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REC1-123

1707CHNO
01955

2017/7/10

Followup
29

#1) MK-3475

(pembrolizumab

)

Other Serious Criteria:
Medically Significant
Acute left ventricular
failure [Acute left
ventricular failure]
Thrombocytopenia
[Thrombocytopenia]
Severe pneumonia
[Pneumonia]
lower gastrointestinal
bleeding [Lower
gastrointestinal
haemorrhage]
ALT increased [Alanine
aminotransferase
increased]

AST increased [Aspartate
aminotransferase
increased]
Thrombocytopenia
[Thrombocytopenia]
hypocalcemia
[Hypocalcaemia]
hyponatremia
[Hyponatraemia]
direct bilirubin increase
[Bilirubin conjugated
increased]
eGFR decreased
[Glomerular filtration rate

decreased]

1.23

CMUH103-
REC1-123

1709CHNO
14591

2017/9/25

Followup
7

#1) MK-3475

(pembrolizumab

)

Pulmonary infarction
[Pulmonary infarction]

Cerebral infarction

[Cerebral infarction]
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Sepsis [Sepsis]
Respiratory failure
[Respiratory failure]
#1) MK-3475
CMUH103- 1510BRAO0 [Followup ) Pneumonitis [Pneumonitis]
4, 2015/10/10 (pembrolizumab ) 1.23] A
REC1-123 07228 23 ) pulmonary embolism
worsening [Pulmonary
embolism]
Pneumonia [Pneumonia]
Pulmonary infarction
#1) MK-3475 ) ]
CMUH103- 1709CHNO |Followup ) [Pulmonary infarction]
5. 2017/9/25 (pembrolizumab _ _ 13 A
REC1-123 14591 8 Cerebral infarction

)

[Cerebral infarction]
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Followup
30

#1) MK-3475

(pembrolizumab

)

Other Serious Criteria:
Medically Significant
Acute left ventricular

failure [Acute left
ventricular failure]
Thrombocytopenia
[Thrombocytopenia]
Severe pneumonia
[Pneumonia]
lower gastrointestinal
bleeding [Lower
gastrointestinal
haemorrhage]
ALT increased [Alanine
aminotransferase
increased]

AST increased [Aspartate
aminotransferase
increased]
Thrombocytopenia
[Thrombocytopenia]
hypocalcemia
[Hypocalcaemia]
hyponatremia
[Hyponatraemia]
direct bilirubin increase
[Bilirubin conjugated
increased]
eGFR decreased

[Glomerular filtration rate

decreased]

1.23
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Followup
27

#1) MK-3475

(pembrolizumab

)

Other Serious Criteria:
Medically Significant
Acute left ventricular
failure [Acute left
ventricular failure]
Thrombocytopenia
[Thrombocytopenia]
Severe pneumonia
[Pneumonia]
lower gastrointestinal
bleeding [Lower
gastrointestinal
haemorrhage]
ALT increased [Alanine
aminotransferase
increased]

AST increased [Aspartate
aminotransferase
increased]
Thrombocytopenia
[Thrombocytopenia]
hypocalcemia
[Hypocalcaemia]
hyponatremia
[Hyponatraemia]
direct bilirubin increase
[Bilirubin conjugated
increased]
eGFR decreased

[Glomerular filtration rate

decreased]

1.23
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#1)
PEMETREXED
CMUH103- 1710ESTOO|Followup PNEUMONIA
8. 2017/10/3 #2) ) 1231 A
REC1-123 2739 4 [Pneumonia]
CARBOPLATI
N
hospital acquired
pneumonia [Pneumonia]
#1) . _
Possible cardiac
CARBOPLATI _ _
CMUH103- 1509MY SO | Followup arrhythmias [Arrhythmia]
9. 2015/9/16 N ) {123 A
REC1-123 10743 3 #) Neutropenia [Neutropenia]
Oliguric renal failure
PEMETREXED _ B
[Acute kidney injury]
septic shock [Septic shock]
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Followup
31

#1) MK-3475

(pembrolizumab

)

Other Serious Criteria:
Medically Significant
Acute left ventricular

failure [Acute left
ventricular failure]
Thrombocytopenia
[Thrombocytopenia]
Severe pneumonia
[Pneumonia]
lower gastrointestinal
bleeding [Lower
gastrointestinal
haemorrhage]
ALT increased [Alanine
aminotransferase
increased]

AST increased [Aspartate
aminotransferase
increased]
Thrombocytopenia
[Thrombocytopenia]
hypocalcemia
[Hypocalcaemia]
hyponatremia
[Hyponatraemia]
direct bilirubin increase
[Bilirubin conjugated
increased]
eGFR decreased

[Glomerular filtration rate

decreased]

1.23
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32

#1) MK-3475

(pembrolizumab

)

Other Serious Criteria:
Medically Significant
Acute left ventricular
failure [Acute left
ventricular failure]
Thrombocytopenia
[Thrombocytopenia]
Severe pneumonia
[Pneumonia]
lower gastrointestinal
bleeding [Lower
gastrointestinal
haemorrhage]
ALT increased [Alanine
aminotransferase
increased]

AST increased [Aspartate
aminotransferase
increased]
Thrombocytopenia
[Thrombocytopenia]
hypocalcemia
[Hypocalcaemia]
hyponatremia
[Hyponatraemia]
direct bilirubin increase
[Bilirubin conjugated
increased]
eGFR decreased

[Glomerular filtration rate

decreased]

1.23
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Sepsis [Sepsis]
Respiratory failure
[Respiratory failure]
#1) MK-3475
CMUH103- 1510BRAO0 [Followup ) Pneumonitis [Pneumonitis]
12. 2015/10/10 (pembrolizumab ) 1.23] A
REC1-123 07228 24 ) pulmonary embolism
worsening [Pulmonary
embolism]
Pneumonia [Pneumonia]
Pulmonary infarction
#1) MK-3475 ) ]
CMUH103- 1709CHNO |Followup ) [Pulmonary infarction]
13. 2017/9/25 (pembrolizumab _ ) 13| A
REC1-123 14591 9 ) Cerebral infarction
[Cerebral infarction]
#1) ERIBULIN
MESYLATE
(3475 Febrile Neutropenia
SOLUTION [Febrile neutropenia]
FOR septic shock [Septic shock]
1606PHLO1 _ 1,2,
14. | CMUH104- | 2016/6/24 3514 FU 08 INJECTION Worsening of pleural 3 A
REC1-118 STUDY) effusion [Pleural effusion]
(eribulin Community acquired
mesylate) pneumonia [Pneumonia]
Solution for
injection,
CMUH105- 1710FRAO MK-3475 Trombocytopenia
15. 2017/10/24 Initial ) 23 [ A
REC1-102 13484 study [Thrombocytopenia]
CMUH105- 1710FRAO [follow up| MK-3475 Trombocytopenia
16. 2017/10/24 ] 23 [ A
REC1-102 13484 1 study [Thrombocytopenia]
CMUH105- 1710FRAO (follow up| MK-3475 Trombocytopenia
17. 2017/10/24 ) 23 [ A
REC1-102 13484 2 study [Thrombocytopenia]
CMUH105- 1710FRAO (follow up| MK-3475 Trombocytopenia
18. 2017/10/24 ) 23 [ A
REC1-102 13484 3 study [Thrombocytopenia]
CMUH105- 1710FRAO |follow up MK-3475 Trombocytopenia
19. 2017/10/24 ) 23 [ A
REC1-102 13484 4 study [Thrombocytopenia]
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#1) MK-3475 | Cerebral encephalopathy
CMUH103- 15061SR00 (pembrolizumab [Encephalopathy]
20. 2015/6/3 FU 14 ) ) 23 [ A
REC1-135 3133 ) Solution for hypertension
injection, [Hypertension]
#1) MK-3475 | Cerebral encephalopathy
CMUH103- 1506I1SR00 (pembrolizumab [Encephalopathy]
21. 2015/6/3 FU 15 ) ) 23 [ A
REC1-135 3133 ) Solution for hypertension
injection, [Hypertension]
exacerbations of chronic
kidney injury [Renal
injury]
#1) MK-3475 Malignant neoplasm
CMUH103- 1510NLDO (pembrolizumab| progression [Malignant
22. 2015/9/26 FU 21 ) ) 13 A
REC1-135 00658 ) Solution for neoplasm progression]
injection, exacerbation of chronic
kidney injury [Renal
injury]
dyspnea [Dyspnoea]
JNJ-56021927/P
RO-IJNJFO 1.CARDIAC
CMUH104- LACEBO
23. 2017/11/7 | C-2017111 | initial CONGESTIVE 123 A
REC1-116 BICALUTAMI
0242(0) INSUFFICIENCY
DE/PLACEBO
#1)
PEMETREXED
CMUH103- 1710ESTOO|Followup PNEUMONIA
24, 2017/10/3 #2) ) 1231 A
REC1-123 2739 5 [Pneumonia]
CARBOPLATI
N
Pulmonary embolism
#1) MK-3475 )
CMUH103- 1709CHNO |Followup ) [Pulmonary embolism]
25. 2017/9/25 (pembrolizumab 13| A
REC1-123 14591 10 Cerebral infarction

)

[Cerebral infarction]
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#1) MK-3475
(pembrolizumab ) )
| septic shock [Septic shock]
42) Bleeding on tumor
CMUH104- 1701TURO |Followup [Tumour haemorrhage]
26. 2017/1/6 CARBOPLATI 1231 A
REC1-039 04794 29 N Patient's PEG hose out
[Complication associated
#3) . .
with device]
5-FLUOROUR
ACIL
#1) MK-3475
(pembrolizumab
) .
42) tumor bleeding [Tumour
CMUH104- 1607BRAO [Followup haemorrhage]
27. 2016/7/11 CARBOPLATI ] 13 ] A
REC1-039 06343 8 N Thrombocytopenia
[Thrombocytopenia]
#3)
5-FLUOROUR
ACIL
#1) MK-3475
(pembrolizumab
)
#2) Laryngeal edema (Grade 4)
CMUH104- 1605USA0 |Followup
28. 2016/5/4 5-FLUOROUR [Laryngeal oedemal] 23| A
REC1-039 05123 17 ] )
ACIL Sepsis [Sepsis]
#3)
CARBOPLATI
N
sepsis [Sepsis]
#1) MK-3475 | worsening hemorrhoids
CMUH104- 1608USAO0 |Followup ) )
29. 2016/7/30 (pembrolizumab [Haemorrhoids] 23| A
REC1-039 10273 5 )
) acute renal failure [Acute
kidney injury]
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#1) MK-3475 Pancytopenia
(pembrolizumab [Pancytopenia]
) Hypotension
#2) [Hypotension]
CMUH104- 1610MYSO0 |Followup
30. 2016/10/5 CARBOPLATI anemia [Anaemia] 23 | A
REC1-039 03085 16
N febrille neutropenia
#3) [Febrile neutropenia]
5-FLUOROUR | aspiration pneumonia
ACIL [Pneumonia aspiration]
#1)
CETUXIMAB
#2)
CMUH104- 1702HUNO |Followup Hypokalemia
31. 2017/2/16 CISPLATIN ) 23 | A
REC1-039 08114 15 [Hypokalaemia]
#3)
5-FLUOROUR
ACIL
#1) MK-3475
(pembrolizumab ) )
) septic shock [Septic shock]
42) Bleeding on tumor
CMUH104- 1701TURO |Followup [Tumour haemorrhage]
32. 2017/1/6 CARBOPLATI ) 1.23] A
REC1-039 04794 30 N Patient's PEG hose out
[Complication associated
#3) . .
with device]
5-FLUOROUR
ACIL
#1) MK-3475 o
) pulmonary fibrosis
(pembrolizumab o
) [Pulmonary fibrosis]
#) septicemia [Sepsis]
CMUH104- 1605BRA0 [Followup Anemia [Anaemia]
33. 2016/5/10 CARBOPLATI ] ] 23 | A
REC1-039 07069 30 N Metastatic bone lesions
[Metastases to bone]
#3) . .
Spinal cord compression
5-FLUOROUR ) ]
[Spinal cord compression]
ACIL
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#1) MK-3475
(pembrolizumab
) .
42) Ischemia cerebrovascular
CMUH104- 1610USAO |follow up [Cerebral ischaemia]
34. 2016/9/25 CARBOPLATI ) 131 A
REC1-039 00583 6 N Hypotension
[Hypotension]
#3)
5-FLUOROUR
ACIL
#1) MK-3475
(pembrolizumab
) .
42) Lobar pneumonia
CMUH104- 1610THAQ [follow up [Pneumonia]
35. 2016/10/14 CARBOPLATI 23 | A
REC1-039 10169 8 N Pneumothorax
[Pneumothorax]
#3)
5-FLUOROUR
ACIL
#1) MK-3475
(pembrolizumab ) )
) septic shock [Septic shock]
42) Bleeding on tumor
CMUH104- 1701TURO |follow up [Tumour haemorrhage]
36. 2017/1/6 CARBOPLATI ) 1.23] A
REC1-039 04794 31 N Patient's PEG hose out
[Complication associated
#3) . .
with device]
5-FLUOROUR
ACIL
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Other Serious Criteria:
Medically Significant
#) i
pneumonia [Pneumonia]
CARBOPLATI . .
N mucositis oral [Stomatitis]
Neutrophil decreased
CMUH104- 1701MEXO0 [follow up #2)
37. 2017/1/18 [Neutrophil count 13| A
REC1-039 12708 18 5-FLUOROUR
decreased]
ACIL
White blood cells
#3) .
decreased [White blood
CETUXIMAB
cell count decreased]
dehydration [Dehydration]
#1)
Allergic reaction
CETUXIMAB o
42) [Hypersensitivity]
CMUH104- 1609SWEO| follow Mucositis worsening
38. 2016/9/15 5-FLUOROUR ] ] 23 [ A
REC1-039 08980 up 2 ACIL [Mucosal inflammation]
febrile neutropenia [Febrile
#3) .
neutropenia]
CISPLATIN
Other Serious Criteria:
Medically Significant
#1)
pneumonia [Pneumonia]
CARBOPLATI
N mucositis oral [Stomatitis]
Neutrophil decreased
CMUH104- 1701MEXO|Followup #2)
39. 2017/1/18 [Neutrophil count 13| A
REC1-039 12708 19 5-FLUOROUR
decreased]
ACIL
White blood cells
#3)
decreased [White blood
CETUXIMAB
cell count decreased]
dehydration [Dehydration]
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#1) MK-3475
(pembrolizumab . ]
| Interstitial Pneumonia
[Interstitial lung disease]
CMUH104- 1612JPNO0O |Followup #2) )
40. 2016/12/17 ALT Increased [Alanine | 1.3 | A
REC1-039 9584 6 CISPLATIN )
aminotransferase
#3) )
increased]
5-FLUOROUR
ACIL
#1) MK-3475
(pembrolizumab
)
#2)
CMUH104- 1608BRAO [Followup ) ]
41, 2016/8/4 CARBOPLATI | Pneumonia [Pneumonia] | 2.3 | A
REC1-039 04922 19 \
#3)
5-FLUOROUR
ACIL
#1) MK-3475 o
) pulmonary fibrosis
(pembrolizumab o
) [Pulmonary fibrosis]
42) septicemia [Sepsis]
CMUH104- 1605BRA0 [Followup Anemia [Anaemia]
42. 2016/5/10 CARBOPLATI ) ] 23 | A
REC1-039 07069 31 N Metastatic bone lesions
[Metastases to bone]
#3) . .
Spinal cord compression
5-FLUOROUR ) ]
[Spinal cord compression]
ACIL
hospital acquired
pneumonia [Pneumonia]
#1)
Possible cardiac
CARBOPLATI _ _
CMUH103- 1509MY SO | Followup arrhythmias [Arrhythmia]
43. 2015/9/16 N ) 11231 A
REC1-123 10743 4 42) Neutropenia [Neutropenia]
Oliguric renal failure
PEMETREXED

[Acute kidney injury]
septic shock [Septic shock]
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upper digestive tract
PEMETREXED
CMUH103- 1707COLO |Followup hemorrhage [Upper
44, 2017/6/21 #2) ) ) 23 [ A
REC1-123 01000 6 gastrointestinal
CARBOPLATI
haemorrhage]
N
hospital acquired
pneumonia [Pneumonia]
#1)
Possible cardiac
CARBOPLATI
CMUH103- 1509MY SO | Followup arrhythmias [Arrhythmia]
45, 2015/9/16 N ) 11231 A
REC1-123 10743 5 #) Neutropenia [Neutropenia]
Oliguric renal failure
PEMETREXED
[Acute kidney injury]
septic shock [Septic shock]
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46.

CMUH103-
REC1-123

2017/7/10

1707CHNO
01955

Followup
33

#1) MK-3475

(pembrolizumab

)

Other Serious Criteria:
Medically Significant
Acute left ventricular
failure [Acute left
ventricular failure]
Thrombocytopenia
[Thrombocytopenia]
pneumonia [Pneumonia]
lower gastrointestinal
bleeding [Lower
gastrointestinal
haemorrhage]

ALT increased [Alanine
aminotransferase
increased]

AST increased [Aspartate
aminotransferase
increased]
Thrombocytopenia
[Thrombocytopenia]
hypocalcemia
[Hypocalcaemia]
hyponatremia
[Hyponatraemia]
direct bilirubin increase
[Bilirubin conjugated
increased]
eGFR decreased
[Glomerular filtration rate

decreased]

1.2.3

47.

CMUH103-
REC1-123

2017/1/2

1701SWEO
05839

Followup
15

#1) MK-3475

(pembrolizumab

)

ileus [lleus]

vomiting [Vomiting]

134
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idiopathic
CMUH105- 1710FRAO |[follow up MK-3475 thrombocytopenic purnura
48. 2017/10/24 23 [ A
REC1-102 13484 5 study [Immune
thrombocytopenic purpura]
Immune-related
CMUH105- 1710FRAO |follow up MK-3475 Thrombocvtonenia
49, 2017/10/24 23 [ A
REC1-102 13484 6 study [Immune
thrombocytopenic purpura]
#1) ERIBULIN
MESYLATE
(3475 septic shock [Septic shock]
SOLUTION Febrile Neutropenia
FOR [Febrile neutropenia]
1606PHLO1 _
50. [ CMUH104- | 2016/6/24 3514 FU 09 INJECTION Worsening of pleural 2,3 A
REC1-118 STUDY) effusion [Pleural effusion]
(eribulin Community acquired
mesylate) pneumonia [Pneumonia]
Solution for
injection,
HEMOPHAGOCYTIC
SYNDROME
(Hemophagocytic
Atezolizumab/Tr
Follow syndrome)
51. [ CMUH105- | 2016/12/18 | 1864074 astuzumab 13| A
up 2 MEDICATION RELATED
REC1-109 Emtansine
OSTEONECROSIS OF
THE JAW (Osteonecrosis
of jaw)
Trastuzumab | PLEURAL INFECTION
Foll Emtansine | (EMPYEMA) (Pulmonary
ollow
52. | CMUH105- | 2017/2/27 | 1900221 ) (Trastuzumab-M empyema) 23 [ A
u
REC1-109 P CC-DM1)/Atezo| PLEURAL EFFUSION

lizumab

(Pleural effusion)
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PLEURAL INFECTION
Foll Trastuzumab | (EMPYEMA) (Pulmonary
ollow
53. | CMUH105- | 2017/2/27 | 1900221 ) Emtansine/Atez empyema) 23| A
up
REC1-109 olizumab PLEURAL EFFUSION
(Pleural effusion)
BR-JNJFO
CMUH102- follow up
54, 2014/11/17 | C-2014111 IBRUTINIB | 1. SUICIDAL IDEATION (2,3,7] A
REC1-067 4
2896(4)
BR-JNJFO
CMUH102- follow up
55. 2014/11/17 | C-2014111 IBRUTINIB | L.SUICIDAL IDEATION (2,3,7| A
REC1-067 5
2896(5)
#1) ERIBULIN
MESYLATE
(3475 septic shock [Septic shock]
SOLUTION Febrile Neutropenia
FOR [Febrile neutropenia]
1606PHLO1 _
56. | CMUH104- | 2016/6/24 3514 FU 10 INJECTION Worsening of pleural 2,3 A
REC1-118 STUDY) effusion [Pleural effusion]
(eribulin Community acquired
mesylate) pneumonia [Pneumonia]
Solution for
injection,
Immune-related
1710FRAO [follow up| MK-3475 Thrombocvtonenia
57. | CMUH105- | 2017/10/24 23 [ A
13484 7 study [Immune
REC1-102 ]
thrombocytopenic purpura]
Immune-related
1710FRAO (follow up| MK-3475 Thrombocvtonenia
58. | CMUH105- | 2017/10/24 23 [ A
13484 8 study [Immune
REC1-102 )
thrombocytopenic purpura]
#1)
CMUH102- 201744464 Enzalutamide Acute Myocardial
59. 2017/9/4 Initial 2 A
REC1-068 2 (ENZALUTAM Infarction
IDE) Capsule
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#1)
CMUH102- 201744464 | Follow | Enzalutamide Acute Myocardial
60. 2017/9/4 2 | A
REC1-068 2 Upl |(ENZALUTAM Infarction
IDE) Capsule
(k] FRATIH -
s FHEELEHREEE
+ i ,
B g > € % 3 A FEPF
FTHE S PP S
1. 324  p 7 #38P 1 3t Revised Protocol 01
1. | CMUH106-REC1-094 | ++4=/R | Administrative Letter Date: 30-Mar-2017
2. 3+ 3% % %% ONO-4538-50/CA209648 P 13
g Date: 22Mar2017 )
(GEEEERE
| M A 1 INJ-54767414 (daratumumab)
2. | CMUH103-REC1-075 | £+ &~ ) o
Investigator’s Brochure Edition No.: 14
*p #p 12017 £ 10 ® 05 p
3. | DMR101-IRB1-121 g [ = > DSMB ;‘i.--gi;gifr]
Date of DSMB meeting: 25 May 2017
. . | [DSMB iz )
4. | CMUH102-REC1-064 | & » & *iL 5 8 106 09 7 29
[z % 21482 ]
. *RELE S 2 Pemetrexed
> | DMR100-IRB-207 Ry D4R gfé“ 12017 & 27 5p 1 2017 &
8% 4p
6. | CMUH104-REC1-036 | £ 7= | [ *%HFL % 4]
7 CMUH106-REC1-030 | & % M (57 wigaei; ol
- r *iZ @ p #2017 &£ 10 % 20 p
[ % 242472 ]
8. | CMUH105-REC1-072 v #8 kR | %< A~ MSB0010718C (avelumab) pSUSAR No. 08
p #p:18 Dec 2016 to 17 Jun 2017
[z % 21482 ]
9. | CMUH102-REC1-033 | ¥ 5P |*#%RZEH # 4  Baricitinib (LY3009104)
*% pMAFLYPRF 2017 2067 05 p 3 2017
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) *REREY LA LCZ696
10. | CMUHIOS-RECL-ILS | S22, }_‘tﬁﬁ%z@ 1106 # 04 » 01 p I 106 &
09 % 30 p
[ 2idp4 ]
*:Rgk # e AL 0 MK3475 (Pembrolizumab)
1L | CMUHI03-RECL-135 | %47 £ |, }_‘tﬁﬁ%zm 12017 % 06 * 04 p I 2017
#£09°% 03¢p
(GEIEFEIEE S|
o .. | TEEREP L4 0 MK3475 (Pembrolizumab)
12| CMUHIOARECI-039 | 325 oy s ;!:Fé“ 12017 # 03 7 04 p % 2017
£09 7 03p
[z 24dp4 ]
ey o | FEREY LA- Voclosporin
13| CMURIOORECI-029 | 8% oy spape ;F:Fé? 11054087 209 1 106 &
08 » 28 p
(GEIEFEIE S|
L *2R gk # e 2 £ :MK3475 (Pembrolizumab)
14. | CMUHIOSRECL-A23 | R #ff |, }_'H}F%ZT:F? 12017 # 06 * 04 p I 2017
£09 7 03p
[5°¢ il oz &)
* Cdiffense Investigator Letter
* S p dp 12017 & 11 ¢ 16 P
15. | CMUH102-REC1-061 | * =% | * IDMC recommendation
* S p dp 12017 & 11 ¢ 13 p
* Letter to Cdiffense ethics committees
* S pdp 12017 & 11 % 21 p
CEIEERE
Abemaciclib LY2835219 Investigator’s
16. | CMUH103-REC1-097 | % &% | Brochure_Approval Date: 15-Sep-2017

*i A~ Approval Date: 15-Sep-2017
*p dp 12017 & 09 * 15 p
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