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1.BILATERAL
PULMONARY
202201113
CMUH108 | _ THROMBOEM
1. 2022/1/4 |57_0_Blin [initial apalutamide 2 A
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PNEUMONIA
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1.BILATERAL
PULMONARY
202201113
CMUH108 ) ) THROMBOEM
2. 2022/1/4 |57_1_Blin |follow up 3|apalutamide 2
-REC1-030 BOLISM
ded
2.BILATERAL
PNEUMONIA
CVMO006-
CMUH110 N o
3. 2022/3/15 |CVM1118- (Initial CVM-1118 IR Capsule |Hepatic Failure
-REC1-077
2022-001
Non-cardiac
chest pain;
CMUH108 2020-US-0
4, 2020/1/27 FU4 Sunitinib Pleural effusion;
-REC1-064 00159 )
Respiratory
failure
CMUH108 2021US00 Wound
5. 2021/5/27 Initial DCC-2618
-REC1-064 0448 dehiscence
Pleural effusion;
CMUH108 2020-US-0 o ]
6. 2020/1/27 FU5 Sunitinib Respiratory
-REC1-064 00159
failure
CMUH108 2021US00 Wound
7. 2021/5/27 FU1 DCC-2618
-REC1-064 0448 dehiscence
CMUH108 2020-FR-0 Acute renal
8. 2020/2/26 FU6 DCC-2618
-REC1-064 00111 insufficiency
CMUH108 2021US00 Intracranial
9. 2021/6/14 Initial Sunitinib
-REC1-064 0546 hemorrhage
CMUH108 2021US00 Wound
10. 2021/5/27 FU3 DCC-2618
-REC1-064 0448 dehiscence
CMUH108 2021US00 Wound
11. 2021/5/27 FU4 DCC-2618 )
-REC1-064 0448 dehiscence
CMUH108 2021US00 Haemorrhage
12. 2021/6/15 FU3 Sunitinib
-REC1-064 0546 intracranial
CMUH108 2021US00 o Haemorrhage
13. 2021/6/15 FU2 Sunitinib
-REC1-064 0546 intracranial
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CMUH108 2021US00 Wound
14. 2021/5/27 FU5 DCC-2618 2 A
-REC1-064 0448 dehiscence
CMUH108 2021US00 Intracranial
15. 2021/6/15 FU1l Sunitinib 1 A
-REC1-064 0546 hemorrhage
CMUH108 2021US00 Wound
16. 2021/5/27 FU6 DCC-2618 ) 2 A
-REC1-064 0448 dehiscence
1.STEVENS-JO
HNSON
SYNDROME
202202141 2.WORSENING
CMUH108 )
17. 2022/2/2 |79_3 Ope [follow up 3|apalutamide ABNORMAL 2347 |A
-REC1-030
n label RESULTS OF
LIVER
FUNCTION
STUDIES
1.STEVENS-JO
HNSON
SYNDROME
202202141 2.WORSENING
CMUH108
18. 2022/2/2 |79_4 Ope |follow up 4 |apalutamide ABNORMAL (2347 |A
-REC1-030
n label RESULTS OF
LIVER
FUNCTION
STUDIES
1.STEVENS-JO
HNSON
SYNDROME
202202141 2.WORSENING
CMUH108 _
19. 2022/2/2 |79_5 Ope |follow up 5|apalutamide ABNORMAL (2347 |A
-REC1-030
n label RESULTS OF
LIVER
FUNCTION
STUDIES
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diabetic
#1) MK-3475 ketoacidosis
(pembrolizumab) [Diabetic
CMUH110 2111ITAOL| Solution for injection  [ketoacidosis]
20. 2021/11/28 Initial 2.3 A
-REC1-156 0270 #2 ) BCG LIVE (BCG |covid-related
live) Powder For pneumonia
Instillation Fluid [COVID-19
pneumonia]
diabetic
#1) MK-3475 ketoacidosis
(pembrolizumab) [Diabetic
CMUH110 21111TA0L Solution for injection  |ketoacidosis]
21. 2021/11/28 Followup 1 _ 23 A
-REC1-156 0270 #2 ) BCG LIVE (BCG |covid-related
live) Powder For pneumonia
Instillation Fluid [COVID-19
pneumonia]
diabetic
#1) MK-3475 ketoacidosis
(pembrolizumab) [Diabetic
CMUH110 21111TA0L Solution for injection  [ketoacidosis]
22. 2021/11/28 Followup 2 _ 23 A
-REC1-156 0270 #2 ) BCG LIVE (BCG |covid-related
live) Powder For pneumonia
Instillation Fluid [COVID-19
pneumonia]
diabetic
#1) MK-3475 ketoacidosis
(pembrolizumab) [Diabetic
CMUH110 21111TA01 Solution for injection  |ketoacidosis]
23. 2021/11/28 Followup 3 _ 23 A
-REC1-156 0270 #2 ) BCG LIVE (BCG |covid-related
live) Powder For pneumonia
Instillation Fluid [COVID-19
pneumonia]
CMUH110 2203MYS | )
24. 2022/2127 Initial #1 ) REGORAFENIB |Diarrhoea 2 A
-REC1-157 002652
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#1 ) MK-3475 Study
(Code not broken)
CMUH107 2107FRAO0 #2 ) EPIRUBICIN \omiting
25. 2021/6/16 Followup 2 o 2,3 A
-REC1-174 07795 #3) Cholelithiasis
CYCLOPHOSPHAMI
DE
CMUH109 BLINDED STUDY Drug-induced
26. 2020/11/2 |9200730 [FU13 o 2 A
-REC1-096 MEDICATION liver injury
CMUH109 BLINDED STUDY Drug-induced
217. 2020/11/2 (9200730 |FU14 o 2 A
-REC1-096 MEDICATION liver injury
Toxic
CMUH109 BLINDED STUDY
28. 2020/11/2 |9200730 [FU16 drug-induced |2 A
-REC1-096 MEDICATION o
liver injury
1.hyponatremia
(CTCAE grade
4)
1.REGORAFENIB )
[Hyponatraemia
(REGORAFENIB)
2.3.7(M
Film-coated tablet, 30 o )
CMUH109 2021-1965 2.deterioration [edically
29. 2021/8/17 follow up 3|mg o
-REC1-164 30 of general Signific
2.NIVOLUMAB N
condition ant)
(NIVOLUMAB) {Lot
(CTCAE grade
# 71467002}
3) [General
physical health
deterioration]
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1.hyponatremia
(CTCAE grade
4)
1.REGORAFENIB
[Hyponatraemia
(REGORAFENIB)
) 2.3.7(M
Film-coated tablet, 30 o ]
CMUH109 2021-1965 2.deterioration [edically
30. 2021/8/17 follow up 4|mg A
-REC1-164 30 of general Signific
2.NIVOLUMAB N
condition ant)
(NIVOLUMARB) {Lot
(CTCAE grade
# 71467002}
3) [General
physical health
deterioration]
1.fatal covid
1.REGORAFENIB infection
(REGORAFENIB) (CTCAE grade
Film-coated tablet, 30 [5) [COVID-19]
CMUH109 2021A223
31 2021/10/1 follow up 2 [mg 2.0ral 1.3 A
-REC1-164 048
2.NIVOLUMAB hemorrhage
(NIVOLUMARB) {Lot [(CTCAE grade
# 71467002} 2) [Mouth
haemorrhage]
1.REGORAFENIB
TUMORAL
(REGORAFENIB)
HEMORRHAG
Film-coated tablet, 30
CMUH109 2021-1917 E (CTCAE
32. 2021/8/10 follow up 3[mg A
-REC1-164 71 GRADE 5)
2.NIVOLUMAB
[Tumour
(NIVOLUMARB) {Lot
haemorrhage]
# 71467001}
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#1) MK-7902
(lenvatinib mesylate) ) )
small intestinal
Capsule )
CMUH108 2110CHNO|Followup perforation
33. 2021/10/13 #2) ) 23 A
-REC1-059 04631 13 [Small intestinal
PEMBROLIZUMAB )
) perforation]
(pembrolizumab)
Solution for injection
#1) MK-7902
(lenvatinib mesylate)  |Liver
Capsule dysfunction
CMUH108 2105CHNO|Followup )
34. 2021/5/7 #2) [Hepatic 2.3 A
-REC1-059 02188 15 )
PEMBROLIZUMAB [function
(pembrolizumab) abnormal]
Solution for injection
#1) MK-7902
(lenvatinib mesylate)
small intestinal
Capsule
CMUH108 2110CHNO|Followup perforation
35. 2021/10/13 #2) 2.3 A
-REC1-059 04631 14 [Small intestinal
PEMBROLIZUMAB )
) perforation]
(pembrolizumab)
Solution for injection
Intramural
thoracic aortic
#1) MK-7902
o hematoma
(lenvatinib mesylate) )
[Aortic
Capsule ]
CMUH108 2112CHNO|Followup intramural
36. 2021/12/3 #2) 123 |A
-REC1-059 04610 18 haematoma]
PEMBROLIZUMAB |
) immune
(pembrolizumab) -
) o myositis
Solution for injection _
[Immune-mediat
ed myositis]
111 # 04 * 27 p $ A1 F X 4T F
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37.

CMUH108
-REC1-059

2021/12/3

2112CHNO
04610

Followup
19

#1) MK-7902
(lenvatinib mesylate)
Capsule

#2)
PEMBROLIZUMAB
(pembrolizumab)

Solution for injection

Aortic dissection
type B [Aortic
dissection]
immune
myositis
[Immune-mediat

ed myositis]

1.23

38.

CMUH108
-REC1-036

2021/5/5

2105BRA0
02244

Followup
26

#1) MK-3475 Study
(Code not broken)

Symptomatic
myositis
[Myositis]
Immune
mediated
hepatitis
[Immune-mediat
ed hepatitis]
respiratory
infection
[Respiratory

tract infection]

1.23

39.

CMUH108
-REC1-036

2021/5/5

2105BRA0
02244

Followup
27

#1 ) MK-3475 Study
(Code not broken)

Symptomatic
myositis
[Myositis]
Immune
mediated
hepatitis
[Immune-mediat
ed hepatitis]
respiratory
infection
[Respiratory

tract infection]

1.23

111 # 04 » 27 p
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Symptomatic
myositis
[Myositis]
Immune
mediated
CMUH108 2105BRAO0 |Followup [#1) MK-3475 Study  |hepatitis
40. 2021/5/5 123 A
-REC1-036 02244 28 (Code not broken) [Immune-mediat
ed hepatitis]
respiratory
infection
[Respiratory
tract infection]
hepatorenal
syndrome
CMUH107 1910TURO [Followup |#1 ) MK-7902 Study  |[Hepatorenal
41. 2019/10/7 123 |A
-REC1-188 09330 19 (Code not broken) syndrome]
pneumonia
[Pneumonia]
202202434 1.HYPONATRE
CMUH107 L ) )
42. 2022/2/11 (84_0_Blin [initial Niraparib MIA 23 A
-REC1-189
ded 2.ANEMIA
1.HYPONATRE
MIA
202202434
CMUH107 2.ANEMIA
43. 2022/2/11 (84_1_Blin |follow up 1|Niraparib 13 A
-REC1-189 ded 3.CARDIORES
e
PIRATORY
ARREST
1.HYPONATRE
MIA
202202434
CMUH107 _ o 2.ANEMIA
44, 2022/2/11 (84_2_Blin [follow up 2|Niraparib 13 A
-REC1-189 ded 3.CARDIORES
e
PIRATORY
ARREST
111 # 04 » 27 p ¥ 43 F > X 47 F
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202108616 1.ACUTE
CMUH107
45. 2021/8/20 [72_4 Blin [follow up 4|Niraparib MYELOBLAST([1237 (A
-REC1-189
ded IC LEUKEMIA
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s FHEELEHREEE
E .
B3 > € % 334 FEPF
[z 24dp4 ]
Development Safety Update Report #4 :
IMP4297 DUSR#4 9 January 2021 to 8 January
1. | CMUH109-REC1-102 | ¥ ik | 2022
PRGBS LA D IMP4297
* rMFLHPF L1001 09p 2 111
#£01°% 08p
[(FaiFErEp])
2. | CMUH109-REC1-100 | ¥% & * | *sx 4 p # : Investigator Brochure for
ABBV-151 Ed. 4 dated 07 March 2022
(2]
*n % ¢ CIOMS reports
3. | CMUH110-REC1-006 | % & # CT-COV-21s_06-S233_AE01 COT21-S0034
' INI 13Aug2021
CT-COV-21s_06-S233_AE01 COT21-S0034
FU1 27Aug2021
(GEIEIEICE
, *E%E S LA 1 NBTXR3/PEPS03
- - Vo ’ ’
4. | CMUHI06-REC1-050 | AL * rMIFLHF109#- 8 22 p 3 110
£27121lp
(#5428 4]
5. | CMUH106-REC1-050 | 4f# 4 | *3x A& :v1.0
*p#p 111 #02* 23 p
[(Fx=+%2u 4]
6. | CMUH105-REC1-102 | =% & = | *sx 4 @ P240MK3475
*pdp 12022 # 01 * 26 p
[(Fx=+%F2H 4]
7. | CMUH106-REC1-107 | ¥ ##L |*&4 1 V11
*p g @ 04Jun2021
8. | CMUH110-REC1-078 | v 4R | [z % >3F2 ]
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9. | CMUH110-REC1-078

v AR

[ % 2142 ]

*Rk5 B 44 0 DS-8201

*% pMARLHEF 110& 06 09p 3 110
#1127 08 p

10. | CMUH106-REC1-041

[z % 21344 ] + [DSMB -3k i 4]
T 8% > 438 #3F Blinded Six-Monthly Line
Listing:
i 4R % B 01Jul2020 - 31Dec2020

2% No new safety issues for Jyseleca
(filgotinib, GS-6034, GLPG0634) were
identified and no updates to the study protocol,
the IB or informed consent form
were required.

P % >3 3F Blinded Six-Monthly Line
Listing:
i 4R % BF: 01Jan2021 - 30Jun2021
23 The benefit-risk profile for Jyseleca
(filgotinib) remains positive.

¥ H) % >3 48 Blinded Six-Monthly Line
Listing:

i 4R % B 01Jul2021-23Sep2021

2% The benefit-risk profile for Jyseleca
(filgotinib) remains positive.
DMC ¢ s&isér

g % P ¥ 27-May-2020

23 The study continue as planned without
modification.
DMC ¢ ik 3cé%

g # P ¥ 18-Nov-2020

2% The study continue as planned without
modification.
DMC ¢ 3# e 4%

g % P ¥ 12-May-2021

234 The study continue as planned without
modification.

11. | CMUH106-REC1-042

L) 2

[ 2idp4 ]

T H % >3 4F Blinded Six-Monthly Line
Listing:
i 3F % B 01Jul2020 - 31Dec2020

2% No new safety issues for Jyseleca

111 # 04 » 27 p
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(filgotinib, GS-6034, GLPG0634) were
identified and no updates to the study protocol,
the IB or informed consent form

were required.

P % > 438 3F Blinded Six-Monthly Line
Listing:

i 4R % BF:01Jan2021 - 30Jun2021

2% The benefit-risk profile for Jyseleca
(filgotinib) remains positive.

¥ #p) % >34 Blinded Six-Monthly Line
Listing:

i 4R % BF: 01Jul2021-23Sep2021

23 The benefit-risk profile for Jyseleca
(filgotinib) remains positive.

12. | CMUH110-REC1-169

v AR

[##] Bx4FL % (CRR)% L
RF L BERIRL A BMEBHFERITEN FRYL
*h s e B3 40 new lesion F o k4% 5 ECG #F
2P Bigec G edik A% B4 immune
biomarker £2 biopsy # # F it ; 3T % P A 4
on site dose administration # i ; diary 7 & 3
b B R Rk o
*ux & @ Version 1.2
*p #p 1 22 March 2022

13. | CMUH103-REC1-118

TP

[SR=*+FLH 4]
ik D NA
*p ¥ : Marh 17, 2022

14. | CMUH110-REC1-094

v A8 R

(2]
RE
SMC_01 Memo_21Apr2021
SMC_02 Memo_24Jun2021
SMC_03 Memo_09Nov2021
SMC_04 Memo_11Jan2022
SMC_05 Memo_11Mar2022
(2]
RE
Dear Investigator Letter 21-March-2022
Dear Investigator Letter 11-April-2022

15. | CMUH108-REC1-030

I &

[ 2idp4 ]
*Blinded Line Listing of Suspected Unexpected
Serious Adverse Reactions (SUSARS)
JNJ-56021927 (apalutamide)
*RE &P LA 0 INJ-56021927 (apalutamide)
*% >34 8 R 0 14 August 2021 to 13
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February 2022 *Development Safety Update
Report No. 10 Executive
SummaryJNJ-56021927 (apalutamide)

*Rs & LA 1 INJ-56021927 (apalutamide)
*% »M3FL W F 0 14 February 2021 to 13
February 2022

[AR] FRPHE -
FR-FFPEFLE (%)
i~ REFR (%)
Faf >~ #tg (21pF 054 )
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=
S
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