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— ~ E3#F 3L GAIT_0007 522021 # 09 7 20 p £ % F &% 02021 & 11 7 15 p
EERZ23 fARRFRIBFEEH LS PRER LSRR
Yoo - K3 A 2021 & 117 19 pIEE Pk 0 LA R LR A S IR(SR )
TR R B R DR (T AR sk R R A R 4
APIFREAT 0 T BRI Y SR AR A WaeEEy e 2021 & 11
TR o AR ETHIF  FPLFFLIRREFAT S ARY I EZPR R
WEF & FhEH > A L5 2T 4B

AFTPFELAFRA]
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-3 % 3 ##5% > 2 pembrolizumab # * pemetrexed % % 4d # $-
(carboplatin ¢ cisplatin) > £ % %+ pembrolizumab & * a3+ olaparib
o B>t pembrolizumab & % dF | pemetrexed Jo R 0 At A 2L
Bk 2| e R 2 % - BN
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2112TWNO006130 | 2021/11/26 | 2022/1/10 2022/1/17 | 35 E ) IR
up5 (possible) o

CETX YL TN
- ~ On 07-DEC-2021, cerebrospinal fluid culture and cytology analysis showed negative
malignancy(normal).
= ~ On 08-DEC-2021, the lab test were performed and showed negative.
= ~ On the same date, this adverse event (AE) was re-classified as serious adverse event
(SAE) (prolongation of hospitalization).
(AFEpELRigin]
-~ AXFH2ZFETLEE (SAE) 5 ¥ 5REHGEL 0 X < 3 H 2112TWNO006130
557 A3t 2021 & 11 7 26 p B 4 ] aliER A F’%Ii’ VIR AL A FEop
B hiE > LR a L o R 2 FE%RZE P 1)MK-7339(olaparib)
#2)PEMBROLIZUMAB (pembrolizumab)# B - 2022 & 1 * 10 p cr{ #71; 4
5 1)2021 & 122 7p > ¥ R xfciee 8 o drkgn BB (2 F )
-~ 2021 & 12 % 8 poiRf{T 0T F B R REBeta2-#E ko 1gG IgM  Z 151
Ab-TSH <48 % 14.23% ; #fh RF]F - C3 -~ C4 1412 ; < dsDNA L1512 =
Ben® g3 B:]L;r% = 50.6 po/mL;: @B FusEA L 339 F5 A FpE AM L 052
Hesolm 2 5 3w ENAITL (SS-A) B 5 3= TPO 48 5 355 IU/mL ;5 4@ ;}Mfluiz
v A5 20 1U/mL 5 Fuegdig 106G 4e IgM e a4 3 Bl12 5 424
pg/mLe- 2021 # 12 * 14 p » 2771 T F % FRE . 2 ENAI (SM fr
RNP 24) & Hald; BF o4 %‘f};’r% 5 163pg/mL s g & g4 R
88 Ro-52 B+ A Fps AM 5 2219 jics /A~ = fedit i P M8 215
s FRIEALE (AE)a‘ﬁ;i‘%frﬁr‘?ﬁiﬁé BeE?d 2 E 2 (SAE)( AP Rat £ )o g
AR R SRR T AN LAY LR e P R
SV RPLBERGF O HITE AL 7 ’*’Jfﬁﬁkhfh AEEh2ZEERLE
R SR LK G
[(FXF 72 R+ 3 ]
- ~ On 07-DEC-2021, cerebrospinal fluid culture and cytology analysis showed negative
malignancy(normal).
~ On 29-NOV-2021, Brain magnetic resonance imaging (MRI) showed one small new
focal enhancement in the right parietal lobe was depicted (abnormal). = ;é% Kkl
3= o % 4 Cerebellarataxia & 2 pF » R 2B T * FHE 5
PEMBROLIZUMAB, MK-7339 (olaparib) - & * £ M * AR R o

Jit

(A9 BT 2k ]
PERSAFH T AR 2 g RS AT e IR []F
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- 38 % 3 5% > 2 pembrolizumab # * pemetrexed % 7 44 Z f-
(carboplatin ¢ cisplatin) > =% %+ pembrolizumab & * %4+ olaparib
e ApgRY pembrolizumab & * fa4F ¢4 pemetrexed J5of 0 3T iE A5 2E
Bk 2| e R 2 % — BUSR

PR

TEAR L _
' " | Cerebellar ataxia

#
w4 E = 2 Yo it FRER FEARIER LE
e AT = L= . 1= 35 T 1=
n) g . MALE S D
p Ay p Ay = p Ay o ZZF R %
I 4P
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2112TWNO006130 | 2021/11/26 | 2022/1/14 2022/1/21 | 3p#p . IR

up 6 (possible) "

[(FE#ELRFLR]
- ~ The subject had no history of Sjorgren syndrome.
AFTHELEAFLR])
-~ AXBH2FEA LT (SAE) 3 % 6 i BidRE o % 3 F 2112TWNO006130
557 k32021 & 11 7 26 p 4 ) i@ E A g 0 DI L7 AR ep
B b+ A E o R 8 2% %45 1)MK-7339(olaparib)
#2)PEMBROLIZUMARB (pembrolizumab) 3 B o #* % L ¥ i 535G S 8% ¥ i #El
F&? S S A ¥ ﬁ*ff_“ 2021 # 127 21 p iR R AL
G f;*lgﬂéfw%“«*ih Hﬁ“‘%* BN FHEETH 2022 # 1 14 pn
i AT AR X W RACR T 6 R (Sjogren » SHOW-grins) %= & #cd - fa d %
Aoy BTG $05 K i kB - A G B2 e
ﬁ’i"iwﬁ L‘L’F%FE’:&‘%E
[#FTE 7L B3]
- ~ Updated information received on 14-JAN-2022:1)The subject had no history of
Sjorgren syndrome. e % ;éf‘g # 4 Cerebellar ataxia # F sz F 7 * #1) MK-7339
(olaparib) #2 ) PEMBROLIZUMAB z_ & 5. 5 &% & 2 k Py 257 AR B o

(L9783 ¥ 253k ]
PRELAFH T s g (25T e 1L T

* ¢ %% | CMUH108-REC2-059(SAE-37) | % » 2] | feE

P
PEAEL | RFER S VERLGFR | PRLT R | RE PR

PR RH - 78 % 3 #p:%% > 12 pembrolizumab & * pemetrexed % % 41 ¥ $-
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PRFFAETERFRALGELA Y - FELR §
—F-ol-ERFCXBEEBESC 2R

(carboplatin ¢ cisplatin) » %% %+ pembrolizumab & * (4% {4 olaparib
T AP 3t pembrolizumab & * ‘a4F 4 pemetrexed 5K o ST EEAS 2L
Ak 2] fn e W R 2 % - AL

FTEARREL )
Cerebellar ataxia

#
w4 JE F 2 Yo i FEAK FTEARER AR
G AT - L 1= . 1= B T 1=
ENES cr WLT: o
p & p & = p Ay _ ZZF R TR 8%
g Hp

) D ¥#3

follow ¥ ic 4P B )

2112TWNO006130 | 2021/11/26 | 2022/1/17 2022/2/7 | -3y ) IS

up 7 (possible) "

[(FERELR+3LR])
- ~ The subject also received treatment of cyanocobalamin (+) pyridoxine hydrochloride
(+) thiamine mononitrate (KENTAMIN) and Vitamin E 50IU/tab for the event. On
14-JAN-2022, she received the last reported dose of olaparib (MK-7339)
(maintenance cycle 9)..
EE 2T ESET D
-~ AXFH2ZFEFLEE (SAE) 5 ¥ T REHIEL % 3 F 2112TWNO006130
57T A>3 2021 & 117 26 p g A o) e iE R A g VIR 7 AR fepn
B hiE > LR a L o R 2 FE%RZE P 1)MK-7339(olaparib)
#2)PEMBROLIZUMAB (pembrolizumab) 4 B - 2022 & 1 » 17 p Jc3|en{ &7
AR L) RRF AT BRL T e (4) BESSE (+) Fed E
e ® (KENTAMIN) fria4 2 ESOIU/® ik - 2022 &# 1 % 14 p >
B BB L AR (MK-7339) #E (BFFH 9) 2L Ey br
TP RDRRIDECEL R ZEF AP ER D FFR A, PR
B chg U ORfArg U Tkt (TRANSAMIN) S #te peg &7 5E 1 5 i F Fedk
545 X (HAP) AR M 3 e F 5 vnde & #Réph (+) % v = 2 40 (TAZOCIN) * 35
02 HAP 5 ¥ 270 fq fomifa v & F1* 3hegep ) % SNERR N k) R 5 F N E0R SR
EHLESF v Y N R A ke P e F (ARTELAC) . ¢t 72 2 25
R HERT A ARM D 5 AR R ﬁ'zp"f,ért_‘? 2021 & 12 % 21 p &
Poo SR FmMk e fRF o PRI AR T BPERERG > HPFA R
FPERBEPEE A F A2 FEF AT PRI ERFLA S -
[(FT 2L R4+F 0]
— ~ follow up 7: Updated information received on 17-JAN-2022 + % & 5. #1)
MK-7339 (olaparib) #2 ) PEMBROLIZUMAB % # Cerebellar ataxia 7% H % 4

WERF # " B SEEREeELT M -

[ PP 23]
PERIFH T A 2 g g AR AT e [T
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- F-L-ERY-XFAREREE(C PK)
ShAg L | MEEERATABLIGER | FRET KR | RP LS
- 7 % 3 #E% 0 1 pembrolizumab & * pemetrexed % 7 40 % 4§~
4 LA (carboplatin £ cisplatin) - 4% % % = pembrolizumab # * ‘&4 {2 olaparib
N i Ap T pembrolizumab # * (3¥ {4 pemetrexed Jnof 0 TS {20
Bk 20| e W R 2 B - SIS R

ik

TEAR L _
' " | Cerebellar ataxia

#
5 4 g e | e | TP e apmhaze
& g = L= . 1= A5 3
o] 8 - wEE s |
p p g =l p i ZFER R 6%
Fp 4
) DJE R
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2112TWNO006130 | 2021/11/26 | 2022/1/20 2022/2/7 ZL3p Hp . I,is RER
up 8 (possible) o

CET X ENELTND
— ~ On 07-DEC-2021, cerebrospinal fluid culture and cytology analysis showed negative
malignancy (normal), the appearance was clear micro protein 46.2 mg/dL and micro
albumin was 25.6 mg/dL, moreover, on this day red blood cell count (RBC) was 1/ul,

with blood cell count (WBC), WBC differential (neutrophil) and WBC differential

count (lymphocyte) were all 0%.
[(AFEpELR4FLR]
-~ AZXFh2ZBEP TR (SAE) 5% 8 XHHIFL > X < ¥4 2112TWNO006130

557 A>3 2021 & 117 26 pg A o) e iE R A g IR 2 AR e
A A > ABRPFRFELE S RREEFE%KZE P 1)MK-7339(0laparib)
#2)PEMBROLIZUMAB (pembrolizumab)§ B - 2022 & 1 * 20 p v]’zi'lﬁvg 37
2 4, 0 1) 07-DEC-2021 > "% k32 & frimie 8 A drdgs BB (2 ¥ )
Ao M v (3FL L ME 39 ) 46.2mg/dL > A v 3¢ 5 25.6 mg/dL >
b Ao X ion et (RBC) 3 1ul» v w2k ezt d (WBC) - WBC
%(”Uﬂhﬁ>#wmﬁ*L&(#WW@fﬂO%“W*iP‘
T ERKRT AP Y 5 2Apd o xFéi.ffE;% ﬁ’;’“,éf,‘:? 2021 # 12 % 21 p A
Pr o SRR ﬁ*“f P RAFFARGT RPFHING HPEIEE
%%%%m% AXBE2ZBREARE BB LETEARFIA S -
[FEE 7L R3]
- ~ follow up 8: Updated information received on 20-JAN-2022 + it % 5. #1)
MK-7339 (olaparib) #2 ) PEMBROLIZUMAB - 2 Cerebellar ataxia :* H % #
WERGRY B8 @ B o FET oM -
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* ¢ %5 | CMUHL09-REC2-048(SAE-1) | # % > 24fal | ff 7 2%
PR | SRR AR FEER R | RGP LT

PR 2L R PR ZW25 E o iV B s 2 3 /& Tislelizumab T %

ratdp HER2 5t fp e 5 /5 83 R #%-}%@BJTU% B —‘F'i‘ » 3 #w HER2

AR BRSO FR ARERE 2 % 1b/2 Bk

T

3 PR E
H

w4 JE F 2 Yo i FEAK FTEARER AR
G AT - L 1= . 1= B S 1=
] T LTS O
p Ay p Ay ) p w ZZF M S5
I 4P
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886048-001 2022/1/3 | 2022/1/4 | Initial | 2022/1/19| 2358y A
(unrelated)

(FEPELfirgLa]
— ~ Subject 886048-001 3 %t Gastric Ca *t 2020/12/23 i& {7 & :E 40 » % F > T

[(AFEAELE3LL]
- v % ;é—‘ﬁ 886048-001 & %7 % Jp >t 2020/12/23 it 7 & i 4 » P F 0 L

C2 2R TR LT TED
— ~ Subject 886048-001 ** 2020/12/23 it {7 éF % ¢ » FZKF » &%

3 2021/117 B4 % - W RBRE TR L H B LR 0 B fs - ik iR
5 2021/09/16 » £ £ 13 BB EHRILR 0 L FIA R R foeH E 0
2021/10/04 i3 1@ o m T % - MH i RELF BT IR R RE B R
e H BRI DR BEAR O D A AR ST RS B o 2022/01/04
SRR R R S O R R C T I
2022/01/03 P i B @ 7 4 v e

2021117 # & FRIE BG4 5 - FPRHRELE LR EF R WRERD T
FAFPE - FE A RBRIBRES R R - XD IR
2021/09/16> 4, % 455 13 1 1 99 s e ii o (& Fld g i B 2% 3 1% 2021/10/04
WKL S - RE DR EREFSE IR LR ER%RT D
EHD FOTEDAR A F AR DT BRI R B - 2t 2022/01/04 pp %
T Lo A B RA ED R T F R ek R o et 2022/01/03
Fp B g4 o AR RBHRFELTRL 9] 93 LE 2 AESAE 3
PHI - KoK PHHO60 X - P AT I APMERER A F L IR AE/SAE
BT <AL L SAE R U I RHMT 0 vk A IRB R TA 4R
;ymﬁmeﬁwoww@ﬁﬂﬁﬁﬁ%ﬂ%$§’ﬁﬁé%@o

2021/1/7-2021/09/16 » 4, 425 13 B3k 8 cridsk oAy > 2021/10/04 i3 25 05 K
AHED ¥ S M B it R R R E i B = 3 2022/01/04 R
BT 2 ros @y 2022/01/03 Fp o R G g 2 o 3R &k SAE e 2
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€ st CMUH110-REC2-058(SAE-4) wg v rapdl | e

»
PEIFL | PPRRAPEFRLEFR | PEER KR | R T

—HEZH P S EEE S R 0 ¥ AT R 9% 71 5 Rezaf

(ReSTORE # % )

22 429% 1 5+ Caspofungin & 1% #% 1+ %= v PR Fluconazole i& {7 *% F¢
ARFAL /&R LAKFAR F R X éi“ﬁ g rr e > d

ungin
e
R

TSR

Type 2 diabetes mellitus with hyperglycemic hyperosmolar nonketotic

#
R ¥
w4 g | R4 i BRI REMR AT S
o AR PRl RE gy | FOERARS
p Ay p Ay = p Ay W ZZF R TR %
Ty
follow 7 Ap M
252175193 2021/9/11 | 2021/9/17 2022/2/9 2L3p Hp B-D
upl (unrelated)

(FEPELfirgLa]
- ~ B % 252175193 »+ 26Jul2021 % ¥ ICF F ,’E; 82 AEE % > 3 27Jul2021 £

é’i—:ﬁéﬁ%"“%ﬁ-ﬁ ;‘1"1’%‘09Au92021*’* 2% 14 % qgyn o o ma%g‘%‘EOTand

Day 30 safety visit. g3+ 17Sep2021 w 2 it = D52-59 follow up visit % =

e
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%o@%ﬂ‘ﬂ%ﬁ&lﬂb@lﬁf'Phwﬁﬁf’ﬂﬁﬁ L HEEER D
% Type 2 diabetes mellitus with hyperglycemic hyperosmolar nonketotic(% % 1+

= BEZEAR ) 0 4 b ICU B s 0 13Sep2021 ¢ il foFT et TP
Paskimezt g aFAEg 25 SAE (hospitalization £ life-threating)
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= o~ ERUEE
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- ~ 3% 252175193 ** 26Jul2021 % % ICF I 7 %% A% % > % 27Jul2021
¥ - s E 5L 10 00AUg2021 4§ 14 X dhisi o £ S 18 4 EO

Day 30 safety visit. g3+ 17Sep2021 v 2 :& {7 D52-59 follow up visit ¥ =
%o@%w~n%mm1ﬂ»%zg%fmwwﬁﬁ’ﬂﬁf wAREER 3

=03
T and
ok
EOR 4y

% Type 2 diabetes mellitus with hyperglycemic hyperosmolar nonketotic » »* #F fx
ICU fifeisk > 13Sep2021 /5 R AoAm T B4 IR p B X p oo kiR o F7 7 2430 42
B s 2 PR FAFL =t T 2 5 SAE (hospitalization 2
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- ~ % 252175193 *t 27Jul2021 % % - X #E% é*é:’r%ﬁ%]ﬁ » 73t 09Aug2021 = =
% 14 % s 0 11Sep2021 F1E 48 7 sp > b & ’,TI* ¥ o #ur 5 Type 2 diabetes
mellitus with hyperglycemic hyperosmolar nonketotic » 5= y* SAE £33 & &
LEEH
[ZsggpRisg g 2
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#1) MK-3475
Study (Code not
broken)
#2)
CISPLATIN
FOR JAPAN
#3)
5-FLUOROUR
ACIL FOR
JAPAN

CMUH109-

1. 2021/11/23
REC2-155

2111CHNO
08692

Followup

Pneumonia
11

2,3

#1) MK-3475

Study (Code not
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#2)

CMUH109-
REC2-155

2111CHNO
08692

2021/11/23

Followup
12
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FOR JAPAN
#3)
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ACIL FOR
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2,3
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Followup
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#1) MK-3475
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broken)
#2)
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#3)
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CMUH109-
REC2-155

2021/9/25

2111FRAQO
1820

Followup
3

#1) MK-3475
Study (Code not
broken)
#2)
5-FLUOROUR
ACIL FOR
JAPAN
#3)
OXALIPLATIN
FOR JAPAN
#4)
LEVOLEUCOV
ORIN FOR
JAPAN

Hyperthermia

Interstitial lung disease
Staphylococcal infection

General physical health

deterioration

1,23

CMUH109-
REC2-155

2021/11/23

2111CHNO
08692

Followup
16

#1) MK-3475
Study (Code not
broken)
#2)
CISPLATIN
FOR JAPAN
#3)
5-FLUOROUR
ACIL FOR
JAPAN

Pneumonia

2,3

CMUH109-
REC2-155

2021/11/23

2111CHNO
08692

Followup
17

#1) MK-3475
Study (Code not
broken)
#2)
CISPLATIN
FOR JAPAN
#3)
5-FLUOROUR
ACIL FOR
JAPAN

Pneumonia

2,3

111 # 02 * 16 p
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CMUH109-
REC2-155

2021/12/3

2112CHNO
05932

Initial

#1) MK-3475
Study (Code not
broken)
#2)
CISPLATIN
FOR JAPAN
#3)
5-FLUOROUR
ACIL FOR
JAPAN

Upper gastrointestinal

haemorrhage

Oesophagitis

2,3

10.

CMUH109-
REC2-155

2021/12/3

2112CHNO
05932

Followup
1

#1) MK-3475
Study (Code not
broken)
#2)
CISPLATIN
FOR JAPAN
#3)
5-FLUOROUR
ACIL FOR
JAPAN

Upper gastrointestinal

haemorrhage

Oesophagitis

2,3

11.

CMUH109-
REC2-155

2021/12/3

2112CHNO
05932

Followup
2

#1) MK-3475
Study (Code not
broken)
#2)
CISPLATIN
FOR JAPAN
#3)
5-FLUOROUR
ACIL FOR
JAPAN

Oesophagitis

Upper gastrointestinal

haemorrhage

2,3

111 # 02 * 16 p
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12.

CMUH109-
REC2-155

2021/11/23

2111CHNO
08692

Followup
18

#1) MK-3475
Study (Code not
broken)
#2)
CISPLATIN
FOR JAPAN
#3)
5-FLUOROUR
ACIL FOR
JAPAN

Pneumonia

2,3

13.

CMUH109-
REC2-155

2021/12/3

2112CHNO
05932

Followup
3

#1) MK-3475
Study (Code not
broken)
#2)
CISPLATIN
FOR JAPAN
#3)
5-FLUOROUR
ACIL FOR
JAPAN

Oesophagitis

Upper gastrointestinal

haemorrhage

2,3

14.

CMUH109-
REC2-155

2021/11/23

2111CHNO
08692

Followup
19

#1) MK-3475
Study (Code not
broken)
#2)
CISPLATIN
FOR JAPAN
#3)
5-FLUOROUR
ACIL FOR
JAPAN

Pneumonia

2,3

111 # 02 * 16 p




A ES gmﬁﬁghptﬁ ESREEE FESK
F-L1-ZR¥-ZFEEHREE(C 2KR)
B % AR (AR L
AE S (F AP G 1 LE 2 R N
g |6 2 | ul N
#1) MK-3475
Study (Code not
broken)
#2) i
Oesophagitis
CMUH109- 2112CHNO Followup| CISPLATIN ) )
15. 2021/12/3 Upper gastrointestinal 23| A
REC2-155 05932 4 FOR JAPAN
haemorrhage
#3)
5-FLUOROUR
ACIL FOR
JAPAN
#1) MK-3475
Study (Code not
broken)
#2)
CMUH109- 2111CHNO [Followup| CISPLATIN ]
16. 2021/11/23 Pneumonia 23| A
REC2-155 08692 20 FOR JAPAN
#3)
5-FLUOROUR
ACIL FOR
JAPAN
CMUH109- Tiragolumab
17. 2021/7/28 | 2881001 Initial UNEXPLAINED DEATH | 1 A
REC2-195 Atezolizumab
CMUH109- Follow | Tiragolumab
18. 2021/7/28 | 2881001 UNEXPLAINED DEATH | 1 A
REC2-195 up 1 Atezolizumab
CMUH109- - Tiragolumab
19. 2021/7/28 | 2881001 Initial UNEXPLAINED DEATH | 1 A
REC2-195 Atezolizumab
CMUH109- Follow | Tiragolumab MASSIVE TUMOR
20. 2021/9/10 | 2910560 1 A
REC2-195 up 1 Atezolizumab HEMORRHAGE
CMUH109- Follow | Atezolizumab
21. 2021/7/28 | 2881001 ] UNEXPLAINED DEATH | 1 A
REC2-195 up 1 Tiragolumab
CMUH109- » Atezolizumab MASSIVE TUMOR
22. 2021/9/10 | 2910560 | Initial ) 1 A
REC2-195 Tiragolumab HEMORRHAGE
CMUH109- Follow | Atezolizumab MASSIVE TUMOR
23. 2021/9/10 | 2910560 ) 1 A
REC2-195 up 1 Tiragolumab HEMORRHAGE
111 # 02 * 16 p % 44 F o2 71 B
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g |6 EX T N
CMUH109- . Tiragolumab MASSIVE TUMOR
24. 2021/9/10 | 2910560 | Initial 1 A
REC2-195 Atezolizumab HEMORRHAGE
2,3,
7:Imp
CMUH109- 2021A5821 [follow up| Blinded for | ALLERGIC REACTION |ortant
25. 2021/6/29 ) 1 A
REC2-078 26 3 Investigator TO CETUXIMAB Medi
cal
Event
CMUH109- 2021A8209 Blinded for
26. 2021/11/15 Initial Gastric haemorrhage 1,5 A
REC2-078 33 Investigator
CMUH109- 2021A8209[follow up| Blinded for )
27. 2021/11/15 _ Gastric haemorrhage 1 A
REC2-078 33 1 Investigator
) WORSENING OF
CMUH109- 2021A6464 follow up| Blinded for
28. 2021/7/16 ULCERATIVECOLITIS | 1,3 | A
REC2-078 46 4 Investigator . .
(Colitis ulcerative)
CMUH109- 2022A0149 Blinded for DEATH OF UNKNOWN
29. 2022/1/7 Initial ) 1 A
REC2-078 35 Investigator CAUSE (Death)
) WORSENING OF
CMUH109- 2021A6464 follow up| Blinded for
30. 2021/7/16 ) ULCERATIVECOLITIS | 1,3 | A
REC2-078 46 5 Investigator . )
(Colitis ulcerative)
2,3,
4] 5!
7:IM
2022A0281 PORT]
CMUH109- » Blinded for )
31. 2022/1/14 43 Initial ] INFECTION (Infection) [ANT| A
REC2-078 Investigator
(E7404007) MED
ICAL
EVE
NT
#1) MK-7902 ]
o Hypertension
(lenvatinib ) )
Posterior reversible
CMUH110- 2108USAO |Followup mesylate)
32. 2021/8/13 encephalopathy syndrome | 2,3 [ A
REC2-034 04810 20 #2) ) o
Acute kidney injury
PEMBROLIZU H hvroidi
yperthyroidism
MAB

111 # 02 * 16 p
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#1)
PEMBROLIZU ) )
Gastrointestinal
CMUH110- 2111DEUO |Followup MAB
33. 2021/11/10 haemorrhage 23| A
REC2-034 04023 3 #2 ) MK-7902 i
eus
(lenvatinib
mesylate)
#1)
PEMBROLIZU '
eus
CMUH110- 2111DEUO |Followup MAB
34. 2021/11/10 Gastrointestinal 23| A
REC2-034 04023 4 #2 ) MK-7902 A "
aemorrhage
(lenvatinib
mesylate)
#1)
PEMBROLIZU lleus
CMUH110- 2111DEUO [Followup MAB Gastrointestinal
35. 2021/11/10 23 [ A
REC2-034 04023 5 #2 ) MK-7902 haemorrhage
(lenvatinib Sepsis
mesylate)
#1)
PEMBROLIZU lleus
CMUH110- 2111DEUO [Followup MAB Gastrointestinal
36. 2021/11/10 23 [ A
REC2-034 04023 6 #2 ) MK-7902 haemorrhage
(lenvatinib Sepsis
mesylate)
#1)
PEMBROLIZU lleus
37 CMUH110- 202111110 2111DEUO |Followup MAB Sepsis ’3 A
"| REC2-034 04023 7 #2) MK-7902 Gastrointestinal ’
(lenvatinib haemorrhage
mesylate)
111 #02* 16 p % 46 = 71
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#1) MK-7902 ) o
Acute kidney injury
(lenvatinib . ]
Posterior reversible
CMUH110- 2108USAO |Followup mesylate)
38. 2021/8/13 encephalopathy syndrome | 2,3 [ A
REC2-034 04810 21 #2) o
Hyperthyroidism
PEMBROLIZU )
Hypertension
MAB
2022A0383
CMUH110- Blinded for PNEUMONITIS
39. 2022/1/11 72 Initial ) N 2,3 A
REC2-073 Investigator (Pneumonitis)
(E7405001)
2022A0383
CMUH110- follow up| Blinded for PNEUMONITIS
40. 2022/1/11 72 ) N 2,3 A
REC2-073 1 Investigator (Pneumonitis)
(E7405001)
2022A0383
CMUH110- follow up| Blinded for PNEUMONITIS 1,2,
41. 2022/1/11 72 ) N A
REC2-073 2 Investigator (Pneumonitis) 3
(E7405001)
2,3,
7:1mp
] ALLERGIC REACTION
CMUH110- 2021A8862 [follow up| Blinded for ortant
42. 2021/12/16 ] TO THE DRUG (Drug 1 A
REC2-073 96 2 Investigator o Medi
hypersensitivity)
cal
Event
21
7:1mp
AFEBRILE
CMUH110- 2022A0253follow up| Blinded for _|ortant
43. 2022/1/12 NEUTROPENIA (Febrile A
REC2-073 54 1 Investigator ) Medi
neutropenia)
cal
Event

111 # 02 * 16 p
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44,

CMUH108-
REC2-134

2021/9/2

2110CHNO
03217

Followup
22

#1) MK-3475
Study (Code not
broken)
#2)
GEMCITABIN
E FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
#3)
CISPLATIN
FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
STUDY)(cisplat
in) Intravenous

infusion

platelet count decrease
[Platelet count decreased]

Bacteremia [Bacteraemia]

2.3

111 # 02 * 16 p
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45,

CMUH108-
REC2-134

2021/9/2

2110CHNO
03217

Followup
23

#1) MK-3475
Study (Code not
broken)
#2)
GEMCITABIN
E FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
#3)
CISPLATIN
FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
STUDY)(cisplat
in) Intravenous

infusion

platelet count decrease
[Platelet count decreased]

Bacteremia [Bacteraemia]

2.3

111 # 02 * 16 p
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46.

CMUH108-
REC2-134

2021/9/2

2110CHNO
03217

Followup
24

#1) MK-3475
Study (Code not
broken)
#2)
GEMCITABIN
E FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
#3)
CISPLATIN
FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
STUDY)(cisplat
in) Intravenous

infusion

platelet count decrease
[Platelet count decreased]

Bacteremia [Bacteraemia]

2.3

111 # 02 * 16 p
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47.

CMUH108-
REC2-134

2021/6/14

2106BRA0
04643

Followup
9

#1) MK-3475
Study (Code not
broken)
#2)
GEMCITABIN
E FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
#3)
CISPLATIN
FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
STUDY)(cisplat
in) Intravenous

infusion

Hepatorenal syndrome

[Hepatorenal syndrome]

1.3

111 # 02 * 16 p
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48.

CMUH108-
REC2-134

2021/9/2

2110CHNO
03217

Followup
25

#1) MK-3475
Study (Code not
broken)
#2)
GEMCITABIN
E FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
#3)
CISPLATIN
FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
STUDY)(cisplat
in) Intravenous

infusion

platelet count decrease
[Platelet count decreased]

Bacteremia [Bacteraemia]

2.3
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49,

CMUH108-
REC2-134

2020/9/14

2009USA0
05967

Followup
13

#1) MK-3475
Study (Code not
broken)
#2)
CISPLATIN
FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
STUDY)#3)
GEMCITABIN
E FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
STUDY)

Intra-abdominal abscess
[Abdominal abscess]
Pancreatitis [Pancreatitis]
Acute Kidney Injury
[Acute kidney injury]

1.2.3

111 # 02 * 16 p
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50.

CMUH108-
REC2-134

2021/6/14

2106BRA0
04643

Followup
10

#1) MK-3475
Study (Code not
broken)
#2)
GEMCITABIN
E FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
#3)
CISPLATIN
FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
STUDY)(cisplat
in) Intravenous

infusion

Hepatorenal syndrome

[Hepatorenal syndrome]

1.3

111 # 02 * 16 p
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CMUH108-
REC2-134

2021/9/2

2110CHNO
03217

Followup
26

#1) MK-3475
Study (Code not
broken)
#2)
GEMCITABIN
E FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
#3)
CISPLATIN
FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
STUDY)(cisplat
in) Intravenous

infusion

platelet count decrease
[Platelet count decreased]

Bacteremia [Bacteraemia]

2.3
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52.

CMUH108-
REC2-134

2021/12/27

2112CHLO
09782

Followup
2

#1) MK-3475
Study (Code not
broken)
#2)
CISPLATIN
FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
STUDY)
#3)
GEMCITABIN
E FOR JAPAN
(3475
SOLUTION
FOR
INJECTION

STUDY)

[Gastrointestinal

haemorrhage]

Gastrointestinal bleeding

2.3

111 # 02 * 16 p

S




PRFF T EGRF R
F-T-#R

¥ -

%

“$2tR ¢

81 %)

£ § B

L P

% >R
2 5L

SIS )
&

*AFE R

ik
3=

por
e

53.

CMUH108-
REC2-134

2021/12/27

2112CHLO
09782

Followup
3

#1) MK-3475
Study (Code not
broken)
#2)
CISPLATIN
FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
STUDY)
#3)
GEMCITABIN
E FOR JAPAN
(3475
SOLUTION
FOR
INJECTION

STUDY)

[Gastrointestinal

haemorrhage]

Gastrointestinal bleeding

2.3

111 # 02 * 16 p

S




¢ ﬁ]?‘% g%lﬁpkg
F-T-#R

¥ -

%

“FhLR €

B2 %)

& M3

L P

R e
2 5o

wL
&

*AFE R

i
,‘m

spt
e

54.

CMUH108-
REC2-134

2021/5/28

2106CHNO
00035

Followup
24

#1) MK-3475
Study (Code not
broken)
#2)
CISPLATIN
FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
STUDY)
#3)
GEMCITABIN
E FOR JAPAN
(3475
SOLUTION
FOR
INJECTION

STUDY)

myocarditis [Myocarditis]

Myasthenia gravis

[Myasthenia gravis]

2.3
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55.

CMUH108-
REC2-134

2021/9/2

2110CHNO
03217

Followup
27

#1) MK-3475
Study (Code not
broken)
#2)
GEMCITABIN
E FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
#3)
CISPLATIN
FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
STUDY)(cisplat
in) Intravenous

infusion

platelet count decrease
[Platelet count decreased]

Bacteremia [Bacteraemia]

2.3
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56.

CMUH108-
REC2-134

2021/5/28

2106CHNO
00035

Followup
25

#1) MK-3475
Study (Code not
broken)
#2)
CISPLATIN
FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
STUDY)
#3)
GEMCITABIN
E FOR JAPAN
(3475
SOLUTION
FOR
INJECTION

STUDY)

myocarditis [Myocarditis]

Myasthenia gravis

[Myasthenia gravis]

2.3
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S7.

CMUH108-
REC2-134

2021/12/27

2112CHLO
09782

Followup
4

#1) MK-3475
Study (Code not
broken)
#2)
CISPLATIN
FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
STUDY)
#3)
GEMCITABIN
E FOR JAPAN
(3475
SOLUTION
FOR
INJECTION

STUDY)

[Gastrointestinal

haemorrhage]

Gastrointestinal bleeding

2.3

111 # 02 * 16 p
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58.

CMUH108-
REC2-134

2021/9/2

2110CHNO
03217

Followup
28

#1) MK-3475
Study (Code not
broken)
#2)
GEMCITABIN
E FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
#3)
CISPLATIN
FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
STUDY)(cisplat
in) Intravenous

infusion

platelet count decrease
[Platelet count decreased]

Bacteremia [Bacteraemia]

2.3

111 # 02 * 16 p

¥
(2]
N
b

|+




'R E 5“%&?hpiﬁ ® 4

A -

- ER¥C- %

R
3 EHE

£%=
(1 iR)

FLLR €

£ § B

L P

% >R
2 5L

=i -

"r‘fz‘&

|4
|5

A

Er

59.

CMUH108-
REC2-134

2021/12/27

2112CHLO
09782

Followup
5

#1) MK-3475
Study (Code not
broken)
#2)
CISPLATIN
FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
STUDY)
#3)
GEMCITABIN
E FOR JAPAN
(3475
SOLUTION
FOR
INJECTION
STUDY)

Gastrointestinal bleeding

[Gastrointestinal

haemorrhage]

2.3

60.

CMUH109-
REC2-155

2021/12/3

2112CHNO
05932

Followup
5

#1) MK-3475
Study (Code not
broken)
#2)
CISPLATIN
FOR JAPAN
#3)
5-FLUOROUR
ACIL FOR

JAPAN

Upper gastrointestinal

haemorrhage
Death
Oesophagitis

1,23

111 # 02 * 16 p
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e B | A P Vit Ex i A Z2E s
%}{, g J] 5? B % %En%){, ‘;'J |5 =2 ¥ %4
#1) MK-3475
Study (Code not
broken)
#2) Death
CMUH109- 2112CHNO [Followup| CISPLATIN Oesophagitis
61. 2021/12/3 ) ] 1231 A
REC2-155 05932 6 FOR JAPAN Upper gastrointestinal
#3) haemorrhage
5-FLUOROUR
ACIL FOR
JAPAN
#1) MK-3475
Study (Code not
broken)
#2)
5-FLUOROUR
Hyperthermia
ACIL FOR - )
Interstitial lung disease
CMUH109- 2111FRAO00|Followup JAPAN ] ]
62. 2021/9/25 Staphylococcal infection |1,2,3| A
REC2-155 1820 4 #3) )
General physical health
OXALIPLATIN o
deterioration
FOR JAPAN
#4)
LEVOLEUCOV
ORIN FOR
JAPAN
#1) MK-3475
Study (Code not
broken)
#2) Death
CMUH109- 2112CHNO [Followup| CISPLATIN Oesophagitis
63. 2021/12/3 ) ) 123] A
REC2-155 05932 7 FOR JAPAN Upper gastrointestinal
#3) haemorrhage
5-FLUOROUR
ACIL FOR
JAPAN
111 202" 16 p % 64 F > x 71 F
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64.

CMUH109-
REC2-155

2021/12/3

2112CHNO
05932

Followup
8

#1) MK-3475
Study (Code not
broken)
#2)
CISPLATIN
FOR JAPAN
#3)
5-FLUOROUR
ACIL FOR
JAPAN

Oesophagitis

Upper gastrointestinal

haemorrhage

1,23

65.

CMUH109-
REC2-158

2021/11/23

2111FRAOQ0
8897

Followup
6

#1) MK-7902
(lenvatinib
mesylate)
#2)
PEMBROLIZU
MAB
#3)
CAPECITABIN
E
#4)
OXALIPLATIN

Cardiac failure

66.

CMUH109-
REC2-158

2021/10/1

2110ITAQO
1081

Followup
6

#1)
OXALIPLATIN
#2)
LEVOLEUCOV
ORIN
#3)
5-FLUOROUR
ACIL

Intestinal obstruction

Septic shock

2,3

111 # 02 * 16 p
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67.

CMUH109-
REC2-158

2021/12/27

2201ESPO0
0402

Followup
1

#1) MK-7902
(lenvatinib
mesylate)
#2)
PEMBROLIZU
MAB
#3)
OXALIPLATIN
#4)
CAPECITABIN
E

Gastrointestinal toxicity

2,3

68.

CMUH109-
REC2-158

2021/11/29

2112CHLO
01991

Followup
2

#1) MK-7902
(lenvatinib
mesylate)
#2)
PEMBROLIZU
MAB
#3)
5-FLUOROUR
ACIL
#4)
OXALIPLATIN
#5)
LEUCOVORIN

Urosepsis

1,2

69.

CMUH109-
REC2-158

2021/12/27

2201ESPO0
0402

Followup
2

#1) MK-7902
(lenvatinib
mesylate)
#2)
PEMBROLIZU
MAB
#3)
OXALIPLATIN
#4)
CAPECITABIN
E

Immune-mediated

enterocolitis

1,2,3

111 # 02 * 16 p




CRPEFEARE g ;;%

A -

- ER¥- %

£%=

FELHE
(1 R

¢

L P

% >R
2 5L

=i -

"r‘fz‘&

|4
|5

A

i
4o

70.

CMUH109-
REC2-158

2021/12/27

2201ESPO0
0402

Followup
3

#1) MK-7902
(lenvatinib
mesylate)
#2)
PEMBROLIZU
MAB
#3)
OXALIPLATIN
#4)
CAPECITABIN
E

Immune-mediated

enterocolitis

1,23

71.

CMUH109-
REC2-158

2021/11/23

2111FRAOQ0
8897

Followup
7

#1) MK-7902
(lenvatinib
mesylate)
#2)
PEMBROLIZU
MAB
#3)
CAPECITABIN
E
#4)
OXALIPLATIN

Cardiac failure

72.

CMUH109-
REC2-158

2021/11/29

2112CHLO
01991

Followup
3

#1) MK-7902
(lenvatinib
mesylate)
#2)
PEMBROLIZU
MAB
#3)
5-FLUOROUR
ACIL
#4)
OXALIPLATIN
#5)
LEUCOVORIN

Urosepsis

1,2

111 # 02 * 16 p
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73.

CMUH109-
REC2-158

2021/12/27

2201ESPO0
0402

Followup
4

#1) MK-7902
(lenvatinib
mesylate)
#2)
PEMBROLIZU
MAB
#3)
OXALIPLATIN
#4)
CAPECITABIN
E

Immune-mediated

enterocolitis

1,23

74.

CMUH109-
REC2-158

2021/12/27

2201ESP0O0
0402

Followup
5

#1) MK-7902
(lenvatinib
mesylate)
#2)
PEMBROLIZU
MAB
#3)
OXALIPLATIN
#4)
CAPECITABIN
E

Immune-mediated

enterocolitis

1,23

75.

CMUH109-
REC2-158

2022/1/10

2201CHLO
04404

Initial

#1)
OXALIPLATIN
#2)
LEVOLEUCOV
ORIN
#3)
5-FLUOROUR
ACIL

Acute myocardial

infarction

111 # 02 * 16 p
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76.

CMUH109-
REC2-158

2022/1/23

2201CHLO
07379

Followup
2

#1) MK-7902
(lenvatinib
mesylate)
#2)
PEMBROLIZU
MAB
#3)
CAPECITABIN
E
#4)
OXALIPLATIN

Pulmonary embolism
COVID-19 pneumonia

1,2

77.

CMUH108-
REC2-059

2021/10/30

2111RUSO0
3715

Followup
5

#1)
PEMBROLIZU
MAB
#2)
PEMETREXED

Cardiac failure acute

78.

CMUH108-
REC2-059

2021/5/14

2106FRAQ
01438

Followup
26

#1)
PEMBROLIZU
MAB
#2)
PEMETREXED
#3)
CARBOPLATI
N

Neutropenia

Septic shock

2,37

79.

CMUH108-
REC2-059

2021/6/21

2107DEUO0
01119

Followup
16

#1)
PEMBROLIZU
MAB
#2)
PEMETREXED

Epistaxis

2,3

111 # 02 * 16 p




PRFFAETURFAFLRRLR B FEARE
F-T-ER5-XFHEREE(L PpR)
NNy 4 47
2{ A P &j;f ﬁwﬁj VRES 1E @ %% |
#1)
PEMBROLIZU
MAB
CMUH108- 2106FRAQ |Followup #2) Neutropenia
80. 2021/5/14 2371 A
REC2-059 01438 27 PEMETREXED Septic shock
#3)
CARBOPLATI
N
#1)
PEMBROLIZU Pneumonia aspiration
MAB Infusion related reaction
81, CMUH108- 2021/5/14 2105USAO0 [Followup #2) Failure to thrive 23 A
REC2-059 03770 17 PEMETREXED Asthenia
#3) Sepsis
CARBOPLATI Rhabdomyolysis
N
(3R] B &4 -
x FREEAER
P ,
B * § ¥ A FRPAE
[z 2pap]
1. | CMUH108-REC2-060 LY | RmES L4 MK-7339

*H rMIFLYPF 2021 £62 16 p 5 2021 & 122 15 p

2. CMUH108-REC2-155

(ETTEFYEED |
*RERE AL Tirzeptide

*E rMAFAYPRF 12021 & 040 29p 3 2021 10 % 28 p

3. CMUH106-REC2-126

[z 214p2 ]
*i&% % $ ¢ 4L © Risankizumab

*E rMAFLYPF 12021 £ 37 26p 3 2020 & 9% 25 p

4, CMUH106-REC2-071

5E YA

(e % 244p2 ]
Fé%éﬁfﬁrﬂ & # © MK-3475 Pembrolizumab

XM AFL PR 120212 030 04p 3 2021 % 09 * 03 p

5. CMUH108-REC2-134

9 AR

[z =% 2442 ]
*E% ¥4 L - MK-3475 Pembrolizumab
*E rMAFLHF 2021 £ 03 04p 3 2021 # 09 * 03 p

6. CMUH109-REC2-192

| >zkz#p= 244 © INJ-75348780 Blinded Line Listing of
Suspected Unexpected Serious Adverse Reactions (SUSARS) ;
Reporting Period : 23 April 2021 to 22 October 2021

1 INJ-75348780 Development Safety Update Report No. 1 Executive
Summary ; Period Covered: 23 October 2020 to 22 October 2021

111 & 02

716 p
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F-L-ER¥ B RES(L 2R
2Ll i
¥ 5 P
AR TR A FERG
[y 2p4p2]
7. | CMUH108-REC2-169 Ik | *HEEEP LA 0 MK-3475 Pembrolizumab
*g > AEL G F D 04-MAR-2021 to 03-SEP-2021
(&R R
*R & L4 Atezolizumab
*E pMAFAHRF 120212050 18 p 3 2021 & 11 % 17 p
8. | CMUH109-REC2-195 BB | RS EE RET A R SRR EL AP M R R

*3k5 ¥ ¢4 Tiragolumab/RO7092284
*E pMAFLAHREF 120212047 22 p 3 2021 & 107 21 p
AR X 2R F A HFD BERES AR ERLER.

(k] FRPH -

,ﬂ’.
_B

£ R

CREPEFELR (%)

F3d s EEER (2)

~ ¥7§ (20850 4 )
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