sz CL O FEEMEIX, FIE 10 mgkg 58K T
0.362 mL/hr/kg T 7= (Study EMR100070-001 CSR Table 15.4.1.1.8 Z#) , EMR100070-002 75k Tl
FI2 4% HARABEDO CL X 10 mg/kg T 0.471 mL/hrkg & FH S 72, Pop PK fi#MT € oo #1772
BE O CL OHEEMIT 0.0246 Lihr Th - 72, SANEHIAE 73 kg 2V 5 & NCA 725457 CL 1
EMR100070-001 587 (2.1.1 ZH) T 0.0264 L/hr & O EMR100070-002 7%% (2.2.1 TH) T 0.0344 L/hr (2
R ENn5, L7z -> T, NCA & Pop PK fEHr OHEEEIXFEETH 5,

EMR100070-001 FER DT ~/L~ 7 D t1, OHEAERfEIL, NCA TiE 1, 3. 10, XU 20 mgkg DM
BTENEI 595, 81.2, 94.6, MUN99.1 ] L HEE STz, 2O OMEITHE | mgkg 7 HIE&ET
DIV L7225, 10mgkg & 20 mgkg OHEM TILFRIEECTH 72, Z U —FT D m A
EMR100070-002 5% CHEEL S, NCA 12X D tip OFHHEEMEIL 3. 10, O 20 mgkg O HET
ZHEN 94.0, 122, KO 112 Bl Cdh > 7=, Pop PK M7 B BT tiy OHEEEIZ, 7L~ 7
10 mg/kg % 2 MRIBE CTH G- L7=ABET6.1 B (146 FFfi]. %CV91.5%) T D, Pop PK M HHAEE S
722D tp b, HEEFE & O EMR100070-001 352 & U EMR100070-002 7k CTH[E| PK G UBHRI 21T
ST BIFITDOUVT NCA TRDOT- tip LR TOTMNITEN -T2, T DZEX Pop PK fif#HT D BE KN %
W & L OYEMR100070-001 785 > NCA T AUC OFMEE 323 20%88 D B8 2 Brib Uiz 2 LR
T5EEbILD,

F70 2 5B M OMRAT 515 TR 72 tin EIZ AV —E L7223, NIAE 1gGl TEIE STV S tp (30
H) (Mankarious 1988) KO U A~~~ (13 H), 7V A~7 (14 H), XV Aa~vw7 (19H), &
WA 7YX <7 (8.0~95H) 2EDOMO—EHDE k IgGl mAb @ ti, (Meno-Tetang 2016) X ¥
HEL,
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TS 2.7.2 BERERERBROPE

WIRPE 1gGl1 KM Z Do B b 1gGl mAb £ 0 &80 t, O FERIfEIX, 8.5~9.3 DHIPHIZH 57~
~ 7 O WVEE S (isoelectric point; pI) EIZE RS 2 AIEEMEA & 5 (Module 3.2.5.1.3.1.4 /1), & pl
E2A T 2 5UR TG Z & O REWZ EPNBIE S TEHE Y (Bumbaca 2012) |
ZAUCT KD R TIHEW 1, DBIE SN D,

3.2.3 HERUVBROFE
3.2.3.1 ==

EMR100070-001 75 & T8 EMR100070-002 7Bk 54572 4« ORERT — % O~ (2 Eh
21 TEFE V221 TH) . 7TUb~ TR ESRED 1~10 mgkg OHETHER LY K& <8208,
10~20 mg/kg O A TITHEIZHAE L CTINT 2 Z LRSIz,

Pop PK it TIZETHOHEDT — % 25tk 4 5 - OICIETT V& Wiz, & Pop PK £5 /11
BALTZIERED 1 DlL3mgkg G TH Y HEE S5 20T CL D 26.0%H M Td - 72, 3 mg/kg
e 58EZ EMR100070-001 588% & Y EMR100070-002 #&5k (&5t n=18 DEFE) ITFET S0, [
Br) LW o HEREZNRET DL HLOTIEHARY, 3mgkg HGREDOKE 2 CL 2t L 9 5 DIXIERIE
U772 AT, ZiuiE EMR100070-001 388% & O° EMR100070-002 75k THIZE S #17- TMDD (Zii2
T2 EEZLNDIEMIEMEL —ET %, 728, PK X 10 mgkg DL ECHERFIMEEZR L, 5 A
BRCoOT )~ 7 O EIL 10 mgkg 2 BRIEHR G THDH72H, CLOHLEREL L TO 3 mgkg 54
I ERIRAOIC BB E Tl R0,

3.2.3.2 R fEl

EMR100070-001 7% &% OF EMR100070-002 #85% T, Cror lIMEL T 2 [FIH & 3 [8] H O 5-0 [ TR
7B £V (EMR100070-001 3452 D Week 3 T 1.198, 2.1.1 T8, EMR100070-002 752D Week 3 T
1.190, 2.2.1 T8) EHIRAEIZE L7=, EMR100070-003 75k TP Cror D RFEFRE L Week 24 THJ 1.30 T
BHo7= (2.3.1 1), EMR100070-003 7Bk % &1 3 5BR C Crouen TEITRRFFNC 5 < 72 DHT DB SN
Toid, RERZEEME (CV% : 12.8%~101.6%) DO b THY | EFRETIIRWEHET HZ &
IXT&E ol 211, 2213, kU231 H),

Pop PK f#HT CHEEIAE) CL €T V2 MeT LIENRE Lo T, —J. BEEE(LD/\W\ CL 264
% Pop PK EF/LIL 125 H LA OB SICE T D Cuougn PRERICHIRS H D DD, 3 RBRAE TN
72 PK 77— ¥ Z#UNIFLd 35 Z E 3 A[RETH - 7= (Module 5.3.3.5 PopPk report Figure 14 /),
Pop PK 7 — % DI & A E1IMIEIE 5-4% 125 HANZERE S 4L, 125 B LBEOREUX 7.19%DH Th - 7=
ZERHEETAREHERE TH D,

Pop PK €7 Mz X AuE, 3 [BIH OGS A 7V E CICEFIRIEICE LARGREIT 1.25 L TiEEh

(272-14, 32.15H), T e 6 A LR 2 HEM, X EFLO Ceor TR INTZEE &
FIE L7200,
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TS 2.7.2 BERERERBROPE

3.24 NEMEER

Pop PK XL 7 ~L<~7® CL, VI, V2. T AUCx IZ KT THEIZRET 2 PK 7' 7 7 A L OKE
A U TR A e NIRMEZER 2 BRE U, #ER A2 LU FICEEHE T 5, £ 5-BtA% 0> b BRI & CHME
L7z AUC (AUC from the time of dosing extrapolated to infinity; AUCq..o.) DIZHNEDOZEM: 1L, 55 146
e R RBR T 27.0~56.7% CdH-7- (2.1.1H, £ 272 -5), A Pop PK 5 /LiFHT TH CL D 1V 1X
BEONREBET DL 303% Th o7, PK ZEWEORRE, R OFFE AR OEE AR 7~/
TOREMET T 7 ANEBETDHE, PREDD 20%A0 D PK MEEE EOE(LICEIKIVERIT 2
<. HERASOMET /2 NEBZHND,

&=l

3.24.1 FEHDFE

Filin D528 % Pop PK ﬁﬁﬁf“gﬂ?fﬂﬁ L7, Hln DR EEIMEIL 63 ik, #iPHIL 20~91 s CTH o7,
2.72-151RF X D12, 325 CLEZ VT T ADOEKMIZSE) (inter-individual variability in
clearance; ETA1) O 7'1 v MIIHMAMITRD HLT ., FEOEEI TN T ILD Pop PK ET /L/XT A —

2T b Enienoi,

27.2-15 EREBEAEMIFEETIVICETSEH5I VTSR, €57 )75 0 A0EK
M & Fh & DREFRD RN

CL-Age
Clearance (L/h) ETA1

Age (y)

Source: Module 5.3.3.5 PopPk report Figure 45.
CL: total systemic clearance; ETA1: IIV in clearance; IIV: inter-individual variability.

3.24.2 KEDEE

FHA D BRERHIFRAT H11Z ﬁiﬁ L CL KONV ITEET L2 ERB BN > T2 HA Pop PK E
TIATHE A LTz, CL XN VI KIEFTIREOREI A& Pop PK £ 7 /L E TS T, CL XTNV1
VT B IRE O J#oﬁ%bua“é (¥2.7.2-16 LK 2.72-17),
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272-16 BRRBEREYHREETILOEEI VT I VAR, 28 )T 5 0 ADEKEEE)

ERELDERZR
CL-Weight
Clearance (L/h) ETA1
0.08 0.5
8 0.04 0.0+
©
=
0.02
-0.5-
L v
50 100 150 200 50 100 150 200
Weight (kg)

Source: Module 5.3.3.5 PopPk report Figure 45.
CL.: total systemic clearance; ETA1: inter-individual variability in clearance; IIV: inter-individual variability.

272-17 BRBEREYHEETILODRIIIS—FAY FOSFEERRE. ROV /—
U rONHBRBEOBEKEES EARE L DBR

V1-Weight

Central volume (L) ETA2
. 0.6

[V
T:u 0.0-=% .
} Yy
“ 0.3
(=scssscnaamesssenssesss= - 0 E L o
&0 100 1580 200 50 100 150 200
Weight (kg)

Source: Module 5.3.3.5 PopPk report Figure 46.
ETA2: IIV in V1; IIV: inter-individual variability; V1: volume of central compartment.
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FIp DIRENGNAEM CIRBERZ BT 272010, &EPopPK ETFLEZHN T I 2L — gy
EAToT-, IREAZFEUEL LR 5EOEA . BEEO P IEIZEE L TR—R 7 A4 AMKED L 25%
SE AL 25% TUIEEE T 20%A0M D) EHgER O TR NS (¥2.72-18),

~

27.2-18 10 mg/kg TRIEHFRSHERTAE 80kg NDEFEIZ 800 mg DEIEAEIREERDY =
Alb—a Y LEEEIRED AUC DIEARL{E

Flat dosing (800 mg) Weight-based dosing (10 mg/kg)

AUC,, (mg.hiL)

|

n

Weight quartiie Weight quartiie

Source: Module 5.3.3.5 PopPk report Figure 17.

AUC;s: area under the serum concentration-time curve at steady state.

N=100,000 simulated datasets. Black horizontal lines are medians. Boxes are interquartile range. Solid red horizontal line
represents AUCss for population median of body weight. Red shaded area represents 80-120% range.

FEZEELTIRGEENEHEHERSPORF LY I 2 b—a T EEHER S THIRE
BOLHOUGEITF CTERWVWI L ARIB LTS, 728, BEEHEES 800 mg 13/AHE 80kg & D
EICHAS L (PopPK T —H v FOFHKREONE LML), KEAZEELTIERETIZNETT
ST TR T AR EEL TR S, SRR SEHEARERLZEE T e 7 vy AV ER
L. mMCCIBIRIZEZTH D Z EAmENTZ720, mMCC B OHELEH 1 A &I 3R Tk 5 4
L9425,

3.24.3 R DEE

BE 811 44 & 2otk 818 44 & x4 & L 7= Pop PK ffAT CHERI DB 2 5l L 7=, KEZZE L7114,

PERNE CL KON VTR BZ RITTZ E¥boolz (BIERE O CL 1T MEE L i LT 19.9%5

<, BHEREO VI ITMEE L LT 203%EV)), CL XONCL @ IV EPER] & oRfR %X 2.7.2
-19 1”7,
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272-19 BRRBEREYHREETILOEEI VT I VAR, £ )T 5 0 ADEKEZEE)
EHEERIE DREZ

CL-Sex
Clearance (L/h) ETA1
r_ _\_:ll.:‘l |., &
5 0.04 ": 0.0—=-= _ .
[}
-
0.02
-0.5 i :
Nl =====cccscccssscscaess=n====
Female Male F:-nl'lr-..-z- Male
Sex

Source: Module 5.3.3.5 PopPk report Figure 45.
CL: total systemic clearance; ETA1: inter-individual variability in clearance; IIV: inter-individual variability.

& Pop PK T /L& W CEMERI OB E A LT 572012y I a2 b—Ya v Ei{To7-, &ED
AUC THME I M & il L ThEicEmyy (%2.7.2-20),

2.7.2-20 BaENEFNIZONTY I alb—2 32 LT 10 mgkg REREERDEEIRED
AUC

Dose: 10 mg/'kg

AUC., (mg.h/L)

Sex

Source: Module 5.3.3.5 PopPk report Figure 25.
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TS 2.7.2 BERERERBROPE

AUC:s: area under the serum concentration-time curve at steady state. N=100,000 simulated datasets. Black horizontal lines are
medians. Boxes are interquartile range. Solid red horizontal line represents median exposure. Red shaded area represents 80-
120% range. Box widths represent the amount of observations in each category.

KELEZEZELT-SGAMINC L 27 v~ 7 0 PK i/ &<, BRIEZRIT 2 < XYHEREH O M
T EZ 5Tz,

3.24.4 AEBEOFE

Pop PK 7VET A CII AL R L L TEETH> M, CLICHEFIICAEREEE RITL
O 1 FEOEBAFES 7T TV — (BAXIET 7V ART AV AN) OHRTHoT=, CLIZHTD
ﬂﬁﬂ% U CHEEM DS e RITHINT 5 . KO/ NI 2% 2 AHEREOM O CL #&ET‘EOD%EI T 15%AK
i Chollzth, Hi& Pop PK BT /WMITIZIAFEAEA Lo le, ZEEINEC X2 EEET VIE
%Jﬂ&“( W7 U7 NI EICEETIER oz, WTFNO AL T Y “—%HE%% Pop PK E7
IZEA SN o7, CLEONCL O IV ICKIEFT AFEORBE X 2,72 -21 \ZRT,

2.7.2-21 EREBEAEMFEETIVICETEEHI VTSR, 257 )75 0 A0EK
RIZE & N1 & DBEFRORIN

CL-Race
Clearance (L/h) ETA1

Source: Module 5.3.3.5 PopPk report Figure 45.
As: Asian; Al: American Indian or Alaska Native; Bl: Black or African American; CL: total systemic clearance; ETA1: inter-
individual variability in clearance; IIV: inter-individual variability; P1: Native Hawaiian or other Pacific Islander; Wh: White.

FIZ, BARAKROIEAARANDBREORE - BEi 7' 1 7 7 A L O R LLESE ONS Pop PK FENTN 5
BifRICky, AHIZT L~ 7 0 PK ICHIRIEROH L5252 KIFST (3249 1H), HEN
EOMBENIIRNZ L BTRENT,
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3.24.5 TILITEUDFE

CLEONCLOINV ET7NT I EDBRERK2.7.2 - 22 1277, K& PopPK ET /L TTILT I
IXCLIC (FEAREERL L Q) BELZKIFTZERbhoTo, BEMIZIX, 7L~ 7 O CLIZT
NT I VRED BRI Lic, L, T4 7 IO AL 25%K% UL 25%0 AUCs D1
fEIEL AUCss DFIAED 20%LUANTH -7 Z LD (X2.7.2-23), BEREIZKIETT T LT I D2

(CHRRINE IR <. HEFESOLET RN EZ b,

272-22 ERBEAEVBRETILOEREY UT VR, 257 T 5 0 ADOEKEES

ETILT U EDBEEZ

CL-Albumin
Clearance (L/h)

0.08 (
3 0.04- 0.0-= - -1
1]
=

0.02 . |

-0.5-
DN ==rscsseccnenssancecnnn==
20 a0 40 50 80 20 10 40 e an

Albumin (g/L)

Source: Module 5.3.3.5 PopPk report Figure 45.

CL: total systemic clearance; ETA: inter-individual variability in clearance; IIV inter-individual variability.
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272-23 BREBZTILITIVMNMMIETYIaL—Y 3> Liz-10mgkg REBRSEDEE
KEED AUC D53 fiE

Dose: 10 mg'kg

AUC,, (mg.h/L)

Albumin quartile

Source: Module 5.3.3.5 PopPk report Figure 27.

AUC;s: area under the serum concentration-time curve at steady state.

N=100,000 simulated datasets. Black horizontal lines are medians. Boxes are interquartile range. Solid red horizontal line
represents median exposure. Red shaded area represents 80-120% range. Box widths represent the amount of observations in

each category.
3.24.6 FEEDEE

T X)L 7 O PRAZ RAT T FERE O 8% FEM 9 5 72 O ORI T S5 L TR, FFEEIEL T
T O PR AR E B E RIF S0 E RS2, EMR100070-001 55, EMR100070-002 34
B, XU EMR100070-003 5570 545727 — & % V7= Pop PK fi#Hr CTlX, Pop PK ET /L D/XT A —

HZRIET AST (FOfE 23 U/L), ALT (F9fiE 19U/L) . e Y v ey (FRAHE 6.84 pmol/L) . %
CIMIET V7 I (PR 39 g/L) DA E 4 IZFHIT 5 2 &I K 0 ITEE OEERY 722 528 4 Mt
L7z, & Pop PK BT /MTITWTNND /T A —Z1Tx 2D AST, ALT, &HLHWIEMIEE VL e

DEBITEAN SN2 -T2, B, TIAT I U ORBIL 3245 HITRYT, X2.7.2-24 |[ZfFREEDOHE
BT IV —DRERBD NIRRT L ERT,
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272-24 BRIRBEREYHREETILOEEI VTSI VR, £ )75 0 ADEKEZEE)
EHEE L DBEFZEOXRM

CL-Hepatic impairment
Clearance (L/h) ETA1

5' 14 ] 0.0-—= I -
(]
> — =

0.02 == [

Mone Mild Mod Sev Miss |-— Mild Mod Sev Miss
Hepatlc |mpa|rment

Ny
L

Source: Module 5.3.3.5 PopPk report Figure 45.

ALT: alanine aminotransferase; AST: aspartate aminotransferase; BILI: serum bilirubin; CL: total systemic clearance; ETA1:
inter-individual variability in clearance; IIV: inter-individual variability; ULN: upper limit of normal.

Normal (None) hepatic function: BILI<= ULN and AST <= ULN (n=1388); Mild hepatic impairment: (BILI<= ULN and AST>
ULN) or (BILI > 1*ULN and BILI <= 1.5 * ULN and any AST) (n=217); Moderate (Mod) hepatic impairment: BILI > 1.5*ULN
and BILI <=3 * ULN (n=4); Severe (Sev) hepatic impairment: BILI >3*ULN, (n=1); Miss: missing.

3.24.7 BEEOZE

TV~ 7O PK A KIETEIREE O 2 5 3 2 72 0 ORFIREER LI M L TV 72, Pop PK fi#
BreIZIER (n=628). B (n=560). TFEE (n=287). ROEHE (n=4) Z&TeJK\ il T Pop PK &
TND/INT A —=FIZJKIET eGFR OB ZFT 5 Z LI2 L BIEEOBEMEEZ MG Lz

(Module 5.3.3.5 PopPk report Table 5 /), f#& Pop PK 7 /L CliL 7T ~L~ 7 D CL IZ&IEF eGFR

%ﬁ%i.“ RO LR o (F2.72-13, K2.7.2-25),

2 121% eGFR D EENFRD Hiiz, BARNICIE, V2 OHEE T ZHIE EIEHE T2V H DD, eGFR
@i%‘ﬁu TREWRHER ISR L C V2 13H555-0.507 TR L7z, V2 IZKIET eGFR ORI IXERIKAY
BRI WEBZ o, AEFHOLEIT20,

TV T Doy F- I CRERIRIEE B N AT b i U TR TR T2 8 R L7 B OB PR R
FHIIRER ThH o723, BE, PRE, KOEEOREEREZE0REREEILT /L~ 7 0O PK I
ERIES W ETRENT,
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272-25 BRRBEREYHREETILOEEI VT I VAR, £ )T 5 0 ADEKEZEE)
EEEELDOBEFZEOXRMN

CL-Renal impairment
Clearance (L/h) ETA1

l‘wJ-:jre Mild Mod Sev '.Iilss No'rue M' d Mod Sev Miss
Renal impairment

Source: Module 5.3.3.5 PopPk report Figure 45.

CL.: total systemic clearance; CRCL: creatinine clearance; ETA1: inter-individual variability in clearance; IIV: inter-individual
variability.

Normal (None) renal function: CRCL>=90 mL/min (n=671); Mild renal impairment: CRCL >= 60 and < 90 mL/min (n=623);
Moderate (Mod) renal impairment: CRCL >= 30 and < 60 mL/min (n=320); Severe (Sev) renal impairment: CRCL < 30 mL/min
(n=4); Miss: missing.

3.24.8 B
3.24.8.1 e HESHEBE

#& Pop PK €7 /WIZIE CL ICKIEFTR—RA T A VIO L H RS EORELEAN LT, T
~ 7O CLIIN—RAT A VRO FIEEHREORINZEN B35 Z £33 -72,CL XTNCL
IV & R—2F 4 VRO T REEHRE S ORREK 2.7.2-26 IZRT,
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TS 2.7.2 BERERERBROPE

2.7.2-26 BRRBEREYHREETILOEEI VT I VAR, 8 )T 50 ADEKEZEE)
ER—RSA VENOEEEEMABE L DER

CL-Tumor burden
Clearance (L/h) ETA1

0 100 200 300 40¢ 0 100 200 300
Tumor burden (mm)

Source: Module 5.3.3.5 PopPk report Figure 45.
CL: total systemic clearance; ETA1: inter-individual variability in clearance; IIV: inter-individual variability.
Tumor size values were capped at 400 mm in the Pop PK analysis.

N—2 T A RO A E NEGHEA O B T4 Pop PK 7 /WIZE A L7223, Pop PK fEHTIZEA L
T 5 5 RGO Tl AUCs & Cuoughss PP AAER T PRI S D Z (L EIT/N S0 (X
2.7.2-27),
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TS 2.7.2 BERERERBROPE

X 272-27 R—RS5A VEOEDMETHEL-EEEY A XIZHTSH, IalL—3ay
L 7= 10 mg/kg RIEREZDEEIKED AUC KR Cirough D EA LB

Dose: 10 mg/kg Dose: 10 mg'kg

— y
—d
] ! . 5 |
€ i y S i
= B
S g,
< 1§

= —

=T = l_‘_l

Tumor size at baseline quartile Tumeor size at baseline quartile

Source: Module 5.3.3.5 PopPk report Figure 26.

AUC:s: area under the serum concentration-time curve at steady state. N=100,000 simulated datasets. Black horizontal lines are

medians. Boxes are interquartile range. Solid red horizontal line represents median exposure. Red shaded area represents 80-
120% range.

NR— 2T A VDA TO FAL 25% M O AL 25%ICHE S D IEE Y 4 X EREICOVWTY I 2 L
—3 3 L7z AUCg fEIE, N—RA T A VEEONEEY A REZRIE D F Rl TOBRGERED 20%LINTH
%o ZOBITITERERITI R VWEEZ 2 b, FAEFHEIIHEE I 20,

3.24.8.2 ECOG £ &R

FFAARER T —H OARE E WV IHHIRD E & T ECOG & RHE 2 UL IR A ST DD,
ECOG 2HKABITHAE Pop PK BT /LD /3T XA —Z | THEHFHICABICHET 2 LB O LR 5T,

=3

ECOG & KfeH 5 =Y — & CL LANCL D IV & OBRAZX 2.7.2 - 28 IZRT,

CONFIDENTIAL s8/114
Document No. 0900babe80b8e264v4.0 INFORMATION
Object No. 0900babe80d9dc07



TS 2.7.2 BERERERBROPE

272-28 BRRBEREYHREETILOEEI VT I VAR, £ )T 5 0 ADEKEZEE)
& ECOG £ 5 IkEE L DR X0

CL-ECOG
Clearance (L/h) ETA1

EbOG statﬁs

Source: Module 5.3.3.5 PopPk report Figure 45.
CL.: total systemic clearance; ECOG: Eastern Cooperative Oncology Group performance status; ETA1: inter-individual
variability in clearance; ITIV: inter-individual variability.

3.24.83 NARE

EMR100070-001 38R TIET /N~ T D Cirougn A F72 2 [EJE S AMEITRE U CRERFAYIZ BRI L 7255
A EREDASEORBII A b o7 (X2.72-4),

CL. Q & V2 ([ZMKIET mMCC M AFED 58 % ek Pop PK €T /VIZEA LT, EIZ mMCC KO
NSCLC D23 AUEDFE T Q 12, SASAIE DRET V2 23D bilTz,

CL X TNCL @ IV IZ KX T mMCC B ASEDREEX2.7.2 - 291273 F (W7 2y hOLEND 6 F
H?D/3—), mMCC BNAMED CL 13ZDMON/NEE LG LT 224%(KW EHEE SN, B, &0
ANED CLEDOFIHIZTEE LTS (K2.72-29 Y1 v bE),
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TS 2.7.2 BERERERBROPE

27.2-29 BRIRBEREYHREETILOEEI VT I VAR, £ )T 5 ADEKEEE)
EDARE E DR

CL-Tumour type
Clearance (L/h) ETA1

0.06 =

0.04= - 1 0.0

Value
T’

Source: Module 5.3.3.5 PopPk report Figure 45.

ACC: adrenocortical carcinoma; CL: total systemic clearance; CRC: colorectal cancer; CRPC: castrate-resistant prostate cancer;
ETA1: inter-individual variability in clearance; GEJ: gastric and gastroesophageal junction cancer; H&N: head and neck cancer;
IIV: inter-individual variability; MCC: Merkel cell carcinoma; Mela: melanoma; Meso: mesothelioma; MetBr: metastatic breast
cancer; NSCLC: non-small cell lung cancer; Ov: ovarian cancer; RCC: renal cell carcinoma; Solid: solid tumor; UC: urothelial
carcinoma.

The numbers in brackets after the tumor types (on x-axis) are variable numbers and can be ignored.

2.7.2-30 ERBEHEYHBRETILTCOIaL—2a v LEAAEBEI ED 10 mg/kg R1E
BRERDOEZEIKED AUC

Dose: 10 mg/kg

Source: Module 5.3.3.5 PopPk report Figure 20.
AUC;ss: area under the serum concentration-time curve at steady state; H&N: head and neck cancer; MCC: Merkel cell
carcinoma; NSCLC: non-small cell lung cancer; Ovarian: ovarian cancer; Other: all remaining tumor types grouped together.
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TS 2.7.2 BERERERBROPE

N=100,000 simulated datasets. Black horizontal lines are medians. Boxes are interquartile range. Solid red horizontal line
represents median exposure. Red shaded area represents 80-120% range. Box widths represent the amount of observations in
each category.

mMCC £ DOIREE & O THEIZM O AME L i L TRy (112.7.2-30), %< OB THIER A
BT —XDPK 777 A)VEAHTSHEMRI00070-001 785k & O EMR100070-002 558k & (3%t Fd
A2, EMR100070-003 5BR CIZA/S—ZA PK 7 —# LIMGHNTE LT, 7o, fiF 101.6%D%CV
EICRESND L DT (2.3.1 5H) Cuough 7 — X IITEWEEMENFRD BTz, A/3—Z PKAREHRELT
Cuough (R ZRIZEDENHD L, CLIZOW TR TZHEEEZELS Z 035D, 2B, BHONAE
Z%t5: & 4% EMR100070-001 788, EMR100070-002 i&5R, & O° EMR100070-003 #kBR CELH S 7=
Curough 1%, [FREDORBRIAM TITAEWICEBE L T e (£2.72-7, £272-10, KUK 272-12), L
L, mMCC EHOHEREHE (2 EFBE T 10 mgkg) TOHMEEFHL L7=72H, MCC BAMEIZE
5 Z OBIEAERIT mMCC O BRI R EZ RIE S o T,

3.24.8.4 PD-L1 K78

ISR O PD-L1 IRREI LA Pop PK BT /L TORTD/NT A —F T E MIES 2N E0b)
>72, PD-L1 %8 GEfAE L O 1%L £ PD-L1 FBUMIfL IR BAMR /e Lob 73V —E L L
T) L CLEUCLDO IV & DOBMREZE2.72-31 127 T, ZOfEHRIL, PD-L1REIXT L~ T D4
Y72 S BN AR I C B A I F & T SRR ORI LD BRI e 7 VT T v AS~OEHIE R
ERTHDHZ a2 ML TWD, 723, PD-L1 HELRABITEGHAIZIBL L T\ D PD-L1 KD
i (g XICB#d %) #FB LT b3, £ CoRPTOMMFIEE S PD-L1 B
Lo THEBELZTHAREMERSH D Z LITEELRBETREETH D,
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TS 2.7.2 BERERERBROPE

2.7.2-31 BRRBEREYHREETILOEEI VT I VAR, £ )T 5 0 ADEKEZEE)
& PD-L1 38 & OREZR DX AN

CL-PDL1
Clearance (L/h) ETA{
0.06- ' |
0.04 g i 1. ioe I;_
;:: =;',I. d " ::' : :"T-E-!-_i-
= ;:':"ifl“'; 8 " : i !.;
0.02 L5y TS B4 S
(). (1) e e R O et
0 25 50 75 100 0 25 50 75 100
PDL1 expression (%)
CL-PDL1 (>=1%)

Clearance (L/h) ETA1

1 1 I
Positive Megative Missing Positive Megative Missing

PDL1 (>=1%)

Source: Module 5.3.3.5 PopPk report Figure 45.
CL.: total systemic clearance; ETA1: inter-individual variability in clearance; IIV: inter-individual variability.

3249 BAANEFEBRAANDEE ED PKEFEDLEER

EMR100070-002 38R 1% H A D A CTIHEJE S i7=25, EMR100070-001 3R X312 0 AFEERHE & x5
WM SN T-EEERFERBE CH -7, b D 2 BERDSEWREG%ZORE -~ e 7 7 A
NELIZEZ A, 3, 10, O 20mgkg DHETIIAAANRE LIEAARANEBEMCRETHD Z
ENbnote (K2.7.2-32),
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TS 2.7.2 BERERERBROPE

27.2-32 BAARUVFEEBARAATORERN. VRIERAFRESEOTANILIY JDMEHRE
EOHEMEHE (+SD) —BEE7IOoI74IL

3 mg/kg
1000

100

—h— Japanese

Mean Concentration +5D (ug/ml)

10
E —e— non-Japanese
14
T T T T T T 1
0 43 Ela] 144 192 240 288 336
Time (ht)
10 mg/kg
1000
) 1
&
2
2 100
+H E
_§ ] —h— Japanese
2 ] —e— non-Japanese
2
g 10
O E
= 3
L} .
= i
! U L L B L L L
0 43 Bl 144 192 240 288 336
Time (ht)
20 mg/kg
1oann
£
=2
o)
w
H
_§ 100 —b— Japanese
£ = —e— non-Japanese
g
(&)
g
&)
g
L)
=
W T 7T T 1 T T T
0 43 6 144 192 240 288 336
Time (ht)

Source: Module 5.3.5.3 PKS Combined Report Section 2.2.1.2.
SD: standard deviation.
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TS 2.7.2 BERERERBROPE

F7o, HEIBEE (Coux MOV AUCos36n) BAfRZ HANBEE EFIEABARNEF & Tl L, #2.72
14 R OEYFE T b (X2.72-33 KUK 2.72-34) (TR LTz, 7ToUL~ TBEREONAIT 2 DD
ANFEEMHBCTEE L Tz, BARAKDIERARANEFRONTN TS, 3~20 mg/kg D &fiPH THIME]
FRIRNEFGE I 5-1% D 7~ L~ 7 O & — W iE BRIR OMIBIE DR RARIZER O BT,

£272-14 BAARUVIEEBARATOREN. ¥EIBERNFGERSEEODTANILITD Crax BV
AUC.336hr D EC R FFET 2

Crax AUC.3361

Japanese Non-Japanese Japanese Non-Japanese

Geo ge\:) Geo ((}:;; Geo ((}:;; Geo ge\:)
N Mean Mean N Mean Mean N Mean Mean N Mean Mean

(ng/mL) %) (ng/mL) %) (hr*pg/mL) %) (hr*pg/mL) %)
3 mg/kg 5 64.0 222 13 78.9 29.5 5 5480 25.5 12 6080 32.1
10 mg/kg 6 179 19.6 13 244 21.5 6 20100 40.0 11 22200 24.5
20 mg/kg 6 459 13.6 20 463 29.9 6 47000 22.8 14 36900 40.8

Source: Module 5.3.5.3 PKS Combined Report Section 2.2.2.1 and 2.2.2.2.

CV: coefficient of variation; N: number of subjects in population.

Geometric mean (GeoMean) values are listed with a precision of 3 significant figures.
All subjects with Rich PK Sampling were treated with Process A material.

27.2-33 HAAKRUEBARATOHERBEIRAFFHRIZRSEDT NILI TD Crax &£ AEDEIF

PA=A
200 —
G600 —
Cmax (Japanese)
—= | #  Japanese
-& Japaniese
= 400 —
E Cmax (nhon-Japanese)
&) . ¢ non-Japanese
— non-lapatiese
200 —
I:'||||||||||||||||||||

Actual Daose (mgka

Source: Module 5.3.5.3 PKS Combined Report Section 2.2.2.3.
Regression line for Cmax in Japanese: R? = 0.9746, Intercept = 0, Slope = 22.03
Regression line for Cmax in non-Japanese: R? = 0.9313, Intercept = 0, Slope = 24.19
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TS 2.7.2 BRARFEERROBE
272-34 HAAKR U EEARATOHERBHIRAFHRIZRSED T NILT TD AUCoa36n & FE
OEFETaY b
EO000 —

] x
. 60000 —
E LTIC0-336hr (Japanese)
2 - s % Japanese
% Japanese
% 40000 —
o ATTC0-336hr (non-Japanese)
SI ] ¢ non-Japanese
=] non-Japanese
20000 —

L LI B B B L L
0 5 10 15 20

Letual Dose (mgikg)

Source: Module 5.3.5.3 PKS Combined Report Section 2.2.2.4.
Regression line for AUCo-336hr in Japanese: R? = 0.9407, Intercept = 0, Slope = 2333

Regression line for AUCo.336h in non-Japanese: R? = 0.9061, Intercept = 0, Slope = 2021

2,72 - 35179 &R0, EMR100070-001

B &% OV EMR100070-002 #ER D3 41D 10 mg/kg 1

RAR—=FTHT XN T D Crougn TN ANEF TRIERTH o7z, RTHAMLIZAARN (B BF

D) Ctrough {Eci\ 3'5 EI 2"(}\1%%0) Ctrough 1@0)%@?\7?% D f:o
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TS 2.7.2 BERERERBROPE

2.7.2-35 EMR100070-001 5XE& &% 1* EMR100070-002 8D £ T® 10 mg/kg ¥ K3 =—
FDAR— FRIDF RILT T Crougn DEHTTHIE (+ SD)

—a#— 001, EXP ACC
—— (01, EXP CRC

120 — —+— [01,EXP CRPC
—~ - —+— 001,EXP_EF_GGEJ
ﬁm 100 —e— 001,EXP FF_HN
Ed . —a— 001,EXP_EF_OC
O 80— —&— 001,EXP_EF_UC
j i —e— 001, EXP_FLNSCLC
= A0 —w— (01,EXP GGE]
g | —s— 001, EXP_WELANOMA
S 40— —+— 001, EXP_MESO
o i —+— 001,EXP METERC
g 20 —w— 001, EXP NSCLC
= i —+— 001,EXP_OVARIAN

0 —=— 001,EXP _RCC

—i— (01, EXP UC
—e— 002, EXP GASC

Day

Source: Module 5.3.5.3 PKS Combined Report Section 2.2.3.2.

001: Study EMR100070-001; 002: Study EMR100070-002; EXP: dose expansion cohorts; ACC: adrenocortical carcinoma;
CRC: colorectal cancer; CRPC: castrate-resistant prostate cancer; EF: efficacy cohorts; GCEJ: gastric and gastroesophageal
junction cancer; HN: head and neck cancer; OC: ovarian cancer; UC: urothelial carcinoma: FLNSCLC: first-line non small cell
lung cancer; MESO: mesothelioma; METBRC: metastatic breast cancer; NSCLC:non small cell lung cancer; RCC: renal
carcinoma: GASC: gastric cancer; SD: standard deviation.

& Pop PK ET /WD E | 7L~ T D PK /X7 A —H K OMRFEERE [CL, V1, AUCyx, &
FRAED Crmax (Crmax at steady state; Craxss) « MO Croughss] DA T T AEIZ K % post-hoe HEE 2 A
AN, BRANDAOT T AN, KOO AFER CTHE L, BARNES ORZgEEIEQ ARNEM & R
HIE S EFHME L (X2.7.2-36),

10 mg/kg HET, CL (HAA :0.0265L/h, HARALSNDT T N :0.0261 Lh, 727 AL
0.0283 L/h) ., AUCs (AAN : 22230 mg*h/L, AHARALUSNDT 7 N 1 23780 mg*h/L, 7 27 AL -
28040 mg*h/L) , BTN Ciaxss (AAN 1201 pg/mL, HARANLSNOT T N 1225 pg/mL, 77 NLIS -
260 pg/mL) OAHEEME EIRFIME) 13 A ARNEE TIEIER RNEE & R T2~23%K02 o 7223,
BRRRERITRD SN oTe, HARAND Cuougnss (223 pg/mL) (I T 27 NEE (23.3 pg/mL)
EHERT 4%, 7T AN (26.7 pg/mL) & LT 16%IK0 > 7203, BRRATERITE O DR
7o VIIZETOIARANEREFRKETH-72 (AARN :3.13L, BARANLSOT T AN 12911, 7
T ANUSS 3150), LT, BEARNERO PK FEEIEIE A ARANEMD PK FFEDIE 52 X OFEFAN
Th Y, ANFERHT PK FHEICERRER O H 218 WITERD bR d o7z,
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TS 2.7.2 BERERERBROPE

% 2.7.2-36 BAA. BRAUSNDT T A, RUZFDMD AFERB DL ER %@ L 1= 10 mg/kg
BAEICBHFR7RNILITNDPKINNTA—EARUVBRESIEEDHLR

Clearance Central volume
0.08 N=43 N=112 N=1425 N=43 N=112 N=1425
00268 00281 00283 313 291 315
8-

3

—_ )
< on =
< 0.06- P
= g°
9 =
o
S0.05- >
& @
© e
< S4-
G © "
5 0.04- o ol
[} 5 A
T I o g8
£ & © £
+0,03- Es =
L k7 Knd
P 1] L)
. 5 A
0.02-  EA ’
0.01-
Japanese Nen-Japanese Asian Non-Asian Japanese Nen-Japanese Asian Non-Asian
Group Group
Crax.ss Cirough.ss
7 160
N=43 N=112 N=1425 N=43 N=112 N=1425
20 225 260 223 233 %7

@
=
>

n
o

o
o

~
o

®
o

n
o

Estimated C,,., . (Hg/mL)

Estimated Ci;ougn 55 (Hg/mL)

=
w »
Japanese Non—Japar;ese Asian Non—;%mn Japa‘nese Non-Japanese Asian Non-Asian
Group Group
AUC
80000~ N=43 N=112 N-1425
22230 23750 26040

70000
~3 80000
=
<
jo
£ 500t
=
(&)
o 1
< .| ®
3 9
5 300 F1
E
=
(0]
W 20000

Japanese Nen-Japanese Asian Non-Asian
Group

Source: Module 5.3.3.5 PopPk report Figure 33.

Box plots represent medians and interquartile ranges. Whiskers represent 1.5 times the interquartile range. Points are individual

data points. Annotations represent numbers of subjects per group (N) and means. Japanese: N=43; Non-Japanese Asian: N=112;
Non-Asian: N=1425
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TS 2.7.2 BERERERBROPE

HARNEBRHE 3 4% & T EMR100070-003 B> mMCC BE T, IEHARANBREDT ~L~7 Chougn
ED T I+ 5. d. ORI IZ H AR NBE OE % O Coagn B AL ENRTRT (¥2.72-37), BAR
A mMCC & D Cuougn 13FFE A AR NEE OEEH A OIZITFFANTH > 7,

2.7.2-37 EMR100070-003 &% (MCC. 10 mg/kg) DT —RICEDICFARABEDOTA
IV T D Cuough DHEFTFIIME (£ SD) DHBERVELXOBERANEZEDPK 707

74

120 —

100 — T
NEY 20 Mean +£ 3D
'& —8— non-Japatiese
g Tapatese
i —— 9010001
g —=— 9010002
0 —&— 0020001

LN L L L I B B B
1 37 113 169 225 281 337 393 449

Day

Source: Module 5.3.5.3 PKS Combined Report Section 2.2.3.3.
MCC: Merkel cell carcinoma; SD: standard deviation.

NS DT BT K DR EFEE O post-hoc HEEMEOFHOTKNZ LV | ERCICRIE 2 O FZHIEIZ—
BLT, BARABE I ATRBEEHHOF CHIRERF Y THhD Z &R Eniz, L, CL KTV
OHEEMEIZFRMEITELS . IEARNEEDOEHOFHMLINTH 72 (42.7.2-38), X2.72-391TH
BN OMEEO AN HARNBEET &8 L CTORT,
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TS 2.7.2 BERERERBROPE

X 2.7.2 - 38 EMR100070-003 ;B8 TOHAA mMCC E&Z LIEHARA MMCC BB LD T AL
RTDPKNFGA—ERUBREEHEMEDLE

Clearance Central volume

N=3 N-85
0.022 00232

N=3 N-85
334 35

_Estimated clearance (L/h)
Estimated cenlral volume (L)

10 mg/kg 10 mg/kg
Dose Dose

Group ® Japanese - Non-Asian Group ® Japanese - Non-Asian

B Conancs Croughss

=3 N=55 N=3 N85

1a1 2% 274 436

=3

Estimated C,,., . (Hg/mL)
Estimated Ci;ougn 55 (Hg/mL)

F3

.

®

(]

Wl-n'wq kg 10 mglkg
Group Group
AUC

N=3 N-85
24650 38640

IS

Estimated AUC,, (mg.h/L)

10 mg/kg
Group

Source: Module 5.3.3.5 PopPk report Figure 39.
Box plots represent medians and interquartile ranges. Whiskers represent 1.5 times the interquartile range. Points are individual

data points (orange for non-Asian, red for Japanese). Annotations represent numbers of subjects per group (N) and means (left for
Japanese: N=3, right for non-Asian: N=85)
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TS 2.7.2 BERERERBROPE

2.7.2-39 EMR100070-003 FHERTOHOHAA mMCC EERUVIEHARA MMCC BEDHKREL

=
A=
Actual dose Body weight
N=3 N=85
1400 N=3 N85 160 566 818
544 839
140~
120

2
_ =
=] =
£ D
< o ]
[+
s z
s | 8 !
g o

(]
2 2 |
< ©

0

o]

m

e 4
L ]
°
| e
10 n'wq kg 10 mg/kg
Group Group

Source: Module 5.3.3.5 PopPk report Figure 40.

Box plots represent medians and interquartile ranges. Whiskers represent 1.5 times the interquartile range. Points are individual
data points (orange for non-Asian, red for Japanese). Annotations represent numbers of subjects per group (N) and means (left for
Japanese: N=3, right for non-Japanese: N=85)

£12.7.2-38 KO 2.72-39 1R T LI, BARANEIEAARANDEEMTZ V7 7 AROH 2
V= R AV NOBAARFEIE TR, RELLEEX NI ERGEHENES 20D, (KED
FHPRE T LY T OBRBEREICBE L THAAN L IERRANDBER CHRPED A ZRITRD 5
nenk&Ez iz,

FROBRICESE AARNEIEARANE DO TT L~ T OPRKIZKE 2E N T2V E i LT,

3.2.5 HEMER

3.2.51 PA=E 3

FRARRBRO IR P, 7R AL 7 at X BICRANIAZE S (Module 2.7.1.1.1 ZH8) . 545
172 RV VE TRV PEREA (K o TR,/ R M3 3R &7z (Module 2.7.1.1.1, Module 3.2.8.2.6
Manufacturing Process Development - Development History Section 4 Z/), Crot 2 F Cyrouen fHIZ. 7B E
AADHET ot ABORHERL LI BHEMTHE L (Module 2.7.1.3.1 Z88) | [RIZE /RPN
IRENT, AT v T VA RBEIC LD IEEETT MEEPIC, ETROLERIIAE TR T T
B, Ff& Pop PK T /VZITEA LR o7, PopPKIZXK Y, 7-UL~T7 DO PKIT7 R AfAlL
Zat A B WAL O RS FEEPHAOGNERY . Zhix PK BRERE KL TW5
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TS 2.7.2 BERERERBROPE

(Module 2.7.1.3.1 ) , fief& Pop PK £F /L TT b~ 7 D PK (2 K IF T 8E TR OEENRTED Hi
RNZ E &K 2.7.2-40 (TR T,

2.7.2-40 EREBEAEVFEETILOEHI VT I V0R, £85I VT 5 v ADEKRKED
LRUET IR L OEFRORIN

CL-Formulation

Clearance (L/h) ETA1
0 08
E
}
A B A+B >0 Mise A B A+B >0 Miss

Formulatlon process

Source: Module 5.3.3.5 PopPk report Figure 45.

CL.: total systemic clearance; ETA1: inter-individual variability in clearance; IIV: inter-individual variability.

A: Subjects received Process A only; B: Subjects received Process B only; A+B: Subjects received both Process A and Process B;
>0 Miss: Subjects with at least 1 missing lot number.

3.252 REYEHREER

7 VT T2 AEREDE DT HIZ mAb & RSy 11D PK @ DDI XA Tlix7e <. KB/ ILERA%
To 5 (Huang 2010), 7~ TIIRHGOMIANY VYV — L Z X T EGRIC L > ThlRESND T2
W, CYP BEEIHEIR 70 8 7 AR—F —ffiffikl 7 CTh /My FIIC L 2B L= T v e TS
ns,

Pop PK fHTICZIZT 2 h 7 2 ) 7 = VRS, V7 =k R 2 URi#&E TN, 77 a7 =,
TEFAYS Y FNUEE, A R BB REARLVE R OEOMOEY TR RANRE & OOFH OBTE
MR EH A LT, 7L~ 7 Dk Pop PKEFNLTTERNTI ) 7 Bif5EDHNNT A—2 V2
KON QIZHELE KIF LT (£2.7.2-13), £ ORBIIRFHITHIIT 5 2 & 13T T HIFAY 2 @20 R
DABEENH > T, T DREIL AUC iﬁs IR 252 L1372 < (Module 5.3.3.5 PopPk report
Figure 23 Z2) . BRRAVERITRW &I S, A7 v A ROMEMITEE Pop PK 7 VLT PK
HWEET NOINT A= T BE RIF S oT- (342 1),

mAb Th 5 7 ~L~ TILEOMD /N F-HITE R 72 DDl OB A RITTZ L b0 e PSS
%, IL-1p, IL-2, IL-4, IL-6, IL-10, IFNy, K U TNFo % & ORI P O A kB A 5 CYP
FHEUCBEE L TWD LS ST D (Harvey2014) , IFNy LT ~b~ 7512 L 0 —i@iEdo
e Bk a s LIz (2.1.23), /Ny F3ED PRKAZ KT T 2O rlReME LR & il < 7z,

CONFIDENTIAL

Document No. 0900babe80b8e264v4.0 INFORMATION
Object No. 0900babe80d9dc07

71/114



TS 2.7.2 BERERERBROPE

t MFAIET 10 ng/mL IFNy % V72 in vitro 30k T, CYP2B6, CYP2C8, & U CYP3A4 58 D4
RNA (messenger RNA; mRNA) FEHUIML T L, CYP2B6 LU CYP3A4 R D & o /X 7 R FE 13K T
L. ABCBI1 (ATP-binding Cassette Sub-family B Member 1), ABCC1 (ATP-binding Cassette Sub-family C
Member 1), ABCC2 (ATP-binding Cassette Sub-family C Member 2) . 7 &% A % 4¥{K 4 (chemokine
receptor 4; CXCR4) MM CC 7EHNA 544K 5 (CC chemokine receptor type 5; CCR5) 7 > AR —
2 —@ mRNA #8LX E5- L72 (Aitken 2007), t K PBMC % M\ 72 10 ng/mL IFNy @ in vitro 3 T
<. ABCB1, ABCC1, ABCC2, CXCR4 TR CCR5 k7 v AR—4%—d mRNA #8L% L5 L7 (Liptrott
2009), 10 ng/mL IFNy (%X, EMR100070-001 38k &% U8 EMR100070-002 75k CTHI%ZE S 7 IFNy IR &
tl:is*a LT 1000 fFiE < MV sd, 7 b~ 73RS XX b 7 v AR — & —ICBE X TFHEIC
% 508 % RAE T ATREME AR,
%m¢ék\7«»77@@@%&&@%%@%#%1m1%%@L&w THEIND, TV
ICEMLMEHRE TR SN D 120 OB T ~ L~ 7 OIRNEIRBIC B L KIES LT
HEND, 7ToUb=71L in vivo TEY A b I A VRIFRA~OBEERNKE 1320z, EXT
FHE OB D ITEYREEESE T TV AR—Z — % L O AN B S KAF T RErE K
WwWeEBzbh5,

3.2.6 IREEDEAKEES R UVRAMES

CL @ IV (IR EIC L DB MEZ FRIICHRE L7 5K Pop PK £ 7 /LT 30.3% & HEE S u7-, REHIRH]
%@(mMmmMMvm®MwKN)’ﬂﬁ?é%ﬁﬁi9mm%mﬁ5CL’ﬂ?éHV&@KW
DOFAFHIRE ST LV | ERFZBNIEARNZES) & it L TREN D &R ST,

&~x?4yﬁ@7w7 v MERIL 3 mg/kg HE, N— 2 T A VRO R G E, & Y mMCC
DANET R & O T E N LT DFc#& Pop PK £ 7 /LTl mxomm&%z%&%wéﬂto_h
SOIREELZEANTDHZLICL VBB TER2WCL OEENLSA%KTL G.1H), ZOERIE
OOFERILEREICK L THERHOLEIZ N E W I Fiima L TnD

3.3 EREREHZE
3.3.1 BRI NA AT —H — BB

T T ORI T 0 7T MBS DN, A~ — =K, T UL~ T R RS LT ERE A
%5 & L7z PD-1/PD-L1 f&HE~DIER % 759 PD /31 A~ — 1 — Ol e N7~ ~ 7 USRS
BT 2R TFHNA A~ —H—DRIED 2 SOEHER BN H -7,

PD NA F~v—H—& LT TO KOUMIEF DA b I A B~V E EhT-, PEBRAH i [ 1
Bk o PD-L1 4 %&7«»v7®FA%10%Jﬁ¢ét (ZARRRER LS BR L 7= i srt 2 T
Tua—H%A AN —ICK VB L, A bhA T T s A MEA v —ua A F 2 (IL-17, IL-
6. IL-1B, IL-2, IL-4, IL-5, IL-10, IL-12p70, IL-13) 72 ERIEFHFHEMEY A b4 > TNFa, M OV IFNy
xR E L,

BAEPT PDx PURICK T D INE OB PR AL Fd~— D —1372< . Thae AT 2 L3206
IR EZ B IET 2 LR85 TldZevy, PD-1 IR RE RGO BE LT CTh 5720, JEE I XmZ
fiio> PD-L1 %BUL, SETF = v 7 BFA v FHFEANK T 288 DR TR AL A~ — I —E/MTh
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% (Garon 2015), LU, PD-L1 F&BLEIRIFICKT 2I0E & OBURIZ OV TRV E SR e b i
T2 (Teixido 2015, Herbst2014), L7223-> T, BEONAMEIZH T DT ~L~ TIERO R T
PINA A~—H—L LT PD-LI T2 La2LFFT 5103 L 0L OFHLALETH D, D
DR TR AL A~ — T — X, TN~ T L DIBFETHICRR T 4 v b B/ LN D BEEFOE
KELVIMIZT H7-DICAEHTH D, mMCC BFH A %5 L L7z EMR100070-003 35k CRAM < 4172
RN SA F~— T —EAfix, 1) A O PD-L1 38 L~UL 2) @D MCPyV REE, KON 3)
A7) —= 2 T IEBAER CTIRIERID DAFET D CDS8 B T Ml O M E & OVREME & Lz,

Z DM DORZHI 72 BTN A A~ — B —fEHTIZ. EMR100070-001 35 & UV EMR100070-003 545%
DYER 2R — F A BEREE O CHEETT TH D, N— AT A VRO RS ARE OBES
FRET a7 7 A0 T R=AT A VEHIRI L ERE ONA ZAV—T N T a T A T A i
B, K OMILIE DNA OSBRI F IR 2 5T 2 23 2 HIZR 5 720, EMR100070-003 35k D MCC
B AR RITMIE FRIMA DR 21TV IR AMK RN EN—2 T 1 L~ & O Z £ =
Z Y 7T DO, MCPyV G2 X7 Bk A i+ 5, 2o Offtro BrIE, TEEHHAE X
IR MR O NWT T, T~ TR N E TRIL D DIBENT ) Ly I A F~w—T— kT a7
FI v I N, F~—A—%FRETHIETHDH, TDMOFEMNIL Module 5.3.42 /A F~— 7 —FHH]
OMEEZSRT 5 L,

332  AMMEZMBOENSEE

PBMC % U 7z ex vivo X WV in vitro TD TO 7 —Z 12 & V| 10 mg/kg LAETEWKR TO Z =Rk L
)L EEMITENTND,

In vitro @ TO EATIZ L V. 1 pg/mL 1T 7 ~/b~ 7 Z Ui L 7=t HEgBRag o 4 PBMC 0k C 95%i#
® TO CTHIFMIKEEIZEZET D DI HARIRETH L Z a3 ue (1.2 3), EMR100070-001 785k
M EWHE 28— b TOPIEFRHR G- D Cuougn D FEHEIZE-S E | 10 mg/kg % 2 AR TS Sz
BER 124KV 3mgkg % 2 HERTRESNTZEZT 134D 95 10 412% LT, TO & TORE
Mk@EZ @ LT 95%LL Bici#ET % & P S L7Z, EMR100070-001 75k D H &g = 74— K T 10 mg/kg
Z P b LT 835 @ PBMC % U2 ex vivo @ TO f#HTTlE, TO 14 93.2£1.29% Th > 72, Z DfEFRIT
in vitro COBERER A BT T (2.1210), AT —H OBRFERE—TO T L Z OBIEHEN
fesd S 47z (Module 5.3.3.5 PopPk report Figure 28 2 [f) ,

FHIT 5 &L T UL~ 7 10 mg/kg 2 BRIFEE 512 5 0 | Crouh 1ZIEIERTOHBE T 1 ng/mL 2%,
5k Zim LT PBMC THEVWERNSRICET S & PRINS, 2B, BEEHEO TO X3
SINTELT, LR LI L IITKE TO L0 BIERWATEEMED & 5 RICHE T XETH D (Deng
2016), EHEIZEEMDMIIRELS D ETHRIND D, 3mgkg HEE LT 10 mg/kg (34E
BCTERWTOZE L T DAl mn & RS,

3.3.3 MERDH A b+ 51 T

IL-1B, IL-2, IL-4, IL-6, IL-10, IFNy }% " TNFo % & e o0 Z B MEER MK A A v % 6
HIZhz>THIE L 2121, 2221H), 7UL~7 10 mgkg % 2 B CHERK 5%, IFNy
o OV TNFo B 1L, —PE TREC AR B b 2R LTS, BRETIR S HERS L=, B & 27 BRI
DN ST,
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3.34 AL VRS D /N A< —H—EFf

AV —= 2 T IEEAE M E AW BN O PD-L1 38 L ~UL, MCPyV IRRE, W TNC CDS itk
T AR OBEAF AR B K OVRTENE 72 & ORI A A A~ — T — i % . 5 5172 mMCC BTk
L7,

WROY 7 7 N—T0 & I L, 282, GO PD-L1 8L, & X MCPyV IREEDX—2 T A
VNRT A A & L C ORI EZ R L7z, PD-L1 BPEREEIIE W A2 RIS - 7228,
T YL TN B HEH 2N A T O MCPyV K OV PD-L1 (1%0 » b4 7 KON 5% > b
F7) OESEMTBILZ SNz, S CDS IRREZBIRANTHRE L7=23, 28540 & o BEMEITRD S i
oty Lk 232 HTER L L OIC, BIHERERRA AMEZ =T 2R TR AL A~ —I —IXF
EENR -7 (Module 2.7.3.2.3 ZHR),

34 IREE-—RICHEMN
3.4.1 BRER B — IR AR AT DS

A, LAt RO QTe DT ~b~ TIREEE — FUSPAFRORHE 2 ET L7z, V7o PK BREE R4S
RN O T 8 B A G T 4 C DRRER & — SUSHRIT ORI 2 3 2.7.2 - 15 1R T,

#&27.2-15 i L 1=#t & PK/PD &4

Analysis Studies Response PK parameter(s) Covariates

Exposure/ EMR100070-003 BOR Cirough,sd AMT, age, BLWEIGHT, BLBMI, tumor size at baseline,

Efficacy Cirough,ss albumin, ALP, ALT, AST, bilirubin, LDH, HGB, PLAT,
AUCq NTILES, RDOSINT, sex, race, REGIONP, PTRTGRIN,
Cave PTRTGR3N, ECOG, PD-L1, MCVPVPCR, MCVPVIHC,
Cirough,ss.obs METAD, CMATNF, CMCOR, Radio, INIDGRN

Exposure/ EMR100070-003 PFS Cirough,sd Age, BLWEIGHT, tumor size at baseline (primary and all

Efficacy OS Ciroughyss target lesions), albumin, LDH, ALP, ALT, AST, bilirubin,
AUC s PLAT, NTILES, sex, race, PTRTGRIN, ECOG, PD-L1 status,
AUC CD8, HAHA, RADIO, INIDGRN, type of prior treatment,
Crnaxsd number of doses, treatment duration, end of treatment reason,
Crnaxss maximum tumor shrinkage, stage at study entry, primary tumor
CL site, prior sentinel nod biopsy, metastatic nodes, nodal disease

Exposure/ EMR100070-001 TEAE1 AUC Age, sex, race, tumor type, tumor burden, weight, ECOG

Safety” EMR100070-002 TEAE2 Ciroughfirst status, treatment duration, no. previous cancer treatments,

EMR100070-003 TEAE3 Cirough,ss formulation, relative dose intensity, HAHA(ever),
irAE1? diphenhydramine, acetaminophen
Exposure/ EMR100070-001 IRR AUCig Age, sex, race, tumor type, weight, ECOG status, treatment
Safety EMR100070-002 Conax it duration, no. previous cancer treatments, formulation,

EMR100070-003 HAHA (ever), amount of first dose

Ctmugh;ﬁrst
Concentration/ EMR100070-001 QTcF Observed Diphenhydramine
QTc EMR100070-002 QTcP concentration at
EMR100070-003 QTc time point

Source: Module 5.3.4.2 Exposure efficacy BOR report, Module 5.3.4.2 Exposure efficacy PFS/OS report, Module 5.3.5.3
Exposure safety report.

ALP: alkaline phosphatase; ALT: alanine aminotransferase; AMT: dose amount (pg); AST: aspartate aminotransferase; AUCss:
steady state AUC; AUCrirsti: AUC after first dose; BLWEIGHT: weight at baseline; BLBMI: BMI at baseline; CD8: CD8
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infiltrating immune cells at baseline; CL: total systemic clearance; Cmax first: Cmax after first dose; Cmax,sd: Cmax after single dose;
Crnax,ss: steady state Cmax; Ctrough: concentration at the end of dose interval; Crrough first: concentration at the end of the first dosing
interval; Cirough,sd: Crrough after single dose; Crrough,ss: steady state Ctrough; Ctrough,ss,obs: 0bserved Crrough,ss; CMATNF: concomitant

medication of anti-TNF; CMCOR: concomitant medication of corticosteroids for systemic use; ECOG: ECOG status at baseline;
HAHA: human anti-human antibody (term used in CSR for anti-drug antibodies [ADA]); HAHA(ever): subjects who were
HAHA positive at any time point; HGB: hemoglobin; INIDGRN: time since diagnosis; LDH: lactate dehydrogenase;
MCVPVIHC: MCVpV viral status at baseline (IHC); MCVPVPCR: MCVpV viral status at baseline (PCR); METAD: metastatic
disease at diagnosis; NTLES: number of non-target lesions; PLAT: platelets; PTRTGR3N: number of prior anti-cancer drug
therapies in metastatic setting; PTRTGRIN: number of prior anti-cancer drug therapies; RADIO: prior radiotherapy; RDOSINT:
relative dose intensity; REGIONP: world region.

a irAE3 was initially planned, but not conducted since only observed in 1.6% of patients (refer to Module 5.3.5.3
Exposure safety report, Figure 1).

Wk iR B — A3 AT M OB R & — 2 R MEMRAT TRV DL &5 PKOIREE & EI1%, FAK Pop PK £
TN (KEEZELET V) ZHOTHE L, PK/QTe f/ffT TIE T ~Ub~ 7 E O ERIE A2 vz,

W8 & — SOORT CIEA 2RI EE E & LT BOR, PFS, K UNOS #fHA AT,

W i B — A W PEMEATIZ EMR100070-003 3R CT7 UL~ 7 285 L7~ mMCC B4 88 4 b -7
— & & iz, B3 1X RECIST (Response Evaluation Criteria in Solid Tumors) &1 hi version 1.1 (Z L 7=
D3 o THNZFHI I B 58 & 2 B2 CHIE S FEFHMIE E BOR (255 & 28201 I XIER N EN 7351
S, B VRT 4y 7 EEERWTT — X 2 Uiz, £7-, BIRFHEEE & LT PFS XV 0OS @
2y 7 ABIANY— BT /L% I ClREE & — A RMERRIT 2 S8 L 72, WREE & — A 2hMEfRiT THWZ
BFERERE T A —FH2K272-151T77,

BRaR B — IS RNT TIEA EESR (adverseevent; AE) & L CTirAE, IRR, KX TEAE Z#A A7z,

WREE B — 22 2 MEMRNTIZ EMR100070-001 75%, EMR100070-002 &5k, KUY EMR100070-003 75k C
TN T K5 LUPK T — X2 HTH5E2TOERE 1629 40 b&E-T—% % Hni,

% AE # A 7T LT, BF %L TAE] (AE O%BLH V) XX 13 AE] (AE OFEELZ2 L) IZ/H% L,
MEER R, IRV R RONAE BEUMEE L ORRE e AT ¢ v 7 B E VTR L 7=,

WEEE & —QTc fifHTd QT FEMIH L, QTcP KUY QTcF XI5 & L7=, EMR100070-001 5k,
EMR100070-002 &5, & 8 EMR100070-003 5% 0 g At 689 £ 75 IR EEHIE & 2 — 545,
FE i ERFERHIFC L D 1 BIHIED 12 7538 ECG & 7L~ 7R E 2 A5 2194 SUE LT, FIEIR
AEAET NV E AW TG 7 L~ 7R L QTe FHHE KL R—RZ T A U )vb D QTe ki L D
BAMRZ Rk L7z, BF O AN O FRIE SR O IEICET 2572 T — 2 13 o@EEICER L
(Module 5.3.5.3 QTc Report Z:[#) ,

342 REE - AMMEORBR
3.4.21 BREE-—RRREHR

EMR100070-003 75k > mMCC B S8 4 b iGeT — X 2 H W2 EEa VAT 4 v 7 HEIFEN G,
BAEOMREE &5 & BOR OfERDOFIEMIBMRZFHME Lz, Mt Lo L&A E 2.72 - 15 [TFRe#ET
5o SEEO VAT 4 v 7 RIRGHTOME AL, LFOZBE T XREENFET D ¢

s FEROu Ty b GHEA Y XE BRI ND) 1R FTE DR EEIE & TRIK T ORIEIEIK
ﬁ‘a—éo
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o IR EOFPHRE & L BROBEREEUICEHI T 5 DI+ Th 5,
MR L I OEE L OMBAAX 272 - 41 17T, ZhbORERIT, A& Bbiv 5 SUkls
WIZE S W TRIN S 72 (Module 5.3.4.2 Exposure efficacy BOR report Z#)
2.7.2-41 BEE (Ctrough,ss) [Cx9 HBEELI-H£E %@*E@jﬂ v k
0.025-
§020-
Bpi5- Corr: Corr: Carr: Carr: Carr:
goto- 0.183 0.0616 ~0.302 -0.243 -0.418
@oos-
0.000-
Ceay
@ 40- . S “.l %o Com Corr Corr Corr
< e L ~0.157 ~0.289 -0.197 -0.164
30- .." *
20- . .
S Tl s Corr: Corr: Corr:
o Jteme . Spe » -0.062 -0.13 -0.0736
R N - S
cmme Tt o ta
3000- . . .
foao-‘I » '. : Corr Corr
_11000-""01 . ° o83, o, gi'-. e 0357
» . * . . L
g_aiﬁh‘-.' sl - Mrvit. ¢
400- = . . .
. s % *e . 0
300~ '%..'o T ?ﬂ Sols , - % . ~1—
§2oo ﬁb’ 1’:«{. S fe .- [ Cee I<It;4
. :“' ...'%1 J ...t‘ . 'f:
100- ' -. - .- . . .
A00- ® . . . .
2062 % T ® . e . % .
w]ZDO-. o : . .. : . ..: . ."n ‘
F100- ‘é‘ . "'"::? IR L
* . o a® e*a®” %
%“‘ s ..5.0.0 1‘ ° ‘s * ¢ . e v om .o_.
30 50 10 0 0 1000_2000 3000100 200 300 4000 100 200 300 400
Ctroughss ALB BILI LDH PLAT TS_BL

Source: Module 5.3.4.2 Exposure efficacy BOR

report Figure 6.

ALB: albumin; BILI: serum bilirubin; LDH: lactate dehydrogenase; PLAT: platelet; TS BL: baseline tumor size.

HZEEMRATICI VT, &b FHIMED S PK BRE B 21880 L. Cuoughss & LHI L7z, AEZRIE

RO LN 7-DT (42

T p>0.05) .

BREET VITIZEA LZeh > 72 (Module 5.3.4.2 Exposure

efﬁcacy BOR report Section 5.5.2 ZM) . i #&IREE & —BOR AT T T S 4072 Cuougnss & F2N53 D BFR
29272 - 42 (TR
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27.2-42 EHHIRDEOERBER Y Cuoughss [T T B FRIEI R

' '
[N Y | [ [ | I | | I
' '

ORR=0.59 (0.36, 0.79)

! ORR=D.59 (0.36,:0.79)

Predicted Probability of Response
|
|
|
|
|
|
|
4
|
|
|
|
I
|
|
J

ORR=0i09 (0.01, 0.29)
: :
! : A
: . .
ORR=0 (0, 0.1 :
: L
L]

.
v

i I nm IIII.:- Illlll;.ll (] II:'I' I 11 I i

o e e e e

'Ctrough at steady state (ug/ml)

Source: Module 5.3.4.2 Exposure efficacy BOR report Figure 4.

CI: confidence interval.

Curve represents model-predicted relationship between Ciough,ss and probability of response. Shaded area represents 95% CI.
Dashed vertical lines are 0%, 25%, 50™, 75" and 100™ percentiles of Cirough,ss from the left to the right.

Blue filled points and error bars indicate observed objective response rate (ORR) and 95% Cls from Clopper and Pearson method
(refer to Clopper and Pearson 1934) for estimated probability of response by Cuough,ss quartile. Rugs (small vertical black lines at
the top and bottom of the plot) represent observed distribution of Crough,ss for responders (above) and non-responders (below).
Red vertical dashed line represents Ctrough,ss needed to achieve 50% of response, which was estimated to be 44.25 pg/mL (82%
percentile of the current range of Crough,ss). Red horizontal dashed line indicates 50% probability line.

FMEr AT 4 v 7 ERERWNCT — 2 21T o7, LorL, FIA LT — % CIIsEmmts
IWTEHTELNT A= HEMEZGF DT A5 TH -7 (Module 5.3.4.2 Exposure efficacy BOR
report Section 5.5.5 Z#) ,

W% B —BOR OBR CHERLERITRO bNknolehy, BEOLEREDIHAIT PK O
B TR T d > 7oy PK O FAL 25%LA54 0 W53 AE ] C IR 22 RIS EHIER O B pin 7275 PK
DTN 25%FKR & 22 lEl (N—R T A T 200 mm SLD ) . AR R EGREE GHEH & 90%
A LGS TWZRWEE 16 4D 9 5 7 413 PK O TAL 25%. Module 5.3.4.2 Exposure efficacy
PFS/OS report Figure 5 /), FHIHEIT, &@E,ﬂ;ﬁﬁﬁt@%%b@u\{Lﬁr’mﬁ%ot,m IHETRET
& % (Module 5.3.5.3 Exposure safety report Section 8.7 Z1) , Z O ARKHIZ L 0 | WgEE & — A2 (BOR)
DO BFROFEHUTNEEZ 72 D A[REMED B 5,

3422 BREE - BEELFHRE 24T

WREE RO MBI CON T TV —EBIERO DA 25 272 - 16 17 L, BRERO IS ALK
f@ﬂ?ﬁa —PFS/OS # & & L A A EO 52X 2.72-43 (1T T, KDL &N &
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D lméj\'fi{ﬁﬁfﬁfz:i@?ﬁi‘f&) Z) Z k &i% rO ﬁ)fg?) Z) ) AUCss &U Ctrough,ss 0)4:9 F%‘ﬁ&if%l/ \f: &b\ Ctrough,ss
THRBRO AW TA 41D (Module 5.3.4.2 Exposure efficacy PFS/OS report Figure 1 ),

&272-16 FALEATI)—ZHD AUC OIS RIIERIDER

Variable Category 1st Quartile 2nd Quartile 3rd Quartile 4th Quartile
N 22 22 22 22
Target Lesions at Baseline No 2 (9%) 1 (5%) 1 (5%) 7 (32%)
Yes 20 (91%) 21 (95%) 21 (95%) 15 (68%)
ECOG 0 8 (36%) 11 (50%) 14 (64%) 16 (73%)
1 14 (64%) 11 (50%) 8 (36%) 6(27%)
PD-L1>1% No 2 (9%) 6 (27%) 3 (14%) 5(23%)
Yes 18 (82%) 13 (59%) 11 (50%) 16 (73%)
Missing 2 (9%) 3 (14%) 8 (36%) 1 (5%)
Primary Tumor is Known non-skin 6 (27%) 0 (0%) 4 (18%) 4 (18%)
Skin 14 (64%) 20 (91%) 16 (73%) 17 (77%)
Missing 2(9%) 2 (9%) 2 (9%) 1 (5%)
Sex Male 16 (73%) 17 (77%) 17 (77%) 15 (68%)
Female 6 (27%) 5(23%) 5(23%) 7 (32%)
Prior Radiotherapy No 5(23%) 2 (9%) 6(27%) 5(23%)
Yes 17 (77%) 20 (91%) 16 (73%) 17 (77%)
Time Since Diagnosis < lyear 5(23%) 4 (18%) 2 (9%) 8 (36%)
> | yearand < 2 years 12 (55%) 5(23%) 11 (50%) 4 (18%)
> 2 years 5(23%) 13 (59%) 9 (41%) 10 (45%)
Concomitant Medication of No 17 (77%) 19 (86%) 16 (73%) 19 (86%)
Corticosteroids Yes 5(23%) 3 (14%) 6 (27%) 3 (14%)
Reason for Treatment Discontinuation — Treatment Ongoing 1 (5%) 2 (9%) 10 (45%) 13 (59%)
AE 0(0%) 1 (5%) 1 (5%) 0(0%)
Lost to Follow-Up 1 (5%) 0(0%) 0(0%) 0(0%)
Protocol Deviation 0(0%) 0(0%) 0(0%) 1 (5%)
Death 5(23%) 1 (5%) 1 (5%) 0(0%)
Progressive Disease 12 (55%) 17 (77%) 9 (41%) 6 (27%)
Subject Withdrawal 3 (14%) 1 (5%) 0(0%) 0(0%)
Complete Response 0(0%) 0(0%) 1 (5%) 1 (5%)
Other 0(0%) 0(0%) 0(0%) 1 (5%)

Source: Module 5.3.4.2 Exposure efficacy PFS/OS report Table 3.

AE: adverse event; AUC: area under the concentration-time curve; ECOG: Eastern Cooperative Oncology Group performance
status; N: number of patients; PD-L1: programmed death-ligand 1.

The counts and percentages of each of the primary categorical covariates in which there is potential imbalance across quartiles of
AUC at steady-state are presented.
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8

]
&

B

Tumor Size at Baseline
B
o
=

=1
=]

Mumber of Doses until Progression
Mumber of Target Lesions at Baseline

E-I | -

I

‘ | |

o-
1st Quartile  2nd Quariile  3rd Quartile  4th Quariile istQuarfle  2nd Quartile  3rd Quartile  4th Quartile 1stQuarle  2nd Quartile  3rd Quartile  4th Quartile
S5 AUC 55 AUC SSAUC S AUC S5 AUC S5 AUC SSAUC  SSAUC S5 AUC S5 AUC SSAUC  SSAUC
Steady-State AUC Quartiles Steady-State AUC Quartiles Steady—-State AUC Quartiles
| 2000-
100- R I
150-
= 4}
E g0- %
5 ! 5 2000
= 1 =1
- £ 12s- ]
BO- L =
@ a Z
=] . ] 7]
@ o | [
2 - o
= 100~ £ 1000 '
i g
80-
1st Quartile  2nd Quariile  3rd Quartile  4th Quartile 1st Quartile  2nd Quarile  3rd Quartile  4th Quartile " istQusrble Znd Quadile 3rd Cusrile 4th Qlartile
35 AUC s AUC SS5AUC S5 AUC S5 AUC S5 AUC SSAUC  SSAUC S5 AUC 55 AUC S5AUC  SSAUC
Steady—State AUC Quartiles Steady—State AUC Quartiles Steady-State AUC Quartiles

Source: Module 5.3.4.2 Exposure efficacy PFS/OS report Figure 4.

SS: steady state.

The y-axis from the top left moving clockwise: tumor size at baseline, number of doses until progression, number of non-target lesions at baseline, lactate dehydrogenase, platelets,
and relative dose intensity. The box plots are binned by the quartiles of AUC at steady-state exposures.
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Ay 7 APINPF = RET A2 N TT b~ TIREREICKT 5 PFS LTV 0S & OPRELRZ R L
FCTPRIFEE EOBTENFEL RIR LTz, eI PK RER SR N OVBTERY S48 & 0D HZAS St % 52
ML (p<0.1), WICHA BT & ZHI DL (p<0.05) & 50 L7z,

RECIST 24&THK version 1.1 {Z & % PFS [IERC (inflammatory event regardless of causality) FEEEFEAMIZ
FS L] IR, BB OWIRIEE G5 b e W) OB BT I (RIS U TR BRIE D PRI 57>
O 12 BREILINIZHET B FAE LT2GEE) OWTIDEW T ARO biLD £ TORME L TERI N,

PFS ORMEET MITIFHEREL L TEFIRED Crouen (p<0.0001) KT 5%LL @ PD-L1 FH

(p=0.0184) ZEA L7z, PFS DIRMET NVOREREH 2.72- 17 TR T,

£272-17  Crognss [CHT 2 EEBEFHHORKESERETL

Variable Estimate Standard Error z-value p-value
Steady-state Cyyqn -0.0559 0.0130 -4.3189 <0.0001
PD-L1Expression> 5% -0.9458 0.4012 -2.3573 0.0184

Source: Module 5.3.4.2 Exposure efficacy PFS/OS report Table A5.4.
Cirougn: the concentration at the end of dose interval; PD-L1: programmed death-ligand 1.

ZOFEEND PFS RUSITIRBEICEKTFT 2 EE2 O, BREREIIREN O PES ICo N5 Z &N
T ENA (M2.72-44) , 7277 L, R—Z2 5 A U0 E . PD-L1IREE, K O &7 O ILE#
PEICAR ST (F62.7.2-16 O 2.7.2-43) Ndb D720, fENT OBERIZINEEC 72 5 ATREMN B 5,
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2.72-44 BESOUSCIERNEEEAFHEON TS o7/ v—ihig

Kaplan—-Meier Plot
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Numbers at risk

Source: Module 5.3.4.2 Exposure efficacy PFS/OS report Figure 8c.
CCMIN: Ctmugh,ss quartile

EEP BRI LT FE R, OS ORAKET L (0=70) 1% Cuoughsss ECOG, LDH, W TNZ Cuoughss &
LDH &O* ECOG & LDH & ORAEAEHETHE SN, LL, ECOG DFIFTAETILR L,
ECOG & LDH & O AAEHHEITAE TH 72,

0S DEFEET N H T 272 - 18 1T,

#%272-18 2AFHRORKRZEEETIL

Variable Estimate Standard Error z-value p-value
Steady-state Ciougn -0.1673 0.0383 -4.3742 <0.0001
ECOG 0.3664 0.6026 0.6080 0.5432
LDH -0.0029 0.0013 -2.1435 0.0321
Steady-state Cyougn/LDH Interaction 0.0002 0.0001 3.0414 0.0024
ECOG/LDH Interaction 0.0025 0.0010 2.6458 0.0082

Source: Module 5.3.4.2 Exposure efficacy PFS/OS report Table A5.2.
ECOG: Eastern Cooperative Oncology Group; LDH: lactate dehydrogenase.
The final model with steady-state Cirough included n=70 patients.

CONFIDENTIAL

INFORMATION 81/114

Document No. 0900babe80b8e¢264v4.0
Object No. 0900babe80d9dc07



TS 2.7.2 BERERERBROPE

X 2.7.2-45 BEEOMSCENOEEFHEDH TS o< A v—ifz

Kaplan—Meier Plot
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Source: Module 5.3.4.2 Exposure efficacy PFS/OS report Figure 6c¢.
CCMIN: Ctmugh,ss quartile

F7o. EFHENS OS ITBFEEIKGFT LB LN, BBEEEIEMNOEGFHMIC SN S
ZEBTREBEIND, L, XA T A URFOIAEETH S LDH XL ECOG Dz & U /A EH I
BT D AL O B O LERRIEIC K 0 | BREE & —OS fifT OMERRULIREEZ 72 5 ATREMEDN 8 5

Flo, BEETMTEA LR T2 OMOBEH O IERED 5L PK OV AAER C AT
Hol-, REFEE—BOR RN (3.4.2.1 TH) TR L7= X 912, PK O FNL 25%LIA O I 43 prfiE <1
e IR R IIHEFR T X 720y o 7223, PK D FAL 25%1%. K& 7 lEE, (WG E5E, BHIETT,
LR COBENZNEEZ OND, ZORYEICLY, BER -G (PFS/0S) PR
PUTREEZ 72 2 A[REMEDR B 5

343 BEE-—RKREMOHKER

IR E — eV TR LB B A4 272 - 15 ICENT 5,
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3.4.3.1 REE-—RECEEL-AEER

7' L— R 1 2L Eo irAE 13 EMR100070-001 78, EMR100070-002 #f#%, & OY EMR100070-003 7R
T 12.0%D BFE12HE S 7= (Module 5.3.5.3 Exposure Safety Report Figure 1 &), 7' L— K3 Ll E
@ irAE I, EMR100070-001 %% T 1.68%. EMR100070-002 C 1.98%. EMR100070-003 35 T 1.14%
DERFITHE 7z (Module 5.3.5.3 Exposure Safety Report Figure 2 Z:/#) ,

3 FEFH O PK MR AT [AUCs., #llEl$ G-[EIFEE TREOIREE (concentration at the end of the first dosing
interval; Cuough first) « & OY Crroughss) 2 W2 BRFE B —irAE (7' L— R 1 LI L) fEHTIIE L CHEBECTH -
7= (Module 5.3.5.3 Exposure safety report Section 5.5.1 ZXH#) , Cirough,ss Dt S 2 AFm 127~ 3 (Module 5.3.5.3
Exposure safety report Table 18 & ZH8)

HAEFET MIHEED < Croughss & ITAE B L DRGNS | IREEEOHINICIE S rAE HBIRORE
RMDIREINDERD Hiviz (42.72-46),

2.7.2-46 Sz (ZR8E LE=-EEER (7‘\1/_ F1plE) OF|RERE Ctrough,ss EDBER

irAE1: Cyough.ss (Univariate)
1.00 N 1 S A I I

0.75-

Predictedé)robability
o
o

0.25-

0.00 ‘\\III—II-IIIIIIIIIIIIIIHIIIIIIIII\HIIHI\I\\I (N I [ I I \
0 100 150
Clrough ss (Mg/mL)

Source: Module 5.3.5.3 Exposure safety report Figure 7.

irAE1: immune-related adverse events grade >1.

Curve represents model-predicted relationship between Curough,ss and estimated adverse event probability. Shaded area represents
95% CI to 99th percentile of Cirough,ss (guide lines indicate predictions beyond this point). Solid vertical line is median Cirough,ss.
Dashed vertical lines are 25th and 75th percentiles of Cirougn,ss. Points and error bars indicate means and 95% Cls for adverse
event probability by exposure quartile. Rugs above and below represent distribution of Cirougn,ss for at least 1 irAE (top) and none
(bottom).

BEET VAR 2.7.2-19 12T 5, BB & OFE 7B Curoughss, 5¢5-HAM . BLAIL PRI,
DANE (PREEE K OVNSCLC) . K OFE % AR 125 L TR H T,
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F27.2-19 TJUL—REBORVREICEHELE-AEEROEEERFTD/NZ A—2D

Ctrough,ss Elj ?E;Hfﬁﬁ

Variable Coefficient Std. Error z value Pr(>z)) Odds ratio (95% CI)
Crough,ss (Lg/mL) 0.01171 0.004209 2.783 0.005393 1.012 (1.003-1.02)
Duration of treatment (w) 0.02726 0.004333 6.291 3.15¢-10 1.028 (1.019-1.036)
Sex (female) 0.3886 0.171 2272 0.02306 1.475 (1.038-2.093)
Formulation (Process B) -0.8781 0.2578 -3.406 0.000658 0.4156 (0.2443-0.7013)
Formulation (Process A+B) -0.09232 0.2973 -0.311 0.7562 0.9118 (0.5062-1.673)
Formulation (Missing) 0.4057 0.1948 2.082 0.03733 1.5 (0.992-2.192)
Tumor type: Ovarian -0.7468 0.2945 -2.536 0.01123 0.4739 (0.2451-0.8642)
Tumor type: NSCLC -0.5932 0.2215 -2.678 0.007399 0.5525 (0.3663-0.8449)
Relative dose intensity (%) -0.02112 0.008513 -2.481 0.01309 0.9791 (0.962-0.9958)
(Intercept) -0.7479 0.8295 -0.902 0.3672

Source: Module 5.3.5.3 Exposure safety report Table 18.

Chrough,ss: trough concentration at steady state; NSCLC: non-small cell lung cancer.

Odds ratios represent the factor by which odds of an AE change with a unit increase of given explanatory variable. 95% Cls
calculated by nonparametric bootstrapping with BCa bias correction (n=2000 replicates).

B 5 WA 18 WLL T O, BRFE &R —irAE OBYRIZLERAEH TH L L E 2 B, 32 BHLL ED
B EWIR T BEmimL7 (X2.7.2-47),

2.7.2-47 ;ﬁﬁ,ﬁﬂ%ﬁﬂ@ Ctrough,ss I:%d—é%iﬂ“ irAE %IE$

irAE1: Cyougn ss (duration cutoff)
1.00- : 6w 12w o 18w 5 32w ) 52w

o
9
a

Predictedcprobability
o
o

0.25

0.00- & ' ) : ! : -
O P W O OO P ® @ DO P PO O P P O

Ctrough.ss (}Lg/m L)

Duration —6w—12w—18w—32w—52w

Source: Module 5.3.5.3 Exposure safety report Figure 38.

Chrough,ss: trough concentration at steady state; w: weeks

Vertical black lines denote median and 2.5th, 25th, 75th and 97.5th quantiles of observed Cirough,ss; horizontal dashed line is the
observed AE incidence; and the curves and shaded areas represent the predicted exposure-AE relationship and its 95% CI.
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ETOHERLER (p<0.05) DI 5. Cuongnss 1T HIIV irAE EHMEE THIN - CTH - 7=, &5
IR B —irAE T O BRI EBThH -T2, O Z tnn, EMoR G261 28513
E 1 EILLED irAE FEBLERD N EW T & SRR ST, FE £ CORFFMENT T bR HIE] irAE O 2
FEBHIE O B RS o0y, BB AR OB & 13RI L7 (Module 2.7.4.2.1.8 Z ),

Tt AL CHER THIE T Chotz, Frt R B MEIZE G SN BEIL, KV irAE F55
REEENHDEEZOLND, L, M7 e ARTEGHBICENRHY, Takzx A fEO
EHEIX 140 EE, et X B ®(AOFEYMEIL 106 HE TH 2D (Module2.7.1.33 K O}
Module 2.7.4.522 ), 7' rt R L B HHI & OILERRIEC X 0 BT REEC 72 5 ATREME R & - 72,
WIEIFEIE £ TORBMGA 20, TERMOEBEVWEZELRTH2IEETERNZ ER RSN
(Module 2.7.4.5.2.2 &),

7v—F3DJﬂMmEKOVTiﬂ%?%é%ﬁi@@f@%ﬂfﬁét@\7V~P3HL®
irAE OISR — GBI ICERITRO LN TE L L e o7, L, T—F D LIREROISAL
R CREMEEIXREETH D Z AR ENE (£2.72-20),

&27.2-20 BEEONIMMERNOREICEELE-FEER (JL—F3LLE) ORBREE

Atleast 1 AE No AE
Ciroughss
Q1 (0.25-14.0 pg/mL) 5(1.23%) 403 (98.8%)
Q2 (14.1-22.9 ug/mL) 6 (1.47%) 401 (98.5%)
Q3 (22.9-33.9 pg/mL) 11 (2.7%) 396 (97.3%)
Q4 (34.0-156.6 pg/mL) 5(1.23%) 402 (98.8%)
AUC
Q1 (237-21425 mg'h/L) 4(0.98%) 404 (99%)
Q2 (21436-26314 mg-h/L) 5(1.23%) 402 (98.8%)
Q3 (26331-31931 mg-h/L) 11 (2.7%) 396 (97.3%)
Q4 (31964-98507 mg-h/L) 7(1.72%) 400 (98.3%)
Source: Module 5.3.5.3 Exposure safety report Table 22.
Q: quartile.

3.43.2 BEE—IAILHEIRE

7 L— R%& 1720 IRR (3 EMR100070-001 #5%, EMR100070-002 75k & U8 EMR100070-003 35
T 24.3%DBF A S 72 (Module 5.3.5.3 Exposure Safety Report Figure 1 &), & BRiZ 1T 5
7 L— R&[ibH7euy IRR 1L EMR100070-001 5052 T 24.3%, EMR100070-002 7R T 29.4%, K&Kt
EMR100070-003 #5#R T 21.6% D BHIZHE X472 (Module 5.3.5.3 Exposure Safety Report Figure 2 2
H .

mRi%bf@@ﬂiz@ﬁm&5#4aw$’%ﬁb Cmax I¥ IRR BIRIZ L o Tk b L%

ISWHREE E PRSI D729, WA G- D Crax (Craxfis) 2 MEEE i — IRR fEHTIZHEH L72, IRR @

%m%ﬁ%i%ﬁafﬁM@ﬁ(I27z4@ BT — & LA LTV (F2.72-21),
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F272-21 REEEDOESMER DFEAITHE S RIGDFTREE

Atleast 1 IRR No IRR
Conax first
Q1 (2.66-199.9 ng/mL) 113 (27.7%) 295 (72.3%)
Q2 (200.0-224.3 pg/mL) 85 (20.9%) 322 (79.1%)
Q3 (224.4-249.8 ng/mL) 94 (23.1%) 313 (76.9%)
Q4 (249.8-651.7 ng/mL) 104 (25.6%) 303 (74.4%)

Source: Module 5.3.5.3 Exposure safety report Table 24.
Crax fist: maximum concentration in the first dosing interval; IRR: infusion related reaction; Q: quartile.
Odds ratios represent the factor by which odds of an AE change with a unit increase of given explanatory variable. 95% Cls

calculated by nonparametric bootstrapping with BCa bias correction (n=2000 replicates).

2.7.2-48 FEAICH S RIGDFFREHEIZES D Crax & DB

) IRR: Cpnax first (Univariate)
1.00 Il N 0000 0 O OO REOOE ) I

e
q
a

Predictedgrobability
P
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o
N
al

0.00- 0 RPN 11 s A1 0 1011 01 (000 | (11 B \
0 200
Cmax.first (“-g/ml-)

Source: Module 5.3.5.3 Exposure safety report Figure 57.

Curve represents model-predicted relationship between Cmax first and adverse event probability. Shaded area represents 95% CI to
99" percentile of Cmax,first (guide lines indicate predictions beyond this point). Solid vertical line is median Cmax,first. Dashed
vertical lines are 25" and 75% percentiles of Crmax first. Points and error bars indicate means and 95% Cls for adverse event
probability by exposure quartile. Rugs above and below represent distribution of Cumax first for at least 1 IRR (top) and none

(bottom).

BT T WIS E PRI L7 Craxsist & IRR OFRBLEROBEN: (RO NN L) #2772
-48 1T T,
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3.4.3.3 BREE—TEAE

7' L— R&[ 72\ TEAE OREBRITEFEREICHEEINT 5 2 &g o7=, 7 L— F 3 @ TEAE
OHEE R BRI TRTE OB WD T2 MRS 5 B2 D, ZORTRICK L, &M
WEFETEL (ECOG KHUON—A T A UEEE A IR LC) L HELRBEBREICHY AE 2 RILT 5
AIREMEREWNZ & HFIRD 1 12720 5 % (Module 5.3.5.3 Exposure safety report Section 6.1.3 Z:[#) ,
EH ORI 7 L — K 3 LI ko> TEAE ORBUEE OB L, %72 ECOG & RREN
1L ETH 5 & TEAE OFRBOEEMICEHE L7~

34.4 BREE—QTc DR

1600 4 Z#8 % 5 BE O KB EZ 2T — 2 X—=ZADFERT — X (ITbA X b DY 7 F VTR
DO T, FOMEAMETIZ LV . K ORE T AQTe 1X 10 msee Kiii TH D Z L AR S
iz, ®ic, Mﬁ@%mm(&5¢TQRF#wmmmﬁXiAqmﬁ6Mmmﬁ)%r?%ﬁ@%
F DN TR RIS BE OBEMCHIFEIC X W ERO BTy, AU E R L7z 32 A4 ORI Al REZR BRE D 5 B
JUH|E CHER SN T= D i3%®$f%oﬁoQk%hﬁW%ELt IR 3 A E T ORTTRET
Lizk ZA BBEE TV TN EBETNEBEFOLMEBRTEZ AT 20, I QT MRALERET
LHZEPMOENTWDEREZHL TV, £2, 209 B 24 F0RS—A A —H—%EEF LT
7 (Module 5.3.5.3 QTc Report Section 1.2.2, Module 2.7.4.4.3 /),

AR EE & —QTe M#HTIX EMR100070-001 55k, EMR100070-002 75k, & Y EMR100070-003 7
%f\@9%®%%#%%k\Tvaf%EME&ﬁ%ﬁ—ﬁﬁé\%m@%%%®%wwﬁk;
% 1 [EHAIE D ECG 2194 % AW THEN L7z, IRR #5720, I THOAMTT L~ 7 %
Fift 59 2N 7 = & BT X URIEGAHENITOATWe (P72 R I o EH
BElX, 7L< 7 10 mglkg T 66~80%D#iH), 7 =k FZ7 I 0% QTe U A7 O & B4
52 ENHEIN TSI (Zareba 1997, Husain 2010) . MEFFE —QTc AT OILEREL LTV 7 =
BRI I UERE L,

FERZLITIZR L7z (Module 5.3.5.3 QTc Report ZH8)

o BRFEE—QTc PIROFMNIZIE. QT MkE AL RR g & OMBENHEER SN D720, QTeP 23k b
&thRhﬁf%é ENRbnotz, T7bb, QTcF & RR O ERMABENERD bi=7-H
(BT Y UFHBRE 1=0.194) . QTcP % ot A L CHW, 72721, QTecF TH AT
DFFHT %2 Fhifa L=,

o IREE-—N—RXT7 4O QTcP £{k& (QTcP change from baseline; AQTcP) fi#AT D F#&E T
N LLRIZR LT,

e U7zt RTIUITAQTCP I/NEWNEEZREEZ KT L, HEEM (90% CI) |
3%hmm(L%P%£ﬂ)&Upﬁi&%l%ﬁf%oﬁo

e VI7xU ERTIIVERHEZEEZEBLIZE ZA AQTCP IZ KT T T b~ TR OB TR T
bV, EFXOEXITIHEE TIZ RIS ol HEXOHEEM (90% CI) 1%
0.003 msec/(ng/mL) (-0.002~0.009) . p fEIE 0.266 TH -7 ([X2.7.2-49),
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e V7xr e RIIVEMHMLIEEEDOLG. KET/VIET L= 7 D Cuex TEEHRZ2 AQTCP
DA (10 mg/kg T 3.492 msec 2 OY 20 mg/kg C 4.172 msec) % TR L. W{H] 90% CI @ LR
1% 10 mg/kg & U 20 mg/kg T 7 msec Ajili TV . AQTeP [ LAl D BIfE 20 msec &1L % 72T F
[Al>TW5 (F£2.72-22),

o [AERDOFERD =T A 96D QTcF Z{b& (QTcF change from baseline; AQTcF) THE®D H 4L

77

o IREEE—AQTCF T OEMET VLY, T~ 7 REDOFEIT AQTCF 12X L THET
RWZEIIREN, VT2 RIIVOEREZZEET L L, EWIEREICHT D AQTCF @
X (90% CI) 1% 0.005 msec/(ug/mL) (0.000~0.010), p fEiZ 0.123 TH -7z (F2.7.2-
22),

e V7 e RIIVEHMLIEEEOLG. KET VLT L= 7 D Cuex TEEIRZR2 AQTCF
DN (10 mg/kg T 3.650 msec M2 OF 20 mg/kg T 4.650 msec) Z Tl L. iff] 90% CI @ LR
1% 10 mg/kg & T* 20 mg/kg T 7 msec Alifi T ¥ . AQTeF b il DEEME 20 msec &1L 2 M F
Flo>TWnD (F272-22),
2.7.2-49 FRIVLITREEIZHT DIR—XSA4 UMD QTP EL (T E RS I UH#
RE#E)

Q2TcP Change from Baseline (msec)

T T T T T T T T T T T
a 100 200 300 400 500 500 700 800 900 1000 1100

Serum concentration {Ua/mlL)

Source: Module 5.3.5.3 SCS Figure 12.10.3.5.6.

CI: confidence interval.

The green dashed horizontal reference line is for the 20 msec change from baseline.

The red dashed vertical reference line is for the Geometric Mean of Cmax for 10 mg/kg from Study EMR100070-001.
The sloping solid blue lines represent the predicted mean and associated dashed lines are the 90% CI.
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#:272-22 FARILI TD Crmax TH AQTcP RV AQTcF DETILIZ & 5 FHE

Observed maximal geometric mean Cgop of Model-estimated

0,
Dose level avelumab (ug/mL)* AQTc at Cpax 90% CI
10 mg/kg 307 3.492 (2.141, 4.842)
AQTcP
20 mg/kg 505 4.172 (2.066, 6.279)
10 mg/kg 307 3.650 (2.214, 5.087)
AQTcF
20 mg/kg 505 4.650 (2.423, 6.877)

Source: Module 5.3.5.3 SCS Table 12.10.3.11.1 and Table 12.10.3.11.6, EMR100070-001 CSR Table 15.4.1.3.3.

Ckor: concentration at end of infusion; CI: confidence interval; Cmax: maximum observed concentration; A: change from baseline;
QTec: QT interval corrected for heart rate; QTcF: QT interval corrected for heart rate using Fridericia's formula; QTcP: QT
interval corrected for heart rate using a project specific derived correction factor.

a geometric mean values are the largest observed Ceor in EMR100070-001 (refer to Study EMR100070-001 CSR)
across all visits where n > 3. For more PK information, see Table 37 (Appendix).

N ORBRIZILT T B R ESUTBENABAFEE T, Bl Sz QTe O/ SR kicH S
T 5 ATREMED B D AR & It D BRI UFBENEE) (=0T 4 7V AL L) il Tninz
CICHEBETHZLIIEETHD,

T HL, P72 FIIMNEHEZBEBROBMTHRE CRWEZ 2L, 7L~ T7IREN 4
FEXED QTc fEE (QTcP/QTCF MakHME K NR—RA T A LD OB bE) 2 TITKIETHEIRM TH
ofz, V72 b RIIVERGINTEBEFEOLA., 7TV T D Cux TTHISILD AQTP XX
QTcF ~DEEITER T, 90% CI O EfRIFVWTNOHETEH Tmsee KiiiTho7, V7= b KT
IVEREINTORVWEE T, QTe ZLIFHIZ/NIWE THIEN D, HA LIZEIK ECG & UM
T —QTc HTIC LV . 7 b~ 71RO L CRERIE RO B DB a2 RIS 02 &0
~ENT,

345 REE - RICDEE

Wk EE & — A WET — & OfENT. FEITEEIG O SR N S Tl 2 S IFSURIZEEHE I & 5 (Roy
2016, Wang2016), ARBLILPK, N—RA T A VEBER, KOKISHOMHEFE, WO Z OMA
BN OISR R — AT ORI B A T T 0 &2 SRR D, R—AT A VEK O
AT X0 | A& U TR EE B — AR 2 < AIREED B D,

INOOEBERDOE LT 342 THIOR SN D BHBRE —AMMITCY CidE 5, Lo, mMCC X
D CENR LGS T 5, R O WU AAE R CHEM ORI N— AT A VIRBRMEEZS 5 Z
ENRATRERRDIZBEWITH B, T DT, RTE R — A ZMEMRAT 15 BRI OB O IREE R O MU /A7
B TR L T ianT — X2 2 ] T Thbiiz, L7ehi-> T, 2D ONTIIRZNZ L O
ELTIADRETH D,

AzhE (EMR100070-003 5 D7T — #1255 <) 1%, PK BRFZ & & BOR O & OBIRITRHE
H U . Cuoughss P LF1T BOR OMERD LHIZ 72D Z ENFRD Lz, W& R —BOR fi#T Tl
AHFERICEB R EERITRD o T,
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TS 2.7.2 BERERERBROPE

FIERIC, PK MRERE & RIRIFHMEEE CTH 5 PFS KO OS & OMICHBIfRIFERD bz, AR
(LDH X O'PD-L1) IZAETHY, EETVICEASNTZ, LML, PKUSHNIEM TOZHEHD
L B D R IARE R OR AL < T D ATt & 2,

BT, BT T BN SR D2 T2 % DM OB DI B O 4340 6 PK WAL EM CABHETH
STz, BFLHFIEE LT, PK O FNL 25%LAA O WUAMIER TR T 220y > 7248, PK O AL 25%
IR E 7B S (RX—RA T A T 200 mm D SLD) , (K VEX FH&E  (GHsH & 90% A L2
HB3INRhoTmBE 164096 7413 PK O T 25%) (Module 5.3.4.2 Exposure efficacy PFS/OS report
Figure 5 Z/R) . BHIET, KORHIECOBENZNEEZ 2 LD, ZIVD DOREMEO T DI IEEE
—BOR/PFS/OS BAtR DRI G £ 7 REEIT 72 2 AIREMED 8 5

R R & — DOCHAT D Ef&E 7 /11X BOR, PFS, KTNOS TR D, 3 DOMTOWTILTH, IRiE
B AR IE B S IR AR B R BN ER O ey, IREE R —BOR DORIEE T /LITIEW
THNOIREELEAINRN>T, ji BRFE B —PFS M OMREEE B —O0S ORfEE T M3t Z &N
A XNT, PKBRZEEOIINICHENIED T OMOBERILE BN RN SN2 S TR DR L2
STEHBE L TILLIRZET 6D ¢

« BORIZEZEFHMIEE TH Y PFS/OS & ik L THITMFT SN % I bR HEE Th
Do

o BIRDFNTTIEPHV ST,

o JEEMORZA/EHEIL, WEEEE—BOR T 7 < BEFE & —PFS K OWEEE & —OS f#HT Chat
STz,

o IRFEE—BOR #1342 CoO mMCC ¥ (n=88) TATFA[RE/2HL?
#—PFS K UMREFE & —OS fifbT1d 70 £ D A0 BH TAF AR/ 32

8 B PRI U 7o B R AT C Al Tl e o 72,

ARAIT, FEFHE A L OREIREFHMIE H 2 T 5 O & — G R O RA&T T VT, H DI

SR D PUESSOG 2 2 D FERHMETEE (BOR) & FUIEESOG D% sHM 9 2 BV AR TE
E 2IHH (PFS/OS) #H VD #H-> TWAHT=OMAICHTEH TS D,

WRER B — et 04, IR R —irAE BRI B ORI (18 WELT) TIFZbn
WHIUTERNTH D LB 2 BN D, rAE OFBRIT, L0 RWEGHIM®ZITREE O ED
oz 5 & Pl a7, BEMRIIREE —irAE T BRI EBETH-7-, 2D &
noH, BWERGHIMZAT 58FIZE rAE & 1 B ERBT MRV &R S ie, FBIE
FCORMMNT T, REFAYICHIE] irAE O BRI O LRPR S L7203, B dhAR O & 1Ry
23 L= (Module 2.7.4.2.1.8 ),

7 L — R 3 LLE® irAE {3 EMR100070-003 78 C 1.1%, EMR100070-001 558 T 1.6%? 35 T
Sic, BHBEEMES T—2BRONTWDT=0, 7 L— K 3 LLE®D irAE (Zx%F9 2 IR & — i
FENTICERDIH D LB LT EM L2207,

AT ST DR TO AE Tik, BEEOHIIE> TAERBMEEN EHT5Z LidneEx
HiL7z, IRR DRI E Copax & OBMRITEHTH S,

BRI IR —QTe fRHTIZ L 0 7~ b~ 71D R 0 I ERIRIZ B D & 5 5B 2 RIT S I 2
EMBA LTI o Tz, 7oL~ 7 PRE & AQTe BAfR D & 1%, #yuﬁ%ﬂ"] IBu L HEERETI RS T,
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TS 2.7.2 BERERERBROPE

U7z RTI U ET L T ORFHEET QTe OGS L EBENH S 03, 10 mgkg FHED
Ciax CTHI S 72 ZAEIX 7 msec Kiili TH D,

FEhte U 7= C OgER & — FUNMENT K R T — 2 2 B85 &, 7-UL~7 10 mgkg 2 HHkREE
HORGEHEIZ, BROHLBRARER IR TELLZE2MET e 77 ANV E LT Z ENRSE
e,

4 FAlTR AR
41 SERM
411 YRUTERAVE

T oL 7, 1gGl EF K (ADCC IEMEZEET D5 Z N TE D) 2H T 55%%2E MMImAb T
B WAFHOMBKE HWTEESIND, B TRRINDFHTE h =713, WO
PRIEEL T do D, WFIHDOWEHEM 2 H T 5588 ML mAb & [AFRIC, ADA OFBUEE MRV & T4
S, 1gGl & TR b7 D it B VRIS & X 7 RS HTHELS | O EIG 3D 7T & L&
&9 % (Koren2008),

2 FEFH O RIS TRRIIERIRBASE TR v, AT bR R %M/ RIE M Cdh > 72 (Module 3.2.5.2.6
Manufacturing Process Development - Development History Section 4 Zx[f1) , i o> il BEE & OV TR
HEOARMMITFRD HI7e o7, 728 2 PKIZHHEFERBEWVR 0> 256 TH, B I3 E
WS RE PR DI BUAE Z2 2L S B D REMED N B D & STV DA, SERMIZ T 5 28I T4
SN2 o 7= (Reusch 2015, Rosenberg 2012), Z OFBEAEMRFTT 5729012, PK, & FEME, RO
APEICEIT 2 TRER O AN & BE KB 2R 2| L T L7 (Module 2.7.1.3 &),

FEMFIRZ RMERBR ClRIE SRR U A7 [ BBUETH Y 7T~ T EKERE LT~ T A
TRO LI, WBIEIT~ 7 Al MUAOEmWREICEDE)R H 5 L HEHI S 7z (Module 2.6.6.8.1 %
M) . FERSIREBR O EVTE 2 I 7o 0 R E DR BURE O 13 CORBBEE L THIT 52 L 13T
TRV, BRMEORERIZE S TORENZRY 27 27T, 588t MY IgGl 1Tk L CTEE TRIEIL
BraE TV RAZIFEN =0, YU A7 3RV EA TR INS23, EMR100070-001 38k 5 15
edBtoYy 72y h2HWTZENET 0 7 7 A VEBRIZKIETHT XV~ T %E I a7 Y v E

(immunoglobulin class E; IgE) DIETEMIRE A gt L7z,

BRI K OFRBR ] O R AT C oo JF M E O R BLBEE W ONC PR, Zath, ROEMMEICKIETH T ~ v
~ 7 G HUA (binding antibody; BAb) DIE{ERBIEM:DRFHEZ B HMZ LTz, 4.1.3 TH~4.1.6 HE W
4.1.7 HORER T, T Ofitr &2 ~7,

4.1.2 R R DR ERERE

VA7 T7HEARA L MIHESE B THAOE T AR Com MR, kL7 7&y

REUEED 1gE FEMEICIN 2 CTT b~ 71Zxb9 5 BAb IZ& H L7z, £ 72, FFIHUA (neutralizing antibody;

NAb) RERZFHE L7, 26 OMETOFIEOFHPIX, Module 2.7.1.1.3.2~2.7.1.1.34 D Z &,
INHDOT—ZEZHWTPK, Zath, KOG RMWE & B2 57 L 7=,
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B Rt AT — BB HWTC A7 U —=0 7 B, L OWURIE #7218 L T ADA FE R %23k
7 (32272-23), MEE LT RERICHESE@Ax DBEEZDE L (3£272-24),

#*272-23 MEVADERERDDTILITI XL

Sample Screen Result Confirmatory Titer ADA Result
Negative NA NA Negative
NR NA NA NR
Positive Negative NA Negative
Positive NR NA NR
Positive Positive Number Number
Positive Positive NR Positive-TNR

ADA: anti-drug antibody; NA: not applicable; NR: not reportable; TNR: titer not reportable.

F272-24 MEMNMAOIERICE DUV - EEEHE
Category Definition Subject at Risk (Denominator for Incidence)

Never positive

Ever positive

No positive results at any time point

At least 1 positive result at any time point

Number of subjects with at least 1 valid result at any
time point

Number of subjects with at least 1 valid result at any
time point

Pre-existing

Treatment boosted

A positive ADA result prior to treatment with
avelumab

A positive ADA result prior to treatment with
avelumab and the titer > 8-fold of baseline titer while
on avelumab treatment

Number of subjects with valid baseline result

Number of subjects with valid baseline and at least 1
valid post-baseline result

Treatment-emergent

Transient positive

Persistent positive

Not positive prior to treatment with avelumab and with
at least 1 positive post-baseline result

If treatment-emergent subjects have (a single positive
evaluation, or duration between first and last positive
result < 16 weeks) and last assessment not positive.

If treatment-emergent subjects have duration between
first and last positive result > 16 weeks or a positive
evaluation at the last assessment

Number of subjects with at least 1 valid post-baseline
result and without positive baseline results (including
missing, NR)

Number of subjects with at least 1 valid post-baseline
result and without positive baseline results (including
missing, NR)

Number of subjects with at least 1 valid post-baseline
result and without positive baseline results (including
missing, NR)

ADA: anti-drug antibody; NR: not reportable.

CPEINE AR 2T U A7 ORI,

HERIGE T CD ADA Pk 5 K& OGRBRIAHE T CTD ADA %
BURDUZAE B Lz, PK, ZatE, KOHERNE & OBTERIRSENED U 2 7 IZ OV TORHliIL, ZhET
@ ADA BEMEIRBEIZINZ T, BFEFHEH OFERIEH T T ADA HBURRBIZEH LTz,
EMR100070-001 35 & U* EMR100070-003

RERICHOWTIE, ERAABREEMIC L 2B RA) 722
By FARA MM U BAAEFEK T O (Module 2.7.1.1.3.2 2/8) 12X V. ADA Bk & e
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TS 2.7.2 BERERERBROPE

SNDEEDHEZ DAL H Y | ZORRIZSHWMET 5, 7238, EMR100070-002 RO T — #
W H L7 EARNBEERICEB T DI v bARA > MTEBEIZR,

NADb FREE A FHE STV DA, N T — R SN OEILE 2R TE 220y (Module 2.7.1.1.3.4 &
), 7o 2I=A NOEREFEEZR L, BAMY Ty REGEEZHBTR TH D, SEMIHRER
PEDORBUEE TR 2D, 77— 2y bA 7 HORERIZEW T, ADA BHEEE 61 4 D) 100 F{kD
FBHE NAb o2 R L T %,

41.3 RERMEOHRFHEER SEHE

SR I ME O FRBUBEE 1T EMR100070-001 352, EMR100070-002 3ER. & U EMR100070-003 3ER C
7~k L. EMR100070-001 &85 K& O EMR100070-003 585 218 U CHEAMNT L7 (£ 2.7.2-25 R NE 2.7.2
= 26) o

= 272-25 EMR100070-001 §X5& % Uf EMR100070-002 ;B8 D HE#E 27/R— F TOREIR
tO SRR
Dose Level (mg/kg) 1 3 10 20

Study 001 001 002 001 002 001 002

Ever positive n/NO (%) 0/4 2/13 (15.4%) 1/5 (20%) 0/15 0/6 0/21 0/6
Pre-existing n/N1 (%) 0/4 0/13 0/5 0/7 0/6 0/19 0/6
Treatment boosted n/N2 (%) 0/3 0/13 0/5 0/6 0/6 0/18 0/6
Treatment-emergent n/N3 (%) 0/3 2/13 (15.4%) 1/5 (20%) 0/9 0/6 0/20 0/6
Transient n/N3 (%) 0/3 1/13 (7.7%) 0/5 0/9 0/6 0/20 0/6
Persistent n/N3 (%) 0/3 1/13 (7.7%) 1/5 (20%) 0/9 0/6 0/20 0/6

Source: Study EMR100070-001 CSR, Table 49; Study EMR100070-002 CSR, Table 39.

001: Study EMR100070-001; 002: Study EMR100070-002.

NO = The number of subjects with at least 1 valid result.

N1 = The number of subjects with valid baseline result.

N2 = The number of subjects with valid baseline and at least 1 valid post-baseline result.

N3 = The number of subjects with at least 1 valid post-baseline result and without positive baseline results (including missing,
not reportable).
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TS 2.7.2 BERERERBROPE

&27.2-26 BRORBRRUME L-REMBMETOT AT T 10 mgkg 215 LE-EED

REREDRBHEE
Indication Solid Organ Tumor mMCC Integrated Safety
Summary

Studies EMR100070-001 EMR100070-002 EMR100070-003 EMR100070-001
expansion expansion EMR100070-003

Ever positive n/NO (%) 53/1385 (3.8%) 2/34 (5.9%) 3/88 (3.4%) 56/1484 (3.8%)

Pre-existing n/N1 (%) 7/1218 (0.6%) 0/34 0/85 7/1315 (0.5%)

Treatment boosted n/N2 (%) 0/1132 0/31 0/79 0/1221

Treatment-emergent n/N3 (%) 46/1291 (3.6%) 2/31 (6.5%) 3/82 (3.8%) 49/1383 (3.5%)
Transient n/N3 (%) 16/1291 (1.2%) 0/31 1/82 (1.3%) 16/1383 (1.2%)
Persistent n/N3 (%) 30/1291 (2.3%) 2/31 (6.5%) 2/82 (2.5%) 33/1383 (2.4%)"

Source: Study EMR100070-001 CSR, Table 70; Study EMR100070-002 CSR, Table 61; Study EMR100070-003 CSR, Table 49;
Module 5.3.5.3 SCS Table 12.9.2.1.1.

ADA: anti-drug antibody; CSR: clinical study report; SCS: summary of clinical safety

NO = The number of subjects with at least 1 valid result.

N1 = The number of subjects with valid baseline result.

N2 = The number of subjects with valid baseline and at least 1 valid post-baseline result.

N3 = The number of subjects with at least 1 valid post-baseline result and without positive baseline results (including missing,
not reportable).

a One subject was characterized as transient for Study 100070-003 and persistent for the SCS based on slightly
different calculations for duration. The SCS calculated duration of 16 weeks including the date of first and last ADA-positive
result. The CSR, calculated duration of 15.9 weeks as the difference between the first and last ADA-positive result.

1 2 OFRER 2 18 L CRUBRIEHE T CHRBL L - S i OB 3.6~6.5%ThH V. Mo LILR
PERRHTCIE 3.5% TH 72, mMCC BHE Z x5 L U7 BRIGHE T T ORI DO RBISEE 3.8%1%, #t
B MR > DS T 0 FNE DO R BB 3.5% & R CTH - 7=,

ARERIRIR T COREIFMEDORBBEE L, 7Ub~7 10 mg/kg % 2 MM CHE L7z B ANBEIC
BWT34L4H 24 (59%) Thol-, ZOfEIZ, EMR100070-002 5k D1Z7> EMR100070-003 75k

ks BARNEHE 3 ég. (2T ADA [21h) hoEE HEhiz, 5.9%0RBEHEE X, SR HH
RNBIF 3/ ERN T RN b5 O IEH AR NITIT 258 BUEE 1380 44 EP 49 4 (3.5%)
LRIEETH - T,

AERIRIE T I23 1T D RN ADA B BB 12k L C ADA ZBLO IRl 2 5140 L 7= (X1 2.7.2 - 50)
FBLLFBR EMR100070-001 3%k & EMR100070-003 Bk CRIFETH 0 . HID 20~24 FHIZHT-»
TIEE-ETHoT,
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TS 2.7.2 BEREERBROPE

2.7.2-50 HERERTICHE T 2 FRMREMHRARBIE D RO FIF F TOR R

Cumulative Incidence
0.40 1

0.38 7

0321

100070001
100070003

008 |
004 |

000 === 1 ™

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92

Time (weeks)

Source: Module 5.3.5.3 SCS Figure 12.9.2.2.

PURPEAISE O MR IX ADA BtEEEIZx L CHI L7 (Module 5.3.5.3 SCS Listings 12.9.2.3.1
through 12.9.3.2.6 ZH) . ZBUZXT T 5 WX ADA BHEREE S 0 | BBRIAE N2 5 —i#tEd ADA
BtE, M ONRBRIAHE T3 A FHRY ADA Bttt & L TR L7z ([K2.7.2-51), ADA (385 & &
BERREN B 5720, b EWVHIEIL ADA BB ED & 5 B TR Sz, BRIGETICBIT 58
FeH B O8> ADA BEPEDF B 72 S BB FE 13, fifoe L 7 5 5- I > T LA 2 rIRetEni d
D
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27.2-51

e
a

Duration {weeks)

—-
«

10

nEVHKBERESHY .

HARE & DREEfR

Sgoo.o

a
o]

e (0)e® 0@

10

HEREAERTICHE T 5 —BEOREYAEE. RUR
EARTICE T 2R ENI ARG D EE TORIONEYIARIE & ik

Source: Module 5.3.5.3 SCS Listings 12.9.2.3.1 through 12.9.2.3.6.
Circle area is proportional to the number of subjects with that combination of values. Black circles represent pre-existing positive
subjects, gray circles represent persistent positive subjects, and white circles represent transient positive subjects.

TR FIEDREFIEDMEN Z L ITMA T, S RPUME B < | RS 1 O BEL LS, T
Bbolo (32.7.2-27), ADA GHEBEES © OB OG- OFGuRihE L TR > 7o, G5O 5

] & e RGUAAM O FZHE & OIREZRBERRITED S oTo (£ 2.7.2-28),

%®272-27

RERMEDT IR, BEORKRGUKIE

Maximum Titer

Pre-existing Positive

Persistent Positive

Transient Positive

Ever Positive

Measured (n=7) (n=33) (n=16) (n=56)
1 6 (85.7%) 13 (39.4%) 12 (75.0%) 31 (55.4%)

2 0 1(3.0%) 1(6.3%) 2 (3.6%)
4 1(14.3%) 5 (15.2%) 0 6 (10.7%)
8 0 6 (18.2%) 2 (12.5%) 8(14.3%)

16 0 4 (12.1%) 1(6.3%) 5(8.9%)

32 0 2(6.1%) 0 2 (3.6%)

64 0 2 (6.1%) 0 2 (3.6%)

Source: Module 5.3.5.3 SCS Listings 12.9.2.3.1 through 12.9.2.3.6.

n: number of patients.
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TS 2.7.2 BERERERBROPE

#*27.2-28 MmEBEDHARR . EMHKSEERE ORXAmOEAME

Maximum Observed Titer

Duration (wk) 1 2 4 8 16 32 64
1 22 2 2 4 3 2

>1to3 1 - 1

>3t05 5 - 1 1 1

>5t07 1 - - 2 1 - 2
>7to 13 1 - - 1

>13t0 25 - - 2

>25 1

Source: Module 5.3.5.3 SCS Listings 12.9.2.3.1 through 12.9.2.3.6
414 RERME EEVMBE & ORBENE

1 2 DFERTD PK I KIET O 24 © 72012, PR A KT HEFIEOREL T L~ T
10 mg/kg % 2 MR THRE SN2 TORE TN L7, Croun O FEIIRELIL ADA [aMEEE & i
LT, ADA GHRBE (514) TERWEMZERD btz (1X2.7.2 - 52, Module 5.3.5.3 PKS Combined
Report Section 2.3.1.3 and Section 2.3.1.4 Z/), E{AHIZE) (Day43 @ Cioun 1£. ADA [GIEEFE T
15.4+15.8 pg/mL TH Y . ADA [EMEEE T 2744195 ng/mL) #EE 5 & Z OMHEBNIHE2NICH
BTV, HARNEH T ADA BIEEFEIT D=, BARANEE D ADA RIETRERIL L7
Cuough DFEEMED T 00 7 7 A )V BXIRERM & T2 Z L IZREECTH S, 7272 L, ADA BtER 2 4
UL Ef7A£9 % Day43 £ T, ADA BHEREMEZ R T Cuouen P HFRAEIZFEETH - 72 (37 2.7.2 - 29,
Module 5.3.5.3 PKS Combined Report Section 2.3.4.3 ), ADA [atEEF & Ll L T Cror O FHIfEIE
ADA BMERFE (25 4) THREEETH -7 (¥ 2.7.2 - 53, Module 5.3.5.3 PKS Combined Report
Section 2.3.1.2 Z/), AARANESE T ADA BGHEEREEITD WD, AARNEE O ADA RE TR
L7z Ceor DFED T 0 7 7 A V2 Bt QEM L T2 Z L IIR#ETH D (& 2.7.2 - 30,
Module 5.3.5.3 PKS Combined Report Section 2.3.4.1 &),
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TS 2.7.2 BERERERBROPE

2.7.2-52 BEOREYTKRKER ., 7NILT TD Crough DEMTHIE (+SD) (EMR
KiEtE R HUAETE)

100 —

80 —
El
E) 60 — _ Mean Ctrough
;;:; 7 - —— ever positive subjects
g 40 £ —6— never positive subjects
o ]

20 —

0 LI T T | LI | LI | LI | T | LI | LI |

1 57 113 169 225 281 337 393 449
Day

Source: Module 5.3.5.3 PKS Combined Report Section 2.3.1.4.

ADA: anti-drug antibody; SD: standard deviation.

Mean values plotted only if the number of subjects for a given day was greater than 2. Points with N<3 subjects are not included
in this plot. N ever positive: 51 (Day 15); 50 (Day 29); 37 (Day 43); 23 (Day 57); 23 (Day 71); 20 (Day 85); 10 (Day 127); 8
(Day 169).

For individual plots of ADA and Cirough, refer to Study EMR100070-001 CSR, Figure 15.5.3.7, Study EMR100070-002 CSR,
Figure 15.5.3.4, Study EMR100070-003 CSR, Figure 15.5.3.5.

#£272-29 BARASHZREMIMAIRE TR L1z, 10 mg/kg BIRRFHRIR 5SRO T NILT
70) Ctrough @EEZ@%}EE‘I’%

ADA
ever positive never positive
DAY (ﬁ/ﬁi) (I\:;‘KL“) s.d. (ug/mL) N (i\;[/e;ri) (1\:;‘3:3 s.d. (ug/mL) N
15 15.5 15.5 2.24 2 16.1 14.7 8.88 37
29 21.8 21.8 5.50 2 19.6 16.3 12.2 34
43 18.9 18.9 8.29 2 22.4 19.2 13.2 32
57 NC NC NC NC 25.6 25.6 7.89 2
71 NC NC NC NC 22.1 22.1 591 2
85 8.61 8.61 NC 1 30.6 28.0 17.0 14
99 NC NC NC NC 23.5 23.5 NC 1
127 7.74 7.74 NC 1 349 30.0 21.1 7
169 NC NC NC NC 35.8 324 20.0 6
253 NC NC NC NC 434 434 NC 1
337 NC NC NC NC 10.4 10.4 NC 1

Source: Module 5.3.5.3 PKS Combined Report Section 2.3.4.3.
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TS 2.7.2 BERERERBROPE

ADA: anti-drug antibody; N: number of subjects; s.d.: standard deviation; NC: Not Calculable due to insufficient number of
subjects.

Arithmetic mean (Mean), Median and s.d. values are listed with a precision of 3 significant figures. Ciough Values <LLOQ
(0.2 pg/mL) set to zero for descriptive statistics. Cuough refers to the concentration of the 336 hr sample ("scheduled time").

2.7.2-53 BEOREYIEKES ., HRIEERTROT7 ALY TOMEFERREDHEIN T
& (xSD) (EWMHABE  REDHIKIZE)

600 —
500 —

400 —
i Mean Ceoi

300 —A— ever positive subjects
- —6— never positive subjects
200 4

Ceoi (ug/ml)

100 —

0 ||||||||||||||||||||||||||||||||
1 57 113 169 225 281 337 393 449

Day

Source: Module 5.3.5.3 PKS Combined Report Section 2.3.1.2.

Ceoi: concentration at the end of infusion; SD: standard deviation.

Mean values plotted only if the number of subjects for a given day was greater than 2. Points with N<3 subjects are not included
in this plot. N ever positive: 25 (Day 1); 12 (Day 43); 7 (Day 85).

+£272-30 HAAERAZREYIRKKETRER L=, 10 mg/kg S#IRAFHFIREEZDTANILY
T D Ceo DELBHETE

ADA
ever positive never positive

DAY (i\;[/e;‘:i) (I\:;/‘ﬁ“) s.d. (ug/mL) N (i\;[/e;‘:i) (1\:;/‘::3 s.d. (ug/mL) N
1 136 136 52.4 2 180 169 49.9 41
15 NC NC NC NC 207 211 51.9 6
29 NC NC NC NC 203 193 47.8 6
43 NC NC NC NC 203 189 55.0 8
85 NC NC NC NC 199 184 38.8 5
127 NC NC NC NC 218 256 76.5 3
169 NC NC NC NC 220 206 64.5 4
253 NC NC NC NC 178 178 NC 1

Source: Module 5.3.5.3 PKS Combined Report Section 2.3.4.1.
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ADA: anti-drug antibody; s.d.: standard deviation; N: number of subjects; NC: Not Calculable due to insufficient number of
subjects; Ceor: Concentration at end of infusion.
Arithmetic mean (Mean), Median and s.d. values are listed with a precision of 3 significant figures.

AEBRIBIR TIZHT D ADA BEBHICK LT, ADA OWIERH % Day 1 & L. BRI 5 Crougn
KO Ceor #E A 7'~ b L72 (Module 5.3.5.3 PKS Combined Report Section 2.3.3 ), Cror i i3
BRIGIE TSI 5 ADA BBLUEE 6 4005 LG LI TV RN, FUABERO A% THUERIZ[FER T
bol-, RERIEHE FIZBIT 5 ADA RBIEDRD L2 BE TIE, Crough O F-EMEITHUARGHAIZ TS <
IZONTHTNUERL A TH 7= (¥ 2.7.2 - 54), FHEATHERBE N DR RHTVD A,
PURIGHER D Cuougn DI D22 ER-OIX, S0ERMETBLZ O PK & ADA OREMEIIR S 720 o
776

27.2-54 MEMARE DB & 10 mg/kg FIRNEHEIRSEERDT NIV T D Chough DE
iTE¥YfE (£SD) &DEFk. ARARTICE T A FHRMNEMRABHEERY
AEBARTICE T ONEMRREREEEZELTHEE

Mean Ctrough
T —6— PERSPOS=Y

A Mean Ctrough
/ —a— TRTEMRG=Y

Ctrough (ug/ml)

0 I | I | I | I | I I | I I | |
-112 -84 -56 -28 0 28 56 84 112 140 168

Day relative to ADA appearance

Source: Module 5.3.5.3 PKS Combined Report Section 2.3.3.13.
ADA: anti-drug antibody; PERSPOS: persistent treatment-emergent positive; SD: standard deviation; TRTEMRG: treatment-

emergent positive.

Mean values plotted only if the number of subjects for a given day was greater than 2. Points with N<3 subjects are not included
in this plot.

N persistent positive: 3 (Day -98); 5 (Day -70); 6 (Day -56); 12 (Day -42); 10 (Day -28); 10 (Day -14); 19 (Day 0); 4 (Day 14); 3
(Day 42).

N treatment-emergent positive: 4 (Day -112); 5 (Day -98); 4 (Day -84); 6 (Day -70); 8 (Day -56); 15 (Day -42); 11 (Day -28); 14
(Day -14); 33 (Day 0); 16 (Day 14); 10 (Day 28); 8 (Day 42); 4 (Day 56); 4 (Day 70); 3 (Day 112); 3 (Day 154).

EMR100070-002 545% T, ADA Bk B AN 3 4D ADA HUIRAl & OKIET 2 Croun & 3% 2.7.2 -
31 WZERNT S, HRANBFD ADA BEMERBLIX Week 19 LAFETH U . EMR100070-001 FER & OY
EMR100070-003 Bk CORER & [FERTH D, FRPuKmIE 2.0 HEWIE =R — O 3.0 mgkg DE
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F520001), 4.0 (BREOILK =R — FOEFES 20011) K8.0 (BREOILK =R — FDBEFEE
7 70003) T& Y. EMR100070-001 35k &% U8 EMR100070-003 785 T ADA BtE R O LElg AEE D
WK FUAAT & K E AEWIR Sz o7 (£ 2.7.2 - 27), BEFES 20001 L VEEE S 20011
D6, ADA BEMEDRE R 7o R S U2 VLIS L7z PKEEHE 2o 72, Lv L, Week 19
T ADA Bt TdH - 7= BEE 5 70003 DA, Week 19 D Cyougn 1 ADA FEVETH > 72 Week 13 DJEE
ERECH T, ZOZ N, FEFARNBFICH LT ER L L DI, GEFEMEOBERIL, BHEE
570003 OWEPRIE T EEE RIS RN EDRRIBEINLD,

&x27.2-31 NEYHABIED BAANEE OREDHKM R FXIET S Crough
(EMR100070-002 5£58%)

GROUP ESC_03MG EXP_GASC EXP_GASC
SUBJID 20001 20011 70003
Visit ADA Corough ADA Corough ADA Ctrough
(ng/mL) (ng/mL) (ng/mL)
SCREENING NEG NA. NEG NA. NEG NA.
WEEK 3 DAY 15 NEG 1.79 NEG 17.07 NEG 13.90
WEEK 5 DAY 29 NEG 4.24 NEG 25.73 NEG 17.95
WEEK 7 DAY 43 NEG 479 NEG 24.77 NEG 13.04
WEEK 13 DAY 85 NEG 3.42 NEG NR. NEG 8.61
WEEK 19 DAY 127 NR. NR. NR. NR. 8.0 7.74
END OF TREATMENT 2.0 NR. 4.0 NR. NR. NR.

Source: Study EMR100070-002 CSR, Listing 15.5.3.3.

For ADA positive patients, the titer is displayed.

ADA: anti-drug antibody; ESC: escalation cohort; EXP_GASC: expansion cohort gastric cancer (10 mg/kg);
N.A.: not applicable; N.R.: no result available; NEG: ADA result negative.

Pop PK ET /L OFEEEIZIB T, ADA Gt E ADA FEED 7 2V — % W T JFVE O EBEI
#7% CL, V1, OV V2 THFET L7z, &#& Pop PK E 7 /UZIB W THRIZFRMED AL V2 (66.7%I84)
DHHFETHY | 1R Chouen EFEA L T2, ADA (X Pop PK ET /UELEHIZ CL KN VI IZxT 5
AEREERL L CRIESN -7z (3.11H), ADA BPEERFE T, Pop PK E T /LT Chougn 2MEL
AT S 3, AUC I ZITERO S o 7= (1K 2.7.2-55),
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2.7.2-55 MEYRAERERNZC I aL—2 a3V ENBRENS A —4

Dose: 10 mg/kg Dose: 10 mg/kg Dose: 10 mg/kg

n

120

60000

AUC,, (mg.hL)
Ctrcugh sd (ng/mL)
Ctrough.ss (ng/mL)

ST e

Ever HAHA posmve Ever HAHA positive Ever HAHA positive

Source: Module 5.3.3.5 PopPk report Figure 22.
AUCss: area under the serum concentration time curve at steady state; Cirough,sd: concentration at the end of the dosing interval

after a single dose; Crrough,ss: concentration at the end of the dosing interval at steady state; HAHA: human anti-human antibody
(term used for anti-drug antibodies in the Study CSR).

N=100,000 simulated datasets. Black horizontal lines are medians. Boxes are interquartile range. Solid red horizontal line
represents median exposure. Red shaded area represents 80-120% range. Box widths represent the amount of observations in

each category. Subjects were “Ever HAHA positive” if they had measurable antibodies at any point in the duration of the 3
studies.

ADA BHERER & 7 L~ 7 D Choueh PIKWVFERME, FIZT L~ 7 D Cror D[RR D SERME & DB
RiE, V2INC kD EEB 2 BN 5, CL XN AUCHEETEICEIZBIE S N o Tz, YLk, R
P& PK & ORICERPIETRO & 5 BEMEITFRO Sz,

415 REREEREMEDEEL

PRV RAFE T 5 5 0 22283 . EMR100070-001 3858 &% OV EMR100070-003 3858 CRERTEHEE F I
B3 ADA FHHE XL ADA BBMERE Z#HE LI MM ERN TRl L7-, REBRIBE FIcRBIT 5
ADA F8i72 L X ADA &tk & th#e LU C AE 23 L7= (3% 2.7.2-32, Module 2.7.4.3.3.2 &),
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#*272-32 RERMERENOZEMEOY T#T

Treatment-emergent ADA

vs. non-TEADA® Ever vs. Never Positive ADA'

Safety M All Patients®
afety Measure Treatment- Not treatment- Ever positive Never positive (N=1540)
emergent (N=49) emergent (N=56) (N=1428)
(N=1435)

TEAE 49 (100%) 1352 (94.2%) 54 (96.4%) 1347 (94.3%) 1445 (93.8%)
TEAE grade >3 31 (63.3%) 723 (50.4%) 35 (62.5%) 719 (50.4%) 777 (50.5%)
Related TEAE 38 (77.6%) 935 (65.2%) 41 (73.2%) 932 (65.3%) 1004 (65.2%)
Related TEAE grade > 3 5(10.2%) 139 (9.7%) 5(8.9%) 139 (9.7%) 150 (9.7%)
TEAE leading to permanent 10 (20.4%) 183 (12.8%) 11 (19.6%) 182 (12.7%) 195 (12.7%)
treatment discontinuation
TEAESs excluding IRRs leading to 10 (20.4%) 217 (15.1%) 12 (21.4%) 215 (15.1%) 232 (15.1%)
drug interruption
Related TEAE leading to permanent 7 (14.3%) 84 (5.9%) 7 (12.5%) 84 (5.9%) 91 (5.9%)
treatment discontinuation
Related TEAESs excluding IRRs 3(6.1%) 86 (6.0%) 3(5.4%) 86 (6.0%) 90 (5.8%)
leading to drug interruption
Serious TEAE 27 (55.1%) 567 (39.5%) 30 (53.6%) 564 (39.5%) 614 (39.9%)
Related Serious TEAE 3(6.1%) 82 (5.7%) 3(5.4%) 82 (5.7%) 90 (5.8%)
TEAE Leading to Death 4 (8.2%) 161 (11.2%) 5(8.9%) 160 (11.2%) 171 (11.1%)
Related TEAE Leading to Death 0 5(0.3%) 0 5(0.4%) 6 (0.4%)
irAEs 7 (14.3%) 171 (11.9%) 8(14.3%) 170 (11.9%) 179 (11.6%)
Treatment Related irAEs 4 (8.2%) 146 (10.2%) 5(8.9%) 145 (10.2%) 151 (9.8%)
IRR 18 (36.7%) 345 (24.0%) 19 (33.9%) 344 (24.1%) 371 (24.1%)
Treatment Related IRR 17 (34.7%) 331 (23.1%) 18 (32.1%) 330 (23.1%) 355 (23.1%)

Source: Module 5.3.5.3 SCS Table 12.6.1.1, Table 12.6.1.2.11, and Table 12.6.1.2.12.

ADA: anti-drug antibody; AE: adverse event; irAE: immune related adverse event; IRR: infusion related reaction; N: number of
subjects; TEAE: treatment-emergent adverse event.

2 Treatment-emergent ADA are all subjects without a positive baseline test and at least 1 positive post-treatment sample. Non-
treatment emergent are the sum of subjects negative at all time points and subjects positive prior to first treatment. Ever positive
ADA are all subjects with at least 1 positive ADA, at either baseline or post-treatment. Never positive are subjects negative at all
time points.

b All patients includes the 56 subjects that do not have valid ADA results.

ADA ¥RIF Z AR LT 5 2 L IT TE WIS DMIRITEE LS, ADA BPEEFE TSV EIS THER
TEAE (B 72\ \VEE 72 TEAE), &5 H1LIZE >7- TEAE, L OVIRR ZRB L7=, iz, &5
IZE 572 IRR %< TEAE 38 L7-FI4 1%, ADA 5L O ADA &t B CRIRE CTh o727
», IRR & ADA & OBMEA HICHHAE LT,

ADA BBPERE 11 4 O 5 LI -7 TEAE 121X, 34D IRR (R KEEEITI L —R2), KW
1 o B sk E NG 7= (Module 5.3.5.3 SCS Listings 12.9.2.4.1 through 12.9.2.4.6 Z#), D%
T —%, BETOHEE 1954 TOEEDIRICE 72 TEAE &R THS (Module 2.7.4 Table 23 &
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H) o IRRZ K D FGHIE DI BUHE X2 AT 2R (1540 2D 55 27 £, 1.8%) &k L
T ADA BBtHEEEE (56 4D H 6 34, 5.4%) THEIEMIZEY (Module 2.7.4 Table 63 ),

ADA [B#RIZ% % IRR ORI OFEARIZ X ¥ . IRR O RETHAID 2 [HOFifi 5T ADA JEHLAT
ICRZDZEWNRENTZ, ZOZEnLEEMIIRE IS, L LIREBEGREZRTHO TR

(Module 5.3.5.3 SCS Listing 12.7.2.11 and Listings 12.9.2.4.1 through 12.9.2.4.6 ) , IRR #49 % ADA
BPERRFE 194D 95 B 15 4 DEBFE D ADA GHARTIC IRR 23 BLL (11 L1 IWEFRHER 5-1F) | 2 4413
ADA RO R# T IRR Z 38 L (3 [5] H OFfhe i 5% 12 IRR %6 EL L7- ADA BHEEF 1 42 51) |
2 47 ADA (AT IRR ZRBLLT2 (R—RZ T A VKT ADA 5 THIEIRH# 5-FF D A2 IRR %
FHBLLTZ 1 4% 510), IRR 2381 L7 ADA EIMEEE 19 4 DR KEIEEDONRIZZ L— R 12384,
TU—R2B 104, 7 L—FR3N 14 THY &TOEREE LEAITEL LTz (Module 2.7.4.2.1.8.2.3
ZMH),

PAROLEVEFHHIZIN 2 T ADA JEZE L OV IRR IREED B AR 53t o 7 » M 2@ IR L | i
¥ 72 1gE 08T CRlfli L 72, ~ 7 2 & W T IERRRBR O & & FIRRIC, Z OEMfENTIZ B M BRE C
DTFT7 4 7%=V A7 EZHETHHDOTH-T,

B 54 240 104 BRAROAE 2 OFEHE VT, IgE oir &2 S5 L7z (3£2.7.2-33), 2 HOED
e, BN DA 2 @ IgE & ADA FERITM A, &3 LKL TO IRR OF M & OREfR A BN
WZREAN L7z, #5811 IgE O & E e < #& 5% 0 IRR & ORERITFE D bt ol

#*27.2-33 MBEYHURICE EFAITH S RIGIKERI D IgE Gt —AEHRKREMRTTRE

Expansion Cohorts
N=1437
Infusion-related Reaction Status ADA-Positive ADA-Negative
Infusion-related reaction n/N (%) 0/0 0/10
No infusion-related reaction n/N (%) 5/30 (16.7) 7/63 (11.1)

Source: Study EMR100070-001 CSR, Table 71.

ADA: anti-drug antibody.

The numerator (n) corresponds to the number of IgE positive samples. The denominator (N) corresponds to the number of
samples with valid IgE results from each ADA response and IRR status combination.

S RIE OB MR Z L GFMINXREECH - 7o BT a7 7 A VICKITTHERY
BITFEO LN 0T, ZOT—F 5 IRR FEBUEE LV IRR 2519 AE (2 L 58 5-H I OFAER)
ROV R ST, TOHITY A7 3O Z A 7T 6O T <, ERER T IRR #2213
WZHRERMEZE =2 ) VT OB RN B X D,

416 RERME AT L DEEL

HNMEIZ T ADA OFBZ I 52T 5 72D Offtr i, EMR100070-003 588& T mMCC #B# (2
FRE L CT3hE L7= (Module 2.7.3 Summary of Clinical Efficacy Z), FHMENMRN =D, 2 bHD
BEDISET — ZITE IR & A TLUFICEMEMIZEEHE T 5 (Study EMR100070-003 CSR
Section 12.5.4.2 ZH#)
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BHE 14 uft%ﬁ Day 85 T ADA Bhtt (BUAAli 4) L3E S, TR E TIXRETH -7, ADA
BHR C Curougn (Z—IEPEDAR T 2358 BTz, HUAMIIEEER Day 160 (FLiAAlh 8) TH G4 THE (end of
treatment; EOT) |ZHEN L7z, T — % F v b4 7R CHZEFIIBEICRBRIGE 22T T b7, T
BOR (3 PR Ttk Day 42 [ZH W FidRk S A7z, Mg 13 5.3 » H TPFS T8IV & 41,7k Day 160
(2 EOT THE S 41 5 fef&iiH il Tidk PR Z ke L Tuhiz,

2 B OB TR Day 43 T ADA Bt (FUAAlh 8) S S, ZDKimE TlIREMETH -T2,
Curough #WFHE ADA K%aﬁﬁﬁﬂ% UUFZ DORITITTR S e o 7o, HrifliiEatii Day 84 @ EOT TIKF
L7z (BUffl 2), 7— % 0y M4 7R C Y% OfEE BOR [35ER Day 42 OHEfT CREICEERTS
WAz fﬂ\fmxoto WELHEE D PFS 13 1.4 % A T, 7Bk Day 84 |2 EOT THE &2 Fef&iHli©
HEAT Ik L TN/,

3 % H O BEIXHER Day 127 12 ADA BtE (Fuiff 8) & e 4, ZOREAE Tl TH o7,
ADA BEHEEIF 5 XX Z DRI Crough DZEALITRE D B2 o T2, HUAMITEER Day 169 IZIKTF L (HL
(4 2) . #B& Day 211 (ZfatE & 720 | 5Bk Day 421 OELOFMEE CTRIETH -T2, T—F T v b A
7R T Y R IR BRIRIR 2 ikt L TP Y . EE BOR (X35 Day 44 ® PR Th o7, YikBHFIX
AR Day 421 OFT — % 1 v M A7 THAE SN RGN T PR 2k L T Y | PFS (X 13.8 » A THT
Uy chHot,

G R DO FEBUFE I TR T2 | b & OBEM O E &BFMITEM CTEX R ote, ThHDOT
— &6 ADA OIFEIL, 7T~ 7RG L 2900 & 5% ADA Blistk DOZ ik oV
NuiFRneEL NS,

41.7 BRERR AR T 4 v PRV R DEFMEHEICRIFT REREDTE

EMR100070-001 #%% &% O° EMR100070-003 3Bk DKL AR5 . BRERIRIE TIZB1T 5 ADA FELD
BERE 3.5%I3 0% RIMED U A 7 1RV E DO TR EFES LTV D, FURHIFE< ADA JSZ IR & FHES
L7200,

Cuough R 1T ADA BEVEFEFT & ik L T ADA BB TIRWBANIZ & o 7223, Z O 23R EH R
ﬁiﬁ X720 Tz, Ceo lFEAZIT T, REBRIBEE TICEB 1T 5 ADA HELEE THURBIZ ORI ITE

FFRO bR D> 72, ADA IZ Pop PK E7 /L OEGEOEFET CL LN VI OF Ee3tZ & L LTH
Eéﬂf£ﬁ>07i7i&)\ ADA [T #%& Pop PK 7 /LD V2 ORITEAZ T, AUCs DHEEFICZE I
RO LN oT, bk, T OOEMT —4% & PopPK T /ML VW, ADA & PK & ORFENE#
Do 5 BEMEITFED DLW I ERH Lo T,

EMR100070-003 35k Tl% ADA IGHEEE 34D 9 6 2 AT B IIS L, AZNEIC KT T 280368
DHIEo T,

ADA B BRE TIIEWWEIS TR G H IEICE - 72 TEAE L TOVIRR BB L=, Zettrn 7 7 A
JAZB L CIIERIRE R O & % S0z i M O P B3R E e nr o7z, IRR 38 L72 K30 ADA 5
P IL ADA BHHRRTIC 2460 TEAE 2R BL L7 Z LD, FRBFRITERD RN 2 &R S
iz, F7-. IRR & ADA-IgE & ORIRITRD Hieino Tz, %dﬁéﬁi@ﬂﬂu U 27 i OZE A R~ T
HOTIEAR L, EFEEEAN T IRR OBLEE & IIHNCHRERMEE =2 1 7T DB SR SR
STt BT e T 7 A VI KIETEELREEIRD b o iz,
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Ajf~%éﬁmJMb\ﬁ&i$$hﬁ BWTHRELILTWRV, R FPERBHE MR 2 &
FOmMCC BETOEWT V' Ay h=—X2LV, ZOF =%ty MIMFEELRL THARBEEM
gl Liz) A7 — «274/b£ﬁ£{’%@%&£?*ki&w ETHEND, BAb BPER
B DY %ljmmb%@f%é&%ﬁénét@ fEBRIL BAb L B L TIRR L L CTIREECTH D =
ENTHEND A, PK, B, ROLEMEC KIE TR 7 B S, I ER T — 2 AT
TERFFEMMSNDTETH D,

Uk, ZheoF =205, 7Ub~7 10 mgkg % 2 HERE T&RYS S5 85 TIE, R RMb
KEGHRIIK Y A7 ThH 2D Z EWWONT PR, e, ROHEIM & R itE & OBEMITIKRY 27 Th
HTENRESND,

5 G

7L< 7O PK T MHURIZHAR 2R A A L, CL DME L AR MEITREN TH 5, LirL,
tip VREALAG 722 mAb & H T, FIEIFEE O NCA OFEFR D . Coax 2 OV AUC 13 3 mg/kg PLET
FEITHHI LU THEAI L, Chougn 1 10 mg/kg UL ETHEIZHA LT ES L7z, 2 R CTHEE L7
7L< 70D AUC O BFEREIT 1.25 LHEE Sz (Pop PKi##T L V),

PwPK%W@Vﬁ1V~Vayﬁf¢i5’\7AW77®PK FAETHEEOWIRMEZER (K
H, 77 I KOMERD ORBICEIRERITRO oy, fOETR, S, A, BEE
R OPFFEEE 72 &2 O oo 428 5, 7&»?7@PKLW@L@w k@%%ﬁkKOKOTva
T DO PKITIFHARNEIEAARNE DMICERKRNERDH HEWITEO b oT-, Liz->T, H
ARNBE ZE DT 10 mgkg #5ICHE - HEREOLEEIT R0,

2 ERIME TS S5 10 mg/kg &L, PBMC TPD-L1 OFEWTO (90%H8) & Rk L7z,

G M O FEBISE R 1L A AN % & TR B 4 W%LLT~ELTﬁmoLJm e, EO
HhE & o B MEARAT 13 S0 MR BB MED S T2 2D R N D TH 1208, T~
2% D ADA DIFTEIZ L > CTT b= 71RO U A 7 GRS AR 2 B85 %00 5 L I3E 2 b
2o T,

T UL= 7 10 mgkg 2 R G- CORERIL, FEATRRLEMER OCREET 7 7 7 A WD

(ZERIRAVE R O & 2 Frginy 72 2820 & BE 9 5,

INLEBELIEER, 7-UL~7 10mgkg 2 HEREE S, FEAARNBEH L FRICHEARAD
mMCC & DIRRIZHERE S 5,
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6 {+f%
£272-34 PKIGEHRZEIT H2BEDOHEBREERER T —42
EMR100070-001 EMR100070-002 EMR100070-003 Total
Covariate (n=1490) (n=51) (n=88) (n=1629)
PD-L1 expression® (%) 2 {NC} 0 {NC} 2 {NC} 2 {NC}
(0-100) [521] (0-95) [11] (0-100) [14] (0-100) [546]
Tumor burden (mm) 60 {NC} 55.5 {58.5} 60 {NC} 60 {NC}
(0-750) [49] (15-195) [1] (0-404) [0] (0-750) [50]
Relative dose intensity (%) 100 {96.6} 99.9 {98.6} 99.4 {94.8} 100 {96.6}

(21.6-112) [0] (84.8-109) [0] (50-105) [0]

(21.6-112) [0]

Source: Module 5.3.3.5 PopPk report Table 5.
Numbers are median {geometric mean} (range) [missing (absolute number)].
n: number of subjects, NC: not calculable.

a PD-L1 expression categories are shown for 3 thresholds: the % of tumor cells staining with any intensity, the number

of subjects with at least 1% of tumor cells staining with any intensity, and the number of subjects with at least 5% of tumor cells

staining with any intensity.
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+£27.2-35 PKIEHZRT 22 BEDREREBEHTI) LT 42

EMR100070-001 EMR100070-002 EMR100070-003 Total
Covariate (n=1490) (n=51) (n=88) (n=1629)
PD-L1 expression® (1%)
Negative (<1%) 352 (23.6%) 31 (60.8%) 16 (18.2%) 399 (24.5%)
Positive (>=1%) 617 (41.4%) 9 (17.6%) 58 (65.9%) 684 (42%)
Missing 521 (35%) 11 (21.6%) 14 (15.9%) 546 (33.5%)

PD-L1 expression® (5%)

Negative (<5%) 575 (38.6%) 31 (60.8%)
Positive (>=5%) 394 (26.4%) 9 (17.6%)
Missing 521 (35%) 11 (21.6%)

Number of non-target lesions

54 (61.4%)
20 (22.7%)
14 (15.9%)

660 (40.5%)
423 (26%)
546 (33.5%)

1 309 (20.7%) 20 (39.2%) 13 (14.8%) 342 (21%)
2 297 (19.9%) 11 (21.6%) 12 (13.6%) 320 (19.6%)
3 216 (14.5%) 10 (19.6%) 9 (10.2%) 235 (14.4%)
4 100 (6.71%) 3 (5.88%) 10 (11.4%) 113 (6.94%)
5 80 (5.37%) 2 (3.92%) 13 (14.8%) 95 (5.83%)
6 36 (2.42%) 0 (0%) 10 (11.4%) 46 (2.82%)
7 28 (1.88%) 0 (0%) 3 (3.41%) 31 (1.9%)
8 19 (1.28%) 0 (0%) 4 (4.55%) 23 (1.41%)
9 6 (0.403%) 0 (0%) 1 (1.14%) 7 (0.43%)
10 9 (0.604%) 0 (0%) 2 (2.27%) 11 (0.675%)
11 5(0.336%) 0 (0%) 0 (0%) 5(0.307%)
12 1 (0.0671%) 0 (0%) 1 (1.14%) 2(0.123%)
13 0 (0%) 0 (0%) 0 (0%) 0 (0%)
14 1 (0.0671%) 0 (0%) 0 (0%) 1 (0.0614%)
15 1 (0.0671%) 0 (0%) 0 (0%) 1 (0.0614%)
16 0 (0%) 0 (0%) 0 (0%) 0 (0%)
17 0 (0%) 0 (0%) 0 (0%) 0 (0%)
18 1 (0.0671%) 0 (0%) 2(2.27%) 3(0.184%)
Missing 381 (25.6%) 5(9.8%) 8(9.09%) 394 (24.2%)
ECOG status
Fully active (0) 550 (36.9%) 35 (68.6%) 49 (55.7%) 634 (38.9%)
Restricted in physically strenuous activity (1) 935 (62.8%) 16 (31.4%) 39 (44.3%) 990 (60.8%)
Ambulatory, capable of self care but unable 4 (0.268%) 0 (0%) 0 (0%) 4 (0.246%)
to work (2)
Capable of only limited self care (3) 1 (0.0671%) 0 (0%) 0 (0%) 1 (0.0614%)
Missing 0 (0%) 0 (0%) 0 (0%) 0 (0%)
Number of prior anti-cancer therapies
(NACT)
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EMR100070-001 EMR100070-002 EMR100070-003 Total

Covariate (n=1490) (n=51) (n=88) (n=1629)
1 406 (27.2%) 4 (7.84%) 52 (59.1%) 462 (28.4%)
2 332 (22.3%) 14 (27.5%) 26 (29.5%) 372 (22.8%)
3 221 (14.8%) 15 (29.4%) 7 (7.95%) 243 (14.9%)
4 141 (9.46%) 13 (25.5%) 3(3.41%) 157 (9.64%)
5 94 (6.31%) 3 (5.88%) 0 (0%) 97 (5.95%)
6 58 (3.89%) 1 (1.96%) 0 (0%) 59 (3.62%)
7 36 (2.42%) 0 (0%) 0 (0%) 36 (2.21%)
8 25 (1.68%) 0 (0%) 0 (0%) 25 (1.53%)
9 14 (0.94%) 1 (1.96%) 0 (0%) 15 (0.921%)
10 11 (0.738%) 0 (0%) 0 (0%) 11 (0.675%)
11 4 (0.268%) 0 (0%) 0 (0%) 4 (0.246%)
12 1 (0.0671%) 0 (0%) 0 (0%) 1 (0.0614%)
13 1 (0.0671%) 0 (0%) 0 (0%) 1 (0.0614%)
14 1 (0.0671%) 0 (0%) 0 (0%) 1 (0.0614%)
Missing 145 (9.73%) 0 (0%) 0 (0%) 145 (8.9%)

Immunogenicity status (HAHA, ever) "

Never positive (0) 1396 (93.7%) 48 (94.1%) 85 (96.6%) 1529 (93.9%)
Ever positive (1) 55 (3.69%) 3 (5.88%) 3 (3.41%) 61 (3.74%)
Missing 39 (2.62%) 0 (0%) 0 (0%) 39 (2.39%)

Source: Module 5.3.3.5 PopPk report Table 5.

n: number of subjects.

Numbers are count (percentage).

a PD-L1 expression categories are shown for 3 thresholds: the % of tumor cells staining with any intensity, the number
of subjects with at least 1% of tumor cells staining with any intensity, and the number of subjects with at least 5% of tumor cells

staining with any intensity.

b HAHA (ever) as used in the Pop PK analysis included 13 unconfirmed positive results from study EMR100070-001;

61 (3.74%) were confirmed.
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#272-36 PKIERZAIT HEEED IO AAF R U HFREF DIER

Covariate EMR100070-001 EMR100070-002 EMR100070-003 Total
(n=1490) (n=51) (n=88) (n=1629)

Formulation®

Process A 557 (37.4%) 40 (78.4%) 88 (100%) 685 (42.1%)

Process B 482 (32.3%) 9 (17.6%) 0 (0%) 491 (30.1%)

Both Process A and B 128 (8.59%) 1 (1.96%) 0 (0%) 129 (7.92%)

At least 1 missing lot number 323 (21.7%) 1 (1.96%) 0 (0%) 324 (19.9%)
Concomitant paracetamol

No 61 (4.09%) 1 (1.96%) 0 (0%) 62 (3.81%)

Yes 1429 (95.9%) 50 (98%) 88 (100%) 1567 (96.2%)

Missing 0 (0%) 0 (0%) 0 (0%) 0 (0%)
Concomitant ibuprofen

No 1174 (78.8%) 51 (100%) 72 (81.8%) 1297 (79.6%)

Yes 316 (21.2%) 0 (0%) 16 (18.2%) 332 (20.4%)

Missing 0 (0%) 0 (0%) 0 (0%) 0 (0%)

Concomitant acetylsalicylic acid
No
Yes
Missing
Concomitant opioids
No
Yes
Missing
Concomitant systemic corticosteroids
No
Yes
Missing
Concomitant biologics
No
Yes
Missing
Previous biologics
No
Yes
Missing
Premedication with diphenhydramine
No

Yes

1245 (83.6%)
245 (16.4%)
0 (0%)

552 (37%)
938 (63%)
0 (0%)

1020 (68.5%)
470 (31.5%)
0 (0%)

988 (66.3%)
502 (33.7%)
0 (0%)

1028 (69%)
462 (31%)
0 (0%)

401 (26.9%)
1089 (73.1%)

51 (100%)
0 (0%)
0 (0%)

32 (62.7%)
19 (37.3%)
0 (0%)

33 (64.7%)
18 (35.3%)
0 (0%)

36 (70.6%)
15 (29.4%)
0 (0%)

40 (78.4%)
11 (21.6%)
0 (0%)

7(13.7%)
44 (86.3%)

67 (76.1%)
21 (23.9%)
0 (0%)

32 (36.4%)
56 (63.6%)
0 (0%)

65 (73.9%)
23 (26.1%)
0 (0%)

85 (96.6%)
3(3.41%)
0 (0%)

88 (100%)
0 (0%)
0 (0%)

29 (33%)
59 (67%)

1363 (83.7%)
266 (16.3%)
0 (0%)

616 (37.8%)
1013 (62.2%)
0 (0%)

1118 (68.6%)
511 (31.4%)
0 (0%)

1109 (68.1%)
520 (31.9%)
0 (0%)

1156 (71%)
473 (29%)
0 (0%)

437 (26.8%)
1192 (73.2%)
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Covariate EMR100070-001 EMR100070-002 EMR100070-003 Total
(n=1490) (n=51) (n=88) (n=1629)
Missing 0 (0%) 0 (0%) 0 (0%) 0 (0%)
Premedication with acetaminophen

No 334 (22.4%) 4 (7.84%) 28 (31.8%) 366 (22.5%)
Yes 1156 (77.6%) 47 (92.2%) 60 (68.2%) 1263 (77.5%)
Missing 0 (0%) 0 (0%) 0 (0%) 0 (0%)

Source: Module 5.3.3.5 PopPk report Table 5.

n: number of subjects.
Numbers are count (percentage).

a: The Pop PK does not impute Formulation for subjects with missing lot information on the eCREF, including when due to

skipped dose.
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&27.2-37 FRRRER VLRBEENREEOBE

10 mg/kg of avelumab once every 2 weeks (Q2W) (the maximum proposed clinical dosing regimen)

After the first dose with the maximum proposed clinical dosing regimen, the observed geometric mean
(CV%): Crnax 294 ng/mL (32.5%), AUCo.gay14: 25200 pg*hr/mL (25.3%), and AUCy..: 27700 pg*hr/mL
(27.0%) in non-Japanese subjects®, Cnax 179 pg/mL (19.6%), AUCy.day14: 20100 pg*hr/mL (40.0%), and
Therapeutic dose AUC.c: 24000 g*hr/mL (47.4%) in Japanese subjects®. At the steady state with the maximum proposed
clinical dosing regimen, the observed geometric mean (CV%) of C,x (at Day 127) 307 pg/mL (14.0%) in
non-Japanese subjects?, Cgo; (at Day 127) 208 pug/mL (42.1%) in Japanese subjects® and the estimated
steady state geometric mean (CV%) of AUC.iuy 26214 pg*hr/mL (35.4%) based on Population PK
analysis®

MTD not reached in human; 20 mg/kg Q2W was studied and was found to be well tolerated in human.¢

Maximum tolerated dose NOAEL: 140 mg/kg in cynomolgus monkeys’

No dose limiting adverse events were observed at the 10 mg/kg dose level. As of 20 November 2015, the
most frequently observed treatment-emergent adverse events (incidence > 10%) in study EMR100070-001
(all patients treated at the dose of 10 mg/kg of avelumab once every 2 weeks) were fatigue (28.8%), nausea
(22.5%), constipation (17.1%), infusion-related reaction (16.9%), diarrhea (16.7%), weight decreased
(15.5%), decreased appetite (16.0%), vomiting (14.7%), anemia (12.9%), abdominal pain (12.7%), pyrexia
(12.5%), cough (11.6%), dyspnoea (11.2%) and back pain (10.6%). Identified risks with avelumab include
immune-related adverse events (11.4%) and infusion related reactions (24.2%)°. In study
EMR100070-002, as of 20 November 2015, the most frequently observed treatment-emergent adverse
events (incidence > 33%) among patients treated at the dose of 10 mg/kg of avelumab once every 2 weeks
in dose escalation were stomatitis (50.0%), pyrexia (33.3%), white blood cell count decreased (33.3%) and
infusion related reaction (33.3%). Identified risks with avelumab include infusion related reactions
(33.3%). The most frequently observed treatment-emergent adverse events (incidence > 10%) among
patients in expansion were anaemia (26.5%), nausea (20.6%), decreased appetite (20.6%), pruritus
(17.6%), abdominal pain (14.7%), vomiting (14.7%), pyrexia (14.7%), dry skin (14.7%), infusion related
reaction (14.7%), fatigue (11.8%) and rash (11.8%). Identified risks with avelumab include immune-related
adverse events (11.8%) and infusion related reactions (14.7%)°. In the 3 Japanese subjects in Study
EMR100070-003, one of them had a grade 2 irAE nephritis resulting in sequelae of grade 3 creatinine
increase leading to treatment discontinuation’.

Principal adverse events

Single Dose 20 mg/kg

; d
Maximum dose tested 20 mg/kg Q2W and the median avelumab treatment duration was 10 weeks (range

Multiple Dose 1-64 weeks).

The observed geometric mean (CV%) after first dose in study EMR100070-001:
Ciax 470 pg/mL (29.9%), AUC.gay14 38300 pg*hr/mL (42.0%), and AUCy....
42700 pg*hr/mL (47.6%)*

The observed geometric mean (CV%) after first dose in study EMR100070-002:
Cinax 459 pg/mL (13.6%), AUCo.qay14 47000 pg*hr/mL (22.8%), and AUCy._.cs
53700 pg*hr/mL (24.3%)"

Single Dose

Exposures achieved at Study EMR100070-001:
maximum tested dose Observed largest geometric mean (CV%) of Cpax: 505 pg/mL (32.5%)?

Because dose-proportional AUC.,, at steady-state from 3 to 20 mg/kg, the
projected AUC., at 20 mg/kg is 2* AUCy.ay at 10 mg/kg: 52428 (2*26214)
pg*hr/mL

Study EMR100070-002:

Observed largest geometric mean (CV%) of Cgor: 575 pg/mL (11.2%)°. AUC at
steady-state was not investigated.

Multiple Dose

Cumax and AUC (after 1* does): 3 to 20 mg/kg every 2 weeks

Range of linear PK*®
Cirougn (after the 1% dose): 10 to 20 mg/kg

The calculated accumulation ratio was 1.25 based on the terminal half-life of 6.1 days and 2 week dosing

Accumulation at steady state . .
regimen

Metabolites Amino acids
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Intrinsic Factors'

Absolute/Relative . .. .
Bioavailability Not applicable (N/A) for iv infusion
Absorption Observed median (range) for parent at 10 mg/kg after the first dose: 1.5 hours (1-
Tonax 25 hours)® and 1.5 hours (1 — 3 hours)"
Median (range) for metabolites: N/A
V/F or V4 Calculated geometric mean (CV%): Vss 4.73 (44.2%) from Pop PK ¢
Distribution
% bound Mean (CV%): N/A
Primary route; percent dose eliminated: expected to be 100% proteolytic
Route catabolism
Other routes: N/A
Observed geometric mean (CV%) of terminal t,, for parent: 94.6 hours or 3.9 days
o (22.0%)* and 122 hours or 5.1 days (33.1%)"
Elimination
Terminal ty, Calculated terminal t,, based on Pop PK analysis across all dose levels was
146 hours (6.1 days)®
Mean (CV%) for metabolites: N/A
1 o 0, . 0,
CL/F or CL Estlma‘tecd geometric mean (CV%) of CL: 0.0268 L/hr (30.4%) from Pop PK
analysis
Age There was no influence of age on avelumab PK according to the Pop PK analysis.
Male subjects had a 19.9% higher clearance and a 20.3% higher V1 than female
Sex . .
subjects based on the Pop PK analysis.
Race There was no influence of race on avelumab PK according to the Pop PK analysis.
Hepatic & Renal There was no influence of eGFR on avelumab CL. No influence of hepatic
Impairment impairment on avelumab PK was found based on the Pop PK analysis.

Other factors

Albumin concentration was found to be related to CL. As albumin levels increase,
avelumab CL decreases which leads to a marginal increases in AUC values.

Baseline weight was found to influence CL and V1 in a Pop PK analysis. Subjects
with a large-weight tend to have a marginal increase in the exposure relative to the
median exposure when weight-based dosing was used.

Baseline tumor size was related to clearance: the larger the tumor size leads to a
modest increase in clearance and a lower exposure.

Premedication for iv infusion, acetaminophen, was found to be related to Q and
V2, which should have only a marginal effect on exposure.

The 3 mg/kg dose group showed a 26.0% higher clearance compared to the other
dose groups, resulting in a relatively lower exposure (however this result was
based only on 18 subjects).

Immunogenicity was found to be related to decreased V2, resulting in lower
trough concentrations.

Avelumab PK varies by tumor type. For MCC subjects the clearance was lower by
22.4%, resulting in a higher AUC,;, compared to all other tumor types. All other
effects of tumor type had only marginal effects on exposure.

None of the effects necessitates a dosage adjustment.

Extrinsic Factors

Drug interactions

DDI is not expected.

Food Effects

N/A

Preclinical Cardiac Safety’

In line with guidelines ICH S6(R1) and S9, the investigation of safety pharmacologically relevant
parameters of the cardiovascular, respiratory and central nervous system was included in the 4-week i.v.
repeat-dose toxicity study and in the pivotal 13-week i.v. repeat dose toxicity study in cynomolgus
monkeys. In both toxicity studies, heart rate, electrocardiogram, arterial blood pressure, respiratory rate,
central nervous system parameters and body temperature were unaffected by the treatment with avelumab
at the high dose level of 140 mg/kg.

In vitro hERG study: N/A
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Based on database cutoff date 20 November 2015, the number of subjects studied in study
EMR100070-001, a phase I clinical studies at different drug dose levels in different solid tumors are: 13
(3 mg/kg), 1452 (10 mg/kg), and 21 (20 mg/kg). Based on database cutoff date 20 November 2015, out of
Clinical Cardiac Safety 1452 subjects treated with 10 mg/kg of avelumab in study EMR100070-001 every 2 weeks, following
events were observed: Electrocardiogram QT prolonged and Syncope in 11 subjects each (0.8%), Seizure
in 7 subjects (0.5%), Ventricular tachycardia in 1 subject (0.1%). The Sponsor's continuous medical review
and signal detection activities did not yield a pro-arrhythmic safety signal so far®*.

AUC: area under the serum concentration-time curve; AUCo-day14: area under the serum concentration-time curve through
14 days; AUCo-»: area under the serum concentration-time curve extrapolated to infinity; AUCo-tau: area under the serum
concentration-time curve through time tau; CL: total systemic clearance; Cror: concentration at the end of infusion; Crmax:
maximum observed concentration; CV%: coefficient of variation, DDI: drug-drug interaction; hERG: human Ether-a-go-go-
Related Gene; ICH: International Conference on Harmonization; iv: intravenous; MTD: maximum tolerated dose; N/A: not
applicable; NOAEL: no observed adverse effect level; Pop PK: population pharmacokinetic(s); PK: pharmacokinetic(s); Q:
intercompartmental clearance; Q2W: every two weeks; V1: volume of central compartment; V2: volume of peripheral
compartment.

Refer to EMR100070-001 CSR, Section 11.3.1

Refer to EMR100070-002 CSR, Section 11.3.1

Refer to Module 5.3.3.5 PopPk Report Section 5.5.4

Refer to EMR100070-001 CSR

Refer to EMR100070-002 CSR

Refer to EMR100070-003 CSR

Refer to EMR100070-001 CSR Table 15.4.1.1.7

Refer to EMR100070-002 CSR Table 15.4.1.1.7

Refer to Module 5.3.3.5 PopPk Report Section 2

] Refer to Module 2.6.2.4 and Module 2.4.2.4
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#2.7.3-36 MRS D A BRI O G DHEREANIE H OEH] ATT 2D e 89
% 2.73-38 MNIEHMEEE L E 2 —REBSHEIC L 2R BERAIR FAS) e 92
#273-39 IERC HIENZ L D EESEIEAELFHAM] (FAS-B) oottt 94
#2.7.3-40 CIREELLE OERRBE AV VIR R A~ DT L~ TR K B ek
F%kﬁﬁﬂn&@iﬁ’%d<m%$&®#%&®m@ ................................. 97
#£2.7.3-41 RECIST 1.1 Z HWMNEHMIE R U B 2 —Z B SHIEIC K o BRENRNTER
TN THT-WRE (n=8) DERN—RT A UEEORNE, EEM & OFEIE
HO—% (EMR100070-003 FRBR) o.oooeeeeoeeeeeeeeeeeeeeeeeeeeeee s 100

#2.73-42 ]EUMWI%%MK@i%ﬁ@HVEJ_éé HIENZ K D i BRA IS
TN THT-HHRE (n=20) OERN—RAT A UREORHE, TN & OFEGE
HD—E (EMR100070-003 FRER) .o 102
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H—%
2.73-1 PERE RN OMSIFARIE H U B =2 — R B HEIC K DR E TOHIM &K OS2I
(ITT ZEIH) ettt 32
2.7.3-2 MNIFHMEEH U B = —ZESHEIC K AHER BRAIRBO A &= ORI
BEDOR=ZFA B DEACE (ITT HEFD e 35
2.7.3-3 BEEWRZED SLD DN_N—RA T A U NHR—RAF 4 U O BEE TOE{LE ATT
BEIH]) ettt 36
2.73-4 EMR100070-003 55k TR & 72@)1@“ DOIBKEDFRBD HAVTE T B e 37
2.7.3-5 MSZEAGIE B L v 2 —ZESHE I X 2 B/ {7 o Kaplan-Meier #if#
(ITT ZEIH) ettt 39
2.7.3-6 G 5% B 4 TR T TR O Kaplan-Meier BEBR (ITT ) oo 41
2.73-7 R AR AR I & SRR MR BT T 2 L O HUAS AU AR IR 0 I+ A HT ) oD bhig
(ITT ZEIH) oo 42
2.73-8 2AEFHIM O Kaplan-Meier FEAR ITT 2EE) oo 44
2.7.3-9 738 B OIES YA ADZE b & & Functional Assessment of Cancer Therapy -Melanoma
AT OBALEDHBIME ATT EE) oo 48
2.7.3-10 ORR OV T T N—TfRMfT D7 VA R 7w b (ITT M) e 51
2.73-11 TREEIELIE OB A LV VR R ORPUERE OS— M A) e, 55
2.7.3-12 TRBEIELIRE ST RIEE O BB OFEIL OS =M A) e, 57
2.7.3-13 FE 73R (EMR100070-003 #RER) . #1258 100070-Obs001 (5 A3 IE 5 72 /5
) KOSCHER (Iyer 5 2016) D4 %ﬁfﬂ;ﬁf’ﬁ@ Kaplan-Meier B ...........c........ 67
2.7.3- 14 PERE RN OMSIFHARIE H U B =2 —F B HEIC K D30 E TOHIM &K OZE2h I
CHZRAL N E3) ettt 70
2.7.3-15 PR RN OMNLFARE E U © = —F B SHEIC K DR E TOHIM &K OZEL M
(ITT ZEIH) ettt 75
2.7.3-16 MSTEHIIEEH U B = —F B HEIC X 5 B IEA {7 ] O Kaplan-Meier #hifz
(ITT ZEFH) oottt 77
2.73-17 2/EF IR O Kaplan-Meier #HfR (ITT FEM) oo 79
2.73-18 MSZEHMIIE E U B 2 —Z B HEIC L 2 I A © Kaplan-Meier HhifR
(ITT4EM., 1% &N 5%D 1 > zL7 TO PD-L1 FEEBURDLA) oo, 82
2.7.3-19 MSTEHMIIE H U B = —FBSHEIC X 5 24EFHE O Kaplan-Meier Hiff (ITT £
. 1%&ON5%D A > b A7 TO PD-L1 FEBURILBN) oo, 83
2.7.3-20 PR RN OMSIFARIEH U E o — R BB K 2 BRI, RigERE T
O LORMEEFZDDOIME (FAS-C) oo 93
CONFIDENTIAL 4/104
Document No. 0900babe80d04fa5v3.0 INFORMATION

Object No. 0900babe80d4d36¢



TS 2.7.3 BRRAIAMEDOE
BE—%
5 Jeak HAGE

1L first-line chemotherapy — IR

2L second-line chemotherapy TR

2L+ second-line or later chemotherapy CWRIRIELIRE

3L third-line chemotherapy = UIRE

AE adverse event AEFER

BOR best overall response i BAA R

CI confidence interval {5 DX

CR complete response SERZER)

CSR clinical study report TR G s &

DOR duration of response ZE5N ]

DRR durable response rate Frge 2820 =R

ECOG PS Eastern Cooperative Oncology Group Eastern Cooperative Oncology Group
Performance Status Performance Status

EHR electronic health record electronic health record

EMR electronic medical records electronic medical records

EQ-5D EuroQol-EQ-5D EuroQol-EQ-5D

FACTG Functional Assessment of Cancer Therapy | Functional Assessment of Cancer Therapy
— Global — Global

FACT-M Functional Assessment of Cancer Therapy | Functional Assessment of Cancer Therapy
— Melanoma — Melanoma

F/U follow up follow up

HIV human immunodeficiency virus b MR A LA

HRQoL health-related quality of life. health-related quality of life.

IERC Independent Endpoint Review Committee | ZS FHMIEH U B o2 —FE S

IHC immunohistochemistry o kAR L

vy | e

iKM iKnow Med iKnow Med

irBOR immune-related best overall response Sy B i B 5 2 R

irPFS immune-related progression-free survival | 5% BEE 4 HE A 7711 f
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TS 2.7.3 BRKHIA OB
e JEE HAGE
irRC immune-related response criteria immune-related response criteria
ITT intent-to-treat intent-to-treat
iv intravenous HRARA 4% 5
KM Kaplan-Meier Kaplan-Meier
LN lymph node lymph node
MCC Merkel cell carcinoma AV KR
mMCC metastatic Merkel cell carcinoma HRRB M A Lo Ll e
MCPyV Merkel cell polyoma virus AT VAR Y F—~ 7 A LA
N/n number of subjects number of subjects
NA not available/ not applicable not available/ not applicable
NE not estimable/ not evaluable not estimable/ not evaluable
NTL nontarget lesion nontarget lesion
ORR objective response rate KEIZR2h=2
0S overall survival AT
PCR-MCPyV g/ifer:lr{rfllirclzg tI))}(f) llec?lr}rflr?l;/;:;: ztli?llrf reaction lc\l/e[:eﬂr(rillirclil1 11:}(/) gglr;;;:;z zt}?;?; reaction
PD progressive disease HEAT
PD-1 programmed death 1 PASE AN ) I A
PD-L1 programmed death ligand 1 7'a 7T LARSEY TR 1
PFS progression-free survival YA A I
PP per protocol Per protocol
PR partial response #5322 %)
QOL quality of life EIEDH
RECIST 1.1 Response Evaluation Criteria in Solid Response Evaluation Criteria in Solid
Tumors version 1.1 Tumors version 1.1
SLD sum of target lesion diameters TR D RN
SD stable disease HE
TL target lesion target lesion
TTD time to treatment discontinuation time to treatment discontinuation
TTP time to progression KA
UNK unknown unknown
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p=(110)
iyl
puni
=118
O

5 PR
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1 BEREUHEH

A VRS (Merkel cell carcinoma; MCC) (XEE T, Ama &I HKETHY . AR INZIA

BER T BT v AHEDS AEMEFEITITFE LR\, MCC 1, A VT VHIaR U A —~ oA LA
(Merkel cell polyoma virus; MCPyV) | 88N ~DWREE, S fii K OVEifls & BE o & 2 2B B

HMEEE CTH D (Agelli J U8 Clegg 2003, Feng 5 2008), = DA/ 772 Bz Ji& HEME A | A8 PN 23 WA RIS
WS, mWEITERER, NIBIEERE O TR E2H > T D (Becker 2010, Boccara © 2012),
MCC I, Toker 1T & 0 B D FMRIE & U CTRANZHRE Sz (Toker 1972) . B2WRE, 12 & A & MCC
BEITRIMEEEZA L (70%~80%) . FTE U o "Eifinfi 9%~26%. EFRIEEIT 1%~4%80 5
5 (Pectasides © 2006), L72>L. MCC DJFjprints, U o/ "Hiln K OV REsfE OB 1L, BEauv
1 (20%~75%) WN#E STV (Prieto Mudoz 5 2013), KE T, 2011 EO4FM MCC R ERIT
100000 Ad7=0 0.79 %4 L HEE STV 5D (Fitzgerald & 2015), BN TD 1995~2002 4EDFEER T
100000 A& 720 0.13 44 LA STV (van der Zwan ﬁ; 2013), HARTO MCC DO EEEITAH
ThoH01, AARKEEEEG P TRAEITHEZBESIC L 2 2EFAAEIC LU, 1997~2001 FIT%
Fk A7 MCC FEAEMEIT 97 figk 72 & 107 4 &%&iémru\ %, ZhUE, A UHIRICBE S -
J M R AR AR 21670 £ DFB X 0.5%IZFH% 5% (Ishihara & 2008),

BRI A MMEDOEZEE ClL, A7 — Y IV. ML (FTE U v Ei &l 2 72 858) TERIEE 41 9 MCC
HRFEME A LA JUHIIEEE  (metastatic Merkel cell carcinoma; mMCC) & €& L7=, T FE TO#HE T
B OFER O P RAEIIH 76 B TH Y, BED 5%~ 12% THBMHEENB D 5ND (Agelli L
Clegg 2010, Fitzgerald & 2015, Allen & 2005, Lemos © 2010), mMCC (ZZ2WiRfICiBH b D Z & 1%
Y7 < mMCC BE DATFERIZIEKV, Santamaria-Barria & O T, 161 % » MCC BE TIIAT—
VIVOEBIL154 (9%) TROLNT, TNHOBED SEAFRIZ 0% TH Y, L FE TOHM
OHPRfEIX 6 » A, FHMEIXZ 78 » A THo7= (Santamaria-Barria H 2013), MCC iZZ2Witk TS &
BT 5L, 2k 3 FELINIC mMCC ~#1TT 5 BE A Z W (Lemos © 2010, Allen 5 2005), £7-.
B2 MCC BED D B K 6%N AT —V IVOREEFETHD EHMEINTWND (Fields H 2011, Allen &
2005), mMCC BFEDAEFRITERS | 5 FEFRIT 0%~18%é:$&¢ézhm\é (Allen & 2005, Lemos
5 2010, Santamaria-Barria & 2013), HITOME Tlx, EWRIES 2 AT 5 784 £ DHEE D 5 FALFR
1% 13.5% [95%fE#E X ] (confidence interval; CI) : 11.0~16.3] & #HE S TS (Harms 5 2016),
AARTIZ, MCCREE3INR LD I B, 20408 AT—V IV LB &, AT —V IV OBRED 2 F417
RN EAEGFRIZIEZNETN %L DR 0% THoT-EME SN TWD (55 2015),

MCC ~DRIEHFENFAET D 2T T HEONOTET UV APRREN TN D, MCPyV I
MCC BHE DK 80%IZAF(E L, R LR 2 VO TR L 723 o 77 /L TORBLEIA 13X 97%1
#9% (Feng © 2008, Santos-Juanes © 2015, Rodig & 2012), HATIL MCC £ D 72%7 MCPyV
F%‘rié:#flféém Z OEYEEIS IItE T OME EFELL LT D (LS 2014), 2D U A L AIL DNA

IZELD iAE AL, MCPyV 77— T HUROFRBLZ NE S, [ESEOMHAEE L, BRI EET D

(Feng © 2008, Bhatia © 2011), 7 A /L ARRVERRE Cld, 4ESVERRER & B39 5 mutation burden
RIS CHE CTH 0 | BrAEFUROR B, % RO KK ORS < ITMEFIC K 5 %EE
WELZ DN D EEZ LN TS (Wong & 2015, Goh & 2016, Harms 5 2015), b haEREw A L
Z  (human immunodeficiency virus; HIV) JEHY, REE O ik TR M ONE I ae R AL C K 2 Sz i)
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X, MCC DY 27 EH-LHHBLTW5, 72720, ®EAR2EZ AT 5 MCC & 1X, 4 MCC £EH D)
8%~10%T& 2 (Heath © 2008, Paulson © 2013),

MCC (bR 2 325, 220 (duration of response; DOR) (3 < . EHIDZhn
BFondEFITD R, KEREDAERTY NT—T A FT7 A4 TIE, A7 —Y IV O MCC IZ
X DAL FEREI T ST T MCC 2MESFERIEIERZ 2 R T2 BT VARSI TV DR, &
IMIFFE L7 LEEE ST % (National Comprehensive Cancer Network, 2016), [FIERIZ, 5
EDORKINDITA RZ A 2 (Lebbe © 2015) Tidk, [LFHIEIC K 2Z82hi% THefeif 2 m < 2
fil (overall survival; OS) OHRAEIL 9 » H T, milnEF TEMENRVY Ll TWb, RFTET
PEXTHEREE MCC BB 2t & L7z 1 3R ClI b P E DO #ME & B D & 558 T OFBIEIA1X7.7%
THY, 65aEBADBEDHLEIL16%TH 7= (Voog 5 1999), BID LHERTIX, MCC B3 TD
(b=l L B D & 5 1 O BLEIAIL 3.4% Th - 7= (Tai © 2000), LLEX D, mMCC i3# 727218
PRI A~ DEFF=— AW REWEFICFDREBRTH D,

7= 7 (BFE = — K :MSB0010718C) 1%, 7’1 7 F AHilASE Y 77 R 1 (programmed death ligand
1; PD-L1) ZHERN LT D%et MygErZa7 ) Gl /7 e—FAfikcdh b, PD-L1 1L, kT
= 7 RA Ve LT EEMINE, mEPNAMAE (Fife & O Pauken 2011, Riley 2009) K% < OfujE
AIRIZHEEL L Tl . MGG 00 2 RIEET 2 BRICFIH S Tnd, 7L~ 71X PD-L1 IZHEE
L. PD-L1 L ZDOZRIKTHD 7 07T LHIBES 1 (programmed death 1; PD-1) & OFH A A/EH %
T 5, ZHUTLY ., PD-L1IZ L HHUEE CDS Btk T MR OIS ER 2308055 S dv, ARG T M
DIENEE T2 Z ENHIFFSIL D (Sharma & O Allison 2015), T MifRIRZ % #]9-% PD-L1 ORE
HDOPE| KO PD-L1 FEBL & D T4 & O WM. PD-L1/PD-1 FHA/E % K9~ 2 e ik
X, FEFICHEREIE THD EEX DD,

MG ENE T T 2 7 %7 — Mk O~ 7 v 77— OfE s b AT el i ik O =% BRIk L OREAIZ
B3 20 EDERME T T, 7L~ 7 DBHURRAEMERIR 55 2 0 U CHUEBHEME 2 58419 5 B O EH
B MFAET D ATREMEDSV R STV D (Boyerinas B 2015), T HIFIGZE OMHNIZ %42 PD-L1 D%
FIOBEEMEND . 7L~ 713k A RIS 2 1pEE L LTRHBET Th 5, T4 E TIT 1600 4
EBZDRANFERE N T v~ T OG22 T 5,

MCC O B K OVE BHIZ IR 2 e iR (213 PD-L1 23388 L T % (Lipson © 2013, Afanasiev
5 2013), & 512, PD-L1 L PD-1 RO 7 ORBLNTLHET D 2 LIV, MCPyV O & /X
7 R R 72 ISR CD8 & UY CD4 B5E T M AY MCC BB N CTHENNT % (Afanasiev © 2013,
Iyer © 2011), $ % BEINEl~ — I —D 2N 6 ORI/ N Z — T MCCIZHT 2% TF = v 7R A
NREIRIZ X DIEE O AREMEZ BB T ORI L 7o > T D, S HIT, T A )V ARYERRE CIEEibURO
FEEUEN (Harms & 2015, Goh © 2016, Wong 5 2015) K UMk rlREME & £ o SRAMRIC L D
EHEFVEDRD b D T ENFIME SN TWD, fif, A7 — Y IV O MCC iBEZx% L Lo
INHIRR 72 50 T FHERER C, —WRIEYE  (first-line chemotherapy; 1L) & LT G- L7 HL PD-1 HriR#iAlIz X
2 NEGAR/NDR D358 D Hv7e (Nghiem & 2016b), 4L 5H OFFRLIEHT PD-1/4T PD-L1 #2371
MCC BBFE DIEREINL E RV EL L2 FTLHHDOTH D,

BRI IO ZE ClE, &b THRARZEME LT, BREEE M1 XIIAT7T—Y1V) #H L,
W% D IL BICHEBPET L2 BE O —REMARNR L Lo, KBTI r AT T 4 7R
FIRBR COT L~ T OHEIMEEZERI L TV D, EHIT, 7L~ T ORIMEORERZ TR Tk
LRIEDORER (T~ T OFERBROBE L LTER LIZL hu 20T ¢ 7B OfE R
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KOSCEROFER) Lt Lz, 26O T7—X X, mMCC HBFEDIRE TO T )L~ 7 O K&
RRT7 4y heXRELTWD,

1.1 AT IVHIRRE F S E T AT ALY T ORARKETEOE

BRI A MO ECTIE, 7V~ 7 Oilis% mMCC &35 2 & &3 Rd 5 8RB
(EMR100070-003 5B/ S— F A, =& v A7 H : 201643 H3 H) OfEREERL, 3&L L
TLFIRIEZ 2T 72 mMCC B Zxt5e & L7288 100070-0bs001 DFER & el L7-, Nz T,
EMR100070-003 &/ S\— R~ B (F—% v b4 7 H : 2016 4 12 A 30 H) OHRIBITFER LR LE

21T,

«  EMR100070-003 3Bk (mMCC FBE 23Ul T b~ 7 O R OVZE 2 et 25 11
A, FEEM, SZhuskLERER) X, mMCC BFIZT L~ 7 10 mgkg Z &5 L7 EERE 1
I, HEERBRCH O, RBRIEMT CTH D, ABRD/S— N A Tl IL DL EDOLZEFRIEIC X DRi
TR DRI EETT AR b mMCC B Z X5 L Lz, b ZIRIFEIELIEE (second-line
or later chemotherapy; 2L+) DOHERE DT — X ILEFIRIANEOBEIZ & £4, £ OFEMIZ 1.2
THIZRE#HE LTz, 7= b BORBRT VA 33— b A LREETH DN, B EMEZRIGED AT
—VIVO mMCC & & LT D RNRR > T2, ZIROFHeHE A B L CRHliT 2728,
3= b B OFEFARE H 1Tk B G205 (best overall response; BOR)  Tld7z < FifieHZ 0=
(durable response rate; DRR) & L7=, 2016 455 2 DU S BA4A L 7=/ Y— ~ B O W R FEATRE 5
HARERRA DO E I E O T,

o BIEMFIE 100070-0bs001 ({LZFEIE O mMCC BE OEREER 25l 2 L ha 207 47
IREEIESE) 1. & IHAHRER (EMR100070-003 545%) O BRAEM & RO BFEM To HRRE
WTOBENEREGEDLZ LA ANETLBILEME GENA. LEirAXT T 7)) ThHY, BE
IZ5E T LTV 5, BIEAFSE 100070-0bs001 TIXZEERMET — Z 1XIUE L e o 72,

FF 255k (EMR100070-003 7kB&%) & #E2F5E 100070-Obs001 D E/2T WA » OFFEEF 2.7.3- 1
\Z7~k 9, EMR100070-003 7Bk /S— b A TiX 2L+HEFIZ/N— F B TIX IL BEFIZ T~ T 25 L
7o BIEWIZE 100070-0bs001 D/3— ~ A TIHKE D FEHR TO 2L+ KO 1L OALFHRIE DR R A2 7R
L. 73—k B TN TO 2L+DALFRIE DO PRI AE 2~ LTz, &3R8 OFERIT AR O BRI Gk
L7,
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3 2.7.3-1 FE4HER (EMR100070-003 5%5&%) & #RZ2HFZR 100070-Obs001 D EGETH A DL
Feature Study EMR100070-003 Study EMR100070-003 Study 100070-Obs001 Study 100070-Obs001
Part A Part B Part A Part B
(Evaluation data) (Evaluation data) (Reference data) (Reference data)
Type Prospective clinical Phase II Prospective clinical Phase II Retrospective observational Retrospective observational
(pivotal) (confirmatory)
Design Single-arm Single-arm Database review, i.e., electronic | Database review, i.e., data
medical records followed by collected as part of MCC registry
patient chart review
Setting Outpatient Outpatient Mostly community Mostly academic
Location Global multicenter, including Global multicenter US, multicenter Germany, Austria, Switzerland,
Japan multicenter

Population mMCC, distant disease [M1 or [ mMCC, distant disease [M1 or | mMCC, distant disease [M1 or |mMCC, distant disease [M1 or
Stage 1V] Stage V] Stage 1V] Stage V]

Line of therapy 2L+ 1L 2 cohorts: 2L+, 1L 2L+

Avelumab dose

10 mg/kg, iv, once every 2 weeks

10 mg/kg, iv, every 2 weeks

No avelumab. Examines
treatment outcomes following
chemotherapy

No avelumab. Examines
treatment outcomes following
chemotherapy

Duration of treatment

Until therapeutic failure,
unacceptable toxicity, or other
criteria for withdrawal were met

Until therapeutic failure,
unacceptable toxicity, or other
criteria for withdrawal were met

Based on real-world clinical
practice

Based on real-world clinical
practice

Primary Endpoint Confirmed BOR according to Durable response, defined as BOR using RECIST as a guide, |BOR according to clinical
RECIST 1.1, by central review | confirmed BOR of CR or PR as assessed independently by judgement, as assessed by the
by IERC according to RECIST 1.1, by trained reviewers (or raters), treating physician, based on

central review by IERC, witha | based on electronic records existing registry data
duration of at least 6 months followed by chart review.

Additional efficacy DOR?, PFS, OS BOR, DOR, PFS, OS DOR, DRR, PFS, OS, TTD DOR, DRR, PFS, OS, TTD

endpoints

Patient-reported

Changes in EQ-5D and FACT-M

Changes in EQ-5D and FACT-

None

None

Outcomes scores; subject interviews M scores; subject interviews
Statistical Multiplicity adjustment in the No multiplicity adjustment as no | Descriptive analyses Descriptive analyses
considerations primary analysis of BOR to confirmatory interim analysis for
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T 2.7.3 BERAAE M OB E

account for group sequential DRR. Descriptive analyses for
testing approach, including all endpoints.

repeated confidence intervals.
Descriptive analyses for all other
endpoints.

Source: Study EMR100070-003 CSR and Study 100070-Obs001 study report.

Abbreviations: 1L, first-line chemotherapy; 2L, second-line chemotherapy; 2L+, second-line or later chemotherapy; BOR, best overall response; CR, complete response; DOR,
duration of response; DRR, durable response rate; EQ-5D, EuroQol-EQ-5D; FACT-M, Functional Assessment of Cancer Therapy - Melanoma; IERC, Independent Endpoint
Review Committee; iv, intravenous; MCC, Merkel cell carcinoma; mMCC, metastatic Merkel cell carcinoma; OS, overall survival; PFS, progression-free survival; PR, partial
response; RECIST 1.1, Response Evaluation Criteria in Solid Tumors version 1.1; TTD, time to treatment discontinuation.

2DRR (6-month) was estimated in a post-hoc analysis.
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mMCC BE TOT ~)L~ T OFEINET 1 7 7 A )L O ARRER 1 535 (EMR100070-003 35k

REAE R R OVBIERFZE 1 3B (100070-0bs001 5Bk, ZEEE ISV Tirbh b, AET
VA % 2T % 72 D12 Eiti & 72 EMR100070-003 iR DT YA oW TR 5, B, L%
WL AT 72 mMCC B#FED e A ~ U 1/v7 —% % EMR100070-003 ki ~2% & L 92 HHT
Ikt U 7-BIEAFSE 1 3Bk (100070-0Obs001 #85%) OFT HA >0 THELR LT\ 5,

1.2 FELGEII4HEER (EMR100070-003 5158) DOHE

%5 1 AHRER EMR100070-003 3B IX, 7L~ 7% mMCC ~DE)is & L THEET 272D D EHER
R TH D, ARBRIIERLGEEZATL2EREICT b~ 10mgkg % 2 BBIC 1 [EFIRNES-45
ERRIE, BB E L TERTTH Y, BB REIIT T LTS, BUE, EITHUTEB D
MCC (Zx 4 D AKGEH H DIRRIEIT e, ABRZ BB e Lo Z Lid@b L B2z, £/,
AFHRERE O T o A2 H T 5 kL (second-line chemotherapy; 2L) DALFFEEIIAFEE T,
BEERIE DAL LWz, AR COFHIEZ -V W2 L3l b) & & 2 7o, EZFHITE B IE, IR
FHlTE H L B 2 —Z B2 (Independent Endpoint Review Committee; IERC) 7% Response Evaluation Criteria
in Solid Tumors version 1.1 (RECIST 1.1, Eisenhauer % 2009) % FV CH|E L7~ BOR & L7z, BOR i%
S D REIGEAE N R A BRI T & 5700, HEERBROFGIEA & LTt & & x 7=, BRI A
121X, DOR, 6 # A HXK W12 » A HOZENIRAE, HEHEAFHIN (progression-free survival; PFS) K
NOS 3 E F 4172, EMR100070-003 75k (X, mMCC DR & %f 4 & L7z ZHVE T T b KB (n = 88)
T, bERZRANE T n A7 T 4 TR TH D, ARRTIIAT =V IV CUIMID) OFEEEA
T ¥R AR & Ue, ARBRITTEERHHE A (RECIST 1.1 12555 < BOR) DH|E % IERC 73
1Tolzm, WONZFTER) (58428 %) (complete response; CR) M OV 43 78%h  (partial response; PR) ] % 2
[B] B O EG M CHREE Lokl & L CHEE T 2R THIETH H, HARTT N~ 7 % HiE
572, BAND mMCC B TUERBROMANIEEIC BT 28 2, Feft nlne 72 #iPH Ch RIRAMA
FRiate X9 FHE L CHERM L7z,

1.2.1 BEEKMH

F 272 EMR100070-003 R Cix, #8%I1C IL DL ED(LHRIEE Z T - RICEBETRRD b1
oM A D MCC B ARG L LTERY . ZNIER=—ARRHREVWERALEZ -2 LI
£, T2y MEFRIEIC X DR AT 5 B8 3K & Lien, Siiki3EB#%o 1L 2L
FOALFFREITE O R o T, ToUL 7T THESERE K CTH Y . MCC 1354 L B
AN D 570 RN EMETIIREARRBEE IR T2 2 & & U HIV YL 18D v [ i,
LD HEMELR R NRAR AL S OV Z ISR K DV A2 LB & T DR A2 A7 5 BF LRI L7z,
BRETHBE T, AARNBELRKNBHAAND Z L& LT,

TR - BRANEEZ LU TSR

o HRRFRYIZEZE S T2 MCC
o JEBEHIRFOYA KT F 20 CULEMEREBE TOMAE TR YA NroF o,
AE1/AE3, Cam5.2 DDA ~r 7 F L 368) Ok Z2fmitisic L 22
WrC MCC D3R8 S 7= B
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o PBREITEBIIEEA G T OBE DR E L, MCC 233 XUTUIFRAHE T b 2 B3I D
S idbRst Lz,

s mMCC (Zxf L THEFRIEIC L D 1L UL EDOIRIERER H 1 | ELL O LFHRIEO FEZ ISR BN
BT LIREZSE Lz, BAMICIE, mMCC iG# L L CUL RIS A9 biE%L IL UL
ZTFHEELEZ v aRAT7 IR, RARTHY, R¥RYLEV Y, ZEALEV Y, BV
TJIVAF U ANVKRTTTF, VATTF o, ARV RITMAAINRTZF o NI AT
Z7F - O0FH

o ERAHBIEROBRI FTRERBE CHrEE 2 A SUTA AT 4 BN ORRIE, 2 b 28T
WA IXREE R T A

«  XXEEKEFD Eastern Cooperative Oncology Group Performance Status (ECOG PS) 725 0 % 1 OB

o R 12 HML EEHEE S NDEE

o BESELITEMRE (MCC ZFR<) IZREL TWRWESE, EL, RIBIEREZ1T- 72
— RO RAENENELS A R <,

« RECIST .1 (ZE-SZ G-l rTREZ2 1 ROTHIE RTREIZAED | o FTLL Ldb D 8E (BEWRAE A G 1)

«  PD-L1 X MCPyV OFBURILIZEL S < 5 OBIUI TR0 o 12,

o T TIERERES UCERT 2720, SEIHEEIC X 5165, HIV EEE, 8HE Y o3t
TP 2 2 o MR B VBT IR A 7 £0C 2 0 RSV S04 R D g iR iE 12 & 2 FR
FIIBRAN LT,

o HORERBBEITRRI LI,

o BETF = ZARA v MEREE AT T AL RITEERETHEIC L D IERED B D BE TR L7z,

o TR AIREODFRIEEFE Lo Tz,

1.2.2 REDER

FERHE WAHER (EMR100070-003 55%) O M EX, 7L~ 7 10 mg/kg @ 2 BN 1 [EFHIRAN
e Uiz, @B, 4 1 MHEBR (EMR100070-001 38%) T/ &t OBEMENRD 5
. 20 mgkg £ TORELEEG Lo FHE#E S— N CRRMARICEE L 22 o7 2 LICHESNT
V% [EMR100070-001 {5ER#a4G 2% (clinical study report; CSR) ZMB]1, 10 mg/kg @ 2 @RI 1 [A]
B G- REO RN I HAZHIIE O PD-L1 OFER A ZRITE < (90%H#) . in vitro LT ex vivo ikl C/R &4
TEERE ARG CE OHETH D LB X BN (EMR100070-001 35k CSR ).,

1.2.3 AEE

T YL~ 7 % 10 mg/kg O FET 2 BRI 1 EIFFIRNE G- Uiz, FESHE (RO RE{g e O R
PDERICL HRERE DN ZE&Te) & 6 B Z &2 L, RECIST 1.1 Z FW TSR/ h 52
Ebj;o 7&{%&iu?®ﬁﬁxﬁi T?ﬂ—ﬁ‘)h [/71:_0

o IR (BBRANICERZELRS WG BIERZINC XD PD % bIAKE 2kt TS 7o)

CONFIDENTIAL

Document No. 0900babe80d04fa5v3.0 INFORMATION
Object No. 0900babe80d4d36¢

14/104



T 2.7.3 BERAAE M OB E

o R TERVEME
o [FERLE
o IRBRIEM A E CHUE U2 IBBROSOIIRBREE O 1k FEHE R Ak

TRBRFH Y AT & 0 i CR 233 ST feBRar 1, TR Y R O C CREE®R D 72< & b
6 n A, ETI2 5 AMOWEREZIT 5 Z ENTE -, BBRIYEMS, 12 » AMZEB 2 516
THBRERRIRT 4 v NEFOND AR S D &5 2256 IRBRIKEE & ik L7z ETIRER
PR & Au72, CR WEE L7-BRE CIRIEZ K T LIZRICER DA DIV, £ OFERBPARIEER D& Tl
Th DG, RS EAOHW & EFHEARZOGED L THEKEAZ 1 HEET 2N TE 18
WA CTX ADWBRE L, B L T UL~ X BIRIEEZ B IE L T nWE & Lz, 1R %2 FHBE
L 7o R I3ARTIRI R~ DO SN2 ke L, 1RBRFEMFHEE L ORI A 72— T#ITE T OR 7
V2 — )VITHEVRIE L A - BlE A i L7z,

BRI IR P 5. L R OO 252 1 5 7- DIz, EHIMIC kR L7,

124 FEFMHEEBEE R VOZDMOFREEHIEE

F 225k (EMR100070-003 #88#%) O FEZEFHMTE H 1%, RECIST 1.1 Z Hv /= IERC #7E (2 L 5 BOR
TohHo7-, BORIIHFHBIAIZEZNZ (objective response rate; ORR) DFEHIZH VY, ORR IFMESHHE/Nh S
AEHETMCE 5720, HEEOE I ARBROFMEE & LTl & & x 72, ARBRORERI T
T HGRFE S LT BT ACEED HRRIBIIFIE L2 W e, HEEOT WA i) & & 2 7=,

FEEHMEE 2 M5E 3 2 b0 & LT, BIREHMIEE 2, DOR. 6 » H H XN 12 » H H DZRZNIREE,
PFS XX 0S # &7,

IBANfEYT & LT, DRR, Z82hE CTOMIM], JEGHE/NE, BT Ok P15 FE R O B IR (time
to progression; TTP) & 7 ~L~ 7 EHFD PFS O el OMEIRIINCER D H o8k % In 7 7 v—7

(AERDLFIED LY A A48 BB A X, SN &) DT 21T o 7o, F1o, FEMRHT O
FE R OERENE 2 ST 2 720, FEEFHMEE B OBRESNT 21T o7,

HRHBEEMR

F M H 1X RECIST 1.1 % /= IERC HEIZ X HHEE BOR Th o7, IERC ITHUHFREEFE
1 AR OERME 2 452Gl KK 3 A0 DS L7z, TERC O&EFNL, KRG T L &R
TR (B8R~ > v 7/ FRREHE) ZResB L, RECIST 1.1 % W TR E O 4 2 M S o
i/ NN AHET D Z & Tdh o7, [ERC DT DR A L 73— HERR K OEFT 7 1E D 6T IERC
IZ & D LB 2 —DOBMERNCHE &7z IERC M4 (EMR100070-003 545k CSR {1k 16.1.16 ) 127
#H L7-, IERC OEREMEZ LI TITRT ¢

o BTN LCR Y L FEENE /N RS 9 2 IRER Y Al 0O ) E K O R 04 BLRRE & 0
HZ L, VEa—KUOWIRF O EZTE T LT,

+ IERC BUIX IERC IZ X D U B 2 —DOBMAFNZHE S 4, SGETRRIZITRHMEE ORI E1TH Z &
E L7,
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o BHERE OFRPERFO 2T OISO WG LK OEEIL, [ UBAHREMEN L E2— LT,

o R=RT A UDNDEMRPERAEL T, BORBREMEICL D U 2 — 1 TEE O KB Z &2
NEZNZSEhE U, BRGNS R O FE TR DO KBED L a2 — 51T 9 RilAT - 72,

o L E o TEBEAICITV, OISR X D RECIST O 2 i L. #KIZ IERC EE
(2 K D RIS M O & W 23 5 T2 8D D Z DA D BR IR TR Ot 217 - 72,

o F—HOMWEE T IERC BHUEAETV Y, IERC H1#I K OV RECIST (255 < FEA o0 — B M 2 4%
AEL 72,

e 7E BOR 1%, RBRIEEGBALAN D PD DS idk S LD £ TORTOMEEHGKEE (ROPLA AR
PRaaREZBR<) THOLNT-R R OEGHE/ IR T, U TR THEDOEHZHI-T b0 L ER LI,
e ORR I, e BOR 28 CR XX PR TH - 7-WrEDEIS L EFE LT,

RECIST 1.1 (235 & | @G/ NIROMEEDEIILL T O®mY & Lz :

+ CR XIZ PR i% 2 [81 B OREE AN CRAE LIS & L CHEET 20 E R H Y . 6 BB
TEH 723 A 7 ¥ 22— Ve - T, ANCEIIDEERI N T D 6 HRICHET 2 Z &0
LELWA, HPICCR UL PR BEHIN T DR L SHEBOBBEEZELS Z & & L,

+ PRI, HHIZ PR MELEk SR OFHHEF R L D L DORES THEE T 5 2 EXR[RETH - 7=,

+ BOR ZZ/E (stable disease; SD) & H|ET D7D OWIMIL, 1BERIERGFAENG 6 WL LIE &
EFe L1z,

ZRN R

DOR |, RECIST 1.1 %\ 7z IERC HIEIZ L U ERh D E L 7o B HBRE N2 DWW T, D RAIIC
BRSNS S PD RN SRR E C T EHIES R H 2> 5 12 BELINIZET L
TG AT BBIE SN E TOWNT RN E TOMM & LTHEM Lz, &40 PD ® At
DOYTEITHEOFEHINT IERC BFNICRE# Lz, T— 2 B v A TS CEMITHEE L TV D08, RfkiE
R 5 12 B LANIZ PD H BT § ek STV R W 1L, SIS H %2 & - C DOR %
oy & L7,

S E IS

6 # H®D DRR %, 6 # HLL R 2 ZBIAINEGHE/ NI R 35860 B TR E OFIG L E&R LT,
DRR £ EMR100070-003 35k D yE5R I hE st 1E £ CIIFHEHEE & L THE L TV o> 7223, ORR O
FERICBT 2 B O Rt A M3 2 72 O OIS T & L TEI L7z, 6 » A & o M, b7k
Ex%1T 72 mMCC BE DRIV DOR B [ET 5 &, BIKNICEROHLHMEB 2 6N 5,
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T 2.7.3 BERAAE M OB E

my j:E :miﬁﬁﬂ Fﬁ

RECIST 1.1 Z v 7= IERC HIEIZ X % PFS (X, 1EBRIEOPIEIF G- A2 LT (progressive disease;
PD) DSECAINCBLER SHUTo R R E C TSRS AT L < 1IIR)El G206 12 BEUNIZET L
A EDBIE S NTZREROWT BN E TOWI & LTRIE L, &#D PD @ HffOWRE

ji IEOFEMIE IERC HIAIZFEH L7z,

AR TIIATUI D FEEZ LT O L 5 ITHE LT,
AT O B E 200 7o R 1 o6h LTI, 3R 2.7.3- 2 1R — X2 T80 0 2 1 L 7e,

© N—=RTA 2 TORESEE
o IRERIATE O 1 [BILL o5 Y 7 I AT

ﬁ 273' 2 s Elh\iﬁﬁ‘ﬂﬁﬁo) HXME*TW L} g—%
Date of event / censoring Censoring
PD according to RECIST 1.1 as assessed by the IERC Date of PD No
No PD Death within 12 weeks after last tumor Yes Date of death No
assessment or date of first study treatment
(whichever is later) No Date of last adequate tumor Yes
assessment

Source: Study EMR100070-003 CSR Appendix 16.1.9.
Abbreviations: IERC, Independent Endpoint Review Committee, PD, progressive disease, RECIST 1.1, Response Evaluation
Criteria in Solid Tumors version 1.1.

R—=R T A TG 21T R o7z, IR —RA T A VPO EE Ml 2 F 72 < ZF Z2h-o
T-WBRE T L *ﬂ&ﬁﬁﬂ@@%ﬁfi&<%&733_T¢%%ﬁﬂ@0%ﬁ%%%bto

#*273-3 BRGERENRE L BREEAFHAROITOUEE
Date of event / censoring Censoring

No tumor assessment at Death within 12 weeks after Yes Date of death No
Baseline first study treatment

No Date of first study treatment Yes
No tumor response Death within 12 weeks after Yes Date of death No
assessment post Baseline first study treatment

No Date of first study treatment Yes

Source: Study EMR100070-003 CSR Appendix 16.1.9.
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T 2.7.3 BERAAE M OB E

EE M

OS 1%, RBREDOYEFRE AN CHETOMREERL L, T—F Wy PATRERTEFLT
WD PBRE SUTIBBIMRRE DR E 13, BRGNS NI AZ > TOS 2480 & Lz,

6 » AERU 12 » ABDZEIKEE

BB H-BE% 6 » H B XN 12 » H B OFEZhIKAEE RECIST 1.1 2 HWCHIE L7= (IERC f)
B, BB G 6 » B XUE 12 » A B X VAETNZZES) (CR XX PR) 2AitdkSn TRV, 4i%
RS CLL IR T W TN OB I B %Y LWk E 2= sh & A 7a LTz

.

« RECIST 1.1 ZH 7= IERC HI7EIZ L 5 PD
o JBEARHE

o [A) AR

1.2.5 RERBEEDEFEDE

EuroQol-EQ-5D (EQ-5D) & U Functional Assessment of Cancer Therapy - Melanoma (FACT-M) %
G HH T O 6 M Z & K OFGH& TRFICEHE L7z,

EQ-5D : EQ-5D (3 BXFEREAMIR) 1%, ZARZ2I AT L D fEFA ) 2 — AR A 720 REE TR, frE->
TR E=F—F25Z &2 M E LT 1990 FFI2/Erk S 4172 (The EuroQol Group 1990, Herdman ©
2011), MMAEFIZIT S HE (BEIORE, FORY OB, 5240018, WA/ ARE, i/
SITIRL) BEFEN, TF S BETHEIICYET S (EQ-5D-5L), F7o. fEFRREL 0~100 53
THOHETZHET e 7 RELEENTEY | ABAEWIE EREFRENR RV L 2R L TW
%, EQ-5D OZhAMEIE, 0.0 (B OMEESIRAE) 75 1.0 (ORI £ TOHPE L 725, EQ-
5D-5L I, kRkx 72 EPRRIE O G FER 72 B E O AJE O'E  (quality of life; QOL) DFEfE & L TJA
KZFANLNTEY, DEHMIRERFOMBIE LTHOWLNA TS,

FACT-M : FACT-M (Zi%, #7227 & = —/L [Functional Assessment of Cancer Therapy -
Global (FACT-G)] 2z T, BEEIZF L LI 24 HADEY 2 — AR EEN TS (Cormier H
2005), FACT-G ® HiIZ, @R EZ AT 2 8H OMFERME QOL | 4 fhll (kM. e - K
feim, GDERE ., BERERD) (SO 27T HAWL XV HET S 2L THD, AFtATT 1T 0 K~108 /A
T, A7 REWIE EREEERE QOL NEWZ £ 2R L TW5, FACT-M Tl EAEIZHL L7 24
HENBEMEN S, MCC R OBRAMEIT & & ICEMEE O @O FEMEES Ch 5, MCC & BAJET
32D 0EITH D (MCC DENTHENBENRE) 23, MCC IZFHb L 7ot E QOL DRI dfr:
EL72W =, FACT-M OWNEIX MCC & @ QOL ZiHii+ 2 DIl ch s L Ex LD, &
TOFACT-M A2 7%, A7 BNEWIE ERERME QOL 8B W2 L2/ R LT 5D,
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1.2.6 et F &

EMR100070-003 #RER D FIE R 5 TlZ, ORR 23 20%LL F T 5 & W\ ) IREGLOME T, 2RO A
BAKMER 0=0.025 (F1), 7L~ 7H 5RO ORR % 35% & A8 L7z, 2 BEPRE O RER R E 1% T
AL, B&WD 56 24 OE5BME05 6 5 A% OHRRIRNT & O th O#ERE OGNS 6 » Atk D
FEARHT CAME 2 B L7z, BHERE A CIRRERIR D3 5hdll SN ST TFEAE L2 o Te 72 GE L
72 ORR @ FIRTH 5 20%I%, 2L OBHE TORKRMICERO S HEE L TRIE L1z, £ O%FIHAIHE
oo T =2 LADALFERREFEERF D ORR % 20% & RE L7 Z L@y ch-7= LBz 7=

[k (Iyer © 2016) TiX 23.3% (95% CI: 9.9~42.3) . #BIEAF%E 100070-Obs001 D/8— k A Tl
28.6% (95%CI : 8.4~58.1), /X— K B Ti£10.3% (95%CI:22~27.4)], 7272 L. lIyer D 3THk (Iyer
5 2016) TIIEGHOBEBGNIFIHATREREZE DA Z R E L TWADHT2H, ORR M KIZHEH S
AREMEN B D,

FHERF DR ERPIRE I T 84 4 ThH o T2y, BRI T OWRERFIZAZ ) —= THThH o7l 4 4 H
IBIICHEEGR STz, FHEFED 84 4 TiE/a < BT 88 AN BRI NI Z L 25 E L, 3Hl L7-BERR
BEEZE " HIRERRBRETE~T B Uiz, 3 7eb b FEMHT O Jf G (ORR 2% 20%LL ) 14, RECIST
1.1 Z W CHERE PR XX CR 7% 88 44 H 26 44 TR LA AICHER SN b DL Le, Zhuuixf
IS5 ERE TERE D4 B EO p fEIX 0.0211 TH D, ORR 23 20%LL F & W ) IREEROIE T, 3R
AR (RRIFRENT XUTEAEMENT) CHERMREDSE O DMERIT 0.0223 LT THY . BEOF—FED
WEAIE 0.025 (A LATICHIE S vz,

EMR100070-003 #EX CTlix, 7~ 7% | B B SN2 TOWHERH [intent-to-treat (ITT)
M ZHIEORNT RS E L=, ORR [$fEE BOR 78 CR X% PR TholBEDOEIL L L,
Clopper-Pearson {EIZ X Al CI & & HICHH Lz, “HIREZRmEDE (PRI & O EfEHT) <
I%. Jennison ® /5% (Jennison & OF Turnbull 2000) % VT ITT 4£H1C?D ORR OfE VK L CI (%
FRHTCIX 95.9% CI) ZHH L7, 6 » AHKW12 » HHOZRNIREOMHT ClX, T—X v hA7
A5 6 (12) #» AL ERNCIEBRERO K G 26 L= 2 COWERE 25812, 6 (12) » A BIZESN
35N 95RE OEIG 2B L=, DOR, PFS & U OS I% Kaplan-Meier {% % FIVNCHREHT L, 0 fiE &
O* Brookmeyer-Crowley 512 K% Cl 25 H L7z, 7L~ 7R ERFD PFS % [BEiT DAL EIE SR D
TTP & 3 572, Cox BN — RETFTVZILEE L, frailty & 5~ 4534f & L 7= shared frailty &
TV E W T, EILOTR ATRIRIERERFC R 2 7~ T B HREO Y — R (95% CI & &)
ZEH L7, 723, EMR100070-003 FRBRIC B Sk ST ClE, B DL FREIEFERRFD PFS @
A Ry MIMSRIIZIE LS CTldZe < IRBHETT L 2 D720, T OALPRIEFEMIFED TTP (X PFS & [A)%
ThD,

IBAINEEHT TlZ. ORR & 6 » H DFLNEH5 2R D Kaplan-Meier #EEHEDFE L LT, 6 # H D DRR & #t
i LToe 6 4 H DZEEFHEEE O Kaplan-Meier HEEfH D53 #E Greenwood DA HV, ML LT T o4
LIEBOFED Sy 8 Kb HAEHER) 7222 K W . DRR @ 95% CI OB ZHEE Lz, Z Offfrix, &
SR BT IS CIXB B AWM 2 6 » H Th 572, EMRI00070-003 7K BR o # & 7 47 51 1)

(EMR100070-003 35k CSR f18% 16.1.9 Zf) THUE 4172 6 » A LL BRI 22880 & 7~ L 79k
DEIGIZE Y DRR Z#HEET DT 07T — 2 DL TR o T2 72 i L7z,

NR—2 T A WL ORI T 02 TOFHERF D EQ-5D & TN FACT-M A 27 Ot it &% 5H
HL, R=Z2T7A U NEOEMBEEERN Lz, R—=ATA O OEY A XOZE LR L R
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QOL A a7 OZEAtEDAHBEIM 2RI T2 72, fFERIHE QOL A 27 DR—RA T A UIns DEV &%
TERES. B—TEOEEY A ADOR—2F5 A4 U OE{L &% TRIZE K E L BERSH 217 -
Y

1.3  #iZH#HZ 100070-Obs001 DHEE

FERRRD S5 BN A ORI T A 72, BIEFZE 100070-0bs001 % i L 72, MCC
R ORRIF BT 5 SCE D 72 < L RS T RICHBEIND L O D, ABIERITIEIT S i
REEMTL hr AT T 0 712 mMCC BEDIRIGEZINET L7V A & Lz, ABIEHEDHN
&, FEEER (EMR100070-003 5R%) O FEZEZ2FHIME H Téd 5 BOR, DOR, DRR, PFS X} OS (T
DWW, MREM & REOBEEM (b bR U=RIREYE) To HARGE ColKERR & BEd 2
Bt mESs 2 & Thotz, ok, R OS—rA I < B2
I (- :iis e L. S D OSBRSS 5 F — X N—X LU R b Y OEERER Ck
EWNIENNZ KA Y A=A R T AL R ED KA VFEENOILFRESEZES Y NT—7 b0
T—H) ERELI,

2 EcOFHEBREROERN

AIETIL, B2 5040 L 72 Fe kbR 1 588k (EMR100070-003 i&BR) »OF —Z Z#ic# L7, 3T
X, ARBROT — & L BIEWISE 100070-Obs001 K& ONSCEROD T — Z % briig L=,

21 EEZE74HEER (EMR100070-003 FHER) DOHIE

FH 55 (EMR100070-003 385R) 13, 85812 IL L EOALSREIC X DA & 52 1) 72 mMCC
BEZRICT L~ 7 OFINER VM2 I 25 WA, FEEMm., BiFiRTh 5, PD-L1 X
I% MCPyV DFEHLIRPLIZ IS < YBrE OBIUI T O e o 72, ARBRIZ T ~L~ 7 Ok % X F 5
ZEEBENE L, KERMERSR L OB EZRRLT EFHRO B DLFIOR TR A AT 28T
A& LT 1 1) MEFARFEIC X 0 R E S BRE B O FHRNCEUE L i@ratmic X 5 7o
AT TR ER, 2) BB IL ML EO L FRIEIC LD RNER AT 2 AT —Y IV (ML, =R
W) OBE O —EREZMHEH, 3) ERELFRRER, 4) A 7 AOFREMEAZE T IE 5729, IERC
\Z LD EBAIZER ORI E 2 I, 5) Pl ot 2 RiET 5729, RECIST 1.1 Z /= 2 [A1H
D FAM CHESHAE /N R % e

TRBR R0 = CHUE L2 R RN 2. 56 & B OWBRE OIRBRIEEHRRMG 6 » A% (F—X b v
F7a 204 7 B) (25 L7z, FRT CIRRERGE (ORR 23 20%LL T) 13EHTX
T DS O BB Ak Lo, B 56 44 DHERE Akt G L LTc FEFHIEE A © BOR OfEHT T,
ORR 1% 30.4% (ZEMZRHIE LT 99.1%ClI : 15.7~48.5) THY ., 56 4 F PR X 11 4. CRIL 6 4R
DO, 3ADHRAERE D> H 24 (HERE 9010001 & T 9020001) [EAHFIMENTIZE E 41T
Wb,

FEMEHTIL, 7L~ 7 10 mg/kg O 2 BNC | BIFFIRNEE G2 5217 722 TOHERE 88 4 (HARA
IR 3 4 a B te) wRlGil L, FANCHUE LItk OWRE OB GG 5 6 » AR ORER (77—
A7y NAT7H 201693 A3 H) THEMLEL, BARAEERE O 3 41382 TRIEITIZE 17,

CONFIDENTIAL

Document No. 0900babe80d04fa5v3.0 INFORMATION
Object No. 0900babe80d4d36¢

20/104



T 2.7.3 BERAAE M OB E

2 COWERE S MCC 2B 21 ULHEA /- L TR0 . M1 OIRBE A L, IB8%I2 1L UL EOdT
DABNC LD EIHERE 21T TRV, 2L LLEOHNABNC X DRIRREZZ T TV -E 0B &1
352% Ch o7z, ITT 5] 88 4 Tix, Fln AL 72.5 7%, 65 LA EOWLERE 1T 75.0%., FHEIZ
73.9%. FAANIE 92.0%TdH>7-, ECOG PS 1L 0 28 55.7%., 1 A 443% CTh -7z, WaE D% < ixdek

(58.0%) XIXFEER (33.0%) THERIIiz,

7L~ 7 OG- [EE O hgEE 7.0 [\ (FPE 1~35 1) TH Y . FKGHIE O i 17.00 # G
20~76.0 ) THoT-, BEEEHM EG5HEENLT—X 0y A7 B CTOHIM) OFEFHIT
6.0~193 » A (HFRfliX 104 » A) Th-oT-,

TN T OEGIZE Y oIt RE S BRI D ERZIR DGR O Hiv, hE, Bhoki
PR PRI ZE R OR & W B 0255, BRho BHIFEL, #5541 D PR @ CR ~OuE &k ORI 5-
IR BT D RIN —EOWEBRE THONTZZ 0D, T~ 7 OREESRIXEENICE R
DoHdEEZT-, LT, SMIEZBELRIEENBICAX TRIELIZZE (1 4) B> TEE
HIIZ QOL BBEE L TWDH Z L2l U T, #EBRE TIHREOIE LWIIRBEGEONTWDL EERT, A
NMEDFER DEH & 7 2.7.3- 4 1TRT,
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*27.3-4 BOMERBEOEN (TT £H)
Efficacy Parameter N 2‘;‘;‘;111:);2 %)
Confirmed best overall response (BOR) per RECIST 1.1,
IERC
Complete response, n (%) 8(9.1)
Partial response, n (%) 20 (22.7)
Stable disease, n (%) 9(10.2)
Non-CR /Non-PD?, n (%) 1(11)
Progressive disease®, n (%) 32(36.4)
Not evaluable®, n (%) 18 (20.5)
Objective response rate (ORR)
Response rate, CR+PR, n (%) (95.9% CI%) 28 (31.8) (21.9,43.1)
Duration of response (DOR)®
Median, months (95% CI) NE (8.3, NE)
Min, max 2.8+, 17.5+
6-month by KM, % (95% CI) 92 (70, 98)
Durable response rate (DRR)f
6-month, % (95% CI) 29.1(19.5, 38.8)
Response status
Proportion in response at 6 months, % (95% CI) 30.7 (21.3,41.4)
Progression-free survival (PFS)
Median, months (95% CI) 2.7(1.4,6.9)
6-month PFS rate by KM, % (95% CI) 40 (29, 50)
Time to response®
Median, weeks 6.1
Overall survival (OS)
6-month OS rate by KM, % (95% CI) 69 (58, 78)

Source: Study EMR100070-003 CSR Table 15.2.1.1.1, Table 15.2.2.1, Table 15.2.13.1, Table 15.2.3.1, Table 15.2.4.1, Table
15.2.5.1, and Table 15.2.9.1.

Abbreviations: 1L, first-line chemotherapy; BOR, best overall response; CI, confidence interval; CR, complete response; DOR,
duration of response; DRR, durable response rate; IERC, Independent Endpoint Review Committee; ITT, intent-to-treat; KM,
Kaplan-Meier; N/n, number of subjects; NE, not estimable/ not evaluable; ORR, objective response rate; OS, overall survival;
PD, progressive disease; PFS, progression-free survival; PR, partial response; RECIST 1.1, Response Evaluation Criteria in Solid
Tumors version 1.1; +, denotes a censored value.

ARECIST category for subjects with non-target lesions only. This subject did not have measureable disease at baseline and a best
overall response of partial response or stable disease could not be distinguished.

® One subject with BOR of PD on study, had received an investigational T cell co-regulator monoclonal antibody as 1L therapy
for metastatic disease (a protocol deviation) followed by a regimen of carboplatin and etoposide, and reported best prior response
to both regimens was stable disease.

¢ Subjects non-evaluable for a confirmed best overall response had either no baseline lesions identified by the IERC (n = 4),
baseline but no post-baseline assessments (n = 10: 4 subjects who died within 6 weeks after start of treatment, and 6 additional
subjects who discontinued study treatment in the first 6 weeks), all post-baseline assessments that were non-evaluable (n = 2), no
post-baseline tumor assessment prior to start of new anticancer therapy (n = 1), or stable disease of insufficient duration (< 6
weeks after start date without further evaluable tumor assessment; n = 1).

4 Accounting for group sequential testing at interim and primary analysis.

¢Based on number of subjects with confirmed response (CR+PR).
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fPost-hoc analysis based on the ORR and the KM estimate for 6-month durability.
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WS 2 A3 2 BRE NS EiT,

T TN X BRI EE L2 (3% 2.7.3- 4), DOR [THFRAEICEIEET, 95% CI 2% 8.3
W A~KREETH 722 &k, BIENIER O SCERO(L PSR OFE R (3 H) &L T, &%)
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#*273-5 BEREBONRR UV EHHABRPILER (R -V T BT RER)
Disposition Avelumab
n (%)
Number of screened subjects 125
Number of subjects received at least 1 dose of study treatment 88 (100.0)
Treatment ongoing 26 (29.5)
Off treatment 62 (70.5)
Reason for discontinuation of treatment 62 (70.5)
Adverse event 2(2.3)
Lost to follow-up 1(1.1)
Protocol non-compliance 1(1.1)
Death 7 (8.0)
Disease progression 44 (50.0)
Withdrew consent 4 (4.5)
Other 3(3.4)
Subjects discontinued treatment but are still in follow-up 15 (17.0)
Subjects discontinued the study after receiving at least 1 dose of study treatment 47 (53.4)
Study reached predefined end 0
Lost to follow-up 1(1.1)
Death 39 (44.3)
Withdrew consent® 7 (8.0)
Other 0

Source: Study EMR100070-003 CSR Table 15.1.1.1.
Abbreviations: n, number of subjects.
2 Death was reported subsequently for 4 of these subjects.

7 L~ 7 OFEERE O F BT 7.0 [B] &P 1~35 1) TH Y BEHI O P REE 17.00 8 (&
2.0~76.0 ) THoi-, BHFHENR (EEBRBENST—4% v A7 HE TOHRM) o dfi

X104 » H (#iPH 6.0~19.3 » H) TH-7= (EMR100070-003

T OEERI AT 2.7.3- 6 17T,

B CSR # 15.1.1.5 2), 7L~
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#27.3-6 TRV ITOHEREKR (REMBITHRER)
Characteristic Avelumab
Statistic N =88 (100%)

Duration of avelumab therapy (weeks)?
n (%)
Mean + standard deviation
Median
Quartile 1; quartile 3

Minimum; maximum

Number of avelumab infusions
n (%)
Mean + standard deviation
Median
Quartile 1; quartile 3

Minimum; maximum

88 (100.0)
23.15 + 18.925
17.00

7.36; 37.00
2.0;76.0

88 (100.0)
11.1+£921
7.0

Source: Study EMR100070-003 CSR Table 15.3.0.1.

Abbreviations: N/n, number of subjects.

a Duration of therapy (weeks) was calculated as: date of last dose minus date of first dose plus 14 days and divided by 7.

21.1.2

ABO#EH R UOR—R 5 1 VRO FHE

EMR100070-003 75k D RAERNL, £ & IR R EEC RBRIICR b TR AR ZREM TH 5 mMCC
B (R TORENZERIEE LA L, EB%ORNEREZICEENET) & L, A0 FrKL
U= T A VIO A 3 2.7.3- 712 \MCC DIfiE A £ 2.7.3-8 12T, & 572 H£AIL EMR100070-
003 3Bk CSR @ 11.2 HHIZ/rF™ (EMR100070-003 55 CSR 11.2 THZ M),
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£273-7 FHRAOMAFEHRUR—R 4 VEOHE (TT £H)
Characteristic Avelumab
N =288 (100%)
n (%)
Sex
Male 65 (73.9)
Female 23 (26.1)
Race
White 81(92.0)
Black or African American 0
Asian 3(3.4)
Not Collected at the Site 3(3.4)
Unknown 1(1.1)
Ethnicity
Hispanic/Latino
Yes 4(4.5)
No 58 (65.9)
Missing 26 (29.5)
Japanese®
Yes 334
Missing 85 (96.6)
Geographic region
North America 51 (58.0)
Latin America 0
Western Europe 29 (33.0)
Eastern Europe 0
Australia 5(5.7)
Asia 334
Missing 0
Age (Years)
n 88 (100.0)
Mean =+ standard deviation 69.7+10.71
Median 72.5
Quartile 1; quartile 3 64.5;77.0
Minimum; maximum 33; 88
Age Categories
< 65 years 22 (25.0)
> 65 years 66 (75.0)
65 to <75 years 35 (39.8)
75 to < 85 years 28 (31.8)
> 85 years 334
Eastern Cooperative Oncology Group Performance Status
0 49 (55.7)
1 39 (44.3)
Source: Study EMR100070-003 CSR Table 15.1.3.1.
Abbreviations: N/n, number of subjects; ITT, intent-to-treat.
2Only Asian subjects were asked whether they were Japanese.
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%273-8 ALVl BEORE (TT £H)
Characteristics Avelumab

N = 88 (100%)
n (%)

Site of primary tumor
Lymph nodes
Skin
Other
Missing

Visceral® metastases at baseline per [ERC
Yes
No

Sum of target lesion diameter at baseline per IERC, (mm)

n
Missing

Mean + standard deviation
Median

Quartile 1; quartile 3

Minimum; maximum

Time since first metastatic disease (months)
Median (range)

Quartile 1; quartile 3

Time since last progression of disease prior to study entry (months)

n

Median (range)

M stage at study entry
M1

Number of prior anti-cancer therapy regimens

12 (13.6)
67 (76.1)
2(2.3)
7 (8.0)

47 (53.4)
41 (46.6)

77 (87.5)

11 (12.5)
101.0 £ 76.01
79.0

43.0; 138.0
16; 404

10.4 (1.5, 159.0)
6.3,17.2

84 (95.5)
1.3 (0.1, 11.6)

88 (100.0)

52(59.1)
26 (29.5)
7 (8.0)
3(3.4)
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Characteristics Avelumab
N =88 (100%)
n (%)
Number of prior anti-cancer therapy lines for metastatic disease
1 57 (64.8)
2 27 (30.7)
3 3(3.4)
>4 1(1.1)

PD-L1 tumor cell status at 1% cut-off

Positive 58 (65.9)
Negative 16 (18.2)
Not evaluable 14 (15.9)

PD-L1 tumor cell status at 5% cut-off

Positive 19 (21.6)

Negative 55 (62.5)

Not evaluable 14 (15.9)
IHC-MCPyV

Positive 46 (52.3)

Negative 31(35.2)

Not evaluable 11 (12.5)

Combination of PD-L1 (1%) and IHC-MCPyV

PD-L1+ IHC-MCPyV + 36 (40.9)
PD-L1+ IHC-MCPyV - 19 (21.6)
PD-L1- IHC-MCPyV + 9(10.2)
PD-L1- IHC-MCPyV - 7 (8.0)
Not evaluated 17 (19.3)

Source: Study EMR100070-003 CSR Table 15.1.5.1, Table 15.1.5.3, Table 15.1.5.7, Table 15.2.1.20, Table 15.2.1.21, and
Table 15.5.2.2.

Abbreviations: IERC, Independent Endpoint Review Committee; IHC-MCPyV, Merkel cell polyoma virus status determined by
immunohistochemistry; ITT, intent-to-treat; N/n, number of subjects; PD-L1, programmed death ligand 1.

2 Visceral defined as not skin and not lymph node; skin category included anything reported as skin, soft tissue and eyelid.

2T ORRE DA ERIFIZ M1 OIEBHEREZH L TR Y | SBIEREREOZW S OO
JEIE 104 » H (P 1.5~159.0 7 H) ThoTo, 2 TOBRE BB IERBICK LT IL B Lo
DAHNT XD RNAR 2 51T Tz, 2L BLEORNAE & 521 T ek 13 36 44 (40.9%) Th o7,
ANAIEZ ISR BET RO DN T L ORI O REIX 1.3 » A (#iPH 0.1~11.6 » A) Th-olz,
JFREENLIL S < OWERE TRIE (76.1%) THoT-, WIBEEREIL 474 (53.4%) (S8 bz, ~X—
AT A LR VREIRE DB GNTHEIRE 1L 194 21.6%) Th-o7z (X2.7.3-10),
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AR AR (EMR100070-003 785% CSR 9.5.1.4.1 THS M) THEE D PD-L1 OFREIVRILHFE
i ATHE T d - 7o BRI 74 44 (84.1%) \MCPyV OFEBLIRPLNFEAM AT HE T db - 7o PBRE 1% 77 44 (87.5%)
T o T, il ATRE R B E D 5 B PD-L1 8 1% D H v +F 7 THlETd - 7B E O EIE 13 78.4%.
PD-L1 28 5%D 71 v b A 7 Ttk T o 7 gRE OFIE 1L 25.7%., MCPyV 3tk CTd - 7o gk o
FE1E59.7% Td - 72, PD-L1 & MCPyV OFEBURPLAY & & ICFEAM AT E T b o 7o fkBRFE 13 71 4 (80.7%)
ThHol-,

212 BAED AR
2.1.2.1 REBREMR (EEFMER) RUFHHRDE

FHEMEEH (BOR) OFMTFEERENG ., BEAICERO D 2GR bz (£2.73-9), &
THINGRD BN T-WERE OEIE 1T H512Em < (31.8%). CR 2380 LN I-#ERE DOEIEIL 9.1% Th -
770 IWEEAZEE (ORR 23 20%LA ) (ZFEAI S, FEAICKT DA MO R TR S vz,

+273-9 WIYFHEEE LE2—ZERHIEICKHPHEERRBENR (TT £H)
Avelumab
N =88 (100%)
n (0/0)
Best overall response
Complete response 8(9.1)
Partial response 20 (22.7)
Stable disease 9 (10.2)
Progressive disease® 32 (36.4)
Non-CR / non-PDP 1(1.1)
Not evaluable© 18 (20.5)

Objective response rate
Response rate (CR + PR) 28 (31.8)
95.9% C1¢ (21.9,43.1)

Source: Study EMR100070-003 CSR Table 15.2.1.1.1.

Abbreviations: 1L, first-line chemotherapy; BOR, best overall response; CI, confidence interval; CR, complete response; IERC,
Independent Endpoint Review Committee; ITT, intent-to-treat; N/n, number of subjects; PD, progressive disease; PR, partial
response.

2 One subject with BOR of PD on study, had received an investigational T cell co-regulator monoclonal antibody as 1L therapy
for metastatic disease (a protocol deviation) followed by a regimen of carboplatin and etoposide, and the reported best prior
response to both regimens was stable disease.

YRECIST category for subjects with non-target lesions only. This subject did not have measureable disease at baseline and a best
overall response of partial response or stable disease could not be distinguished.

¢ Subjects non-evaluable for a confirmed best overall response had either no baseline lesions identified by the IERC (n = 4),
baseline but no post-baseline assessments (n = 10: 4 subjects who died within 6 weeks after start of treatment, and 6 additional
subjects who discontinued study treatment in the first 6 weeks), all post-baseline assessments that were non-evaluable (n = 2), no
post-baseline tumor assessment prior to start of new anticancer therapy (n = 1), or stable disease of insufficient duration (< 6
weeks after start date without further evaluable tumor assessment; n = 1).

dUsing the Clopper-Pearson method. Repeated CI taking the group sequential testing approach into account.
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DY UREiDIAN &R U, RIEITIRRE, WG & QMRS S5 E4172) . CR 3588 B AL #BRE 1T
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M54, 19EB (127 HB) IZPRBBOLNTHEREN 1 4 TH oo, EAPYREDOH/NI, 1RITH
HBAta% 7 HEANIZBRIE L T (X2.7.3-2),

#&2.7.3-10 WA EHMEIEE L E 2 —ZERHEICL HED MR UFEFRMEDE (TT £H)

Avelumab
N =28 (100%)

Number of subjects without event (censored), n (%) 23 (82.1)

Number of subjects with an event, n (%) 517.9)
Progressive disease, n (%) 517.9)
Death, n (%) 0

Duration of response?

Median (months) NE
Minimum, maximum 2.8+, 17.5+
95% CI (8.3, NE)

Proportion of duration of response, % (95% CI)*®

3 months 96 (77, 99)
6 months 92 (70, 98)
12 months 74 (47, 89)

Durable response rate (DRR)®
6-month, % (95% CI) 29.1(19.5, 38.8)

Source: Study EMR100070-003 CSR Table 15.2.2.1 and Table 15.2.13.1.

Abbreviations: CI, confidence interval; CR, complete response; DRR, durable response rate; IERC, Independent Endpoint
Review Committee; ITT, intent-to-treat; KM, Kaplan-Meier; NE, not estimable/ not evaluable; N/n, number of subjects; ORR,
objective response rate; PR, partial response; +, denotes a censored value.

2 Based on Kaplan-Meier estimates.

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

¢ Post-hoc analysis based on the ORR and the KM estimate for 6-month durability.
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2.7.3-1 WEREROMIEFHER L E 1 —FESHEIC L 2FNFE TOHMREKR VR HAM
(ITT &)

Subjects with Confirmed CR/PR (N=28)
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Source: Study EMR100070-003 CSR Figure 15.2.2.20.
Abbreviations: CR, complete response; ITT, intent-to-treat; N, number of subjects; PR, partial response.
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+*2.7.3-11 HWIFMHEER LE 2 —ZRBSRVAREBLUEMOHEIC R S5FHNETOHM

(TT &£H)
Time to response (weeks) Avelumab
N =28 (100%)
n (%)
Time to response (weeks) according to IERC assessment?
n 28 (100.0)
Mean + standard deviation 7.7+3.06
Median 6.1
Quartile 1; quartile 3 6.0; 7.1
Minimum; maximum 6; 18
Time to response (weeks) according to Investigator assessment”
n 28 (100.0)
Mean + standard deviation 8.4+5.07
Median 6.1
Quartile 1; quartile 3 6.1;9.1
Minimum; maximum 6; 30

Source: Study EMR100070-003 CSR Table 15.2.9.1 and Table 15.2.9.2.

Abbreviations: CR, complete response; IERC, Independent Endpoint Review Committee; ITT, intent-to-treat; N/n, number of
subjects; PR, partial response.

2 Only subjects with a confirmed response of CR or PR according to IERC assessment were included.

® Only subjects with a confirmed response of CR or PR according to Investigator assessment were included.

—IROPERE TIEREE & & IR = L, PR NEDEZRIETE CR ~IE L7 gBRE ) 4 452
bz,

« 14 TIZI13HBIZ PR, ZOK 18 BH%IZ CR B3FBOH H L, T DHK) 36 % D EHEAHMRE A T CR
DREGE LT e,

« 14 TIZ19HBIZ PR, ZOHK 12 BH%IZ CR 3FBO HiL, DK 44 H % O FHEAHMRE A T CR
DFEGE LT,

« 14 TIX7HEEIZPR, DK 14 HH%ZIZ CR DFEDO HAL. £ DK 12 BWZIZ PD B@EHHINLDH F
T CR e L 7=,

« 1ATIZ7HEEIZPR, £D 612 CR AR HIL, ED% PD 338 HALd £ T 30 # CR
VARE S T By
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2123 EHDEE

TV TN R DTN ORERBEROICERS DV .+ NE (K 2.7.3- 2 KO 2.7.3-
3) KONRIED N S O/ (R 2.7.3-40 VKR 2.7.3-41) DR LT, FBENFEO BTz 28
D5 B, CRIZSAICHRD BTz, CRBPBOLNTMMHRED > L, NIRREE BT HHBE X2 4
THO., BID 1 LIF_N—AT A BD SLD 2 AL 25% (3138 mm) (Z& 7B RO K & Wik
FHT,. DOR N 83 » A Thol=, PRBBOOLNIZ204DH L, WIIHEE2 AT H05RE L 14 4.
N—=2F A VD SLD 28 AL 25%IZ B ENT-HWRE 1L 2 4 THY ., Thh 240 PRIFFHEL Tk
V. DOR [ZZFNEH 124 V9.7 » H THHID & Sz, PR BFRGEL TWAHID 1 4 T, _—2A
T A UKD SLD B3 AL 25%~50% 25 FE AL AMBL A 1872 5 ZEE IS O AIIZ B & 272 B A3 FR D
bz (1X2.7.3-4) EREFCIEBRISEMIC LY DRBEZNEEEY) Liidsh, BT 5
B a2 LTSS,

FVRBENE VRS RS T N T e E0E YT I~ THBRENAEREO = T U AR
b (K2.7.3-10, # 2.7.3-40 L% 2.7.3-41),

o RN—=ATA UIRFICHIBRENRBD b 474 16 4 (34.0%) TZE%h (CR2224. PR 14
4) WRD B, ZINROLNTZ 284 164 (57.1%) THIBIFZE DZENIFED iz,

o R—RT A WY VNHIUAOIFRENRD BTz 69 4 21 4 (30.4%) TEZLY (CRMNS
%, PRI 164) NROBIL, BRRO LN TN 284 H 214 (75.0%) TRX—R T A HF
2V 2 RE LS DOIRZE NGRS H AL TN,

o N—RTF A HED SLD N ENL25% Th 72 194F 34 (158%) THRE) (CR2S 14, PRA2
4) BRO LI, FRRO BT 284H 34 (10.7%) TRX—A T A HFD SLD 75 EAL 25%
Tholz, N—RATA HOD SLD 28 EA7 50% TdH -7 38 4H 104 (26.3%) THEZPED S
. BN RD LN 284 104 (35.7%) TN—RAT A L HEOD SLD 28 EA7 50% T - 7=,

BT TN =TT OFEMIL 2.3 TICFHE LTz, KEWEL) (SLD O X—R2 T 1 b D 70%% 2
D) 13,17 4 ATT EARIKD 19.3%, N—RA T A URHZHE RTRER A 2 F L, & 5812 SLD
D 1ELLEAESNTZ 654D 95 262%) TROLNATE (XK2.73-2 XX 2.73-3), X—ATA
MHDELRPHAERHEZR 65 4 54 (7.7%) T 100%DHi/ 38 Hiv7z (EMR100070-003 7k
CSR —E# 16.2.6.3.1 ),

IERC HIE Tl AR (RECIST IZ X% PD HIEHOBME L EHR) & LT, BERREDN—RT
A INBD 20%LL OB K% OIBREAEO DI WBRE X | £4DOHRThHoT=, AWsrE (Wi
3020005) X 7#H (36 HH) @ IERC K ONABRL Y ERTOH|EIZ L5 BOR 28 PD Th 7243, 1RBR
M 2 fks LT, AU TIZZE D% D IERC OFT SLD D_—2F A 5D 34.7%D D
ZAY O NI O BHE 358D H AL, 213 H B O FHERBERFIZHEE PR 25Ff5E L T2 (EMR100070-003 3
B CSR 11.4.1.1.1 THS M),
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27.3-2 BWIFHMEEB LE 1 —RERHEICL PEERRBEVRAND A H1=Y OFHIHE
EDR—RAFA4 hoDEER (TT £H)

Subjects with Baseline and at Least One Post-baseline Target Lesion Assessment (N=65)

160

@ First occurence of new lesion
140 A subject off treatment
® BOR=CR
120 A ™ BOR=PR
100 1 . BOR =SD
BOR =PD
80
‘A == BOR=NE
60 A ¢

40

20

-20 1

-40

Change in Target Lesions from Baseline (%)

-60 -

-80 1

-100

Months Since Treatment Initiation

Source: Study EMR100070-003 CSR Figure 15.2.10.1.1.

Abbreviations: BOR, best overall response; CR, complete response; ITT, intent-to-treat; N, number of subjects; NE, not
estimable/ not evaluable; PD, progressive disease; PR, partial response; SD, stable disease

BOR is identified as follows: CR, purple filled circle; PR, green square; SD, yellow X, PD, pink open circle; NE, black.
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27.3-3 BHRED SLD DR—RXFA4 UMb R—X 74 VIEDZBEFEFTOELE (TT
&M
Subjects with Baseline and at Least One Post-baseline Target Lesion Assessment (n=65)
200

2 .
o
0]
IS
0o
@)
8
o) .
o
S 100
5 .
IS
]
(]
£
%)
£
0 1 The Japanese subject, #90100, showed
3 | | | I | | ””””””””””””””” -100.0% change from baseline’
£ 0 !
E
[0] 4
o)
o 8
@
el .
(@)
€
@
o
o)
D_ B

-100 -

Source: Study EMR100070-003 CSR Figure 15.2.10.3.

Abbreviations: ITT, intent-to-treat; n, number of subjects; PD, progressive disease; PR, partial response; RECIST 1.1, Response
Evaluation Criteria in Solid Tumors version 1.1; SLD, sum of target lesion diameters.

Horizontal lines represent criteria for PD (+20%) and PR (-30%) according to RECIST 1.1 (refer to Eisenhauer et al 2009).
Shown are data from all 65 subjects in the ITT who had a sum of target lesion diameters at baseline and at least one post-baseline
time point.

HA ABER S (BB 9010001) |X SLD D=X—Z T A L5 D 100%80 2338 5= #55a 3 5 4
DHILDO 14 TH-T7- (X2.73-3),

N AR 7R O K& 7 B ISR O RIS B 0723868 1 B bivz (K2.7.3-4),
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2.7.3-4 EMR100070-003 SHER TR E L EEDRENZDHoNT= 14

WeBRE 1010003 12 82 D AN BT H W . BokiFD ECOGPS 121 T, 50D PD-L1 T MCPyV
XM TH - 7o, BEARZEIT_N— AT A IO SLD 28 131 mm (FHRE X D K& W) OFFE D R &/
FEEITHY ., K TFOEENREE 1 HEA LT, IERC OHIEICLY 78 HEIZ PR (BOR) HF8®H
DA, FHEFHMFEIZ SLD @ 66% (44 mm) O/DAFEH L7, PRI 3.9 » AL EFFE L. PFS IE
53 5 ATHEID & &t AR REIE O K F AR 7 8 B RO 13 38 B OJEE AT KBTI
T, 13 ¥ B OB S ECIIEE et & Wil S v GRS EMA BT 2 B &2
L CHERR) . AERERE 1. 1B FEMFTRE O O®l (K5 A7 Y 2 — L REFTERN) ITXD
HaHRIET2FE T, T~ T % 7 EIERGEIT, BBEERGFIEOR (K 6 ##%) OREEEh T
%, IERC HEIT L D280 Frpe L T\,

2124 RIE BT HIM

PFS DMt (322.7.3- 12 KUK 2.7.3- 5) (3, 2.1.2.2 BUTFEH L =T O Fffeett & —F L T
7. Kaplan-Meier {5125 % 6 % H PFS (% 40% (95%CI : 29~50) T& -7z, PFS ® Kaplan-Meier Hf
BRI ORES THIE O E 22 0 (BN L TV AR EIC L 2 b o e E X H7-,6 » H BIZ PFS
AR IBRBOONRIN-T22940D 5B, Z5h (CR XIEPR) 73254, SD 23344, FF CR o3k
PD A 1 IR DAL (5§ 2.7.3- 40 L OR 2.7.3- 41), Sa BIa s mA A (immune-related
progression-free survival; irPFS) OfER: (32 2.7.3-13 KL ONX 2.7.3-6) LIRAEKTH V. Kaplan-Meier 7512
X% 6 1 H irPFS 2% 46% (95% CI : 35~57) Th-o7-,
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*2.7.3-12 WA FHEIEE L E 2 —ZERHEICL HEEBAFHRE TT £

Avelumab
N =88 (100%)

Number of subjects without event (censored), n (%) 36 (40.9)
Number of subjects with an event, n (%) 52 (59.1)
Progressive disease, n (%) 44 (50.0)
Death, n (%) 8(9.1)

Progression-free survival time?
Median (months) 2.7
95% CI (14,6.9)

Progression-free rates, % (95% CI)?

3 months 42 (31, 53)
6 months 40 (29, 50)
12 months 30 (19, 41)

Source: Study EMR100070-003 CSR Table 15.2.3.1.
Abbreviations: CI, confidence interval; ITT, intent-to-treat; N/n, number of subjects.
2 Based on Kaplan-Meier estimates.
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2.73-5 MIFTMIEE L E 2 —FERHITIC & HEIEELEFHRM D Kaplan-Meier Bi#R
(ITT &£H)

Product-Limit Survival Estimate (N=88)

1.0

0.9

0.8

0.7

06

0.5

04

Kaplan-Meier Estimate

0.2

0.1

0.0
0 1 2 3 4 5 68 7 8 9 10 11 12 13 14 15 16 17 18 19
Progression Free Survival by IERC (months)

# AtRisk
88 7 43 33 32 31 29 22 20 14 9 8 6 6 5 5 2 2 1 0

Source: Study EMR100070-003 CSR Figure 15.2.3.22.
Abbreviations: I[ERC, Independent Endpoint Review Committee; ITT, intent-to-treat; N, number of subjects.
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#*2.7.3-13 BERIBLEMOHEIC KL 2REFERISELEFYM (TT £H)

Avelumab

N =88 (100%)

Number of subjects without event (censored), n (%)
Number of subjects with an event, n (%)
Progressive disease, n (%)

Death, n (%)

Progression-free survival time?
Median (months)
Minimum, maximum
95% CI

Progression-free rates, % (95% CI)?
3 months
6 months

12 months

44 (50.0)
44 (50.0)
32 (36.4)
12 (13.6)

4.0
0.03,17.2
23,-)

56 (44, 66)
46 (35, 57)
44 (33, 55)

Source: Study EMR100070-003 CSR Table 15.2.3.12.

Abbreviations: CI, confidence interval; ITT, intent-to-treat; N/n, number of subjects.

2 Based on Kaplan-Meier estimates.
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X 2.7.3-6 REBEEIEEAZIRO Kaplan-Meier ghi#g (ITT £M)

Product-Limit Survival Estimate (N=88)
1.0 4
0.9 1
0.8 1
0.7 1
0.6 1

0.5

=

+
04

-
—+

0.4 1

Kaplan-Meier Estimate

0.3 1

0.2 1

0.1

0.0
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18
Progression Free Survival by irRC (months)

# At Risk
88 77 52 42 38 36 31 24 21 14 1 9 7 6 4 4 2 2 0

Source: Study EMR100070-003 CSR Figure 15.2.3.26.
Abbreviations: irRC, immune-related response criteria; ITT, intent-to-treat; N, number of subjects.

2125 RIEEA TR EUVEEORA ARG RE OIS ELM

T o)L T RO PFS & EUL OPLRNABNEERED TTP & L3 %728, shared frailty €7 /L%
FAWCHEBRE N 21T~ 7=, 7238, EMRI100070-003 #RBA (28 Gk S - 0B E T, EITO/LF5%
EFEMERFD PFS DA X2 MIMIRIIZIET CTld7e IRBHETT L 22 D728, AT OALRIRIE I RE D
TTP (X PFS LRI TH 5,

ITT £HICE N2 R TOYPERTE 88 4 THRABNER BT 2 B Db FHRIEFEMERFIZ PD 23380
SiL, TTP OHFRAfEIL 3.8 # H (95%CI: 2.8~4.7) Th iz, HEITO/LFRILEEMFFD TTP (Z%f9
BT )L TG EED PFS O — REIE 0.70 (95%CI : 0.50~1.00) TH Y, 7T~ THKEED
FFNPFS A Xy b DU 27 1HEL . BATO T ~b~ T G5B PES (XET OAbFE 5 LM o TTP
I YIRS AN RIS N (K 2.73-7), ELO(LHRIEERFO TTP X @ & FRIAE DN >
7IZE b 6T, TV T EERO PFS O BIFREM RO b0k, 7T~ 7 #E
E D PFS DA D (TR ERE L TV DR E 3% < | 1RO TREIEV & focé) DIRE & Bz
bhb (2124718, —F., ETOLFEEEEREEO TTP O43AIIFEBEIRACHE L, 6 » LUK
DR CITEHEREPME T L TWD, 7w TR 5RO PFS OB E L 2 AM@mi%, FERIRFRER
THHIARRBTOT NN~ T OFMEORILE 205D EE 2T,
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B273-7 WIS A FHIR E ERMARICHT A EAORAARABREORIEEHEO LR
(ITT £/)
(N=88)
2% © O O Censored
Death
: ﬁﬁ Progressive Disease
™ 20 A
S
5
£
o)
S
E 15 1
g
2
@
8
C 10 1
IS
7]
4
g
o 54
(69.?@ 0.7)
O .
T T T T T T
0 5 10 15 20 25

Time to Progression on the Last Prior Anti-Cancer Therapy (months)

Source: Study EMR100070-003 CSR Figure 15.2.6.3.

Abbreviations: ITT, intent-to-treat; N, number of subjects; PFS, progression-free survival; TTP, time to progression.
The identity line is indicated.

* Outlier subject with a value > 24 months is indicated with its TTP and PFS time in parenthesis.

ATE IR O IEIEHE /N L OV TTP W QNS T b~ 7 ¥ 5B O JEIEHE NV 3. DOR & O PES O —&
1% EMR100070-003 75k CSR —EF 16.2.6.15 [T RENTW5 (EMR100070-003 75k CSR f14%
16.2.6.15 &18),

2.1.2.6 A FHIM

T—HEI TR OO, OS OFFFTRER (3£2.7.3-14 XX 2.7.3-8) 1%, 2.1.22 HIZFEH L
=B Ok L —F L Tz, 6 » AAETERIL 69% (95% CI: 58~78). OS O HdfEix 11.3 » A
(95% CI : 7.5~14.0) Tho7=, NS TA3 4 (48.9%) MFEL L TUiz,
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& 27.3-14 EAFHE TT £

Avelumab
N =88 (100%)
n (%)
Number of subjects without event (censored) 45 (51.1)
Number of subjects with an event (death) 43 (48.9)
Overall survival time?
Median (months) 11.3
Minimum, maximum 0.4,18.8
95% CI (7.5, 14.0)
Survival rates, % (95% CI)?
3 months 87 (78, 93)
6 months 69 (58, 78)

Source: Study EMR100070-003 CSR Table 15.2.4.1.
Abbreviations: CI, confidence interval; ITT, intent-to-treat; N/n, number of subjects.
2 Based on Kaplan-Meier estimates.
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2.7.3-8 24 7FHR D Kaplan-Meier Bi#g (ITT £H)

Product-Limit Survival Estimate (N=88)

0.9 1
0.8 1
0.7 1
0.6 1
0.5 1

0.4 1

Kaplan-Meier Estimate

031 H—t— |
021

0.11

0.0 -
o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19
Overall Survival (months)

# At Risk
88 84 80 74 67 61 57 51 38 31 27 20 14 9 7 6 3 2 1 0

Source: Study EMR100070-003 CSR Figure 15.2.4.19.
Abbreviations: ITT, intent-to-treat; N, number of subjects.

21.2.7 RRE DT

FEFMEE (RECIST 1.1 M\ 72 IERC HEIZ L HHEE BOR) DR HT OfERIT, 2RMIC
L LTz (32 2.7.3-15), BESHTICZIE, per protocol (PP) £E[ [N—R T A U 1ZOFEHMZ 1 [A]
PLEZT, X"—=RA T A VERHCRIEATRER A 2 A L, BRI 2B OREE (M1 L OS2
Wr) AT 295E L EF] To IERC HIEIZ X% BOR, RS ERTIOHEIZ L D BOR, JHIE ]
BB &9 D WBRE T IERC HEIZ L D BOR LUV —A T A O A 1 [81LL B2 ) 7= 4Bk
FTO IERC HIFEIZ £ 5 BOR M E a7z, BEEIF, 2T OWRE OB BILEK RETH o7 720,
HEFRREREZH L, X—RA T A HOFHEZ 1 BB 7855 X, PP EMEF—Tho7z [12
2L, 6 BARMED 1 BIOAZOFHET SD &HIE S, BOR BiHMEARHETH 72 1 4k, PP

(n=64) IZITEENRoTeh, WEFREREL AL, X—A T A %D SLD OFiiz 1 B2 F52
T WRERE (n=65) [ZixE Nz,

ZND 4 ODIEESHTIC X D ORR OFIFHIT 31.8%~40.6% T - 7= (FEMEHTIZ K 5 ORR:31.8%),
WERREIREZA L, X—RA T A V%O % 1 [BILL BT 72 8BE o3 2L, A7 —Y IV
® 2L O mMCC BEZXG L LTz Iyer HOICHER (Iyer H 2016) & R UMEHT HIETH YD | Iyer H DX
MR C O FHEETENGERF D ORR 11 23.3% CTh -7= (3.21H), [ UMNT H1ETH D PP EM ARG LE LT
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JREDHTIC K DT~ L~ 7 F 58D ORR 1X 40.6% T -7 [ TOHERE I PP EMOFBDINAE
(2RI 52 (MCC DMk FHIZ K 2 A L, 8% OELT O FRIEEMBZICREDET) Z2m/-
LCWerzd, PP EMITHERRFRZELZ A L, N—RA T A LHOFHNiA 1 [BILL 50 7o gkl o5k
Thotz], 7o, IRBRIYEME IERC OZER) (PR XX CR) HIED—BHE (BRhOF M
DHET—E LI=BRE OEIE) 1E. 90.9% (80/88 44) T - 7=, FEIESHT OFEMIL EMR100070-
003 3Bk CSR 11.4.1 THIZ /R LTV 5 (EMR100070-003 545k CSR 11.4.1 THE ), EMR100070-003 545
& SCHR & O HelERE T 3.2 THITR T,

BOR O FEfEHNT Tl k&2 227 70— 7 CH RN E O & 5 EEHE/ N80 Hiviz (2.3
TH)

>~/ o

& 273-15 EERRRAENROBRESN

Investigator
Assessment IERC Assessment
Per Protocol Measurable Disease > 1 Post-Baseline
Analysis Set* at Baseline Assessment
N =88 (100%) N =64 (100%) N =77 (100%) N =74 (100%)
n (%) n (%) n (%) n (%)
Best overall response
Complete response 8(9.1) 6(9.4) 6 (7.8) 8 (10.8)
Partial response 20 (22.7) 20 (31.3) 20 (26.0) 20 (27.0)
Stable disease 14 (15.9) 9(14.1) 9 (11.7) 9(12.2)
Progressive disease 35 (39.8) 29 (45.3) 29 (37.7) 32(43.2)
Non-complete response /
non-progressive disease 0 0 0 1(1.4)
Not evaluable 11 (12.5) 0 13 (16.9) 4(54)
Objective response rate
Response rate (CR + PR) 28 (31.8) 26 (40.6) 26 (33.8) 28 (37.8)
95% CI (exact)® (22.3, 42.6) (28.5, 53.6) (23.4,45.4) (26.8, 49.9)

Source: Study EMR100070-003 CSR: Table 15.2.1.1.1p, Table 15.2.1.1.2, Table 15.2.1.3, and Table 15.2.1.13.

Abbreviations: CI, confidence interval; CR, complete response; IERC, Independent Endpoint Review Committee; MCC, Merkel
cell carcinoma; N/n, number of subjects; PR, partial response.

2 Per Protocol Analysis Set. Subjects with measurable disease at baseline plus at least one on-treatment assessment due to the fact
that all subjects met the disease status entry criteria of M1 status, correct MCC histology, and had progressed after prior line of
chemotherapy in the metastatic setting; for exploratory, descriptive purposes only.

b95% Exact CI using the Clopper-Pearson method.

2.1.2.8 REEERRMEEMR

G028 B ) E HLUE  (immune-related response criteria) (255 < BOR Z a3 5728, 1R Y
A O EIC K 5% B i Bt 5205 (immune-related best overall response; irBOR) % nﬂﬂﬁ L7z (3
2.7.3-16), RECIST Z JHWZIRERH S EERTOHEIZ £ % BOR (% 2.7.3-15) & @ LT, irBOR T
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BT 244753 CR ERHili S 7 (RS ERIOHIEIZ LD BOR Tl 1 41X SD, 1 41X PD), W
NOHERE A (RECIST 12 X % PD HIFEH# D SD X° PR ~Dik#) & IEFR I, 1% i7i@ﬁ&:
SD., WD HKPERFIZ PD & HE &L, £ D% PR KONCR BRRO BT, BID 141X 7HEIZ PD &H
EIHL, £ D% SD N CR iR ® HivTz,

#&2.7.3-16 RRELEMOHEICL SREEERERBEHR (TT K

Avelumab
N =88 (100%)
n (%)

Best overall response

Complete response 10 (11.4)

Partial response 20 (22.7)

Stable discase 16 (18.2)

Progressive disease 24 (27.3)

Not evaluable 18 (20.5)
Objective response rate

Response rate (CR + PR) 30 (34.1)

95% CI (exact)? (24.3, 45.0)

Source: Study EMR100070-003 CSR Table 15.2.1.14.

Abbreviations: CI, confidence interval; CR, complete response; ITT, intent-to-treat; N/n, number of subjects; PR, partial
response.

2 95% Exact CI using the Clopper-Pearson method.

21.2.9 BEOHREICED (Gl - REBEEDETFNE

NR—=2AT A IFIT 724 (81.8%) 73 EQ-3D FEfi L, 70 4 (79.5%) 7% FACT-M % 3 L7z, 25
AT, RBREMKG T OWBRE 454055, 324 (71.1%) N EQ-5D # i L. 314 (68.9%)
7% FACT-M % % L7z, #BRHIMAE L T, EBRSINH OPERE D 60%LL EANEE OHEIZIHS<
REAM 2 2 L 7=, BBRE O T D < Bl A i L 72 BB OBIG MRV Z L iE, A T ADFIK &
7B AREMEN D D (FRIZ 25 W H L),

EQ-5D OMH 7 F 11 7 RJEE, EQ-5D Index A =17 X% FACT-M A =1 7 THlITE L 7= 48R A D 2k et
FERBBIC R E R IT A T BB O E QOL DHERITZE L TUWe,

N2 T A U HEOEAOFHEIRE (7TIEEB) T, A (&R A XOME/ ) & gBRE O
HE ERERSH QOL (X— 2 T A L) b DAL &) ORI IED BH N 2 & 7=, #HBE4R%LIT EQ-5D Index
A a7 FEREMIFEEEE, FACT-M Trial Outcome Index, FACT-G &3t A 27 LN FACT-M &5t A 27 T
b RENoTz, %PEOFHMRE R CIIPEBRE D D72 < 7e o T2 p3, G-I 238 L CTRERORE R0
Doz (13, 19, 25 #H), LAEX Y JEEY A X0 NIIEFEEDE QOL d/h~HFLE DOtk &
FHRAL TS EE X bLD, 7B O A XOEbE (X=X 74 b DE{EF) & EQ-5D K&
NFACT-M R 27 DR_R—Z T A b DL O BRI, A S B ERRE A % 2.7.3- 17 12
Y. HAEBEMEEIRET WICES HHTTIE (K2.7.3-9, #%2.7.3-17), 30%DEEHE/NE 7 18 B
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® FACT-M &t A a7 OFHUED T 5.5 A > b OSFEITHY LWz [7 8 BICEY A XDZ%
BB 72 GA TR L, [BR£% %L 0.184 (95% CI : —0.340~—0.027) THME], Z OMEITHEBIZH L L7
fERERSE QOL T 5 FACT-M Gt A 2 7 OEFRMICER DO H D UE L B 2 HL D (Askew B 2009),
S HICFEM 72 RS E QOL DM E K O —E 1%, 5351 BIZIRAM LT ERIZ TR LTV D
(EMR100070-003 CSR D IERER S,

outcome index

#£273-17 7TEEDESYA AOELELEREEOETFNVER AT OEILEDHEEYE (TT
E3Gi))
Predicted mean Clinically
difference in Meaningful
HRQoL Score at Difference from
Week 7 for 30% vs literature
Correlation Coefficient® Regression Coefficient? 0% tumor size
Name of HRQoL Score (95% CI) (Slope, 95% CI) reduction®
EQ-5D
Visual analogue scale -0.188 (-0.470, 0.134) -0.091 (-0.248, 0.065) 2.73 7 to 124
Index -0.318 (-0.570, -0.004) -0.002 (-0.003, -0.000) 0.06 0.06 to 0.09¢
FACT-M
Physical well-being -0.148 (-0.441, 0.177) -0.022 (-0.070, 0.027) 0.66 2 to 3f
Emotional well-being -0.147 (-0.441, 0.178) -0.016 (-0.051, 0.020) 0.48 2 to 3f
Social/family -0.271 (-0.538, 0.052) -0.028 (-0.060, 0.005) 0.84 2 to 3f
well-being
Functional well-being -0.468 (-0.679, -0.173) -0.063 (-0.102, -0.023) 1.89 2 to 3f
Melanoma subscale -0.307 (-0.565, 0.013) -0.056 (-0.113, 0.002) 1.68 2 to 4°
Melanoma surgery -0.300 (-0.560, 0.021) -0.049 (-0.101, 0.003) 1.47 1 to 2¢
scale
FACT-G total -0.338 (-0.588, -0.021) -0.128 (-0.247, -0.009) 3.84 5to 7*
FACT-M total -0.364 (-0.607, -0.050) -0.184 (-0.340, -0.027) 5.52 4 to 6°
FACT-M trial -0.364 (-0.607, -0.050) -0.140 (-0.259, -0.021) 4.20 5to09°

Source: refer to Module 5.3.5.1 Table 15.2.7.5 and Table 15.2.7.6. (Note: erratum to Study EMR100070-003 CSR provided.)

Abbreviations: CI, confidence interval; EQ-5D, EuroQol-EQ-5D; FACT-G, Functional Assessment of Cancer Therapy - Global;

FACT-M, Functional Assessment of Cancer Therapy — Melanoma; HRQoL, health-related quality of life; ITT, intent-to-treat.

2 Pearson correlation coefficient was calculated between relative change (% change from baseline) in tumor size at each time
point and absolute change from baseline in EQ-5D (and FACT-M) scores at the same time point.
was applied to map the time point between tumor assessment and quality of life assessment.

A visit window of -/+7 days

b Regression coefficient was calculated by simple linear regression, with absolute change from baseline in HRQoL scores as the
dependent variable and relative change (% change from baseline) in tumor size at the same time point as the predictor.

¢ Extrapolation of predicted mean change from baseline with 30% decrease in tumor size (vs. 0% change in tumor size)
calculated as: (regression coefficient) X (30).

d Refer to Pickard et al 2007.

e Refer to Askew et al 2009.

f Refer to Yost et al 2013.
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2.7.3-9 7 EBDESY 1 XDZEILE & Functional Assessment of Cancer Therapy -
Melanoma 22 2 7 DZELEDMEEME (TT £H)

-15

-25

QoL Score Change fromBaseline

35 <

45

Linear Regression Parameter Estimates:
Slope =-0.184

Intercept = -2.955 L4

T T T T T T T T T T T T T T T T T T T

-105 -85 -85 5 65 -5 45 35 25 -15 -5 5 15 25 35 45 55 65 75

Tumor Size Relative Change fromBaseline %%)

-55

-65

Source: refer to Module 5.3.5.1 Figure 15.2.7.17. (Note: erratum to Study EMR100070-003 CSR provided.)
Abbreviations: ITT, intent-to-treat; QOL, quality of life.

22  #ZH%E 100070-Obs001 DEE

F 27223 T o 5 EMR100070-003 3R D AR OFFFRIC L TS 72, BIEZFSE 100070-Obs001 D
N—hKA CKED2L+E 1L ® 2 27— k) KO —F B (KM 2L+D 1 25— k) Tk, Efgf
® EMR100070-003 7/ S— h A QL+DOT~L~7) JOI—kK B (ILDOT7~)b~7) LREEDE
POLHEIZ L0 =H= IR 23 5 MCC O EF 27 d L7z,

BIEIFIE 100070-0Obs001 D 70 Fhifi J7 1k 4 DL NI Lk L 72, #2258 100070-Obs001 #AFE
HEEIHIIIRLTWD (BIEAFSE 100070-0bs001 R fE#H 5 9 THRRR) ,

BIEHIFSE 100070-0bs001 D /3— ~ A TiE, EMR100070-003 7&BR/S— b A O 2L+D BEHEM L [FkE
DERFEF L LT, KED 2L OBEFEFEZEEISRRL7Z, mMCC BEOIRIFE X HICRFT 57
W, 2FEOAR—FELTILOEEZBML, ILOakr— h~d, ZO®%REEDN 2L OIREE
ZFTENE I DI LT, 1L OBEFE LTE D, SHRETIIRFTESES TR AR LR
FENDEENH DT, BEMFIE 100070-0bs001 D/3— h A TIEAT— IV DRBEZHT 5 HE
DIk LT, MCC DIE LWREERZ T OFek b MH & UTo, 2RO L B 2 — & 1T\,
TR RR A D15 ONE Rl O FLER Bl S N7 mBREs . WM Clda vz & 2R L
77o 2R TIILL T OB O REO VT a7 i e ME s LT,
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1 JBIRL VA EOFLE T, ERIEE~DOIEHR L VA o LRSI T 2 #ln H 5
WEIZ IR SUTBAEDOR AR AT —T IV Th D

EIFERE 2T M1 OB 1R H 5

BB (B, MiZe &) OfRENH 5

BUE X3 £ ORI =R 4 1 9 MCC ORZWRH 5.

b B~ W N

F7o. BRAMEHE D EMR100070-003 35k & [k & L, FUARIAF] T Hika RS 2 H L7 A8
FH. ORI B SN 7 BE L OSSR EBEEMICE T (28 O R /R LR, Bt
O ERNFE, E I ERENEIIERS) 235O Do B e EIXBRIN L7z, MCC 135 R4 & B
T256 3% . EMR100070-003 38k Tid HIV BYs, NEasfmb, 180D M mis, oo fErE
BT SIE INHI RIS K 2 PR REIC & 2 B IXBRA Lo, BN — & ZIUE L TR
D FEFRNT X R 2 R N EH R BE & L, FEMIT I SRER O Z T L2 ToRE
ZRSESHT O RER & LT,

(b2 1 D NI /N B O FEAf X EMR100070-003 35k & [FIRRICERECTd - 7=, T O Mg KR
B OEE 4 2 BB Rk ok L, BRI OB E 2 M OF & Ic L s L v a—%fT o7,
RECIST (2 355 & JEGHE N R A T 2720 FEE DRI EELZ ER L. L E 27 —ICRf L7,
1 P2 I i 7 M OVBESEL ™ 2 Rl AR ek O FE#2Y . RECIST 123 < BB R E21T H DICARRE LT
WA E, WL LC RECIST Z 58t & U 7o HEE UM D FEHE 2 F TSR /N SR & 0 FE L T2,
2 2 OFHIE DS FRNCHE L7 I X0 B VR 2 ST E d o 1256 . ABIESEOE(T
2 Bl S BEAT S OV A& 70 78 21T > T

BIEZHFSE 100070-0bs001 D/8— k B Tli&, EFEO/8— kA ERBEOAZE FiEE B L, BN R
AV FA—=A RV T ROAAL ZD A+DEMETR E Uiz, 73— b A CRKEOWFIE) & DE7RENT,
X— K B OALZEEEO BOR I3, [EAD B S = B 22 B R 07— % 75, RECIST 1.1
L0 B EREEIC SO THIE S NS TH 5,

R— kA ERIERIC, BIEAFSE 100070-0bs001 D~ <— K B TlZ EMR100070-003 35k & R D 2L+
BEZFEICRIR U, 2L+OBFERG L LIEGE, ILOBFEEXNRE Lichd & T, BBk
DAL L EDOACFFIEN BN T o 12028 0 I E IR T 20BN H 5, 73— b B (BRINOAFSE)
TiX, N—=hA LB FKINOL TR Y TIL OLFHFEO 2R — MZBET A ERSFIHTE 2
Molz, Fi-. BIEHFSE 100070-0bs001 Tl EMR100070-003 3%k (ECOGPS 2% 0 Xi% 1| DHEE DI
BEk) L H720 | ECOGPS |2 &5 BEOERIIITDOR -T2,

BLZ2HFSE 100070-Obs001 D/ N— N Tik, FAMNHE Lottt [Bl22mF58 100070-Obs001
FEht a0 sE R RN R E RS 4 R (BIZHFSE 100070-Obs001 a4 & EA16% 16.1 ) JIcHkS X
EMR100070-003 35 & [FlER OFHMIE B O & 75 M O 7152 O TRRNT 21T o 7o, 0N IEH 72 8
F(HIV &G, Mg fhe, Bk & 7o Mo X ORI L 2 5 il 2 RS 1X. EMR100070-003 75k D
BEEMERLBLL CWAERTH L, FEMITOXIGER & L, 2 TOwE e BHE & 54
& LT 1T o 72,

{EFFE ORISR 1T T ~ L~ TN L DA L 1T R 5720 2T Ok 2 BE XHRRNICE
ROBDLEMTHY, T~ T ORROSEL LTl OEMZTHET2 2 L ITEETH D, KEH
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D 2AADACFIRIED T — Z O TAiHI 2 RN (S S it i & R AR R & 2 ET Ly 1L OfB5ER
{EO=R— b, BIRGHEIEH © DRR K OVS— kB (BN O#FSE) 218 L7,

23 HITIL—TTOHROLE

ANEFEHFHI R ON—=R T A CREORE (NIBIHRZ. U R EIRZE D I BEFI DRI AL ORI T
& D J2 GRS O JFFERNL, SLD I X D _N—2 T A VEEOEET A X, JilREO LY A U4k, PD-L1 &
X MCPyV OREFURIL, 4l % N ECOG PS 2G4 1) ICXHE2TOV T/ L—F T, TUL=T |2k
LZHMFRO Btz (X2.7.3-10),

VT I N—TTOWERMER & LT, AHREOILTFIRIED L2 A FRS DI 0RO )5 5
ORR MEN o7, NSRS BAL 25%I25 £ -8R Tix ORR 2MEL 2 A b0 bitle, *
72, 0% PD-L1 KT MCPyV OFBLIRIUZ 3D 5388 H 7223, PD-L1 28 1% X% 5% D 7 v
k7 THAEDOHEERE TIE ORR 235 < 72 TR H iz,

1%D 7~ F 47 Tlid, PD-L1 23 EMEDHERFE D ORR 1 34.5% (95%CI : 22.5~48.1) . [atkoykEx
F D ORR 1% 18.8% (95%CI : 4.0~45.6) THV ., A XL 2.28 (95%CI: 0.53~13.78) Th -7,
5%DH v b A7 Tik, PD-L1 2PEDOHEERE D ORR 1% 52.6% (95%CI : 28.9~75.6) . [atEDikErE
® ORR 1% 23.6% (95% CI : 13.2~37.0) TH Y, F v XL 3.59 (95% CI: 1.04~12.31) ThoT,
PD-L1 235 OB 2 3 2 #8503 Tl ORR 23 < 72 HHAFEO H ALz 23, PD-L1 23 EMEO R
FTH ORR II+ICmd o772, PD-LLIT TR FONAL v —h—LF3Z 2 biRnol, &
FEALRRA LS AA C MCPyV 3B DO#EERE O ORR 1% 26.1%, EMEDOHEER#E D ORR 1% 35.5%, 4 v
A1 1.56 (95%C1: 0.51~4.67) THVH ., CIlNIAL<, HLRMERITRS bivied>7-, PD-L1 ®
BRI OMEE (1%E 5%) KO PD-L1 (1%) & MCPyV ORIFRLOMEE DOV 7 7 )L —7T
X, 2TOY T TN —7TREIPBH BN (K 2.73-10), V7 T N—TET DI 670 5 HMIX
EMR100070-003 545 CSR 11.4.1.1.4 TH|Z/~x LTV % (EMR100070-003 76k CSR 11.4.1.1.4 THE M),

AL FORAEIZ L D R—A T A VEFD CD8 DORIURI G Xx L7z (EMR100070-003 #5R
CSR 11.4.1.1.4 THZ ), CD8 DIEBLIRYL & ZZN O INZHHBIIERRD HALZe o 7o, FERIJITANA A~ —
T —DRBIFENT 7 Tl L, BRREEOME (2.7233.1 HHSM) ICR#T2TETH D,

ORR DY T I N—THr D7 + LA N7 ay F&[2.73-10 1277,
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27.3-10 ORRDHY T T IL—T@BD T+ LA TOy + (TT £H)
ORR
Subgroups n ORR and 95% Cl (a) n(%) 95% Cl (a)
| | |
ITT Population 88 F——e—— 28 (31.8) [ 22.3, 42.6)
Site of Primary Tumor
Skin 67 F——e—— 23 (34.3) ( 23.2, 46.9)
Non-skin 14 ! 4(286) ( 84, 58.1)
NA 7 | 1(14.3) [ 0.4, 57.9)
Number of Prior Systemic Therapy
=1 52 i 21(40.4) ( 27.0, 54.9)
>=2 36 ] 7(19.4) ( 8.2, 36.0
Number of Prior Systemic Therapy
for Metastatic Disease
=1 57 ——e— 22 (38.6) ( 26.0, 52.4)
>=2 31 F—e——— 6(19.4) ( 7.5, 37.5)
I I I I I
0 10 20 30 40 650 60 100
ORR
Subgroups n ORR and 95% Cl (a) n(%)  95% Cl(a)
| | |
Time from initial diagnosis to
study entry
<=1 year 19 1 6(31.6) ( 126, 56.6)
> 1 year and <= 2 years 32 ‘ 9(28.1) | 13.7, 46.7)
> 2 years 37 [ | 13(35.1) [ 20.2, 52.5)
Baseline ECOG PS
=0 49 F—To—— 17 (34.7) [ 21.7, 49.6)
=1 39 et 11(28.2) [ 15.0, 44.9)
Disease Burden at Baseline SLD
<=Q1 21 1 9(429) ( 21.8, 66.0)
> Q1 and <= Median 18 7(38.9) ( 17.3, 64.3)
> Median and <= Q3 19 7(36.8) ( 16.3, 61.6)
> Q3 19 | 3(15.8) ( 3.4, 39.6)
NA 117 | 2(182) ( 23, 51.8)
I I I I I
0 10 20 30 40 BO 60 100
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ORR
Subgroups n ORR and 95% Cl (a) n(%)  95% Cl(a)
| | | | |

PD-L1 Expression at Cut-off of 1%

Positive 58 F——te— 20 (34.5) ( 22,5, 48.1)

Negative 18 1 3(18.8) ( 4.0, 456)

Not Evaluable 14 1 5(35.7) ( 12.8, 64.9)
PD-L1 Expression at Cut-off of 5%

Positive 19 [ | 10 (52.6) [ 28.9, 75.6)

Negative 58 F——e—T1— 13(23.6) ( 13.2, 37.0)

Not Evaluable 14 1 5(35.7) ( 12.8, 64.9)
IHC-MCYV Status

Positive 48 —e——— 12(26.1) [ 14.3, 41.1)

Negative 31 1 | 11(35.5) ( 19.2, 54.6)

NA 11 1 5(45.5) [ 16.7, 76.6)

I I I I I I I I I
0 10 20 30 40 50 60 70 80 0@ 100
ORR
Subgroups n ORR and 95% Cl (a) n(%)  95% Cl(a)
| | | | |

Age Group

<65 22 1 | 7(31.8) ( 13.9, 54.9)

>=65 66 F—e— 21(31.8) ( 20.9, 44.4)
Visceral Metastases at Baseline

Present 47 e 16 (34.0) ( 20.9, 49.3)

Absent 41 e 12(29.3) [ 16.1, 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 [ 7(36.8) ( 16.3, 61.6)

PD-L1-/MCV+ 9 | 1(11.1) [ 0.3, 48.2)

PD-L1-/MCV- 7 ! 2(286) ( 3.7, 71.0)

NA 17 [ 7(41.2) ( 184, 67.1)

I I I I I I I I I
0 10 20 30 40 bBa 60 70 B8O 90 100
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ORR
Subgroups n ORR and 95% Cl (a) n(%) 95% Cl (a)
| | | | |

SexX

Male 65 e 21(32.3) ( 21.2, 45.1)

Female 23 1 | 7(30.4) (132, 529
Pooled Region

North America 51 F———— 17 (33.3) [ 20.8, 47.9)

Europe 29 1 | 7(24.1) ( 10.3, 43.5)

Rest of the World 8 1 | 4(50.0) ( 15.7, 84.3)
Lymph Node Disease Only at

Baseline

Yes 19 1 | 7(36.8) ( 16.3, 61.6)

No 69 e 21(30.4) ( 19.9, 42.7)

I I I

Source: Study EMR100070-003 CSR Figure 15.2.12.1.

Abbreviations: CI, confidence interval; ECOG PS, Eastern Cooperative Oncology Group Performance Status; IHC-MCYV, Merkel
cell polyoma virus (determined by immunohistochemistry); ITT, intent-to-treat; MCV, Merkel cell polyoma virus; n, number of
subjects; NA, not available/ not applicable; ORR, objective response rate; PD-L1, programmed death ligand 1; SLD, sum of
target lesion diameters.

295% Exact CI using the Clopper-Pearson method.

&7 7 )L—7"® Kaplan-Meier {512 K 5 6 # A OZZhFHEERIL 81%~100%THh ¥ . BEhOFHN
b7z (EMR100070-003 545 CSR 11.4.1.2.1 THZM), 7272 L. PD-L1 & (1% v b4 7)
DY 7 T N—TTlX, BRELEDD72< 6 5 A DRIFRRNPHEE TE R o T, BANKRD LT
BERE D 9 B PD-L1 BEMEOHERF L3 A THY . 2D 0 34 TR T IS Rk BRI 250 H3
Figt L T2 b 00 (DOR O#FIFRIE 3.9~5.6 » ALL L) | fmwfti 272007 —2 Bld 4oL I35 %
7R (58 2.7.3-40 KUV 2.7.3-41), 2R ERpE L 72 AEBI OEIA 1L ECOG PS ORREIZ L & F¥EEIL T
W= [DOR 236 % ALLE :PS0:94% (95%CI: 65~99), PS1:89% (95%CI : 43~98) ], PFS |,
ECOGPS % 0 O#ERE Y7 7 —7"TIXECOGPS 7 1 DA LI LT, 6 # H PFS OFEIA M E <
7 BfEmZ R LTz [PFS6 % HZE : PSO : 47% (95%CI : 31~60). PS1:31% (95%CI : 17~47)], 6
» AALFERIZ, ECOGPS 2% | OHERAE 12~ ECOGPS 7% 0 OHERE CTrim->7- [0S6 # HHE : PS
0:85% (95%CI : 72~93), PS 1:49% (95%CI : 32~63) ], & LIZFEMM72T — & % EMR100070-003
B CSR 15 HIZ/R LTV 5 (EMR100070-003 7k CSR Table 15.2.2.6, Table 15.2.3.6, M UF Table
152.4.6 ),

7% (CR XU PR) D3F8& HITHERE BN OR— R T A U REOREE & FEIE B OfFHRICET 2% %
EMR100070-003 75 CSR 11.4.1.1.1 ZH|Z~ LTV % (EMR100070-003 7&5#% CSR 11.4.1.1.1 THE M),

EMR100070-003 58k CTIIHEEDHURBHEDOHIRE 1T 3 A O L. 2 b O#ERE D BOR I
PR 2%, PDMN 1A THH-Tm, ERXRTT I IV—T NI ORERE 5 4 L0 D7,
ZIBH?D 3 4@ BOR KON PFS 5 FMEORHMlO—#8 & U CRi#k L7z (BREHE O 2.7.2.4.1.6
HZH),
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3 2HRZEL TOBRROLEK LG

31  ZREEUBOHEREICXNY HEETHE 100070-Obs001 & FEA4EE || #A5HER
(EMR100070-003 F48%) D#ERDLLE

ARIETIE, T~ 7B 220 IR 12 L 5 EE225 11 5Bk (EMR100070-003 55%) DRk
FH LALSRIE A S T TR T X B BIERIFSE 100070-0bs001 DG % eifis U7z, BIEAFZE 100070-
Obs001 1%, EE/25Ek CT&H % EMR100070-003 55k D Alig & fRIR 3% ETRLS X 9 1o, (LFiE%
ZF - mMCC BEDE A N INT =25 52560 LTTY¥ A Lz (1.31H),

3.1.1 £RZ2RAZE 100070-Obs001 D KERE DNER

N—h A CKE)

#eomtEs 204l A L, 20417 BB £ Tl iKnowMed & TGRS AT LDT
— AN X THFE S V72 MCC B 1E 686 - ELT- (IX12.7.3-11),

ZDHIHEL OEE (431 44) TILRRISE OFHLE T e nild b, RISz, Zoft
OBPILUE G FH XA, 1L LA EOA L2352 52 ) 7252 Riisf 2 £ 9 mMCC e 5 B3 120 44 53
BIENT, 20 O BB & B ST 2L OfLFRIEEZZ T R8O H 5 BFIL 9L TH Y |
PIRGR A EEICHEGR LT, oMLY (HEBIZ X 22 B OfisE, faskst oo/ AR~
DOBMIRE) 19 RS STz (3 2.7.3- 18), HEHIIT, 2L+ P E L2 T 7o LRBES L
TREIX204 Thotz (K2.73-12), ZHHD204DH L, GENEERBEITXI AL TH-T,
TERERFE 64D H B, EMHEKOB G 2% T -BEIT 5 4, BEOMKEOEREN 14 TH -
770 204D 95 5 3L DALFRIEEZTT-REIL 1L OHRTH Y, 750 D 19 413 2L DLFREE %
Ay

IL DALFHEO 2k — F T, ERO#EY . T —F RX—=2A0 5 120 £ MBS & HIlr <
72 (X2.73-12), 2R AEEICHER LT, 1L O(LFREEZIT-BE & Lk s Shi-BEi
67 4 T o7z, 2L+OALFIHEZ 2T T2 L FERIZ, b Zh o RN RIERES 03580 b
PNZ ETholo, IL Db FREEZ TS EZ A T2 mMCC BF 6740525 (335H),
FESIER 72 BFIL 51 4 Th o7 (B OWROFERITBLZAIZE 100070-0bs001 #aFhEH S 10.1 THS
M), EARARBEE 16 405D, SEMGIIROEE 250 - BH X 14 4, FFEO MR OB 2
£ ThoT- (BEAFZE 100070-0bs001 FaFEH S 416k 162 B H),
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2.7.3-11 ZREELBRDEIIE A LT L HERERE R E DOEIRBE (- K A)

Patient Diagnosis of Merkel cell carcinoma (MCC) anv time prior to - 20MlAND the patient’s MM practice location
Identification uses the full EHR. All patients are =18 vears of age at eadliest [l lilvisit. (n=686)

Excluded subjects that did not meet all eligibility criteria (n=666)*

+ Not suspected of having distant metastases, based on structured data (excduded n=43 1; remaining
n=255 with suspected metastatic MCC)
v
+ Did not have continuity of care at-[?:l visit after suspected metastatic MCC diagnosis) or
arecord of death (exduded n=18)
+ Had additional solid tumor other than basal or squamous cell carcinomas and other than bladder
or cervical carcinomas in situ (excluded n=27) (remaining n=210)

v

¥ . v
+ Did not have evidence of any . | #Evidence of chemotherapy wreatment for MCC
chemotherapy treament for MCC by | (remaining n=148)
I 0 M (=xcluded n=62)

+ MCC chemotherapy line(s) initiated by
> -EO-did not contain
z1qualifying agents” (excluded n=12)

+ As of 2 0B as evidence of only
I 1L systemic chemotherapy™ (excluded

n=97}

+ As of [ 20Mhas evidence of 221
or later systemic chemotherapy after
suspected metastatic MCC date
(remaining n=39)

]
Review of subject’s electronic patient chart confirmed patient:
+ had no LOT(s) prior to index line (2L orlater) containing qualifying” agents (excludedn=1)
+ did not have distant metastatic MCC (excluded n=11)**
+ had only 1L after confirmed distant metastasis date (excludedn=3)
+ participated in clinical trial outside [l (unstructured notes) (excluded n=4)

h 4

s ~
Treatment: Examined, retrospectively, patient’s earliest 2L or later systemic chemotherapy, meeting all eligibility criteria, given
Index Line within The M practice. (n=20)

_ ¥

‘ Total Qualified (n=20) }—l “““““““““““““““““““““““““““““ !
h 4
Subgroup Immunocompetent (n=14) Immunocompromised (n=6)***
Allocation + Primary analysis population + Subject had chronic lymphoid
" leukemia (CLL), multiple
v

- @@
myeloma, or hypogammaglobulin
Follow-Up # All patients either completed or discontinued theirindex line of therapy. in the 5 years prior to or onindex
# Availability of baseline image study report to review target lesion date (n=1)
candidates (n=19; immunocompetent n=14). + Subjectreceived
» ldentification of one or more target lesions (n=17; immunocompetent n=13). immunosuppressive treatment
> Availability of one or more follow-upimage study reperts containing target during the 28 dayspriorto index
lesion(s), the Evaluable sample (n=14; immunocompetent n=11). or during the index line of therapy

l (n=5)

Analysis #Primary Endpoint. BOR (n=20; immmocompetent n=14).
» ORR analysis (n=20; immmocompetent n=14).

Source: Study 100070-Obs001 study report Figure 1.
Abbreviations: 1L, first-line chemotherapy; 2L, second-line chemotherapy; BOR, best overall response; EHR, electronic health
record; HIV, human immunodeficiency virus; iKM, iKnow Med; LOT, line of therapy; MCC, Merkel cell carcinoma; n, number

of subjects; ORR, objective response rate; [ NGzl INGNGNGNENGNGNGEGEGEE
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* None of the subjects met any of these exclusion criteria:

Participated in any I clinical trials during study period
Did not have evidence of continuity of care at IIIlll >1 visit following index date) or a record of death
Had history of T-cell co-regulatory protein agents prior to index date

Did not have minimum prior medical history, defined as either having initial Il visit at least 30 days prior to index or
chart’s unstructured physician notes from initial [Nl visits containing information on prior metastatic MCC therapies and
relevant MCC history.

** Subjects’ structured data was queried for ‘suspicion’ of metastatic disease based on the 5 criteria outlined in Study 100070-

Obs001 study report. However, once these 11 subjects’ electronic charts were examined, they were determined to have only

advanced or regional disease that was being treated or labeled as metastatic disease in iKM.

*#% None of the subjects had evidence of either characteristic below that would have identified them into the

immunocompromised subgroup:

Had illness that compromised the immune system (CD4 count <500 during 12 months prior to index date or diagnosed with
HIV as of index date)

Had documented organ or allogeneic stem cell transplant prior to index or during index line of therapy.
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2.7.3-12 “REFELUBRE—REEDEEHERRDAN (VI—FA)

Adult MCC prior to in practices

using full EMR
N = 686*

Suspected mMCC
N = 255*

Suspected Suspected
mMCC 1L mMCC 2L+

N = 120 N =39

Qualified mMCC 1L

(per Chart Review)
N =67

Source: Study 100070-Obs001 study report Figure 2.

Abbreviations: 1L, first-line chemotherapy; 2L+, second-line or later chemotherapy; EMR, electronic medical records; MCC,
Merkel cell carcinoma; mMCC, metastatic Merkel cell carcinoma; N, number of subjects; || | cGcNIzIzIINGE

* None of the subjects met any of the following exclusion criteria:

+ Participated in any NIl clinical trials during study period
+ Did not have evidence of continuity of care at |Illl>1 visit following index date) or a record of death
+ Had history of T-cell co-regulatory protein agents prior to index date

« Did not have minimum prior medical history, defined as either having initial [l visit at least 30 days prior to index or
chart’s unstructured physician notes from initial [l ll visits containing information on prior metastatic MCC therapies and
relevant MCC history.
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#*2.7.3-18 ZREELBEDERBIE A LT ILVERRERE DR ER (=K A)
Disqualified Number of Patients %
Total patients 39 100.0
Not disqualified 20 51.3
Disqualified: 19 48.7

1% line did not include allowed drug 1 5.2
No second line or later 3 15.8
Participated in clinical trial 4 21.1
No distant metastasis 11 57.9

Source: Study 100070-Obs001 study report Table 3.

2X— K B_(FRM)

207 W5 55 2057 £TICMCC LY A RYT971 40 MCC BENEE ST (&
2.73-19), Z D5 LEATHEOIBMEREB &L 2B S BE X326 4 Th oo, AT —V IV OERER
BEATH2BFIL 224 THY | RHRIEIZLDIREEZIT TWe, 2095 bIbFRiEE =T T\
BETNTNLDOHRTHST, 2D 1714056, 2L+OIFRIEL T T B & U TR & S

mEREITM L THoT,

QLADALFRIEZZ T HBE L L TR E SNEEEM LD b, RENEFRREBEILI294TH
ST, TEREBESHD O L BEEO MO BEIL 44, GEMEEROKR 5 2% 0781314

Thoto, BEEROMEE K 2.7.3-19 [T,
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*2.7.3-19 ZREELBRDERBIE A LT LR R EEIROME (/I—+B)
Subjects Excluded Subjects Remaining
N % N )
Subjects with MCC [l IIN20H - 20l 971 100
Subjects with advanced metastatic disease only 645 66.4 326 33.6

Attrition reasons among metastatic MCC (n = 326)
Subjects with Stage IV distant metastases 84 25.8 242 74.2

Subjects treated with systemic therapy (e.g.,
interferons, somatostatin analogues, kinase inhibitors,

radiopeptides, chemotherapy) 18 7.4 224 92.6
Subjects treated with chemotherapy (e.g., cisplatin,

carboplatin, etoposide, anthracyclins, or taxanes) 53 23.7 171 76.3
Subjects with 1L and 2L 137 80.1 34 19.9
Subjects available for analysis® (same as above) 34

Source: Study 100070-Obs001 study report Table 4.

Abbreviations: 1L, first-line chemotherapy; 2L, second-line chemotherapy; MCC, Merkel cell carcinoma; N, number of subjects.

2 The final sample size of 34 subjects represented only 10.4% of all subjects with metastatic disease in the MCC registry. Of the
34 qualified subjects with 2L or later chemotherapy, 29 were also immunocompetent. Of the 5 subjects who were
immunocompromised, 4 had a selected hematological malignancy and 1 subject received an immunosuppression drug.

3.1.2 EBEEMH

T3 7235 (EMR100070-003 78BR) & BIEAFSE 100070-Obs001 THUZE AN IEF 72 B3 O N O HEaHF
IR ON—A T A CREOFHEITHARIL TH Y . BIEZF5E 100070-Obs001 2 EMR100070-003 75k D%
ELTHZLiFRY EEXT (F273-20), ECOG PS 73 1 ®ABF OEIA 7Y EMR100070-003 #A5R &
HE A TBIERTZE 100070-0bs001 D /3— | A Tih- 7245, EMR100070-003 35k T ECOG PS 145k
SONRANEELE RIS 2ol 23HH), 7ok, WIEEEE O H X EMR100070-003 78k LR LA
S (BERILEZRS ., WA K ORER & E#8) ROV > 3EiLSh] & BLERRTFSE 100070-0bs001 (B X1
U U NEUSNOEEREENL) TERMDERY | T2 Z LA TE RN\, #£2.7.3-20 IZITE O
o 72 (BT O 72 BH DN OFFHEN R O — R T A RO R IZBIZSE 100070-Obs001 #2454
&3 Table 9 Z00).
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#2.7.3-20 ZREELUBEDEEZDAOMAZHIRUN—R 51 VORI
Study EMR100070-003 Study 100070-Obs001 Study 100070-Obs001
N=88 Part A (US) Part B (EU)
Immunocompetent Immunocompetent
N=14 N=29
Male, n (%) 65 (73.9) 11 (78.6) 18 (62.1)
Race, n (%)
White or Caucasian 81 (92.0) 8(57.1) 0
Other 3(3.4) 0 0
Not collected, unknown or 4(4.5) 6(42.9) 29 (100.0)
not documented
Region, n (%)
North America ? 51 (58.0) 14 (100.0)* 0
Europe 29 (33.0) 0 29 (100.0)
Other 8(9.1) 0 0
Age, years,
mean (standard deviation) 69.7 (10.71) 72.5 (11.7) 64.4 (11.6)
ECOG PS, n (%)
0 49 (55.7) 0 NA
1 39 (44.3) 13 (92.9) NA
Unknown 0 1(7.1) NA
Stage at diagnosis, n (%)
I, TA or IB 13 (14.8) 1(7.1) 3(10.3)
II, TA or IIB 11 (12.5) 6(42.9) 5(17.2)
111, TITA or IIIB 26 (29.5) 4 (28.6) 14 (48.3)
v 16 (18.2) 1(7.1) 7(24.1)
Missing, unconfirmed, or 22 (25.0) 2(14.3) NA

unknown

Source: Study EMR100070-003 CSR Table 15.1.3.1 and Listing 16.4 (stage derived according to Harms et al [refer to Harms et
al 2016]); Study 100070-Obs001 study report Table 7 and Table 10.
Abbreviations: ECOG PS, Eastern Cooperative Oncology Group Performance Status; N/n, number of subjects; NA, not available/

not applicable.
*AllUS

3.1.3 Bt

RBRT A o ROFA FEOENE CICBEEMAP R D ELEZER L, FELAR
(EMR100070-003 #&ER) & BIZFZE 100070-0bs001 % HLEE 3 AR E X TR o 72, fif 3R
AR DORER LALFIREERRF O R LW N TERR LI, i}
PRICITEETRETH D, EEARE I FEFE (EMR100070-003 7888 OARNEDORERIT, B

IEREIRAYIZAENT L. EMR100070-003
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100070-0bs001 D/3S— K~ A LUVS— K B O 2+DBEFEOFER LR TRIGTHAH Z L RB I N~
(£ 2.7.3-21, [22.7.3- 13 K OBLIZEHFZE 100070-Obs001 FAFE A 11.1.1 TR N 11.2.1 THEHK)

*  ORR ITHZHFZE 100070-Obs001 D 3— ~ A (28.6%. 95% CI : 8.4~58.1) K OV— K B
(10.3%. 95% CI : 2.2~27.4) OFRENIEF 2BHE X TT <75 (31.8%. 95.9%
Cl:21.9~43.1) TEhoTz,

+ CR CHESNTZREFEOEEIXT N~ T HEGHET.1% (8/884) ThoT=in, BEMIE
100070-Obs001 TIFFRH o7 (S— K A K OVN— K B TEH0/43 4),

e 6 7 HODRRIEZT /L~ T7HEHRET29.1% (95%CI : 19.5~38.8) Th o7, BIEMIE
100070-Obs001 D 3— k A L OVS— | B TiX 0% (95%CI: 73—k A 78 0.0~232, /X— K B
0.0~11.9) TH-o7=,

+ Kaplan-Meier {512 X 5 6 # H OFFHGRIZ T ~L~ 7GR T 92% (95% CI : 70~98) Tk
STy, BIERAFZE 100070-Obs001 /78—~ A LUV — K B TiX 0% TH Y., 3 » HZ Bz HHE
INTFED B o T,

+ PFS @ Kaplan-Meier #if#13, %7238 (EMR100070-003 5Bt Tl VW& 22-7
23, BIEFSE 100070-0bs001 DAL VL IR CITFR BNz~ Lz (1X2.7.3-13),

EMR100070-003 &5 & BIZAF%E 100070-0Obs001 DA ZMEDORE R A3 2.7.3- 21 (TR T, BIEZE
100070-0Obs001 DY 7 7 )L —FfEMT OFER1X 3.1.3.1 THIZR LT,
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#*27.3-21 FELHER (EMR100070-003 5458) & #ZHIZE 100070-Obs001 M Z R ELL
BROEEDRER
Efficacy Parameter Study EMR100070- Study 100070-Obs001 Study 100070-Obs001
003 Part A (US) Part B (EU)
N=88 Immunocompetent ? Immunocompetent *
N=14 N=29

BOR per RECIST 1.1

Complete response, n (%) 8(9.1) 0 0
Partial response, n (%) 20(22.7) 4 (28.6) 3(10.3)
Stable disease, n (%) 9(10.2) 2(14.3) 3(10.3)
Progressive disease, n (%) 32(36.4) 5(35.7) 23 (79.3)
Non-CR /Non-PD, n (%) 1(L1D) 0 0
Not evaluable, n (%) 18 (20.5) 3(21.4) 0

Objective response rate

Response rate (CR+PR), % 31.8 28.6 10.3
(95% CI) (21.9,43.1)° (8.4,58.1) (2.2,27.4)

Duration of response®

Median, months (95% CI) NE (8.3, NE) 1.7 (0.5, 3.0) 1.9(1.3,2.1)
Durable response rate

6-month, %, (95% CI) 29.1(19.5, 38.8)¢ 0 (0.0,23.2) 0(0.0,11.9)
Progression-free survival

Median, months (95% CI) 2.7(14,6.9) 2.2(1.2,3.5) 3.0(25,3.2)

6-month PFS rate by KM, % (95% CI) 40 (29, 50) 0 3.4(0.3,14.9)
Overall survival

6-month OS rate by KM, % (95% CI) 69 (58, 78) 26.8 (7.3, 51.5) 27.5 (13.0, 44.2)

Source: Study EMR100070-003 CSR Table 15.2.1.1.1, Table 15.2.2.1, Table 15.2.13.1, Table 15.2.3.1, and Table 15.2.4.1; Study
100070-Obs001 study report Table 13 and Table 16.

Abbreviations: 2L+, second-line or later chemotherapy; BOR, best overall response; CI, confidence interval; CR, complete
response; KM, Kaplan-Meier; N/n, number of subjects; NE, not estimable/ not evaluable; ORR, objective response rate; OS,
overall survival; PD, progressive disease; PFS, progression-free survival; PR, partial response; RECIST 1.1, Response Evaluation
Criteria in Solid Tumors version 1.1.

Note: All 2L+ subjects in Study 100070-Obs001 were followed until disease progression.

2No responses occurred in the immunocompromised group in Part A (n = 6) and Part B (n=15). Objective response rate was
20.0% (Part A) and 8.8% (Part B) among all qualified subjects.

95.9% CI accounting for group sequential testing strategy.

¢Based on number of subjects with confirmed response (CR+PR).

4Based on the ORR and the KM estimate for 6-month durability.
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3.1.3.1 £RZ2HEZE 100070-Obs001 D& E 734t

BIEHFSE 100070-0bs001 O T FAEHT I BRAEM 1T, EMR100070-003 38R (7 ~L~ 7 OS5 iiEifE
MAEER L, SENERRBELBRE) L ObE THRENEFRBEE L L, HIV Y, HEaBib, 15
ﬁ_;éﬁ&mﬁﬁoﬁ&#m%éhéméﬁ%%ﬁ#éﬁﬁiﬁﬂbtoMf\ﬁkbf 2TO
WA 7R 24+ D BE DFER A | N IER REBE LW ARTH 2.73-22 1R T, 2L+DGEReERE (X
—MA64. /S—=FB54) TIHEDRED SR T208, BERFE I 72072 DGR ORI IR
MThoT,

#+273-22 EREHE 100070-0bs001 D ZRFELURDEE DR BB EMNREUVEHRHIR

Part A Part B
All Qualified Immunocompetent™® All Qualified Immunocompetent™®
(N=20) N=14) (N=34) N=29)
Response n (%) n (%) n (%) n (%)
Best overall response
Complete response 0 0 0 0
Partial response 4(20.0) 4 (28.6) 3 (8.8) 3(10.3)
Stable disease 2 (10.0) 2 (14.3) 3(8.8) 3(10.3)
Progressive disease 8 (40.0) 5(35.7) 28 (82.4) 23 (79.3)
Not evaluable 6 (30.0) 3(21.4) 0 0
No baseline information
and no F/U information 1(16.7) 0
No F/U information and
no target lesions 2(33.3) 1(33.3)
No F/U information 3 (50.0) 2(66.7)
Objective response rate, % 20.0 28.6 8.8 103
(95% CI)~¢ (5.7,43.7) (8.4, 58.1) (1.9, 23.7) (2.2,27.4)

Source: Study 100070-Obs001 study report Table 13.

Abbreviations: CI, confidence interval; CR, complete response; F/U, follow up; HIV, human immunodeficiency virus; N/n,
number of subjects; PR, partial response.

2 excludes HIV, organ transplant, various hematologic malignancies and therapeutic immunosuppression.

b Note that no responses occurred in the immunocompromised group, in Part A (n = 6) and Part B (n = 5).

¢ Objective response rate was calculated as subjects with CR or PR out of the total number of qualified subjects.

4 Clopper-Pearson exact binomial confidence intervals were provided.

Z OMOFINEDFETIT AT O 72 B3 & BN IER 70 BE THEEIL Tnie (8 2.7.3- 23) 23,
%&K£%%<A~%A6%\A~b35%)f@%@iwwenﬁﬂotoﬂ~%A&A~bB@
ETOEREFETDORIL3 » AUUTFTHY . DOR OFRAEIX 2 » AR CTH-7=, /S—F A L/3—F
B O J5 T OS (X8 n-7= (5.5 % H AKii) .
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#273-23 W3 100070-0bs001 D RFEELIED EED T DDA EDHER

Part A Part B
All Qualified Immunocompetent™® All Qualified Immunocompetent™®
Efficacy Parameter (N=20) (N=14) (N=34) (N=29)
Number with CR or PR 4 4 3 3
DRRE, % (95% CI) 0.0 0.0 0.0 0.0
(0.0, 16.8) (0.0, 23.2) (0.0, 10.3) (0.0, 11.9)
DORY median (95% CT) 1.7 months 1.7 months 1.9 months 1.9 months
(0.5, 3.0) (0.5, 3.0) (1.3,2.1) (1.3,2.1)
TTD¢ median (95% CI) 1.5 months 1.8 months 2.7 months 2.8 months
(0.3,2.5) (0.3,3.3) (2.5,2.9) (2.5,4.3)
PFS¢ median (95% CI) 2.1 months 2.2 months 3.0 months 3.0 months
(1.0, 3.2) (1.2,3.5) (2.6, 3.1) (2.5,3.2)
PFS rated, % (95% CI)
6 months 0 0 2.9(0.2, 13.0) 3.4(0.3,14.9)
12 months 0 0 0 0
0S4 median (95% CI) 4.4 months 4.3 months 5.3 months 5.3 months
(2.2,6.2) (2.1,6.2) (4.3,5.8) (4.3,6.0)
0S¢ rate, % (95% CI)
6 months 30.2 (11.6, 51.4) 26.8 (7.3,51.5) 26.4 (13.1,41.8) 27.5(13.0,44.2)
12 months 0 0 0 0

Source: Study 100070-Obs001 study report Table 16.

Abbreviations: CI, confidence interval; CR, complete response; DOR, duration of response; DRR, durable response rate; HIV,
human immunodeficiency virus; N, number of subjects; OS, overall survival; PFS, progression-free survival; PR, partial
response; TTD, time to treatment discontinuation.

2 excludes HIV, organ transplant, various hematologic malignancies and therapeutic immunosuppression.

b Note that no responses occurred in the immunocompromised group, in Part A (n = 6) and Part B (n = 5).

¢ DRR was calculated as subjects with CR or PR lasting > 6 months out of the total number of qualified subjects.

4 Kaplan-Meier estimate.

32 RT—UIVOATLBREEEICZRBREDILFREEZRES LB E ZREELU
BOTANILITEHRES L-TELE I #8588 (EMR100070-003 5X8R) D#ERDLLE

mMCC (2% % 2L OALSERiEEZ T T2RE D T 1 227 T ¢ TR RRT — Z 13FE L7220

(Nghiem & 2016a), =R A AT 5 MCC BEITKIT 5 2L OALFHIE TR D F2h O BLELHT AL
R LT-ME— D3R E LT, Iyer H DL (Iyer & 2016) BFAET 5, Iyer © O ST NFEE 7273
B (EMR100070-003 35R) OfEF 2 RKBUZEKIT 5,

Iyer & D3CHEK (Iyer © 2016) @ ORR (£ 23.3% (7/30 44, 95% CI: 9.9~423) Th-o7=, SLHLTIE
—WENZFHM A BE /e T — X IXBRAN SN D720, RS KIS SN AR H D Z L ITER TN
XThd, Bl Iyer 5O3LHEL (Iyer © 2016) TiE, HGHIR P ORI —R T 1 U REORE
AERERAN R VWEREZRIN L, M L2V Ea—TIER< BANC X 252 HHA L T b, 512,
2L+D B x5 & LI BIEFSE 100070-0bs001 & (X572 0 | Tyer 5O SCHER (Iyer & 2016) TiE 2L @
(bR 2 2T T B D BRI L ShvT=, Tyer DO ICHL & FAEIZ. EMR100070-003 5BR D~— A Z
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A RFOE TR ST G- I OISR AN T o TR WHEER T & BrAh L 72 EE o Hr Tl
T b= 7 BEHREO IERC HIEIC L D HEE ORR 1T 40.6% (n=64, 95%CI : 28.5~53.6) Th-o7- (3
2.7.3-24), 728, Iyer 5O LK (Iyer © 2016) Tid 2L OALSFREZ =T 1= B3 30 4 4 413500%
PIHPRAEIC 8 o 723, FE DN IER 72 FB3E O ORR I S TURu,

T TN K DN B MR L7 DIkt L Tyer & O SCHER (Tyer & 2016) TIIBIELF4E 100070-
Obs001 & [FIFRIZ, 2L DALFHEIEIT K 2288035 E L7202 > 72, EMR100070-003 #R8% Tl, Iyer H D
SR (Tyer © 2016) & Ft_T DOR, DRR %6 % H PFS HOMENKE S (F£2.73-24), Zhbd
DifEF % W LT PFS @ Kaplan-Meier HI#IEZ ORI TEIX WV & 72572, Tyer ©DOICHEL (Iyer
2016) Tix, %ﬁﬁb’%%‘ﬁ 100070-Obs001 & Rk IZ ALk il D PFS ¢ Kaplan-Meier BHARITHEERY
BEZEE L, B 0ZBE L, ZE 7T~~~ 75850 PFS @ Kaplan-Meier HE#R2Y —FAME
Do AR L, f&#@ﬂ%ﬁﬂﬁ FNe oo & LT TH S (1X2.73-13),
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#+273-24 EMR100070-003 ;XBRDFER L ERX R AL E LB D ZRIFEDEED

LEES
Efficacy Parameter EMR100070-003 EMR100070-003 Retrospective Study
ITT PP? by Iyer et al 2016
N =88 N =64 N=30°

BOR per RECIST 1.1

Complete response, n (%) 8(9.1) 6(9.4) 1(3.3)

Partial response, n (%) 20 (22.7) 20 (31.3) 6 (20.0)

Stable disease, n (%) 9(10.2) 9(14.1) 1(3.3)

Progressive disease, n (%) 32(36.4) 29 (45.3) 22 (73.3)

Non-CR /Non-PD, n (%) 1(1.1) 0 0

Not evaluable, n (%) 18 (20.5) 0 0
Objective response rate

Response rate, CR+PR, n (%) 28 (31.8) 26 (40.6) 7(23.3)

(95% CI) (21.9, 43.1)° (28.5, 53.6) (9.9 42.3)
Duration of response

Median, months (95% CI) NE (8.3, NE) NE (8.3, NE) 33

6-month by KM, % (95% CI) 92 (70, 98) 91 (67, 98) NA
Durable response rate

6-month, % (95% CI) 29.1(19.5, 38.8) 36.9 (24.8,48.9) 6.7 (0.8,22.1)
Progression-free survival

Median, months (95% CI) 2.7(1.4,6.9) 2.8(1.6,7.4) 2.0(1.3,2.7)

6-month PFS rate by KM, % (95% CI) 40 (29, 50) 44 (31, 55) 13 (4, 28)

Source: Study EMR100070-003 CSR Table 15.2.1.1.1, Table 15.2.2.1, Table 15.2.13.1, Table 15.2.3.1, Table 15.2.1.1.1p; Table
15.2.2.1p, and Table 15.2.3.1p; refer to Iyer et al 2016 (with additional data from personal communication with P. Nghiem and
calculations by the Sponsor).

Abbreviations: BOR, best overall response; CI, confidence interval; CR, complete response; ITT, intent-to-treat; KM, Kaplan-
Meier; MCC, Merkel cell carcinoma; N/n, number of subjects; NA, not available/ not applicable; NE, not estimable/ not
evaluable; PD, progressive disease; PFS, progression-free survival; PP, per protocol; PR, partial response; RECIST 1.1, Response
Evaluation Criteria in Solid Tumors version 1.1.

aPer Protocol Analysis Set. Subjects with measurable disease at baseline plus at least one on-treatment assessment due to the fact
that all subjects met the disease status entry criteria of M1 status, correct MCC histology, and had progressed after prior line of
chemotherapy in the metastatic setting; for exploratory, descriptive purposes only.

b Of the 30 patients, 4 (13.3%) had systemic immune suppression. Results are from all subjects.

€95.9% Cl accounting for group sequential testing strategy.
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2.7.3-13 FE4HER (EMR100070-003 5X5&%) . #REIHFZE 100070-Obs001 (FEAIEE 4R
F2E) RUXEK (lyer 5 2016) DEEEAFHIR D Kaplan-Meier B ##

1.0
0.9
% 0.8
£ 07
k7] —003
Ll 0.6 - - US 2L+
E - - EU 2L+
Q@ —lyer et al.
2 05
= 04
-
S 03
Q.
& 02
0.1
0.0l , , , , , L ‘ , , ,
0 2 4 6 8 10 12 14 16 18 20
At Risk Progression-Free Survival Time (months)
003 88 43 32 29 20 9 6 5 2 1 0
us 2L+ 14 9 2 0 0 0 0 0 0 0 0
EU 2L+ 29 25 6 1 0 0 0 0 0 0 0
lyeretal. 30 15 6 4 1 1 0 0 0 0 0

Source: Study EMR100070-003 CSR Figure 4, Study 100070-Obs001 study report Figure 10 and Figure 12, and refer to Iyer et
al 2016.

Abbreviations: 2L+, second-line or later chemotherapy; PP, per protocol.

Legend: 003, Study EMR100070-003 (Figure 4); US 2L+, Study 100070-Obs001 Part A (US), 2L+ chemotherapy (Figure 10);
EU 2L+, Study 100070-Obs001 Part B (EU), 2L+ chemotherapy (Figure 12); and Iyer et al, refer to Iyer et al 2016;

33 AT RBREDELFREZITE-BELORROLE

BIEHFSE 100070-0bs001 2 O Iyer B D SCHER (Iyer © 2016) Tik, 2L DL 2#%E (EMR100070-003
RERICAY) 2202 BF TN, 1L OLBRIEE %) 7= B Olmid b REH L7,

BIZIIFSE 100070-0bs001 Tl 1L DfbFHIEE S o REs 2 A9 % mMCC BFHF & L Tl &
SNTZEBEIL 67 4 Th oo, 2L+D(LFHFE T T-BE L RIERC. b 20 - T BRI B 130=RE
S G80 LN Z & Th o7z, BIEHFSE 100070-0bs001 D 1L = A— kD A QFEFHEN K O —
AT A VREOREAZ R 2.7.3- 25 17T (BT Ow R EH OFMEIFBIZIIE 100070-0bs001 #a157H
HE102HSM),
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#2.7.3-25 —RB|EERTEEBOANORGFZHIRUVAN—R 5 1 VORI
Study 100070-Obs001 Part A Study 100070-Obs001 Part A
US) (US)
Immunocompetent All Qualified
N=51 N =67

Male, n (%) 43 (84.3) 53 (79.1)
Race, n (%)

White or Caucasian 34 (66.7) 43 (64.2)

Other or not documented 17 (33.3) 24 (35.8)
Region

US, n (%) 51 (100) 67 (100)
Age, years, mean (standard deviation) 75.8 (10.7) 74.4 (10.5)
ECOG PS, n (%)

0 11 (21.6) 14 (20.9)

1 25 (49.0) 32 (47.8)

2 or 3° 5(9.8) 8 (11.9)

Unknown 10 (19.6) 13 (19.4)
Stage at diagnosis, n (%)

I 10 (19.6) 16 (23.9)

I 14 (27.5) 18 (26.9)

I 11 (21.6) 14 (20.9)

v 6 (11.8) 7(10.4)

Missing, unconfirmed, or unknown 10 (19.6) 12 (17.9)

Source: Study 100070-Obs001 study report Table 8 and Table 11.
Abbreviations: ECOG PS, Eastern Cooperative Oncology Group Performance Status; N/n, number of subjects.
2 Corrected percentage calculation presented; errata to source documents pending.

AADT L TE GO ORR X, 1L OALFREEERRE & L~ TRRRE MRV ME T H - 7273,
DOR L 2L+D T ~ )~ 7 EREO T B +5312 &K < 2L+D T~ )L~ T ERFD 6 » H? DRR (& 1L
OALZFERIEER RO 2 5 TH o 72 (3£ 2.7.3-26), DOR OHFRA X, 7~~~ 7GR CIIREE

(95%CI : 8.3 w H~RKEE) Tho7lzhd, 1L O FFRIEFEMRETITBIZFSE 100070-0bs001 D5
MDIEF72BET6.7 #» A (95% Cl: 1.2~10.5), £ TOwEKREZETS7 # A (95% CI : 2.6~8.7) .
Iyer & O3CHER (Iyer © 2016) T2.8 # H ThH-7=, 6 # A H®D PFS KT 0S H(, 2L+DO T~ )L~7 L
IL DAL CRIRE Th o T2,
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% 2.7.3-26 —REEE L TOLEERER UV ZRE
Efficacy Parameter EMR100070 -003 Study 100070-Obs001 Study 100070- Iyer et al 2016
2L+ Part A (US) Obs001 1“ Line
N =88 Immunocompetent Part A (US) N=62"
1st Line? All Eligible
N=51 1%t Line?
=67

ORR, % (95% CI)

31.8(21.9, 43.1)°

29.4 (17.5,43.8)

31.3 (20.6, 43.8)

54.8 (41.7, 67.5)

(95% CI)

(8.3, NE)

ORR analysis subgroup Previous 1 line: NA NA NA
by number of pI‘iOI‘ 40.4 (27‘05 54_9)
chemotherapy line, % Previous >2 lines:
(95% CI) = ’
19.4 (8.2, 36.0)
Median DOR, months Median not reached 6.7 (1.2, 10.5) 5.7 (2.6,8.7) 2.8

6-month DRR, % (95%
CDh

29.1 (19.5, 38.8)

15.7 (7.0, 28.6)

14.9 (7.4,25.7)

17.7 (9.2, 29.5)

(95% CI)

6-month PFS rate, % 40 (29, 50) 47.1 (33.0, 59.9) 44.8 (32.7, 56.2) NA
(95% CI)
6-month OS rate, % 69 (58, 78) 66.7 (52.0, 77.8) 70.1 (57.5, 79.5) NA

Source: Study EMR100070-003 CSR Table 15.2.1.1.1, Figure 15.2.12.1, Table 15.2.2.1, Table 15.2.13.1, Table 15.2.3.1, and
Table 15.2.4.1; Study 100070-Obs001 study report Table 14 and Table 17; refer to Iyer et al 2016 (with additional data from
personal communication with P. Nghiem and calculations by the Sponsor).
Abbreviations: 2L+, second-line or later chemotherapy; CI, confidence interval; DOR, duration of response; DRR, durable
response rate; N, number of subjects; NA, not available/ not applicable; NE, not estimable/ not evaluable; ORR, objective
response rate; OS, overall survival; PFS, progression-free survival.

2In the immunocompromised subgroup (n = 16), there were 6 responses and an ORR of 37.5%.

®Of the 62 subjects, 14 (22.6%) had systemic immune suppression. Results are from all subjects.

©95.9% CI accounting for group sequential testing strategy.

34 BAXANIHIT AR

EMR100070-003 FERIC B gk S 4172 B AR ABERE 3 4 OWLBRE T 5o, K OB B DB NI D55
HARHEICERT D L & BT 2.7.3- 14 1T,

BRERAE 9010001 1% 74 1D BMETH Y . ECOG PS 1 0 Th o7, AWBRE ITEBHRE M1) 2F
LTCHEY ., FURR LERBIFEICKHT HRER E LT IL OEFRIEEZ 2, JFIREBOROOZKH
O 1.3 DR L, ;ﬁﬁ%ﬁ%@nﬁmmﬁ; 9.5 # ANFB LT\, 7L~ 71X 24 a5 s, &5
X 5586 W CTH T2, T—F v b4 7 B TOBEBHEENMIZ 124 » H Th -7, BOR |Z CR
Thol, THE RWOIEEAMGR) (2 PR, RWT I3 BIZ CR BFRD BV, B’ 6 » HUL E
Frfe L7 (DOR : 83 » H), IERCHITEIZL D PFS1X9.7 » A THoT=, AWREILIT—X > A
7RI EAEFEM B IZAEGFDPHER SN TEBY, U0k 5 OS Wil 124 » A Th o7z,

BB 9010002 1% 78 IO BIETH Y, ECOGPS 1L 1 TH o7z, #BEIIEMIHE (Mla) 2HL

TEY., FERA LIRS T HRNEE S LT IL O RELZZ -, FEREORIIOZEND
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1.7 S0 L, BN ZORZKINS 5.3 » ABB L Tz, 7TUb~ 713 7 b S, #59
i 14.00 i TH -7, BOR (X SD TH -7, IERC H|EIZL D PFSX2.8 » H TH-o7=, T—H N
v MATE T, AYBRE I LTz (0S:56 5 H).

BEBRFE 9020001 1% 73 DLt TH Y, ECOGPS 131 TH o7z, WA ITIEBHE Mla) ZH L
TEY., FURBLEGBIHREICHT HRIAR E LT 2L OeF ka2 -, FURBORIIOZKN G
LSRG L, IBBIREDOZEING 11.8 # Al L Tz, 7-Ub~ 734 Blfh- S, &5
MiE 10.29 M Tdh->7-, BORIZPD Tho7-, IERCH|FEIZLDPFS 14 5 H ThHotzy, T—HX N
v MATEE T, AYBRE I LTz (0S:75 5 H),

2.7.3-14 WEREROMIEHER L E 1 —RESHEIC L 2FNFE TOHER ORI EAM

(AXA. N=3)
2010001 A A A
)
E‘ A Complete response
=0
15} A Partial response
T |9e0to002 A P
= A Stable disease
= A . .
E Progressive dizsease
= Ongoing response
c0z0001 . * * End of Treatment
L s e L L B L
0 1 2 3 4 g 53 7 8 9 10

Months Since Treatm ent Initiation

Source: Study EMR100070-003 CSR Figure 15.2.2.20 (modified).
Abbreviations: N, number of subjects.

BIEAFSE 100070-0bs001 12 BAR NBREILE N TR0,

4 BFRICGONE-AMDEOHKR

AGRHEET . EMR100070-003 78R/ S— k A K UVS— | B OFEORERORIIEHRE., ThTh
EMR100070-003 75 CSR ffii& 2 } OV EMR100070-003 iABr7T 7 = /L LR — b 1 IZEK LTz, A
B LT =208y b7 HIFE, S—=FAN201649H3HTHY, 73— B A 2016 4 12
H30 HTH D,

4.1 EMR100070-003 S E& AR IR &S E4HE 2

EMR100070-003 &%/ <X— b A (%, 1L DL EDILFRIEEZ S TEIT L7 mMCC SBE x5 L LT
RO, 7T~ 7 OEBEER, B, EEMR. £ 0 HRRTH DL, FEMITIT. 2 TOwRE
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N, TL= T ORGSR Y 6 5 ABOBHFREZK T L72%ICEK L7Z (6 » HiBb
RAFENT DT — X Ty bATH 1201643 A 3 H),

Z D%, BINOBEBIEIEMNTZFE L, Thd, RRBRO/S— N A ICBE SN 95E % %t
LLLT, FANCHE LT =4 By N TR TH 2 Fctk OWERE ORI 5Bt D 12 5 H
BIZEmT D2 L& Ui (12 » ABMREMTOT —% 1y F47H 1201649 A 3 H),

At (EMR100070-003 55k CSR fifiit 2) Tidk. 2D 12 » HBHRGFRAEMT OFERZ2HET D,

411 WEREDAR — /A—F A 6 5 ARV 12 » AEHRAEHEN

TEZERRIEIC & 2 BITAIRIE ISR BT L 7OE MR 2 1 O [ 88 4 03 BREk S AL, TRBREEZS 1 |12
B sz, T b OWBRE A ITT EHICE D, WEHTREIE, 3 AOBBRE 2, 1RBRFEM G
FITUE > THERR S 4172 CR (B« Zoofth) (ZHen T, D7a< &b 6 » A DIBRERICIER 2 ik L7e
ZEThHD, 6 5 AKRDN2 5 HIBBREEMTIC 3T 298 E ONFR K O E 72 ek B kBl & % 2.7.3-
27 VTR,

& 2.7.3-27 WEREDORRREVEGHBRPILER (RY ) -V TRBITHRER)

Disposition Avelumab Avelumab 12-month
6-month minimum follow-up
minimum follow- analysis
up analysis n (%)

n (%)

Number of screened subjects 125 125

Number of subjects received at least 1 dose of study treatment 88 (100.0) 88 (100.0)

Treatment ongoing 26 (29.5) 19 (21.6)

Off treatment 62 (70.5) 69 (78.4)

Reason for discontinuation of treatment 62 (70.5) 69 (78.4)

Adverse event 2(2.3) 7 (8.0)

Lost to follow-up 1(1.1) 1(1.1)

Protocol non-compliance 1(1.1) 1(1.1)

Death 7 (8.0) 7 (8.0)

Disease progression 44 (50.0) 44 (50.0)

Withdrew consent 4 (4.5) 4(4.5)

Other 3(3.4) 5(5.7)

Subjects discontinued treatment but are still in follow-up 15 (17.0) 16 (18.2)

Subjects discontinued the study after receiving at least 1 dose of study treatment 47 (53.4) 53 (60.2)

Study reached predefined end 0 0

Lost to follow-up 1(1.1) 2(2.3)

Death 39 (44.3) 44 (50.0)

Withdrew consent® 7 (8.0) 7 (8.0)

Other 0 0
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Source: Study EMR100070-003 CSR Addeum 2 Table 1
2 Death was reported subsequently for 4 of these subjects.

412 RREEHR

ITT M DO#ERE 88 4D 5 H . 104 (11.4%) T IERC HEIZ L AHEE CR BRd LT (5 2.7.3-
28),

6 » HBENREMT &b 12 » A BENRAEMST (IERC HIEICX D) Tid, LAINZ PR &HES
TV 1 4 K OLIRNZIECR/FHEPD LHIESNTWZ 1 LR Z DK% CR EHIE S BINES Tz,
BOR 78 SD Th-o7-DIiX 94 (102%). PD ThH-o7=2DIE 324 (36.4%). sHlARFETH - 7=DiZ
184 (20.5%) THOH., WIny 6 » AHRLBHRAE () N6 EboRehoT-,

#*2.7.3-28 WA FHMEIEE LE 2 —RERHEICLHSEERRAREHR (TT £H)

Avelumab
N =388
6-month minimum 12-month minimum
follow-up analysis follow-up analysis
Best Overall Response, n (%)
Complete response 8(9.1) 10 (11.4)
Partial response 20 (22.7) 19 (21.6)
Stable disease 9 (10.2) 9 (10.2)
Non-complete response / non-progressive disease 1(1.1) 0(0)
Progressive disease 32 (36.4) 32 (36.4)
Not evaluable® 18 (20.5) 18 (20.5)
Objective Response Rate
CR + PR (Response rate), n (%) 28 (31.8) 29 (33.0)
95% CI (exact)® (22.3,42.6) (23.3,43.8)

Source: Study EMR100070-003 CSR Addeum 2 Table 2.

Abbreviations: BOR, best overall response; CI, confidence interval; CR, complete response; N/n, number of subjects; PD,
progressive disease; PR, partial response.

2 see Table 15.2.1.22 for reasons for BOR assessment of “not evaluable”.

®95% exact CI using the Clopper-Pearson method.

Note: In the 12-month minimum follow-up analysis, 1 subject previously reported (at the primary 6-month minimum follow-up
analysis) with a BOR of non-CR/non-PD (Subject 100070-003-407-0003) and 1 subject who previously had a BOR of PR now
converted to CR (Subject 100070-003-105-0005). Refer to Listings 16.2.6.3.1, and 16.2.6.5 (12-month minimum follow-up
analysis) and Study EMR100070-003 Clinical Study Report Listings 16.2.6.3.1, and 16.2.6.5 (6-month minimum follow-up
analysis).

184 (20.5%) 75, IERC (Z XV BOR #HliARGE & HIE S NTe, &R E LT, X=X T 1 %DM
Z 1 RICL BT - R . 6 v H B AEMAT ORFR TIX 74 4 Ll S e olckt L, 12 » A
BT OB S TIL 75 4 WS Sz, 12 HBBRERT O T — % B > R A TR, B
BR¥ 100070-003-136-0003 (6 » A IBEFFHAMAT ORER CTIL, AHERE X, N—R T A HFIZ IERC H|
TERERRAE L IEERRE A L TR EHE SN TV ) 1, &&kBiRs (338 HH) @ IERC f)
ECRERIFENRE SN LICHKSE, X=X T4 VHOEEiZHA L TWH DL LT
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I N, 6 HIBERRAARENT LIRS, #BRE % BOR FHREE & HIE LB HICZE DO HE L7
N,

413 EHAR]

12 % ABEREERYT OFT — % 1 v A 7R T, B3 E Lz (IERC HIEIC X 5 CR XL PR)
2940955, 2547056 # HLLED DOR LT 134472312 » HLLE® DOR & 72 -7 (4 2.7.3-15),

6 & HIBERFRARRYT & X, 12 5 A BERRAMST (ERC HIEIZ L D) Tk, LAANZ PR &HIE S
T2 1 4 L OBIENZHE CR/FEPD & HE I TV 1 ABZ DO CR &HIE S BN S vz,
BOR /3 PR Th 7= 3 ZITEBHEITEZ K L7 (DOR 1L, 6.9, 8.6, 18.0 » H TH~-72),

FENWHEE L2294 D55 214 (72.4%) 1Z. 12 5 ABMFHERTOF — %2 1 v b 7 E T
B3 FHEE LT Y . DOR EHT TIXFTEID & Lz, kb EWERRH ORMIR & LTid, 14 (CR)
THD 233 H AL (ZDHIH 24T CR) TD18.0 #» ANETF b5, FIU0 ZFHT 5720,
Kaplan-Meier {£(Z & - T DOR % fi#4r L7z,

DOR (%, 12 % HBBWREMNT OF — & 5 v b A 7B Tl B3 LTV R0 s, Bl S T 95%
CI D TR 18.0 # A (95%CI: 18.0 # H~AKEE) LHEINTWVDZ LITERICET S (F2.73-
29), Kaplan-Meier {52 L7256, FDHEE LI-95E D 93% (95% CI : 74~98) %, T4
W25 6 » HLLEIC722 5 LHEE S, 74% (95% CI : 53~87) 1%, Z=hiif2Y 12 » A LA EIC22 5 L
EIND,

12 % ABBEERIT OFT — 2 1y NA TR T, BIIDMEE LT 294D B 144N T —F T

A7 BRNCEG AL L (Bl 5 APEERLGICLSTIE, 4423 PDIC LD H1E, 3 AR
EILEMICE D CR EER O (RBRIMFHEZHED) 6 » AMEZGHOFIE, 1 413 88E O1RR
FEEFHE B ARSI L DIk, 1 4B EBRE O ERBIC X Sk,

TRBRIE R 1L O BfORPERFIZ, 4 4D CR 23T, 9 4 TR DOFfed #E S 4z (X 2.7.3-15),

& 2.7.3-29 WIFMEER L E 1 —RESHEICLDFRHMHME (TT £H)

Avelumab
6-month minimum 12-month minimum
follow-up analysis follow-up analysis
(N=28) (N=29)
Number of subjects without event (censored), n (%) 23 (82.1) 21(72.4)
Number of subjects with an event, n (%) 5(17.9) 8(27.6)
Progressive disease, n (%) 517.9) 8(27.6)
Death, n (%) 0 0
Duration of response®
Median (months) NE NE
Minimum, maximum 2.8,17.5+ 2.8,23.3+
95% CI (8.3, NE) (18.0, NE)
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Avelumab

12-month minimum
follow-up analysis

6-month minimum
follow-up analysis

(N=28) (N=29)
Proportion of duration of response, % (95% CI)®
3 months 96 (77, 99) 97 (78, 100)
6 months 92 (70, 98) 93 (74, 98)
12 months 74 (47, 89) 74 (53, 87)

Durable response rate (DRR)®

6-month, % (95% CI)

29.1 (19.5, 38.8) 30.6 (20.9,40.3)

Source: Study EMR100070-003 CSR Addeum 2 Table 5
Abbreviations: CI, confidence interval; N/n, number of subjects; NE, not estimable.

2 Product-limit (Kaplan-Meier) estimates.

b Based on Kaplan-Meier estimates.

+ Denotes a censored value is provided (as response was ongoing).
¢ Post-hoc analysis based on the ORR and the KM estimate for 6-month durability. The denominator is the number of subjects

in the total population.

IERC H]EIZ L 5B E TOH & O DOR %] 2.7.3- 15 (2”7,
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2.7.3-15 WERE B DM FHEIEE L E 2 —ZERHEICL 5ZHDF TOHRMRUEDHM TT £H)

Subjects with Confirmed CR/PR (N=29)

20400008 E3 -
2090001 A [] |

1050001
2090005
206000
2060004 A >
3020003 A

2060006 A

3010001 A

1330010 @ ES

10500054 []
2040013 A

4070003 L]

los600015HA

1060003 M Ed
6010001 A

2000010 A

9530002 A

9510001 A

1330013 A ES >
3030001 A bo L Complete response
1350003 A EX)

9010001 A ] 9 *
6080001 A 9 2 Progressive disease
6050005 A 9
2040000 A [] EQ)|
1020002 W X ¢ *  End of Treatment
1010003 A % d

lc0s0002 A ED)

Iy

> >

)

Iy

iy

1%
¥ %
Y

Individual Subjects

vy

A partial response

= Ongoing response

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25

Months Since Treatment Initiation

Source: Study EMR100070-003 CSR Addeum 2 Figure 2.
Abbreviations: CR, complete response; PR, partial response.
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414 A B A TR

Kaplan-Meier 512 & % PFS OH 8l (3% 2.7.3-30) 1£2.7 # H (95%CI: 1.4~6.9) THY, 6 » A
PFS (X 40% (95% CI : 29~50), 12 % A XN 15 » A PFS IXZNE1 30% (95%CI : 21~41) T
HoT,

TNHDOFNFERIT. FE L TEYDNFR L TV AHEREICLD2 D TH -7, 12 » HEHE T,
54 Z1Z PFS A X2 FFRO AL, PFS A X2 ERGRD LW 21 4 (IERC HIEIZ XL D) 12, F
BhUT-#eBRE 194 (CR74. PR1244) KRORSD &7 o 7l 2 43 E £z,

& 2.7.3-30 WA FHEIEE L E 2 —ZERHEICL HEEBAFHRE TT £

Avelumab
N=88

6-month minimum 12-month minimum

follow-up analysis follow-up analysis
Number of subjects without event (censored), n (%) 36 (40.9) 33 (37.5)
Number of subjects with an event, n (%) 52 (59.1) 55 (62.5)
Progressive disease 44 (50.0) 47 (53.4)
Death 8(9.1) 8(9.1)
Progression-free survival time* (months)
Median 2.7 2.7
Minimum, maximum 0.03, 18.8 0.03,24.5
95% CI (1.4,6.9) (1.4,6.9)
Number of subjects at risk / failed / progression-free rates, % up to
(95% CI)°
3 months 33/45/42 (31, 53) 33/45/42 (31, 53)
6 months 29 /47 /40 (29, 50) 30/47/40 (29, 50)
12 months 6/52/30(19,41) 21/54/30(21,41)
15 months Not determined® 11/54/30(21,41)

Source: Study EMR100070-003 CSR Addeum 2 Table 9.

Abbreviations: CI, confidence interval; N/n, number of subjects.

2 Product-limit (Kaplan-Meier) estimates.

b Based on Kaplan-Meier estimates.

¢ Not determined in the 6-month minimum follow-up analysis due to the low number of subjects having reached this time
point.

PFS (IERC H|ZEIZ XL %) @ Kaplan-Meier Hi#IZ, I HITHIX N E 72> T D (X2.7.3- 16),
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2.7.3-16 MIFTMIEE L E 2 —FERHITIC & HEIEELEFHRM D Kaplan-Meier Bi#R
(ITT &£H)

Product-Limit Survival Estimate (N=88)

0.9 1
0.8 1
0.7 1
0.6 1
0.5 1

0.4 1

Kaplan-Meier Estimate

0.3 i

—+
——
-

0.2 1

0.11

0.0 A
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Progression Free Survival by IERC (months)

# At Risk
88 43 32 30 27 24 21 " 8 6 5 2 1 0

Source: Study EMR100070-003 CSR Addeum 2 Fgure 3.
Abbreviations: IERC, Independent Endpoint Review Committee.

415 A FHIM

BRE LT, 12 » HIBMEREMSTOT — 2 1> NAT7RRT 48 4 (54.5%) B LT e (&
2.7.3-31),

OS OHEEHIAEIZ 129 » H (95%CI : 7.5~KEiZE) THY ., 6 # A OS FiX 70% (95%CI : 59~
78). 12 » H OS Z1X 52% (95% CI : 41~62). 15 % A OS Hi% 44% (95% CI : 32~54) Th o7,
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& 2.7.3- 31 EAFHE TT £

Avelumab

6-month minimum
follow-up analysis

12-month minimum
follow-up analysis

Number of subjects without event (censored), n (%)

Number of subjects with an event (death), n (%)

Overall survival time® (months)
Median
Minimum, maximum

95% CI

Number of subjects at risk / failed / survival rates, % up to (95% CI)°
3 months
6 months
12 months

15 months

45 (51.1)
43 (48.9)

113
0.4, 18.8
(7.5, 14.0)

74/ 11/87 (78, 93)
57/26/69 (58, 78)
14 /39 /48 (35, 60)

Not determined®

40 (45.5)
48 (54.5)

12.9
0.4,24.7
(7.5,NE)

75/11/87 (78, 93)
59/26/70 (59, 78)
41/41/52 (41, 62)
23/46/44 (32, 54)

Source: Study EMR100070-003 CSR Addeum 2 Table 10.

Abbreviations: CI, confidence interval; N/n, number of subjects; NE, not estimable.

2 Product-limit (Kaplan-Meier) estimates.
b Based on Kaplan-Meier estimates.

¢ Not determined in the 6-month minimum follow-up analysis due to the low number of subjects having reached this

timepoint.

Note: For the 12-month minimum follow-up analysis, the cause of death was disease progression for 44 subjects and was

unknown for 4 subjects (refer to Listing 16.2.1.1).

OS @ Kaplan-Meier HifRIEL, Kuio2y FEEBEIEM2BE 27 O TlEn) ERLTEY | #

IEWVNZ 2 B AREMER S D (K2.7.3-17),
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2.7.3-17 24 7FHR D Kaplan-Meier Bi#g (ITT £H)

Product-Limit Survival Estimate (N=88)

0.9 1
0.8 1
0.7 1
0.6 1
0.5 1

0.4 1

Kaplan-Meier Estimate

0.3 1

0.2 1

0.11

0.0 A
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Overall Survival (months)

# At Risk
88 81 68 59 50 46 41 27 19 9 6 3 1 0

Source: Study EMR100070-003 CSR Addeum 2 Figure 6.
416  YITIL—TROAEMEFEIER

ARETIE, HROBEEEEZZ 61D (EFHEORFAPHIEICESL) 77— K+ (PD-L1 %
BURPL, THC-MCPyV BRI, N— R T A VIEOEEE, RHFEORNERL Y A U, X—X 7

A UIEOWIRERR) OB AR T D,

B SEFED Y T TN — TR RR T L D7 HY T V=T TIEEICE S o, BEHT L
NTEDLFERIIBOND,

4.1.61 PD-L1 Y T 7 IL—TRIOE M

Ak LT, PD-L1 A&t (1%DH v b4 7) OWEBRE 1640956 34 0NEH L., TDETH PR
Th oo, Frftiifs 6 » A &M SNICFRRNEDRBO O 24D 5 H 1 41X THC-MCPyV
EECHD . b H 14X IHC-MCPYV Bk Th -7,

BT LI, BEMICEZRDH D ORR 28, PD-LI FEHN 1% KM OMERE (SERE D 18.8%)
% OV PD-L1 %éfﬁbx S%ATHOWERE (BHERE D 23.6%) THROLNT, LrL, 77 L—7Ro
7= (PD-L1 BEDNGHEOWBRE DO ST NERFTHHZ L 2R LTND) RO LIL, TDOZEF 5%DH
v A7 TLVBEETH D L HICR AT (32.7.3-32), ORR (., PD-L1 ZEIN 5%LL EOWERE (n
=19) T 57.9%., PD-L1 3HLN 1%LL EO#ERE (N=58) T 36.2%, PD-L1 FELDOKR > h AR > bR
10%LL EO#ERF (N = 14) T 21.4%, PD-L1 BN 25%LL EOWERF (N=4) TS50.0%Th-o7,
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ORR DA > Xtk (5% v bA 712K % PD-L1 BB TOA » XIZkT DB To A v XD k)
23444 (95%CI : 1.28~15.51) THDHZ &5, PD-L1 BEIMEOHERE O 578 ORR 23 < 72 5 AlREME
Db ENmRgIne (F2.73-32),

DOR 7% 12 # A UL | & 72 28R OFIG OHEEMEIL, PD-L1 FHHN 5% AWM TH Y . 7 oB2h L7
PR 13 44T 2% Tho7=DIZxf L, PD-L1 B 5%LL ETH Y | 27858 L7I-#iRE 11 4 Tl
70% T o7z, DOR 28 6 # ALLE & 72 2805RE OFIG OHEEEIL 100 CREZE~AKEHE) & 720 | PD-
L1 OFRBURM & 1T ERR TH - 72,

PFS O 7 7 )V —7 KT TiX, PD-L1 ZBLD 1%L E UL 5%LL EOWERE DR BLFCh o7 (K
2.7.3- 18), PFS OH AKX, PD-L1 FEBLN 5% A OHERE T 1.6 # A Tho7=dIzxt L, PD-L1 %
LS 5%LL EOWERF TIX 10.0 » A TH Y, PFS O — K (5% v b4 712K 5 PD-L1 5Bz
PETCONY— RIZHT 2B TOANY— RDI) 13049 (95% CI: 0.24~098) ThH-o7-,

0S O 7 7 —TfiFHT Tid, PD-L1 FEBLA 1%LA E XU 5%, EOYEERF D573 BT o A2
SRR ENT (X 2.7.3-19), OS OFJAfEIL, PD-L1 FEED 5%LL EOYERE TREIETH > 7= DIT%
L (F—%7y NATREET19 44 8 4338 1) . PD-L1 FELDS 5% A OPERE TlL 12.6 » A Th
72 (554 31 413 E1E), 0S O SRAEX, PD-L1 BIHN 1%L EOWERE T 14.8 » H TH =D
(2% L. PD-L1 JEHLAN 1%AT OBERE TIX 7.1 » H Th o172,
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#2.7.3-32 PD-L1 DY T 5 IL—TRIDHE R

EEHMERB OERN UTT £H)

Avelumab
N=742
PD-L1 at Cut-off of 1% PD-L1 at Cut-off of 5%
Positive Negative Positive Negative
(n=58) (n=16) (n=19) (n=55)

BOR
Confirmed ORR, % (95% CI) 36.2 (24.0,49.9) 18.8 (4.0, 45.6) 57.9 (33.5,79.7) 23.6 (13.2,37.0)
Odds ratio (positive over negative) (95% CI) 2.46 (0.57,14.82) 4.44 (1.28,15.51)

DOR n=21 n=3 n=11 n=13
Median DOR (months) (95% CI)° NE (18.0, NE) NE (NE, NE) NE (6.9, NE) 18.0 (18.0, NE)
Estimated Rate for 6-month DOR, % (95% CI)d 100 (NE , NE) 100 (NE , NE) 100 (NE, NE ) 100 (NE ,NE)
Estimated Rate for 12-month DOR, % (95% CI)d 80 (55, 92) NE (NE, NE) 70 (33, 89) 92 (54 ,99)

PFS
Median PFS time (months) (95% CI)° 2.2(1.49.7) 2.6 (1.0, NE) 10.0 (1.5, NE) 1.6 (1.4,2.7)
6-month PFS rate, % (95% CI)d 43 (30, 56) 29 (9, 53) 63 (38, 80) 31 (19, 44)
12-month PFS rate, % (95% CI)d 34 (22, 47) 29 (9, 53) 47 (24, 67) 27 (15, 40)
15-month PFS rate, % (95% CI)d 34 (22 ,47) NE (NE , NE) 47 (24 ,67) 27 (15 ,40)
Hazard ratio (positive over negative) (95% CI) 0.78 (0.38,1.57) 0.49 (0.24, 0.98)

Overall survival
Median overall survival time (months) (95% CI)° 14.8 (8.8, NE) 7.1 (3.4,NE) NE (6.4, NE) 12.6 (7.1, 17.1)
6-month overall survival rate, % (95% CI)¢ 74 (60, 83) 61 (32, 80) 79 (53, 92) 68 (54,79)
12-month overall survival rate, % (95% CI)¢ 55 (41, 67) 40 (17, 63) 58 (33, 76) 50 (36, 63)
15-month overall survival rate, % (95% CI)¢ 49 (34, 61) 20 (2,54) 58 (33, 76) 40 (26, 53)
Hazard ratio (positive over negative) (95% CI)¢ 0.56 (0.27, 1.16) 0.65 (0.30,1.42)

Source: Study EMR100070-003 CSR Addeum 2 Table 16.

Abbreviations: BOR, best overall response; CI, confidence interval; DOR, duration of response; [IERC, Independent Endpoint Review Committee; N/n, number of subjects; NE,
not evaluable; ORR, Objective Response Rate; PD-L1, Programmed death ligand 1; PFS, progression-free survival.

Note: For applicable endpoints, tumor assessment is according to the IERC.

2 Please refer to source tables for data on subjects who were not evaluable for PD-L1.

®95% exact confidence interval (CI) using the Clopper-Pearson method.

¢ Product-limit (Kaplan-Meier) estimates.

4 Based on Kaplan-Meier estimates.
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2.7.3-18 MIFTMIEE L E 2 —FERHITIC & HEIEELEFHRM D Kaplan-Meier Bi#R
(ITT &M, 1%k U 5%DHh v k7 7 TO PD-L1 HIFIRRH)

5%DH > A 7 TO PD-L1 3EEAR I

Product-Limit Survival Estimate (N=88)

— PD-L1 Status: Positive
= == PD-L1 Status: Negative
== = PD-L1 Status: Not Evaluable

Kaplan-Meier Estimate

-
00 k T T T T T T
0 5 10 15 20 25
Progression Free Survival by [IERC (months)
# At Risk
PD-L1 Status: Positive 19 12 10 5 2 0
PD-L1 Status: Negative 55 15 12 5 2 0
PD-L1 Status: Not Evaluable 14 4 2 1 1 0
1%DH v b A7 To PD-L1 FEBLIRYL
Product-Limit Survival Estimate (N=88)
— PD-L1 Status: Positive
= == PD-| 1 Status: Negative
== = PD-L1 Status: Not Evaluable
2
©
£
@
it
3
(7}
Z
=
= Il I J.
Gl | — T l
=
______ |
00 T T T T T T
0 5 10 15 20 25
Progression Free Survival by IERC (months)
# At Risk
PD-L1 Status: Positive 58 23 19 10 4 0
PD-L1 Status: Negative 16 4 3 0 0
PD-L1 Status: Not Evaluable 14 4 2 1 1 0

Source: Study EMR100070-003 CSR Addeum 2 Figure 9.
Abbreviations: IERC, Independent Endpoint Review Committee; PD-L1, programmed death ligand 1.
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2.7.3-19 MIFMIEE L E 2 —FERHTEIZK D24 FHRBD Kaplan-Meier Hg (ITT &
M. 1%k 5%DH Y b4 7 TO PD-L1 HIFKRA)

5%DH > kA 7 TO PD-L1 3EEAL I

Product-Limit Survival Estimate (N=88)

1.0 -
L - — PD-L1 Status: Positive
09 = == PD-| 1 Status: Negative
- == = PD-L1 Status: Not Evaluable
08
o 07
©
£ 06
g " =g = |
g 05 M
= m
;o F,_
S = _H—H
¥ 03
0.2
0.1
00 T T T T T T
0 5 10 15 20 25
Overall Survival (months)
# At Risk
PD-L1 Status: Positive 19 15 12 6 2 0
PD-L1 Status: Negative 55 38 26 12 3 0
PD-L1 Status: Not Evaluable 14 9 8 5 1 0
1%DH v b 47 To PD-L1 FEELIRIL
Product-Limit Survival Estimate (N=88)
1.0
— PD-L1 Status: Positive
0.9 = == PD-L 1 Status: Negative
== = PD-L1 Status: Not Evaluable
0.8
® 07
©
£
= 06
w
8 os 1
2 | _ o =
s 0. —H—H—I
£ S e
x 03
0.2 ‘—1
0.1
0.04, . . . . .
0 5 10 15 20 25
Overall Survival (months)
# AtRisk
PD-L1 Status: Positive 58 44 32 17 5 0
PD-L1 Status: Negative 16 9 6 1 0 0
PD-L1 Status: Not Evaluable 14 9 8 5 1 0

Source: Study EMR100070-003 CSR Addeum 2 Figure 10.
Abbreviations: IERC, Independent Endpoint Review Committee; PD-L1, programmed death ligand 1.
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4.1.6.2 RERABEEMRERIZE S AL TIIVERR) A —T 74 L AERRKR

TV TANRENTE o0 (54), UMEEDIRELS ) 2 7 A~D[EEIZIE DNA [THAAA
FNTMCV LEENDEEBEZ LN TNV LICLDRIBEORIMODT- _JTKMwﬂWMmmwu
polyoma virus status determined by polymerase chain reaction) &% 4 75 #ERE 13 L0 7275
72 (1244), L7243 > T IHC-MCPyV 7 — X |37 7 ) — Tl T3 2 O F &9 5 53 THC-MCPyV
FEBLIKDL & PCR-MCPyV FEBLRDLO BN ILE O —EA 7O vz (90%).

[HC T X 2 &5 D MCV FBURDLOFZ BT, ORR, DOR, K TPFS TilF s A EXFTESHO BN
ot (3£2.7.3-33), OS OFRAEIZ, MCV BHEOHERE T87 # H THoT-DITK L, MCV 2
PEOPWERE TIL 142 » A TH o T=,

%*27.3-33 BEABIEFENREICED A ILTIVHRR) A —I D4 ILRAFERIRRDY T I IL
—JROEMETMEEDEH (TT £H)

Avelumab
N=77*
Positive Negative
(n=46) (n=31)

BOR
Confirmed ORR, % (95% CI) 28.3 (16.0, 43.5) 35.5(19.2, 54.6)
Odds ratio (negative over positive) (95% CI)° 1.40 (0.47, 4.12)

DOR n=13 n=11
Median DOR (months) (95% CI)° NE (8.3, NE) NE (6.9, NE)
Estimated Rate for 6-month DOR, % (95% CI)¢ 100 (NE, NE) 100 (NE, NE)
Estimated Rate for 12-month DOR, % (95% CI)¢ 83 (48, 96) 80 (41, 95)

PFS
Median PFS time (months) (95% CI)° 2.0(1.4,3.6) 2.8 (1.4,NE)
6-month PFS rate, % (95% CI)¢ 34 (20, 49) 45 (27, 62)
12-month PFS rate, % (95% CI)¢ 29 (16, 43) 34 (17,51)
15-month PFS rate, % (95% CI)¢ 29 (16, 43) 34 (17,51)
Hazard ratio (negative over positive) (95% CI) 0.90 (0.50, 1.61)

Overall survival
Median overall survival time (months) (95% CI)® 8.7 (4.9, NE) 14.2 (7.5, NE)
6-month overall survival rate, % (95% CI)¢ 59 (43, 72) 84 (66, 93)
12-month overall survival rate, % (95% CI)¢ 47 (31, 61) 58 (39, 73)
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Avelumab
N=77%
Positive Negative
(n=46) (n=31)
15-month overall survival rate, % (95% CI)¢ 40 (25, 55) 44 (24, 62)
Hazard ratio (negative over positive) (95% CI) 0.84 (0.45,1.56)

Source: Study EMR100070-003 CSR Addeum 2 Table 17.

Abbreviations: BOR, best overall response; CI, confidence interval; DOR, duration of response; IERC, Independent Endpoint
Review Committee; N/n, number of subjects; NE, not evaluable; ORR, objective response rate; PFS, progression-free survival.
Note: For applicable endpoints, tumor assessment is according to the IERC.

2 Please refer to source tables for data on subjects who were not applicable for ICH-MCV.

®95% exact confidence interval (CI) using the Clopper-Pearson method.

¢ Product-limit (Kaplan-Meier) estimates.

4 Based on Kaplan-Meier estimates.

4.1.6.3 R—RF4 VEDESE

NR—2 T A OIS RN AL 25%ICE F 7= 34 (15.8%) TEMNERO L, TNENELhN
Frfe L. 1 41X CR 28 8.3 » AR (100070-003-901-0001) I TNZ 2 44 1d PR A3 17.9 % A% (100070-003-
206-0004) K152 » A (100070-003-206-0006) & Fife L 7=,

LorL, BERMICED & ISR BAL 25%IC 8 AT #EE T L 0 KV ORR 238142 i A
DERD BT (AL 25% TD 15.8%I2%F L. Z DD IS5 Tl 36.8%~42.9%) . CI IT/AHiZ
F—="—=F T LT,

YT IN—THDFEERD L R_R—=RAT A WD SLD M HRAELL T OWERE O 5 35 R BAF T
bote (F2.73-34),

ORR (X, _R—Z T A L HED SLD N RAELL T T o 72 BRE T 41.0% TH 72D L, _R—A
F A BEO SLD 23 E 2 8 2 TV TR E TlE 263% Th - 72,

DOR 75 12 % A LA L & 72 D #RE OFIG OHEEEIL, ~—A T A VKD SLD W RELL T TH Y |
MOFEH LTHIRE 16 LT 8I% THST=DIZXF L, N—RA T A VIO SLD BWHREZE X T |
MOZERN LT 10 4 TlX 56% Th o 7o, ZAUTKIGET 5, DOR 28 6 % HEL | & 72 2465 DF
A OHEEM X, 94%M% X 90% T - 7=,

PFS OHREIX, ~N—R T A UKD SLD BHRAELL T Th o 7#5R#E T 7.1 # A THo7=DITxf
L. SLD 23 RfEZ R % TR HE TIiE 1.8 » H ThH 72, PFS O NP — Kb (RX—R T A HF
SLD MHHRAELL T TO NV — RiZxtd 5 FREE TONYF— ROk) 1% 1.82 (95% CI: 1.04~3.18)
E720 . SLD BHIAELL T T - 7= 45 T PFS WIER T A RN H 5 Z L /R LT,

0S DHFYAEIX, ~N—RA T A KD SLD DHRAELL T T o 7R FE T 14.8 # A ThH o 72 DITxt
L, X"—=ZTA VD SLD NHRAEZE X TW-#BRE Tk 62 » A TH-o7=, 0S O — Kk

(R—=RF A VI SLD BHIRAELLF TO N — RIZxHd 2 P RAEE TONF— RO k) 1 2.18(95%
CI:1.19~3.98) &720 . SLD NHRIELL T ThH > 72 #8HE T 0S WIER T A REMENRH D Z L &R
L7,
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#2.73-34 R—RS4 VHEBEDY T JIL—TROER

EEHMER B OERN UTT £H)

Avelumab
N=77*
SLD < Median SLD > Median
(n=39) (n=38)
BOR
Confirmed ORR, % (95% CI) 41.0 (25.6,57.9) 26.3 (13.4,43.1)

Odds ratio (> median over < median) (95% CI)

DOR
Median DOR (months) (95% CI)°
Estimated Rate for 6-month DOR, % (95% CI)¢
Estimated Rate for 12-month DOR, % (95% CI)¢

PFS
Median PFS time (months) (95% CI)°
6-month PFS rate, % (95% CI)¢
12-month PFS rate, % (95% CI)d
15-month PFS rate, % (95% CI)¢

Hazard ratio (> median over < median) (95% CI)

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

Hazard ratio (> median over < median) (95% CI)

0.51 (0.17, 1.49)

n=16 n=10
NE (18.0, NE) NE (2.8, NE)
94 (63, 99) 90 (47, 99)
81 (52, 94) 56 (21, 81)
7.1 (1.6, NE) 1.8(1.4,2.8)
50 (33, 65) 29 (15, 44)
42 (26, 57) 16 (6, 30)
42 (26, 57) 16 (6, 30)

1.82 (1.04, 3.18)

14.8 (11.3, NE) 6.2 (3.8, 10.9)
81 (64, 91) 52 (35, 67)
65 (47,78) 32 (18, 48)
50 (31, 66) 29 (15, 44)

2.18(1.19, 3.98)

Source: Study EMR100070-003 CSR Addeum 2 Table 18.

Abbreviations: BOR, best overall response; CI, confidence interval; DOR, duration of response; IERC, Independent Endpoint
Review Committee; N/n, number of subjects; NE:, not evaluable; ORR, objective response rate; PFS, progression-free

survival; SLD, sum of longest target lesion diameters.

Note: For applicable endpoints, tumor assessment is according to the IERC.
2 Please refer to source tables for data on subjects who were not applicable for SLD.
®95% exact confidence interval (CI) using the Clopper-Pearson method.

¢ Product-limit (Kaplan-Meier) estimates.
4 Based on Kaplan-Meier estimates.
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41.6.4 EHEREDINAEL D A UH

T T ITN—TDENS . EEFIEC X DRHEHEDN IL Th - T2 W5RE O F B BAF & 7o Dm0
WHie (3 2.7.3-35),

ORR 1T, &HPIEIZ L DRIRED IL Th o I2#BRE T 404% ThoToDIZH L, 2HFIEICL D
AAIED 2L LA ETH - 7958 Tlx 22.2% Th - 7=,

DOR 7% 12 % ALL b & 7e 28838 OFIG OHEEMIL, RSHBIEIC X DRNEHRN IL ThH Y, hoR
Zh LT R 21 4T 70% ChoT-DITk L, REFEIEIC L ARHEHRN 2L L ETH Y . ORI L
TR 8 4 TIL 86% Th o 7o, ZAUIKIIET S, DOR A6 » HELE & 72 54653 OFIG OHEEE
1%, 90% K T 100% CTdh - 72,

PFS O hifiliid, EHRIEIC L DHHEEN IL ThHoT-HRE T3S » A ThHo7=DITH L, &8
FIEIC X DRTEHEN 2L LA ETH o 729808 Tl 14 » H TH 7=, PFS O Y— Rk (IL 25
2L LLEDO AP —RE) 13176 (95% CI: 1.03~2.99) &720), HEPFEIC X DEHEEN IL DA TH
S TR T PFS DIER T A AIREMEDR HH Z L AR LTV D,

0S OHFRfEIL, BEEIEIC L DENTREN IL Tho-WRE T 168 » H ThHoT-DITx L. &
BHEIC K DANEHEN 2L LU ETH > T2 BRE TIL 7.5 » A TH -7z, 0S OV — R (FiiGH# 1L %F
2L LA k) &, 1.51 (95% CI: 0.86~2.67) &72-77,

#&2.7.3-35 ERFEDHLERL D A VHAOAMNMETMEIRE OER (TT £H)

Avelumab
N=88
1 Line >2 Lines
(n=52) (n=36)

BOR
Confirmed ORR, % (95% CI)* 40.4 (27.0, 54.9) 22.2(10.1, 39.2)
Odds ratio (> 2 over 1) (95% CI) 0.42 (0.14, 1.20)

DOR n=21 n=8
Median DOR (months) (95% CI) NE (8.6, NE) NE (6.9, NE)
Estimated Rate for 6-month DOR, % (95% CI)° 90 (66, 97) 100 (NE, NE)
Estimated Rate for 12-month DOR, % (95% CI)® 70 (45, 85) 86 (33, 98)

PFS
Median PFS time (months) (95% CI) 3.5(2.0,NE) 1.4(1.3,2.8)
6-month PFS rate, % (95% CI)® 48 (33, 61) 28 (14, 44)
12-month PFS rate, % (95% CI)° 36 (23, 50) 22(10,37)
15-month PFS rate, % (95% CI)° 36 (23, 50) 22(10,37)
Hazard ratio (> 2 over 1) (95% CI) 1.76 (1.03, 2.99)
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Avelumab
N=88
1 Line =2 Lines
(n=52) (n=36)
Overall survival

Median overall survival time (months) (95% CI)® 16.8 (8.8, NE) 7.5(4.0,17.1)
6-month overall survival rate, % (95% CI)° 76 (62, 86) 60 (42, 74)
12-month overall survival rate, % (95% CI)° 54 (39, 67) 49 (32, 64)
15-month overall survival rate, % (95% CI)° 51 (35,64) 35 (19, 51)
Hazard ratio (> 2 over 1) (95% CI) 1.51 (0.86, 2.67)

Source: Study EMR100070-003 CSR Addeum 2 Table 19.

Abbreviations: BOR, best overall response; CI, confidence interval; DOR, duration of response; IERC, Independent Endpoint
Review Committee; N/n, number of subjects; NE, not evaluable; ORR, objective response rate; PFS, progression-free survival.
Note: For applicable endpoints, tumor assessment is according to the IERC.

295% exact confidence interval (CI) using the Clopper-Pearson method.

b Product-limit (Kaplan-Meier) estimates.

¢ Based on Kaplan-Meier estimates.

4.1.6.5 R—R 54 VEDONEEEHE

NR—2 T A CBEONIEIEE (JELSN N A EiLIA S ER) 15, B RS L 0 EHETH 578,
B ORI, =R T A UHFICNIRIRRE 23 & DR E & 7V EERE O CIA < L L T\ (3
2.7.3-36),
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£27.3-36 ANigEEOBEINOANMTMEEDEL (TT £EH)
Avelumab
N=88
Present Absent
(n=47) (n=41)
BOR

Confirmed ORR, % (95% CI)

34.0 (20.9, 49.3) 31.7 (18.1, 48.1)

Odds ratio (present over absent) (95% CI)*

1.11 (0.42, 3.00)

DOR n=16 n=13
Median DOR (months) (95% CI)® 18.0 (7.0, NE) NE (8.3, NE)
Estimated Rate for 6-month DOR, % (95% CI)° 88 (59, 97) 100 (NE, NE)
Estimated Rate for 12-month DOR, % (95% CI)® 69 (40, 86) 82 (45, 95)

PFS
Median PFS time (months) (95% CI) 2.6(14,4.2) 2.7(1.4,NE)
6-month PFS rate, % (95% CI)° 34 (21, 48) 47 (30, 63)
12-month PFS rate, % (95% CI)° 25 (13, 38) 38 (22, 54)
15-month PFS rate, % (95% CI)° 25 (13, 38) 38 (22, 54)

Hazard ratio (present over absent) (95% CI)

1.33 (0.7, 2.29)

Overall survival

Median overall survival time (months) (95% CI)® 11.3 (6.2, 16.8) NE (7.3, NE)
6-month overall survival rate, % (95% CI)® 67 (52,79) 72 (56, 84)
12-month overall survival rate, % (95% CI)° 46 (31, 60) 57 (41, 71)
15-month overall survival rate, % (95% CI)° 37 (22, 52) 51 (34, 66)

Hazard ratio (present over absent) (95% CI)

1.45 (0.81, 2.59)

Source: Study EMR100070-003 CSR Addeum 2 Table 20.

Abbreviations: BOR, best overall response; CI, confidence interval; DOR, duration of response; IERC, Independent Endpoint

Review Committee; N/n, number of subjects; NE, not evaluable; ORR, objective response rate; PFS, progression-free survival.

Note: For applicable endpoints, tumor assessment is according to the IERC.
295% exact confidence interval (CI) using the Clopper-Pearson method.

b Product-limit (Kaplan-Meier) estimates.

¢ Based on Kaplan-Meier estimates.

CONFIDENTIAL
INFORMATION

Document No. 0900babe80d04fa5v4.0
Object No. 0900babe80dc212f

89/104



T 2.7.3 BERAAE M OB E

4.2  EMR100070-003 BBk T2 =HIL LR— 1

EMR100070-003 5k CIZHIE, EmWRIEE 2 L9 MCC 2B T 2 RIGEOWRE 2. 112 4 2 AN
NAHFHEICES X RRBRO/N— B IZBEETTH D, HBREIE. KE, R Y EOT T ATH
SN THY . BRIBIE LT T2, Ryowkss 2o lF csmsn, Rrrm
DT —H 71 FA7 (2016 4 12 A30 H) KT, Ait29 4 ORI NIpREE A D7 < &b Bl
Hani, BESNI-SEBRE DSHAR R CTIREBE M1D) RS RIBEDO MCC HBHET
HoT,

KT 7 =J1v AR — MZIiE, EMR100070-003 3R/ N— k B O#RE D, 7—% 1> 47 (2016
12 A 30 H) KRR ORI T — 2 @i b5 b o R A2 sld 5, AEITICIE, BEBREON
R NG RRRE, N—2 T A VR ORI, TRBRIEOREE &, A EHFEFS, WOUC RECIST 1.1 &
FWTSEFEE H U B 2 —F B S HE R RIS EMOHEIC L 2B % ZDTW5bH, ZOF)
PN Do NTET — 21X, IRBREEA D7 &b 1 mlfEE &, A7 &b PIENEEREEE G A
WHT =Xy AT (2016 45 12 A 30 H) £ TEMHEZZ T -2 TOWRE LR D R KOMR
Hrxt54E ] (Full Analysis Set; FAS) 95 5| BLUTFIZZET 2 5804I CRENT L 72 : 6 » A RLEMGRE %
31F72 FAS (FAS with a minimum 6-months follow-up) & E# T % FAS-A, 13 HELBUGEHE %3172
FAS (FAS with a minimum 13-weeks follow-up) & E#7 % FAS-B, KT 6 MHLEHFHA 41T 7= FAS
(FAS with a minimum 6-weeks follow-up) & E#7 % FAS-C,

BEEH

R—k B OWERA L, BEBRDO mMCC Z%% e Liz/i—h A LR BmREEELES> MCC
(Stage IV) #H T HRIBEOHRE 2 XIHLE LT DEN, TNLSMNIN—FA LRUTH S,

RE
N—FBOHEIIS—FALRILTHD,
ARE

3=k B OIEFIEIZ =M A LRI TH D,
FEFHBBE RV ZOMOBMMEIEIER

/— bk B OEEFAGIE B 13224 T 0 . RECIST 1.1 (IERC HIE) (ZfE - 7-HeE BOR [1F]
WRHEIE R T > 72, IERC IZEFHREEIIE | 44 & B CHEHREME 1 L0 DS, FKE
TIARNCF BN M UM ENHER Lz, S5, 23— B CTIHEETMA 7Y 2 —
NEEEL, 1TERIZ6HEB L. 2EA01F 12 B Z &I 5 EROAEFBY 2 £ L=, il
SOFHEEBIZN— N A LRILTH D,

BEEENEFNE
/X— b B OREFEBHEDATE O E OFH 7 iE1Z/ 3~ F A LRITTH D,
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et Fi&

FEAM, BEST LT =70 — B, ROL R AT 5 72, 23— & B O T EHKER
FEX, N2 4 %FHBE L7z, HODRR 2B 45% ThHhDH EMRET D &, EMER 95%CL O TR 20% %
2 DMEFIT>99%., 30% 2 DMEZRIT 90% & 705,

—WRALFIEIZ LD DRR O v &2~ U L7 —# (%, P. Nghiem (personal communication) & TN Iyer
HOMWME (Iyeretal 2016 ZHR) ([ZHESNWTEY, 2A4DBEDHI B 11 4M 6 » A OFGNERS,
72H, DRR17.7% (95%CI1:9.2,29.5) Thoto, KRBRDO/S— |k BlL, +4372k5% T DRR ZH#EE
THZEEHMELTLTWD, BIZIE, 112 AOHERE TiX, DRR 28.6% % Iyer © ¢ DRR #51E
ZIEHT %5 IEME7: (Clopper-Pearson) 95%CI (20.4%; 37.9%) (Z. DRR 40.2%/X Iyer & 95%CI @
FIRZZEHT D 95%CI (31.0%;49.9%) (Z. DRR 44.6%F1EMEZR 95%Cl (35.2%; 54.3%) 2725,

5% EMR100070-003 73— k B OFEFIIFEIZ S—F A DL O LHEBIL TV D08, E72EWITRD
LBV THD GEILRBR EMR100070-003 7 7 =V Lik— b 1 IZ& ENDREHRIT 7 Z > D3 —
varv 2,

« DRR /Z FAS O&#8# 59 5, RECIST 1.1 IZHEWIERC IC L VHEESNT-, D7 b 6 %
A ® CR O PR IZESEBINZR & or LT-#eBE oFlS

Avelumab |Z X 21D PFS Wi, ELOHBAANGED TTP & g S 7z (S— K B
TIXRNEEN /2T 0) .

« irRECIST (Z3&-3 < f@##frix, IERC ORI SWTIITEND

4.2.1 xRIBEMR

#2.7.3-37 1%, RECIST 1.1 Z V>, EMR100070-003 55— ~ BIERC M5 1.0 iz IS\ T3
Jii &7z IERC HEIZ L% BOR Z/r LT\ 5, 13 BHELBHRGAE 251772 16 4 Ti%. IERC I 10 4
DiEEZR) (CR3 4 MNPR 74) s L, i€ ORR 1% 62.5% (95% CI : 35.4~84.8) Th o7z,
EHIT, 2ADREEFNTHY . RiEE ORR 1L 75% (95%CI : 47.6~92.7) &72~7=, 6 HAMBH
A ZZ T =65 25 4 OPERE TIL, IERC 13X 17 4 DRMEEZZN %5 L, ORR 1% 68.0% (95%CI :
46.5~85.1) ThoTc, TNHLDOEmMWEMDNFEIT, BIKICERLH D,
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+*2.7.3-37 HWIFHMEEB LE1—RERHEICLPRERBEDR (FAS)

FAS-B FAS-B FAS-C
> 13 week follow-up >13 week follow-up > 6 week follow-up
Confirmed BOR Unconfirmed BOR Unconfirmed BOR
N=16 N=16 N=25§
Best Overall Response, n (%)
Complete response 3 (18.8) 3 (18.8) 3(12.0)
Partial response 7 (43.8) 9 (56.3) 14 (56.0)
Stable disease 2 (12.5) 0(0) 2 (8.0)
Progressive disease 3 (18.8) 3 (18.8) 5(20.0)
Not evaluable 1(6.3) 1(6.3) 1(4.0)
Objective Response Rate
gﬁzp"me rate (CR + PRy n 10 (62.5) 12 (75.0) 17 (68.0)
95% CI (35.4, 84.8) (47.6,92.7) (46.5,85.1)

Source: Study EMR100070-003 Technical Report 1 Table 4
Abbreviations: BOR, best overall response; CI, confidence interval; CR, complete response; FAS, full analysis set; N/n, number
of subjects; PR, partial response.

422 EHAR]

2.7.3-20 (%, 6 IAFLEBHA 252 722 COWBRE D, TTP, KRiEERZE TOMM., KOAM
ERPOMEZ R L TWD, [ERCHEICLD 174D HO 15 4DOKRMERDEEW, KEDRED)
A5 7 i B OPIEBREICERD B, 10 4 OMERDORTHRT =2 v b A 7B TR L T
D . DOR OHHRAER TR 95% Cl HEET S = LIXTEX Aot 640, EHIEN3 » AL E (G
143 B HLLE~65 3 HLLE) TH D Z L3HEE L7z, 6 » ARIBBIHEZZ1T72 54 (100%) 13
IERC HIREIC & BHEEFRADFFFEN T, 1 40 CR OFHHMIT 6.5 » AU ETHY | 440 PR D%
SIRIE 43 ALLE~5.6 5 AL EThotz, CNEOWERMINA, 6 BIGEBTE L ) 74
BRETDTOD I HD 6 DORMERNGT —F B v M4 7 Rea CRiE L T e, (%5 100070-
003-133-0017 OARMEEZZNE, A EFHGIC L DRI IR, LREPERA 23 IR 7] O NG AT L A o
FEREEZ PG L7201, 7B THEIY & L),

F— By NATEET, 5410, FAER 13, 18, 37, 38, 58 A H® IERC HEIZ L 5 PD 1R
D HT,
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2.7.3-20 HERERNDMIEHIRE LE 2 —FERHEIC K 2 REEHR. REEEVNETOHE. RUKREEEHOHME (FAS-

C)
(N = 25)
1030007 A =
1050006 k ® g
1050008 A [
1350006 A g
1050009 A =
1030002 A ] =
1040002 A
1360004 [ ] =
6050006 A |
£ 1eseonn A -
2 1330015 Ak |2
0'-9), e ®] 4050003 B Complete response
=  |4060002 A M Confirmed complete response
=0 H
-_g 6040004 A A Partial response
Z  |6080000 A A _
= 1010008 [N Confirmed partial response
1060006 > L Progressive disease
1330017 A ¥ X Death
1330018 Al =» Ongoing response or stable disease
1060005 X &
% End of Treatment
1050013 ¢
;5;5555 Ab
* X 1330016
% 1040003
¥ @ spr0002
0 5 10 15 20 25 30 35 40

Weeks Since Treatment Initiation

Source: Study EMR100070-003 Technical Report 1 Figure 1
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423 g EA T

#273-3801%, T—F By A TRE O, 13 BMBHREZ 5T 72885k 16 4 0, 1ERC HEIZ
XA PFS ZR L T4, PFS A XV MI 44 (25.0%) THESH, 124 (75.0%) TIIHEG S
ol (FT80 & L72), PFS O RAEZHEE T2 Z LI1XT&E 2o 72 (95%CL: 1.9 » A ~REE),

% 2.7.3- 38 IERC #IE (< & S EIEFBAFHRE (FAS-B)
Avelumab
>13-week follow-up
N=16
Number of subjects without event (censored), n (%) 12 (75.0)
Number of subjects with an event, n (%) 4(25.0)
Progressive disease, n (%) 3 (18.8)
Death, n (%) 1(6.3)
Progression-free survival time®
Median (months) NE
95% CI 1.9,NE

Source: Study EMR100070-003 Technical Report 1 Table 6.
Abbreviations: CI, confidence interval; N/n, number of subjects; NE, not estimable.
2 Based on Kaplan-Meier estimates.

5 HERE - AEICET SHRKIFHMOMEN

BEPRIAE DM OBEELZF0HE L7 K 912, mMCC B3 o 27238k (EMR100070-003 iR/ <— K A
KOVI— K B) THWZ 10 mg/kg @ 2 BRI 1 [FHE 5Tk, (b5FRE L i U CTRAC, BRMIZ
BERODDIHENENRD b, BREEEOME 2.72 HEM, IBEE L A, Zatk CLEX
DR G AENT) K OERIRAIZ EMEOMEE (2.7.4 THZH) IZFHE L72 K 91T, 10 mg/kg D 2 RN 1 [A]
B G- OREEROIRREILRGTHY | RMICERO H RN RO bz, Lo k)
IZR_XRKX T 4w b URZURBAFThH o722 &0vH, mMCC ABF OHESEH 81X 10 mgkg @ 2 HEHHIC
1 B E & ST,

AARNIZ 3 4 OHERF THIWEZFHE L2, AARAND MCC #5R# TH ., 10 mgkg D 2 ERHNZ 1 [H]
BHOERENREESN TS EEZT-, ZHUX3 LD 1| LOWRE T 83 » Ak 2R

(PR+CR) 23G8& Hiv, £ OB N BHERE 1Z X 2 B IMEFHEORER L FEIL T D70 Th D, £
72, MCC BEZE L HARANYEHRE COLEMETa 7 7 A VT EAARAANDZNERES BRDHELOT
1372< . BARNCREREN2Z2 EORMBELIRD TV RV (274513 B, 72, FIEFRN
BHE#OT )~ T OIgGEIE, BARNEFEFAARNTHE L Tz (2723249 H5M), iEDZ b
16, AARAND mMCC IR 2HELEH &S 10 mgkg O 2 BWHIZ 1 [EfEE & LT,

B REEF O TlL, EMR100070-003 35RO FEMENRE OB OFE R (2.7.2.2.3 THSH) . REEH
SHYEIRE (2.7.2.3.1 HZ2M) . EW@hie QUEMMKNET VI X DHEEM) EFIMEOBME (2.7.2.3.4
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HBM) Z5# Lo, OFE T BRARSEBEOME ©, B EEE 27233 EHSMH), ET VLDV =
L—ay (272342550, B E L LZEMOBFR (272343 HBMH) KOMERE L QTc DY
£ (272344 HSH) 2OV THiwm LTV 5, BIRHZEMEOMETIX, HENOREET —4
(2.7.42.1.9 HZM) KOLEMOMITHER (27443 HZH) Zid L T\ 5,

6 MEDOFEFE. MEHE
A ORREIFAIE (DOR, DRR, ZE%hE TOHM]) 13 2.1.22 THIZFC#H L7z,
7 %gﬁ U‘f\n aff

EMR100070-003 ik ~<— K A (6 » J 1BBRGHAMET)

TV~ 7 10 mgkg O 2 EIC 1 EE5IC L2 BARET, &b THRARRER CTh 2i81% D

1L LU EORHEFRZ ISR BN EIT L7z mMCC 12xt LT, BRI 5 R2h%2 Rk L7-, ORR % 31.8%
(95.9% CI : 21.9~43.1) T, Z®H 5 CR PR LNTZWRE DEIRIL9.1%THY . b DR
FT6#HDDRR D 29.1% (95%CI : 19.5~38.8) Th o7 Z & DRI ERIIRE WV, BhITHE
RO B, BRhE COHMOPRIEIL 6.1 I TH o7z, ETOWEREIZ 6 » HLLEDOBHFHE %
T2 % DT ~)b~7 O DOR [THREIZEIZE LR > 7203, 95% CI (8.3 # A~KREE) L0
FWIRERHE T 5 2 & 2”1 LTV %, Kaplan-Meier {512 X5 6 % H OFNFFHGERN 2% Th 722 &
X°. PFS @ Kaplan-Meier HifR23 % =Dl THUIT VN E 22 0 | BEIDFiE L TW AR E IC L D2 b0 L
EzonlzZlEb (2124 1), FHORIEEZRL T\, Y7 7 A—TfrCix, £ To% 77
JL— 7 TERRIIIZ B IR D & 5 NN 5L, Kaplan-Meier 1512 K5 6 » A OZ8hRfoe =8 137140 7]
RRETOY T I N—TTEnr-72 (81%~100%) .

ORR K OFN OGN Z T, RERFE RO OFME (K& RIS TOROR—ZT A vk
DIEBAENENRRKENWE 72 L) bERN2AERAMEZRLTWD, R—RA T A VRFOER RN EAL
25% TH o7 194 % 34 (158%) THEZY (CRB 14, PRB24) il bz, FHhHNRD 5N
72284095, 104 TR—RAT A VREOEIGEN FAL 50% TH -T2, EIEEDOX—ZAT A O
DN 70% % B2 D RKENVEDL 1T HIZRDO IV, TDHH 54 TIECRBZBD L, R

DETDY T I N—TTEHNRD NN, R—2A T A VEEOEEEN KL REWF 7 71 —7

TIE ORR MEL 722 DA FRD BT,

FNDORBUNIIEERCE RO S D LD ThH T2, N—A T A VERHINIBRE DR Hiviz 47
£ 164 (34.0%) THEZY (CRAB 24, PR 144) NRD LI, FBRPRED LT 28 4 16 4
(57.1%) CTHIBIRZE DFRNNFED BTz, X—R T A VY VR EiLIFOFFENTRD BT 69 4
H21 4 (304%) TZEZh (CR 2354, PR 16 4) DO LIV, FhDRRD LA 28 4H 21 4
(75.0%) TR—RAZA VIRFIZY U REIUANOIFEDRRBD LIV TNz, BT 70— Tk, Wik
ALY N EUANOIREDH I L % ORR OZEITRED LT,

FRNORBEA DA AEEZRB L T D, FE L & IR E LIZFTR (Dl td 4 40
PR 73 6~18 DT ~ )L~ 7 O HHIZ CR ~ikE) R0, 5 4 TIRERIEO &R G112 & 282003 K L
2B 24 TIHEHMOK G2 b b7, TG FILRICEBK (K8 » AKX 10 » HLLE) Z4)
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DFHE LT, T OFTRIE, SRS ERIC X bk S X R R 0BRGN Z 2R LT
W5,

TGO BT WBRE O QOL ~D AT RN BIFCTh - 1=, BE OIS < FEMTIE,
ARERWIR OB E D QOL ITZELTEY . N—R T A )b OEILNEIE O/ & AHRE 2 60
DRRD BT, 14 TIISMEZ 172 O B ORI & 7RBE R b7,

TRBR N F I OBUE TIERV DR EEITHR bIRREO R G2 rTie Ch o7 2 LITEETH
ST, AFBRCIZ IERC HIEIC L D AR X884 1 DA THRD HiL, AWERE Cix PD HIE
B OWRDFMRE R CTRHDDBRD biTo0, BHOMGITEH ThoTm B X b,

AR, Mk FEREIRRE  AIVEIR DL LD L ¥ A B ONFEREML & G ek 4 727 7 v —7 T,
T L= T OAMENIR STz, PD-L1 KON MCPyV RBIEURILIZ L 22 TOV 7 7 —T7 TERHGIRE
D AL, PD-L1 BEPEOHERZE TIX ORR 23 @< R 2B RD b, V7 7N —7TOWE
fEm & LT ALSEIEDORHARE L U A VBBVl 7 7 )V —TCld, BN L7 T AR D
STz, AR BARABERE THRO Dz, KARBRICESRSINTZ 34 DB ARANYEBHRED H H
1 4 TR 2 900538 bz (738 B ORI OREE N C PR, 13 i B OJEEHE T CR A3
5L, DOR 2383 » H),

AT =T IV O AABECT b~ 7 K5 Lz F353 8 (EMR100070-003 #tBR) Ot H T,
EZRY AT —Z LD, 7oL~ T 5O PES & RITEERFD TTP & OH#RBRE N O HikIC
L0, TN TEEGRO B BRAIEDRINT, T v~ TR REORSE R A2 BIZH5E 100070-
Obs001 KU Iyer & DOCHK (Iyer & 2016) &L HT 5L, WTFNDEHS 6 % HD DRR, 6 # H PFS
RO CR ERRIL, T~ TGO NE - T (£ 2.73-39), 52, MEMRERELH
L. "= T A %O A 1 [BILL BT 7o 25t & LTSS ClE, 7~ b~ 7 & 5RO
6 # H D DRR (36.9%) X Iyer 5Dk (Iyer 5 2016) @ 6 » H D DRR (6.7%) XV HEno7z,

BIEHFSE 100070-0bs001 1, 2225 Bk (EMR100070-003 ikBR) D&% L LT, [ UL EHTH
HERBED 1L LU EORTEREBICEENET LI AT — IV OKBRA AT HBRE L BT 572012
THA L, —RICBD LNV ha AT T 4 TR B O FEHE (Motheral & 2003) 1ZHS &5
i L7272, mMCC BT T 2t P RIEOmMEER e A MY IAxtEE2 6D, BIEE
100070-Obs001 @ 2L+ mMCC FBEDFERIT, 2L DAT—V IV OBREZG L L2k (Tyer 5
2016) DOFEREFELILTHY (3.2 ), HxZ2RELT O 2L X% 2L+ O b5 ERiRE O DOR 135
< 7R BN Bz, EMR100070-003 iRER D 7~ L~ 7 5.1 D PFS % HijE#IEF D TTP & Lok
L7eBED N — REIE 0.70 (95% CI: 0.50~1.00) ToH YV, HEEBR TH I ARBOBEEMAT, 7
NN TR BT RBERDEB G N Z EDRE STz,
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& 2.7.3- 39 Z“REEUBRDERBE A LT IVHRREZEEE~ADT NIV TREIZKDELAN

DIEREBEARRUXBRICE D LFEEEDHER & D LLE

Efficacy Parameter EMR100070-003 Study100070-Obs001 Study 100070-Obs001 Iyer Study
N =88 Part A, Part B, N=30*
2L+ immunocompetent immunocompetent 2L
N=14 N=29
2L+ 2L+

DRR by ITT, % (95% CI) 29.1 (19.5, 38.8) 0.0 (0.0, 23.2) 0.0 (0.0, 11.9) 6.7 (0.8,22.1)
DRR by PP, % (95% CI)° 36.9 (24.8, 48.9) NA NA 6.7 (0.8,22.1)
6-month PFS rate by ITT, % 40 (29, 50) 0 3.4(0.3,14.9) 13 (4, 28)
(95% CI)
6-month OS rate by ITT, % 69 (58, 78) 26.8 (7.3,51.5) 27.5(13.0, 44.2) NA
(95% CI)
CR rate by ITT, % 9.1 0 0 33

Source: Study EMR100070-003 CSR Table 15.2.1.1.1, Table 15.2.13.1, Table 15.2.3.1, and Table 15.2.4.1; Study 100070-
Obs001 study report Table 13 and Table 16; refer to Iyer et al 2016 (with additional data from personal communication with P.
Nghiem and calculations by the Sponsor).

Abbreviations: 2L, second-line chemotherapy; 2L+, second-line or later chemotherapy; CI, confidence interval; CR, complete
response; DRR, durable response rate; ITT, intent-to-treat; MCC, Merkel cell carcinoma; N, number of subjects; NA, not
available/ not applicable; OS, overall survival; PFS, progression-free survival; PP, per protocol.

2 Of the 30 patients, 4 (13.3%) had systemic immune suppression. Results are from all subjects.

b Per Protocol Analysis Set (N = 64). Subjects with measurable disease at baseline plus at least one on-treatment assessment due
to the fact that all subjects met the disease status entry criteria of M1 status, proven MCC histology, and had progressed after
prior line of chemotherapy in the metastatic setting; for exploratory, descriptive purposes only.

EMR100070-003 388 /<— k A (12 » A BBRHARENT)
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+* 2.7.3-40 RECIST 1.1 Z AWV FHEEE LE 2 —ZERHEICL IRERRENRITLEZNTH--HERE (n=8) 04
RN—R 4 VRO, BETHEXRUFHEERDO—& (EMR100070-003 FXER)
Subjects SLD IERC | IERC | Best Change BOR DOR (month)| PFS (0N Age Primary |Prior Lines Systemic PD-L1
with CR [IERC TLs| TL NTL SLD from | (early response | Last Visit (month) |(month) Sex Site Therapy in mMCC IHC-
per IERC (mm) Site Site Baseline at Week 7) Status Status | Status [ECOG PS| (years) (Response)® MCPyV
1020002 17 1 0 -100% CR 5.8 7.1 10.8 65 Skin 1 NE
Adrenal (CR) PD PD Alive M 2.2) (PR) NA
1
1050001 50 2 0 -86% CR 12.4 15.1 15.6 79 LN 1 +
LN CR No event | Alive F (0.8) (SD) +
1
1060003 NTL 0 1 NA CR 6.8 8.1 8.8 78 Skin 1 +
Skin (CR) CR No event | Alive F 0.9) (PD) +
1
1330010 NTL 0 1 NA CR 8.2 9.6 10.2 75 Skin 1 +
LN (CR) CR No event | Alive M (2.3) (PD) +
0
2040002 37 2 0 -100% CR 17.5 18.8 18.8 47 LN 2 +
LN, (CR) CR No event | Alive F (1.2) (PD, SD) -
perito- 0
neum
2040009 39 2 4 -74% CR 6.0 7.4 114 59 Skin 1 NE
LN LN (PR) PD PD Alive M (1.4) (SD) NA
0
2090001 45 2 1 -100% CR 12.9 17.1 17.3 60 Skin 2 +
LN Skin CR No event | Alive M (1.5) (PD, PD) +
0
9010001 143 3 4 -100% CR 8.3 9.7 12.4 74 Skin 1 +
LN, soft | LN, soft (PR) PD PD Alive M (1.3) (PR) +
tissue | tissue 0
(skin) | (skin)

Source: Study EMR100070-003 CSR Table 14, Listing 16.2.4.1, Listing 16.2.4.3, Listing 16.2.4.5.2, Listing 16.2.4.5.4, Listing 16.2.6.1.1, Listing 16.2.6.3.1, Listing 16.2.6.5,
Listing 16.2.6.7, Listing 16.2.6.10, Listing 16.2.9.3, and Appendix 16.4.
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Abbreviations: BOR, best overall response; CR, complete response; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group Performance Status; F, female;
IERC, Independent Endpoint Review Committee; IHC-MCPyV, Merkel cell polyoma virus status determined by immunohistochemistry; LN, lymph node; M, male; mMCC,
metastatic Merkel cell carcinoma; n, number of subjects; NA, not available/ not applicable; NE, not estimable/ not evaluable; NTL, nontarget lesion; OS, overall survival; PD,
progressive disease; PD-L1, programmed death ligand 1; PFS, progression-free survival; PR, partial response; RECIST 1.1, Response Evaluation Criteria in Solid Tumors version
1.1; SD, stable disease; SLD, sum of target lesion diameters; TL, target lesion.
Notes:

Visceral category for baseline tumor determined per lesions identified by IERC that are not skin and not lymph node; skin category included anything reported as skin, soft tissue
and eyelid.

An SLD >138 mm was in the upper quartile.

Subjects without a last visit status of “PD” and without PFS status of “Event” have ongoing response.
2 Response reported by Investigator to prior systemic chemotherapy for metastatic disease.

CONFIDENTIAL

Document No. 0900babe80d04fa5v4.0 INFORMATION
Object No. 0900babe80dc212f

101/104



TS 2.7.3 BRRAIAMEDOE
3 2.7.3- 41 RECIST 1.1 AWM FHMAEEE LE 2 —RERHEICLK IRERENEIBAIZTITH > -BERE (n=20) OXX
RN—R 4 VRO, BETHEXRUFHEERDO—& (EMR100070-003 FXER)
Subjects SLD IERCTL | IERC NTL Best BOR DOR PFS (0N Age | Primary Prior Lines PD-L1 Total
with PR | IERC Site Site Change (early (month) |(month)|(month)| Sex Site Systemic Therapy IHC- Doses
per IERC TLs SLD from| response | Last Visit | Status | Status | ECOG | (years) in mMCC MCPyV |Reason d/c
(mm) Baseline | Week 7) Status PS (Response)*
1010003 131 2 1 -66% PR 3.9 53 7.2 82 Skin 1 - 7
Skin Skin (PR) PR No Alive M 0.7) (PD) - PV
event 1
1050005 45 2 4 -60% PR 7.0 8.2 9.2 85 LN 2 + 21
LN LN (PR) PR No Alive F (5.6) (SD, PR) +
event 1
1330013 30 2 2 -83% PR 6.9 8.3 8.6 75 Skin 1 + 18
LN, skin LN, skin (PR) PR No Alive M (1.3) (SD) +
event 1
1350003 124 3 1 -83% PR 8.3 9.7 10.1 82 Skin 1 + 22
LN, pancreas, LN (PR) PR No Alive M 3.9) (SD) - PD
peritoneum event 1
2040013 16 1 1 -38% PR 4.2 6.9 7.9 74 LN 1 NE 18
LN LN SD No Alive M 1.7) (SD) -
event 0
2060002 53 4 2 -57% PR 12.5 15.1 15.4 77 Skin 2 + 34
Lung, Peritoneum, PR No Alive M (4.4) (SD, PD) NA
peritoneum, bone event 1
adrenal
2060004 182 2 1 -59% PR 12.4 13.8 13.9 55 Skin 1 + 31
Liver Liver (PR) PR No Alive F (0.6) (PR) -
event 0
2060006 195 4 4 -87% PR 9.7 11.1 11.1 64 Skin 1 + 25
LN, pancreas,| LN, soft (PR) PR No Alive M (1.7) (PR) -
soft tissue tissue, event 1
peritone-um,
adrenal
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Subjects SLD IERCTL | IERCNTL Best BOR DOR PFS (0N Age | Primary Prior Lines PD-L1 Total
with PR | IERC Site Site Change (early (month) |(month)|(month)| Sex Site Systemic Therapy IHC- Doses
per IERC TLs SLD from| response | Last Visit | Status | Status | ECOG | (years) in mMCC MCPyV |Reason d/c
(mm) Baseline | Week 7) Status PS (Response)*
2090005 127 3 2 -86% PR 12.5 15.1 15.4 70 Skin 1 NE 33
LN, pancreas, LN, PR No Alive M (3.5) (SD) -
subcutaneous | subcutaneous event 0
2090010 25 1 2 -100% PR 5.5 6.9 6.9 63 Skin 1 + 16
Adrenal Soft tissue, (PR) PR No Alive M (1.4) (SD) -
bone event 0
3010001 23 1 0 -57% PR 8.2 9.7 10.2 81 Skin 1 + 23
LN (PR) PR No Alive M 0.9) (PD) +
event 0
3020003 129 5 4 -55% PR 9.8 11.3 11.3 73 Skin 3 + 24
LN, lung, LN, lung, (PR) PR No Alive F (13.1) (SD, SD, SD) +
peritoneum | peritoneum event 0
3030001 66 2 3 -73% PR 8.8 10.3 10.3 74 UNK 1 + 22
LN LN (PR) PR No Alive M 0.7) (SD) +
event 0
6010001 79 3 3 -72% PR 5.6 6.9 7.7 71 Skin 1 - 17
LN, LN, (PR) PR No Alive M 2.2) (CR) +
peritoneum | peritoneum, event 1
bone
6050005 138 4 3 -93% PR 5.6 6.9 6.9 77 Skin 2 + 16
LN, adrenal, | LN, adrenal (PR) PR No Alive M 4.7) (PD, NA) -
peritoneum event 0
6080001 54 1 0 -74% PR 7.0 8.6 11.1 78 Skin 1 + 22
Adrenal (PR) NE PD Alive M 2.9 (PD) +
0
6080002 85 2 0 -34% PR 2.8 4.2 10.3 68 Skin 1 NE 10
Liver (PR) PD PD Alive M (5.8) (PD) NA PD
0
9510001 138 5 4 -87% PR 2.8 5.6 6.5 59 Skin 1 + 13
Skin, LN, LN, PR No Alive M (2.3) (CR) -
peritoneum | peritoneum event 0
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Subjects SLD IERCTL | IERCNTL Best BOR DOR PFS (0N Age | Primary Prior Lines PD-L1 Total
with PR | IERC Site Site Change (early (month) |(month)|(month)| Sex Site Systemic Therapy IHC- Doses
per IERC TLs SLD from| response | Last Visit | Status | Status | ECOG | (years) in mMCC MCPyV |Reason d/c
(mm) Baseline | Week 7) Status PS (Response)*
9530002 41 3 5 -95% PR 5.5 6.8 7.0 73 Skin 1 - 16
Skin, LN Skin, lung (PR) PR No Alive M (2.9) (PD) -
event 0
9560001 19 1 1 -58% PR 8.0 9.4 9.7 71 Skin 1 + 4
Liver Liver (PR) PR No Alive F (1.5) (UNK) NA AE
event 1

Source: Study EMR100070-003 CSR Table 15, Listing 16.2.4.1, Listing 16.2.4.3, Listing 16.2.4.5.2, Listing 2.4.5.4, Listing 16.2.6.1.1, Listing 16.2.6.3.1, Listing 16.2.6.5, Listing
16.2.6.7, Listing 16.2.6.10, Listing 16.2.9.3, and Appendix 16.4.
Abbreviations: AE, adverse event; BOR, best overall response; CR, complete response; d/c, discontinuation; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology
Group Performance Status; F, female; IERC, Independent Endpoint Review Committee; IHC-MCPyV, Merkel cell polyoma virus status determined by immunohistochemistry; LN,
lymph node; M, male; mMCC, metastatic Merkel cell carcinoma; n, number of subjects; NA, not available/ not applicable; NE, not estimable/ not evaluable; NTL, nontarget

lesion; OS, overall survival; PD, progressive disease; PD-L1, programmed death ligand 1; PFS, progression-free survival; PR, partial response; PV, protocol violence; RECIST 1.1,
Response Evaluation Criteria in Solid Tumors version 1.1; SD, stable disease; SLD, sum of target lesion diameters; TL, target lesion; UNK, unknown.

Notes:

Visceral category for baseline tumor determined per lesions identified by IERC that are not skin and not lymph node; skin category included anything reported as skin, soft tissue

and eyelid.

An SLD >138 mm was in the upper quartile.
Subjects without a last visit status of “PD” and without PFS status of “Event” have ongoing response.
2 Response reported by Investigator to prior systemic chemotherapy for metastatic disease.
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