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Other Serious Criteria:
Medically Significant
Acute left ventricular
failure [Acute left
ventricular failure]
Thrombocytopenia
[Thrombocytopenia]
Severe pneumonia
[Pneumonia]
lower gastrointestinal
#1)

CMUH10 bleeding [Lower
1707CH | follow | MK-3475

1. |3-REC1-1(2017/7/11 . gastrointestinal 1.23] A
N001955| up20 [(pembrolizum
23 ab) haemorrhage]
ALT increased
[Alanine
aminotransferase
increased]
AST increased
[Aspartate
aminotransferase
increased]
Thrombocytopenia

[Thrombocytopenia]
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Febrile neutropenia
#1) . .
[Febrile neutropenia]
PEMETREX . .
CMUH10 sepsis [Sepsis]
1702BRA| follow ED . .
2. |3-REC1-1(2017/1/31 sepsis [Sepsis] 23| A
002534 | up21 #2) A
23 Esophageal moniliasis
CARBOPLA
[Oesophageal
TIN e
candidiasis]
pneumonitis
[Pneumonitis]
#1) Respiratory infection
CMUH10 .
1610BRA| Follow | MK-3475 [Respiratory tract
3. [3-REC1-1]2016/10/1 . . . 123 A
23 001391 | up 14 |(pembrolizum infection]
ab) Respiratory
insufficiency
[Respiratory failure]
Sepsis [Sepsis]
Respiratory failure
[Respiratory failure]
#1) Pneumonitis
CMUH10 .
2015/10/1 [1510BRA| Follow | MK-3475 [Pneumonitis]
3-REC1-1 . . 123 A
23 0 007228 | up 20 |(pembrolizum Pneumonia
ab) [Pneumonia]
pulmonary embolism
[Pulmonary
embolism]
#1)
PACLITAXE
CMUH10 . :
1703BRA| Follow L Febrile neutropenia
3-REC1-1]2017/3/21 ) 23| A
23 011508 | up9 #2) [Febrile neutropenia]
CARBOPLA
TIN
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#1)
PEMETREX gastrointestinal
CMUH10 -
1609ME | Follow ED toxicity
6. | 3-REC1-1(2016/9/13 . . 13| A
23 X010327 | up 13 #2) [Gastrointestinal
CARBOPLA toxicity]
TIN
#1)
CMUH10 : :
1701BRA| Follow | MK-3475 | Acute kidney failure
7. |3-REC1-1| 2017/1/5 : . - 23| A
23 004273 | up 16 |(pembrolizum| [Acute Kidney injury]
ab)
#1)
PEMETREX
CMUH10 platelet count
1707CH | Follow ED
8. |3-REC1-1( 2017/7/8 decreased [Platelet | 2.3 | A
N001583 | up 17 #2)
23 count decreased]
CARBOPLA
TIN
bilateral lung
pneumonia
#1) .
CMUH10 [Pneumonia]
1706CH | Follow | MK-3475 .
9. |3-REC1-1| 2017/6/6 . wotsening AST  [1.2.3| A
N003986 | up 16 |(pembrolizum| .
23 ab) increased [Aspartate
aminotransferase
increased]
#1)
PEMETREX
CMUH10 platelet count
1707CH | Follow ED
10.|3-REC1-1| 2017/7/8 decreased [Platelet | 2.3 | A
N001583 | up 18 #2)
23 count decreased]
CARBOPLA
TIN

106 = 10 * 18 p
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11.

CMUH10
3-REC1-1
23

2017/7/11

1707CH
N001955

Follow
up 19

#1)
MK-3475
(pembrolizum
ab)

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]

Other Serious Criteria:

1.2.3

12.

CMUH10
3-REC1-1
23

2016/11/2
9

1612CH
N007819

Follow
up 24

#1)
PACLITAXE
L
#2)
CARBOPLA
TIN

ketoacidosis
[Ketoacidosis]
pneumonia
[Pneumonia]
high blood glucose
[Blood glucose

increased]

1.3
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#1)
PEMETREX gastrointestinal
CMUH10 -
1609ME | Follow ED toxicity
13.|3-REC1-1|2016/9/13 . . 13| A
23 X010327 | up 16 #2) [Gastrointestinal
CARBOPLA toxicity]
TIN
bilateral lung
pneumonia
#1) :
CMUH10 [Pneumonia]
1706CH | Follow | MK-3475 .
14.|3-REC1-1| 2017/6/6 . wotsening AST  [1.2.3| A
N003986 | up 17 |(pembrolizum| .
23 ab) increased [Aspartate
aminotransferase
increased]
#1)
PEMETREX
CMUH10
1704CH | Follow ED . .
15.3-REC1-1| 2017/3/6 Anemia [Anaemia] | 23| A
23 N013063 | up 19 #2)
CARBOPLA
TIN
BAY94-8862,
FINERENON :
1.Leg swelling
CMUH10 Eor . .
2017-148| follow [Peripheral swelling]
16.|5-REC1-0| 2017/8/1 PLACEBO ) 23| A
001 up1 2.Dry necrosis [Dry
94 (Code not angrene]
broken) gang
Tablet
106 & 10 * 18 p % 23 F % 38 F
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7,
Inve
stiga
tor
conc
ider
thes
Delirium, eas
Peripheral neuropathy, [signi
CMUH10 | 2016/11/2|2017_004| Follow Constipation, ficat
17. OPB-111077 . A
5-REC1-0 1 560 up 1 \Vomiting, e
73 Anorexia, medi
Nausea cal
even
t that
requ
ire
repo
rting
CMUH10 PHHO20 #1) INC424 ..
follow Acute lung injury
18.|5-REC1-1| 2017/7/4 |17JP0103 (RUXOLITI - 2 | A
up 2 [Acute lung injury]
39 29 NIB) Tablet
#1) INC424
INC+TAB
(RUXOLITI
CMUH10 PHHO20 follow NIB) Tablet
19.|5-REC1-1|2017/8/14|17JP0119 up3 #2) Sepsis [Sepsis] 12| A
39 23 GANCICLO
VIR
(GANCICLO
VIR)
106 # 10 * 18 p $ 24 F % 38 F
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ketoacidosis
#1) .
[Ketoacidosis]
PACLITAXE .
CMUH10 pneumonia
2016/11/2 | 1612CH | Follow L :
20.|3-REC1-1 [Pneumonia] 13| A
9 N007819 | up 25 #2) :
23 type 2 diabetes
CARBOPLA . .
worsening [Diabetes
TIN .
mellitus]
bilateral lung
pneumonia
#1) .
CMUH10 [Pneumonia]
1706CH | Follow | MK-3475 .
21.|3-REC1-1| 2017/6/6 . worsening AST  (1.2.3| A
N003986 | up 18 [(pembrolizum| .
23 ab) increased [Aspartate
aminotransferase
increased]
ketoacidosis
#1) o
[Ketoacidosis]
PACLITAXE .
CMUH10 pneumonia
2016/11/2| 1612CH | Follow L .
22.|3-REC1-1 [Pneumonia] 13| A
9 N007819 | up 26 #2) _
23 type 2 diabetes
CARBOPLA .
TIN worsening [Type 2
diabetes mellitus]

106 = 10 * 18 p
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Other Serious Criteria:
Medically Significant
Acute left ventricular
failure [Acute left
ventricular failure]
Thrombocytopenia
[Thrombocytopenia]
Severe pneumonia
[Pneumonia]
#1) lower gastrointestinal
CMUH10 bleeding [Lower
1707CH | Follow | MK-3475 . :
23.|3-REC1-1|2017/7/11 _ gastrointestinal A
N001955| up 21 |(pembrolizum
23 ab) haemorrhage]
ALT increased
[Alanine
aminotransferase
increased]
AST increased
[Aspartate
aminotransferase
increased]
Thrombocytopenia
[Thrombocytopenia]
#1)
PEMETREX .
CMUH10 Worsening weakness
1612TUR| Follow ED :
24.13-REC1-1(2016/10/3 [Asthenia] A
001396 | up 12 #2) . .
23 Anemia [Anaemia]
CARBOPLA
TIN
#1)
PACLITAXE
CMUH10 : .
1707CH | Follow L Septic shock [Septic
25.|3-REC1-1|2017/7/11 A
23 N001403| up9 #2) shock]
CARBOPLA
TIN

106 = 10 * 18 p
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Lung infection
(Klebsiella
pneumoniae)
#1) [Klebsiella infection]
CMUH10 thrombocytopenia
1509TUR| Follow | MK-3475 .
26.|3-REC1-1|2015/8/31 ) [Thrombocytopenia] |1.2.3| A
001265 | up 27 |(pembrolizum .
23 ab) Pneumonitis
[Pneumonitis]
Pulmonary embolism
[Pulmonary
embolism]
Adrenal insufficiency
[Adrenal
insufficienc
) encyl
CMUH10 Interstitial
1608JPN | Follow | MK-3475 .
27.|3-REC1-1(2016/7/30 . pneumonitis 23| A
001781 | up 27 |(pembrolizum .
23 ab) [Interstitial lung
disease]
Hypothyroidism
[Hypothyroidism]
#1) malignant neoplasm
CMUH10 .
1603PER| Follow | MK-3475 progression
28.|3-REC1-1| 2016/3/2 _ ) 123 A
23 004463 | up 11 |(pembrolizum| [Malignant neoplasm
ab) progression]
#1)
PEMETREX
CMUH10 .
1612TUR| Follow ED weakness [Asthenia]
29.|3-REC1-1|2016/10/3 _ ) 23| A
23 001396 | up 13 #2) Anemia [Anaemia]
CARBOPLA
TIN

106 = 10 * 18 p
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30.

CMUH10
3-REC1-1
23

2017/7/11

1707CH
N001955

Follow
up 22

#1)
MK-3475

(pembrolizum

ab)

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]

Other Serious Criteria:

1.2.3

31.

CMUH10
3-REC1-1
23

2016/10/1

1610BRA
001391

Follow
up 17

#1)
MK-3475

(pembrolizum

ab)

pneumonitis
[Pneumonitis]
Respiratory infection
[Respiratory tract
infection]
Respiratory
insufficiency

[Respiratory failure]

1.2.3

106 = 10 * 18 p
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Adrenal insufficiency
[Adrenal
insufficienc
#1) er y]
CMUH10 Interstitial
1608JPN | Follow | MK-3475 .
32.|3-REC1-12016/7/30 ) pneumonitis 23| A
001781 | up 28 |(pembrolizum .
23 ab) [Interstitial lung
disease]
Hypothyroidism
[Hypothyroidism]
#1)
PEMETREX
CMUH10 :
1612TUR| Follow ED weakness [Asthenia]
33.|3-REC1-12016/10/3 _ ) 23| A
23 001396 | up 14 #2) Anemia [Anaemia]
CARBOPLA
TIN
#1)
PEMETREX | malignant neoplasm
CMUH10 .
1609ME | Follow ED progression
34.|3-REC1-1(2016/9/13 ) 13| A
23 X010327| up 17 #2) [Malignant neoplasm
CARBOPLA progression]
TIN
#1) platelet count
CARBOPLA| decreased [Platelet
CMUH10
2016/12/2| 1612CH | Follow TIN count decreased]
35.|3-REC1-1 . 23| A
23 2 N013228 | up 19 #2) Neutrophil count
PEMETREX | decreased [Neutrophil
ED count decreased]
106 & 10 * 18 p % 29 F % 38 F
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ALT increased
[Alanine
aminotransferase
increased]
CMUH10 .
1701TUR| follow | MK-3475 AST increased
36.|5-REC1-1(2017/1/23 23| A
0 011979 | up 20 study [Aspartate
aminotransferase
increased]
pleural effusion
[Pleural effusion]
#1)
MK-3475
(pembrolizum
ab)
CMUH10 .
1704CHL| Follow #2) pneumonia
37.|4-REC1-0| 2017/4/5 _ 23| A
29 003273 | up 11 | CARBOPLA [Pneumonia]
TIN
#3)
5-FLUOROU
RACIL
Other Serious Criteria:
Medically Significant
pneumonia
#1) [Pneumonia]
CARBOPLA mucositis oral
TIN [Stomatitis]
CMUH10 #2) Neutrophil decreased
1701ME | Follow i
38.|4-REC1-0(2017/1/18 5-FLUOROU| [Neutrophil count | 1.3 | A
X012708 | up 16
39 RACIL decreased]
#3) White blood cells
CETUXIMA | decreased [White
B blood cell count
decreased]
dehydration
[Dehydration]
106 & 10 * 18 p ¥ 30 F % 38 F
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#1) pulmonary fibrosis
MK-3475 | [Pulmonary fibrosis]
(pembrolizum| septicemia [Sepsis]
ab) Anemia [Anaemia]
CMUH10 .
1605BRA| Follow #2) Metastatic bone
39.|4-REC1-0(2016/5/10 ) 23| A
39 007069 | up 27 | CARBOPLA | lesions [Metastases to
TIN bone]
#3) Spinal cord
5-FLUORQU| compression [Spinal
RACIL cord compression]
Dysphagia
[Dysphagia]
Left frontal brain
#1) tumor [Second
CMUH10 2 0151E+ ENZALUTA | primary malignancy]
40.|2-REC1-0|2015/9/23| 10 Initial [MIDE;PLAC| Left frontal brain 13| A
68 EBO (Code tumor [Brain
not broken) neoplasm]
Aspiration pneumonia
[Aspiration
pneumonia]
#1)
CMUH10 ENZALUTA
2016/10/1{2.017E+1| Follow Death of unknown
41.]12-REC1-0 MIDE;PLAC 1 1A
7 0 Up 2 cause
68 EBO (Code
not broken)
#1)
ENZALUTA
CMUH10 MIDE;PLAC
MED201| . Death of unknown
42.12-REC1-0 | 2012/3/7 Initial EBO 1A
2030604 cause
68 (ENZALUTA
MIDE)
Capsule
106 & 10 * 18 p % 31 F % 38 F
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#1) hyponatremia
CMUH10 [Hyponatraemia]
2015/12/1|1512BRA| = ... MK-3475 .
43.3-REC1-1 Initial ) worsening of acute | 1.3 | A
4 009137 (pembrolizum .
23 ab) renal failure [Acute
kidney injury]
#1) hyponatremia
CMUH10 [Hyponatraemia]
2015/12/1|1512BRA| Follow | MK-3475 )
44.13-REC1-1 ) worsening of acute | 1.3 | A
4 009137 | up1l |(pembrolizum i
23 ab) renal failure [Acute
kidney injury]
#1) Pulmonary infarction
CMUH10 . :
1709CH . MK-3475 associated with
45.|3-REC1-1(2017/9/25 Initial _ ) _ 1A
23 N014591 (pembrolizum| cerebral infarction
ab) [Pulmonary infarction]
#1)
MK-3475
(pembrolizum
ab)
CMUH10 .
1704CHL| follow #2) pneumonia
46.|4-REC1-0| 2017/4/5 _ 23| A
29 003273 | up 10 | CARBOPLA [Pneumonia]
TIN
#3)
5-FLUOROU
RACIL
#1)
MK-3475
(pembrolizum
ab)
CMUH10 - :
1607USA| follow #2) Bronchial infection
47.|4-REC1-0(2016/7/18 . 13| A
39 009173 | up9 |CARBOPLA [Bronchitis]
TIN
#3)
5-FLUOROU
RACIL

106 = 10 * 18 p
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Other Serious Criteria:
Medically Significant
pneumonia
#1) [Pneumonia]
CARBOPLA mucositis oral
TIN [Stomatitis]
CMUH10 #2) Neutrophil decreased
1701ME | follow )
48.|4-REC1-0(2017/1/18 5-FLUOROU| [Neutrophil count | 1.3 | A
X012708| up 17
39 RACIL decreased]
#3) White blood cells
CETUXIMA | decreased [White
B blood cell count
decreased]
dehydration
[Dehydration]
#1)
CETUXIMA
B Malignant neoplasm
CMUH10 .
1707CA | Follow #2) progression
49.|4-REC1-0| 2017/6/8 ) 1 1A
29 NO004645| up 1 | CISPLATIN | [Malignant neoplasm
#3) progression]
5-FLUOROU
RACIL
Infusion related
CMUH10 #1) ) )
1508USA| Follow reaction [Infusion
50.|4-REC1-0|2015/8/25 CETUXIMA _ 23| A
29 013409 | up4 B related reaction]
Stridor [Stridor]
#1)
CMUH10
1709TUR| . MK-3475 Unknown cause of
51.{4-REC1-0| 2017/9/3 Initial _ 1A
39 012952 (pembrolizum death [Death]
ab)
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#1)
MK-3475
(pembrolizum
CMUH10 ab) haemorrhagic
1508CZE | Follow .
52.14-REC1-0(2015/8/15 #2) gastropathy [Gastric | 2.3 [ A
010639 | up1l
39 CISPLATIN haemorrhage]
#3)
5-FLUOROU
RACIL
#1)
CMUH10
1709TUR| Follow | MK-3475 | . _ .
53.[4-REC1-0| 2017/9/3 _ infection [Infection] | 1 | A
29 012952 | up1 |(pembrolizum
ab)
3.ho
spita
lizati
CMUH10 Diarrhea; on
2017/07/0|SYM-201| follow ) o
54.16-REC1-0 SYMO015 Septic shock; initi[ A
5 7-000006( up3 .

02 Colitis. al or
prol
onge

d
3.ho
spita
lizati
CMUH10 Diarrhea; on
2017/07/0|SYM-201| follow ] .
55.|6-REC1-0 SYMO015 Septic shock; initi[ A
5 7-000006( up 4 .

02 Colitis. al or
prol
onge

d
#1) Pulmonary infarction
CMUH10 . .
1709CH | follow | MK-3475 associated with
56.|3-REC1-1|2017/9/25 . . _ 1A
23 NO014591| up 1l |(pembrolizum| cerebral infarction
ab) [Pulmonary infarction]
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#1)
PACLITAXE| anemia [Anaemia]
L hypotension,
#2) drug-induced
CMUH10 CARBOPLA [Hypotension]
57.|13-REC1-1(2016/1/11 1601PHL | follow TIN acute coronary 23| A
004551 | up3
23 #3) syndrome [Acute
LOSARTAN | coronary syndrome]
POTASSIUM hypoglycemia
#4 ) ISOKET| [Hypoglycaemia]
#5) insulin
[AR]) B RATIH -
s FRECFAFR
B * ¢ %% P FEPF
AgFL
[ % 2142 ]
*:x5% % £ 4¢ : Brentuximab Vedotin (SGN-35)
*g rMHIFLPEF 2017012 01 p I 2017
. . |#06"%30p
1. | DMR101-IRB1-284 | £4 ®
["j ]
PLATRRAEE R
hF»zk.Vll.O
p #2016 & 02 * 04 p
G smedsFa<e ]
) CMUH106-REC1-0 M | PR A 10
" *p ¥ 20-JUL-2017
[z % 21482]
3 CMUH103-REC1-0 g1 5 *E5k ¥4 LAL - daratumumab
75 *E pMARLHF 1056 # 117 16 p 3 106 &
5% 15 p
[z =% 2442 ]
4. f(')VIUHlo}RECl'l LAt | *#% P £ 4L 1 MEDIA736
* pMIFLEHEF 2017010 13 p 3 2017
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CMUH105-REC1-0
09
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[z % 21482 ]

*E%E P AL Anifrolumab

*g rMARLHFI2016 £ 07 2 18 p 1 2017 &
07 2 17 p

CMUH104-REC1-0
57

\‘;\
ﬂm
#

[AT8m < 2 0 g F skt F 3 (Version
5-Amendment 5 dated 30May2017) ® *&45 1(pg95)
22 V445 2(pg97) ¥ PK 3% B PF 7P Bhdit % — k2
Jae o ]

*1x & * Protocol Amendment 5 Clarification of PK
Draws_Protocol Amendment 5 Clarification of PK
Draws_11AUG17_Signed

*p #2017 # 8% 11 p

CMUH106-REC1-0
23

I
\L
Bt

A FF A

Inv Letter_Notification of findings of new
important safety information leading to updates to
summary of product characteristics for
bendamustine_15Aug2017

A FEA R S

Inv Letter_Updated safety information RE reported
cases of PML in subjects who received
acalabrutinib (ACP-196) 29Aug2017

CMUH103-REC1-1
18

RN

[z = 24E2])

*REHES LA Z100

*H pMARLYPF 1052097 01 p I
08 " 31 p

106 #

CMUH105-REC1-1
09

4
(e
5

[ % 21242 ]

*R%E L LA Kadeyla® / trastuzumab emtasine
*E pPARLWE 2017 £ 02 7 22 p 1 2017
#0877 21p

10.

CMUH104-REC1-1
35

v A8 R

[ 24dp4 ]

*REKEY LH 0 CX-4945

*E pMHAFLAPHEF 2017 &2 14p 3
& 87" 13 p, CIOMS report
2016-CX4945-014 Follow up 1, CIOMS report
2017-CX4945-007_lInitial

2017
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[ 24dp4 ]
*R % LA Anifrolumab (MEDI-546) 150 mg
CMUHL04-REC1-0 /1.3 mL/ Per Vial
11. FEP |*% 2MELYF 2016207 01 p I 2017
%8 £08" 24 p
[#]
*PROE D ATER A 4F 4 4 (Edition 10, 06Jun2017
(GEIEIEIEE 2
v . | YERES 4L Carfilzomib (Kyprolis® )
12| DMRIOLIRBL-AA8 | %<5 | s pra w1106 2017 20p 3 106
07 % 19 p
[ % 2148 E]
Blinded Line Listing of Suspected Unexpected
Serious Adverse Reactions (SUSARS)
JNJ-56021927 (apalutamide)
*EE B LA 1 INJ-56021927 (apalutamide)
*g rMARLPREF 105 & 127 23 p 3 106 &
13 CMUH104-REC1-1 249k 67 22p
16
[ =¥ % > +4r £ ] Development Safety Update
Report No. 5 Executive Summary JNJ-56021927
(apalutamide)
*RE & LA 0 INJ-56021927 (apalutamide)
* rMARLPEFI05-67 23 p 1 106 & 6
522 P
14. | DMRO7-IRB.127 P [;&—%s & %4 2 # % ] Clinical Study Report,
Effective Date: 31-JUL-2017
[{ATa4Fr 2]
*y A& p #p 1 LY2835219, Approval Date:
24-Mar-2017
*p #Ep 12017 &= 03 % 24 p
CMUH104-REC1-0 .
15. | o R AL
CEER RS
*y A& p #p 1 LY2835219, Approval Date:
15-Sep-2017
*p #p 1201709 " 15 p
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