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-~ PRAERFLICABAEREE(L pKR)
B X 2 PAR (R L
AEHEL|EL P Y G FOAE R N
g |6 2y | ul N
ALT increased [Alanine
aminotransferase
increased]
CMUH105- 1701TURO |follow up| MK-3475 AST increased [Aspartate
1. 2017/1/23 23 [ A
REC1-102 11979 19 study aminotransferase
increased]
pleural effusion [Pleural
effusion]
#1) MK-3475
(pembrolizumab |septic shock [Septic shock]
) acute renal failure [Acute
#2) kidney injury]
CISPLATIN hypokalemia
CMUH104- 1602BRA0 ]
2. 2015/12/16 F 25 #3) [Hypokalaemia] 1231 A
REC1-039 06046 ) )
5-FLUOROUR | neutropenia [Neutropenia]
ACIL platelet count decreased
#4) [Platelet count decreased]
GRANULOKIN diarrhea [Diarrhoea]
E
#1) MK-3475
CMUH104- 1709BRA0 » ) Unknown cause of death
3. 2017/9/2 Initial |(pembrolizumab 1 A
REC1-039 14544 ) [Death]
#1) MK-3475 o
) pulmonary fibrosis
(pembrolizumab o
) [Pulmonary fibrosis]
42) septicemia [Sepsis]
CMUH104- 1605BRA0 Anemia [Anaemia]
4, 2016/5/10 F28 | CARBOPLATI ) ] 23 | A
REC1-039 07069 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
)
#2) neutropenia [Neutropenia]
CMUH104- 1605AUTO
5. 2016/5/13 F6 CARBOPLATI | Tumor bleeding [Tumour | 1.3 | A
REC1-039 06374
N haemorrhage]
#3)
5-FLUOROUR
ACIL
#1) MK-3475
(pembrolizumab
)
#2)
CMUH104- 1608BRAO [follow up . .
6. 2016/8/24 CARBOPLATI |septic shock [Septic shock]| 2.3 A
REC1-039 15042 16 N
#3)
5-FLUOROUR
ACIL
#1) MK-3475
(pembrolizumab |septic shock [Septic shock]
) acute renal failure [Acute
#2) kidney injury]
CISPLATIN hypokalemia
CMUH104- 1602BRAO0 |Followup )
7. 2015/12/16 #3) [Hypokalaemia] 1231 A
REC1-039 06046 27 ) )
5-FLUOROUR | neutropenia [Neutropenia]
ACIL platelet count decreased
#4) [Platelet count decreased]
GRANULOKIN diarrhea [Diarrhoea]
E
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Bleeding on tumor
#1) MK-3475
) [Tumour haemorrhage]
(pembrolizumab
) Febrile neutropenia
4) [Febrile neutropenia]
CMUH104- 1701TURO |Followup Thrombocytopenia
8. 2017/1/6 CARBOPLATI ] 13| A
REC1-039 04794 25 N [Thrombocytopenia]
4) septic shock [Septic shock]
Patient's PEG hose out
5-FLUOROUR o ]
[Complication associated
ACIL ] ]
with device]
#1) MK-3475
(pembrolizumab
)
#2)
CMUH104- 1608BRAO [Followup ) )
9. 2016/8/24 CARBOPLATI |septic shock [Septic shock]| 2.3 A
REC1-039 15042 17 \
#3)
5-FLUOROUR
ACIL
#1) MK-3475
(pembrolizumab
)
#2) Laryngeal edema (Grade 4)
CMUH104- 1605USA0 |Followup
10. 2016/5/4 5-FLUOROUR [Laryngeal oedemal] 23| A
REC1-039 05123 16 ] )
ACIL Sepsis [Sepsis]
#3)
CARBOPLATI
N
Infusion related reaction
CMUH104- 1508USA0 |Followup #1) ) )
11. 2015/8/25 [Infusion related reaction] | 2.3 | A
REC1-039 13409 5 CETUXIMAB
Stridor [Stridor]
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ALT increased [Alanine
aminotransferase
increased]
CMUH105- 1701TURO |follow up| MK-3475 AST increased [Aspartate
12. 2017/1/23 23 [ A
REC1-102 11979 21 study aminotransferase
increased]
pleural effusion [Pleural
effusion]
ALT increased [Alanine
aminotransferase
increased]
CMUH105- 1701TURQO |follow up MK-3475 AST increased [Aspartate
13. 2017/1/23 ) 23 [ A
REC1-102 11979 22 study aminotransferase
increased]
pleural effusion [Pleural
effusion]
#1)
PEMETREXED
CMUH103- 1710ESTO0 o PNEUMONIA
14. 2017/10/3 Initial #2) ] 1 A
REC1-123 2739 [Pneumonia]
CARBOPLATI
N
Possible hospital acquired
pneumonia [Pneumonia]
#1) Oliguric renal failure
CARBOPLATI [Acute kidney injury]
CMUH103- 1509MY SO0 |Followup ) )
15. 2015/9/16 N Possible cardiac 123 A
REC1-123 10743 2 _ _
#2) arrhythmias [Arrhythmia]
PEMETREXED Febrile Neutropenia
[Febrile neutropenia]
hypotension [Hypotension]
106 # 11 » 15 p Y I I
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Adrenal insufficiency
[Adrenal insufficiency]
#1) MK-3475
CMUH103- 1608JPNOO |Followup ) Interstitial pneumonitis
16. 2016/7/30 (pembrolizumab 23| A
REC1-123 1781 29 ) [Interstitial lung disease]
Hypothyroidism
[Hypothyroidism]
hyponatremia
#1) MK-3475 [Hyponatraemia]
CMUH103- 1512BRAO [Followup
17. 2015/12/14 (pembrolizumab| worsening of acute renal | 1.3 | A
REC1-123 09137 2 ) )
) failure [Acute kidney
injury]
#1)
PEMETREXED
CMUH103- 1710ESTOO0Followup PNEUMONIA
18. 2017/10/3 #2) 1231 A
REC1-123 2739 1 [Pneumonia]
CARBOPLATI
N
Pulmonary infarction
#1) MK-3475
CMUH103- 1709CHNO [Followup ) associated with cerebral
19. 2017/9/25 (pembrolizumab| _ 1 A
REC1-123 14591 2 | infarction [Pulmonary
infarction]
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20.

CMUH103-
REC1-123

2017/7/11

1707CHNO
01955

Followup
23

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
#1) MK-3475 aminotransferase
(pembrolizumab increased]

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

[Glomerular filtration rate

increased]

1.23
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#1)
PEMETREXED
CMUH103- 1710ESTO00|Followup PNEUMONIA
21. 2017/10/3 #2) ) 1.23] A
REC1-123 2739 2 [Pneumonia]
CARBOPLATI

N

106 # 11 * 15 p
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22.

CMUH103-
REC1-123

2017/7/11

1707CHNO
01955

Followup
24

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
#1) MK-3475 aminotransferase
(pembrolizumab increased]

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

[Glomerular filtration rate

increased]

1.23
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#1)
PEMETREXED
CMUH103- 1710ESTOO|Followup PNEUMONIA
23. 2017/10/3 #2) ) 1231 A
REC1-123 2739 3 [Pneumonia]
CARBOPLATI
N
#1)
PACLITAXEL
#2) anemia [Anaemia]
CARBOPLATI | hypotension, drug-induced
N [Hypotension]
CMUH103- 1601PHLO0O0|Followup
24, 2016/1/11 #3) acute coronary syndrome | 2.3 | A
REC1-123 4551 4
LOSARTAN |[Acute coronary syndrome]
POTASSIUM hypoglycemia
#4 ) ISOKET [Hypoglycaemia]
#5) insulin
(insulin)
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25.

CMUH103-
REC1-123

2017/7/10

1707CHNO
01955

Followup
25

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
#1) MK-3475 aminotransferase

(pembrolizumab 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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Bleeding on tumor
#1) MK-3475
) [Tumour haemorrhage]
(pembrolizumab
) Febrile neutropenia
4) [Febrile neutropenia]
CMUH104- 1701TURO |Followup Thrombocytopenia
26. 2017/1/6 CARBOPLATI ] 13 ] A
REC1-039 04794 24 N [Thrombocytopenia]
4) septic shock [Septic shock]
Patient's PEG hose out
5-FLUOROUR o ]
[Complication associated
ACIL ] ]
with device]
severe autoimmune
inflammatory syndrome
#1) MK-3475 [Autoinflammatory
CMUH104- 1701USAO |Followup ) .
27. 2016/12/31 (pembrolizumab disease] 1.23] A
REC1-039 04870 32 - -
) encephalitis [Encephalitis]
Hypercalcemia
[Hypercalcaemia]
#1) MK-3475 o
) pulmonary fibrosis
(pembrolizumab o
) [Pulmonary fibrosis]
42) septicemia [Sepsis]
CMUH104- 1605BRA0 [Followup Anemia [Anaemia]
28. 2016/5/10 CARBOPLATI ) ] 23 | A
REC1-039 07069 26 N Metastatic bone lesions
[Metastases to bone]
#3) . .
Spinal cord compression
5-FLUOROUR ) ]
[Spinal cord compression]
ACIL
#1) MK-3475
CMUH104- 1611ITAOO |Followup ) Internal Bleeding [Internal
29. 2016/11/9 (pembrolizumab 1.23] A
REC1-039 6264 8 ) haemorrhage]
#1) MK-3475
CMUH104- 1709BRAO0 |Followup ) Unknown cause of death
30. 2017/9/2 (pembrolizumab 1 A
REC1-039 14544 1 | [Death]
106 # 11 » 15 p % 35 F % 47T |
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#1) MK-3475
(pembrolizumab |septic shock [Septic shock]
) acute renal failure [Acute
#2) kidney injury]
CISPLATIN hypokalemia
CMUH104- 1602BRAO0 [Followup )
31. 2015/12/16 #3) [Hypokalaemia] 123 A
REC1-039 06046 26 ) ]
5-FLUOROUR | neutropenia [Neutropenia]
ACIL platelet count decreased
#4) [Platelet count decreased]
GRANULOKIN diarrhea [Diarrhoea]
E
#1) MK-3475
(pembrolizumab
)
#2)
CMUH104- 1609AUSO |Followup ) )
32. 2016/8/28 5-FLUOROUR |septic shock [Septic shock]| 1.2 | A
REC1-039 00042 4
ACIL
#3)
CARBOPLATI
N
#1)
CETUXIMAB
#2) .
CMUH104- 1606PHLO00|Followup Hypoxemia secondary to
33. 2016/6/14 5-FLUOROUR o ] 1 A
REC1-039 7920 2 aspiration [Hypoxia]
ACIL
#3)
CISPLATIN
106 & 11 * 151 ¥ 36 F % 47 F
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34.

CMUH103-
REC1-123

2017/7/10

1707CHNO
01955

Followup
26

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
#1) MK-3475 aminotransferase
(pembrolizumab 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
#1) MK-3475 [Respiratory failure]
CMUH103- 1510BRAO [Followup
35. 2015/10/10 (pembrolizumab |Pneumonitis [Pneumonitis] | 1.2.3| A
REC1-123 07228 21
) Pneumonia [Pneumonia]
pulmonary embolism
[Pulmonary embolism]
Pulmonary infarction
#1) MK-3475 ) ]
CMUH103- 1709CHNO |Followup ) [Pulmonary infarction]
36. 2017/9/25 (pembrolizumab _ ) 1 A
REC1-123 14591 3 ) Cerebral infarction
[Cerebral infarction]
Pulmonary infarction
#1) MK-3475 ) ]
CMUH103- 1709CHNO |Followup ) [Pulmonary infarction]
37. 2017/9/25 (pembrolizumab _ _ 1 A
REC1-123 14591 4 ) Cerebral infarction
[Cerebral infarction]
Sepsis [Sepsis]
Respiratory failure
#1) MK-3475 [Respiratory failure]
CMUH103- 1510BRAO |Followup ) » -
38. 2015/10/10 (pembrolizumab | Pneumonitis [Pneumonitis] | 1.2.3| A
REC1-123 07228 22 ) )
) Pneumonia [Pneumonia]
pulmonary embolism
[Pulmonary embolism]
OXALIPLATIN
CMUH105- E2B_80057 ; -
39. 2016/12/25 FU7 Gastroenteritis 13| A
REC1-072 800 CAPECITABIN
E
OXALIPLATIN
Subarachnoid
CMUH105- E2B_80060 ;
40. 2017/2/22 FU5 haemorrhage; Subdural | 1,3 [ A
REC1-072 841 FLUOROURAC )
" haemorrhage; Sepsis
OXALIPLATIN
Subarachnoid
CMUH105- E2B_80060 ;
41. 2017/2/22 FU6 haemorrhage; Subdural | 1,3 [ A
REC1-072 841 FLUOROURAC )
" haemorrhage; Sepsis
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CMUH105- AVELUMARB; | Cerebrovascular accident;
42. 2017/7/18 |E2B_80077| FU4 ) 13 A
REC1-072 £34 OXALIPLATIN| Papilloedema; Headache
CMUH105- E2B_80077 AVELUMARB; | Cerebrovascular accident;
43. 2017/7/18 FU5 ) 131 A
REC1-072 534 OXALIPLATIN| Papilloedema; Headache
CMUH105- E2B_80077 AVELUMARB; | Cerebrovascular accident;
44, 2017/7/18 FU6 ) 13 A
REC1-072 534 OXALIPLATIN| Papilloedema; Headache
OXALIPLATIN )
Subarachnoid
CMUH105- E2B_80060 ;
45, 2017/2/22 FU7 haemorrhage; Subdural | 1,3 [ A
REC1-072 841 FLUOROURAC ]
" haemorrhage; Sepsis
OXALIPLATIN
CMUH105- E2B_80067 ; Disease progression;
46. 2017/5/5 FU11l 13 A
REC1-072 940 FLUOROURAC Muscular weakness
IL
OXALIPLATIN
Subarachnoid
CMUH105- E2B_80060 ;
47, 2017/2/22 FU8 haemorrhage; Subdural | 1,3 | A
REC1-072 841 FLUOROURAC )
" haemorrhage; Sepsis
OXALIPLATIN
CMUH105- ; Disease progression;
48. 2017/5/5 |E2B_80067| FU12 13 A
REC1-072 040 FLUOROURAC Muscular weakness
IL
CMUH105- E2B_80077 AVELUMAB; | Cerebrovascular accident;
49, 2017/7/18 FU7 13 A
REC1-072 534 OXALIPLATIN| Papilloedema; Headache
#1) MK-3475
(pembrolizumab
)
#2)
CMUH104- 1608BRAO [Followup ) )
50. 2016/8/24 CARBOPLATI [septic shock [Septic shock]| 2.3 | A
REC1-039 15042 18 \
#3)
5-FLUOROUR
ACIL
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#1)
CETUXIMAB
#2) : :
CMUH104- 1608ITAOL [Followup Febrile neutropenia
51. 2016/8/23 5-FLUOROUR ) ) 23 [ A
REC1-039 2588 5 [Febrile neutropenia]
ACIL
#3)
CISPLATIN
#1) MK-3475
(pembrolizumab
) .
42) tumor bleeding [Tumour
CMUH104- 1607BRAO [Followup haemorrhage]
52. 2016/7/11 CARBOPLATI ] 13 A
REC1-039 06343 6 N Thrombocytopenia
[Thrombocytopenia]
#3)
5-FLUOROUR
ACIL
septic shock [Septic shock]
#1) MK-3475
) Febrile neutropenia
(pembrolizumab ) )
| [Febrile neutropenia]
#) Thrombocytopenia
CMUH104- 1701TURO |Followup [Thrombocytopenia]
53. 2017/1/6 CARBOPLATI 13| A
REC1-039 04794 26 N Bleeding on tumor
[Tumour haemorrhage]
#3)
Patient's PEG hose out
5-FLUOROUR o )
[Complication associated
ACIL
with device]
severe autoimmune
inflammatory syndrome
#1) MK-3475 [Autoinflammatory
CMUH104- 1701USAO |Followup ) )
54. 2016/12/31 (pembrolizumab disease] 123 A
REC1-039 04870 33 - .
) encephalitis [Encephalitis]
Hypercalcemia
[Hypercalcaemia]
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#1) MK-3475
(pembrolizumab
) .
42) tumor bleeding [Tumour
CMUH104- 1607BRAO [Followup haemorrhage]
55. 2016/7/11 CARBOPLATI ) 131 A
REC1-039 06343 7 N Thrombocytopenia
[Thrombocytopenia]
#3)
5-FLUOROUR
ACIL
#1) MK-3475
(pembrolizumab . )
) septic shock [Septic shock]
42) Bleeding on tumor
CMUH104- 1701TURO |Followup [Tumour haemorrhage]
56. 2017/1/6 CARBOPLATI ) 13 ] A
REC1-039 04794 27 N Patient's PEG hose out
[Complication associated
#3)
with device]
5-FLUOROUR
ACIL
#1) MK-3475 o
) pulmonary fibrosis
(pembrolizumab o
) [Pulmonary fibrosis]
42) septicemia [Sepsis]
CMUH104- 1605BRA0 [Followup Anemia [Anaemia]
57. 2016/5/10 CARBOPLATI ] ] 23 | A
REC1-039 07069 29 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 ) )
| septic shock [Septic shock]
42) Bleeding on tumor
CMUH104- 1701TURO| Follow [Tumour haemorrhage]
58. 2017/1/6 CARBOPLATI ) 1231 A
REC1-039 04794 up 28 N Patient's PEG hose out
[Complication associated
#3) . .
with device]
5-FLUOROUR
ACIL
#1)
ENZALUTAMI
CMUH102- follow up
59. 2016/10/17 | 2.017E+10 DE;PLACEBO Death 1 A
REC1-068 3
(ENZALUTAM
IDE) Capsule
Pulmonary infarction
#1) MK-3475 ) ]
CMUH103- 1709CHNO |Followup ) [Pulmonary infarction]
60. 2017/9/25 (pembrolizumab _ ) 1 A
REC1-123 14591 6 ) Cerebral infarction
[Cerebral infarction]
106 # 11 » 15 p % 42 F o= 47 T
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61.

CMUH103-
REC1-123

2017/7/10

1707CHNO
01955

Followup
28

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
#1) MK-3475 aminotransferase
(pembrolizumab
) AST increased [Aspartate

increased]

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

decreased]

1.23

62.

DMR101-IR
2016/8/16

B1-121

2016-PEC-J

14047-001

follow up

3

P1101 Myocardial infarction

(k] B A -
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CMUH103-REC1-0
27

(B %Fd T4HL]
*iR A 1 28431754-DIA-4003_Clinical Study
Report_14 September 2017_Synopsis
*p #1106 # 09 " 14 p

CMUH103-REC1-1
23

[{FrasFsEp])
1 A 4F A2 pRAp iy
(1) MK-3475 Investigator’s Brochure, Edition
Number 14, Release Date 25-AUG-2017
(2) MK-3475 Investigator’s Brochure, Edition
Number 15, Release Date 18-SEP-2017
2. Letter for MK-3475 IB Edition 14 : August 25,
2017
3. Letter for MK-3475 IB Edition 15 : September
18, 2017

DMR100-IRB-064

[{ATa4 4 2]
*5 A @ Edition 16, Release date: 09-Aug-2017
*p #2017 & 08 * 09 p

CMUH104-REC1-1
29

St

[ 24dp4 ]

*ikok ¥ 4 + EBV-specific Cytotoxic T
Lymphocytes

(EBV-CTLS)

*g rMIFLYPREF 2005032 27p 3
#0377 26p

2017
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*i&ok 4 4 * Baricitinib (LY3009104)
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INVESTIGATOR'S BROCHURE Edition 11 dated
25-Aug-2017
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[{ATa454 2]

*i A 1 MK-3475, Edition Number: 14
*p #2017 # 08 * 25 p

[{ATa454 2]
*iR A ¢ MK-3475, Edition Number: 15
*p #p 12017 & 09 * 18 p

[#]
*n % @ Letter for MK-3475 IB Edition 14 (August
25, 2017)

[#]
*m % o Letter for MK-3475 IB Edition 15
(September 18, 2017)
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[ % 24402 ]

*R% E 4 L4 1 ONO-4538 (Nivolumab)
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a. Daratumumab SUA per IB 24 JUL_17 to
22_SEP_17 CIOMS SA SDE00258783

*E% ¥4 ¢4 Daratumumab

*E rMIFLYPFL06£T7 2 24p 1 106 # 9
122 p

[z % 21482]

b. Daratumumab SUA per IB 24 _JUL 17 to

22 _SEP_17 LL SA SDE00258783

*:f% E 4 ¢4 - Daratumumab

*E pMAFLYPFII06FT7 2 24 p 1 106 F 9
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11.
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*EE S LA FILGOTINIB
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Filgotinib Blind SUSAR Line Listing (from
01Jul2016 - 31Dec2016)

Filgotinib Blind SUSAR Line Listing (from
01Jan2017 - 30Jun2017)
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[ =# % >4 ] Blinded Line Listing of
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