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DE-JNJFO
CMUH102- | 2015/12/2 CNTO136
1. C-2015122| initial ) 1. DIVERTICULITIS 2,3 A
REC1-087 6 (sirukumab)
5059(0)
Myocardial infarction
ABT-199 (10028596)
CMUH103- 15P-114-14| follow |(VENEOCLAX) (Myocardial
2. 2015/9/9 ) _ 123 A
REC1-034 65923-00 up RITUXIMAB infarction(10028596))
(RITUXIMAB) Fever (10016558)
(Pyrexia(10037660))
NEUTROPENIA
CMUH103- | 2015/11/3 " ) .
3. 1671343 Initial Vinflunine INTESTINAL 2,3 A
REC1-126 0
OBSTRUCTION
CMUH103-
4. 2015/12/7| 1674442 | Initial Vinflunine TOXIC SHOCK 13| A
REC1-126
HEMODYNAMIC
INSTABILITY
DELIRIUM
CMUH103- | 2015/11/2 N ] ) INFECTION
5. 1669119 Initial Vinflunine 1,231 A
REC1-126 6 PARAMETER
ELEVATION (UNK
DIAGNOSIS) (Infection)
NEUTROPENIC SEPSIS
CMUH103- | 2015/11/2 follow up ) .
6. 1669119 Vinflunine NEUTROPENIC SEPSIS | 1,3 A
REC1-126 6 1
DEEP VEIN
THROMBOSIS OF
CMUH103- |2015/12/1 " : -
7. 1676751 Initial | Atezolizumab | RIGHT LEG (Deep vein | 2,3 A
REC1-126 2 .
thrombosis leg)
DIARRHEA
CMUH103- . ] COLON FISTULA
8. 2015/12/8| 1673913 | Initial | Atezolizumab 23 | A
REC1-126 BREATHLESSNESS
CMUH103- |1 2015/11/2 NEUTROPENIC
0. 1675979 Initial Vinflunine 13| A
REC1-126 6 PNEUMOSEPSIS
105 # 027 03 p ¥ 28 F % 34 F
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ACUTE RENAL
CMUH103- | 2015/12/1 follow up ) INSUFFICIENCY
10. 1677169 Atezolizumab 13 A
REC1-126 1 1 ACUTE HEPATIC
INSUFFICIENCY
MK-3475
CMUH103- 15021SR00 [follow up ) sudden death
11. 2015/1/31 (pembrolizumab 1 A
REC1-135 7001 5 ) [Sudden death]
MK-3475 _ )
CMUH103- 1509KORO [follow up ) hepatic failure [Hepatic
12. 2015/9/1 (pembrolizumab _ 13| A
REC1-135 11928 5 ) failure]
MK-3475 ) ]
CMUH103- 1509JPNOO |follow up ) lung infection [Lung
13. 2015/8/10 (pembrolizumab _ _ 13| A
REC1-135 1380 7 ) infection]
exacerbation COPD
[Chronic obstructive
pulmonary disease]
MK-3475
CMUH103- 1510NLDO (follow up ) increased creatinin [Blood
14, 2015/9/29 (pembrolizumab o 13| A
REC1-135 00658 6 ) creatinine increased]
acute kidney injury [Acute
kidney injury]
dyspnea [Dyspnoea]
disseminate intravascular
coagulation [Disseminated
intravascular coagulation]
MK-3475
CMUH104- 1508CHLO | follow ) Hypercalcaemia
15. 2015/8/1 (pembrolizumab . 13| A
REC1-039 01570 up 10 ) [Hypercalcaemia]
skin rash of the trunk and
extremities [Rash]
neumonia [Pneumonia]
Pleural effusion [Pleural
MK-3475 _
CMUH103- | 2015/10/2 [ 1511ARGO |follow up _ effusion]
16. (pembrolizumab 23| A
REC1-123 8 00499 5 | total bilirubin increase
[Blood bilirubin increased]
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Pleural effusion [Pleural
MK-3475 _
CMUH103- | 2015/10/2 | 1511ARGO |follow up _ effusion]
17. (pembrolizumab 23| A
REC1-123 8 00499 6 | total bilirubin increase
[Blood bilirubin increased]
MK-3475 ] _
CMUH103- 1509GTMO [follow up ) Pneumonia [Pneumonia]
18. 2015/8/27 (pembrolizumab 13| A
REC1-123 04208 8 ) Pneumonitis [Pneumonitis]
cardiac tamponade
[Cardiac tamponade]
exacerbation of cardiac
MK-3475 temponade [Cardiac
CMUH103-|2015/11/2 |1512THAO| _
19. initial | (pembrolizumab tamponade] 23| A
REC1-123 4 00050
) lymphangitis
carcinomatosis
[Lymphangiosis
carcinomatosa]
MK-3475
CMUH104- 16011SR00 UNKNOWN CAUSE OF
20. 2016/1/1 Initial | (pembrolizumab 1 A
REC1-039 0517 ) DEATH [Death]
CMUH102- EC-2015-0 SORAFENIB
21. 2015/10/1 FU Unknown cause of death | 1 A
REC1-053 11120 TOSILATE
CMUH102- EC-2015-0 SORAFENIB
22. 2015/10/1 FU Unknown cause of death | 1 A
REC1-053 11120 TOSILATE
CMUH102- EC-2014-0 SORAFENIB | Esophageal varices with
23. 2014/9/26 FU ) o 23 | A
REC1-053 00464 TOSILATE bleeding;Lung infection
Enzalutamide
CMUH102- | 2015/11/2 . . .
24, 2015US045( Initial |(ENZALUTAM | Spinal cord compression | 1,3 | A
REC1-068 0
130 IDE) Capsule
Enzalutamide
(ENZALUTAM
IDE) Capsule, )
CMUH102- 201506008 - Death, Myocardial
25. 2015/6/11 Initial 40 mg, ) ) 13 A
REC1-068 33 i ischaemia
Enzalutamide-BI
inded (Code not
broken)
105 # 02 * 03 p ¥ 307 0% 347
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Enzalutamide-BI
CMUH102- 201510011 . ] Duodenal ulcer 1,2,3,
26. 2015/10/9 Initial | inded (Code not A
REC1-068 12 haemorrhage 4,7
broken)
Enzalutamide-BI
CMUH102- [2015/12/1|201512012 |
27. Initial |inded (Code not Death 1 A
REC1-068 2 58
broken)
Enzalutamide-BI
CMUH102- 201510011 ) Duodenal ulcer 1,23,
28. 2015/10/9 FU1 |inded (Code not A
REC1-068 12 haemorrhage 4.7
broken)
DE-JNJFO
CMUH102- | 2015/12/2 follow up| CNTO136
29. C-2015122 . 1. DIVERTICULITIS 2,3 A
REC1-087 6 1 (sirukumab)
5059(1)
ZA-INJFO 1. MESENTERIC
CMUH102- o CNTO136
30. 2015/11/4|C-2015110| initial ) ISCHEMIA 13| A
REC1-087 (sirukumab)
7769(3) 2. BOWEL INFARCTION
DE-JNJFO
CMUH102- | 2015/12/2 follow up| CNTO136
31. C-2015122 1. DIVERTICULITIS 2,3 A
REC1-087 6 2 (sirukumab)
5059(2)
ZA-IJNJFO 1. MESENTERIC
CMUH102- followup| CNTO136
32. 2015/11/4 | C-2015110 ) ISCHEMIA 13| A
REC1-087 4 (sirukumab)
7769(4) 2. BOWEL INFARCTION
UA-INJFO
CMUH102- follow up CNTO136 1. SPINAL EPIDURAL
33. 2015/9/18 | C-2015091 _ 23| A
REC1-087 6 (sirukumab) ABSCESS
7828(6)
1. PANCYTOPENIA
US-JNJFO
CMUH102- followup| CNTO136 2. BONE MARROW
34. 2015/8/11 | C-2015080 ) 23 [ A
REC1-087 3 (sirukumab) APLASIA
8693(3)
3. ISCHEMIC COLITIS
105 # 027 03 p ¥ 31 F % 347
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Pneumonitis [Pneumonitis]
Respiratory distress due to
disease progression
MK-3475
CMUH103- 1508MY SO |follow up ) [Malignant neoplasm  |1,2,3,
35. 2015/8/4 (pembrolizumab ' A
REC1-123 08510 16 ) progression] 5
Lower Respiratory Tract
Infection/bronchitis
[Bronchitis]
URINARY TRACT
Vinflunine(VIN | INFECTION PRIMARY
CMUH103- | 2015/12/1 i
36. 1682704 | initial |FLUNINE)(Infu] INFECTION UNKNOWN| 2,3 | A
REC1-126 9
sion, Solution) CAUSE (Urinary tract
infection)
MPDL3280A(A|RESPIRATORY FAILURE
CMUH103- follow up ) )
37. 2015/6/8 | 1590913 TEZOLIZUMA| (Respiratory failure) 1,23 A
REC1-126 3
B)(Injection) | BACK PAIN (Back pain)
MPDL3280A(A|RESPIRATORY FAILURE
CMUH103- follow up ) )
38. 2015/6/8 | 1590913 TEZOLIZUMA| (Respiratory failure) 13| A
REC1-126 4
B)(Injection) | BACK PAIN (Back pain)
Hypercalcaemia
[Hypercalcaemia]
weight loss [Weight
decreased]
MK-3475
CMUH104- 1512MYS0 ) Generalised body
39. 2015/12/7 follow 4 | (pembrolizumab _ 23 | A
REC1-039 06911 ) weakness (asthenia)
[Asthenia]
Tumour bleed-contact
bleeding [Tumour
haemorrhage]
DMR101-1R|2015/12/1 | 201545800 Temporary loss of
40. | AXITINIB ) 2 A
B-1-062 4 7(0) consciousness
[A3&] FRH -



PRFFE %“Vﬂ%fﬁ WRLREF-FELEE

1
TR RS *R)

? IERYC
*~ HEHLEFARR
P ,
BB * % 1 e FAPF
(2= 2144 ]
*EEE P LA Enzalutamide
1. | CMUH102-REC1-068 | X 47 £ )
*% >MAFL PR 1032087 31p % 104& 08 30¢p
*% pPHAFLHF104£03 2 01 p 5 104# 08 7% 30
(2= 2144 ]
| *EmRE S L4 lbrutinib
2. | CMUH102-REC1-067 | &4 ®
THEFELHRE 104£04" 07 p 2104 % 117 12 p
T rMARAERF 104 & 10 07 p 3 104 & 117 12
[zp= 2144 ]
3. | CMUH103-REC1-035 | ¥ L & | *3#s% &+ &4 : Momelotinib / Ruxolitinib
*% rMIFLHF 103092 03p 2 104 & 09 % 02 p
(2]
E
LR FRELAOLE R FRIPIFB IR
-TAK-438_305 letter to regulatory agencies_v6, 23Dec2015
4. CMUH104-REC1-056 | #tA ¢ -TAK-438_305 Investgator Notification_Early
Termination_Final_151218
-TAK-438_305 Unblinding Fix UAT Plan_V1 0_DH
-TAK-438_305 Investigator Notification_Hold_25Dec15
[ 24244 ]
5. | DMR101-IRB1-062 SRCVAL | %% E S LA AXITINIB
PMAELHEF 1042017 01 p % 104# 067 30 p
[{rTar 2p]
6. | CMUH103-REC1-080 | # 21 7 | **< 4 : December 2014
*p #p : December 2014
[e#p= 2144 ]
7. | DMR100 -IRB-091 LR | *RBm%EFH LA V212-011
*% rMIFLHEF 1042052 09p 3 104 11 % 08 p
[{a7a342p]
8. | CMUH104-REC1-116 | % 4 4 | *»<+ : Addendum 2 to Investigator's Brochure Edition 8
*p i 12015 & 11 % 04 F
[#&]
9. | CMUH102-REC1-121 | 2 = §" )
*mE (AT B EEL L] KA 7.00 p # 22 3ul 2015
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10. | CMUH103-REC1-126 | &£ 1 & | *@#=% &4 4L atezolizumab
*E 2MERAYGEF 104 & 057 11p 2 104 £ 117 10 p
CREEE-EEED
11. | CMUH104-REC1-006 | %% 4% | *»x< 4 : verison 19
*p # : 30 November 2015
o [ DSMB ;-3 i &)
12. | CMUH102-REC1-023 | 4 w ) )
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