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(5] 2
AC Doxorubicin + cyclophosphamide : F¥ Y /L + 7 RARAT 7 I R
AC/EC Doxorubicin + cyclophosphamide / epirubicin + cyclophosphamide : F&% Y /L&
Y+ v/ uRATZ7 IR/ ELEY Y 4+ A kAT IR
ALP Alkaline phosphatase : 7 /L7 ) 7 4 A7 7 X —F
ALT Alanine aminotransferase : 7 7 =273 /) N7 VA7 =7 —F
AST Aspartate aminotransferase : 7 AT XTI ) N T AT =T —8
BMI Body mass index : N7 1 ~ AFEEKL
CDDP Cisplatin : > A7 7 F
CI Confidence interval : 155 X [#]
CINV Chemotherapy-induced nausea and vomiting : {bL5EIEFE R ML - IR
CPK Creatine phosphokinase : 7 L' 7 F > 7 4 A7 ¥ ) —+t
CR Complete response : MM 40H] (NEMEMEES e L, filrbLE 7z L)
CRF Case report form : Ji {51 52
CTCAE Common Terminology Criteria for Adverse Events : £ 5 %55 38 H 55 1
CYP Cytochrome P450 : & 7 v A P450
DEX Dexamethasone : 7 ¥ A % V'
EC Epirubicin + cyclophosphamide : =t /L ET > + 7 BRAT 7 I RN
ECG Electrocardiogram : 12 #E[FE[X]
FAS Full analysis set
FDC Fixed dose combination : F &[& & Bl A5 Al
fe Cumulative fraction excreted in urine : i H HEiE3
GRA Granisetron : 77 =% b 1 R
v-GTP v- glutamyl transferase : y-7 VX IV KT VAT =T —F
HEC Highly emetogenic chemotherapy : & FE 1 A FL R 55
IWRS Interactive web response system
JCOG Japan Clinical Oncology Group
LDH Lactate dehydrogenase : FLERL /K EESR
MedDRA Medical Dictionary for Regulatory Activities : ICH[E FE % 36 5F
NETU Netupitant : R & |
NETU-PALO Netupitant/palonosetron fix dose combination : NETU-PALO H & [& & & Al
FDC
PALO Palonosetron hydrochloride : /X7 /& k& Mg
Pro-NETU Fosnetupitant chloride hydrochloride : 75 A %> ©° % > NGt IEE
Pro-NETUD I &IZ T~ T U —{fh A x4 » b EZFL# L7,
Pro-NETU-PALO | Fosnetupitant/palonosetron fix dose combination : Pro-NETU-PALOH & [ &/ &
FDC Al
PS Performance status
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W75 N

PSUR Periodic safety update report : & #0922 2 MEfR TS

PT Preferred term : JEAGE

QTc QT interval corrected : #fi IEQTHIFE

QTcB QT corrected for heart rate by Bazett’s formula : Bazett’s{%(Z & 2 ffi IEQTH[@

QTcF QT corrected for heart rate by Fridericia’s formula : Fridericiai(Z X % fifi IEQTH]
e

QTecl BB = L OfIER A AV CTHLE L 7= QTS

SD Standard deviation : 2% YE{f 7=

SOC System organ class : #5F BIK 5346

TEAE Treatment-emergent adverse event
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274 ERMR2MH
2741 EES~OBRE

27411 BIEMR £l E B R VR £ MR O Lt
274111 ZEMEMECAL-EER

Pro-NETU (ARA XY v % o MECEREE, CUT, AAD) OeteihiE, EWN Tl L7z
RO OB, mEMEEMETEENEESE (HEC) [ A 7J F - (CDDP) ] #4583 &t QA D
RAT TVLER L RAT NI (FuAf A0 R ERFA, ds@is) OUF, sA77uy
Z 2N KT DIELTEORGE (HREIE G /S— ) RO R LG ROLZEMEORGFT (YR
LG =) #HME L TREEEEIUEMERIE AT T7F0) REREZRIGE L
Pro-NETU % 3 t " H S MR ([EAN 10057030 #ABR) | % FF.OICEH L7z, AANE, dilkiic
CDDP & [f] U HECIZHHEEND RE Y LEL LV /T ELE L U R 7 kA7 7 2 F(AC/EC)
PG HRE T HERABHESND Z 0D, ACEC H5BE Z R ICAR DL 2N 2 Hatd 5
ZEERERE L NEEEEETEEMEEGE (R AL/ m AL U RN I RR AT 7
I R) BEEEERG L LTz Pro-NETU 5 3 fHZL2MERER  (EN 10057040 3AR) | 2 M 52A9ICFE
i L7=.

AFOREREE B L L7258 2 fakBR (EWN 10057020 #ER) OfERICESZH 3 HRBRO
it EZRIRLIEZ &, AJOZAMEORF R OHRARY X o b (RE(REK), x> EeX o b
(NETU) K OZEORBOIEMEEOKRGE2 HA L L7258 1 SR (EN 10057010 38), IO
2, BAIKROT 7 =% bu e (GRA) PFHHEGRIZET D Pro-NETU X/ 7 =& hr D
SEMENREIC KT TR BOBRF 2 B & L7258 1 AHRER (EN 10057050 38R (CBWTARKIO MK
P& O GRA (FFRFDO R EMEZ T LTI2 2 LD, REIOLZRMICET 2 MA 2557l EE L
Ex, HEMORHMERG L Lz, ok, LM ER ORBRT VA 0V EELL T2 5 3 #1
R 0 EN 10057030 7R (REH G/ S— F R ORI LEGS/3— 1) KT 10057040 7-0R D AH)
BGHEE DS LIt R (UUF, FE7 —%) b LEMEOFHMEixRIZE O 7.

LAAMFHI O L 723t SRR T h 2 [ENHB OB E A 2 2.7.4.1.1.1-1 [T LT,

7o, WS THERI L 72, Pro-NETU-PALO JH&FEER G4 (Pro-NETU-PALO FDC) DZ2ME%
METd 5 2 & & HAY & L7ziEsh NEPA-15-18 55k} (Y NEPA-17-05 iR 1T, Bl S Tnd e/
t bwe R (PALO) O EDSENOBKRER L B2 o0, [HWNE R UAKOHE &5
ENTNDZ D, BEMFMMOSE L Lz, HEKROZOMOEELAEELIT, AHGHIC
FHLT N TOFHERER K OB ZR A R & L.

AFNZEANTHIE S TV R, BERGERT — 213, W CTEshTnd
Pro-NETU-PALO FDC K ONEPEAIR TH 5 NETU & PALO O H &[EEEL A [ (NETU-PALO &
B ERLA A (NETU-PALO FDC) ] OBLEIRFER DL 2MIFEHR TH 5 TAKYNZEO® (netupitant and
palonosetron) capsules /AKYNZEO® (fosnetupitant and palonosetron) for injection M2 11 [F]E #1224
PERGET S (PSUR) ) (IZHS &, BUERTHT —7 (2746 3H) i,
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® 2741111 REMFFHED E LI RAER
RBFER) |, . \ e . N et tE BB
ows) | % AR A S A& i i FEBTRGAER | FEAETE | S
M
B — | - Day 1 : Pro-NETU 235 mg + PALO 0.75 mg + DEX 9.9 mg | sl #HIRA & 5-
. P 392 4
2 faax JL IR Day 2~4 : DEX 6.6 mg P%E[’?W&E‘X@ﬁ
AL N4 HEC ‘ S HERIRA & 5 . o
Pro.NETU I T B =1 PR Dayl: ARA7 7L EH k150 mg + PALO 0.75 mg + IR CR = (1 2—%)
- Pro-NETU OIS HEMAERASR FEHEK] DEX 9.9 mg 393 4
(10057030) . o s FIRN R G- 3R
(1) 3| (HEHgE =) KUY AATHER] Day 2~4 : DEX 6.6 mg IR G
R B P B A L N T — -
# 535125 (80 36 L 55— ) 0k L G- HLEHS | Day 1 : Pro-NETU 235 mg + PALO 0.75 mg + DEX 9.9 mg | A §HIRIA$# 5 126 44
sR— b SN R - 1 (1 =—x%) .
TR 53 ER
e e #“T Lk ?ﬁﬂﬁ)@%wﬁg’ = 101 4 gad i ailﬂ;%i/x
}ng_—*ﬁ HEC}’Q‘%'—‘ Day2~4 : DEX 66mg, X&i DEXSmg H&E} (ﬁﬁ%klﬁj (2 :l’—‘x) X
JE P B wil 834 3a—2)
Pro-NETU Ly Day 1 : Pro-NETU 235 mg + PALO 0.75 mg + DEX 9.9 mg 524,
“O(f;?‘“” 3 |Pro-NETU 0% et it Ea bl e IR wabt | wEgES
(™) —EE® BEEE | pay 1 : 27 7L E X 2 1 * 150 mg + PALO 075 mg +
#53513 WA TRER 50 4

DEX 9.9 mg
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F27411.11 REUFMOELIREAR (FE)
o Bl e N
GRBES) || ., \ e . e LAk £ Hesg D
ows) | % AR A FHA v & Jiik FRBTGAEE | FEE |
M
SR ERIRN S,
R FRIRN S,
Day 1 : Pro-NETU 81 mg + PALO 0.75 mg + DEX 9.9 mg | ¥#/IRPI % 5- 313 a5
T EARN & 5 197 44
(A& & [FE)
) FEIRN B G- T
Day 2~4 : DEX 6.6 mg RN
IR,
Pro.NET Gk SRR 5
(13’057023 ?ﬁf;i\lﬂi HEc |Day 1 Pro-NETU 235 mg+ PALO 075 mg + DEX 9.9 mg | FHRVIE 5 S8 R
2 | Pro-NETU o 7% 3k S TR IR 5 195 4 e CHmEEA
» S(SV?)I - 7ﬂjfifiﬂg j&’ﬁ:ﬂ%\%‘ (ﬁ%k [ﬁ”ILE\) CR =%
53511 7R FHIRPIE 533 A
. [F]
Day 2~4 : DEX 6.6 mg TR 2
R FRIRN S,
SRR S,
Day1: 7% 74R +PALO 0.75 mg + DEX 13.2 mg FEIRP I B S 3R
T EIRN G- 195 4,
(F & & [RE)
) FRIRP I 53U 3R
Day 2~4 : DEX 6.6 mg TR 2 5
Pro-NETU R (d Day 1 : Pro-NETU 118 mg, 7 & & 124
(10057010) e A ok —HER TERERLA _ e - el -
(1) 1 |Pro-NETU D% 4t Dkt SR i Day 1 : Pro-NETU 235 mg, 77 &R R FRIRA 5 124 EAEE Hi[m] % 5
%55.3.3.1.1 I B Day | : Pro-NETU 353 mg, 77 &R 12 4
Pro-NETU S
7 & uik _ . |Day 1 : Pro-NETU 235 mg + GRA 40 pg/kg
(0STOS0) |y |Pro-NETU & GRA ORI i KA SRR 5 4 EEE |
553341 T " 7 a A —s— > Day 1 : GRA 40 pg/kg

Pro-NETU : /R A3 & o NMEbWEIEE (Pro-NETU O &EIZ TR T7 U — (KR A2y & s hE2i# L),

SRR O EFMT 2 ETEMLEER, SATTLEX U NESERL L.
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WESER 3 FHEEBR DYESS NEPA-15-18 35 % OY NEPA-17-05 #BR OB 2 LN IR L7z,
(1)  #E5k NEPA-15-18 #kBx

W/ NEPA-15-18 3Bk 1% HEC OV K U 5% 52\ 5 BBHF & X500, (LFRIEFHRMEEL -
H: (CINV) OFBi%EHAE LT, Pro-NETU-PALO FDC % siffif RN G- LTz & & oKL
BRIMEATAMG T 5, 5340, ZhaskdFE, EERILE, T2 aMb, B3R, “HER, ¥
X —, WATEERM, BRI T, ERMIIE e Th 7. K 32— AD Day 1 |2, NETU-PALO FDC
XixZFD7 78R ({FEO#EY), Pro-NETU-PALO FDC X% D7 7R (FiEFIRNES), L
DEX 12mg (B M#¢5.) 25 L7-. Day2~4 |2 DEX 8 mg Z A5 L7=. 1RERIE O£ 5[
1%, K4 a—AThole. REMMITRIGER (ZaMaHfF) 1%, Pro-NETU-PALO FDC 7%
203 44, NETU-PALO FDC 7% 201 4 Dt 404 4 T - 7-.
(2) #FES NEPA-17-05 7Bk

WSk NEPA-17-05 BRI, oML EaE 2 5142, AC/ECALIEIED | 2 — A K2 a— AL,
K> CINV O FBh%Z B & LT, Pro-NETU-PALO FDC % A # RN 5- L 7= & & & NETU-PALO
FDC O} N Gkt T 2 22 i L, ARMEEZH6NNCT 5, ShasxdtFE, EEILR, 70
2ok, ZEER, FEEME, ¥ I—, WATEERMEE, 5 3b R T, ZAMITLEMT
bHole. £33 —AD Day 112, NETU-PALO FDC XZZ£ D77 AR (#A#45), Pro-NETU-PALO
FDC XiXZD 77 th (REFEIRNES), RKO'DEX 12mg (RO#E) &5 L. BB
BEHIIE, &K4 a3—AThoTe. BEVEMTIGER (ZaMEREnE]) 1%, Pro-NETU-PALO
FDC 7% 200 4, NETU-PALO FDC 7% 202 4 D& 402 44 T - 7=

274112 ZEMHEHED A E
ENRBR O METHM D H1EA S 2.7.4.1.1.2-1 12, WA RBROLZ MmO FiEE2$#H
2741122 1R LT,
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7 a k) A S EERE

2.7.4 ERERZ A

&27411.21 REeEMOFHAE (BRHER

[EIHN 10057010 35

[E N 10057020 2Bk [El /N 10057030 2Bk | [E7 10057040 75k |

[EIPN 10057050 7XER

AERZOER

RN B 5 S =i
WCELTETNToaELL
RV E R L 72w s (1
KREBORT &L, i
RELLIIHROZ L TH
D, IREREE L DR BEEROA
FIEdTF o VANAN

RBRIZBIML-BE AT
T ELL NS L AHE
FHHREREDOZ L THY, 15
BRIE & DR FBERO A Ji
720,

WHIFELL 2y, ITER LW (REFTRE2ET),
TRERHE (10057050 FBED 7, Pro-NETU Xt GRA) & DK R

BB (EA 10057050 3B D Zx, Pro-NETU Xt GRA) NEEENT-BHICAELEZH S

FEWR, EEROZLTHY,
BER DA HEILRT D20,

e P = 2 OB DR
AN

AVEB I T ORISR S DA AR OfE CH D700, AEELRE L
inole. T2 L, AREBLERIIRMIA T ISR SO 72 I B L 7wk S g e OV
AEFRL LT FoT.

VAR IR G BRMA DB | SCERERUS O BIEHI R TR BB LA ) DB T £ To M. Pro-NETU X% GRA #:5-5
M THREOK TRFET | KT EToOHM. D CREBEHIMKE T ETo
DOHAM. HAR.

R (1) ~ (6) DWFhHTiET 5. (1) ~ (5) OWThHTReERT 5.
(1) [FfE, (2) &P, G) EHE L #%=ESY, @) K | (1) EE, () &k, Q) KEE, 4) BEELZAZEESHY, (5) T
M, (5) %1, (6) ~H

HIEE CTCAE ver.4.0 | CTCAE ver 4.03-JCOG CTCAE Version 5.0

ESENEIER () ~ (5 osERcHELEZ. (1) sy, 2) ZH8%eHY, 3) mEtdy, ) ZHEkZ2L, (5) Bk L

BIWER OER HEERO S S, IGRHEYIE | R YEM AR (EWN 10057050 BRD A, Pro-NETU Xk GRA) & OEERMRE TERH 0 ), [Z5BRH )

BT, SUTTRBRIIEE 25 TR BREE
EORRERZ TBIRD Y I,
(%3 BtRH Y 1, [HREMED
DILHELEAEFR (K

B TRIREMED D ) S HIE LA FEFSR (BRRAEO R L 25 T)

RO R & &)
BESHEBAL S OB 4 * TESHEBALRUS (R0, ALEE, MRS R OMmARM##EIRE) PR onBE, AEFLRLLT | —
WET D, RIS & UCHENRE, FLBEKL OAEAGE0 G, ZO% ORI Tkt
WREICE - 7= f, MARTERIRKR 2 BIESR LW 250 30 EH5 L L.
MedDRA Ver.16.1 Ver.20.1 [ Ver23.0

¥ T — R T BE R TR G e OSBRI E FHER M EBAT 0 A DA 4E % TR L, Pro-NETU % BRI 5 L 72 KR oD ke O AT $E % sl L 7=

2RO =56
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7 a k) A S EERE

2.7.4 ERERZ A

&274112-2 ZREMOFHAE CBHEHER

14 NEPA-15-18 35t | 5k NEPA-17-05 3Bk

HEHRGPOFEL FERSZOBEICE LT NTOHE L RV ITER LW #E FERREEORE 2 &), fER, EEROZLTHY, gL D
KERBIR OF TR DR,

INAEHAH FERHASCEDEZELR N DRGEY A 7 LD Visit 5 £T, X | MERPCEOBLRE N ORBE TR GET UIHMIE) £T. InBRIERK
BEOBRMIFIEDYAL, 1BRIREKES (& 70 | B54 15 BRETHIE LA, TBREEEKEE% 15 HET.
Day 1) #%20H (2 H) F£T.

R AR IS TIRFICRIEME O FZIT, fiffeh & L.

HEE CTCAE, Version 4.0

FSPSESES LA 6 Bl THIE L7,

[Definitely related : BAf%& ¥ |, [Probably related : Z543B96%& ¥ J, [Possibly related : FIREMESH ¥ J, [Unlikely related : 243 B4%72 L1, Not
related/None : B£&72 L/Z2 L], [Unassessable : TNH]]

BITER OE S

TRBRFH Y ERRIZ [Definitely related : B4%4 Y |, [Probably related : 5y B4%4 0 |, [Possibly related : FIHEME® ¥ |, [Unassessable : /<A |
ECHE &7 E missing & HIE S 47z TEAE % Study drug-related TEAE & L7-.

MedDRA

Ver.18.0 | Ver.20.0
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T Y A g 2.7.4 IR Z

2.7.4.1.2 AR TR FE KR
2.7.4.1.2.1 E MR 10057030 :tE&
(1)  HEERE =B

Full analysis set (FAS) TO5B5R3K, PALO, DEX, CDDP # 5K OEHK) (HE[H G — k)
7 2.74.12.1-1 1R LTc, ARG/ X— hOFT X TOBHEIZE O THRBEEIIRMFIRD b 5 3
ni-.

1RER3E, PALO, DEX X UNCDDP Z#:5-SN7=BEF 18540 5L, HEGHELEET LEFSh
7o BEOFIEIE, RBRHED Pro-NETU ££7C 99.0% (388/392 44), HRAT 7L EX 2 MNEET 99.5%

(391/393 44), CDDP %% 96.9% (380/392 41), 96.9% (381/3934) Tdh-7-. 7=, Pro-NETU f

D 14 THEIGHBNHEAEL, HEHF G S— METHICHD K L/ S— NOCEREEZ ST
VIR LG S— M OIEBRIEZ R - THRE L=, 2SN R CIABREESE 5 0 R i 8
IR BN o7,
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T Y A g 2.7.4 BRIRIZZ2ME

2741211 AER%E, PALO, DEX, CDDP #54KiR : BRI 5 /31—~ (10057030)

Pro-NETU Fosaprepitant
(N=392) (N=393)
Patients achieved Patients achieved
treatment treatment
Day Administration / Parameter Categories and Statistics N (%) compliance (%) N (%) compliance (%)

Dayl Pro-NETU + PALO + DEX or Fosaprepitant 392 (100.0) 388 (99.0) 393 (100.0) 391 (99.5)
NS or PALO + DEX 392 (100.0) 385(98.2) 393 (100.0) 387 (98.5)
CDDP 392 (100.0) 380 (96.9) 393 (100.0) 381 (96.9)

Actual Dose (mg/body) N 392 - 393 -

Mean (S.D.) 129.6211(15.6335) - 130.2952(15.5240) -

Median 130.0000 - 130.0000 -

IQR [Q1, Q3] [120.0000 , 140.0000] - [120.0000 , 140.0000] -

Range [Min , Max] [85.000 , 198.600] - [87.000, 191.600] -
Day2 Dexamethasone 391 (99.7) 391 (99.7) 393 (100.0) 393 (100.0)
Day3 Dexamethasone 391 (99.7) 391 (99.7) 393 (100.0) 393 (100.0)
Day4 Dexamethasone 391 (99.7) 391 (99.7) 392 (99.7) 392 (99.7)
Total Dexamethasone 392 (100.0) 387 (98.7) 393 (100.0) 386 (98.2)

Total Treatment Days* N 392 - 393 -

Mean (S.D.) 4.0(0.2) - 4.0(0.1) -

Median 4.0 - 4.0 -

IQR [Q1, Q3] [4.0,4.0] - [4.0,4.0] -

Range [Min , Max] [1,4] - [3,4] -

16



T Y A g 2.7.4 BRIRIZZ2ME

£ 2741211 RERZEE, PALO, DEX, CDDP #&E54kiR : BEEES5/8\— k (10057030) (=)

Pro-NETU Fosaprepitant
(N=392) (N=393)
Patients achieved Patients achieved
treatment treatment
Day Administration / Parameter Categories and Statistics N (%) compliance (%) N (%) compliance (%)
Compliance (%)* N 392 - 393 -
Mean (S.D.) 99.55(4.54) - 99.55(3.31) -
Median 100.00 - 100.00 -
IQR [Q1, Q3] [100.00 , 100.00] - [100.00 , 100.00] -
Range [Min , Max] [25.0, 100.0] - [75.0, 100.0] -

Analysis Set:Full Analysis Set

Total Treatment Days* : Total days of administration.

Compliance (%)*:Proportion of prescribed administration according to the protocol
Total Treatment days and Compliance (%) are Dexamethasone summary statistics
% 5.3.5.1.2 TH 10057030 CSR % 11.3.1.1-1
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7 u k) A S REERE

Q) AV ELEES— |

2.7.4 BRI ZE 2N

TRERER P 5.5]-R TOVEERE, PALO, DEX, CDDP #5RINODOERK (K0 K LFEEH S— 1) %

a—ARTHR 2.74.1.21-2~F 2741214 TR~ LT-.

TR R IR b5 S,

)

WU S— FOTRTOEF BN

1R5R3E, PALO, DEX X UNCDDP Z# 85 SN2 EBHF 126 4D H 6, HEHEEET LEEL S
7oA ORIGIE, RBREEN 1 23— AT 99.2% (125/126 4), 2 23— AT 98.0% (99/101 4), 3 =
— AT 100% (83/83 4 ), CDDP 28 1 =1— AT 97.6% (123/126 %), 2 ==— AT 97.0% (98/101 4),
33—RAT952% (79/834) L\WINh 95%LL ETH Y, K a— A TIRBIKED L L OMSFIRIL

(R b e T7e.

#+27.41.21-2

(10057030)

7BERZEE, PALO, DEX, CDDP #&E5RR : #EYRLIZEE/A—F (1 3—X)

Pro-NETU
(Repeated-Dose)
(N=126)

Categories and

Patients achieved
treatment compliance

Day Administration / Parameter Statistics N (%) (%)
Dayl Pro-NETU + PALO + DEX 126 (100.0) 125 (99.2)
CDDP 126 (100.0) 123 (97.6)
Actual Dose (mg/body) N 126
Mean (S.D.) 129.7119(13.6353)
Median 130.0000
IQR [Q1, Q3] [120.0000 , 140.0000]
Range [Min , Max] [89.000, 154.000]
Day2  Dexamethasone 126 (100.0) 126 (100.0)
Day3  Dexamethasone 126 (100.0) 126 (100.0)
Day4  Dexamethasone 125 (99.2) 125 (99.2)
Total  Dexamethasone 126 (100.0) 124 (98.4)
Total Treatment Days* N 126
Mean (S.D.) 4.0(0.1)
Median 4.0
IQR [Q1, Q3] [4.0,4.0]
Range [Min , Max] [3,4]
Compliance (%)* N 126
Mean (S.D.) 99.60(3.14)
Median 100.00
IQR [Q1, Q3] [100.00 , 100.00]
Range [Min , Max] [75.0,100.0]

Analysis Set:As-Treated Population-R

Total Treatment Days* : Total days of administration.

Compliance (%)*:Proportion of prescribed administration according to the protocol

Total Treatment days and Compliance (%) are Dexamethasone summary statistics
% 5.3.5.1.2 TH 10057030 CSR % 11.3.1.2-1 %
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2.7.4 BRI ZE 2N

% 2.7.4.1.21-3 AERE, PALO, DEX, CDDP 5Kk : ##YRLEE/N—F (23—X)
(10057030)
Pro-NETU
(Repeated-Dose)
(N=101)
Patients achieved
Categories and treatment compliance
Day Administration / Parameter Statistics N (%) (%)
Dayl Pro-NETU + PALO + DEX 101 (100.0) 99 (98.0)
CDDP 101 (100.0) 98 (97.0)
Actual Dose (mg/body) N 101 -
Mean (S.D.) 129.2736(14.0007) -
Median 130.0000 -
IQR [Q1, Q3] [120.0000 , 140.0000] -
Range [Min , Max] [89.000, 154.000] -
Day2 Dexamethasone 101 (100.0) 101 (100.0)
Day3  Dexamethasone 101 (100.0) 101 (100.0)
Day4  Dexamethasone 101 (100.0) 101 (100.0)
Total  Dexamethasone 101 (100.0) 99 (98.0)
Total Treatment Days* N 101 -
Mean (S.D.) 4.0(0.0) -
Median 4.0 -
IQR[Q1, Q3] [4.0,4.0] .
Range [Min , Max] [4,4] -
Compliance (%)* N 101 -
Mean (S.D.) 99.50(3.50) -
Median 100.00 -
IQR [Q1, Q3] [100.00, 100.00] -
Range [Min , Max] [75.0,100.0] -

Analysis Set:As-Treated Population-R

Total Treatment Days* : Total days of administration.

Compliance (%)*:Proportion of prescribed administration according to the protocol

Total Treatment days and Compliance (%) are Dexamethasone summary statistics
% 5.3.5.1.2 TH 10057030 CSR # 11.3.1.2-1 2kZ2
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2.7.4 BRI ZE 2N

%+ 2741.21-4 RBRZFE, PALO, DEX, CDDP 5K : BYRLFZEE/—F (3O3—X)
(10057030)
Pro-NETU
(Repeated-Dose)
(N=83)

Categories and

Patients achieved
treatment compliance

Day Administration / Parameter Statistics N (%) (%)
Dayl Pro-NETU + PALO + DEX 83 (100.0) 83 (100.0)
CDDP 83 (100.0) 79 (95.2)
Actual Dose (mg/body) N 83
Mean (S.D.) 130.3844(13.4736)
Median 131.2000
IQR [Q1, Q3] [120.0000 , 140.0000]
Range [Min , Max] [89.000, 154.000]
Day2 Dexamethasone 83 (100.0) 83 (100.0)
Day3  Dexamethasone 83 (100.0) 83 (100.0)
Day4  Dexamethasone 83 (100.0) 83 (100.0)
Total  Dexamethasone 83 (100.0) 83 (100.0)
Total Treatment Days* N 83
Mean (S.D.) 4.0(0.0)
Median 4.0
IQR [Q1, Q3] [4.0,4.0]
Range [Min , Max] [4,4]
Compliance (%)* N 83
Mean (S.D.) 100.00(0.00)
Median 100.00
IQR [Q1, Q3] [100.00 , 100.00]

Range [Min , Max]

[100.0,100.0]

Analysis Set:As-Treated Population-R

Total Treatment Days* : Total days of administration.

Compliance (%)*:Proportion of prescribed administration according to the protocol

Total Treatment days and Compliance (%) are Dexamethasone summary statistics
% 5.3.5.1.2 TH 10057030 CSR # 11.3.1.2-1 2kZ%

274122

[EN 10057040 FXE&

TRER SRR 55 TOIEEREE, PALO, DEX, AC/EC #H5MRMOEK A F2.7.41.22-1 IZR- LT,
T RTOEF B TEBRIEIIRME IR S &S5 Sz,

1REREE, PALO X O'DEX 5 SN-HBEF 102405 b, B GIHHEZ BT LEF S BED
#41%, Pro-NETU BET 100.0% (52/5244), WAT XL E X MEET98.0% (49/504) TV,
TR B O WSPIRIIC B G-HER] TRITERO b o 7.

AC/EC #54k %) + FEYE(RZE (SD)] 1, Pro-NETU &, mAT7 7L E X MEDIAIZ,
K VLB 2T 59.38 £ 1.03 mg/m?, 59.13 £ 2.19 mg/m?, = £ /L E 3 2 T 91.39 + 5.48 mg/m?, 90.69
+£5.67mg/m?, 7 ARAT 7 I KT 580.54+22.87 mg/m?, 587.56+20.93 mg/m> THY, \Wih
DEEHBRBETH T,
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#*27.4.1.2.2-1

2.7.4 ERERZ A

AERZE, PALO,

DEX, AC/EC #5141k (10057040)

Pro-NETU

Fosaprepitant

(N=52)

Patients achieved
treatment compliance

(N=50)

Patients achieved
treatment compliance

Administration / Parameter Categories and Statistics N (%) (%) N (%) (%)

Pro-NETU (Active or Placebo)+PALO+DEX 52 (100.0) 52 (100.0) 50 (100.0) 49 (98.0)
Fosaprepitant (Active or Placebo) 52 (100.0) 52 (100.0) 50 (100.0) 49 (98.0)
Doxorubicin or Epirubicin 52 (100.0) 51(98.1) 49 (98.0) 49 (98.0)
Cyclophosphamide 51(98.1) 51(98.1) 49 (98.0) 49 (98.0)
Doxorubicin 23 (44.2) 22 (42.3) 21 (42.0) 21 (42.0)

Actual Dose (mg/body) N 23 - 21 -

Mean (S.D.) 93.20 (6.62) - 94.99 (10.54) -

Median 90.50 - 99.60 -

IQR [Q1, Q3] [88.50, 100.00] - [86.00, 100.80] -

Range [Min , Max] [82.2,105.0] - [75.0, 115.0] -

Actual Dose (mg/m”2) N 23 - 21 -

Mean (S.D.) 59.38 (1.03) - 59.13 (2.19) -

Median 59.90 - 60.00 -

IQR [Q1, Q3] [59.00, 60.00] - [59.20, 60.00] -

Range [Min , Max] [56.8, 60.2] - [50.3, 60.7] -
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7 a k) A S EERE

2.7.4 ERERZ A

+274.1.22-1 AERE, PALO, DEX, AC/EC #&54KiR (10057040) (i)
Pro-NETU Fosaprepitant
(N=50)
Patients achieved Patients achieved
treatment compliance treatment compliance
Administration / Parameter Categories and Statistics N (%) (%) N (%) (%)
Epirubicin 29 (55.8) 29 (55.8) 28 (56.0) 28 (56.0)
Actual Dose (mg/body) N 29 - 28 -
Mean (S.D.) 143.3 (14.0) - 142.9 (15.4) -
Median 141.0 - 141.0 -
IQR [Q1, Q3] [135.0, 152.0] - [131.0, 151.5] -
Range [Min , Max] [117,180] - [112,183] -
Actual Dose (mg/m”2) N 29 - 28 -
Mean (S.D.) 91.39 (5.48) - 90.69 (5.67) -
Median 88.00 - 87.90 -
IQR [Q1, Q3] [87.20,97.20] - [87.10,97.75] -
Range [Min , Max] [86.2,101.3] - [84.2,100.6] -
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2.7.4 ERERZ A

#&2.74.1.22-1 ABRE, PALO, DEX, AC/EC #54KiR (10057040) (=)
Pro-NETU Fosaprepitant
(N=52) (N=50)
Patients achieved Patients achieved
treatment compliance treatment compliance
Administration / Parameter Categories and Statistics N (%) (%) N (%) (%)
Cyclophosphamide 51(98.1) 51(98.1) 49 (98.0) 49 (98.0)
Actual Dose (mg/body) N 51 - 49 -
Mean (S.D.) 923.1(79.4) - 933.1(89.2) -
Median 906.0 - 925.0 -
IQR [Q1, Q3] [864.0,996.0] - [870.0, 1000.0] -
Range [Min , Max] [750, 1100] - [712,1170] -
Actual Dose (mg/m”2) N 51 - 49 -
Mean (S.D.) 589.54 (22.87) - 587.56 (20.93) -
Median 590.30 - 591.50 -
IQR [Q1, Q3] [582.90, 600.00] - [584.70 , 600.00] -

Range [Min , Max]

[493.4 , 656.7] -

[497.9 , 608.1]

Analysis Set:As-Treated Population
%5 5.3.5.1.3 T 10057040 CSR 3% 11.3.1-1
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T Y A g 2.7.4 FRIREYZ 4N

274123 ERNGEEEMR (EMW 10057030 X8R KX U 10057040 HER)

a7 — % CORBEO LG RO B %3 2.7.4.1.23-1 [TR LTz,

U7 — % OXGIL 505 4T, TXTCOBEIIAAND G S, KAl% 2 B RS LB
X116 4, 3EILLERG LIZEFIZM L TH-T2.

&2741231 BREOKRERER (H+& : 10057030 XU 10057040)

Pro-NETU
(N=505)
Number of Doses N (%)
1 505 (100.0)
2 116 (23.0)
3 94 (18.6)
4 39 (7.7)

Analysis Set:As-Treated Population
%5 5.3.53.1 T LAMEIZBET % PR AEIT 2 1SS-EX01-01

274124 ERN 10057020 5 E&

FAS TOIRER¥E, PALO, DEX 5RO EK 2 FK 2.7.41.24-1 1Z- LTz,
B 5B & BsF LIS S BE OFIGIE, Pro-NETU 81 mg # T 99.5% (194/195 4,) , Pro-NETU
235 mg BE T 97.9% (191/19544), 77 HHREET 99.5% (193/194 4) Th 7=,
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T Y A g 2.7.4 FRIREYZ 4N

&2741241 BERE PALO, TXH A4V UESIKR (10057020)

Pro-NETU Pro-NETU

Administration Parameter Statistics 81 mg 235 mg Placebo
Study Drug Subjects administered Study 195 (100.0) 195 (100.0) 194 (100.0)
Drug
Subjects achieved treatment 194 (99.5) 191 (97.9) 193 (99.5)
compliance
PALO Subjects administered PALO 195 (100.0) 195 (100.0) 194 (100.0)
Subjects achieved treatment 194 (99.5) 191 (97.9) 193 (99.5)
compliance
Dexamethasone  Total Treatment Days* N 195 195 194
Mean(SD) 4.0 (0.0) 4.0 (0.0) 4.0 (0.1)
Median 4.0 4.0 4.0
Range[Min , Max] [4,4] [4,4] [3,4]
Cumulative Dose (mg) N 195 195 194
Mean(SD) 29.70 (0.00)  29.70 (0.00) 32.97 (0.47)
Median 29.70 29.70 33.00

Range[Min , Max] [29.7,29.7] [29.7,29.7] [264,33.0]

Compliance (%) N 195 195 194
Mean(SD) 100.00 (0.00) 100.00 (0.00) 99.87 (1.79)
Median 100.00 100.00 100.00

Range[Min, Max]  [100.0, 100.0] [100.0 , 100.0] [75.0 , 100.0]

Subjects achieved treatment 192 (98.5) 190 (97.4) 190 (97.9)
compliance

Analysis Set: Full Analysis Set
Total Treatment Days* : End date of administration - Start date of Administration + 1, SD: Standard deviation
%5.3.5.1.130 10057020 CSR #11.3-1

27.41.25 EMR 10057010 5E&

Pro-NETU D¢ 513, 118 mg (X7 »7'1), 235mg (A7 v 72), 353mg (A7 v 7' 3) Dt
3AT T EL, TRTOAT v 7 T30 00 CHELGEEIRNE 5 S, §2 T v 7O
FHITNTHID Pro-NETU BE8 44, I EARBE4 4 DR 124 & L, AitRELIZX, Pro-NETU
BE24 4, 7I9vRBERALDF 6L TH-T-.

274126 [ER 10057050 5 E&

PR EAM 6T 82 451] 22 44 D Pro-NETU M OY GRA ¥ 5RO ERK) A3 2.7.4.1.2.6-1 [Zx LT-.

TRTOWERE L, HESNTZIRBRIE (Pro-NETU 235 mg) KO3 (GRA 40 ug/kg) % i
Nz G- S 47 Pro-NETU ff FHIRF X O GRA B 5-IRF 1T 351 5 GRA D& G- 8D 10 fl13.2.35 mg
ThoT-.
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T Y A g 2.7.4 FRIREYZ 4N

#&2741.26-1 Pro-NETU, V5=t A VHEEKE (10057050)

Pro-NETU + GRA (N=22) GRA (N=22)
Pro-NETU GRA

Cumulative Dose (mg)
N 22 22 22
Mean (S.D.) 2.38 (0.23) 2.38 (0.23)
Median 2.35 2.35
IQR [Q1, Q3] [2.20,2.60] [2.20,2.60]
Range [Min , Max] [2.0,2.8] [2.0,2.8]

Analysis Set : Safety Evaluable Population
%5 5.3.3.4.1 TH 10057050 CSR % 11.3-1

27413 REBRNREFDAORETZHFERVZDMOEE

2.7.4.1.3.1 EMR 10057030 5%
(1) H[EERES— ]

BBEE A CoOBEE R (NOWEHEREEE) 23 2.74.13.1-112, BEHF R (RERE)
%3 27413.121TR LT

TR 50D RIS B0, Pro-NETU B, RAT 7L & v MEDIEIZ, HRITEMED 5D
LHEIGDN 76.8% (301/392 44), 76.8% (302/393 4), i ((F¥) £SD) 7% 64.8 83 7%, 64.3+84
W Chole. TOM, FEERMEICREEST A TIE, EIEE UTHE? 90.1%, 86.8%, HLEE:fE
AR DIRIRIE 72 LAY 93.9%, 91.3% T > 7=. CDDP O 5-E[X 4T CDDP 80 mg/m? LA o I EE|
BWHRAT 7L EH Y MEERIZHAR Pro-NETU B CED o 72 2 L &2 RE, WINOBEERHITEWT
b, 55 AT U 55 UL EOEER X 4y, HEIRICREE U7 iEnt, 3 0 MRk, BRIEAR, WRJERR,
T S OV AR IR R R O 70 © OIHH 2 & O MM TR Y 3580 oo oTz. ek,
Pro-NETU BED 2 441%, BEERRFICRE-> THMEE L OB INTR, ELIFEMEThHo 72720, &
TREBIR S EIIXE LWEBIR A S TS Z & 2R L.
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2.7.4 BRI ZE 2N

£274131-1 BEER (NORFFEHEEE)  EERS/S—F (10057030)
Pro-NETU Fosaprepitant Total
Categories and (N=392) (N=393) (N=785)
Parameter Statistics N (%) N (%) N (%)
Gender (CRF) Male 301 (76.8) 302 (76.8) 603 (76.8)
Female 91 (23.2) 91(23.2) 182 (23.2)
Gender (IWRS) Male 303 (77.3) 302 (76.8) 605 (77.1)
Female 89 (22.7) 91 (23.2) 180 (22.9)
Race Asian 392 (100.0) 393 (100.0) 785 (100.0)
Other 0(0.0) 0(0.0) 0 (0.0)
Ethnic Group Japanese 392 (100.0) 393 (100.0) 785 (100.0)
Non Japanese 0(0.0) 0(0.0) 0(0.0)
Age (CRF) (years) N 392 393 785
Mean (S.D.) 64.8(8.3) 64.3(8.4) 64.5(8.4)
Median 67.0 66.0 66.0
IQR [Q1, Q3] [60.0, 71.0] [60.0, 70.0] [60.0, 71.0]
Range [Min , Max] [40, 81] [33, 82] [33,82]
Age Category(CRF) (years) <55 50 (12.8) 50 (12.7) 100 (12.7)
55<= 342 (87.2) 343 (87.3) 685 (87.3)
Age (IWRS) (years) N 392 393 785
Mean (S.D.) 64.8(8.3) 64.3(8.4) 64.5(8.4)
Median 67.0 66.0 66.0
IQR [Q1, Q3] [60.0, 71.0] [60.0, 70.0] [60.0,71.0]
Range [Min , Max] [40, 81] [33, 82] [33,82]
Age Category (IWRS) (years) <55 50 (12.8) 50 (12.7) 100 (12.7)
55<= 342 (87.2) 343 (87.3) 685 (87.3)
Height (cm) N 392 393 785
Mean (S.D.) 164.95(8.01) 164.86(8.07) 164.90(8.04)
Median 165.70 166.00 165.90
IQR [Q1, Q3] [160.45,170.80] [160.60,170.30] [160.50,170.50]
Range [Min , Max] [140.4 ,185.7] [139.7,183.8] [139.7,185.7]
Weight (kg) N 392 393 785
Mean (S.D.) 61.63(11.65) 62.24(11.12) 61.94(11.38)
Median 61.65 62.00 61.80
IQR [Q1, Q3] [53.60, 69.00] [54.10, 69.00] [53.90, 69.00]
Range [Min , Max] [33.6, 110.0] [38.5,101.6] [33.6, 110.0]
BMI (kg/m?) N 392 393 785
Mean (S.D.) 22.56(3.46) 22.83(3.29) 22.69(3.38)
Median 22.50 22.80 22.70
IQR [Q1, Q3] [20.15,24.75] [20.60 , 24.60] [20.40, 24.70]
Range [Min , Max] [14.1,36.2] [15.2,37.2] [14.1,37.2]

Analysis Set:As-Treated Population
%5 5.3.5.1.2 I 10057030 CSR %113 14.1-1
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#£274131-2 EEESE (REHEMW : BE@ERKZE5/\—F (10057030)

Pro-NETU Fosaprepitant Total
Categories and (N=392) (N=393) (N=785)
Parameter Statistics N (%) N (%) N (%)
Pregnancy-related Vomiting No 58 (14.8) 54 (13.7) 112 (14.3)
Yes 21 (5.4) 27 (6.9) 48 (6.1)
NA 313 (79.8) 312 (79.4) 625 (79.6)
Motion Sickness No 357 (91.1) 360 (91.6) 717 (91.3)
Yes 35(8.9) 33 (8.4) 68 (8.7)
Drinking History No 141 (36.0) 128 (32.6) 269 (34.3)
Rarely (once per month) 40 (10.2) 41 (10.4) 81 (10.3)
Occasionally (once per week) 37(9.4) 43 (10.9) 80 (10.2)
Regularly (once per day) 174 (44.4) 181 (46.1) 355 (45.2)
Smoking History Non-smoker 62 (15.8) 72 (18.3) 134 (17.1)
Stop smoking prior to 180days before 167 (42.6) 166 (42.2) 333 (42.4)
Registration
Stop smoking within 180days before 136 (34.7) 128 (32.6) 264 (33.6)
Registration
Smoker 27 (6.9) 27 (6.9) 54 (6.9)
Performance Status(PS) 0 255 (65.1) 260 (66.2) 515 (65.6)
137 (34.9) 133 (33.9) 270 (34.4)
Malignant Tumour Lung 353 (90.1) 341 (86.8) 694 (88.4)
Esophagus 21 (5.4) 24 (6.1) 45 (5.7)
Head and Neck 7(1.8) 10 (2.5) 17 (2.2)
Other 11 (2.8) 18 (4.6) 29 (3.7)
Prior Systemic Anti-cancer ~ No 368 (93.9) 359 (91.3) 727 (92.6)
Therapies
Yes 24 (6.1) 34 (8.7) 58 (7.4)
Surgery No 222 (56.6) 225 (57.3) 447 (56.9)
Yes 170 (43.4) 168 (42.7) 338 (43.1)
Radiotherapy No 354 (90.3) 352 (89.6) 706 (89.9)
Yes 38 (9.7) 41(10.4) 79 (10.1)
Dose of CDDP (mg/m? <70 0(0.0) 0(0.0) 0(0.0)
70<=, <80 144 (36.7) 165 (42.0) 309 (39.4)
80<=, <90 243 (62.0) 221 (56.2) 464 (59.1)
90<= 5(1.3) 7 (1.8) 12 (1.5)

Analysis Set:As-Treated Population

Drinking History : Drinking History within 180days before Registration
Smoking History : Smoking History within 180days before Registration

Prior Systemic Anti-cancer Therapies : Prior Systemic Drug Therapies for Cancer

%5 5.3.5.1.2 72 10057030 CSR jl/# 14.1-2

TRERER P B0 2 %5 & U CRREBREAR P Ic 5 U lm PUBEME ISR O B A2 3K 2.7.4.1.3.1-3 IT/R L
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R[5 8— T, CDDP R L7zL YAy (iRt 2 &T) 1%, CDDP+
Vinorelbine M L ¥ A L & B b S U7 83 3 Pro-NETU B 177 4 (452%), RAT 7L EX 2 M
181 4 (46.1%) & REE HITK¥E A 5o 7-. CDDP+ Etoposide D L ¥ A v & #h S - BEX
Pro-NETU B 78 44 (19.9%), mAT 7L EHX > NS94 (15.0%) TH Y, MEEM TRERENED
b7z,

F7o, HEEERENOE Sz BE L, Pro-NETU B 112 4 (28.6%), mAT 7L X v Mt
1194 (303%) THYH, WMEEHTRZE TH T,

&274131-3 HEHARFPICRE LAESEESREOEN  ERKRS5/—F

(10057030)
Pro-NETU Fosaprepitant
(N=392) (N=393)
Concomitant Concomitant
Generic Name N (%) Radiotherapy* N (%) Radiotherapy*
Total 280 (71.4) 112 (28.6) 274 (69.7) 119 (30.3)
CDDP 0(0.0) 7 (1.8) 0 (0.0) 10 (2.5)
CDDP+VINORELBINE 118 (30.1) 59 (15.1) 111 (28.2) 70 (17.8)
CDDP+PEMBROLIZUMAB+PEMETREXED 64 (16.3) 0(0.0) 60 (15.3) 1(0.3)
CDDP+ETOPOSIDE 49 (12.5) 29(7.4) 40 (10.2) 19 (4.8)
CDDP+PEMETREXED 23 (5.9) 7 (1.8) 35(8.9) 11 (2.8)
CDDP+FLUOROURACIL 9(2.3) 9(2.3) 14 (3.6) 7 (1.8)
CDDP+PEMETREXED+BEVACIZUMAB 8(2.0) 0(0.0) 8(2.0) 0(0.0)
CDDP+DOCETAXEL 4(1.0) 0(0.0) 2(0.5) 0(0.0)
CDDP+DOCETAXEL+FLUOROURACIL 3(0.8) 0(0.0) 3(0.8) 0(0.0)
CDDP+ATEZOLIZUMAB+PEMETREXED 1(0.3) 0(0.0) 0(0.0) 0(0.0)
CDDP+PEMETREXED+VINORELBINE 1(0.3) 0(0.0) 0(0.0) 0(0.0)
CDDP+GEMCITABINE HYDROCHLORIDE 0(0.0) 1(0.3) 0 (0.0) 1(0.3)
CDDP+GEMCITABINE 0(0.0) 0(0.0) 1(0.3) 0(0.0)

HYDROCHLORIDE+NECITUMUMAB
Analysis Set:As-Treated Population
Concomitant Radiotherapy* : Antitumor Drug + Radiotherapy

%5 5.3.5.1.2 72 10057030 CSR jl/# 14.1-8

2) HVRLEH/S—h

TR 5H)-R CTOREE R (NOFGHFERERE) 2K 2.74.13.1-4 12, BEER (FRER
PE) & a— AR TH 2.74.13.1-5~F 2.74.13.1-7 TR LT-.

ORI N— ML, 129405817 L, HEERG/3— kO Pro-NETU #f 65 4, R"AT 7L
v X N 61 £ DEF 126 A ITIRBRIEDS & 5 ST,

IR 50-R OBEE =T, HAITHEMED LD LEIG D 76.2%, Fim (F¥) +£SD) 728 63.0 +
8O Ch v, HMBFFMEIZEET 25 E TIIE L LTl (1 = — % :96.0%, 2 22— A :96.0%,
33— R :98.8%) KOPUEMEEIROEEELRL (1 2—2X :192.9%, 2 2—A :93.1%, 3 2—
A :91.6%) Thole. TOMOHEEZED, 0K LI/ N— FOBEY mITHEER G/ S— K &
R CTH - T-.
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2.7.4 BRI ZE 2N

x274131-4 FBEHEER (NORETFHEEE - BYRLERE/—+
(10057030)
Pro-NETU(Repeated-Dose)
Categories and (N=126)
Parameter Statistics N (%)
Group (Single-Dose) Pro-NETU 65 (51.6)
Fosaprepitant 61 (48.4)
Gender(CRF) Male 96 (76.2)
Female 30 (23.8)
Race Asian 126 (100.0)
Other 0(0.0)
Ethnic Group Japanese 126 (100.0)
Non Japanese 0(0.0)
Age (CRF) (years) N 126
Mean (S.D.) 63.0(8.6)
Median 65.0
IQR [QI', Q3] [59.0, 70.0]
Range [Min , Max] [40,77]
Age Category (CRF) (years) <55 24 (19.0)
55<= 102 (81.0)
Height (cm) N 126
Mean (S.D.) 165.11(7.57)
Median 166.10
IQR [QI, Q3] [160.60 , 170.40]
Range [Min , Max] [145.2, 185.7]
Weight (kg) N 126
Mean (S.D.) 63.95(10.67)
Median 64.10
IQR [Q1, Q3] [57.10, 70.60]
Range [Min , Max] [40.2,92.7]
BMI (kg/m?) N 126
Mean (S.D.) 23.40(3.30)
Median 23.45
IQR [Q1, Q3] [20.80, 25.50]
Range [Min , Max] [17.3,37.2]

Analysis Set:As-Treated Population-R

%5 5.3.5.1.2 72 10057030 CSR jlI3 14.1-4
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2741315 #

&

He 52

2.7.4 BRI ZE 2N

(REHFE) - BYRLES/NA—F (13—X)

(=8
(10057030)
Pro-NETU(Repeated-Dose)
Categories and (N=126)
Parameter Statistics N (%)
Pregnancy-related Vomiting No 14 (11.1)
Yes 11 (8.7)
NA 101 (80.2)
Motion Sickness No 114 (90.5)
Yes 12 (9.5)
Drinking History No 37 (29.4)
Rarely (once per month) 19 (15.1)
Occasionally (once per week) 11 (8.7)
Regularly (once per day) 59 (46.8)
Smoking History Non-smoker 21(16.7)
Stop smoking prior to 180days before 56 (44.4)
Registration
Stop smoking within 180days before 41 (32.5)
Registration
Smoker 8(6.3)
Performance Status(PS) 0 83 (65.9)
1 43 (34.1)
Malignant Tumour Lung 121 (96.0)
Esophagus 2 (1.6)
Head and Neck 0(0.0)
Other 3(2.4)
Prior Systemic Anti-cancer Therapies No 117 (92.9)
Yes 9(7.1)
Surgery No 66 (52.4)
Yes 60 (47.6)
Radiotherapy No 116 (92.1)
Yes 10 (7.9)
Dose of CDDP (mg/m?) <70 0(0.0)
70<=, <80 55(43.7)
80<=, <90 71 (56.3)
90<= 0(0.0)
CR in previous cycle* CR 92 (73.0)
Non-CR 34 (27.0)

Analysis Set:As-Treated Population-R
Drinking History : Drinking History within 180days before Registration
Smoking History : Smoking History within 180days before Registration
Prior Systemic Anti-cancer Therapies : Prior Systemic Drug Therapies for Cancer

* o HEHR G 3— F O CR KAEHEEF L.

%5 5.3.5.1.2 1 10057030 CSR BI5 14.1-5 th %8
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#274131-6 HEHE

He 52

2.7.4 BRI ZE 2N

(REFE) - BYRLES/NA—F 23—7)

(=8
(10057030)
Pro-NETU(Repeated-Dose)
Categories and (N=101)
Parameter Statistics N (%)
Pregnancy-related Vomiting No 9 (8.9)
Yes 8(7.9)
NA 84 (83.2)
Motion Sickness No 92 (91.1)
Yes 9 (8.9)
Drinking History No 27 (26.7)
Rarely (once per month) 13 (12.9)
Occasionally (once per week) 10 (9.9)
Regularly (once per day) 51 (50.5)
Smoking History Non-smoker 14 (13.9)
Stop smoking prior to 180days before 47 (46.5)
Registration
Stop smoking within 180days before 34 (33.7)
Registration
Smoker 6(5.9)
Performance Status(PS) 0 66 (65.3)
1 35(34.7)
Malignant Tumour Lung 97 (96.0)
Esophagus 1(1.0)
Head and Neck 0(0.0)
Other 3(3.0)
Prior Systemic Anti-cancer Therapies No 94 (93.1)
Yes 7 (6.9)
Surgery No 51 (50.5)
Yes 50 (49.5)
Radiotherapy No 94 (93.1)
Yes 7 (6.9)
Dose of CDDP (mg/m?) <70 0(0.0)
70<=, <80 48 (47.5)
80<=, <90 53 (52.5)
90<= 0(0.0)
CR in previous cycle* CR 70 (69.3)
Non-CR 31(30.7)

Analysis Set:As-Treated Population-R

Drinking History : Drinking History within 180days before Registration
Smoking History : Smoking History within 180days before Registration
Prior Systemic Anti-cancer Therapies : Prior Systemic Drug Therapies for Cancer

* o HEHRG =, BOIRLEE/S—F ] 2—2D CR RKE2 BB L THEF L.

%5 5.3.5.1.2 1 10057030 CSR BI5% 14.1-6 th %5
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#£274131-7 EEESE (KREEM  BYRLEZEES/N—F (303—X)

(10057030)
Pro-NETU(Repeated-Dose)
Categories and (N=83)
Parameter Statistics N (%)
Pregnancy-related Vomiting No 6(7.2)
Yes 7 (8.4)
NA 70 (84.3)
Motion Sickness No 78 (94.0)
Yes 5(6.0)
Drinking History No 23 (27.7)
Rarely (once per month) 10 (12.0)
Occasionally (once per week) 10 (12.0)
Regularly (once per day) 40 (48.2)
Smoking History Non-smoker 12 (14.5)
Stop smoking prior to 180days before 37 (44.6)
Registration
Stop smoking within 180days before 30 (36.1)
Registration
Smoker 4(4.8)
Performance Status(PS) 0 55 (66.3)
1 28 (33.7)
Malignant Tumour Lung 82 (98.8)
Esophagus 0(0.0)
Head and Neck 0(0.0)
Other 1(1.2)
Prior Systemic Anti-cancer Therapies No 76 (91.6)
Yes 7 (8.4)
Surgery No 42 (50.6)
Yes 41 (49.4)
Radiotherapy No 76 (91.6)
Yes 7 (8.4)
Dose of CDDP (mg/m?) <70 0(0.0)
70<=, <80 39 (47.0)
80<=, <90 44 (53.0)
90<= 0(0.0)
CR in previous cycle* CR 61 (73.5)
Non-CR 22 (26.5)

Analysis Set:As-Treated Population-R

Drinking History : Drinking History within 180days before Registration
Smoking History : Smoking History within 180days before Registration

Prior Systemic Anti-cancer Therapies : Prior Systemic Drug Therapies for Cancer

*HERGAN— N, RO LRGN 2 3 —RETO CRFELRRL THEI L.

%5 53.5.1.2 T 10057030 CSR #I13% 14.1-7 2

33



T Y A g 2.7.4 FRIREYZ 4N

IR 541-R T OB o5 Ui HulE s 0 Bk 4 % 2.7.3.3.1.3-3 IT/R L 7.

e R LI GH.,8— R T, CDDP &R Lz LY A v (ki ot 2 &te) 1%, CDDP+
Vinorelbine D L ¥ A U &4 5. SN2 BENN 494 (389%) LixH %<, VT CDDP + Etoposide
D344 (27.0%) Thoi-.

7o, BAHRRENOFH S BE T 134 (103%) Thovz

2.7.4.1.3.2 EMR 10057040 :tE&

TRBRIEE 50 COREY R (NOMEHEREERE) 2% 2.74.132-112, BEY
327413221 R L7,

TR 50O BEERIE, T X CTMEOILEEE T, Pro-NETU B, RAT7 7L X M
DB, s CF¥) £SD) 728 55.8+£9.9 5%, 54.8+ 11.5 5%, HRAKEICEET 2 HH CHUEMEE
TSR DIRIFRIE 72 LAY 86.5%, 90.0%, FUHRRIEREZ LAS 86.5%, 96.0% Th-o7-. WIFioFkh
BECEB VT, 55 AR I EOFERX Yy, (EIRICRE L2ngit, SGEE, PrEtEEs s os
PRI, S RIRIEIR IR DA E CRIRE CTh > 722%, CINV ICHETEZ Y AZN+THHEVY
Wy, WSS D —5E B TR RERICZE AR b,

(R AR

il
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#2741321 EEE=

2.7.4 BRI ZE 2N

(ANOfRETFHIEZE(E) (10057040)

Pro-NETU Fosaprepitant Total
Categories and (N=52) (N=50) (N=102)
Parameter Statistics N (%) N (%) N (%)
Gender Male 0(0.0) 0 (0.0) 0(0.0)
Female 52 (100.0) 50 (100.0) 102 (100.0)
Race Asian 52 (100.0) 50 (100.0) 102 (100.0)
Other 0(0.0) 0(0.0) 0(0.0)
Ethnic Group Japanese 51(98.1) 50 (100.0) 101 (99.0)
Non Japanese 1(1.9) 0 (0.0) 1(1.0)
Age(CRF) (years) N 52 50 102
Mean (S.D.) 55.8(9.9) 54.8 (11.5) 55.3(10.7)
Median 56.0 56.0 56.0
IQR [Q1, Q3] [47.0,62.5] [45.0, 65.0] [47.0,63.0]
Range [Min , Max] [34,79] [30,77] [30,79]
Age Category(CRF) (years) <55 24 (46.2) 21 (42.0) 45 (44.1)
55<= 28 (53.8) 29 (58.0) 57 (55.9)
Age(IWRS) (years) N 52 50 102
Mean (S.D.) 55.8(9.9) 54.8 (11.5) 55.3(10.7)
Median 56.0 56.0 56.0
IQR [Q1, Q3] [47.0, 62.5] [45.0, 65.0] [47.0,63.0]
Range [Min , Max] [34,79] [30,77] [30,79]
Age Category(IWRS) (years) <55 24 (46.2) 21 (42.0) 45 (44.1)
55<= 28 (53.8) 29 (58.0) 57 (55.9)
Height (cm) N 52 50 102
Mean (S.D.) 155.62 (4.34) 157.82 (6.43) 156.70 (5.55)
Median 154.75 157.40 156.25
IQR [Q1, Q3] [152.70,158.85] [153.50,160.60] [153.20, 159.40]
Range [Min , Max] [145.5,165.2] [142.7 ,174.4] [142.7,174.4]
Weight (kg) N 52 50 102
Mean (S.D.) 58.86 (10.99) 58.66 (11.20) 58.76 (11.04)
Median 57.20 55.85 56.00
IQR [Q1, Q3] [50.50 , 68.75] [49.80, 66.10] [50.10, 68.00]
Range [Min , Max] [36.2, 83.8] [42.8 ,87.1] [36.2,87.1]
BMI (kg/m?) N 52 50 102
Mean (S.D.) 24.36 (4.78) 23.59 (4.53) 23.98 (4.65)
Median 23.85 22.60 23.00
IQR [Q1, Q3] [20.95,27.25] [19.90,26.10] [20.50, 27.00]
Range [Min , Max] [15.2,39.1] [17.3,35.9] [15.2,39.1]

Analysis Set: As-Treated Population
%5 5.3.5.1.3 T 10057040 CSR Jl13 14.1-1
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:274132-2 HBEES (RHBEHM) (10057040)

Pro-NETU Fosaprepitant Total
Categories and (N=52) (N=50) (N=102)
Parameter Statistics N (%) N (%) N (%)
Pregnancy-related Vomiting No 17 (32.7) 12 (24.0) 29 (28.4)
Yes 30 (57.7) 30 (60.0) 60 (58.8)
NA 5(9.6) 8 (16.0) 13 (12.7)
Motion Sickness No 24 (46.2) 28 (56.0) 52 (51.0)
Yes 28 (53.8) 22 (44.0) 50 (49.0)
Drinking History No 32 (61.5) 31 (62.0) 63 (61.8)
Rarely (once per month) 10 (19.2) 12 (24.0) 22 (21.6)
Occasionally (once per week) 3(5.8) 3(6.0) 6(5.9)
Regularly (once per day) 7 (13.5) 4(8.0) 11 (10.8)
Smoking History Non-smoker 41 (78.8) 32 (64.0) 73 (71.6)
Stop smoking prior to 180days 4(7.7) 9 (18.0) 13 (12.7)
before Registration
Stop smoking within 180days 1(1.9) 5(10.0) 6(5.9)
before Registration
Smoker 6 (11.5) 4(8.0) 10 (9.8)
Malignant Tumour Breast 52 (100.0) 50 (100.0) 102 (100.0)
Other 0(0.0) 0(0.0) 0(0.0)
Prior Systemic Anti-cancer Therapies No 45 (86.5) 45 (90.0) 90 (88.2)
Yes 7 (13.5) 5(10.0) 12 (11.8)
Surgery No 23 (44.2) 27 (54.0) 50 (49.0)
Yes 29 (55.8) 23 (46.0) 52 (51.0)
Radiotherapy No 45 (86.5) 48 (96.0) 93 (91.2)
Yes 7 (13.5) 2 (4.0) 9 (8.8)
Concomitant Antitumor Therapy AC 23 (44.2) 22 (44.0) 45 (44.1)
EC 29 (55.8) 28 (56.0) 57 (55.9)

Analysis Set: As-Treated Population

Drinking History : Drinking History within 180 days before Registration
Smoking History : Smoking History within 180 days before Registration

Prior Systemic Anti-cancer Therapies : Prior Systemic Drug Therapies for Cancer
% 5.3.5.1.3 T 10057040 CSR 3II3 14.1-2

FAS TORBMIM I G SN PUBMEEBE RO B &2 3£ 2.7.3.3.1.3-4 IR LT,

ARBRHAM I B S - PUEME RS SR AC/EC DR TIE, EC LY A #5835 1T Pro-NETU
BET29/514 (56.9%), RAT 7L EX Y NEET28/494 (57.1%) L 4% 5%, AC/EC Off
AEIA IR GBI CEITED b h o7,

2.7.4.1.3.3 ERNHFEEST (ER 10057030 5488 & T 10057040 KER)
AT — 2 xR & Lz N ORGP E 2 £ 2.7.4.13.3-1 (TR LT=.
M, 68.9% (348/505 44), ZetElX 31.1% (157/505 44), 4F#n (KX £SD) 1% 63.7+9.0 %
ThHoT-.
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2.7.4 BRI ZE 2N

£ 2741331 BELERE (NOHFFHEEE) (Ht& : 10057030 XU 10057040)
Pro-NETU
Categories and (N=505)
Parameter Statistics N (%)
Gender(CRF) Male 348 (68.9)
Female 157 (31.1)
Gender(IWRS) Male 350 (69.3)
Female 155 (30.7)
Race Asian 505 (100.0)
Other 0(0.0)
Ethnic Group Japanese 504 (99.8)
Non Japanese 1(0.2)
Age(CRF) (years) N 505
Mean(S.D.) 63.7(9.0)
Median 66.0
IQR [Q1, Q3] [59.0, 70.0]
Range[Min , Max] [34,81]
Age Category(CRF) (years) <65 235 (46.5)
65<= 270 (53.5)
Age(IWRS) (years) N 505
Mean(S.D.) 63.7(9.0)
Median 66.0
IQR [Q1, Q3] [59.0, 70.0]
Range[Min , Max] [34,81]
Age Category(IWRS) (years) <65 235 (46.5)
65<= 270 (53.5)
Height (cm) N 505
Mean(S.D.) 164.02(8.21)
Median 164.80
IQR [QI, Q3] [158.30, 170.20]
Range[Min , Max] [140.4 , 185.7]
Weight (kg) N 505
Mean(S.D.) 61.60(11.48)
Median 61.70
IQR [QI, Q3] [53.40 , 69.20]
Range[Min , Max] [33.6,110.0]
BMI (kg/m?) N 505
Mean(S.D.) 22.83(3.64)
Median 22.70
IQR [Q1, Q3] [20.30, 25.00]
Range[Min , Max] [14.1,39.1]

Analysis Set:As-Treated Population

% 53.5.3.1 T eI 2 AT 2 1SS-BG01-01

274134

TRBRIEIR 501 COBE R
A7 2.74.13421TR LTz,

E M 10057020 &
(NAREF R EEYE) 23 2.74.134-11C, BEYR

(R R

WTNOEREGRETHYER, 55 moRim XIZUL L ORIy, BEAERE, GOHE, BIEEE K OWRAEEE
(A 580 7o To. TOMOIEE THRE RV ITR0 T, 7T vARED | A8
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WCIPEE LTRSS, ELLITBMTH 72720, BHEFREETITEMEE LTANE
ni-.

: 2741341 BEES (NO#HEFOEEE) (10057020)
Pro-NETU Pro-NETU

Placebo
81 mg 235 mg
Categories and (N=197) (N=195) (N=195)
Parameter Statistics N (%) N (%) N (%)
Gender(Background) Male 148 (75.1) 148 (75.9) 148 (75.9)
Female 49 (24.9) 47 (24.1) 47 (24.1)
Gender(Registration) Male 148 (75.1) 148 (75.9) 147 (75.4)
Female 49 (24.9) 47 (24.1) 48 (24.6)
Race American Indian or Alaska Native 0(0.0) 0(0.0) 0 (0.0)
Asian/Oriental 197 (100.0)  195(100.0) 195 (100.0)
Black or African American 0(0.0) 0(0.0) 0(0.0)
Caucasian/White 0(0.0) 0(0.0) 0(0.0)
Native Hawaiian or Other Pacific 0(0.0) 0(0.0) 0(0.0)
Islander
Other 0(0.0) 0(0.0) 0(0.0)
Not Collected 0(0.0) 0(0.0) 0(0.0)
Ethnic Group Japanese 197 (100.0) 195 (100.0) 195 (100.0)
Non Japanese 0(0.0) 0(0.0) 0(0.0)
Age(Background)(years) N 197 195 195
Mean(SD) 64.4 (71.7) 64.9 (8.1) 64.7 (8.1)
Median 66.0 67.0 67.0
Range[Min , Max] [41,76] [37,78] [36,79]
Age Categoryl (Background)(years) <55 25 (12.7) 22 (11.3) 24 (12.3)
55<= 172 (87.3) 173 (88.7) 171 (87.7)
Age Category2 (Background)(years) <60 46 (23.4) 39 (20.0) 39 (20.0)
60<= 151 (76.6) 156 (80.0) 156 (80.0)
Age Category3 (Background)(years) <65 81 (41.1) 77 (39.5) 74 (37.9)
65<= 116 (58.9) 118 (60.5) 121 (62.1)
Age Category4 (Background)(years) <70 143 (72.6) 134 (68.7) 142 (72.8)
70<= 54 (27.4) 61 (31.3) 53(27.2)
Age(Registration)(years) N 197 195 195
Mean(SD) 64.4 (7.7) 64.9 (8.1) 64.7 (8.1)
Median 66.0 67.0 67.0
Range[Min , Max] [41,76] [37,78] [36,79]
Age Category(Registration)(years) <55 25(12.7) 22 (11.3) 24 (12.3)
55<= 172 (87.3) 173 (88.7) 171 (87.7)
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x2741341 FBEHEER (NORETFHEEE) (10057020) (=)
Pro-NETU Pro-NETU
81 mg 235 mg Placebo
Categories and (N=197) (N=195) (N=195)
Parameter Statistics N (%) N (%) N (%)
Height(cm) N 197 195 195
Mean(SD) 163.89 (8.97) 163.63 (8.40) 164.73 (8.58)
Median 163.50 164.00 165.40
Range[Min , Max] [136.7, 186.5] [142.0, 183.5] [144.5,183.8]
Weight(kg) N 197 195 195
Mean(SD) 60.51 (11.35)  60.06 (10.92) 61.24 (11.66)
Median 60.40 58.00 61.30
Range[Min , Max] [35.0,97.4] [38.0,101.7] [36.1,97.3]
BMI(kg/m?) N 197 195 195
Mean(SD) 22.45(3.45) 22.34(3.08) 22.50(3.53)
Median 22.20 22.20 22.20
Range[Min , Max] [155,31.9] [15.6,34.1] [14.9,33.1]

Analysis Set: As-Treated Population

SD: Standard deviation

% 5.3.5.1.1 TH 10057020 CSR HlI5 14.1-1 &%
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:274134-2 BEES (REHM) (10057020)

2.7.4 BRI ZE 2N

Pro-NETU Pro-NETU
Placebo
81 mg 235 mg
Categories and (N=197) (N=195) (N=195)
Parameter Statistics N (%) N (%) N (%)
Medical History No 128 (65.0) 130 (66.7) 137 (70.3)
Yes 69 (35.0) 65 (33.3) 58(29.7)
Active Symptoms No 20(10.2) 17 (8.7) 20(10.3)
Yes 177 (89.8) 178 (91.3) 175 (89.7)
Pregnancy-related vomiting No 22 (11.2) 25 (12.8) 20 (10.3)
Yes 21(10.7) 16 (8.2) 22 (11.3)
NA 154 (78.2) 154 (79.0) 153 (78.5)
Motion sickness No 177 (89.8) 167 (85.6) 168 (86.2)
Yes 20 (10.2) 28 (14.4) 27 (13.8)
Drinking history No 71 (36.0) 67 (34.4) 71 (36.4)
Rarely (once per month) 22 (11.2) 23 (11.8) 18 (9.2)
Occasionally (once per week) 22 (11.2) 24 (12.3) 18(9.2)
Regularly (once per day) 82 (41.6) 81 (41.5) 88 (45.1)
Smoking history Non-smoker 33 (16.8) 40 (20.5) 41 (21.0)
Stop smoking prior to 180days before Registration 88 (44.7) 87 (44.6) 82 (42.1)
Stop smoking within 180days before Registration 65 (33.0) 52 (26.7) 52 (26.7)
Smoker 11 (5.6) 16 (8.2) 20(10.3)
Cer(mL/min) N 197 195 195
Mean(SD) 89.177 (22.260) 88.317 (20.337) 89.295 (24.387)
Median 85.900 83.800 87.088

Performance Status(PS) category

Malignant Tumour

Prior Systemic Drug Therapies

Range[Min , Max]

2<=

Lung
Bladder
Other

No
Yes

[50.00 , 169.40] [54.66 , 207.60] [50.90 , 173.85]

127 (64.5)
70 (35.5)
0 (0.0)

186 (94.4)
0 (0.0)
11 (5.6)

177 (89.8)
20 (10.2)

113 (57.9)
82 (42.1)
0 (0.0)

187 (95.9)
0 (0.0)
8(4.1)

167 (85.6)
28 (14.4)

124 (63.6)
71 (36.4)
0(0.0)

185 (94.9)
0(0.0)
10 (5.1)

176 (90.3)
19 (9.7)

Analysis Set: As-Treated Population

Drinking history : Drinking history within 180 days before Registration
Smoking history : Smoking history within 180 days before Registration
Prior Systemic Drug Therapies : Prior Systemic Drug Therapies for cancer

SD: Standard deviation

% 53.5.1.1 ZH 10057020 CSR %#I13% 14.1-3 tZ

TR 551 T ORI 23 5 L 7Bt

HEJ

Iy

MRS D FK) 2 3 2.7.4.1.3.4-3 |2~ LT,



T Y A g 2.7.4 FRIREYZ 4N

£274134-3 FBRHBEPICHREL-MEEESEDEL (10057020)

Pro-NETU 81 mg Pro-NETU 235 mg Placebo
(N=197) (N=195) (N=195)
Preferred Term N (%) N (%) N (%)
CDDP+Vinorelbine tartrate 66 (33.5) 56 (28.7) 69 (35.4)
CDDP+Pemetrexed disodium 50 (25.4) 61 (31.3) 50 (25.6)
CDDP+Pemetrexed 30 (15.2) 27 (13.8) 25 (12.8)
disodium+Bevacizumab
CDDP+Etoposide 21(10.7) 24 (12.3) 24 (12.3)
CDDP+Gemcitabine hydrochloride 14 (7.1) 10 (5.1) 9 (4.6)
CDDP+Pemetrexed 7 (3.6) 2 (1.0) 6(3.1)
CDDP+Docetaxel 5(2.5) 8(4.1) 6(3.1)
CDDP+Pemetrexed+Bevacizumab 2 (1.0) 2 (1.0) 4(2.1)
CDDP+Irinotecan hydrochloride 1(0.5) 3(1.5) 1(0.5)
CDDP+Bevacizumab 1(0.5) 0(0.0) 0(0.0)
CDDP+Gemcitabine 0(0.0) 1 (0.5) 0(0.0)
hydrochloride+Bevacizumab
Analysis Set: As-Treated Population
#55.3.5.1.17H 10057020 CSR A#I/Z14.1-5
274135 EMAN 10057010 A E&

LENERRNT R AR R T OMIRE T 2 3K 2.7.4.13.5-1 (TR LT,

PHERNT T _XTHM, A7 7 1 ® Pro-NETU &£, A7 > 7 2 ® Pro-NETU £, A7 > 7 3 D
Pro-NETU #£ K OMEA T » 7 D7 7 B AREOFR O IEIL, 30.5 5% (FiPH : 22~40 %), 22.5 7%

(HEPH : 20~317%), 24.0 5% (FEPH : 21~35753%) KO0 2555 (H#PH : 21~38 %), AEO P RE
1% 66.15 kg (#i[# : 57.6~78.1 kg), 63.45kg (HiPH : 51.0~69.6 kg), 66.35kg (HiPH : 52.1~74.3 kg)
J Y 67.50 kg (HiPH : 51.5~76.2kg), AT 4~ AfE# (BMD) OHRAEIE 21.73 kg/m* (HiPH : 19.9
~22.8 kg/m?), 20.11 kg/m*> (#iPH : 18.7~23.5 kg/m?), 22.34 kg/m?> (& : 20.0~23.6 kg/m?) J ¥
22.01 kg/m?> (#iPH : 19.8~24.8 kg/m?) Th - 7=.

K AT v 7D Pro-NETU #f & 77 B AREM T, MBI, F, HE, (K#E, BMI, IUFEHIM0E,
PLARM M, ARfadk, ARIE, O4A%%, Fridericia 12 X 2 #H1E QT A (QTcF) & Uf Bazett’s 14T
X BHHIE QT Mk (QTeB) (CKREAEW I Aotz F72, MARZERMEDOFSRIT Pro-NETU R &
T T RRBEONTIUZHFRD o T,
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& 2741351 #HEEER (10057010)

B (%)
GBS X5y A7 v 7 1 (118 mg) AT v 7 2(235 mg) AT v 7 3 (353 mg) BAT T
Pro-NETU # | 77 &AR#E | Pro-NETU # | 77 EARH# | Pro-NETU # | 77 &R 7T vREE
KEGA5IEL — 8 4 8 4 8 4 12
el 5 8  (100.0) [ 4  (100.0) | 8 (100.0) | 4 (100.0) | 8  (100.0) | 4 (100.0) | 12  (100.0)
s (k=S 8 4 8 4 8 4 12
(%] SN 30.4 29.5 25.0 25.0 25.3 26.5 27.0
TEEHE( 72 5.4 4.8 4.8 4.5 4.7 7.8 5.7
e/ IME 22 25 20 21 21 21 21
i 30.5 29.0 22.5 24.0 24.0 23.5 25.5
e KA 40 35 31 31 35 38 38
gk (k=S 8 4 8 4 8 4 12
[cm] I 174.40 173.18 172.53 172.28 172.16 172.85 172.77
FEYE(R A= 6.16 8.39 6.78 8.93 5.89 2.92 6.59
e/ M 168.2 161.5 162.3 159.0 162.4 169.4 159.0
il 173.15 174.85 171.75 175.95 171.45 173.15 174.95
e KA 187.8 181.5 185.4 178.2 179.3 175.7 181.5
BEAT IR i3 7 (875) | 4 (100.0) | 8 (100.0) | 4 (100.0) | 7  (87.5) | 3 (75.0) | 11  (91.7)
H 1 (12.5) | 0 0.0) |0 (0.0) 0 (0.0) 1 (125 | 1 (25.0) | 1 (8.3)
A PHE 4 8  (100.0) [ 4 (100.0) | 8 (100.0) | 4 (100.0) | 8  (100.0) | 4 (100.0) | 12  (100.0)
H 0 (0.0) 0 0.0) |0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
(NS (k=S 8 4 8 4 8 4 12
[kg] SFEfE 66.01 67.03 61.34 67.18 66.15 65.95 66.72
PR 2= 5.92 11.19 6.61 6.18 6.39 4.63 7.12
e/ IMIE 57.6 51.5 51.0 58.3 52.1 59.5 51.5
il 66.15 70.20 63.45 69.15 66.35 66.90 67.50
e KA 78.1 76.2 69.6 72.1 74.3 70.5 76.2
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# 2741351 #HERELES (10057010) (FZ)
B (%)
GBS X5y A7 v 7 1 (118 mg) AT v 7 2(235 mg) AT v 7 3 (353 mg) BAT T
Pro-NETU # | 77 &AR#E | Pro-NETU # | 77 EARH# | Pro-NETU # | 77 &R 7T vREE
BMI (k=S 8 4 8 4 8 4 12
[kg/m?] S 21.58 22.03 20.62 22.57 22.12 21.93 22.18
TEEHE( 72 1.01 2.07 1.61 0.83 1.19 1.57 1.46
e/ M 19.9 19.8 18.7 21.8 20.0 19.9 19.8
i 21.73 21.80 20.11 22.49 22.34 22.15 22.01
e KA 22.8 24.8 23.5 23.5 23.6 23.5 24.8
IS 140 %L 8 4 8 4 8 4 12
[mmHg] S 104.0 104.5 114.8 1103 114.9 105.8 106.8
PR 2= 11.4 53 9.3 13.8 53 7.6 9.1
e/ IMIE 90 99 100 103 109 100 99
il 105.5 105.0 116.5 103.5 113.5 103.5 103.5
e KA 123 109 126 131 125 116 131
PEBE ] i Bl 8 4 8 4 8 4 12
[mmHg] I 61.1 64.5 70.4 64.3 70.1 61.8 63.5
PV 2= 7.4 7.2 7.0 11.3 4.7 55 7.7
e/ IMIE 48 55 59 56 63 57 55
i 60.5 66.0 73.0 60.5 69.5 60.5 63.0
e KA 70 71 79 80 77 69 80
iEE (k=S 8 4 8 4 8 4 12
[1=1/43] P 55.5 56.3 59.8 66.5 61.8 54.8 59.2
FEVE(R 2= 4.1 3.1 53 10.1 75 1.7 7.8
e/ M 50 52 50 56 56 53 52
e 55.5 57.0 59.5 65.5 57.0 54.5 56.5
e RAE 61 59 67 79 73 57 79
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# 2741351 #HERELES (10057010) (FZ)
B (%)
A X5y AT w7 1(118 mg) AT w7 2(235 mg) AT 7 3 (353 mg) AT T
Pro-NETU # | 77 &AR#E | Pro-NETU # | 77 EARH# | Pro-NETU # | 77 &R 7T vREE
AR (k=S 8 4 8 4 8 4 12
[°C] P 35.90 35.45 36.28 36.10 36.00 35.73 35.76
FEVE(R A= 0.32 0.24 0.18 0.36 0.32 0.25 0.38
e/ M 35.2 35.3 36.1 35.8 35.4 35.6 35.3
e 36.00 35.35 36.25 36.00 36.10 35.60 35.70
e RAE 36.2 35.8 36.6 36.6 36.4 36.1 36.6
LA ks 8 4 8 4 8 4 12
[[E1/43] EEE 54.9 56.5 59.6 64.5 58.4 52.5 57.8
PR 2= 4.8 5.1 6.2 13.2 6.3 4.5 93
e/ IMIE 46 49 53 48 50 47 47
e 55.0 58.5 58.0 66.5 56.0 52.5 58.0
e KA 61 60 73 77 69 58 77
QTcF [#1h =450 8  (100.0) | 4  (100.0) | 8 (100.0) | 4 (100.0) | 8 (100.0) | 4 (100.0) | 12  (100.0)
[msec] >450 7> =480 0 (0.0) 0 0.0) |0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
>480 7> =500 0 (0.0) 0 0.0) |0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
>500 0 (0.0) 0 0.0) |0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
il 8 4 8 4 8 4 12
S 408.6 422.8 411.8 407.8 410.8 412.0 4142
YR 2= 17.2 13.8 17.1 12.6 15.5 21.5 16.3
e/ M 386 402 376 398 388 387 387
e 410.5 429.5 415.0 403.5 415.0 411.0 411.0
e KA 430 430 430 426 430 439 439
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% 2741351 #MEREEZ= (10057010) (F&E)

B (%)
A X5y AT w7 1(118 mg) AT w7 2(235 mg) AT 7 3 (353 mg) AT T
Pro-NETU # | 77 &AR#E | Pro-NETU # | 77 EARH# | Pro-NETU # | 77 &R 7T vREE
QTcB Rifg =450 8  (100.0) | 4 (100.0) | 8 (100.0) | 4 (100.0) | 8 (100.0) | 4 (100.0) | 12  (100.0)
[msec] >450 77> =480 0 (0.0) 0 0.0) | 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
>480 7> =500 0 (0.0) 0 0.0) | 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
>500 0 (0.0) 0 0.0) | 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
(k= 8 4 8 4 8 4 12
R 403.3 420.0 411.8 4135 409.9 404.0 412.5
TEEHE( 72 18.4 20.7 16.1 24.4 17.4 24.9 223
e/ IMIE 372 389 377 388 386 378 378
i 407.5 430.0 413.5 411.0 413.0 400.0 411.0
e K AE 423 431 427 444 429 438 444
T — R T BE R 4 8 (100.0) | 4 (100.0) | 8 (100.0) | 4 (100.0) | 8 (100.0) | 4 (100.0) | 12  (100.0)
IR FEARAE D F 5 H 0 (0.0) 0 0.0) | 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

FRMTRIGAE « 2 R VEARAT R S AR ]
55 5.3.3.1.1 B 10057010 CSR % 11.2-1
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274136 [EN 10057050 5 B&

LEARVERHM T G451 22 4 O# A 5 (N DR FROEEE) %23 2.7.4.1.3.6-1 ITRLT-.

PERNE ST RTHM:, REMHEIZTXTAERAN, Tl RAmiX 26.0 5% (HPH : 20~36 %), KE
DO HRELE 60.05 kg (#iPH : 51.6~71.4 kg), BMI O 9fE X 21.30 kg/m? (#iPH : 18.6~24.4 kg/m?)
ThoT-.

+274.136-1 #HEBREESS (NOMETFEMEEE) (10057050)

Pro-NETU + GRA GRA Total*
Categories and (N=22) (N=22) (N=22)
Parameter Statistics N (%) N (%) N (%)
Gender Male 22 (100.0) 22 (100.0) 22 (100.0)
Female 0 (0.0) 0(0.0) 0(0.0)
Race Asian 22 (100.0) 22 (100.0) 22 (100.0)
Other 0(0.0) 0(0.0) 0(0.0)
Ethnic Group Japanese 22 (100.0) 22 (100.0) 22 (100.0)
Non Japanese 0(0.0) 0 (0.0) 0(0.0)
Breath Alcohol Test Positive 0(0.0) 0(0.0) 0(0.0)
Negative 22 (100.0) 22 (100.0) 22 (100.0)
Age (years) N 22 22 22
Mean (S.D.) 25.8 (4.5) 25.8 (4.5) 25.8 (4.5)
Median 26.0 26.0 26.0
IQR [Q1, Q3] [22.0,29.0] [22.0,29.0] [22.0,29.0]
Range [Min , Max] [20, 36] [20, 36] [20, 36]
Height (cm) N 22 22 22
Mean (S.D.) 168.65 (4.70) 168.65 (4.70) 168.65 (4.70)
Median 169.70 169.70 169.70
IQR [Q1, Q3] [165.70, 171.60] [165.70, 171.60] [165.70, 171.60]
Range [Min , Max] [159.2,177.9] [159.2,177.9] [159.2,177.9]
Weight (kg) N 22 22 22
Mean (S.D.) 60.64 (5.63) 60.62 (5.69) 60.78 (5.62)
Median 59.75 59.85 60.05
IQR [QI, Q3] [56.10, 65.00] [56.80, 65.40] [56.80, 65.70]
Range [Min , Max] [51.0,71.4] [51.6,70.8] [51.6,71.4]
BMI (kg/m?) N 22 22 22
Mean (S.D.) 21.32 (1.68) 21.25(1.83) 21.31 (1.70)
Median 21.30 21.15 21.30
IQR [Q1, Q3] [19.70,22.30] [19.90, 22.40] [19.90,22.40]
Range [Min , Max] [18.6,24.4] [18.1,24.5] [18.6,24.4]

Analysis Set : Safety Evaluable Population
Total* : All Subjects
%5 5.3.3.4.1 I 10057050 CSR % 11.2-1

27.4.2 HEESR
2.7.4.2.1 EEES OB

FRROH EFROMEA L FIOR LT
(1) EMN 10057030 7R

[EIPN 10057030 FABRD LRI £ 53— k OIGBRIEE GBI /G & LA FEFRROME LR
2742.1-112, 0 E L S~ N ORBEBEGHI-R 285 & LA EEROMELE 274212
R LTz,
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x27421-1 BEFROHBE : BEREKZS5/\— (10057030)

Pro-NETU Fosaprepitant Total
(N=392) (N=393) (N=785)
N (%) N (%) N (%)
Adverse Events 390 (99.5) 389 (99.0) 779 (99.2)
>=CGrade 3 Adverse Events 254 (64.8) 231 (58.8) 485 (61.8)
Treatment-Related Adverse Events 87 (22.2) 100 (25.4) 187 (23.8)
>=Grade 3 Treatment-Related Adverse Events 10 (2.6) 12 (3.1) 22 (2.8)
Serious Adverse Events 46 (11.7) 37(9.4) 83 (10.6)
Serious Treatment-Related Adverse Events 0(0.0) 2 (0.5) 2(0.3)
Adverse Events Leading to Discontinuation 0 (0.0) 3(0.8) 3(0.4)
Adverse Events Leading to Death 0 (0.0) 0 (0.0) 0 (0.0)
Treatment-Related Adverse Events Leading to Discontinuation 0(0.0) 0(0.0) 0(0.0)
Treatment-Related Adverse Events Leading to Death 0(0.0) 0(0.0) 0 (0.0)

Analysis Set:As-Treated Population
%5 5.3.5.1.2 I 10057030 CSR % 12.2.1.1-1

£27421-2 HEEZOME : £YRLIFE/{—F (10057030)

Total
(Single-Dose
Pro-NETU(Repeated-Dose) and Pro-NETU
Course 1 Course 2 Course 3 Total  Repeated-Dose)(Single-Dose)
(N=126) (N=101) (N=83) (N=126) (N=453) (N=392)

N (%) N (%) N (%) N (%) N (%) N (%)
Adverse Events 118 (93.7) 87(86.1) 72(86.7) 122(96.8) 449 (99.1) 390 (99.5)
>=Grade 3 Adverse Events 60 (47.6) 45(44.6) 33(39.8) 77(61.1) 298 (65.8) 254 (64.8)
Treatment-Related Adverse Events 18 (14.3)  14(13.9) 8(9.6) 24 (19.0) 106 (23.4) 87 (22.2)
>=Grade 3 Treatment-Related Adverse 0(0.0) 1(1.0) 0(0.0) 1(0.8) 11 (2.4) 10 (2.6)
Events
Serious Adverse Events 8(6.3) 3(3.0) 2(24) 13 (10.3) 58 (12.8) 46 (11.7)
Serious Treatment-Related Adverse 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 0(0.0) 0(0.0)
Events
Adverse Events Leading to 1(0.8) 1(1.0) 0(0.0) 2 (1.6) 2(0.4) 0(0.0)
Discontinuation
Adverse Events Leading to Death 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Treatment-Related Adverse Events 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Leading to Discontinuation
Treatment-Related Adverse Events 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Leading to Death

Analysis Set:As-Treated Population
Total (Single-Dose+Repeated-Dose):Repeated-Dose Total+Pro-NETU (Single-Dose)
Repeated-Dose Total:Repeated-Dose Course 1 + Course 2 + Course 3

%5 5.3.5.1.2 72 10057030 CSR 3 12.2.1.2-1

(2)  EWN 10057040 B
[P 10057040 RO IRBIH 501 % 54 G & LIm HEFLOMEE K 274213 (R LTz,
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&27421-3 AEEROHE (10057040)

Pro-NETU Fosaprepitant Total
(N=52) (N=50) (N=102)
N (%) N (%) N (%)
Adverse Events 52 (100.0) 49 (98.0) 101 (99.0)
>=CGrade 3 Adverse Events 43 (82.7) 36 (72.0) 79 (77.5)
Treatment-Related Adverse Events 11 (21.2) 11 (22.0) 22 (21.6)
>=Grade 3 Treatment-Related Adverse Events 5(9.6) 0(0.0) 5(4.9)
Serious Adverse Events 2 (3.8) 0(0.0) 2(2.0)
Serious Treatment-Related Adverse Events 1(1.9) 0 (0.0) 1(1.0)
Adverse Events Leading to Discontinuation 0(0.0) 1(2.0) 1(1.0)
Adverse Events Leading to Death 0 (0.0) 0 (0.0) 0(0.0)
Treatment-Related Adverse Events Leading to Discontinuation 0 (0.0) 1(2.0) 1(1.0)
Treatment-Related Adverse Events Leading to Death 0 (0.0) 0 (0.0) 0 (0.0)

Analysis Set:As-Treated Population
% 5.3.5.1.3 I 10057040 CSR % 12.2.1-1

(3)  HEANFEENT (EN 10057030 35 K& T 10057040 545%)
HET — 2 COREEROMELF 2.742.1-4 1R LT-.

£27421-4 BEZEZROME (45

: 10057030 K U* 10057040)

Pro-NETU
(N=505)
N (%)
Adverse Events 501 (99.2)
>=QGrade 3 Adverse Events 341 (67.5)
Treatment-Related Adverse Events 117 (23.2)
>=Grade 3 Treatment-Related Adverse Events 16 (3.2)
Serious Adverse Events 60 (11.9)
Serious Treatment-Related Adverse Events 1(0.2)
Adverse Events Leading to Discontinuation 2(0.4)
Adverse Events Leading to Death 0(0.0)
Treatment-Related Adverse Events Leading to Discontinuation 0(0.0)
Treatment-Related Adverse Events Leading to Death 0(0.0)

Analysis Set:As-Treated Population
% 5.3.5.3.1 T LEVEICET D HFE AT % ISS-AE01-01

4) N 10057020 #AER

EN 10057020 FREROFEFRROME A 2.7.42.1-5 - LTz,
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&27421-5 AEEROHPE (10057020)

Pro-NETU 81 mg  Pro-NETU 235 mg Placebo Total
(N=197) (N=195) (N=195) (N=587)
N (%) N (%) N (%) N (%)

Any Adverse Events 189 (95.9) 191 (97.9) 191 (97.9) 571 (97.3)
Any >=Grade 3 Adverse Events 113 (57.4) 107 (54.9) 102 (52.3) 322 (54.9)
Any Adverse Drug Reactions 52 (26.4) 57 (29.2) 47 (24.1) 156 (26.6)
Any >=Grade 3 Adverse Drug 10 (5.1) 11 (5.6) 3(1.5) 24 (4.1)
Reactions
Any Serious Adverse Events 17 (8.6) 14 (7.2) 15(7.7) 46 (7.8)
Any Serious Adverse Drug 1(0.5) 2 (1.0) 0(0.0) 3(0.5)
Reactions
Any Adverse Events Leading to 1(0.5) 0(0.0) 0(0.0) 1(0.2)
Discontinuation
Any Adverse Events Leading to 1(0.5) 1(0.5) 0(0.0) 2(0.3)
Death

FENTXIREE « TR BRI 5
#55.3.5.1.1 3 10057020 CSR % 12.2.1-1

(5)  EMN 10057010 B

€] 10057010 3B D Pro-NETU RETIE, 184 (75.0%) ICHEHEBHEH L. 27 v 7HIT
i, A7 v 71 (KA 118 mg) T44 (500%), A7 v 72 (KAI235mg) TT4 (87.5%), *
F v 73 (AAI353mg) TT4 (87.5%) ICHEHFRSAEHR L. 7T LREETIE, 74 (58.3%)
WCHEERNRH L.

Pro-NETU # L V7' T B RO W TN T HIET MO T LSO Z DO EE 2 HFRER DRI
H72<, HEFRORFIICL D REE L L ERE I o T

(6)  EMN 10057050 5
[P 10057050 FER O A EHROBE A4 % 2.7.4.2.1-6 |7 LTz

&27421-6 AEEFROHE (10057050)

Pro-NETU + GRA* GRA
(N=22) (N=22)

N (%) N (%)
Adverse Events 7 (31.8) 3 (13.6)
>=CGrade 3 Adverse Events 0(0.0) 0(0.0)
Treatment-Related Adverse Events 1(4.5) 1(4.5)
>=Grade 3 Treatment-Related Adverse Events 0 (0.0) 0(0.0)
Serious Adverse Events 0(0.0) 0(0.0)
Serious Treatment-Related Adverse Events 0(0.0) 0(0.0)
Adverse Events Leading to Discontinuation 0(0.0) 0(0.0)
Adverse Events Leading to Death 0 (0.0) 0 (0.0)

Analysis Set : Safety Evaluable Population
Pro-NETU + GRA*:Relationship to Pro-NETU or GRA in Treatment-Related Adverse Events
% 5.3.3.4.1 T 10057050 CSR % 12.2.1-1

(7)  ¥ES NEPA-15-18 3Bk
WSk NEPA-15-18 WO 2HI COHEFEHR (TEAE) OBEEK 2.742.1-7TIR LT
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&27421-7 AEERDODHME (NEPA-15-18)

Pro-NETU-PALO

FDC NETU-PALO FDC Overall
(N=203) (N=201) (N=404)
n (%) Events n (%) Events n (%) Events
Any TEAE 169 (83.3) 808 174 (86.6) 892 343 (84.9) 1700
Study-drug-related TEAE 26 (12.8) 75 23(11.4) 71 49 (12.1) 146
Dexamethasone-related TEAE 20(9.9) 33 20 (10.0) 44 40099 77
Severe TEAE 86 (42.4) 149 90 (44.8) 188 176 (43.6) 337
Severe study-drug-related TEAE 2(1.0) 9 3(1.5) 5 51.2) 14
Severe dexamethasone-related TEAE 3(15) 4 6(3.0) 12 922 16
Serious TEAE 41(20.2) 57 43 (21.4) 78 84 (20.8) 135
Serious study-drug-related TEAE 0 0 0
Serious dexamethasone-related TEAE 105 1 5(2.5) 10 6(1.5) 11
TEAE leading to death 10 (4.9) 10 14 (7.0) 14 24(5.9) 24
Study-drug-related TEAE leading to death 0 0 0
Dexamethasone-related TEAE leading to death 1(0.5) 1 0 1(0.2) 1
TEAE leading to discontinuation from the study 16 (7.9) 17 20(10.0) 20 36 (8.9) 37
Study-drug-related TEAE leading to 2(1.0) 2 105 1 3(0.7) 3
discontinuation from the study
Dexamethasone-related TEAE leading to 0 2(1.0) 2 2(0.5) 2

discontinuation from the study

Population: Safety
Abbreviations: Pro-NETU-PALO FDC = intravenous fosnetupitant/palonosetron fixed-dose combination; N = number of
patients in a given group; n = number of patients in a given subgroup; NETU-PALO FDC = oral netupitant/palonosetron
fixed-dose combination; TEAE = treatment-emergent adverse event.
Note: Study drug/dexamethasone related TEAEs are TEAEs with a missing relationship or assessed by the Investigator as
definite, probable, possible or unassessable.
%5 5.3.5.1.6 L NEPA-15-18 CSR Table 16

®)

UF5 NEPA-17-

#F4+ NEPA-17-05

05 7Bk

RERO B CORERESR (TEAE) OMEEA7 274218 IZ/RLT-.
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&27421-8 AEEROME (£3—X) (NEPA-17-05)

2.7.4 BRI ZE 2N

Pro-NETU-PALO NETU-PALO
FDC FDC Overall
(N=200) (N=203) (N=402)
n (%) Events n (%) Events n (%) Events
Atleast 1 TEAE 184 (92.0) 690 187 (92.1) 583 370 (92.0) 1273
Study drug-related TEAE 16 (8.0) 52 22 (10.8) 55 37 (9.2) 107
Severe TEAE 37 (18.5) 54 29 (14.3) 45 65 (16.2) 99
Severe study-drug-related TEAE 1(0.5)3 2(1.0)2 3(0.7)5
Serious TEAE 52.5)7 4(2.0)6 9(22)13
Serious study-drug-related TEAE 0 1(0.5)1 1(0.2) 1
TEAE leading to death 0 0 0
Study-drug-related TEAE leading to death 0 0 0
TEAE leading to discontinuation from the 1(0.5)1 0 1(02)1
study
Study-drug-related TEAE leading to 0 0 0

discontinuation from the study

Population: Safety

Abbreviations: Pro-NETU-PALO FDC = intravenous fosnetupitant/palonosetron fixed-dose combination; N = number of
patients in a given group; n = number of patients in a given subgroup; NETU-PALO FDC = oral netupitant/palonosetron
fixed-dose combination; TEAE = treatment-emergent adverse event.

Note: Study drug-related TEAEs are TEAEs with a missing relationship or assessed by the Investigator as definite, probable,
possible or unassessable. Patient ID - received active Pro-NETU-PALO FDC in Cycles 1, 3, and 4 and active Oral in
Cycle 2, so this patient is counted in each treatment group but only once for the total.

%5 5.3.5.1.9 JL NEPA-17-05 CSR Table 19

27.4.21.1 HEMNICRONIBEER
HEBH L RO AEFRERBRTLICE LD,

2742111 [EM 10057030 FXE&

(1)  HEFEL— |

TRBRIEE 501 2 K0, W NDOFRGHETREEIG D 5%, EOFHERER K OZORIEM %
#2.742111-1 1R L. 7ok, RBREEEGH 255 L LT X TCORFEERLLORIER OB A
T OIRBEIAIEF 2.7.6.20.2.5.1.12 TR LTz,

BEFERORBIEIGIX, Pro-NETU BET 99.5% (390/392 4), HRATFLEX 2 MEET 99.0%
(389/393 44) ThH Y, WifEL HITIEET X TOERE T ODOFEFGNREI L.

WTNDOEERET BEEIEN 10%LL ETho - FEFEST, HAGE (PT) BT,
[Pro-NETU & : 65.1% (255/39244), RAT 7L E X ME @ 60.6% (238/393 4) ; LLFFINE],
IR ERBOR D [52.3% (205/392 4), 47.8% (188/393 4) 1, HMEREKD [43.4% (170/392 4),
39.2% (154/393 41) ], BEJEGE [34.9% (137/3924), 45.0% (177/3934)], Lo-< Y [34.9%
(137/392 %), 39.4% (155/393 44) 1, #5550 [19.9% (78/392 41), 21.4% (84/393 4) 1, s [15.3%
(60/392 44), 15.5% (61/393 44) 1, 1f/IMEdE [15.3% (60/392 44), 14.2% (56/393 44) 1, &
SHIALES R [5.6% (22/392 44), 13.2% (52/3934)] THV, TDOZ  (TPUEMEEREREE L CTX
SHBTHZENHBINLTWVWHLERTH > 7. MHEH T 5% EOENED b T- A EFEFRITRK
PR (34.9%, 45.0%) M OVERENAIER (5.6%, 13.2%) O2HFERTHY, WTFRLHEAT L
VX NETENS T,
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HERGOFEIEENORBEIA L, Pro-NETU R, FAT7 7L EX Y MEDIAIZ, Z7L—FK 1
2 9.4% (37/3924), 9.2% (36/3934), 7' L— K273253% (99/392 4), 31.0% (122/393 4),
7 L— R 37 27.3% (107/392 4), 27.7% (109/393 &), 7L — K 473 37.5% (147/392 %), 31.0%

(122/39341) T, ZL—R5OFFEFLRIL, WL RO oT. Z055, Z7L—FR3LE
DEERFRZORBEIAIL, Pro-NETU BET 64.8% (254/3924), HRAT 7L X MEET 58.8%

(231/393 4) THY, FmAT 7L EH v MR Pro-NETU B TrEiovo 72, £72, FBBEEIGN
5% LD 7 L — R 3 DL EOFEFERERGIL, I PEREGED [45.9% (180/392 44) , 37.9% (149/393 44) 1,
F L BR B [30.6% (120/392 44), 23.9% (94/393 44) 1, FEEMELF FFERBUDIE [7.7% (30/392 44),
53% (217393 44) ], BABOE [5.1% (20/39244), 7.4% (29/393 4)] LA —FEZTRDO LI, L
NS 5 CHRET 5 Z N KO TW D a8 & B9~ 55 H T Pro-NETU D%
BEIEREM-o7 (5 5.3.5.1.2 B 10057030 CSR HlIZ 14.3.1-2).

BIEH O3 BEI G 1T, Pro-NETU BE T 22.2%(87/392 44) , IR AT 7' L ¥4 o M T 25.4%(100/393
%) ThY, WEHETCHEE CTh 7.

WO ERECHRIEIAG D 5% L ETH S ZRIEMIEX, PT BT, {Ef# [Pro-NETU & :
11.2% (44/392 4), RAT 7L & o M 13.7% (54/393 4) s LA FEE], L - < Y [4.8% (19/392
4), 71% (28/393 4)] Tho7-. MEER T 2%LL EOZENRD ST BWERIIERS, AL
VI [03% (1/39244), 2.8% (11/3934)] KO L2->< VDI HERT, WINbHRAT S L EH
Y RNEECE o T2, MR T 5%LL EOENRRRD B FRIT e <, AL OGIC BE L7 FH 5
whRE, ARRBRCHRE L-RERIIMREH TR E RZRITRD b o7,

REH OBEIEER OFBIEIGIEL, Pro-NETU #f, RAT 7L & v MEDOIAIZ, Z7L—FR1 5
10.7% (42/392 4), 13.5% (53/393 4), 7 L— K24 89% (35/3924), 8.9% (35/3934), 7
L—R3423% (93924), 2.8% (11/3934), 7' L— R 42303% (1/3924), 03% (1/393 %)
T, ZL—R50OFEFRIE, WL bR ORI, 205 H 7 L— K3 L EOFKBEET,
Pro-NETU #£C 2.6%, mAT 7L EX LV MET31%TH Y, WM CRBEE CH-o7=. Fiz, 7
L— R 3 L EOFRBEE D 1%L EORIWERIL, Pro-NETU #£ TIXiOH LT, FAT L EH v
MRETIAER [0.5% (2/3924), 1.0% (4/3934)] OHRTh-o7z. O, 7 L— K3 L EORI
E & LT, ProNETUBETIEL o<V, 77=VT 3/ h 70U A7 27 —E (ALT) HINEWY
BAY 7 AMIENK 24, v-INVFINVET AT =2T7—F (y-GTP) #hn, &+ 7 Uk Y Kifn
JELOMET B Y 7 AMJENS 1 412, RAT 7L E X MEETIE, BEBEER 24, Le-< 0,
y-GTP 800, MMt RIGHR, ZIALBE, BESE, BMEREHE N & O P EREOR D 3% 1 24125880 5
M7= (5 5.3.5.1.2 T 10057030 CSR BIF 14.3.1-3).
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%£2742111-1 AEEZR (WITIhHhDEREEHTS%UL) RUEHER : BREZRE/—F

(10057030)
Adverse Events Treatment-Related Adverse Events

System Organ Class Pro-NETU Fosaprepitant Pro-NETU Fosaprepitant

Preferred Term (N=392) (N=393) (N=392) (N=393)

MedDRA (ver.23.0) N (%) 95%CI (%) N (%) 95%CI(%) N (%) 95%CI(%) N (%) 95%CI (%)
Any Events 390 (99.5) [98.2, 99.9] 389 (99.0) [97.4,99.7] 87 (22.2) [18.2,26.6] 100 (25.4) [21.2,30.1]
Blood and lymphatic system
disorders

Anaemia 23(5.9) [3.8,8.7] 30(7.6) [5.2,10.7] 0(0.0) [0.0,09] 0(0.0) [0.0,0.9]

Febrile neutropenia 32(8.2) [5.7,11.3] 21(5.3) [3.3,81] 0(0.00 [0.0,09] 0(0.0) [0.0,0.09]

Gastrointestinal disorders
Abdominal discomfort ~ 10(2.6) [1.2,4.6] 21(53) [3.3,81] 0(0.0) [0.0,09] 0(0.0) [0.0,0.9]

Constipation 255 (65.1) [60.1 , 69.8] 238 (60.6) [55.5 , 65.4] 44 (11.2) [8.3,14.8] 54 (13.7) [10.5,17.5]
Diarrhoea 38(9.7) [7.0,13.1] 31(7.9) [5.4,11.0] 3(0.8) [0.2,22] 2(0.5 [0.1,1.8]
Nausea 60 (15.3) [11.9,19.3] 61 (15.5) [12.1,19.5] 0(0.0) [0.0,0.9] 2(0.5) [0.1,1.8]
Oesophagitis 13(3.3) [1.8,56] 24(6.1) [40,9.0] 0(0.0) [0.0,09] 0(0.0) [0.0,0.9]
Stomatitis 30(7.7) [5.2,10.7] 31(7.9) [5.4,11.0] 1(0.3) [0.0,14] 0(0.0) [0.0,0.9]

General disorders and
administration site conditions

Injection site pain 22(5.6) [3.6,84] 52(13.2) [10.0,17.0] 1(0.3) [0.0,14] 11(2.8) [1.4,5.0]

Malaise 78 (19.9) [16.1,24.2] 84 (21.4) [17.4,25.8] 1(0.3) [0.0,14] 1(0.3) [0.0,1.4]
Investigations

Alanine aminotransferase 25 (6.4) [4.2,93] 27(69) [46,9.8] 5(1.3) [04,3.0] 7(1.8) [0.7,3.6]

increased

Blood creatinine 33(84) [59,11.6] 29(74) [5.0,104] 0(0.0) [0.0,0.9] 0(0.0) 7[0.0,0.9]

increased

Lymphocyte count 20(5.1) [3.1,7.8] 17(4.3) [25,6.8] 0(0.0) [0.0,09] 0(.0) [0.0,0.9]

decreased

Neutrophil count 205 (52.3) [47.2,57.3] 188 (47.8) [42.8,529] 0(0.0) [0.0,0.9] 1(0.3) [0.0,1.4]

decreased

Platelet count decreased 60 (15.3) [11.9, 19.3] 56 (14.2) [10.9,18.1] 0(0.0) [0.0,0.9] 0(0.0) [0.0,0.9]
White blood cell count 170 (43.4) [38.4 , 48.4] 154 (39.2) [34.3,44.2] 0(0.0) [0.0,0.9] 0(0.0) [0.0,0.9]

decreased
Metabolism and nutrition
disorders
Decreased appetite 137 (34.9) [30.2,39.9] 177 (45.0) [40.0,50.1] 3(0.8) [0.2,22] 5(1.3) [0.4,2.9]
Hyponatracmia 31(7.9) [54,11.0] 28(7.1) [4.8,10.1] 3(0.8) [02,22] 0(0.0) [0.0,0.9]
Nervous system disorders
Dysgeusia 25(64) [42,93] 22(5.6) [3.5,84] 1(0.3) [0.0,1.4] 0(0.0) [0.0,009]
Headache 23(5.9) [3.8,87] 12(3.1) [1.6,53] 5(1.3) [0.4,30] 0(.0) 7[0.0,0.9]
Psychiatric disorders
Insomnia 36(9.2) [6.5,12.5] 30(7.6) [52,10.7] 0(0.0) [0.0,09] 1(0.3) 1[0.0,1.4]

Respiratory, thoracic and
mediastinal disorders

Hiccups 137 (34.9) [30.2,39.9] 155 (39.4) [34.6 , 44.5] 19 (4.8) [2.9,7.5] 28(7.1) [4.8,10.1]
Skin and subcutaneous tissue
disorders

Alopecia 24 (6.1) [4.0,9.01 19(4.8) [29,74] 0(0.0) [0.0,09] 0(0.0) [0.0,0.9]

Analysis Set:As-Treated Population
%5 5.3.5.1.2 TH 10057030 CSR %l]5& 14.3.1-1

(2) MV LELE— |
BB GH-R 250512, a—AREKRTRITGD 5% EOFEFER K ORI 2%
27421112 1ZR LT,
BERERORBEIELT, 2 —A2KTIL96.8% (122/126 4) THYH, a—RBITEH1 a3—2
T93.7% (118/126 44), 2 21— AT 86.1% (87/101 4), 3 2—AT86.7% (72/834) TH YV,
TG HER G S— FORBES L VIK, BV LESIZE > TEFT2EMEIEERD S mn
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olz. B, BREREHTOTXTOREFLZRORIEHOIEA Z L 0RBFGITENETNE
2.7.6.20.2.5.1.2-2 (% 2.7.6.20.2.5.1.2-3 [T/R L7=.

A —ZARKRDFEBEIG D 10%LL ETHSTFEFR [2—2A2K (12—, 23—, 33—
) 5 LUFRENE] 1%, PT BICIE, AFREREIBD 61.1% (77/126 4) [48.4% (61/126 44), 44.6% (45/101
%), 47.0% (39/83 44)1, HAMEREED 43.7% (55/126 44) [34.1% (43/126 44), 27.7% (28/101
%), 26.5% (22/834) ], BHRIGE 32.5% (41/126 44) [22.2% (28/126 4), 22.8% (23/101 4),
15.7% (13/83 4) ], Lo->< D 28.6% (36/126 41) [23.8% (30/126 44), 16.8% (17/101 %), 15.7%

(13/83 44) 1, fHH 24.6% (31/126 4) [18.3% (23/126 4), 9.9% (10/101 4), 8.4% (7/83 4) 1,
i 24.6% (317126 44) [10.3% (13/126 44), 10.9% (11/101 4), 10.8% (9/83 4) 1, K 23.0%

(29/126 41) [16.7% (21/126 42), 9.9% (10/101 4), 8.4% (7/83 4) 1, TESTEBALEIM 15.9% (20/126
£) [7.1% (9/126 44), 8.9% (9/101 44), 6.0% (5/83 4) 1, H/IMEISD 15.1% (19/126 4) [11.1%

(14/126 41), 7.9% (8/101 44), 6.0% (5/83 )], BER A4 13.5% (17/126 4) [8.7% (11/126 4),
5.9% (6/101 44), 3.6% (3/83 44) 1, #ls 11.9% (15/126 4) [8.7% (11/126 41), 5.9% (6/101 4),
24% (2183 4)] Tholz. Ha—ADFHEREROBBREIGIIFARETHY, D% ITHEME
BREG TEIS BT LI EDRHMONTWNWLHERTHT-.

a— AT 3% EOENRED LA EERIL, R, B Leo< D, AMmMERERED,
FEAE, AABEE, B, B, WREAS, M/MEGERD, B, mh s v7rF=o 8, RE
PELFHRERIBUE, @Y U AIMGE, AFFRERERD, SRR 2, BRI, RREEE, &
MpE, FEMEDENKVIREED 21 FLTHY, 055 16 FLTIL 1 2 —ADORHRENEG I K
HE <, B IRLEGIZE > THEEHORBEIEPHEINT 2EMITRD bhkrr o7 (&
2.7.6.20.2.5.1.2-2).

AEFZOEIEENORBLEISIL, a—ARK, 1 2—X, 23—X, 3 a—XDJHIZ, VL —
R 128103% (13/126 4), 12.7% (16/126 %), 20.8% (21/101 ), 20.5% (17/834), 7 L—FK
273 254% (32/126 44), 33.3% (42/126 %), 20.8% (21/101 44), 26.5% (22/834), /'L — R 3
M a— AR 33.3% (42/126 4), 24.6% (31/126 44), 28.7% (29/101 4), 24.1% (20/83 %), 7
L— R4 73 27.8% (35/126 44), 23.0% (29/126 4), 15.8% (16/101 41), 15.7% (13/83 4) T,
JL—Rs5spPnFns (0/1264) Tholz. DI H 7 L— R3ULEOFEFZORIEAIT
61.1% (77/126 44), 47.6% (60/126 41), 44.6% (45/101 41), 39.8% (33/834) TH YV, WWFid
a— AL AR HX— FOFBBEE LV IKhoTo. F, BEEIGN 5% L7 L— R 3L ED
HEFG [2—A2K (12—, 23—, 3 2—2); LUFRIE] 1%, 4HERBaED 50.0% (63/126
4) [36.5% (46/126 4), 34.7% (35/101 %), 32.5% (27/83 4) 1, HIMmEREGEA 25.4% (32/126
%) [18.3% (23/126 44), 13.9% (14/101 4), 14.5% (12/83 44) 1, FEEMELF R ERIB/IE 8.7% (11/126
%) [63% (8/12644), 2.0% (2/101 £4), 2.4% (2/83 4) ], %ﬁﬁu%% (7126 4) [1.6% (2/126
4), 4.0% (4/1014), 12% (1/834)] THY, TOZ I FPrEMEEGEERLE G TI<mbTn
é%%ﬁ&ot.mﬁn%1:~xﬂizn—xf%ﬁ%éﬂw%m< BORLEGIZE ST
FHRFDEAETFED SNl o7z (55 5.3.5.1.2 1 10057030 CSR 515 14.3.1-5).

BERORBEIGIE, a3 — ALK TIX19.0% (24/126 4) THYH, 2—AICI1 2—AT143%

(18/126 44), 2 =— AT 13.9% (14/101 4), 3 2T—AT9.6% (8/834) THV, Wiy Hil]
B = N ORBEIG LIRS, BVIKRLESICE>TEFT2BMIEERD Dol

FHHENEGD 5% ETHTZRER [a—22k (12—, 2a—2%, 3 a—2), LITIHEE]

%, PTHITIE, Loeo< V0 5.6% (7/126 44) [4.0% (5/126 4), 5.9% (6/101 4), 2.4% (2/83 4)]
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Thole. BIEHOA a—ARRETHY, Loo< Y, B 4.8% (6/126 4) [3.2% (4/126 44),
3.0% (3/101 44), 1.2% (1/83 4) 1, MR A4 1.6% (2/126 4) [1.6% (2/126 4), 0.0% (0/101 44),
0.0% (0/834)]1 KO FE W 1.6% (2/126 44) [0.0% (0/126 4), 2.0% (2/101 £4), 0.0% (0/83 4) ]
DAERERE, | BOBDEIEOERN L) oT-. 12, 32— ABT 2% EOFRBEE DFEN
RBOLNTEWERIZ L ->< 0, HHETDENDIFERTHHZ0, WTFhb 1 a—2A %2
a— ZTHEBEEANRLE L, BVIRLESGICE > TRALAD LR ERBD-HRIIRN-T- (F
2.7.6.20.2.5.1.2-3).
RIVEH O BRI ORBLEIGIE, a—A2fR, 12—R, 2a2—X, 3a—XDJEIZ, 7L —F
17239.5% (12/126 44), 7.9% (10/126 44), 7.9% (8/101 4), 4.8% (4/834), 7 L — R 273 8.7%
(11/126 4), 6.3% (8/126 44), 5.0% (5/101 £4), 4.8% (4/83 4), /'L — R 3 753 0.8% (1/126 4),
0.0% (0/126 44), 1.0% (1/101 44), 0.0% (0/83 42), 7' L' — F 4 L L3V o = — 2% 0.0% (0/126
%) Tholz. £DH5H 7 L—R3LEORIEHOREIERGIE, a2 —A2IKT0.8% (1/126 4),
1 2—AT0.0% (0/1264), 2 2—AT1.0% (1/101 £4), 3 2—AT0.0% (0/834) THVH, H
[l 53— N OFBBE S X VIEr-72. £72, 7 L— RF3 LU EORBEFEIEN 1%L EORIERIL,
DEMQTEETHY, a—ALKRT08% (1/1264), 1 T—AT0.0% (0/1264), 2 2—AT
1.0%(1/1014),3 =2 — 2T 0.0% (0/83 44) (2 5B L 7= (55 5.3.5.1.2 T8 10057030 CSR /3 14.3.1-6) .
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£2742111-2 AEEZRUVEMEA (O—RLAKT5%ULE)  B#YRLES/\—

(10057030)
Adverse Events
Pro-NETU(Repeated-Dose) Total Pro-NETU
Course 1 Course 2 Course 3 Total (Single-Dose and (Single-Dose)
System Organ Class Repeated-Dose)
Preferred Term (N=126) (N=101) (N=83) (N=126) (N=453) (N=392)
MedDRA (ver.23.0) N (%) N (%) N (%) N (%) N (%) N (%)
Any Events 118 (93.7) 87 (86.1) 72 (86.7) 122 (96.8) 449 (99.1) 390 (99.5)
Blood and lymphatic system
disorders
Anaemia 13 (10.3) 11 (10.9) 9 (10.8) 31 (24.6) 52 (11.5) 23(5.9)
Febrile neutropenia 8(6.3) 2(2.0) 224 11 (8.7) 41 (9.1) 32 (8.2)
Gastrointestinal disorders
Constipation 23 (18.3) 10 (9.9) 7 (8.4) 31 (24.6) 276 (60.9) 255 (65.1)
Diarrhoea 8(6.3) 5(5.0) 3(3.6) 12 (9.5) 48 (10.6) 38 (9.7)
Nausea 11 (8.7) 6(5.9) 224 15(11.9) 72 (15.9) 60 (15.3)
Stomatitis 4(3.2) 4 (4.0) 5(6.0) 11 (8.7) 41 (9.1) 30 (7.7)
General disorders and
administration site conditions
Injection site pain 9(7.1) 9(8.9) 5(6.0) 20 (15.9) 40 (8.8) 22 (5.6)
Malaise 21(16.7) 10 (9.9) 7 (8.4) 29 (23.0) 104 (23.0) 78 (19.9)
Pyrexia 6 (4.8) 2(2.0) 0(0.0) 7 (5.6) 24 (5.3) 19 (4.8)
Investigations
Blood creatinine increased 2 (1.6) 2(2.0) 5(6.0) 9(7.1) 42 (9.3) 33 (8.4)
Neutrophil count decreased 61 (48.4) 45 (44.6) 39 (47.0) 77 (61.1) 251 (55.4) 205 (52.3)
Platelet count decreased 14 (11.1) 8(7.9) 5(6.0) 19 (15.1) 74 (16.3) 60 (15.3)
White blood cell count 43 (34.1) 28 (27.7) 22 (26.5) 55 (43.7) 203 (44.8) 170 (43.4)
decreased
Metabolism and nutrition
disorders
Decreased appetite 28 (22.2) 23 (22.8) 13 (15.7) 41 (32.5) 166 (36.6) 137 (34.9)
Nervous system disorders
Dysgeusia 11 (8.7) 6(5.9) 3(3.6) 17 (13.5) 39 (8.6) 25 (6.4)
Headache 8(6.3) 4 (4.0) 1(1.2) 11 (8.7) 33 (7.3) 23(5.9)
Psychiatric disorders
Insomnia 5(4.0) 3 (3.0 2(2.4) 8(6.3) 43 (9.5) 36 (9.2)
Renal and urinary disorders
Proteinuria 5(4.0) 1(1.0) 224 7 (5.6) 18 (4.0) 12 (3.1)
Respiratory, thoracic and
mediastinal disorders
Hiccups 30 (23.8) 17 (16.8) 13 (15.7) 36 (28.6) 159 (35.1) 137 (34.9)
Skin and subcutaneous tissue
disorders
Alopecia 9(7.1) 1(1.0) 0 (0.0) 10 (7.9) 34 (7.5) 24 (6.1)
Treatment-Related Adverse Events
Pro-NETU(Repeated-Dose) Total Pro-NETU
Course 1 Course 2 Course 3 Total (Single-Dose and (Single-Dose)
System Organ Class Repeated-Dose)
Preferred Term (N=126) (N=101) (N=83) (N=126) (N=453) (N=392)
MedDRA (ver.23.0) N (%) N (%) N (%) N (%) N (%) N (%)
Any Treatment-Related Adverse 18 (14.3) 14 (13.9) 8(9.6) 24 (19.0) 106 (23.4) 87 (22.2)
Events

Respiratory, thoracic and
mediastinal disorders
Hiccups 5(4.0) 6 (5.9 2(2.4) 7 (5.6) 26 (5.7) 19 (4.8)

Analysis Set:As-Treated Population
Total (Single-Dose+Repeated-Dose):Repeated-Dose Total+Pro-NETU (Single-Dose)
Repeated-Dose Total:Repeated-Dose Course 1 + Course 2 + Course 3

%5 5.3.5.1.2 I 10057030 CSR %3 14.3.1-4
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2742112 EA 10057040 iXER

TRBRIEE 501 2 XI5, WINDOEGEETREEIG D 5%, EOFHERER K OEOREIER %
#2742112-11CR L. 723, JBBREERGHIZIRE LT X TOAEFROEA Z L ORI
EEI13F 276212412 1R LTz,

WD OFEERETRIEIAN 10%LL ETh - A EFLIL, PTHITIE, &FHERERD
[Pro-NETU f : 82.7% (43/524), AT FLE X M @ 80.0% (40/50 44)], i EkE
[Pro-NETU ¥ : 67.3% (35/524), AT 7L ¥ X MEE:72.0% (36/50 4) 1, LEIE [Pro-NETU

B 57.7% (B0/5244), RAT 7L EH L REE: 60.0% (30/504) ], {HFk [Pro-NETU £f : 55.8%
(29/52 44), AT T L EH v M 60.0% (30/50 4) ], #ERUE [Pro-NETU & : 55.8% (29/52
4), RATTVLEZ M 44.0% (22/50 44) ], BABOE [Pro-NETU B : 36.5% (19/5244),
RAT T L EH 2 N 44.0% (22/50 4) 1, U > 7SEk¥> [Pro-NETU &% : 30.8% (16/52 4),
RAT T LEH Y M 16.0% (8/5044) ], HELy [Pro-NETU #f : 28.8% (15/524), RAT 7L
vX v RRE:26.0% (13/5044) 1, AN [Pro-NETU f : 23.1% (12/524), m"AT 7L EX >k
BE 0 24.0% (12/50 4) 1, HEJA [Pro-NETU #f : 23.1% (12/524), RAT L E X M 14.0%
(7/50 44) 1, T [Pro-NETU #¥ : 19.2% (10/5244), RAT 7L B X ME : 12.0% (6/50 4) 1,
21 [Pro-NETU Bf : 17.3% (9/524), RAT FLE X MEE 1 12.0% (6/50 44) ], I/ NREIRA
[Pro-NETU % : 13.5% (7/52 4), RAT 7L X > M 18.0% (9/50 4) ], WRHEA4 [Pro-NETU
BE:11.5% (6/5244), RAT 7L E X RMEE:24.0% (12/50 44) ], 3&# [Pro-NETU A% : 9.6% (5/52
4), WATTLEZ 2 M 14.0% (7/50 40) 1, ESTEBALIXSE [Pro-NETU &% : 1.9% (1/5244),
RATFLEHR S MRE16.0% (8/504)] Thol=. ZhodH b, BEEENEN->T-AESE
£1%, WTNORGE L IUEMIEGER G TRAT I LN IAON TV LIHER THoT. F
7o, BGHEMIT 5% EOZENEO bNTAEFERD S L, Pro-NETU T o o FHLRITHE M,
EREERIE, TR, H2%, BEUEK, U oNEREQED, BRI, BUR, RREME= 2 — e TR UEE
FRIZETHY, RAT T LEX L MEETED S ZHGITESAAR, R EALMmAE %, Akl
KO RARETH 7.

EIEER OB EREZORBEIS L, Pro-NETU B, FAT7 7L EX > MEDIRIZ, Z7L—FK1
231.9% (1/5244), 6.0% (3/5044), 7' L— R 225154% (8/5244), 20.0% (10/504), 7' L— R
37330.8% (16/524), 24.0% (12/504), 7' L— R 47351.9% (27/524), 48.0% (24/50 4),
T L—RK580% (0/524), 0% (0/504) Thol. TDHL, FL—KR3LULETH-THES
G OFRBLEIA L, Pro-NETU #£T 82.7% (43/5244), R"AT 7L E X MNEET 72.0% (36/50 44)
Thotlz. Tz, WITIDDOEERETIT L— R 3L EORBEEIEGN 5% ETH T HEESRIT
PT BIClE, 4FHEREs) [Pro-NETU &% : 75.0% (39/524), RAT 7L EX > Nk : 68.0% (34/50
4)] (BLFREIE), @ifmEkEdd [50.0% (26/52 4), 50.0% (25/50 44)], BAEGE [9.6% (5/52
£), 0% (0/50 44) ], FEEMELT RERIRME [7.7% (4/52 44), 4.0% (2/50 44) 1, U > RERERRD [5.8%

(3/524), 4.0% (2/5044)] Toh o7y, WTFNOFEGH S FUEME G EE 5 CRELT 2 2 &2
I<monTWAEEGER L) -7 (5 5.3.5.1.3 1 10057040 CSR % 12.2.2-3).
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#£27421121 HAEEZR (WIFhHhDHESETS%ULE) RUEIMEA (10057040)

Adverse Events Treatment-Related Adverse Events

System Organ Class Pro-NETU Fosaprepitant Pro-NETU Fosaprepitant

Preferred Term MedDRA (ver.23.0) (N=52) (N=50) (N=52) (N=50)

N (%) N (%) N (%) N (%)

Any Events 52 (100.0) 49 (98.0) 11 (21.2) 11 (22.0)
Blood and lymphatic system disorders

Anaemia 9(17.3) 6 (12.0) 2(3.8) 0(0.0)

Febrile neutropenia 4(7.7) 2 (4.0) 0(0.0) 0(0.0)
Gastrointestinal disorders

Abdominal discomfort 5(9.6) 4 (8.0) 0(0.0) 0(0.0)

Abdominal pain upper 4(7.7) 1(2.0) 0(0.0) 0 (0.0)

Constipation 29 (55.8) 30 (60.0) 2 (3.8) 3(6.0)

Diarrhoea 10 (19.2) 6 (12.0) 3(5.8) 2 (4.0)

Gastritis 4(7.7) 0(0.0) 1(1.9) 0 (0.0)

Nausea 15 (28.8) 13 (26.0) 2 (3.8) 0(0.0)

Stomatitis 12 (23.1) 12 (24.0) 0(0.0) 0(0.0)
General disorders and administration site
conditions

Injection site pain 1(1.9) 8 (16.0) 0(0.0) 4 (8.0)

Injection site vasculitis 0(0.0) 3 (6.0) 0(0.0) 1(2.0)

Malaise 29 (55.8) 22 (44.0) 3(5.8) 0(0.0)

Pyrexia 5(9.6) 7 (14.0) 2 (3.8) 0(0.0)
Investigations

Lymphocyte count decreased 16 (30.8) 8 (16.0) 2(3.8) 0(0.0)

Neutrophil count decreased 43 (82.7) 40 (80.0) 2 (3.8) 0(0.0)

Platelet count decreased 7 (13.5) 9 (18.0) 2(3.8) 0(0.0)

White blood cell count decreased 35(67.3) 36 (72.0) 2(3.8) 0(0.0)
Metabolism and nutrition disorders

Decreased appetite 19 (36.5) 22 (44.0) 3(5.8) 0(0.0)
Musculoskeletal and connective tissue disorders

Arthralgia 3(5.8) 0(0.0) 0(0.0) 0 (0.0)

Back pain 4(7.7) 2 (4.0) 0(0.0) 0(0.0)
Nervous system disorders

Dysgeusia 6 (11.5) 12 (24.0) 0(0.0) 0(0.0)

Headache 12 (23.1) 7 (14.0) 3(5.8) 0 (0.0)

Neuropathy peripheral 3(5.8) 0 (0.0) 0(0.0) 0 (0.0)
Psychiatric disorders

Insomnia 3(5.8) 2 (4.0) 0(0.0) 0(0.0)
Respiratory, thoracic and mediastinal disorders

Hiccups 3(5.8) 1(2.0) 0(0.0) 1(2.0)

Oropharyngeal pain 1(1.9) 3(6.0) 0(0.0) 0 (0.0)
Skin and subcutaneous tissue disorders

Alopecia 30 (57.7) 30 (60.0) 0(0.0) 0(0.0)

Urticaria 3(5.8) 0(0.0) 3(5.8) 0(0.0)

Analysis Set:As-Treated Population
%5 5.3.5.1.3 I 10057040 CSR 515 14.3.1-1
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RREE R COTRTORWEMOEE Z & ORBEIS %5 2.7.42.1.1.22 IR LTz,

W ORGRETHRIEIS 2 3%, EORIWEMIZ, PT BIICIX, T [Pro-NETU #% : 5.8% (3/52
4), WAT T VLEL M 4.0% (2/50 4) ], RV - BAKEGR - B0 - 2292 [Pro-NETU #¥ :
58% (3/5244), RAT XL EH L MEE:0.0% (0/50 44) ], {EFE [Pro-NETU Ff : 3.8% (2/52 4),
RAT 7L ME:6.0% (3/50 4) ], WHEUE [Pro-NETU #f : 3.8% (2/524), RAT 7L B
22 MEE2.0% (1/50 4) ], A« Bl « FEEN - U U SEREGRAD - A TR EREORD - i MREED -
F Bk [Pro-NETU #f @ 3.8% (2/5244), RATFLEX L M 0.0% (0/50 4) ], HESHH
PSR [Pro-NETU Bf : 0.0% (0/5244), "AT 7L EHX Y M 8.0% (4/504)] THolz. »
THOELGHED 10%L, EORWEM X<, PUBMEEERE G TRITLIZ NI MBNTND
FENE Dol Fiz, BEGHEMIT 5% EOZEPFRO bNRITEH® 9 5, Pro-NETU BED 73
B L ERIIEEIE, BHEIE, HREKUOFEMRE THY, RAT S LEZ L METE N2
GUITHESHTAE R CTh o720y, BHREM T 10%LL EOZEEZRD H DI oT-.

EEE R ORWEH OFBLEIG1E, Pro-NETU #f, RmAT7 77L& MEDIEIZ, 7 L— R 17
7.7% (4/524), 14.0% (7/50 %), Z7'L—K22338% (2/524), 8.0% (4/504), 7L — R 3N
58% (3/524), 0% (0/504), Z7'L— K413 38% (2/524), 0% (0/50 4), 7' L— K528 0%

(0/524), 0% (0/50 ) Th-oiz. =D H b, 7' L— K3 LULEOBEWERAOIEHEEIE, Pro-NETU
BETIX9.6% (5/524), RAT L EX Y REETIZ 0% (0/504) Thoto. £z, WIhhok
HRETT L— R 3 EORBEEIEGN 3% L Tho-RBIERIE, PTRITIE, HEREDRD - A
EHas> (W74 d Pro-NETU #F : 3.8% (2/524), AT T LEX L ME: 0% (0/504)] Th
ST, WL HEMEEGER G TRAT I ENISMOENTVWDEIERTH 7= (5 5.3.5.1.3
TH 10057040 CSR # 12.2.2-4).
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2.7.4 BRI ZE 2N

System Organ Class Pro-NETU Fosaprepitant
Preferred Term MedDRA (ver.23.0) (N=52) (N=50)
N (%) 95% CI (%) N (%) 95% CI (%)
Any Treatment-Related Adverse Events 11 (21.2) [11.1,34.7] 11 (22.0) [11.5,36.0]
Blood and lymphatic system disorders 2(3.8) [0.5,13.2] 0(0.0) [0.0,7.1]
Anaemia 2 (3.8) [0.5,13.2] 0(0.0) [0.0,7.1]
Cardiac disorders 1(1.9) [0.0,10.3] 2 (4.0) [0.5,13.7]
Palpitations 1(1.9) [0.0, 10.3] 0(0.0) [0.0,7.1]
Supraventricular extrasystoles 0 (0.0) [0.0, 6.8] 1(2.0) [0.1,10.6]
Ventricular extrasystoles 0(0.0) [0.0,6.8] 1(2.0) [0.1,10.6]
Ear and labyrinth disorders 1(1.9) [0.0,10.3] 0(0.0) [0.0,7.1]
Vertigo 1(1.9) [0.0,10.3] 0(0.0) [0.0,7.1]
Gastrointestinal disorders 6 (11.5) [4.4,234] 5(10.0) [3.3,21.8]
Constipation 2(3.8) [0.5,13.2] 3(6.0) [1.3,16.5]
Diarrhoea 3(5.8) [1.2,15.9] 2 (4.0) [0.5,13.7]
Gastritis 1(1.9) [0.0,10.3] 0(0.0) [0.0,7.1]
Nausea 2 (3.8) [0.5,13.2] 0(0.0) [0.0,7.1]
General disorders and administration site 3(5.8) [1.2,15.9] 5(10.0) [3.3,21.8]
conditions
Feeling hot 1(1.9) [0.0, 10.3] 0(0.0) [0.0,7.1]
Injection site pain 0(0.0) [0.0, 6.8] 4 (8.0) [2.2,19.2]
Injection site vasculitis 0(0.0) [0.0,6.8] 1(2.0) [0.1, 10.6]
Malaise 3(5.8) [1.2,15.9] 0(0.0) [0.0,7.1]
Pyrexia 2 (3.8) [0.5,13.2] 0(0.0) [0 0,7.1]
Hepatobiliary disorders 0(0.0) [0.0,6.8] 1(2.0) [0.1,10.6]
Hepatic function abnormal 0(0.0) [0.0, 6.8] 1(2.0) [O 1,10.6]
Immune system disorders 2 (3.8) [0.5,13.2] 1(2.0) [0.1,10.6]
Hypersensitivity 2 (3.8) [0.5,13.2] 1(2.0) [0.1, 10.6]
Investigations 3(5.8) [1.2,15.9] 0(0.0) [0.0,7.1]
Electrocardiogram QT prolonged 1(1.9) [0.0,10.3] 0(0.0) [0.0,7.1]
Lymphocyte count decreased 2(3.8) [0.5,13.2] 0(0.0) [0.0,7.1]
Neutrophil count decreased 2 (3.8) [0.5,13.2] 0(0.0) [0.0,7.1]
Platelet count decreased 2 (3.8) [0.5,13.2] 0(0.0) [0.0,7.1]
White blood cell count decreased 2(3.8) [0.5,13.2] 0 (0.0) [0.0,7.1]
Metabolism and nutrition disorders 3(5.8) [1.2,15.9] 0(0.0) [0.0,7.1]
Decreased appetite 3(5.8) [1.2,15.9] 0(0.0) [0.0,7.1]
Nervous system disorders 3(5.8) [1.2,15.9] 0(0.0) [0.0,7.1]
Headache 3(5.8) [1.2,15.9] 0(0.0) [0.0,7.1]
Taste disorder 1(1.9) [0.0, 10.3] 0(0.0) [0.0,7.1]
Respiratory, thoracic and mediastinal disorders 1(1.9) [0.0,10.3] 1(2.0) [0.1,10.6]
Dysphonia 1(1.9) [0.0,10.3] 0(0.0) [0.0,7.1]
Hiccups 0(0.0) [0.0,6.8] 1(2.0) [0.1,10.6]
Skin and subcutaneous tissue disorders 3(5.8) [1.2,15.9] 0(0.0) [0.0,7.1]
Urticaria 3(5.8) [1.2,15.9] 0(0.0) [0.0,7.1]
Vascular disorders 1(1.9) [0.0,10.3] 0(0.0) [0.0,7.1]
Hot flush 1(1.9) [0.0,10.3] 0 (0.0) [0.0,7.1]

Analysis Set:As-Treated Population

% 5.3.5.1.3 75 10057040 CSR % 12.2.2-2
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FEHLEIG D 10%LL EOFEREZRIT, i 60.4% (305/505 44), #FHERERD 58.2% (294/505
4), HMERER 47.1% (238/505 4), RAIGE 36.6% (185/50544), L -< U 32.1% (162/505
4), RN 26.3% (133/505 44), Hir 17.2% (87/505 4), M/ IMRERD 16.0% (81/505 44), Ml
FIE 12.7% (64/505 4), &l 12.1% (61/505 44), T 11.5% (58/505 44), A% 10.5% (53/505
%) Thot-.

FELEIED 2% L7 L— R 3L EOREFRRIE, FHEREDHD 50.5% (255/505 4), Hif
BRI 33.1% (167/505 44) , FEEAELT FHERIBUAME 8.5% (43/505 44), BARIBOER 5.1% (26/505 44),
RS VY o SEREORAD, 45 2.6% (13/505 44), KT R U & AMJE 2.2% (11/505 ), #ls 2.0%

(10/505 44) Th-7-.
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Pro-NETU
(N=505)

System Organ Class Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Grade 3<= Total

Preferred Term MedDRA (ver.23.0) N (%) N (%) N (%) N (%) N (%) N (%) N (%) 95%CI (%)
Any Events 41 (8.1) 119(23.6) 143(28.3) 198(39.2) 0(0.0) 341 (67.5)  501(99.2) [98.0,99.8]
Blood and lymphatic system disorders

Anaemia 26 (5.1) 27 (5.3) 8 (1.6) 0(0.0) 0(0.0) 8 (1.6) 61 (12.1) [9.4,15.2]

Febrile neutropenia 0(0.0) 2(0.4) 39(7.7) 4(0.8) 0(0.0) 43 (8.5) 458.9) [6.6,11.7]
Gastrointestinal disorders

Constipation 181 (35.8) 111(22.0) 13 (2.6) 0(0.0) 0(0.0) 13 (2.6) 305 (60.4) [56.0,64.7]

Diarrhoea 38(7.5) 18 (3.6) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 58 (11.5) [8.8,14.6]

Nausea 20 (4.0) 57 (11.3) 10 (2.0) 0(0.0) 0(0.0) 10 (2.0) 87(17.2) [14.0,20.8]

Stomatitis 34 (6.7) 18 (3.6) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 53(10.5) [8.0,13.5]
General disorders and administration site conditions

Injection site pain 32 (6.3) 9(1.8) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 41 (8.1) [5.9,10.9]

Malaise 98 (19.4) 30 (5.9) 5(1.0) 0(0.0) 0(0.0) 5(1.0) 133 (26.3) [22.5,30.4]

Pyrexia 23 (4.6) 6(1.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 29 (5.7) [3.9,8.1]
Investigations

Alanine aminotransferase increased 19 (3.8) 8 (1.6) 4 (0.8) 0(0.0) 0(0.0) 4(0.8) 31(6.1) [4.2,8.6]

Blood creatinine increased 37 (7.3) 5(1.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 42 (8.3) [6.1,11.1]

Lymphocyte count decreased 1(0.2) 25 (5.0) 11(2.2) 2(0.4) 0(0.0) 13 (2.6) 39(7.7)  [5.5,104]

Neutrophil count decreased 5(1.0) 34 (6.7) 85(16.8) 170 (33.7) 0(0.0) 255(50.5) 294 (58.2) [53.8,62.6]

Platelet count decreased 49 (9.7) 25 (5.0) 6(1.2) 1(0.2) 0(0.0) 7 (1.4) 81(16.0) [12.9,19.5]

White blood cell count decreased 7(1.4) 64 (12.7) 118(23.4) 49(9.7) 0(0.0) 167 (33.1)  238(47.1) [42.7,51.6]
Metabolism and nutrition disorders

Decreased appetite 104 (20.6) 55(10.9) 26 (5.1) 0(0.0) 0(0.0) 26 (5.1) 185 (36.6) [32.4,41.0]

Hyponatraemia 12(24) 11(2.2) 4(0.8) 7(1.4) 0(0.0) 11(2.2) 34 (6.7) [4.7,9.3]
Nervous system disorders

Dysgeusia 32 (6.3) 13 (2.6) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 458.9) [6.6,11.7]

Headache 41 (8.1) 4(0.8) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 45(8.9) [6.6,11.7]
Psychiatric disorders

Insomnia 36 (7.1) 10 (2.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 46 (9.1) [6.7,12.0]
Respiratory, thoracic and mediastinal disorders

Hiccups 76 (15.0) 84 (16.6) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 162 (32.1) [28.0,36.3]
Skin and subcutaneous tissue disorders

Alopecia 37(7.3) 27 (5.3) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 64 (12.7)  [9.9,15.9]

Analysis Set:As-Treated Population
% 5.3.53.1 T LAEVEIZBET 5 HFEARIT 2 1SS-AE02-01
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AT — % CORWER %% 2.74.2.1.1.32 (TR LT,

il S PORIEHANIE LI BE OEIAIE, 23.2% (117/5054), 7 L— R 3 LLEORENWER 3%
BL-BEOEIEE, 3.2% (16/5054) ThH-oT-.

FEHLEIA D 1%L EORIERZ, R 10.1% (51/5054), L2->< 0 5.1% (26/5054), FiJE
1.8% (9/505 41), THIKOBBEGE, & 1.4% (7/5054), & OV ALT #1, £ 1.0% (5/505
%) Thot-.

24 LN EIZHRBL L7 L— R 3L EORIERIE, (B8, ALT 8, LEX QT iER, i HEREL
By, AmEREGED, KAV U AMIER RN L2-< b, % 04% (2/5054) Thol-.

63



T Y A g 2.7.4 BRIRIZZ2ME

&2742113-2 EIYER (& : 10057030 B U 10057040)

Pro-NETU
(N=505)
System Organ Class Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Grade 3<= Total
Preferred Term MedDRA (ver.23.0) N (%) N (%) N (%) N (%) N (%) N (%) N (%) 95%CI (%)
Any Treatment-Related Adverse Events 54 (10.7)  47(9.3) 13 (2.6) 3(0.6) 0(0.0) 16 (3.2) 117 (23.2) [19.6,27.1]
Blood and lymphatic system disorders 2(0.4) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2 (0.4) [0.0, 1.4]
Anaemia 2(0.4) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 2(04)  [0.0,1.4]
Cardiac disorders 1(0.2) 2(0.4) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 3(0.6) [0.1,1.7]
Atrial fibrillation 0(0.0) 1(0.2) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0, 1.1]
Palpitations 1(0.2) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 1(02)  [0.0,1.1]
Ventricular extrasystoles 0(0.0) 1(0.2) 0(0.0) 0(0.0) 0 (0.0) 0 (0.0) 1(0.2) [0.0,1.1]
Ear and labyrinth disorders 2(0.4) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 2 (0.4) [0.0, 1.4]
Tinnitus 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0, 1.1]
Vertigo 1(0.2) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 1(02)  [0.0,1.1]
Gastrointestinal disorders 33(6.5) 33(6.5) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 68 (13.5) [10.6,16.8]
Abdominal distension 1(0.2) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0, 1.1]
Abdominal pain 0(0.0) 1(0.2) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 1(02)  [0.0,1.1]
Abdominal pain upper 0(0.0) 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0,1.1]
Cheilitis 0(0.0) 1(0.2) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0, 1.1]
Constipation 26 (5.1) 23 (4.6) 2 (0.4) 0(0.0) 0(0.0) 2 (0.4) 51(10.1) [7.6,13.1]
Diarrhoca 4(0.8) 3(0.6) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 7(14)  [0.6,2.8]
Dry mouth 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0,1.1]
Faeces soft 1(0.2) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0, 1.1]
Gastritis 0(0.0) 2(0.4) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 2(04)  [0.0,1.4]
Gastrooesophageal reflux disease 0 (0.0) 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0,1.1]
Nausea 0(0.0) 2 (0.4) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 2 (0.4) [0.0, 1.4]
Oral pain 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0, 1.1]
Stomatitis 0(0.0) 1(0.2) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 1(02)  [0.0,1.1]
General disorders and administration site conditions 1(0.2) 5(1.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 7(1.4) [0.6,2.8]
Fatigue 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0, 1.1]
Feeling hot 1(0.2) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 1(02)  [0.0,1.1]
Infusion site extravasation 0 (0.0) 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0,1.1]
Injection site pain 0(0.0) 2 (0.4) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 2 (0.4) [0.0, 1.4]
Malaise 1(0.2) 3(0.6) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 5(1.0) [0.3,2.3]
Pyrexia 2(0.4) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 2(04)  [0.0,1.4]
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System Organ Class Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Grade 3<= Total
Preferred Term MedDRA (ver.23.0) N (%) N (%) N (%) N (%) N (%) N (%) N (%) 95%CI (%)
Hepatobiliary disorders 4(0.8) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 4(0.8) [0.2,2.0]
Hepatic function abnormal 1(0.2) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0, 1.1]
Hepatobiliary disease 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0, 1.1]
Liver disorder 2(0.4) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2 (0.4) [0.0,1.4]
Immune system disorders 0 (0.0) 2(0.4) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) [0.0, 1.4]
Hypersensitivity 0(0.0) 2 (0.4) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 2 (0.4) [0.0, 1.4]
Investigations 11(2.2) 2(0.4) 5(1.0) 2(0.4) 0(0.0) 7(1.4) 20 (4.0) [24,6.1]
Alanine aminotransferase increased 3(0.6) 0 (0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 5(1.0) [0.3,2.3]
Aspartate aminotransferase increased 0(0.0) 2(0.4) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) [0.0, 1.4]
Blood alkaline phosphatase increased 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0,1.1]
Blood bilirubin increased 2(0.4) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2 (0.4) [0.0,1.4]
C-reactive protein increased 0 (0.0) 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0,1.1]
Electrocardiogram QT prolonged 1(0.2) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 3(0.6) [0.1,1.7]
Gamma-glutamyltransferase increased 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 1(0.2) [0.0,1.1]
Glucose urine present 2(0.4) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) [0.0, 1.4]
Lymphocyte count decreased 0(0.0) 1(0.2) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 2 (0.4) [0.0, 1.4]
Neutrophil count decreased 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 2 (0.4) 2 (0.4) [0.0, 1.4]
Platelet count decreased 1(0.2) 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) [0.0,1.4]
Protein urine present 2(0.4) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) [0.0, 1.4]
Weight increased 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0, 1.1]
White blood cell count decreased 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 2(0.4) 2(0.4) [0.0, 1.4]
Metabolism and nutrition disorders 7(1.4) 4(0.8) 3(0.6) 1(0.2) 0(0.0) 4(0.8) 15 (3.0) [1.7,4.9]
Decreased appetite 4(0.8) 2 (0.4) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 7(1.4) [0.6,2.8]
Dehydration 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0, 1.1]
Electrolyte imbalance 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0,1.1]
Hyperglycaemia 1(0.2) 1(0.2) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 2 (0.4) [0.0, 1.4]
Hypertriglyceridaemia 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.2) 1(0.2) [0.0, 1.1]
Hypoalbuminaemia 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0,1.1]
Hypokalaemia 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 2(0.4) [0.0, 1.4]
Hyponatraemia 1(0.2) 1(0.2) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 3(0.6) [0.1,1.7]
Nervous system disorders 11 (2.2) 3(0.6) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 14 (2.8) [1.5,4.6]
Dizziness 2(0.4) 2(0.4) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 4 (0.8) [0.2,2.0]
Dysgeusia 2(0.4) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 2 (0.4) [0.0, 1.4]
Headache 8 (1.6) 1(0.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 9(1.8) [0.8,3.4]
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System Organ Class Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Grade 3<= Total
Preferred Term MedDRA (ver.23.0) N (%) N (%) N (%) N (%) N (%) N (%) N (%) 95%CI (%)
Taste disorder 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0,1.1]

Renal and urinary disorders 0(0.0) 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0,1.1]
Proteinuria 0(0.0) 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0,1.1]

Respiratory, thoracic and mediastinal disorders 14 (2.8) 12 (2.4) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 28 (5.5) [3.7,7.9]
Dysphonia 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0,1.1]
Hiccups 13 (2.6) 11(2.2) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 26 (5.1) [3.4,7.5]
Oropharyngeal pain 0(0.0) 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0,1.1]

Skin and subcutaneous tissue disorders 5(1.0) 3(0.6) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 9(1.8) [0.8,3.4]
Dermatitis 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0,1.1]
Drug eruption 0(0.0) 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0,1.1]
Dry skin 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0,1.1]
Eczema 2(0.4) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) [0.0,1.4]
Urticaria 1(0.2) 2(0.4) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 4 (0.8) [0.2,2.0]

Vascular disorders 2(0.4) 2(0.4) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 4(0.8) [0.2,2.0]
Flushing 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0,1.1]
Hot flush 0(0.0) 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0,1.1]
Hypertension 0(0.0) 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0,1.1]
Vasculitis 1(0.2) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) [0.0,1.1]

Analysis Set:As-Treated Population
% 5.3.53.1 B LAEVEIZBET 5 HFEARIT 2 1SS-AE02-02
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TRBRIEEE 501 2 XI5, WINDOEGEETREEIG D 5%, EOFHERERR K OEOREIER %
274211411 Lz, 2B, IRREEEEH 23R L LT X TCORFEELLORIEROEE
T L DORBESITE 2.7.6.19.2.6.1-1 [T LT,

i1 5 N DOFEFEL OB EIS 1L Pro-NETU 81 mg £ T 95.9% (189/197 4), Pro-NETU 235 mg
BET97.9% (191/1954), 77 AREET97.9% (191/1954) THV, HEGEEORBIEEIXFRE
EThoT-.

WO GRECREEIG DN EN-T2 (10%LL F) AEFELRIE, PTHITIE, #H# [Pro-NETU
81 mg #f:65.0% (128/197 44), Pro-NETU 235 mg #¥:66.2% (129/195 44), 77 & AREE: 61.5% (120/195
)1 (LUTFFENE), Lo->< Y [33.0% (65/197 41), 41.0% (80/19544), 32.8% (64/1954)], &
BRIFEE [39.6% (78/197 44), 36.4% (71/195 44), 40.0% (78/195 4) 1, 4F HHEREOE [28.4% (56/197
4), 28.7% (56/19544), 30.3% (59/195 4) 1, HMmEREHED [23.4% (46/197 4), 22.1% (43/195
£), 21.5% (42/195 44) 1, #BEU& [12.7% (25/197 44), 16.4% (32/195 4), 12.3% (24/195 4) 1,
Bl [15.7% (31/197 4), 11.8% (23/1954), 12.8% (25/19544) 1, 4 ER/E [14.2% (28/197
4), 13.8% (27/195 4), 9.2% (18/195 41) 1, ARHRIAE [10.2% (20/197 44), 6.2% (12/195 4), 10.8%

(217195 44) 1, T [9.6% (19/197 4), 10.3% (20/1954), 51% (10/1954) ], K+ U 7 A
MmiE [10.2% (20/197 4), 8.7% (17/1954), 3.6% (7/1954)] Th otz FHEEFT 10%LL =
DEDRD LN EFERII RN oT.

PT HOK BT, BREENR RN STAEFGIIEMBTH Y, TORREIE TR 54
MICRIRECH-T-.

HEFEGOFENOFRIEIS1T, Pro-NETU 81 mg £, Pro-NETU 235 mg FENM VT T B REETE
nEh, ZL— K118 112% (22/197 4), 11.3% (22/1954) ¥ 14.9% (29/1954), 7L — K
278 27.4% (54/197 4), 31.8% (62/1954) () 30.8% (60/1954), 7 L— K3 2328.9% (57/197
4), 21.5% (42/195 40) KUr25.6% (50/19544), 7 L— R 423 27.9% (55/197 41), 32.8% (64/195
£) JN26.7% (52/19544), 7' L— R 5230.5% (1/197 4), 0.5% (1/1954) KT 0% (0/195 4)
Thole. BHERM CTHEFEZOBRERORBEIGIZAEIT Mo (5 5.3.5.1.1 FH 10057020 CSR
7 12.2.2-2).

WTNDDOEGRETZ L— R 3 LLEORBIEIE N 5% ERO b GEEGL, K-~ v
AIMSE [Pro-NETU 81 mg &% : 7.1% (14/197 44), Pro-NETU 235 mg £f : 5.1% (10/1954), 7%
R 1.5% (3/195 4) ] (LA FRIE), BAGEE [7.1% (14/197 44), 5.1% (10/195 44), 9.2% (18/195
)1, WFHEREUE [11.7% (23/197 £4), 12.8% (25/1954), 7.7% (15/1954) 1, HMERB/IE

[4.1% (8/197 4), 6.2% (12/195 4), 3.6% (7/195 4) 1, 4FHERERD [22.8% (45/197 4), 24.1%
(47/195 44), 27.2% (53/195 44) ], AMEREIRA [11.7% (23/197 44), 13.3% (26/19544), 13.8%
(27/195 4) ] K OVRBWEL RERIBIE [5.6% (11/197 44), 3.1% (6/1954), 1.0% (2/1954)]
ThV, BHEHETEEFRROBAESIIFRBRE ChH -7 (55 5.3.5.1.1 TH 10057020 CSR #
12.2.2-2).

] 5 2> ORIVER O F B EIE 1T Pro-NETU 81 mg £ T 26.4% (52/197 44), Pro-NETU 235 mg BEC
292% (57/1954), 7T BAREET 24.1% (47/1954) THV, FEGEEORIAESIXFREETH

STz,
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W DORGRETHRIEIG D 5%, EORIEMIZL, PTHITIX, {88 [Pro-NETU 81 mg #¥f :

142% (28/197 4), Pro-NETU 235 mg # : 16.4% (32/1954), 7 7 &HREE : 13.8% (27/1954) ]
(CATFENE) ROl o< Y [7.1% (14/197 £4), 5.6% (11/1954), 4.6% (9/1954)] Th o7z,
P 5RERIC 5% EOZENRFRD S -REIERIZ /o 7.

PT S OAE GRETHBE GV R b @ > LRWEMITER TH Y, £ ORBFEIGIIHRGHEM T
FIREETH-T-.

BIER OFEEER] O3 BLIEIA 1L, Pro-NETU 81 mg £, Pro-NETU 235 mg #E OV 7 AREETEN
T, ZLV—R1239.1% (18/1974), 11.8% (23/19544) KN 13.3% (26/19544), 7 L— R 2
2 12.2% (24/197 44), 11.8% (23/195 %) (1 9.2% (18/1954), 7 L— K 3 23 4.6% (9/197 4),
51% (10/1954) KON 1.5% (3/19544), 7 L— K453 0.5% (1/197 %), 0.5% (1/1954) K O¥
0% (0/1954), 7L — K51 0% (0/197 %), 0% (0/1954) KON0% (0/1954) Thol-. #
R CRIER ORER OFBREISITEIT R o7, 7 L— R 3 LLEOIRFHEE D 2%LL L3860 5
AVTCBIERNZAR T R U & A dffiE [Pro-NETU 81 mg B : 3.0% (6/197 44), Pro-NETU 235 mg #: 0.5%

(1/1954), 7Z7ERE 0% (0/1954)] ThHY, HEHBCRWEHORBREIGIZRRE CTH -
7= (%5 5.3.5.1.1 TH 10057020 CSR % 12.2.2-3).
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#£27421141 BHEEZR (WIFhHhDHESETS%ULE) RUEIMEA (10057020)

Adverse Events
Pro-NETU Pro-NETU

Adverse Drug Reactions

Pro-NETU Pro-NETU

System Organ Class 81 mg 235 mg Placebo 81 mg 235 mg Placebo
Preferred Term  MedDRA (ver.20.1) (N=197)  (N=195) (N=195)  (N=197) (N=195) (N=195)
N (%) N (%) N (%) N (%) N (%) N (%)
Any Events 189 (95.9) 191(97.9) 191(97.9) 52(264) 57(29.2) 47(24.1)
Blood and lymphatic system disorders
Anaemia 17 (8.6) 11 (5.6) 10 (5.1) 0(0.0) 0(0.0) 0(0.0)
Febrile neutropenia 11 (5.6) 6@3.1) 3(1.5) 0(0.0) 0(0.0) 0(0.0)
Leukopenia 9 (4.6) 14 (7.2) 8(4.1) 0(0.0) 1(0.5) 0(0.0)
Neutropenia 28 (14.2)  27(13.8) 18(9.2) 1(0.5) 1(0.5) 0(0.0)
Metabolism and nutrition disorders
Hyperglycaemia 5(2.5) 10 (5.1) 5(2.6) 0(0.0) 0(0.0) 0(0.0)
Hyponatraemia 20 (10.2) 17 (8.7) 7 (3.6) 6 (3.0 3(1.5) 0(0.0)
Decreased appetite 78 (39.6) 71(36.4) 78 (40.0) 6 (3.0 8(4.1) 2 (1.0)
Psychiatric disorders
Insomnia 20 (10.2) 12 (6.2) 21 (10.8) 1(0.5) 1(0.5) 1(0.5)
Nervous system disorders
Dysgeusia 11 (5.6) 12 (6.2) 7 (3.6) 2(1.0) 0(0.0) 0(0.0)
Headache 9 (4.6) 13 (6.7) 42.1) 4(2.0) 42.1) 0(0.0)
Respiratory, thoracic and mediastinal
disorders
Hiccups 65(33.0) 80(41.0)0 64(32.8) 14 (7.1) 11 (5.6) 9 (4.6)
Gastrointestinal disorders
Abdominal pain upper 13 (6.6) 10 (5.1) 5(2.6) 1(0.5) 0(0.0) 0(0.0)
Constipation 128 (65.0) 129 (66.2) 120(61.5) 28(142) 32(164) 27(13.8)
Diarrhoea 19 (9.6) 20 (10.3) 10 (5.1) 2 (1.0) 1(0.5) 1(0.5)
Nausea 31(15.7)  23(11.8)  25(12.8) 2 (1.0) 1(0.5) 0(0.0)
Stomatitis 11 (5.6) 13 (6.7) 8(4.1) 2 (1.0) 0(0.0) 0(0.0)
Vomiting 3(1.5) 1(0.5) 11 (5.6) 0(0.0) 0(0.0) 0(0.0)
General disorders and administration site
conditions
Injection site pain 14 (7.1) 11 (5.6) 8(4.1) 0(0.0) 0(0.0) 0(0.0)
Malaise 25(12.7)  32(16.4) 24(12.3) 1(0.5) 3(L.5) 2 (1.0)
Investigations
Alanine aminotransferase increased 11 (5.6) 11 (5.6) 8(4.1) 5(2.5) 8(4.1) 3(1.5)
Blood creatinine increased 15 (7.6) 6(3.1) 10 (5.1) 1(0.5) 0(0.0) 1(0.5)
Neutrophil count decreased 56 (28.4) 56(28.7)  59(30.3) 0(0.0) 1(0.5) 0(0.0)
Platelet count decreased 18 (9.1) 16 (8.2) 17 (8.7) 1(0.5) 0(0.0) 0 (0.0)
White blood cell count decreased 46 (23.4) 43(22.1) 42 (21.5) 0(0.0) 1(0.5) 0(0.0)

TRAT RIS - TRBREE R -6

MedDRA: Medical Dictionary for Regulatory Activities

%5 5.3.5.1.1 TH 10057020 CSR 5lJ3& 14.3.1-3
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2742115 E A 10057010 EXE&

LEVERRATRIGEER 2 x5 & LC, AFEFREH ZLOREHELE 2.742.1.1.5-1 IR LT,

Pro-NETU £ CHREL L 7= EFERIL, 27 v 7 1 (KA 118 mg) T ZERIEAL AR 3 4 (37.5%),
THI 24 (25%) KROWERIE 14 (12.5%), A7 v 72 (KHFI235mg) T ZRIEALMAE 6 4
(75.0%) , BEEBRZG 1 4 (12.5%), #1140 (12.5%) , fEHsdE 1 4 (12.5%) , ALT #0011 44 (12.5%)
FORPMBE 1 4 (12.5%), A7 v 73 (K#1353 mg) TR S 4 (62.5%), WA
AR 14 (12.5%), EXGEORIE 14 (125%) KGIRPoave ) /=7 U8in1 4 (125%) T
Hot-.

BAT v T H2UE LT 7 BB CRE LA EFRIT, LEFREMMmE 74 (583%), =
LIEDORIE 1 4 (83%) KONALTH#IIN 14 (83%) Th-7-.

Pro-NETU B OV T2 REETHRILL A EEFROREL, $XCTTL—R1THY, T
DOFEGHMEIE LT,
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#*2.7.4.2.1.1.5-1

AEZEE%£ (10057010)

s A7 w71 (118 mg) AT w7 2(235 mg) AT w7 3 (353 mg) BAT T
Pro-NETU ## 77 R Pro-NETU #f 7T REE Pro-NETU ## 7T AR 7T R

PO L TR~ 8 4 8 4 8 4 12
FEHBIE (EHLR) 4 (50.0) 2 (50.0) | 7 (87.5) 2 (50.0) | 7 (87.5) 3 (75.0) 7 (58.3)
JRYLIE R K OV BUE 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (12.5) 0 (0.0) 0 (0.0)
UGEEDS 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (12.5) 0 (0.0) 0 (0.0)
e gs, MoEhis & ONthRREE 0 (0.0) 0 (0.0) 0 (0.0) 1 (25.0) 1 (12.5) 0 (0.0) 1 (8.3)
FREORIE 0 (0.0) 0 (0.0) 0 (0.0) 1 (25.0) 1 (12.5) 0 (0.0) 1 (8.3)
P 2 (25.0) 0 (0.0) 2 (25.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
N RIS 0 (0.0) 0 (0.0) 1 (12.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
T 2 (25.0) 0 (0.0) 1 (12.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
RSB B L OGS AR E 1 (12.5) 0 (0.0) 1 (12.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
HE 1 (12.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
iNEg e 0 (0.0) 0 (0.0) 1 (12.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
— i - REFEER L OGN OREE 3 (37.5) 2 (50.0) | 6 (75.0) 2 (500) | 5 (62.5) 3 (75.0) | 7 (58.3)
1 A5 ZERIERAT AR 3 (37.5) 2 (50.0) 6 (75.0) 2 (50.0) 5 (62.5) 3 (75.0) 7 (58.3)
B AR A 0 (0.0) 1 (25.0) | 2 (25.0) 0 (0.0) 1 (12.5) 0 (0.0) 1 (8.3)
Zmm 7227270 4 0o | 1 @so| 1 25| o ©o | o ©0 | o ©0 | 1 83
PR A 1 55 0 (0.0 0 (0.0 1 (12.5) 0 (0.0 0 (0.0) 0 (0.0) (0.0)
R ey ) — N 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (12.5) 0 (0.0) (0.0)

FRHT R GAEI « 2 R VEARAT R AR ]
45 5.3.3.1.1 I 10057010 CSR % 12.2.3.1.1-1
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IR G0 CORWER OFRBREIG 2K 2.7.42.1.1.5-2 1T LTz,

Pro-NETU B CHELL7ZRIERIL, A7 v 71 (KA 118 mg) TFHIN 24 (25%), AT v
2 (ORAI235mg) CHERIEAN, FHRIEKWALT BINNZNZ 14 (25.0%), A7 v 7 3 (KA 353
mg) TRAETBEY =7 U 14 (125%) Tholo. AT v 7 &G L7 7 Rt
THRBLLZRIERIL, ALT #2314 (83%) Thoi-.

Pro-NETU #EL OV 7 B ARRETHIL LICEWEH ORI, $ T L—R1THY, WIno
FLRLEE L.

% 27421152 EI#ERA (10057010)

A7 w7 1 (118 mg) AT 7 2 (235 mg) AFv73(358mg) | BAT VT

F54
(MedDRA Ver.16.1)

Pro-NETU | 7t & | Pro-NETU | 7&K | Pro-NETU | 7Z&HR | 77X
PIE S0k 8 4 8 4 8 4 12
B (FEBLR) 2 (250) |1 (250) |3 (375 |0 (0.0) |1 (125 |0 (0.0) | 1  (83)

I 2 (250) |0 (0.0) |2 (250) [0 (0.0) |0 (0.0) [0 (0.0) | O  (0.0)
R AT 0 (0.0) [0 (00) [1 (125 |0 (0.0 [0 (00) |0 (00) | 0 (0.0
THI 2 (250) |0 (0.0) |1 (125 [0 (0.0) |0 (0.0) [0 (0.0) | 0  (0.0)

i R A A 0 (00) |1 (250) |1 (125 |0 (0.0) [1 (125 |0 (0.0) |1 (8.3)
TI=rT )

FFrAT7=Z [0 (00) |1 (2500 |1 (125 [0 (0.0) {0 (0.0) |0 (00 |1 (83)
—PHIHN
Repymey s
— 7 BN
fENT R GE N« AR MM X G AR F

%5 5.3.3.1.1 T 10057010 CSR % 12.2.3.2.2-1

0 (0.0) |0 (00) [0 (00) |0 (00 [1 (125 |0 (0.0) |0 (0.0)

2742116 E A 10057050 iXER

LRI G F 2 x5 & LT, AEFREE ZLORBFEGELEK 2.74.2.1.1.6-1 [T LT

Pro-NETU fFHIRFCIx, #BRE 7 412 8 FOFEFERNHH Lz, B LAEFFLRIT, #Ef
(44, 182%), T, AFE~LANR, BEEKOHE (%14, 45%) Thoil

GRA HUMP B CIX, #BRE 3 A 4 FOREERMREBL L. BI L AFEFZIL, Wk
BEAR, EWASEZ, RAIPED E VR OEITE (% 14, 4.5%) Tholo

WO EEEIZZ L— R 1 T2 ThY, RBRyMFIcmEE L=

F7-, EIEERNOAEFLIBEIA1E, Pro-NETU B} O GRA B G T2 En 7 L
— R 1254/224 (182%), 2/224 (9.1%), 7L — R 2213224 (13.6%), 1/224 (4.5%) T»H
ofc . Ee, 77— R 3 U RFWTFhob5RTHRO b o 7z (5 5.3.3.4.1 I 10057050 CSR
#12.22-2).
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&27421.16-1 HEEFZR (10057050)

Pro-NETU + GRA GRA
System Organ Class (N=22) (N=22)
Preferred Term MedDRA (ver.23.0) N (%) N (%)
Any Adverse Events 7 (31.8) 3 (13.6)
Cardiac disorders 0 (0.0) 1(4.5)
Sinus tachycardia 0 (0.0) 1(4.5)
Gastrointestinal disorders 5(22.7) 0(0.0)
Constipation 4 (18.2) 0(0.0)
Diarrhoea 1(4.5) 0(0.0)
Infections and infestations 1(4.5) 1(4.5)
Nasopharyngitis 0(0.0) 1(4.5)
Oral herpes 1(4.5) 0(0.0)
Nervous system disorders 1(4.5) 1(4.5)
Dizziness postural 0 (0.0) 1(4.5)
Headache 1(4.5) 0(0.0)
Skin and subcutaneous tissue disorders 1(4.5) 1(4.5)
Hyperhidrosis 0 (0.0) 1(4.5)
Rash 1(4.5) 0(0.0)

Analysis Set : Safety Evaluable Population
% 5.3.3.4.1 I 10057050 CSR % 12.2.2-1

RUWERIEHE Z & ORBEIG A2 2.74.2.1.1.6-2 IR LTz,

Pro-NETU ff Ff§ &% (Y GRA BB 5. CE N2 1 4125 3 O RIWEH 233881 L 7. Pro-NETU
OFARFIC B L7-BIWERIE, B80% (ZL— R 1) THY, Pro-NETU &N GRA & DK REEFRILRE
o0 LSz, £7o, GRA BB GRHCHEL L g ERIZRAMESER (ZFL—FR1) KOZ%
HE (ZFL—F1) Thol.

#2742116-2 EIERA (10057050)

Pro-NETU + GRA GRA
(N=22) (N=22)
Pro-NETU or GRA
System Organ Class Pro-NETU* GRA* *

Preferred Term MedDRA (ver.23.0) N (%) N (%) N (%) N (%)
Any Treatment-Related Adverse Events 1(4.5) 1(4.5) 1(4.5) 1(4.5)
Cardiac disorders 0(0.0) 0(0.0) 0(0.0) 1(4.5)

Sinus tachycardia 0(0.0) 0(0.0) 0(0.0) 1(4.5)
Nervous system disorders 1(4.5) 1(4.5) 1(4.5) 0(0.0)

Headache 1(4.5) 1 (4.5) 1(4.5) 0(0.0)
Skin and subcutaneous tissue disorders 0(0.0) 0 (0.0) 0(0.0) 1(4.5)

Hyperhidrosis 0 (0.0) 0 (0.0) 0(0.0) 1(4.5)

* 1 Pro-NETU IR SEE L7 B8 AIBI O BIMEM (353850 & O RIRBAGRAY TRIFRH Y 1, TZ5BRHY | KOt o]
REMED Y | LTSN AEFSE) 2Lz

Analysis Set : Safety Evaluable Population

% 5.3.3.4.1 I 10057050 CSR % 12.2.2-3

2742117 YL EE 3 A ER (GBSt NEPA-15-18 558 & 1F NEPA-17-05 EER)
(1) S NEPA-15-18 3Bk
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FRERIIRT 2 38 L C Pro-NETU-PALO FDC #f 3/% NETU-PALO FDC B W T N O 57T 5%
PLEICER®O b7z TEAE OB %23 2.7.42.1.1.7-1 1Rk L2, £72, 1 a—AFTHhThnroks
HEC5%LL EIZRRO b NI A EFG OB T8k DEK 2.7.4.8.2-1 ITR LT,

R P IR b RBEIE O@mr o oA FEFRIE, FHEREETH Y, 1194 (29.5%) TH
# S #7c [Pro-NETU-PALO FDC #f 61 44 (30.0%), NETU-PALO FDC Ff 58 £ (28.9%) ]. K\T
217 71 4 (17.6%) [Pro-NETU-PALO FDC £ 33 44 (16.3%), NETU-PALO FDC #f 38 4 (18.9%) ]
Tholo. T O, FEEEIE O Eh - 7oA EFFGIINEIE [ Pro-NETU-PALO FDC #f 32 4 (15.8%) ,
NETU-PALO FDC #% 29 4 (14.4%) 1, {#f# [Pro-NETU-PALO FDC #¥ 21 4 (10.3%), NETU-PALO
FDC #f 26 4 (12.9%) ], HIMEEE [Pro-NETU-PALO FDC #f 21 4 (10.3%), NETU-PALO FDC
#2240 (109%)] Tholo. AEFELORBEGIL, REHH TBBLRRKETH .

AREMI 2R T, 7 L— K3 OFEFEFEZRIT Pro-NETU-PALO FDC E£D 30.0% (61/203 4),
NETU-PALO FDC B 26.9% (54/201 44) I\ZRBLLT-. 7 L — K 4 OFEFZRIT Pro-NETU-PALO
FDC #£D 7.4% (15/203 4), NETU-PALO FDC #£® 10.9% (22/201 £4) (ZHB L7-. b HEBLE]
BREMNoT 7 L— R 3/4 DFEFRRIL, G EEAE [Pro-NETU-PALO FDC Ef : 18.2% (37/203
4), NETU-PALO FDC ##:18.4% (37/201 44) ] Td - 7= (45 5.3.5.1.6 T NEPA-15-18 CSR Table 18).

74



7 u k) A S REERE

2.7.4 BRI ZE 2N

®27421171 BERAMPOEEER (WITIhHDHT 25%) (NEPA-15-18)

MedDRA System Organ Class Pro-NETU-PALO NETU-PALO
MedDRA Preferred Term FDC FDC Overall
(N=203) (N=201) (N=404)
n (%) Events n (%) Events n (%) Events
Any TEAE 169 (83.3) 808 174 (86.6) 892 343 (84.9) 1700
Blood and lymphatic system disorders 96 (47.3) 206 91 (45.3) 219 187 (46.3) 425
Anaemia 33(16.3) 54 38(18.9) 57 71 (17.6) 111
Leukopenia 21(10.3) 28 22(109) 36 43 (10.6) o4
Neutropenia 61 (30.0) 98 58(28.9) 93 119 (29.5) 191
Thrombocytopenia 8(3.9) 13 11(5.5) 17 19 (4.7) 30
Cardiac Disorders 12(5.9) 15 14 (7.0) 16 26 (6.4) 31
Gastrointestinal disorders 61 (30.0) 115 52 (25.9) 117 113 (28.0) 232
Constipation 21(10.3) 29 26 (12.9) 30 47 (11.6) 59
Nausea 20(9.9) 29 14 (7.0) 20 34(84) 49
General disorders and administration site 47 (23.2) 78 57 (28.4) 101 104 (25.7) 179
conditions
Asthenia 13(6.4) 17 17 (8.5) 28 30(7.4) 45
Fatigue 18 (8.9) 31 17 (8.5) 32 35(8.7) 63
Infections and infestations 29 (14.3) 36 24 (11.9) 31 53(13.1) 67
Investigations 46 (22.7) 114 45 (22.4) 131 91 (22.5) 245
Alanine aminotransferase increased 15(7.4) 25 24 (11.9) 43 39(9.7) 68
Aspartate aminotransferase increased 12(5.9) 17 19 (9.5) 30 31(7.7) 47
Blood creatinine increased 12(5.9) 16 6(3.0) 10 18 (4.5) 26
Metabolism and nutritional disorders 24 (11.8) 39 23 (11.4) 50 47 (11.6) 89
Decreased appetite 7(34) 7 11(5.5 14 18 (4.5) 21
Musculoskeletal and connective tissue 14 (6.9) 23 12 (6.0) 22 26 (6.4) 45
disorders
Nervous system disorders 23 (11.3) 38 16 (8.0) 37 39(9.7) 75
Headache 11(54) 19 9(4.5) 21 20 (5.0) 40
Psychiatric disorders 52.5) 8 12 (6.0) 13 17 (4.2) 21
Renal and urinary disorders 10 (4.9) 14 14 (7.0) 22 24 (5.9) 36
Respiratory, thoracic and mediastinal 22(10.8) 28 18 (9.0) 36 40 (9.9) 64
disorders
Skin and subcutaneous tissue disorders 39(19.2) 46 34 (16.9) 38 73 (18.1) 84
Alopecia 32(15.8) 35 29 (14.4) 31 61 (15.1) 66
Vascular disorders 15(74) 21 22 (10.9) 28 37(9.2) 49
Hypertension 839 12 13 (6.5) 16 21(5.2) 28

Population: Safety

Abbreviations: Pro-NETU-PALO FDC = intravenous fosnetupitant/palonosetron fixed-dose combination;
MedDRA = Medical Dictionary for Regulatory Activities, v.18.0; N = number of patients in a given group,
n = number of patients in a given subgroup; NETU-PALO FDC = oral netupitant/palonosetron fixed-dose
combination; TEAE = treatment-emergent adverse event.

%5 5.3.5.1.6 T2 NEPA-15-18 CSR Table 17
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ARERHIM 218 L TR b= EITER 1, Pro-NETU-PALO FDC #£C 26 44 (12.8%), NETU-PALO
FDC £ C 23 4 (11.4%) (ZHBLLT2. 2%LL RIZRB L7ZRIERIX, ERAK D ALT INCTh o7z,
b RELEIG O @ TRIERIX, Wik & & Tdh > 72 [Pro-NETU-PALO FDC #f:13 44 (6.4%),
NETU-PALO FDC #% : 124 (6.0%) 1. ALT H9hmE, WikEE & 44 (2.0%) ([ZFHHE L.

(2) S NEPA-17-05 7kBx

AR 28 L TO IO G T 5% LICERO N AEFROEN 2% 2.7.4.2.1.1.7-2
(R L7z, F72, 1 a—AFTOTNDLOEERET 5% BICRRS N7 A EEROEK % D
#2748221R LT,

R FICR BRBEIEO@mP o T AEFEFRIE, MEBIETHY, 2734 (67.9%) THEIH
7= [Pro-NETU-PALO FDC #¥ 141 4 (70.5%), NETU-PALO FDC #f 133 4 (65.5%)]. IR\ C, H
MERPAED 73 44 (18.2%) [Pro-NETU-PALO FDC £f 40 4 (20.0%), NETU-PALO FDC #¥ 33 4

(16.3%) 1, #9725 64 4 (15.9%) [Pro-NETU-PALO FDC % 30 4 (15.0%), NETU-PALO FDC #f
344 (16.7%)] Tholz. Zofh, BEEIGOEN > AFEFEGIEL, Al [Pro-NETU-PALO FDC
B 314 (15.5%), NETU-PALO FDC #f 24 4 (11.8%) ] K OV ERIE [Pro-NETU-PALO FDC
254 (12.5%), NETU-PALOFDC £f24 4 (118%)] ThoT-. HEREROBIEGIX, BB
e GRERIClRkECTH o 72,

BRE LT, @E (FL—R3LE) OfFFESREGE, Pro-NETU-PALO FDC #£D 18.5% (37/200
4), NETU-PALO FDC Ff 14.3% (29/203 4) IZFBL L 7=. 7' L — R 3 OFFFLIL Pro-NETU-PALO
FDC Ff 15.0% (30/200 4), NETU-PALO FDC f 12.3% (25203 4) IZRBLL, 7L — R4 DFE
FLRITZN T 3.5% (7200 4), 2.0% (4203 4) IZRHE LIz, KLEBEEIEN RS T-GED
AEFELL, BMEREER O HERRAETH Y, BRI TEILEI 5.0% (20/402 44) IZHEBLL
7o, BAIMEREIT, Pro-NETU-PALO FDC £f 6.5% (13/200 44), NETU-PALO FDC #f 3.4% (7/203
%) (B U=, AR ERBUEY, Pro-NETU-PALO FDC £f 5.5% (11/200 44), NETU-PALO FDC
BE4.4% (9/203 4) 1Z3BLL7= (5 5.3.5.1.9 TH NEPA-17-05 CSR Table23).
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F27421172 HBRAMPOEEER (WITIhHDFHT 25%) (NEPA-17-05)

MedDRA System Organ Class Pro-NETU-PALO NETU-PALO
MedDRA Preferred Term FDC FDC Overall
(N=200) (N=203) (N=402)
n (%) Events n (%) Events n (%) Events
Any TEAE 184 (92.0) 690 187 (92.1) 583 370 (92.0) 1273
Blood and lymphatic system disorders 67 (33.5) 185 59 (29.1) 144 126 (31.3) 329
Leukopenia 40 (20.0) 84 33 (16.3) 55 73 (18.2) 139
Anaemia 31 (15.5) 47 24 (11.8) 36 55(13.7) 83
Neutropenia 25 (12.5) 40 24 (11.8) 36 49 (12.2) 76
Gastrointestinal disorders 41 (20.5) 80 37 (18.2) 60 77 (19.2) 140
Nausea 14 (7.0) 24 9(4.4) 12 23(5.7) 36
Diarrhoea 10 (5.0) 11 94411 19 (4.7) 22
General disorders and administration site 58 (29.0) 89 58 (28.6) 75 116 (28.9) 164
conditions
Fatigue 30 (15.0) 36 34 (16.7) 38 64 (15.9) 74
Asthenia 27 (13.5) 35 17 (8.4) 20 44 (10.9) 55
Investigations 28 (14.0) 59 22 (10.8) 39 49 (12.2) 98
Gamma-glutamyltransferase increased 11(5.5) 12 7(3.4)10 18 (4.5)22
Nervous system disorders 20 (10.0) 32 19 (9.4) 30 39(9.7) 62
Headache 10 (5.0) 14 12(5.9) 16 22 (5.5) 30
Skin and subcutaneous tissue disorders 143 (71.5) 165 138 (68.0) 156 280 (69.7) 321

Alopecia

141 (70.5) 160

133 (65.5) 144

273 (67.9) 304

Population: Safety

Abbreviations: Pro-NETU-PALO FDC = intravenous fosnetupitant/palonosetron fixed-dose combination;
MedDRA = Medical Dictionary for Regulatory Activities, v.20.0; N = number of patients in a given group,
n = number of patients in a given subgroup; NETU-PALO FDC = oral netupitant/palonosetron fixed-dose
combination; TEAE = treatment-emergent adverse event.
Note: Patient - received active Pro-NETU-PALO FDC in Cycles 1, 3, and 4 and active NETU-PALO FDC
in Cycle 2, so this patient is counted in each treatment group, but only once for the total.

%5 5.3.5.1.9 TH NEPA-17-05 CSR Table 21

BRI 218 L CERO B ZRITER X, Pro-NETU-PALO FDC #£ T 16 4 (8.0%), NETU-PALO
FDC #T 224 (10.8%) 1ZHBL L7z, 2%LL BICHEBL UIZRIERNE, #86, 957, BRA D EN
Tholz. IkbIHBEGOEN->ZREITEANZE, B8 [Pro-NETU-PALO FDC ¥ : 544 (2.5%),
NETU-PALO FDC #% : 74 (3.4%) ; LAF, [E] T, RWT, HFEW [54 2.5%), 54 (2.5%)]
FOMERE [54 (2.5%), 2 4 (1.0%)] Thot-. WIHITMEEE S 44 (2.0%) ThHhoT-.

274212 T
274.21.21

2742122

E MR 10057030 K&
[EN 10057030 FABR TR TICE > - A EFHRIT

[ElR 10057040 Fi8%

b bR o T,

EN 10057040 RERCTlX, WIICE - AEREE RO T-.
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2742123 E A 10057020 X E&

AERIAREINICIE LS L2 BB X5 24 (Pro-NETU 81 mg BT 14, Pro-NETU 235mg #C 1 44)
Tho7-. FELEDFRKI Pro-NETU 81 mg #£D 1 £ 23 FUR (L, Pro-NETU 235 mg BED 1 44 23 itk
YeThHY, RBRAYEMT, BBREEEOREEREZ [BfRe L) LBz,
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27421231 EEIZE->E=FEEZ (10057020)

If Outcome is Do you

Date of Onset If "Not Related", "Not recovered consider
Onset(Days)*1 "Unlikely / not resolved”,  this
Date of Outcome Grade/Severity Related", specify reason a
Adverse Events  Duration(Days)*2 at Onset specify the cause Action Taken for Serious
Patient  Age Preferred Term  Date of Maximum Maximum of the adverse Treatment with Study discontinuing Adverse
Group Number Gender MedDRA(ver.20.1) Grade Grade/Severity Relationship event Intervention Medication Outcome AE follow-up  Event?
Pro-NETU - 6' Lung neoplasm 20./08/07 Grade 4 Not Related Disease under Yes Dose not Fatal Yes
81 mg M malignant 14 Grade 5 study changed
20fos/10
3
20810
Pro-NETU - 7I Lung infection 20./07/25 Grade 3 Not Related Other(infection)  Yes Dose not Fatal Yes
235 mg M 6 Grade 5 changed
20ffos/12
18

20ffos/12

% 5.3.5.1.1 T 10057020 CSR % 12.3.1.1-1 &%
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2742124 E A 10057010 EXE&
[E PN 10057010 3ERTIE, I BE ST AEHFLERD IR T-.

27.4.21.25 E M 10057050 5 Ex
[EN 10057050 3ERTlE, T ICE ST HEFELREZROLN-T-.

2742126 EALVE 3 HHEER GEYL NEPA-15-18 B BR & U NEPA-17-05 3 ER)
(1) 84+ NEPA-15-18 3-B&

IR ST AEFREHK 2.74.2.126-1 TR LT

AR 28 L CTECICE > - A EFRIT, Pro-NETU-PALO FDC BT 104 (4.9%),
NETU-PALO FDC ££ T 14 4 (7.0%) 125 Sz, IRBEENREEROH 2 CICE > T-HEF
% (Study-drug related TEAE) %8 727>> 72753, Pro-NETU-PALO FDC #%C DEX & BH D & 5 E
CICE-T-AEEFERY 1 4 TROE. BRLE, HEEEECTH-T-.

FCILE ST HEFELO B A (TR 2.7.4.8.3.2-1 IZIRFF L 7.
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27421261 HBREBPORTICE--HEEZR (NEPA-15-18)

MedDRA System Organ Class

Pro-NETU-PALO

MedDRA Preferred Term FDC NETU-PALO FDC
(N=203) (N=201)
n (%) n (%)
Any TEAE leading to death® 10 (4.9) 14 (7.0)
Blood and lymphatic system disorders 1(0.5) 0
Febrile neutropenia 1(0.5) 0
Cardiac disorders 1(0.5) 0
Cardiac failure 1(0.5) 0
Gastrointestinal disorders 2 (1.0) 1 (0.5)
Gastric ulcer haemorrhage 1(0.5)° 0
Ileus 0 1(0.5)
Intestinal obstruction 1(0.5) 0
General disorders and administration site conditions 1(0.5) 6 (3.0)
Death 0 1(0.5)
Disease progression 0 1(0.5)
Oedema peripheral 0 1(0.5)
Sudden death 1(0.5) 3(1.5)
Infections and infestations 2 (1.0) 3(1.5)
Pneumonia 1(0.5) 1(0.5)
Pyopneumothorax 1(0.5) 0
Sepsis 0 2 (1.0)
Neoplasms benign, malignant and unspecified (including 0 2 (1.0)
cysts and polyps)
Malignant neoplasm progression 0 2(1.0)
Injury, poisoning and procedural complications 1(0.5) 0
Accidental overdose 1 (0.5)° 0
Renal and urinary disorders 0 1(0.5)
Nephropathy 0 1(0.5)
Respiratory, thoracic and mediastinal disorders 1(0.5) 0
Haemoptysis 1(0.5) 0
Vascular disorders 1(0.5) 1 (0.5)
Haemorrhage 1(0.5) 0
Peripheral embolism 0 1(0.5)

Population: Safety

Abbreviations: Pro-NETU-PALO FDC = intravenous fosnetupitant/palonosetron fixed-dose combination;
MedDRA = Medical Dictionary for Regulatory Activities, v.18.0; N = number of patients in a given group,
n = number of patients in a given subgroup; NETU-PALO FDC = oral netupitant/palonosetron fixed-dose
combination; PT = preferred term; SOC = system organ class; TEAE = treatment-emergent adverse event.
(a) No study-drug-related TEAE leading to death was reported in this study.
(b) Patient ID - (Pro-NETU-PALO FDC group) experienced gastric ulcer haemorrhage that was related

to dexamethasone.

(c) Patient ID - (Pro-NETU-PALO FDC group) died of an accidental overdose of diazepam.

%5 5.3.5.1.6 TH NEPA-15-18 CSR Table 20
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(2)  ¥ES NEPA-17-05 #5%
5% NEPA-17-05 B CI, HLICE ST FHFFRITRBL 20 o7,

2742127 Z D DERRFER
ZOMOEERRBR CRIA LI O EEH 27483 HIIR LT

274213 TOMDEELGHEER

2.7.4.2.1.3.1 EMA 10057030 iXE&

(1) HEEEG =
RBRHIHINOBEE R AEFRFREL#£ 2.74.2.13.1-1 TR LT,
BELAHEEZROFEBEIAGIL, Pro-NETU BT 11.7% (46/392 44), R AT F LB o M RET 9.4%
(37393 4) Tholz. HERAEFEFERO YL, REBREYSEMICL Y &IER &l Szl

Pro-NETU BETIZIRD LT, RmAT 7L VX v MRET 24 2 1F (RIMEKRIGR K ONEEALHE) T

HoT-.
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#£27421311 EELEESRZR : HEAKES/\—F (10057030)

2.7.4 BRI ZE 2N

Pro-NETU Fosaprepitant
System Organ Class (N=392) (N=393)
Preferred Term MedDRA (ver.23.0) N (%) 95% CI (%) N (%) 95% CI (%)
Any Events 46 (11.7) [8.7,15.3] 37(9.4) [6.7,12.7]
Blood and lymphatic system disorders 15 (3.8) [2.2,6.2] 11 (2.8) [1.4,5.0]
Bone marrow failure 1(0.3) [0.0,1.4] 0(0.0) [0.0,0.9]
Febrile neutropenia 14 (3.6) [2.0,5.9] 11 (2.8) [1.4,5.0]
Cardiac disorders 3(0.8) [0.2,2.2] 1(0.3) [0.0, 1.4]
Acute myocardial infarction 1(0.3) [0.0,1.4] 0(0.0) [0.0,0.9]
Angina pectoris 0(0.0) [0.0,0.9] 1(0.3) [0.0, 1.4]
Atrial fibrillation 1(0.3) [0.0, 1.4] 0(0.0) [0.0,0.9]
Pericarditis 1(0.3) [0.0, 1.4] 0(0.0) [0.0,0.9]
Gastrointestinal disorders 2 (0.5) [0.1,1.8] 5(1.3) [0.4,2.9]
Colitis ischaemic 0(0.0) [0.0,0.9] 1(0.3) [0.0, 1.4]
Duodenal ulcer 0(0.0) [0.0,0.9] 1(0.3) [0.0, 1.4]
Enterocolitis 1(0.3) [0.0,1.4] 0(0.0) [0.0,0.9]
Gastric ulcer 0(0.0) [0.0,0.9] 1(0.3) [0.0,1.4]
Nausea 1(0.3) [0.0, 1.4] 1(0.3) [0.0, 1.4]
Vomiting 0(0.0) [0.0,0.9] 1(0.3) [0.0, 1.4]
General disorders and administration site conditions 1(0.3) [0.0, 1.4] 0(0.0) [0.0,0.9]
Pyrexia 1(0.3) [0.0,1.4] 0(0.0) [0.0,0.9]
Hepatobiliary disorders 0(0.0) [0.0,0.9] 2 (0.5) [0.1,1.8]
Hepatic function abnormal 0(0.0) [0.0,0.9] 2(0.5) [0.1,1.8]
Immune system disorders 1(0.3) [0.0,1.4] 0(0.0) [0.0,0.9]
Anaphylactic reaction 1(0.3) [0.0,1.4] 0(0.0) [0.0,0.9]
Infections and infestations 3(0.8) [0.2,2.2] 5(1.3) [0.4,2.9]
Chronic sinusitis 0(0.0) [0.0,0.9] 1(0.3) [0.0, 1.4]
Lymph gland infection 0(0.0) [0.0,0.9] 1(0.3) [0.0, 1.4]
Pleural infection 0(0.0) [0.0,0.9] 1(0.3) [0.0,1.4]
Pneumonia 1(0.3) [0.0, 1.4] 1(0.3) [0.0, 1.4]
Sepsis 1(0.3) [0.0, 1.4] 1(0.3) [0.0, 1.4]
Urinary tract infection 1(0.3) [0.0, 1.4] 0(0.0) [0.0,0.9]
Investigations 11 (2.8) [1.4,5.0] 8(2.0) [0.9,4.0]
Blood creatinine increased 1(0.3) [0.0,1.4] 1(0.3) [0.0, 1.4]
C-reactive protein increased 1(0.3) [0.0,1.4] 0(0.0) [0.0,0.9]
Neutrophil count decreased 8(2.0) [0.9,4.0] 5(1.3) [0.4,2.9]
Platelet count decreased 0(0.0) [0.0,0.9] 2(0.5) [0.1,1.8]
White blood cell count decreased 1(0.3) [0.0, 1.4] 0(0.0) [0.0,0.9]
Metabolism and nutrition disorders 7(1.8) [0.7,3.6] 4 (1.0) [0.3,2.6]
Decreased appetite 2(0.5) [0.1,1.8] 3(0.8) [0.2,2.2]
Dehydration 1(0.3) [0.0, 1.4] 0(0.0) [0.0,0.9]
Hyperkalaemia 1(0.3) [0.0, 1.4] 0 (0.0) [0.0,0.9]
Hyponatraemia 3(0.8) [0.2,2.2] 1(0.3) [0.0, 1.4]
Nervous system disorders 1(0.3) [0.0, 1.4] 0(0.0) [0.0,0.9]
Cerebral infarction 1(0.3) [0.0,1.4] 0 (0.0) [0.0,0.9]
Renal and urinary disorders 1(0.3) [0.0,1.4] 1(0.3) [0.0, 1.4]
Acute kidney injury 1(0.3) [0.0,1.4] 1(0.3) [0.0,1.4]
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#27421311 BEELGAEEZR : BEEEES/\—F (10057030) (=)

Pro-NETU Fosaprepitant
System Organ Class (N=392) (N=393)
Preferred Term MedDRA (ver.23.0) N (%) 95% CI (%) N (%) 95% CI (%)
Respiratory, thoracic and mediastinal disorders 3(0.8) [0.2,2.2] 4 (1.0) [0.3,2.6]
Dyspnoea 0(0.0) [0.0,0.9] 1(0.3) [0.0, 1.4]
Haemoptysis 1(0.3) [0.0, 1.4] 0 (0.0) [0.0,0.9]
Interstitial lung disease 0(0.0) [0.0,0.9] 1(0.3) [0.0, 1.4]
Pneumonitis 0(0.0) [0.0,0.9] 1(0.3) [0.0, 1.4]
Pneumothorax 2 (0.5) [0.1,1.8] 2 (0.5) [0.1, 1.8]
Skin and subcutaneous tissue disorders 0 (0.0) [0.0,0.9] 2(0.5) [0.1,1.8]
Erythema multiforme 0 (0.0) [0.0,0.9] 1(0.3) [0.0, 1.4]
Toxic skin eruption 0 (0.0) [0.0,0.9] 1(0.3) [0.0, 1.4]

Analysis Set:As-Treated Population
(source : SA-1-1431-060T)

%5 5.3.5.1.2 78 10057030 CSR 3 12.3.1.2.1-1

2 BV LEL/S—h
RN O BEERAEEER 42K 27421312 1R Lz, £, HEEGS—F RO KL
BeH N~ N TOEERAEFRGO - EE2FK 27484.1-1 [TRLT-.
HERAERRORBESGIL 2 — 22K T 103% (13/126 4), 2—ABITiE, 1 2—2AH6.3%
(8/126 41), 2 a3— AN 3.0% (3/1014), 3 2—A24% (2/834) Thol=. TDOLIIHUE
PEFESHER 5 IORER T 2FR L S, BWEH SIS bDITRBD b s o7z,
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+2742131-2 EELGATER: BYRLES/\—F (10057030)

Total Pro-NETU
Pro-NETU(Repeated-Dose) (Single-Dose and (Single-Dose)
Course 1 Course 2 Course 3 Total Repeated-Dose)
System Organ Class (N=126) (N=101) (N=83) (N=126) (N=453) (N=392)
Preferred Term MedDRA (ver.23.0) N (%) 95% CI (%) N (%) 95% CI (%) N (%) 95% CI (%) N (%) 95% CI (%) N (%) 95% CI (%) N (%) 95% CI (%)
Any Events 8(6.3) [2.8,12.1] 3(3.0) [0.6,8.4] 2(2.4) [0.3,8.4] 13(103) [5.6,17.0] 58(12.8) [9.9,16.2] 46(11.7) [8.7,15.3]
Blood and lymphatic system disorders 4 (3.2) [0.9,7.9] 1(1.0) [0.0,5.4] 0(0.0) [0.0,4.3] 5(4.0) [1.3,9.0] 20 (4.4) [2.7,6.7] 15 (3.8) [2.2,6.2]
Bone marrow failure 0(0.0) [0.0,2.9] 0(0.0) [0.0,3.6] 0(0.0) [0.0,4.3] 0(0.0) [0.0,2.9] 1(0.2) [0.0,1.2] 1(0.3) [0.0,1.4]
Febrile neutropenia 4(3.2) [0.9,7.9] 1(1.0) [0.0,5.4] 0(0.0) [0.0,4.3] 5(4.0) [1.3,9.0] 19 (4.2) [2.5,6.5] 14 (3.6) [2.0,5.9]
Cardiac disorders 0(0.0) [0.0,2.9] 0(0.0) [0.0, 3.6] 1(1.2) [0.0, 6.5] 1(0.8) [0.0,4.3] 4(0.9) [0.2,2.2] 3(0.8) [0.2,2.2]
Acute myocardial infarction 0(0.0) [0.0,2.9] 0(0.0) [0.0, 3.6] 0(0.0) [0.0,4.3] 0(0.0) [0.0,2.9] 1(0.2) [0.0,1.2] 1(0.3) [0.0, 1.4]
Angina pectoris 0(0.0) [0.0,29] 0(.0) [00,36] 1(12) [00,65] 1(0.8)  [0.0,43] 1(02) [0.0,12] 0(0.0)  [0.0,0.9]
Atrial fibrillation 0(0.0) [0.0,2.9] 0(0.0) [0.0,3.6] 0(0.0) [0.0,4.3] 0(0.0) [0.0,2.9] 1(0.2) [0.0,1.2] 1(0.3) [0.0,1.4]
Pericarditis 0(0.0) [0.0,2.9] 0(0.0) [0.0,3.6] 0(0.0) [0.0,4.3] 0(0.0) [0.0,2.9] 1(0.2) [0.0,1.2] 1(0.3) [0.0,1.4]
Gastrointestinal disorders 0(0.0) [0.0,2.9] 0(0.0) [0.0, 3.6] 0(0.0) [0.0,4.3] 0(0.0) [0.0,2.9] 2 (0.4) [0.1,1.6] 2 (0.5) [0.1,1.8]
Enterocolitis 0(0.0) [0.0,2.9] 0(0.0) [0.0, 3.6] 0(0.0) [0.0,4.3] 0(0.0) [0.0,2.9] 1(0.2) [0.0,1.2] 1(0.3) [0.0, 1.4]
Nausea 0(0.0) [0.0,2.9] 0(0.0) [0.0, 3.6] 0(0.0) [0.0,4.3] 0(0.0) [0.0,2.9] 1(0.2) [0.0,1.2] 1(0.3) [0.0, 1.4]
General disorders and administration ~ 0(0.0)  [0.0,29]  0(0.0)  [0.0,3.6]  0(0.0)  [0.0,43]  0(0.0) [00,29] 1(0.2) [00,12] 1(03) [0.0,14]
site conditions
Pyrexia 0(0.0) [0.0,2.9] 0(0.0) [0.0,3.6] 0(0.0) [0.0,4.3] 0(0.0) [0.0,2.9] 1(0.2) [0.0,1.2] 1(0.3) [0.0,1.4]
Immune system disorders 0(0.0) [0.0,2.9] 0(0.0) [0.0,3.6] 0(0.0) [0.0,4.3] 0(0.0) [0.0,2.9] 1(0.2) [0.0,1.2] 1(0.3) [0.0,1.4]
Anaphylactic reaction 0 (0.0) [0.0,2.9] 0(0.0) [0.0, 3.6] 0 (0.0) [0.0,4.3] 0 (0.0) [0.0,2.9] 1(0.2) [0.0, 1.2] 1(0.3) [0.0, 1.4]
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Pro-NETU(Repeated-Dose)

Total

(Single-Dose and

Pro-NETU
(Single-Dose)

Course 1 Course 2 Course 3 Total Repeated-Dose)
System Organ Class (N=126) (N=101) (N=83) (N=126) (N=453) (N=392)
Preferred Term MedDRA (ver.23.0) N (%) 95% CI (%) N (%) 95% CI (%) N (%) 95% CI (%) N (%) 95% CI (%) N (%) 95% CI (%) N (%) 95% CI (%)
Infections and infestations 3(2.4) [0.5,6.8] 2 (2.0 [0.2,7.0] 0(0.0) [0.0,4.3] 5(4.0) [1.3,9.0] 8 (1.8) [0.8,3.4] 3(0.8) [0.2,2.2]
Bronchitis 1(0.8) [0.0,43] 0(0.0) [0.0,36] 0(0.0) [00,43] 1(0.8) [0.0,43] 1(02) [0.0,12]  0(0.0)  [0.0,0.9]
Device related infection 1(0.8) [0.0,4.3] 0(0.0) [0.0,3.6] 0(0.0) [0.0,4.3] 1(0.8) [0.0,4.3] 1(0.2) [0.0,1.2] 0(0.0) [0.0,0.9]
Infection 0(0.0) [0.0,2.9] 1(1.0) [0.0,5.4] 0(0.0) [0.0,4.3] 1(0.8) [0.0,4.3] 1(0.2) [0.0,1.2] 0(0.0) [0.0,0.9]
Pneumonia 0(0.0) [0.0,2.9] 1 (1.0) [0.0,5.4] 0(0.0) [0.0,4.3] 1(0.8) [0.0,4.3] 2(0.4) [0.1,1.6] 1(0.3) [0.0,1.4]
Sepsis 1(0.8) [0.0,4.3] 0(0.0) [0.0,3.6] 0(0.0) [0.0,4.3] 1(0.8) [0.0,4.3] 2(0.4) [0.1,1.6] 1(0.3) [0.0,1.4]
Urinary tract infection 0(0.0) [0.0,2.9] 0(0.0) [0.0,3.6] 0(0.0) [0.0,4.3] 0(0.0) [0.0,2.9] 1(0.2) [0.0,1.2] 1(0.3) [0.0,1.4]
Investigations 1(0.8) [0.0,43] 0(0.0) [0.0,36] 0(0.0) [00,43] 1(0.8) [0.0,43] 12(2.6) [1.4,46] 11(28) [1.4,5.0]
Blood creatinine increased 0(0.0) [0.0,2.9] 0(0.0) [0.0,3.6] 0(0.0) [0.0,4.3] 0(0.0) [0.0,2.9] 1(0.2) [0.0,1.2] 1(0.3) [0.0,1.4]
C-reactive protein increased 0(0.0) [0.0,2.9] 0(0.0) [0.0,3.6] 0(0.0) [0.0,4.3] 0(0.0) [0.0,2.9] 1(0.2) [0.0,1.2] 1(0.3) [0.0,1.4]
Neutrophil count decreased 1(0.8) [0.0,4.3] 0(0.0) [0.0,3.6] 0(0.0) [0.0,4.3] 1(0.8) [0.0,4.3] 9(2.0) [0.9,3.7] 8(2.0) [0.9,4.0]
White blood cell count decreased 0(0.0) [0.0,2.9] 0(0.0) [0.0,3.6] 0(0.0) [0.0,4.3] 0(0.0) [0.0,2.9] 1(0.2) [0.0,1.2] 1(0.3) [0.0,1.4]
Metabolism and nutrition disorders 0(0.0) [0.0,2.9] 0(0.0) [0.0,3.6] 1(1.2) [0.0,6.5] 1(0.8) [0.0,4.3] 8 (1.8) [0.8,3.4] 7 (1.8) [0.7,3.6]
Decreased appetite 0(0.0) [0.0,29] 0(.0) [00,36] 0(0.0) [00,43] 0(0.0) [0.0,29] 2(04)  [0.1,1.6] 205  [0.1,1.8]
Dehydration 0(0.0) [0.0,2.9] 0(0.0) [0.0,3.6] 0(0.0) [0.0,4.3] 0(0.0) [0.0,2.9] 1(0.2) [0.0,1.2] 1(0.3) [0.0,1.4]
Hyperkalaemia 0(0.0) [0.0,2.9] 0(0.0) [0.0,3.6] 1(1.2) [0.0,6.5] 1(0.8) [0.0,4.3] 2(0.4) [0.1,1.6] 1(0.3) [0.0,1.4]
Hyponatraemia 0(0.0) [0.0,2.9] 0(0.0) [0.0,3.6] 0(0.0) [0.0,4.3] 0(0.0) [0.0,2.9] 3(0.7) [0.1,1.9] 3(0.8) [0.2,2.2]
Nervous system disorders 1(0.8) [0.0,4.3] 0(0.0) [0.0,3.6] 0(0.0) [0.0,4.3] 1(0.8) [0.0,4.3] 2(0.4) [0.1,1.6] 1(0.3) [0.0,1.4]
Cerebral infarction 0(0.0) [0.0,2.9] 0(0.0) [0.0,3.6] 0(0.0) [0.0,4.3] 0(0.0) [0.0,2.9] 1(0.2) [0.0,1.2] 1(0.3) [0.0,1.4]
Loss of consciousness 1(0.8) [0.0,43] 0(0.0) [0.0,36] 0(0.0) [00,43] 1(0.8) [0.0,43] 1(02) [0.0,12]  0(0.0)  [0.0,0.9]
Renal and urinary disorders 0(0.0) [0.0,2.9] 0(0.0) [0.0,3.6] 0(0.0) [0.0,4.3] 0(0.0) [0.0,2.9] 1(0.2) [0.0,1.2] 1(0.3) [0.0,1.4]
Acute kidney injury 0(0.0) [0.0,2.9] 0(0.0) [0.0, 3.6] 0(0.0) [0.0,4.3] 0(0.0) [0.0,2.9] 1(0.2) [0.0,1.2] 1(0.3) [0.0, 1.4]
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&2742131-2 EELGHEETER  #YERLIEES/\— (10057030) (=)

Pro-NETU(Repeated-Dose)

Total
(Single-Dose and

Pro-NETU
(Single-Dose)

Course 1 Course 2 Course 3 Total Repeated-Dose)
System Organ Class (N=126) (N=101) (N=83) (N=126) (N=453) (N=392)
Preferred Term MedDRA (ver.23.0) N (%) 95% CI (%) N (%) 95% CI (%) N (%) 95% CI (%) N (%) 95% CI (%) N (%) 95% CI (%) N (%) 95% CI (%)
Respiratory, thoracic and mediastinal 0(0.0) [0.0,2.9] 0(0.0) [0.0, 3.6] 0(0.0) [0.0,4.3] 0(0.0) [0.0,2.9] 3(0.7) [0.1,1.9] 3(0.8) [0.2,2.2]
disorders
Haemoptysis 0(0.0) [0.0,29] 0(.0) [00,36] 0(0.0) [00,43] 0(0.0) [0.0,29] 1(02) [0.0,12] 1(03)  [0.0,14]
Pneumothorax 0 (0.0) [0.0,2.9] 0(0.0) [0.0, 3.6] 0(0.0) [0.0,4.3] 0 (0.0) [0.0,2.9] 2(0.4) [0.1,1.6] 2(0.5) [0.1,1.8]

Analysis Set:As-Treated Population
Total (Single-Dose+Repeated-Dose):Repeated-Dose Total+Pro-NETU (Single-Dose)
Repeated-Dose Total:Repeated-Dose Course 1 + Course 2 + Course 3

%5 5.3.5.1.2 B 10057030 CSR % 12.3.1.2.2-1
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2742132 EMA 10057040 iE&

ARG BRIBRICRE L EE R A ERFREE 2.742.132-1 1R LTz, £, BEERAESRS
—EAEFK27484121TR LT

HELRAFEFRIL, Pro-NETU FED 2 412 2 4 CEL, ZHEZ) BBLL, £0 5 bOFMHE (7
L— R 3) [TRBREY EARIC X 0 BIVER &HIB S vz, S I3l vl iaIc L0 FERBND 6
HRICEIE Lz, B, RAT 7L EX Y MECIIEERAEFRILGRO LR -7

£2742132-1 BEELAZEEZL (10057040)

Pro-NETU Fosaprepitant

System Organ Class (N=52) (N=50)

Preferred Term MedDRA (ver.23.0) N (%) 95% CI (%) N (%) 95% CI (%)
Any Events 2 (3.8) [0.5,13.2] 0(0.0) [0.0,7.1]
Gastrointestinal disorders 1(1.9) [0.0,10.3] 0(0.0) [0.0,7.1]

Nausea 1(1.9) [0.0,10.3] 0(0.0) [0.0,7.1]
Skin and subcutaneous tissue disorders 1(1.9) [0.0,10.3] 0 (0.0) [0.0,7.1]

Urticaria 1(1.9) [0.0,10.3] 0 (0.0) [0.0,7.1]

Analysis Set:As-Treated Population
%5 5.3.5.1.3 I 10057040 CSR % 12.3.1.2-1

2742133 [ElA 10057020 5B

HELAEERE 274213311 L. £, EERAEFSR E4%K 2748413 TR
L7z.

ARERHIINIC B e A EFHRITFH 46 4 (Pro-NETU 81 mg #f : 17 44, Pro-NETU 235 mg £f : 14
A, TTRARRE154) CRBLE. BEERAEERO S L, IRBREMSEMIC XY RIER &k
7= DIXEE 34 (Pro-NETU 81 mg % 1 44, Pro-NETU 235 mg#£2 44, 77 B AR#E04) T, Pro-NETU
8ImgBEDT F 7 4 7% —& (14), Pro-NETU 235 mg B OB HUE & VAR REE (4 14)
DIHTHHoTZ. ZDHLH, AMEBEEICONT, BRIKES IO RECL s 5%, 1A
%%k@ﬁ%@%%rﬁ%ﬁbj&%ﬁbk.7%74?%v—ﬁm(7V~P3)&wm@E
(ZL—F2) 1%, #EERmRIClvEEL, aEEREE (71— R3) 1%, EYRERICEDHE
ST L7z,
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x27421331 EELGHEETEZR (10057020)

Pro-NETU 81 mg Pro-NETU 235 mg Placebo
System Organ Class (N=197) (N=195) (N=195)
Preferred Term MedDRA (ver.20.1) N (%) N (%) N (%)
Any Events 17 (8.6) 14 (7.2) 15 (7.7)
Infections and infestations 1(0.5) 2 (1.0) 3(1.5)
Bacteraemia 0(0.0) 0(0.0) 1(0.5)
Bronchitis 0(0.0) 0(0.0) 1(0.5)
Pneumonia 0(0.0) 0(0.0) 1(0.5)
Septic shock 0(0.0) 0(0.0) 1(0.5)
Neutropenic infection 1(0.5) 0(0.0) 0(0.0)
Lung infection 0(0.0) 1(0.5) 0(0.0)
Device related infection 0 (0.0) 1(0.5) 0(0.0)
Neoplasms benign, malignant and unspecified (incl cysts and 1(0.5) 1(0.5) 0(0.0)
polyps)
Lymphangiosis carcinomatosa 0(0.0) 1(0.5) 0(0.0)
Lung neoplasm malignant 1(0.5) 0(0.0) 0(0.0)
Blood and lymphatic system disorders 7 (3.6) 7(3.6) 1(0.5)
Febrile neutropenia 5(2.5) 3(1.5) 0(0.0)
Leukopenia 0(0.0) 1(0.5) 0(0.0)
Neutropenia 2(1.0) 3(1.5) 1(0.5)
Thrombocytopenia 0(0.0) 2(1.0) 0(0.0)
Immune system disorders 1(0.5) 1(0.5) 0(0.0)
Anaphylactic reaction 1(0.5) 0(0.0) 0(0.0)
Hypersensitivity 0(0.0) 1(0.5) 0(0.0)
Endocrine disorders 0 (0.0) 0 (0.0) 1(0.5)
Inappropriate antidiuretic hormone secretion 0(0.0) 0(0.0) 1(0.5)
Metabolism and nutrition disorders 2 (1.0) 0(0.0) 2 (1.0)
Dehydration 1(0.5) 0(0.0) 0(0.0)
Hyponatraemia 0(0.0) 0(0.0) 1(0.5)
Decreased appetite 1(0.5) 0(0.0) 1(0.5)
Vascular disorders 0(0.0) 0(0.0) 1(0.5)
Embolism 0(0.0) 0(0.0) 1(0.5)
Respiratory, thoracic and mediastinal disorders 0(0.0) 1(0.5) 0(0.0)
Pneumonitis 0 (0.0) 1(0.5) 0(0.0)
Gastrointestinal disorders 0(0.0) 0(0.0) 3(1.5)
Nausea 0(0.0) 0(0.0) 2 (1.0)
Pancreatitis acute 0(0.0) 0 (0.0) 1(0.5)
Hepatobiliary disorders 0(0.0) 1(0.5) 2 (1.0)
Cholangitis 0(0.0) 1(0.5) 0(0.0)
Jaundice cholestatic 0(0.0) 0(0.0) 1(0.5)
Bile duct stenosis 0(0.0) 0(0.0) 1(0.5)
Renal and urinary disorders 2 (1.0) 2 (1.0) 1(0.5)
Acute kidney injury 2 (1.0) 2 (1.0) 1(0.5)
Investigations 3(1.5) 1(0.5) 2 (1.0)
Neutrophil count decreased 3(1.5) 1(0.5) 2 (1.0)

Analysis Set : As-Treated Population
MedDRA: Medical Dictionary for Regulatory Activities
% 5.3.5.1.1 B 10057020 CSR % 12.3.1.2-1
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2742134 E A 10057010 EXE&
[N 10057010 FABR Tl, HEERAEFRERORNoT-.

2742135 E M 10057050 5 Ex
[EN 10057050 3R Tl, HEELRAEFREZRORNoT-.

2.7.4.21.3.6 BIVE 3 HEER GB 4L NEPA-15-18 S E& B U NEPA-17-05 5 E&)
(1) 84+ NEPA-15-18 3-B&

AWM 28 L CEERAEELVRRE SNTDIT 844 (208%) THY, TOWNTIT
Pro-NETU-PALO FDC #f 41 4 (20.2%), NETU-PALO FDC #f£ 43 4 (21.4%) Th-o7=. REES
DEnoTe (WTRPOFGEET 2%LL F) \E A HEFERIL, 4 ERBE [Pro-NETU-PALO FDC
#E 64 (3.0%), NETU-PALO FDC #f 8 44 4.0%], MifiZc [Pro-NETU-PALO FDC #f 6 41 (3.0%)
NETU-PALO FDC & 4 4 (2.0%) 1, ifi/ME 8/ E [Pro-NETU-PALO FDC £f 1 44 (0.5%) , NETU-PALO
FDC ff 4 4 (2.0%)], &Il [Pro-NETU-PALO FDC #f72 L, NETU-PALOFDC #£4 4 (2.0%)] T
bolz. WTNHIEREK L ORRBERITEE S .

HELAEFL B (T8E 2.7.4.8.4.2-4 I[TIRFF L7,

(2) B4 NEPA-17-05 3Bk

AR A B L CORERAEFEFERVPREINTZDOITIAL 22%) THY, TONRIZ
Pro-NETU-PALO FDC #% 54 (2.5%), NETU-PALOFDC #:4 4 (2.0%) Thoi=. HELHES
4413, Pro-NETU-PALO FDC BECIE, &I, &FFERBAE, Wik, F2L, HEIR, RS L O
F#EO% 14 (0.5%) T, NETU-PALO FDC #£ i, &I, #FHERB/E, FEWEL P ERBUE,
OEARE), REEEK v A NI VUL T 47 4 VKRIBROK 14 (05%) Tholz. Z
DL, IR E OREBEBNPEE SR> =D, NETU-PALO FDC B0 .LEME) (71—
K3) 14T, [RBIEL ORFERIT TFHEMESH Y (Possibly related) | T -7z,

HELAEFL - E A (T8 2.7.4.8.4.2-7 IZIRFF L7,

2742137 Z DM DERRFER

ZTOMORER TR LIZEHERAFFRO - HELH 27484 HITR LT
274214 ZTOMDEELFEESER
2.7.42.1.4.1 EMA 10057030 i E&

(1) HEERE— b

R IEICE > - A EFLIL, Pro-NETU B TIEREO HNT, mAT 7L EX > MED 3/393
4 (0.8%) (2 4k (PPURINEE, FVEMEMZEE, IR & O BE LS, WTFhoERLIR
BRI EANIC X 0 KRB S E S, RBEM LSz b DIFEEw bhehro Tz,
Q) #MviELEE— b

B I E > BEEREGE, 241234 (12— BLEOIEE, 2 2—X : ik) B6
T2, WTHLOFER IR ERNC L0 KRBEAGE S, BIER Ll S b DIk
O LI T,

BRI G S— F RO 0 B L= ORI E ST A HEFLO A% 2.74.85.1-1
R,
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2742142 E A 10057040 EXE&

AR IEICE -7 AEHFRIL, Pro-NETU B TIERO LT, mAT L EHX » MED 1 41T
1 GBEUE) RE L, BIWEM & WSz,
RRPILICE ST AEFERO—EA2FK 2748512 1R LT-.

2742143 EA 10057020 X E&

RER P R E > T HEFEGL, Pro-NETUSI mg BED 1 K2 11 (TF7 4 FF% o —F i) %
L, RIEM &R Sz, HigsEgud, R_BRPIicEE L.

R IEICE ST A ERFRO - EE2 K 2748513 (TR LT

27.421.4.4 E A 10057010 EXE&
EN 10057010 3RBRTlE, RERFIIICE ST HEERIIFRI LT,

2742145 E M 10057050 i E&
EIN 10057050 3ER Tl, BB ILICE > FEHSIIRA Lo 7.

274215 BEAXITEEREREEEROGEMN

a7 — & X500, TSNS DR BURIL A YT U7z, E7o, WBUE, FFRE & O OhHE
EICRE LA EFES MBS 572912, Standardised MedDRA Queries (SMQ) XIE#E BIIK7>
$ (SOC) THEFLT-.

2742151 SESTEBAL R S

FERERALAOSIE, EN 3 R L O OJGREE (PFET —4) WONCHESN S 3 AHRABR O
RICHESE, FMILE. b, ENG 3 HRBE AT — & OFERIM RIS, 1hBR I
ECHIE LI EREAAOS (9, FUBE, B & OMARPERRIRZS) 12 T, SRR O A
HALICHBL L =B EF R L ORIER %2 &b

(1)  [EMW 10057030 75k

EAEIES SEAS

R B G — N OVEREANLSOS OF FEESROEIEERIEG 2% 2.7.42.1.5.1-1 12, BfEA%Z%#E
27421512 1R LTz,

TEGTERAL SO IZ B U 7= A EEROFBLEIA X, Pro-NETU FED 11.0% (43/392 44) 1Tkt L7
AT FLER Y MET20.6% (81/3934) THY, RAT L EHX L MEIZHA Pro-NETU #£T
BEIE»o72 (p<.001). FEHENLOSICEE L-FEFROY L, BRESGORLEN-TZ
FHUE, WREE BICTESENAIER T > 7278, Pro-NETU BED 5.6% (22/392 4) (26 LARAT 7
LEX Y MET132% (52/393 4) IZRBLL, RAT 7L EX 2 MEIZH R Pro-NETU B TR
EALER N A BICIK o7 (p<.001). £DH 5, 7 L— K2 SRR ERINHE S iz B
1% Pro-NETU BET 1.3% (5/3924), RAT XL X MEET 4.6% (18/393 4) IZRD B, KA
TS NEECIEHR S O F AR OEIS N E o T,

TEGHERAL SO B U 7= BHWEH O R BIEIG1E, Pro-NETU BETIX 0.3% (1392 4) & 1 4 DH

—HHRAT T VLR METIE3.6% (14/3934) THY, RmAT T LEH - FEHZHAR
Pro-NETU B THEIZE o7 (p<.001). £D 95, 7 L— K2 LIRERHE Y AR HIB S 7z B
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F13 Pro-NETU BET 03% (1/3924), RAT AL EX 2 RMEET 1.0% (4393 4) ICED B, 7k
AT VU R NEETIT S O SR AT OEIES N & Do T
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#27.42151-1 GESHEMRIEG (BEEZK) (10057030 : BEEIZE/S—F)

Pro-NETU (N=392) Fosaprepitant (N=393)

Preferred Term MedDRA (ver.23.0) N (%) 95%CI(%) N (%) 95% CI (%) P Value *
Total ISRs 43 (11.0) [8.1,14.5] 81(20.6) [16.7,25.0] <.001
Infusion site pain Grade 1 0(0.0) [0.0,0.9] 2(0.5 [0.1,1.8] -
Grade 2 0(0.0) [0.0,0.9] 0(0.0) [0.0,0.9] -
Grade 3<= 0(0.0) [0.0,0.9] 0(0.0) [0.0,0.9] -
Total 0(0.0) [0.0,09] 2(0.5 [0.1,1.8] 0.499
Infusion site phlebitis Grade 1 0(0.0) 1[0.0,09] 0(.0) [0.0,0.9] -
Grade 2 0(0.0) [0.0,0.9] 1(0.3) [0.0,1.4] -
Grade 3<= 0(0.0) [0.0,0.9] 0(0.0) [0.0,0.9] -
Total 0(0.0) [0.0,09] 1(0.3) [0.0,1.4] 1.000
Injection site erythema Grade 1 8(2.0) [09,40] 8(2.0) [0.9,4.0] -
Grade 2 2(0.5) [0.1,1.8] 11(2.8) [1.4,5.0] -
Grade 3<= 0(0.0) [0.0,09] 0(0.0) [0.0,0.9] -
Total 10(2.6) [1.2,46] 19(4.8) [29,74] 0.129
Injection site induration Grade 1 1(03) [0.0,14] 10(2.5) [1.2,4.6] -
Grade 2 3(0.8) [0.2,22] 1(0.3) [0.0,1.4] -
Grade 3<= 0(0.0) [0.0,09] 0(0.0) [0.0,0.9] -
Total 4(1.0) [03,26] 11(2.8) [1.4,50] 0.115
Injection site pain Grade 1 17(4.3) [2.5,69] 34187 [6.1,11.9] -
Grade 2 5(1.3) [04,3.0] 18(4.6) [2.7,7.1] -
Grade 3<= 0(0.0) [0.0,09] 0(0.0) [0.0,0.9] -
Total 22(5.6) [3.6,84] 52(13.2) [10.0,17.0] <.001
Injection site phlebitis Grade 1 0(0.0) 1[0.0,09] 0(.0) 7[0.0,0.9] -
Grade 2 2(0.5 [0.1,1.8] 1(0.3) [0.0,1.4] -
Grade 3<= 0(0.0) [0.0,0.9] 0(0.0) [0.0,0.9] -
Total 2(0.5 [0.1,1.8] 1(0.3) [0.0,1.4] 0.624
Injection site swelling Grade 1 5(1.3) [04,3.0] 5(1.3) [0.4,2.9] -
Grade 2 1(0.3) [0.0,14] 0(0.0) [0.0,0.9] -
Grade 3<= 0(0.0) [0.0,09] 0(0.0) [0.0,0.9] -
Total 6(1.5) [0.6,33] 5(1.3) [04,29] 0.773
Injection site thrombosis Grade 1 0(0.0) 1[0.0,09] 0(0.0) [0.0,0.9] -
Grade 2 1(0.3) [0.0,1.4] 1(0.3) [0.0,1.4] -
Grade 3<= 0(0.0) [0.0,0.9] 0(0.0) [0.0,0.9] -
Total 1(03) [0.0,14] 1(0.3) [0.0,1.4] 1.000
Injection site vasculitis Grade 1 1(03) [0.0,14] 1(0.3) [0.0,1.4] -
Grade 2 4(1.0) [03,2.6] 3(0.8) [0.2,2.2] -
Grade 3<= 0(0.0) [0.0,0.9] 1(0.3) [0.0,1.4] -
Total 5(1.3) [04,3.0] 5(1.3) [0.4,209] 1.000

Analysis Set:As-Treated Population
*) Fisher's Exact Test
%5 5.3.5.1.2 T 10057030 CSR % 12.2.3.3.1-1
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+27.42151-2 FEHELRIS (BI4ERA) (10057030 : EEFE/I— )
Pro-NETU (N=392) Fosaprepitant (N=393)

Preferred Term MedDRA (ver.23.0) N (%) 95%CI(%) N (%) 95% CI (%) P Value *
Total ISRs 1(03) [0.0,14] 143.6) [2.0,59] <.001
Injection site erythema Grade 1 0(0.0) [0.0,0.9] 2(0.5 [0.1,1.8] -
Grade 2 0(0.0) [0.0,0.9] 1(0.3) [0.0,1.4] -
Grade 3<= 0(0.0) [0.0,0.9] 0(0.0) [0.0,0.9] -
Total 0(0.0) [0.0,09] 3(0.8) [0.2,22] 0.249
Injection site induration Grade 1 0(0.0) [0.0,0.9] 1(0.3) [0.0,1.4] -
Grade 2 0(0.0) [0.0,09] 1(0.3) [0.0,1.4] -
Grade 3<= 0(0.0) [0.0,0.9] 0(0.0) [0.0,0.9] -
Total 0(0.0) [0.0,09] 2(0.5 [0.1,1.8] 0.499
Injection site pain Grade 1 0(0.0) [0.0,09] 7(.8) [0.7,3.6] -
Grade 2 1(0.3) [0.0,1.4] 4(1.0) [0.3,2.6] -
Grade 3<= 0(0.0) [0.0,09] 0(0.0) [0.0,0.9] -
Total 1(0.3) [0.0,14] 11(2.8) [1.4,5.0] 0.006
Injection site vasculitis Grade 1 0(0.0) 1[0.0,09] 1(0.3) [0.0,1.4] -
Grade 2 0(0.0) [0.0,09] 0(0.0) [0.0,0.9] -
Grade 3<= 0(0.0) [0.0,09] 0(0.0) [0.0,0.9] -
Total 0(0.0) [0.0,09] 1(0.3) [0.0,1.4] 1.000

Analysis Set:As-Treated Population
*) Fisher's Exact Test
%5 5.3.5.1.2 T 10057030 CSR % 12.2.3.3.1-2

R LG/ 3— K

M0 LB — N OGNS OR FEFROEELRIER 23K 2.74.2.1.5.1-3 1, RIER %
#27.42151-4 R LTz,

TGN SO IZ B L= A EEROBBEIA Y, a— 22K T27.8% (35/126 4), 22— AH
T, 1 3—AN14.3% (18/126 4), 2 =2— AN 13.9% (14/101 £44), 3 =2 — A 13.3% (11/83 4%)
ENTNOaI—ALFEBETHY, T —RADOHY K ULIZE > TREEIAN AT 263580
h&#ot.it,@%%ﬁ%ﬁ,&%%m&%@&%ﬁ_k:‘wf%,2~X®MDL \z
Ko TREAFEGN EAT2BmIE7e<, BEES 2 —AHCHREBE CTH 7.

BSOS IZ BEE# L 7= BHER X 2 — A 2R T 0.8% (1/126 44) 1ZiRD B, 3:~X@1%
WZHESTERAETR 11 (7 L— R 2) OB T, HERGEASS—FEERETHY, #0IRLEELIC
TYESERA BE D FER DR BULEITRD bR o7z,
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7 a k) A S EERE

#*27.4.2151-3

2.7.4 ERERZ A

EFEMIRE (BEER) (10057030 : ## YR LES/A—)

Preferred Term
MedDRA (ver.23.0)

Pro-NETU(Repeated-Dose)

Course 1

(N=126)

N (%) 95% CI(%) N (%) 95% CI (%)

Course 2

(N=101)

Course 3

(N=83)

Total

(N=126)
N (%) 95%CI(%) N (%) 95%CI(%) N (%) 95% CI(%) N (%) 95% CI (%)

Total
(Single-Dose and

Repeated-Dose)
(N=453)

Pro-NETU
(Single-Dose)

(N=392)

Total ISRs

Infusion site phlebitis

Injection site erythema

Injection site induration

Injection site pain

Injection site phlebitis

Grade 1
Grade 2
Grade 3<=
Total

Grade 1
Grade 2
Grade 3<=
Total

Grade 1
Grade 2
Grade 3<=
Total

Grade 1
Grade 2
Grade 3<=
Total

Grade 1
Grade 2
Grade 3<=
Total

18 (14.3) [8.7,21.6] 14 (13.9) [7.8,22.2] 11 (13.3) [6.8,22.5] 35 (27.8) [20.2,36.5] 71 (15.7) [12.4, 19.4] 43 (11.0)

0 (0.0)
1(0.8)
0 (0.0)
1(0.8)

1(0.8)
0 (0.0)
0 (0.0)
1(0.8)

2(1.6)
1(0.8)
0 (0.0)
3(24)

8(6.3)
1(0.8)
0 (0.0)
9(7.1)

0 (0.0)
1(0.8)
0 (0.0)
1(0.8)

[0.0,2.9]
[0.0,4.3]
[0.0,2.9]
[0.0, 4.3]
[0.0, 4.3]
[0.0,2.9]
[0.0,2.9]
[0.0,4.3]
[0.2, 5.6]
[0.0, 4.3]
[0.0,2.9]
[0.5,6.8]

[2.8,12.1]
[0.0, 4.3]
[0.0,2.9]
[3.3,13.1]

[0.0,2.9
[0.0,4.3
[0.0,2.9
[0.0,4.3

— — = =

0 (0.0)
0 (0.0)
0 (0.0)
0 (0.0)

0 (0.0)
0 (0.0)
0 (0.0)
0 (0.0)

1 (1.0)
0 (0.0)
0 (0.0)
1(1.0)

7(6.9)
2(2.0)
0 (0.0)
9 (8.9)

0 (0.0)
1 (1.0)
0 (0.0)
1 (1.0)

[0.0,3.6]
[0.0,3.6]
[0.0,3.6]
[0.0,3.6]

[0.0,3.6]
[0.0,3.6]
[0.0,3.6]
[0.0,3.6]

[0.0, 5.4]
[0.0, 3.6]
[0.0, 3.6]
[0.0, 5.4]

[2.8,13.8]
[0.2,7.0]
[0.0, 3.6]
[4.2,16.2]

[0.0, 3.6]
[0.0, 5.4]
[0.0, 3.6]
[0.0, 5.4]

0 (0.0)
0 (0.0)
0 (0.0)
0 (0.0)

2(2.4)
0 (0.0)
0 (0.0)
2(2.4)

2(2.4)
1(1.2)
0 (0.0)
3(3.6)

4(4.8)
1(1.2)
0 (0.0)
5(6.0)

0 (0.0)
0 (0.0)
0 (0.0)
0 (0.0)

[0.0, 4.3]
[0.0,4.3]
[0.0,4.3]
[0.0, 4.3]
[0.3, 8.4]
[0.0, 4.3]
[0.0,4.3]
[0.3,8.4]
[0.3, 8.4]
[0.0, 6.5]
[0.0, 4.3]
[0.8,10.2]

0 (0.0)
1(0.8)
0 (0.0)
1(0.8)

3(2.4)
0 (0.0)
0 (0.0)
3(2.4)

4(3.2)
2(1.6)
0 (0.0)
6 (4.8)

[0.0,2.9]
[0.0,4.3]
[0.0,2.9]
[0.0, 4.3]
[0.5, 6.8]
[0.0,2.9]
[0.0,2.9]
[0.5, 6.8]
[0.9,7.9]
[0.2,5.6]
[0.0,2.9]
[1.8,10.1]

[1.3,11.9] 16 (12.7) [7.4,19.8]

[0.0, 6.5]
[0.0, 4.3]

4(3.2)
0 (0.0)

[0.9,7.9]
[0.0,2.9]

0 (0.0)
1(0.2)
0 (0.0)
1(0.2)

9 (2.0)
2(0.4)
0 (0.0)
11 (2.4)

5(1.1)
5(1.1)
0 (0.0)
10 2.2)

31 (6.8)
9 (2.0)
0 (0.0)

[2.0, 13.5] 20 (15.9) [10.0,23.4] 40 (8.8)

[0.0,4.3
[0.0,4.3
[0.0,4.3

]
]
]
[0.0,4.3]

0 (0.0)
2(1.6)
0 (0.0)
2(1.6)

[0.0,2.9
[0.2,5.6
[0.0,2.9

]
]
]
[0.2, 5.6]

0 (0.0)
3(0.7)
0 (0.0)
3(0.7)

[0.0, 0.8]
[0.0,1.2]
[0.0,0.8]
[0.0, 1.2]
[0.9,3.7]
[0.1, 1.6]
[0.0,0.8]
[1.2,43]
[0.4,2.6]
[0.4,2.6]
[0.0, 0.8]
[1.1,4.0]

[4.7,9.6]
[0.9,3.7]
[0.0, 0.8]
[6.4,11.8]

[0.0, 0.8
[0.1,1.9
[0.0, 0.8

]
]
]
[0.1,1.9]

0 (0.0)
0 (0.0)
0 (0.0)
0 (0.0)

8 (2.0)
2(0.5)
0 (0.0)
10 (2.6)

1(0.3)
3(0.8)
0 (0.0)
4(1.0)

17 (4.3)
5(1.3)
0 (0.0)
22 (5.6)

0 (0.0)
2(0.5)
0 (0.0)
2(0.5)

[8.1, 14.5]

[0.0, 0.9]
[0.0, 0.9]
[0.0, 0.9]
[0.0, 0.9]

[0.9,4.0]
[0.1,1.8]
[0.0,0.9]
[1.2,4.6]

[0.0, 1.4]
[0.2,2.2]
[0.0, 0.9]
[0.3,2.6]

[2.5,6.9]
[0.4,3.0]
[0.0, 0.9]
[3.6,8.4]

[0.0, 0.9]
[0.1, 1.8]
[0.0, 0.9]
[0.1,1.8]
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7 a k) A S EERE

#*27.4.2151-3

2.7.4 BRI Z 2

EFEARE (BEER) (10057030 : # YR

LIrE/—F) ()

Pro-NETU(Repeated-Dose)

Total

Pro-NETU

Course 1 Course 2 Course 3 Total (Single-Dose and (Single-Dose)
Repeated-Dose)
Preferred Term (N=126) (N=101) (N=83) (N=126) (N=453) (N=392)
MedDRA (ver.23.0) N (%) 95% CI (%) N (%) 95%CI (%) N (%) 95%CI(%) N (%) 95%CI(%) N (%) 95% CI (%) N (%) 95% CI (%)
Injection site reaction Grade 1 0(0.0) [0.0,29] 1(1.0) [0.0,54] 0(0.0) [0.0,43] 1(0.8) [0.0,43] 1(0.2) [0.0,1.2] 0(.0) [0.0,0.9]
Grade 2 0(0.0) [0.0,29] 0(0.0) [0.0,36] 0(0.0) [00,43] 0(.0) [00,29] 0(.0) [0.0,0.8] 0(.0) [0.0,0.9]
Grade 3<= 0(0.0) [0.0,29] 0(0.0) [0.0,36] 0(0.0) [00,43] 0(.0) [00,29] 0(.0) [0.0,0.8] 0(.0) [0.0,0.9]
Total 0(0.0) [0.0,29] 1(1.0) [0.0,54] 0(0.0) [0.0,43] 1(0.8) [0.0,43] 1(0.2) [0.0,1.2] 0(0.0) [0.0,0.9]
Injection site swelling Grade 1 1(0.8) [0.0,43] 22.00 [02,70] 1(1.2) [0.0,65] 4@3.2) [09,79] 8(1.8 [0.8,34] 5(1.3) [0.4,3.0]
Grade 2 1(0.8) [0.0,43] 0(0.0) [00,36] 0(.0) [00,43] 1(0.8) [00,43] 2(04) [0.1,1.6] 1(0.3) [0.0,1.4]
Grade 3<= 0(0.0) [0.0,29] 0(0.0) [0.0,36] 0(0.0) [00,43] 0(.0) [00,29] 0(.0) [0.0,0.8] 0(.0) [0.0,0.9]
Total 2(1.6) [02,56] 2(2.0) [02,70] 1(1.2) [00,65] 5(4.0) [13,9.0] 10(2.2) [1.1,4.0] 6(1.5 [0.6,3.3]
Injection site thrombosis Grade 1 1(0.8) [0.0,43] 0(0.0) [0.0,3.6] 0(.0) [0.0,43] 1(0.8) [00,43] 1(0.2) [0.0,1.2] 0(0.0) [0.0,0.9]
Grade 2 0(0.0) [0.0,29] 0(0.0) [0.0,3.6] 0(0.0) [00,43] 0(.0) [00,29] 1(0.2) [00,1.2] 1(0.3) [0.0,1.4]
Grade 3<= 0(0.0) [0.0,29] 0(0.0) [0.0,36] 0(0.0) [00,43] 0(.0) [00,29] 0(.0) [0.0,0.8] 0(.0) [0.0,0.9]
Total 1(0.8) [0.0,43] 0(.0) [00,36] 0(.0) [00,43] 1(0.8) [00,43] 2(04) [0.1,1.6] 1(0.3) [0.0,1.4]
Injection site vasculitis ~ Grade 1 1(0.8) [0.0,43] 0(0.0) [0.0,3.6] 1(1.2) [0.0,6.5] 2(1.6) [0.2,56] 3(0.7) [0.1,1.9] 1(0.3) [0.0,1.4]
Grade 2 2(1.6) [0.2,56] 0(.0) [0.0,36] 2(24) [03,84] 43.2) [09,79] 8(1.8) [0.8,34] 4(1.0) [0.3,2.6]
Grade 3<= 0(0.0) [0.0,29] 0(0.0) [0.0,3.6] 0(0.0) [00,43] 0(.0) [00,29] 0(.0) [0.0,0.8] 0(.0) [0.0,0.9]
Total 324 [05,68] 0(0.00 [00,3.6] 3(3.6) [0.8,102] 6(4.8) [1.8,10.1] 11(24) [1.2,43] 5(1.3) [0.4,3.0]

Analysis Set:As-Treated Population
Total (Single-Dose+Repeated-Dose):Repeated-Dose Total+Pro-NETU (Single-Dose)
Repeated-Dose Total:Repeated-Dose Course 1 + Course 2 + Course 3
% 5.3.5.1.2 T 10057030 CSR % 12.2.3.3.2-1
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7 a k) A S EERE

2.7.4 ERERZ A

+& 27421514 GESEMRIG (BI4EA) (10057030 : # YR LIRE/—F)

Pro-NETU(Repeated-Dose)

Total

Pro-NETU

Course 1 Course 2 Course 3 Total (Single-Dose and (Single-Dose)
Repeated-Dose)
Preferred Term (N=126) (N=101) (N=83) (N=126) (N=453) (N=392)
MedDRA (ver.23.0) N (%) 95% CI (%) N (%) 95%CI (%) N (%) 95%CI(%) N (%) 95%CI(%) N (%) 95%CI (%) N (%) 95% CI (%)
Total ISRs 0(0.0) [0.0,29] 0(0.0) [0.0,36] 1(1.2) [0.0,6.5] 1(0.8) [0.0,43] 2(04) [0.1,1.6] 1(0.3) [0.0,1.4]
Injection site pain Grade 1 0(0.0) [0.0,29] 0(0.0) [0.0,3.6] 0(0.0) [00,43] 0(.0) [0.0,29] 0(.0) [0.0,0.8] 0(0.0) [0.0,0.9]
Grade 2 0(0.0) [0.0,29] 0(.0) [0.0,36] 1(1.2) [0.0,6.5] 1(0.8) [0.0,43] 2(04) [0.1,1.6] 1(0.3) 1[0.0,1.4]
Grade 3<= 0(0.0) [0.0,29] 0(.0) [0.0,3.6] 0(.0) [0.0,43] 0(.0) [0.0,29] 0(.0) [0.0,0.8] 0(0.0) [0.0,0.9]
Total 0(0.0) [0.0,29] 0(0.0) [00,36] 1(1.2) [0.0,6.5] 1(0.8) [0.0,43] 2(04) [0.1,1.6] 1(03) [0.0,1.4]

Analysis Set:As-Treated Population

Total (Single-Dose+Repeated-Dose):Repeated-Dose Total+Pro-NETU (Single-Dose)
Repeated-Dose Total:Repeated-Dose Course 1 + Course 2 + Course 3

% 5.3.5.1.2 TH 10057030 CSR % 12.2.3.3.2-2
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T Y A g 2.7.4 FRIREYZ 4N

(2) EW 10057040 A5

HEFHINLSOE OF EFREIEERIER 23K 2.74.2.1.5.1-5 12, BIWERHOEIEERES 2%
2.7.42.1.5.1-6 R L7z,

PSSO BE L 7= B E F R ORBLEIS X, Pro-NETU BET 5.8% (3/5244), RAT7T 7L
v 2 MET 26.0% (13/504:) Th o7z,

FEHHERAL SRS IS BE U747 E 8T, Pro-NETU BE CIIIERINLALEE, FESTHEIENRE O 2 fitE
DHEG, RAT TV EX o MEECITERBAENR, HERALMAE R, ESHACRLEE, R AL
i, TESHERALERIRSS, ESHALAEIR O 6 FEEHO FELR D b,

Pro-NETU #f TILIESEBALSOGIZ BE L2 BIEM LT S e b D3R <, RAT 7L s
N RECITESTEBAETE  (8.0%, 4/50 44), TESSEMIIMLER (2.0%, 1/50 4) 2NRERIEYEANC K
D EIWEM &l Sz,

27421515 FHFELARE (FEER) (10057040)
Pro-NETU (N=52) Fosaprepitant (N=50)

Preferred Term MedDRA (ver.23.0) N(%) 95%CI(%) N (%) 95% CI (%)
Total ISRs 3(5.8) [1.2,159] 13(26.0) [14.6,40.3]
Injection site erythema Grade 1 2(3.8) [0.5,13.2] 2 (4.0) [0.5,13.7]
Grade 2 0(0.0) [0.0,6.8] 0(0.0) [0.0,7.1]
Grade 3<= 0(0.0) [0.0,6.8] 0(0.0) [0.0,7.1]
Total 2 (3.8) [0.5,13.2] 2 (4.0 [0.5,13.7]
Injection site induration Grade 1 0 (0.0) [0.0,6.8] 2 (4.0) [0.5,13.7]
Grade 2 0(0.0) [0.0,6.8] 0(0.0) [0.0,7.1]
Grade 3<= 0(0.0) [0.0,6.8] 0(0.0) [0.0,7.1]
Total 0(0.0) [0.0,6.8] 2 (4.0) [0.5,13.7]
Injection site pain Grade 1 1(1.9) [0.0,10.3] 7(14.0) [5.8,26.7]
Grade 2 0(0.0) [0.0,6.8] 1(2.0) [0.1,10.6]
Grade 3<= 0(0.0) [0.0,6.8] 0(0.0) [0.0,7.1]
Total 1(1.9) [0.0,10.3] 8(16.0) [7.2,29.1]
Injection site phlebitis Grade 1 0(0.0) [0.0,6.8] 0(0.0) [0.0,7.1]
Grade 2 0(0.0) [0.0, 6.8] 2 (4.0) [0.5,13.7]
Grade 3<= 0(0.0) [0.0,6.8] 0(0.0) [0.0,7.1]
Total 0(0.0) [0.0,6.8] 2 (4.0) [0.5,13.7]
Injection site swelling Grade 1 0(0.0) [0.0,6.8] 1(2.0) [0.1,10.6]
Grade 2 0(0.0) [0.0,6.8] 0(0.0) [0.0,7.1]
Grade 3<= 0(0.0) [0.0,6.8] 0(0.0) [0.0,7.1]
Total 0(0.0) [0.0,6.8] 1(2.0) [0.1,10.6]
Injection site vasculitis Grade 1 0(0.0) [0.0,6.8] 2 (4.0) [0.5,13.7]
Grade 2 0(0.0) [0.0,6.8] 1(2.0) [0.1,10.6]
Grade 3<= 0(0.0) [0.0,6.8] 0(0.0) [0.0,7.1]
Total 0 (0.0) [0.0, 6.8] 3(6.0) [1.3,16.5]

Analysis Set:As-Treated Population
%5 5.3.5.1.3 1 10057040 CSR % 12.2.3.3-1
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T Y A g 2.7.4 FRIREYZ 4N

& 27421516 EHELIRIG (BI/ERA) (10057040)

Pro-NETU (N=52) Fosaprepitant (N=50)
Preferred Term MedDRA (ver.23.0) N(%) 95%CI(%) N(%) 95% CI (%)
Total ISRs 0(0.0) [0.0, 6.8] 5(10.0) [3.3,21.8]
Injection site pain Grade 1 0(0.0) [0.0,6.8] 3 (6.0) [1.3,16.5]
Grade 2 0(0.0) [0.0,6.8] 1(2.0) [0.1,10.6]
Grade 3<= 0(0.0) [0.0, 6.8] 0(0.0) [0.0,7.1]
Total 0(0.0) [0.0, 6.8] 4 (8.0) [2.2,19.2]
Injection site vasculitis Grade 1 0(0.0) [0.0,6.8] 1(2.0) [0.1,10.6]
Grade 2 0(0.0) [0.0, 6.8] 0(0.0) [0.0,7.1]
Grade 3<= 0(0.0) [0.0, 6.8] 0(0.0) [0.0,7.1]
Total 0(0.0) [0.0, 6.8] 1(2.0) [0.1,10.6]

Analysis Set:As-Treated Population
% 5.3.5.1.3 7 10057040 CSR % 12.2.3.3-2

(3)  EANGFEET (EWN 10057030 3B & Y 10057040 5R5R)
a7 — 2 a2xtg & Lo RS DA EFR 2 2.742.1.5.1- TR LT,
BESHBAL SN BT 2 A EFEFRNHEL L - BEOEIAIE, 147% (74/5054) C, 7 L—FK
3UEOFELOFBUTRD 20 o7 BWER LI SN0k, 7L — 2 ORISR [0.4%
(2/50541)] ThHoi-.
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T Y A g 2.7.4 FRIREYZ 4N

&2742151-7 FHFHBURE (FEER) (BH+& : 10057030 XUV 10057040)

Pro-NETU
(N=505)
Preferred Term MedDRA (ver.23.0) N (%) 95%CI (%)
Total ISRs 74 (14.7) [11.7,18.0]
Infusion site phlebitis Grade 1 0(0.0) [0.0,0.7]
Grade 2 1(0.2) [0.0,1.1]
Grade 3<= 0 (0.0) [0.0,0.7]
Total 1(0.2) [0.0, 1.1]
Injection site erythema Grade 1 11 (2.2) [1.1,3.9]
Grade 2 2(0.4) [0.0, 1.4]
Grade 3<= 0(0.0) [0.0,0.7]
Total 13 (2.6) [14,44]
Injection site induration Grade 1 5(1.0) [0.3,2.3]
Grade 2 5(1.0) [0.3,2.3]
Grade 3<= 0 (0.0) [0.0,0.7]
Total 10 (2.0) [1.0,3.6]
Injection site pain Grade 1 32 (6.3) [4.4,8.8]
Grade 2 9 (1.8) [0.8,3.4]
Grade 3<= 0(0.0) [0.0,0.7]
Total 41 (8.1) [5.9,10.9]
Injection site phlebitis Grade 1 0(0.0) [0.0,0.7]
Grade 2 3(0.6) [0.1,1.7]
Grade 3<= 0(0.0) [0.0,0.7]
Total 3 (0.6) [0.1,1.7]
Injection site reaction Grade 1 1(0.2) [0.0,1.1]
Grade 2 0 (0.0) [0.0,0.7]
Grade 3<= 0(0.0) [0.0,0.7]
Total 1(0.2) [0.0, 1.1]
Injection site swelling Grade 1 8 (1.6) [0.7,3.1]
Grade 2 2 (0.4) [0.0, 1.4]
Grade 3<= 0(0.0) [0.0,0.7]
Total 10 (2.0) [1.0,3.6]
Injection site thrombosis Grade 1 1(0.2) [0.0,1.1]
Grade 2 1(0.2) [0.0,1.1]
Grade 3<= 0 (0.0) [0.0,0.7]
Total 2 (0.4) [0.0, 1.4]

Analysis Set:As-Treated Population
7 5.3.53.1 . LEVEIZEET 5 O AT & 1SS-AE07-01

(4)  ¥ESME 3 AHRBR (B4 NEPA-15-18 3B & (O NEPA-17-05 5-5#)

1) 4 NEPA-15-18 iR

JRFT AR MBI T 2 ATREE N B 2 H ERFROBHEIA KL, BOBE TH D NETU-PALO
FDCHf (7 EARADRREINTVND) T, AFERPEILL. RASMEICEEST 5 FEHFH
%1%, Pro-NETU-PALO FDC #ETiX 144 (0.5%) (ZESHERALH, NETU-PALO FDC BETIX 1 4

(0.5%) \ZHEAFAIMEIMNRH, 140 (0.5%) 122 BIOERETA SO RI L. -, &kL

LT, #IRE (34, 0.7%), RIEMERIRE (245, 0.5%), MARMERIRE 24, 0.5%) RORME
PEIMARERRSE (3 4, 0.7%) OFBEFIGILME <, Pro-NETU-PALO FDC #f & NETU-PALO FDC
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HCHRBRECThH 72, 2O OREFZIE, GBS EAMIC XV IgBR3E K O DEX #5- & DR R
fRix72 L EHIE SN,

2)  E4h NEPA-17-05 R

AT RSN BT 2 ATREME N & B A FERERORBEIA 13X <, Pro-NETU-PALO FDC £ Tl
0.5% (1/200 42) (ZA 7 —7 VAEHALEERS, TEREALFRIRIE M ORFEIEAR 2S5 5L L 7.
NETU-PALO FDC £ TlX, & 9 FIE [1.5% (3/203 4) 1, WEHEARMARLE [1.0% (2/203 4) ] I
IR, T, ERSIE, FRIRR M ONILE RECREBAIETM (45 0.5% (1203 40)] MFBLLTZ.
AT RIS 5 et B 5 Lt 13 FOFEHEZOIZEALX, Z7LV—F1 (61F) Xix
71— FK2 (54) Tho, BENREREZSE T LIRS CEIE (6 14) T G ) LTuni.
JRFTARMEICEET 2 AR H 2 FEEROH b, R OREERNS [Z08Re L) &
HIEE T T2 IEEE] O 14 %E, IRBRIYEM X 0 IRBRIE L Bk L L HE SN,

2742152 BHEEICEAEL-EFTER

a7 — & 255 L LT mBUEICBIE L 72 A FHF S [SMQ il HUE (narrow) ] 2% 2.7.4.2.1.5.2-1
2, BWER A3 27421522 L7,

WBEE (B U2 A E RSN LIZBE OEIAIL, 12.5% (63/5054) Thotz. 2D H b,
RIVER &l S L= BE OFIEIE, 1.8% (9/505 44) T, HHEIG 2 i b2 W EIEMIL, F2 [0.8%
(4/505 4) ] T, W TIBEUELK NEE (4 0.4% (2/5054)] ThHoiz.

27421521 BEYE (BEEXR) (H+& : 10057030 R U 10057040)

Pro-NETU
System Organ Class (N=505)

Preferred Term MedDRA (ver.23.0) N (%) 95%CI (%)
Any Events 63 (12.5) [9.7,15.7]
Gastrointestinal disorders 1(0.2) [0.0, 1.1]

Gingival swelling 1(0.2) [0.0,1.1]
General disorders and administration site conditions 11 (2.2) [1.1,3.9]

Injection site vasculitis 11 (2.2) [1.1,3.9]
Immune system disorders 3(0.6) [0.1,1.7]

Anaphylactic reaction 1(0.2) [0.0,1.1]

Hypersensitivity 2(0.4) [0.0,1.4]
Injury, poisoning and procedural complications 1(0.2) [0.0, 1.1]

Infusion related reaction 1(0.2) [0.0,1.1]
Skin and subcutaneous tissue disorders 50 (9.9) [7.4,12.8]

Dermatitis 4(0.8) [0.2,2.0]

Dermatitis acneiform 6(1.2) [0.4,2.6]

Dermatitis bullous 1(0.2) [0.0,1.1]

Drug eruption 1(0.2) [0.0,1.1]

Eczema 10 (2.0) [1.0,3.6]

Rash 18 (3.6) [2.1,5.6]

Rash maculo-papular 3(0.6) [0.1,1.7]

Rash pruritic 1(0.2) [0.0,1.1]

Urticaria 7(1.4) [0.6,2.8]

Analysis Set:As-Treated Population
7 5.3.53.1 T LEVECBET 5 OFG AT & 1SS-AE08-01
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#+2742152-2 @8SE BIERA) (HE : 10057030 KU 10057040)

Pro-NETU
System Organ Class (N=505)

Preferred Term MedDRA (ver.23.0) N (%) 95%CI (%)
Any Treatment-Related Adverse Events 9 (1.8) [0.8,3.4]
Immune system disorders 2(0.4) [0.0, 1.4]

Hypersensitivity 2(0.4) [0.0, 1.4]
Skin and subcutaneous tissue disorders 8 (1.6) [0.7,3.1]

Dermatitis 1(0.2) [0.0, 1.1]

Drug eruption 1(0.2) [0.0,1.1]

Eczema 2(0.4) [0.0,1.4]

Urticaria 4(0.8) [0.2,2.0]

Analysis Set:As-Treated Population
7 5.3.53.1 LRV 5 OFG AT & 1SS-AE08-02

2742153 FREZFICEAEL-EETER

OFe7T —2 Xt L LI FREICEE LA EES [SMQ « 352 BE - 2 JIF - G iR
R <narrow)] 23 2742.153-112, RIEAA3 27421532 1R L7z,

JRE s (B U 2 A E BN LI BE OEIAIL, 11.3% (57/5054) Thotz. 2D H b,
RIlEM J:#IJU?é;ht G DOEIGIX, 2.6% (13/50544) T, &b ZWVRITEMIX ALT #0 [1.0% (5/505
4)] T, WWTHREE, TANXTIXURT I/ b7 A7 27— (AST) #MEk O e v v
BN [ 0.4% (2/5054)] THoT-.

%72, Potential Hy’s Law D FHE (AST X3 ALT 23 AEYEME ERO 3 52 H, v UL e Ek
W ERROD 2 fELL LT A Y 7 4 A7 7 X —B I RO 2 AR SUTRIE) 12554
L7CBFITREO T, EAIVETFREEZ 7 e T 56K EMEE 72 5 BEFT R 2RO ehoTe (8
27431 HK U 27432 1H).

27421531 FFEE (BEEXR) (& : 10057030 R U 10057040)

Pro-NETU
System Organ Class (N=505)

Preferred Term MedDRA (ver.23.0) N (%) 95%CI (%)
Any Events 57 (11.3) [8.7,14.4]
Hepatobiliary disorders 18 (3.6) [2.1,5.6]

Hepatic function abnormal 12 (2.4) [1.2,4.1]

Hepatobiliary disease 1(0.2) [0.0,1.1]

Hyperbilirubinaemia 1(0.2) [0.0,1.1]

Liver disorder 4(0.8) [0.2,2.0]
Investigations 41 (8.1) [5.9,10.9]

Alanine aminotransferase increased 31 (6.1) [4.2,8.6]

Aspartate aminotransferase increased 13 (2.6) [1.4,4.4]

Blood bilirubin increased 5(1.0) [0.3,2.3]

Gamma-glutamyltransferase increased 9(1.8) [0.8,3.4]

Liver function test increased 2(0.4) [0.0,1.4]

Analysis Set:As-Treated Population
%5 5.3.53.1 T LAVEIZBET % OFEAEIT 2 1SS-AE09-01
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#+2742153-2 REE BIERA) (HE : 10057030 XU 10057040)

Pro-NETU
System Organ Class (N=505)

Preferred Term MedDRA (ver.23.0) N (%) 95%CI (%)
Any Treatment-Related Adverse Events 13 (2.6) [1.4,4.4]
Hepatobiliary disorders 4(0.8) [0.2,2.0]

Hepatic function abnormal 1(0.2) [0.0, 1.1]

Hepatobiliary disease 1(0.2) [0.0,1.1]

Liver disorder 2(0.4) [0.0, 1.4]
Investigations 9(1.8) [0.8,3.4]

Alanine aminotransferase increased 5(1.0) [0.3,2.3]

Aspartate aminotransferase increased 2 (0.4) [0.0,1.4]

Blood bilirubin increased 2(0.4) [0.0, 1.4]

Gamma-glutamyltransferase increased 1(0.2) [0.0, 1.1]

Analysis Set:As-Treated Population
% 5.3.53.1 B LEVEIZBET % OFEARIT 2% 1SS-AE09-02

2742154 IDEEE

a7 —# Zxtge b LI DigRE S (SOC) ICBE 3 5 A EFS 4K 2.742.1.54-112, BIEH %
#274215421R LT,

DR (B 2 F EE SN LI BB OEIAIL, 3.0% (15/505 4) Thotz. ZDH b,
RIVER &l S B 0BG 1T, 0.6% (3/5054) T, BIEMAILLEME), B, LEEH
G (45 0.2% (1/5054)] ThoT-.

£27421541 DEEE (BEFEXR) (H+4 : 10057030 XU 10057040)

Pro-NETU
System Organ Class (N=505)

Preferred Term MedDRA (ver.23.0) N (%) 95%CI (%)
Any Events 15 (3.0) [1.7,4.9]
Cardiac disorders 15 (3.0) [1.7,4.9]

Acute myocardial infarction 1(0.2) [0.0, 1.1]

Angina pectoris 1(0.2) [0.0,1.1]

Atrial fibrillation 4(0.8) [0.2,2.0]

Atrioventricular block 1(0.2) [0.0,1.1]

Atrioventricular block first degree 1(0.2) [0.0,1.1]

Palpitations 4(0.8) [0.2,2.0]

Pericarditis 1(0.2) [0.0,1.1]

Supraventricular extrasystoles 1(0.2) [0.0, 1.1]

Ventricular extrasystoles 1(0.2) [0.0,1.1]

Analysis Set:As-Treated Population
7 5.3.53.1 H LEVECBET 5 OFG AT & 1SS-AE10-01
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#£2742154-2 DEEE BHERA) (& : 10057030 R U 10057040)

Pro-NETU
System Organ Class (N=505)
Preferred Term MedDRA (ver.23.0) N (%) 95%CI (%)
Any Treatment-Related Adverse Events 3(0.6) [0.1,1.7]
Cardiac disorders 3(0.6) [0.1,1.7]
Atrial fibrillation 1(0.2) [0.0, 1.1]
Palpitations 1(0.2) [0.0,1.1]
Ventricular extrasystoles 1(0.2) [0.0,1.1]
Analysis Set:As-Treated Population
555.3.53.1 H LMY D 0FSA#IT % ISS-AE10-02
27422 BEANBEEEROXEIC & HERH
2.7.4.2.2.1 E A 10057030 X 5&
[EP9 100507030 78R THRI L I BERAEFROFGRIT, 555.3.5.1.25H 10057030 CSR 55 14.3.3
HIZRLT.
274222 E A 10057040 A E&
[E M 100507040 38R TH I L - EHERAEFLORERIL, 55 5.3.5.1.35H 10057040 CSR 5 14.3.3
HIZRLT.
274223 EMR 10057020 5E&

EN 100507020 R CTHRE LA TICE ST AEHEL L OEERNAEEELOFRIL, 6
5.3.5.1.1 3 10057020 CSR % 14.3.3 HEIZ R LT-.

274.2.24 EMR 10057010 A E&
[EIN 10057010 #ER TlX, SECICE ST A EFLEMNOEELAEFLZITRO Lo T2,
274225 EMR 10057050 it Ex

EIN 10057050 REE CTl, SHEICESTAEFLEROEERAEFRIIRBO LN T2,
2743 SRR EE DT

2.7.4.3.1 E N 10057030 5t 5&
(1) HE#EE—

F AR OB IR DWW T, R—=RA T A v LR THRR R E 2 & 72 D A8 2R 918
IO o, MEETCHE TH-72. £, MBRERGRICIN—ATA b7 L — 3L E
WZHE L L7 H (GEBEIA 1%L 1) 13, Pro-NETU £ C4f FERERD (53.6%) , FIMLEREORA (41.8%),
U o SERERD (16.6%), T MU 7 AMET 3.1%), 7V 7 AMET (2.0%), f/Midsd (1.5%),
ALT B0 (1.5%) M OVy-GTP #9 (1.5%), RAT 7L X MEETHTPERERY (43.3%), H
MERERD (32.8%), U v SERHEGED (13.5%), M/IMWEEY (3.1%), 7 F U U AMET (2.5%),
ALT # (1.3%), y-GTPHIM (1.3%), ~EZ v b (1.0%) KOH Y U AMETF (1.3%) T
HY, ZTNHITHEMEEE CRRAT L Z LN MON TV IREMAET ChoTz. £72, R
RAE T, REMOREADOKEH TX—RZT7 A )5 Day 8 T+ (CAH) L7 BENHEETE )

>77.
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Potential Hy’s Law 5482 B4 2 FRR A E 2 5 2.7.4.3.1-1 IR L 7.

Potential Hy’s Law O JEHE (AST XU% ALT 23 FEYEME BRR O 3 fi5 4@, © U /L e 2 EEUEE
BRO 2{5LL DT AT 7 A7 7 2 — B3 FEUEE ERROD 2 (5 AR T RBE) 1Z3%Y LA
FILFFECRRD HILT, EAIMIFIREE 2 /e K LS 22 2 BEFT R EZRBD 1o 7.

%z 2.7.4.3.1-1 Potential Hy's Law D& & : BEE#&%5/3— + (10057030)

Pro-NETU Fosaprepitant
(N=392) (N=393)
N (%) N (%)
Elevation of AT and Bilirubin
>3xULN AT and >1.5xULN Bilirubin 0 (0.0) 1(0.3)
>3xULN AT and >2xULN Bilirubin 0(0.0) 1(0.3)
>3xULN AT and >2xULN Bilirubin and Alkaline phosohatase 0(0.0) 0(0.0)
<2xULN or missing
>3xULN AT and >2xULN Bilirubin and Alkaline phosohatase 0(0.0) 0(0.0)
<2xULN
>3xULN ALT or AST" 22 (5.6) 14 (3.6)
>3xULN ALT 21 (5.4) 14 (3.6)
>3xULN AST 8 (2.0) 7(1.8)
>5xULN ALT or AST* 6(1.5) 6(1.5)
>5xULN ALT 6 (1.5) 6 (1.5)
>5xULN AST 1(0.3) 1(0.3)
>10xULN ALT or AST" 0(0.0) 1(0.3)
>10xULN ALT 0(0.0) 1(0.3)
>10xULN AST 0(0.0) 1(0.3)
>20xULN ALT or AST* 0 (0.0) 1(0.3)
>20xULN ALT 0(0.0) 1(0.3)
>20xULN AST 0(0.0) 1(0.3)
Elevation of Bilirubin
>1.5xULN 7(1.8) 1(0.3)
>2xULN 0(0.0) 1(0.3)
>1.5xULN Alkaline Phosphatase 18 (4.6) 16 (4.1)

Analysis Set:As-Treated Population
AT = aminotransferase (ALT or AST); ULN = upper limit of normal range
*Patients with either ALT or AST abnormalities for the same lab draw (same date and time) are counted as one event.

#55.3.5.1.2 78 10057030 CSR 3 12.4.2.1.1-1

Q) MYIKLEE/S— |

B RS ORI OV T, R—=R2A T A » LR THIR LR E e L 72 5 B8 2 /R 31H

Bid7e<, WFhoa—2 L REEOHBZ/R L2, 70, IBRERGBICR—ZA T4 v nb 7L
— R3PLRIZE(E L2 E CGEBLEIG 1%L 1) 1%, 1 2 —X T, e (44.4%), B
BREORA (26.2%), U U REREGED (13.5%), /IR (1.6%), y-GTP H3N (1.6%) &Y
AV 7 LMMET (1.6%), 2 22— A TIIAFHERFGED (40.6%), HMEREIRLD (21.8%), U o/ kL
A (9.9%), ~EZ7mrEVED (5.0%), M/ (2.0%) &KONy-GTP ¥ (1.0%), 3 =
— A TIHAFh ek B (38.6%), BIMEREDHD (21.7%), ~FEZ7 v Y (4.8%), U /38K
B (48%) KOV UAMETR (12%) THY, IZLEAEOHETI 2 —RAORBEIEN KD
m<, MBI LEGIZL > THREEIES AT 2T <, SUBMEEECRRAT L2 LN K
SEHBNTWDMEBEMERT Th oo, £z, RAETIE, REXCREAOKEE TX—Z7 4
YD Day 8 CTHIZE#B L2 EENWTIOa—ATHEE o7
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Potential Hy’s Law O J:¥E(Z B9~ % B IR AR & fH A % 2.7.4.3.1-2 IZR LTz,
WAL 1 — A % Potential Hy’s Law D FEMEICEE Y L7 iBE 1370 <, O B LEGIZ L > THEE
FMEITIR T 22 R4 2 BRIR LR & 72 2 BT 238D e o 7.
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% 2.7.4.3.1-2 Potential Hy’'s Law D EIE : & YR L% 5/3— + (10057030)

Pro-NETU
(Repeated-Dose)
(N=126)
N (%)
Course 1
Elevation of AT and Bilirubin
>3xULN AT and >1.5xULN Bilirubin 0(0.0)
>3xULN AT and >2xULN Bilirubin 0(0.0)
>3xULN AT and >2xULN Bilirubin and Alkaline phosohatase <2xULN or 0(0.0)
missing
>3xULN AT and >2xULN Bilirubin and Alkaline phosohatase <2xULN 0(0.0)
>3XxULN ALT or AST" 3(24)
>3xULN ALT 2 (1.6)
>3xULN AST 3(2.4)
>5XxULN ALT or AST" 2 (1.6)
>5xULN ALT 2 (1.6)
>5xULN AST 1(0.8)
>10xULN ALT or AST" 0(0.0)
>10xULN ALT 0(0.0)
>10xULN AST 0(0.0)
>20xULN ALT or AST" 0(0.0)
>20xULN ALT 0(0.0)
>20xULN AST 0(0.0)
Elevation of Bilirubin
>1.5xULN 0(0.0)
>2xULN 0(0.0)
>1.5xULN Alkaline Phosphatase 4(3.2)
Course 2
Elevation of AT and Bilirubin
>3xULN AT and >1.5xULN Bilirubin 0(0.0)
>3xULN AT and >2xULN Bilirubin 0(0.0)
>3xULN AT and >2xULN Bilirubin and Alkaline phosohatase <2xULN or 0(0.0)
missing
>3xULN AT and >2xULN Bilirubin and Alkaline phosohatase <2xULN 0(0.0)
>3XxULN ALT or AST" 1(1.0)
>3xULN ALT 1(1.0)
>3xULN AST 1(1.0)
>5XULN ALT or AST" 1(1.0)
>5xULN ALT 0(0.0)
>5xULN AST 1(1.0)
>10xULN ALT or AST" 0(0.0)
>10xULN ALT 0(0.0)
>10xULN AST 0(0.0)
>20xULN ALT or AST* 0(0.0)
>20xULN ALT 0(0.0)
>20xULN AST 0(0.0)
Elevation of Bilirubin
>1.5xULN 2 (2.0)
>2xULN 0(0.0)
>1.5xULN Alkaline Phosphatase 5(5.0)
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# 2.7.4.3.1-2 Potential Hy’ sLaw QOE|& : #YRLEE/\—F (10057030) (#tF)

Pro-NETU
(Repeated-Dose)
(N=126)
N (%)
Course 3
Elevation of AT and Bilirubin
>3xULN AT and >1.5xULN Bilirubin 0(0.0)
>3xULN AT and >2xULN Bilirubin 0(0.0)
>3xULN AT and >2xULN Bilirubin and Alkaline phosohatase <2xULN or 0(0.0)
missing
>3xULN AT and >2xULN Bilirubin and Alkaline phosohatase <2xULN 0(0.0)
>3XxULN ALT or AST" 0(0.0)
>3xULN ALT 0(0.0)
>3xULN AST 0(0.0)
>5XULN ALT or AST" 0(0.0)
>5xULN ALT 0(0.0)
>5xULN AST 0(0.0)
>10xULN ALT or AST" 0(0.0)
>10xULN ALT 0(0.0)
>10xULN AST 0(0.0)
>20xULN ALT or AST" 0(0.0)
>20xULN ALT 0(0.0)
>20xULN AST 0(0.0)
Elevation of Bilirubin
>1.5xULN 1(1.2)
>2xULN 0(0.0)
>1.5xULN Alkaline Phosphatase 5(6.0)

Analysis Set:As-Treated Population-R
AT = aminotransferase (ALT or AST); ULN = upper limit of normal range
*Patients with either ALT or AST abnormalities for the same lab draw (same date and time) are counted as one event.

%5 5.3.5.1.2 T 10057030 CSR % 12.4.2.1.2-1

2.7.4.3.2 E N 10057040 5i5&

KRR R O RRAEEIZ DWW T, R—RA T A & TR LRI & 72 5 A8 2R3 HE 1
72K, MBECREROHES 2 on LT, 72, 1GBREER 5%I12 7 L— R3LL k& 2o 72 H X, Pro-NETU
BECITAMERE, fFPEREL, Vo SEkdk, RRT7 L Xy METIIAmMERE, ek, U
SNEE, TATICTHY, WIS HUEMEEGEER G TRET L LRI MbNTWHIEA
TR L.

Pro-NETU #£Cld, EYEE LRO 1554 @BMT 28U E s ERZ 14 (1.9%) K OJEHEE
FRO2 G2 BmT 28 vy EREZ 14 (1.9%) 23880, RAT7T L& METIE, A
il EFROD 3 (5% 88T 5 ALT EH-%2 14 (2.0%) 1Zi@DH7= (5 5.3.5.1.3 1 10057040 CSR #
12.42.1-1). 7272, Potential Hy’s Law D FE#E (AST % ALT 23 AEYEME EIRO 3 52 @i, vV
BV EIRO 2 S50, TABY T AT 7 H— BN EUEE LR 2 AR U ARNE)
IZR%8 LTIV THOR G TH AR, SRFIMEATRES 2 R4 2 WK LR & 722 5 BE T A
DRI
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2.7.4.3.3 ERGFE T (BN 10057030 :HER KX U 10057040 X ER)

a7 —2 x4t Lz, =274 b7 L— B 1 U EEBLLZEBREORHIAGZR
2.7433-11ZRLT=.

R=2TA L7 L— RN 1 LLEELL, 7 L— K3 LRI 72BEOELD 5%, Lo
BRI, 4P ek (IRfE) [58.2% (294/505 44) 1, HMmEREL (KfE) [45.1% (228/505 44) ]
KOV 8BRS (A [17.4% (88/5054)] Th-oi-.

£ 274331 BRERBREDL 7 bT—TJJL (& : 10057030 KR U 10057040)
Pro-NETU (N=505)

Highest Grade
Worsened from Baseline by >= 1 Grade

Laboratory Test Grade 3 Grade 4 >=Grade 3

Criteria N (%) N (%) N (%)
Hemoglobin

Low Value Criteria 9(1.8) 0(0.0) 9(1.8)

High Value Criteria 0(0.0) 0 (0.0) 0 (0.0)
Leukocytes

Low Value Criteria 161 (31.9) 67 (13.3) 228 (45.1)

High Value Criteria 0 (0.0) 0 (0.0) 0 (0.0)
Neutrophils

Low Value Criteria 91 (18.0) 203 (40.2) 294 (58.2)
Lymphocytes

Low Value Criteria 78 (15.4) 10 (2.0) 88 (17.4)

High Value Criteria 0 (0.0) 0 (0.0) 0 (0.0)
Eosinophils

High Value Criteria 0(0.0) 0 (0.0) 0 (0.0)
Platelets

Low Value Criteria 8 (1.6) 1(0.2) 9(1.8)
Albumin

Low Value Criteria 0(0.0) 0(0.0) 0(0.0)
Total Bilirubin

High Value Criteria 0(0.0) 0(0.0) 0(0.0)
AST

High Value Criteria 1(0.2) 0(0.0) 1(0.2)
ALT

High Value Criteria 6(1.2) 0 (0.0) 6(1.2)
ALP

High Value Criteria 0 (0.0) 0 (0.0) 0(0.0)
v-GTP

High Value Criteria 9(1.8) 0 (0.0) 9 (1.8)
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274331 BEBERBEDODS I M TF—TJIL (B4 : 10057030 KT 10057040) (#E=)
Pro-NETU (N=505)

Highest Grade
Worsened from Baseline by >= 1 Grade

Laboratory Test Grade 3 Grade 4 >=QGrade 3

Criteria N (%) N (%) N (%)
LDH

High Value Criteria 0 (0.0) 0 (0.0) 0(0.0)
Serum Creatinine

High Value Criteria 0(0.0) 0 (0.0) 0 (0.0)
CPK

High Value Criteria 0(0.0) 0(0.0) 0(0.0)
Blood Glucose

Low Value Criteria 0(0.0) 0(0.0) 0(0.0)

High Value Criteria 0(0.0) 0 (0.0) 0 (0.0)
Total Cholesterol

High Value Criteria 0(0.0) 0 (0.0) 0 (0.0)
Ca (corrected values)

Low Value Criteria 0(0.0) 0(0.0) 0(0.0)

High Value Criteria 0 (0.0) 0 (0.0) 0 (0.0)
Na

Low Value Criteria 5(1.0) 7(1.4) 12 (2.4)

High Value Criteria 0(0.0) 0(0.0) 0(0.0)
K

Low Value Criteria 10 (2.0) 0(0.0) 10 (2.0)

High Value Criteria 4(0.8) 0(0.0) 4(0.8)
Urine Glucose

High Value Criteria 0 (0.0) 0 (0.0) 0(0.0)
Urine Protein

High Value Criteria 0(0.0) 0 (0.0) 0 (0.0)

Analysis Set:As-Treated Population
% 5.3.53.1 T LAEMEIZBET 5 HFEARHT 2 1SS-LB02-01

27434 ER 10057020 5%

EN 10057020 B TlE, WO GHTH SR ORKRMRAEME T, X—ZX T A (2
THRRMICIE L 72 2 B8 &2 " THEB X)o7

27435 E ™A 10057010 :X6&
AT w72 (KHI235mg) @ Pro-NETU # T, FFEAENFRO /o ALT 13H% 5% 9 H Tl
f (67U/L) Z/RL, 6 HIZLIZHIE L7z, A7 v 73 (AAI353 mg) @ Pro-NETU #E T, R H)
PFRD HAVIAFPERITBR 5% 5 B TR (75.7%) 2R L, 2 HRICHEE L7z, 7ok, H%AH
ITAEERES NHIEK) OERE LTRIEENZ72D, [HROFEES L L CHBrS TV,
Z OMOERARANM, BERAE (D-F 4 ~—, EREEL) ROWnmEs (Fe ha e ok
M, IEMALERSY b e R T T 2T VK], BEEE I ALE Y, MEEIAERUONT R rEY)
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DHEFLIZ, Pro-NETU HE & 77 BRI R E 2 EW T2 <, HEICKAF L TEET 2 A E & O
IRECRIE & 72 D BB 2D o T2,

AT w72 (RHKI235mg) O Pro-NETU BET, FEEENRD OV IREMIZEE-% 13 A &
W15 HIZESH) (+) ZR/L, TOHEBEIE L. A7 v 73 (KAI353 mg) @ Pro-NETU £ T, 5
WEBAROON-va ) ) —F 3 5% 1 HORIES (2+) 2Rl

Pro-NETU #ED % DO JRANE DHERE S OB Lk Ar (EHE 7 — LA AT A b RO — L A
TAR) OHERBIX, FRIRAIICRTE L R 5 EB) Tl o7,

27436 ERN 10057050 iRER

REHIH 28 LT, WPhOBSETH&IEROBRRER T, ~—2 I AT THE
A RIRE & 72 2 B8 AR/ HEHE RO L— R 3 U EOBRBEHRE IR bR o7, 12,
HEEG L e ST BRI 5 e OBR T IR 3 - 7 B R R A S b 22 o 7.

2744 NAZNT Ay, BRHFARRUVREMICEEY SthDOHEER
27441 12 FEDLEX

274411 EMR 10057030 5%
(1) HEEEG =

12 5 0ER (ECG) CIRERHLYERIC X 0 BRAICIEEN & 5 L S - BEFT 2 4
PAE) 1%, Pro-NETU #ECIXLEME) 44), QTIEE Q4) KUTHET Q4) ThY, £
Do BLEWERIZLEME (14) KOQTHEE (14) Tho7eh, FL— N1 L2 CHEED
D, WIFhbEEL, RBRTILICEL ol —F, RAT 7 LEX Y METIE, QTR (4
&), LEAME Q4) ROTEYE Q4) THhY, o) LEWEMXQTIERE 24) KOV
FEAIEY 24) Thot=nd, FL— K1 XT2 CHEELHMSN, WIFnbEEL, RERd Ik
IZE SR T2,

AR TR DALz ECG CHRRMICRIBENS & 5 & ERRIC I Sz B AT sV, miff
TERTROLT, WK ERESRMEL 22 DITFEO R o T,

2 MYIKLEEH/S—h

ECG CIRERHIY EATIC X 0 BRMICRIEN & 2 &l S - BT Q #HLLE) 1, QT 4t
24 Q2:3a—2:%14) THY, ZOH2H2a—AIHIA L 1 ABEWEHR & LTHEX
Nz, ¥EFZII7 L— 3 GEEE) tHlSh, WR2EST, FR8E0D 7 HZICEIE
L7-.

274412 EMR 10057040 :tE&
ECG [Z DWW CHERINCEN & 5 &Il S U7 FT i, Pro-NETU £ CIE QT iEE, LEME)
(BBRIRIL HRIART L W APHE S L THE SN TWE), RAT 7L X v MEETIROEMIZMY
e, FEMEHMGE (% 14) Thor-.
274413 EMR 10057020 5%

ECG O EEDOSEELF 23 2.7.44.1.3-1 12, ZALEOMHEELFH 2% 274413211 LTz,
ECG IZ DWW CEFRIRIIICHEN & 5 & HIlr S 72 i, Pro-NETU 81 mg #£Tix, STIKT (1
4), Pro-NETU 235 mg #TlE, FIEMEOEME) (14), LHEME (14), 77 BRBETIE, L
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FEHSMHE (14), EBREAM (14), LEERER Q4), DEESSMGE (14), L=
SMAE (14) Thotz. 205 LEWERIZT 7 RO E=ESMGE (14) OHATHY,
Pro-NETU 81 mg #£ % O Pro-NETU 235 mg #EICIXFR O biienr o7z, F£72, ECG TOMUE & Y
AL RZHEELF Lz 24, LEX QT IEROEIX 3 MM CHREE ThH - 7.
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+2744131 12FELEN : AIEEDOHEESE (10057020)

Group Visit QTCcF Interval (msec) N (%)
Pro-NETU 81 mg Baseline Total 197
<=450 195 (99.0)
450< <=480 2 (1.0)
480< <=500 0(0.0)
500< 0(0.0)
Dayl1 Total 196
<=450 185 (94.4)
450< <=480 10 (5.1)
480< <=500 1(0.5)
500< 0(0.0)
Day8 Total 194
<=450 192 (99.0)
450< <=480 2 (1.0)
480<  <=500 0(0.0)
500< 0(0.0)
End of study Total 194
<=450 190 (97.9)
450< <=480 42.1)
480<  <=500 0(0.0)
500< 0(0.0)
In case of study discontinuation Total 3
<=450 3(100.0)
450< <=480 0(0.0)
480< <=500 0(0.0)
500< 0(0.0)
Pro-NETU 235 mg Baseline Total 195
<=450 193 (99.0)
450< <=480 2 (1.0)
480<  <=500 0(0.0)
500< 0(0.0)
Dayl1 Total 195
<=450 182 (93.3)
450< <=480 13 (6.7)
480<  <=500 0(0.0)
500< 0(0.0)
Day8 Total 195
<=450 191 (97.9)
450< <=480 42.1)
480< <=500 0(0.0)
500< 0(0.0)
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F2744131 12FBLER : MEMENHESLE (10057020) (FE)

Group Visit QTCcF Interval (msec) N (%)
End of study Total 195
<=450 194 (99.5)
450< <=480 1(0.5)
480< <=500 0(0.0)
500< 0(0.0)
In case of study discontinuation Total 0
<=450 0(-)
450< <=480 0()
480< <=500 0(-)
500< 0(-)
Placebo Baseline Total 195
<=450 192 (98.5)
450< <=480 3(L1.5)
480< <=500 0(0.0)
500< 0(0.0)
Dayl Total 195
<=450 181 (92.8)
450< <=480 14 (7.2)
480< <=500 0(0.0)
500< 0(0.0)
Day8 Total 193
<=450 189 (97.9)
450< <=480 42.1)
480< <=500 0(0.0)
500< 0(0.0)
End of study Total 193
<=450 190 (98.4)
450< <=480 2(1.0)
480< <=500 0(0.0)
500< 1(0.5)
In case of study discontinuation Total 2
<=450 2 (100.0)
450< <=480 0(0.0)
480< <=500 0(0.0)
500< 0(0.0)

BT RTAER « TRBRIER 561

N : Number of Patients in Each Period

N (%) : Number of Analysis Patients, Percentage
%5 5.3.5.1.1 ZH 10057020 CSR # 12.5.1-2
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+2744132 12FE0LEN : ZLEDHEESKE (10057020)

Group Visit QTCcF Interval (msec) N (%)
Pro-NETU 81 mg Dayl Total 196
<=30 180 (91.8)
30<  <=60 15(7.7)
60< 1(0.5)
Day8 Total 194
<=30 191 (98.5)
30< <=60 3(1.5)
60< 0(0.0)
End of study Total 194
<=30 191 (98.5)
30<  <=60 3(L1.5)
60< 0(0.0)
In case of study discontinuation Total 3
<=30 3 (100.0)
30<  <=60 0(0.0)
60< 0(0.0)
Pro-NETU 235 mg Day1 Total 195
<=30 178 (91.3)
30<  <=60 15 (7.7)
60< 2(1.0)
Day8 Total 195
<=30 192 (98.5)
30<  <=60 2(1.0)
60< 1(0.5)
End of study Total 195
<=30 190 (97.4)
30<  <=60 42.1)
60< 1(0.5)
In case of study discontinuation Total 0
<=30 0(-)
30< <=60 0(-)
60< 0(-)
Placebo Dayl Total 195
<=30 174 (89.2)
30<  <=60 18 (9.2)
60< 3(1.5)

115



T Y A g 2.7.4 FRIREYZ 4N

F2744132 12FBLER : RILEDHESLE (10057020) (FE)

Group Visit QTCcF Interval (msec) N (%)
Day8 Total 193
<=30 187 (96.9)
30< <=60 5(2.6)
60< 1(0.5)
End of study Total 193
<=30 185 (95.9)
30<  <=60 7(3.6)
60< 1(0.5)
In case of study discontinuation Total 2
<=30 2 (100.0)
30<  <=60 0(0.0)
60< 0 (0.0)

FEAT R RG] < TRBREEE 5

N : Number of Patients in Each Period

N (%) : Number of Analysis Patients, Percentage
%5.3.5.1.17H 10057020 CSR #12.5.1-3

274414 E M 10057010 A E&

BAT v T OREREZ LI, FHUER R TO QTeF &V QTeB DHIEEA <450 msec,
> 450 msec 7>2< 480 msec, > 480 msec 1>-2< 500 msec, > 500 msec] DT IV —|T4HT THESE
7t L7z, Pro-NETU BECTAAI 235 mg (A7 v 7 2) &G INTHBRED 14 (12.5%) KOAKRHA
353mg (A7 v 7 3) &b INTHERE D 14 (12.5%) T, %5 13 A% 0D QTcF ORIEMA >
450 msec 7> ><480 msec| T ~>7=. F72, Pro-NETU BECTAAI 353 mg (A7 7 3) &5 SN
T-WBRE D 14 (12.5%) T, #5513 B D QTcB OHIEAE A > 450 msec 7> >< 480 msec] TH 1,
TR ERGINTHIRED 14 (83%) T, &5 9 HED QTecB ORIEEA > 450 msec 72D
<480 msec] Th o7z, YREHIRHE TIE, 45 QTeF KT QTeB D JIEMAIZ IR LR & 72 572
molz. ZOMOYERE T, KRG8 (X7 v 7)), REHIOLLDLOY, REEA, FNER RO
QTcF K TF QTeB DHIEEAS 450 msec LA b 7R L7 WBRE 1 X\ 22 o 72,

7o, HAT v T ORERZ LI, FHHERR TORSERED 5O QTeF } U QTeB DZAL
£7% [<30msec, >30msec 7>2<60msec, >60msec] DHT IV —|T550F CTHELHLT-.
Pro-NETU #£ CTAA| 353 mg (A7 > 7 3) ZHG-INIcBRED 14 (12.5%) T, &5 13 A%
D QTcF Z b &DY > 30 msec 7>2< 60 msec| T >7-. Pro-NETU BECTAAI 353 mg (A7 v 7 3)
EREESNIPREDO 24 (25.0%) T, ThEhxb 9 ARIC 14 KTN13 BRI 14O QTeB
ZAb D [>30 msec 7> >< 60 msec] ThHoTz.

kB, TR EREINTHERE 14 (83%) T, &5 13 HZED QTecB Z{L&D > 30 msec
M O<60msec] ThHo7z. ZiLH QTcF KO QTeB DAL &L, K EIE L 72 A TIE2 o
. ZOMOPERE T, 58 (A7 v 7)), BERZHPD LT, FHER RO QTeF LU QTeB
DO ED, 30msec LA EEIR L7-#KBRAE X W e hvo 7=,

FROEEHZRBDTZN, £ AT v 7D Pro-NETU B, 77 EARRET ECG IZREKRIYIZRE & 72

LEEERBO IR T
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274415 E MR 10057050 :tE&

ECG TRERHNCRIE & 72 B B3 e o 7=, £72, Pro-NETU I} O GRA BLpm 4% 5o &
H1Z, QTCF (XX TCORMER} AT 450 msec UL FT&H Y, Pro-NETU HfHIFD QTcF DA L& 9
RTORERFAT 30msec LLFTH-o72Z &£005, Pro-NETU % GRA EFHT 5 Z LITfEH B

ECHR NSV A RSN

274416 B4 NETU-07-20 5E&

WESh NETU-07-20 38R 1%, (M BIHER Oeth gt & Uiz, BRI & & OVa% H & &
D @ A O NETU,PALO O LB T HEHICOWT, 7T BREROEXF V7 axHh v (K
%ﬁ%)k%&bfﬁﬁfé,gﬁa@,7/&Am,ﬁﬁﬁﬁﬁ%:QWﬁEQT%%(Qw
FHlEER T o 7o, TRBRIEEE 501 24 Rl D3 5% 48 Rl £ CAHANL X —BCG 7T —H HE=H —
L7z, #BRE 2L OfIERZ W CHIE L7z QT [HIFE (QTel) [#R7 = & O A%ICFES & QTel
= QT/ (RR)slope O THIE L7z QT k@, slope ITX—AF A » ECG 7 — ¥ OFIE BT /3HT 0> 5
el = L ACHE ] & BECG ORI EZRFHIEE & L7z, 2004 (B 1 106 44, &tk : 94 4)
DBERS AL, 197 A RBREEZ DR b TR S, 196 43— T A & Day 1~2 D4
72< & H 1 RERT QTe e &4, 195 4035l a 52T L.

WERE L FFED 4 DD T N—TDOWNT NN T o F NZEN T S,

IN—71(FZ7%R) :NETU 77 &R 45 7E1L+PALO 77 1R 3 7w (FEkEb)
7' V—=7"2 (NETU 200 mg + PALO 0.5 mg) : NETU 200 mg (50 mg & O" 150 mg 77 7 /L% 4
1 B 7&/N) +NETU 7 Z®AR 2 7/ +PALO0Smg (0.5mg 7 7E&N%E 1 H7EL) +
PALO 7’7t R 2 h 7t (535 b2)

7' v—=7"3 (NETU 600 mg + PALO 1.5 mg) : NETU 600 mg (150 mg # & /L% 4 5 7 &)
+PALO 1.5mg (0.5mg H /L% 3 7EN) (515 b3)

IN—74 (FF70FH 0 400mg) - EF T XY 400 mg $E 1 58 (55 b4)

ECG Hufigtitisg Tk, ECGHIEEMEZ R/MbT D720, ESfMGETHrEBOR 7 J—
EOFx V= (VFR) ZHWHLHFIETHEL, SO EREERE LTHE L2 ECG 7 —
& Z it Uiz, ECG FRMENTHIIER TlE, #BE R OB GIEICOWTER F T L. 3T
BEIEIZOWT 24 FRION—=2 7 A VRIEZ SN L, £ 0%, BBR 2 HER G Sh 723 ~<To
BB 1T ECG M OSEMIREE OWPE % 2 A M5 L 7.

AR OZ LI PRI L VRS,

ETXvTaxHh =T (F—T4) OQTe ik, TSI /NS REEE R LT,

TIRRIN—T (TN—T1) TOR=ZRTA U NEDOEAIT 3 msec UNTHY, QTec &
b AR AEERIE D TR FI S Tn

QTcl @ time-matched fENT : EXF > 7 N —7 (F—74) (1 12 B 5 TEHEN
Smsec X, fENTFHAE TR INEHEZG - L7z, QTel, QTcF & QTcB DfiF#T#s H Tk
PALO + NETU f}f H# 5- 7 /v — 7T 95% (5 fHIX M D LERAS 10 msec 8 2 DR AT 0o Tc 2 & %
R UT. BRI EEIT A DR Do T

QTcl D A7 =V FIVIRHT: QTel D_—Z T A L H& DZEALAN 60 msec & 48 2 5 #ERE )Y, NETU
+PALO iREH B G 7 —7 (7 v—72) T14 Q%) RO bnen, mHEFHEE 7
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N—T" (T N—T"3) TEWZRhoT2. 30~60 msec 1L L 7= W+ 1%, NETU + PALO J&% &
A& G- 7 V—7 (FVv—7"2) TiL44 B%) Tholn, mHEFAKE I LV—TF (Fr—
7°3) TlEWaeholz, ZTHOORERIE, BRFEENZ QT EEICERT2H0TH Y, HAIDIE
HaERLIZBDOTIIARWEE X b7-. NETU +PALO ff# 52 /' v—7 L %, QTel 3HHiIC
480 1% 500 msec & X T2 HRBRE 1IN 2D o T2 QTel 23SHTHLIZ 450 msec % #8 2 7= W BRE 1%, &
BFHEE I V—7 (F—7"3) Tix44 8%) Tholn, BEAEIAKRG 7 V—7 (7
J—"7"2) TlEWenoT-

EDZ ENG, SITRRENHEMR S, 77 'R 7L —7TOARIEAEN QTc DEEHHI1E
IITWND Z ENREFL, NETU LU PALO OO H# 513048, PR & OF QRS [#kE X1X ECG i
FEOFREIZK LT, ERRMICHE L 2 5B RITS RN ERW BN E I olo. SEEhTE /3K
TN % B D723 X T D ECG 7 — Z fENTHE 7> &, NETU & O PALO O {f F #¢ 513 Lol i 4 12

WX DB T 7 N2 LR E Tz,

TOMOHEFEFEGOFEMIZ, 5 2.7.6.16.1 HIZFLH L7-.

27442 INA BI)LYA 2, {KERU Performance status

274421 E M 10057030 A 5%
(1) HEERE— b

WTNOEGRETS, Al R O ME R OMERIR T, _—2 T A N TERRIICHE & e
LA RTHBITRD bR T,
(2) MK LEE =K

B LG N— MZBW T, WToa—2 b BFHIRER O ME R KR T, ~—2 T A
AN TRRIRAIZITE & 72 228 2 "3 6 DITRD b Lo Tz,

274422 E M 10057040 5 Ex

WITNOEEGRETYH, KMl SO MmE R MRIR T, X—R T4 & _THRICHEE 72
LHEERTHEBIT 2o 7.
274423 ERNHFEEST (EMR 10057030 5688 & T 10057040 KER)

AT — X XU, A YA OBEKIRG 25 2.7.4423-1 TR LT,
BRI & 72 DA 2 r T H (X720 7=,
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&2744231 N RZNLYA 2 (HHERT)

Pro-NETU
Systolic Diastolic Body
Blood Pressure Blood Pressure Temperature
Visit Statistics (mmHg) (mmHg) ©)
Screening Mean(S.D.)

Day8 Mean(S.D.) -7.7 (18.5) -0.3 (13.0) 0.03 (0.49)

Day15 Mean(S.D.) 0.6 (19.1) 1.9 (13.1) 0.15 (0.55)

In case of study discontinuation Mean(S.D.) -4.6 (17.9) 2.8(14.2) 0.18 (0.44)

Analysis Set:As-Treated Population
% 5.3.53.1 I LAEVEIZBET 5 HFEARIT 2 1SS-VS01-01

274424 [ElR 10057020 5t E&

[E N 10057020 35R TlX, WINOEGERETHEFHMMEFO/ A Z YA T, BRRPIZRE L
I DB A R T X o T

274425 E MR 10057010 tE&

B AT 7D Pro-NETU #f, 7° 7 B AREET, MLEK ORI OHER IZ R ELEEB 2B 0 o7z,
K. C Pro-NETU FED 27 » 73 (KH) 353 mg) FED | HIZREEEHZBOZ. 7ok, YELH
X, AEFS HIER ) OERE LTSN 0, FROFAEESE L CHET ST/,

274426 ER 10057050 £ B&

INA FVYA 2 (E, URIEEL, (KIR) CRAICHBE E 22 2 £ #1372 <, Pro-NETU % GRA & ff
AT Z LI RFELRD LN T2,

2745 RRGBEERRUKETICE TSR e
2.7.4.5.1 NEMER

274511 4 7l

AT —2&xt5 e LT, BLBOAEEREZMITL, BHEUILMEOWNTIDT 5%LL B3
BLIZABFEELRIZIOWT, BMOAFERORBEIGZEK 2.745.1.1-1 18, ZHEOREEFEFEROHKB
BEEF£ 2745112 1R LT,

IS NOFEFEFRPIEE LT BEOFIEIX, BIEBED 99.1% (345/348 4), MEBE DY 99.4%
(156/157 44), 7L — R 3 DL EOFEFL TIL, BIEEED 65.5% (228/348 44) , LLMEBFE S 72.0%
(113/157 44) ToH-oT-.

BYERE THREEIG N 10%LL EOFERZIL, B 62.1% (216/348 £4), i HERELED 54.3%
(189/348 4), L% o< U 44.3% (154/348 41), HIMEREIRD 43.7% (152/348 44), BARHGR 35.3%
(123/348 44), HBE& 23.3% (81/348 44), I/ IMREGHA 17.5% (61/348 44), Holr 12.6% (44/348

£), &l 10.6% (37/348 4) Th-o7-.

BIEEE THRBBIED 2% O 7 L— R 3L EOFEFRRIL, i TEREED 47.4% (165/348

4), FEREORD 29.9% (104/348 44) , FEEMELT R ERTBUE 9.2% (32/348 44 ) , BEAKIHGE 4.0% (14/348
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4), 1555 2.9% (10/348 4), 1K) b U 7 AIME 2.6% (9/348 44), U /7SERERID 2.3% (8/348
%), I/NRERRY 2.0% (7/348 44) Th o7z,
R THBLEIE D 10%LL EOFEFEGIL, FPEREDY 66.9% (105/157 4), 1884 56.7%
(89/157 44), FIMEREIHA 54.8% (86/157 44), BARIHGE 39.5% (62/157 44), H&724& 33.1% (52/157
%), L 274% (43/157 44), BLEBIE 25.5% (40/157 44), AN 18.5% (29/157 44), &ifn, T
KOEIRE, 4% 15.3% (4/15744), U o /8EREGRAD K OM IME B, 4 12.7% (20/157 4) ToH
27z,

VBB TREFIGN 2% LD 7 L— R 3 LLEORERERZIL, 4B 57.3% (90/157
), AIMEREIED 40.1% (63/157 44) , BARIGE 7.6% (12/157 44 ) FEEWELF BRI E 7.0% (11/157
£), L, U SEREQRD R OVEIIE, 45 3.2% (5/1574), &I 2.5% (4/1574) Th-oi-.

BHEBE AR TR T 5% ERBEIS D Em WA FEGUL, 4 HEREsD (B 54.3%,
7 66.9%. LLT, [FINE), AmMEREDD (43.7%, 54.8%), BRI (23.3%, 33.1%), Ei (12.6%,
27.4%), FON% (6.9%, 18.5%), 587 (6.0%, 15.3%), FH#i (9.8%, 15.3%), U > ~EREIED (5.5%,
12.7%) T, ZHERBEFIZHARTHMERE T 5% FRBLEIES @ WA FHRUL, H (62.1%, 56.7%) ,
Lxo< D (443%, 5.1%) ThHoi-.

BYEBE AR TLMERE T 5% ERBEERE NI L— R 3 EOFERERT, HFPEREK
B (B 47.4%, M 573%. LLF, FIE), AMEREGED (29.9%, 40.1%) T, LMEEHE
AR TH MR T 5% ERBEGOEW T L— K3 UL EOFRRITRD IR T.

R ILIZE - 7oA FEFRIL, BIERE R OLMBE & bICK 1 HICRBL LTz (2.74.85.1-1
F % 2.7.485.1-2).
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£274511-1 BHEETOAEER (BEXXELEVNWITNHATHRIREES 5%LUE) (#4 :
10057030 & U* 10057040)

Pro-NETU
Male
(N=348)
System Organ Class Grade 1 Grade2 Grade3 Grade4 Grade5 Grade 3<= Total
Preferred Term MedDRA (ver23.0) N (%) N(%) N (%) N(%%) N (%) N (%) N (%) 95%CI (%)
Any Events 33(9.5) 84 (24.1) 98(28.2) 130 0(0.0) 228(65.5) 345 [97.5,99.8]
(37.4) (99.1)
Blood and lymphatic system disorders
Anaemia 17(49) 16(4.6) 4(1.1) 0(0.0) 0(.0)0 4(1.1) 37(10.6) [7.6,14.4]
Febrile neutropenia 0(0.0) 2(0.6) 28(8.0) 4(1.1) 0(0.0) 32(9.2) 34(9.8) [6.9,13.4]
Gastrointestinal disorders
Abdominal pain upper 11(32) 4(1.1) 0(0.0) 0(.0) 0(0.0) 0(.00 15(4.3) [2.4,7.0]
Constipation 121  85(24.4) 10(29) 0(0.0) 0(0.0) 10(2.9 216  [56.7,67.2]
(34.8) (62.1)
Diarrhoea 23(6.6) 10(2.9) 1(0.3) 0(0.00 0(0.0) 1(0.3) 34(9.8) [6.9,134]
Nausea 12(3.4) 27(7.8) 5(1.4) 0(0.0)0 0(0.0) 5(1.4) 44(12.6) [9.3,16.6]
Stomatitis 14(4.0) 9(2.6) 1(0.3) 0(0.00 0(0.0) 1(0.3) 24(6.9) [4.5,10.1]
General disorders and administration
site conditions
Injection site pain 21(6.0) 6(1.7) 0(.0) 0(0.0) 0(.0) 0(0.0) 27(7.8) [5.2,11.1]
Malaise 62 (17.8) 17(4.9) 2(0.6) 0(0.0) 0(0.0) 2(0.6) 81(23.3)][18.9,28.1]
Pyrexia 12(34) 5(14) 0(0.00 0(.0) 0(.00 0(.00 1749 [29,77]
Investigations
Alanine aminotransferase increased 15 (4.3) 5(1.4) 2(0.6) 0(0.0) 0(0.0) 2(0.6) 22(6.3) [4.0,94]
Blood creatinine increased 30(8.6) 4(1.1) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 34(9.8) [6.9,134]
Lymphocyte count decreased 0(0.0) 11(32) 7(2.00 1(0.3) 0(0.0) 8(23) 19(5.5) [3.3,84]
Neutrophil count decreased 4(1.1) 20(5.7) 56(16.1) 109 0(0.0) 165(47.4) 189 [48.9,59.6]
(31.3) (54.3)
Platelet count decreased 35(10.1) 19(5.5) 6(1.7) 1(0.3) 0(0.0) 7(2.0) 61(17.5)[13.7,21.9]

White blood cell count decreased 3 (0.9) 45 (12.9) 69 (19.8) 35 (10.1) 0(0.0) 104 (29.9) 152 [38.4,49.1]

Metabolism and nutrition disorders

Decreased appetite 71 (20.4) 38 (10.9)

Hyponatraemia 9(2.6) 7.0
Musculoskeletal and connective tissue
disorders

Back pain 9(2.6) 2(0.6)
Nervous system disorders

Dysgeusia 23 (6.6) 10(2.9)

Headache 20(5.7) 1(0.3)
Psychiatric disorders

Insomnia 25(7.2) 9(2.6)
Respiratory, thoracic and mediastinal
disorders

Hiccups 69 (19.8) 83 (23.9)
Skin and subcutaneous tissue disorders

Alopecia 21(6.0) 3(0.9)
Vascular disorders

Hypertension 0(0.0) 4(1.1)

14 (4.0)

3(0.9)

0 (0.0)

0 (0.0)
0 (0.0)

0 (0.0)

2(0.6)

0 (0.0)

3(0.9)

(43.7)

0(0.0) 0(0.0) 14(4.0) 123 [30.3,40.6]
(35.3)

6(1.7) 0(0.0) 9(2.6) 25(7.2) [4.7,104]

0(0.0) 0(0.0) 0(0.0) 11(32) [1.6,5.6]

0(0.0) 0(0.0) 0(0.0) 33(9.5) [6.6,13.1]
0(0.0) 0(0.0) 0(0.0) 21(6.0) [3.8,9.1]

0(0.0) 0(0.0) 0(0.0) 34(9.8) [6.9,13.4]

0(0.0) 0(0.0) 2(0.6) 154 [39.0, 49.6]
(44.3)

0(0.0) 0(0.0) 0(0.0) 24(6.9) [4.5,10.1]

0(0.0) 0(0.0) 3(0.9) 7.0 [08,4.1]

Analysis Set:As-Treated Population
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T Y A g 2.7.4 FRIREYZ 4N

£2745112 LTHEEEOEEER (BEXEFIEENVTIANTHRIREIS 5%LUE) (HE
10057030 & U* 10057040)

Pro-NETU
Female
(N=157)
System Organ Class Grade 1 Grade2 Grade3 Grade4 GradeS Grade 3<= Total
Preferred Term MedDRA (ver23.0) N (%) N (%) N(%) N (%) N (%) N (%) N (%)  95%CI (%)
Any Events 8 (5.1) 35(22.3) 45(28.7) 68 (43.3) 0(0.0) 113(72.0) 156 [96.5,
(99.4)  100.0]
Blood and lymphatic system disorders
Anaemia 9(5.7) 11(7.0)0 4(2.5 0(0.00 0(0.00 4.5 24(15.3)[10.0,21.9]
Febrile neutropenia 0(0.0) 0(0.0) 11(7.00 0(0.0) 0(0.0) 11(7.0) 11(7.0) [3.5,12.2]
Gastrointestinal disorders
Abdominal pain upper 745 3(19 0(.00 0(.0) 0(.00 0(.0) 10(6.4) [3.1,11.4]
Constipation 60 (38.2) 26 (16.6) 3(1.9) 0(0.0) 0(0.0) 3(1.9) 89 (56.7) [48.6, 64.6]
Diarrhoea 15(09.6) 8(5.1) 1(0.6) 0(0.0) 0(0.0) 1(0.6) 24(15.3) [10.0,21.9]
Nausea 8(5.1) 30(19.1) 5(3.2) 0(0.0) 0(0.0) 5(3.2) 43(27.4) [20.6,35.1]
Stomatitis 20(12.7) 9(5.7) 0(0.0)0 0(0.0) 0(.0)0 0(0.0) 29(18.5)[12.7,254]
General disorders and administration
site conditions
Injection site pain 11(7.0)0 3(1.9) 0(.0) 0(.0) 0(.0) 0(0.0) 14(8.9) [5.0,14.5]
Malaise 36(22.9) 13(8.3) 3(1.9) 0(0.00 0(0.0) 3(1.9) 52(33.1) [25.8,41.1]
Pyrexia 11(7.0) 1(0.6) 0(0.00 0(.0) 0(0.00 0(.00 12(7.6) [4.0,13.0]
Investigations
Alanine aminotransferase 4 (2.5) 3(1.9) 2(1.3) 0(0.0) 0(.0) 2(1.3) 9(5.7) [2.7,10.6]
increased
Blood creatinine increased 7(4.5) 1(0.6) 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 8(5.1) [2.2,9.8]
Lymphocyte count decreased 1(0.6) 1489 4(2.5 1(0.6) 0(0.0 5(3.2) 20(12.7) [8.0,19.0]
Neutrophil count decreased 1(0.6) 14(8.9) 29 (18.5) 61(38.9) 0(0.0) 90 (57.3) 105 [58.9,74.2]
(66.9)
Platelet count decreased 14(89) 6(3.8) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 20(12.7) [8.0,19.0]

White blood cell count decreased 4 (2.5) 19 (12.1) 49 (31.2) 14(8.9) 0(0.0) 63 (40.1) 86 (54.8) [46.6,62.7]
Metabolism and nutrition disorders

Decreased appetite 33(21.0) 17 (10.8) 12(7.6) 0(0.0) 0(0.0) 12(7.6) 62 (39.5) [31.8,47.6]

Hyponatraemia 3(1.9) 425 1(0.6) 1(0.6) 0(0.0) 2 (1.3) 9(5.7) [2.7,10.6]
Musculoskeletal and connective tissue
disorders

Back pain 5(32) 3(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 8(51) [2.2,9.8]
Nervous system disorders

Dysgeusia 9(5.7) 3(1.9) 0(0.0) 0(.0) 0(0.0) 0(0.0) 12(7.6) [4.0,13.0]

Headache 21(134) 3(1.9) 0(0.0)0 0(0.0) 0(0.0) 0(0.0) 24(15.3) [10.0,21.9]
Psychiatric disorders

Insomnia 11(7.0) 1(0.6) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 12(7.6) [4.0,13.0]
Respiratory, thoracic and mediastinal
disorders

Hiccups 7(45) 1(0.6) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 8(51) [2.2,9.8]
Skin and subcutaneous tissue disorders

Alopecia 16 (10.2) 24 (15.3) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 40(25.5)[18.9,33.0]
Vascular disorders

Hypertension 1(0.6) 5(3.2) 5(3.2) 0(0.0) 0(0.0) 5(3.2) 11(7.0) [3.5,12.2]

Analysis Set:As-Treated Population
55 5.3.5.3.1 T PRI BT % OFAMAT 3% 1SS-AE06-01 2422
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7 u k) A S REERE

%274511-3 BEHBEETOEMER (HFE : 10057030 XU 10057040)

2.7.4 BRI ZE 2N

Pro-NETU

Male
(N=348)

System Organ Class Grade 1 Grade2 Grade3 Grade4 Grade5 Grade 3<= Total
Preferred Term MedDRA (ver23.0) N (%) N(%) N (%) N(%%) N (%) N (%) N (%)  95%CI (%)
Any Treatment-Related Adverse 41 (11.8) 37(10.6) 7(2.0) 1(0.3) 0(0.0) 8(2.3) 86(24.7) [20.3,29.6]
Events
Blood and lymphatic system disorders 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,1.1]
Anaemia 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) 7[0.0,TI11]
Cardiac disorders 0(0.0) 2(0.6) 0(.00 0(.0) 0@.0) 0(.0) 2(0.6) [0.1,2.1]
Atrial fibrillation 0(0.0) 1(0.3) 0(0.0) 0(.0) 0(.00 0(0.0) 1(0.3) [0.0,1.6]
Palpitations 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) [0.0,TI11]
Ventricular extrasystoles 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 1(0.3) [0.0,1.6]
Ear and labyrinth disorders 1(0.3) 0(0.0) 0(.0) 0(0.0) 0(.0) 0(0.0) 1(0.3) [0.0,1.6]
Tinnitus 1(0.3) 0(0.0) 0(.0) 0(0.0) 0(.00 0(0.0) 1(0.3) [0.0,1.6]
Vertigo 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) [0.0,TI11]
Gastrointestinal disorders 24(6.9) 23(6.6) 1(03) 0(0.0) 0(0.0) 1(0.3) 48(13.8) [10.3,17.9]
Abdominal distension 1(0.3) 0(0.0) 0(.0) 0(0.0) 0(.00 0(0.0) 1(0.3) [0.0,1.6]
Abdominal pain 0(0.0) 1(0.3) 0(0.0) 0(.0) 0(.00 0(0.0) 1(0.3) [0.0, 1.6]
Abdominal pain upper 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 0(0.0) [0.0,1.1]
Cheilitis 0(0.0) 1(0.3) 0(.0) 0(.0) 0(.00 0(0.0) 1(0.3) [0.0,1.6]
Constipation 19(5.5) 17(49) 1(0.3) 0(0.00 0(0.0) 1(0.3) 37(10.6) [7.6,14.4]
Diarrhoea 2(0.6) 1(0.3) 0(.00 0(.0) 0(.0) 0(.00) 3(0.9 [02,25]
Dry mouth 1(0.3) 0(0.0) 0(.0) 0(0.0) 0(.0) 0(0.0) 1(0.3) [0.0,1.6]
Faeces soft 1(0.3) 0(0.0) 0(.0) 0(0.0) 0(.00) 0(0.0) 1(0.3) [0.0,1.6]
Gastritis 0(0.0) 1(0.3) 0(0.0) 0(.0) 0(.00 0(0.0) 1(0.3) [0.0, 1.6]
Gastrooesophageal reflux disease 0 (0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 1(0.3) [0.0,1.6]
Nausea 0(0.0) 0(0.0) 0(.00 0(.0) 0@.0) 0(.0) 0(.0) [0.0,T1.1]
Oral pain 1(0.3) 0(0.0) 0(.0) 0(0.0) 0(.00 0(0.0) 1(0.3) [0.0,1.6]
Stomatitis 0(0.0) 1(0.3) 0(0.00 0(.0) 0(.00 0(0.0) 1(0.3) [0.0, 1.6]
General disorders and administration 1(03) 3(0.9) 0(0.0) 0(0.00 0(0.0) 0(0.0) 4(1.1) [0.3,29]
site conditions
Fatigue 1(0.3) 0(0.0) 0(.0) 0(0.0) 0(.00 0(0.0) 1(0.3) [0.0,1.6]
Feeling hot 0(0.0) 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.00 0(0.0) 7[0.0,TI1.1]
Infusion site extravasation 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.3) [0.0,1.6]
Injection site pain 0(0.0) 2(0.6) 0(.00 0(.00 0@.0) 0(.0) 2(0.6) [0.1,2.1]
Malaise 1(0.3) 1(.3) 0(.00 0.0 0(.00 0(@.00 2(0.6) 7[0.1,2.1]
Pyrexia 0(0.0) 0(0.0) 0(0.0)0 0(.0) 0(.0) 0(.00) 0(0.0) 7[00,TI1.1]
Hepatobiliary disorders 4(1.1) 0(.0) 0(.0) 0(.0) 0(.0)0 0(@.00 4(.1) [03,29]
Hepatic function abnormal 1(0.3) 0(0.0) 0(.0) 0(0.0) 0(.00 0(0.0) 1(0.3) [0.0,1.6]
Hepatobiliary disease 1(0.3) 0(.0) 0(0.0) 0(.00) 0(.00 0(0.0) 1(0.3) [0.0, 1.6]
Liver disorder 2(0.6) 0(0.0) 0(.00 0(.0) 0@.0) 0(.0) 2(0.6) [0.1,2.1]
Immune system disorders 0(0.0) 0(.0) 0(.0)0 0(.0) 0@.0) 0(.0) 0(.0) [0.0,TI1.1]
Hypersensitivity 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) [0.0,TI11]
Investigations 9(2.6) 1(0.3) 3(0.9) 0(0.0) 0(0.0) 3(09 13(3.7) [2.0,6.3]
Alanine aminotransferase increased 3 (0.9) 0(0.0) 1(0.3) 0(0.0) 0(0.0) 1(0.3) 4(1.1) [0.3,29]
Aspartate aminotransferase 0(0.0) 0(0.0) 0(0.0) 0(.0) 0¢(0.0) 0(0.0) 0(0.0) [0.0,1.1]
increased
Blood alkaline phosphatase 1(03) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 1(0.3) [0.0,1.6]
increased
Blood bilirubin increased 1(0.3) 0(0.0) 0(.0) 0(0.0) 0(.00 0(0.0) 1(0.3) [0.0,1.6]
C-reactive protein increased 0(0.0) 1(0.3) 0(0.0) 0(.0) 0(.00 0(0.0) 1(0.3) [0.0, 1.6]
Electrocardiogram QT prolonged  1(0.3) 0(0.0) 1(0.3) 0(0.0) 0(0.0) 1(0.3) 2(0.6) [0.1,2.1]
Gamma-glutamyltransferase 0(0.0) 0(0.0) 1(0.3) 0(0.0) 0(0.0) 1(0.3) 1(0.3) [0.0,1.6]
increased
Glucose urine present 2(0.6) 0(0.0) 0(.0)0 0(.0) 0(.0) 0(.00 2(0.6) [0.1,2.1]
Lymphocyte count decreased 0(0.0) 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.00) 0(0.0) [00,TI1.1]
Neutrophil count decreased 0(0.0) 0(.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,1.1]
Platelet count decreased 0(0.0) 0(.0) 0(.0)0 0(.0) 0(.0) 0(.0) 0(.0) [0.0,TI1.1]
Protein urine present 2(0.6) 0(0.0) 0(.0)0 0(.0) 0(.0) 0(.00 2(0.6) [0.1,2.1]
Weight increased 0(0.0) 0(0.0) 0(.0)0 0(.0) 0@.0) 0(.0) 0(.0) [0.0,T1.1]
White blood cell count decreased  0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)0 0(.0) 0(0.0) [0.0,1.1]
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2.7.4 BRI ZE 2N

£274511-3 BHUHEETORMER (HE : 10057030 XU 10057040) (=)

Pro-NETU

Male
(N=348)

System Organ Class Grade 1 Grade2 Grade3 Grade4 Grade5 Grade 3<= Total
Preferred Term MedDRA (ver23.0) N (%) N(%) N (%) N(%%) N (%) N (%) N (%)  95%CI (%)
Metabolism and nutrition disorders 5(14) 309 1(03) 1(03) 0(.00 2(0.6) 1029 [1.4,52]
Decreased appetite 2(0.6) 1(0.3) 0(.00 0(.0) 0@.0) 0(.0) 309 [02,25]
Dehydration 1(0.3) 0(0.0) 0(.0) 0(0.0) 0(.00 0(0.0) 1(0.3) [0.0,1.6]
Electrolyte imbalance 1(0.3) 0¢.0) 0(0.0) 0(0.00) 0(.00 0(0.0) 1(0.3) [0.0, 1.6]
Hyperglycacmia 1(03) 1(03) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.6) [0.1,2.1]
Hypertriglyceridaemia 0(0.0) 0(0.00 0(.0) 1(0.3) 0(0.0) 1(0.3) 1(0.3) [0.0,1.6]
Hypoalbuminaemia 1(0.3) 0(0.0) 0(.0) 0(0.0) 0(.00 0(0.0) 1(0.3) [0.0,1.6]
Hypokalaemia 0(0.0) 0(0.0) 1(0.3) 0(0.0) 0(0.0) 1(0.3) 1(0.3) [0.0, 1.6]
Hyponatraemia 1(03) 1(0.3) 0(.0) 0(0.0) 0(.00 0(.00 2(0.6) [0.1,2.1]
Nervous system disorders 7(2.0) 309 0(.00 0(.0) 0.0 0(.0) 1029 [14,52]
Dizziness 1(0.3) 2(.6) 0(.0)0 0(.0) 0(.00 0.0 309 [0.2,25]
Dysgeusia 2(0.6) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.6) [0.1,2.1]
Headache 4(1.1) 1(0.3) 0(.0) 0(.0)0 0.0 0.0 5014 [05,3.3]
Taste disorder 0(0.0) 0(.0) 0(.0)0 0(.0) 0@.0) 0(.0) 0(.0) [0.0,TI1.1]
Renal and urinary disorders 0(0.0) 1(0.3) 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 1(0.3) [0.0,1.6]
Proteinuria 0(0.0) 1(0.3) 0(.0) 0(.00 0(.00 0(0.0 1(0.3) [0.0,1.6]
Respiratory, thoracic and mediastinal 13 (3.7) 11(3.2) 2(0.6) 0(0.0) 0(0.0) 2(0.6) 26(7.5) [4.9,10.8]
disorders
Dysphonia 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) [0.0,TI11]
Hiccups 13(3.7) 11(3.2) 2(0.6) 0(0.0) 0(0.00 2(0.6) 26(7.5 [4.9,10.8]
Oropharyngeal pain 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) [0.0,TI1.1]
Skin and subcutaneous tissue disorders 3 (0.9) 1(0.3) 0(0.0) 0(0.0) 0(0.00 0(.0)0 4(1.1) [0.3,2.9]
Dermatitis 1(03) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.3) [0.0,1.6]
Drug eruption 0(0.0) 1(0.3) 0(.0) 0(.00 0(.0)0 0(0.0 1(0.3) [0.0,1.6]
Dry skin 1(0.3) 0(0.0) 0(.0) 0(0.0) 0(.00 0(0.0) 1(0.3) [0.0,1.6]
Eczema 1(03) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.3) [0.0,1.6]
Urticaria 0(0.0) 0(0.0) 0(.0)0 0(.0) 0@.0) 0(.0) 0(.0) [0.0,T1.1]
Vascular disorders 1(0.3) 0(0.0) 0(.0) 0(0.0) 0(.00) 0(0.0) 1(0.3) [0.0,1.6]
Flushing 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) [0.0,TI11]
Hot flush 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,1.1]
Hypertension 0(0.0) 0(0.0) 0(.00 0(.0) 0@.0) 0(.0) 0(.0) [0.0,T1.1]
Vasculitis 1(03) 0(0.0) 0(.0) 0(0.0) 0(0.0) 0(0.0) 1(0.3) [0.0,1.6]

Analysis Set:As-Treated Population

% 5.3.53.1 HH LRI 2 AT 2 1SS-AE06-02 L&

125



T Y A g 2.7.4 FRIREYZ 4N

%274511-4 ZHEETOENMER (B4 : 10057030 XU 10057040)

Pro-NETU
Female
(N=157)
System Organ Class Grade 1 Grade2 Grade3 Grade4 Grade5 Grade 3<= Total
Preferred Term MedDRA (ver.23.0) N (%) N (%) N(%) N (%) N (%) N (%) N (%)  95%CI (%)
Any Treatment-Related Adverse 13(8.3) 10(64) 6(3.8) 2(1.3) 0(0.0) 8(5.1) 31(19.7) [13.8,26.8]
Events
Blood and lymphatic system disorders 2 (1.3) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(1.3) [0.2,4.5]
Anaemia 2(1.3) 0(0.0) 0(.0) 0(.0) 0(.0) 0(.00 2(1.3) [02,4.5]
Cardiac disorders 1(0.6) 0(0.0) 0(.0) 0(0.0) 0(.0) 0(0.0) 1(0.6) [0.0,3.5]
Atrial fibrillation 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) 7[0.0,23]
Palpitations 1(0.6) 0(.0) 0(0.0) 0(0.00 0(.00 0(0.0) 1(0.6) [0.0,3.5]
Ventricular extrasystoles 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 0(0.0) [0.0,2.3]
Ear and labyrinth disorders 1(0.6) 0(0.0) 0(.0) 0(0.0) 0(.0) 0(0.0) 1(0.6) [0.0,3.5]
Tinnitus 0(0.0) 0(.0) 0(.0) 0(.0) 0@.0) 0(.0) 0(.0) 7[0.0,23]
Vertigo 1(0.6) 0(.0) 0(0.0) 0(.00 0(.00 0(0.0) 1(0.6) [0.0,3.5]
Gastrointestinal disorders 9(5.7) 10(6.4) 1(0.6) 0(0.0) 0(0.0) 1(0.6) 20(12.7) [8.0,19.0]
Abdominal distension 0(0.0) 0(.0) 0(.0) 0(.0) 0@.0) 0(.0) 0(.0) 7[0.0,23]
Abdominal pain 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) 7[0.0,23]
Abdominal pain upper 0(0.0) 1(0.6) 0(0.00 0(0.0) 0(0.0) 0 (0.0) 1(0.6) [0.0,3.5]
Cheilitis 0(0.0) 0(0.0) 0(.00 0(.0) 0@.0) 0(.0) 0(.0) [0.0,23]
Constipation 745 638 1(0.6) 0(0.0) 0(0.0) 1(0.6) 14(8.9) [5.0,14.5]
Diarrhoea 2(1.3) 2(1.3) 0(.00 0(.0) 0(.0) 0(.00 425 [0.7,64]
Dry mouth 0(0.0) 0(0.0) 0(.00 0(.0) 0@.0) 0(.0) 0(.0) 7[0.0,23]
Faeces soft 0(0.0) 0(.0) 0(.0)0 0(.0) 0(.0) 0(.0) 0(.0) 7[0.0,23]
Gastritis 0(0.0) 1(0.6) 0(0.0)0 0(.0) 0(.00 0(0.0) 1(0.6) [0.0,3.5]
Gastrooesophageal reflux disease 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 0(0.0) [0.0,2.3]
Nausea 0(0.0) 2(1.3) 0(.00 0(.0) 0@.0) 0(.0) 2(1.3) [02,45]
Oral pain 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) 7[0.0,23]
Stomatitis 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.00 0(.0) 7[0.0,2.3]

General disorders and administration 0(0.0) 2(1.3) 1(0.6) 0(0.0) 0(0.0) 1 (0.6) 3(1.9) [04,5.5]
site conditions

Fatigue 0(0.0) 0(.0) 0(.0) 0(.0) 0@.0) 0(.0) 0(.0) 7[0.0,23]
Feeling hot 1(0.6) 0(.0) 0(0.0) 0(0.0) 0(.00 0(0.0) 1(0.6) [0.0,3.5]
Infusion site extravasation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,2.3]
Injection site pain 0(0.0) 0(.0) 0(.0)0 0(.0) 0(.0) 0(.0) 0(.0) 7[0.0,23]
Malaise 0(0.0) 2(1.3) 1(0.6) 0(0.0) 0(0.0) 1(0.6) 3(1.9) [04,55]
Pyrexia 2(1.3) 0(0.0) 0(.0) 0(.0) 0(.0) 0(.00 2(1.3) [02,4.5]
Hepatobiliary disorders 0(0.0) 0(0.0) 0(.0)0 0(.0) 0@.0) 0(.0) 0(.0) [0.0,23]
Hepatic function abnormal 0(0.0) 0(.0) 0(.0) 0(.0) 0@.0) 0(.0) 0(.0) 7[0.0,23]
Hepatobiliary disease 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.0) 0(.00 0(0.0) 7[0.0,23]
Liver disorder 0(0.0) 0(0.0) 0(.0)0 0(.0) 0@.0) 0(.0) 0(.0) [0.0,23]
Immune system disorders 0(0.0) 2(1.3) 0(.0) 0(.0) 0(.0) 0(.00) 2(1.3) [02,45]
Hypersensitivity 0(0.0) 2(13) 0(.0) 0(.0) 0(.0) 0(.00 2(1.3) [02,4.5]
Investigations 2(1.3) 1(0.6) 2(1.3) 2(1.3) 0(.0) 425 745 [1.8,9.0]
Alanine aminotransferase increased 0(0.0) 0(0.0) 1(0.6) 0(0.0) 0(0.0) 1 (0.6) 1(0.6) [0.0,3.5]
Aspartate aminotransferase 0(0.0) 2(1.3) 0(0.0) 0(.0) 0(0.0) 0(0.0) 2(1.3) [0.2,4.5]
increased
Blood alkaline phosphatase 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 0(0.0) [0.0,2.3]
increased
Blood bilirubin increased 1(0.6) 0(0.0) 0(.0) 0(0.0) 0(.00 0(0.0) 1(0.6) [0.0,3.5]
C-reactive protein increased 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) 7[0.0,23]
Electrocardiogram QT prolonged ~ 0(0.0) 0(0.0) 1(0.6) 0(0.0) 0(0.0) 1(0.6) 1(0.6) [0.0,3.5]
Gamma-glutamyltransferase 0(0.0) 0(.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,2.3]
increased
Glucose urine present 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(0.0) 7[0.0,23]
Lymphocyte count decreased 0(0.0) 1(0.6) 1(0.6) 0(0.0) 0(0.0) 1(0.6) 2(1.3) [0.2,4.5]
Neutrophil count decreased 0(0.0) 0(.0) 0(0.0) 2(1.3) 0(0.0) 2(1.3) 2(1.3) [0.2,4.5]
Platelet count decreased 1(0.6) 1(0.6) 0(.0)0 0(.0) 0@.0) 0(.00) 2(1.3) [0.2,4.5]
Protein urine present 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(0.0) 7[0.0,23]
Weight increased 1(0.6) 0(0.0) 0(.0) 0(0.0) 0(.0) 0(0.0) 1(0.6) [0.0,3.5]
White blood cell count decreased  0(0.0) 0(0.0) 0(0.0) 2(1.3) 0(0.0)0 2(1.3) 2(1.3) [0.2,4.5]
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®274511-4 LHEEZETORMER (HE : 10057030 XU 10057040) (=)

Pro-NETU
Female
(N=157)
System Organ Class Grade 1 Grade2 Grade3 Grade4 Grade5 Grade 3<= Total
Preferred Term MedDRA (ver.23.0) N (%) N (%) N(%) N (%) N (%) N (%) N (%) 95%CI (%)
Metabolism and nutrition disorders 2(1.3) 1(.6) 2(1.3) 0(.00 0(.0) 2(1.3) 532 [L10,73]

Decreased appetite 2(13) 1(0.6) 1(0.6) 0(0.00 0(0.0) 1(0.6) 4(25) [0.7,6.4]
Dehydration 0(0.0) 0(.0) 0(.0) 0(.00 0(.0) 0(.00 0(.0) 7[0.0,23]
Electrolyte imbalance 0(0.0) 0(.0) 0(.0) 0(.0)0 0(.0) 0(.00 0(.0) 7[0.0,23]
Hyperglycaemia 0(0.0) 0(.0) 0(.0)0 0(.0) 0@.0) 0(@.0) 0(.0) 7[0.0,23]
Hypertriglyceridaemia 0(0.0) 0(.0) 0(.0) 0(.00 0(.0) 0(.00 0(.0) 7[0.0,23]
Hypoalbuminaemia 0(0.0) 0(.0) 0(.0) 0(.00 0(.0) 0(.00 0(.0) 7[0.0,23]
Hypokalaemia 0(0.0) 0(0.00 1(.6) 0(0.00 0(0.0) 1 (0.6) 1(0.6) [0.0,3.5]
Hyponatraemia 0(0.0) 0(0.0) 1(.6) 0(0.00 0(0.0) 1(0.6) 1(0.6) [0.0,3.5]
Nervous system disorders 425 0(.0) 0(.00 0(.00 0(.0) 0(.0) 425 [0.7,64]
Dizziness 1(0.6) 0(0.0) 0(.0) 0(.0) 0(.0) 0(0.0 1(0.6) [0.0,3.5]
Dysgeusia 0(0.0) 0(.0) 0(.0)0 0(.0) 0@.0) 0(@.0) 0(.0) 7[0.0,23]
Headache 425 0(.0) 0.0 0(.00 0(.0) 0(.0) 425 [0.7,64]
Taste disorder 1(0.6) 0(0.0) 0(.0) 0(0.00 0(.0) 0(0.0 1(0.6) [0.0,3.5]
Renal and urinary disorders 0(0.0) 0(0.0) 0(0.0)0 0(0.0) 0(0.0) 0 (0.0) 0(0.0) [0.0,2.3]
Proteinuria 0(0.0) 0(.0) 0(.0) 0(.00 0(.0) 0(.00 0(.0) 7[0.0,23]

Respiratory, thoracic and mediastinal 1(0.6) 1(0.6) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(1.3) [0.2,4.5]
disorders

Dysphonia 1(0.6) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.6) [0.0,3.5]
Hiccups 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,2.3]
Oropharyngeal pain 0(0.0) 1(0.6) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.6) [0.0,3.5]

Skin and subcutaneous tissue disorders 2 (1.3) 2(1.3) 1(0.6) 0(0.0) 0(0.0) 1(0.6) 5(3.2) [1.0,7.3]
Dermatitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,2.3]
Drug eruption 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,2.3]
Dry skin 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,2.3]
Eczema 1(0.6) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.6) [0.0,3.5]
Urticaria 1(06) 2(1.3) 1(0.6) 0(0.0) 0(0.0) 1(0.6) 4.5 [0.7,64]

Vascular disorders 1(0.6) 2(1.3) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 3(1.9) [0.4,5.5]
Flushing 1(0.6) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.6) [0.0,3.5]
Hot flush 0(0.0) 1(0.6) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.6) [0.0,3.5]
Hypertension 0(0.0) 1(0.6) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.6) [0.0,3.5]
Vasculitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,2.3]

Analysis Set:As-Treated Population
%5 5.3.53.1 T LEMEIBET 2 OFEAEIT % 1SS-AB06-02 28

274512 FEX 5 (65 HmAkim, 65 milLl)

AT — 2 XG0, FERmEDH (65 AT, 65mLll) OFERREMIT L, 65 mAm X
1% 65 LA EDOWT N T 5%U ERBLLTEAEFEFRICONT, 65RO BEDAEFRELR
2.7.4512-112, 65kl EOBFEOFERG A 27451221 LT

I SMOFEFGENREE L EBE OEIAIE, 65 A O BE M 100% (235/2354), 65 Ll
DIEE D 98.5% (266/270 41), 7 L— R 3 LA EDOHAEFEFRRTIE, 65 Al OEE D 64.3% (151/235
4), 65l EDEE N 70.4% (190270 4) Th -1z,

65 A D BT ITHEBL L 7o R BLEI G 23 10% 2L Lo EFEGUL, AP ERFOED 59.1% (139/235
£), B 54.5% (128/235 4), HIMEREIED 48.1% (113/235 44), BHREGE 33.6% (79/235 44),
L2o< 0 28.1% (66/2354), 1BEK 25.5% (60/2354), 0 21.7% (51/2354), BLEIE 17.4%

(41/235 %), Alfl 14.0% (33/23544), Tl 12.8% (30/2354), AN 12.3% (29/2354), I/
WA 12.3% (29/2354), WHREAA 11.1% (26/2354), B 10.6% (25/23541) Th-o7-.
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65 IRAT D B (T HBL L 72 BEIG N 2% Lo 7 L — R 3 UL EOFEFRSL, M PEkERED
51.9% (122/23544), HIMEREDED 30.2% (71/235 44), FEEWELRERIRAME 7.7% (18/235 4),
RARIEGE 6.0% (14/23541), Al 2.1% (5/2354) Th-o7-.

65 LA LD B ITIBL L 72 R BLEI G 2N 10%LL EOFFFEZIL, ) 65.6% (177/270 44), 47
EREIRD 57.4% (155/270 44), AMEREGRD 46.3% (125270 4), BEIBGR 39.3% (106/270 44),
L2o< 0 356% (96/270 4), MR 27.0% (73/270 4), [f/MEDD 19.3% (52270 4), &
0 13.3% (36/270 4), EML T TR, 45 10.4% (28/270 44) Th-o7z.

65 UL E D ICHBL L 2B BEIG N 2% Lo 7 L — R 3 UL EOFERSL, FPERERED
49.3% (133/270 44), HIMERERD 35.6% (96/270 4), FEWELFHERIE 9.3% (25/270 4),
BABOR 4.4% (12270 44), {854 3.7% (10/270 4), &F F VU 7 AMJE 3.7% (10270 4), U 2%
ERE 3.3% (9/270 44), Bl 2.6% (7/270 ), M/ IREIA 2.2% (6/270 4) Th o7z,

65 FE AT D B 1T T 65 Ll EOBE T 5% ERBEIG DB OAEESRST, (H (65
Al 54.5%, 65 LA L 65.6%. LAF, [FNE), BABOE (33.6%, 39.3%), Lo-< 0 (28.1%,
35.6%), IM/IMREDRDY (12.3%, 19.3%) ThHoiz. 65 bl EORE T 65 A D B3 T
5%LL ERBLEI G DB WA EFERERIL, EBL (21.7%, 13.3%), BEIE (17.4%, 8.5%) TH-o7z.

65 IR AT D BE 1T AR T 655k LA EDOBE T 5% ERBEE N E NI L— RIL EOFERES
%, AMERERD (30.2%, 35.6%) T, 65 kbl EDBFITLAT 65 Al D BH T 5%, EFBL
EHENEBNT L— F3 U EOFERERGI 21T

AP ILICE ST A EFGIL, 65 RO BE 2 BITFEO LD, 65l LOBFITITR
oMo Tn (F2.7485.1-1 L 1FK 2.7.4.85.1-2).
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£274512-1 5SBMREBDEENDHEER
(65 HMAMRXIL 65 MULDVT UM THRIREIS 5% L) (H5:10057030 KX U 10057040)

Pro-NETU
<65
(N=235)
System Organ Class Grade 1 Grade2 Grade3 Grade4 Grade5 Grade 3<= Total
Preferred Term MedDRA (ver23.0) N (%) N(%) N (%) N(%%) N (%) N (%) N (%) 95%CI (%)
Any Events 19 (8.1) 65(27.7) 66 (28.1) 85(36.2) 0(0.0) 151(64.3) 235 [98.4,
(100.0) 100.0]
Blood and lymphatic system disorders
Anaemia 13(5.5) 15(64) 5(2.1) 0(0.00 0(0.0) 5(2.1) 33(14.0) [9.9,19.2]
Febrile neutropenia 0(0.0) 1(0.4) 16(6.8) 2(09) 0(.00 18(7.7) 19(8.1) [4.9,12.3]
Gastrointestinal disorders
Abdominal pain upper 1147 5@2.1) 0(.0) 0¢.0) 0(0.0) 0(.00 16(6.8) [3.9,10.8]
Constipation 76 (32.3) 49(20.9) 3(1.3) 0(0.0) 0(0.0) 3(1.3) 128 [47.9,61.0]
(54.5)
Diarrhoea 20(8.5) 9(3.8) 1(04) 0(0.00 0(0.0) 1(04) 30(12.8) [8.8,17.7]
Nausea 13(5.5) 35(149) 3(1.3) 0(0.0)0 0(0.0) 3(1.3) 51(21.7) [16.6,27.5]
Stomatitis 19(8.1) 10(4.3) 0(0.0) 0(0.0)0 0(0.0) 0(0.0) 29(12.3) [84,17.2]
General disorders and administration
site conditions
Injection site pain 14(6.0) 6(2.6) 0(.0) 0(0.0) 0(.0) 0(0.0) 20(85) [53,12.8]
Malaise 43(18.3) 15(6.4) 2(0.9) 0(0.0) 0(0.00 2(0.9) 60(25.5)[20.1,31.6]
Pyrexia 15(6.4) 2(09) 0(@.0) 0(.00) 0(@©.0) 0(.0) 17(7.2) [4.3,11.3]
Investigations
Alanine aminotransferase increased 11 (4.7) 4(1.7) 3(1.3) 0(0.0) 0(0.0) 3(1.3) 18(7.7) [4.6,11.8]
Blood creatinine increased 15(6.4) 3(1.3) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 18(7.7) [4.6,11.8]
Lymphocyte count decreased 1(04) 13(55) 4(.7) 0(.00 0@.0) 4.7 18(7.7) [4.6,11.8]
Neutrophil count decreased 3(1.3) 14(6.0) 44 (18.7) 78 (33.2) 0(0.0) 122(51.9) 139 [52.6,65.5]
(59.1)
Platelet count decreased 20(8.5) 8(34) 1(04) 0(0.0) 0(0.0) 1(0.4) 29(12.3) [84,17.2]
White blood cell count decreased 5 (2.1) 37 (15.7) 58 (24.7) 13 (5.5) 0(0.0) 71(30.2) 113 [41.5,54.7]
(48.1)
Metabolism and nutrition disorders
Decreased appetite 43 (18.3) 22(9.4) 14(6.0) 0(0.0) 0(0.00 14(6.0) 79(33.6) [27.6,40.0]
Hyponatraemia 8(34) 1(04) 0.0 104 0(0.0 104 104.3) [2.1,7.7]
Nervous system disorders
Dysgeusia 20(8.5) 6(2.6) 0(.0) 0(0.0) 0(.00 0(0.0) 26(11.1) [7.4,15.8]
Headache 24(10.2) 1(04) 0(0.0) 0(.00) 0(0.0) 0(0.0) 25(10.6) [7.0,15.3]
Psychiatric disorders
Insomnia 18(7.7) 5(2.1) 0(.0) 0(.0) 0(.0) 0(0.0) 23(9.8) [6.3,14.3]
Respiratory, thoracic and mediastinal
disorders
Hiccups 28 (11.9) 38 (16.2) 0(0.0)0 0(0.0) 0(0.0) 0(0.0) 66(28.1)[22.4,34.3]
Skin and subcutaneous tissue disorders
Alopecia 21(89) 20(8.5) 0(0.0) 0(0.0) 0(.0) 0(0.0) 41(17.4)[12.8,22.9]
Rash 6(2.6) 6(26) 0(0.00 0(0.0) 0(.0) 0(0.0) 12(5.1) [2.7,8.7]

Analysis Set:As-Treated Population
% 5.3.53.1 T LEMEIZBET % OFE AT % 1SS-AB05-01 CeZ8
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£2745122 5SBULDBEDHEER
(65 HMAMRXIL 65 MULDVT UM THRIREIS 5% L) (H5:10057030 KX U 10057040)

Pro-NETU
65<=
(N=270)
System Organ Class Grade 1 Grade2 Grade3 Grade4 Grade5 Grade 3<= Total
Preferred Term MedDRA (ver23.0) N (%) N(%) N (%) N(%%) N (%) N (%) N (%) 95%CI (%)
Any Events 22 (8.1) 54(20.0) 77 (28.5) 113 0(0.0) 190(70.4) 266 [96.3,99.6]
(41.9) (98.5)
Blood and lymphatic system disorders
Anaemia 13(4.8) 12(44) 3(1.1) 0(0.0) 0(0.0) 3(1.1) 28(10.4) [7.0,14.6]
Febrile neutropenia 0(0.0) 1(0.4) 23(85) 2(0.7) 0(.00 25(093) 2609.6) [64,13.8]
Gastrointestinal disorders
Abdominal pain upper 7(2.6) 2.7 0(.00 0(.00 0.0 0(.00) 9(3.3) [L5,6.2]
Constipation 105  62(23.0) 10(3.7) 0(0.0) 0(0.0) 10(3.7) 177  [59.6,71.2]
(38.9) (65.6)
Diarrhoea 18(6.7) 9(3.3) 1(0.4) 0(0.00 0(0.0) 1(04) 28(10.4) [7.0,14.6]
Nausea 7(2.6) 22(8.1) 7(2.6) 0(0.0) 0(0.0) 7(2.6) 36(13.3) [9.5,18.0]
Stomatitis 15(5.6) 8(3.0) 1(0.4) 0(0.00 0(0.0) 1(04) 24(89) [5.8,12.9]
General disorders and administration
site conditions
Injection site pain 18(6.7) 3(1.1) 0(.0)0 0(0.0) 0(.0) 0(0.0) 21(7.8) [4.9,11.6]
Malaise 55(20.4) 15(5.6) 3(1.1) 0(0.0) 0(0.0) 3(1.1) 73(27.0) [21.8,32.8]
Pyrexia 8(3.0) 4(1.5) 0.0 0(.00 0(@.00 0.0 12(44) [23,7.6]
Investigations
Alanine aminotransferase increased 8 (3.0) 4(1.5) 1(0.4) 0(0.0) 0(0.0) 1(04) 134.8) [2.6,8.1]
Blood creatinine increased 22(8.1) 2(0.7) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 24(8.9) [5.8,12.9]
Lymphocyte count decreased 0(0.0) 12(44) 7@2.6) 2(0.7) 0@.00 9(3.3) 21(7.8) [49,11.6]
Neutrophil count decreased 2(0.7) 20(7.4) 41(15.2) 92(34.1) 0(0.0) 133(49.3) 155 [51.3,63.4]
(57.4)
Platelet count decreased 29 (10.7) 17(6.3) 5(1.9) 1(0.4) 0(0.0) 6(2.2) 52(19.3) [14.7,24.5]
White blood cell count decreased 2 (0.7) 27 (10.0) 60 (22.2) 36 (13.3) 0(0.0) 96 (35.6) 125 [40.2,52.4]
(46.3)
Metabolism and nutrition disorders
Decreased appetite 61 (22.6) 33(12.2) 12(44) 0(0.0) 0(0.0) 1244 106 [33.4,454]
(39.3)
Hyponatraemia 4(1.5) 103.7) 415 622 0(0.00 1037 24189 [58,129]
Nervous system disorders
Dysgeusia 12(44) 72.6) 0.0 0(.00 0(.0) 0(0.0) 19(7.0) [4.3,10.8]
Headache 17(6.3) 3(1.1) 0(0.0) 0(0.0) 0(0.0) 0(0.0)0 20(7.4) [46,11.2]
Psychiatric disorders
Insomnia 18(6.7) 5(1.9) 0(.0) 0(0.00 0(.0)0 0(0.0) 23(85) [55,12.5]
Respiratory, thoracic and mediastinal
disorders
Hiccups 48 (17.8) 46 (17.0) 2(0.7) 0(0.0) 0(0.00 2(0.7) 96(35.6) [29.8,41.6]
Skin and subcutaneous tissue disorders
Alopecia 16(59) 72.6) 0(.0) 0(.0) 0(.0) 0(0.0) 23(8.5) [55,12.5]
Rash 4(1.5) 2(0.7) 0(0.0) 0(.0) 0(.00 0@(.00 6(22) [0.8,4.58]

Analysis Set:As-Treated Population
% 5.3.53.1 B LEMEIZBET % OFE AT % 1SS-AB05-01 tie 8

65 I A D BE ORIWEH %3 2.7.4.5.1.2-3 12, 65 Ll EOBFEORIWEH %% 2.7.4.5.1.2-4 [TR
L7-.

IS 2DEWER DN EL L 72 BB OBIGIE, 65 ATl O L& 23.0% (54/235 4), 65 %L Lo
BN 233% (63270 44), 7 L— R 3L EORIERTIX, 65wkl DEBFE D 3.8% (9/23544),
65 kL EDBRE N 2.6% (7/270 4) Th -7z,
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65 A DB ITIEBL L 72 BRI G DY 5%LL EORIWERIE, 854 8.5% (20/23544) T, 2404

FIZRE L7 L— R 3 UL EOREWEMIX, ALT ¥00, 4 EREGRUD & OV B ERERY, 45 0.9%
(2/2354) Th-ol-.

65 LA LD BEITIEBL L 72 BRI G DY 5%, EORWERNE, 88 11.5% (31270 44), L o<
D 7.0% (19270 4) T, 24U RICHEBL L-27 L— R 3 DL EORWEMIL, &5 ) v AffEROL
2o5< 0, %07% (21270 4) ThHoTlz.

65 ik AT M O 65 ik L EDORIWER TIE, FBENIG DS 5%, LR 5 BWERITRE T, 71— R 3
U EORWERCHLRETH - 72
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#&274512-3 65mMRBEDEEDEIMER (H+& : 10057030 KX U 10057040)

Pro-NETU
<65
(N=235)
System Organ Class Grade 1 Grade2 Grade3 Grade4 Grade5 Grade 3<= Total
Preferred Term MedDRA (ver.23.0) N (%) N (%) N(%) N (%) N (%) N (%) N (%)  95%CI (%)
Any Treatment-Related Adverse 27 (11.5) 18(7.7) 6(2.6) 3(1.3) 0(0.0) 9(3.8) 54(23.0)[17.8,28.9]
Events
Blood and lymphatic system disorders 2 (0.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.9) [0.1,3.0]
Anaemia 2(0.9) 0(.0) 0(.00 0(.0) 0(.0) 0(.00) 2(0.9 [0.1,3.0]
Cardiac disorders 104 104 0(.00 0(.0) 0.0 0.0 2(0.9 [0.1,3.0]
Atrial fibrillation 0(0.0) 0(.0) 0(.0) 0(.0) 0@.0) 0(.0) 0(.0) [0.0,1.6]
Palpitations 1(0.4) 0(.0) 0(.00 0(.00 0(.00 0(0.0) 1(04) [0.0,23]
Ventricular extrasystoles 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 1(0.4) [0.0,23]
Ear and labyrinth disorders 104 0(.0) 0(.00 0(.0) 0(.0) 0(0.0) 1(04) [0.0,2.3]
Tinnitus 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) [0.0,1.6]
Vertigo 1(0.4) 0¢.0) 0(.0) 0(.00 0(.00 0(0.0) 1(04) [0.0,23]
Gastrointestinal disorders 18(7.7) 12(5.1) 1(0.4) 0(0.0) 0(0.0) 1(04) 31(13.2) [9.1,18.2]
Abdominal distension 104 0(.0) 0(.0) 0(.0) 0(.00 0(0.0) 1(0.4) [0.0,23]
Abdominal pain 0(0.0) 1(0.4) 0(.0) 0(.0) 0(.00 0(0.0) 1(04) [0.0,23]
Abdominal pain upper 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 1(0.4) [0.0,23]
Cheilitis 0(0.0) 0(0.0) 0(.0)0 0(.0) 0@.0) 0(.0) 0(.0) [0.0,T1.6]
Constipation 12(5.1) 7@3.0) 1(04) 0(0.0) 0(0.0) 1(04) 20(8.5) [5.3,12.8]
Diarrhoea 3(1.3) 1(04) 0(.00 0(.00 0.0 0.0 417 [05,43]
Dry mouth 104 0(.0) 0(.0)0 0(.0) 0(.0) 0(0.0) 1(04) [0.0,2.3]
Faeces soft 1(04) 0(.0) 0(.0) 0(.0) 0(.00 0(0.0) 1(0.4) [0.0,23]
Gastritis 0(0.0) 1(0.4) 0(.0) 0(.0) 0(.00 0(0.0) 1(04) [0.0,23]
Gastrooesophageal reflux disease 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 0(0.0) [0.0,1.6]
Nausea 0(0.0) 209 0(.00 0(.0) 0.0 0(.0) 2(0.9 [0.1,3.0]
Oral pain 1(04) 0(.0) 0(.0) 0(.0) 0(.00 0(0.0) 1(0.4) [0.0,23]
Stomatitis 0(0.0) 1(04) 0(.0) 0(.00 0(.00 0(0.0 1(04) [0.0,2.3]

General disorders and administration 0(0.0) 4(1.7) 1(0.4) 0(0.00 0(0.0) 1(0.4) 5(2.1) [0.7,4.9]
site conditions

Fatigue 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) [0.0,1.6]
Feeling hot 1(0.4) 0¢.0)0 0(0.0) 0(.00 0(.00 0(0.0) 1(0.4) [0.0,23]
Infusion site extravasation 0(0.0) 1(04) 0(0.00) 0(0.0) 0(0.0) 0(0.0) 1(0.4) [0.0,2.3]
Injection site pain 0(0.0)0 209 0(.00 0(.0) 0.0 0(.0) 2(0.9 [0.1,3.0]
Malaise 1(0.4) 29 1(04) 0(0.0) 0(0.0) 1(04) 4(1.7) [0.5,4.3]
Pyrexia 2(0.9) 0(.0) 0(.0)0 0(.0) 0(.0) 0(.00 2(0.9 [0.1,3.0]
Hepatobiliary disorders 4(1.7) 0(.0) 0(.0) 0(.0) 0(.00 0.0 417 [05,43]
Hepatic function abnormal 104 0(.0) 0(.0) 0(0.0) 0(.00 0(0.0) 1(0.4) [0.0,23]
Hepatobiliary disease 1(0.4) 0¢.0)0 0(0.0) 0(.0) 0(.00 0(0.0) 1(0.4) [0.0,23]
Liver disorder 2(0.9) 0(.0) 0(.00 0(.0) 0.0 0(.0) 2(0.9 [0.1,3.0]
Immune system disorders 0(0.0) 209 0(.00 0(.0) 0.0 0(.0) 2(0.9 [0.1,3.0]
Hypersensitivity 0(0.0) 2(09) 0(.00 0(.00) 0.0 0(.0) 2(0.9 [0.1,3.0]
Investigations 7(33.0)0 1(0.4) 3(1.3) 2(0.9) 0(0.0) 52.1) 13(5.5) [3.0,9.3]
Alanine aminotransferase increased 0(0.0) 0(0.0) 2(0.9) 0(0.0) 0(0.0) 2(0.9) 2(0.9) [0.1,3.0]
Aspartate aminotransferase 0(0.0) 209 0(0.0) 0(0.0) 0¢(0.0) 0(0.0) 2(0.9) [0.1,3.0]
increased
Blood alkaline phosphatase 1(04) 0(0.0) 0(0.0) 0(.0) 0(0.0) 0(0.0) 1(0.4) [0.0,2.3]
increased
Blood bilirubin increased 2(0.9) 0(@.0) 0(.00 0(.0) 0.0 0(.0) 2(0.9 [0.1,3.0]
C-reactive protein increased 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.0) 0(.00 0(.0) [0.0,1.6]
Electrocardiogram QT prolonged  1(0.4) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 1(0.4) 2(09) [0.1,3.0]
Gamma-glutamyltransferase 0(0.0) 0(.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,1.6]
increased
Glucose urine present 2(0.9) 0(.0) 0(.00 0(.0) 0.0 0(.0) 2(0.9 [0.1,3.0]
Lymphocyte count decreased 0(0.0) 1(0.4) 1(04) 0(0.0) 0(0.0) 1(04) 2.9 [0.1,3.0]
Neutrophil count decreased 0(0.0) 0(.0) 0(0.0) 2(0.9 0(0.0) 2(0.9) 2(0.9) [0.1,3.0]
Platelet count decreased 104 104 0(.00 0(.0) 0.0 0(.0) 2(0.9 [0.1,3.0]
Protein urine present 2(0.9) 0(.0) 0(.00 0(.0) 0(.0) 0(.00) 2(0.9 [0.1,3.0]
Weight increased 0(0.0) 0(0.0) 0(.0)0 0(.0) 0@.0) 0(.0) 0(.0) [0.0,T1.6]
White blood cell count decreased  0(0.0) 0(0.0) 0(0.0) 2(0.9) 0(0.0) 2.9 2(0.9) [0.1,3.0]
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&2745123 65mKREDEEDEIER (Ht& : 10057030 B U 10057040) (#& )

Pro-NETU
<65
(N=235)
System Organ Class Grade 1 Grade2 Grade3 Grade4 Grade5 Grade 3<= Total
Preferred Term MedDRA (ver.23.0) N (%) N(%) N (%) N(%) N (%) N (%) N (%)  95%CI (%)
Metabolism and nutrition disorders 4(1.7) 29 104 104 00.00 2(0.9 8(34) [1.5,6.6]
Decreased appetite 2(09) 104 104 0(0.00 0(0.0 1(04) 4(1.7) [0.5,4.3]
Dehydration 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) [0.0,1.6]
Electrolyte imbalance 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) [0.0,1.6]
Hyperglycacmia 1(0.4) 1(04) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.9 [0.1,3.0]
Hypertriglyceridaemia 0(0.0) 0(0.00 0(.0) 1(04) 0(0.0) 1(0.4) 1(0.4) [0.0,2.3]
Hypoalbuminaemia 104 0(.0) 0(.0) 0(0.0) 0(.0) 0(0.0) 1(0.4) [0.0,23]
Hypokalaemia 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(0.0) [0.0,1.6]
Hyponatraemia 1(04) 0(0.0) 0(.0) 0(0.00 0(.0) 0(0.0) 1(04) [0.0,2.3]
Nervous system disorders 4(1.7) 0(.0) 0(.0) 0(.0) 0(.00 0@.00 4(1.7) [0.5,43]
Dizziness 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) [0.0,1.6]
Dysgeusia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,1.6]
Headache 4(1.7) 0(.0) 0(0.0) 0(.00 0(.0) 0(.0) 417 [05,4.3]
Taste disorder 104 0(.0) 0(.0) 0(0.0) 0(.0) 0(0.0) 1(0.4) [0.0,23]
Renal and urinary disorders 0(0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 1(0.4) [0.0,23]
Proteinuria 0(0.0) 1(04) 0(.0) 0(.00 0(.00 0(0.0 1(04) [0.0,2.3]
Respiratory, thoracic and mediastinal 4 (1.7) 5(2.1) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 9(3.8) [1.8,7.1]
disorders
Dysphonia 1(0.4) 0(.0) 0(.0) 0(.0) 0(.00 0(0.0) 1(0.4) [0.0,23]
Hiccups 3(1.3) 4(1.7) 0@.0) 0(0.00 0(.0) 0(.00 730 [12,6.0]
Oropharyngeal pain 0(0.0) 1(04) 0(.00 0(.0) 0(.00 0(0.0) 1(0.4) [0.0,23]
Skin and subcutaneous tissue disorders 2 (0.9) 2(0.9) 1(0.4) 0(0.0) 0(0.0) 1(04) 5@.1) [0.7,4.9]
Dermatitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,1.6]
Drug eruption 0(0.0) 1(04) 0(.0) 0(.00 0(.00 0(0.0 1(04) [0.0,2.3]
Dry skin 1(04) 0(.0) 0(.0) 0(.0) 0(.00 0(0.0) 1(0.4) [0.0,23]
Eczema 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,1.6]
Urticaria 1(04) 1(04) 1(04) 0(0.00 0(0.0 1(04) 3(1.3) [0.3,3.7]
Vascular disorders 2(0.9) 104 0(.00 0(.00) 0.0 0.0 3(1.3) [03,37]
Flushing 1(0.4) 0(.0) 0(.00 0(.00 0(.00 0(0.0) 1(04) [0.0,23]
Hot flush 0(0.0) 1(04) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) [0.0,23]
Hypertension 0(0.0) 0(0.0) 0(.0)0 0(.0) 0@.0) 0(.0) 0(.0) [0.0,T1.6]
Vasculitis 104 0(.0) 0(.0) 0(0.0) 0(0.00) 0(0.0) 1(0.4) [0.0,2.3]

Analysis Set:As-Treated Population

% 5.3.53.1 HH LI 5 AT 2 1SS-AE05-02 &
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F274512-4 65MLULDEEDEIER (B4 : 10057030 KX U 10057040)

Pro-NETU
65<=
(N=270)
System Organ Class Grade 1 Grade2 Grade3 Grade4 Grade5 Grade 3<= Total
Preferred Term MedDRA (ver.23.0) N (%) N (%) N(%) N (%) N (%) N (%) N (%)  95%CI (%)
Any Treatment-Related Adverse 27(10.0) 29 (10.7) 7(2.6) 0(0.0) 0(0.0) 7(2.6) 63(23.3) [18.4,28.8]
Events
Blood and lymphatic system disorders 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,1.4]
Anaemia 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) [0.0,14]
Cardiac disorders 0(0.0) 1(04) 0(.0) 0(.0) 0(.00 0(0.0) 1(0.4) [0.0,2.0]
Atrial fibrillation 0(0.0) 1(04) 0(.0) 0(.0) 0(.00 0(0.0) 1(0.4) [0.0,2.0]
Palpitations 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) [0.0,14]
Ventricular extrasystoles 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 0(0.0) [0.0,1.4]
Ear and labyrinth disorders 104 0(.0) 0(.00 0(.0) 0(.0) 0(0.0) 1(0.4) [0.0,2.0]
Tinnitus 104 0(.0) 0(.0) 0(.0) 0(.00 0(0.0) 1(0.4) [0.0,2.0]
Vertigo 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) [0.0,14]
Gastrointestinal disorders 15(5.6) 21(7.8) 1(0.4) 0(0.0) 0(0.0) 1(04) 37(13.7) [9.8,18.4]
Abdominal distension 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) [0.0,1.4]
Abdominal pain 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) [0.0,14]
Abdominal pain upper 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 0(0.0) [0.0,1.4]
Cheilitis 0(0.0) 1(04) 0(.0) 0(.0) 0(.00 0(0.0) 1(0.4) [0.0,2.0]
Constipation 14(5.2) 16(59) 1(0.4) 0(0.0) 0(0.0) 1(04) 31(11.5) [7.9,159]
Diarrhoea 1(04) 2.7 0(.00 0(.0) 0(.00 0(@.00 3(1.1) [0.2,3.2]
Dry mouth 0(0.0) 0(0.0) 0(.0)0 0(.0) 0@.0) 0(.0) 0(.0) [0.0,1.4]
Faeces soft 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) [0.0,1.4]
Gastritis 0(0.0) 1(0.4) 0(.0) 0(.0) 0(.00 0(0.0) 1(0.4) [0.0,2.0]
Gastrooesophageal reflux disease 0 (0.0) 1(0.4) 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 1(0.4) [0.0,2.0]
Nausea 0(0.0) 0(0.0) 0(.0) 0(.0) 0@.0) 0(.0) 0(.0) [0.0,1.4]
Oral pain 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) [0.0,1.4]
Stomatitis 0(0.0) 0(.0) 0(.0) 0(.0)0 0(.0) 0(.00 0(.0) 7[0.0,14]

General disorders and administration 1(04) 104 0(0.0) 0(0.00 0(0.0) 0(0.0) 2(0.7) [0.1,2.7]
site conditions

Fatigue 104 0(.0) 0(.0) 0(0.0) 0(.00 0(0.0) 1(0.4) [0.0,2.0]
Feeling hot 0(0.0) 0(0.0) 0(0.00 0(.0) 0(.0) 0(.00 0(0.0) [0.0,1.4]
Infusion site extravasation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,1.4]
Injection site pain 0(0.0) 0(.0) 0(.0)0 0(.0) 0(.0) 0(.0) 0(.0) [0.0,1.4]
Malaise 0(0.0) 1(0.4) 0(.0) 0(.0) 0(.00 0(0.0) 1(04) [0.0,2.0]
Pyrexia 0(0.0) 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.0) 0(0.0) [0.0,1.4]
Hepatobiliary disorders 0(0.0) 0(0.0) 0(.0)0 0(.0) 0@.0) 0(.0) 0(.0) [0.0,1.4]
Hepatic function abnormal 0(0.0) 0(.0) 0(.0)0 0(.0) 0(.0) 0(.0) 0(.0) [0.0,14]
Hepatobiliary disease 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.0) 0(.00 0(0.0) [0.0,1.4]
Liver disorder 0(0.0) 0(.0) 0(.0)0 0(.0) 0@.0) 0(.0) 0(.0) [0.0,1.4]
Immune system disorders 0(0.0) 0(.0) 0(.0)0 0(.0) 0(.0) 0(.0) 0(.0) [0.0,1.4]
Hypersensitivity 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) [0.0,14]
Investigations 4(1.5) 1(04) 2(0.7) 0.0 0(.00 2.7 7(6) [1.0,53]
Alanine aminotransferase increased 3 (1.1) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 3(1.1) [0.2,3.2]
Aspartate aminotransferase 0(0.0) 0(0.0) 0(0.0) 0(.0) 0¢(0.0) 0(0.0) 0(0.0) [0.0,1.4]
increased
Blood alkaline phosphatase 0(0.0) 0(.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,1.4]
increased
Blood bilirubin increased 0(0.0) 0(.0) 0(.0)0 0(.0) 0(.0) 0(.0) 0(.0) [0.0,1.4]
C-reactive protein increased 0(0.0) 1(0.4) 0(.0) 0(.0) 0(.00 0(0.0) 1(04) [0.0,2.0]
Electrocardiogram QT prolonged ~ 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0) 1(0.4) 1(0.4) [0.0,2.0]
Gamma-glutamyltransferase 0(0.0) 0(0.0) 1(04) 0(0.0) 0(0.0) 1(0.4) 1(0.4) [0.0,2.0]
increased
Glucose urine present 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) [0.0,14]
Lymphocyte count decreased 0(0.0) 0(0.0) 0(0.00 0(.0) 0(.0) 0(.0) 0(0.0) [00,1.4]
Neutrophil count decreased 0(0.0) 0(.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,1.4]
Platelet count decreased 0(0.0) 0(.0) 0(.0)0 0(.0) 0(.0) 0(.0) 0(.0) [0.0,14]
Protein urine present 0(0.0) 0(0.0) 0(.0) 0(.0) 0(.0) 0(.0) 0(.0) 7[0.0,14]
Weight increased 104 0(.0) 0(.00 0(.0) 0(.0) 0(0.0) 1(0.4) [0.0,2.0]
White blood cell count decreased  0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)0 0(0.0) 0(0.0) [0.0,1.4]
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Pro-NETU
65<=
(N=270)
System Organ Class Grade 1 Grade2 Grade3 Grade4 Grade5 Grade 3<= Total
Preferred Term MedDRA (ver.23.0) N (%) N (%) N(%) N (%) N (%) N (%) N (%) 95%CI (%)
Metabolism and nutrition disorders 3(1.1) 2.7 2(.7) 0(.0) 0.0 2.7 726) [10,53]

Decreased appetite 2(0.7) 1(04) 0(.00 0(0.0) 0(0.0) 0(0.0) 3(1.1) [0.2,3.2]
Dehydration 1(04) 0(.00 0(.00 0(0.0) 0(0.0) 0(0.0) 1(0.4) [0.0,2.0]
Electrolyte imbalance 1(0.4) 0(.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) [0.0,2.0]
Hyperglycaemia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,1.4]
Hypertriglyceridaemia 0(0.0) 0(0.0) 0(0.0)0 0(0.0) 0(0.0) 0 (0.0) 0(0.0) [0.0,1.4]
Hypoalbuminaemia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 0(0.0) [0.0,1.4]
Hypokalaemia 0(0.0) 0(0.0) 2(0.7) 0(0.0) 0(0.0) 2(0.7) 2.7 [0.1,2.7]
Hyponatraemia 0(0.0) 1(04) 1(04) 0(0.0) 0(0.0) 104 2.7 [0.1,2.7]
Nervous system disorders 7(2.6) 3(1.1) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 10(3.7) [1.8,6.7]
Dizziness 2(0.7) 2(0.7) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 4(1.5) [04,3.7]
Dysgeusia 2(0.7) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.7) [0.1,2.7]
Headache 4(15) 1(04) 0(0.0) 0(0.00 0(0.0 0 (0.0) 5(1.9) [0.6,4.3]
Taste disorder 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 0(0.0) [0.0,1.4]
Renal and urinary disorders 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,1.4]
Proteinuria 0(0.0) 0(0.0) 0(0.0)0 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,1.4]

Respiratory, thoracic and mediastinal 10 (3.7) 7(2.6) 2(0.7) 0(0.0) 0(0.0) 2(0.7) 19(7.0) [4.3,10.8]
disorders

Dysphonia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,1.4]
Hiccups 103.7) 7(2.6) 2(0.7) 0(0.0) 0(0.0) 2(0.7) 19(7.0) [4.3,10.8]
Oropharyngeal pain 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,1.4]

Skin and subcutaneous tissue disorders 3 (1.1)  1(0.4) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 4(1.5) [0.4,3.7]
Dermatitis 1(04) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(04) [0.0,2.0]
Drug eruption 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,1.4]
Dry skin 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,1.4]
Eczema 2(0.7) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.7) [0.1,2.7]
Urticaria 0(0.0) 1(04) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) [0.0,2.0]

Vascular disorders 0(0.0) 1(04) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) [0.0,2.0]
Flushing 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,1.4]
Hot flush 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,1.4]
Hypertension 0(0.0) 1(04) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) [0.0,2.0]
Vasculitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) [0.0,1.4]

Analysis Set:As-Treated Population
%5 5.3.53.1 T LEMEICBET 2 OFE AT % 1SS-AB05-02 28

274513 FFiaefEERE (B85 NETU-10-10 5XER)

YA NETU-10-10 38813, Child-Pugh 2 = 7 THME L 7= 1 PENFHRERSE 2 3 2 B & 5t 5 &
L, NETU-PALO FDC O Hi[a[$# 5.k D SEW B HE 2 RN & ik 3 53R Ch o 72, JIFHRERE &
OHEFEEIX, LT LB L.

BXPEFASRERETE © 7 L — K A, Child Pugh A 27 5~6

I FERFRERERSE © 7 L— K B, Child Pugh A= 7 7~9

HEFHEERETE - 7 L— R C, Child Pugh A2 7 10~15

BERFROENEF 2.74513-1 [TRLT-.

KR VEERAEFROFBIRL, AEFROLDIZHERZ T I LgBRE 1TV iRno 7.
RERAIRT, AHEFLILS5.6% (2036 4) (25RO Lz, IEFFHERERIRE Tl 72.2% (13/18
4), BERTHRERRE B TIE 50.0% (4/840), KO EEREATHEGERE BHE TiX 37.5% (3/8 44)
IR bivlo. EEATHREREE DA CITAFHFLRILRD b2 h - 7. NETU-PALO FDC DFEIfE

135



T Y A g 2.7.4 FRIREYZ 4N

FITEREBR IR T 47.2% (17/36 44) \ZEH L. [Ea T ResiRE Tl 61.1% (11/18 4), R
RS REREE BT ClX 37.5% (3/8 4), MOV AFRERERR =B TlX 37.5% (3/8 44) IZFED B
7=,

&2745131 HEERDOEH (NETU-10-10)

Mild Moderate Healthy Severe Total

(n=8) (n=8) (n=18) (n=2) (n=36)
F N % F N % F N % F N % F N %
All AEs 5 4 50.0 3 3 375 1713 722 0 0 0.0 2520 55.6
Related AEs 3 3 375 3 3 375 1411 61.1 0 0 0.0 2017 472

All SAEs

Withdrawals for AEs

Related AEs are defined as AEs with relationship definite, probable, possible, unassessable, and missing
n=number of subjects in each treatment group, N=number of subjects with AE,
F=frequency of AE, %=percent of subjects with AE

%5 5.3.3.3.1 I NETU-10-10 CSR Table 12.2-1

FFEERERESE O EIEE B O HHRE %K 274513212, BIEAE# 2745133 1TRL7%.

bW EEZIIEM 936 4 (25.0%) [EBETHREMREBE 384 (37.5%), TENTHERE
FaEaE 184 (12.5%), IEWITHSRENSRE © 5/18 4 (27.8%) ], R\ CHASE 5/36 4 (13.9%)

[RE TR REIEE B - 184 (12.5%), TENTHEREMEERE 184 (12.5%), EFITEEREHRER
F 3184 (16.7%)] KUOMHME 5/36 4 (13.9%) [HEECATHERERE T A « 08 44, TEEATHEREFEE
BE 084, IEFITHERERERE  5/184 (27.8%)] Th-o7z.

b ZWVEWEMRIZ, 85936 44 (25.0%) [EEITHERER S EE 384 (37.5%), WETHERE
BEE B 184 (12.5%), IEWITHSRERSRE : 5/18 4 (27.8%)], WK\ CHE{E 5/36 4 (13.9%)
(B B TR RERR 2 AR 0/8 44, TP BEITHERERR F A8 0/8 44, IEH ITHERERE - 5/18 44 (27.8%) 1,
SEE 3/36 44 (8.3%) [HREEATHEREREE RS - 08 44, TEENTHSREREEAEE 184 (12.5%), IEW
JFRgRenkERE 2184 (11.1%)] Th o7z,

BEFERREFRBELIZ204D9H, RAVAFERROLODIGREZT, TXTOREEFEFLIL
AR THREE CTIZEIE L7, BRRMRAE, A 2 v A v, RIRK O ECG IR S & 72
LHEACITRRO Bl o7z,

BIRHNC, IEH TSR M OV RE R 35 F8 38 1T %P9~ 5 NETU-PALO FDC ORAEMEX, BATF
Tdo7-. NETU-PALO FDC D H[EIE G132 2T /e, FRARETIRFTh 72, K
R D ZBMEDOFRERIL, NETU-PALO FDC DUfF LWERET v 7 7 A VEXFFTHHDEE X
L.
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x2745132 HHEEEFSOEEEMNDEEER (NETU-10-10)
Mild Moderate Healthy Total*

System organ class* (n=8) (n=8) (n=18) (n=36)
Preferred term F N % F N % F N % F N %
Gastrointestinal disorders 3 3 375 1 1 125 1110 55.6 1514 389
Constipation 3 3 375 1 1 125 5 5 278 9 9 250
Feces hard - - 5 5 278 5 5 139
Abdominal discomfort - - 1 1 56 1 1 28
Nervous system disorders 1 1 125 1 1 125 4 3 16.7 6 5 139
Headache 1 1 125 1 1 125 4 3 167 6 5 139
Musculoskeletal and connective 1 1 125 - 1 1 56 2 2 56
tissue disorders
Arthralgia - - 1 1 56 1 1 28
Musculoskeletal pain 1 1 125 - - 1 1 28
General disorders and - 1 1 125 - 1 1 28
administration site conditions
Fatigue - 1 1 125 - 1 1 28
Renal and urinary disorders - - 1 1 56 1 1 28
Pollakiuria - - 1 1 56 1 1 28
Total 5 4 50.0 3 3 375 1713 722 2520 55.6

*MedDRA Version13.1

#: The total also includes 2 subjects with severe hepatic impairment who had no adverse events.

n=number of subjects in treatment group, N=number of subjects with AE,

F=frequency of AE, %=percent of subjects with AE

%5 5.3.3.3.1 B NETU-10-10 CSR Table 12.2-2
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& 2745133 HHEESOEEENDREAR (NETU-10-10)

Mild Moderate Healthy Total*
System organ class* (n=8) (n=8) (n=18) (n=36)
Preferred term F N % F N % F N % F N %
Gastrointestinal disorders 3 3 375 1 1 125 1110 55.6 1514 38.9
Constipation 3 3 375 1 1 125 5 5 278 9 9 250
Feces hard - - 5 5 278 5 5 139
Abdominal discomfort - - 1 1 56 1 1 28
Nervous system disorders - 1 1 125 3 2 111 4 3 83
Headache - 1 1 125 3 2 111 4 3 83
General disorders and - 1 1 125 - 1 1 28
administration site conditions
Fatigue - 1 1 125 - 1 1 28
Total 3 3 375 3 3 375 1411 6l1.1 2017 472

*MedDRA Version 13.1

#: The total also includes 2 subjects with severe hepatic impairment who had no adverse events

All TEAEs were assessed as possibly or probably related.

n=number of subjects in treatment group, N=number of subjects with AE,

F=frequency of AE, %=percent of subjects with AE

Related AEs are defined as AEs with relationship definite, probable, possible, unassessable, and missing

%5 5.3.3.3.1 7 NETU-10-10 CSR Table 12.2-3

27452 NEMEER
BA=LAA0N

27453 EWHEEER

WA AR 2 34l L 7= 55RO 2 2O B A2 LI FICE L 7.
(1)  #ESF NETU-06-27 &g (Xm /& b )

WAk NETU-06-27 3R 13, RN BYE L O E A2 X512, NETU (450 mg #%20#5-) DI
FHHEICKF L C PALO (0.75 mg & O#5) ORIFTEELZITMT 2L, kO /& b ok
WyENREIZ%E L C NETU O KIF T8 A2 Z & 2 B & L= 3 E/ERRBRCh o 72,

TRCOFEFGOEIEEIL, B IHPEE T, BHREEIE, NETU HAIE GRE[61.1% (11/18
)1, PALO HifI#% 58 [58.8% (10/1744) ], NETU & PALO ff FH# 5HF [66.7% (12/1844)]1 T
[FFRECh o7z, RITERORBIEIAX, PALO HAIK G [11.8% (2/174)] XV b, NETU ¥
55 [44.4% (8/18 44) ] KX UYNETU & PALO {f #5155 [38.9% (7/18 £4) ] DM Eim-7-.
NETU HA# 5 K& O PALO & OFfHEGOWTIZIHBWTE, NETU OREMEIXRIFTH- 7.
(2)  EMN 10057050 ik (77 =& kv HEEEHE)

LAMEIT GRA B 58 & LE_RERRRIICIIE & 72 528370 <, BRIFCThH-72. FEMIL, &
TH|CFLE L7z,

(3) MESFPNET-13-63 Bk (F %Y A%V V)

W4k PNET-13-63 sUR1IE, R B ME L OV et & %P5z, A4 (118 mg, 176 mg K UF 235 mg)
% 30 432 THIEEARNEE S L7z & & 0, DEX #0500 KWENREIC T 82 5l 4
HZEHEBAME LIZEMMHEERRBRTH - T,

138



T Y A g 2.7.4 FRIREYZ 4N

BEHERORERBE AL, DEX HAHERER (60.7%) & H# LT, DEX & KOG GRS
NBBIlaEmNoTz [66.7% (KA 235 mg #%585), 75.0% (K#| 118 mg % 5-85), 85.0% (AH|
176 mg % 5-15f) 1. DEX HAIF 57 & O DEX & AAl 235 mg O OF#5-I TORFRHEROFBEIG
IXZNEI 60.7%M% N 66.7% L [FIFEETH Y, AEKIFHEITED s o7, BITER b RO
RTHo7- AFH 3 HE (118 mg, 176 mg K& T 235 mg; TEHIRIE T ERW IR 1T Z L 2.4 mg/mL,
3.5mg/mL X U*4.7 mg/mL) % DEX & A#h- & L7, 3 X TOME CARMEIZRG TH-
To. KRBROFRIL, ZNETITHOENTWOAFDOLZ BT 0 7 7 ANV E—HTLHDOTHY,
ARG DT RIC & 0 ARHFIE 235 mg #e 5 L7 BR O RMENHT - IS S vz,

(4) S NEPA-14-39 iBR (T A%V V)

WS NEPA-14-39 BRI, REFERRABMZXIRIC, DEX 27 e —7 B L LTHEHL,
NETU-PALO FDC Z Hi[EfE O 5 Lz Dy b7 1 4 P450 (CYP) 3A4 OFERTEMEICHRT 50
EEHORRMEZFHME T2 2 LA B & LI B Ch o 7. 3EMHH A/FEHIE NETU-PALO FDC #%¢
5t 4 BUL RIS 0 BEt L7z,

BEHERT, TITOWHBRE 244 (100%) ([ZHH L, DEX & NETU-PALO FDC O fl#¢ 5
TIX 83.3% (20124 44) 12, DEX HUME5-TiX 70.8% (17/24 4) 12388 L7=. NETU-PALO FDC
DEWEMIL 62.5% (15/24 4) 2B L, DEX OREWERIZ 100% (24/24 4) TR L=, A5
Mz TCTHTERVAERIZA LT, ZhE TORER THEZR S 4172 NETU-PALO FDC & [F]
BRoZE7T a7 7 A VSR &7z, NETU-PALO FDC & 10 HI# & T® DEX Off & 510 %
EESORRITRD S o Tz,

(5) MWESANP16599 Bk (R ¥V T A, mURAR~YA V)

WESh NP16599 #BRI%, fEFER A BYER O eth 2 %1412, RO0673189 (NETU) MR XY 7 ALK
NV Aa~A v OEYHREIZRIETHZET NI XY T LKD) ZAa~<A 2 NETU O
BB KT T HBLZFET 52 L2 HME LR ThH o 7.

20 4 19 BT B NOFEERZENBE LN, B LEAEEFGLOZ ORIEIAITIRES
ORI & 2R BEIEERD B d - 72, NETU, R &Y T AR Y ZAa~A ¥ K5O
IR RRETH-7-. 72, NETU300mg 1%, HAI XX CYP3A4 JE & OOFHHE GO
FTHUZHEB N TS, QT HIRRICHEZ KIFT Z L AR T o/ RITRBO b o7,

(6) S NETU-07-01 iR (%)

HEsk NETU-07-01 5R8R1E, SR B MR O L2551, NETU 23 EFIRRERF O ¥ T % 2
DY KT HELTIMT 222 BN E LB Th - 7.

DA% EAR G (Day 1~7), Y I%3 L NETU OFF A& SR (Day 8~12) % i@
LG 12164 THESEZPME SN AEFZORBEIGILY 5 0 BAIB G I 68.8%

(1116 4), —J7, YAF L NETU O GHIFTIZ 62.5% (10/16 4) Th-o7z. 25D
FH WM T, BWERIZENZH 68.8% (11/16 44) K1 56.3% (9/16 44) Toh-ol-. BIEEENEE
EHIE SINTAFFRII o7z, IR ERIL, T TOWHRE T, SN2 AREILRA
Thn EFHm L.

(7)  ##HF NETU-10-08 iR (=mF =LA hTVF—)b, LR ILFARLIL)

WESL NETU-10-08 3BR 1%, fdEEak APt % %412, NETU-PALO FDC 23 MGBETE3E (=9 =1
TARNTOF=NVRRVR VT AR LIL) OFEYERBICKIET BRI L2 HME L
=B CThH o7z,
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TF =NV ST IF— VKRV AR ) VT A S LR E NETU-PALO FDC % = F = /L=
ARNTIF =NV RRVR I VT Z R E TG LTcROAERROFBEIGL, LBl
62.5% (1524 4) Thotz. BEWEHOREIFGIE, =F= LT A NT VA=KV R /LT A
UL HRETC 45.8% (11/24 44) T, NETU-PALOFDC & =F =LA h T VA — LKL R/
VT ALV OGFHEEIRFT 62.5% (1524 4) Toh-o7-. NETU-PALOFDC # =F =)L = A k7
A=V RNV R VAR LV EREREES LA ORI, BT ) AT BT ETRITAR
Mol
(8) MEHFNETU-10-11 &R (7 b=ty —u, V77 B )

WESh NETU-10-11 38R, R BVE KR OV et %1512, NETU-PALO FDC Z 45 L7z & &
D NETU KOV 3a /& ~a o OEYEREIC KT CYP3A4 fHEI D k25— /L L O CYP3A4
FHEEDY 77 OB ETMT A2 HENE LB Th o 2

BEHEZORBRESIL, 7 b3y —L 7 L—F T, NETU-PALO FDC Hl# 51412 41.2%
(7/17 4), NETU-PALO FDC + % ks 22 — V#5412 76.5% (13/17 £4) Thoi=. £,
Y77y 7 —7"TCiE, NETU-PALO FDC Bl 5% OFEHEGN 50.0% (9/18 44),
NETU-PALOFDC+ U 7 7 VU BV U & G5 OF EHGIL 77.8% (1418 4) 158D Bz, Fl
TER (T TIEBRIE L ORI EBIRITFREES V L HIESNT) X, 7 2Ty — T —T T,
NETU-PALO FDC Bl #5443 35.3% (6/17 44), NETU-PALO FDC + %~ h =2 — L & 5.4

TIX76.5% (13/174) (@@ oiiz. £/, V77 B 7 —7"TIi%, NETU-PALO FDC H
M 55 OFEIVEF 2 44.4% (8/18 44), NETU-PALOFDC + U 7 7 » &' U B G5-% O BITEM 1X
72.2% (13/18 £4) 2588 HiL, NETU-PALO FDC B 5 & thiz LT, NETU-PALOFDC & 7 b
aF =T 77 E VPG DO HTREWER OREBLN L B b, MBRek S LT,
NETU-PALO FDC B $¢ 547 L < 12 NETU-PALOFDC & 7 h 2> — L33l 7 7 » BV U OFH
BEOEFMEZIRIETHY, £z, BEMOKRITERIEOZ MR OER PR T a7 7 AL L
LTAETIEHOLN TR L KT HHDOThH-T-.

(9) SR NETU-10-09 #kBR (KX Ft/L, = hRV R, ¥ZakRzx773IR)

WSk NETU-10-09 5BR1%, J8 M85 % %742, NETU-PALO FDC Z#& %5 L7= & %, NETU
3FHOPUEMERI (FEXFk/L, TRV RXUITZ7urr7 7 2 F) ORYEEIC KT

HRELMT 52 AME LB cho 7.

HEREROIBIEIAIE, NETU-PALO FDC X O'PALO TRILTH Y, LI 62.5% (25/40
%)f%okﬁ,ﬁ%%%@%ﬁﬁﬁﬁ,mua@¢#)iD%NmUamOHm(ﬂ#)@ﬁ
W Iphote. HEFEGO S LRSS (135168 1) 1%, HriEMEEEE 5 IR 3 25 F5 & HE
EH, TORBEE 1NHUM&0H£&UPMDT£Lmot(%M%ham%:wm%y
BIWERIZ 4 T&Y, NETU-PALOFDC Ti%24 (5.0%) 123, PALO Tid 14 (2.5%) 121
RO LI, REXFEAEEEETIA B2%) 1220, v7akrA7 7 I NELBET24
(10.0%) 1T 2 &8 L7z, NETU-PALO FDC #5-13LZ A TH Y, AEMEFIRGTHL LEZ D
Nz, FeZFBAKROT bRy ROBRFERIX, NETU-PALO FDC ff #5 CTH T HIM L7273,
BEERTa 7 7 A NVIEIRZRDLOTIE otz FEXFEL, = MRV RUIv 7 arA7
7 X K& NETU-PALO FDC OfffH# 51, PALO i 5- Ll L C, S 6220 ZAMORKI
RN EFEZ BT

ERC ORI ER O WM AAER O—%&1X, #£2.7.2.1.2-1 1Z/RLT-.
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27454 bEOR R MR ELRF D

7 v MR FEHWEREBR TIIAFIOR IR ~ORERHREINTEY, 7y hEHWR
BRClE, AFIOIBRER OBE~OBITAHRIN TS, £, AANLT v MR ~OBITH
WESNTVWDD, ZOHITBITICLDRA~DRBIIFTHATH S (55 2.6.6.6.1 FHL UV 2.6.6.6.2
IH) .

Bha SO TFZ LR O LM ERF I TERARRER D HERIN L TV D700, il )OIz o etkic & 5 L
7o & ZOHHRITHE LTV,

27455 BERE
[EIN 10057010 5858 K OVfES+ PNET-12-23 78R CORYEREO T L W, KKl 353 mg £ TOXE
RYEPHERR SN TN D,
WER S TOhNHEI0E, BEE2H010T, BESERO ONHAICE, sHERER Y
DGR IE ZATH Z &

27456 EWMELH
AR TR ELHA PG STV,

27457 BERRIEIR R U R B IR ER
BRI

27458 BENEESL R UBMIRMEIC T 2 2 X TRF IS DE

ARHI Tl B B oIS K ORI k5 2 B0 QNS RE O B 55 A It 9 2 sk B 52t
STV, 2L, ENOFEET (EWN 10057030 75 & T8 10057040 585%) OFEITEH Tl
R [1.0% (5/505 44) 1, FEMWED E W [0.8% (4/505 44) 1, [EHEMED F W [0.2% (1/505%)]
W [02% (1/50540)] BRRO LN ENE, ZbOFEGEROETCRIEHENCHED 5 IE
WAFER LT=56, BB EEER R ORI L n &

27.4.6 MERFTEERT—4

AFNIENIZB W TRAR TH L7720, WA OREERTESRT — 2 2R LT,

WA ClX, CINV (X3 i) & LT, NETU-PALO FDC (AKYNZEO® capsules) (NETU 300 mg
K TYPALO 0.5 mg) &% U Pro-NETU-PALO FDC (AKYNZEO® for injection) (A 235 mg } O PALO
0.25mg) MHRFE STV S, AKYNZEO® capsules/AKYNZEO® for injection D% 11 [B17E#HYZe 4=
PEfc BT (PSUR) (FAZASHAZIART : 2019410 A 11 H~20204 10 H 10 H) 12Xk 5 &, 2020
10 H 10 H OF T, AKYNZEO® capsules [Z 15 80 » [E THAE SN TV D

K K ORI D AFRIRBLIZ DT, AKYNZEO® capsules (R 1) 1%, KET 2014410 A 10
H, BRINT 201545 A 27 BIZAKGR &7z, AKYNZEO® for injection (HUREFZEEMRAD 1%, KET
2018 4= 4 H 19 B, BRMI T 2020 4~ 3 H 16 HIZKRB STz, T Dk, Fri- /e i & 72 5 AKYNZEO®
for injection (#&AI) & LT, KET 202045 H 27 HIZAGE S 7.

2020 4510 A 10 H £ TOREFT, AKYNZEO® capsules (% 3259957 7 7 & /L3 HRFE S 1,
AKYNZEO® for injection (% 115048 A3 RFE S 41, AKYNZEO® capsules/AKYNZEO® for injection (&
7562500 4 DBF RG-Sz, ek, HEEMHEERT, BE 1460 eREkEESND
L A7 L CHEI LT (IntrinsiQ, 2005 K OY Cancer Monitor, 2006 O K[E T — ).

141



T Y A g 2.7.4 FRIREYZ 4N

APHE BN HIMNIC EZ G ST, et EoPMIC X 2 EE /2 HE X, Helsinn Healthcare SA
(Helsinn £k, A A R) M353ZfE L TV 7z Pro-NETU-PALO FDC DR ER (1fE4+ NEPA-19-13 7klk)

ORMYPIEOHTHY, PILBRIZT T 7 4 7F% v —2a vl 2 1RO THD. LvL,
Helsinn LI, Y%7+ 7 4 7% v —Ta v 7 1RO ZHVE CICEB SN RIERGEZ O H A
BEt LIS R, ABIORERRRT 4 vk« VAT T 0T 7 A ) TEEEE RIFTHRIT 0 & f)
WrL7-.

AKYNZEO® capsules K 8 AKYNZEO® for injection D #LERRFE% OREIWEH — & %45 5.3.6 1A
PSUR Appendix 3 (275 L7z,

2.7.4.7 S &3k
BA=LJS
2748 %

2.7.4.8.1 EEZROME (BHEER 13—X)
(1)  ¥F5 NEPA-15-18 5%
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#£27481-1 13—ADEEEZRDHE (NEPA-15-18)

IV NEFPR FDC COral NEFPA FDC Overall
(N=2032) (N=Z201) (m=404)
TEAE catsgory n (%) E n (%) E n (%) E
Number of patients who entered and have besn treated 203 201 404
in Cycle 1
Any TEAE 120 { 59.1) 338 135 { 67.2) 382 255 ( 83.1) 720
Drug Relatesd TELRE 18 ( B8.9) 39 19 { 9.5 32 37T { 9.2) 71
Dexamsthasone Eslated TELE S ( 4.4) 12 17 ( B.5 34 26 ( ©.4) 4g
Severe TELE 30 ( 24.€) £4 51 { 25.4) T3 101 ( 25.0) 1327
Severe drug relatsd TELAE 1 ( 0.5) 2 2 1.0) 2 3 0.7) 4
Severs dexamethasons Related TELE 1 ( 0.5) 1 5 ( 2.3) 9 & | 1.3) 10
Sericus TERE 29 { 14.3) 34 21 ( 10.4) 36 50 ( 12.4) 70
Serious drug related TERE 0 ( 0.0) 0 g ( 0.0) 0 0 ( 0.0) 0
Sericus dexamsthascone Related TELRE 1 ( 0.3) 1 [ 2.0) ] 5 ( 1.2) 10
TERAE leading to Deaths T 32.4) 7 & ( 3.0) G 3 ( 3.2) 13
Drug-relatsed TERE leading to Desath o ( 0.0) 0 o ( 0.0) 0 0 0.0) 0
Dexamsthasone related TERE leading to Death 1 ( 0.3) 1 g ( 0.0) 0 1 ( 0.2) 1
TEAE leading to discontinuation 6 ([ 2.0) & & [ 3.0) <] 12 { 3.0) 12
Drug related TERZE leading to discontinuation 1 ( 0.5 1 0 ( 0.0) 0 1 ( 0.2) 1
Dexamsthasons related TERE leading to o ( 0.0) 0 2 1.0) 2 2 0.3) 2

discontinuation

Abbreviations: IV NEPA FDC = Intravenous Fosnetupitant and Palonosetron Fixed-Dose Combination, Oral NEPA FDC = Oral Netupitant and Palonosetron Fixed-Dose Combination, N = number of
patients in a given group, n = number of patients with at least one TEAE, % = percentage of patients with at least one TEAE, E = number of TEAEs, TEAE = Treatment Emergent Adverse Event.

Percentages are calculated based on the number of patients who entered and have been treated in the cycle.
Note: Drug/dexamethasone related adverse events are adverse events with a missing relationship or assessed by the Investigator as definite, probable, possible or unassessable.

% 5.3.5.1.6 TH NEPA-15-18 CSR Table 14.3.1.4 {25
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(2)  ¥ES NEPA-17-05 #5%

274812 12—XADEEEZRDHE (NEPA-17-05)
IVNEPAFDC  Oral NEPA FDC Overall
(N=200) (N=202) (N=402)

n (%) Events

n (%) Events

n (%) Events

Any TEAE 121 (60.5) 271 122 (60.4) 236 243 (60.4) 507
Study-drug-related TEAE 13 (6.5) 30 12 (5.9) 22 25(6.2) 52

Severe TEAE 11(5.5) 11 10 (5.0) 10 21(5.2)21
Severe study-drug-related TEAE 0 0 0

Serious TEAE 2(1.0)2 1(0.5)1 3(0.7)3
Serious study-drug-related TEAE 0 0 0

TEAE leading to death 0 0 0
Study-drug-related TEAE leading to 0 0 0
death

TEAE leading to discontinuation from the 0 0 0

study
Study-drug-related TEAE leading to 0 0 0

discontinuation from the study

Abbreviations: IV NEPA FDC = intravenous fosnetupitant/palonosetron fixed-dose combination; N = number of patients
in a given group; n = number of patients in a given subgroup; Oral NEPA FDC = oral netupitant/palonosetron fixed-dose
combination; TEAE = treatment-emergent adverse event.

Note: Study drug-related TEAEs are TEAEs with a missing relationship or assessed by the Investigator as definite,
probable, possible or unassessable.

% 5.3.5.1.9 I NEPA-17-05 CSR Table 20

2.74.8.2 LEBHEKRONSBEEZR (BOARAER 10—X)
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(1)  #E5 NEPA-15-18 7Bk

£274821 1a—ADEEEZR (WITIHIDET 25%) (NEPA-15-18)

IV NEPA FDC Oral NEPA FDC Overall
MedDRA System Organ Class (SOC) (N=203) (N=201) (N=404)
MedDRA Preferred Term n (%) E n (%) E n (%) E
Number of subject who entered and have been treated in the cycle 203 201 404
Subjects with at least one TEAEs 120 (59.1) 338 135 (67.2) 382 255 (63.1) 720
Blood and lymphatic system disorders 49 (24.1) 66 49 (24.4) 73 98 (24.3) 139
Anaemia 10 ( 49 12 11 ( 5.5) 13 21 ( 5.2 25
Leukopenia 7 ( 3.4 7 10 ( 5.0 10 17 ( 42) 17
Neutropenia 31 (15.3) 35 30 (14.9) 35 61 (15.1) 70
Gastrointestinal disorders 45 (22.2) 66 41 (20.4) 72 86 (21.3) 138
Constipation 16 (79 18 19 ( 9.5 20 35 ( 87) 38
Nausea 14 ( 6.9 20 8 ( 4.0 10 22 ( 5.4 30
General disorders and administration site conditions 27 (13.3) 37 31 (15.4) 44 58 (14.4) 81
Asthenia 12 (59 13 12 ( 6.0) 17 24 ( 59 30
Fatigue 8 ( 39 10 10 ( 5.0 13 18 ( 4.5) 23
Infections and infestations 12 (59 13 11 ( 5.5 13 23 (57 26
Investigations 21 (10.3) 46 27 (13.4) 45 48 (11.9) 91
Alanine aminotransferase increased 8 ( 3.9 12 17 ( 85 19 25 ( 6.2) 31
Aspartate aminotransferase increased ( 34 8 11 ( 5.5 11 18 ( 4.5) 19
Metabolism and nutrition disorders 12 ( 59 14 14 ( 7.0 25 26 ( 6.4) 39
Nervous system disorders 12 (59 15 10 ( 5.0 15 22 ( 54 30
Respiratory, thoracic and mediastinal disorders 12 ( 59 13 11 ( 55 16 23 ( 57 29
Skin and subcutaneous tissue disorders 20 ( 9.9 20 26 (12.9) 27 46 (11.4) 47
Alopecia 16 (79 16 21 (10.4) 21 37 ( 9.2) 37

Abbreviations: IV NEPA FDC = Intravenous Fosnetupitant and Palonosetron Fixed-Dose Combination, Oral NEPA FDC = Oral Netupitant, and Palonosetron Fixed-Dose Combination, N = number of patients in a
given group, n = number of patients with at least one TEAE for a given SOC and Preferred Term, % = percentage of patients with at least one TEAE for a given SOC and Preferred Term, E = number of TEAEs for a
given SOC and Preferred Term, TEAE = Treatment Emergent Adverse Event, SOC = System Organ Class, MedDRA = Medical Dictionary for Regulatory Activities version 18.0

%5 5.3.5.1.6 TH NEPA-15-18 CSR Table 14.3.3.2
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(2)  ¥ES NEPA-17-05 #5%

2.7.4 BRI ZE 2N

£274822 13—ADEEEZR (WITIHIDET 25%) (NEPA-17-05)

MedDRA System Organ Class
MedDRA Preferred Term

IV NEPA FDC

(N=200)
n (%) Events

Oral NEPA FDC

(N=202)
n (%) Events

Overall
(N=402)
n (%) Events

Patients with at Least One TEAE for
Cycle 1

Blood and lymphatic system disorders
Leukopenia
Anaemia
Neutropenia

General disorders and administration site
conditions

Fatigue
Asthenia
Skin and subcutaneous tissue disorders

Alopecia

121 (60.5) 271

35(17.5) 51
22 (11.0) 24
11(5.5) 12
12 (6.0) 12

30 (15.0) 36

14 (7.0) 14
12 (6.0) 12
74 (37.0) 77

73 (36.5) 73

122 (60.4) 236

29 (14.4) 42
19 (9.4) 19
8 (4.0) 10

9(4.5)9

31(15.3) 37

14 (6.9) 16
12 (5.9) 13
66 (32.7) 66

65 (32.2) 65

243 (60.4) 507

64 (15.9) 93
41(10.2) 43
19 (4.7) 22
21(5.2) 21

61 (15.2) 73

28 (7.0 30
24 (6.0) 25
140 (34.8) 143

138 (34.3) 138

Abbreviations: IV NEPA FDC = intravenous fosnetupitant/palonosetron fixed-dose combination; MedDRA = Medical
Dictionary for Regulatory Activities, v.20.0; N = number of patients in a given group, n = number of patients in a given

subgroup; Oral NEPA FDC = oral netupitant/palonosetron fixed-dose combination; TEAE = treatment-emergent adverse

event.
%5 5.3.5.1.9 TH NEPA-17-05 CSR Table 22

27483 BT
2.7.4.8.31 EAliERE
%274212 HIZ/R LT,
2.7.4.83.2 SERR

(1) 84+ PNET-12-23 3B&

S NETU-12-23 BBRTlE, TR ZRD o7z,

(2) #FESE NETU-09-21 545

4 NETU-09-21 3BRTl, BT ZRD o7z,

(3)  #ES NEPA-14-39 7Bk

#E4 NEPA-14-39 3ABR ClX, SETHIZRBO o7,

(4) ¥ESE NP16601 iR

AL NP16601 50k Tlx, LB ZROH -T2,

(5) 4+ NETU-10-09 53
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(6)  ¥ES NEPA-15-19 5%

UFES/k NEPA-15-19 3BR CTlL, ETHIZED R o 7.

(7) MBS NETU-10-10 35

WiESk NETU-10-10 3R TlE, JELHIZ 7807275 7.

(8)  ¥FSh PNET-13-63 iR

UFESk PNET-13-63 3RER ClX, STHIZR DR 77,

(9)  ¥ES NP16599 ik
WESL NP16599 3BR TIk, SELHIZRD e o7z,
(10) ¥4+ NETU-06-27 5

UFESk NETU-06-27 3R TlX, SETHIZ RO - T-.

(11) 5k NETU-07-01 35

Sk NETU-07-01 358 TlX, SETHIZ RO -7,

(12)  ##5k NETU-10-08 545r

UFESk NETU-10-08 358 TlX, SETHIZ RO -7,

(13)  ¥#H NETU-10-11 55%

WESL NETU-10-11 BERCIE, BBl &R M- T

(14) ¥4+ NETU-07-20 5

UFESk NETU-07-20 358 TlX, SETHIZ RO -7,

(15) ¥4+ NETU-06-08 #5R

UFESk NETU-06-08 3858 Tl, SETHIZ RO - T-.

(16) ¥4+ NP16602 7k
MBS+ NP16602 7R Cl, FETH &38R - 7.
(17) ¥4+ NETU-07-07 #5R

WESN NETU-07-07 3B CHEL L 7- T ICE o - A EHG T3 2.7.4.84.2-3
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(18) NEPA-15-18

Pro-NETU-PALO FDC

5% 2.7.4.8.3.2-1

2.7.4 BRIRHYZ 2

RTICE->-HEEZR (NEPA-15-18)

AE Verbatim Term

Date/Time

Date/Time
Duration

(Days, Hours,

Relationship to
Study Drug

Action Taken

with Study Drug

MedDRA SOC Name Minutes)* Relationship to =
country Site Gender MedDRA Preferred term Day of Onset Dexamethasone Other Action Taken
Croatia M  FATAL HAEMORRHAGE SUSPECTED 27var2o [l Not Related Dose Not Changed

Vascular disorders ZTMARZO-'O_/:SS e =

Haemorrhage ip Not Related None

13
M SUDDEN DEATH 27MARZO Unlikely Dose Not Changed

General discorders and administration site ZT7MARZ20, = =

conditions 1D Unlikely None

Sudden death 13
Italy M HEART FAILURE 02JUL20jM/ 1€:00 Not Related Dose Not Changed

Cardiac disorders 02JUL2OMM/16:00 = =

Cardiac failure 0D( 00M Not Related None

74
Poland F NEUTROPENIA FEVER 04MAYZO0 Not Related Dose Not Changed
Blood and lymphatic system disorders 06MAYZ20 = -
Febrile neutropenia 3D Not Related None
15
Serbia M BRONCHOPNEUMONIA BILATERALIS 25MAY2 O/ 14:10 Not Related Dose Not Changed

Infections and infes

Pneumonia

tations

26MAYZOfll/ 18 :34
1D04H24M

a
=]

Not Related

Specific Therapy /
Medication
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% 2.7.4.8.3.2-1

RUICE-2HEER—E

(NEPA-15-18) (#t&)

Start Date/Time
Stop Date/Time

Relationship to

Duration Study Drug Action Taken
AFE Verbatim Term (Days, Hours, = with Study Drug
atient MedDRA SOC Name Minutes)* Relationship to -
Country Site 1ID Gender MedDRA Preferred term Day of Onset Dexamethasone Other Action Taken
Serbia M MASSIVE HEMOPTYSIS 24MARZ20 23:10 Not Related Dose Not Changed
Respiratory, thoracic and mediastinal Z4MARZ /23 :20 - .
disorders ODOOH10M Not Related None
Haemoptysis 3
Ukraine F INTESTINAL OBSTRUCTION 0ZMARZO, Not Related Dose Not Changed
Gastrointestinal disorders OBMAR:OI - —
Intestinal obstruction 4D Not Related specific Therapy /
50 Medication
M PYOPNEUMOTHORAX OF THE RIGHT LUNG 29JANZO /07:30 Not Related Dose Not Changed
Infections and infestations :9JAN:Cl/lJ_::O = s
Pyopneumothorax ODO3HSOM Not Related None
11
M ACUTE GASTRIC BLEEDING DUE TO ACUTE STOMACH 11JANZO| Not Related Dose Not Changed
ULCERS lBJAN:OI - -
5 rointestinal disorders 3D Possibly None
ulcer haemorrhage 15
United M ACCIDENTAL VALIUM OVERDOSE J.?JJUN:OI Not Related Dose Not Changed
States Injury, poiscning and procedura 19JUN20 = -
complication: 1D Not Related None
Accidental 42
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5% 2.7.4.8.3.2-1

REIZE>T-BEEHZ—E (NEPA-15-18) (&)

NETU-PALO FDC
Start Date/Time
Stop Date/Time Relationship to
Duration Study Drug Action Taken
AE Verbatim Term (Days, Hours, - with Study Drug
Patient MedDRA SOC Name Minutes) * Relaticnship to -
Country Site ID Gender MedDRA Preferred term Day of Onset Dexamethasone Other Action Taken
Croatia F SEPSIS Z‘PJMAP.ZD- Not Related Dose Not Changed
Infections and infestations ILlZAPRZIZl./l7:45 - =
Sepsis 5D Not Related Specific Therapy /
i3 Medication
F ILEUS 22APR20M/ 07 :37 Not Related Dose Not Changed
Gastrointestinal disorders 34APR30I/06:59 — =
Ileus 1D23H2ZM Not Related Specific Therapy /
46 Medication
M ARTERIAL EMBOLISM OF LEFT LE’C—‘ _L:APR:D- Unlikely Dose Not Changed
Vascular disorders 14APR20./O4:00 = -
Peripheral embolism 3D Unlikely Specific Therapy /
29 Medication
Poland E S 17MARZ20 Unlikely Dose Not Changed
I and infestations l7MAP‘.:D. . =
S 1D Unlikely None
31
M NEPHROPATHY 07MAYZ20, Not Related Dose Not Changed
Renal and urinary di s 08MAY20), . =
Nephropathy 2D Not Related Sspecific Therapy /
12 Medication

150



T ak ) R EEEE

%2 2.7.4.8.3.2-1

2.7.4 BRIRHYZ 2

REICE2-FEER—E

(NEPA-15-18) (%)

Relationship to
Study Drug

Action Taken

AE Verbatim Term (Days, Hours, & with Study Drug
Patient MedDRA SOC Name Minutes) * Relationship to
Country Site ID Gender MedDRA Preferred term Day of Onss¢ Dexamethasone Other Action Taken
Poland F SUDDEN DEATH LEJAPRZO.,/l::lS Not Related Dose Not Changed
General discorders and administration site 19APR2OMM/12:15 = -
conditions ODO0HOOM Not Related None
Sudden death 8
Serbia E SUDDEN DEATH, CAUSE UNKNOWN 17MAY20 Not Related Dose Not Changed
General disorders and administration site 17MAYZ0 = .
conditions 1D Not Related Subject Withdrawn
Sudden death 62 From Study
F SUDDEN DEATH 25MAYZO0 Not Related Drug Withdrawn
General disorders and administraticn site 25MAY20 — =
conditions 1D Not Related Subject Withdrawn
Sudden death 52 From Study
Spain F EDEMA LIMBS 11APR20 Unlikely Dose Not Changed
General disorders and administration site 21APR20 - -
conditions 11D Unlikely specific Therapy /
Oedema peripheral 43 Medication
Ukraine M ACUTE PNEUMONIA Not Related Dose Not Changed

Infections
Pneumcnia

and infestations

lBJUN:D./.LO 100
13JUNZOMM/22:52 -

OD1Z2HS52M Not Related

27

Specific Therapy /
Medication
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2.7.4 BRREZE &M

52748321 BHEICE--HEE%—E

(NEPA-15-18) (#tZ)

Country

AE Verbatim Term
MedDRA S50C Name
MedDRA Preferred term

Start Date/Time
Stop Date/Time
Duration
(Days, Hours,
Minutes) *

Relationship to
Study Drug
Relationship to
Dexamethasone

Other Action Taken

Ukraine

United

States

DEATH DUE TO UNKNOWN CAUSE

General disorders and administration site
conditions

Death

GASTRIC CANCER PROGRESSION
Neoplasms benign, malignant and
unspecified (incl cysts and polyps)
Malignant neoplasm progre: on

SCLC PROGRESSION

Neoplasms benign, malignant
unspecified (incl cysts and
Malignant neoplasm progression

PROGRESSIVE DISEASE

General disorders and administration site
conditior
Disease progression

S

lOMAYZU.

1omavz o/ 0532

1D
7
03JANZ2O0
05JANZO
3D
14

25JAN20f/19:00
25JAN20

Not Related

Not Related

Not Related

Not Related

Not Related

Not Related

Not Related

Not Related

Dose Not Changed

None

Drug Withdrawn

None

Dose Not Changed

None

None

%5 5.3.5.1.6 TH NEPA 15-18 CSR Listing 16.2.7.8
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(19) NETU-08-18

%274832-2 HEICE--FEEER—E (NETU-08-18)

Actual treatment: Palc alone

Relationship to
Date of Cause of Start/Stop System organ class/ Action taken? Study drug Additional
death death date Preferrsed term/ study drug
Reported term
Patient: female, 3' years, first treatesd lSE’EBZQ.
2BAPRZ() DISEASE 27APRZ Neoplasms benign, malignant and unspecified (inc None Not Related  Not Related
PROGRESSION OF 28APR2{] 1 cysts and polyps)/
METASTATIC BREAST Breast cancer metastatic/
CANCER DISEASE PROGRESSION METASTATIC
Patient: , femals, él years, first treatsd 30 L‘A{IL‘CI.
01JUNZO SAE 3 Cardiac disocrders/ 8 Not Related Not Related
Cardiac failure acute/ i dication
ACUTE HEART FAITURE / (Prolonged)
Hospitalization
']J_:D‘N:IJ. SAE Respiratory, thoracic and mediastinal Specific Not Related
Acute respiratory failure/ Therapy/Medication

1
P
S

i
ACUTE RESPIRATORY FA

URE

/ (Prolcnged)
Hospitalization

MedDRA Version 14.0.

%5 5.3.5.1.7 TH NETU-08-18 CSR Listing 16.2.7.8
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(20)

NETU-10-29

274 BEREZE

52748323 ETICE--HEEZR—E (NETU-10-29)

Actual treatment: Netu/Paloc FDC
Relationship to
Date of Cause of Start/ System organ class/ Cycle Serious/ Action taken? Study drug Additicnal
death death Stop date Preferred term/ Intensity study drug
of TEARE Reported term
PatientF male, 6' years, first treated 12MAYZ0
07JUNZ0 HEMOPTYSIS & 07JUN2 / Respiratory, thoracic and mediastinal disorders/ 1 Yes/ Specific Not Related Not Related
DYSPNOEA DUE TO OTJUNZE. Dyspnoea SEVERE Therapy/Medication
DISEASE DYSPNCEA
COMPLICATICN
07JUNZOJl Respiratory, thoracic and mediastinal disorders/ 1 Yes/ None Not Related Not Related
07JUNZ0 Haemoptysis/ SEVERE
HEMOPTYSIS
Patient: male, 7' years, first treated ZIMAYZD)
13JUL20) CHEMOTHERPAY 11JULZ0 Infections and infestations/ 3 Yes/ (Prolonged) Not Related Not Related
INDUCED 133JULZ0 Lower respiratory tract infection/ SEVERE Hospitalization /
PANCYTOPENIA LOWER RESPIRATORY TRACT INFECTION Specific
Therapy/Medication
11JULZOMY Blood and lymphatic system disorders/ 3 Yes/ (Prolonged) Not Related Not Related
13JUL20 Pancytop / SEVERE Hospitalization /

PANCYTOPENIA

Specific
Therapy/Medication

MedDRA Version 14.0.

154



T ) A REERHE

%2748323 REICE--HEER—E (NETU-10-29) (%)

Actual treatment: Netu/Palo FDC

2.7.4 BRIREOR &M

Relationship to

Date of Cause of Start/ System organ class/ Cycle Serious/ Action taken? Study drug Additional
death death Stop date Preferred term/ Intensity study drug
of TEAE Reported term
Patient: female, 5' years, first treatesd ISAPRZC.
0EMAYZ0) PULMONARY HEART :"/APRZOI Cardiac disorders/ 1 ves/ (Prolonged) Not Related Not Related
INSUFFICIENCY 0EMAYZO0 Cardiopulmecnary £ urs/ SEVERE Hospitalizaticn /
PULMONARY HEART NSUFFICIENCY Specific
herapy/Medication
Patient: male, 6' years, first treated :EJMARZC-
09JULZ0 PROGRESSION 09JULZ0 Neoplasms benign, malignant and unspecified (incl cy 4 Yes/ None Not Related Not Related
DISEASE. O9J‘ULZDI sts and polyps)/ SEVERE

Necoplasm progression/
TUMOR DISEASE PROGRESSION

MedDRA Version 14.0.

155



TR AR

2.7.4 BRIRHYZ 2N

$%2748323 HEICE-~-FEE%—E

(NETU-10-29) (=)

Actual treatment: Netu/Palo FDC
Relationship to
Date of Cause of Start/ System organ class/ Cycle Serious/ Zction taken? Study drug Additicnal
death death Stop date Preferred term/ Intensity study drug
of TEARE Reported term
Patient: - male, 5' years, first treated 17APR’:O.
OSMAYZ D Nervous system discrders/ 1 Yes/ Study drug Not Related Not Related
11IMAY20 Ischasmic stroke/ SEVERE discontinued /
ISCHEMIC STROKE (Prolonged)
Hospitalizaticon /
Specific
herapy/Medication
Patisnt: femals, 5' years, first treatsd 23JZNZ20
leMaY2() DISEASE 14MAYZD) Neoplasms benign, malignant and unspecifised (incl cy 5 ves/ None iot Related Not Related
PROGRESSION 16MRYZ0 sts and pclyps)/ SEVERE

Jeoplasm malignant/

LUNG-CANCER-PROGRESSION

OF UNDERLYING DISEASE)

(PREVIOUSLY:

PROGRESS

MedDRE Version 14.0.

156



Tl A ST

2.7.4 FREREOZZ &M

# 2748323 RTICE--BHEEZR—E (NETU-10-29) (#&ZE)

Actual treatment: Netu/Paloc FDC

Relaticnship to

Cause of Start/ System organ class/ Cycle Serious/ Action taken? Study drug Additional
death Stop date Preferred term/ Intensity study drug
of TEAE Reported term
Patient: male, TI years, first treated lSMZ-‘sR:O.
OEAPRZ0 PNEUMOTHORAX O4I—;PR20.’ Respiratory, thoracic and mediastinal disorders/ 1 Yes/ (Prolonged) Not Related Not Related
O6RPR20 Pneumothorax/ SEVERE Hospitalizaticen /
PNEUMOTHORAX Specific
Therapy/Medication
PatientF female, 7' years, first treatsd "4APR2|3.
18JU0LZ0 WEARKNESS 1EJULZOJ General disorders and administration site conditions 4 Yes/ Study drug Not Related Not Related
18JUL20 / SEVERE discontinued /
Asthenia/ (Prolonged)
WEAKNESS Hospitalization /
Specific
Therapy/Medication
16JULZO Metabolism and nutrition disorders/ 4 Yes/ Study drug Not Related Not Related
_LE:J"ULZIZII Electrolyte imbalance/ SEVERE discontinued /

ELECTROLYTE IMBALANCE

(Prolonged)
Hospitalizaticn
Specific
Therapy/Medication

MedDRE Version 14.0.
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Actual treatment: Netu/Palo FDC

2.74 BRIREYZ 2

52748323 BRTICE--HEEZ—E (NETU-10-29) (=)

Dates of Causes of
death death

Relationship to

Study drug Additional
study drug

Rction taken?

Patisntg femals, 7'
183JUL20 WEAKNESS

Patient:
0J2APR20

System organ class/ Cycle Serious/
Stop date Preferred term/ Intensity
Reported term
years, first treate :é-APR:El.
Cardiac disorders/ 4 Yes/
Cardiac arrest/ SEVERE
CARDIAC ARREST
ars, first treated 13MZ-'.RSD.
2 Metabolism and nutrition disorders/ 1 ves/
Acidosis/ SEVERE
ACIDOSIS
disorders/ 1 Yes/
ardicpulmeonary failures/ SEVERE

CARDIOPULMONARY FAILURE

Study drug Not Related Not Related
discontinued /

(Prolonged)

Hospitalization /

Specific

Therapy/Medication

(Prolonged) Not Related Not Related

Hospitalization
(Prolonged) Not Related Not Related
Hospitalization /

Specific

Therapy/Medication
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%274832-3 RTICE-=HEEZR—E (NETU-10-29) (&)

Actual treatment: Netu/Palo FDC

Cause of Start/ System organ class/ Cycle Serious/ ZAction taken?
death Stop date Preferred tsrm/ Intensity

Reported term

Relaticnship to

Study drug Additional
study drug

treated Z8NOVZ C).

Patisntg
Z28DEC20 PNEUMONIA

Infections and infestati 2 Yes/ specific
Pneumonia/ SEVERE Therapy/Medication
PNEUMONIA
Patient: female, 5' years, first treatsd 29NOV20.
21MRRZ0 LUNG EMBOLISM 21MAR20 Respiratory, thoracic and mediastinal disorders/ & Yes/ None
21IMARZO Pulmonary embolism/ SEVERE
LUNG EMBOLISM
Patient: male, 6' years, first treated CJSJANZ'J.
15FEBZ0 PELMONARY EMBOLISM 1SFERZOE Respi 7/, thoracic and mediastinal disorders/ 3 (Prolonged)
15FEBZ0 ulmonary embolism/ SEVERE Hospitalizaticn /
PULMCNARY EMBCLISM Specific

Therapy/Medication

first treated GEE’EB:O.

Patient: - femals,

Necplasms benign, malignant and unspecified (incl cy 1 Yes/ (Prolonged)
O9MARZD sts and polyps)/ SEVERE Hospitalization /
Necplasm progression/ Specific
ENDOMETRIAL CANCER PRCGRESSION Therapy/Medication

Not Related Not Related

Not Related Unlikely

Not Related Not Related

Not Related Not Related
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$%274832-3 HTEITE--HEEER—

Actual treatment: Aprepitant/Palo

2.7.4 BRREZE M

(NETU-10-29) (#&Z)

Relationship to

Date of Start/ System organ class/ Cycle Serious/ Action taken? Study drug Additicnal
death Stop date Preferred term/ Intensity study drug
of TEAE Reported term
Patient: - male, EI years, figr treatad J_EJANZC'.
24JUNZOM' Renal and urinary disorders/ 6 Yes/ (Prolonged) Not Related Not Related
DSJULZEj.t Renal failurs/ MODERATE Hospitalization /
RENAL INSUFFICIENCY Specific
herapy/Medication
OZJULZOM Nervous system disordsrs/ 6 Yes/ (Prolonged) Not Related Not Related
05JUL20 Convulsion/ SEVERE Hospitalization /
CEREBRAL SEIZURES Specific

Therapy/Medication

MedDRA Version 14.0.

%5 5.3.5.1.8 TH NETU-10-29 CSR Listing 16.2.7.8
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(21) ¥ES+ NEPA-17-05 #5%
{5+ NEPA-17-05 3R Ci3, TR 238D R0 o7z,
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(22) [EN 10052020 F5x
#&274832-4 BRTICE--HEFSEL—E (10052020)

£t 97t 5] Bh5& PERI A HEREZ AEHERREGHA Rl K B AR Grade HE/ HR)
F5 (PT %) ¥50HHA [H] FEE
300 mg B - 300mg/H Bk 7. Jiti g 13 1 BAfR7Z2 L 5 HE T

FRNTRIREER] : IRBREEE 5.4

54 : MedDRA/]  version 17.1

HEEGRB AT, E5HBAEZ1AEE L TER
%5 5.3.5.1.4 IH 10052020 CSR # 12.3.1.1-1
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2.7.4 FRIREY

20j-06-22

with furosemide)

#£274841-1 EELGHESER—E (10057030)
Adverse Date of Onset If "Unlikely
Events Onset(Days)*1 Related' or
Preferred Date of Outcome  Grade at 'Not Related', Action Is this
Term Duration(Days)*2 Onset Relationship specify the cause Taken a Serious
Patient Age MedDRA Date of Maximum Maximum to Study of the adverse with Study Adverse
Group  Number Gender (ver.23.0) Part Course Grade Grade  Medication event Intervention Medication Outcome Event?
Pro-NETU - 4I Febrile Repeated-Dose 1 20.-04-28 3 Not Related ~ Antitumor Drug Yes None  Recovered/resolved Yes
M  neutropenia 13 3 Administration
20J-05-02
4
20j-04-28
- 70 Anaphylactic Single-Dose 20.-04-16 4 Not Related ~ Antitumor Drug Yes None  Recovered/resolved Yes
F  reaction 1 4 Administration
20j-04-17
1
20j-04-16
- 6. Angina pectoris Repeated-Dose 3 20.-07-17 2 Not Related Medical condition(s) Yes None  Recovering/resolvin Yes
M 15 3 unrelated to study g
20jf07-24 indication
7
200723
- 70 Blood creatinine Single-Dose 20.-05-21 1 Not Related ~ Antitumor Drug No None  Recovered/resolved Yes
M increased 8 1 Administration
20jj-06-01
11
20j-05-21
Sepsis Single-Dose 20j-05-29 3 Not Related Other(catheter-related Yes None  Recovered/resolved Yes
16 3 blood stream
20j-06-18 infection)
20
20]J-05-29
- 7I Atrial fibrillation Single-Dose 20.-06-22 2 Unlikely Disease under study, Yes None  Recovered/resolved Yes
M 4 2 Related Antitumor Drug
20J-06-24 Administration,
2 Other(Dehydration
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2.7.4 ERERZ A

#£274841-1 BEGHEEZR—H (10057030) (#i=)
Adverse Date of Onset If 'Unlikely
Events Onset(Days)*1 Related' or
Preferred Date of Outcome Grade at 'Not Related', Action Is this
Term Duration(Days)*2 Onset  Relationship specify the cause Taken a Serious
Patient Age MedDRA Date of Maximum  Maximum to Study of the adverse with Study Adverse
Group Number Gender (ver.23.0) Part Course Grade Grade  Medication event Intervention Medication Outcome Event?
6' Febrile Single-Dose 20.-07-02 3 Not Related ~ Antitumor Drug Yes None  Recovered/resolved Yes
M neutropenia 13 3 Administration
20j-07-08
6
20j-07-02
- 6] Febrile Single-Dose 20jj-07-08 3 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
F  neutropenia 18 3 Administration
20j-07-14
6
20j-07-08
- 70 Neutrophil count  Single-Dose 20j-07-09 4 Not Related Antitumor Drug Yes None  Recovered/resolved Yes
F  decreased 15 4 Administration
20j-07-17
8
20j-07-09
- sl Infection Repeated-Dose 2 20j-08-16 2 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
M 11 3 Administration
20]-08-28
12
20JJ-08-19
- 6] Neutrophil count ~ Single-Dose 20j-07-10 4 Not Related ~ Antitumor Drug Yes None  Recovered/resolved Yes
M  decreased 15 4 Administration
20j-07-18
8
20j-07-10
- SI Hyperkalaemia Single-Dose 20.-07-15 1 Not Related Antitumor Drug Yes None  Recovered/resolved Yes
F 12 3 Administration
20j-07-22
7
20j-07-16
- 4] Haemoptysis Single-Dose 20J-07-06 4 Not Related  Disease under Yes None  Recovering/resolvingYes
M 2 4 study
20j-07-25
19
20jj-07-06
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2.7.4 ERERZ A

#£274841-1 BEGHEEZR—H (10057030) (#i=)
Adverse Date of Onset If 'Unlikely
Events Onset(Days)*1 Related' or
Preferred Date of Outcome Grade at 'Not Related', Action Is this
Term Duration(Days)*2 Onset  Relationship specify the cause Taken a Serious
Patient Age MedDRA Date of Maximum  Maximum to Study of the adverse with Study Adverse
Group Number Gender (ver.23.0) Part Course Grade Grade  Medication event Intervention Medication Outcome Event?
6' Neutrophil count  Single-Dose 20.-07-24 4 Not Related ~ Antitumor Drug Yes None  Recovered/resolved Yes
M  decreased 15 4 Administration
20j-07-29
5
20j-07-24
- 6] Febrile Single-Dose 20j-07-31 3 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
M neutropenia 15 3 Administration
20J-08-05
5
20j-07-31
- 7I Sepsis Repeated-Dose 1 20.-08-21 3 Not Related Antitumor Drug Yes None  Recovering/resolvingYes
M 14 3 Administration
20J-08-27
6
20J-08-21
- 6] C-reactive protein  Single-Dose 20jos-01 2 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
M  increased 14 3 Administration
20]-08-06
5
20J-08-02
- 70 White blood cell ~ Single-Dose 20J-08-13 4 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
F  count decreased 15 4 Administration
20J-08-19
6
20j-08-13
- 6. Decreased Single-Dose 20.-08-03 1 Unlikely  Antitumor Drug Yes None  Recovered/resolved Yes
F  appetite 2 3 Related Administration
20J-08-13
10
20J-08-08
- 7] Febrile Single-Dose 20J-08-20 3 Not Related ~ Antitumor Drug Yes None  Recovered/resolved Yes
M neutropenia 15 3 Administration
20-08-27
7
20[J-08-20
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#£274841-1 BEGHEEZR—H (10057030) (#i=)
Adverse Date of Onset If 'Unlikely
Events Onset(Days)*1 Related' or
Preferred Date of Outcome Grade at 'Not Related', Action Is this
Term Duration(Days)*2 Onset  Relationship specify the cause Taken a Serious
Patient Age MedDRA Date of Maximum  Maximum to Study of the adverse with Study Adverse
Group Number Gender (ver.23.0) Part Course Grade Grade  Medication event Intervention Medication Outcome Event?
6' Febrile Single-Dose 20.-08-26 3 Not Related ~ Antitumor Drug Yes None  Recovered/resolved Yes
M neutropenia 13 3 Administration
20[-09-03
8
20]-08-26
- 6] Febrile Single-Dose 20[-09-10 3 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
M neutropenia 15 3 Administration
20j-09-12
2
20[-09-10
- 6] Cerebral Single-Dose 20j-09-13 4 Unlikely  Other(Accidental Yes None  Recovering/resolvingYes
M  infarction 17 4 Related event)
20JJ-09-17
4
20j-09-13
- 6. Dehydration Single-Dose 20.-09-01 3 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
M 5 3 Administration
20J-09-04
3
20Jf-09-01
- 7] Hyponatraemia Single-Dose 20J-09-10 4 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
M 8 4 Administration
20[-09-13
3
20J-09-10
- 6] Febrile Repeated-Dose 1 20J-10-16 3 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
F  neutropenia 15 3 Administration
20f-10-21
5
20j-10-16
Device related Repeated-Dose 1 20.-10-18 3 Not Related Antitumor Drug Yes None  Recovered/resolved Yes
infection 17 3 Administration
20J-10-23
5
20[-10-18
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#£274841-1 BEGHEEZR—H (10057030) (#i=)
Adverse Date of Onset If 'Unlikely
Events Onset(Days)*1 Related' or
Preferred Date of Outcome Grade at 'Not Related', Action Is this
Term Duration(Days)*2 Onset  Relationship specify the cause Taken a Serious
Patient Age MedDRA Date of Maximum  Maximum to Study of the adverse with Study Adverse
Group Number Gender (ver.23.0) Part Course Grade Grade  Medication event Intervention Medication Outcome Event?
SI Neutrophil count  Single-Dose 20.-09-24 4 Not Related ~ Antitumor Drug Yes None  Recovered/resolved Yes
F  decreased 14 4 Administration
20[-09-29
5
20j-09-24
- 6] Febrile Single-Dose 20[JJ-09-22 4 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
M neutropenia 13 4 Administration
20J-10-02
10
200922
- 6. Hyperkalaemia  Repeated-Dose 3 20.-12-24 3 Not Related Antitumor Drug Yes None  Recovering/resolvingYes
M 15 3 Administration
20j-01-06
13
20J-12-24
- 6] Febrile Single-Dose 20[-10-09 3 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
M  neutropenia 15 3 Administration
20J-10-28
19
20j-10-09
- 7I Acute kidney Single-Dose 20.-10-02 2 Unlikely  Antitumor Drug Yes None  Recovering/resolvingYes
M  injury 8 2 Related Administration
20j-10-17
15
20j-10-02
- 7I Hyponatraemia Single-Dose 20.-09-30 3 Not Related  Disease under Yes None  Recovering/resolvingYes
M 5 4 study, Antitumor
20j-10-07 Drug
7 Administration
20j-10-03
- 6] Pneumonia Repeated-Dose 2 20 12-13 2 Not Related Antitumor Drug Yes None  Recovering/resolvingYes
M 18 2 Administration
20 -12-23
10
20[-12-13
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#£274841-1 BEGHEEZR—H (10057030) (#i=)
Adverse Date of Onset If 'Unlikely
Events Onset(Days)*1 Related' or
Preferred Date of Outcome Grade at 'Not Related', Action Is this
Term Duration(Days)*2 Onset  Relationship specify the cause Taken a Serious
Patient Age MedDRA Date of Maximum  Maximum to Study of the adverse with Study Adverse
Group Number Gender (ver.23.0) Part Course Grade Grade  Medication event Intervention Medication Outcome Event?
6' Febrile Single-Dose 20.-10-21 4 Not Related ~ Antitumor Drug Yes None  Recovered/resolved Yes
M  neutropenia 14 4 Administration
20j-11-01
11
20j-10-21
Neutrophil count Repeated-Dose 1 20-11-19 3 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
decreased 15 4 Administration
20J-12-02
13
201121
- 70 Hyponatraemia Single-Dose 201023 4 Unlikely  Antitumor Drug Yes None  Recovered/resolved Yes
F 8 4 Related Administration
20j-11-07
15
20[-10-23
- sl Neutrophil count  Single-Dose 20[-11-05 4 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
M  decreased 13 4 Administration
20-11-11
6
20j-11-05
- 6] Neutrophil count ~ Single-Dose 20j-11-07 4 Not Related ~ Antitumor Drug Yes None  Recovered/resolved Yes
F  decreased 15 4 Administration
20-11-18
11
20j-11-07
- 4. Urinary tract Single-Dose 20.-11-27 3 Not Related Antitumor Drug Yes None  Recovered/resolved Yes
F  infection 10 3 Administration
20]-12-02
5
201127
- 70 Pneumonia Single-Dose 20j-12-12 2 Not Related Other(Accidental) Yes None  Recovering/resolvingYes
M 10 3
20[-12-27
15
20[-12-13
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#£274841-1 BEGHEEZR—H (10057030) (#i=)
Adverse Date of Onset If 'Unlikely
Events Onset(Days)*1 Related' or
Preferred Date of Outcome Grade at 'Not Related', Action Is this
Term Duration(Days)*2 Onset  Relationship specify the cause Taken a Serious
Patient Age MedDRA Date of Maximum  Maximum to Study of the adverse with Study Adverse
Group Number Gender (ver.23.0) Part Course Grade Grade  Medication event Intervention Medication Outcome Event?
7I Acute myocardial ~ Single-Dose 20.-12-13 4 Not Related Other(Accidental Yes None  Recovered/resolved Yes
M  infarction 11 4 event)
20j-12-24
11
20 12-13
- 6l Bone marrow Single-Dose 20-12-13 4 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
M  failure 11 4 Administration,
20.- 12-23 Other(radiation)
10
20[-12-13
- 7l Decreased Single-Dose 20f-12-18 2 Not Related Antitumor Drug Yes None  Recovering/resolvingYes
M  appetite 6 3 Administration
20j-12-27
9
20[-12-20
- 6] Febrile Single-Dose 201229 3 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
M  neutropenia 13 3 Administration
20j-01-06
8
20j-12-29
- 70 Febrile Single-Dose 20j-01-07 2 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
M  neutropenia 15 2 Administration
20j-01-22
15
20j-01-07
- 7I Neutrophil count  Single-Dose 20.-01-17 3 Not Related Antitumor Drug Yes None  Recovered/resolved Yes
M  decreased 11 4 Administration
20j-01-24
7
20j-01-21
- 7] Pneumothorax Single-Dose 20j-01-21 2 Not Related  Disease under Yes None  Recovered/resolved Yes
M 6 3 study
20J-02-03
13
20jf-01-29

170



7 a k) A S EERE

2.7.4 ERERZ A

#£274841-1 BEGHEEZR—H (10057030) (#i=)
Adverse Date of Onset If 'Unlikely
Events Onset(Days)*1 Related' or
Preferred Date of Outcome Grade at 'Not Related', Action Is this
Term Duration(Days)*2 Onset  Relationship specify the cause Taken a Serious
Patient Age MedDRA Date of Maximum  Maximum to Study of the adverse with Study Adverse
Group Number Gender (ver.23.0) Part Course Grade Grade  Medication event Intervention Medication Outcome Event?
6' Enterocolitis Single-Dose 20.-01-31 1 Not Related ~ Other(Febrile Yes None  Recovered/resolved Yes
M 10 2 neutropenia,
20j-02-12 Antibacterial
12 drugs)
20j-02-01
- 70 Nausea Single-Dose 20jj-01-25 1 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
M 2 3 Administration
20J-02-03
9
20j-01-28
- 70 Febrile Single-Dose 20j-02-17 3 Not Related Antitumor Drug Yes None  Recovered/resolved Yes
M  neutropenia 13 3 Administration
20j-02-25
8
20j-02-17
- 7 Pyrexia Single-Dose 20j-02-15 1 Not Related  Disease under Yes None  Recovering/resolvingYes
M 10 2 study
20J-03-05
19
20j-02-18
Pneumothorax Single-Dose 20J-02-20 3 Not Related ~ Disease under Yes None  Recovered/resolved Yes
15 3 study
20Jf-02-29
9
20J-02-20
- 6. Neutrophil count  Single-Dose 20.-02-26 3 Not Related Antitumor Drug Yes None  Recovered/resolved Yes
M  decreased 15 3 Administration
20J-03-09
12
20J-02-26
- 7] Febrile Single-Dose 20J-03-03 3 Not Related ~ Antitumor Drug Yes None  Recovered/resolved Yes
M neutropenia 15 3 Administration
20J-03-09
6
20]-03-03
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#£274841-1 BEGHEEZR—H (10057030) (#i=)
Adverse Date of Onset If 'Unlikely
Events Onset(Days)*1 Related' or
Preferred Date of Outcome Grade at 'Not Related', Action Is this
Term Duration(Days)*2 Onset  Relationship specify the cause Taken a Serious
Patient Age MedDRA Date of Maximum  Maximum to Study of the adverse with Study Adverse
Group Number Gender (ver.23.0) Part Course Grade Grade  Medication event Intervention Medication Outcome Event?
6' Febrile Single-Dose 20.-03-12 3 Not Related ~ Antitumor Drug Yes None  Recovered/resolved Yes
M neutropenia 14 3 Administration
20J-03-24
12
20j-03-12
- ol Pericarditis Single-Dose 20]-03-17 2 Not Related  Other(radiation) Yes None  Recovered/resolved Yes
M 16 2
20J-03-25
8
20.-03-17
Fosaprepitant - 7I Pneumothorax Single-Dose 20pR-03-09 4 Not Related Medical Yes None  Recovered/resolved Yes
M 11 4 condition(s)
20J-04-04 unrelated to study
26 indication
20J-03-09
Pneumonitis Single-Dose 20.-03-09 3 Unlikely  Antitumor Drug Yes None  Recovered/resolved Yes
11 3 Related Administration
20f-10-30
235
20J-03-09
- 50 Chronic sinusitis  Single-Dose 20j-03-08 3 Not Related Medical Yes None  Recovering/resolvingYes
M 9 3 condition(s)
20j-03-15 unrelated to study
7 indication
20J-03-08
- 6l Neutrophil count  Single-Dose 20[-03-17 4 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
M  decreased 12 4 Administration
20J-03-26
9
20J-03-17
- 6l Neutrophil count  Single-Dose 20j-04-02 4 Not Related ~Antitumor Drug Yes None  Recovered/resolved Yes
F  decreased 15 4 Administration
20J-04-09
7
20jJ-04-02
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#£274841-1 BEGHEEZR—H (10057030) (#i=)
Adverse Date of Onset If 'Unlikely
Events Onset(Days)*1 Related' or
Preferred Date of Outcome Grade at 'Not Related', Action Is this
Term Duration(Days)*2 Onset  Relationship specify the cause Taken a Serious
Patient Age MedDRA Date of Maximum  Maximum to Study of the adverse with Study Adverse
Group Number Gender (ver.23.0) Part Course Grade Grade  Medication event Intervention Medication Outcome Event?
7I Febrile Single-Dose 20.-04-03 3 Not Related ~ Antitumor Drug Yes None  Recovered/resolved Yes
M neutropenia 15 3 Administration
20jf-04-11
8
20j-04-03
- 6] Febrile Repeated-Dose 1 20[-05-01 3 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
F  neutropenia 14 3 Administration
20J-05-08
7
20J-05-01
- 6] Febrile Repeated-Dose 1 20j-05-16 3 Not Related Antitumor Drug Yes None  Recovered/resolved Yes
M  neutropenia 10 3 Administration
20JJ-05-20
4
20j-05-16
- 6] Febrile Single-Dose 20j-05-27 3 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
M  neutropenia 14 3 Administration
20j-06-07
11
20JJ-05-27
- 6] Dyspnoea Single-Dose 20J-05-28 3 Not Related  Disease under Yes None  Recovered/resolved Yes
M 12 3 study
20j-06-10
13
20J-05-28
- 6] Colitis ischaemic ~ Single-Dose 20J-05-24 2 Possibly Yes None  Recovered/resolved Yes
F 5 3 Related
20j-06-11
18
20J-05-25
- 6] Decreased Single-Dose 20J-06-06 1 Not Related ~ Antitumor Drug Yes None  Recovered/resolved Yes
M  appetite 3 2 Administration
20J-06-14
8
20jf-06-07
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#£274841-1 BEGHEEZR—H (10057030) (#i=)
Adverse Date of Onset If 'Unlikely
Events Onset(Days)*1 Related' or
Preferred Date of Outcome Grade at 'Not Related', Action Is this
Term Duration(Days)*2 Onset  Relationship specify the cause Taken a Serious
Patient Age MedDRA Date of Maximum  Maximum to Study of the adverse with Study Adverse
Group Number Gender (ver.23.0) Part Course Grade Grade  Medication event Intervention Medication Outcome Event?
7I Febrile Single-Dose 20.-06-28 3 Not Related ~ Antitumor Drug Yes None  Recovered/resolved Yes
F  neutropenia 11 3 Administration
20j-07-11
13
20J-06-28
Sepsis Single-Dose 20]-06-28 4 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
11 4 Administration
20jf-07-11
13
20j-06-28
- 70 Febrile Single-Dose 20j-07-03 3 Not Related Antitumor Drug Yes None  Recovered/resolved Yes
M  neutropenia 15 3 Administration
20j-07-10
7
20j-07-03
- 70 Bronchitis Repeated-Dose 1 20j-08-04 3 Not Related Medical Yes None  Recovered/resolved Yes
F 19 3 condition(s)
20J-08-08 unrelated to study
4 indication
20J-08-04
- 70 Platelet count Single-Dose 20j-07-02 3 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
F  decreased 5 4 Administration
20j-07-12
10
20j-07-04
- 6] Platelet count Single-Dose 20j-07-16 3 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
M decreased 9 4 Administration,
20j-08-05 Other(Radiation
20 therapy)
20j-07-17
Febrile Single-Dose 20j-07-18 3 Not Related Antitumor Drug Yes None  Recovered/resolved Yes
neutropenia 11 3 Administration,
20j-07-31 Other(Radiation
13 therapy)
20j-07-18
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£27484.1-1 EFELATEZR—E (10057030) (#HEE)
Adverse Date of Onset If 'Unlikely
Events Onset(Days)*1 Related' or
Preferred Date of Outcome Grade at 'Not Related', Action Is this
Term Duration(Days)*2 Onset  Relationship specify the cause Taken a Serious
Patient Age MedDRA Date of Maximum  Maximum to Study of the adverse with Study Adverse
Group Number Gender (ver.23.0) Part Course Grade Grade  Medication event Intervention Medication Outcome Event?
6' Blood creatinine  Single-Dose 20.-07-24 2 Not Related  Concomitant or Yes None  Recovering/resolvingYes
M  increased 8 2 previous
20.-08-06 medication,
13 Antitumor Drug
20j-07-24 Administration,
Other(loss of
appetite)
- 6] Febrile Single-Dose 20j-08-05 3 Not Related ~ Antitumor Drug Yes None  Recovered/resolved Yes
F  neutropenia 15 3 Administration
20J-08-14
9
20J-08-05
- 6. Hyponatraemia Single-Dose 20.-07-29 3 Unlikely  Antitumor Drug Yes None  Recovered/resolved Yes
M 7 4 Related Administration
20-08-08
10
20j-07-30
- 6l Vomiting Single-Dose 20j-07-29 1 Not Related Antitumor Drug Yes None  Recovered/resolved Yes
F 6 2 Administration
20j-08-07
9
20jf-07-30
Neutrophil count  Single-Dose 20.-08-05 3 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
decreased 13 4 Administration
20J-08-09
4
20J-08-07
- 6l Angina pectoris Single-Dose 20J-08-26 3 Unlikely  Antitumor Drug Yes None  Recovered/resolved Yes
M 13 3 Related Administration,
20[-09-09 Other(organic
14 cause)
20j-08-26

175



7 a k) A S EERE

2.7.4 ERERZ A

#£274841-1 BEGHEEZR—H (10057030) (#i=)
Adverse Date of Onset If 'Unlikely
Events Onset(Days)*1 Related' or
Preferred Date of Outcome Grade at 'Not Related', Action Is this
Term Duration(Days)*2 Onset  Relationship specify the cause Taken a Serious
Patient Age MedDRA Date of Maximum  Maximum to Study of the adverse with Study Adverse
Group Number Gender (ver.23.0) Part Course Grade Grade  Medication event Intervention Medication Outcome Event?
4I Loss of Repeated-Dose 1 20.-09-24 3 Unlikely Other(Syncope No None  Recovered/resolved Yes
F  consciousness 6 3 Related vasovagal)
20J-09-24
0
20j-09-24
- 6l Decreased Single-Dose 20[J-09-06 2 Not Related  Antitumor Drug Yes None  Recovering/resolvingYes
M  appetite 3 3 Administration
20[-10-23
47
20[-09-09
Acute kidney Single-Dose 20j-09-10 3 Not Related Antitumor Drug Yes None  Recovering/resolvingYes
injury 7 3 Administration
20j-09-18
8
20Jf-09-10
Hepatic function  Single-Dose 20.-09-10 3 Not Related  Antitumor Drug No None  Recovering/resolvingYes
abnormal 7 3 Administration
20J-09-18
8
20JJ-09-10
- 70 Febrile Single-Dose 20J-09-21 3 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
M  neutropenia 13 3 Administration,
20[-09-26 Other(Radiation
5 therapy)
20J-09-21 Y
- 6. Lymph gland Single-Dose 20.-09-17 3 Not Related Antitumor Drug Yes None  Recovered/resolved Yes
M infection 7 3 Administration,
20.- 10-03 Other(radiation)
16
20[-09-17
- 4] Febrile Repeated-Dose 2 20j-12-12 3 Not Related ~ Antitumor Drug Yes None  Recovered/resolved Yes
M neutropenia 16 3 Administration
20J-12-20
8
20[-12-12
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#£274841-1 BEGHEEZR—H (10057030) (#i=)
Adverse Date of Onset If 'Unlikely
Events Onset(Days)*1 Related' or
Preferred Date of Outcome Grade at 'Not Related', Action Is this
Term Duration(Days)*2 Onset  Relationship specify the cause Taken a Serious
Patient Age MedDRA Date of Maximum  Maximum to Study of the adverse with Study Adverse
Group Number Gender (ver.23.0) Part Course Grade Grade  Medication event Intervention Medication Outcome Event?
6' Nausea Single-Dose 20.-10-17 1 Not Related ~ Disease under No None  Recovered/resolved Yes
M 2 3 study, Antitumor
20 10-25 Drug
8 Administration
20f-10-20
- 6l Duodenal ulcer Single-Dose 20[-10-30 3 Unlikely DEX Yes None  Recovered/resolved Yes
M 10 3 Related Administration,
20J-12-02 Antitumor Drug
33 Administration
20f-10-30
- 70 Erythema Single-Dose 20-11-17 3 Possibly Yes None  Recovered/resolved Yes
M multiforme 21 3 Related
20 12-08
21
20-11-17
- 6l Hepatic function  Single-Dose 20f-11-12 4 Not Related Other(Peribiliary Yes None  Recovering/resolvingYes
M  abnormal 15 4 cyst)
20]-12-04
22
20j-11-12
- 7I Toxic skin Single-Dose 20.-11—15 3 Not Related ~ Other(Due to Yes None  Recovering/resolvingYes
M  eruption 10 3 infection or
20f-11-21 Levofloxacin)
6
20-11-15
- 70 Febrile Single-Dose 20f-11-23 2 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
M neutropenia 11 3 Administration
20]-12-02
9
201125
- 70 Gastric ulcer Single-Dose 20 11-28 2 Not Related DEX Yes None  Recovering/resolvingYes
M 15 2 Administration,
20j-12-12 Antitumor Drug
14 Administration
20[-11-28
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#£274841-1 BEGHEEZR—H (10057030) (#i=)
Adverse Date of Onset If 'Unlikely
Events Onset(Days)*1 Related' or
Preferred Date of Outcome Grade at 'Not Related', Action Is this
Term Duration(Days)*2 Onset  Relationship specify the cause Taken a Serious
Patient Age MedDRA Date of Maximum  Maximum to Study of the adverse with Study Adverse
Group Number Gender (ver.23.0) Part Course Grade Grade  Medication event Intervention Medication Outcome Event?
6' Pleural infection  Single-Dose 20.-12-24 3 Not Related  Other(Bronchial Yes None  Recovered/resolved Yes
F 15 3 infection)
20j-01-09
16
20j-12-24
- 70 Febrile Single-Dose 20[-12-24 3 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
M neutropenia 15 3 Administration
20J-12-31
7
20j-12-24
- 6] Febrile Single-Dose 20j-01-20 3 Not Related Antitumor Drug Yes None  Recovered/resolved Yes
M  neutropenia 14 3 Administration
20jf-01-27
7
20J-01-20
- 6l Pneumonia Single-Dose 20j-01-27 3 Not Related  Antitumor Drug Yes None  Recovering/resolvingYes
M 8 3 Administration
20J-02-06
10
20j-01-27
- 7] Decreased Single-Dose 20j-01-22 2 Not Related  Antitumor Drug Yes None  Recovered/resolved Yes
M  appetite 2 3 Administration
20j-02-06
15
20j-01-26
- 6. Neutrophil count  Single-Dose 20.-02-06 2 Not Related Antitumor Drug No None  Recovered/resolved Yes
M  decreased 11 4 Administration
20J-02-25
19
20jf-02-10
- 5] Pneumothorax Single-Dose 20J-02-05 2 Not Related Other(ope) Yes None  Recovered/resolved Yes
M 8 2
20J-02-18
13
20[J-02-05
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#£274841-1 BEGHEEZR—H (10057030) (#i=)
Adverse Date of Onset If 'Unlikely
Events Onset(Days)*1 Related' or
Preferred Date of Outcome Grade at 'Not Related', Action Is this
Term Duration(Days)*2 Onset  Relationship specify the cause Taken a Serious
Patient Age MedDRA Date of Maximum  Maximum to Study of the adverse with Study Adverse
Group Number Gender (ver.23.0) Part Course Grade Grade  Medication event Intervention Medication Outcome Event?
7I Febrile Single-Dose 20.-02-17 3 Not Related ~ Antitumor Drug Yes None  Recovered/resolved Yes
M neutropenia 14 3 Administration
20j-02-28
11
20j-02-17
- 6] Interstitial lung Single-Dose 20[-02-16 4 Not Related  Antitumor Drug Yes None  Recovering/resolvingYes
M  disease 4 4 Administration
20J-03-09
22
20j-02-16
Neutrophil count  Single-Dose 20j-02-25 4 Not Related Antitumor Drug Yes None  Recovered/resolved Yes
decreased 13 4 Administration
20J-03-02
6
20]JJ-02-25

Analysis Set:As-Treated Population

*1 : Onset(Days) : Onset Date - Start Date of Administration + 1
*2 : Duration(Days) : Outcome Date - Onset Date

%5374 REBES : 10057030 BEF— ¥ —EHR 16.2.7
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N 10057040 X5k

#274841-2 EELHEEEZR—E (10057040)

Date of Onset If 'Unlikely

Adverse Onset(Days)*1 Related' or
Events  Timing of Onset*2 Relationship Relationship 'Not Related' for
Preferred  Date of Outcome  Grade to to Fosaprepitant and

Term Duration(Days)*3 at Onset Fosaprepitant Pro-NETU Pro-NETU,

Patient Age  MedDRA Date of Maximum Maximum (Active or (Active or specify the cause of

Action

Taken Is this
with a Serious
Study Adverse

Group Number Gender (ver.23.0) Grade Grade Placebo) Placebo) the adverse event  Intervention Medication Outcome Event?
Pro-NETU - SI Nausea 20.-06-24 3 Not Related Not Related ~ Antitumor Drug Yes None Recovered Yes
F 1 3 Administration /resolved
4
20J§-07-03
9
20-06-24
- 3  Urticaria 20j-06-28 3 Possibly Possibly Yes None Recovered Yes
F 2 3 Related Related /resolved
20J-07-04
6
20jJ-06-28

Analysis Set:As-Treated Population

*1 : Onset(Days) : Onset Date - Start Date of Administration + 1
*2:

1:During Fosaprepitant (Active or Placebo) administration
2:During Pro-NETU (Active or Placebo) administration
3:Within an hour after starting administration of AC/EC

4:After an hour from starting administration of AC/EC

*3 : Duration(Days) : Outcome Date - Onset Date

% 5.3.7.5H HAERF S 0 10057040 HET —F —EE 16.2.7

180



7 a k) A S EERE

(3) [EWN 10057020 5

2.7.4 FEIRHY

#274841-3 EELHEEEZR—E (10057020)

Date of Onset

If "Not Related",

If Outcome is

Onset(Days)*1 "Unlikely "Not recovered Do you
Date of Outcome Grade/Severity Related", / not resolved",  consider this
Adverse Events Duration(Days)*2  at Onset specify the cause Action Taken specify reason a Serious
Patient Age Preferred Term Date of Maximum  Maximum of the adverse Treatment with Study for discontinuing Adverse
Group Number Gender MedDRA(ver.20.1)  Grade Grade/Severity  Relationship event Intervention Medication Outcome AE follow-up Event?
Pro-NETU - 7I Decreased appetite 20./01/08 Grade 1 Not Related ~ Antitumor Drug  Yes Dose not Recovered/ Yes
81 mg M 3 Grade 3 Administration changed resolved
20j01/31
23
mlmm
-_7l Dehydration 20p/03/09 Grade 2 Unlikely Antitumor Drug  Yes Dose not Recovered/ Yes
M 8 Grade 2 Related Administration changed resolved
20ff03/16
7
20'03/09
-_7I Neutropenic infection 20jg/10/05 Grade 2 Not Related  Antitumor Drug  Yes Dose not Recovering Yes
M 15 Grade 3 Administration changed /resolving
201012
7
me%
-_6l Febrile neutropenia ~ 20j/04/25 Grade 3 Not Related  Antitumor Drug ~ Yes Dose not Recovered/ Yes
M 14 Grade 3 Administration changed resolved
20jJ/05/04
9
20./04/25
-_6l Febrile neutropenia  20j/02/14 Grade 3 Not Related ~ Antitumor Drug  Yes Dose not Recovered/ Yes
F 15 Grade 3 Administration changed resolved
20j02/21
7
20j02/14
-_7l Neutrophil count 20./06/07 Grade 4 Not Related ~ Antitumor Drug ~ Yes Dose not Recovered/ Yes
M decreased 15 Grade 4 Administration changed resolved
20jJ§/06/20
13
20j06/07
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% 2748413 EELHEEEZR—E (10057020) (=)

Date of Onset If "Not Related", If Outcome is
Onset(Days)*1 "Unlikely "Not recovered Do you
Date of Outcome Grade/Severity Related", / not resolved",  consider this
Adverse Events Duration(Days)*2  at Onset specify the cause Action Taken specify reason a Serious
Patient Age Preferred Term Date of Maximum  Maximum of the adverse Treatment with Study for discontinuing Adverse
Group Number Gender MedDRA(ver.20.1)  Grade Grade/Severity  Relationship event Intervention Medication Outcome AE follow-up Event?
Pro-NETU - SI Febrile neutropenia 20./09/ 14 Grade 4 Not Related ~ Antitumor Drug  Yes Dose not Recovered/ Yes
81 mg M 15 Grade 4 Administration changed resolved
20j§/09/20
6
mlwm
-_7I Neutrophil count 201/05/02 Grade 4 Not Related ~ Antitumor Drug ~ Yes Dose not Recovered/ Yes
M decreased 15 Grade 4 Administration changed resolved
20j05/15
13
20[05/02
-_6I Neutropenia 20/10/12 Grade 4 Not Related  Antitumor Drug  Yes Dose not Recovered/ Yes
F 16 Grade 4 Administration changed resolved
201018
6
mlmm
-_6I Anaphylactic 20p/08/02 Grade 3 Possibly Yes Drug Recovered/ Yes
M reaction 1 Grade 3 Related withdrawn  resolved
20 08/03
1
20[08/02
-_6I Neutropenia 20p/08/02 Grade 4 Not Related ~ Antitumor Drug ~ Yes Dose not Recovered/ Yes
M 15 Grade 4 Administration changed resolved
20jJ08/07
5
20j§08/02
-_6I Neutrophil count 20./10/31 Grade 2 Not Related ~ Antitumor Drug ~ Yes Dose not Recovered/ Yes
F decreased 13 Grade 4 Administration changed resolved
2011707
7
20[1 1/02
-_7I Acute kidney injury 20j§/08/15 Grade 1 Not Related ~ Antitumor Drug  Yes Dose not Recovered/ Yes
M 8 Grade 1 Administration changed resolved
2008127
12
20j/08/15
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% 2748413 EELHEEEZR—E (10057020) (=)

Date of Onset If "Not Related", If Outcome is
Onset(Days)*1 "Unlikely "Not recovered Do you
Date of Outcome Grade/Severity Related", / not resolved",  consider this
Adverse Events Duration(Days)*2  at Onset specify the cause Action Taken specify reason a Serious
Patient Age Preferred Term Date of Maximum  Maximum of the adverse Treatment with Study for discontinuing Adverse
Group Number Gender MedDRA(ver.20.1)  Grade Grade/Severity  Relationship event Intervention Medication Outcome AE follow-up Event?
Pro-NETU 6 Febrile neutropenia  20[J/11/23 Grade 2 Not Related ~ Antitumor Drug  Yes Dose not Recovered/ Yes
81 mg M 15 Grade 3 Administration changed resolved
2001127
4
mlwm
-_6I Febrile neutropenia  20f/11/25 Grade 2 Not Related ~ Antitumor Drug ~ Yes Dose not Recovered/ Yes
M 10 Grade 3 Administration changed resolved
20f12/04
9
mlmm
-_7I Acute kidney injury 20j/10/30 Grade 3 Not Related  Antitumor Drug  Yes Dose not Recovering Yes
F 8 Grade 4 Administration changed /resolving
2001117
18
20[1 1/02
-_6I Lung neoplasm 20Q/08/07 Grade 4 Not Related Disease under Yes Dose not Fatal Yes
M malignant 14 Grade 5 study changed
20 08/10
3
ml%m
Pro-NETU - 6' Leukopenia 20p/07/10 Grade 3 Not Related ~ Antitumor Drug ~ Yes Dose not Recovered/ Yes
235 mg F 13 Grade 3 Administration changed resolved
20 07/14
4
20j§07/10
Neutropenia 20./07/ 10 Grade 3 Not Related  Antitumor Drug  Yes Dose not Recovered/ Yes
13 Grade 4 Administration changed resolved
200714
4
mlmm
-_7I Lung infection 20p/07/25 Grade 3 Not Related  Other(infection)  Yes Dose not Fatal Yes
M 6 Grade 5 changed
20 08/12
18
20j/08/12
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% 2748413 EELHEEEZR—E (10057020) (=)

Date of Onset If "Not Related", If Outcome is
Onset(Days)*1 "Unlikely "Not recovered Do you
Date of Outcome Grade/Severity Related", / not resolved",  consider this
Adverse Events Duration(Days)*2  at Onset specify the cause Action Taken specify reason a Serious
Patient Age Preferred Term Date of Maximum  Maximum of the adverse Treatment with Study for discontinuing Adverse
Group Number Gender MedDRA(ver.20.1)  Grade Grade/Severity  Relationship event Intervention Medication Outcome AE follow-up Event?
Pro-NETU - 6' Device related 20./1 1/09 Grade 2 Not Related  Other(accidental ~ Yes Dose not Recovering Yes
235 mg M infection 16 Grade 3 occurrence due changed /resolving
2001129 placement of to
20 cvport)
mlwm
-_6I Lymphangiosis 200/12/27 Grade 3 Not Related  Disease under Yes Dose not Not Evaluation for the Yes
M carcinomatosa 12 Grade 3 study changed recovered/n relationship to
20j)01/18 ot resolved study medication
22 becomes
20012127 impossible due to
the start of new
therapy.
-_7I Febrile neutropenia 20./02/08 Grade 3 Not Related ~ Antitumor Drug ~ Yes Dose not Recovered/ Yes
F 15 Grade 3 Administration changed resolved
20j/02/13
5
20[02/08
-_7I Cholangitis 20Q/02/17 Grade 3 Not Related ~ Antitumor Drug  Yes Dose not Recovered/ Yes
M 12 Grade 3 Administration changed resolved
200228
11
20[02/17
Febrile neutropenia  20j/02/17 Grade 4 Not Related ~ Antitumor Drug  Yes Dose not Recovered/ Yes
12 Grade 4 Administration changed resolved
200221
4
mlmm
-_6I Neutropenia 20p/04/12 Grade 4 Not Related ~ Antitumor Drug  Yes Dose not Recovered/ Yes
M 15 Grade 4 Administration changed resolved
20j04/18
6
20j04/12
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% 2748413 EELHEEEZR—E (10057020) (=)

Date of Onset If "Not Related", If Outcome is
Onset(Days)*1 "Unlikely "Not recovered Do you
Date of Outcome Grade/Severity Related", / not resolved",  consider this
Adverse Events Duration(Days)*2  at Onset specify the cause Action Taken specify reason a Serious
Patient Age Preferred Term Date of Maximum  Maximum of the adverse Treatment with Study for discontinuing Adverse
Group Number Gender MedDRA(ver.20.1) Grade Grade/Severity  Relationship event Intervention Medication Outcome AE follow-up Event?
Pro-NETU - Thrombocytopenia 20./04/ 12 Grade 4 Not Related ~ Antitumor Drug  Yes Dose not Recovered/ Yes
235 mg 15 Grade 4 Administration changed resolved
20j04/18
6
mlmm
-_SI Hypersensitivity 200/12/12 Grade 2 Possibly No Drug Recovered/ Yes
M 1 Grade 2 Related withdrawn  resolved
20)12/12
0
mlum
-_6I Neutrophil count 20/12/05 Grade 4 Not Related  Antitumor Drug  Yes Dose not Recovered/ Yes
M decreased 15 Grade 4 Administration changed resolved
201208
3
mlum
-_6I Acute kidney injury 20j/05/14 Grade 3 Unlikely Antitumor Drug  Yes Dose not Recovering Yes
M 7 Grade 4 Related Administration changed /resolving
20 06/05
22
ml%%
Febrile neutropenia  20j/05/18 Grade 3 Not Related ~ Antitumor Drug ~ Yes Dose not Recovered/ Yes
11 Grade 3 Administration changed resolved
20j05/22
4
20j§05/18
-_6I Neutropenia 20./06/ 15 Grade 2 Not Related ~ Antitumor Drug ~ Yes Dose not Recovered/ Yes
M 8 Grade 4 Administration changed resolved
200626
11
20[06/22
-_7I Acute kidney injury 20j/12/06 Grade 3 Possibly Yes Dose not Recovering Yes
M 8 Grade 3 Related changed /resolving
20J01/09
34
20/ 12/06
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% 2748413 EELHEEEZR—E (10057020) (=)

Date of Onset If "Not Related", If Outcome is
Onset(Days)*1 "Unlikely "Not recovered Do you
Date of Outcome Grade/Severity Related", / not resolved",  consider this
Adverse Events Duration(Days)*2  at Onset specify the cause Action Taken specify reason a Serious
Patient Age Preferred Term Date of Maximum  Maximum of the adverse Treatment with Study for discontinuing Adverse
Group Number Gender MedDRA(ver.20.1)  Grade Grade/Severity  Relationship event Intervention Medication Outcome AE follow-up Event?
Pro-NETU - 6' Thrombocytopenia 20./08/24 Grade 3 Not Related ~ Antitumor Drug  Yes Dose not Recovered/ Yes
235 mg M 16 Grade 3 Administration changed resolved
20j08/28
4
20[08/24
-_6I Pneumonitis 20§/06/14 Grade 2 Not Related  Other(Neutrophil  Yes Dose not Recovered/ Yes
M 15 Grade 2 count decreased) changed resolved
20j06/23
9
ml%%
Placebo - 6' Septic shock 20j/08/16 Grade 4 Not Related  Antitumor Drug  Yes Dose not Recovered/ Yes
M 9 Grade 4 Administration changed resolved
20j08/22
6
ml%m
-_6I Bile duct stenosis 200/12/20 Grade 3 Not Related Disease under Yes Dose not Recovering Yes
M 8 Grade 3 study changed /resolving
20j12/28
8
mlum
-_6I Bronchitis 20MW11/10 Grade 2 Not Related ~ Other(Accidental) Yes Dose not Recovered/ Yes
M 11 Grade 2 changed resolved
20011714
4
20011710
-_6I Neutrophil count 20./12/ 15 Grade 2 Not Related ~ Antitumor Drug ~ Yes Dose not Recovered/ Yes
M decreased 11 Grade 4 Administration changed resolved
201222
7
mlum
-_7I Acute kidney injury 20j/06/05 Grade 3 Unlikely Antitumor Drug  Yes Dose not Recovering Yes
M 5 Grade 3 Related Administration changed /resolving
200714
39
20j/06/05
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% 2748413 EELHEEEZR—E (10057020) (=)

Date of Onset If "Not Related", If Outcome is
Onset(Days)*1 "Unlikely "Not recovered Do you
Date of Outcome Grade/Severity Related", / not resolved",  consider this
Adverse Events Duration(Days)*2  at Onset specify the cause Action Taken specify reason a Serious
Patient Age Preferred Term Date of Maximum  Maximum of the adverse Treatment with Study for discontinuing Adverse
Group Number Gender MedDRA(ver.20.1)  Grade Grade/Severity  Relationship event Intervention Medication Outcome AE follow-up Event?
Placebo 7 Jaundice cholestatic 20./03/23 Grade 3 Not Related  Disease under Yes Dose not Recovering Yes
M 15 Grade 3 study changed /resolving
20j04/03
11
20[03/23
-_6I Bacteraemia 20p/01/11 Grade 3 Not Related  Multiple(Medical Yes Dose not Recovering Yes
M 7 Grade 3 condition(s),Antitu changed /resolving
20j01/29 mor Drug
18 Administration)
mlmm
- Pneumonia 20p/01/11 Grade 3 Not Related  Multiple(Medical Yes Dose not Recovering Yes
7 Grade 3 condition(s),Antitu changed /resolving
20j01/29 mor Drug
18 Administration)
mlmm
-_6I Inappropriate 204/07/04 Grade 1 Unlikely Antitumor Drug  Yes Dose not Recovered/ Yes
M antidiuretic hormone 8 Grade 4 Related Administration changed resolved
secretion 200721
17
mlmm
-_7I Hyponatraemia 20Q/11/28 Grade 4 Not Related ~ Antitumor Drug ~ Yes Dose not Recovered/ Yes
M 7 Grade 4 Administration changed resolved
20j12/07
9
201128
-_SI Neutropenia 20./08/ 16 Grade 4 Not Related ~ Antitumor Drug ~ Yes Dose not Recovered/ Yes
M 15 Grade 4 Administration changed resolved
20j08/21
5
ml%m
-_6I Decreased appetite  20j/02/17 Grade 1 Not Related ~ Antitumor Drug  Yes Dose not Recovered/ Yes
M 5 Grade 3 Administration changed resolved
20j02/27
10
20j02/19
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% 2748413 EELHEEEZR—E (10057020) (=)

Date of Onset If "Not Related", If Outcome is
Onset(Days)*1 "Unlikely "Not recovered Do you
Date of Outcome Grade/Severity Related", / not resolved",  consider this
Adverse Events Duration(Days)*2  at Onset specify the cause Action Taken specify reason a Serious
Patient Age Preferred Term Date of Maximum  Maximum of the adverse Treatment with Study for discontinuing Adverse
Group Number Gender MedDRA(ver.20.1) Grade Grade/Severity  Relationship event Intervention Medication Outcome AE follow-up Event?
Placebo - Nausea 20./02/ 18 Grade 1 Not Related ~ Antitumor Drug  Yes Dose not Recovered/ Yes
6 Grade 3 Administration changed resolved
200227
9
mlmm
-_6I Neutrophil count 200/12/29 Grade 4 Not Related ~ Antitumor Drug ~ Yes Dose not Recovered/ Yes
F decreased 15 Grade 4 Administration changed resolved
20j01/04
6
mlum
-_4I Nausea 20/02/24 Grade 2 Not Related ~ Antitumor Drug ~ Yes Dose not Recovered/ Yes
M 8 Grade 2 Administration changed resolved
20j03/03
7
20[02/24
-_6I Embolism 20/06/29 Grade 3 Unlikely Multiple(Antitumo Yes Dose not Recovering Yes
M 21 Grade 3 Related r Drug changed /resolving
200710 Administration,De
11 xamethasone
20[06/29 Administration)
-_4I Pancreatitis acute 201/08/01 Grade 3 Not Related Medical Yes Dose not Recovering Yes
M 1 Grade 3 condition(s) changed /resolving
20jJ08/07
6
20J08/01

#5373 REBEE 10057020 BEFTF— ¥ —EHE 16.2.7 4L
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274842 SZEZHER
(1)  #4F PNET-12-23 3Bk

WS NETU 12-23 B Cl, HERAERZORBRERBO R 7-.
(2) S NETU-09-21

WAk NETU-09-21 iR Cl, EERAEFEZOFKBEZRD o7,
(3) ¥ESk NEPA-14-39

WESL NEPA-14-39 3BR ClE, HEELRAEFLOREL LB DR o7,
(4)  EHN NP16601

M5 NP16601 iBR Tlx, EERAEFFZORBILBORNoT.
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(5) #EH NETU-10-09 7#5R

2.7.4 FRIREY

#®274842-1 EELGAETER—E (NETU-10-09)
Time to
Onset
in Relation
Investigator Term Relevant to
SOC Name Duration | Period | Intensity | Study Relation to
Patient | Treatment Period | Preferred Term (days) (days) Drug Chemotherapy |Action Qutcome
Palonosetron 2 Diarrhea 5 8 Mild None Possible (Prolonged) Recovered
Docetaxel Gastrointestinal disorders hospitalization
Diarrhoea
Il | roc 1 Dehydration 5 10 Severe None Definite Specific therapy/ Recovered
Docetaxel Metabolism and nutrition disorders medication
Dehydration
Neutropenia (neutrophil count low) 5 10 Severe None Definite None Recovered
Blood and lymphatic system disorders
Neutropenia
Pneumonia 7 10 Severe None Definite Specific therapy/ Death
Infections and infestations medication
Pneumonia
_ FDC 1 Progression of lung cancer 4 3 Severe None None Specific therapy/ Death
Docetaxel Neoplasms benign, malignant and medication, and
unspecified (incl. cysts and polyps) (prolonged)
Lung neoplasm malignant hospitalization
_ Palonosetron 2 Acute exacerbation of COPD 10 1 Moderate | None None Specific therapy/ Recovered
Docetaxel Respiratory, thoracic and mediastinal medication, and
disorders (prolonged)
Chronic obstructive pulmonary disease hospitalization
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#&274842-1 EREGATER—E (NETU-10-09) (&)
Time to
Onset
in Relation
Investigator Term Relevant to
SOC Name Duration | Period | Intensity | Study Relation to
Patient | Treatment Period | Preferred Term (days) (days) Drug | Chemotherapy |Action Outcome

Palonosetron 1 Dehydration 4 10 Mild None Unlikely Specific therapy/ Recovered
Docetaxel Metabolism and nutrition disorders medication

Dehydration

Fatigue 4 10 Moderate | None Possible Specific therapy/ Recovered

General disorders and administration site medication

conditions

Fatigue

Renal failure 4 10 Moderate | None Possible Specific therapy/ Recovered

Renal and urinary disorders medication

Renal failure

_ Palonosetron 1 Dehydration 3 9 Moderate | None Definite Specific therapy/ Recovered

Docetaxel Metabolism and nutrition disorders medication

Dehydration

%5 5.3.3.2.1 TH NETU-10-09 CSR Table 31
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(6) ifEFk NEPA-15-19

4. NEPA-15-19 i8R T, BEEQAAEHFRORIALZRORN-T.
(7)  ¥EH NETU-10-10 3%

WESE NETU-10-10 3BR T, EEARAEHRZOFRRELZRBOR1-T-.
(8) VSt PNET-13-63 7kl

WSk PNET-13-63 B Tld, BEEARAAERZORBRERBORI-T-.
(9) 1S NP16599 #Bk

WSk NP16599 BATIE, BHENRAEFRORBEELRORIN-T-.
(10) ¥Esk NETU-06-27 30

#ES NETU-06-27 iR Tlk, EERAEFZORILBDR1 -T2,
(11) ¥4+ NETU-07-01 3%

#ESL NETU-07-01 iBR Tl%, EERAEFZORIELBDR1 -T2,
(12) g5k NETU-10-08 35k

WES+ NETU-10-08 FBR Tld, BEEARAEHRZOFRE LB RN T2,
(13) ¥fg#k NETU-10-11 38R

WESk NETU-10-11 588 Tl3, BEARAEERORRLRDRN-T-.
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(14) ¥4+ NETU-07-20 #BR

2748422 EFEELHEETEEZR—E (NETU-07-20)

SAFETY POPULATION
SE—- RELATION

RAN- START
TREAT- DOM MedDRA (VERSICN 10.1) AR TIME A.A. DURATION RI- TO STUDY
MENT NO. PREFERRED TERM DAY! DD HH:MM DD HH:MM SEVERITY OUS DRUG OUTCOME ACTION TAKEN
b2 302 INJURY 17 16 09:57 1 00:30 MODERATE YES UNLIKELY RECOVERED (PROLONGED)
HOSPITALIZATION

% 5.3.4.1.1 TH NETU-07-20 Table14.3.2.1
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(15) ¥4+ NETU-06-08 3R

WESk NETU-06-08 SBACl, EEAAERLOFKBE LRI 7.
(16) fEFk NP16602 #X5x

HESh NP16602 B TIE, BEAAEFROKBEZRD R T2.
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