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12481006 2022/2/24 | 2022/3/1 | initial | 2022/5/2 LR Ep B
(unrelated)

CETT Y TN
— ~ The subject 12481006 visited Tungs' Hospital on 24Feb2022, Complaint of consicous
drowsy was noted at 17:30. Associated symptom: left side weakness and eye right
side deviateion. Performed Intra-arterial thrombectomy of right middle cerebral artery
on 24Feb2022 and admission ICU currently. The subject did not return to site for
study treatment of C44D15, C45D1 and C45D15 on 10Mar2022, 24Mar2022 and
07Apr2022, respectively due to the SAE.
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- ~ This patient was admitted due to Right thalamus ICH with IVVH on 3/3. The patient
had ESRD and Hemodialysis on every week 1,3,5. During RCC consider
tracheostomy for conscious unclear and prolong ventilator and difficult to weaning.
During MICU, emporical antibiotic with Meropenem. but AKI with metabolic
acidosis s/p CVVH. His hemodynamics still unstable under Dopamine, levophed and
vasoprssin pump. Family understood the critical condition and poor prognosis, andthe
patient passed away on 4/15. -
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[(FEpFLfrpin]
- ~ Updated information: 1)Rheumatoid factor was negative and complement factor C3
and C4 were were 80.7 mg/dL and 27.3 mg/dL respectively; 2)whereas the action
taken with pembrolizumab (MK-3475) was reported as drug withdrawn with negative

dechallenge result.
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CMUH106-
REC2-057

2022/2/18

2022-28493

FUl

#1) Cemiplimab
(CEMIPLIMAB
) Injection {Lot
# 8241400016}

FATIGUE [Fatigue]
NON-SPESIFIC
INFECTION [Infection]

2~3

CMUH106-
REC2-057

2021/11/15

2021-10141
7

FU2

#1) Cemiplimab
(CEMIPLIMAB
) Injection {Lot
# 8241400085}
#2)
CARBOPLATI
N*R2810*1307
87
(CARBOPLATI
N) Unknown

DEATH OF UNKNOWN
REASON [Death]
KETOACIDOSIS

[Ketoacidosis]

CMUH108-
REC2-134

2021/12/27

2112CHLO
09782

Followup
10

#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
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CMUH108-
REC2-134

2021/12/27

2112CHLO
09782

Followup
11

#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
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CMUH108-
REC2-134

2020/9/14

2009USA0
05967

Followup
14

#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]

Acute Kidney Injury
[Acute kidney injury]

Pancreatitis [Pancreatitis]

1.23
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CMUH108-
REC2-134

2021/12/27

2112CHLO
09782

Followup

12

#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

CMUH109-
REC2-155

2022/2/22

2202GTMO
08541

Followup

17

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

FOR JAPAN

Spinal cord disorder

1,23
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CMUH109-
REC2-155

2021/9/24

2111FRAQO
1820

Followup
8

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

Interstitial lung disease

Staphylococcal infection

General physical health
deterioration

Hyperthermia

1,23

CMUH109-
REC2-155

2022/2/22

2202GTMO
08541

Followup
18

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

Spinal cord disorder

1,23

10.

CMUH109-
REC2-155

2022/2/22

2202GTMO
08541

Followup
19

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

Spinal cord disorder

1,23
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11.

CMUH109-
REC2-155

2021/9/24

2111FRAQO
1820

Followup
9

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

Hyperthermia
Staphylococcal infection
Interstitial lung disease
General physical health

deterioration

1,23

12.

CMUH109-
REC2-155

2021/9/24

2111FRAQ0
1820

Followup
10

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

Hyperthermia
Staphylococcal infection
Interstitial lung disease
General physical health

deterioration

1,23
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13.

CMUH109-
REC2-155

2022/2/22

2202GTMO
08541

Followup
20

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

Spinal cord disorder

1,23

14.

CMUH109-
REC2-155

2021/9/24

2111FRAQ0
1820

Followup
11

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

Hyperthermia
Staphylococcal infection
Interstitial lung disease
General physical health

deterioration

1,23
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#1) MK-3475
Study (Code not
broken)
#2)
5-FLUOROUR Dvsohagi
sphagia
ACIL FOR y.p g- )
Acute kidney injury
CMUH109- 2105FRA0O » JAPAN
15. 2021/5/14 Initial Platelet count decreased [2,3,7| A
REC2-155 06889 #3) o )
Cytomegalovirus infection
OXALIPLATIN o
reactivation
FOR JAPAN
#4)
LEVOLEUCOV
ORIN FOR
JAPAN
CMUH109-
16. 2022/3/1 3043202 Initial RO5541267 DEATH 1 A
REC2-119
CMUH109-
17. 2022/3/1 | 3043202 Initial RO7092284 DEATH 1 A
REC2-119
LIFE THREATENING
TRACHEOOESOPHAGE
CMUH109- Follow AL
18. 2022/2/11 | 3025596 R0O5541267 2 A
REC2-119 up 1 FISTULA (ACQUIRED
TRACHEO-OESOPHAGE
AL FISTULA)
LIFE THREATENING
TRACHEOOESOPHAGE
CMUH109- Follow AL
19. 2022/2/11 | 3025596 RO7092284 2 A
REC2-119 upl FISTULA (ACQUIRED
TRACHEO-OESOPHAGE
AL FISTULA)
CMUH109- Follow FATAL INTESTITIAL
20. 2021/12/22 | 2988892 RO5541267 3,11 A
REC2-119 up 3 PNEUMONIA
CMUH109- Follow FATAL INTESTITIAL
21. 2021/12/22 | 2988892 RO7092284 3,11 A
REC2-119 up 3 PNEUMONIA
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LIFE THREATENING
CMUH109- Follow
22. 2022/3/9 | 3032553 RO5541267 BRONCHIAL 3,2 A
REC2-119 up 2
OBSTRUCTION
LIFE THREATENING
CMUH109- Follow

23. 2022/3/19 | 3032553 R0O7092284 BRONCHIAL 32| A

REC2-119 up 2
OBSTRUCTION
CMUH109- Follow

24. 2021/12/23 | 2990144 RO5541267 | FATALPNEUMONITIS | 3,1 | A
REC2-119 up 2
CMUH109- Follow

25. 2021/12/23 | 2990144 R0O7092284 | FATALPNEUMONITIS | 3,1 | A
REC2-119 up 2

LIFE THREATENING
CMUH109- Follow BRONCHIAL
26. 2022/2/11 | 3032553 RO5541267 32 A
REC2-119 up 3 OBSTRUCTION,
LARYNGEAL OEDEMA
LIFE THREATENING
CMUH109- Follow BRONCHIAL

27. 2022/2/11 | 3032553 R0O7092284 3,2 A
REC2-119 up 3 OBSTRUCTION,

LARYNGEAL OEDEMA
CMUH109- N LIFE THREATENING

28. 2022/4/1 | 3067589 | Initial RO5541267 2 A
REC2-195 HYPERKALEMIA
CMUH1009- LIFE THREATENING

29. 2022/4/1 | 3067589 | Initial RO7092284 2 A
REC2-195 HYPERKALEMIA
CMUH1009- Follow LIFE THREATENING

30. 2022/4/8 | 3067589 R0O7092284 2 A
REC2-195 up 1 ALT INCREASED
CMUH1009- Follow LIFE THREATENING

31. 2022/4/8 | 3067589 RO5541267 2 A
REC2-195 up 1 ALT INCREASED
CMUH109- Follow LIFE THREATENING | 1,2,

32. 2021/10/17 | 2944827 R0O5541267 A
REC2-179 up 2 SEPSIS 3
CMUH109- Follow LIFE THREATENING | 1,2,

33. 2021/10/17 | 2944827 R0O7092284 A
REC2-179 up 2 SEPSIS 3
CMUH109- Follow

34. 2021/10/7 | 2941858 R0O7223188 FATAL HEMOPTYSIS 1 A
REC2-179 up 1
CMUH100- Follow

35. 2021/10/11 | 2939738 RO7092284 |THROMBOCYTOPENIA| 3,2 | A
REC2-179 up 2

1112 05 * 11 p
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CMUH109- - FATAL STEVENS
36. 2022/1/21 | 3009417 Initial RO5541267 1,3 A
REC2-179 JOHNSON SYNDROME
CMUH109- FATAL STEVENS
37. 2022/1/21 | 3009417 Initial RO7092284 1,3 A
REC2-179 JOHNSON SYNDROME
CMUH109- Follow FATAL STEVENS
38. 2022/1/21 | 3009417 R0O5541267 1,3 A
REC2-179 up 1 JOHNSON SYNDROME
CMUH109- Follow FATAL STEVENS
39. 2022/1/21 | 3009417 RO7092284 1,3 A
REC2-179 up 1 JOHNSON SYNDROME
CMUH109- Follow Life Threatening 3, 2,
40. 2021/9/1 2924456 RO7092284 A
REC2-179 up 1l LEUKOPENIA 7
CMUH109- Follow LIFE THREATENING 3, 2,
41. 2021/11/4 | 2952684 RO7223188 A
REC2-179 up 1l CARDIAC TAMPONADE| 7
CMUH109- Follow LIFE THREATENING 3, 2,
42. 2021/11/4 | 2952684 RO5541267 A
REC2-179 up 1l CARDIAC TAMPONADE| 7
CMUH109- Follow LIFE THREATENING | 3, 2,
43. 2021/11/4 | 2952684 RO7092284 A
REC2-179 up 1 CARDIAC TAMPONADE| 7
CMUH109- Follow 3,2,
44, 2021/10/26 | 2924456 RO7092284 LEUCOPENIA A
REC2-179 up 2 7
CMUH109- Follow FATAL INTERSTITIAL
45, 2021/11/4 | 2952685 RO5541267 3,2 A
REC2-179 up 5 PNEUMONITIS
CMUH109- Follow FATAL INTERSTITIAL
46. 2021/11/4 | 2952685 RO7092284 32| A
REC2-179 up 5 PNEUMONITIS
CMUH109- Follow
47. 2022/2/24 | 3036930 RO5541267 FATAL PNEUMONITIS | 1,2 | A
REC2-179 up 1
CMUH109- Follow
48. 2022/2/24 | 3036930 RO7092284 FATAL PNEUMONITIS | 1,2 | A
REC2-179 up 1
[A&] FRFiH -
3t
2 2
B3 £ S a4 FAPF
(2% 21484 ]
1. | CMUH106-REC2-096 LA |t ES LA MK-3475 Pembrolizumab
*E rMAFLHF 2021 # 03 % 04p 3 2021 F 09 % 03 p
111 # 05 % 11 p % 40 F o ¥ 42 F
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2. | CMUH109-REC2-158

LR

[zpx 2pH2L]
R E L LA T MK-7902
g MMAFA W 2021 £ 08 139 3 202 &020 129

3. CMUH108-REC2-002

H
|~
I

[z < 244p4 ]

*REE P LA Melflufen
*% > 4F2 9 & Development Safety Update Report #9 110 #
022 07p % 111 #02* 06 p

[z < 244p4 ]
*HE%E S AL Melflufen
*% »{44F 2 3 A 1 6-Month SUSAR Line-Listing 110 & 08 * 07
Po3 111#027 06

[{ATa4F42p]
A 1121
*p#p 111 203" 04 p

[2 =] Bfsip a
*n % ¢ Melflufen Investigator’s Brochure edition 12.1
AAMPAFALP R TR
*p#p 111 &203* 11 p

[H# ] Rpm
*pn % @ Review of the Master Informed Consent #.p? 2 4% 4 £ p %
LR 3 AHE ICFE 2 FH LA
*p g 1111 # 037 10 p

4, CMUH110-REC2-034

ER 1

[zH#px 2p#2]
*Es E P L AL T MK-7902
T rMAFAHF 120212082 13p 3 2022& 020 12 ¢

S. CMUH105-REC2-091

[yt R

[z 214p4 ]

*R% F 4 4L AVELUMAB(MSB0010718C)
FrMEFELHF

2021 # 09 % 23 p 3 2022 & 03 22 p

6. DMR101-IRB2-296

WIER

[$F+%F25 4]
1.12311_CSR_Title page_09Feb2022
2. 12311 CSR_09Feb2022
3.12311_CSR _09Feb22_ Synopsis_English
4.12311_CSR_09Feb22_Synopsis_Chinese

7. CMUH107-REC2-121

w5
ﬁ o
a0

[p< 2472 ]
*R% & ¢4+ CFZ533 (Iscalimab)
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BH > § Stk 2 FEN G

*E rMAFLYPRF 1110£ 102 01p 3 111#03 % 31 p

(2% 242484 ]
8. CMUH110-REC2-073 3 RW | %% &S L4 0 DS-8201a (Trastuzumab deruxtecan)
ML HF 110~£06% 09p 3 110# 12 2 08 p

[ DSMB -3 it 5]
9. CMUH108-REC2-149 3 *d gz it p 12021 & 12 7 13 p
*NE G A 802022 &30 21 p)

[ Blinded Line Listing of Suspected Unexpected Serious Adverse
Reactions (SUSARs)]

10. | CMUH110-REC2-129 gL
Rk &y LA 0 INJ-64264681
*% rMEELYF 0 25 July 2021 to 24 January 2022
[%° widawiza]
11. | CMUH109-REC2-129 A

*Z3np #2022 # 047 20 p

[LR])] FRAH -

FR-REPEATR (%)

i etk (1)

FRF Ak (0@ 254)

111 # 05 % 11 p 42 F % 42 F




