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2 & X 5 [2018/10/24% 14 B /% po

Ji % ] Leukocytosis » [ o vt R ARFRPN 7 AE B BIRSL Gk 0 X
BEAFATARAFRAL  REFRRE FWEVLEE ER N 4
%1% 4

ATHFHEPLFEEREG FROFEM G TR S I AR H O 2
*PSUSAR > &g F 7 B R & § k3t

X
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B 5"

6

| R B % % | KMUHIRB-F(I1)-20170108 & # 2% 2 2 L3 #p BP4E3d 4F 11

3+ + 4| - 7% Pracinostat & # azacitidine * »t & j% 18 kAT 472 AL F MM 0 &
PARTREFEE RN R X FHER LY AR
eIk 7%

* % F /¥ & | This 70 year old male with history of AML (acute myeloid leukaemia) under

target therapy was admitted via ED (emergency department) due to fever for 1
day. According to the patient, he denied cough with sputum, sorethroat, nor
constipation/diarrhea nor abdominal pain/dysuria. But he mentioned about anal
pain. Due to the above reason, he came to our ED (emergency department) for
help where PE showe bilateral breathing sound clear and there was no obvious
CV angle knocking pain/abdominal palpation tenderness. And lab data showed
thrombocytopenia and normalcytic anemia as well as bandemia, but there was no
pyuria nor penumonia patch on chest x ray. However due to relative
immunocompromised status, antibiotics was given and he was admitted our ward
for further management and care.

£ # % % ¥ | 5215-0007

IRBEZEPH | 208 folloucun LEFY | IEMG | R OUF R
2018/10/31 | 2018/10/28 nitial * A BR | FRp AR

2 & 3 8 [2018/1031% &% B /& 37U

PR GEFRP AT EFR XRFHIARELIF DL A B2
WA > EFE iR E 4

RSP E G BRATE M G Shid S LA AL 7
B SUSAR > R A2 B & 6 it -

* Ross

B B 7

| R B 3% % | KMUHIRB-F(I1)-20170108 Fc& # 2% 2 % L3 ) P42 4F 12

¥ PO AR S e s B s K ERERDS Dk
TRASTUZUMAB EMTANSINE # * ATEZOLIZUMAB &t
ATEZOLIZUMAB — =% [ > * >t L X TRASTUZUMAB {o¥ {2 k= 5g 2
ek B3 HER2Z B2 5 0ot & 45 25 s & enffy oifr 242

% & F K ¥ # | Changed SAE term from sepsis due to urinary infection to Urinary tract

infection.He suffered from and dyspnea since 9/2. Associated symptoms
included cold sweating, dizziness,general weakness,dirty urine ,lower limb
edema (+1). There were no fever, chills, dysuria, nausea, vomiting, diarrhea,
palpitation sensation, headache, abdominal pain. The tightness had no radiation
to chin or shoulder. Thus he was brought to our emergency room for help. In our
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emergency room, the vital sign were:GCS:E4V5M6, BT: 36.4'C, PR:126bpm,
RR:26cpm, BP:72/43mmHg, Sp02:92%.Physical examination showed bilateral
feet edema.Arrange pRBC 2Unit was transfused. Antibiotics with supecef 4vial
IVD/Q12H on 9/3.He was admitted for further survey and management.

X # §F % % | 5215-0005
IRBREPH | 29 followctip LEqH | FIEMA | P OUF R
2018/11/9 | 2018/9/3 foflow upz 2 B | EIOp AR
2 % X A |2018/1114% 4% B /% 7o
POEcE A 2 E %3 geFE 2 Urinary tract infection » % Fﬁﬁ:{z;{%‘ e ﬁ’;"‘,éf e
5 h o
ﬂx'zxﬁ‘f{ﬁlﬁwg FEREF HRDFEM G T S I EFH PR 7
** SUSAR: s g R - R E & ¢kt o
T
B 5 8
| R B 3% % | KMUHIRB-F(I1)-20150070 Fc& # 25 2 2 2L3p Hp B2 4230 fﬁ 1
3+ L - R B RS feaidsh o 4R 2 *ﬂT\ IB # 1 % IIA
By 2| m e 9 e ¥ 0 B 5% CISPLATIN 5 A dclf 24 i o 12 18
ATEZOLIZUMAB (41PD-L1 #i48) Apfassde it 2 $FHRE 22 & 2
e
* & F % & | Abnormal left upper lung nodule noted by follow-up chest for right lung cancer
on 2018/10/16
£ 3 ¥ % % 61344
IRBREPH | %49 alloatls LEAH | MEMG | B OUF ARG
2018/11/5 | 2018/11/4 initial L BR | FRp AR
2 & R 5 [2018/11/8% &% /& 3u
B BE 7 % i Abnormal left upper lung nodule & 2 FEzAp B 12 > 2E3k ~ €
L IR
ATHFHEPLFEEREG FROFEY G TR S I 2R H R 2
%+ SUSAR » #& & f 7 ?%‘ & ¢ Rt e
i E

EX:]
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B 5% 9

| R B % % | KMUHIRB-F(I1)-20150070 & # 2% i 2 2374 P AL 47 2

[ R R R RS RARER SH R 22 5 IB YL A
B 2o dmre 9 ek ¥ 0 BT 4558 CISPLATIN 5 A dfchif B4 de i i 8 »

ATEZOLIZUMAB (#tPD-L1 #48) Apd>t i it
1

LR e % 2

* % F ¥ i | Abnormal left upper lung nodule noted by follow-up chest for right lung cancer
on 2018/10/16
X # F % % 61344
IRBEZEPH | 208 followcup LEFY | AEMA | A OUF Rk
2018/11/12 | 2018/11/10 follow up1 Z R RN
2 % R A [2018/11/14 % 24 B /% U
LLE;;-@‘% TE B P Surgery > X N R g5 h -
THFEPFEEREL G s RDFEM G T S I AFH PRI 7
*» SUSAR: g R R E & ¢kt o
R g
B 5 10
| R B 3% % | KMUHIRB-F(I1)-20160105 Fc& # 2% 2 2 L3 Hp P 423 4F 3
3t + # | =% ADI-PEG 20 & * Pemetrexed - Cisplatin >+ i< % {24 & 7Lsafh & = fis
(ASS1) & AR A% (MPM) B4 28~ 7 & - (=P TREFR
(ATOMIC-Meso Phase 2/3 Study )
P LERBF %éﬁ—‘k%? 2018/10/21 ) 33 ' » %gﬁ—’“ T AREDZINE KL H|ErTF) 50 x
BNt e Wik tR & o0 2018/10/22 fifats o AL R FIV L A
Tumor fever » oz 895 L. 3 37 5 R { Bd 7 25 en LA 5 & E(Fever)
R 3R -‘g"{ % %. | 1201-0001
IRBREPH | %208 oo LEFY | EMA | R OUF R
2018/11/2 | 2018/11/2 foflow upz £ R | EROpL Ak
2 & X 5 [2018/11/8% &% B /& pU
SRRER AR EHE R ke R ERE 4 -
AZEFBEPIFEEE T FRDF)EM G R R I 2FH IR 7
* SUSAR =g 2 B ?’? & €kt o
e &

A
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B 5"

11

|l R B % %%

KMUHIRB-2013-10-02(11)  email

IR

d 134

- BREES - R - % EAISE - T FEL s B TRk % 1555 CSTCL &
SRR R R A 2 Rk % 2

PRE F

Subject suffered from Chest pain since 080ct2018 and was brought to Jiannren
Hospital, where EKG showed VV1-V3 STE, under the impression of STEMI. As
the result, he was transferred to KMUH ER. The elevated cardiac enzyme and
pulmonary edema was detected at ER, desaturation was noted as well, the
intubation was provided to subject. The LAD middle chronic total occlusion and
RCA orifice chronic total occlusion were found via PCI, subject was transferred
to CCU (cardiac care unit) for intensive care.

After CCU admission, the dual antiplatelet, antibiotic and hemodialysis were
provided since 100ct2018. Due to the stable condition, subject was successfully
extubated on 140ct2018 then transferred to ordinary ward on 160ct2018.

After transferred to ordinary ward, complex PCI (percutaneous coronary
intervention) was suggested to subject on 230ct2018. However, subject’s family
members denied to accept complex PCI and subject was discharged on
240ct2018 with OPD follow up.

£ 3 ¥ % % S01054
IRBIZERYH | H2pH f()I|T(I)1\:/I\/aHp EEY | FIEMA | R AF BE R
2018/10/30 | 2018/10/8 foffow up1 S T
ENERANERC
Jee Mk p o
2018/10/24
2 & R 5 [2018/11/8% &% /& 3u
FEE R LE 2 O gFE 2 STEMI(ST-segment elevation myocardial
infarction), TIMI(Thrombolysis in Myocardial Infarction) score 7, Killip: 111
FORFATEOAAFREERETFE
AXHEPEPLFFEL G FRDFIEM G g 2 Y PRI 2 B
* SUSAR > w @ R 2 B R & ¢ Wkitih -
- #

EX:]
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B 5"

12

| R B % %. | KMUHIRB- 2014-03-01(11) email
3+ R - BIRS Y AR X AR RER ) R - & 2 = Ticagrelor
5 2 AR F vk g s TR Y BB A Sk o
[THEMIS (:#% f§ #) —Ticagrelor #% /i & F 6B 5 % 1 ok 2 4 »
e
% % F B ¥ i | Subject natural died at his home on 200¢t2018 because of melanoma and his

family didn’t send him to hospital. The primary cause of death recorded in his
death certificate was melanoma from Antai Hospital.

£ 3 F % % | 7407031
IRBREPH | #2 09 followcup LEH | MIEMA | B OUF RE R
2018/10/23 | 2018/10/20 follow up? 2 B | o P
2018 & 10 7
20p » 7= R
F 24 R
2 & % 8 [2018/11/8% &% R /% pu
SEEF AT R BT @ melanoma X EF TR S RERT
PR dE - ER O § 34
AXUEFBEPFEEET FRADT)EM G 3 L F2FH N 7 R
** SUSAR: sx g R £ B E & § Rt o
e *

EX:

2~ At 4 SUSAR-% 0 %

3 AFFHEF -2 0%

7
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A% pPHAF-L106% > N T E2d HEFHNARITIFARACER > EFF L -
BRIl 25244 3%&}%411}%5 }F‘;&]r}‘m]ﬂ?}?"*4 LA APAB 5AI A, 6.3
TRl MR ARG T THE (G 8 1-7)
?u:;«;; AR EEIRER BER X 2K CIuaY i ARAE DgRETE A R
L% (PR M AD) L F5 B CDRERRL YN
FAEE | X 2BEFEL | F2
AR TS T FRES AT (BR|6
pEF| pEF SnBr )
Date
Date
of MFR Control |Report Adverse |Outc|Asses
No. | IRB No. of Suspect Drug
Even No. Type Event ome [sment
Report
t
Gap pack e
KMUHIR | 201 ,
2018/1| (21-Jan-2017 | Gap ER Line
1 |B-F(I1)-20| 8/2/ REGN2810 A
0/17 To pack LineListing | Listi
170097 16
13-Feb-2018) ng
6mLL =)
KMUHIR | 201 ,
2018/1| (21-Jul-2017 A Line
2 |B-F(11)-20| 8/3/ 6mLL REGN2810 o A
0/17 To LineListing | Listi
170097 21
20-Jan-2018) ng
6mLL EENER
KMUHIR ) .
2018|2018/1| (21-Jan-2018 A Line
3 [B-F(I1)-20 6mLL REGN2810 o A
/9/14| 0/17 To LineListing | Listi
170097
20-Jul-2018) ng
PNEUMONI
KMUHIR
2018|2018/9 o TIS
4 |B-F(11)-20 2018-36539 1 REGN2810 (REGN2810) Injection 1 3 A
1917 | 125 [Pneumonitis
170097
]
DYSPNEA
[Dyspnoea]
KMUHIR
2018/|2018/9 o HEMOPTYS
5 [B-F(I1)-20 2018-37356 0 REGN2810 (REGN2810) Injection 3 A
19/14| /28 IS
170097 )
[Haemoptysi
]
Pulmonary
KMUHIR . o ) )
2018(2018/9 Q@ Cisplatin (Cisplatin) Unknown Embolism |1, 2,
6 [B-F(I1)-20 2018-11351 7 A
11/17| /26 (2)Pemetrexed (Pemetrexed) Unknown |[Pulmonary | 3
170097 )
embolism]
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Hypokalemia

[Hypokalae
mia]
Gemcitabine (Gemcitabine i
KMUHIR @ ( ) Hypocalcemi
2018/|2018/1 Unknown a
[ A P T s (2) CARBOPLATIN 3
170097 [Hypocalcae
(CARBOPLATIN) Unknown mia]
Anemia
[Anaemia]
PNEUMONI
A
KMUHIR (DCARBOPLATIN (CARBOPLATIN) |[Pneumonial
20182018/1 PLEURAL
8 |B-F(I)-20 20l o 2018-12039 Unknown 2,3
170097 (2)Pemetrexed (Pemetrexed) Unknown INFECTION
[Pleural
infection]
o o Embolism in
KMUHIR (D Gemcitabine (Gemcitabine)
2018/|2018/1 lung
9 |B-F(I)-20 2018-38481 Unknown 3
19/23| 0/1 . o . [Pulmonary
170097 (@cCisplatin (Cisplatin) Unknown ]
embolism]
FATIGUE
[Fatigue]
KMUHIR @CARBOPLATIN (CARBOPLATIN)
2018|2018/1 Anemia
10 |B-F(11)-20 2018-37173 Unknown ) 3
/9/12| 0/2 [Anaemia]
170097 (@Pemetrexed (Pemetrexed) Unknown ]
Anemia
[Anaemia]
o o Embolism in
KMUHIR (D Gemcitabine (Gemcitabine)
2018|2018/1 lung
11 (B-F(11)-20 2018-38481 Unknown 3
/9/23| 0/5 ) o ] [Pulmonary
170097 (@cCisplatin (Cisplatin) Unknown _
embolism]
Maculopapul
KMUHIR ar Rash
2018(2018/1 o
12 (B-F(11)-20 w3l o 2018-36029 REGN2810 (REGN2810) Injection [Rash 3
170097 maculo-papu
lar]
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13

KMUHIR
B-F(11)-20
170097

2018
/5/21

2018/1
0/4

2018-26960

@Pemetrexed (Pemetrexed) Unknown
(@cCisplatin (Cisplatin) Unknown

Superficial
thrombophle
bitis of Right
Basilic Vein
[Thrombophl
ebitis

superficial]

14

KMUHIR
B-F(11)-20
170097

2018

[7/15

2018/1
0/4

2018-29916

REGN2810 (REGN2810) Injection

Immune
related
pneumonitis
[Pneumonitis
]
Immune
mediated
hepatitis
(TRANSAM
INITIS)
[Transamina
ses
increased]
Immune
related
myocarditis
[Myocarditis
]

1,2,

15

KMUHIR
B-F(11)-20
170097

2018

19/14

2018/1
0/4

2018-37356

REGN2810 (REGN2810) Injection

DYSPNEA
[Dyspnoea]
HEMOPTYS
IS
[Haemoptysi
]

16

KMUHIR
B-F(11)-20
170097

2018
1219

2018/1
0/8

2018-14485

REGN2810 (REGN2810) Injection

Widespread
Maculopapul
ar Rash
[Rash
maculo-papu

lar]
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17

KMUHIR
B-F(I1)-20
170097

2018

11/17

2018/1
0/10

2018-11367

REGN2810 (REGN2810) Injection

Decreased
Apetite
[Decreased
appetite]
Fatigue
[Fatigue]

18

KMUHIR
B-F(I1)-20
170097

2018

11/17

2018/1
0/11

2018-11367

REGN2810 (REGN2810) Injection

Decreased
Apetite
[Decreased
appetite]
Fatigue
[Fatigue]

19

KMUHIR
B-F(11)-20
170097

2018

[7/15

2018/1
0/11

2018-29916

(DREGN2810 (REGN2810) Injection
(QPREDNISOLONE
(PREDNISOLONE)

Immune
related
pneumonitis
[Pneumonitis
]
Immune
mediated
hepatitis
(transaminiti
s)
[autoimmune
hepatitis]
Immune
related
myocarditis
[autoimmune

myocarditis]

1,2,

20

KMUHIR
B-F(I1)-20
170097

2018
19/5

2018/1
0/1

2018-36383

REGN2810 (REGN2810) Injection

Pulmonary
artery
thromboemb
olism
[Pulmonary

embolism]

21

KMUHIR
B-F(I1)-20
170097

2018
19/5

2018/1
0/10

2018-36383

REGN2810 (REGN2810) Injection

Pulmonary
artery
thromboemb

olism

26




[Pulmonary

embolism]
KMUHIR (O Gemcitabine (Gemcitabine)
2018/|2018/1 Pneumonia
22 |B-F(I1)-20 2018-39592 Unknown ) 3
/10/4| 0/10 ) ) ) ) [Pneumonia]
170097 () Cisplatin (Cisplatin) Unknown
Immune
related
pneumonitis
[Pneumonitis
]
Immune
mediated
KMUHRIR 2018|2018/1 e 1,2
23 |B-F(II)-20 2018-29916 REGN2810 (REGN2810) Injection | (fansaminiti | = =
17/15| 0/17 5) 3
170097
[autoimmune
hepatitis]
Immune
related
myocarditis
[autoimmune
myocarditis]
FATIGUE
Fatigue
KMUHIR @CARBOPLATIN [Fatigue]
2018|2018/1 Anemia
24 |B-F(11)-20 2018-37173 (CARBOPLATIN) Unknown _ 3
/9/12| 0/12 [Anaemia]
170097 (@Pemetrexed (Pemetrexed) Unknown
Anemia
[Anaemia]
KMUHIR (O Gemcitabine (Gemcitabine) _
2018|2018/1 Pneumonia
25 |B-F(11)-20 2018-39592 Unknown ) 3
/10/4| 0/16 ) o ] [Pneumonia]
170097 () Cisplatin (Cisplatin) Unknown
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Superficial

thrombophle

KMUHIR bitis of Right
2018(2018/1 (DPemetrexed (Pemetrexed) Unknown T
26 |B-F(I1)-20 2018-26960 . o ) Basilic Vein
/5/21| 0/15 () Cisplatin (Cisplatin) Unknown
170097 [Thrombophl
ebitis
superficial]
HYPOKALE
MIA
[Hypokalae
(@ Gemcitabine (Gemcitabine) mia]
KMUHIR
2018/|2018/1 Unknown HYPOCALC
27 |B-F(I1)-20 2018-33585
/8/3 | 0/16 (2 CARBOPLATIN EMIA
170097
(CARBOPLATIN) Unknown [Hypocalcae
mia]
Anemia
[Anaemia]
Maculopapul
KMUHIR ar Rash
2018|2018/1 o
28 |B-F(I)-20 2018-36029 REGN2810 (REGN2810) Injection [Rash
19/3 | 0/16
170097 maculo-papu
lar]
FATIGUE
Fatigue
KMUHIR (O CARBOPLATIN [Fatigue]
2018|2018/1 Anemia
29 |B-F(I)-20 2018-37173 (CARBOPLATIN) Unknown ]
/9/12| 0/19 [Anaemia]
170097 (@Pemetrexed (Pemetrexed) Unknown ]
Anemia
[Anaemia]
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EVOBRUTINIB(Tablet)(EVOBRUTIN
IB),162-244,162843,162842,162841,162

840,
KMUHIR | 2018 .
2018/0 Pyelonephriti
30 |B-F(I1)-20|/06/1 9033002 FU4
7124 TECFIDERA(DIMETHYL s acute
170044 5
FUMARATE)(Capsule,
hard)(DIMETHYL
FUMARATE),149843
EVOBRUTINIB(Tablet)(EVOBRUTIN
IB),162-
244,162843,162842,162841,162840,
KMUHIR | 2018 .
2018/0 Pyelonephriti
31 |B-F(I1)-20|/06/1 9033002 FU5
8/13 TECFIDERA(DIMETHYL s acute
170044 6
FUMARATE)(Capsule,
hard)(DIMETHYL
FUMARATE),149843
Alanine
aminotransfe
rase
KMUHIR | 2018 ]
2018/0 EVOBRUTINIB(Tablet)(EVOBRUTIN | increased,
32 |B-F(11)-20|/08/1 9039805 INI
8/17 IB) Aspartate
170044 0 .
aminotransfe
rase
increased
Alanine
aminotransfe
KMUHIR | 2018
2018/0 EVOBRUTINIB(Tablet)(EVOBRUTIN rase
33 |B-F(I1)-20{/08/1 9039805 FU1
9/04 IB) increased,
170044 0
Aspartate

aminotransfe
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rase

increased

Viral upper
KMUHIR | 2018 BLINDED STUDY MEDICATION )
2018/0|E2B_9005742 respiratory
34 |B-F(11)-20|/08/2 INI (BLINDEDTHERAPY)
8/31 3 tract
170044 5 (Tablet)(UNKNOWN),100439 ) )
infection
KMUHIR | 2018 BLINDED STUDY MEDICATION
2018/0|E2B_9005759
35 |B-F(I1)-20|/08/2 8/31 . INI (BLINDEDTHERAPY) Pancytopenia
170044 9 (Tablet)(UNKNOWN),136929
Viral upper
KMUHIR | 2018 BLINDED STUDY MEDICATION ]
2018/0|E2B_9005742 respiratory
36 |B-F(11)-20|/08/2 FU1 (BLINDEDTHERAPY)
9/10 3 tract
170044 5 (Tablet)(UNKNOWN),100439 ] ]
infection
KMUHIR | 2018 BLINDED STUDY MEDICATION
2018/0|E2B_9005759 .
37 |B-F(11)-20|/08/2 - . FU1 (BLINDEDTHERAPY) Pancytopenia
170044 9 (Tablet)(UNKNOWN),136929
Viral upper
KMUHIR | 2018 BLINDED STUDY MEDICATION )
2018/0|E2B_9005742 respiratory
38 |B-F(11)-20{/08/2 FU2 (BLINDEDTHERAPY)
9/18 3 tract
170044 5 (Tablet)(UNKNOWN),100439 ) )
infection
Aspartate
KMUHIR | 2018 )
2018/0 EVOBRUTINIB(Tablet)(EVOBRUTIN |aminotransfe
39 |B-F(I11)-20{/08/1 9039805 FU2
9/20 IB) rase
170044 0

increased
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Viral upper

KMUHIR (2018 BLINDED STUDY MEDICATION
2018/0|E2B_9005742 respiratory
40 |B-F(l1)-20(/08/2 FU3 (BLINDEDTHERAPY) 3| A
9/21 3 tract
170044 5 (Tablet)(UNKNOWN),100439 ) )
infection
Development
Safety
Update
KMUHIR Report
41 |B-F(11)-20| NA | NA NA NA NA (DSUR) | NA | NA
170044 No.04 Period
from 01 Aug
2017 to 31
Jul 2018.
KMUHIR (2017 20181 ALT
42 |B-F(11)20 |/07/2 0/23 1982213 |[SSR trastuzumab emtansine INCREAS| 3 | NA
160087 5 E
KMUHIR |2017 2018/1 AST
43 |B-F(11)20 |/07/2 023 1982213 |[SSR trastuzumab emtansine INCREAS| 3 | NA
160087 5 E
INTERSTI
KMUHIR |2017
2018/1 . TIAL
44 |B-F(11)20 |/02/2 1914795 | SSR trastuzumab emtansine 3 | NA
0/23 PNEUMO
160087 3
NITIS
HEMOPH
KMUHIR [2016 2018/1 AGOCYT
45 |B-F(11)20 |/12/1 023 1864074 | SSR trastuzumab emtansine IC 1,3| NA
160087 8 SYNDRO
ME
PLEURA
L
KMUHIR |2017
2018/1 . INFECTI
46 |B-F(11)20 |/02/2 1900221 |SSR trastuzumab emtansine 2,3 | NA
0/23 ON
160087 7
(EMPYE
MA)
PLEURA
KMUHIR |2017
2018/1 . L
47 |B-F(11)20 |/03/1 1900221 |SSR trastuzumab emtansine 2,3 | NA
0/23 EFFUSIO
160087 8 N
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CELLULI

KMUHIR {2017 20181 TIS
48 |B-F(11)20 |/04/1 0/23 1922807 |SSR trastuzumab emtansine UNDER NA
160087 4 LEFT
BREAST
KMUHIR {2017
2018/1 ) INCREAS
49 |B-F(11)20 |/04/2 1928628 |SSR trastuzumab emtansine NA
0/23 ED AST
160087 8
KMUHIR {2017
2018/1 ) INCREAS
50 |B-F(11)20 |/05/0 1928628 | SSR trastuzumab emtansine NA
0/23 ED ALT
160087 1
KMUHIR {2017
2018/1 ) PNEUMO
51 |B-F(11)20 |/11/1 2035335 |SSR trastuzumab emtansine NA
0/23 NIA
160087 7
General
weakness
KMUHIR ) [Asthenia]
(1DONO-4538 (nivolumab)
B- 2017/|2018/9| PDM-KR-201 | follow o CBD stone
52 @oxaliplatin (OXALIPLATIN) ) A
F(11)-2016|/5/24| /21 70043 up 10 o [Bile duct
Injection
0075 stone]
Pneumonia
[Pneumonia]
Other
Serious
Criteria:
Medically
Significant
Autoimmune
KMUHIR
colitis
B- 2018|2018/9| BMS-2018-05 |follow|(D)ONO-4538 (nivolumab)
53 [Autoimmun A
F(11)-2016|/5/29| /21 2377 up 4 |@CAPECITABINE (CAPECITABINE) lits]
e colitis
0075
PD
(progressive
disease)
[Malignant
neoplasm

progression]
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KMUHIR

(1DONO-4538 (nivolumab)

B- 2018|2018/9|BMS-2018-07| Subileus
54 Initial (@ TEGAFUR,GIMERACIL,OTERACI )
F(I1)-2016| /8/7 | /21 4889 [Subileus]
L POTASSIUM
0075
Gastrointesti
nal bleeding
KMUHIR ) [Gastrointest
(DONO-4538 (nivolumab) )
B- 2018|2018/9| PDM-KR-201 |follow inal
55 (@oxaliplatin (OXALIPLATIN)
F(I1)-2016| /1/5| /21 80007 up 4 o haemorrhage
Injection
0075 ]
Sepsis
[Sepsis]
Other
Serious
Criteria:
) Medically
KMUHIR (DONO-4538 (nivolumaby) o
Significant
56 B- 2018|2018/9|BMS-2018-07 | follow | @ TEGAFUR,GIMERACIL,OTERACI imoaired
mpaire
F(I11)-2016| /8/7 | /21 4889 up 1 L POTASSIUM (Continued on "
gastric
0075 Additional Information Page) .
emptying
[Impaired
gastric
emptying]
Mechanical
obstruction
(small
bowel)
[Intestinal
KMUHIR ] )
(DONO-4538 (nivolumab) obstruction]
B- 2018|2018/9| PDM-KR-201 | follow o )
57 (@oxaliplatin (OXALIPLATIN) Mechanical
F(11)-2016|/1/24| /21 80025 up5 | )
Injection obstruction
0075
(small
bowel)
[Intestinal
obstruction]
lleus [lleus]
58 |KMUHIR NIVOLUMARB Injection for Intravenous Use
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B-
F(11)-2016
0075

1-YEAR DEVELOPMENT SAFETY UPDATE REPORT (DSUR) #7 Period Covered:
04-Jul-2017 through 03-Jul-2018

59

KMUHIR
B-
F(11)-2016
0075

24-A
ug-1

1-Oct-
18

PDM-TW-201
80074

follow

up 1

(DONO-4538(NIVOLUMAB)
@Ts-1

Hemolytic
anemia
[Haemolytic

anaemia]

60

KMUHIR
B-
F(11)-2016
0075

24-A
ug-1

1-Oct-
18

PDM-TW-201
80074

Initial

(DONO-4538(NIVOLUMARB)
@Ts-1

Jaundice

[Jaundice]
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KMUHIR
B_
F(11)-2016
0075

3-Au
g-18

1-Oct-
18

BMS-2018-07
3524

follow

up 1

(DONO-4538(NIVOLUMAB)
(©@OXALIPLATIN

Other
Serious
Criteria:
Medically
Significant
Left Leg
Venous
Thrombosis
[Venous
thrombosis
limb]
Aspiration
pneumonia
[Pneumonia
aspiration]
Pulmonary
artery
embolism
[Pulmonary
embolism]
Diverticular
haemorrhage
[Diverticulu
m intestinal

haemorrhagi

]
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KMUHIR
B-
F(11)-2016
0075

3-Au
g-18

1-Oct-
18

BMS-2018-07
3524

follow

up 2

(DONO-4538(NIVOLUMAB)
(@OXALIPLATIN

Other
Serious
Criteria:
Medically
Significant
Left Leg
Venous
Thrombosis
[Venous
thrombosis
limb]
Aspiration
pneumonia
[Pneumonia
aspiration]
Pulmonary
artery
embolism
[Pulmonary
embolism]
Diverticular
haemorrhage
[Diverticulu
m intestinal

haemorrhagi

c]
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KMUHIR
B_
F(11)-2016
0075

3-Se
p-18

1-Oct-
18

PDM-KR-201
80149

initial

(1ONO-4538
@oxaliplatin (OXALIPLATIN)

Transient
ischemic
attacks
[Transient
ischaemic

attack]

65

KMUHIR
B_
F(11)-2016
0075

24-A
ug-1

1-Oct-
18

PDM-TW-201
80074

follow

up 2

(DONO-4538(NIVOLUMAB)
@Ts-1

Cancer
associated
thrombotic
microangiop
athy
[Thrombotic
microangiop
athy]
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General

weakness
KMUHIR [Asthenia]
B- o 1-Oct- |PDM-KR-201 |follow|(1)ONO-4538 CBD stone
o0 F(11)-2016 Y 18 |70043 up 11 [@oxaliplatin (OXALIPLATIN) [Bile duct
0075 o stone]
Pneumonia
[Pneumonia]
Cancer
associated
KMUHIR thrombotic
B- oA 1-Oct- |PDM-TW-201 |follow|(DONO-4538(NIVOLUMAB) microangiop
o7 F(11)-2016 vt 18 80074 up 3 |@TS-1 athy
0075 ° [Thrombotic
microangiop
athy]
Transient
KMUHIR ischemic
B- 3-Se |1-Oct- |PDM-KR-201 | follow |[(DONO-4538 attacks
8 F(I1)-2016|p-18| 18 (80149 up 1 |@oxaliplatin (OXALIPLATIN) [Transient
0075 ischaemic
attack]
Gastrointesti
nal bleeding
KMUHIR [Gastrointest
B- 5-Jan|1-Oct- |PDM-KR-201 |follow|(1)ONO-4538 inal
o F(11)-2016| -18 | 18 |80007 up 5 |@oxaliplatin (OXALIPLATIN) haemorrhage
0075 ]
Sepsis
[Sepsis]
Gastrointesti
KMUHIR nal blee-ding
B- 5-Jan|1-Oct- [PDM-KR-201 | follow|(1))ONO-4538 -[GastrOIntest
70 F(I1)-2016| -18 | 18 {80007 up 6 |@oxaliplatin (OXALIPLATIN) inal
0075 bleeding]
Sepsis
[Sepsis]
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KMUHIR
B-
F(11)-2016
0075

1-Oct-
18

BMS-2018-05
2377

follow

up5

(DONO-4538(NIVOLUMAB)
(@CAPECITABINE (CAPECITABINE)

Other
Serious
Criteria:
Medically
Significant
PD
(progressive
disease)
[Disease
progression]
Autoimmune
colitis
[Autoimmun

e colitis]

1,3
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KMUHIR
B_
F(11)-2016
0075

2018
19120

2018/1
0/31

BMS-2018-08
9231

Initial

(ONIVOLUMAB;PLACEBO (Code not
broken)
(2 OXALIPLATIN (OXALIPLATIN)
UNKNOWN

Other
Serious
Criteria:

Medically
Significant
hypokalemia
[Hypokalae

mia]
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KMUHIR
B_
F(11)-2016
0075

2018
11124

2018/1
0/31

PDM-KR-201
80025

follow

up 6

(1 ONO-4538 vs. Placebo (Code not
broken)
(@ oxaliplatin (OXALIPLATIN)

Injection

Mechanical
obstruction
(small
bowel)
[Intestinal
obstruction]
Mechanical
obstruction
(small
bowel)
[Intestinal
obstruction]

leus [lleus]
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Abdominal

pain
[Abdominal
pain]
KMUHIR (1 ONO-4538 vs. Placebo (Code not .
Enterocolitis
B- 2018|2018/1| PDM-KR-201 |follow broken)
74 o [Enterocoliti | 3
F(I1)-2016|/2/18| 0/31 80042 up 7 (@ oxaliplatin (OXALIPLATIN) |
S
0075 Injection
Lung
infection
[Lung
infection]
Other
Serious
Criteria:
Medically
Significant
hypokalemia
KMUHIR (ONIVOLUMAB;PLACEBO (Code not
[Hypokalae
- B- 2018|2018/1{BMS-2018-08 | follow broken) - 3
mia
F(I1)-2016|/9/20| 0/31 9231 upl | @ OXALIPLATIN (OXALIPLATIN) .
Traumatic
0075 UNKNOWN .
subarachnoid
hemorrhage
[Subarachnoi
d
haemorrhage
]
Gastrointesti
nal bleeding
KMUHIR (1 ONO-4538 vs. Placebo (Code not | [Gastrointest
26 B- 2018|2018/1| PDM-KR-201 |follow broken) inal 3
F(I1)-2016| /1/5| 0/31 80007 up 7 @ oxaliplatin (OXALIPLATIN) haemorrhage
0075 Injection ]
Sepsis
[Sepsis]
KMUHIR )
2018|2018/1| 18P-153-2366 | Follo 1. Perineal |1900
77 |B-F(11)-20 ABT-494 )
/5/14| 0/15 | 740-00(7.0) |wup 2 ulceration | /1/3
160040
KMUHIR 1. Squamous
2018|2018/1| 18P-153-2456 | Follo 1900
78 |B-F(11)-20 ABT-494 cell
/5/14| 0/15 | 426-00(2.0) |wup 1 1113
160040 carcinoma of
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the vulva

3 monthly line
KMUHIR listing =3
2018(2018/1 Linlist o Linli
79 |B-2014-0 01-Apr-2018 | ODM-201 Linlisting 7|
[7126] 0/15 ing sting
8-03(11) to i
i ;‘%E
30-Jun-2018
Pneumonia;
Sepsis;
Pulmonary
KMUH tuberculosis;
2017|2018/1| PHHY2018T |follow S ) )
80 |IRB-2013 Nilotinib (Tasigna) Respiratory |1,2,3
/11/6| 0/2 W045114 up 1
-08-01(11) failure;
Gangrene;
Limb injury;
Blister
INFECTION
KMUHIR
2015|2018/1 OTHER {1900
81 |B-2014-0 1560141 SSR Trastuzumab emtansine
/4/1| 0/4 LIKELY | /1/3
3-02(11)
PICC LINE
KMUHIR ANAPHYL
2015|2018/1 1900
82 |B-2014-0 1580610 SSR Trastuzumab emtansine AXISTO
/5/15| 0/4 11/3
3-02(11) TDM-1
KMUHIR
2015|2018/1 1900
83 |B-2014-0 1626555 SSR Trastuzumab emtansine GASTRITIS
18/24| 0/4 11/3
3-02(11)
GASTRIC
KMUHIR
2016|2018/1 ULCER 1900
84 |B-2014-0 1808370 SSR Trastuzumab emtansine
[7/23| 0/4 HEMORRH | /1/3
3-02(11)
AG
KMUHIR
2016|2018/1 PNEUMONI | 1900
85 |B-2014-0 1811954 SSR Trastuzumab emtansine
/8/5| 0/4 A 11/3
3-02(11)
KMUHIR CONGESTI
2017|2018/1
86 |B-2014-0 1900203 SSR Trastuzumab emtansine VE HEART | 2,3
/2/15| 0/4
3-02(11) FAILURE
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#1 ) ENZALUTAMIDE;PLACEBO

KMUHIR Follo )
2018/2018/9 (ENZALUTAMIDE) Capsule, #2) Ischaemic |1900
87 |B-2013-0 2018079086 | w Up )
9.02(11 12/14| /26 3 *Synthroid (LEVOTHYROXINE stroke 11/4
SODIUM) Unknown
#1 ) ENZALUTAMIDE;PLACEBO
KMUHIR Follo
2017/|2018/9 (ENZALUTAMIDE) Capsule, #2 ) 1900
88 [B-2013-0 2017410500 | w Up Syncope
9.02(11) 19/16| /27 6 Amlodipine Besilate (AMLODIPINE 1113
BESILATE) Unknown
#1 ) ENZALUTAMIDE;PLACEBO
KMUHIR Follo ]
2018/|2018/1 (ENZALUTAMIDE) Capsule, #2) Ischaemic |1900
89 |B-2013-0 2018079086 | w Up
9.0211) /2/14| 0/8 A *Synthroid (LEVOTHYROXINE stroke 11/4
SODIUM) Unknown
Sepsis grade
4 [Sepsis]
Syncope
[Syncope]
Dizziness
[Dizziness]
#1 ) LEEO11 vs Placebo (Code not | Neutropenic
KMUHIR| 31 |20-AP FOLL
PHHO2015U broken) fever 1900
90 |B-2014-0 |DEC|R-201 owu )
S000495 #2 ) COMPARATOR LETROZOLE [Febrile | /1/3
4-02(11) (2014, 8 P: 4 )
(LETROZOLE) Unknown neutropenia]
Vomiting
[Vomiting]
Diarrhea

[Diarrhoea]

Hypotension

[Hypotensio
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n]

03 #1) LEEO11 vs Placebo (Code not
KMUHIR 12-JU FOLL Pancreatitis
MA PHHO2017U broken) 1900
91 |B-2014-0 N-201 owu grade 2
R S007202 #2 ) COMPARATOR LETROZOLE 11/3
4-02(11) 8 P:2 [Pancreatitis]
2017 (LETROZOLE) Unknown
#1) LEEO11 vs Placebo (Code not Sudden
KMUHIR| 17 |27-JU FOLL
PHHO2015A broken) death 1900
92 |B-2014-0 |JAN |L-201 owu
R001238 #2 ) COMPARATOR LETROZOLE [Sudden |/1/1
4-02(11) (2015, 8 P:3
(LETROZOLE) Unknown death]
#1) LEEO11 vs Placebo (Code not Sudden
KMUHIR| 17 (25-AU FOLL
PHHO2015A broken) death 1900
93 |B-2014-0 |JAN |G-201 owu
R001238 #2 ) COMPARATOR LETROZOLE [Sudden |/1/1
4-02(11) (2015, 8 P: 4
(LETROZOLE) Unknown death]
Acute
respiratory
failure
17 #1) LEEO11 vs Placebo (Code not
KMUHIR 27-AU FOLL [Acute
MA PHHO2016D broken) )
94 |B-2014-0 G-201 owu respiratory | 1&3
R E006767 #2 ) COMPARATOR LETROZOLE )
4-02(11) 8 P: 8 failure]
2016 (LETROZOLE) Unknown
Intense
dyspnea
[Dyspnoea]
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Pulmonary
embolism
[Pulmonary
embolism]
Atypical
pneumonia
[Atypical
pneumonia]
Pain under
costal arch
[Musculoske
letal chest
pain]
General
condition
deterioration
[General
physical
health
deterioration
]
Exsiccosis

[Dehydration
]

95

KMUHIR
B-2014-0
4-02(11)

17
MA

2016

21-SE
P-201

PHHO2016D
E006767

FOLL
owu
P:9

#1) LEEO11 vs Placebo (Code not
broken)
#2 ) COMPARATOR LETROZOLE
(LETROZOLE) Unknown

Acute
respiratory
failure
[Acute
respiratory
failure]
Intense
dyspnea
[Dyspnoea]
Pulmonary
embolism
[Pulmonary
embolism]
Atypical

pneumonia

[Atypical

1&3
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pneumonia]
Pain under
costal arch
[Musculoske
letal chest
pain]
General
condition
deterioration
[General
physical
health

deterioration

]

Exsiccosis
[Dehydration
]
2017
Annua
/08/2
KMUHIR |
2to
96 |B-2013-1 DSUR #3 | safety
1-07 (I1) 2018 d
- update
/08/2 P
report
1
CARDIO
KMUHIR | 2015 IN-JNJFOC-2
2017/4 follow RESPIRAT |1900
97 |B-F(I1)-20{/12/2 0151224686 CANAGLIFLOZIN Capsule
/13 up 4 ORY /1/1
150008 0 4)
ARREST
PARTIAL
FACIAL
KMUHIR | Unk US-JNJFOC-2 7,
2017/6 - CANAGLIFLOZIN - Blinded PARALYSI
98 |B-F(I1)-20| now 0170602226 | Initial Unkn
/12 (CANAGLIFLOZIN) Tablet S, FACIAL
150008 n 0) own
NUMBNES
S
DECOMPE
KMUHIR CO-JNJFOC- ) NSATION
2017|2017/1 - CANAGLIFLOZIN - Blinded 1900
99 |B-F(I1)-20 20170506468 | Initial CARDIAC,
/3/15| 0/4 (CANAGLIFLOZIN) Capsule 1113
150008 2 CARDIAC
FAILURE
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DECOMPE
KMUHIR CO-JNJFOC- NSATION
2017|2017/1 follow CANAGLIFLOZIN - Blinded 1900
100 (B-F(11)-20 20170506468 CARDIAC,
/3/15| 0/10 up 1 (CANAGLIFLOZIN) Capsule 11/3
150008 (3) CARDIAC
FAILURE
KMUHIR Follo )
2018/2018/8 #1 ) Enzalutamide (ENZALUTAMIDE) | syncope [1900
101 (B-2013-0 2018313493 | w Up
[7130| /24 Capsule [Syncope] | /1/3
9-02(11) 1
KMUHIR Follo
2017|2018/8 #1 ) ENZALUTAMIDE;PLACEBO Stroke | 1900
102 (B-2013-0 2017344838 | w Up
16/26| /31 (ENZALUTAMIDE) Capsule [Stroke] | /1/3
9-02(11) 9
Unspecified
Bronchopneu
KMUHIR
2018|2018/9 #1) Enzalutamide (ENZALUTAMIDE) monia 1900
103 (B-2013-0 2018359440 | Initial
[7128| /13 Capsule [Bronchopne| /1/3
9-02(11) ]
umonia
NOS]
Anemia
[Anemia]
KMUHIR Follo )
2018/2018/9 #1) ENZALUTAMIDE;PLACEBO |Hyponatremi| 1900
104 |B-2013-0 2018308164 | w Up
[7126| 120 (ENZALUTAMIDE) Capsule a 1113
9-02(11) 1
[Hyponatrem
ia]
KMUHIR Follo
2018|2018/9 #1 ) ENZALUTAMIDE;PLACEBO STEMI  |1900
105 |B-2013-0 2018144946 | w Up
1417 120 (ENZALUTAMIDE) Capsule [STEMI] | /1/3
9-02(11) 3
e SR
AN F R PAR-E 0%
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ik
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DNA # %8 #-d Covance ¥ & § 2% ¥ 4 1 Covance Genomics Laboratory
(CGL) #&&z% -

%I FALA L

5 2

| R B % % | KMUHIRB-F(I1)-20160068

LY3314814 * *>4 i I 40 B % A & in- SR A e~ B % B
$HP 2 s B B 48 % (DAYBREAK #5%)

2018 & 11" 9 p P LR RME cHFELI AR L REFRPF R

= Y : 53 AL A N
DPL LAY REREF AP

%I FILHE A

I

SBERTY EE-E0E

48




FoMEBAPAR NTHIFAVIRVERFETILRGAUE

A

EIENIEE X & NIRRT

i AN

gl—%l‘l.gﬁ
5 1o ¥ 3~
T2 It B SR S IR Ao A AR R -3
: - 20180302 &%3;#%f%f S E R B ¥t
/ ﬁ'{\_ﬂ %F;‘D.,‘L%,.gﬁ P;D
*Weﬂlﬁ;‘;:m;%};’i;}—‘ﬁ—kﬂ :H;,gffﬁﬁ,*'}_: o
) o so180303 | V01 MBREEG LG RDMME )y
BT REFT R
3 7% 20180304 | A4 B A L Eib 4 FiRsk ik iE
w3 AR
. 20180265 LA R (COPD) B 4% | JIFH
e R SERE Y SEY Y g
- - ®F
1 B3 s | 20170005 | F LApPR A EEE AR &4 R "
# 31 DNA i 42 3¢ MRELL fev vpi ik 45 iF .
2 | #FAFE | 20180001 | oy [
R R R A SN
5 L o
" e L SR L T P
1 T 20140259 T 2
2 L% 20170253 | WEFTL ZHT oE R fEAm IR
AR IFRAA R
LS A EREEES i S XS SRS TR
-;_L%,]‘gu‘c
5 14 ? w3
R E 5 IRB %% - % %
R I P SR TRERER S SP PR R .
1 i% 10806 . PR i R JE

AR FLAE R

49




PR AHRLPBFRARE-£ 03

# > Tops B ik

-~ & [ KT PR 1 2018 4 R TR i TIRB ~ GCP £ % g R SikoAz- 4 A
e N kU

= ~11.1 %= SOP 3

T )% &5 SOP /| &2 2018/10/26 & 787> 33715 SOP % ¢ MAIL % % =% § >
AR ERE WK B3 2018 £12 7 1 pABE a7 o

SOP3.4.7 #i(7 & M £ 2 ER)F H L 4F % A}

SOP 6.2. ¢ 3R AZR & € RT3 & &

HEB R L VILL

SAE 3 & & L% V111

LR E VLA

i %Y 4 VIl

$
s+

~ AT

50



