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CMUH103-
REC1-123

2017/7/10

1707CHNO
01955

Followup
37

#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

CMUH103-
REC1-123

2017/9/25

1709CHNO
14591

Followup
14

#1) MK-3475

(pembrolizumab

)

Pulmonary embolism
[Pulmonary embolism]
Cerebral infarction

[Cerebral infarction]

123
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#1) MK-3475 ]
CMUH103- 1701SWEO |Followup ) ileus [lleus]
4, 2017/1/2 (pembrolizumab N N 134 A
REC1-123 05839 21 | vomiting [Vomiting]
Pulmonary embolism
#1) MK-3475 .
CMUH103- 1709CHNO |Followup ) [Pulmonary embolism]
5. 2017/9/25 (pembrolizumab _ ) 123 A
REC1-123 14591 15 ) Cerebral infarction
[Cerebral infarction]
Pulmonary embolism
#1) MK-3475 )
CMUH103- 1709CHNO |Followup ) [Pulmonary embolism]
6. 2017/9/25 (pembrolizumab _ ) 123 A
REC1-123 14591 16 ) Cerebral infarction
[Cerebral infarction]
#1) MK-3475 ]
CMUH103- 1701SWEO |Followup ) ileus [lleus]
7. 2017/1/2 (pembrolizumab N N 134 A
REC1-123 05839 22 ) vomiting [Vomiting]
#1)
PACLITAXEL _ _
CMUH103- 1707CHNO |Followup Septic shock [Septic
8. 2017/7/11 #2) 1231 A
REC1-123 01403 10 shock]
CARBOPLATI
N
#1)
PEMETREXED | pulmonary infection [Lung
CMUH103- 1712CHNO
9. 2017/12/1 Initial #2) infection] 23 | A
REC1-123 11215
CARBOPLATI cough [Cough]
N
#1) ERIBULIN
MESYLATE
(3475
SOLUTION
FOR
CMUH104- 1712RUSO
10. 2017/8/16 INITIAL| INJECTION death [Death] 1| A
REC1-118 11310
STUDY)
(eribulin
mesylate)
Solution for
injection,
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#1) MK-3475
CMUH104- 1712RUSO (pembrolizumab | unknown cause of death
11. 2017/12/5 INITIAL 1 A
REC1-118 10775 ) Solution for [Death]
injection,
1.SEPTIC SHOCK
2.PYELONEPHRITIS
JP-INJFOC 3.DISSEMINATED
CMUH102- o )
12. 2018/1/2 ]-201801058| initial sirukumab INTRAVASCULAR 23 | A
REC1-087
66(0) COAGULATION
4.AST INCREASED
5.ALT INCREASED
1.SEPTIC SHOCK
2.PYELONEPHRITIS
JP-INJFOC 3.DISSEMINATED
CMUH102- follow up )
13. 2018/1/2 ]-201801058 sirukumab INTRAVASCULAR 23| A
REC1-087 1
66(1) COAGULATION
4.AST INCREASED
5.ALT INCREASED
#1)
PACLITAXEL ] )
CMUH103- 1801CHNO - Anaphylactic reaction
14. 2018/1/5 Initial #2) _ ) 2 A
REC1-123 02087 [Anaphylactic reaction]
CARBOPLATI
N
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15.

CMUH103-
REC1-123

2017/7/10

1707CHNO
01955

Followup
38

#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

16.

CMUH103-
REC1-123

2017/1/2

1701SWEO
05839

Followup
23

#1) MK-3475

(pembrolizumab

)

ileus [lleus]

vomiting [Vomiting]

134
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#1)
PEMETREXED | pulmonary infection [Lung
CMUH103- 1712CHNO [Followup ] ]
17. 2017/12/1 #2) infection] 23| A
REC1-123 11215 1
CARBOPLATI cough [Cough]
N
#1) MK-3475
CMUH103- 1701BRAO [Followup ) Acute kidney failure
18. 2017/1/5 (pembrolizumab ) o 23 | A
REC1-123 04273 17 ) [Acute kidney injury]
#1) MK-3475
CMUH103- 1701BRAO [Followup ) Acute Kidney failure
19. 2017/1/5 (pembrolizumab ) o 23 | A
REC1-123 04273 18 | [Acute kidney injury]
1.SEPTIC SHOCK
2.PYELONEPHRITIS
JP-JNJFOC 3.DISSEMINATED
CMUH102- follow up )
20. 2018/1/2 ]-201801058 sirukumab INTRAVASCULAR 23 | A
REC1-087 2
66(2) COAGULATION
4.AST INCREASED
5.ALT INCREASED
1.SEPTIC SHOCK
2.PYELONEPHRITIS
JP-JNJFOC 3.DISSEMINATED
CMUH102- follow up
21. 2018/1/2 ]-201801058 sirukumab INTRAVASCULAR 23 [ A
REC1-087 4
66(4) COAGULATION
4. AST INCREASED
5.ALT INCREASED
#1)
PACLITAXEL _ _
CMUH103- 1801CHNO |Followup Anaphylactic reaction
22. 2018/1/5 #2) ) ) 2 A
REC1-123 02087 1 [Anaphylactic reaction]
CARBOPLATI
N
#1)
PACLITAXEL _ _
CMUH103- 1707CHNO |Followup Septic shock [Septic
23. 2017/7/11 #2) 123 A
REC1-123 01403 1 shock]
CARBOPLATI
N
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CMUH103-
REC1-123

2017/12/1

1712CHNO
11215

Followup
2

#1)
PEMETREXED
#2)
CARBOPLAT]I
N

pulmonary infection [Lung
infection]

cough [Cough]

2.3

25.

CMUH103-
REC1-123

2017/7/10

1707CHNO
01955

Followup
39

#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]

1.23
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F % AR 3R
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5L 2 ML 5|
#1)
PACLITAXEL ) )
CMUH103- 1801CHNO |Followup Anaphylactic reaction
26. 2018/1/5 #2) ) ) 2 A
REC1-123 02087 2 [Anaphylactic reaction]
CARBOPLATI
N
#1) MK-3475
CMUH103- 1701BRAO [Followup ) Acute kidney failure
217. 2017/1/5 (pembrolizumab ) o 23 | A
REC1-123 04273 19 ) [Acute kidney injury]
INTERNAL
CMUH103- Follow ) .
28. 2015/11/7 | 1658993 Vinflunine |HEMORRHAGE (Internal | 1 A
REC1-126 up 1
hemorrhage)
JNJ-56021927/P
PL-JNJFO
CMUH104- LACEBO 1.SUSPECT OF ACUTE
29. 2017/12/3 | C-2017120| initial 23 | A
REC1-116 BICALUTAMI PANCREATITIS
3300(0)
DE/PLACEBO
JNJ-56021927/P
PL-JNJFO
CMUH104- follow up LACEBO 1.SUSPECT OF ACUTE
30. 2017/12/3 |C-2017120 23 | A
REC1-116 1 BICALUTAMI PANCREATITIS
3300(1)
DE/PLACEBO
JNJ-56021927/P
PL-JNJFO
CMUH104- follow up LACEBO 1.SUSPECT OF ACUTE
31. 2017/12/3 |C-2017120 23 | A
REC1-116 3 BICALUTAMI PANCREATITIS
3300(3)
DE/PLACEBO
#1)
PEMETREXED | pulmonary infection [Lung
CMUH103- 1712CHNO [Followup
32. 2017/12/1 #2) infection] 23 | A
REC1-123 11215 3
CARBOPLATI cough [Cough]
N
#1) MK-3475 )
CMUH103- 1701SWEO |Followup ) ileus [lleus]
33. 2017/1/2 (pembrolizumab N N 134 A
REC1-123 05839 24 | vomiting [Vomiting]
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pneumonia [Pneumonia]
Thrombocytopenia
[Thrombocytopenia]
Anemia [Anaemia]
gastrointestinal bleeding
[Gastrointestinal
#1) haemorrhage]
PEMETREXED| Leukopenia [Leukopenia]
CMUH103- 1604TURO |Followup ) ] ]
34. 2016/3/31 #2) febril neutropenia [Febrile [ 1.2.3] A
REC1-123 02203 12
CARBOPLATI neutropenia]
N hyperuricemia
[Hyperuricaemia]
Elevated AST [Aspartate
aminotransferase
increased]
blood bilirubin increase
[Blood bilirubin increased]
#1)
PEMETREXED |pulmonary infection [Lung
CMUH103- 1712CHNO |Followup ) )
35. 2017/12/1 #2) infection] 23| A
REC1-123 11215 4
CARBOPLATI cough [Cough]
N
#1) MK-3475 ]
CMUH103- 1701SWEQO |Followup ) ileus [lleus]
36. 2017/1/2 (pembrolizumab N N 134 A
REC1-123 05839 25 ) vomiting [Vomiting]
#1)
PACLITAXEL ] )
CMUH103- 1801CHNO |Followup Anaphylactic reaction
37. 2018/1/5 #2) ) ) 2 A
REC1-123 02087 3 [Anaphylactic reaction]
CARBOPLATI
N
Pulmonary embolism
#1) MK-3475
1709CHNO| Follow ) [Pulmonary embolism]
38. | CMUH103- | 2017/9/25 (pembrolizumab 123 A
14591 up 17 Cerebral infarction
REC1-123 ) ) ]
[Cerebral infarction]

107 & 02 * 07 p




PRFFAFEARFIRALIRELREF-FELR €
-FRF-ERY-x% g&a
F % AR 3R
e AL ENE § "l rrEs 3 A BE =R
5L 2 S5 5|
#1)
PACLITAXEL ) )
1801CHNO| Follow Anaphylactic reaction
39. | CMUH103- | 2018/1/5 #2) ) ) 2 A
02087 up 4 [Anaphylactic reaction]
REC1-123 CARBOPLATI
N
#1)
PEMETREXED
1603PHLO1| Follow Acute Respiratory Distress
40. | CMUH103- | 2016/3/18 #2) ) ] 13 A
0410 up 3 [Respiratory distress]
REC1-123 CARBOPLATI
N
#1)
PEMETREXED |pulmonary infection [Lung
1712CHNO| Follow ) .
41. | CMUH103- | 2017/12/1 #2) infection] 23 [ A
11215 up 5
REC1-123 CARBOPLATI cough [Cough]
N
#1)
PACLITAXEL ] ]
1707CHNO| Follow Septic shock [Septic
42. | CMUH103- | 2017/7/8 #2) 1231 A
01403 up 12 shock]
REC1-123 CARBOPLATI
N
#1) MK-3475
1701BRAO0| Follow ) Acute kidney failure
43. | CMUH103- [ 2017/1/2 (pembrolizumab ) o 23 | A
04273 up 20 [Acute kidney injury]
REC1-123 )
#1)
PACLITAXEL _ _
1707CHNO| Follow Septic shock [Septic
44, | CMUH103- [ 2017/7/8 #2) 1231 A
01403 up 13 shock]
REC1-123 CARBOPLATI
N
#1)
PACLITAXEL
1801CHNO| Follow Anaphylactic reaction
45, | CMUH103- [ 2018/1/5 #2) ) ) 2 A
02087 up 5 [Anaphylactic reaction]
REC1-123 CARBOPLATI
N
(k] FRPHE -
107 # 02 » 07 p % 47 7 > % 54 |
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1. | CMUH104-REC1-118

[e¥r= 2432 ]

Fé%%é%#ﬂ ¢ # © MK3475 (Pembrolizumab)
THARZLHREF 2017 =06 04 p I 2017

#0977 03p

2. | CMUH106-REC1-107

[ 57 il viz &)

Date: 18 October 2017 ; Date: 30 October 2017
PAEEREF L TR RN S iR
AT H(E LR i 2)p

Bl %}2@*“ DR - ¥ 3 W
XRKRES R E LR T D ER

£ 2 7

't # 1 Clarification of the patch compliance
calculation(Administrative Letter, Date: 18
October 2017) :

BN B T R AR ﬁu\!“* E
FORZLERFREENX éi“?

o pER TS SRR BRI HmE R T
FA(Rr R )BT 5

g‘éﬁf@ *pE R X Bl A KRB FHE T T OET
W RE o L RP R o

' i+ 2 Clarification of the allowed period of dose
reduction after

dose increment (Administrative Letter, Date: 30
October 2017) :

PR FE L 22 RE 0 BEREIRATH
7R R ERERES X FY

v AR Y T e PR R BRI TR B R hEE
FROAR R T AR

(PP p R AR B RN 2% IR
Tohk B F EF A LF BPF) o

'E”\" BRI ARBE2FEZEFAEHE - P
FECAR & PEAE RN AR o gt b
CEAR ) AR ERE D FHRAFA TR
RAH L 2ol B e ERRIT

x\

e T
‘\

-
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CMUH104-REC1-069

T E 2 4E2 ]
#% % ¢ A : Dupilumab
AR HF 2017 #0472 20p I

x_

e P

*% 2017

8% 23p

CMUH106-REC1-081

A4

#0
[iifu

[\

RF R E 2PUHFLS S

CMUH102-REC1-087

L
¢
o

[z = 2pH3p2 ]

1. Blinded Line Listing of Suspected Unexpected

Serious Adverse Reactions (SUSARS)

*R%E S LA 1 CNTO 136 (sirukumab)

*E pMARL YR 1062040 24p %

#1077 23 p

2. Development Safety Update Report No. 7

Executive Summary

*RER B e 2 AL 1 CNTO 136(sirukumab)
THIELHEF 105F 10 24 p 1 106

#1007 23 p

106

CMUH102-REC1-061

-
iy
7!1’3‘)

[z = 2pap2 ]

IR B e # #- - C.Diff Toxoid Vaccine #y##
HTEERAES EAY
* pMFLHPF 106057 01p 3
#0877 28
*Tek 2% SAE/SUSAR i 3% 4
CIOMS_2017SA149618 initial_4pages
*Tek 2% SAE/SUSAR i 3% 4 :
CIOMS_2017SA149618 FU 1&2_4pages
*SUSAR Listing_01 MAY 2013 to 28 AUG 2017
*SUSAR Listing_01 MAY 2013 to 28 SEP 2017
*SUSAR Listing_01 MAY 2013 to 29 NOV 2017

106

CMUH105-REC1-057

EIRASE

i 47 5 R F 5 GSK 1437173A to b 2 w4 &
> HIEL

1% >MBE2HEF2007F052 01 p & 2017
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* § St
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FANF

#1077 31 p -

CMUH102-REC1-095

\5;\
e
#

(EETEFEIE-ES

*iR% B 1AL 1 NC-6004

% pMAEA PP 1104 £ 120 29p 3 105
#1297 28p

CMUH102-REC1-067

W
\L
Bt

[ 741 2p]

*5x A @ Edition: 11

*p #p 12017 & 11 % 09 p

[{ATasFr2p]

*ix & ' IMBRUVICA® (ibrutinib) Addendum 1 to
Investigator's Brochure Edition 11

*p#p 12017 & 12 * 14 p

10.

CMUH104-REC1-080

[z = 2pap2 ]
*:Esk E 5 2 4¢ 1 Abemaciclib (LY2835219)
*x 2 AFL R 106 #0400 159 3 106
#1007 14 p

11.

DMR101-IRB1-284

[{arast<p]
* A V15
*p i 2017 & 10 * 11 p

12.

DMR101-IRB1-165

[ g 22 ]
*ik5% % 24§ © Fulvestrant / Anastrozole

*E pMHARLHEF 106 £ 042 26 p 2 106
£10 25 p

13.

CMUH106-REC1-037

[ 8 22 ]
*RER B 24 0 Ulocuplumab

*% pfadp AW 106 £ 057 218 3 106
£110 17 p

14.

CMUH106-REC1-104

T
\1_
t

[A73 R 7 i 4o fs &)
*pHp r106# 12 % 11 p

15.

CMUH103-REC1-075

T
\1_
t

[(FraFFrEp]
*15x A& ¢ Addendum 1 to Investigator's Brochure
Edition 14
*p #p 12017 & 11 % 30 p

16.

CMUH103-REC1-126

(=% 21472 ]
*Esk B AL ¢ Atezolizumab
¥ > PFLHEF 2017 £ 057 11 p 3 2017
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o .
A% T S FH NG

£ 11 % 17 p

(LAris s <]
17. | DMR101-IRB1-148 #FL R | *xA 1 18.0
*p #p 12017 &= 09 7 26 P

[ % 21382 ]

*E% F 5 AL 0 LY3009806 (Ramucirumab)
THIRLHF 106 04 22p 1 106

#£10% 21 p

18. | CMUH105-REC1-065 | ¥+ &

[T 4 2p]
19. | DMR101-1RB1-029 3 AW | *3 4 @ Trastuzumab (Herceptin), Version 18
*p g 12017 & 10 *

(EETEIEL R 2|

*i&%k & ¢4 * Pracinostat

* rMARLHRE 2016 & 117 01 p 1 2017
#1107 15p

20. | CMUH106-REC1-103 | ¥4 =

W AR R & 5 GSK 1437173A Ap k2. % >+
F2

21. | CMUH105-REC1-057 | ¥4t +> | 1. Development Safety Update Report
7_15Jan2018: 3¢ 2 ¥ 5 2016 &= 11 * 29 p %
2017 # 11 * 28 p -

22. | DMR101-IRB1-068 LB | [$F=25%5F24 2]

RS LY R S S
23. | CMUH104-REC1-073 | ##%A& ¥ | TAK-438_303 Clinical Study Report_ 08

December 2017
[/ Fi‘] lE» ‘ff / °
ERCFEPEAFT R
B 1.
€ bt CMUH105-REC1-117 B hHpE 2018 # 01 ® 10 p
PR LAl RS
iz DE-117 pxZ-k 0.002% #p ntwﬁ“ Latanoprost p% # -k 0.005% %t
R WREAFERRARE R RE ﬁﬁ%mm%|u$‘ﬁ%»
fiz ﬁ?”{%ﬁﬁ P = = fﬂa\ég\ SRTE S P uiE% - PEONY
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-~ AT TR B LS > AT site visit.

=~ B m%;:uv\ A g adk B A2A J 3% 4o8u contact central corneal
thickness 7 iRl £ - £ i Biomicroscopy - iz M?D & * non-contact
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S Ry ER S AL GyRH | AR gk ;;;t i 2%
A5
R HEECT g *ARF
2018/2/24 | * |08:30-16:30| B G 6+2 | $1,000
Ly 5T 3
oY
AR TR 2
e
mIZ o~ P F .
: ; Wﬁ?%?@
201832 | 7 |08:00-12:00] 7 COPCITHFRES g0l 4 | $500
TR0 qen e g g s BT
59 g3 B - % 4 ¢ M
% e
Y
Bk 37k |37% ¥ ra-Bl
2018/3/4 | P |08:30-17:00 |4 # s e ¥ i 6+2 | $1,000
I hFe L | ERE
rallie
TR R ONEF
re ~ 3 ~ 4= =1 8
GRS PLFE R TR
2018/3/7 | = BﬂGmBO%%&GCH:Mgan REES ] 4 | $500
TIEY 2 SRR B1-DO5 ;7 24
% i
CRERHAE T B | BT =i AR 3 e
2018/3/7 | = |08:30-17:30 L e g L R e
WY T TF e B
LR
ey | ?g .
2018/3/9 | 1 |08:30-16:30| FELGR (156 FR | 6+2 | $1,000
oY
LR
AR AT 1w ‘
2018/3/10 | - |08:30-16:30| ., U BT RE |21 2%k | 642 | $1,000
oY
Tk N
RIS R GES SRl
2018/3/23 | 1 |1300-17:00)# 82 GCP(=) |, [ oo |FH 21 4 | $500
FREEg g T PP |B1-Dos st
2y g i
A A3
AR 6 %@. F
2018/3/24 | * |08:30-16:30 FELGE FEFR 6+2 | $1,000
BAY T
oY
2018/3/30 | I |08:00-12:00| % M Fek %k ¢ LFHE < [P LFHEE| 4 | $500
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