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#1)
MK-3475
Study (Code
CMUH10 not broken) )
1810CH | Follow Myelosuppression
1. [6-REC3-0(2018/9/30 #2) ) 23| A
NO000665| up 4 [Bone marrow failure]
78 CISPLATIN
#3)
5-FLUOROU
RACIL
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#1) immune
MK-3475 thrombocytopenia
Study (Code (ITP) [Immune
CMUH10 not broken) | thrombocytopenic
1802USA| Follow
2. |6-REC3-0(2018/1/26 #2) purpura] 23| A
000629 | up 19 .
78 5-FLUOROU| Malignant neoplasm
RACIL progression
#3) [Malignant neoplasm
CISPLATIN progression]
#1)
MK-3475
Study (Code
CMUH10 not broken) )
1806GT | Follow pneumonia
6-REC3-0| 2018/6/8 #2) . 23| A
MO006010| up 16 [Pneumonia]
78 CISPLATIN
#3)
5-FLUOROU
RACIL
#1)
MK-3475
Study (Code
CMUH10 not broken) )
1810CH | Follow Myelosuppression
6-REC3-0(2018/9/30 #2) ) 23| A
NO000665| up5 [Bone marrow failure]
78 CISPLATIN
#3)
5-FLUOROU
RACIL
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Alanine
aminotransferase
increased [Alanine
#1) :
aminotransferase
MK-3475 increased]
Study (Code .
Aspartic
CMUH10 not broken) )
1809CH . aminotransferase
5. |6-REC3-0(2018/9/18 Initial #2) i 23| A
N010788 increased [Aspartate
78 5-FLUOROU _
aminotransferase
RACIL :
increased]
#3) .
Myelosuppression
CISPLATIN .
[Bone marrow failure]
Pulmonary infection
[Lung infection]
#1) immune
MK-3475 thrombocytopenia
Study (Code (ITP) [Immune
CMUH10 not broken) | thrombocytopenic
1802USA| Follow
6. |6-REC3-0(2018/1/26 #2) purpura] 23| A
000629 | up 20 i
78 5-FLUORQU| Malignant neoplasm
RACIL progression
#3) [Malignant neoplasm
CISPLATIN progression]
#1)
MK-3475
Study (Code
CMUH10 not broken) )
1810CH | Follow Myelosuppression
7. |6-REC3-0(2018/9/30 #2) ) 23| A
NO000665| up 6 [Bone marrow failure]
78 CISPLATIN
#3)
5-FLUOROU
RACIL
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#1)
MK-3475
Study (Code
CMUH10 not broken) )
1809THA| Follow pneumonia
8. |6-REC3-0(2018/9/12 #2) _ 123 A
005775 | up?2 [Pneumonia]
78 CISPLATIN
#3)
5-FLUOROU
RACIL
#1) immune
MK-3475 thrombocytopenia
Study (Code (ITP) [Immune
CMUH10 not broken) | thrombocytopenic
1802USA| Follow
9. |6-REC3-0(2018/1/26 #2) purpura] 23| A
000629 | up 21 .
78 5-FLUORQU| Malignant neoplasm
RACIL progression
#3) [Malignant neoplasm
CISPLATIN progression]
Alanine
aminotransferase
increased [Alanine
#1) .
aminotransferase
MK-3475 :
increased]
Study (Code i
Aspartic
CMUH10 not broken) _
1809CH | Follow aminotransferase
10. [ 6-REC3-0(2018/9/18 #2) i 23| A
N010788| upl increased [Aspartate
78 5-FLUOROU _
aminotransferase
RACIL i
increased]
#3) Myelosuppression
CISPLATIN Y PP .
[Bone marrow failure]
Pulmonary infection
[Lung infection]
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Alanine
aminotransferase
increased [Alanine
#1) :
aminotransferase
MK-3475 increased]
Study (Code i
Aspartic
CMUH10 not broken) )
1809CH | Follow aminotransferase
11. |6-REC3-0(2018/9/18 #2) i 23| A
N010788| up 2 increased [Aspartate
78 5-FLUOROU _
aminotransferase
RACIL :
increased]
#3) .
Myelosuppression
CISPLATIN .
[Bone marrow failure]
Pulmonary infection
[Lung infection]
#1) immune
MK-3475 thrombocytopenia
Study (Code (ITP) [Immune
CMUH10 not broken) | thrombocytopenic
1802USA| Follow
12. |6-REC3-0(2018/1/26 #2) purpura] 23| A
000629 | up 22 .
78 5-FLUORQU| Malignant neoplasm
RACIL progression
#3) [Malignant neoplasm
CISPLATIN progression]
@®
NIVOLUMA
B;PLACEBO|Other Serious Criteria:
(Code not | Medically Significant
CMUH10 broken) PD (progressive
BMS-201 . .
13. | 5-REC3-1|2018/5/29 8-052377 FUS5 @ disease) [Disease 1 (A
21 CAPECITAB progression]
INE Autoimmune colitis
(CAPECITA | [Autoimmune colitis]
BINE)
UNKNOWN
107 & 11 7 22 p $ 21 F % 31 F
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Other Serious Criteria:
Medically Significant
hypocalcemia
#1) [H ylOocalcaem ia]
MK-3475 yP
TSH Decreased
CMUH10 Study (Code )
1807TUR| Follow [Blood thyroid
14, |16-REC3-1(2018/7/24 not broken) ) i 23| A
012352 | up?2 stimulating hormone
21 #2)
decreased]
BLINDED .
Case Description:
THERAPY .
Information has been
received from an
investigator
#1)
MK-3475
CMUH10 Study (Code :
1807TUR| Follow hypocalcemia
15. | 6-REC3-1(2018/7/24 not broken) _ 23| A
012352 | up3 [Hypocalcaemia]
21 #2)
BLINDED
THERAPY
#1)
MK-3475
CMUH10 Study (Code .
1807TUR| Follow hypocalcemia
16. | 6-REC3-1(2018/7/24 not broken) _ 23| A
012352 | up4 [Hypocalcaemia]
21 #2)
BLINDED
THERAPY
#1)
MK-3475
CMUH10 Study (Code .
1807TUR| Follow hypocalcemia
17.|6-REC3-1(2018/7/24 not broken) _ 23| A
012352 | up5 [Hypocalcaemia]
21 #2)
BLINDED
THERAPY
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#1)
MK-3475
CMUH10 Study (Code .
1807TUR| Follow hypocalcemia
18. | 6-REC3-1(2018/7/24 not broken) ) 23| A
012352 | up?7 [Hypocalcaemia]
21 #2)
BLINDED
THERAPY
#1)
MK-3475
CMUH10 Study (Code :
1807TUR| Follow hypocalcemia
19. |6-REC3-1(2018/7/24 not broken) ) 23| A
012352 | up8 [Hypocalcaemia]
21 #2)
BLINDED
THERAPY
#1)
MK-3475
CMUH10 Study (Code :
1807TUR| Follow hypocalcemia
20. | 6-REC3-1{2018/7/24 not broken) _ 23| A
012352 | up6 [Hypocalcaemia]
21 #2)
BLINDED
THERAPY
#1)
MK-3475
CMUH10 Study (Code .
1807TUR| Follow hypocalcemia
21.|6-REC3-1{2018/7/24 not broken) _ 23| A
012352 | up9 [Hypocalcaemia]
21 #2)
BLINDED
THERAPY
1.CISPLATI
CMUH10
2018SES8 N PNEUMONIA
22.|6-REC3-1(2018/6/27 FU1 ) 2,3| A
99 4458 2.PEMETRE (Pneumonia)
XED
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1.
DURVALUM| 1. NEUTROPENIA
AB(DURVA (Neutropenia)
LUMAB) 2.
2. IMMOUNOTHERAP
CMUH10 TREMELIM Y RELATED
23.|6-REC3-1(2018/7/20 20;5786@ FU3 UMAB DISSEMINATED |1,3| A
22 3. INTRAVASCULAR
CARBOPLA| COAGULOPATHY
TIN (Disseminated
4. intravascular
PEMETREX coagulation)
ED
1. 1.
DURVALUM FEBRILE
AB(DURVA | NEUTROPENIA
LUMAB) | (Febrile neutropenia)
2. 2.
CMUH10 2018SEQ TREMELIM [ IMMOUNOTHERAP
24.|6-REC3-1(2018/7/20 6176 FU4 UMAB Y RELATED 1,3 A
22 3. DISSEMINATED
CARBOPLA| INTRAVASCULAR
TIN COAGULOPATHY
4, (Disseminated
PEMETREX intravascular
ED coagulation)
#1)
MK-3475 | creatinine increased
Study [Blood creatinine
CMUH10 :
1809TW | follow #2) increased]
25. | 6-REC3-0{2018/9/12 _ ) 23| A
- N006183| up 7 | CISPLATIN sepsis [Sepsis]
#3) Hypokalemia
5-FLUORQU| [Hypokalaemia]
RACIL
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#1)
MK-3475 | creatinine increased
Study [Blood creatinine
CMUH10 :
1809TW | follow #2) increased]
26. | 6-REC3-0(2018/9/12 . i 23| A
- N006183| up 8 | CISPLATIN sepsis [Sepsis]
#3) Hypokalemia
5-FLUORQOU| [Hypokalaemia]
RACIL
#1) immune
MK-3475 thrombocytopenia
Study (Code (ITP) [Immune
CMUH10 not broken) | thrombocytopenic
1802USA| Follow
27.|6-REC3-0(2018/1/26 #2) purpura] 23| A
000629 | up 23 i
78 5-FLUORQU| Malignant neoplasm
RACIL progression
#3) [Malignant neoplasm
CISPLATIN progression]
Alanine
aminotransferase
increased [Alanine
#1) .
aminotransferase
MK-3475 :
increased]
Study (Code i
Aspartic
CMUH10 not broken) _
1809CH | Follow aminotransferase
28. | 6-REC3-0(2018/9/18 #2) i 23| A
N010788| up 3 increased [Aspartate
78 5-FLUOROU _
aminotransferase
RACIL i
increased]
#3) Myelosuppression
CISPLATIN 4 PP .
[Bone marrow failure]
Pulmonary infection
[Lung infection]
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#1)
MK-3475
Study (Code .
Myelosuppression
CMUH10 not broken) )
1809CH . [Bone marrow failure]
29. | 6-REC3-0(2018/9/19 Initial #2) . . 23| A
N010584 febrile neutropenia
78 CISPLATIN . .
[Febrile neutropenia]
#3)
5-FLUOROU
RACIL
#1)
MK-3475
Study (Code Myelosuppression
CMUH10 not broken) y PP )
1809CH | Follow [Bone marrow failure]
30. [6-REC3-0]2018/9/19 #2) i ) 23| A
N010584 | up 1l febrile neutropenia
78 CISPLATIN . .
[Febrile neutropenia]
#3)
5-FLUOROU
RACIL
#1)
MK-3475 | ATN (Acute tubular
Study (Code necrosis) [Renal
not broken) tubular necrosis]
CMUH10 . .
1805USA| Follow #2) AIN (Acute interstitial
31. |6-REC3-0| 2018/5/2 . 23| A
28 002328 | up 10 | CISPLATIN nephritis)
#3) [Tubulointerstitial
5-FLUORQOU nephritis]
RACIL sepsis [Sepsis]
#4) TUMS
107 & 111 22 p % 26 F % 31 F
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#1)
MK-3475
Study (Code | Malignant neoplasm
CMUH10 not broken) progression
1802USA| Follow
32. |6-REC3-012018/1/26 #2) Immune 23| A
000629 | up 24 .
78 5-FLUORQU| thrombocytopenic
RACIL purpura
#3)
CISPLATIN
#1)
MK-3475
Study (Code
not broken) )
CMUH10 Renal tubular necrosis
1805USA| Follow #2) . .
33. [6-REC3-0| 2018/5/2 Tubulointerstitial 23| A
002328 | up 11 | CISPLATIN .
78 nephritis
#3) .
Sepsis
5-FLUOROU
RACIL
#4) TUMS
#1)
MK-3475
Study (Code
CMUH10 not broken) .
1809CH | Follow Bone marrow failure
34. |6-REC3-0]2018/9/19 #2) . . 23| A
N010584 | up 2 Febrile neutropenia
78 CISPLATIN
#3)
5-FLUOROU
RACIL
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35.

CMUH10
5-REC3-0
93

2017/10/2
4

1711USA
001053

follow
up 29

#1)
MK-3475
#2)
AXITINIB

Myasthenia gravis and
assosiated
myositis/inflamatory
myopathy
[Myasthenia gravis]
CPK increased [Blood
creatine
phosphokinase
increased]
increased AST/ALT
[Aspartate
aminotransferase
increased]
increased AST/ALT
[Alanine
aminotransferase
increased]
Vitreous floater
[Vitreous floaters]

1.2.3

36.

CMUH10
5-REC3-0
93

2017/10/2
4

1711USA
001053

follow
up 30

#1)
MK-3475
#2)
AXITINIB

Myasthenia gravis and
assosiated
myositis/inflamatory
myopathy
[Myasthenia gravis]
CPK increased [Blood
creatine
phosphokinase
increased]
Transaminase value
Increased
[Transaminases
increased]
Vitreous floater
[Vitreous floaters]

1.2.3
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Drug-induced
#1) myocarditis
37, CMUH10|2017/12/1(1712JPN | follow | MK-3475 [Myocarditis] 23| A
5-REC3-0 6 009077 | up 38 #2) Aggravation of hepatic
93 AXITINIB | dysfunction [Hepatic
function abnormal]
Myasthenia gravis and
assosiated
myositis/inflamatory
myopathy
[Myasthenia gravis]
CPK increased [Blood
#1) .
CMUH10 |2017/10/2 [1711USA| follow | MK-3475 Creatln.e
38. phosphokinase 1.23] A
5-REC3-0 4 001053 | up 31 #2) _
93 AXITINIB Incrfaased]
Transaminase value
Increased
[Transaminases
increased]
Vitreous floater
[Vitreous floaters]
malignant neoplasm
30, CMUH10 |2017/10/3|1711FRA| follow #1) progression 13| A
5-REC3-0 1 002282 | up 6 | SUNITINIB | [Malignant neoplasm
93 progression]
Drug-induced
#1) myocarditis
0. CMUH10 [2017/12/1|1712JPN | follow | MK-3475 [Myocarditis] 23| A
5-REC3-0 6 009077 | up 39 #2) worsening of hepatic
93 AXITINIB | dysfunction [Hepatic
function abnormal]
(k] FATIH -
n~ FHREALEHFA
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CMUH105-REC3-039

[H]
*NOF W R RSk S ki w3 _261303 -
Cover Letter -

EoT_22Aug2018 adaption_284.190ct2018
ARk R AT 2018 E 7T 4p 2kt -
a3 ;‘éﬂ—*ﬁ DB - X ;‘é‘i—*ﬁ P 4 2018 = 8
V5P RS o PR EREER S RN

[

CMUH107-REC3-089

Hh@

(&L

R EP LA AMG334

*H pMAFLYF 2018 F 4% 1p 1 2018
#£972 30p

CMUH106-REC3-078

ik

(EEIRE TR

*E5k E 4 A 1 MK3475 (Pembrolizumab)

*x P AFLHF 2018 £ 06 7 04 p 1 2018
#£09 % 03p

CMUH105-REC3-029

Lt

[DSMB :i 4 ]
SB8-G31-NSCLC DSMB DRM#2 Cover
letter_Aug 02, 2018
SB8-G31-NSCLC DSMB DRM#2
Recommendation letter Jul 06, 2018

CMUH106-REC3-121

GEIEIIEEES |

*ik5% B £ 4 1 MK3475 (Pembrolizumab)

* pdR 2 #2018 06 0 04 p 3 2018
£09 7 037

CMUH105-REC3-124

CEEE D
*4y< + : IB Edition 14(Oct-2018)

CMUH105-REC3-124

[ DSMB 4243 4]
*A kT p #2018 & 10 7 08 p

CMUH106-REC3-088

[{ iR Eg SFaLp ]
|
*p #p : 04-Sep-2018

CMUH107-REC3-066

i

[{araiFc2p])
*5x A 1 JS001-1-INB-3 » Apr 30, 2018, English
version correction
*p # : 31 Aug 2018
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*MoE L AT k3R 2 % Case Report Form:
CRF_19Sep2018

[H]
*IOF DRTH A 4F A i3 30 Sponsor Letter:
Rationale for the dosage modification of
Toripalimab (JS001) to 240 mg
Q3W,07Sep2018; i «wa 4F A 2+ 4 & { A7 H &
HEHE > £d4 360mg # 3 i’tﬁis?]ii— =B
5 240mg F 3L X o

[#]
10. | CMUH106-REC3-121 | % %5 | *I % : Local SUSAR serious criteria: Involved or
Prolonged Inpatient Hospitalisation

[# =]
Report domestic SUSAR case:
11. | CMUH106-REC3-121 | % f&t5 | -MFR No.: 1810TWNO013366 (FU3)
-Serious criteria: Involved or Prolonged Inpatient
Hospitalization

(&% 23R4 )

*ikok #4245 0 LDK378

*p pMARL W 12018& 47 1p 3 2018
#97 30p

12. | CMUH104-REC3-102 | % #t.1

[##]

Report domestic SUSAR case:

13. | CMUH106-REC3-121 | % ?ﬁiﬁfﬁ -MFR No.: 1809TWN001024 (FU5)

-Serious criteria: Involved or Prolonged Inpatient
Hospitalization

G Mol &
EFRNFEPAFATE (%)
Fd - eERE (%)

F7 - Hf (L9 454)
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