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AAARLE NV Z T T ER T A 7 TR OENZET 5222 L, BEATORRZ
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X 2.7.4.1-1 F-1515 23 5. S 7= ISSEMDOHNER (M4 R 8 0F 5 fAT)

ISS population’
N =945

Era;:‘;., e NETTER-13
. N=134
N =811

! Includes GEP-NET and non-GEP-NET tumour types.
2 Includes all patients who received at least one administration of F-1515.
3 Includes all patients who received at least one administration of F-1515 (112 randomized patients

plus 22 patients enrolled into the ECG substudy).

2.7.4.1-2 BREMICHET S 0FEMITER GBIRABRIFSMIT) 2R OB

Total Integrated Population: 1056 patients
(945 receiving F-1515)

Phase I/II Erasmus Phase III NETTER-1
F-1515 N = 245
N =811
F-1515 Octreotide LAR
N=134 N=111

2) P-1515-11 RBR K O* P-1515-12 REBR OGRS AT (E N RBROFA fZHT)

BARNDEEMET a7 7 A NVER LT S8, P-1515-11 RBROHEHRE D 5> HIER
WR—ETHLEEINT-HRE 6 4K P-1515-12 RBROBEEBRE D 5> LIRBREN —F T
bEREINTHRE 154206 L THITZIT- 72,
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27.41.2 £BRMNTESIKRR
2.7.41.21 NETTER-1 5ER : #5055 W HHER R ER

NETTER-1 &% TlX, F-1515 BElCR17 2 SSTR GO H G VT 7 4 REFE 112 4D 9
H 1142, BE T X BB M OB itE4 27 b LA F RERRE O R T 7.4 GBq @ F-1515
Z8 (1) I LITHRK4EFIRNES Lz,

F-1515 O BAE#R G aE (B E58) 1%, 26.1%DHBRE T 29.6 GBq UL E, 79.3%D#k
BRE T 22.2 GBq (29.6 GBq @ 75%) LLETH -7z [IRFEE 5.3.5.1.1 ® Table 14.1.3.1.3
ZM), AT 2 BRI T Vamin 18 XX Aminosyn IT 10% % 1183 72 ¥ 2000 mL#% 5- L 7=,

—J7, RHREETIL, SSTRBGMED GV F /7 A4 REF 111 412, 60 mg DIRGMEA 2 b
VAT REiEE 2 4 (£3 H) T EICHRAWES L7,

1 B & 720 ORBEAS 27 LA F FERE O 58 CEHME) 135 14.8 mg, Bt 5[
¥ (PafE) X8I Tho [IRFERL5.3.5.1.1 O Table 14.1.3.2.3 ],

2.7.41.2.2 Erasmus MC 5% : #8455 /Il 1HERERHER
Erasmus MC i8R Ci%, SSTR PEMESEE (47 % N) 811 41T, 2.5% Lys-Arg Hiiifk
OFH F T 7.4 GBq® """Lu-DOTA -Tyr*-Octreotate & 6~ 13 = & (2 K4 BIFFARN S L7,
7TLu-DOTA’-Tyr-Octreotate ¢ SAFE & 5 HE (F28E5-8) 13, 65.1%D B T 29.6 GBq
PLE, 81.4%D#kER#E T 22.2 GBq (29.6 GBq @ 75%) UL ETH 7= [HAEE 535220
Table 14.1.4.4 /8], 2.5% Lys-Arg #iiig (% 1 [01&H 72 0 1000 mL % 5- L 7=,

27.41.23 B#BNAEBRGEEN
g iR BR OF & KT O 1SS £ (945 4) 12H81F D F-1515 O B # 5 G HEIL, 59.5% D
WeBR T 29.6 GBq UL F, 80.7%D#kER# T 22.2 GBq (29.6 GBq ® 75%) UL EThH 7=, &
FEB G- U BEDS 14.8 GBq LA | 22.2 GBq &, X% 14.8 GBq Kiili D #RE OFA1X, W
b 10%I2T 7= 7o 1= (3 2.7.4.1-3),

7 2.7.4.1-3 F-1515 ORgEGER M (EAREROFS AT - 1SS £, R G HUN[E)

Dosage (GBq)! N %
Total 9452

>29.6 562 59.5
>22.2-<29.6 200 21.2
>14.8-<22.2 90 9.5
<14.8 92 9.7

T1 7= 0 D FEPRE G R b DAk B 5 K RE 2 B L 7=,
2F-1515 REFEHOBBRE 1 L4550
(IRATE R 5.3.5.3.2 @D Table 2.2 X 0 ¥, )

2.7.41.24 P-1515-11 BB : BN | HERAR
P-1515-11 B TiE, SSTR Btk O BEXIXTEILE NET BHE 6 412, F-1520 ik & O ik
MA s N U AF FEEERIEDFH F T 7.4 GBq @ F-1515 % 8 (£ 1) # Z & (2 4 [BA AR
BE L7,
F-1515 O 2R GO (BRI 13, X TO#ERE T29.6 GBq Th > 7= [IRFEE
5.3.3.2.1 ®F 11-5 ], F-1520 @R IX 9 X COHERE TF-1515 LA L, #&5813 110
H720 1000 mL ThH -7 [IRFEEL5.3.3.2.1 OF 11-7 ],
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2.7.41.25 P-1515-12 5E& : EAE /I HEE R

P-1515-12 #BRTIX, SSTR B, WHLE (FEIALTF /A4 REETe) XXM NET
B 154102, F-1520 S FC 7.4 GBq @ F-1515 2 8 (£ 1) B Z L ITH K 4 [B] /5
RN G Lic, Zed, MLV T /A4 REEZFIHREEAZ S UATF FERBE L OFH L7,
F—sny R4 QEQ AR B BT, 1SAT 134 TAR, 14 T3, 1
4 T2 [ OIEBRIER 521 5ET L,

F-1515 O BRE& 5 e (BRI 1%, 73.3% (11 4) O#5RE T 29.6 GBq, 93.3% (14
%) OREERF T 22.2 GBq (29.6 GBq @ 75%) UL ETH o7 [IFFEE 5.3.5.2.1 ©F 11-5
Z ], F-1520 @i 1L X COMWBRE TF-1515 LA L, HE5EX1EH7ZY 1000 mL T
ot [IRAEE 53521 0% 11-7 28],

27.41.26 EARHRGEEN
NGB OF A MENTEER (21 4) (2B D F-1515 O B 5 5HHE (BERRE) 13, 85.7%
(18 44) DHERF T 29.6 GBq, 95.2% (204) DR T 22.2 GBq (29.6 GBq ® 75%)
UbThotz, BREEEHEE (ER5E) 1T, 47.6% (10 4) O#ER# T 29.6 GBq UL L,
90.5% (19 44) DO#BRAE T 22.2 GBq (29.6 GBq ® 75%) LLETH 7= (£ 2.7.4.1-4),
F-1520 #i 13T X COHERE T F-1515 LA L, &5 &IX 1 E&HZZD 1000 mL Th -
7= (3 2.7.4.1-5),

# 2.7.4.1-4 F-1515 OBEF KM (EWNREBROESMNT © SAF, BB S ke

P i ! FEbE?
Dosage (GBq) N % N %
Total 21 100 21 100
>29.6 18 85.7 10 47.6
>22.21t0<29.6 2 9.5 9 42.9
>14.8t0<22.2 1 4.8 1 4.8
>741t0<14.38 0 0 1 4.8
>0to<7.4 0 0 0 0

VI RA TNV T4GBq 2 2BES LEE/AITKRSE 74GBg/H & L TR
FEB G ARE & HH Lz,
21 [EH7z 0 OFRELEN D REHEGHHAREE R L,

(WRATE B 5.3.5.3.1 @ Table D3.1.1 & v #¥:, &%)
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# 2.7.4.1-5 F-1520 faiik O Bg @R (ENREROFE AT © SAF, 1[RIH7-0 o5 &)

Population: SAF
Number of subjects

Study treatment phase n=21
Course 1 1000 mL 21 (100)
Other 0
Total 21
Course 2 1000 mL 21 (100)
Other 0
Total 21
Course 3 1000 mL 20 (100)
Other 0
Total 20
Course 4 1000 mL 19 (100)
Other 0
Total 19

(% for the number of total in an each course)
(IRAfH&H} 5.3.5.3.1 ® Table D3.2.1 KV ##y, &)

27413 ABNZEAOAOFHPNEERUVZOMOEY
2.7.41.31 NETTER-13ER : 55 I HHEKER
KRR O BIRBITFIFGINTF /A RTH Y, F-1515 BEOEBRE OFE CEXME + 2=
W72, LUTIRER) 1263.3 £ 93 5%, Bcktidfial: 1 THY, BMIIE 257 + 4.8 kg/m?
Thoto, MHREEOWERHE OERIT 64.1£9.9 5%, BicbiIMa1:1THY, BMI X 26.1
£6.5kgm* ThHholz, &L L THBEMICKREREWITA LN > 72 [IRMEE 5.3.5.1.1
® Table 11-2 2],

2.7.41.3.2 Erasmus MC B& : #8555 /Il 1HERER K ER
PR OF RN 59.6 £ 11.7 5%, Bkt l1:1THY, BMI L 24.8+5.1 kg/m®> TH
ST, W, AL KO NET 28 559 44, JRIEAH] NET 28 138 44, HURME S 37 44, 1B
MfaE (NTZH T U F—=) D294, TOMDIEEN 45 4 KL OIS X A 7 RN 3 4
Thol= [IRFEE 5.3.52.2 D Table 14.1.2.1 ZR],

2.7.41.33 #BNEBRGEHEN

Erasmus MC #R }& U8 NETTER-1 Bk & - & L 72 9B E O N QAR K OV DAl o Fr
MaEFR 2.74.1-6 1ITRLT,

53R B OF S BT DO N O FEFHFRORME T, e BBE L Lt L, F-1515 BEOEE N A EZ I
o7 (F-1515 8 : 60.1 = 11.5 5%, *FMBEE : 64.1 £9.95%), F-iRWEL LT, F-1515
BECIE TN 2 2T 2B 585 (50.4%) THo7=DTx L, *REE T Tl 2%
TR E N 83.8% Tdh 7=, MEEDIEMNVIL, F-1515 BETHERE O 54. 7% PFREFE, KW
T 27.9%D3 R )R, 15.7%M R Th o7z, —F7, SHREETIIHEBRE D 88.3% 23 RF, K
T 9.9%MNHFEE, 1.8% N A#H TH 72, ZTOMOIEBIZ OV TIE, WEEFIZK & 2@
TR DN o Tz,
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# 2.7.4.1-6 WA O N OFEHFER M O O O Rt (/8B OF & f7AT)

Treatment Group

Characteristic Parameter F-1515 (N =945) Octreotide LAR (N = 111)
Age (Years) n 945 111
Mean (SD) 60.1 (11.52) 64.1 (9.88)
Median 61.0 65.0
(95% CI) (59.3, 60.8) (62.2, 65.9)
(Min, Max) (18, 90) (34, 87)
BMI (kg/m?) n 824 104
Mean (SD) 24.951 (5.0740) 26.126 (6.5273)
Median 24.383 25.630
(95% CI) (24.604, 25.298) (24.856, 27.395)
(Min, Max) (15.03, 97.09) (15.82, 53.65)
Gender n (%) Male 490 (51.9) 52 (46.8)
Female 455 (48.1) 59 (53.2)
Race n (%) White 521 (55.1) 94 (84.7)
Black/African American 9 (1.0) 5(4.5)
Asian 7 (0.7) 0 (0)
Hispanic 7(0.7) 327
Other 1(0.1) 1(0.9)
NA® 12 (1.3) 8(7.2)
Not Reported 388 (41.1) 0 (0)
Indium pentetreotide ('''In) Class 1 22 (2.3) 0 (0)
Uptake™™ n (%) Class 2 123 (13.0) 26 (23.4)
Class 3 526 (55.7) 55 (49.5)
Class 4 257 (27.2) 30 (27.0)
Not Reported 17 (1.8) 0 (0)
Karnofsky Score n (%) 40 4 (0.4) 0 (0)
50 12 (1.3) 0(0)
60 22 (2.3) 2 (1.8)
70 74 (7.8) 7 (6.3)
80 220 (23.3) 23 (20.7)
90 351 (37.1) 48 (43.2)
100 237 (25.1) 30 (27.0)
Not Reported 25 (2.6) 1(0.9)
Previous Chemotherapy No 851 (90.1) 97 (87.4)
n (%) Yes 90 (9.5) 14 (12.6)
Not Reported 4 (0.4) 0 (0)
Previous Radiotherapy No 845 (89.4) 105 (94.6)
n (%) Yes 95 (10.1) 6(5.4)
Not Reported 5(0.5) 0 (0)
Previous Surgery n (%) No 463 (49.0) 18 (16.2)
Yes 476 (50.4) 93 (83.8)
Not Reported 6 (0.6) 0 (0)
Tumor Burden n (%) Limited 264 (27.9) 98 (88.3)
Moderate 517 (54.7) 11 (9.9)
Extensive 148 (15.7) 2 (1.8)
Not Reported 16 (1.7) 0 (0)

* NA for race was entered when data collection was not allowed according to local privacy law requirements.
** The Tumour Uptake score is determined by comparing the uptake of Indium pentetreotide ('''In) (24 hour planar scintigrams) in
the selected tumour to the uptake observed in the liver; Class 1 < Liver, Class 2 = Liver, Class 3 > Liver, Class 4 Very intense

(>>Kidneys, spleen)
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2.7.41.3.4 P-1515-11 BBk : BN | {HEERAER
BB OFMEIT 61.5 7.4 5%, MERNTZEME3 4, L34 THY, BMI X 22.7+3.5 kg/m?
Thol, *MGHERIL, BENET A 34, WHILBE NET N34 TH Y, i NET IZEFKINAR
Molo, REBRICEER SN D £ TICR T REEE, FINN 54, bFREN 24, £7 b
LA F REERRYE X ITAT BRI 2 FEARIRIE S D T DM DIBIEN 6 4 Th - 1= [RAE R
53.3.2.1 ©F 1122 2] [IRMAEE5.3.3.2.1 ©F 11-3 B},

2.7.41.3.5 P-1515-12 5E& : EAE /I HHERKRHER
BEBRE OAFRRI 52.7 £ 14.0 1%, RN B 6 4, L9 4 TH Y, BMI F 21.6 + 3.0 kg/m?
Thol, MPERIX, FHINLVT A4 R 54, BFENET 2 84, {HILE NET (FiEH
WNTF A REERLS) W04, MiNETR 24 Th o7z, BRICEERIND E TIIRITT2IE#
B, F 10 4, ALFREN 114, 7 b LA F REERE SUIATEI R b 2 Fe A 1A %
DZEDMDIGHEN 154 TH-o71= [IRFAHEE53.52.1 DF 11-2 2] [IRAAEEN5.3.52.1 D
# 11-3 2],

274136 ERNHABRGEHEN

AN ORI L ONEOMOFEZ R 2.741-7T IR LT,

BBRE ORI 55.2 £ 13.0 5%, YERNE A ME 9 4, M 124 TH Y, BMIIE 21.9 + 3.1 kg/m?
Tholz, MPHEEIX, FHEAINLTF /A KR S54, FENET B 11 4, HbE (TEILT
JA RZEBRLS) NET 28 34, MiNET B 24 Tholz, RERICEE SN D ETIZZIT A
BIE, TN 154, ALBIEN 13 4, 47 b LA F NEEBRE T AP EhIRIL S 2E ke 1k
HEOZOMDIBIFEN 214 Th -T2,
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# 2.7.4.1-7 WEBRE O N OFEEH R K O O o Rt (E N ER RS f7#AT)

Population: Safety

Characteristics Number of subjects n=21
Age (Years) <65 14 (66.7)
>= 65 7 (33.3)
Mean (SD) 55.2 (13.0)
Median 57.0
Min, max 24,73
Sex Male 9 (42.9)
Female 12 (57.1)
Height (cm) Mean (SD) 162.9 (8.0)
Median 160.2
Min, max 153.4, 185.0
Weight (kg) Mean (SD) 58.4 (10.4)
Median 55.2
Min, max 42.7,74.2
BMI (kg/m?) <18.5 3 (14.3)
>=18.5to <25 13 (61.9)
>= 25 5(23.8)
Mean (SD) 21.9 (3.1
Median 21.4
Min, max 17.1,27.9
ECOG Performance Status 0 21 (100)
1 0
Medical history No 13 (61.9)
Yes 8 (38.1)
Complications No 2(9.5)
Yes 19 (90.5)
Allergy No 9 (42.9)
Yes 12 (57.1)
Smoking No 21 (100)
Yes 0
Drinking No 10 (47.6)
Yes 11 (52.4)
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F 2.7.4.1-7 WERE O N QFE R KL OF O oK (EWN BRI ()

Population: Safety

Characteristics Number of subjects n =21
Type of NET Midgut carcinoid 5(23.8)
Pancreatic NET 11 (52.4)
Gastrointestinal NET (excluding midgut) 3 (14.3)
Pulmonary NET 2 (9.5)
Primary lesion” Pancreas 11 (52.4)
Esophagus 0
Stomach 1 (4.8)
Duodenum 0
Jejunum, [leum 4 (19.0)
Vermiform appendix 1 (4.8)
Right colon 0
Left colon 0
Rectum 2(9.5)
Lung, Bronchus 2(9.5)
Other 0
Time from first Median 1141
NET diagnosis to Min, max 117, 4974
enroll (day) Missing 0
Metastasis” No 0
Yes 21 (100)
Lymph node 9 (42.9)
Liver 20 (95.2)
Bone 5(23.8)
Pancreatic head 0
Pancreatic body 1 (4.8)
Pancreatic tail 1 (4.8)
Esophagus 0
Stomach
Duodenum

Jejunum, [leum
Vermiform appendix
Colon

Rectum

Other gastrointestinal tract

_.
~

cocorRocoocoococo
N

Lung, Bronchus 2 (9.5)
Thymus
Brain
Skin 0
Other 3 (14.3)
Time from first metastasis Median 1041
diagnosis to enroll (day) Min, max 177, 4999
Missing 1
Prior therapy” No 0
Yes 21 (100)
Operation 15 (71.4)
Chemotherapy 13 (61.9)
Immunotherapy 2(9.5)
Radiotherapy 1 (4.8)
Other 21 (100)

* Multiple answers allowed

(%)

(TRATE B 5.3.5.3.1 @ Table D4.1 }2 U* Table D4.2 £ 0 $¥y, %)
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2742 HEEZR

P-1515-11 #&ABR, P-1515-12 3B} O NETTER-1 iRERICB T DIBEMIGIE T COREHES

(Treatment emergent adverse event : UL, TEAE) Z &l L 72, BIfEHEST H OEFRERIZ S
W, P-1515-12 BT 20 E| A B (5 —% vy 2 F A 2 1), NETTER-1 # BRI 2016
F6oeHA30H (F—4%Fy b 47H) FCIIBon-2ettsr—42%2 M\,

Erasmus MC #BRTIE, ABRBIAARECIZED, R, EREOBEZ, 20 $| H wﬂnp
IR, WAL, DN, FRIEEHELAOMERE AL NA T 9 FREREDAEFEFRLEE
SEAR O A D T 2 AL L7278, MedDRA =1 — RAL L2 h» = [ RAHE R 5.3.52.2 D Appendix
16.2.7 2], 7=, EELRAEERIT - s
- | rFr |[Euas
HERAEFREINE LT,

27421 HBHEBROMEN
(1) NETTER-1 3% : MEA4 55 T AH B IR 5R
NETTER-1 i TEAE D EH &K 2.7.42-11Z, TEAE DHNR&EF 2.7.42-2 12" LTz,
NETTER-1 i8R (2T, TEAEIZ F-1515HT 1124 D955 1104 (98.2%), xfH#EET
114D 5 H 1034 (92.8%) IZ@O HiLz, 1RO T IEA {5 TEAE X F-1515 8T 14 4
(12.5%), ®FREET 12 4 (10.8%) IZ@B D L=, MEERICABREZEZTRD N -T2,
E7o, WBBOFIEZES TEAE @ 5 HHRIEE ORERRH U & HE S 7z TEAE X
F-1515 T84 (7.1%), XMEET 14 (0.9%) I[ZR® b ALz, R KEEE D Grade 3 & ¥
JE S 472 TEAE 1L F-1515 £ T 51 4 (45.5%), XHHEET 284 (252%) @b, —
77, Grade 1 L HIE 4172 TEAE X F-1515 BT 114 (9.8%), xFHEET 284 (25.2%) I
B BT, Grade2 (F-1515#F : 354 (31.3%), xfREE: 34 4 (30.6%)), Grade 4 (F-1515
B 64 (5.4%), XHHEEE 44 (3.6%)) MU Grade5 (F-1515#f : 74 (6.3%), xFHREE :
94 (8.1%)) &MIE X7z TEAE (XL CRIEE ChH-o72, B2 b5 TEAE OJRIA &
LT, F-1515 BECTR O BEN @2 o= 0k RG] (701 1, 38.3%) T, KW\WT L
A2y SAFEE L TV DR B/ B (425 11, 23.2%), TJRINAE (271 14, 14.8%) ThH
STz, MRBE TR OBEN P> T-OIX TEIRI OAETE LT D5 B/ R (332 14,
35.5%), T TRIKAR] (231 1, 24.7%), TZofth) (134, 143%) TH o7z,
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# 2.7.4.2-1 TEAE ® %) (NETTER-1 X% : SAF)

Treatment Group

Octreotide
F-1515 LAR All

(N=112) (N=111) (N =223)
Number and percent of patients with: N (%) N (%) N (%)
At least one adverse event (AE) 111 (99.1) 105 (94.6) 216 (96.9)
At least one non-treatment emergent AE 50 (44.6) 38 (34.2) 88 (39.5)
At least one treatment emergent AE (TEAE)! 110 (98.2) 103 (92.8) 213 (95.5)
At least one TEAE related to study medication? 102 (91.1) 45 (40.5) 147 (65.9)
At least one TEAE leading to premature study discontinuation 14 (12.5) 12 (10.8) 26 (11.7)
At least one TEAE related to study medication leading to 8(7.1) 1(0.9) 9 (4.0)

premature study discontinuation

! Treatment emergent adverse events are defined as AEs that started or worsened on or after the date of the first
dose of study medication.

2 TEAEs classified as 'possibly related' or 'related' to study medication.
(IRFHEEE 5.3.5.1.1 @ Table 12-3 X 0 b, )

3% 2.7.4.2-2 TEAE ®WER (NETTER-1 5% : SAF)

Treatment Group

Octreotide
F-1515 LAR All

(N=112) (N=111) (N =223)
Treatment emergent adverse event n (%) n (%) n (%)
General information
Number of patients with at least one TEAE 110 (98.2) 103 (92.8) 213 (95.5)
Number of events 1608 811 2419
Maximal severity (based on number of patients)!
Grade 1 (Mild) 11 (9.8) 28 (25.2) 39 (17.5)
Grade 2 (Moderate) 35(31.3) 34 (30.6) 69 (30.9)
Grade 3 (Severe) 51 (45.5) 28 (25.2) 79 (35.4)
Grade 4 (Threatening/ disabling) 6(5.4) 4 (3.6) 10 (4.5)
Grade 5 (Death) 7 (6.3) 9 (8.1) 16 (7.2)
Possible cause of TEAEs (based on number of episodes)
Pre-existing / underlying disease 425 (23.2) 332 (35.5) 757 (27.4)
Study treatment 701 (38.3) 97 (10.4) 798 (28.9)
Other treatment 44 (2.4) 12 (1.3) 56 (2.0)
Protocol-related procedure 23 (1.3) 5(0.5) 28 (1.0)
Unknown 271 (14.8) 231 (24.7) 502 (18.1)
Other 144 (7.9) 134 (14.3) 278 (10.1)

! Patients are counted only once at the maximum severity.
TEAEs were defined as AEs that started or worsened on or after the date of the first dose of study medication.
(IRAHEEE 5.3.5.1.1.0 Table 12-6 £ 0 By, ohZs)

(2) P-1515-11 3B : EWNE 1 AHEG K5

P-1515-11 Bk O TEAE D) & 3 2.7.4.2-3 IR LT,

P-1515-11 IBRIZHB W T, TEAE (X 6 &4 T X TIZROH LTz, BT, ZDOMDEE 7 TEAE
KONRBR O IEZM4S TEAE X@RO LN -T2, RKEIEEN Grade 3 &HE Sz
TEAE (%24 (33.3%) ToH Y, Grade4 &HIE I/ TEAE LB O vl o T,

1RERIE & ORISR TR H Y | & fE S 7z TEAE X 6 AT XTI b v,

R & 2 JRBRIK N F-1515 L HIE SN 7= TEAE 1L 54 (83.3%) THRH O, HxKNEEFE
X Grade3 2824 (33.3%) ThV, Grade 4 IZFBDO LN o T,
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REEL 3> 5 TR BRI AN F-1520 #iiik & HIE S iz TEAE 1X 72 02> 7=,
B & 2 I ERHK N A (F-1515 & O X% F-1520 Hifiik ) & HIE S 417~ TEAE 13 6 4 (100%)
TH LI, HKNEIEEIT Grade 1 XX Grade2 TH - 7=,

# 2.7.4.2-3 TEAE O EHK) (P-1515-11 55% : SAF)
Population: Safety

Number of subjects n =6

Causality Related to Suspected study drug
not the study ¢ 55 F-1520  Unknown
considered drug
n (%) n (%) n (%) n (%) n (%)
All treatment emergent adverse events
(TEAEs) g 6 (100) 6 (100) 5(83.3) 0 6 (100)
Death 0 0 0 0 0
Serious TEAEs other than death 0 0 0 0 0
Discontinuation 0 0 0 0 0
Severity? Grade 1 0 1 (16.7) 2 (33.3) 0 2 (33.3)
Grade 2 4 (66.7) 3 (50.0) 1 (16.7) 0 4 (66.7)
Grade 3 2 (33.3) 2 (33.3) 2 (33.3) 0 0
Grade 4 0 0 0 0 0
Grade 5 0 0 0 0 0

! A reasonable causal relationship between an TEAE and the study drug was suggested based on the following
evidences.
- Temporal relationship
- Positive dechallenge
- Positive rechallenge
- Corroboration of the accuracy of the case history
- Lack of alternative explanation
- Investigator's causality assessment
2 If a patient experienced more than one event, the analysis was done on the basis of most severe event.

(FRAT&E R 5.3.5.3.1 @ Table S1.1 X v #br, tZ)

(3) P-1515-12 3Bk : [EWNE VI AHEG K ER

P-1515-12 &R O TEAE O EK) 2 £ 2.7.4.2-4 IZR LT,

P-1515-12 $ABRICH VT, TEAE IF 15 4T R TCICRBO LTz, SEE R RO H 1L % £
9 TEAE IO L roTe, TOMODERE TEAE 28 2 4 (13.3%) T8O L7 D3,
WL IRBRIE L ORI RBEABRS G E I N, 7o, HRKEIEED Grade 3 EfEI N
TEAE I% 84 (53.3%), Grade4 L HIE S 472 TEAE I 14 (6.7%) Th o7,

R & OREEGRS TBEH Y | EHE SN TEAE X 154 T X TUIIRD b,

REE & 2 7R Y F-1515 L) &h7- TEAE 1£ 8 4 (53.3%) Ti#R® biv, A KEIEHE
X Grade 4 28 14 (6.7%), Grade3 2834 (20.0%) Th o7,

B & 2 JRBRSE 2N F-1520 Wi & € Su7z TEAE (X 4 4 (26.7%) TR L, K KH
JEFE X Grade 1 DB THh o 7=,

R & 2 1R BR K S AN BH (F-1515 K OV XL F-1520 %) & | 7E & #7172 TEAE 13 13 44 (86.7%)
TR® I, Grade3 N 44 (26.7%) TH YV, Grade 4 [TiRO LN - T,
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# 2.7.4.2-4 TEAE O %K) (P-1515-12 #kl% : SAF)
Population: Safety

Number of subjects n =15

Causality Related to Suspected study drug
not the study ;515 F-1520  Unknown
considered drug
n (%) n (%) n (%) n (%) n (%)
All treatment emergent adverse events
(TEAEs) & 15 (100) 15 (100) 8 (53.3) 4 (26.7) 13 (86.7)
Death 0 0 0 0 0
Serious TEAEs other than death 2(13.3) 0 0 0 0
Discontinuation 0 0 0 0 0
Maximal severity? Grade 1 1(6.7) 1(6.7) 0 4 (26.7) 6 (40.0)
Grade 2 5(33.3) 6 (40.0) 4 (26.7) 0 3 (20.0)
Grade 3 8 (53.3) 7 (46.7) 3(20.0) 0 4 (26.7)
Grade 4 1 (6.7) 1(6.7) 1(6.7) 0 0
Grade 5 0 0 0 0 0
! A reasonable causal relationship between an TEAE and the study drug was suggested based on the following

evidences.

- Temporal relationship
- Positive dechallenge
- Positive rechallenge
- Corroboration of the accuracy of the case history
- Lack of alternative explanation
- Investigator's causality assessment

2 If a patient experienced more than one event, the analysis was done on the basis of most severe event.

(IRAHERF5.3.5.2.1 OF 12-1 L0 Hee, &%)

(4) EWNER O fR AT

[E N B OF A 7T O TEAE O BRI &2 2.7.42-51257 L1,

ENFREROF A M OFE R, TEAE L 21 AT X TICHBD LT, SEELRBRO T IE%
9 TEAE XD b2 0o Tz, ZOMOEE TEAE 324 (9.5%) TR LI, W
THHIRBRIE L ORRBEBRNEE SNz, 72, IKREIEE D Grade 3 & H|E 172 TEAE
1104 (47.6%), Grade4 L H|iE S/ TEAE X 14 (4.8%) Tholz,

IRBREE & ORI RBELRA TB#H Y | &HE Sz TEAE X 21 AT R TUITRD BTz,

REE & 2 JRERHK Y F-1515 L ¥ E &7 TEAE X 134 (61.9%) TRO BN, i KEIEE
1% Grade 4 28 1 44 (4.8%), Grade3 M 54 (23.8%) ThH o7,

B & 2 JRBRSK Y F-1520 Wi & € Su7z TEAE (X 4 4 (19.0%) TR L, Kk KH
JEEIX Grade 1l DA TH - 7=,

R & 2 TR BRIK S AN BH (F-1515 K OV XL F-1520 %) & ) 7E & #7172 TEAE 1% 1944 (90.5%)
THRH I, Grade3 44 (19.0%) TH Y, Graded [TiRO N2> T,
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#* 2.7.4.2-5 TEAE O 25 (EIWNRBROFEMEAT © SAF)
Population: Safety

Number of subjects n =21

Causality Related to Suspected study drug
not the study gy 545 F-1520  Unknown
considered drug
n (%) n (%) n (%) n (%) n (%)
All treatment emergent adverse events 21 (100) 21 (100) 13 (61.9) 4 (19.0) 19 (90.5)
Death 0 0 0 0 0
Serious TEAEs other than death 2(9.5) 0 0 0 0
Discontinuation 0 0 0 0 0
Severity™? Grade 1 1 (4.8) 2(9.5) 2(9.5) 4 (19.0) 8 (38.1)
Grade 2 9 (42.9) 9 (42.9) 5(23.8) 0 7 (33.3)
Grade 3 10 (47.6) 9 (42.9) 5(23.8) 0 4 (19.0)
Grade 4 1 (4.8) 1 (4.8) 1 (4.8) 0 0
Grade 5 0 0 0 0 0

! A reasonable causal relationship between an TEAE and the study drug was suggested based on the following
- Temporal relationship
- Positive dechallenge
- Positive rechallenge
- Corroboration of the accuracy of the case history
- Lack of alternative explanation
- Investigator's causality assessment
2 If a patient experienced more than one event, the analysis was done on the basis of most severe event.

(FRATE R 5.3.5.3.1 @ Table S1.2 X v b, tZ)

274211 HBHIKELILZFEESRER
(1) NETTER-1 55 : A5 111 FH g R 3Bk

PRERIKRSE (LLF, SOC) T/4¥E L 7= TEAE O REHBRE S (F-1515 BE TRIE 10%
PL E® TEAE) %% 2.7.4.2-6 1, SOC K OEAGE (LLF, PT) TH¥E L 7IZRIEH O Big
BB (F-1515 BECRELE 5%LL EORWEM) 23 2.7.4.2-71C, BMEROWNRE £ 2.7.4.2-8
R L7,

F-1515 BT IR 10%LL D TEAE @ SOC @ 9 6, XfMEEEL ek L C F-1515 BEOEI S
DE o 72 SOC 1 TR RRESE | (F-1515 B : 41.1%, XFPREE:22.5%), [ML& M%) (F-1515
BE : 34.8%, XPPREE : 21.6%), [EMFEE] (F-1515 Bf : 25.0%, <HRREE @ 11.7%) KOY [
BLORKREE] (F-1515 B : 26.8%, *IIREE : 9.9%) Th-o1o,

F-1515 Bt Tl b £ < @B 5 7= TEAE O PTIE, b 724 (64.3%), KW TCHEE: 59 4

(52.7%), 597 424 (37.5%), THIKOMIEMAZNZEI 29 4 (25.9%), BEBHEOR 23 4

(20.5%) THoTz, ZHNHDOEIEEIT TR T Grade 3 LL FTH Y, s T Grade 3 28 54,
Grade 2 25 26 44, Grade 1 2% 41 44, WEM-I1X Grade 3 75 8 44, Grade 2 725 22 44, Grade 1 25 29
£, 571 Grade 3 28 1 44, Grade 2 28 20 44, Grade 1 28 21 4, TH#il% Grade 3 2% 3 44, Grade
278 84, Grade 1 2% 1844, MR IL Grade 3 28 3 44, Grade 2 78 174, Grade 1 394, &
BREGRIX Grade 2 23 10 44, Gradel W 134 CTh o7z, —F, MFMHETRLZIRO LN
TEAE @ PT (39%57 29 4 (26.1%), W THEJ 214 (18.9%), THI 204 (18.0%), MEHB
i 14 40 (12.6%), #0134 (11.7%), BEJEE 124 (10.8%) Tholz, T bOE
JEE 139X C Grade 3 L FCTH Y, 851X Grade 3 7324, Grade2 28 14 4, Grade 1 2% 13
4, B89 Grade 3 73 34, Grade2 2% 11 4, Grade 1 28 74, FHilX Grade3 23 1 4, Grade
274, Grade 1 28 12 4, MEEFEM 1L Grade 2 73 2 4, Grade 1 28 12 4, HE.0\X Grade 3
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M 24, Grade2 28 2 4, Grade 1 28 9 4, BAKEHIEIE Grade 3 28 3 44, Grade 2 % 5 4, Grade
1 N 44 Thotz [IRAEE 53.5.1.1 @ Table 14.3.1.3 2] [#HATE R 5.3.5.1.1 @ Table
14.3.1.5 2],

RITEHIE F-1515 #£C 102 4 (91.1%), XFHREET 454 (40.5%) 258 b, F-1515 #
THRBEANE N -T2, F-1515 BETRIE 5% EORIER O PT 1%, E.L, &M, T,
RGN, 9% 57, M/ ARIBAE, U 2 oRERIBUDE, B, i/ MRBOED, U v oREREGED,
FfLEREGRAD, P EREAE, SARBOR, BEE, ﬁc@n&t&;iu\&tﬁ%ﬁﬁ: Thy, &
Grade &2 O¥ Grade 3 775 5 DWTHIZEB W TS, XFIREE L el LT F-1515 BEOEI G B @
72, F-1515 BEO LK OMEE O KE 5 (81.3%) & FHIOD 13%, BEKBGED 20%, 57
D 8%ITHE T X JBEERIZ K Db O &l S T,

R RESELEROBEERIL, F-1515 BEOHERF T Grade 4 73 4 4 (3.6%), Grade 3 7% 30 44
(26.8%), Grade 2 73 444 (39.3%), Grade 178 244 (21.4%) XD LN, ZNbHD
95 Grade 2 5 4 OFEIMERIL, *HHEE L ik LT F-1515 BHEOEIE D mnr o 712,

F-1515 Bf Tl KEAEE S Grade 4 DRIEMAIEX, U o SBRBAE (14, 0.9%), 4F BRI
DRE (1 4, 0.9%), HRFEO R L D AIEMERBAGE (1 4, 0.9%), U 2 SEkE
WA (14, 0.9%) Tholo, Grade3 THbZ < RBOLNTRIEMIL, U REKEUDE (8
%, 71%), RWTEDL (4 4, 3.6%), WEH: 4 4, 3.6%), M/NMEEDE (3 4, 2.7%)
Thot [RAEE 5.3.51.1 © Table 14.3.1.6.3 ],

# 2.7.4.2-6 TEAE O %8 B4k B &
(NETTER-1 #XB% : SAF, F-1515 BE CTHHE 10%LL )

Treatment Group

F-1515 Octreotide LAR
(N=112) (N=111)

All grades Grade 3to 5 All grades Grade 3 to 5
SOC Npat % Npat % Npat % Npat %
All SOCs 110 98.2 64 57.1 103 92.8 41 36.9
Gastrointestinal disorders 97 86.6 19 17.0 70 63.1 14 12.6
Gene.ra.ll disorders and administration site 67 508 6 54 51 45.9 5 45
conditions
Investigations 54 48.2 12 10.7 40 36.0 6 5.4
Metabolism and nutrition disorders 47 42.0 6 5.4 34 30.6 5 4.5
Nervous system disorders 46 41.1 3 2.7 25 22.5 4 3.6
Musculoskeletal and connective tissue 44 393 3 27 34 306 ) 1.8
disorders
Blood and lymphatic system disorders 44 39.3 18 16.1 10 9.0 0 0.0
Vascular disorders 39 34.8 7 6.3 24 21.6 3 2.7
Infections and infestations 34 30.4 6 5.4 34 30.6 2 1.8
Resplratory, thoracic and mediastinal 34 304 ’ 18 21 18.9 0 0.0
disorders
Renal and urinary disorders 30 26.8 4 3.6 11 9.9 2 1.8
Psychiatric disorders 28 25.0 3 2.7 13 11.7 0 0.0
Skin and subcutaneous tissue disorders 22 19.6 0 0.0 18 16.2 0 0.0
Injury,. poisoning and procedural 17 15.2 4 36 5 45 1 0.9
complications
Cardiac disorders 16 14.3 6 5.4 11 9.9 2 1.8

N: number of patients in treatment group; npai: number of patients

(A& R 5.3.5.1.1 @ Table 12-5 £ 0 #:¥e, )
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Bk : SAF, F-1515 B CTHRBLE 5%LL E)

Treatment Group

F-1515 (N=112)

Octreotide LAR (N =111)

All grades  Grade 3 to 5 All grades Grade 3to 5
SOC PT Npat % Npat % Npat % Npat %
All SOCs All PTs 102 91.1 34 30.4 45 40.5 5 4.5
Gastrointestinal disorders Nausea 66 58.9 4 3.6 4 3.6 0 0.0
Vomiting 51 45.6 4 3.6 0 0.0 0 0.0
Diarrhoea 8 7.2 1 0.9 4 3.6 0 0.0
Abdominal 100 89 0 00 5 45 0 00
distension
General disorders and Fatigue 27 241 0 00 5 45 0 00
administration site conditions
Blood and lymphatic system Thrombocytopenia 15 13.5 3 2.7 0 0.0 0 0.0
disorders Lymphopenia 15 13.4 9 8.0 0 0.0 0 0.0
Anaemia 14 12.5 0 0.0 0 0.0 0 0.0
Platelet count 13 116 0 0.0 0 00 0 00
decreased
Lymphocyte count 5 g9 4 34 0 00 0 00
decreased
White blood cell 7 63 0 0.0 I 09 0 00
count decreased
Neutropenia 6 5.4 1 0.9 1 0.9 0 0.0
Metabolism and nutrition Decreased appetite 15 13.4 0 0.0 2 18 0 00
disorders
Skin and subcutaneous tissue ;o i 10 89 0 00 109 0 00
disorders
Nervous system disorders Dizziness 7 6.3 0 0.0 1 0.9 0 0.0
Dysgeusia 6 5.4 0 0.0 0 0.0 0 0.0

N: number of patients in treatment group; npat: number of patients

(IRATE B 5.3.5.1.1 @ Table 12-8 L v $ky, @)

# 2.7.4.2-8 BIEHDOWN

iR (NETTER-1

Bk

SAF)

Treatment Group

F-1515 Octreotide All
LAR

(N =112) (N=111) (N =223)
TEAE related to study medication (ADR) n (%) n (%) n (%)
General information
Number. oflpatients with at least one TEAE related to study 102 (91.1) 45 (40.5) 147 (65.9)
medication
Number of events 701 97 798
Number of patients with at least one TEAE related to study medication by maximum severity”
Grade 1 (Mild) 24 (21.4) 25 (22.5) 49 (22.0)
Grade 2 (Moderate) 44 (39.3) 15 (13.5) 59 (26.5)
Grade 3 (Severe) 30 (26.8) 5(4.5) 35 (15.7)
Grade 4 (Threatening/ disabling) 4 (3.6) 0 (0.0) 4 (1.8)
Grade 5 (Death) 0 (0.0) 0 (0.0) 0 (0.0)

"' TEAEs classified as 'possibly related' or 'related' to study medication.
2 At each level of summarization, a patient is counted only once, according to the maximum severity.

(A& R 5.3.5.1.1 @ Table 12-7 £ 0 k¥, )
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(2) Erasmus MC 3B : WA U1 FH R R 5B

e, WAL K OVl NET % & ¢ SSTR B lE 5 B3 & %5 & L 7= Erasmus MC RER IZ 0
T, MEOAEFRL L TERLZ9FR (CEL, WaMH:, %W, WE, T/, W, AW
%, TRIEGERE, BER) IOV T, "= T4 U N EIRKIEHRE 66 » H £ TORBOA
MEAGEM L7 (R 2.7.42-9), BB TR ORBUBEENRX—R T 4 LB L THML 7=
FHIX, B, B, BETHo7D, RKIBEREDO 7 +u—7 v 7RI, Wi
R—=2F A OIFBBE % FRl- 7z,
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#* 2.7429 FFEOAEFESL (9FG) OIEROAFME (Erasmus MC Bk : SAF)

n Treatment Follow-up
Characteristic (%)  Baseline 1 2 3 4 3 mo. 6 mo. 12 mo. 24 mo. 36 mo. 48 mo. 60 mo. 66 mo.
Number of N 410 805 745 683 548 211 182 145 88 46 23 10 6
subjects
Diarrhea
No 314 316 310 266 154 185 163 128 72 37 20 10 5
Anytime after (76.6%) (39.3%) (41.6%) (38.9%) (28.1%) (87.7%) (89.6%) (88.3%) (81.8%) (80.4%) (87.0%) (100.0%) (83.3%)
dosing Yes 96 78 59 55 36 25 18 16 15 9 3 0 1
(23.4%) (9.7%) (7.9%) (8.1%) (6.6%) (11.8%)  (9.9%) (11.0%) (17.0%) (19.6%) (13.0%) (16.7%)
No 2 381 359 328 275 0 0 0 0 0 0 0 0
Within 24 hours (0.5%) (47.3%) (48.2%) (48.0%) (50.2%)
after dosing Yes 54 39 31 30
0 (6.7%) (5.2%) (4.5%) (5.5%) 0 0 0 0 0 0 0 0
Hairloss
No 368 435 412 366 290 191 174 139 80 41 22 10 6
Anytime after (89.8%) (54.0%) (55.3%) (53.6%) (52.9%) (90.5%) (95.6%) (95.9%) (90.9%) (89.1%) (95.7%) (100.0%) (100.0%)
dosing Yes 37 298 278 250 128 20 8 5 7 4 1 0 0
(9.0%) (37.0%) (37.3%) (36.6%) (23.4%) (9.5%) (4.4%) (3.4%) (8.0%) (8.7%) (4.3%)
Hand-Foot Syndrome
No 368 358 345 308 186 209 176 143 84 45 22 10 6
Anytime after (89.8%) (44.5%) (46.3%) (45.1%) (33.9%) (99.1%) (96.7%) (98.6%) (95.5%) (97.8%) (95.7%) (100.0%) (100.0%)
dosing Yes 6 5 1 2 0 0 1 0 1 1 1 0 0
(1.5%) (0.6%) (0.1%) (0.3%) (0.5%) (1.1%) (2.2%) (4.3%)
Hot Flushes
No 262 255 263 232 122 141 122 102 55 35 17 8 5
Anytime after (63.9%) (31.7%) (35.3%) (34.0%) (22.3%) (66.8%) (67.0%) (70.3%) (62.5%) (76.1%) (73.9%) (80.0%) (83.3%)
dosing Yes 147 137 106 93 66 69 60 42 32 11 6 2 1
(35.9%) (17.0%) (14.2%) (13.6%) (12.0%) (32.7%) (33.0%) (29.0%) (36.4%) (23.9%) (26.1%) (20.0%) (16.7%)
Malaise
No 157 223 220 220 123 146 135 91 62 33 15 8 4
Anytime after (38.3%) (27.7%) (29.5%) (32.2%) (22.4%) (69.2%) (74.2%) (62.8%) (70.5%) (71.7%) (65.2%) (80.0%) (66.7%)
dosing Yes 250 166 146 101 67 63 46 54 26 13 8 2 2
(61.0%) (20.6%) (19.6%) (14.8%) (12.2%) (29.9%) (25.3%) (37.2%) (29.5%) (28.3%) (34.8%) (20.0%) (33.3%)
No 2 329 297 259 218 0 0 0 0 0 0 0 0
Within 24 hours (0.5%) (40.9%) (39.9%) (37.9%) (39.8%)
after dosing Yes 0 106 101 98 86 0 0 0 0 0 0 0 0

(13.2%)  (13.6%)  (14.3%)  (15.7%)

27



* 27429 FEOHAERERS (9FR) OIEROAME

BT AN I ER ST

(Erasmus MC % : SAF) ()

n Treatment Follow-up
Characteristic (%) Baseline 1 2 3 4 3 mo. 6 mo. 12 mo. 24 mo. 36 mo. 48 mo. 60 mo. 66 mo.
Nausea
No 354 585 580 525 356 191 176 138 82 43 20 10 6
Anytime after (86.3%) (72.7%)  (77.9%) (76.9%) (65.0%) (90.5%) (96.7%) (95.2%) (93.2%) (93.5%) (87.0%) (100.0%) (100.0%)
dosing Yes 51 176 131 119 73 18 6 7 5 3 3 0 0
(12.4%) (21.9%) (17.6%) (17.4%) (13.3%) (8.5%) (3.3%) (4.8%) (5.7%) (6.5%) (13.0%)
No 2 360 323 256 222 0 0 0 0 0 0 0 0
Within 24 hours (0.5%) (44.7%)  (43.4%) (37.5%) (40.5%)
after dosing Yes 75 74 103 83
0 93%)  (9.9%)  (15.1%)  (15.1%) 0 0 0 0 0 0 0 0
Pain
No 232 576 580 524 345 142 115 88 51 26 16 7 4
Anytime after (56.6%) (71.6%)  (77.9%) (76.7%) (63.0%) (67.3%) (63.2%) (60.7%) (58.0%) (56.5%) (69.6%) (70.0%) (66.7%)
dosing Yes 175 185 130 120 83 67 66 56 36 20 7 3 2
(42.7%) (23.0%)  (17.4%) (17.6%) (15.1%) (31.8%) (36.3%) (38.6%) (40.9%) (43.5%) (30.4%) (30.0%) (33.3%)
No 2 330 315 295 249 0 0 0 0 0 0 0 0
Within 24 hours (0.5%) (41.0%)  (42.3%) (43.2%) (45.4%)
after dosing Yes 105 83 64 56
0 (13.0%) (11.1%) (9.4%) (10.2%) 0 0 0 0 0 0 0 0
Stomatitis
No 371 361 345 310 186 209 177 143 85 46 22 10 6
Anytime after (90.5%) (44.8%)  (46.3%) (45.4%) (33.9%) (99.1%) (97.3%) (98.6%) (96.6%) (100.0%) (95.7%) (100.0%) (100.0%)
dosing Yes 3 1 1 0 0 0 1 1 0 0 1 0 0
(0.7%) (0.1%) (0.1%) (0.5%) (0.7%) (4.3%)
Vomiting
No 397 693 674 621 408 210 180 145 87 44 22 10 6
Anytime after (96.8%) (86.1%)  (90.5%) (90.9%) (74.5%) (99.5%) (98.9%) (100.0%) (98.9%) (95.7%) (95.7%) (100.0%) (100.0%)
dosing Yes 9 70 37 23 22 0 0 0 2 1 0 0
(2.2%) (8.7%) (5.0%) (3.4%) (4.0%) (1.1%) (4.3%) (4.3%)
No 2 410 384 340 288 0 0 0 0 0 0 0 0
Within 24 hours (0.5%) (50.9%)  (51.5%) (49.8%) (52.6%)
after dosing Yes 25 14 19 17
0 (3.1%) (1.9%) (2.8%) (3.1%) 0 0 0 0 0 0 0 0

mo.: Month

Pre-defined symptoms diarrhea, flushes, stomatitis, handfoot, malaise asked only for Subject numbers > 700 due to updated CRF.
(AT R} 5.3.5.2.2 O Table 14.3.6.2 X 0 HFr)
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(3) P-1515-11 3Bk : [EWNE 1A EG K AR

SOC KON PT T4r#a L7 TEAE O3 BIHKERE 2 3 2.7.4.2-10 12, SOC KU PT THH L
72 TEAE O FEIEE R OB E & & 2.7.4.2-11 1T LTz,

b % <O L7z TEAE X, SOC TiX, IHlBREE) 286 4 (100.0%), RWT [—f -
SHEEL L OEGHAORIE] KO BB XOSRERE] N2 5 4 (83.3%),

TEREE A ), TR REE ) RO THERB LUK THEESE] NEhTh 4 4 (66.7%),

MiE R LY R EE ] O [RYYER L OFERIE] X2 3 4 (50.0%) T
»HoT,

Kb <5 TEAE @ PT X, FHIA 54 (83.3%), KU THERER K OVE AR EGE
MEIEI 44 (66.7%) , U > /SERBUDE, IR, B0 K OV BAED 2 L2 4L 3 44 (50.0%)
Thole, TNOHDOHEIEIE, U/ EKBAE T Grade3 73244 (33.3%) Th o7y, %
DOMIE 9 XT Grade 2 LLFTH - 7=,

BERIZ 6 AT _XTICBRD LN, HbELBEOONZENWER O PT 1%, HBEELOE
BRIBOENFNEN 44 (66.7%), IRWTU U RERIBAE, BODEOMEBIRENFNE 34

(50.0%), HIMERFEAE, M/ BAE, MR L O FRAERZ 2 4 (33.3%) T
boto, ZTNHDH L, UL NEREUAE, A mERE/AE & O /MR AE T, X To
BeBrE CRE S HIEBRAIT F-1515 L HE SN, BLEETIE, BE#EHHIEHmIEL LT
F-1515 S HIE SNT-WBRE N L o7, TOMIE, BED DRI L LT F-1515 & A~

(F-1515 K OV X% F-1520 #@iR) & HIE S N-WBENREE, L IIBED 5 1R
IR (F-1515 KOV X% F-1520 #@iiR) & HIE ST BRE N E o T,
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3% 2.7.4.2-10 TEAE OZ BB ERE £ (P-1515-11 7Bk : SAF)

Population: Safety

Number of subjects n =6

Causality  Related to Suspected study drug
System organ class (SOC)! consni(c)itere d thgritgf y F-1515 F-1520 Unknown
Preferred term (PT) n (%) n (%) n (%) n (%) n (%)
All treatment emergent adverse events (TEAEs) 6 (100) 6 (100) 5(83.3) 0 6 (100)
Blood and lymphatic system disorders 3 (50.0) 3 (50.0) 3 (50.0) 0 0
Leukopenia 2(33.3)  2(33.3)  2(33.3) 0 0
Lymphopenia 3 (50.0) 3 (50.0) 3 (50.0) 0 0
Thrombocytopenia 2(33.3) 2(33.3) 2 (33.3) 0 0
Gastrointestinal disorders 6 (100) 4 (66.7) 3 (50.0) 0 3 (50.0)
Abdominal distension 3 (50.0) 2 (33.3) 1 (16.7) 0 1 (16.7)
Abdominal pain 1 (16.7) 0 0 0 0
Constipation 2 (33.3) 0 0 0 0
Diarrhoea 5(83.3) 2 (33.3) 0 0 2 (33.3)
Nausea 3 (50.0) 3(50.00  2(33.3) 0 3 (50.0)
Toothache 1 (16.7) 0 0 0 0
General disorders and administration site 5(83.3) 5(83.3) 2(33.3) 0 3 (50.0)
conditions
Chest discomfort 1 (16.7) 1(16.7) 0 0 1 (16.7)
Chest pain 1 (16.7) 0 0 0 0
Malaise 4 (66.7) 4 (66.7) 2 (33.3) 0 2 (33.3)
Pyrexia 1(16.7) 1 (16.7) 0 0 1 (16.7)
Immune system disorders 1 (16.7) 0 0 0 0
Seasonal allergy 1 (16.7) 0 0 0 0
Infections and infestations 3 (50.0) 1(16.7) 0 0 1 (16.7)
Gingivitis 1 (16.7) 0 0 0 0
Nasopharyngitis 2(33.3) 0 0 0 0
Oral herpes 1 (16.7) 1 (16.7) 0 0 1 (16.7)
Injury, poisoning and procedural complications 1 (16.7) 0 0 0 0
Contusion 1(16.7) 0 0 0 0
Investigations 4 (66.7) 3 (50.0) 1 (16.7) 0 2 (33.3)
Alanine aminotransferase increased 1 (16.7) 1 (16.7) 0 0 1 (16.7)
Aspartate aminotransferase increased 1(16.7) 1(16.7) 0 0 1 (16.7)
Blood cholesterol increased 1 (16.7) 0 0 0 0
Blood creatine phosphokinase increased 1(16.7) 1 (16.7) 0 0 1 (16.7)
Blood creatinine increased 1 (16.7) 1 (16.7) 1 (16.7) 0 0
Gamma-glutamyltransferase increased 2(33.3) 1(16.7) 0 0 1 (16.7)
Haemoglobin decreased 1 (16.7) 1(16.7) 1 (16.7) 0 0
Metabolism and nutrition disorders 5(33.3) 4 (66.7) 1 (16.7) 0 4 (66.7)
Hyperuricaemia 1 (16.7) 0 0 0 0
Hypocalcaemia 1(16.7) 0 0 0 0
Decreased appetite 4 (66.7) 4 (66.7) 1 (16.7) 0 4 (66.7)
Musculoskeletal and connective tissue disorders 1 (16.7) 0 0 0 0
Musculoskeletal pain 1 (16.7) 0 0 0 0
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Population: Safety

Number of subjects n =6

Causality  Related to Suspected study drug
System organ class (SOC)! consni(c)itere d thgritgf y F-1515 F-1520 Unknown
Preferred term (PT) n (%) n (%) n (%) n (%) n (%)
Nervous system disorders 4 (66.7) 3 (50.0) 1 (16.7) 0 2 (33.3)
Dizziness 1 (16.7) 1 (16.7) 0 0 1 (16.7)
Dysgeusia 1(16.7) 1(16.7) 0 0 1(16.7)
Headache 1 (16.7) 0 0 0 0
Taste disorder 1(16.7) 1(16.7) 1(16.7) 0 0
Skin and subcutaneous tissue disorders 4 (66.7) 3 (50.0) 3 (50.0) 0 1 (16.7)
Alopecia 3 (50.0) 3 (50.0) 3 (50.0) 0 1(16.7)
Dyshidrotic eczema 1 (16.7) 0 0 0 0
Rash 1 (16.7) 0 0 0 0

! Adverse event term: MedDRA ver.23.0
2 A reasonable causal relationship between an AE and the study drug was suggested based on the following evidences.
- Temporal relationship
- Positive dechallenge
- Positive rechallenge
- Corroboration of the accuracy of the case history
- Lack of alternative explanation

- Investigator's causality assessment
(A& H} 5.3.5.3.1 @ Table S2.1.1 X 0 ek, &)

# 2.7.4.2-11 TEAE O EJE LRI DB BRE % (P-1515-11 3Bk : SAF)

Population: Safety

Number of subjects n =6

System organ class (SOC)! Grade 1 Grade2 Grade3 Grade4 Grade5 »>= Grade3
Preferred term (PT) n (%) n (%) n (%) n (%) n (%) n (%)
All treatment emergent adverse events (TEAEs) 0 4 (66.7) 2(33.3) 0 0 2 (33.3)
Blood and lymphatic system disorders 0 1(16.7) 2(33.3) 0 0 2 (33.3)
Leukopenia 0 2(33.3) 0 0 0 0
Lymphopenia 0 1(16.7) 2(33.3) 0 0 2 (33.3)
Thrombocytopenia 0 2(33.3) 0 0 0 0
Gastrointestinal disorders 4 (66.7) 2 (33.3) 0 0 0 0
Abdominal distension 3 (50.0) 0 0 0 0 0
Abdominal pain 1 (16.7) 0 0 0 0 0
Constipation 2 (33.3) 0 0 0 0 0
Diarrhoea 3(50.0) 2(33.3) 0 0 0 0
Nausea 3 (50.0) 0 0 0 0 0
Toothache 1(16.7) 0 0 0 0 0
General disorders and administration site 5(83.3) 0 0 0 0 0
conditions
Chest discomfort 1 (16.7) 0 0 0 0 0
Chest pain 1 (16.7) 0 0 0 0 0
Malaise 4 (66.7) 0 0 0 0 0
Pyrexia 1 (16.7) 0 0 0 0 0
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Population: Safety

Number of subjects n =6

System organ class (SOC)! Grade 1 Grade2 Grade3 Grade4 Grade5 >= Grade3
Preferred term (PT) n (%) n (%) n (%) n (%) n (%) n (%)
Immune system disorders 1 (16.7) 0 0 0 0 0
Seasonal allergy 1(16.7) 0 0 0 0 0
Infections and infestations 2 (33.3) 1(16.7) 0 0 0 0
Gingivitis 1 (16.7) 0 0 0 0 0
Nasopharyngitis 2(33.3) 0 0 0 0 0
Oral herpes 0 1(16.7) 0 0 0 0
Injury, poisoning and procedural complications 1(16.7) 0 0 0 0 0
Contusion 1 (16.7) 0 0 0 0 0
Investigations 0 4 (66.7) 0 0 0 0
Alanine aminotransferase increased 1 (16.7) 0 0 0 0 0
Aspartate aminotransferase increased 1(16.7) 0 0 0 0 0
Blood cholesterol increased 0 1(16.7) 0 0 0 0
Blood creatine phosphokinase increased 0 1 (16.7) 0 0 0 0
Blood creatinine increased 1 (16.7) 0 0 0 0 0
Gamma-glutamyltransferase increased 0 2(33.3) 0 0 0 0
Haemoglobin decreased 0 1 (16.7) 0 0 0 0
Metabolism and nutrition disorders 3(50.0) 2(33.3) 0 0 0 0
Hyperuricaemia 1 (16.7) 0 0 0 0 0
Hypocalcaemia 0 1 (16.7) 0 0 0 0
Decreased appetite 3(50.0) 1(16.7) 0 0 0 0
Musculoskeletal and connective tissue disorders 1 (16.7) 0 0 0 0 0
Musculoskeletal pain 1 (16.7) 0 0 0 0 0
Nervous system disorders 3(50.0) 1(16.7) 0 0 0 0
Dizziness 1 (16.7) 0 0 0 0 0
Dysgeusia 0 1(16.7) 0 0 0 0
Headache 1 (16.7) 0 0 0 0 0
Taste disorder 1 (16.7) 0 0 0 0 0
Skin and subcutaneous tissue disorders 3(50.0) 1(16.7) 0 0 0 0
Alopecia 3 (50.0) 0 0 0 0 0
Dyshidrotic eczema 0 1 (16.7) 0 0 0 0
Rash 1 (16.7) 0 0 0 0 0

! Adverse event term: MedDRA ver.23.0
(FATEHE 5.3.5.3.1 O Table S2.2.1 & 0 ke, WwZ)
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(4) P-1515-12 38k « E N I AH EGIR 3R

SOC KON PT T4r#A L7z TEAE O BIHERE & 3 2.7.4.2-12 12, SOC KO PT THH L
72 TEAE O BEIEE R DI BIPRE & & 2.7.4.2-13 1Z/R LTz,

&b % <O LI TEAE @ SOC 1%, THIBREE] 23 13 4 (86.7%), R\ T IEEIR R A
N 114 (73.3%), TREB LORERESE] 2894 (60.0%), [—f% - £2HEER I OKRE
AL OAREE ] S 8 4 (53.3%), [HIRARIEE ] 28 64 (40.0%), NILEE LY R/ E ],

NEYER L OFAEBRE ] KO THRER X O FlMRESE ) NEehth 54 (33.3%), [
gk, MERE K OWEhRmESE ) 2834 (20.0%) Thoiz,

B bH% <D 5N TEAE @ PT I, LA 114 (73.3%), IRWT YV SERERD A3 10
% (66.7%), BEKEGEN 74 (46.7%), THIN 64 (40.0%), ERIEK OKRTEENZN
a4 (26.7%), MEJE, WEH, FEEN, SEWR KO BIEN ZZE 3 4 (20.0%) Tho
Too 2D OBEIERET, U 2 RERBIE T Grade 4 28 1 4 (6.7%), Grade 3 2% 5 4 (33.3%),
&t C Grade 3 23 14 (6.7%) THoT=M, TOMITT T Grade2 LA FTH o7,

BHEMIZ 54T _XTCBO LN, &ZHZ<BOOLNTEENO PT I, #ELH 11 4

(73.3%), WWNTYU 2 8BRERAD 28 10 4 (66.7%), BAEBGEDS 7 4 (46.7%), 1ERIE&L
VHRREEENZNEN 44 (26.7%), TRHLZOBRBIENZENZIL 34 (20.0%), H i EKH
DRE, REE, TR, 7TV R—YARVEBENRZENEN 2 4 (133%) Thotz, ZIHD
26, HMERB/DAE TIE, T X TOMKERE CRLIED 215X F-1515 LHES =, U v
PREREID TiE, BE D HIRBRIRE LT F-1515 S HIE SN HREN S L, T OMITREH
B DIRBRIII AT (F-1515 R OV F-1520 @iiR) & HE SN BrE 2 no7-, £7-,
BOLTIE, 14F 24 CRES 2RI L LT F-1520 @ik 23 HE S 7,

7% 2.7.4.2-12 TEAE OFRBIHERE £ (P-1515-12 38k : SAF)

Population: Safety

Number of subjects n =15

Causality  Related to Suspected study drug

not the study
System organ class (SOC)! considered drug? F-1515 F-1520 Unknown
Preferred term (PT) n (%) n (%) n (%) n (%) n (%)
All treatment emergent adverse events (TEAEs) 15 (100) 15 (100) 8 (53.3) 4 (26.7) 13 (86.7)
Blood and lymphatic system disorders 5(33.3) 4 (26.7) 3 (20.0) 0 1(6.7)
Anaemia 2 (13.3) 1(6.7) 0 0 1(6.7)
Leukopenia 2 (13.3) 2 (13.3) 2 (13.3) 0 0
Lymphopenia 1(6.7) 1(6.7) 1(6.7) 0 0
Endocrine disorders 1(6.7) 0 0 0 0
Carcinoid syndrome 1(6.7) 0 0 0 0
Eye disorders 2 (13.3) 2 (13.3) 1(6.7) 0 1(6.7)
Conjunctival haemorrhage 1(6.7) 1(6.7) 1(6.7) 0 0
Eye discharge 1(6.7) 1(6.7) 0 0 1(6.7)
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Population: Safety

Number of subjects n =15

Causality  Related to

not

the study

Suspected study drug

System organ class (SOC)! considered drug? F-1515 F-1520 Unknown
Preferred term (PT) n (%) n (%) n (%) n (%) n (%)
Gastrointestinal disorders 13 (86.7) 11 (73.3) 3(20.0) 2 (13.3) 8(53.3)
Abdominal pain 3 (20.0) 2 (13.3) 0 0 2 (13.3)
Constipation 1(6.7) 1(6.7) 0 0 1(6.7)
Diarrhoea 6 (40.0) 2 (13.3) 0 0 2 (13.3)
Eructation 1(6.7) 1(6.7) 0 0 1(6.7)
Faeces pale 1(6.7) 0 0 0 0
Nausea 11(73.3) 11(73.3) 3 (20.0) 2 (13.3) 7 (46.7)
Small intestinal obstruction 1(6.7) 0 0 0 0
Vomiting 3 (20.0) 3 (20.0) 1(6.7) 0 2(13.3)
Haemorrhoidal haemorrhage 1(6.7) 0 0 0 0
Faeces soft 2(13.3) 1(6.7) 0 0 1(6.7)
General disorders and administration site
conditions 8 (53.3) 6 (40.0) 2(13.3) 1(6.7) 4 (26.7)
Chest discomfort 2(13.3) 1(6.7) 0 0 1(6.7)
Chills 1(6.7) 0 0 0 0
Malaise 4 (26.7) 4 (26.7) 1(6.7) 0 4 (26.7)
Pyrexia 3(20.0) 1(6.7) 1(6.7) 0 0
Thirst 1(6.7) 1(6.7) 0 0 1(6.7)
Infusion site extravasation 1(6.7) 1(6.7) 0 1(6.7) 0
Hepatobiliary disorders 1(6.7) 0 0 0 0
Cholangitis 1(6.7) 0 0 0 0
Immune system disorders 1(6.7) 0 0 0 0
Contrast media allergy 1(6.7) 0 0 0 0
Infections and infestations 5(33.3) 0 0 0 0
Ciystitis 1(6.7) 0 0 0 0
Hordeolum 1(6.7) 0 0 0 0
Influenza 1(6.7) 0 0 0 0
Nasopharyngitis 2(13.3) 0 0 0 0
Pharyngitis 1(6.7) 0 0 0 0
Upper respiratory tract infection 1(6.7) 0 0 0 0
Injury, poisoning and procedural complications 1(6.7) 0 0 0 0
Incisional hernia 1(6.7) 0 0 0 0
Investigations 11(73.3) 11(73.3) 7 (46.7) 0 5(33.3)
Alanine aminotransferase increased 1(6.7) 1(6.7) 1(6.7) 0 0
Aspartate aminotransferase increased 1(6.7) 1(6.7) 1(6.7) 0 0
Blood creatine phosphokinase increased 1(6.7) 0 0 0 0
Blood pressure increased 1(6.7) 0 0 0 0
Gamma-glutamyltransferase increased 1(6.7) 1(6.7) 1(6.7) 0 0
Lymphocyte count decreased 10 (66.7) 10 (66.7) 6 (40.0) 0 4 (26.7)
Platelet count decreased 1(6.7) 1(6.7) 1(6.7) 0 0
White blood cell count decreased 1(6.7) 1 (6.7) 0 0 1 (6.7)
Blood alkaline phosphatase increased 1(6.7) 1(6.7) 1(6.7) 0 0
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Population: Safety

Number of subjects n =15

Causality  Related to Suspected study drug

not the study
System organ class (SOC)! considered drug? F-1515 F-1520 Unknown
Preferred term (PT) n (%) n (%) n (%) n (%) n (%)
Metabolism and nutrition disorders 9 (60.0) 9 (60.0) 2 (13.3) 0 8 (53.3)
Acidosis 2 (13.3) 2 (13.3) 0 0 2 (13.3)
Hypoalbuminaemia 1(6.7) 0 0 0 0
Hypoglycaemia 1(6.7) 1(6.7) 0 0 1(6.7)
Decreased appetite 7 (46.7) 7 (46.7) 2(13.3) 0 6 (40.0)
Musculoskeletal and connective tissue disorders 2 (13.3) 1(6.7) 0 0 1(6.7)
Back pain 1(6.7) 0 0 0 0
Groin pain 1(6.7) 0 0 0 0
Pain in extremity 1(6.7) 1(6.7) 0 0 1(6.7)
Neoplasms benign, malignant and unspecified 1(6.7) 0 0 0 0
(incl cysts and polyps)
Cancer pain 1(6.7) 0 0 0 0
Nervous system disorders 6 (40.0) 5(33.3) 1(6.7) 0 4 (26.7)
Headache 3 (20.0) 2 (13.3) 0 0 2 (13.3)
Parosmia 1(6.7) 1(6.7) 0 0 1(6.7)
Taste disorder 4 (26.7) 4(26.7) 1(6.7) 0 3 (20.0)
Psychiatric disorders 1(6.7) 1(6.7) 0 0 1(6.7)
Insomnia 1(6.7) 1(6.7) 0 0 1(6.7)
Renal and urinary disorders 1(6.7) 1(6.7) 0 1(6.7) 1(6.7)
Pollakiuria 1(6.7) 1(6.7) 0 1(6.7) 1(6.7)
Respiratory, thoracic and mediastinal disorders 3 (20.0) 1(6.7) 0 0 1(6.7)
Cough 2 (13.3) 1(6.7) 0 0 1(6.7)
Oropharyngeal pain 1(6.7) 0 0 0 0
Skin and subcutaneous tissue disorders 5(33.3) 4 (26.7) 1(6.7) 1(6.7) 3 (20.0)
Alopecia 3 (20.0) 3 (20.0) 1(6.7) 0 2(13.3)
Erythema 1(6.7) 1(6.7) 0 1(6.7) 0
Rash 1(6.7) 0 0 0 0
Urticaria 1 (6.7) 1(6.7) 0 0 1(6.7)
Asteatosis 1(6.7) 0 0 0 0
Vascular disorders 1(6.7) 0 0 0 0
Hypertension 1(6.7) 0 0 0 0

! Adverse event term: MedDRA ver.23.0
2 A reasonable causal relationship between an AE and the study drug was suggested based on the following
evidences.
- Temporal relationship
- Positive dechallenge
- Positive rechallenge
- Corroboration of the accuracy of the case history
- Lack of alternative explanation
- Investigator's causality assessment

(WRATEEF5.3.5.2.1 OF 12-2 X0 Bk, &)
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Population: Safety

Number of subjects n =15

System organ class (SOC)' Grade 1 Grade2 Grade3 Grade4 Grade5 >= Grade3
Preferred term (PT) n (%) n (%) n (%) n (%) n (%) n (%)

All treatment emergent adverse events 1(6.7) 5(33.3) 8(53.3) 1(6.7) 0 9 (60.0)

(TEAEs)

Blood and lymphatic system disorders 2(13.3)  2(13.3) 1(6.7) 0 0 1(6.7)
Anaemia 1 (6.7) 1 (6.7) 0 0 0 0
Leukopenia 1 (6.7) 1 (6.7) 0 0 0 0
Lymphopenia 0 0 1(6.7) 0 0 1(6.7)

Endocrine disorders 1(6.7) 0 0 0 0 0
Carcinoid syndrome 1 (6.7) 0 0 0 0 0

Eye disorders 2 (13.3) 0 0 0 0 0
Conjunctival haemorrhage 1(6.7) 0 0 0 0 0
Eye discharge 1(6.7) 0 0 0 0 0

Gastrointestinal disorders 10 (66.7) 2 (13.3) 1(6.7) 0 0 1(6.7)
Abdominal pain 3 (20.0) 0 0 0 0 0
Constipation 1 (6.7) 0 0 0 0 0
Diarrhoea 4(26.7) 2(13.3) 0 0 0 0
Eructation 1(6.7) 0 0 0 0 0
Faeces pale 1(6.7) 0 0 0 0 0
Nausea 11(73.3) 0 0 0 0 0
Small intestinal obstruction 0 0 1(6.7) 0 0 1(6.7)
Vomiting 2 (13.3) 0 1(6.7) 0 0 1(6.7)
Haemorrhoidal haemorrhage 1(6.7) 0 0 0 0 0
Faeces soft 2 (13.3) 0 0 0 0 0

General disorders and administration site 8 (53.3) 0 0 0 0 0

conditions
Chest discomfort 2 (13.3) 0 0 0 0 0
Chills 1(6.7) 0 0 0 0 0
Malaise 4 (26.7) 0 0 0 0 0
Pyrexia 3 (20.0) 0 0 0 0 0
Thirst 1(6.7) 0 0 0 0 0
Infusion site extravasation 1 (6.7) 0 0 0 0 0

Hepatobiliary disorders 1(6.7) 0 0 0 0 0
Cholangitis 1 (6.7) 0 0 0 0 0

Immune system disorders 1 (6.7) 0 0 0 0 0
Contrast media allergy 1(6.7) 0 0 0 0 0

Infections and infestations 3(20.0) 2(13.3) 0 0 0 0
Cystitis 1(6.7) 0 0 0 0 0
Hordeolum 1 (6.7) 0 0 0 0 0
Influenza 0 1 (6.7) 0 0 0 0
Nasopharyngitis 2(13.3) 0 0 0 0 0
Pharyngitis 1(6.7) 0 0 0 0 0
Upper respiratory tract infection 0 1 (6.7) 0 0 0 0

Injury, poisoning and procedural complications 1(6.7) 0 0 0 0 0
Incisional hernia 1 (6.7) 0 0 0 0 0
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Population: Safety

Number of subjects n =15

System organ class (SOC)! Grade 1 Grade2 Grade3 Grade4 Grade5 >=Grade3
Preferred term (PT) n (%) n (%) n (%) n (%) n (%) n (%)
Investigations 0 3(20.0) 7(46.7) 1(6.7) 0 8 (53.3)
Alanine aminotransferase increased 1(6.7) 0 0 0 0 0
Aspartate aminotransferase increased 0 1(6.7) 0 0 0 0
Blood creatine phosphokinase increased 0 0 1(6.7) 0 0 1 (6.7)
Blood pressure increased 1 (6.7) 0 0 0 0 0
Gamma-glutamyltransferase increased 1 (6.7) 0 0 0 0 0
Lymphocyte count decreased 0 4 (26.7) 5(33.3) 1 (6.7) 0 6 (40.0)
Platelet count decreased 0 1(6.7) 0 0 0 0
White blood cell count decreased 0 0 1(6.7) 0 0 1(6.7)
Blood alkaline phosphatase increased 1(6.7) 0 0 0 0 0
Metabolism and nutrition disorders 9 (60.0) 0 0 0 0 0
Acidosis 2 (13.3) 0 0 0 0 0
Hypoalbuminaemia 1 (6.7) 0 0 0 0 0
Hypoglycaemia 1(6.7) 0 0 0 0 0
Decreased appetite 7 (46.7) 0 0 0 0 0
Musculoskeletal and connective tissue 2 (13.3) 0 0 0 0 0
disorders
Back pain 1(6.7) 0 0 0 0 0
Groin pain 1(6.7) 0 0 0 0 0
Pain in extremity 1 (6.7) 0 0 0 0 0
Neoplasms benign, malignant and unspecified 1(6.7) 0 0 0 0 0
(incl cysts and polyps)
Cancer pain 1 (6.7) 0 0 0 0 0
Nervous system disorders 6 (40.0) 0 0 0 0 0
Headache 3 (20.0) 0 0 0 0 0
Parosmia 1 (6.7) 0 0 0 0 0
Taste disorder 4 (26.7) 0 0 0 0 0
Psychiatric disorders 1(6.7) 0 0 0 0 0
Insomnia 1 (6.7) 0 0 0 0 0
Renal and urinary disorders 1 (6.7) 0 0 0 0 0
Pollakiuria 1 (6.7) 0 0 0 0 0
Respiratory, thoracic and mediastinal disorders 2 (13.3) 1(6.7) 0 0 0 0
Cough 1(6.7) 1(6.7) 0 0 0 0
Oropharyngeal pain 1(6.7) 0 0 0 0 0
Skin and subcutaneous tissue disorders 4 (26.7) 1(6.7) 0 0 0 0
Alopecia 3 (20.0) 0 0 0 0 0
Erythema 1 (6.7) 0 0 0 0 0
Rash 1(6.7) 0 0 0 0 0
Urticaria 0 1(6.7) 0 0 0 0
Asteatosis 1(6.7) 0 0 0 0 0
Vascular disorders 0 1 (6.7) 0 0 0 0
Hypertension 0 1 (6.7) 0 0 0 0

! Adverse event term: MedDRA ver.23.0
(FATERE 5.3.3.2.1 DF 14.3.1-2 L 0 kK, ©0E)
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SOC KON PT T4r#A L7 TEAE DI BIHKERE & 3 2.7.4.2-14 12, SOC L' PT THH L
72 TEAE O BEIEE R DI BIPR B & & 2.7.4.2-15 128 LTz,

&b % <O LI TEAE @ SOC 1%, THIGBREE] 2319 4 (90.5%), W\ T TEER A
D154 (71.4%), THRE#B LI ORBEEE] 2N 144 (66.7%), [—#% - £HEEL L OEE
HALOIRRE] 23 134 (61.9%), [HHIRRFEEF] 23104 (47.6%), RIS KO TR fkkE
E] N 94 (429%), TIiEB LY U REE] KO TEEER X OFARE] B2 h
Fh 84 (38.1%) TH-oT-,

B H% <D 5T TEAE @ PT 1E, LA 144 (66.7%), RO T FHTKE OVEAREHR A
FTNEN 14 (52.4%), U SEREBADDN 104 (47.6%), 1BEKN 84 (38.1%), BiE
FEDS 6 40 (28.6%), R EN 54 (23.8%), HIMEKEU/DAE, VU v ERB/DE, W, 7
2, RIREER R OEEE A ZNEN 44 (19.0%), MEEER, (5, WRrk, B s P o
y-GTP EIMAEhEh 34 (143%) Thol-, TS OEIEEIL, U > REREA T Grade
47514 (4.8%), Grade 3 7354 (23.8%), VU v/ EKI/E T Grade 3 28 344 (14.3%),
M C Grade 3 23 144 (4.8%) TH o720, ZTOMITT T Grade2 L FTH - 7=,

BUHEMIZ 21 £~ T bndz, bZ<BOOLNTEEMAO PT X, HELH 14 4
(66.7%), RWTEAPBIRN 114 (52.4%), U o ~EREGRA D3 104 (47.6%), BN
84 (38.1%), WLEBIEN 64 (28.6%), WREFEEN 54 (23.8%), HIMEKHEAIE, U X
BRIBUDIE R VPRI ZNZE 44 (19.0%), WEH2S 34 (14.3%), /B GE, I8N
i, MEUE, MOESPRER, FEEN, ALT BN, AST #00, y-GTP #hn, 73 K—3 & K OVGENH
NENEN24 (9.5%) ThHol-, ZHLHDH B, HIMEREAAE, U o SEREUDE, M
BB E TlE, T X TOHBRE CRED DI F-1515 LHE S iz, U o BB
RO BAE TlX, BED DRI L LT F-1515 L HESNEHBRER N L -T2, £,
LTI 44T 24T, BEDDEBMIE LT F-1520 g8 HE Shiz, Tofix, E
W HIRHRE & LT F-1515 & AB (F-1515 L OV F-1520 #fiiR) & HIE S vz gl s
FFREE, & U< IXBE D DIEBRIEIIRH (F-1515 KOV XUE F-1520 $@ik) & HE S -4
BREBE DS T,
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Population: Safety

Number of subjects n =21

Causality  Related to Suspected study drug
! not the study
System organ class (SOC) considered drug? F-1515 F-1520 Unknown
Preferred term (PT) n (%) n (%) n (%) n (%) n (%)

All treatment emergent adverse events (TEAEs) 21 (100) 21 (100) 13 (61.9) 4 (19.0) 19 (90.5)

Blood and lymphatic system disorders 8 (38.1) 7 (33.3) 6 (28.6) 0 1 (4.8)
Anaemia 2 (9.5) 1 (4.8) 0 0 1 (4.8)
Leukopenia 4 (19.0) 4 (19.0) 4 (19.0) 0 0
Lymphopenia 4 (19.0) 4 (19.0) 4 (19.0) 0 0
Thrombocytopenia 2 (9.5) 2 (9.5) 2 (9.5) 0 0

Endocrine disorders 1 (4.8) 0 0 0 0
Carcinoid syndrome 1 (4.8) 0 0 0 0

Eye disorders 2 (9.5) 2 (9.5) 1 (4.8) 0 1 (4.8)
Conjunctival haemorrhage 1 (4.8) 1 (4.8) 1 (4.8) 0 0
Eye discharge 1 (4.8) 1 (4.8) 0 0 1 (4.8)

Gastrointestinal disorders 19 (90.5) 15 (71.4) 6 (28.6) 2 (9.5) 11 (52.4)
Abdominal distension 3(14.3) 2 (9.5) 1 (4.8) 0 1 (4.8)
Abdominal pain 4 (19.0) 2(9.5) 0 0 2 (9.5)
Constipation 3 (14.3) 1 (4.8) 0 0 1 (4.8)
Diarrhoea 11 (52.4) 4 (19.0) 0 0 4 (19.0)
Eructation 1 (4.8) 1 (4.8) 0 0 1 (4.8)
Faeces pale 1 (4.8) 0 0 0 0
Nausea 14 (66.7) 14 (66.7) 5(23.8) 2 (9.5) 10 (47.6)
Small intestinal obstruction 1 (4.8) 0 0 0 0
Toothache 1 (4.8) 0 0 0 0
Vomiting 3 (14.3) 3 (14.3) 1 (4.8) 0 2 (9.5)
Haemorrhoidal haemorrhage 1 (4.8) 0 0 0 0
Faeces soft 2 (9.5) 1 (4.8) 0 0 1 (4.8)

General disorders and administration site 13 (61.9) 11 (52.4) 4 (19.0) 1 (4.8) 7 (33.3)

conditions
Chest discomfort 3 (14.3) 2 (9.5) 0 0 2(9.5)
Chest pain 1 (4.8) 0 0 0 0
Chills 1 (4.8) 0 0 0 0
Malaise 8 (38.1) 8 (38.1) 3 (14.3) 0 6 (28.6)
Pyrexia 4 (19.0) 2 (9.5) 1 (4.8) 0 1 (4.8)
Thirst 1 (4.8) 1 (4.8) 0 0 1 (4.8)
Infusion site extravasation 1 (4.8) 1 (4.8) 0 1(4.8) 0

Hepatobiliary disorders 1 (4.8) 0 0 0 0
Cholangitis 1 (4.8) 0 0 0 0

Immune system disorders 2(9.5) 0 0 0 0
Seasonal allergy 1(4.8) 0 0 0 0
Contrast media allergy 1 (4.8) 0 0 0 0
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Population: Safety

Number of subjects n =21

Causality  Related to Suspected study drug
System organ class (SOC)! consni(c)itere d thgrit;i y F-1515 F-1520 Unknown
Preferred term (PT) n (%) n (%) n (%) n (%) n (%)
Infections and infestations 8 (38.1) 1 (4.8) 0 0 1 (4.8)
Cystitis 1 (4.8) 0 0 0 0
Gingivitis 1 (4.8) 0 0 0 0
Hordeolum 1 (4.8) 0 0 0 0
Influenza 1 (4.8) 0 0 0 0
Nasopharyngitis 4 (19.0) 0 0 0 0
Pharyngitis 1 (4.8) 0 0 0 0
Upper respiratory tract infection 1 (4.8) 0 0 0 0
Oral herpes 1 (4.8) 1 (4.8) 0 0 1 (4.8)
Injury, poisoning and procedural complications 2(9.5) 0 0 0 0
Incisional hernia 1 (4.8) 0 0 0 0
Contusion 1 (4.8) 0 0 0 0
Investigations 15(71.4) 14 (66.7) 8 (38.1) 0 7 (33.3)
Alanine aminotransferase increased 2(9.5) 2(9.5) 1(4.8) 0 1 (4.8)
Aspartate aminotransferase increased 2(9.5) 2(9.5) 1(4.8) 0 1 (4.8)
Blood cholesterol increased 1 (4.8) 0 0 0 0
Blood creatine phosphokinase increased 2(9.5) 1(4.8) 0 0 1 (4.8)
Blood creatinine increased 1(4.8) 1(4.8) 1(4.8) 0 0
Blood pressure increased 1 (4.8) 0 0 0 0
Gamma-glutamyltransferase increased 3 (14.3) 2(9.5) 1 (4.8) 0 1 (4.8)
Haemoglobin decreased 1 (4.8) 1(4.8) 1(4.8) 0 0
Lymphocyte count decreased 10 (47.6) 10 (47.6) 6 (28.6) 0 4 (19.0)
Platelet count decreased 1(4.8) 1(4.8) 1(4.8) 0 0
White blood cell count decreased 1(4.8) 1 (4.8) 0 0 1(4.8)
Blood alkaline phosphatase increased 1 (4.8) 1 (4.8) 1 (4.8) 0 0
Metabolism and nutrition disorders 14 (66.7) 13 (61.9) 3(14.3) 0 12 (57.1)
Acidosis 2 (9.5) 2 (9.5) 0 0 2 (9.5)
Hyperuricaemia 1 (4.8) 0 0 0 0
Hypoalbuminaemia 1 (4.8) 0 0 0 0
Hypocalcaemia 1(4.8) 0 0 0 0
Hypoglycaemia 1 (4.8) 1 (4.8) 0 0 1 (4.8)
Decreased appetite 11 (52.4) 11 (52.4) 3 (14.3) 0 10 (47.6)
Musculoskeletal and connective tissue disorders 3 (14.3) 1 (4.8) 0 0 1 (4.8)
Back pain 1 (4.8) 0 0 0 0
Groin pain 1 (4.8) 0 0 0 0
Musculoskeletal pain 1 (4.8) 0 0 0 0
Pain in extremity 1 (4.8) 1 (4.8) 0 0 1 (4.8)
Neoplasms benign, malignant and unspecified 1 (4.8) 0 0 0 0
(incl cysts and polyps)
Cancer pain 1 (4.8) 0 0 0 0
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Population: Safety

Number of subjects n =21

Causality  Related to Suspected study drug
! not the study
System organ class (SOC) considered drug? F-1515 F-1520 Unknown
Preferred term (PT) n (%) n (%) n (%) n (%) n (%)
Nervous system disorders 10 (47.6) 8 (38.1) 2 (9.5) 0 6 (28.6)
Dizziness 1 (4.8) 1 (4.8) 0 0 1 (4.8)
Dysgeusia 1 (4.8) 1 (4.8) 0 0 1 (4.8)
Headache 4 (19.0) 2 (9.5) 0 0 2 (9.5)
Parosmia 1 (4.8) 1 (4.8) 0 0 1 (4.8)
Taste disorder 5(23.8) 5(23.8) 2 (9.5) 0 3 (14.3)
Psychiatric disorders 1 (4.8) 1 (4.8) 0 0 1 (4.8)
Insomnia 1 (4.8) 1 (4.8) 0 0 1 (4.8)
Renal and urinary disorders 1 (4.8) 1 (4.8) 0 1 (4.8) 1 (4.8)
Pollakiuria 1 (4.8) 1 (4.8) 0 1 (4.8) 1 (4.8)
Respiratory, thoracic and mediastinal disorders 3 (14.3) 1(4.8) 0 0 1 (4.8)
Cough 2 (9.5) 1 (4.8) 0 0 1 (4.8)
Oropharyngeal pain 1 (4.8) 0 0 0 0
Skin and subcutaneous tissue disorders 9 (42.9) 7 (33.3) 4 (19.0) 1 (4.8) 4 (19.0)
Alopecia 6 (28.6) 6 (28.6) 4 (19.0) 0 3(14.3)
Dyshidrotic eczema 1 (4.8) 0 0 0 0
Erythema 1 (4.8) 1 (4.8) 0 1 (4.8) 0
Rash 2 (9.5) 0 0 0 0
Urticaria 1 (4.8) 1 (4.8) 0 0 1 (4.8)
Asteatosis 1 (4.8) 0 0 0 0
Vascular disorders 1(4.8) 0 0 0 0
Hypertension 1 (4.8) 0 0 0 0

! Adverse event term: MedDRA ver.23.0
2 A reasonable causal relationship between an AE and the study drug was suggested based on the following evidences.
- Temporal relationship
- Positive dechallenge
- Positive rechallenge
- Corroboration of the accuracy of the case history
- Lack of alternative explanation
- Investigator's causality assessment

(A& R 5.3.5.3.1 @ Table S2.1.2 X v ¥, %)
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Population: Safety

Number of subjects n =21

System organ class (SOC)! Grade 1 Grade2 Grade3 Grade4 Grade5 >= Grade3
Preferred term (PT) n (%) n (%) n (%) n (%) n (%) n (%)

All treatment emergent adverse events 1 (4.8) 9 (42.9) 10 1 (4.8) 0 11 (52.4)

(TEAEs) (47.6)

Blood and lymphatic system disorders 2(9.5) 3(14.3) 3 (14.3) 0 0 3 (14.3)
Anaemia 1 (4.8) 1 (4.8) 0 0 0 0
Leukopenia 1(4.8) 3(14.3) 0 0 0 0
Lymphopenia 0 1 (4.8) 3 (14.3) 0 0 3 (14.3)
Thrombocytopenia 0 2(9.5) 0 0 0 0

Endocrine disorders 1 (4.8) 0 0 0 0 0
Carcinoid syndrome 1 (4.8) 0 0 0 0 0

Eye disorders 2 (9.5) 0 0 0 0 0
Conjunctival haemorrhage 1 (4.8) 0 0 0 0 0
Eye discharge 1 (4.8) 0 0 0 0 0

Gastrointestinal disorders 14 (66.7) 4 (19.0) 1 (4.8) 0 0 1 (4.8)
Abdominal distension 3(14.3) 0 0 0 0 0
Abdominal pain 4 (19.0) 0 0 0 0 0
Constipation 3 (14.3) 0 0 0 0 0
Diarrhoea 7(33.3) 4(19.0) 0 0 0 0
Eructation 1 (4.8) 0 0 0 0 0
Faeces pale 1(4.8) 0 0 0 0 0
Nausea 14 (66.7) 0 0 0 0 0
Small intestinal obstruction 0 0 1 (4.8) 0 0 1 (4.8)
Toothache 1 (4.8) 0 0 0 0 0
Vomiting 2(9.5) 0 1 (4.8) 0 0 1 (4.8)
Haemorrhoidal haemorrhage 1 (4.8) 0 0 0 0 0
Faeces soft 2(9.5) 0 0 0 0 0

General disorders and administration site 13 (61.9) 0 0 0 0 0

conditions
Chest discomfort 3(14.3) 0 0 0 0 0
Chest pain 1 (4.8) 0 0 0 0 0
Chills 1 (4.8) 0 0 0 0 0
Malaise 8 (38.1) 0 0 0 0 0
Pyrexia 4 (19.0) 0 0 0 0 0
Thirst 1 (4.8) 0 0 0 0 0
Infusion site extravasation 1 (4.8) 0 0 0 0 0

Hepatobiliary disorders 1 (4.8) 0 0 0 0 0
Cholangitis 1 (4.8) 0 0 0 0 0

Immune system disorders 2 (9.5) 0 0 0 0 0
Seasonal allergy 1 (4.8) 0 0 0 0 0
Contrast media allergy 1 (4.8) 0 0 0 0 0

42



2.7.4 BERNY

R
g
H¥

B L7 AV NE IR

7 2.7.4.2-15 TEAE O EjE FERI O R BIg bR 5 (ENRBROFE AT © SAF) (it &)

Population: Safety

Number of subjects n =21

System organ class (SOC)! Grade 1 Grade2 Grade3 Grade4 Grade5 >= Grade3
Preferred term (PT) n (%) n (%) n (%) n (%) n (%) n (%)
Infections and infestations 5(23.8) 3(14.3) 0 0 0 0
Cystitis 1 (4.8) 0 0 0 0 0
Gingivitis 1 (4.8) 0 0 0 0 0
Hordeolum 1 (4.8) 0 0 0 0 0
Influenza 0 1 (4.8) 0 0 0 0
Nasopharyngitis 4 (19.0) 0 0 0 0 0
Pharyngitis 1 (4.8) 0 0 0 0 0
Upper respiratory tract infection 0 1 (4.8) 0 0 0 0
Oral herpes 0 1(4.8) 0 0 0 0
Injury, poisoning and procedural 2(9.5) 0 0 0 0 0
complications
Incisional hernia 1 (4.8) 0 0 0 0 0
Contusion 1 (4.8) 0 0 0 0 0
Investigations 0 7(33.3) 7(33.3) 1 (4.8) 0 8 (38.1)
Alanine aminotransferase increased 2(9.5) 0 0 0 0 0
Aspartate aminotransferase increased 1 (4.8) 1(4.8) 0 0 0 0
Blood cholesterol increased 0 1 (4.8) 0 0 0 0
Blood creatine phosphokinase 0 1(4.8) 1 (4.8) 0 0 1(4.8)
increased
Blood creatinine increased 1 (4.8) 0 0 0 0 0
Blood pressure increased 1(4.8) 0 0 0 0 0
Gamma-glutamyltransferase increased 1 (4.8) 2(9.5) 0 0 0 0
Haemoglobin decreased 0 1 (4.8) 0 0 0 0
Lymphocyte count decreased 0 4 (19.0) 5(23.9) 1(4.8) 0 6 (28.6)
Platelet count decreased 0 1 (4.8) 0 0 0 0
White blood cell count decreased 0 0 1 (4.8) 0 0 1 (4.8)
Blood alkaline phosphatase increased 1 (4.8) 0 0 0 0 0
Metabolism and nutrition disorders 12 (57.1)  2(9.5) 0 0 0 0
Acidosis 2 (9.5) 0 0 0 0 0
Hyperuricaemia 1 (4.8) 0 0 0 0 0
Hypoalbuminaemia 1 (4.8) 0 0 0 0 0
Hypocalcaemia 0 1 (4.8) 0 0 0 0
Hypoglycaemia 1 (4.8) 0 0 0 0 0
Decreased appetite 10 (47.6) 1 (4.8) 0 0 0 0
Musculoskeletal and connective tissue 3 (14.3) 0 0 0 0 0
disorders
Back pain 1(4.8) 0 0 0 0 0
Groin pain 1(4.8) 0 0 0 0 0
Musculoskeletal pain 1 (4.8) 0 0 0 0 0
Pain in extremity 1 (4.8) 0 0 0 0 0
Neoplasms benign, malignant and 1 (4.8) 0 0 0 0 0
unspecified (incl cysts and polyps)
Cancer pain 1 (4.8) 0 0 0 0 0
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Population: Safety

Number of subjects n =21

System organ class (SOC)! Grade 1 Grade2 Grade3 Grade4 Grade5 >= Grade3
Preferred term (PT) n (%) n (%) n (%) n (%) n (%) n (%)
Nervous system disorders 9 (42.9) 1 (4.8) 0 0 0 0
Dizziness 1 (4.8) 0 0 0 0 0
Dysgeusia 0 1 (4.8) 0 0 0 0
Headache 4 (19.0) 0 0 0 0 0
Parosmia 1(4.8) 0 0 0 0 0
Taste disorder 5(23.8) 0 0 0 0 0
Psychiatric disorders 1 (4.8) 0 0 0 0 0
Insomnia 1 (4.8) 0 0 0 0 0
Renal and urinary disorders 1 (4.8) 0 0 0 0 0
Pollakiuria 1 (4.8) 0 0 0 0 0
Respiratory, thoracic and mediastinal 2(9.5) 1 (4.8) 0 0 0 0
disorders
Cough 1 (4.8) 1 (4.8) 0 0 0 0
Oropharyngeal pain 1 (4.8) 0 0 0 0 0
Skin and subcutaneous tissue disorders 7 (33.3) 2(9.5) 0 0 0 0
Alopecia 6 (28.6) 0 0 0 0 0
Dyshidrotic eczema 0 1 (4.8) 0 0 0 0
Erythema 1 (4.8) 0 0 0 0 0
Rash 2 (9.5) 0 0 0 0 0
Urticaria 0 1 (4.8) 0 0 0 0
Asteatosis 1 (4.8) 0 0 0 0 0
Vascular disorders 0 1 (4.8) 0 0 0 0
Hypertension 0 1 (4.8) 0 0 0 0

1 Adverse event term: MedDRA ver.23.0
(FATEHE 5.3.5.3.1 O Table S2.2.2 £ 0 Hoke, WwZ)
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IHBEDO L, 3TN EHRE SN (E 2.7.4.2-19),
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7 2.7.4.2-16 EELRAEFELOELN (NETTER-1 5k : SAF)

Treatment Group

Lutathera Octreotide LAR All

(N =112) (N =111) (N =223)
Number and percent of patients with: N (%) N (%) N (%)
At least one serious adverse event 37 (33.0) 30 (27.0) 67 (30.0)
Any non-treatment emergent serious adverse event 8(7.1) 5(4.5) 13 (5.8)
At least one serious treatment-emergent adverse event (SAE) 35 (31.3) 27 (24.3) 62 (27.8)
At least one SAE related to study medication 13 (11.6) 3(2.7) 16 (7.2)

(FRATE R 5.3.5.1.1 @ Table 12-3 £ 0 #:¥, %)
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Treatment Group

Octreotide
F-1515 LAR

(N=112) (N=111)

SOC PT Npat % Npat %
All SOCs All PTs 35 31.3 27 24.3
Blood and lymphatic system Lymphopenia 2 1.8 0 0.0
disorders Neutropenia 1 0.9 0 0.0
Refractory cytopenia with unilineage 1 0.9 0 0.0

dysplasia

Injury, poisoning and procedural Femur fracture 2 1.8 0 0.0
complications Limb traumatic amputation 1 0.9 0 0.0
Procedural complication 1 0.9 0 0.0

Cardiac disorders Acute myocardial infarction 1 0.9 0 0.0
Angina pectoris 1 0.9 0 0.0

Atrioventricular block second degree 1 0.9 0 0.0

Cardiac arrest 1 0.9 0 0.0

Silent myocardial infarction 1 0.9 0 0.0

Gastrointestinal disorders Abdominal pain 3 2.7 1 0.9
Vomiting 2 1.8 2 1.8

Ascites 1 0.9 1 0.9

Small intestinal obstruction 1 0.9 2 1.8

Gastritis 1 0.9 0 0.0

Haematochezia 1 0.9 0 0.0

Intestinal obstruction 1 0.9 0 0.0

General disorders and Complication of device insertion 1 0.9 0 0.0
administration site conditions Device occlusion 1 0.9 0 0.0
Injection site hypersensitivity 1 0.9 0 0.0

Pyrexia 1 0.9 0 0.0

General physical health deterioration 2 1.8 1 0.9

Pyrexia 1 0.9 0 0.0

Hepatobiliary disorders Cholecystitis 1 0.9 0 0.0
Cholestasis 1 0.9 0 0.0

Hepatocellular injury 1 0.9 0 0.0

Hepatic encephalopathy 1 0.9 0 0.0

Infections and infestations Clostridium difficile infection 1 0.9 0 0.0
Device related infection 1 0.9 0 0.0

Diverticulitis 1 0.9 0 0.0

Pneumocystis jirovecii pneumonia 1 0.9 0 0.0

Respiratory tract infection 1 0.9 0 0.0

Sepsis 1 0.9 0 0.0

Metabolism and nutrition Fluid retention 1 0.9 0 0.0
disorders Hypokalaemia 1 0.9 0 0.0
Dehydration 1 0.9 1 0.9

Neoplasms benign, malignant and Malignant neoplasm progression 2 1.8 5 4.5
unspecified (incl cysts and Diftuse large B-cell lymphoma 1 0.9 0 0.0
polyps) Oesophageal adenocarcinoma 1 0.9 0 0.0
Tumour invasion 1 0.9 0 0.0

Refractory cytopenia with multilineage 1 0.9 0 0

dysplasia

Psychiatric disorders Anxiety 1 0.9 0 0.0
Delirium 1 0.9 0 0.0

Renal and urinary disorders Acute kidney injury 4 3.6 1 0.9
Acute prerenal failure 1 0.9 0 0.0

Respiratory, thoracic and Acute respiratory failure 1 0.9 0 0.0
mediastinal disorders Cough 1 0.9 0 0.0
Surgical and medical procedures Coronary artery bypass 1 0.9 0 0.0
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Treatment Group

Octreotide
F-1515 LAR
(N=112) (N=111)

SOC PT Npat % Npat %
Vascular disorders Inferior vena cava syndrome 1 0.9 0 0.0
Pulmonary embolism 1 0.9 0 0.0

Shock 1 0.9 0 0.0

Syncope 1 0.9 0 0.0

N: number of patients in treatment group; npat: patient count; At each level of summarization, a subject is counted
only once; Treatment emergent adverse events (TEAEs) are defined as AEs that started or worsened on or after the

date of the first dose of study medication.
(WRATEEL 5.3.5.1.1 @ Table 12-10 £ ¥ oy, %)

3 2.7.4.2-18 JRERIGE T COEEZRIEH OWNR (NETTER-1 %% : SAF)

Treatment Group

F-1515 Octreotide All
LAR
(N=112) (N=111) (N =223)

Treatment emergent serious adverse event related to study medication n (%) n (%) n (%)
General information
Number of patients with at least one TESAE related to study 13 (11.6) 327 16 (7.2)
medication
Number of events 16 3 19

Number of patients with at least one TESAE related to study medication by maximum severity

Grade 1 (Mild) 1(0.9) 0 (0.0) 1(0.4)
Grade 2 (Moderate) 2 (1.8) 0 (0.0) 2 (0.9)
Grade 3 (Severe) 8(7.1) 327 11 (4.9)
Grade 4 (Threatening/disabling) 2 (1.8) 0 (0.0) 2 (0.9)
Grade 5 (Death) 0 (0.0) 0 (0.0) 0 (0.0)

During the long-term follow-up, the investigator had to report only SAEs related to F-1515.
N: number of patients per treatment group; n: number of patients/events; TESAE: treatment emergent serious
adverse event.

At each level of summarization, a patient is counted only once.
(IRFHEEE 5.3.5.1.1 @ Table 12-11 £ 0 B, k)
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# 2742-19 EELRAEFSR (NETIER-1 RBR 72475 1)

F-1515
Subject ID SAEs by Preferred Term Relationship to study drug
BE01-002 Abdominal pain Grade 3 -
Vomiting Grade 3 -
BE01-005 Cholangitis Grade 2 -
(SAE & AESI) Lymphopenia Grade 4 -
Hepatic encephalopathy Grade 3 Amino acid
Pneucystis jirovecii pneumonia Grade 3 -
DE01-009 Abdominal pain Grade 3 -
DE01-010 Abdominal pain Grade 2 -
Hypokalemia Grade 2 -
Karnofsky scale worsened Grade 3 -
DE04-002 Inferior vena cava syndrome Grade 3 -
Cholestasis -
US05-011 Malignant neoplasm progression Grade 5 -
US05-015 Lymphopenia Grade 3 F-1515
(SAE & AESI) Obstruction gastric Grade 3 -
Generalised oedema Grade 3 -
Anaemia Grade 3 -
US05-017 Haematemesis Grade 3 -
US11-018 Thrombocytopenia Grade 3 F-1515
(SAE & AESI) Lymphopenia Grade 4 F-1515
Leukopenia Grade 3 F-1515
Anaemia Grade 3 F-1515
Myelodysplastic syndrome Grade 4 F-1515
Endocarditis Grade 3 F-1515
Osteomyelitis Grade 3 -
US11-019 Lymphopenia Grade 4 F-1515
(SAE & AESI) Normochromic normocytic anaemia Grade 3 F-1515
Thrombocytopenia Grade 3 F-1515
Malignant bowel obstruction Grade 3 -
Acute kidney injury Grade 5 F-1515
Deep vein thrombosis Grade 2 -
Diabetes mellitus Grade 3 -
Bacteremia Grade 3 -
US11-023 Lymphopenia Grade 4 F-1515
(SAE & AESI) Pulmonary embolism Grade 5 -
Deep vein thrombosis Grade 4 -
Diarrhoea Grade 5 -
US11-024 Lymphopenia Grade 4 -
Abdominal pain Grade 3 -
Oncologic complication Grade 3 -
US11-025 Lymphopenia Grade 4 F-1515
US11-029 Leukopenia Grade 3 F-1515
(SAE & AESI) Oncologic complication Grade 4 -
Lymphopenia Grade 3 F-1515

Anemia Grade 3
Hypoalbuminaemia Grade 3

(& 53.51.1 O Table 12-16 & U IKFF, &%)

(2) Erasmus MC 5% : Y8715 VI A8 R PR Bk

Erasmus MC RBRIZCB T 2EEBRAFFRO—EEEK 2.747-6 1T LT,

Erasmus MC ®BCc B <, ®E2AHH4

- [ [Z3%

HELAEEREZFHE L, BRREERFUAOEELAEFEFRIL, HEEIIHELR
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Mo 7o, BEARMRAEMEE T O 5 b, MK FERE & QMR AL FERET — 2 )5 HE L7z NCI
CTCAE (Ver.4.03) T Grade3 XU 4 O M mMITEERAFEFRL LTIV HF-72, L I
0 AT T TICUUE LB, TN EERAERELRL ), (BELAEESRORE
A, TEERAEFRGOKTH (IATICRHHENH->72%H) ), INCICTCAE @ Grade ([l
RREMET OR) |, TREBEGR BREMLEMCESHE)) Thol, IRBREMLERO
L E =2 —FT, "Lu-DOTA’-Tyr’-Octreotate D& 5% 30 HUNIZHAE LT X TOE
ERAERES RBRIGMEOREREAEY (BXLEEDY |, EhEoafEEDH Y | Lf)
ESNTbOEEERBIEM (SAR) ([2498H) MOET ZINE L,

SOC NPT THH LTIRBRIAIE T COEE A EFFRORBBMRE L BB 1%LL
DIRBRIER F CORERAEESR) 2K 2.742-20 12, SOC KO PT THMEL - EHELH
TER OR BB ERE S % 3 2.7.42-21 1R LTz,

BESNTHRE (T2 N) 8114DHH 5084 (62.6%) I[ZIRBRIGIE N COEER
HEELGNRED N, HKbRERERNEN -7 PT IZPLMERBAE 85 4 (10.5%) T, K
WT T 52 4 (6.4%), 8T 47 4 (5.8%), &I 43 4 (53%), ET 414 (5.1%) Th
o7, 2B, PWMERPEAEIL, M/, AR ERER OYE i ERE S R I L 723551
LTz, 38T A—4% (~EZ vy, AmEEE G/ M) ©5 5, 15CTH Grade
3T 4 LHESNTEBAICRBIEE T TCORERAERS L Lz, 77, BRI RIE
fEEE (MDS) 23 16 4 TR b=, MDS D 16 413 F-1515 (2 & 5 WIEHERE ) B 2~4 4%
IZMDS E s hiz, 164 241%, 2 OBIMEREZITTEY (465, F-1515
O B G- RE1E 29.7 GBq & H 2 72 - A5 BRE O ARSI BB 13 44.5 GBq M 1V 45.1 GBq),
24 L6 MDS IEINRE Sl H D LTS e (R 2.7.4.2-22),

HEZREERIX 163 4 (20.1%) 278D H 417z, PRRT THE Zofifas & 72 2 BB L C,
F-1515 E ORI FEEFRNAE#EDH Y EHESN-EERBREEN 3 AICRD LT,
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7% 2.7.42-20 IGBRIRE T COEE LA EZEFL ORI E I
(Erasmus MC &8k : SAF, =7 &% A, BEHEFK 1% E)

Dutch
(N =811)
SOC PT Npat %
All SOCs All PTs 508 62.6
Blood and lymphatic system disorders Pancytopenia 85 10.5
Anaemia 43 5.3
Thrombocytopenia 27 3.3
Gastrointestinal disorders Abdominal pain 47 5.8
Abdominal pain upper 11 1.4
Diarrhoea 52 6.4
Vomiting 33 4.1
Nausea 29 3.6
Constipation 24 3.0
Ascites 17 2.1
Intestinal obstruction 8 1.0
Ileus 12 1.5
Melaena 8 1.0
General disorders and administration site Death 41 5.1
conditions Pyrexia 35 4.3
Malaise 27 3.3
Pain 19 2.3
Metabolism and nutrition disorders Dehydration 28 3.5
Hypercalcaemia 13 1.6
Respiratory, thoracic and mediastinal disorders Dyspnoea 25 3.1
Infections and infestations Pneumonia 24 3.0
Urinary tract infection 10 1.2
Neoplasms benign, malignant and unspecified = Metastases to central 8 1.0
(incl. cysts and polyps) nervous system
Myelodysplastic syndrome 16 2.0
Surgical and medical procedures Cholecystectomy 18 2.2
Abdominal cavity drainage 17 2.1
Transfusion 14 1.7
Stent placement 10 1.2
High frequency ablation 9 1.1
Vascular disorders Hypotension 10 1.2
Cardiac disorders Cardiac failure 12 1.5
Myocardial infarction 9 1.1
Investigations Weight decreased 12 1.5
Renal and urinary disorders Renal failure 8 1.0
Renal impairment 10 1.2
Hepatobiliary disorders Cholelithiasis 10 1.2
Jaundice 9 1.1
Injury, poisoning and procedural complications Fall 10 1.2

MedDRA Ver.18.0
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7 2.7.42-21 EEZRBERH ORI SRE S (Erasmus MC #kB# : SAF, 47 % A\)

Dutch
(N =2811)
SOC PT Npat %
All SOCs All PTs 163 20.1
Blood and lymphatic system disorders Pancytopenia 82 10.1
Anaemia 31 3.8
Thrombocytopenia 20 2.5
Leukopenia 5 0.6
Bone marrow failure 3 0.4
Nephrogenic anaemia 1 0.1
Thrombocytopenic purpura 1 0.1
Neoplasms benign, malignant and unspecified Myelodysplastic syndrome 13 1.6
(incl cysts and polyps) Acute myeloid leukaemia 3 0.4
Acute leukaemia 1 0.1
Chronic myelomonocytic 1 0.1
leukemia
Surgical and medical procedures Transfusion 12 1.5
Abdominal cavity drainage 1 0.1
Abscess drainage 1 0.1
Bone marrow harvest 1 0.1
Dialysis 1 0.1
Gastrointestinal tube 1 0.1
insertion
Stent placement 1 0.1
Polypectomy 1 0.1
Gastrointestinal disorders Abdominal pain 9 1.1
Abdominal pain lower 1 0.1
Abdominal pain upper 1 0.1
Nausea 8 1.0
Vomiting 6 0.7
Diarrhoea 4 0.5
Constipation 4 0.5
Ascites 1 0.1
Haematemesis 1 0.1
Haemorrhagic ascites 1 0.1
Ileus 1 0.1
Melaena 1 0.1
Metabolism and nutrition disorders Dehydration 6 0.7
Tumor lysis syndrome 3 0.4
Hypercalcaemia 2 0.2
Decreased appetite 2 0.2
Hypoalbuminaemia 1 0.1
Hypocalcaemia 1 0.1
Hyponatraemia 1 0.1
Metabolic acidosis 1 0.1
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#+ 2.7.4.2-21 EEREBIEHORBLHEREE (Erasmus MC 3Bk : SAF, 47 % A)

(e )
Dutch
(N =811)
SOC PT Npat %
General disorders and administration site Malaise 4 0.5
conditions Pyrexia 3 0.4
Death 3 0.4
Pain 2 0.2
Fatigue 1 0.1
Feeling abnormal 1 0.1
Chest pain 1 0.1
Investigations Weight decreased 3 0.4
Biopsy bone marrow 2 0.2
Biopsy bone 1 0.1
Blood catecholamines 1 0.1
Blood creatinine increased 1 0.1
C-reactive protein 1 0.1
increased
Renal and urinary disorders Renal failure 2 0.2
Renal Impairment 1 0.1
Vascular disorders Hypotension 2 0.2
Flushing 2 0.2
Orthostatic hypotension 1 0.1
Phlebitis 1 0.1
Endocrine disorders Carcinoid crisis 2 0.2
Hyperparathyroidism 1 0.1
Cardiac disorders Myocardial infarction 2 0.2
Angina pectoris 1 0.1
Cardiogenic shock 1 0.1
Nervous system disorders Dizziness 2 0.2
Syncope 1 0.1
Spinal cord compression 1 0.1
Infections and infestations Cystitis 2 0.2
Pneumonia 2 0.2
Herpes zoster 1 0.1
Influenza 1 0.1
Ophthalmic herpes zoster 1 0.1
Staphylococcal infection 1 0.1
Streptococcal bacteraemia 1 0.1
Hepatobiliary disorders Cholestasis 1 0.1
Hepatic congestion 1 0.1
Hepatic failure 1 0.1
Hyperbilirubinaemia 2 0.2
Respiratory, thoracic and mediastinal disorders ~ Choking sensation 1 0.1
Oropharyngeal pain 1 0.1
Psychiatric disorders Disorientation 1 0.1

MedDRA Ver.18.0
(A&} 5.3.5.2.2 @ Table 14.3.1.3.1 X v ¥
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# 2.7.42-22 EEZREIERLHE ST MDS O (Erasmus MC iR : SAF, 47 % A\)

Patient ID Tumor diagnosis Prior treatment  F-1515 MDS diagnosis
(sex/ age) (year)
276 NET with liver metastasis (2002) Surgery Three treatments ~ Nov 2008
(male/ 6') (2006-2007)
364 pNET with ingrowth in liver and portal Octreotide Four treatments (not
(female/ 5') ' vein (2003) (2004) confirmed)
416 NET with liver metastasis (2006) - Four treatments Aug 2009
(female/ 4') (2006-2009)
500 Gastrinoma with liver metastasis (2001) - Four treatments Aug to Oct
(male/ 5') (2001-2002) 2004
523 Carcinoid tumor 12 years earlier and liver - Three treatments May 2005
(female/ 5') metastasis for the last 2 years (2003)
604 Carcinoid tumor with liver metastasis and  Octreotide Four treatments Sep 2006
(female/ 7') limited bone metastasis (2002) (2003)
794 Carcinoid of terminal ileum with liver Octreotide & Six treatments Dec 2011
(male/ Q) metastasis (2008) surgery (2009-2011)
891 pNET with liver metastasis (2008) Octreotide Four treatments May 2011
(male/ 1) (2009)
922 Well-differentiated, metastasized - Four treatments Jan 2015
(male/ 7') neuroendocrine pNET (2011) (2010-2011)
952 Carcinoid of the small intestine with - Four treatments May 2013
(male/ Q) hepatic metastases, desmoplastic reaction (2010-2011)

of the mesentery, carcinoid syndrome and

carcinoid heart disease - tricuspid and

pulmonary valve insufficiency (2009)
974 pNET with liver metastasis (2009) - Four treatments Jan 2012
(female/ 6') (2009-2010)
1034 Paraganglioma of the organ of - Six treatments Mar 2015
(male/ 7') Zuckerkandl with progressive hepatic (2011-2013)

metastases and mediastinal, paravertebral

and para-aortal lymphadenopathy (2011)
1043 Well-differentiated carcinoid in Octreotide Three treatments Mar 2014
(male/ 8') pancreatic head and liver (2011) LAR (2013)
1136 Carcinoid of the small bowel with Octreotide Four treatments Jun 2010
(female/ 8') mesenteric and hepatic metastases (2004) (2008)

Radiological tumor progression growth of

(new) hepatic and pulmonary metastases

(2007)
1176 NET of small intestine with liver and Octreotide Four treatments Sep 2012
(female/ 6') bone metastasis (2008) (2010-2011)
1282 Carcinoid - primary location unknown - Octreotide Five treatments Mar 2011
(male/ Q) metastatic to the liver and with carcinoid (2009)

syndrome (2007)

' Related MDS was suspected but not confirmed at the time of the analysis: this MDS is not recorded in the database
but only described in the narrative follow-up of the previous anemia event of patient 364.
(IRATE R 5.3.5.2.2 @ Table 12-9 X U b, &%)
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(3) VAN RER OF & fl AT

SOC KON PT THELZIBRIGKE F COEERAEFFLORBBIMGRE L (F-1515 BETH
B 0.5% UL EOIRBRIGIR F COEBE LA HERGL) 2K 274223 1TR L7,

IRBRIER T COEE LA EFFLRIL, HBAE L L L CF- 1515 B0 E A28 @ h - 7= (F-1515
BE : 58.6%, XFHARE : 27.0%), L2 L7Z2A 5, Erasmus MC kRO EE LA EHLITIL b
AT T4 TIWESNTE DO TH Y, RSFMREBERH LN Z & (B : Grade 3 KT
4 OMERFEMEITABNICEE A EFRLA72T), Erasmus MC Bk 1L NETTER-1 KBk IZ
HEARTEHHAEMEAE W & (Erasmus MC #B% : 5 12 45, NETTER-1 kB : £ 3 4F)
L0, BEELRAEELORIAENE Ro-ABERH 5,

F-1515 B CRIEE 0.5%LL LORBRIGR F CORERELRAFERLZLDOH L, F-1515 # T b
RBENE -T2 SOC 1T IHIGEE] (F-1515 #f : 21.0%, <AL : 13.5%), &KW T 4+
BB L ONRHLE | (F-1515 £ : 19.0%, XHHEE: 0.0%), [ L OV 3R EF ) (F-1515
BE:16.5%, RTPEEE:0.9%) KOV —% - 2 HFEERS X OB GEALORAE ] (F-1515 £ :15.3%,
KTHREE : 3.6%) Tholo, MBHETROEIAERNREIN -7 SOC 1%, HHEEE] (F-1515
B 21.0%, XFPRAE @ 13.5%), TR, BEEBSXOGEMAHORAEY (#ERBIORY —7
Zade) ] (F-1515 #F : 8.8%, *IHREE: 6.3%) THot-, F-ISISEHTROLEHEN G- T2
PT (IPLMERIIE (9.0%), W\WTFH (5.7%), % (5.4%) KROEIM (4.8%) THo
720 RPBRECTR O IEERNED - 72 PTIXEMEFEWHEIT (4.5%), RWTFH, BERED
EtCToh o7z (ZNEI 1.8%),
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F 274223 {BBRIBIR T COERERAEFZ ORI ERE L
(VAR BROFAS MM - F-1515 BE TR 0.5%LL 1)

Treatment Group

F-1515 Octreotide
LAR
System Organ Class Preferred Term (N =945) (N=111)
Any Serious Adverse Event 554 (58.6) 30 (27.0)
Blood and lymphatic system disorders All PTs 156 (16.5) 1(0.9)
Pancytopenia 85 (9.0) 0 (0.0)
Anaemia 45 (4.8) 1(0.9)
Thrombocytopenia 28 (3.0) 0 (0.0)
Leukopenia 8 (0.8) 0 (0.0)
Lymphopenia 8 (0.8) 0 (0.0)
Cardiac disorders All PTs 50 (5.3) 2 (1.8)
Cardiac failure 12 (1.3) 0 (0.0)
Myocardial infarction 9 (1.0) 0 (0.0)
Atrial fibrillation 5(0.5) 0 (0.0)
Tricuspid valve incompetence 5(0.5) 0 (0.0)
Endocrine disorders All PTs 17 (1.8) 0 (0.0)
Carcinoid syndrome 6 (0.6) 0 (0.0)
Gastrointestinal disorders All PTs 198 (21.0) 15 (13.5)
Diarrhoea 54 (5.7) 2 (1.8)
Abdominal pain 51(5.4) 2 (1.8)
Vomiting 353.7) 2 (1.8)
Nausea 30 (3.2) 1(0.9)
Constipation 24 (2.5) 0 (0.0)
Ascites 18 (1.9) 1(0.9)
Ileus 12 (1.3) 1(0.9)
Abdominal pain upper 12 (1.3) 0 (0.0)
Melaena 8 (0.8) 0 (0.0)
Intestinal obstruction 9 (1.0) 0 (0.0)
Haematemesis 7 (0.7) 0 (0.0)
General disorders and administration site All PTs 145 (15.3) 4 (3.6)
conditions Pyrexia 36 (3.8) 0 (0.0)
Death 41 (4.3) 0 (0.0)
Malaise 27 (2.9) 0 (0.0)
Pain 19 (2.0) 0 (0.0)
Chest pain 6 (0.6) 0 (0.0)
Oedema 6 (0.6) 0 (0.0)
Oedema peripheral 7 (0.7) 0 (0.0)
Device occlusion 5(0.5) 0 (0.0)
Fatigue 5(0.5) 0 (0.0)
Hepatobiliary disorders All PTs 60 (6.3) 1(0.9)
Cholelithiasis 10 (1.1) 0 (0.0)
Jaundice 9 (1.0) 0 (0.0)
Cholangitis 8 (0.8) 0 (0.0)
Cholecystitis 6 (0.6) 0 (0.0)
Cholestasis 5(0.5) 0 (0.0)
Infections and infestations All PTs 93 (9.8) 1(0.9)
Pneumonia 24 (2.5) 0 (0.0)
Urinary tract infection 11(1.2) 0 (0.0)
Sepsis 7 (0.7) 0 (0.0)
Injury, poisoning and procedural All PTs 43 (4.6) 1(0.9)
complications Fall 11 (1.2) 0 (0.0)
Investigations All PTs 50 (5.3) 0 (0.0)
Weight decreased 12 (1.3) 0 (0.0)
Blood bilirubin increased 8 (0.8) 0 (0.0)

56



2.7.4 BERNY

R
g
H¥

BT AL NE IR

F 274223 {BBRIBIR T COERERAEFZ ORI ERE L
(M iR BROF S MEAT © F-1515 RE TR LK 0.5% L E) (Fix)

Treatment Group

Octreotide
F-1515 LAR
System Organ Class Preferred Term (N =945) (N=111)
Metabolism and nutrition disorders All PTs 81 (8.6) 2 (1.8)
Dehydration 29 (3.1 1(0.9)
Hypercalcaemia 13 (1.4) 0 (0.0)
Decreased appetite 6 (0.6) 0 (0.0)
Hyponatraemia 6 (0.6) 0 (0.0)
Cachexia 6 (0.6) 0 (0.0)
Hypoglycaemia 5(0.5) 0 (0.0)
Musculoskeletal and connective tissue All PTs 24 (2.5) 327
disorders Pain in extremity 5(0.5) 1(0.9)
Neoplasms benign, malignant and unspecified All PTs 83 (8.8) 7 (6.3)
(incl cysts and polyps)
Myelodysplastic syndrome 16 (1.7) 0 (0.0)
Metastases to central nervous system 8 (0.8) 0 (0.0)
Malignant neoplasm progression 12 (1.3) 5(4.5)
Metastases to liver 6 (0.6) 0 (0.0)
Nervous system disorders All PTs 55 (5.8) 4 (3.6)
Dizziness 7 (0.7) 0 (0.0)
Syncope 7 (0.7) 1(0.9)
Transient ischaemic attack 5(0.5) 0 (0.0)
Psychiatric disorders All PTs 15 (1.6) 0 (0.0)
Delirium 7 (0.7) 0 (0.0)
Renal and urinary disorders All PTs 42 (4.4) 2 (1.8)
Renal impairment 10 (1.1) 1(0.9)
Renal failure 8 (0.8) 0 (0.0)
Acute kidney injury 6 (0.6) 1(0.9)
Respiratory, thoracic and mediastinal All PTs 55 (5.8) 1(0.9)
disorders
Dyspnoea 24 (2.5) 0 (0.0)
Pleural effusion 6 (0.6) 1(0.9)
Pulmonary embolism 6 (0.6) 0 (0.0)
Skin and subcutaneous tissue disorders All PTs 7 (0.7) 0 (0.0)
Surgical and medical procedures All PTs 180 (19.0) 0 (0.0)
Abdominal cavity drainage 17 (1.8) 0 (0.0)
Cholecystectomy 18 (1.9) 0 (0.0)
Transfusion 14 (1.5) 0 (0.0)
Stent placement 10 (1.1) 0 (0.0)
High frequency ablation 9 (1.0) 0 (0.0)
Enterostomy 7 (0.7) 0 (0.0)
Cytoreductive surgery 6 (0.6) 0 (0.0)
Gastrointestinal tube insertion 5(0.5) 0 (0.0)
Tricuspid valve replacement 5(0.5) 0 (0.0)
Pancreaticoduodenectomy 5(0.5) 0 (0.0)
Therapeutic embolization 5(0.5) 0 (0.0)
Tumor excision 5(0.5) 0 (0.0)
Vascular disorders All PTs 44 (4.7) 0 (0.0)
Hypotension 10 (1.1) 0 (0.0)
Haemorrhage 6 (0.6) 0 (0.0)
Thrombosis 5(0.5) 0 (0.0)
Flushing 5(0.5) 0 (0.0)

(IRATE B} 5.3.5.3.2 @D Table 3.1 & ¥ #HY)
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(4) P-1515-11 585 : EWNE 1 AHEG KRR
P-1515-11 RBERIZB N T, RBRIBE T COERERERAERRIIB D N1,

(5) P-1515-12 3Bk : [E N VI AHEG KR

P-1515-12 8 (F—suys Kb 20 2] AR P e EERAEFELD
—BEF 27477127 LT, £72, SOC KOPT CHMHLIZIBRIGE FCOERERFESF
S ORI E R E K 2.7.4.2-24 IZR LT,

TRBRIB F COERERERAEER L LT, Grade3 & HE S N7-/NMEAZE K O Grade 2 & ¥
ESNTZA VTNV U EREREN 1 LITED RN, Wb F-1515 & ORI FBEfRIX
B e L & HIE STz,

F—snry By MR, 20 = T, T OO EE A E LRI
Y AWAY Rl

£ 2.7.4.2-24 JREBRIBIE T COEE LA EFTLORBIMERE L (P-1515-12 7 5k)

Population: Safety

System organ class (SOC)' Number of subjects n =15
Preferred term (PT) n (%)
Searious treatment emergent adverse events (TEAEs) 2(13.3)
Gastrointestinal disorders 1 (6.7)
Small intestinal obstruction 1 (6.7)
Infections and infestations 1(6.7)
Influenza 1(6.7)

! Adverse event term: MedDRA ver.23.0
(ARATERE5.3.5.2.1 OF 143.2-1 £ 0k, @A)

274214 TOHMOEELHEESRR

(1) NETTER-1 58 : ¥EA4 55 111 FH Ef R 3Bk
1) {RBROFIE%E S TEAE

BER DO HIEZ £ 5 TEAE 1%, F-1515 8T 144 (12.5%), *HBEET 124 (10.8%) I

BH o [%Hié*ﬂrss.s.l.lTab1e14.3.1.8.1é;vﬂ’u’] ZDH L, RO TRIEZ 4D BIE
FIX F-1515 BT 8 4 (7.1%), X HREET 1 44 (0.9%) IZFR® b A7z [UsfT & B 5.3.5.1.1 Table
14.3.1.8.2 Z ], F-1515 B TR HALTIBER O Ik & £ © RIMERIE, L BRI E 2 4,
MR, B, BEK, ESHRALEBIS, s V= o, BRREGR, £
MERR BRI A £ O I Mm BRI E K OMEIRFEE N Z N 1 4 ThoTo, HEEET
RO HLNTIEBROPIEA LS BWEMIL, BEOROESN 14 Q) Thot-,

2) HEFHEENE
a) F-1515 O &% 5 TEAE

F-1515 O &% £ 9 TEAE 1%, F-1515 8D 104 (8.9%) I 12 ENBH BN, &b
BEEES = 72 o 72 TEAE (XM MRIBUE 4 44 (3.6%), IR THRFFFERIAE, I Bk
JE, B9, T, MR, FRMAREGS, AST BN O ALP B =i 14 (0.9%)
Thot [RAEE 5.3.51.1 @ Table 14.3.1.9.1.1 B,
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b) F-1515 O 53EH % £ 5 TEAE

F-1515 O GIEH % £ 5 TEAE 1%, F-1515 8D 3 4 (2.7%) (2 4 :2338 O b7, TEAE
OWNRITHER, TH, RHEXOFMEEESZZEN 14 (0.9%) Tho7 [IFFEER
5.3.5.1.1 ® Table 14.3.1.9.3.1 ],

¢) F-1515 oG Hik%# £ 5 TEAE

F-1515 O 5-F1 1k % £ 5 TEAE I, F-1515 B D 14 4 (12.5%) 12 26 1ERFRO vz,
e b BHE D E o 72 TEAE X2 B A2 34 (2.7%), W T/ MRS E 2 4 (1.8%) ,
2, U ERBUDE, PLMEKEAE, EEgREREE, @y L= 8m,
UL, U KRB, SRR R A, ik, RN EE, REK, L, IR, EIR
FEAR AAOHE, RAEGE, ik, OfE ik, e, ZMmECR R Z L5 Ak
ERIBUAE, MEIRFEER N a v 7 BnEnETh 14 (09%) Tholz [IRFER 5.3.5.1.1
O Table 14.3.1.9.2.1 &[],

3) EHT NS HAEFHER (AESD
HERG, BERAEFERLOHERREMN S, MEFEME, RN EEEEE, &
FIER OVDILERA N MCBE T 2 FRE2 AAA A3V b r AT T ¢ TITET L,
HEH T XXHFEFESR (Adverse events of special interest : LAF, AESI) Zfliii L7=, AESI
DERIILULTDO LR & LT,

- Ik R NR—=R2F7 A VERIZIERD BTV Grade 2 LA E D /M
B IE X Grade 3~4 O I, H i EREAGE, ff P ERBADIE,
FOAD T TYICEET TR TOERRIBE F TOERER

AEHS

s DR EANERESS 0 AB T AV ICBEET 5 TN TORRIGE T TOERERAE
L

= AKATAVICHEST LT X TORRBE T TOEERAE
=R

CDMAERA NS s AT AV ICEHET ST N TORRIGE T TOERERAE
=R

U ha AT T ¢ TICHE LT AESI &% 2.7.42-25 128 L7z,

FRIR RS E O CTCAE O EIEFE I E S &, F-1515 BE Tl b AAE D i o 72 i 7
PE1X, Grade 3~4 @ M ERJDIE 50 4 (44.6%), R\VNC Grade 2~4 O IfiL/IME I/ E 10
% (8.9%), ZHRMOMETENE 44 (3.6%) Thoto, Grade3 L4 OEMITERD L
2o,

F-1515 BRI BT 2 PR EEIEE S X, TOVE AR B My > (), £
1R R ST B 2 1 5 AR i BRISAME | B OV B R D B AR A £ 5 ARSI i BRI |
MNENZEIN 1L (0.9%) [ZRO BT,

F-1515 BECRe b BEE N @0 o T2 BB, MOt R EE 38 4 (33.9%), &
TREEE 204 (17.9%), SRR EM 124 (10.7%) Tholz,

F-1515 B TR b BEEN B - 7oL IME R A X2 MME, @fE 14 4 (12.5%), &RWT
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AEENR 13 4 (11.6%), (RMLE 6 44 (5.4%), WEIIREEKROT 72— LB REGIE 5
% (45%) ThHoT=,

2019 4 12 A 19 HEFA T, MDS 28 F-1515 BEC 3 AIZRBO LNz, ZHH D MDS @
FELREIN T, EEFMEE M OT — 2 > A7 H (201547 A 24 H) FEsi T2 4,
eV T — 42y A7 H (201646 A 30 H) LI 14 THh o7z,

ZOfh, AESI & EELRAERFROMWSFNRO DNT-HERE % DL F IR Lz [IRAE R
5.3.5.1.1 @ Table 14.3.1.10 /] [IRFHEEL 5.3.5.1.1 @ Listing 16.2.7.1 ],

- Patient ID : FR04-003
U BRIV E  (Grade 3) 2338 DAL, JBBREBE(LIEMIC LV BEE LA HE RS
E X NTz, O AESI O EEIFRIL F-1515 R EH V LW STz,

- Patient ID : IT0O1-001

AMOEE (Grade3) MDD LI, IRBRERMTEMICIV EERATEELR L
ENT-, Z O AESI 0K FEFRIZ F-1515 LB L S Hlr S, LRI HAF
TELTWDHREB/IEBREBE O 2 BER & B2 5 Bdld v Ll s,

- Patient ID : UKO01-008
BB AL (Grade3) DO LI, BBREMLEMICIVEERAERFG LS
7. Z @D AESI DK REIRIT F-1515 S HEH © W Sz,

- Patient ID : US01-008
BB AL (Grade 1) DB O LI, BREBEMLEMICIV EERAERFG LS
Ni=. Z @D AESI O K REIRIT F-1515 ¢ BF L BEbH Y Ll Sz,

- Patient ID : US07-002
BRI IE (Grade 4) 238D LU, RBREMLEMICI Y EELFEFEL L
SN, Z D AESI DK REIRIT F-1515 S BEDH © S Sz,

- Patient ID : US08-015
R D BIE AL & 1 5 Ao ER A E (Grade 4) 2338 b, TBBRE(LE
BilC L EERAEESR L SNZ, 2O AESI O K FREMRIX F-1515 & b
D &Il S T,

- Patient ID : US10-003
2MEBAE (Grade2) WO LI, BRE(FEMICIVEBELRAEFRLE S
Ni=e Z @ AESI ORI REIRITZF-1515 ¢ BF L BE b Y L Sz,

60



At
e
H¢

2.7.4 FERIRRYZE 4
BT AL NE IR

# 274225 L b AT T ¢ TIZHEE L2 AESI (NETTER-1 il : SAF)

Treatment Group

F-1515 Octreotide LAR
Preferred Term/*Lab abnormality (N = 112) (N = 111)
n (%) n (%)
Hematotoxicity 56 (50.0%) 7 (6.3%)
*Leukopaenia 50 (44.6%) 4 (3.6%)
*Thrombocytopenia 10 (8.9%) 2 (1.8%)
Haematotoxicity multilineage 4 (3.6%) 0 (0.0%)
*Anaemia 0 (0.0%) 1 (0.9%)
Secondary haematological malignancies 3 (2.7%) 3 (2.7%)
Leukocytosis 0 (0.0%) 3 (2.7%)
Diffuse large B-cell lymphoma 1 (0.9%) 0 (0.0%)
Refractory cytopenia with multilineage dysplasia 1 (0.9%) 0 (0.0%)
Refractory cytopenia with unilineage dysplasia 1 (0.9%) 0 (0.0%)
White blood cell count increased 0 (0.0%) 1 (0.9%)
Nephrotoxicity 51 (45.5%) 31 (27.9%)
Radiation-induced nephropathy 38 (33.9%) 21 (18.9%)
Renal disorder 20 (17.9%) 9 (8.1%)
Acute radiation toxicity 12 (10.7%) 4 (3.6%)
Cardiovascular events 37 (33.0%) 29 (26.1%)
Hypertension 14 (12.5%) 14 (12.6%)
Arrhythmia 13 (11.6%) 9 (8.1%)
Hypotension 6 (5.4%) 2 (1.8%)
Coronary artery disease and atherosclerosis 5 (4.5%) 2 (1.8%)
Heart valve disease 2 (1.8%) 2 (1.8%)
Cardiac conduction disturbances 1 (0.9%) 1 (0.9%)
Changes on electrocardiogram or echocardiography 0 (0.0%) 2 (1.8%)
Congestive heart failure 1 (0.9%) 1 (0.9%)
Cardiomyopathy 1 (0.9%) 0 (0.0%)
Other 1 (0.9%) 0 (0.0%)

N: number of patients in treatment group; n: number of patients
(R &#} 5.3.5.1.1 O Table 12-13 & 0 #oky, &%)

(2) Erasmus MC 3B : WA U1 FH R R G8R
1) B IE%E S TEAE
L ke AR T 4 TN C, IRBRO P IEE S TEAE IEFEHG S /e dr o 72,

2) PR E
PRI B S T 5 A EFRILERS Ao,

3) EET R AEFFSR (AESD

AESI BT 570DV ba AT 7 ¢ TIpfiffr 247> 7, AESI (X, AEHFES, &
BRAEESLOEERREMO > b, Mgt —RMEmEEEEL, Btk ONh i
BRANY MCHETLIFEREER L (EROFEMIE, 12.742.1.4(1)3) HEHITREH
EHG (AESD ) L[RER), BEERAEFROOL N AT T 4 TIZRFE LT- AESI %
# 2.7.42-26 128 Lz,

AESI 3 JEIZ B 2 IR EEES O 5 5, SOC 28 TEM, EiR X OGEHERH O
Y (BB LIORY —7258) ) IZET 25 AESI T b %< @O L7z PT IX MDS

(16 4, 2.0%), W\CRMEFREMEAME 34, 04%), SPEAMPE, 12405 5k
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F s, BYEEEE AR Ch o7 (ENEFN 14, 0.1%), TOft, DA <> b &
OB #FMECTHRIE 1%L Lo AEST 1L, OLAE (124, 1.5%), &+t (104, 1.2%),
BREREREE (104, 1.2%), OEE 94, 1.1%), BARAE (84, 1.0%) Thoil,
T R_T D AESI D 9 HIEBRIEWE T D AESLIE, ML/ MRIBAIE (129 4, 15.9%), [LEE
(624, 7.6%), BRORKEE (49 4, 6.0%), HIMEREAE (40 44, 4.9%), & (33
%, 4.1%) KON RMMIEEMEES (204, 2.5%) ThoTl-,

# 274226 EELRAEELNOL b AT T 0 7ITHE LT AESI
(Erasmus MC B2 : SAF, 7 % A\)

Dutch
(N =811)
AESI category Preferred Term N %
Hematology Thrombocytopenia* 129 15.9
(based on SAEs and *1ab values) Leukopenia* 40 4.9
Anaemia* 33 4.1
Bone marrow failure 4 0.5
Febrile neutropenia 2 0.2
Haemolysis 1 0.1
Leukocytosis 1 0.1
Nephrogenic anaemia 1 0.1
Thrombocytopenic purpura 1 0.1
Secondary hematological malignancies Myelodysplastic syndrome 16 2.0
(based on SAEs) Acute myeloid leukaemia 3 0.4
Acute leukaemia 1 0.1
Chronic myelomonocytic leukemia 1 0.1
Chronic myeloid leukaemia 1 0.1
Cardiac events Hypotension 10 1.2
(based on SAEs) Cardiac failure 12 1.5
Myocardial infarction 9 1.1
Atrial fibrillation 5 0.6
Tricuspid valve incompetence 5 0.6
Transient ischaemic attack 5 0.6
Tricuspid valve replacement 5 0.6
Cardiac pacemaker insertion 1 0.1
Arrhythmia 2 0.2
Angina pectoris 2 0.2
Bradycardia 2 0.2
Cardiomyopathy 2 0.2
Sinus tachycardia 2 0.2
Cerebrovascular accident 2 0.2
Cardioversion 2 0.2
Coronary angioplasty 2 0.2
Coronary arterial stent insertion 2 0.2
Tachycardia 1 0.1
Tricuspid valve disease 1 0.1
Bladder catheterisation 1 0.1
Heart valve replacement 1 0.1
Tricuspid valve repair 1 0.1
Acute myocardial infarction 1 0.1
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# 274226 BEELRAEELNO L b AT T 0 7K E LT AESI
(Erasmus MC B2 : SAF, 7 4% N) (fix)

Dutch
(N =2811)
AESI category Preferred Term N %
Aortic valve incompetence 1 0.1
Atrial septal defect 1 0.1
Atrial flutter 1 0.1
Cardiac asthma 1 0.1
Cardiac failure chronic 1 0.1
Cardiac valve disease 1 0.1
Cardiogenic shock 1 0.1
Mitral valve incompetence 1 0.1
Palpitations 1 0.1
Pulmonary valve incompetence 1 0.1
Tricuspid valve stenosis 1 0.1
Cerebral ischemia 1 0.1
Cerebrovascular disorder 2 0.2
Aortic valve replacement 1 0.1
Atherectomy 1 0.1
Atrial septal defect repair 1 0.1
Cardiac operation 1 0.1
Coronary artery bypass 1 0.1
Heart valve operation 1 0.1
Pulmonary valve replacement 2 0.2
Orthostatic hypotension 1 0.1
Coronary artery disease 0 0.0
Ischaemic cardiomyopathy 0 0.0
Ventricular fibrillation 0 0.0
Cardiac ablation 0 0.0
Malignant hypertension 0 0.0
Nephrotoxicity Renal failure 8 1.0
(Based on SAEs) Renal impairment 10 1.2
Oedema peripheral 7 0.9
Oedema 6 0.7
Hydronephrosis 4 0.5
Haematuria 3 0.4
Ciystitis 3 0.4
Urinary retention 2 0.2
Renal disorder 2 0.2
Blood creatinine increased 1 0.1
Acute kidney injury 1 0.1
Anuria 1 0.1
Nephrotic syndrome 0 0.0
Pollakiuria 1 0.1
Renal haemorrhage 1 0.1
Urethral stenosis 1 0.1
Urinary incontinence 1 0.1
Dialysis 1 0.1
Haemodialysis 0 0.0

(FRATE R 5.3.5.2.2 @ Table 12-7 £ 0 #:¥y)
(3) P-1515-11 B : EWNE 1 AHEG K5

1) HEHIEHEMY (DLT)
DLT 2341 % TEAE IO LN o 1,
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2) {RBRDOH L% E S TEAE
RER D H 12 £ 5 TEAE 13380 o7z,

3) HERAEEM
B ENEICHE ST 5 TEAE IZR D Lo T,

4) FEHITRxHEES (AESD
AESI O FEAM I EHE L 722 022 7=,

(4) P-1515-12 3B : [E N VI AH R R
1) {8 IE%E S TEAE
RERD T Ik Z £ 5 TEAE 133D bR i-o 1=,

2) HEFHEENE
FEREFEMICHE Y45 TEAE & LT, Grade 2 & € S 7z fi /MBI A 1 4 1258
D BT, AEGIE, F-1515 OJE K O F-1515 OB 5 EH % 5 TEAE TH Y, BHiEdH
LHIRBREK & LU C F-1515 23 E S vz,

3) HEH T REHFEFSL (AESD
AESI ORI F M L7220y » 72,

274215 HRENRIIERBENETEROHEN
(1) NETTER-1 3% : WAL 55 T AH B R 3R

SOC T/%3¥H L7- TEAE O BMERE S & # 2.7.4.2-2712, SOC THH L-IEBRIGE T T
DEERAEFZORBPWRER LR 2.7.4.2-28 1ZR LT,

F-1515 Bt CTix H % < @8 L7z TEAE @ SOC 1% [H GRS (97 4, 86.6%), RW\T [—
% - RHEEL LRGSR ORIE] (67 4, 59.8%), [HKMmA (54 4, 48.2%), IR
A L OURERE ] (47 4, 42.0%), THRRREEDE ] (46 4, 41.1%), BRI L O
ARERREEE ) RO TR T OV R EE ) (FR 44 4, 39.3%), [IERE] (39
%, 34.8%), NEYER L OFARIE] KO IR, MER X OWHRRESE ] (ZhEh 34
4, 304%) Tholo, —F, BB TRLZF D LN TEAE © SOC 1% THLEE

(70 4, 63.1%), WNT [—fif - RHEEL IR G ORRE] (51 4, 45.9%), [
RERES | (40 4, 36.0%), [EYER X OFERGE], (UGB I ORERE], [HEKRE
L OE AR | (2 344, 30.6%), THRRRES) (254, 22.5%) Thoi,

F-1515 Bt Tl b 2 < BO ONTIERIEFE T COEE LA EFFL DO SOC X IH RS (9
4, 8.0%), WWT TEME, EHEBSIUEHAHOHAY (BRBLIORY —7%25) ],
[—f% - 2FFEEL IO G ORE] KO NERER X OFERE] (T 64,
5.4%), TOIEFEE] KO IRBIXORKBESE] (ERZE 5 4, 45%), KB IOV &~
SNRBEE], THFEREE ), [EE, PEBIOLESIHE KO TMEEE (ZhEh
4 4, 3.6%) Tholz, —FH, MRHETRLZRBOONIZIRRIGE F COEERAEF
L0 SOC 1T THBREE] (14 4, 12.6%), KW\T TEM, BB X OGEMAHOSEY (%
fal L ORY —T7&2Ete) ) (T4, 63%), [MWiRREE] (44, 3.6%) Thol,
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# 2.7.4.2-27 SOC T43¥H L 7= TEAE O3 H R # % (NETTER-1 ik : SAF)

Treatment Group

F-1515 Octreotide LAR

SOC (N=112) (N=111)
Gastrointestinal disorders 97 (86.6%) 70 (63.1%)
General disorders and administration site conditions 67 (59.8%) 51 (45.9%)
Investigations 54 (48.2%) 40 (36.0%)
Metabolism and nutrition disorders 47 (42.0%) 34 (30.6%)
Musculoskeletal and connective tissue disorders 44 (39.3%) 34 (30.6%)
Nervous system disorders 46 (41.1%) 25 (22.5%)
Infections and infestations 34 (30.4%) 34 (30.6%)
Vascular disorders 39 (34.8%) 24 (21.6%)
Respiratory, thoracic and mediastinal disorders 34 (30.4%) 21 (18.9%)
Blood and lymphatic system disorders 44 (39.3%) 10 (9.0%)
Psychiatric disorders 28 (25.0%) 13 (11.7%)
Renal and urinary disorders 30 (26.8%) 11 (9.9%)
Skin and subcutaneous tissue disorders 22 (19.6%) 18 (16.2%)
Cardiac disorders 16 (14.3%) 11 (9.9%)
Injury, poisoning and procedural complications 17 (15.2%) 10 (9.0%)
Neoplasms benign, malignant and unspecified (incl cysts 11 (9.8%) 8 (7.2%)
and polyps)

Hepatobiliary disorders 8 (7.1%) 7 (6.3%)
Eye disorders 8 (7.1%) 5 (4.5%)
Endocrine disorders 9 (8.0%) 3 (2.7%)
Ear and labyrinth disorders 8 (7.1%) 2 (1.8%)
Reproductive system and breast disorders 4 (3.6%) 2 (1.8%)
Immune system disorders 3 (2.7%) 2 (1.8%)
Surgical and medical procedures 2 (1.8%) 1 (0.9%)

N: number of patients in treatment group

At each level of summarization, a patient is counted only once.

TEAESs are defined as AEs that started or worsened on or after the date of the first dose of study medication.
(IRFHEEE 5.3.5.1.1 O Table 12-4 X 0 b, )
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# 2.7.4.2-28 SOC THE LT-IRBRIRE T COEERGERFL OB ERF 1
(NETTER-1 &5 : SAF)

Treatment Group

F-1515 Octreotide LAR
SOC (N=112) (N=111)
Gastrointestinal disorders 9 (8.0%) 14 (12.6%)
Neoplasms benign, malignant and unspecified (incl cysts and polyps) 6 (5.4%) 7 (6.3%)
General disorders and administration site conditions 6 (5.4%) 2 (1.8%)
Cardiac disorders 5 (4.5%) 2 (1.8%)
Renal and urinary disorders 5 (4.5%) 2 (1.8%)
Infections and infestations 6 (5.4%) 0 (0.0%)
Blood and lymphatic system disorders 4 (3.6%) 1 (0.9%)
Hepatobiliary disorders 4 (3.6%) 1 (0.9%)
Injury, poisoning and procedural complications 4 (3.6%) 1 (0.9%)
Metabolism and nutrition disorders 3(2.7%) 2 (1.8%)
Nervous system disorders 0 (0.0%) 4 (3.6%)
Vascular disorders 4 (3.6%) 0 (0.0%)
Respiratory, thoracic and mediastinal disorders 2 (1.8%) 1 (0.9%)
Psychiatric disorders 2 (1.8%) 0 (0.0%)
Musculoskeletal and connective tissue disorders 0 (0.0%) 1 (0.9%)
Surgical and medical procedures 1 (0.9%) 0 (0.0%)

N: number of patients in treatment group; TESAE: treatment emergent serious adverse event.

At each level of summarization, a subject is counted only once.

TEAESs are defined as AEs that started or worsened on or after the date of the first dose of study medication.
(IRFHE L 5.3.5.1.1 @ Table 14.3.1.7.1 £ 0 ¥, &%)

(2) Erasmus MC #RBR : ¥Eoh 2 /11 FH B R 5 BR

SOC THELI-IRBRIBE T COERBRAEFEFRGORBMRE LA K 2.742-29 1T LT,
KHZ<BOONIIRBRIGK T TORERAEFLO SOC 1L FEE] (1824, 22.4%),
WNT MRS K OWEMLE | (178 4, 21.9%), THIEB IOV R EE ) (146 44, 18.0%),
[—fi% « 2FEERL LIRS A OREE] (138 4, 17.0%), &GER L OFAEBAE] (82
4, 10.1%) Tholz,
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# 2.7.4.2-29 SOC THHE LT-IRBRIRE T COEERGERFTL OB ERF 1
(Erasmus MC #%B% : SAF, =7 % A\)

SOC Dutch
(N =2811)

Gastrointestinal disorders 182 (22.4%)
Surgical and medical procedures 178 (21.9%)
Blood and lymphatic system disorders 146 (18.0%)
General disorders and administration site conditions 138 (17.0%)
Infections and infestations 82 (10.1%)
Metabolism and nutrition disorders 77 (9.5%)
Neoplasms benign, malignant and unspecified

(incl. cysts and polyps) 71 (8.8%)
Respiratory, thoracic and mediastinal disorders 51 (6.3%)
Nervous system disorders 54 (6.7%)
Hepatobiliary disorders 55 (6.8%)
Investigations 49 (6.0%)
Cardiac disorders 44 (5.4%)
Vascular disorders 38 (4.7%)
Injury, poisoning and procedural complications 38 (4.7%)
Renal and urinary disorders 36 (4.4%)
Musculoskeletal and connective tissue disorders 22 (2.7%)
Endocrine disorders 16 (2.0%)
Psychiatric disorders 13 (1.6%)
Skin and subcutaneous tissue disorders 7 (0.9%)
Congenital, familial and genetic disorders 4 (0.5%)
Social circumstances 3 (0.4%)
Eye disorders 3 (0.4%)
Reproductive system and breast disorders 2 (0.2%)
Immune system disorders 1 (0.1%)
Pregnancy, puerperium and perinatal conditions 1 (0.1%)

(FRATE R 5.3.5.2.2 @ Table 14.3.1.1.1 X 0 #:F)

(3) P-1515-11 #Bx

&bHZ <O LI TEAE @ SOC X IBEERE] (6 4, 100.0%), KWT I—i% - 25
fEER L OGN OREE] RO TR L O%REREE) (ZRZN 54, 83.3%), K
A, MRRREE] KO TR L O THfkESE] (EhZivd 4, 66.7%), ik
LY R EE] RO TERERS LOFENE] (ZREN 34, 50.0%) Thoiz (F
2.7.4.2-10),

RRIER T COERERAEFFRIIRD LN o7,

(4) P-1515-12 kB

HZ <O LI TEAE X, SOC TiX, THBEE) (134, 86.7%), W\ T [ERKMK
& (114, 73.3%), MREB XOREBEE] 94, 60.0%), —# - 2HEEL LOERE
EALOARAE) (8 44, 53.3%), TMRERIEE] (6 4, 40.0%), KIS IOY o "REEE],
DERYWER L OVFERGE ] RO TREB IO FHfkESE) (ZhEn 54, 33.3%), [
Weds, MR X OWERRRES ] (34, 20.0%) ThHo7m (FF 2.7.4.2-12),

KR TROONTZIRBRIER F TOERERAEFEFL O SOC X [BEMEE] KO TEIYE
BIXOFEDE] (ENETN 14, 6.7%) Thoto (F 2.7.4.2-24),
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27422 @ERHASEROXEIZKLSHEHEA
NETTER-1 i ABRICH T DT, ZOMOEE LR AEFLZ M OEE LA ERFZOFEML IR
&k} 5.3.5.1.1 @ Appendix 14.3.5] |2, Erasmus MC iRERIZFB T DT, ZOMOEE
BHEFEGOFEMIE [USFHEEF 5.3.5.2.2 @ Listing 16.2.7.2] X O [TRFFEEF 5.3.5.2.2 @ Listing
16.2.7.31C, P-1515-12 SBR IC B 1T 2 EE R A EFLOFEMITINTEEL 5.3.5.2.1 D 12.3.2]
W L,

2.7.4.3 EREKBREEOF M
2.7.4.31 NETTER-1 2B : B85 F 1 1HERREER

CTCAE @ Grade 53 B EGIR i & A 5 A2 & 2.7.43-1 1T L7z,

F-1515 BEClX, BEENE - 7- Grade 3 i 4 DFEGH L LT, BIEALZIZY /BRI
DRED 49 4 (43.8%), y-GTP #4022 4 (19.6%) T bivlc, Z Oftl, Grade 3 X%
4 OFEIREEIAE (74, 6.3%), ALP I (6 44, 5.4%), ASTHIM (54, 4.5%), & IbE,
AU 7 AMfE KON ALT 88 (2N ZFi 44, 3.6%) D iz,

KIFREETIL, BEENE -7 Grade 3 T 4 DFEG L LT, BAEAILKICY o ERED
JE (54, 45%), mIREBEIE (74, 6.3%), y-GTP #i1 (19 4, 17.1%) KL ONLH ALP
I (104, 9.0%) RO b,

W RE A i U 7o fE 2R, F-1515 OfEHF 20 TS D LBV, MRFHI/RT A —XIC
B4 22D BN bz, F-1515 8 Tl Grade 3 XIE 4 © U L RERBADIE, M BRI
DIE, A HERBAE & ORI E DB BLEIG S m WS O 0, RHIOBHNEAESIFE I
FIE 3 2 A H L7z, NETTER-1 i BRICEWT, F-1515 BED U 7N ERJEVDE, H i
BRIV E B OV A BRIBAE D 8 BT et BRBE & Lhils U, JYYIE OB SN B L 2o T2,
F 72, F-1515 BED ML/ RIS E D £ < 1T E NS HRE Th - 7=,

MEFAIRAED 9 B, AIMERE O FHE L, SEIC IBRE L e F-1515 BE T2~ 72,
BH% 4END 84 WE CTIIMFHFHNRAREEZ D > TF-ISIS HERNRETH 720, BE
% 84 N5 120 W TIEHFFHI A B E T Do T,

MR A LA TIEERIIC, FEFICEZ L OEEENNITH T DD, RERIGHE & B
WL, BRBREMOR LB EN 2 R AENIRO b kol

F-1515 O RFE£ G e (RE L ORF A CHE) &St _ﬁi%fxitﬁﬁaérbxn‘h&)ﬁ)n
TN T A =2 %K 27432 (TR Lo, REMIE, AREBEMES I, & |
RGO L AEZRAOMB, T ekEad ), TamERRBED ) kO f?%i]/lw‘/?AJf[L
JE ) I IEOMBEE R Lz, HET VT I U IE ] ZIEREMEORATIEOHBEEZ R L, 7272
L, TXTOHITITENT, MHBEREIIIEF KL -7,
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# 2.7.4.3-1 CTCAE ® Grade 7y JE B G R MR AT E 5% (NETTER-1 5% : SAF)

Treatment Group

F-1515 Octreotide LAR
(n=112) (n=111)
All grades Grade 3/4 All grades Grade 3/4
Npat % Npat % Npat % Npat %
Hematology
Lymphopenia At randomizgtio.n 28 25.7 1 0.9 28 25.5 3 2.7
Post randomization* 100 89.3 49 43.8 44 39.6 5 4.5
Anemia At randomization 46 42.6 0 0.0 33 30.0 0 0.0
Post randomization* 90 80.4 0 0.0 61 55.0 1 0.9
Leukopenia At randomizgtio.n 3 2.8 0 0.0 7 6.4 0 0.0
Post randomization* 61 54.5 2 1.8 22 19.8 0 0.0
Thrombocytopenia At randomizgtio.n 8 7.3 0 0.0 9 8.2 0 0.0
Post randomization* 59 52.7 1 0.9 19 17.1 0 0.0
Neutropenia At randomizgtio.n 1 0.9 0 0.0 3 2.7 0 0.0
Post randomization* 29 25.9 3 2.7 12 10.8 0 0.0
Renal/metabolic
Hyperglycemia At randomization 43 44.8 1 0.9 44 42.7 0 0.0
Post randomization* 91 81.3 4 3.6 75 67.6 2 1.8
Hypoglycemia At randomizgtio.n 3 3.1 1 0.9 3 2.9 0 0.0
Post randomization* 17 15.2 0 0.0 9 8.1 0 0.0
Hypercalcemia At randomizgtio.n 2 2.0 0 0.0 1 1.0 0 0.0
Post randomization* 13 11.6 0 0.0 10 9.0 0 0.0
Hypocalcemia At randomizgtio.n 4 3.9 0 0.0 4 3.9 0 0.0
Post randomization* 35 31.3 0 0.0 16 14.4 0 0.0
Hyperuricemia At randomizgtio.n 14 14.0 0 0.0 15 14.4 1 0.9
Post randomization* 38 339 7 6.3 33 29.7 7 6.3
Hypokalemia At randomizgtio.n 8 7.4 0 0.0 6 5.5 0 0.0
Post randomization* 29 25.9 4 3.6 23 20.7 2 1.8
Hyperkalemia At randomization 5 4.6 0 0.0 1 0.9 0 0.0
Post randomization* 21 18.8 0 0.0 12 10.8 0 0.0
Creatinine increased At randomizgtio.n 13 11.9 0 0.0 7 6.4 0 0.0
Post randomization* 94 83.9 1 0.9 82 73.9 0 0.0
Hypernatremia At randomizgtio.n 4 3.6 0 0.0 4 3.6 0 0.0
Post randomization* 19 17.0 0 0.0 8 7.2 0 0.0
Hyponatremia At randomizgtio.n 3 2.7 0 0.0 5 4.5 1 0.9
Post randomization* 21 18.8 2 1.8 20 18.0 4 3.6
Gastrointestinal
GGT increased At randomization 46 43.8 9 8.6 53 48.6 6 5.5
Post randomization* 73 65.2 22 19.6 75 67.6 19 17.1
Alkaline phosphatase At randomization 39 36.1 5 4.6 36 32.7 4 3.6
increased Post randomization* 72 64.3 6 54 61 55.0 10 9.0
. At randomization 27 25.0 0 0.0 14 12.8 0 0.0
ASAT increased Post randomization* 55  49.1 5 4.5 39 351 0 0.0
. At randomization 17 15.7 0 0.0 13 11.9 0 0.0
ALAT increased Post randomization* 48 429 4 3.6 38 342 0 0.0
Blood bilirubin At randomization 14 12.8 1 0.9 15 13.6 0 0.0
increased Post randomization* 33 29.5 2 1.8 31 27.9 0 0.0
Hypoalbuminemia At randomizgtio.n 8 7.3 0 0.0 13 12.0 0 0.0
Post randomization* 32 28.6 0 0.0 32 28.8 0 0.0

npat: number of patient.
Post randomization*: worst grade observed after randomization.
(MR 5.3.5.1.1 @ Table 12-17 X 0 #hFr, o)
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#* 2.7.43-2F-1515 O BEER G RE AR N RO b= X T A —%
(NETTER-1 #&%B% : SAF, F-1515 &%)

Toxicity parameter Correlation coefficient (p-value) !
Correlation with cumulative administered radioactivity corrected by body weight
SAF (N=223) Leukopenia 0.30 (0.0014)
Neutrophil count decreased 0.26 (0.0059)
Hypoalbuminemia -0.23 (0.01606)
Hypokalemia -0.23 (0.0171)
Hypercalcemia 0.23 (0.0173)
Hyperglycemia -0.26 (0.0055)
Correlation with cumulative administered radioactivity corrected by body surface
SAF (N=223) Leukopenia 0.28 (0.0046)
Neutrophil count decreased 0.20 (0.0441)
Hypokalemia -0.23 (0.0207)
Hypercalcemia 0.22 (0.0288)
Hyperglycemia -0.23 (0.0215)

! p-value based on Spearman correlation coefficient.

Cumulative administered radioactivity is corrected for body weight by dividing the radioactivity by it
(kg).

Cumulative administered radioactivity is corrected for body surface area by dividing the radioactivity
by it (m?). Body surface area (m?) = 0.007184 x Height (¢cm)®7>° x Weight (kg)® 42>,

The worst CTCAE grade occurring at any time after randomization is taken into account.

Non-zero grades due to a high lab value are treated as Grade 0 for Low toxicity parameters and

non-zero grades due to a low lab value are treated as Grade 0 for High toxicity parameters.
(MRATERE5.3.5.1.1 @ Table 12-18 X 0 #hFr, o)
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274311 JLF7F=2HVUTIVR
JVTF=r I VT TR, R=ATAUNHLOEBICENT, K% 4 BED 12
A C W RE R AR IS B AR L BE S (p<0.05), F-1S15BECEBA/ NS otz
CE¥ME DAL, #5143 : F-1515 #£C-0.16 pmol/L, *FMREET+1 pmol/L, p=0.03,/ 4
4% 12 3 : F-1515 #C-2.3 umol/L, *}FR#E T+5.073 umol/L, p<0.001), AEMIZIE, 7
BRI z@m L CliEE bEEL TV (K 2.7.43-1),

2743-1 J VT F =227 0T T AOKKZE(L (NETTER-1 352 : SAF)

B ARM A
T 400 ¢ B ARM B
E
= -
T 300
8
c
®
o 8 8t 0 »~ 06 8 % 9 T o
e JI$8ZQ"V”89f°‘ °10 o +
e .
o, 1 -
8 =] *—. *l D i‘L
O | | l - o—-
o-.
T T T T T T T T T T T T T T T T T T T T T T T T
4 A A A A A A
%, %, %, % %, % %, %o, %o, o, %o, o, %o, %o o, %o, o o, o, O o, o o o By,
G, fy Fo Ko F, F, F, %y %, %, %, % %F % %, %y K , %, % % % % % % %
% 7 2 B DR RV RN, %, %, %, 0,0, %,
25 2
%2 B B H B %
%
%
Visit
Number of subjects at visit
ARM A 07 0 9 95 o8 8 8¢ RS 82 81 78 74 65 58 17 13 12 5 3 63 A 3 6 4
ARMB 03 9% 86 58 17 33 24 5 2 2 52 45 25 ) 1

ARM A =F-1515, ARM B = Octreotide LAR
Boxes represent IQR (interquartile range of 25th to 75th percentiles), lines extend to most extreme value within 1.5 x
IQR. Black bar line in boxes is median, diamond sign is mean, circles (for the F-1515 arm) and plus signs (for the
Octreotide arm) in boxes are the outliers. Values at Inclusion were taken from last non-missing value prior to
randomization. Labs at Weeks 6, 8, 14, 16, 20, 22 and 28 were scheduled for F-1515 arm only.

(#ATE L 5.3.5.1.1 @ Figure 14.3.1.2 X 0 #2¥e, &%)
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274312 HAMmE

AT, AIMERE I 6 REE & il U F-1515 BE IR o 72, RN—A T A b OERIE
D e RABKRIZEAIX F-1515 BETHI-33.6% (& 5-1% 28 1), XIREETHI-11.8% CEBFFHA 18
yH) Thoto, AMERBOBAIL, 5% 4END 728 E TIIHHFFNIREEEZE L -
TF-ISIS BENRETH o720y (5% 60 (p=0.0005) KOEE% 72 (p=0.01) %
PR T _RTOHX A LR A2 M Tp < 0.0001), #5184 M5 1203 T irfﬁfﬁr%ﬂ"]fiﬁ@
ZiX otz (p>0.05), TD%, KEKIREB»LEBEWHFHAEG6 » A £ T, F-1515 o Al
ERES B OPA L7z (p <0.05), BERGRA 12 7 A2 5 36 » A OZ{LICH GG B 2=
7o 7e (K 2.7.4.3-2),

F-1515 B ClX, AMEREL OB 2% 61 4 (54.5%) (T8O H AL, £ O H HLEEE D Grade 3
XIiT 4 0WEHRE L 24 (1.8%) Th-oTlm (F 2.74.3-1),

2.7.4.3-2 HIMEKEF ORREEZE L (NETTER-1 5k : SAF)

(@ ARM A]
® ARM B

kil

Leukocytes{10°9/L)

,‘\S\-

e —
p
%, % % % 4% %
c{@ o %oy o o, %

% % %
% % O O O O O
9 v & ¢ % ,0 oo ,:_) ov % ’Q9 ’o‘,, .% «% .% .% .% %
%, % %, 8 % b, %
% B B H B
%
%
Visit
Number of subjects at vist
ARM A 09 106 100 96 I 8% 8% 87 8% 8 0 77 9 6 s 13 2 5 I 67 S0 15 6 ! 1
ARMB 9 9 63 9 36 25 3 3 2 6 48 29 '

ARM A =F-1515; ARM B = Octreotide LAR

Boxes represent IQR (interquartile range of 25th to 75th percentiles), lines extend to most extreme value within 1.5 x
IQR.

Black bar line in boxes is median, diamond sign is mean, circles (for the F-1515 arm) and plus signs (for the
Octreotide arm) in boxes are the outliers.

Values at Inclusion were taken from last non-missing value prior to randomization. Labs at Weeks 6, 8, 14, 16, 20, 22

and 28 were scheduled for F-1515 only.
(FATERE 5.3.5.1.1 O Figure 14.3.1.8 & 0 ke, %)
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DIE, W% 4AEND 72 BE TR PN RARELEZ S > T F-1515 BERMEE TH - 725

(p <0.0001), #5484 W5 120 B TIIFMEHFHIRAEZIZR o772 (p>0.1), £D
%, BRKIRIE R R OUBIHRRE 6 7 A T, F-1515 BED U VBRI O L= (p<0.05),
B 12 7 A LB BLICHFIFF RGBT o2 (X 2.7.4.3-3),

F-1515 B TliX, U /S BERER DA 23 100 4 (89.3%) 12588 H AL, £ D 5 B HEJEE D Grade
3NIE 4 OBERFE L 494 (43.8%) ThH o7z (F 2.7.4.3-1),

2.7.43-3 U U BB ORI (NETTER-1 k5% : SAF)

(@ ARM A]
8 ARM B

Lymphocytes(10*9/L)

21 0
om;

RUBES 220
- {.1] ) O
| @0

,v“- -#-abo

TTY TTYTTTTTTY
b b W 4 4 4 b 4 4 4
7

T T
bbb b b b b e R S S, A
) 9 O o « 9 % % 9
%, & o o o . b

%,
@ 6, S, e, 0 ®, @ 0 S, S, [ S,
#, %, L %, %, %, S % %, * 2 % 9% 9% 9% 9% 9
G Y6 Hh Ty e Y D % w~%%‘%i>%<?%<b%wb%*b%‘b%
%, B D, 8 g B %
Ve 2 2 T B D
0,/00
Visit
Number of subjects at visit
ARM A 09 106 100 95 0 88 88 87 84 8§ % 77 69 9 S 13 2 5 3 65 8 14 6 1 1
ARMB 1 59 93 63 19 36 24 ] 3 3 2 53 17 28 1

ARM A =F-1515, ARM B = Octreotide LAR
Boxes represent IQR (interquartile range of 25th to 75th percentiles), lines extend to most extreme value within 1.5 x
IQR. Black bar line in boxes is median, diamond sign is mean, circles (for the F-1515 arm) and plus signs (for the
Octreotide arm) in boxes are the outliers. Values at Inclusion were taken from last non-missing value prior to
randomization. Labs at Weeks 6, 8, 14, 16, 20, 22 and 28 were scheduled for F-1515 arm only.

(FATEEE 5.3.5.1.1 O Figure 14.3.1.10 X v $k¥, %)
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R T A I OE D e K ZE6IE F-1515 BETHI-27.4% (% 5% 28 ), X
BETHI-6.7% (5% 60 ) Thoiz, HFHEREORAIE, U o EkEORAD L0 b HIH
DAL (BT CREBENELS, HIFAEY), 5% 120 48 8 £ TIIHFFHIRA R
Z&E b o TCF-ISISHMMIMETH 7oy (BH% 481 (p=0.01) ZR<, TXTOHA A
RA > hTp < 0.0001), F5% 48D 120 3 TIEHFH RN LBEEZ TR »o72, KT
I E% 228026 288 CTh o7, £D#%, FHEIEHE A K ONBHERA 12 » H T, F-1515
BEDLFFERBEA O LTz (p<0.05), BERFRA 12 » A IBIZIEE G 2R L (Fat
FHRAEREET o2 (p>0.05)) (X 2.7.4.3-4),

F-1515 B ClX, MFHRERER OB 23 29 4 (25.9%) (2RO H AL, £ O H HLEEE D Grade 3
XX 4 OB EIT IS (2.7%) THholz (F 2.74.3-1),

2.7.4.3-4 G ERE ORI (NETTER-1 5k : SAF)

B ARM A
B ARM B

Neutrophils{ 10°9/L)

A

T LN B A A A A AR | ey
B o %, % Y, e, B, e, e e, e e R, B, B, B, B,

2

S—
4 4 4 4 4

%
G & 8, 8 8 8 e CR o ¥ % % % % % %
%, % 0’6‘ o‘o T T R T 04,6‘ of\q“, % % % Yy o, %, o, 0, 0, 0,
% ¥ 2% B 0 R Y Ol Y D PHE N D D . D%
>
e, 5‘,» L T S o
%0 B B H B
%
%
Visit
Number of subjects at vist
ARM A % 109 = 7 87 LU 7 7 68 % & n 2 s } 65 4% 1 6 1 1
ARMB v 63 9 ¢ 3 L) ' p 4 3 4 25 ]

ARM A =F-1515, ARM B = Octreotide LAR
Boxes represent IQR (interquartile range of 25th to 75th percentiles), lines extend to most extreme value within 1.5 x
IQR. Black bar line in boxes is median, diamond sign is mean, circles (for the F-1515 arm) and plus signs (for the
Octreotide arm) in boxes are the outliers. Values at Inclusion were taken from last non-missing value prior to
randomization. Labs at Weeks 6, 8, 14, 16, 20, 22 and 28 were scheduled for F-1515 arm only.

(TG 5.3.5.1.1 @ Figure 14.3.1.9 X v ##, &%)
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7o (5% 4 BOEHHEIL-242% ThH o 72), MR, B5% 4826 72 8 E
T PR AEEZZ b > CF-ISIS HERMUETH - 7228 (5% 728 (p=0.02) B
<, T_XTDOEA LKA FTp <0.0001), FL#% 84 M D 120 1 TIIHFFHIRA R
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B 6 » A LIBRIXREIEM M 2R Lie (REHENIRAEEZET o7 (p > 0.05)) (¥
2.7.4.3-5),

F-1515 B ClX, M/ MRERDAD 23 59 44 (52.7%) (28D B, £ D 9 6 EJERE A Grade 3
XX 4 OB EIT 14 (0.9%) Thotlo (& 2.74.3-1),

2.7.4.3-5 IM/MKEORREREZ L (NETTER-1 5k : SAF)

N : ’ |l ARM .-\I
@ ARMB
6004 4+ -
'
& o X +
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Visit
Number of subjects at vist
ARM A > 10¢ % 101 %9 S8 %7 85 81 M 77 69 O 13 12 5 3 67 49 15 6 4
\R\' “ » 3 o3 1 LL 25 ) L) 2 S 15 2 4

ARM A =F-1515, ARM B = Octreotide LAR
Boxes represent IQR (interquartile range of 25th to 75th percentiles), lines extend to most extreme value within 1.5 x
IQR. Black bar line in boxes is median, diamond sign is mean, circles (for the F-1515 arm) and plus signs (for the
Octreotide arm) in boxes are the outliers. Values at Inclusion were taken from last non-missing value prior to
randomization. Labs at Weeks 6, 8, 14, 16, 20, 22 and 28 were scheduled for F-1515 arm only.

(FATERE 5.3.5.1.1 O Figure 14.3.1.11 £ v $ke, ©WwZs)
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Visit
Number of subjects at vist
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ARMB » 3 63 ' w25 3 3 2 56 18 2 '

ARM A =F-1515, ARM B = Octreotide LAR
Boxes represent IQR (interquartile range of 25th to 75th percentiles), lines extend to most extreme value within 1.5 x
IQR. Black bar line in boxes is median, diamond sign is mean, circles (for the F-1515 arm) and plus signs (for the
Octreotide arm) in boxes are the outliers. Values at Inclusion were taken from last non-missing value prior to
randomization. Labs at Weeks 6, 8, 14, 16, 20, 22 and 28 were scheduled for F-1515 arm only.

(TG 5.3.5.1.1 @ Figure 14.3.1.7 X 0 #=¥, &%)
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7% 2.7.4.3-3 CTCAE ® Grade 73 JEBI R R A AE 2% (Erasmus MC &5k : SAF, 47 % A\)

Dutch (N = 811)

All grades Grade 3/4
Npat % Npat %
Haematology
Anaemia At baseline 348 / 806 43.2 1/806 0.1
Post baseline” 618 /758 81.5 32/758 4.2
Lymphopenia At baseline 1557790 19.6 15/790 1.9
Post baseline” 709 /755 93.9 367 /755 48.6
Thrombocytopenia At baseline 46 / 806 5.7 1/ 806 0.1
Post baseline” 418 /758 55.1 49 /758 6.5
Leukopenia At baseline 25/ 806 3.1 0 /806 0.0
Post baseline” 337/758 44.5 40/ 758 5.3
Neutropenia At baseline 30/ 789 3.8 2/789 0.3
Post baseline” 245 /755 32.5 27 /755 3.6
Renal/metabolic
Hyperuricemia At baseline 100 / 680 14.7 57680 0.7
Post baseline” 206 /755 27.3 15/ 755 2.0
Creatinine increased At baseline 53/ 805 6.6 0/ 805 0.0
Post baseline” 5117756 67.6 2/756 0.3
Hypernatremia At baseline 30/ 789 3.8 4/789 0.5
Post baseline” 97/ 755 12.8 0/755 0.0
Hyponatremia At baseline 35/789 4.4 0/789 0.0
Post baseline” 102 /755 13.5 12 /755 1.6
Hypokalaemia At baseline 21/787 2.7 1/787 0.1
Post baseline” 58 /755 7.7 5/755 0.7
Hyperkalaemia At baseline 18/ 787 2.3 1/787 0.1
Post baseline” 67/ 755 8.9 2 /755 0.3
Gastrointestinal
GGT increased At baseline 487 /798 61.0 177 /798 22.2
Post baseline” 563 /755 74.6 225/755 29.8
Alkaline phosphatase increased At baseline 338/ 797 42.4 31/797 3.9
Post baseline” 390 /755 51.7 53 /755 7.0
ASAT increased At baseline 256/ 800 32.0 14 / 800 1.8
Post baseline” 419 /755 55.5 28 /755 3.7
ALAT increased At baseline 248 / 798 31.1 10/ 798 1.3
Post baseline” 366 /755 48.5 25/ 755 3.3
Blood bilirubin increased At baseline 91/ 790 11.5 6/790 0.8
Post baseline” 142 /755 18.8 13 /755 1.7
Hypoalbuminemia At baseline 50/ 781 6.4 0/781 0.0
Post baseline” 93 /755 12.3 2/755 0.3
CTCAE V4.03

Post baseline*: worst grade observed after baseline

(A& #) 5.3.5.2.2 @ Table 14.3.4.6.1, Table 14.3.4.7.1, Table 14.3.4.8.1 }2 O® Table 14.3.4.9.1
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(FATERE 5.3.5.2.2 D Figure 14.3.1.6 & 0 ke, %)
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2.7.4 FERIRRYZE 4
BT AL NE IR

2.7.43.3 P-1515-11 ER : ENE | HHERERSER

MK FRIRRA T, AmERE, RMERE, GHPERERO~NY 27Uy FRHE 1 a—20
TRBRE I B2 ISR IR U, BB AWM CHEE S 2 Em @B bivlz, U o/ Bk
RO/ MRENE, 1 a2 — ZAORBRIEE SRR L, Uk, ®IZX—27 A X0 KfHE
ZaxLiz (X 2.7.43-13~[X 2.743-18), 7=, MKFZMMED 55, Grade3 LI EDFHS
1%, R=RA T A4V TEHBOLNRMNSTEN, N—=2F A4 %13V o ERERED TR LR
7= GRATEE 53321 OF 143.4-5a M),

MR HRETIE, WTFRoEE SIEBRER EZ TN SUTRA I 7 M4 2 dm
OO, JLTF=o 7 U7 570 AFLEMICRBRYMEZ®EL TLEL TV

(K 2.7.4.3-19), F7=, MERAELFERED 96, Grade 3 UL EDOFELT, X—RATF7 4T
TRV T AFED I TH 57208, X—A T A %X AST H#A0, y-GTP HEN, & R EE i
JiE, (KLU ME TR vl (IRAEE53.3.2.1 ©F 14.3.4-5b B ),

REMETIE, WTFNOEA G IRBRER % IS SUIR Iy 7 M52 HEBEIERS Sh
2o T,

PRICHE T, EIMER & 81 A TR 5% ICHOR IS Em &2 R~ L2y, Bk
BATEIN TN > 7 DT AR D B o 72 (AT ERF5.3.3.2.1 D 125 5 H),

2.7.4.3-13 HIMERFE ORRKFZE AL (P-1515-11 35k : SAF)

Leukocytes (/ul)
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RN IR P I R SIS O L ISR S e
%Q& & > N N ‘é’@ Y & % el el K< M K K ]
S S & SIS & & & £ & & &
 C & @ F P ¢ e
Q)‘°6® RO

(AT ERF5.3.3.2.1 DX 14.3.4-2b X 0 B, &%)
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2.7.4 BEREZ2M
EL7 ANV LB ILbFERAE4t

2.7.4.3-14 R ORRFE(L (P-1515-11 Bk : SAF)

Erythrocytes (10"4/uL)
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(FATEE 5.3.3.2.1 DX 14.3.4-2a LV k¥, &E)
B 2.7.4.3-15 fFHERBORRZE( (P-1515-11 3Bk : SAF)
Neutrophils (/uL)
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@90 QO QO <¢°

(FRAEE 5.3.3.2.1 DK 14.3.4-2¢ L 0 Ky, &E)
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2.7.43-16 ~~ b7 U v N ORKRFEFE{L (P-1515-11 357 : SAF)

Hematocrit (%)
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| el 0REEE b,
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(IRATEEF 5.3.3.2.1 DA 14.3.4-21 L0 Bk, k)

2.7.43-17 U U RERB DR L (P-1515-11 3Bk : SAF)

Lymphocytes (/uL)
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| s + -
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(RATEEF 5.3.3.2.1 D 14.3.4-21 L 0 $¥e, oE)
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2.7.4 BEREZ2M
EL7 ANV LB ILbFERAE4t

X 2.7.4.3-18 M/MREOEFRFZE(L (P-1515-11 3Bk : SAF)
Platelets (<1074/uL)

25
04 | |
15

T T T T T T T

AN < é”
% P P Q@ S Q«v ,,,ﬁ @ va 37 Q;x q;\ N
& <”’ F T F T F P9 NN
& & & & & & S S
&o"‘& ¢ c,°"{o c,°°@ o°°<° s cP‘“’li° c,°‘§6 S o°°¢ o°°{° ® cP"@ & ¢ &

& &

(WA &R 5.3.3.2.1 O 14.3.4-25 LY k¥, &E)

X 2.743-19 Z VL7 F =27 V7 5 ZAOKREE (P-1515-11 Bk : SAF)

Creatinine Clearance (mL/min)
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130 o ©C
120 0 ) (] O O g O
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2 BB E ’=+IH=I!I!
70
el .I.-..-.-.
50_

9 \e
& 6&@*0“"0‘5‘5"9"*9@ 9’”0"’*0@‘90’*“0“50@9
& & cf' @“ FEFFF&sSs @“ & f'Q R

%o'\é“"(?cPcP@ & & & & CPCP@@@@Q@

Q&

(FRAHEEF 5.3.3.2.1 DK 14.3.4-2w L 0 hf:, &E)
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2.7.4 BEIRRZEME
BT AL NE IR

2.7.4.3.4 P-1515-12 B : EAE 1/ HHER R R

MK FRIRRA T, AmERE, RMERE, GHPERERO~NY 27Uy MIFHE 1 a2—20
TRBRERPE 5 1% 0 DRREFAOICIRA Uz, U v RERE R OV /MR BRI X TR BR 3K 3 5% 2 L,
WKOFHETO SHEMTHOTNIEET 22, ROBBRERGETILZHDT D2 &2tk
VIR L7225 O RRIFRICHD L, BRI CRIE T 2HmN@EO bz (K 2.7.4.3-20
~[X 2.7.4.3-25), F£7=, MERFHRED S5 S, Grade 3 L EOFELIE, X—RAF A Tl
RO LN TN, R—=RA T A UHRITA MR, 4P ERE D e OV Y o SBRER kD

TRO LN (A& 53521 DF 143.4-5a 2 H),

MEAFHRETIE, WTAOHEE SIFRIER GRS E 723D Icy 7 M 5m

IR N oT-, Z VT F =07 U7 T AIREEICRBRYIR A8 L CTLEL T
t(lzmma@oit,mwim%ﬁﬁwo%,&Mesuim$%i,mw174/
TIXERBIIED R TH -T2, N—R T A LHITERBIIE, 7L 7 F=r%)F—8H
MTRH LT (RAEENS53.52.1 DF 14.3.4-50 B2),

JREMETIE, WTNOHEB LIERERGZITEME 21T 7 b T 2B 5
o7,

PRUCA CIT AR MERE K OV ML ERE 28 4% =t — 2 O TR BRIE B 575 IS O I Sl &2 ok L7273,
DI B TIEINE 7213 1T 7 M 2HMITED b o7z (RFEER 5.3.5.2.1 O
12.4 /),

2.7.4.3-20 HIMEKFE DORXRIFZEL (P-1515-12 3Bk : SAF)
Leukocytes (/uL)
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(AT ERF5.3.5.2.1 DX 14.3.4-2b X 0 B, &%)
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2.7.4 BEREZ2M
EL7 ANV LB ILbFERAE4t

X 2.7.4.3-21 FRMEREDORFFEI (P-1515-12 Bk : SAF)

Erythrocytes (10"4/uL)
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& ¢& & @ ¢¢ SEEC PR PR N
& S
%l-

(FRAHEE5.3.5.2.1 DK 14.3.4-2a L Y Ky, &E)

X 2.7.4.3-22 iFHERBEORFRFEL (P-1515-12 #&BR : SAF)
Neutrophils (/uL.)
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(FRAHEEF 5.3.5.2.1 DK 14.3.4-2¢ L 0 Ky, &E)
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2.7.4 BEREZ2M
EL7 ANV LB ILbFERAE4t

X 2.7.43-23 ~~ ;27 Vv FOREFE (P-1515-12 3Bk : SAF)

Hematocrit (%)
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[ | I [ [ I [ [ | [ [ | I [ [
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c,@ FFFFEFFHFE$FSHELTE qx°Q
FEFTF e g ey E
Qﬁ'\ A
(FRATEE5.3.5.2.1 DX 14.3.4-21 L Y iy, ©&E)
X 2.7.43-24 U U NEREORRFE( (P-1515-12 3Bk : SAF)
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(FBATERF 5.3.5.2.1 DX 14.3.4-2f L Y e, %E)
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2.7.4 BEREZ2M
EL7 ANV LB ILbFERAE4t

2.7.4.3-25 M/MREORERFE(L (P-1515-12 38k : SAF)
Platelets (><1074/uL)
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S cP o° 0’ & & ¢ ¢ ¢ ¢ & Q§° & s
Q

(FRATEEr 5.3.5.2.1 DX 14.3.4-2) L Y iy, &E)

X 274326 7 V7 F =707 5 ZAOREEE (P-1515-12 3Bk : SAF)

Creatinine Clearance (mL/min)
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(FAHERF 5.3.5.2.1 DK 14.3.4-2w L 0 Hhfe, &%E)
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2.7.4 BEIRRZEME
BT AL NE IR

27435 ERNREBRGEEN

MK FRIRRA, MRAETRAE, REM, RILEICOWT, ENRBRIFE T2 FEh L
7= [RfMH&ER53.53.1 2],

MK FRIRRA TIE, Rk, AMmERE, GHPERERO~N~ 7 Uy MIFHE 1 a2—20
TRBRE P 512 7> DARRRFAOIC I Uz, U v/ REREOR OV IR TR B B 514 28 L,
WROEHFETO §HETHOTNICEIET L0, ROBHRERGE TSIV TDHI L&
VIR L7228 HRRFFRICHD L, BEFRAEHIFE CHEE T 2 RN b, £, MK+
B D 55, Grade 3 LA EDOFERIL, XR—Z2A T4V TIHEOLNRNoT2N, R—2A T 4
T B MERBORD, R RO KON oREREORD TER O b LT,

MEAFHRETIE, WTAOHEE SIERIER GRS E 723D Icr 7 M3 5m
TRO LN oTo, £, MERAENFRED 9D, Grade3 L EDOFERIL, XR—RXF 1
TIE B R ERIMAE e QMK B v o 7 AIUE TR D LTS, X— R T A %1% AST #01, y-GTP
B, mREBME, 7L T7F=rx—Em, KTy AMETRD b7,

JREVETIEZ, WPFNOIEB b IBRER 5% TN E I3 Iy 7 b BT3RS 5
A Y

PRIEA IR ML ER B K OV A ML ER B3 4% o — 2 D VRBR S B 1% [T BRI B E 2 o= L7223,
O IE B TITEINE 7213y 7 M 2 HENEERD SR o 1,

2744 NAE3LYALY, BHRMFMERUVRSEICEET HtDEHTIER
2.7.441 NETTER-1 B : 55 1 1HERREER
NETTER-1 SRERIZI T, o Z ot o (e (WGER, JRaEH), ARfED 1, F-1515
AL, WTFoHEALAMEREY CHELRZ(ITRD R o7,
Karnofsky Performance Score [Z-DUV\T, F-1515 BfD A =27 OFEEMEITRIEHE M 28 L T
SOLLETH Y, F-1515IC X 2EBEEBIIROONLRN-T, £, IHREEO X 27 ONFHfE
I3 5-% 108 %%<£F%%W%%Lr®0ui%rbt(%5&1% B2 =7 1% 60
(n=1) THo72),
DFER (0%, RR MR, PR MM, QRS HE, QT M) 1X, % visitlZBWT, KM
’i‘%@&)é/ﬂﬁ“%ﬁ@mi F-1515 BEDOWERE D 0%~3.4%, *IBREEOWERE D 0%~2.5%T
BOOLNTEH DD, Ky OERE CHIRMREREZ -2 VWEBTh -7 (F 2.7.4.4-1),
DHIEIZBWT, R—=R2 T A O BEIT F-1515 8 K O FREE CHELL L T 7223 (F-1515
BE : 66.5 40/77, XTHREE @ 68.6 1/47), 1nBK¥E 54 0 8 T F-1515 #F O FEIT 74.4 $9/53
WZHAN (HEPH : 48~115 H1/%y, N—Z T A b OEALOSEHE+9.4 F1/57), %FHREED
PIEIE 67.5 F/55 12 U (#PH : 45~96 /57, N— AT A 0B OEAL O FE¥IE-2.9 1/
), WEEMICHEZNED bR (p<0.0001), WAL L, JRBREKEG% 24 FE TOIR
PR B FRBEOME Th - 7228, 1BEYIMOK TR GRBREEK&E 5% 4 BLIN) T
L F-1515 BEDOFEHMEIL 65.6 $1/57 (RX—A T A b OEALON-EIME-1.7 #1/57), Xt HEEE
DIEIMEIL 66.4 H1/5y (R—R2 T A b DEALDFEEIME-2.1 #1/43) ([TREY, WEERICE
BEIRO N7,
RR [IFRICHE VT, X—=2F A4 > OFEHEIE F-1515 B L OxHREETHELL T 7R
(F-1515 B¥ : 932.4 msec, *IPREE : 904.4 msec), VRERIEH H-1% 0 T F-1515 BEO P IX
828.8 msec (28 (#ilH : 518~1251 #1/4y, N— A T A 7B DAL D FHJ{HE-120.3 msec),
SRR O SEYEIE 902.3 12N L GEIPH : 620~1333 H1/4y, X—A T A ) bHDELDF
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2.7.4 BEIRRZEME
BT AL NE IR

PIE+29.1 msec), MAEMICABEZEZNED BN (p<0.0001), WEEE &, JRBRIRE 5% 24
HE COWRBEHM P S RO/ TH - 7228, REMOK TR (EBRIERKE 5% 4
FLAN) TILF-1515 BEOFEIE 1T 934.6 msec (N — R T A > b DAL D -1 f+22.3 msec),
b BREE O SEXIE LT 929.5 msec («N— A T A B DAL O EEIE+26.7 msec) ([ZFE Y, WAL

HICHBEZITRD N ho Tz,

PR BIREIZ B WT, N—2 T A » OB IE F-1515 BE KL O B EE TR LTz (F-1515
B 160.4 msec, XfPRBEE : 163.0 msec), {ABRIEE G542 08, 16, 24 &K OYREHME D&
TRES (BB G% 4 BUWN) T, WiEE b PR MRBOARERELIZR L, Wit
HICHAEZIIRBO O o T, 1RBRER 5% 8 D A, F-1515 BEDOFHIfEIX 166.2 msec
WZHIIN (R—R2F A4 S OO E+6.2 msec), XITFREEDNEHME I 160.5 msec (5
DL (R=A T A N EDOEALDFEIE-1.3 msec), MAMICAEEENRBRO LN (p <
0.046) ,

QRS HEIZEBWT, N—2 T A O F-1515 BEL O IBEECHEBILL TR0, Wifs
b, IRFEHEPICERICERO H BRI oz,

QT HIMEIZBWT, N—=2 T A > OFEHMIT F-1515 B L OB CEHUI L TWh )
(F-1515 #F : 409.2 msec, XIHHE : 404.1 msec), {RBRFEFK G544 01 T F-1515 BEDFHEIE
396.1 msec ([ZJHD (R—R T A )b DOEALO Y fE-18.4 msec), Xk HHEE D FHIE I 403.1
IZEEIL (RN—=RA T A b OEALDOFHIE+6.6 msee), MEMICHEZNED Lz (p
< 0.0001), WHEEE S, JRBREKEG% 24 W E CTOWBRBEHMFT LRBEOEM TH 720, 18
IR OR TR (BB 5.4 4 ML) TiE F-1515 BEO FEXIMEIL 407.0 msec (X
— AT A b DEALONEEE0.7 msec) , xf LD FEEIEIL 404.3 msec (WRX— R T A )
O DAL DO FEIE+6.2 msee) 2RV, MBEMICAHBEZITRO b o7,
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# 2.7.4.4-1 LEKO Visit = & OELFE (NETTER-1 352 : SAF)

Treatment Group

F-1515 Octreotide LAR All
ECG Interpretation n (%) n (%) N (%)
Baseline Normal 39 (47.6%) 40 (47.1%) 79 (47.3%)
Abnormal, not clinic relevant 43 (52.4%) 43 (50.6%) 86 (51.5%)
Abnormal, clinically relevant 0 2 (2.4%) 2 (1.2%)
Missing 0 0 0
All 82 (100.0) 85 (100.0) 167 (100.0)
Week 0 Normal 49 (48.0%) 42 (51.9%) 91 (49.7%)
Abnormal, not clinic relevant 53 (52.0%) 37 (45.7%) 90 (49.2%)
Abnormal, clinically relevant 0 2 (2.5%) 2 (1.1%)
Missing 0 0 0
All 102 (100.0) 81 (100.0) 183 (100.0)
Week 8 Normal 41 (43.2%) 34 (38.6%) 75 (41.0%)
Abnormal, not clinic relevant 53 (55.8%) 53 (60.2%) 106 (57.9%)
Abnormal, clinically relevant 1 (1.1%) 1 (1.1%) 2 (1.1%)
Missing 0 0 0
All 95 (100.0) 88 (100.0) 183 (100.0)
Week 16 Normal 43 (48.3%) 27 (44.3%) 70 (46.7%)
Abnormal, not clinic relevant 43 (48.3%) 34 (55.7%) 77 (51.3%)
Abnormal, clinically relevant 3 (3.4%) 0 3 (2.0%)
Missing 0 0 0
All 89 (100.0) 61 (100.0) 150 (100.0)
Week 24 Normal 31 (39.7%) 22 (36.7%) 53 (38.4%)
Abnormal, not clinic relevant 45 (57.7%) 37 (61.7%) 82 (59.4%)
Abnormal, clinically relevant 2 (2.6%) 1 (1.7%) 3 (2.2%)
Missing 0 0 0
All 78 (100.0) 60 (100.0) 138 (100.0)
Last treatment Normal 22 (64.7%) 18 (43.9%) 40 (53.3%)
period visit Abnormal, not clinic relevant 12 (35.3%) 22 (53.7%) 34 (45.3%)
Abnormal, clinically relevant 0 1 (2.4%) 1 (1.3%)
Missing 0 0 0
All 34 (100.0) 41 (100.0) 75 (100.0)

(FRATE R 5.3.5.1.1 @ Tablel2-22 X 0 ¥, )

2.7.44.2 NETTEREBRYITXF T« (QT/QTc OEEAi)

NETTER-1 ROV 7 X # 7 ¢ TlI 24 KAV Z —DEXERHNT, R LvTF 2 A4 R
BELZMGRE L, E7 X /BRI T To 7.4 GBq @ F-1515 #5012 X % QT/QTc M
W ~DEBELFM LTz, KT AEZT 4 TlE, _"R—RAT AL F-1515 8 5HOM O QTcF
D bR (LT, AQTeF) MO F-1515 O HUFHEIR B & AQTCF O BfRME A FHAN S vz,

F-1515 5P R OEGK TRIZBIT 5 X=X 7 A4 b O AQTcF D F-¥JfE1X-4.0 msec
K R-3.8 msec THo7=, F-1515 OH[EFEEHTlE, AQTcF [TH5-#& T % 2 FF[H T 2.8 msec,
B 534 T 1% 4 BFRH T 4.2 msec, $& 584 T % S KEfH] C 10.0 msec, # 5-#& T & 24 ¢l T 11.1 msec
To o7z, QTcF 7 480 msec % i z % #5hE OV AQTCF 2% 60 msec % # x5 # R E (X0 72
N7,

QTe DIRFE-LUSRNT TiX, F-1515 O MBI RERE & QTe MIFRICE L T, At FRIIC
BRERDTNICAOHBENRD bz (X-0.019 msec; 90% CI: -0.026~-0.012), 7=,
AQTCF @ FHIMEIX, F-1515 Ol A REIREE O & — 2 I 51 C-1.71 msec Td > 7= (90% CI:
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-5.51~2.08),

RKYT2AET 4 THONTZ 24 RIENLVZ —DEXT —F G, KRV T AXT 4 O &I
kb\f F-1515 Z))'L‘ ./\7)< A ))7( i?ﬁuuﬁﬂ"jiﬁ%ﬁ% mu&)%ﬂfcﬁz})’)ﬁ_ [ﬁ{ﬂ‘g*’l’
5.3.3.2.7 2 R],

2.7.44.3 Erasmus MC B8 : 55 1/l HHER R ER
Erasmus MC &BR (2B W T, A Z ¥ A R NLE .@T ZIXNEE SN o T2, IR
L, BUWERH TRX—=XF 4 U NbDREREBHIZO 720> 7, Karnofsky
Performance Score [ZDWT, A a7 OFEXEITAIRRYIM A E L T80 LL L& "L, F-1515
LD REBIRD N o7 IRTEER 53,522 D 125 2R,

27444 P-1515-11 HE& : ENE | HEKRHAER
P-1515-11 BRBRICEBNT, NA X H oA > (E HEY, JEER), IR & ORIR)
X, WINOHEALEMEREH TR—2 T4 U DLDOREREBIFBD N7,
SpOz&U‘\ﬂiiﬂi,%?E'ﬁﬁﬂ;ﬁ’f‘/\“—X TAVIPLDOREBREBITRD LR D> 72, ECOG
Performance Status IX, T X COHREIZIBVT, b\fﬂ@ﬂzfﬂﬂ%@ﬁ;ﬁ% 0] ThHhot=, 12
AL FEIX (ME@Q, RR f#lf@, PR Rf@, QRS &, QT k) 1%, Wi oHEE & &MUE
KT R—=2 T 4 b DREREHIBD N2> TR EER53.3.2.1 0 12.6 5],

27445 P-1515-12 8 : @RS 111 1BES PR A BR

P-1515-12 B BRIZBNT, NA Z A 0 (it (S, $E8RH), IR E & OMRIR)
X, WTFROHEE L EMERFYH TR—2T7 4 N DOREREITBD SN2 o T,
SpO2 K OMAE L, FHERFH] TRX—ZX T A 0B OREREHIFED b 720> 72, ECOG
Performance Status (%, 154 H 14 %4 OHERF T, WITFNOFHOEREE S [0] ThHho7203, 1
4 CH 1 = — A Day 43 &@%2 =1— X Day 1 {Z ECOG Performance Status 7% 1] L3 5
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Performance Status (%, LFC, P-1515-12 FRBR CREROENIC I W IEBRFILE o721 4
(27445 22 8) ZRTXTOHRE T, WTHLOFERE S T0) Tho7o, 12758
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£, WS ORERRBRA R (ISSEM) 2 MW CHIKMEER (G, MR, EEE, BMI
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HHGORBUER OENFRF LTz,

274511 A&

HARNZBIT 2 HERGORIRIL 100% (21/21 4), sME AN (NETTER-1 3Bk D F-1515
B) BT D2HEEFLOBIEIL8.2% (110/1124) TH-o71-,

UTo LY, BRNTY REREED ORBLENE N> TZUSMNE, BARANESNEANT
SOC KON PT I L T\,

HARANTRDZEBD 57 TEAE @ SOC 1X, [HIGEEE | 25 19 4 (90.5%), RWC T
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W 2 EEL LOERGHAAORE] (67 4, 59.8%), TEKMEA] (54 4, 48.2%), X
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[—fit - R EEL L ORGHMORIE] TRUZ D LN PTITHET (37.5% (42/112
4)), IRWCTRIEVERIE (16.1% (18/112 4)) Th Y, ZOM PT OHHBEKITIZ NN DOD
FHEHOEIGIT10% L T ThoTe, THRMA ] Thb 2 GO LAV PT ILif /MR
(11.6% (13/11244)), WNTY U REKEGEA (10.7% (12/11244)) TH Y, Z O PT O
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Thoto, k- 2HBEERS LOERGHMORE] THRLZSRBOOLNE PTIIET (4.1%
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SOC 1% THMkEdE] (22.4% (67/299 44)), KW T [ L OWHHLE] (15.4% (46/299
4)), Tk LY Vg EE ) RO T - 2FEEL LR GHMLORE] (e
AU 13.7% (41299 4)) Th o7, THGEE ) THRHZ RO AL PTIX FHT(7.0% (21/299
£)), WWTHERE (5.4% (16/299 44)), M- (4.3% (13/299 4)) Th-o7-, [HEF IO
WEHALE ] ThRbZ<RBO LAV PT IZTHFEGIER (3.3% (10299 44)) TH Y, Z O PT
DHEBEMIZTZ N EDODOFKHEE OEEIIE -7, TMERE LY VR EE ] THRHE LR
D AT PTIZILIMERAE (7.0% (21/299 4)), W THEIM (3.3% (10/299 44)), If/h
WIBIE (3.0% (9/299 4)) Tholo, [—k - RHEEL IOREHAAOIRE] THb
ZLBO LN PTITET (3.7% (11/299 £4)), RWNTHE (3.3% (10/299 4)), &S
(2.7% (8/29941)) Th -7,
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M/ MRIBIE (4.2% (8/189 4)) ThoTo, [HIHEE) THRHLZED L PTILIEE
(6.9% (13/189 44)), WWT Al (5.8% (11/189 4)) Th o1z, [FEB L ONELE
THRbHEZ RO LA PTIIHIM (3.7% (7/1894)) TH Y, TOM PT HERBAKIZIZL WG
D DAHEE OEIGITIK > T2,

FEIZOWT, BT 7 7 A VITKREREFTRVWLDOEEZ BT,

2.7.451.3 5
PERITD, SOC KO PT THE LTCIRBRIEIRE T CORERAEFEFLR L [IMIEE 53.53.2
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MR R LY >R/ E ] (B 13.3% (65/490 4), #iE : 20.0% (91/455 4)) T
X, BEENSBEE L CTETh T Mo, BHEEOCLEOm 7 v —7"T, &b
ZLBOOLNTIRRIBE T COERBRAEFEFRGO SOC LB EEE ) (F1ME:21.6% (106/490
4), Wk 202% (92/455 4)), W T AR XONRHLE ] (B 20.8% (102/490
%), ME 2 17.1% (78/455 4)), T—f% - &FEERS X O 5 ORE) (B 12.9%

(63/490 4 ), et 1 18.0% (82/4554)) Th o=, [BHEE] THRHZED LN PT
IRHESE (B 5.9% (29/490 4), ik @ 4.8% (22/45540)) K OVFH (B 2 5.3% (26/490
%), &k 6.2% (28/455 4)) Tholz, BB IUOARMLE)] THRHLZBO LN
PTIZBMETIEE R LT — (2.0% (10/490 4)), ZPECHHFELIER (2.2% (10/4554)) T
HY, ZOMPTOHAKIZIZ VL ODOKEE OEIGIXKL-T-, [ - 2FEEL LV
e HHEALOIRTE] TRHEZL RO LN PT X BIETIHLE (3.9% (19/490 44)), WU TH
B (2.7% (13/490 4)), METHREL (5.1% (23/455 4)), IRWTHL (4.8% (22/455 4)),
BRI (3.7% (17/4554)) Th oz, KBS LY Rk E] TRrLZRO LN
PT (35 & IS PLM BRIV E (B @ 6.7% (33/490 4), 4ok @ 11.4% (52/455 44)), &KW
< (B 3.9% (19/490 £4), 2 5.7% (26/455 44)) K OV IE (B 2.7%

(13/490 4), 2otk @ 3.3% (15/4554)) Th-oiz,

PERNZHDONWT, BT e 7 7 A VICKRERETZVWLDO EEZ DL,

274514 [EEE

JEEEN (FR)E, RS, JL#PH) To, SOC KU PT THME LGB T COEE
EEESREY [ITEFR 5.3.5.3.2 O Table 3.5] (Zr L7z, ISSEMIZEBWT, JRBRIGET
TOEELRAEERGOEBIIREG T 45.5% (120/264 4), FRE T 66.3% (343/517 4),
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7,

BTN —TTHLBOONT-IRRIBR T CORERAEERESLD SOC L OPTIZLLTFD &
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[RIGZN—T7T, &b Z<ROLNTIRBIGHE FTORERERAFEHFERO SOC 1T [HBkE
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KO LAV PTIXNER (8.1% (12/148 44)), T R (5.4% (8/148 4)), (ALK O
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M ERPEAE (9.5% (14/148 4)), IWTH ML (5.4% (8/148 44)), (f/IMIBAME (2.7% (4/148
4)) Thoil,
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L7z (IRJE : 1.1% (3/264 ), HREE : 4.8% (25/517 4), J~#PH : 8.8% (13/148 44)),
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BMI | (4 X457 : BMI S 21 BLF, 21 8~27LLF, 27 %825, RBH) TO, SOC LW
PT CHELIZIBRIGRE T COERERAFTFLZ [T ER 5.3.5.3.2D Table 3.9/ R L 7=,
ISSEMICHE W T, IFRIGK F TOEELRAEFRILIT X TO I L —F TRHKEDOEE (BMI
2321 LLF 1 71.5% (93/130 4), BMI 2% 21 #~27 LLAF @ 58.1% (284/489 4), BMI 73 27
EHZD 0 57.6% (118/2054)) Th-7-, BMI BN ARHZRWERE 1T, 48.8% (59/1214) T
HoT,

EZITN—TTEHLBOONTIRRIBR T CORERAERESED SOC L PTIZLLTFD &
BOTHY, #MRELL T\,

BMIN 21 L FO I NV—7T, kb %< B LNTIRRIEE T COEE LA EFFL D SOC
F T LY R REE ] (28.5% (37/1304)), RWT [T—fk - 2FEERL L OHRYS
ERALDAREE ] (26.9% (35/130 44)), 4Rt L OYWHRMLE | (24.6% (32/1304)) Th o7,
MR R L OV VR EE | T b % < R ALz PT IR EREAE (14.6% (19/1304) ),
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HREEL I OBRGEHMOKRIE] TRLZ RO LN PT I (9.2% (12/130 4)), &
WTCHEL (4.6% (6/1304)), R (3.8% (5/1304)), &I (3.1% (4/1304)) Tho
oo THARB X ONRBHLE ) TR Z<RO LN PTIEEE KL — (4.6% (6/130 44))
THY, TOMPTOEBEKIIZ L ODOEERE OEIS XK 72,
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5D SOC 1E B ke (23.1% (113/489 44) ), IR\ T I BHds L OV BHLE | (19.2% (94/489
£)), Tk LY R REE] (14.7% (72/489 4)) Thoiz, [BHEE] TRHZ
KROONT PTIZ T (7.0% (34/489 44)), IRWTHETR (6.3% (31/489 41)), Wit (4.5%

(22/489 %)), My (4.3% (21/4894)) ThoT-, HBBIUONELE] THRHZ LR
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4)), TEME, BB XOFEMAHOHEY (FEaBs L OR Y —725T) ] (13.2% (27/205
4)) Thole, HEBIONELE] TRHZ RO LT PTIZEZEDIER (3.9% (8/205
£)) THY, FOf PT DEHBEEIZZ WL OOKEH OEIS KN -7-, [BHEEE] T
KbHZL<BD LN PTIEMER (5.9% (12/205 4)), RWCIEE (3.4% (7/2054)) TH
ofc, TRM, BB XOHEMAHOFRAY (BRBLIOR) —7251)] THRHEZLR
DO PTITEMES AT (2.4% (5/2054)), RWTEHBERZRIEERE (2.0% (4/205
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BMI BN A2 7 —T7TlE, b ZL<BOOLNIERIER T COERERERAFERLD SOC
I MRS LN Rk lEE ) KON [ - 2FEEL LOEGBMORE] (ZhEh
17.4% (21/121 4)), W\ [HGEE] (14.9% (18/121 £4)) TH-o7=, MK LY
VRREE] THRHLBZ RO LAV PTIZILMERBEAE (11.6% (14/121 4)), KT/
WO E (3.3% (4/1214)), &I (2.5% (3/1214)) Thoto, [k - 2HFEEBS L O
e HHALOIRTE ] Tl b Z < B BTz PTIIBEIK (6.6% (8/121 4)), IRV THELE (5.0%

(6/12141)) Th o7z, THBEEE] THRHLZRBO LN PTIX FH (5.0% (6/121 44)),
RNTHELD (41% (5/12140)), 89 (3.3% (4/12144)) Th o1,

BMIIZDOWTC, ZeME7Ta 77y A VICREREFT VLD EBEZ DT,

2.7.4.5.1.6 AVOILRYTRLAFF ("Mn) £FERa7
ALy T RUAFR (M) £EA27H] QX5 :27721, 2, 3, 4 (77
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BB I ONAHMLE ] (22.1% (116/526 4)), RNT THBREE] (21.7% (114/526 4)), [
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£)), T TR (5.5% (29/526 44) ), MM (4.2% (22/526 44)), 1554 (3.4% (18/526 44))
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AT LRyT ML AF R (M) £EAaT7IZHOWT, ZeE7m 7 7 A VICKE
RETRNEDEEZ BN,

27452 SEMHER
WA OERRBRFE S (ISS£EM) 2 H W CHMNRMEER (RiTAH - (L2RE, SMREHRE,
FIN) ICL 2RI T CORERAFTFRORIEM OENZ R LTz, £/, F-1515
DG BIZE HIRBRIGE T COEREE LA EFEFZ OB R OEWEZRF LT,
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274521 @A : LFERE
AER E U L RIEDOFEEIZEB T 5, SOC KO PT THME LT-IBBRIGIR F COEE R
AEFER LY [IRFITEER 53.53.2 D Table 3.6] (/R L7z, ISSEMICTIHWT, RERIEHE T T
DEERAERRIIAFIES D (61.1% (5590 4)) ROk L (58.6% (499/851
4)) CTHREOEETH ST,
KT N—TTELRBOLNTIERIEE F COEELRAEFERD SOC KN PTIILLTD &
BOTHY, #RELL W\,
L BEH Y DT V—T T, b < BOOLNTRRIGRE F COERERAGEFES D SOC
T - 2 FEES LR G OWREE] (30.0% (27/90 44)), R\WT IBHEEE ] (25.6%
(23/90 41)), TABEB L OWELE ] (13.3% (12/90 4)) Thotz, [—fk - 2HEE
FOEEAORE] TRHZLBD B PT IXELE (14.4% (13/90 44)), R THEL
OB RS (Z1E1 6.7% (6/90 4)), KRIMEZE (3.3% (3/904)) Tho7-, [HIHME
EITHRHLEZ RO LN PTIE FH L OED (21 8.9% (8/90 £4)), R\ THEH (5.6%
(5/90 44)), EMEEIE LR OIEM: (ZREh 44% (4/904)) ThoT-, [HFB L OWNEHL
& OPTOEIEGIX, WIht22% (2904) LLFThoTo,

BRFER LDV —TT, kb ZL<BOONTIERIEE F COERERAGHEFEL D SOC
X TEIBRE ] (20.6% (175/851 4)), I\WT M4 RS KON RHLE | (19.7% (168/851 44)),
Mg LY 3 REE] (17.0% (145/851 4)) Thotl-, HIEESE) THRHEZLR
D B AT PTIZIEIR X OV FHT (N 5.4% (46/851 44) ), YR\ CHEM: (3.6% (31/851 4) ),
Ml (2.6% (22/851 £4)) Tholz, BB LONBHLE ] THRHZEBD LA PT IX
FEFEYIRR (2.1% (18/8514)) THY, TOM PT DEEKITIZ VL ODOKIEE OFIG XK
Moo, T LV R EE T b 2 <R vz PTIRILMEREAME (9.3% (79/851
4)), WNTHEIM (5.1% (43/851 4)), M/IMBAE (3.1% (26/85144) Th -7,
{EFPEREOFAWICLY, BEET B 7 7 A NVIZKRERETRVWLD EZZ BILE,

274522 HIAR: SNESHERE

AEIR & U CAMRERIEDO A IR IT S, SOC KO PT TH¥E L 7-IRBRIGR F COEE
EEESRE [ISFTE R 5.3.5.3.2 @ Table 3.7] (Z/r Lz, ISSEMIZEBWT, JBBRIGET
TOERERAEREZIINBIIRED Y (60.0% (57/95 4)) MO BERER L (58.8%

(497/845 41)) TRIEROEIG TH -7,

KT N—TTELRBOLNTIERIEE F COEELRAEFRDO SOC KN PTIZLLTD &
BOTHY, #RELL W\,

NABFRED YOI NV—TT, RLELBOONTEBERIEETFT CORELRAFERELD
SOC 1T T—fi% - 2HEEL L OEREHAOKIE] (21.1% (2095 4)), RWT MK &
WY Rk BEE] (20.0% (19/9544)), AR KON FMLE ) (18.9% (18/9544)) Th -
Too T - 2 REELS KOG ORE] TRHLZBO LI PTIXIET (9.5% (9/95
£)), WOTHERIEL R (2T 42% (4954)) Thotz, TMERB IO /3%
EE TRbZ<EO 6N PT IXILMERBAE (11.6% (11/95 4)), IRWTHEIML (6.3%

(6/95 44)), IM/IRIBE (5.3% (5/954)) Th oz, HEB LONELE] © PT ©
AL, WInd 2.1% (2/954) LR CThoTz,

NABFRELR L O NV—TT, RLELBOONTEERIEE T CORELRAFERLD
SOC 1% TH MR (21.5% (182/845 4)), R\ T [ B L OWEHMLE ] (19.2% (162/845
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£)), Mg LY VR EE ] (16.2% (137/84544)) ThoT-, [BIBEE] TKbHE
SRBH BT PTIE TR (6.0% (51/84544)), RWTHETR (5.4% (46/84541)), WAt (3.6%
(30/845 44)), M.y (3.1% (26/8454)) Th oz, HFEB LONELE] THHEZL R
B BV PTIZNEFEEIER (2.1% (18/84544)), MEIE R L — (2.0% (17/8454)) TH Y,
Z O PT D BEEILIZ WS O DFHE OFEITIK» o7, s LY Rk EE] T
b2 <BO LN PT IXILMERIAIE (8.8% (74/845 4)), W\WTHIM (4.6% (39/845
£)), M/REAE (2.7% (23/8454)) Th iz,

SRS EIEIEOBIIZ LY, BT 7 7 A MICKREREFTRVLDOEEZ I BN,

2.7.4523 HIAR: FM

AIEHEE L CRINOAEIZBIT D, SOC KON PT THHELZBRIGE F COERERAE
FR% [IFTEFR 53.53.2 @ Table 3.8] (&R L7, ISSEMIZBWT, JRBRIGE F COE
ERAEFZIIFINS Y (54.2% (258/476 4)) K OFi7e L (63.5% (294/463 41)) Tl
FFRBROE A TH o T2,

BTN —TTHLBOOLNTIRRIBR T TORERAFERESEO SOC L PTIZLLFD &
BOTHY, #MRELL W\,

FHRiHV DI N—7T, HLELRBOONTIERIEE T CORERAEFRD SOC I
TEREE (19.3% (92/476 £4)), WKNT IARB LOWEHLE ] (17.9% (85/476 4)),
MR LY R mE ] (15.5% (74/476 4)) Thol-, [HEREE] THRLELRE
DIV PTIX FHI (5.3% (25/476 44)), IRWOTHETR (5.0% (24/476 £41)), M (4.0% (19/476
4)), B (25% (12/476 4)) Tholo, BB LIORRLE] THRLZBOLAL
PT [ ZAHFEUIER L O, (220 1.3% (6/476 4)) TH Y, Z O PT DIHEBAKITZL Wb
DDOFIEHOEEITE» o7z, TMKB LY V3R EE] THRHZ LB LA PT IXIAL
I BRI JE (8.0% (38/476 44) ), IR\ THEIM (4.6% (22/476 4) ), IfiL/IMRIB/E (2.9% (14/476
£)) THoi,

T LI N—T7T, HLELBOLNTIRBRIEFE T COERERAERESO SOC X
TR (22.7% (105/463 £4)), KWT IARE L OWEHLE ] (20.5% (95/463 4)),
[« 2HEERL ORI OIRIE] (19.4% (90/463 4)) ThHoi=, [HIEEE] T
RbHELBOONTZ PTIZFH (6.3% (29/463 4)), RWTHEIE (5.8% (27/463 4)), M
D (3.7% (17/463 4)), WM (3.5% (16/463 44)) T -7z, [FFHE L OWNRHLE | Thi
HE L BD LN PTIIENE L — Y K OHFEYIER (Z T 2.6%(12/463 4)) TH Y,
ZOMPTOHBHIZZ b ODOEKHEE OEIGIXME o7, [ - RHEEL L OG5
AEOARRE] THRHZ < ED LT PTIFELT (5.4% (25/463 44)), IRNTHEN (5.2% (24/463
4)), e 3.7% (17/4634)) Th o7,

FINEOFEIZELY, ZEMETe T 7 A NVICRERET VLD EEZ BN,

2.74524 F-15151% 58
F-1515 O BR& G- gt HeR] (29.6 GBq LA E, 22.2 GBq~29.6 GBq Kiii, 14.8 GBq~22.2
GBq Kiifi, 14.8 GBq AKjiti) T®, SOC K NPT THHE L7-IBBRIGIR F COREERAEER
Z [RAFEE5.3.5.3.2 D Table 3.11] 128 L7z, ISSEMIZEBWT, 1RBRIGHR F COEE
HEHRRZIT R COI NV —T TREEOEA TH 7= (29.6 GBq LL L : 60.7% (341/562 4),
22.2 GBq~29.6 GBq Aiiii : 54.0% (108/200 4 ), 14.8 GBq~22.2 GBq Aifj : 57.8% (52/90
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%), 14.8 GBq A& : 57.6% (53/924)),

KT N—TTEHLBOONTIRRIBR T CORERAERESLD SOC L PTIZLLTFD &
BOTHY, #MRELL T\,

29.6GBq UL ED TN —T7T, g b ZL<BOOLNTIERIER F COERERERAERHRLD SOC
% AR B L OYWRHLE | (23.1% (130/562 44)), IRWT TH GRS (22.8% (128/562 4)),

MR R OV R EE ) (14.4% (81/5624)) Tholo, MR XL OWRHLE ] Tk
H & <R SN PTIXIEEUIER (3.2% (18/5624)) TH Y, Z O PT OIEHEKIZZL W
HODEEHDOEIG Ko7 THBEE ] TR L RO LA PT I T #(6.8%(38/562
£)), WWTHET (5.2% (29/562 44) ), W& (4.1% (23/562 44)), H.L (3.2% (18/562 44))
Thote, MEBELOY U 3REE] TRHLZED LN PT XPLMERBEAE (7.1%

(40/562 4)), WWNTHEIM (5.9% (33/5624)) ThoT-,

22.2 GBq~29.6 GBq Kiii D 7' /v —7"TC, b Z <D OLNIIRBRIGR T COERERAHE
FHRO SOC 1% s LY 3Rk EE] KO T - 2FEFB X OG5 OREE]

(ZIZEH 19.0% (38/200 44)), W T IFiGREE] (16.0% (32/20044)) Th-o7-, [
WB LY U REE] TRHZED O PT IZLMEEAE (13.5% (27/200 44)),
RNTHEIML (4.0% (8/200 44)), Mf/IMRIEAE (3.0% (6/2004)) Thol-, [—ik - 25
EER LRGN ORIE] THRLZRBOOLNE PTIIELE (6.5% (13/200 4)), &KW
THEL (4.0% (8/2004)) Tholo, BEEE] THRLZED O PTIEEFE (5.5%

(117200 4)), RWTH&EM: (4.0% (8/200 44)), by (3.5% (7/200 44)), THI (3.0% (6/200
%)) Thoil,

14.8 GBq~22.2 GBq Kii#iD 7V —7"T, HbEZL<BOOLNTIRRIGE T TCORERAH
FHO S0C 1% TMiEB LY 3R [EE] (27.8% (25/90 44)), WKWT [—jf% « & HEE
BLOEEMMORE] (20.0% (18/90 £4)), [HFE X OWAHLE] (18.9% (17/90 44))
Tholz, KRB LOY 3R EE] TRHLZBD LN PT TLMERBAIE (14.4%

(13/90 44)), WWTIL/IRIBAE (7.8% (7/90 4)), &1l (4.4% (4/90 %)) Th o7,

[—fi% - RHEEL L OEGEHMORIE] TRHBZIBO LA PTIIET (12.2% (11/90
£)), WWNTIRE (33% (3/904)) Thotz, HRBIUONELE] TRHLBDL
A2 PTIEIERE R L —2 (4.4% (4/90 44)) ThH YV, ZOMM PT OEHEIZIZ W H DD
HH OF A ITEN»- T2,

14.8 GBq Riii D 7 N —7T, g b Z < B LNT-IERIER F COERELRAFERELD SOC
iM% - 2HEERL L O GEHAOREE ] (26.1% (24/92 4)), W\ T I'H RS (23.9%

(22/924,)), T3 KOV > 7GRS | K OTAVERBS L OWERMLE | (3 13.0%(12/92
4)) Thote, [ - RHEEBIORETMORIE] THRLZABO LI PT 113
T (12.0% (11/924)), RO THEREL OB (ZnE43% 4/924)) Th-oT-, [H
IS TRHZLBO LI PTIXER LK TH (Z1E1 6.5% (6/924)), RWTHE
DROMIL (ZFRFN22% (2/924)) Thol-, KB LN % EE] TRrbH %<
O BT PTIXILMERBAE (5.4% (5/92 44)), IR\ TIL/IMIBAE (4.3% (4/92 4)),
U 2 REREAE (3.3% (3/92 44)) ThoTo, BB XONRMLE] © PT OHEHBHITL
WHODFIHHEOEIAIEL, WTiLd 22% (2/924) LLFTh oz,

F-1515 O BB EHOREIC LY, BT a 7 7 A MICKERETZR VLD EEZ B
77
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27453 EWMEERER

FREIRFABR CoO & b CYP R DO ERE STFHEREFAN, P-HE/- A AE &2t LIS iE A
ERE O T v AR—2 —EOF M OFEREND ,w&%?#&i@@i%ki%ﬁi%
FEAEAER 25 & 2 3 RetEME WV 2 & R ST,

V2 NRAEZF T Fa s ThobA 7 AT NEEBEK YT v VAT NEEEEHE L, SSTR
TOBEEIZEY, VET TEEOEG~OEME MG 2 TEMENH 5, EWN O IR
TIX, BREFEERR Y ~ N AZF o7 I K D1EREVE T 7 E8EERS O 6 BERT)
LG HET, BREERE Y~ NAXF T I a Il L bREEVY T T EERE O 24
REF AT D HRG-HE T, TENEEIE LT,

F7-, alLFaRrTaA Rk, SSTR OV 7 X2 A4 7 2 BIORHENMEI SN D LD
FEWEROHE DR H D, arFarTed RO, SSTR DY 7 % A 7 2 BIORHH)
il £ TICHEB N 0D Z &G, F-1515 & REFCEBMME AT 2 548 B8 e & e S
AN, EBHEAICE ARSI 2581%, SSTR OV 7% A 7 2 BIOEHRNMH S 5 7]
RERD D,

T A W T O BEAERIIE L TR0y, IRA S5 BEE O SR BRI
AR

27454 BIRERCRIBOMEMA

NET TEERRT AT 7RO AT FEERBPIIER L Wiy, £, V2T T
HEMOT A 7 TEROLHBITIIRHTH D,

EN D 2 > OGRS & O NETTER-1 75 T, 4E4R 32 A+ o B3 %, Erasmus MC
B CIATIR T OBEZRIN LTz, TOD, VET ITEHERDNT A V7 78R O LR F

TP OBEICKH T D LEEMEII R TH D0, A EYR A2 5E 9 5 & PRRT & LT
N T TEER T AP TR i m ORI ~ DO B IS T _XETiEE v, b L,
BRI TN T ITHIEROTA P TERIC L DBROLEND 556, FHzEEl S8
LHVEND D,

27455 IR

VBT TEER T A Y T iR O B R BRI E G L TRy,

Erasmus MC B Y 7 2 2 F ¢ OFE R, BHEOARBREIC W T, IBEZICIES v b
BV BEO @O TRRD b2, —RFH R RIEIZ 72N 5 a[ RN R I T2
DJLMS%%%%L”W??%E@%% L0 AR IS RFE T A REE R H D
72, VET TEIER T AP TR OB G R OB T % O — E 11 1300 B e B AT
EATOREND 5,

27456 @BERE
NETTZEED 1 BHZY OFREEIL, 74GBq TH D, VZ T TEIEIL, 1 2314 7L (25
mL ) 12, MERKRICBWT 74 GBqOATF 7L (TLu) BEERTWD, VET T
FRAIE, PRSI B WO TR R EL XN TR ISR E B S L, Do RS CHEE
FOEMOL & THREEND1-0, BERGOERETIRWVWEEZOND,
FTA Y TEWRORKHEGEH R, 1000 mLASTH D, 74 V7 TERII NV X T T §FiE
EDOPFAT, EREEICCHEMOERMOL & TRESND 2D, BEREGOGERMEIZZR D
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EEZBND,

27457 EWEA
BRIRRBR ClI v & 7 7 E R VT A W 7R O 3Ky LA & OSSR K7 2 it LT
RV, L LD, WET IEEITBEERAITH D Z s, EEEBEIZRE O Tk
SRR BRI N TR IR B RS, O EREEIC TEMOEMO L & TRESRS
720, EBLHAOBEEMEIZRV, T, TA T TRRICBWTHLAX T TEELE O T,
EEABIC CTHMOEMDO S & THREIND -0, BLAOHERMEIR R,

27458 BREKREURBER
BE R RRBR TIlI N2 T TEER T A V7 7 il O BERIE IR & OB S & it L T/
W, B, VAT ITEEROT AV T, REEMICEERUER TR S I R0,

27459 BEEEERUEHEECHITIZEXTHEABECES
VBT TERER T A Y 7 iR o B B) BUEER N OB R E~ O B ITHE L T2,

2746 TRET—4%

VAT TEREE, AAA FEIZ XY, SSTR BYED BB NET O s TRON, KIEZR &0
30 y L EeARBERG LTV, 20 ] A P Ecic, attR o] 4ot
Kﬁ‘x"]- LI TWbD, £, 2(' i.ﬂ mH 2('@. A . H & TIZ Compassionate
Use il B£X> Expanded Access Program, Named Patient Use Program (Z L ¥, [ NN <" .
P Ec VL oBREICRESR TS, AAAERER LTV 5 7 5
ﬁ@@r%%@ﬁﬁ@%%ﬁﬁﬁéﬁﬁﬁﬁéﬁ%%ﬁ%(HT,%m@(ﬁ%%%:%‘
fﬁl H . E|-2(' fﬁ. H . H) 2o, WshcB T 2T RE%E DLV #EZ LTI
~ L7z,

AT TEIRIE, AAAFLIC KDY, V& T TEREE V72 PRRTIC X 2 B R O KR O
T OPEIE E LTHIND 30 » FHLLETRBEZRG L T2, 20 4 | A
[ S 2(. £|5I A . H If 55 C, Compassionate Use i & <° Early Access Program
X0, B OB C ﬁ"J- HDOBEIZEGENTND,
AAAREDMERE L7z 7 A 54 7 i o> TPSUR G511 - 20} )7 I P 2= R
H)J 233X, #5D Compassionate Use fill B & TF Early Access Program (Z351F % 22 241K
WAELLTNIZR LT,

BB, WTFAOPSUR b, AEFFLA L MedDRA (Ver.22.1) (2t~ 7T,

27461 BHOHTREOREHRE

JV 2T 7 EiE D Compassionate Use il £ X°> Expanded Access Program, Named Patient Use
Program % & i il D2 RVERE M E LC, EBRFAER (201749 A 26 A) 55 20ff 4=
BB P ciomE S mil% ORIER % [ %R 5.3.6.1 PSUR#S Appendix 4] 1275
L7,

Mk OEIERIX 736 FTH Y, gy X < & b5 IEIZm /MR E (45 £4)
et (39 14) , Bl B7#) , #ESAMER Q7#) , &Aim (17 4) , BmERBEDE (17
), gy (16 #F) , B (15 ) , U U SEREAE (15 1) Thotm, 7o, HER
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RUEMIZ 3471 CTH Y, KR L < 2 b2 EEZBER T/ MO E (28 #F) , ET
(15 F) , AmERBAAE (13 ) , aFPERBDE (12 4F) , REET (1) , &l (11
) Th oz,

7 A W 7 #@ilk @ Compassionate Use il &£ <> Early Access Program (2351} 2 22 &M 1E # &

L, Egssn i« »o 2 =] A P EcicBEShRIER %
[=fHERFS5.3.6.2 Appendix 4] IZ/R L7=,

Compassionate Use fill £ X° Early Access Program (23517 2 BIMEHIZ 28 - CTH 0, Ll &
K HOLNLEMERITEDL (104F) , ek (54) Tholz, £/, HEREMEMIX3IHT
HY, @AY U LLE, SEEREBROERAIENRENL 1 TH T,

NET TERER DT A W7 TR TS O TR % O L4 (Compassionate Use il &£ <0
Expanded Access Program, Early Access Program # &) & L CH®E I N=RBIER I, EWN
HDOEERRB CHONTLZENET e 7 7 AV E—FLTEY, Hl-R a0 SITR
HILTVRWY,
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2.7.4.7 {14

(1) K&
# 2.7.4.7-1 1o —% (NETTER-1#B% : SAF, F-1515 &%)
F 2.7.4.7-2 W% (NETTER-1#ABR : SAF, xiH#EE)
* 2.7.4.7-3 T H—% (Erasmus MC 385% : SAF, =7 % N)
7 2.7.4.7-4 EELRAEERES —E (NETTER-1 38 : SAF, F-1515£f)
# 2.7.4.7-5 BESREERES % (NETTER-1 B : SAF, xtHEE)
# 2.74.7-6 BEESLAEFES —E (Erasmus MC iR : SAF, 4+ 7 % \)
# 27477 BELRAEFER B (P-1515-12 ik : SAF)
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# 2.7.4.7-1 ETCHI—% (NETTER-1

2.7.4 BRI

s
i
=

L7 AV AE IS

#ABR : SAF, F-1515 )

Did AE Action taken on
Any AEs during lead to treatment (applicable to
study (treatment Duration possible premature Lu-DOTA arm only) /
Subject ID/ or follow-up Start date (study day)/ of AE Toxicity SAE/ cause of withdrawal Action taken on Other actions
Age/Sex  phase)? Preferred Term' End date (study day)? (days) Grade?  Criteria* event’ from study Sanstatin LAR taken Outcome
01-008/ No Diarrhoea -83) 137 3 Yes/3 1 No NOT APPLICABLE/ Concomitant RECOVERED/RES
M 54) NOT APPLICABLE Medication OLVED
given
No Gastrointestinal -59) 12 3 Yes/3 1 No NOT APPLICABLE/ Concomitant RECOVERED/RES
infection -48) NOT APPLICABLE Medication OLVED
given
Yes General physical health 5 Yes/1 1 Yes DOSE NOT CHANGED/ FATAL
deterioration 54) DOSE NOT CHANGED
FR06-007/ Yes Femur fracture (43) 15 3 Yes/3 6 No DOSE NOT CHANGED/ Other Action RECOVERED/RES
M (57) DOSE NOT CHANGED Taken, Other = OLVED WITH
SEQUELAE
Yes Fluid retention 224) 3 Yes/3 1 No DOSE NOT CHANGED/ NOT
DOSE NOT CHANGED RECOVERED/NOT
RESOLVED
No Malignant neoplasm 5 Yes/1,3 1 No DOSE NOT CHANGED/ Concomitant ~ FATAL
progression (240) DOSE NOT CHANGED Medication
given
No Pain in extremity -54) 4 2 Yes/3 1 No DOSE NOT CHANGED/ RECOVERED/RES
-51) DOSE NOT CHANGED OLVED
01-007/ Yes Acute kidney injury 69) 45 5 Yes/1 5 Yes DRUG WITHDRAWN/ Other Action FATAL
aSM 113) DRUG WITHDRAWN  Taken, Other
Yes Complication of device 69) 45 5 Yes/1 1 Yes DRUG WITHDRAWN/ Concomitant FATAL
insertion 113) DRUG WITHDRAWN  Medication
given
Other Action
Taken, Other
No Fall (-17) 2 3 Yes/3 5 No DOSE NOT CHANGED/ RECOVERED/RES
(-16) DOSE NOT CHANGED OLVED
No Intestinal stent insertio (-11) 6 2 Yes/3 1 No DOSE NOT CHANGED/ Other Action RECOVERED/RES
(-6) DOSE NOT CHANGED Taken, Other OLVED
Yes Sepsis 69) 45 5 Yes/1 1 Yes DRUG WITHDRAWN/ Concomitant FATAL
113) DRUG WITHDRAWN  Medication
given
Yes Tumour invasion 37) 2 Yes/3 1 No DOSE NOT CHANGED/ Concomitant ~ UNKNOWN
DOSE NOT CHANGED Medication
given
Other Action
Taken, Other
05-001/ Yes General physical health (120) 32 5 Yes/1,3 1 No NOT APPLICABLE/ FATAL
;i(jM deterioration 151) NOT APPLICABLE
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L7 AV AE IS

%% 2.7.4.7-1 BT —% (NETTER-1 #B% : SAF, F-15158f) (i)

Any AEs during
study (treatment
Subject ID/ or follow-up

Start date (study day)/ of AE
End date (study day)? (days)

Age/Sex  phase)? Preferred Term'
01-008/ Yes Acute kidney injury
M
Yes Oesophageal
adenocarcinoma
aSOZ-OOI/ Yes Malignant neoplasm
M progression
13-040/ Yes Dehydration
M
Yes Dehydration
Yes Malignant neoplasm
progression
14-013/ Yes Acute respiratory failur
M
Yes Cardiac arrest
Yes Haematochezia
Yes Shock

AEs are coded using MedDRA ver.18.0.

1
2 Study day is relative to first day of study medication

3 1=Mild, 2=Moderate, 3=Severe, 4=Threatening/disabling, 5=Death
4

Did AE Action taken on
lead to treatment (applicable to
Duration possible premature Lu-DOTA arm only) /
Toxicity SAE/ cause of withdrawal Action taken on Other actions
Grade®  Criteria* event’ from study Sanstatin LAR taken Outcome
581 1 Yes/6 2 No DOSE NOT CHANGED/ RECOVERED/RES
DOSE NOT CHANGED OLVED
177 5 Yes/1 1 No DOSE NOT CHANGED/ Other Action = FATAL
DOSE NOT CHANGED Taken, Other
76 5 Yes/1,3 1 No NOT APPLICABLE/ Concomitant ~ FATAL
DOSE NOT CHANGED Medication
given
3 3 Yes/3 2 No DOSE NOT CHANGED/ Non-drug RECOVERED/RES
DOSE NOT CHANGED Therapy Given OLVED
5 3 Yes/3 2 No NOT APPLICABLE/ Non-drug RECOVERED/RES
DRUG WITHDRAWN  Therapy Given OLVED
1 5 Yes/1 1 Yes NOT APPLICABLE/ FATAL
DRUG WITHDRAWN
2 5 Yes/1,3 1 Yes DRUG WITHDRAWN/ FATAL
DRUG WITHDRAWN
2 5 Yes/1 1 Yes DRUG WITHDRAWN/ Concomitant  FATAL
DRUG WITHDRAWN  Medication
given
3 Yes/3 1 No DOSE NOT CHANGED/ NOT
DOSE NOT CHANGED RECOVERED/NOT
RESOLVED
2 5 Yes/1,3 1 Yes DRUG WITHDRAWN/ FATAL
DRUG WITHDRAWN

SAE: Serious AE 1=Death, 2=Life-threatening, 3=Involved or prolonged hospitalization, 4=Congenital anomaly, 5=Persistent or significant disability or incapacity,6=Significant

from a medical standpoint

5 1=Pre-existing/underlying disease, 2=Study treatment, 3=Other treatment, 4=Protocol-related procedure, 5=Unknown, 6=Other

Data cutoff date 30JUNE2016
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2.7.4 BRI

s
i
=

L7 AV AE IS

# 2.7.4.7-2 JECHI—% (NETTER-1 5B% : SAF, xfiR#EE)
Did AE Action taken on

Any AEs during lead to treatment (applicable to
study (treatment Duration possible premature Lu-DOTA arm only) /
Subject ID/ or follow-up Start date (study day)/ of AE Toxicity SAE/ cause of withdrawal Action taken on Other actions
Age/Sex  phase)? Preferred Term! End date (study day)? (days) Grade®  Criteria* event’ from study Sanstatin LAR taken Outcome
02-005/ Yes Neoplasm progression 244) 19 5 Yes/1 1 No NOT APPLICABLE/ Concomitant ~ FATAL
/F (262) DOSE NOT CHANGED Medication
given
Other Action
Taken, Other
IT09-005/ Yes Malignant neoplasm 469) 17 5 Yes/1,3 1 Yes NOT APPLICABLE/ Other Action = FATAL
M/E progression 485) DRUG WITHDRAWN  Taken, Other
04-001/ Yes Abdominal pain lower (478) 3 Yes/3 1 No NOT APPLICABLE/ Concomitant RECOVERING/RE
/F DRUG INTERRUPTED Medication SOLVING
given
Yes Carcinoid crisis 50) 310 3 Yes/3 2 No NOT APPLICABLE/ RECOVERED/RES
(359) DOSE NOT CHANGED OLVED
Yes Malignant neoplasm (156) 381 5 Yes/1,3 1 Yes NOT APPLICABLE/ FATAL
progression (536) DRUG WITHDRAWN
04-004/ Yes Acute kidney injury 5 Yes/1 1 Yes NOT APPLICABLE/ FATAL
&SF (47) DRUG WITHDRAWN
Yes Anal haemorrhage 1 Yes/3 6 No NOT APPLICABLE/ Other Action RECOVERED/RES
47 DOSE NOT CHANGED Taken, Other OLVED
04-006/ Yes Anaemia (56) 1 Yes/3 1 No NOT APPLICABLE/ Other Action NOT
%M DOSE NOT CHANGED Taken, Other =~ RECOVERED/NOT
RESOLVED
Yes Diarrhoea (56) 2 Yes/3 1 No NOT APPLICABLE/ NOT
NOT APPLICABLE RECOVERED/NOT
RESOLVED
Yes General physical health (64) 2 5 Yes/1,3 1 Yes NOT APPLICABLE/ FATAL
deterioration (65) DRUG WITHDRAWN
Yes Oesophagitis (56) 2 Yes/3 1 No NOT APPLICABLE/ Other Action NOT
DOSE NOT CHANGED Taken, Other =~ RECOVERED/NOT
RESOLVED
Yes Syncope (56) 1 Yes/3 1 No NOT APPLICABLE/ NOT
DOSE NOT CHANGED RECOVERED/NOT
RESOLVED
05-003/ Yes Malignant neoplasm (48) 16 5 Yes/1,3 1 Yes NOT APPLICABLE/ FATAL
;i(jM progression (63) DRUG WITHDRAWN
Yes Malignant neoplasm (48) 16 5 Yes/1,3 1 Yes NOT APPLICABLE/ FATAL
progression (63) DRUG WITHDRAWN
Yes Renal impairment 22) 4 2 Yes/3 1 No NOT APPLICABLE/ Other Action =~ RECOVERED/RES
25) DOSE NOT CHANGED Taken, Other OLVED
Yes Vomiting (45) 19 5 Yes/1 1 Yes NOT APPLICABLE/ FATAL
(63) DRUG WITHDRAWN
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# 2.7.4.7-2 1] —% (NETTER-1 3Bk : SAF, %JFRRE) (Bix)

BT AN E b ER ST

Did AE Action taken on
Any AEs during lead to treatment (applicable to
study (treatment Duration possible premature Lu-DOTA arm only) /
Subject ID/ or follow-up Start date (study day)/ of AE Toxicity SAE/ cause of withdrawal Action taken on Other actions
Age/Sex  phase)? Preferred Term! End date (study day)? (days) Grade®  Criteria* event’ from study Sanstatin LAR taken Outcome
05-004/ Yes Generalised oedema 48) 64 5 Yes/1,3 1 Yes NOT APPLICABLE/ FATAL
4A/M 111) DRUG WITHDRAWN
09-003/ Yes Malignant neoplasm 56) 13 5 Yes/1 1 Yes NOT APPLICABLE/ FATAL
A/M progression (68) DRUG WITHDRAWN
13-034/ Yes Malignant neoplasm 163) 1 5 Yes/1 1 Yes NOT APPLICABLE/ FATAL
;iS/F progression 163) DRUG WITHDRAWN

AEs are coded using MedDRA ver.18.0.

Study day is relative to first day of study medication

1
2

3 1=Mild, 2=Moderate, 3=Severe, 4=Threatening/disabling, 5=Death
4 SAE: Serious AE 1=Death, 2=Life-threatening, 3=Involved or prolonged hospitalization, 4=Congenital anomaly, 5=Persistent or significant disability or incapacity,6=Significant

from a medical standpoint

5 1=Pre-existing/underlying disease, 2=Study treatment, 3=Other treatment, 4=Protocol-related procedure, 5=Unknown, 6=Other

Data cutoff date 30JUNE2016
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#F 2.7.4.7-3 3T H—% (Erasmus MC 38 : SAF, 47 % N)

B L7 AV AE IS

Subject

AEID Preferred Term

Start date

0001

Ovarian operation

0002

Clavicle fracture
Mastectomy

0009

Abortion spontaneous
Oophorectomy

Pain

Weight decreased

0015

Contusion
Fall
Pancytopenia

0019

Aspartate aminotransferase increased
Blood alkaline phosphatase increased
Blood bilirubin increased

Death

Gastrointestinal tube insertion
Hepatic failure

Weight decreased

0022

Anaemia

Death

Hepatic enzyme abnormal
Hypercalcaemia
Thrombocytopenia
Tumour pain

0024

Clostridial infection
Leukopenia
Pancytopenia

Renal disorder
Thrombocytopenia

0030

1
1
2
1
2
3
4
1
2
3
1
2
3
4
5
6
7
1
2
3
4
5
6
1
2
3
4
5
1
2
3
4
5
6
7

Ascites

Carcinoid syndrome
Haemoptysis

Intra-abdominal haematoma
Pulmonary valve incompetence
Salpingo-oophorectomy
Tricuspid valve incompetence

110

End date Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unassessable Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unlikely related Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No




% 2.7.4.7-3 FE1LHI

2.7.4 BRI
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i
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- (Erasmus MC &% : SAF, #7 % AN) (&)

L7 AV AE IS

Subject AEID Preferred Term Start date End date Relation Treatment emergent' After re-treatment visit
0032 1 Diarrhoea Unrelated Yes Yes
2 Hyperkalaemia Unassessable Yes Yes
3 Hypoalbuminaemia Unassessable Yes Yes
4 Hyponatraemia Unassessable Yes Yes
5 Liver disorder Unassessable Yes Yes
6 Nausea Unrelated Yes Yes
7 Renal impairment Unassessable Yes Yes
8 Vomiting Unrelated Yes Yes
0033 1 Anaemia Probably related Yes No
2 Ascites Probably related Yes No
3 Bone marrow harvest Probably related Yes No
4 Hypoalbuminaemia Probably related Yes No
5 Thrombocytopenia Probably related Yes No
0038 1 Ascites Unrelated Yes No
2 Catheter management Unrelated Yes No
3 Cytoreductive surgery Unrelated Yes No
4 Dyspnoea Unrelated Yes No
5 Dyspnoea Unrelated Yes No
6 Local swelling Unrelated Yes No
7 Oesophageal disorder Unrelated Yes No
8 Sinus tachycardia Unrelated Yes No
9 Tracheal obstruction Unrelated Yes No
0039 1 Enterostomy Unrelated Yes No
0044 1 Blood bilirubin increased Unrelated Yes No
2 Cholangitis Unrelated Yes No
3 Endoscopic retrograde cholangiopancreatography Unrelated Yes No
4 Jaundice Unrelated Yes No
5 Pyrexia Unrelated Yes No
6 Stent placement Unrelated Yes No
0047 1 Femoral neck fracture Unrelated Yes Yes
2 Hip arthroplasty Unrelated Yes Yes
3 Radiotherapy Unrelated Yes Yes
0051 1 Adrenal insufficiency Unlikely related Yes No
2 Cardiac valve disease Unrelated Yes No
3 Death Unrelated Yes No
4 Hypotension Unlikely related Yes No
5 Pancytopenia Probably related Yes No
6 Shock Unrelated Yes No
0054 1 Pancytopenia Probably related Yes No
2 Therapeutic embolisation Unrelated Yes No
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Subject AEID Preferred Term Start date End date Relation Treatment emergent! After re-treatment visit
0056 1 Myocardial infarction Unrelated Yes No
2 Tracheal calcification Unrelated Yes No
0059 1 Death Unrelated Yes No
2 Dyspnoea Unrelated Yes No
3 Pleural effusion Unrelated Yes No
0063 1 Abdominal pain Unlikely related Yes No
2 Cholecystitis Unlikely related Yes No
3 Death Unrelated Yes No
4 Pyrexia Unlikely related Yes No
0065 1 Cholelithiasis Unrelated No No
2 Endoscopic retrograde cholangiopancreatography Unrelated No No
0066 1 Abdominal cavity drainage Unrelated Yes No
2 Alanine aminotransferase increased Unlikely related Yes No
3 Blood alkaline phosphatase increased Unrelated No No
4 Blood bilirubin increased Unrelated No No
0068 1 Hyperglycaemia Unrelated Yes Yes
0069 1 Death Unrelated Yes No
2 Myocardial infarction Unrelated Yes No
3 Pancytopenia Possibly related Yes No
0074 1 Bone marrow failure Possibly related Yes No
2 Clavicle fracture Possibly related Yes No
3 Death Unrelated Yes No
4 Dizziness Possibly related Yes No
5 Pancytopenia Possibly related Yes No
0076 1 Abdominal pain upper Unrelated Yes No
2 Illusion Unrelated Yes No
3 Pain Unrelated Yes No
4 Ulnar nerve injury Unrelated Yes No
0079 1 Anaemia Possibly related Yes No
2 Asthenia Unrelated Yes No
3 Malaise Unrelated Yes No
0086 1 Death Unrelated Yes No
0087 1 Death Unrelated Yes No
0092 1 Abdominal pain Unrelated Yes Yes
2 Ileus Unrelated Yes Yes
3 Malignant peritoneal neoplasm Unrelated Yes No
4 Retinal infarction Unrelated Yes Yes
5 Tumour excision Unrelated Yes No
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Subject AEID Preferred Term Start date End date Relation Treatment emergent! After re-treatment visit
0096 1 Pelvic fracture Unrelated Yes No
2 Pelvic organ injury Unrelated Yes No
3 Thrombocytopenia Possibly related Yes No
0115 1 Febrile neutropenia Unlikely related Yes No
2 Infection Unlikely related Yes No
3 Skin lesion Unlikely related Yes No
4 Upper respiratory tract infection Unlikely related Yes No
0118 1 Cholecystectomy Unrelated Yes Yes
2 Gastric perforation Unrelated Yes Yes
3 Gastrointestinal ischaemia Unrelated Yes Yes
4 Hypercalcaemia Unrelated Yes No
5 Intestinal anastomosis complication Unrelated Yes Yes
6 Pancreatic operation Unrelated Yes Yes
7 Pancytopenia Probably related Yes No
8 Splenectomy Unrelated Yes Yes
9 Stent placement Unrelated Yes Yes
0120 1 Anaemia Probably related Yes No
2 Fatigue Probably related Yes No
3 Seizure Unrelated Yes No
4 Thrombocytopenia Probably related Yes No
0121 1 Abdominal pain Unlikely related Yes No
2 Cardiac failure Unrelated Yes No
3 Intestinal obstruction Unrelated Yes No
4 Vomiting Unlikely related Yes No
0123 1 Metastatic malignant melanoma Unrelated Yes No
0125 1 Anaemia Probably related Yes Yes
2 Leukopenia Probably related Yes Yes
0126 1 Diarrhoea Unrelated Yes No
0130 1 Abdominal cavity drainage Unrelated Yes No
2 Dyspnoea Unrelated Yes Yes
3 Haematemesis Unlikely related Yes No
4 Hypoventilation Unrelated Yes Yes
5 Intestinal obstruction Unlikely related Yes No
6 Muscular weakness Unrelated Yes Yes
0131 1 Pancytopenia Probably related Yes No
0132 1 Pancytopenia Probably related Yes No
0134 1 Adrenalectomy Unrelated Yes No
0135 1 Bile duct stenosis Unrelated Yes Yes
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Subject AEID Preferred Term Start date End date Relation Treatment emergent! After re-treatment visit
0138 1 Abdominal cavity drainage Unrelated Yes No
2 Biliary drainage Unrelated Yes No
3 Death Unrelated Yes No
0139 1 Abdominal pain Probably related Yes No
2 Haemorrhagic ascites Probably related Yes No
3 Pancytopenia Probably related Yes No
4 Pancytopenia Probably related Yes No
5 Pancytopenia Probably related Yes No
6 Weight decreased Probably related Yes No
0144 1 Abdominal abscess Unlikely related Yes No
2 Abdominal pain Unlikely related Yes No
3 Death Unrelated Yes No
4 Diarrhoea Unrelated Yes No
5 Nausea Unlikely related Yes No
6 Vomiting Unlikely related Yes No
7 Weight decreased Unrelated Yes No
0145 1 Fluid retention Unrelated Yes No
0149 1 Fat embolism Unrelated Yes No
0152 1 Bone marrow failure Unlikely related Yes No
2 Pancytopenia Unlikely related Yes No
0168 1 Constipation Unrelated Yes No
2 Device related infection Unrelated Yes No
3 Fistula Unrelated Yes No
4 Gastrostomy Unrelated Yes No
5 Ileal operation Unrelated Yes No
6 Ileus Unrelated Yes No
7 Intestinal perforation Unrelated Yes No
8 Pneumonia Unrelated Yes No
9 Pneumothorax Unrelated Yes No
1 Thrombosis Unrelated Yes No
0170 1 Abdominal cavity drainage Unrelated Yes No
2 Abdominal pain Unrelated Yes No
3 Device related infection Unrelated Yes No
4 Diarrhoea Unrelated Yes No
5 Hypocalcaemia Unrelated Yes No
6 Pyrexia Unrelated Yes No
0172 1 Choledochectomy Unrelated Yes No
2 Cholelithiasis Unrelated Yes No
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Subject AEID Preferred Term Start date End date Relation Treatment emergent! After re-treatment visit
0173 1 Haematuria Unlikely related Yes No
2 Pancytopenia Probably related Yes No
3 Polyp Unlikely related Yes No
0177 1 Acute myeloid leukaemia Possibly related Yes No
0187 1 Hepatic neoplasm Unrelated Yes No
2 Metastases to liver Unrelated Yes No
0192 1 Analgesic therapy Unrelated Yes Yes
2 Gastrointestinal tube insertion Unrelated Yes No
3 Weight decreased Unrelated Yes No
0195 1 Anaemia Unrelated Yes No
2 Catheter placement Unrelated Yes Yes
3 Colonoscopy Unrelated Yes No
4 Haemorrhage Unrelated Yes No
5 Hypersensitivity Unrelated Yes Yes
6 Polypectomy Unrelated Yes Yes
7 Renal disorder Unrelated No No
8 Spinal cord compression Unassessable Yes Yes
9 Type 1 diabetes mellitus Unrelated Yes Yes
1 Urinary tract infection Unrelated Yes No
0200 1 Pancytopenia Probably related Yes No
0201 1 Dyspnoea Unrelated Yes No
0205 1 Pancytopenia Probably related Yes No
2 Pancytopenia Probably related Yes No
0209 1 Heart valve operation Unrelated Yes No
0211 1 Constipation Unrelated Yes No
2 Decreased appetite Unrelated Yes No
3 Diarrhoea Unrelated Yes No
4 Metastases to bone Unrelated Yes No
5 Nausea Unrelated Yes No
6 Pain Unrelated Yes No
7 Vomiting Unrelated Yes No
8 Wound dehiscence Unrelated Yes No
0214 1 Abdominal pain Unrelated Yes No
2 Dehydration Unrelated Yes No
3 Hypercalcaemia Unrelated Yes No
4 Nausea Unrelated Yes No
5 Renal failure Unrelated Yes No
6 Vomiting Unrelated Yes No
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Subject

AEID Preferred Term

Start date

0216

Carcinoid syndrome
Carcinoid syndrome
Dehydration
Diarrhoea

Malaise

Oedema

Pancytopenia

Renal impairment
Urinary tract infection
Weight decreased

0218

Ileus

0225

Dyspnoea

0231

Dehydration
Diarrhoea

0232

Appetite disorder
Enterostomy
Hyperbilirubinaemia
Pancytopenia

Small intestinal obstruction

0233

Gastric haemorrhage
Haematemesis

0236

Death

0240

Death
Dehydration
Depression

0241

Metastases to skin

0243

Arthritis bacterial
Death
Hydronephrosis
Joint destruction
Nephrostomy
Pneumonia

0244

Bladder neoplasm surgery
Constipation

0245

1
2
3
4
5
6
7
8
9
1
1
1
1
2
1
2
3
4
5
1
2
1
1
2
3
1
1
2
3
4
5
6
1
2
1
2
3

Anaemia
Nephrogenic anaemia
Tracheobronchial stent insertion
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End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Possibly related Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unlikely related Yes No
Unlikely related Yes No
Probably related Yes No
Probably related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
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Subject

AEID Preferred Term

0246

Anaemia

Cardiac failure
Death

Dyspnoea
Dyspnoea

Epistaxis
Haemoptysis
Haemoptysis
Herpes zoster
Varices oesophageal

0248

Therapeutic embolisation

0249

Metastases to liver
Therapeutic embolisation

0250

Abdominal pain
Abdominal pain
Gastrointestinal perforation
Peritonitis

0251

Abdominal operation

Death

Duodenal ulcer haemorrhage
Infection

0254

Brain tumour operation
Headache
Swelling

0255

Abdominal pain

0258

Chest injury
Wrist fracture

0259

Pancytopenia

0262

Gastric pH decreased

0264

Adenocarcinoma
Colectomy
Intestinal anastomosis

0265

1
2
3
4
5
6
7
8
9
1
1
1
2
1
2
3
4
1
2
3
4
1
2
3
1
1
2
1
1
1
2
3
1
2
3
4
5
6

Ascites

Cardiac failure

Cardioversion

Dyspnoea

Tricuspid valve incompetence
Weight decreased

Start date

End date
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Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes Yes
Unrelated No No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
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Subject

AEID Preferred Term

Start date

0266

Cytoreductive surgery
Death

Diarrhoea

Nausea

Pancytopenia
Vomiting

0270

Diarrhoea
Pleural effusion

0271

Bone pain
Constipation

0274

Anaemia
Anaemia
Melaena

0275

Transient ischaemic attack
Tumour pain

0276

Abdominal pain
Hypocalcaemia
Hypocalcaemia

Ileus paralytic
Myelodysplastic syndrome
Myelodysplastic syndrome
Pyrexia

Renal failure

0279

Hip surgery
Thrombocytopenia

0280

Aortic aneurysm
Hypoglycaemia
Stent placement

0281

Blood bilirubin increased

0282

Anaemia

Anaemia

Anaemia
Cardiomyopathy
Epistaxis

Oedema
Thrombocytopenia

0285

1
2
3
4
5
6
1
2
1
2
1
2
3
1
2
1
2
3
4
5
6
7
8
1
2
1
2
3
1
1
2
3
4
5
6
7
1
2
3

Abdominal pain
Chest pain
Constipation
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End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Probably related Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Possibly related Yes No
Unlikely related Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
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Subject

AEID Preferred Term

Start date

0286

Acute phase reaction
Acute phase reaction
Acute phase reaction
Anaemia

Dehydration

Device related infection
Diarrhoea

Dyspnoea

Hepatic artery embolism

0288

Back pain
Metastases to central nervous system

0290

Diabetes mellitus

0292

Death
Pancytopenia

0293

Abdominal pain

0295

Abdominal pain
Death

Nausea
Vomiting

0311

Pancytopenia

0314

Cholecystectomy
Cholelithiasis
Cholelithotomy
Dyspnoea

Eye infection
Intestinal obstruction
Respiratory failure
Urinary tract infection
Viral test positive

0316

Anaemia
Pulmonary embolism
Therapeutic embolisation

0317

Diarrhoea
Ileus paralytic
Renal failure

0318

Abdominal pain
Chronic myelomonocytic leukaemia
Urinary tract infection

0320

Pancytopenia

0332

1
2
3
4
5
6
7
8
9
1
2
1
1
2
1
1
2
3
4
1
1
2
3
4
5
6
7
8
9
1
2
3
1
2
3
1
2
3
1
1

Dehydration
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End date

Relation Treatment emergent! After re-treatment visit
Unlikely related No No
Unlikely related Yes No
Unlikely related Yes No
Probably related Yes No
Unlikely related Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Possibly related Yes No
Probably related Yes No
Unrelated Yes No
Probably related Yes Yes
Unrelated Yes No
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Subject AEID Preferred Term Start date End date Relation Treatment emergent! After re-treatment visit
0341 1 Cardiogenic shock Probably related Yes No
2 Death Probably related Yes No
3 Myocardial infarction Probably related Yes No
4 Pancytopenia Probably related Yes No
5 Renal failure Probably related Yes No
0342 1 Myocardial infarction Possibly related Yes No
2 Pancytopenia Probably related Yes No
0347 1 Abdominal pain Unrelated Yes Yes
2 Cholecystectomy Unrelated Yes Yes
3 Cholecystectomy Unrelated Yes Yes
4 Leukopenia Probably related Yes No
5 Thrombocytopenia Probably related Yes No
0352 1 Anaemia Unrelated Yes Yes
2 Fat embolism Unrelated Yes Yes
3 Hyperglycaemia Unrelated Yes Yes
4 Melaena Unrelated Yes Yes
0353 1 Anaemia Unlikely related Yes Yes
2 Cachexia Unrelated Yes Yes
3 Decreased appetite Unrelated Yes Yes
4 Decreased appetite Probably related Yes Yes
5 Oropharyngeal pain Possibly related Yes No
6 Pancytopenia Possibly related Yes No
7 Physical disability Probably related Yes No
8 Pyrexia Possibly related Yes No
9 Somnolence Unrelated Yes Yes
1 Weight decreased Probably related Yes Yes
0355 1 Abdominal discomfort Unrelated Yes No
2 Blood alkaline phosphatase increased Unrelated Yes No
3 Blood bilirubin increased Unrelated Yes No
0356 1 Dehydration Unrelated Yes No
2 Diarrhoea Unrelated Yes No
0358 1 Abdominal discomfort before trt No No
2 Cachexia before trt No No
3 Dyspnoea before trt No No
4 Pancytopenia Possibly related Yes No
5 Pyrexia before trt No No
0364 1 Anaemia Probably related Yes No
2 Biopsy bone marrow Probably related Yes No
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Subject

AEID Preferred Term

Start date

0365

Back pain

Cognitive disorder
Metastatic pain
Nausea

Renal tumour excision
Vomiting

0368

Dehydration

Diarrhoea

Hepatic function abnormal
Pain

Syncope

0369

Death
Dyspnoea
Pneumonia

0370

Hysterectomy

0374

Anaemia

0378

Tricuspid valve stenosis

0380

Abdominal pain
Bradycardia
Cholecystitis
Dyspnoea
Hyperhidrosis

0381

Death

0382

Pollakiuria
Pyrexia

0385

Abdominal pain
Anaemia
Dehydration
Diarrhoea
Hypopituitarism
Nausea
Thrombocytopenia
Vomiting

0397

Headache
Metastases to liver
Pneumonia
Vomiting

0398

1
2
3
4
5
6
1
2
3
4
5
1
2
3
1
1
1
1
2
3
4
5
1
1
2
1
2
3
4
5
6
7
8
1
2
3
4
1
2

Chest pain
Pancytopenia
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End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Possibly related Yes Yes
Unassessable Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Probably related Yes No
Unrelated No No
Unrelated No No
Unlikely related Yes No
Unrelated No No
Probably related Yes No
Unrelated No No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes Yes
Probably related Yes Yes
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L7 AV AE IS

Subject AEID Preferred Term Start date End date Relation Treatment emergent! After re-treatment visit
0399 1 Abscess drainage Probably related Yes No
2 Anaemia Probably related Yes No
3 Carcinoid syndrome Unrelated Yes No
4 Carcinoid syndrome Unrelated Yes No
5 Dehydration Unrelated Yes No
6 Thrombocytopenia Probably related Yes No
0400 1 Hydrocholecystis Unrelated Yes No
2 Pancytopenia Probably related Yes No
0405 1 Back pain Unrelated Yes No
2 Death Unrelated Yes No
3 Diabetes mellitus Unrelated Yes No
4 Hepatic failure Unrelated Yes No
0410 1 Ileectomy Unrelated Yes No
2 Intestinal anastomosis Unrelated Yes No
3 Intestinal obstruction Unrelated Yes No
4 Small intestinal obstruction Unrelated Yes No
5 Small intestinal obstruction Unrelated Yes No
0415 1 Hypoglycaemia Unrelated Yes Yes
2 Phaeochromocytoma Unrelated No No
3 Pleural effusion Unrelated No No
0416 1 Myelodysplastic syndrome Probably related Yes Yes
2 Oesophageal ulcer Unrelated Yes No
0425 1 Abdominal cavity drainage Unrelated Yes No
2 Death Unrelated Yes No
0427 1 Lower limb fracture Unrelated Yes No
2 Lower limb fracture Unrelated Yes No
3 Mastectomy Unrelated Yes No
4 Metastases to central nervous system Unrelated Yes No
0432 1 Thyroid disorder Unlikely related Yes No
0442 1 Anaemia Probably related Yes No
2 Blood bilirubin increased Unrelated Yes No
3 Pancytopenia Probably related Yes No
4 Pancytopenia Probably related Yes No
5 Pancytopenia Probably related Yes No
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L7 AV AE IS

Subject

AEID Preferred Term

0453

Fluid replacement
Hepatic embolisation
Hepatic embolisation
Hospitalisation
Hypercalcaemia
Metastases to liver
Pancytopenia
Pancytopenia
Pleurisy

Pneumonia

0456

Thrombocytopenia

0457

Cholelithiasis
Gallbladder operation

0459

Meningioma
Metastases to eye
Visual impairment

0462

Death
Metastasis
Radiotherapy

0470

Myocardial infarction

0473

Anaemia
Anaemia
Apraxia

Death

Gait disturbance
Speech disorder

0475

Cachexia
Death
Dehydration

0476

Hypotension
Syncope

0493

1
2
3
4
5
6
7
8
9
1
1
1
2
1
2
3
1
2
3
1
1
2
3
4
5
6
1
2
3
1
2
1
2
3
4
5
6
7
8
9

Abdominal cavity drainage
Abdominal cavity drainage
Ascites

Cerebral infarction
Cerebrovascular accident
Gastrointestinal haemorrhage
Gastrointestinal tube insertion
Melaena

Oedema

Start date

End date

123

Relation Treatment emergent! After re-treatment visit
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unassessable Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Probably related Yes No
Probably related Yes Yes
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
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L7 AV AE IS

Subject

AEID Preferred Term

Start date

0494

Pancytopenia

0495

Cholelithiasis
Dehydration
Dehydration
Dyspnoea
Pneumonia
Pyrexia

Spinal cordotomy

0496

Abdominal pain upper

0497
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Abdominal pain upper
Amnesia

Cachexia

Dehydration
Diarrhoea

Fatigue

Hepatic function abnormal
Hepatic pain

Malaise

Nausea

Pancytopenia

Pyrexia

Pyrexia

Pyrexia

0498

—_

Pancytopenia

0499

Abdominal cavity drainage
Dehydration
Pancytopenia

0500
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Abdominal pain

Acute myeloid leukaemia
Anaemia

Anaemia

Constipation
Constipation

Gastric perforation
Gastrointestinal surgery
Myelodysplastic syndrome
Phlebitis

Pneumonia

Polypectomy

Subileus

124

End date

Relation Treatment emergent! After re-treatment visit
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Probably related Yes No
Unrelated Yes Yes
Possibly related Yes Yes
Probably related Yes Yes
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
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L7 AV AE IS

Subject

AEID Preferred Term

Start date

14
15

Transfusion
Transfusion

0502

—_

Cardiac failure
Dyspnoea
Haematuria
Hospitalisation
Pancytopenia

0503

Death

0505

Cachexia

Escherichia infection
Hepatic enzyme increased
Pyrexia

0517

Cerebral haemorrhage
Deep vein thrombosis
Knee arthroplasty
Limb operation

0519

Chronic myeloid leukaemia

0521

Coronary angioplasty
Death

Dyspnoea

Dyspnoea

Myocardial infarction
Pneumothorax
Thoracic operation
Tricuspid valve repair

0523

Abdominal pain

Catheter placement
Intestinal operation
Myelodysplastic syndrome
Pancytopenia

Renal impairment
Urosepsis

0524
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Embolism
Thrombosis

125

End date

Relation Treatment emergent! After re-treatment visit
Probably related Yes No
Probably related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
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L7 AV AE IS

Subject

AEID Preferred Term

Start date

0525

Abscess drainage
Enterostomy

Ileal stenosis
Intestinal resection
Malaise

Oedema

Oedema

0526

Anaemia
Thrombocytopenia

0528

Biliary dilatation

Endoscopic retrograde cholangiopancreatography

0531

Cyanosis
Death
Haemorrhage
Pyrexia

0533

Anaemia

Endoscopy upper gastrointestinal tract

Gastric haemorrhage

0534

Abdominal cavity drainage
Abdominal cavity drainage
Abdominal cavity drainage

0536

Headache
Hydrocephalus

Metastases to central nervous system

Nausea
Somnolence
Vomiting

0542

Death

0553

Pain

0556

Pancytopenia

0557

Anal fistula
Enterostomy
Intestinal obstruction
Wound dehiscence

0561

Hyponatraemia

0563

Blood glucose fluctuation

0569

1
2
3
4
5
6
7
1
2
1
2
1
2
3
4
1
2
3
1
2
3
1
2
3
4
5
6
1
1
1
1
2
3
4
1
1
1
2
3

Cerebral infarction
Epilepsy
Pneumonia

End date

126

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes




% 2.7.4.7-3 FE1LHI

2.7.4 BRI

s
i
=

- (Erasmus MC &% : SAF, #7 % AN) (&)

L7 AV AE IS

Subject

AEID Preferred Term

End date Relation

Start date

0570

Chest pain

Cough

Dyspnoea

Hypoxia
Leukocytosis
Myocardial infarction
Productive cough
Tachycardia

Treatment emergent!

After re-treatment visit

0572

Intestinal obstruction

0575

Adhesiolysis

Bladder catheterisation
Enterostomy
Enterostomy

Ileus

Nephrostomy

Urethral stenosis

0577

—_ o

Abdominal pain
C-reactive protein increased
Choking sensation
Feeling abnormal
Hypotension

Nausea

Pyrexia

Syncope

Tumour lysis syndrome
Tumour lysis syndrome
Vomiting

0579

Gastritis

Impaired gastric emptying
Malignant neoplasm progression
Pyrexia

0581

Cerebrovascular accident

Metastases to central nervous system
Paralysis

Spinal cord injury

0585
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Dehydration

General physical health deterioration
Hypercalcaemia

Nausea

Vomiting

Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Probably related Yes No
Possibly related Yes No
Possibly related Yes No
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Subject

AEID Preferred Term

Start date

0586

Cholangitis

Infection

Liver function test abnormal
Pyrexia

0587

Chest pain
Musculoskeletal pain

0588

Abdominal discomfort
Abdominal pain
Abdominal rigidity
Enterostomy

Nausea

Vomiting

0591

Cytoreductive surgery
Dehydration

Diarrhoea

Diarrhoea

Diarrhoea

Electrolyte imbalance
Mastectomy
Musculoskeletal chest pain

0594

Bone marrow failure
Pancytopenia

0595

Abdominal pain upper
Cholecystectomy
Hepatic function abnormal

0596

Stoma site reaction

0598

Death

0599

Eye operation
Pancytopenia

0602

Cytoreductive surgery
Cytoreductive surgery
Death

Dehydration
Diarrhoea

Vomiting

0604

1
2
3
4
1
2
1
2
3
4
5
6
1
2
3
4
5
6
7
8
1
2
1
2
3
1
1
1
2
1
2
3
4
5
6
1
2

Anaemia
Myelodysplastic syndrome

128

End date

Relation Treatment emergent! After re-treatment visit
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Possibly related Yes No
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Subject

AEID Preferred Term

Start date

0605

Ascites

Calculus bladder

Implant site extravasation
Malignant melanoma
Oedema peripheral

Renal stone removal

0607

Ascites
Death
Dyspnoea

General physical health deterioration

Local swelling
Sinus tachycardia

0613

Carcinoid syndrome
Death
Thrombocytopenia

0615

Death

0704

Anaemia
Cerebellar haemorrhage
Transfusion

0709

Venous stent insertion

0715

Constipation
Cystitis
Dehydration
Malaise

0716

Constipation
Enterostomy

Ileus

Ileus

Thoracic cavity drainage
Urosepsis

0718

1
2
3
4
5
6
1
2
3
4
5
6
1
2
3
1
1
2
3
1
1
2
3
4
1
2
3
4
5
6
1
2
3
4
5
6
7
8
9
1

Abdominal cavity drainage
Abdominal cavity drainage
Abdominal pain

Ascites

Ascites

Ascites

Ascites

Constipation

Metastatic pain

Metastatic pain

129

End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unassessable Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Possibly related Yes Yes
Unrelated Yes Yes
Possibly related Yes Yes
Unrelated Yes No
Possibly related Yes No
Possibly related Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related No No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
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Subject

AEID Preferred Term

11

Pain

0724

—_

Abdominal pain upper
Food poisoning
Pain

0737
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Atrial fibrillation
Cardiac asthma
Cardiac failure chronic
Coronary artery bypass
Gastrointestinal haemorrhage
Hepatic necrosis
Hypoglycaemia
Jaundice

Localised infection
Oedema

Pancytopenia
Pneumonia

Renal failure

Renal failure

Renal failure

0749

—_

Anaemia
Transfusion

0786

Cardiac failure
Haemolysis

Intestinal stent insertion
Pneumonia
Thrombocytopenia
Urinary tract infection

0794

Acute leukaemia
Myelodysplastic syndrome

0801

Abdominal pain
Constipation
Hypotension

Pain

Venous stent insertion

0803

Diarrhoea
Metastases to lung

0806

B W N =[N~ A WN~|IND~n WD~

Cardiac failure

Deep vein thrombosis
Delirium
Malnutrition

End date

Start date

130

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes Yes
Probably related Yes Yes
Probably related Yes No
Unrelated Yes Yes
Probably related Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated No No
Unrelated Yes No
Unrelated No No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
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Subject

AEID Preferred Term

Start date

0827

Jaundice
Pyrexia

0835

Abdominal pain

0841

Heart valve replacement
Hypotension

Neoplasm malignant
Pneumonia

0844

Hypercalcaemia
Malignant neoplasm progression
Malignant neoplasm progression

0850

Malaise
Nausea
Vomiting

0857

Anaemia

Cancer pain

Cancer pain
Constipation
Constipation
Constipation
Neoplasm progression
Pain

Pain

Pyrexia

0884

Anaemia

Atrial fibrillation
Malaise

Pancytopenia
Tricuspid valve disease

0886

Abdominal pain
Dyspnoea
Jaundice

0887

Constipation
Hypercalcaemia
Nausea

0891

1
2
1
1
2
3
4
1
2
3
1
2
3
1
2
3
4
5
6
7
8
9
1
1
2
3
4
5
1
2
3
1
2
3
1
2
3

Biopsy bone marrow
Diarrhoea
Myelodysplastic syndrome

End date

131

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unlikely related Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Unrelated Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
Possibly related Yes No
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Subject

AEID Preferred Term

Start date

0894

Abscess drainage
Colectomy

Gallbladder perforation
Hepatectomy

Hernia

Ileus

Pulmonary sepsis
Pyrexia

0901

High frequency ablation
Malaise

0908

Death

Decreased appetite
Dehydration
Diarrhoea

Nausea

Vomiting

0909

Cholelithiasis
Interstitial lung disease

0912

Diarrhoea
Flushing
Malaise

0918

Condition aggravated

0920

Loss of consciousness
Malaise

0926

Brain tumour operation
Cerebral ischaemia
Hypernatraemia
Pneumocephalus
Urinary tract infection

0927

Diarrhoea
Fatigue
Flushing
Syncope
Vomiting

0932

Diarrhoea

0934

1
2
3
4
5
6
7
8
1
2
1
2
3
4
5
6
1
2
1
2
3
1
1
2
1
2
3
4
5
1
2
3
4
5
1
1

Pancytopenia

End date

132

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
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Subject

AEID Preferred Term

Start date

0942

Abdominal cavity drainage
Abdominal cavity drainage
Abdominal pain upper
Constipation

Decreased appetite

Malignant neoplasm progression
Pain

Tumour compression

0949

Abdominal pain
Malignant neoplasm progression

0952

Ascites

Myelodysplastic syndrome
Oedema peripheral
Pancytopenia

Pulmonary valve replacement
Tricuspid valve replacement

0961

Gastric ulcer

0964

Decreased appetite

Dehydration

Diarrhoea

Malaise

Malignant neoplasm progression
Nausea

Renal impairment

0965

Metastases to central nervous system

0993

Atrial fibrillation
Thrombocytopenia
Transfusion

1007

Nausea

Nausea

Pain

Pain

Transient ischaemic attack
Vomiting

1012

Hepatic embolisation
Hepatic embolisation
Pyrexia

Sepsis

1013

Death

1015

1
2
3
4
5
6
7
8
1
2
1
2
3
4
5
6
1
1
2
3
4
5
6
7
1
1
2
3
1
2
3
4
5
6
1
2
3
4
1
1

Vascular encephalopathy

133

End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes Yes
Possibly related Yes Yes
Probably related Yes Yes
Possibly related Yes Yes
Unrelated Yes No
Probably related Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unlikely related Yes No
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Subject

AEID Preferred Term

1016

Anaemia

Blood glucose abnormal
Bronchopneumonia
Diarrhoea

Fall

Injury

Lobar pneumonia
Necrolytic migratory erythema
Renal failure

Rib fracture
Thrombocytopenia
Visual field defect

1024

Aspiration pleural cavity
Pleural effusion
Pleural effusion
Thoracic cavity drainage

1046

Abdominal pain

1058

Pancytopenia
Urosepsis

1066

Pancytopenia

1068

Death
Hepatic failure

1069
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Abdominal pain
Abdominal pain
Bradycardia
Cholangitis
Device occlusion
Gastroenteritis
Infected neoplasm
Nausea

Nausea

Pain

Pneumonia
Pyrexia

Pyrexia

Renal impairment
Renal impairment
Vomiting
Vomiting
Vomiting

Start date

End date

134

Relation Treatment emergent! After re-treatment visit
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated No No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unlikely related Yes No
Possibly related Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
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Subject

AEID Preferred Term

Start date

1078

Decreased appetite
Diarrhoea

Nausea

Ophthalmic herpes zoster
Weight decreased

1090

Abdominal pain upper
Dyspnoea
Gastric ulcer perforation

1104

Abdominal pain upper
Diarrhoea
Nausea

1105

Diarrhoea
Pneumonia

1117

Ascites

Dialysis
Hypercalcaemia
Myocardial infarction
Pancytopenia
Pancytopenia
Somnolence

1124

Cardiac failure
Cardiac failure
Cardiac failure
Tricuspid valve replacement

1133

Diarrhoea
Hyponatraemia
Pain

Pyrexia

1136

Angina pectoris

Arthritis

Myelodysplastic syndrome
Pancytopenia
Pancytopenia

Renal haemorrhage
Transfusion

1140

1
2
3
4
5
1
2
3
1
2
3
1
2
1
2
3
4
5
6
7
1
2
3
4
1
2
3
4
1
2
3
4
5
6
7
1
2
3
4
5

Abdominal pain
Eating disorder
Hyperbilirubinaemia
Ileus

Vascular graft

135

End date

Relation Treatment emergent! After re-treatment visit
Possibly related Yes Yes
Possibly related Yes Yes
Possibly related Yes Yes
Possibly related Yes Yes
Possibly related Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
Possibly related Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
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Subject

AEID Preferred Term

1145

Thrombocytopenia

1146

Diarrhoea
Pyrexia
Vomiting

1157

Coordination abnormal
Hydronephrosis
Intestinal obstruction
Intestinal obstruction
Mastitis

1161

Confusional state
Pruritus
Pruritus
Tremor

1167

Exomphalos
Varicose vein

1169

Abdominal pain
Abnormal behaviour
Hypercalcaemia
Hypercalcaemia
Jaundice

Pyrexia

Pyrexia

Tumour compression

1172

Constipation

Haemoglobin decreased
Malignant neoplasm progression
Oedema peripheral

1176

Anaemia

Malaise

Myelodysplastic syndrome
Pain

Pain in extremity
Pneumonia

Vomiting

1186

1
1
2
3
1
2
3
4
5
1
2
3
4
1
2
1
2
3
4
5
6
7
8
1
2
3
4
1
2
3
4
5
6
7
1
2

Abdominal pain
Malaise

Start date

End date

136

Relation Treatment emergent! After re-treatment visit
Probably related Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes




% 2.7.4.7-3 FE1LHI

2.7.4 BRI

R

vy

- (Erasmus MC &% : SAF, #7 % AN) (&)

L7 AV AE IS

Subject

AEID Preferred Term

Start date

1195

Abdominal cavity drainage
Abdominal cavity drainage

Abdominal pain
Anaemia
Dizziness
Flushing
Nausea

1197

Fatigue
Jaundice

1214

Parkinsonism
Thrombocytopenia

1220

Diarrhoea
Diarrhoea
Hypocalcaemia
Hypokalaemia
Hypomagnesaemia
Hypophagia
Malaise

Weight decreased

1228

Cerebral haemorrhage
Epilepsy
Epilepsy

1232

Dehydration
Diarrhoea
Hypotension
Vomiting

1233

Cardiac operation

1246

1
2
3
4
5
6
7
1
2
1
2
1
2
3
4
5
6
7
8
1
2
3
1
2
3
4
1
1
2
3
4
5
6
7

Anaemia
Delirium
Influenza

Staphylococcal infection

Thrombocytopenia
Thrombosis
Venous stent insertion

137

End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Possibly related Yes No
Probably related Yes No
Possibly related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes Yes
Unlikely related Yes No
Probably related Yes Yes
Probably related Yes Yes
Probably related Yes Yes
Unrelated Yes No
Unrelated Yes Yes
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Subject

AEID Preferred Term

Start date

1256

Abdominal pain upper
Anaemia

Cough

Flank pain

Ileus

Malaise

Pyrexia

Streptococcal bacteraemia
Tumour lysis syndrome

1258

Diarrhoea
Fatigue
Malaise

1261

Pancreaticoduodenectomy
Venous haemorrhage

1267

Aneurysm

Aneurysm repair
Cerebrospinal fluid drainage
Cerebrovascular disorder
Pancreaticoduodenectomy
Stent placement

Urosepsis

1269

Abdominal cavity drainage
Cholecystectomy

Death

Malaise

Pain

1295

Cardiac failure

1298

_ o

Ascites

Feeding tube complication
Feeding tube complication
Gastrointestinal tube insertion
Malaise

Malaise

Nausea

Renal failure
Salpingo-oophorectomy
Urinary tract infection
Vomiting

1302

1
2
3
4
5
6
7
8
9
1
2
3
1
2
1
2
3
4
5
6
7
1
2
3
4
5
1
1
2
3
4
5
6
7
8
9
1
1
1
2

Drain placement
Pancytopenia

End date

138

Relation Treatment emergent! After re-treatment visit
Unlikely related Yes No
Possibly related Yes No
Unlikely related Yes No
Unlikely related Yes No
Probably related Yes No
Unlikely related Yes No
Unlikely related Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unassessable Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Probably related Yes No
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Subject

AEID Preferred Term

Start date

1324

Abdominal pain
Acute kidney injury
Constipation
Delirium

1336

Upper gastrointestinal haemorrhage

1337

Metastases to central nervous system

Spinal laminectomy

1338

Pancytopenia
Thrombosis
Transfusion
Transfusion

1339

Ascites

Malaise

Melaena

Oedema peripheral
Pain

1341

Aspiration
Pneumonia

1343

Jaundice cholestatic
Pancytopenia
Resuscitation

Stent placement

1347

Delirium

Malaise

Nausea

Pain

Syncope
Urinary retention

1351

1
2
3
4
1
1
2
1
2
3
4
1
2
3
4
5
1
2
1
2
3
4
1
2
3
4
5
6
1
2
3

4

Haematemesis
Haematemesis
Melaena

Pulmonary embolism

I Adverse events (AEs) starting after the first treatment are considerd treatment emergent.
AEs with incomplete start dates that are insufficient to determine treatment emergence are considered treatment emergent.

(FATERE 5.3.5.2.2 @ Listing16.2.7.3 X 0 i, oE)
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End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes Yes
Probably related Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Unlikely related Yes No
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AR« SAF, F-1515 %)

Did AE Action taken on
Any AEs during lead to treatment (applicable to
study (treatment Duration possible premature Lu-DOTA arm only) /
Subject ID/ or follow-up Start date (study day)/ of AE Toxicity SAE/ cause of withdrawal Action taken on Other actions
Age/Sex  phase)? Preferred Term! End date (study day)? (days) Grade®  Criteria* event® from study Sanstatin LAR taken Outcome
01-002/ Yes Abdominal pain (151) 12 3 Yes/3 1 No DOSE NOT CHANGED/ Concomitant RECOVERED/RES
M (162) DOSE NOT CHANGED Medication OLVED
given
Yes Vomiting (151) 12 3 Yes/3 1 No DOSE NOT CHANGED/ Concomitant RECOVERED/RES
(162) DOSE NOT CHANGED Medication OLVED
given
01-005/ No Cholangitis (-38) 3 2 Yes/3 1 No NOT APPLICABLE/ Concomitant RECOVERED/RES
M (-36) DOSE NOT CHANGED Medication OLVED
given
Yes Hepatic encephalopath 57) 7 3 Yes/3 2 No DOSE NOT CHANGED/ Concomitant ~RECOVERED/RES
63) DOSE NOT CHANGED Medication OLVED
given
Other Action
Taken, Other
Yes Lymphopenia (31) 316 4 Yes/3 1 No DOSE NOT CHANGED/ RECOVERED/RES
(346) DOSE NOT CHANGED OLVED
Yes Pneumocystis jirovecii 304) 43 3 Yes/3 1 No NOT APPLICABLE/ Concomitant RECOVERED/RES
pneumonia (346) DOSE NOT CHANGED Medication OLVED
given
01-006/ No Intervertebral disc -22) 150 3 Yes/3 1 No DOSE NOT CHANGED/ Concomitant RECOVERED/RES
M protrusion 128) DOSE NOT CHANGED Medication OLVED
given
Other Action
Taken, Other
01-009/ Yes Abdominal pain (525) 25 3 Yes/3 1 No DOSE NOT CHANGED/ Concomitant RECOVERED/RES
M (549) DOSE NOT CHANGED Medication OLVED
given
Other Action
Taken, Other
01-010/ Yes Abdominal pain (133) 4 2 Yes/3 1 No DOSE NOT CHANGED/ Concomitant RECOVERED/RES
/F (136) NOT APPLICABLE Medication OLVED
given
Yes Hypokalaemia 269) 5 2 Yes/6 1 No DOSE NOT CHANGED/ Concomitant ~RECOVERED/RES
273) DOSE NOT CHANGED Medication OLVED

given
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# 2.7.4.7-4 BEELRAEEFEL —E (NETTER-1 3B : SAF, F-15158f) (biX)

Did AE Action taken on
Any AEs during lead to treatment (applicable to
study (treatment Duration possible premature Lu-DOTA arm only) /
Subject ID/ or follow-up Start date (study day)/ of AE Toxicity SAE/ cause of withdrawal Action taken on Other actions
Age/Sex  phase)? Preferred Term! End date (study day)? (days) Grade®  Criteria* event® from study Sanstatin LAR taken Outcome
01-013/ Yes Atrioventricular block 30 3 Yes/3,6 6 No DOSE NOT CHANGED/ Other Action RECOVERED/RES
/F second degree DOSE NOT CHANGED Taken, Other OLVED
Yes Device related infection 21 2 Yes/3 6 No DOSE NOT CHANGED/ Concomitant RECOVERED/RES
DOSE NOT CHANGED Medication OLVED
given
Yes Procedural complicatio 6 3 Yes/3 6 No DOSE NOT CHANGED/ Other Action =~ RECOVERED/RES
DOSE NOT CHANGED Taken, Other OLVED
04-002/ Yes Cholestasis 17 3 Yes/3 1 No DOSE NOT CHANGED/ RECOVERED/RES
/M DOSE NOT CHANGED OLVED WITH
SEQUELAE
Yes Inferior vena cava 17 3 Yes/3 1 No DOSE NOT CHANGED/ RECOVERED/RES
syndrome DOSE NOT CHANGED OLVED WITH
SEQUELAE
05-003/ Yes Limb traumatic 1 4 Yes/3 6 No DOSE NOT CHANGED/ Concomitant RECOVERED/RES
M amputation DOSE NOT CHANGED Medication OLVED WITH
given SEQUELAE
Non-drug
Therapy
Given,Other
Action Taken,
Other
05-006/ Yes Diffuse large B-cell 4 Yes/3,6 3 Yes DOSE NOT CHANGED/ Concomitant ~ NOT
/F lymphoma DRUG WITHDRAWN  Medication RECOVERED/NOT
given RESOLVED
Non-drug
Therapy Given
01-008/ No Diarrhoea 137 3 Yes/3 1 No NOT APPLICABLE/ Concomitant RECOVERED/RES
M NOT APPLICABLE Medication OLVED
given
No Gastrointestinal 12 3 Yes/3 1 No NOT APPLICABLE/ Concomitant RECOVERED/RES
infection NOT APPLICABLE Medication OLVED
given
Yes General physical health 5 Yes/1 1 Yes DOSE NOT CHANGED/ FATAL
deterioration DOSE NOT CHANGED
FR02-002/ Yes Pyrexia 2 1 Yes/3 6 No DOSE NOT CHANGED/ RECOVERED/RES
A/M DOSE NOT CHANGED OLVED
FR04-003/ Yes Lymphopenia 3 Yes/6 2 No DOSE NOT CHANGED/ NOT
/M DOSE NOT CHANGED RECOVERED/NOT
RESOLVED
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# 2.7.4.7-4 BEELRAEEFEL —E (NETTER-1 3B : SAF, F-15158f) (biX)

Subject ID/

Any AEs during
study (treatment
or follow-up

Start date (study day)/ of AE
End date (study day)? (days)

Age/Sex  phase)? Preferred Term!
ER06-004/ Yes Coronary artery bypass
M
Yes Silent myocardial
infarction
FR06-007/ Yes Femur fracture
M
Yes Fluid retention
No Malignant neoplasm
progression
No Pain in extremity
IT01-001/ Yes Acute myocardial
M infarction
I1T05-004/ Yes Refractory cytopenia
M with multilineage
dysplasia
Yes Respiratory tract
infection
PT02-001/ Yes Syncope
M
Yes Vomiting

given

Did AE Action taken on
lead to treatment (applicable to
Duration possible premature Lu-DOTA arm only) /
Toxicity SAE/ cause of withdrawal Action taken on Other actions
Grade®  Criteria* event’ from study Sanstatin LAR taken Outcome
(759) 19 3 Yes/3 1 No DOSE NOT CHANGED/ RECOVERED/RES
(777) DOSE NOT CHANGED OLVED
734) 22 3 Yes/3 6 No DOSE NOT CHANGED/ Other Action =~ RECOVERED/RES
(755) DOSE NOT CHANGED Taken, Other OLVED
(43) 15 3 Yes/3 6 No DOSE NOT CHANGED/ Other Action =~ RECOVERED/RES
57 DOSE NOT CHANGED Taken, Other =~ OLVED WITH
SEQUELAE
(224) 3 Yes/3 1 No DOSE NOT CHANGED/ NOT
DOSE NOT CHANGED RECOVERED/NOT
RESOLVED
5 Yes/1,3 1 No DOSE NOT CHANGED/ Concomitant ~ FATAL
(240) DOSE NOT CHANGED Medication
given
-54) 4 2 Yes/3 1 No DOSE NOT CHANGED/ RECOVERED/RES
-51) DOSE NOT CHANGED OLVED
(703) 49 3 Yes/3 1 No NOT APPLICABLE/ Concomitant RECOVERED/RES
(751) DRUG INTERRUPTED Medication OLVED WITH
given,Concomit SEQUELAE
ant Medication
discontinued
Other Action
Taken, Other
246) 3 Yes/6 2 Yes DRUG WITHDRAWN/ NOT
DRUG WITHDRAWN RECOVERED/NOT
RESOLVED
(469) 4 3 Yes/3 2 No DOSE NOT CHANGED/ Concomitant ~RECOVERED/RES
(472) DOSE NOT CHANGED Medication OLVED
given
1) 1 3 Yes/6 2 No DOSE NOT CHANGED/ Concomitant ~RECOVERED/RES
1) DOSE NOT CHANGED Medication OLVED
given
1) 1 1 Yes/6 2 No DOSE NOT CHANGED/ Concomitant ~RECOVERED/RES
1) DOSE NOT CHANGED Medication OLVED
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# 2.7.4.7-4 BEELRAEEFEL —E (NETTER-1 3B : SAF, F-15158f) (biX)

Did AE Action taken on
Any AEs during lead to treatment (applicable to
study (treatment Duration possible premature Lu-DOTA arm only) /
Subject ID/ or follow-up Start date (study day)/ of AE Toxicity SAE/ cause of withdrawal Action taken on Other actions
Age/Sex  phase)? Preferred Term' End date (study day)? (days) Grade?  Criteria* event’ from study Sanstatin LAR taken Outcome
01-002/ Yes Acute prerenal failure 31) 47 3 Yes/3 6 No DOSE NOT CHANGED/ Concomitant ~RECOVERED/RES
aSF (77) DOSE NOT CHANGED Medication OLVED
given,Concomit
ant Medication
discontinued
Non-drug
Therapy Given
Yes Clostridium difficile 3 Yes/6 6 No DOSE NOT CHANGED/ Concomitant ~RECOVERED/RES
infection 392) DRUG INTERRUPTED Medication OLVED
given
Yes Intestinal obstruction (354) 3 Yes/3 2 No DOSE NOT CHANGED/ Other Action RECOVERED/RES
DOSE NOT CHANGED Taken, Other OLVED
01-007/ Yes Acute kidney injury 69) 45 5 Yes/1 5 Yes DRUG WITHDRAWN/ Other Action = FATAL
aSM (113) DRUG WITHDRAWN  Taken, Other
Yes Complication of device 69) 45 5 Yes/1 1 Yes DRUG WITHDRAWN/ Concomitant  FATAL
insertion (113) DRUG WITHDRAWN  Medication
given
Other Action
Taken, Other
No Fall (-17) 2 3 Yes/3 5 No DOSE NOT CHANGED/ RECOVERED/RES
(-16) DOSE NOT CHANGED OLVED
No Intestinal stent insertion (-11) 6 2 Yes/3 1 No DOSE NOT CHANGED/ Other Action RECOVERED/RES
(-6) DOSE NOT CHANGED Taken, Other OLVED
Yes Sepsis 69) 45 5 Yes/1 1 Yes DRUG WITHDRAWN/ Concomitant  FATAL
(113) DRUG WITHDRAWN  Medication
given
Yes Tumour invasion 37) 2 Yes/3 1 No DOSE NOT CHANGED/ Concomitant ~ UNKNOWN
DOSE NOT CHANGED Medication
given
Other Action
Taken, Other
01-008/ Yes Acute kidney injury 171) 27 3 Yes/3 2 No DRUG WITHDRAWN/ Non-drug RECOVERED/RES
aSF 197) DOSE NOT CHANGED Therapy Given OLVED
Yes Device occlusion 171) 27 3 Yes/3 1 No DOSE NOT CHANGED/ Other Action RECOVERED/RES
197) DOSE NOT CHANGED Taken, Other OLVED
05-001/ Yes General physical health (120) 32 5 Yes/1,3 1 No NOT APPLICABLE/ FATAL
EM deterioration 151) NOT APPLICABLE
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# 2.7.4.7-4 BEELRAEEFEL —E (NETTER-1 3B : SAF, F-15158f) (biX)

Did AE Action taken on
Any AEs during lead to treatment (applicable to
study (treatment Duration possible premature Lu-DOTA arm only) /
Subject ID/ or follow-up Start date (study day)/ of AE Toxicity SAE/ cause of withdrawal Action taken on Other actions
Age/Sex  phase)? Preferred Term! End date (study day)? (days) Grade®  Criteria* event’ from study Sanstatin LAR taken Outcome
07-001/ Yes Cholecystitis 4 3 Yes/3 3 No DOSE NOT CHANGED/ Concomitant ~RECOVERED/RES
}ti(jF DOSE NOT CHANGED Medication OLVED WITH
given SEQUELAE
Yes Gastritis 3 Yes/3 1 No DOSE NOT CHANGED/ Concomitant ~RECOVERING/RE
DOSE NOT CHANGED Medication SOLVING
given
01-008/ Yes Acute kidney injury 581 1 Yes/6 2 No DOSE NOT CHANGED/ RECOVERED/RES
;iS/M DOSE NOT CHANGED OLVED
Yes Oesophageal 177 5 Yes/1 1 No DOSE NOT CHANGED/ Other Action = FATAL
adenocarcinoma DOSE NOT CHANGED Taken, Other
02-001/ Yes Malignant neoplasm 76 5 Yes/1,3 1 No NOT APPLICABLE/ Concomitant ~ FATAL
aS/M progression DOSE NOT CHANGED Medication
given
07-002/ Yes Delirium 2 3 Yes/3 1 No DOSE NOT CHANGED/ RECOVERED/RES
M DOSE NOT CHANGED OLVED
Yes Neutropenia 8 4 Yes/6 2 No DOSE REDUCED/ RECOVERED/RES
DOSE NOT CHANGED OLVED
08-015/ Yes Refractory cytopenia 4 Yes/2,6 2 No NOT APPLICABLE/ Other Action NOT
/F with unilineage NOT APPLICABLE Taken, Other ~RECOVERED/NOT
dysplasia RESOLVED
10-001/ Yes Ascites 324 3 Yes/6 2 Yes DRUG WITHDRAWN/ Concomitant ~RECOVERED/RES
/F DRUG WITHDRAWN  Medication OLVED
given
Non-drug
Therapy
Given,Other
Action Taken,
Other
10-003/ Yes Acute kidney injury 170 2 Yes/6 2 No DRUG WITHDRAWN/ RECOVERED/RES
MA/E DOSE NOT CHANGED OLVED
13-006/ Yes Anxiety 2 3 Yes/3 5 No NOT APPLICABLE/ RECOVERED/RES
4 /F DOSE NOT CHANGED OLVED
13-023/ Yes Hepatocellular injury 20 3 Yes/6 6 No DRUG INTERRUPTED/ RECOVERED/RES
A/F DRUG INTERRUPTED OLVED
13-040/ Yes Dehydration 3 3 Yes/3 2 No DOSE NOT CHANGED/ Non-drug RECOVERED/RES
M DOSE NOT CHANGED Therapy Given OLVED
Yes Dehydration 5 3 Yes/3 2 No NOT APPLICABLE/ Non-drug RECOVERED/RES
DRUG WITHDRAWN  Therapy Given OLVED
Yes Malignant neoplasm 1 5 Yes/1 1 Yes NOT APPLICABLE/ FATAL
progression DRUG WITHDRAWN
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L7 AV AE IS

Did AE Action taken on
Any AEs during lead to treatment (applicable to
study (treatment Duration possible premature Lu-DOTA arm only) /
Subject ID/ or follow-up Start date (study day)/ of AE Toxicity SAE/ cause of withdrawal Action taken on Other actions
Age/Sex  phase)? Preferred Term! End date (study day)> (days) Grade®  Criteria* event’ from study Sanstatin LAR taken Outcome
13-044/ Yes Angina pectoris (518) 3 2 Yes/3 1 No NOT APPLICABLE/ Non-drug RECOVERED/RES
A/M (520) NOT APPLICABLE Therapy Given OLVED
14-001/ No Acute respiratory failure (-72) 11 3 Yes/3,6 6 No NOT APPLICABLE/ Concomitant RECOVERED/RES
aS/M (-62) NOT APPLICABLE Medication OLVED
given
No Atrial flutter (-119) 3 3 Yes/3 6 No NOT APPLICABLE/ Concomitant RECOVERED/RES
(-117) DOSE NOT CHANGED Medication OLVED
given
Non-drug
Therapy Given
No Atrial flutter (-71) 2 3 Yes/6 1 No NOT APPLICABLE/ Concomitant RECOVERED/RES
(-70) NOT APPLICABLE Medication OLVED
given
No Blood bilirubin (-121) 5 3 Yes/3 1 No NOT APPLICABLE/ Other Action RECOVERED/RES
increased (-117) NOT APPLICABLE Taken, Other OLVED
No Cholangitis acute (-72) 11 3 Yes/3,6 1 No NOT APPLICABLE/ Concomitant RECOVERED/RES
(-62) NOT APPLICABLE Medication OLVED
given
Other Action
Taken, Other
No Cholangitis acute (-26) 2 3 Yes/3 1 No NOT APPLICABLE/ Other Action RECOVERED/RES
(-25) NOT APPLICABLE Taken, Other OLVED
Yes Femur fracture (349) 5 3 Yes/3 6 No NOT APPLICABLE/ Non-drug RECOVERED/RES
(353) DOSE NOT CHANGED Therapy Given OLVED
No Hepatic encephalopathy (-72) 11 3 Yes/3 1 No NOT APPLICABLE/ RECOVERED/RES
(-62) NOT APPLICABLE OLVED
No Malignant neoplasm (-119) 3 2 Yes/3 1 No NOT APPLICABLE/ RECOVERED/RES
progression (-117) NOT APPLICABLE OLVED
No Sepsis (-121) 5 3 Yes/3 5 No NOT APPLICABLE/ Concomitant RECOVERED/RES
(-117) NOT APPLICABLE Medication OLVED
given
No Sepsis (-26) 2 3 Yes/3 1 No NOT APPLICABLE/ Concomitant RECOVERED/RES
(-25) NOT APPLICABLE Medication OLVED
given
14-002/ Yes Diverticulitis (267) 3 3 Yes/3 1 No DOSE NOT CHANGED/ Concomitant RECOVERED/RES
/F (269) DOSE NOT CHANGED Medication OLVED
given
Yes Injection site (572) 58 2 Yes/3 2 Yes NOT APPLICABLE/ Other Action RECOVERED/RES
hypersensitivity (629) DRUG WITHDRAWN  Taken, Other OLVED
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# 2.7.4.7-4 BEELRAEEFEL —E (NETTER-1 3B : SAF, F-15158f) (biX)

L7 AV AE IS

Did AE Action taken on
Any AEs during lead to treatment (applicable to
study (treatment Duration possible premature Lu-DOTA arm only) /
Subject ID/ or follow-up Start date (study day)/ of AE Toxicity SAE/ cause of withdrawal Action taken on Other actions
Age/Sex  phase)? Preferred Term! End date (study day)? (days) Grade®  Criteria* event’ from study Sanstatin LAR taken Outcome
14-013/ Yes Acute respiratory failure (109) 2 5 Yes/1,3 1 Yes DRUG WITHDRAWN/ FATAL
M (110) DRUG WITHDRAWN
Yes Cardiac arrest (109) 2 5 Yes/1 1 Yes DRUG WITHDRAWN/ Concomitant  FATAL
(110) DRUG WITHDRAWN  Medication
given
Yes Haematochezia (108) 3 Yes/3 1 No DOSE NOT CHANGED/ NOT
DOSE NOT CHANGED RECOVERED/NOT
RESOLVED
Yes Shock (109) 2 5 Yes/1,3 1 Yes DRUG WITHDRAWN/ FATAL
(110) DRUG WITHDRAWN
14-020/ No Abdominal pain upper (-51) 4 3 Yes/3 1 No NOT APPLICABLE/ Concomitant RECOVERED/RES
aS/F (-48) DOSE NOT CHANGED Medication OLVED
given
No Nausea (-51) 4 3 Yes/3 1 No NOT APPLICABLE/ Concomitant RECOVERED/RES
(-48) DOSE NOT CHANGED Medication OLVED
given
14-023/ Yes Cough (29) 23 3 Yes/3 1 No DRUG WITHDRAWN/ Concomitant RECOVERED/RES
aS/F (51) DRUG INTERRUPTED Medication OLVED
given
Yes Pulmonary embolism (34) 3 Yes/3 1 No DOSE NOT CHANGED/ Concomitant ~ NOT
DOSE NOT CHANGED Medication RECOVERED/NOT
given RESOLVED
No Sepsis -80) 11 3 Yes/3 1 No NOT APPLICABLE/ Concomitant RECOVERED/RES
(-70) NOT APPLICABLE Medication OLVED
given
Yes Small intestinal 29) 23 3 Yes/3 1 No DOSE NOT CHANGED/ Non-drug RECOVERED/RES
obstruction (51) DOSE NOT CHANGED Therapy Given OLVED
No Urinary tract infection -80) 11 3 Yes/3 1 No NOT APPLICABLE/ Concomitant RECOVERED/RES
(-70) UNKNOWN Medication OLVED
given

I AEs are coded using MedDRA 18.0.

2 Study day is relative to first day of study medication

3 1=Mild, 2=Moderate, 3=Severe, 4=Threatening/disabling, 5=Death

4 SAE: Serious AE 1=Death, 2=Life-threatening, 3=Involved or prolonged hospitalization, 4=Congenital anomaly, 5=Persistent or significant disability or incapacity,

6=Significant from a medical standpoint

5 1=Pre-existing/underlying disease, 2=Study treatment, 3=Other treatment, 4=Protocol-related procedure, 5=Unknown, 6=Other

Data cutoff date 30JUNE2016
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Did AE Action taken on
Any AEs during lead to treatment (applicable to
study (treatment Duration possible premature Lu-DOTA arm only) /
Subject ID/ or follow-up Start date (study day)/ of AE Toxicity SAE/ cause of withdrawal Action taken on Other actions
Age/Sex  phase)? Preferred Term! End date (study day)? (days) Grade®  Criteria* event’ from study Sanstatin LAR taken Outcome
02-005/ Yes Neoplasm progression 19 5 Yes/1 1 No NOT APPLICABLE/ Concomitant ~ FATAL
/F DOSE NOT CHANGED Medication
given
Other Action
Taken, Other
FR03-003/ Yes Cholecystitis acute 14 3 Yes/3 2 No NOT APPLICABLE/ Other Action RECOVERED/RES
A/F DOSE NOT CHANGED Taken, Other OLVED
ER06-001/ No Musculoskeletal chest 6 3 Yes/3 6 No NOT APPLICABLE/ Concomitant RECOVERED/RES
/F pain NOT APPLICABLE Medication OLVED
given
Yes Small intestinal 7 2 Yes/3 1 No NOT APPLICABLE/ Concomitant RECOVERED/RES
obstruction DOSE NOT CHANGED Medication OLVED
given
FR06-003/ Yes Thrombotic cerebral 54 3 Yes/3,5 1 Yes NOT APPLICABLE/ Concomitant RECOVERED/RES
M infarction DRUG WITHDRAWN  Medication OLVED WITH
given SEQUELAE
FR06-009/ No General physical health 3 Yes/3 1 No NOT APPLICABLE/ Concomitant RECOVERED/RES
/F deterioration DOSE NOT CHANGED Medication OLVED
discontinued
Yes General physical health 6 3 Yes/3 1 No NOT APPLICABLE/ Concomitant RECOVERED/RES
deterioration DOSE NOT CHANGED Medication OLVED
given
IT09-005/ Yes Malignant neoplasm 17 5 Yes/1,3 1 Yes NOT APPLICABLE/ Other Action = FATAL
M/E progression DRUG WITHDRAWN  Taken, Other
1T09-006/ Yes Haemorrhage 13 3 Yes/3 1 No NOT APPLICABLE/ Concomitant RECOVERED/RES
/F intracranial DOSE NOT CHANGED Medication OLVED WITH
given SEQUELAE
01-004/ Yes Hyperuricaemia 4 Yes/6 5 No NOT APPLICABLE/ RECOVERED/RES
oAl/F DOSE NOT CHANGED OLVED
03-001/ No Abdominal pain 12 3 Yes/3 1 No NOT APPLICABLE/ Other Action RECOVERED/RES
/F NOT APPLICABLE Taken, Other OLVED
No Asthenia 12 3 Yes/3 1 No NOT APPLICABLE/ Other Action RECOVERED/RES
NOT APPLICABLE Taken, Other OLVED
No Pain in extremity 12 3 Yes/3 1 No NOT APPLICABLE/ Other Action =~ RECOVERED/RES
NOT APPLICABLE Taken, Other OLVED
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Any AEs during
study (treatment

Subject ID/ or follow-up
Age/Sex  phase)?

Preferred Term!

;i((04-001/ Yes
/F

Abdominal pain lower

Start date (study day)/ of AE
End date (study day)? (days)

Yes Carcinoid crisis
Yes Malignant neoplasm
progression
i((04-004/ Yes Acute kidney injury
/F
Yes Anal haemorrhage
i((04-006/ Yes Anaemia
M
Yes Diarrhoea
Yes General physical health
deterioration
Yes Oesophagitis
Yes Syncope
*(05-003/ Yes Malignant neoplasm
M progression
Yes Malignant neoplasm
progression
Yes Renal impairment
Yes Vomiting
01-007/ No Biliary tract infection

M

Did AE Action taken on
lead to treatment (applicable to
Duration possible premature Lu-DOTA arm only) /
Toxicity SAE/ cause of withdrawal Action taken on Other actions
Grade®  Criteria* event’ from study Sanstatin LAR taken Outcome
478) 3 Yes/3 1 No NOT APPLICABLE/ Concomitant RECOVERING/RE
DRUG INTERRUPTED Medication SOLVING
given
0) 310 3 Yes/3 2 No NOT APPLICABLE/ RECOVERED/RES
359) DOSE NOT CHANGED OLVED
156) 381 5 Yes/1,3 1 Yes NOT APPLICABLE/ FATAL
536) DRUG WITHDRAWN
5 Yes/1 1 Yes NOT APPLICABLE/ FATAL
47) DRUG WITHDRAWN
1 Yes/3 6 No NOT APPLICABLE/ Other Action RECOVERED/RES
47) DOSE NOT CHANGED Taken, Other OLVED
56) 1 Yes/3 1 No NOT APPLICABLE/ Other Action NOT
DOSE NOT CHANGED Taken, Other =~ RECOVERED/NOT
RESOLVED
56) 2 Yes/3 1 No NOT APPLICABLE/ NOT
NOT APPLICABLE RECOVERED/NOT
RESOLVED
64) 2 5 Yes/1,3 1 Yes NOT APPLICABLE/ FATAL
65) DRUG WITHDRAWN
56) 2 Yes/3 1 No NOT APPLICABLE/ Other Action NOT
DOSE NOT CHANGED Taken, Other =~ RECOVERED/NOT
RESOLVED
56) 1 Yes/3 1 No NOT APPLICABLE/ NOT
DOSE NOT CHANGED RECOVERED/NOT
RESOLVED
48) 16 5 Yes/1,3 1 Yes NOT APPLICABLE/ FATAL
63) DRUG WITHDRAWN
48) 16 5 Yes/1,3 1 Yes NOT APPLICABLE/ FATAL
63) DRUG WITHDRAWN
4 2 Yes/3 1 No NOT APPLICABLE/ Other Action RECOVERED/RES
DOSE NOT CHANGED Taken, Other OLVED
45) 19 5 Yes/1 1 Yes NOT APPLICABLE/ FATAL
63) DRUG WITHDRAWN
-38) 5 3 Yes/3 1 No NOT APPLICABLE/ Concomitant RECOVERED/RES
34) DOSE NOT CHANGED Medication OLVED
given
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Did AE Action taken on
Any AEs during lead to treatment (applicable to
study (treatment Duration possible premature Lu-DOTA arm only) /
Subject ID/ or follow-up Start date (study day)/ of AE Toxicity SAE/ cause of withdrawal Action taken on Other actions
Age/Sex  phase)? Preferred Term' End date (study day)? (days) Grade?  Criteria* event’ from study Sanstatin LAR taken Outcome
02-008/ Yes Duodenal obstruction (104) 25 3 Yes/3 1 No NOT APPLICABLE/ Concomitant RECOVERED/RES
M 128) DOSE NOT CHANGED Medication OLVED
given
Non-drug
Therapy
Given,Other
Action Taken,
Other
Yes Nausea 130) 3 3 Yes/3 6 No NOT APPLICABLE/ Concomitant RECOVERED/RES
132) DOSE NOT CHANGED Medication OLVED
given
Non-drug
Therapy Given
Yes Vomiting 130) 3 2 Yes/3 6 No NOT APPLICABLE/ Concomitant RECOVERED/RES
132) DOSE NOT CHANGED Medication OLVED
given
04-002/ Yes Gastrointestinal 15) 6 3 Yes/3 1 Yes NOT APPLICABLE/ RECOVERED/RES
M obstruction 20) DRUG WITHDRAWN OLVED WITH
SEQUELAE
05-004/ Yes Generalised oedema (48) 64 5 Yes/1,3 1 Yes NOT APPLICABLE/ FATAL
4A/M (111) DRUG WITHDRAWN
08-008/ Yes Basal cell carcinoma (156) 118 2 Yes/6 5 No NOT APPLICABLE/ Other Action RECOVERED/RES
aS/M 273) DOSE NOT CHANGED Taken, Other =~ OLVED WITH
SEQUELAE
Yes Malignant bowel 336) 14 3 Yes/3 1 No NOT APPLICABLE/ Concomitant RECOVERED/RES
obstruction 349) UNKNOWN Medication OLVED
given
08-012/ Yes Arteriospasm coronary (51) 19 4 Yes/ 1 Yes NOT APPLICABLE/ Concomitant RECOVERED/RES
/F (69) 2,3,5,6 DRUG WITHDRAWN  Medication OLVED
given
Other Action
Taken, Other
09-003/ Yes Malignant neoplasm 56) 13 5 Yes/1 1 Yes NOT APPLICABLE/ FATAL
A/M progression (68) DRUG WITHDRAWN
11-005/ Yes Small intestinal (53) 27 4 Yes/3 1 No NOT APPLICABLE/ Concomitant RECOVERED/RES
&S/M obstruction 79) DRUG WITHDRAWN  Medication OLVED WITH
given SEQUELAE
Non-drug

Therapy Given
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Subject ID/

Any AEs during
study (treatment
or follow-up

Start date (study day)/ of AE
End date (study day)? (days)

Age/Sex  phase)? Preferred Term'
11-007/ Yes Ascites
/F
No Diarrhoea
11-011/ Yes Limb injury
/F
3312-006/ Yes Ileus
A/M
3312-008/ Yes Dehydration
M
Yes Impaired gastric
emptying
Yes Muscular weakness
Yes Muscular weakness
;i312-019/ Yes Transient global
AM amnesia
13-017/ Yes Abdominal pain lower
/F
aS 13-025/ Yes Abdominal pain
/F
13-034/ Yes Malignant neoplasm
A/F progression

Did AE Action taken on
lead to treatment (applicable to
Duration possible premature Lu-DOTA arm only) /
Toxicity SAE/ cause of withdrawal Action taken on Other actions
Grade®  Criteria* event’ from study Sanstatin LAR taken Outcome
(26) 110 2 Yes/3 6 No NOT APPLICABLE/ RECOVERED/RES
135) DOSE NOT CHANGED OLVED
-45) 76 3 Yes/3 1 No NOT APPLICABLE/ Concomitant RECOVERED/RES
(31) DOSE NOT CHANGED Medication OLVED
given
59) 54 4 Yes/3 6 No NOT APPLICABLE/ Concomitant RECOVERED/RES
(112) DOSE NOT CHANGED Medication OLVED
given
463) 4 3 Yes/3 1 No NOT APPLICABLE/ Other Action RECOVERED/RES
466) DOSE NOT CHANGED Taken, Other OLVED
153) 2 3 Yes/3 6 No NOT APPLICABLE/ Other Action =~ RECOVERED/RES
154) DOSE NOT CHANGED Taken, Other OLVED
(365) 3 Yes/3 2 No NOT APPLICABLE/ NOT
DRUG INTERRUPTED RECOVERED/NOT
RESOLVED
(370) 2 3 Yes/3 1 No NOT APPLICABLE/ Other Action =~ RECOVERED/RES
(371) DRUG WITHDRAWN  Taken, Other OLVED
(376) 3 Yes/3 1 No NOT APPLICABLE/ Other Action = RECOVERING/RE
DRUG WITHDRAWN  Taken, Other SOLVING
(242) 3 2 Yes/3 6 No NOT APPLICABLE/ Other Action RECOVERED/RES
(244) DOSE NOT CHANGED Taken, Other OLVED
29) 22 3 Yes/3 1 No NOT APPLICABLE/ Other Action =~ RECOVERED/RES
(50) DOSE NOT CHANGED Taken, Other OLVED
15) 5 3 Yes/3 1 No NOT APPLICABLE/ Concomitant RECOVERED/RES
19) NOT APPLICABLE Medication OLVED
given
Other Action
Taken, Other
(163) 1 5 Yes/1 1 Yes NOT APPLICABLE/ FATAL
(163) DRUG WITHDRAWN
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# 2.7.4.7-5 HERAEFRS % (NETTER-1 A5 : SAF, *IHEE) (Fx)
Did AE Action taken on

Any AEs during lead to treatment (applicable to
study (treatment Duration possible premature Lu-DOTA arm only) /
Subject ID/ or follow-up Start date (study day)/ of AE Toxicity SAE/ cause of withdrawal Action taken on Other actions
Age/Sex  phase)? Preferred Term! End date (study day)? (days) Grade®  Criteria* event’ from study Sanstatin LAR taken Outcome
14-005/ Yes Cardiac failure (86) 4 3 Yes/3 1 No NOT APPLICABLE/ Concomitant RECOVERED/RES
/F congestive (89) DOSE NOT CHANGED Medication OLVED
given
Yes Pleural effusion (86) 4 2 Yes/3 1 No NOT APPLICABLE/ Non-drug RECOVERED/RES
(89) DOSE NOT CHANGED Therapy Given OLVED

AEs are coded using MedDRA 18.0.

Study day is relative to first day of study medication

1=Mild, 2=Moderate, 3=Severe, 4=Threatening/disabling, 5=Death

SAE: Serious AE 1=Death, 2=Life-threatening, 3=Involved or prolonged hospitalization, 4=Congenital anomaly, 5=Persistent or significant disability or incapacity,
6=Significant from a medical standpoint

5 1=Pre-existing/underlying disease, 2=Study treatment, 3=Other treatment, 4=Protocol-related procedure, 5=Unknown, 6=Other

Data cutoff date 30JUNE2016

oW =

(IRATE B} 5.3.5.1.1 @D Table 14.3.1.7.4 £ 0 $¥:, L&)
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Subject

AEID Preferred Term

Start date

0001

Ovarian operation

0002

Clavicle fracture
Mastectomy

0009

Abortion spontaneous
Oophorectomy

Pain

Weight decreased

0012

Adrenocortical insufficiency acute
Arrhythmia

Cushing's syndrome

Pancytopenia

Pseudomonas infection
Thrombocytopenic purpura
Urinary tract infection

0015

Contusion
Fall
Pancytopenia

0016

Abdominal pain upper

Abdominal pain upper

Cerebral haemorrhage

Hepatic haemorrhage
Hyponatraemia

Pancytopenia

Respiratory tract infection bacterial
Traumatic haematoma

0019

Aspartate aminotransferase increased
Blood alkaline phosphatase increased
Blood bilirubin increased

Death

Gastrointestinal tube insertion
Hepatic failure

Weight decreased

0020

1
1
2
1
2
3
4
1
2
3
4
5
6
7
1
2
3
1
2
3
4
5
6
7
8
1
2
3
4
5
6
7
1
2
3
4
5

Gastric banding
Gastrointestinal surgery
Localised infection
Nephrolithiasis

Skin neoplasm excision

152

End date

Relation

Treatment emergent!

After re-treatment visit

Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Possibly related Yes No
Unrelated Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes Yes
Probably related Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
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Subject

AEID Preferred Term

Start date

0021

Cholecystectomy

High frequency ablation
Pancytopenia

Tumour pain

0022

Anaemia

Death

Hepatic enzyme abnormal
Hypercalcaemia
Thrombocytopenia
Tumour pain

0024

Clostridial infection
Leukopenia
Pancytopenia

Renal disorder
Thrombocytopenia

0026

Renal impairment

0030

Ascites

Carcinoid syndrome
Haemoptysis

Intra-abdominal haematoma
Pulmonary valve incompetence
Salpingo-oophorectomy
Tricuspid valve incompetence

0031

1
2
3
4
1
2
3
4
5
6
1
2
3
4
5
1
1
2
3
4
5
6
7
1
2
3
4
5
6
7
8

9

10
11
12
13
14
15
16
17

Abdominal pain
Abdominal pain
Abdominal pain lower
Chest pain
Cholangiostomy
Cholecystitis
Constipation

Diarrhoea

Diarrhoea

Drain removal

Dyspnoea exertional
Endoscopic retrograde cholangiopancreatography
Flank pain

Graft infection

Hepatic enzyme abnormal
Hepatic enzyme increased
Metastatic pain

153

End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes Yes
Unrelated Yes Yes
Probably related Yes No
before trt No No
Probably related Yes No
Unassessable Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unlikely related Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
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L7 AV AE IS

Subject

AEID Preferred Term Start date

18 Pancytopenia

19 Pancytopenia

20 Stent removal

21 Thrombocytopenia

22 Urinary tract infection
Vomiting

W

0032

Diarrhoea
Hyperkalaemia
Hypoalbuminaemia
Hyponatraemia
Liver disorder
Nausea

Renal impairment
Vomiting

0033

Anaemia

Ascites

Bone marrow harvest
Hypoalbuminaemia
Thrombocytopenia

0038

Ascites

Catheter management
Cytoreductive surgery
Dyspnoea

Dyspnoea

Local swelling
Oesophageal disorder
Sinus tachycardia
Tracheal obstruction

0039

Enterostomy

0043

Acute myeloid leukaemia

0044

Blood bilirubin increased

Cholangitis

Endoscopic retrograde cholangiopancreatography
Jaundice

Pyrexia

Stent placement

0047

Femoral neck fracture
Hip arthroplasty
Radiotherapy

W NN B WN—R[——=[00w33WU A WNRURWNDR[LIANWURWND~N

End date

154

Relation Treatment emergent! After re-treatment visit
Probably related Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unassessable Yes Yes
Unassessable Yes Yes
Unassessable Yes Yes
Unassessable Yes Yes
Unrelated Yes Yes
Unassessable Yes Yes
Unrelated Yes Yes
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Possibly related Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
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Subject

AEID Preferred Term

Start date

0051

Adrenal insufficiency
Cardiac valve disease
Death

Hypotension
Pancytopenia

Shock

0054

Pancytopenia
Therapeutic embolisation

0056

Myocardial infarction
Tracheal calcification

0059

Death
Dyspnoea
Pleural effusion

0061

Prostate cancer
Transurethral prostatectomy
Urinary retention

0063

Abdominal pain
Cholecystitis
Death

Pyrexia

0065

Cholelithiasis
Endoscopic retrograde cholangiopancreatography

0066

Abdominal cavity drainage

Alanine aminotransferase increased
Blood alkaline phosphatase increased
Blood bilirubin increased

0068

Hyperglycaemia

0069

Death
Myocardial infarction
Pancytopenia

0070

Pancreaticoduodenectomy

0072

1
2
3
4
5
6
1
2
1
2
1
2
3
1
2
3
1
2
3
4
1
2
1
2
3
4
1
1
2
3
1
1
2
3
4
5
6
7
8

Cholelithiasis

Dizziness

Gallbladder operation
Knee arthroplasty

Knee operation
Pancreatitis

Therapeutic embolisation
Thrombosis

155

End date

Relation Treatment emergent! After re-treatment visit
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Probably related Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated No No
Unrelated No No
Unrelated Yes No
Unlikely related Yes No
Unrelated No No
Unrelated No No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
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Subject

AEID Preferred Term

0073

Bedridden

Death

Embolism

Flank pain

High frequency ablation
Oedema peripheral
Pelvic neoplasm
Peripheral nerve lesion
Pneumonia

Toxicity to various agents

0074

Bone marrow failure
Clavicle fracture
Death

Dizziness
Pancytopenia

0075

Facial bones fracture
Fall

Knee arthroplasty
Knee arthroplasty
Osteoarthritis

Upper limb fracture

0076

Abdominal pain upper
Illusion

Pain

Ulnar nerve injury

0079

Anaemia
Asthenia
Malaise

0082

Blood alkaline phosphatase increased
Blood bilirubin increased
Dehydration

Hyperbilirubinaemia

0085

Wound dehiscence

0086

Death

0087

Death

0092

1
2
3
4
5
6
7
8
9
1
1
2
3
4
5
1
2
3
4
5
6
1
2
3
4
1
2
3
1
2
3
4
1
1
1
1
2
3
4
5

Abdominal pain

Ileus

Malignant peritoneal neoplasm
Retinal infarction

Tumour excision

Start date

End date

156

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unassessable Yes Yes
Unassessable Yes Yes
Possibly related Yes Yes
Possibly related Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
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Subject

AEID Preferred Term

Start date

0096

Pelvic fracture
Pelvic organ injury
Thrombocytopenia

0115

Febrile neutropenia

Infection

Skin lesion

Upper respiratory tract infection

0118

Cholecystectomy

Gastric perforation

Gastrointestinal ischaemia
Hypercalcaemia

Intestinal anastomosis complication
Pancreatic operation

Pancytopenia

Splenectomy

Stent placement

0120

Anaemia

Fatigue

Seizure
Thrombocytopenia

0121

Abdominal pain
Cardiac failure
Intestinal obstruction
Vomiting

0123

Metastatic malignant melanoma

0125

Anaemia
Leukopenia

0126

Diarrhoea

0130

Abdominal cavity drainage
Dyspnoea

Haematemesis
Hypoventilation

Intestinal obstruction
Muscular weakness

0131

Pancytopenia

0132

Pancytopenia

0133

1
2
3
1
2
3
4
1
2
3
4
5
6
7
8
9
1
2
3
4
1
2
3
4
1
1
2
1
1
2
3
4
5
6
1
1
1
2
3
4

Dizziness
Dizziness
Malaise
Somnolence

157

End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Probably related Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Probably related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Probably related Yes Yes
Probably related Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unlikely related Yes No
Unrelated Yes Yes
Unlikely related Yes No
Unrelated Yes Yes
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
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Subject

AEID Preferred Term

Start date

0134

Adrenalectomy

0135

Bile duct stenosis

0136

Pancytopenia

0138

Abdominal cavity drainage

Biliary drainage
Death

0139

Abdominal pain
Haemorrhagic ascites
Pancytopenia
Pancytopenia
Pancytopenia

Weight decreased

0143

Cough

Diarrhoea

Haematemesis
Mallory-Weiss syndrome
Pneumonia

Pyrexia

0144

Abdominal abscess
Abdominal pain
Death

Diarrhoea

Nausea

Vomiting

Weight decreased

0145

Fluid retention

0149

Fat embolism

0152

Bone marrow failure
Pancytopenia

0168

— 0 00 1A N A WN RN R=]—=[Q O WU HA WD~ D WND =[NV R WN =W ==

Constipation

Device related infection
Fistula

Gastrostomy

Ileal operation

Ileus

Intestinal perforation
Pneumonia
Pneumothorax
Thrombosis

158

End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes Yes
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
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Subject AEID Preferred Term Start date End date Relation Treatment emergent! After re-treatment visit
0170 1 Abdominal cavity drainage Unrelated Yes No
2 Abdominal pain Unrelated Yes No
3 Device related infection Unrelated Yes No
4 Diarrhoea Unrelated Yes No
5 Hypocalcaemia Unrelated Yes No
6 Pyrexia Unrelated Yes No
0172 1 Choledochectomy Unrelated Yes No
2 Cholelithiasis Unrelated Yes No
0173 1 Haematuria Unlikely related Yes No
2 Pancytopenia Probably related Yes No
3 Polyp Unlikely related Yes No
0177 1 Acute myeloid leukaemia Possibly related Yes No
0187 1 Hepatic neoplasm Unrelated Yes No
2 Metastases to liver Unrelated Yes No
0188 1 Pancytopenia Probably related Yes No
2 Pancytopenia Probably related Yes No
0191 1 Abdominal pain Unrelated Yes No
2 Abdominal pain Unrelated Yes No
3 Cholelithiasis Unrelated Yes No
0192 1 Analgesic therapy Unrelated Yes Yes
2 Gastrointestinal tube insertion Unrelated Yes No
3 Weight decreased Unrelated Yes No
0193 1 Cholecystectomy Unrelated Yes No
0195 1 Anaemia Unrelated Yes No
2 Catheter placement Unrelated Yes Yes
3 Colonoscopy Unrelated Yes No
4 Haemorrhage Unrelated Yes No
5 Hypersensitivity Unrelated Yes Yes
6 Polypectomy Unrelated Yes Yes
7 Renal disorder Unrelated No No
8 Spinal cord compression Unassessable Yes Yes
9 Type 1 diabetes mellitus Unrelated Yes Yes
1 Urinary tract infection Unrelated Yes No
0198 1 Diarrhoea Unrelated Yes No
0200 1 Pancytopenia Probably related Yes No
0201 1 Dyspnoea Unrelated Yes No
0203 1 Hepatectomy Unrelated Yes No
2 High frequency ablation Unrelated Yes No
3 Metastases to liver Unrelated Yes No

159




2.7.4 BRI

s
i
=

# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

0205

Pancytopenia
Pancytopenia

0209

Heart valve operation

0211

Constipation
Decreased appetite
Diarrhoea
Metastases to bone
Nausea

Pain

Vomiting

Wound dehiscence

0214

Abdominal pain
Dehydration
Hypercalcaemia
Nausea

Renal failure
Vomiting

0216

Carcinoid syndrome
Carcinoid syndrome
Dehydration
Diarrhoea

Malaise

Oedema

Pancytopenia

Renal impairment
Urinary tract infection
Weight decreased

0218

Ileus

0225

Dyspnoea

0229

Diarrhoea

0230

Anaemia
Biopsy liver
Haemorrhage
Hyponatraemia
Pancytopenia

0231

1
2
1
1
2
3
4
5
6
7
8
1
2
3
4
5
6
1
2
3
4
5
6
7
8
9
1
1
1
1
1
2
3
4
5
1
2

Dehydration
Diarrhoea

Start date

End date
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Relation Treatment emergent! After re-treatment visit
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Possibly related Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Probably related Yes No
Unrelated Yes Yes
Unrelated Yes Yes




2.7.4 BRI

R
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# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

Start date

0232

Appetite disorder
Enterostomy
Hyperbilirubinaemia
Pancytopenia

Small intestinal obstruction

0233

Gastric haemorrhage
Haematemesis

0236

Death

0240

Death
Dehydration
Depression

0241

Metastases to skin

0243

Arthritis bacterial
Death
Hydronephrosis
Joint destruction
Nephrostomy
Pneumonia

0244

Bladder neoplasm surgery
Constipation

0245

Anaemia
Nephrogenic anaemia
Tracheobronchial stent insertion

0246

Anaemia

Cardiac failure
Death

Dyspnoea
Dyspnoea

Epistaxis
Haemoptysis
Haemoptysis
Herpes zoster
Varices oesophageal

0248

Therapeutic embolisation

0249

Metastases to liver
Therapeutic embolisation

0250

1
2
3
4
5
1
2
1
1
2
3
1
1
2
3
4
5
6
1
2
1
2
3
1
2
3
4
5
6
7
8
9
1
1
1
2
1
2
3
4

Abdominal pain
Abdominal pain
Gastrointestinal perforation
Peritonitis

161

End date

Relation Treatment emergent! After re-treatment visit
Unlikely related Yes No
Unlikely related Yes No
Probably related Yes No
Probably related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
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# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

0251

Abdominal operation

Death

Duodenal ulcer haemorrhage
Infection

0252

Meniscus operation

0254

Brain tumour operation
Headache
Swelling

0255

Abdominal pain

0258

Chest injury
Wrist fracture

0259

Pancytopenia

0262

Gastric pH decreased

0263

Pancreatectomy
Splenectomy

0264

Adenocarcinoma
Colectomy
Intestinal anastomosis

0265

Ascites

Cardiac failure

Cardioversion

Dyspnoea

Tricuspid valve incompetence
Weight decreased

0266

Cytoreductive surgery
Death

Diarrhoea

Nausea

Pancytopenia
Vomiting

0270

Diarrhoea
Pleural effusion

0271

Bone pain
Constipation

0272

Inguinal hernia

0274

Anaemia
Anaemia
Melaena

0275

1
2
3
4
1
1
2
3
1
1
2
1
1
1
2
1
2
3
1
2
3
4
5
6
1
2
3
4
5
6
1
2
1
2
1
1
2
3
1
2

Transient ischaemic attack
Tumour pain

Start date

End date

162

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes Yes
Unrelated No No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Probably related Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Possibly related Yes No
Unlikely related Yes No
Unrelated Yes Yes
Unrelated Yes No




2.7.4 BRI

R
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# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

Start date

0276

Abdominal pain
Hypocalcaemia
Hypocalcaemia

Ileus paralytic
Myelodysplastic syndrome
Myelodysplastic syndrome
Pyrexia

Renal failure

0279

Hip surgery
Thrombocytopenia

0280

Aortic aneurysm
Hypoglycaemia
Stent placement

0281

Blood bilirubin increased

0282

Anaemia

Anaemia

Anaemia
Cardiomyopathy
Epistaxis

Oedema
Thrombocytopenia

0284

Cardiac disorder

0285

Abdominal pain
Chest pain
Constipation

0286

Acute phase reaction
Acute phase reaction
Acute phase reaction
Anaemia

Dehydration

Device related infection
Diarrhoea

Dyspnoea

Hepatic artery embolism

0288

Back pain
Metastases to central nervous system

0290

Diabetes mellitus

0292

Death
Pancytopenia

0293

1
2
3
4
5
6
7
8
1
2
1
2
3
1
1
2
3
4
5
6
7
1
1
2
3
1
2
3
4
5
6
7
8
9
1
2
1
1
2
1

Abdominal pain

163

End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Possibly related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related No No
Unlikely related Yes No
Unlikely related Yes No
Probably related Yes No
Unlikely related Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
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# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject AEID Preferred Term Start date End date Relation Treatment emergent! After re-treatment visit
0295 1 Abdominal pain Unrelated Yes No
2 Death Unrelated Yes No
3 Nausea Unrelated Yes No
4 Vomiting Unrelated Yes No
0296 1 Pancytopenia Probably related Yes No
0304 1 Bone marrow failure Probably related Yes No
2 Hypercalcaemia Unrelated Yes No
0306 1 Atherectomy Unrelated Yes No
2 Coronary angioplasty Unrelated Yes No
3 Stent placement Unrelated Yes No
0311 1 Pancytopenia Possibly related Yes No
0314 1 Cholecystectomy Unrelated Yes Yes
2 Cholelithiasis Unrelated Yes Yes
3 Cholelithotomy Unrelated Yes Yes
4 Dyspnoea Unrelated Yes Yes
5 Eye infection Unrelated Yes Yes
6 Intestinal obstruction Unrelated Yes Yes
7 Respiratory failure Unrelated Yes Yes
8 Urinary tract infection Unrelated Yes Yes
9 Viral test positive Unrelated Yes Yes
0316 1 Anaemia Unrelated Yes Yes
2 Pulmonary embolism Unrelated Yes Yes
3 Therapeutic embolisation Unrelated Yes Yes
0317 1 Diarrhoea Unrelated Yes Yes
2 Ileus paralytic Unrelated Yes Yes
3 Renal failure Unrelated Yes Yes
0318 1 Abdominal pain Possibly related Yes No
2 Chronic myelomonocytic leukaemia Probably related Yes No
3 Urinary tract infection Unrelated Yes No
0320 1 Pancytopenia Probably related Yes Yes
0332 1 Dehydration Unrelated Yes No
0336 1 Anaemia Probably related Yes No
2 Blood creatinine increased Probably related Yes No
3 Hyperparathyroidism Probably related Yes No
4 Metabolic acidosis Probably related Yes No
5 Renal failure Probably related Yes No
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# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

Start date

0341

Cardiogenic shock
Death

Myocardial infarction
Pancytopenia

Renal failure

0342

Myocardial infarction
Pancytopenia

0347

Abdominal pain
Cholecystectomy
Cholecystectomy
Leukopenia
Thrombocytopenia

0352

Anaemia

Fat embolism
Hyperglycaemia
Melaena

0353

Anaemia

Cachexia
Decreased appetite
Decreased appetite
Oropharyngeal pain
Pancytopenia
Physical disability
Pyrexia
Somnolence
Weight decreased

0355

Abdominal discomfort
Blood alkaline phosphatase increased
Blood bilirubin increased

0356

Dehydration
Diarrhoea

0357

Cachexia

0358

1
2
3
4
5
1
2
1
2
3
4
5
1
2
3
4
1
2
3
4
5
6
7
8
9
1
1
2
3
1
2
1
1
2
3
4
5

Abdominal discomfort
Cachexia

Dyspnoea
Pancytopenia

Pyrexia
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End date

Relation Treatment emergent! After re-treatment visit
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Possibly related Yes No
Probably related Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Probably related Yes No
Probably related Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unlikely related Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Probably related Yes Yes
Possibly related Yes No
Possibly related Yes No
Probably related Yes No
Possibly related Yes No
Unrelated Yes Yes
Probably related Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
before trt No No
before trt No No
before trt No No
Possibly related Yes No
before trt No No
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# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

0361

Abscess drainage
Bacteraemia

High frequency ablation
Liver abscess

Melaena

Metastases to liver
Pancreaticoduodenectomy
Pancytopenia

Plastic surgery

Spleen disorder

0364

Anaemia
Biopsy bone marrow

0365

Back pain

Cognitive disorder
Metastatic pain
Nausea

Renal tumour excision
Vomiting

0367

Tumour excision

0368

Dehydration

Diarrhoea

Hepatic function abnormal
Pain

Syncope

0369

Death
Dyspnoea
Pneumonia

0370

Hysterectomy

0374

Anaemia

0377

Cranial operation

0378

Tricuspid valve stenosis

0380

Abdominal pain
Bradycardia
Cholecystitis
Dyspnoea
Hyperhidrosis

0381

Death

0382

1
2
3
4
5
6
7
8
9
1
1
2
1
2
3
4
5
6
1
1
2
3
4
5
1
2
3
1
1
1
1
1
2
3
4
5
1
1
2

Pollakiuria
Pyrexia

Start date

End date
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Relation Treatment emergent! After re-treatment visit
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Possibly related Yes Yes
Unrelated Yes No
Unassessable Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No




%% 2.7.4.7-6
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EHERAAEEG S (Erasmus MC 5% : SAF, 77 % N) (Fix)

L7 AV AE IS

Subject

AEID Preferred Term

Start date

0385

Abdominal pain
Anaemia
Dehydration
Diarrhoea
Hypopituitarism
Nausea
Thrombocytopenia
Vomiting

0389

Pancytopenia

0390

Cytoreductive surgery
Lymphangitis
Radiotherapy
Respiratory disorder

0392

Ankle fracture
Knee arthroplasty

0395

Laparotomy

0397

Headache
Metastases to liver
Pneumonia
Vomiting

0398

Chest pain
Pancytopenia

0399

Abscess drainage
Anaemia

Carcinoid syndrome
Carcinoid syndrome
Dehydration
Thrombocytopenia

0400

Hydrocholecystis
Pancytopenia

0405

Back pain

Death

Diabetes mellitus
Hepatic failure

0409

Pancreatitis

0410

1
2
3
4
5
6
7
8
1
1
2
3
4
1
2
1
1
2
3
4
1
2
1
2
3
4
5
6
1
2
1
2
3
4
1
1
2
3
4
5

Ileectomy

Intestinal anastomosis
Intestinal obstruction
Small intestinal obstruction
Small intestinal obstruction
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End date

Relation Treatment emergent! After re-treatment visit
Unlikely related Yes No
Probably related Yes No
Unrelated No No
Unrelated No No
Unlikely related Yes No
Unrelated No No
Probably related Yes No
Unrelated No No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes Yes
Probably related Yes Yes
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
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# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Hepatic embolisation
Hepatic embolisation
Hospitalisation
Hypercalcaemia
Metastases to liver
Pancytopenia
Pancytopenia
Pleurisy

Subject AEID Preferred Term
0415 1 Hypoglycaemia
2 Phaeochromocytoma
3 Pleural effusion
0416 1 Myelodysplastic syndrome
2 Oesophageal ulcer
0420 1 Cataract operation
0423 1 Asthenia
2 Cerebral infarction
3 Diarrhoea
4 Exomphalos
5 Gastroenteritis
6 Intraocular lens implant
0425 1 Abdominal cavity drainage
2 Death
0427 1 Lower limb fracture
2 Lower limb fracture
3 Mastectomy
4 Metastases to central nervous system
0431 1 Tumour excision
0432 1 Thyroid disorder
0442 1 Anaemia
2 Blood bilirubin increased
3 Pancytopenia
4 Pancytopenia
5 Pancytopenia
0443 1 Arrhythmia
2 Cholecystitis acute
0444 1 High frequency ablation
0446 1 Tumour excision
0453 1 Fluid replacement
2
3
4
5
6
7
8
9
1

Pneumonia

Start date

End date

168

Relation Treatment emergent! After re-treatment visit
Unrelated Yes Yes
Unrelated No No
Unrelated No No
Probably related Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Probably related Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Unlikely related Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unassessable Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Probably related Yes No
Probably related Yes Yes
Unrelated Yes No
Unrelated Yes No




%% 2.7.4.7-6

2.7.4 BRI

s
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=

EHERAAEEG S (Erasmus MC 5% : SAF, 77 % N) (Fix)

L7 AV AE IS

Subject

AEID Preferred Term

Start date

0455

Alpha interferon therapy
Device occlusion
Device occlusion
Device occlusion

Stent placement

0456

Thrombocytopenia

0457

Cholelithiasis
Gallbladder operation

0459

Meningioma
Metastases to eye
Visual impairment

0460

Ureteric calculus removal

0462

Death
Metastasis
Radiotherapy

0463

Anaemia
Cytoreductive surgery
Embolism

0469

Mental impairment

0470

Myocardial infarction

0473

Anaemia
Anaemia
Apraxia

Death

Gait disturbance
Speech disorder

0475

Cachexia
Death
Dehydration

0476

Hypotension
Syncope

0482

1
2
3
4
5
1
1
2
1
2
3
1
1
2
3
1
2
3
1
1
1
2
3
4
5
6
1
2
3
1
2
1
2
3
4
5
6
7
8
9

Cancer surgery
Cardiomyopathy
Cerebellar tumour
Cerebrospinal fluid leakage
Dizziness

Endocrine disorder
Headache

Headache

Hypertension

End date

169

Relation Treatment emergent! After re-treatment visit
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Unlikely related Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
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# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

Start date

10
11
12
13
14
15

Metastases to central nervous system

Nausea

Pulmonary embolism
Vomiting

Vomiting

Vomiting

0492

1

Bile duct stenosis

Bile duct stent insertion
Bile duct stent insertion
Delirium

Pancytopenia
Pneumonia

Prosthesis implantation
Pyrexia

0493

Abdominal cavity drainage
Abdominal cavity drainage
Ascites

Cerebral infarction
Cerebrovascular accident
Gastrointestinal haemorrhage
Gastrointestinal tube insertion
Melaena

Oedema

0494

Pancytopenia

0495

Cholelithiasis
Dehydration
Dehydration
Dyspnoea
Pneumonia
Pyrexia

Spinal cordotomy

0496

Abdominal pain upper

0497

01N DA WD —RI[9 WD WD —=[—|0O0J NI WND—~[oJ W b W

Abdominal pain upper
Amnesia

Cachexia

Dehydration

Diarrhoea

Fatigue

Hepatic function abnormal
Hepatic pain

170

End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
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# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Start date

Subject AEID Preferred Term
9 Malaise
10 Nausea
11 Pancytopenia
12 Pyrexia
13 Pyrexia
14 Pyrexia
0498 1 Pancytopenia
0499 1 Abdominal cavity drainage
2 Dehydration
3 Pancytopenia
0500 1 Abdominal pain
2 Acute myeloid leukaemia
3 Anaemia
4 Anaemia
5 Constipation
6 Constipation
7 Gastric perforation
8 Gastrointestinal surgery
9 Myelodysplastic syndrome
10 Phlebitis
11 Pneumonia
12 Polypectomy
13 Subileus
14 Transfusion
15 Transfusion
0502 1 Cardiac failure
2 Dyspnoea
3 Haematuria
4 Hospitalisation
5 Pancytopenia
0503 1 Death
0505 1 Cachexia
2 Escherichia infection
3 Hepatic enzyme increased
4 Pyrexia
0511 1 Cholecystectomy
0513 1 Diarrhoea
2 Pancytopenia

171

End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes Yes
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Probably related Yes No
Unrelated Yes Yes
Possibly related Yes Yes
Probably related Yes Yes
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No




2.7.4 BRI
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# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

Start date

0517

Cerebral haemorrhage
Deep vein thrombosis
Knee arthroplasty
Limb operation

0519

Chronic myeloid leukaemia

0521

Coronary angioplasty
Death

Dyspnoea

Dyspnoea

Myocardial infarction
Pneumothorax
Thoracic operation
Tricuspid valve repair

0523

Abdominal pain

Catheter placement
Intestinal operation
Myelodysplastic syndrome
Pancytopenia

Renal impairment
Urosepsis

0524

Embolism
Thrombosis

0525

Abscess drainage
Enterostomy

Ileal stenosis
Intestinal resection
Malaise

Oedema

Oedema

0526

Anaemia
Thrombocytopenia

0528

Biliary dilatation
Endoscopic retrograde cholangiopancreatography

0531

Cyanosis
Death
Haemorrhage
Pyrexia

0533

1
2
3
4
1
1
2
3
4
5
6
7
8
1
2
3
4
5
6
7
1
2
1
2
3
4
5
6
7
1
2
1
2
1
2
3
4
1
2
3

Anaemia
Endoscopy upper gastrointestinal tract
Gastric haemorrhage

172

End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
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L7 AV AE IS

Subject

AEID Preferred Term

Start date

0534

Abdominal cavity drainage
Abdominal cavity drainage
Abdominal cavity drainage

0536

Headache
Hydrocephalus

Metastases to central nervous system

Nausea
Somnolence
Vomiting

0539

Abdominal pain
Hydronephrosis
Renal impairment

0541

1
2
3
1
2
3
4
5
6
1
2
3
1
2
3
4
5
6
7
8

9

10
11
12
13
14
15
16
17

Abdominal cavity drainage
Anaemia

Breast cancer

Breast lump removal
Duodenal ulcer

Duodenal varices

Dyspnoea

Gastric varices haemorrhage
Gastrointestinal haemorrhage
Gastrointestinal surgery
Hypotension

Large intestinal haemorrhage
Mallory-Weiss syndrome
Melaena

Radiotherapy

Syncope

Telangiectasia

0542

Death

0553

Pain

0554

Diarrhoea

0556

Pancytopenia

0557

Anal fistula
Enterostomy
Intestinal obstruction
Wound dehiscence

0561

Hyponatraemia

0563

Blood glucose fluctuation

0567
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Cerebral infarction

173

End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No




2.7.4 BRI

R

vy

# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

0569

Cerebral infarction
Epilepsy
Pneumonia

0570

Chest pain

Cough

Dyspnoea

Hypoxia
Leukocytosis
Myocardial infarction
Productive cough
Tachycardia

0572

Intestinal obstruction

0574

Diarrhoea
Pain

0575

Adhesiolysis

Bladder catheterisation
Enterostomy
Enterostomy

Ileus

Nephrostomy

Urethral stenosis

0577

—_ o

Abdominal pain
C-reactive protein increased
Choking sensation
Feeling abnormal
Hypotension

Nausea

Pyrexia

Syncope

Tumour lysis syndrome
Tumour lysis syndrome
Vomiting

0579

Gastritis

Impaired gastric emptying
Malignant neoplasm progression
Pyrexia

0581

1
2
3
1
2
3
4
5
6
7
8
1
1
2
1
2
3
4
5
6
7
1
2
3
4
5
6
7
8
9
1
1
1
2
3
4
1
2
3
4

Cerebrovascular accident

Metastases to central nervous system
Paralysis

Spinal cord injury

Start date

174

End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No




2.7.4 BRI

R

vy

# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

Start date

0585

Dehydration

General physical health deterioration

Hypercalcaemia
Nausea
Vomiting

0586

Cholangitis

Infection

Liver function test abnormal
Pyrexia

0587

Chest pain
Musculoskeletal pain

0588

Abdominal discomfort
Abdominal pain
Abdominal rigidity
Enterostomy

Nausea

Vomiting

0591

Cytoreductive surgery
Dehydration

Diarrhoea

Diarrhoea

Diarrhoea

Electrolyte imbalance
Mastectomy
Musculoskeletal chest pain

0594

Bone marrow failure
Pancytopenia

0595

Abdominal pain upper
Cholecystectomy
Hepatic function abnormal

0596

Stoma site reaction

0598

Death

0599

Eye operation
Pancytopenia

0600

Multiple endocrine neoplasia

0601

Pancytopenia

0602

1
2
3
4
5
1
2
3
4
1
2
1
2
3
4
5
6
1
2
3
4
5
6
7
8
1
2
1
2
3
1
1
1
2
1
1
1
2
3
4

Cytoreductive surgery
Cytoreductive surgery
Death

Dehydration

175

End date

Relation Treatment emergent! After re-treatment visit
Probably related Yes No
Unrelated Yes No
Probably related Yes No
Possibly related Yes No
Possibly related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No




2.7.4 BRI

R

vy

# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

Start date

Diarrhoea
Vomiting

0604

Anaemia
Myelodysplastic syndrome

0605

Ascites

Calculus bladder

Implant site extravasation
Malignant melanoma
Oedema peripheral

Renal stone removal

0607

Ascites
Death
Dyspnoea

General physical health deterioration

Local swelling
Sinus tachycardia

0613

Carcinoid syndrome
Death
Thrombocytopenia

0615

Death

0702

Abdominal pain

Diarrhoea

Ileus

Pancytopenia

Small intestinal obstruction

0703

Thrombocytopenia

0704

Anaemia
Cerebellar haemorrhage
Transfusion

0705

High frequency ablation
Respiratory tract infection
Squamous cell carcinoma

0706

Rectal haemorrhage
Transfusion

0709

Venous stent insertion

0710
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Inguinal hernia
Pneumonia
Pneumonia

176

End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unassessable Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Possibly related Yes No
Possibly related Yes Yes
Unrelated Yes Yes
Possibly related Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No




2.7.4 BRI

R

vy

# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

Start date

0715

Constipation
Cystitis
Dehydration
Malaise

0716

Constipation
Enterostomy

Ileus

Ileus

Thoracic cavity drainage
Urosepsis

0717

Blood glucose increased

0718

_ o

Abdominal cavity drainage
Abdominal cavity drainage

Abdominal pain
Ascites

Ascites

Ascites

Ascites
Constipation
Metastatic pain
Metastatic pain
Pain

0721

Atelectasis
High frequency ablation
High frequency ablation
Leukopenia
Pneumonia

0724

Abdominal pain upper
Food poisoning
Pain

0725

Disorientation
Disorientation
Pyrexia

0726

Abdominal pain
Vomiting

0728

1
2
3
4
1
2
3
4
5
6
1
1
2
3
4
5
6
7
8
9
1
1
1
2
3
4
5
1
2
3
1
2
3
1
2
1
2
3
4

Atrial fibrillation
Haemorrhage
Motor dysfunction
Sinusitis

177

End date

Relation Treatment emergent! After re-treatment visit
Possibly related Yes No
Possibly related Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related No No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Probably related Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No




2.7.4 BRI

s
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# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

0729

Bile duct stent insertion
Chills

Cholestasis

Hepatic congestion
Pyrexia

Stent placement

0731

Abdominal pain upper
Cholecystectomy
Cholecystitis
Cholecystitis

Hepatic enzyme abnormal

0734

Arthralgia

Hepatic pain
Influenza
Musculoskeletal pain
Pancytopenia
Pyrexia

0737

1
2
3
4
5
6
1
2
3
4
5
1
2
3
4
5
6
1
2
3
4
5
6
7
8

9

10
11
12
13
14
15

Atrial fibrillation
Cardiac asthma
Cardiac failure chronic
Coronary artery bypass
Gastrointestinal haemorrhage
Hepatic necrosis
Hypoglycaemia
Jaundice

Localised infection
Oedema

Pancytopenia
Pneumonia

Renal failure

Renal failure

Renal failure

0740

Cholecystectomy

0743

Cardiac failure

0747

Spinal cord compression

0748

Calculus urinary

0749
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Anaemia
Transfusion

Start date

End date

178

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No




2.7.4 BRI

R

vy

# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

Start date

0750

Cholestasis

Haemorrhage
Hypotension

Intestinal obstruction
Pancreaticoduodenectomy
Stent placement

0756

1
2
3
4
5
6
1
2
3
4
5
6
7
8

9

10
11
12
13
14
15
16
17

Abdominal pain

Anuria

Atrial fibrillation

Atrial fibrillation

Atrial flutter

Cardioversion

Cardioversion

Cardioversion

Epistaxis

Hypotension

Malaise

Pneumonia aspiration
Polymyalgia rheumatica
Renal impairment

Tricuspid valve incompetence
Tricuspid valve incompetence
Tricuspid valve replacement

0757

—_

Breast operation

0759

Disorientation
Hyponatraemia
Nausea

Pelvic pain

0761

Hepatotoxicity

Ileus

Large intestine anastomosis
Pulmonary toxicity

0766

Dyspnoea
Pyrexia

0770

Pancytopenia

0776
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Cholecystectomy
Hypokalaemia
Pancreatectomy
Splenectomy

179

End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No




2.7.4 BRI

R

vy

# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

Start date

0781

Cholecystitis infective
Intestinal operation

0783

Angina pectoris
Cervical vertebral fracture
Fall

0785

Anaemia
Thrombocytopenia
Transfusion

0786

Cardiac failure
Haemolysis

Intestinal stent insertion
Pneumonia
Thrombocytopenia
Urinary tract infection

0788

Febrile neutropenia
Pancytopenia

0790

Cardiac pacemaker insertion
Fall

0791

Herpes zoster
Pneumonia

0792

Cardiac failure

Dyspnoea

Fall

Haemorrhage

Mitral valve incompetence

0794

Acute leukaemia
Myelodysplastic syndrome

0797

Carcinoid tumour
Cholecystectomy
Cholelithiasis

Cholelithiasis

Pulmonary valve replacement
Tricuspid valve replacement

0801

Abdominal pain
Constipation
Hypotension

Pain

Venous stent insertion

0803

1
2
1
2
3
1
2
3
1
2
3
4
5
6
1
2
1
2
1
2
1
2
3
4
5
1
2
1
2
3
4
5
6
1
2
3
4
5
1
2

Diarrhoea
Metastases to lung

180

End date

Relation Treatment emergent! After re-treatment visit
Unlikely related No No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Probably related Yes Yes
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes Yes
Probably related Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Probably related Yes No
Unrelated Yes Yes
Probably related Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated No No
Unrelated Yes No




2.7.4 BRI

R

vy

# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

Start date

0804

Carcinoid crisis
Carcinoid crisis
Chills

Delirium
Dyspnoea
Gastroenteritis
Pyrexia
Swelling face

0806

Cardiac failure

Deep vein thrombosis
Delirium
Malnutrition

0807

Diarrhoea
Lymphadenectomy
Metastases to lymph nodes

0809

Carcinoid syndrome
Cardiac failure

0827

Jaundice
Pyrexia

0831

Biopsy bone
Pancytopenia
Transfusion

0835

Abdominal pain

0836

Pancytopenia

0839

Dental operation
Thrombocytopenia
Tooth fracture

0840

Pain in extremity
Pulmonary embolism
Pyrexia

0841

Heart valve replacement
Hypotension

Neoplasm malignant
Pneumonia

0842

Leukopenia

0844

1
2
3
4
5
6
7
8
1
2
3
4
1
2
3
1
2
1
2
1
2
3
1
1
1
2
3
1
2
3
1
2
3
4
1
1
2
3

Hypercalcaemia
Malignant neoplasm progression
Malignant neoplasm progression

181

End date

Relation Treatment emergent! After re-treatment visit
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated No No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Probably related Yes No
Unlikely related Yes Yes
Unrelated Yes No
Unrelated Yes Yes




2.7.4 BRI
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# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

0845

Inguinal hernia repair
Inguinal hernia repair
Parathyroidectomy

0850

Malaise
Nausea
Vomiting

0853

Cystitis
Prostatectomy

0854

Diarrhoea

Diarrhoea

Diarrhoea

Diarrhoea
Enterobacter infection
Hyperthyroidism
Nausea

Urinary tract infection
Weight decreased

0857

Anaemia

Cancer pain

Cancer pain
Constipation
Constipation
Constipation
Neoplasm progression
Pain

Pain

Pyrexia

0858

Dehydration
Epilepsy
Hypoglycaemia
Hypoglycaemia
Hypoglycaemia
Renal impairment
Stupor

0865
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Abdominal pain
Abdominal pain
Ileus

Subileus
Vomiting

Start date

End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No

182
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# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

Start date

0866

Blood catecholamines
Blood catecholamines
Blood catecholamines
Orthostatic hypotension
Orthostatic hypotension
Orthostatic hypotension
Orthostatic hypotension

0867

Chest pain
Haematemesis
Pancytopenia
Transfusion
Transfusion

0878

Dehydration

0884

Anaemia

Atrial fibrillation
Malaise

Pancytopenia
Tricuspid valve disease

0886

Abdominal pain
Dyspnoea
Jaundice

0887

Constipation
Hypercalcaemia
Nausea

0891

Biopsy bone marrow
Diarrhoea

Myelodysplastic syndrome

0892

Ascites
Hydronephrosis
Osteoporosis
Pancytopenia

0894

1
2
3
4
5
6
7
1
2
3
4
5
1
1
2
3
4
5
1
2
3
1
2
3
1
2
3
1
2
3
4
1
2
3
4
5
6
7
8

Abscess drainage
Colectomy

Gallbladder perforation
Hepatectomy

Hernia

Ileus

Pulmonary sepsis
Pyrexia

183

End date

Relation Treatment emergent! After re-treatment visit
Unrelated No No
Possibly related Yes No
Possibly related Yes No
Unrelated No No
Unrelated Yes No
Possibly related Yes No
Possibly related Yes No
Possibly related Yes No
Possibly related Yes No
Probably related Yes No
Possibly related Yes No
Possibly related Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Unrelated Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No




2.7.4 BRI

R
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# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

Start date

0896

Jaundice
Jaundice

0900

Angioplasty

Coronary arterial stent insertion

Empyema
Myocardial infarction
Pneumonia

0901

High frequency ablation
Malaise

0908

Death

Decreased appetite
Dehydration
Diarrhoea

Nausea

Vomiting

0909

Cholelithiasis
Interstitial lung disease

0911

Uterine prolapse

0912

Diarrhoea
Flushing
Malaise

0913

Cholangitis
Cholecystectomy
Cholecystitis infective
Mass excision

Transient ischaemic attack

0918

Condition aggravated

0920

Loss of consciousness
Malaise

0924

Tendon rupture

0926

Brain tumour operation
Cerebral ischaemia
Hypernatraemia
Pneumocephalus
Urinary tract infection

0927

1
2
1
2
3
4
5
1
2
1
2
3
4
5
6
1
2
1
1
2
3
1
2
3
4
5
1
1
2
1
1
2
3
4
5
1
2
3
4
5

Diarrhoea
Fatigue
Flushing
Syncope
Vomiting

End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No

184
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R
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:SAF, 7% N) (bix)

L7 AV AE IS

Subject

AEID Preferred Term

Start date

0932

Diarrhoea

0934

Pancytopenia

0935

Ascites

Bone marrow tumour cell infiltration

Flank pain
Haematemesis
Hypophagia
Oedema

0939

Cholecystectomy

0940

Pneumonia
Pneumonia

0942

Abdominal cavity drainage
Abdominal cavity drainage
Abdominal pain upper
Constipation

Decreased appetite

Malignant neoplasm progression
Pain

Tumour compression

0943

Foot fracture
Hip fracture

0945

Cholelithiasis

0949

Abdominal pain
Malignant neoplasm progression

0952

Ascites

Myelodysplastic syndrome
Oedema peripheral
Pancytopenia

Pulmonary valve replacement
Tricuspid valve replacement

0954

Haemoglobin decreased
Platelet count decreased
Transfusion

0957

Gastrointestinal infection

0959

Anaemia

0961

Gastric ulcer

0964

1
1
1
2
3
4
5
6
1
1
2
1
2
3
4
5
6
7
8
1
2
1
1
2
1
2
3
4
5
6
1
2
3
1
1
1
1
2
3
4

Decreased appetite
Dehydration
Diarrhoea

Malaise

185

End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Possibly related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated No No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Possibly related Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No




3 2.7.4.7-6 EELRAEFRL—E (Erasmus MC Rk
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R
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:SAF, 7% N) (bix)

L7 AV AE IS

Subject

AEID Preferred Term

Start date

Malignant neoplasm progression

Nausea
Renal impairment

0965

Metastases to central nervous system

0966

Pancytopenia

0967

Abdominal pain

0968

Pneumonia pneumococcal

0973
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Aortic valve incompetence
Aortic valve replacement
Atrial septal defect

Atrial septal defect repair
Cardiac failure

Cardiac failure

Cardiac failure
Constipation

Diagnostic procedure
Diarrhoea

Dizziness

Dyspnoea

Orthopnoea

Pleural effusion

Renal impairment

Tricuspid valve incompetence
Tricuspid valve replacement

0974

Myelodysplastic syndrome

0992

—_ | —_

Catheterisation cardiac
Palpitations

0993

Atrial fibrillation
Thrombocytopenia
Transfusion

0995

Abdominal pain lower
Constipation

0996
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Ecchymosis

Inferior vena cava syndrome
Pulmonary embolism
Subileus

Thrombocytopenia
Thrombocytopenia

186

End date

Relation Treatment emergent! After re-treatment visit
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Possibly related Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
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# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term Start date End date

0997

Abdominal discomfort

Abdominal pain

Abdominal pain

Diagnostic procedure

Escherichia urinary tract infection
Inappropriate antidiuretic hormone secretion
Metastatic pain

Normochromic normocytic anaemia
Transient ischaemic attack

0999

Fall

Jaw fracture
Pancytopenia

Skull fracture
Upper limb fracture
Upper limb fracture

1001

Ankle fracture
Fall

Fall
Hypotension
Syncope

1004

Pain

1007

Nausea

Nausea

Pain

Pain

Transient ischaemic attack
Vomiting

1009

Diarrhoea
Hypoglycaemia
Nausea

1011

Malaise

1012

Hepatic embolisation
Hepatic embolisation
Pyrexia

Sepsis

1013

Death

1014

Colitis

1015

1
2
3
4
5
6
7
8
9
1
2
3
4
5
6
1
2
3
4
5
1
1
2
3
4
5
6
1
2
3
1
1
2
3
4
1
1
1

Vascular encephalopathy

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes Yes
Possibly related Yes Yes
Probably related Yes Yes
Possibly related Yes Yes
Unrelated Yes No
Probably related Yes Yes
Unrelated No No
Unrelated No No
Unrelated No No
Possibly related Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No

187
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# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

Start date

1016

Anaemia

Blood glucose abnormal
Bronchopneumonia
Diarrhoea

Fall

Injury

Lobar pneumonia

Necrolytic migratory erythema

Renal failure

Rib fracture
Thrombocytopenia
Visual field defect

1019

Abdominal pain
Epilepsy

Flushing

Localised oedema
Oedema peripheral
Tumour lysis syndrome

1024

Aspiration pleural cavity
Pleural effusion
Pleural effusion
Thoracic cavity drainage

1026

Abdominal hernia

1029

Thrombocytopenia

1034
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Anaemia
Colonoscopy
Melaena

Myelodysplastic syndrome

Transfusion
Transfusion
Transfusion
Transfusion
Transfusion
Transfusion
Transfusion
Transfusion

1038

1

Appendicitis

1040

1

Pneumonitis

188

End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated No No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes Yes
Unrelated Yes Yes
Possibly related Yes Yes
Probably related Yes Yes
Probably related Yes Yes
Possibly related Yes Yes
Possibly related Yes Yes
Possibly related Yes Yes
Possibly related Yes Yes
Probably related Yes Yes
Probably related Yes Yes
Possibly related Yes Yes
Unrelated Yes No
Unrelated Yes Yes
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# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

1043

Cholangitis

Cholangitis

Duodenal sphincterotomy
Myelodysplastic syndrome
Pancytopenia

Sepsis

Sepsis

Sepsis

1046

Abdominal pain

1048

Cholangitis

Cholestasis

Diarrhoea

Duodenal sphincterotomy
Pancreatic stent placement
Pancreatic stent placement
Sepsis

1052

Pancytopenia

1053

Pancytopenia

1058

Pancytopenia
Urosepsis

1066

Pancytopenia

1068

Death
Hepatic failure

1069

1
2
3
4
5
6
7
8
1
1
2
3
4
5
6
7
1
1
1
2
1
1
2
1
2
3
4
5
6
7
8

9

10
11
12
13
14
15
16
17

Abdominal pain
Abdominal pain
Bradycardia
Cholangitis
Device occlusion
Gastroenteritis
Infected neoplasm
Nausea

Nausea

Pain

Pneumonia
Pyrexia

Pyrexia

Renal impairment
Renal impairment
Vomiting
Vomiting

Start date

End date

189

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Unlikely related Yes No
Possibly related Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
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# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

18

Vomiting

1078

—_

Decreased appetite
Diarrhoea

Nausea

Ophthalmic herpes zoster
Weight decreased

1079

Back pain
Musculoskeletal pain
Pain in extremity
Pain in extremity

1084

Cholestasis
Lip and/or oral cavity cancer
Oral surgery

1089

Constipation

1090

Abdominal pain upper
Dyspnoea
Gastric ulcer perforation

1091

Dehydration
Pancytopenia

1093

Dizziness
Malaise

1098

Constipation
Pyrexia
Urinary incontinence

1100

Constipation

Haemoglobin decreased
Liver function test abnormal
Pyrexia

1104

Abdominal pain upper
Diarrhoea
Nausea

1105

Diarrhoea
Pneumonia

1106

Craniotomy
Metastases to central nervous system

1117
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Ascites

Dialysis
Hypercalcaemia
Myocardial infarction
Pancytopenia

Start date

End date

190

Relation Treatment emergent! After re-treatment visit
Unrelated Yes Yes
Possibly related Yes Yes
Possibly related Yes Yes
Possibly related Yes Yes
Possibly related Yes Yes
Possibly related Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
Possibly related Yes No
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# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

Start date

Pancytopenia
Somnolence

1123

Abdominal cavity drainage

Ascites

Diarrhoea

Medical observation
Oedema peripheral

Social stay hospitalisation
Vomiting

1124

Cardiac failure
Cardiac failure
Cardiac failure

Tricuspid valve replacement

1126

Constipation
Vomiting

1133

Diarrhoea
Hyponatraemia
Pain

Pyrexia

1136

Angina pectoris
Arthritis

Myelodysplastic syndrome

Pancytopenia
Pancytopenia
Renal haemorrhage
Transfusion

1140

Abdominal pain
Eating disorder
Hyperbilirubinaemia
Ileus

Vascular graft

1141

Cerebrovascular disorder
Gait disturbance
Memory impairment

1142

Carcinoid crisis

1143

Flushing
Malaise

1145
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Thrombocytopenia

191

End date

Relation Treatment emergent! After re-treatment visit
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No




2.7.4 BRI

s
i
=

# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

1146

Diarrhoea
Pyrexia
Vomiting

1150

Hepatectomy

High frequency ablation
High frequency ablation
Pancreatectomy
Pancytopenia
Procedural pain
Splenectomy

1157

Coordination abnormal
Hydronephrosis
Intestinal obstruction
Intestinal obstruction
Mastitis

1158

Transient ischaemic attack

1161

Confusional state
Pruritus
Pruritus
Tremor

1163

Mastoiditis
Otitis media acute
Pancytopenia

1164

Anaemia
Tumour excision

1167

Exomphalos
Varicose vein

1169

Abdominal pain
Abnormal behaviour
Hypercalcaemia
Hypercalcaemia
Jaundice

Pyrexia

Pyrexia

Tumour compression

1172

1
2
3
1
2
3
4
5
6
7
1
2
3
4
5
1
1
2
3
4
1
2
3
1
2
1
2
1
2
3
4
5
6
7
8
1
2
3
4

Constipation

Haemoglobin decreased
Malignant neoplasm progression
Oedema peripheral

Start date

End date

192

Relation Treatment emergent! After re-treatment visit
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
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# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

Start date

1174

Abdominal pain
Abdominal pain
Constipation
Constipation
Vomiting
Vomiting

1176

Anaemia

Malaise

Myelodysplastic syndrome
Pain

Pain in extremity
Pneumonia

Vomiting

1180

Spinal fracture

1186

Abdominal pain
Malaise

1187

Ileus

1195

Abdominal cavity drainage
Abdominal cavity drainage
Abdominal pain

Anaemia

Dizziness

Flushing

Nausea

1196

Abdominal pain
Constipation

Gastrointestinal tube insertion

Vomiting

1197

Fatigue
Jaundice

1199

Abdominal pain
Candida infection
Cystitis
Diarrhoea
Diarrhoea
Haematuria
Jaundice

1206

1
2
3
4
5
6
1
2
3
4
5
6
7
1
1
2
1
1
2
3
4
5
6
7
1
2
3
4
1
2
1
2
3
4
5
6
7
1
2
3

Abscess
Ascites
Cholecystectomy

End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Probably related Yes No
Possibly related Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Possibly related Yes No
Possibly related Yes No
Possibly related Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
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# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject AEID Preferred Term Start date End date Relation Treatment emergent! After re-treatment visit
4 Gallbladder operation Unrelated Yes No
5 Stent placement Unrelated Yes No
6 Stent removal Unrelated Yes No
7 Stent removal Unrelated Yes No
1207 1 Acute myocardial infarction Unrelated Yes No
2 Coronary arterial stent insertion Unrelated Yes No
3 Malaise Unrelated Yes No
1208 1 Pyrexia Possibly related Yes No
1210 1 Hypokalaemia Unrelated Yes No
1214 1 Parkinsonism Unrelated Yes No
2 Thrombocytopenia Unrelated Yes No
1215 1 Pancytopenia Probably related Yes No
1217 1 Lymphadenectomy Unrelated Yes No
2 Mastectomy Unrelated Yes No
1219 1 Abdominal pain Unrelated Yes No
2 Subileus Unrelated Yes No
1220 1 Diarrhoea Unrelated Yes No
2 Diarrhoea Unrelated Yes No
3 Hypocalcaemia Unrelated Yes No
4 Hypokalaemia Unrelated Yes No
5 Hypomagnesaemia Unrelated Yes No
6 Hypophagia Unrelated Yes No
7 Malaise Unrelated Yes No
8 Weight decreased Unrelated Yes No
1223 1 Abdominal abscess Unrelated Yes No
2 Pancreatic carcinoma Unrelated Yes No
1225 1 Device occlusion Unrelated Yes No
2 Sepsis Unrelated Yes No
1228 1 Cerebral haemorrhage Unrelated Yes No
2 Epilepsy Unrelated Yes No
3 Epilepsy Unrelated Yes No
1229 1 Fall Unrelated Yes No
2 Hip fracture Unrelated Yes No
3 Wrist fracture Unrelated Yes No
1231 1 Dehydration Unrelated Yes No
2 Malnutrition Unrelated Yes No
3 Neoplasm progression Unrelated Yes No

194
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# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

Start date

1232

Dehydration
Diarrhoea
Hypotension
Vomiting

1233

Cardiac operation

1235

Cholecystectomy
Cholecystitis acute

1240

Pancytopenia
Slow speech
VIIth nerve paralysis

1245

Dehydration

1246

Anaemia

Delirium

Influenza
Staphylococcal infection
Thrombocytopenia
Thrombosis

Venous stent insertion

1248

Abdominal cavity drainage
Anaemia

Ascites

Ileocolic bypass

Pleural effusion

Pleural fluid analysis
Pleurodesis

Transfusion

1256

Abdominal pain upper
Anaemia

Cough

Flank pain

Ileus

Malaise

Pyrexia

Streptococcal bacteraemia
Tumour lysis syndrome

1258

1
2
3
4
1
1
2
1
2
3
1
1
2
3
4
5
6
7
1
2
3
4
5
6
7
8
1
2
3
4
5
6
7
8
9
1
2
3

Diarrhoea
Fatigue
Malaise

195

End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Probably related Yes Yes
Unlikely related Yes No
Probably related Yes Yes
Probably related Yes Yes
Probably related Yes Yes
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No
Possibly related Yes No
Unlikely related Yes No
Unlikely related Yes No
Probably related Yes No
Unlikely related Yes No
Unlikely related Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
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# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

1259

Diarrhoea
Nausea
Vomiting

1261

Pancreaticoduodenectomy
Venous haemorrhage

1262

Renal stone removal

1264

Abdominal cavity drainage

1266

Diabetes mellitus
Viral infection

1267

Aneurysm

Aneurysm repair
Cerebrospinal fluid drainage
Cerebrovascular disorder
Pancreaticoduodenectomy
Stent placement

Urosepsis

1269

Abdominal cavity drainage
Cholecystectomy

Death

Malaise

Pain

1271

Anaemia

Bile duct stent insertion
Bile duct stent insertion
Bile duct stent insertion
Chills

Chills

Cholangitis

Cholangitis

Cholangitis

Cholangitis
Cholecystectomy
Device occlusion
Device occlusion
Device occlusion
Device occlusion
Device occlusion
Device occlusion
Device occlusion
Hepatic steatosis

Start date

End date

196

Relation Treatment emergent! After re-treatment visit
Possibly related Yes Yes
Possibly related Yes Yes
Possibly related Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
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L7 AV AE IS

Subject

AEID Preferred Term

Start date

20
21
22
23
24

Hypercalcaemia
Pneumonia
Pyrexia

Pyrexia
Transfusion

1273

Fall
Wrist fracture

1278

Diarrhoea

Diarrhoea

Malignant neoplasm progression
Metastases to bone

Prostate cancer

1280

Carcinoid syndrome

Chronic obstructive pulmonary disease
Dehydration

Diarrhoea

Leukopenia

Malaise

Malaise

Pain in extremity

Weight decreased

1282

Myelodysplastic syndrome
Pancytopenia

1285

Partial lung resection

1286

Cholecystectomy
Cholecystitis

1289

Pancytopenia

1291

Escherichia bacteraemia
Myelodysplastic syndrome
Pancytopenia

Tricuspid valve incompetence

1295

Cardiac failure

1298

1
2
1
2
3
4
5
1
2
3
4
5
6
7
8
9
1
2
1
1
2
1
1
2
3
4
1
1
2
3
4
5
6
7
8

Ascites

Feeding tube complication
Feeding tube complication
Gastrointestinal tube insertion
Malaise

Malaise

Nausea

Renal failure

197

End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated No No
Unrelated No No
Unrelated No No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unassessable Yes No
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# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

9
10
11

Salpingo-oophorectomy
Urinary tract infection
Vomiting

1299

—_

Hepatic embolisation
Infection

Septic shock
Vitreous detachment

1302

Drain placement
Pancytopenia

1312

Lung infection

1320

Intestinal ischaemia
Pancytopenia
Surgery

1324

Abdominal pain
Acute kidney injury
Constipation
Delirium

1330

Thrombocytopenia

1336

Upper gastrointestinal haemorrhage

1337

Metastases to central nervous system
Spinal laminectomy

1338

Pancytopenia
Thrombosis
Transfusion
Transfusion

1339

Ascites

Malaise

Melaena

Oedema peripheral
Pain

1340

Rib fracture
Road traffic accident

1341

Aspiration
Pneumonia

1343

Jaundice cholestatic
Pancytopenia
Resuscitation

Stent placement

1344
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Jaundice

Start date

198

End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes Yes
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unlikely related Yes No
Probably related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes Yes
Probably related Yes No
Unrelated Yes No
Probably related Yes No
Probably related Yes No
Unrelated Yes No
Unlikely related Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
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# 2.7.4.7-6 BEELSAEFL —E (Erasmus MC 5 : SAF, 7 % N) (biX)

L7 AV AE IS

Subject

AEID Preferred Term

Start date

1347

Delirium

Malaise

Nausea

Pain

Syncope
Urinary retention

1348

Hypercalcaemia
Thrombocytopenia

1349

Hypercalcaemia
Hypercalcaemia
Hypercalcaemia

1350

Abdominal cavity drainage
Abdominal cavity drainage

1351

Haematemesis
Haematemesis
Melaena

Pulmonary embolism

1352

Hip arthroplasty
Hip fracture
Road traffic accident

1353

1
2
3
4
5
6
1
2
1
2
3
1
2
1
2
3
4
1
2
3
1

Pancytopenia

I Adverse events (AEs) starting after the first treatment are considerd treatment emergent.
AEs with incomplete start dates that are insufficient to determine treatment emergence are considered treatment emergent.

(FATERE 5.3.5.2.2 @ Listing 16.2.7.2 X 0 $k¥e, )
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End date

Relation Treatment emergent! After re-treatment visit
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Possibly related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Unlikely related Yes No
Unrelated Yes No
Unrelated Yes No
Unrelated Yes No
Probably related Yes No
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3 2.7.4.7-7 EELRAEERL—E (P-1515-12 A5k : SAF)

BT AN LI ERAS T

Timing of onset!
End date

Study drug Adverse event
Subject ID Sex Date Dose Reported term Preferred term (PT) Onset date
Age (years) F-1515 F-1520
Weight (kg) (GBq) (mL)
FL12-02-01  Male 7.400 1000 A4 7T Influenza
7.522 1000
v | 7490 1000
7.537 1000
FL12-02-02  Female 7.406 1000 AN LE Small intestinal obstruction
4 7371 1000

74 days

Outcome? Action taken*  Comments
Severity? Causality’
Seriousness Related study
drug®
1 1
Grade 2 0
Yes
3 1
Grade 3 0
Yes

-: Missing
Adverse event term: MedDRA ver.23.0

! Days from the first administration. "Day 1" is the first day of administration.

2 1: Recovered/Resolved, 2: Recovering/Resolving, 3: Not recovered/Not resolved, 4: Recovered/Resolving with sequelae, 5: Fatal, 6: Unknown

3 Common Terminology Criteria for Adverse Events v4.0 (CTCAE), Japanese translation JCOG Edition

41: Dose not changed, 2: Dose reduced in the next course, 3: Administration delayed in the next course, 4: Drug withdrawn after the next course, 5: Not applicable, 6: Unknown

50: Not related, 1: Related
61:F-1515, 2: F-1520, 3: Not distinguishable

(IRATEBF5.3.5.2.1 DF 14.3.3-1 X 0 e, &%)
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