7 0Oh) X [iEEE 235 mg
ICBE9 & H

AEHITRBS N ERICRHENRUNBOEER, ABESTEHALH
SRET2L0THY, HHEREAEHOBERALUNOEF BMIFIAT
Sl ElETEFEA.

KEEESIFHEAEH




7Oh!) AREFHRE 235mg

F15 (EVa3—I)L1) : HEESETEIER
RUHMNXEICET 515H

1.5 BEXIIHERROBEBRUVBHRDOZLE

Kie#E S T ¥kt



T Y A g 1.5 IR TE R O ife K ONBR 56 D e

B

2 ettt 2
S 5 B ettt 3
1.5 BRI R OREHE S OBATE DB oo 5
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1.5.2 CINV DFEEE L TRIRTE oo, 5
1.5.2.1 CINV DGR, I8 BEAE B F AT oo 5
1.5.2.2 CINV DIUR & ARATDBIFEETE oo 6

1.5.3 BT DD oo 6
1.5.3.1 B B L BT D e 8
1.53.2 FERE IR BATE DI oot 8
1.53.3 B R BRI TE OOTAE oot 11

1.5.4 HEL TR R OV DB IR FRER oo 17
1.5.4.1 TETTH DBFEIRERER . ..coeoeeeeeeeeeeeeeeeeeeee e, 17
1.54.2 FHE A D FGEIRFRBR......oooeoeeeeeeeeeeeee e 17

1.5.5 BRZETTIR e 17

H—%

B4 1.5.3-1 B KR OFERRIRFRER D BHFEREAEL oo 7
X 1.5.3.3.1-1  BAZEDFEREED (FEFR) oo 12
[ 1.5.3.3.2-1 BAZEDFEFEED (FIPN) oo 14
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s —&
s 75 N

5-HT3 5-Hydroxytryptamines

AC/EC Doxorubicin + cyclophosphamide / epirubicin + cyclophosphamide : N2 /L £
Y4+ VIBRERAT IR ZEAE VY + Y/ akRAT IR

BCRP Breast cancer resistance protein : FLFEM & X7 &

CDDP Cisplatin : A7 F

CI Confidence interval : {5 X [#]

CINV Chemotherapy-induced nausea and vomiting : {bL=2FRIEFEREMEREL - R

CR Complete response : NRMHFERISE] (EHEMEFS2 L, HIHAEZR L)

CYP Cytochrome P450 : > 7 & . P450

DEX Dexamethasone : 7 ¥ 2 & '

EMA European Medicines Agency : BRI =35 T

FDA Food and Drug Administration : >K[E & i = 38 i 7

FDC Fixed dose combination : f & [ & Hl & 7l

GRA Granisetron : 277 =% b= UHHE

HEC Highly emetogenic chemotherapy : 151 2 M- Ho R K

hNK; Humannk; : & h==—m %=1

hNK3 Humannk; : & h==2—m¥% =23

ICso Half maximal (50%) inhibitory concentration : 50%[H 2% B

M1 Metabolite M1; Desmethyl derivative of NETU : %34 M1 ; NETU D fil X F /LK

M2 Metabolite M2; N-oxide derivative of NETU : {%Gi{# M2 ; NETU @ N-4 %3 K
(LN

M3 Metabolite M3; Hydroxymethyl derivative of NETU : % M3 ; NETU ® t R n
X ATFIUER

MATE Multidrug and toxin extrusion protein : Z#&|FEHEH % X7 &

MEC Moderately emetogenic chemotherapy : H %5 ke M- Hi i 5 K

NETU Netupitant : 1> B4 > |k

NETU-PALO | Netupitant/palonosetron fix dose combination : NETU-PALO H & [# EEL &4l

FDC

NK; Neurokinin 1 : ==—mF% =11

NK3 Neurokinin3 : == —1F% =13

OATP Organic anion transporting polypeptide : HHE7T =4 kR U X7 F K

OCT Organic cation transporter : AN F A2 8T AR —F —

OECD Organisation for economic co-operation and development : #2551 77 B FEF A

PALO Palonosetron hydrochloride : /~x7 /& k& 3R

P-gp P-glycoprotein : P-§f 4 > /327 &

Pro-NETU Fosnetupitant chloride hydrochloride : 75 A %Y &% > ME(LWERRIE

Pro-NETU O HEIZT R TT7 U — (KR ARV X > FEa it L.
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Pro-NETU- Fosnetupitant/palonosetron fix dose combination : Pro-NETU-PALO H [ & B & 4l
PALO FDC

QOL Quality of life : EifFD'E

RH Relative humidity : FH %5

SBL Scratching, biting and licking : 125 2 St

UGT UDP-glucuronosyltransferase : UDP-7 /L7 & fRERfE ISR
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1.5 EEXEFIERROBERUVEAROERE

1.5.1 ERERXIIEROERE

Pro-NETU (AR AR v % o MNEWIEREE, CAT, AHlL AAlOMEIZTXT7 U —K
fosnetupitant % Fed#k) (%, FIRNZEG 2B E LTRHRRE SN2V EX > b (NETU) OV R
fb7'm K7 Z8E] GEFRAL, #%H) THY, 1EMEARM NETU /X Neurokinin 1 (NK) SAKRIZ
%f U Ca OB IRE R O RIE 244 %, NETU (%, MR s =il (] 70 Bf) - (55 2.7.6.19
H) NEHORAT 7L EX U MOEEARET 7L eX o b (14 BRH) 'R0 b RVEER
T5.

(EEEFEFH D < g (CINV) 1, BRSS9 LB T ISR, @V C
FHT 5 IEMERFTIEDO—>TH S, CINV OERIFEH A I =X AL, 5-Hydroxytryptamine;

(5-HT3) ZBEEI LI2fREK &, WRIPEMRREWE 7 A % A P O NKy S BE %I LT-#%
BN OILTWD. 5-HTs3 1, FIZEMH (b RIERAE 24 BERILINICIEEL) ([28BLT 5
CINV (ZB5- U, #ERH (b5 RIERR M 24 REFLIRICHEL) 1THBLT 5 CINV ICOWTE, £
DOEEFIIHDITHA S TW RN S OO, MEOIRM A (IREL) ICERE THEET 57 A
ZUAPDEENRKRENEEZEZ LNTWD 2 KANL, EEHFXZRET 597 A% 2P O
NK; Z B BEA~OFEG ZBA NN 2 Z S Ic X D HIfER 2 RrT B2 015,

NETU I%, Roche tf: (A A 2) (2 X W AR S, _75392
Jifi 4U7-%%, Helsinn Healthcare SA (Helsinn £, A A R) DBNEHLEMOMHER|ZEUE L, L&D
AT TE Tz, [EHAITH 2 ARANSEBRT T, NETU (BROAD) 1% 5-HT; L AR e
t he R (PALO) #0041 0.5mg (EINAAR) & oMHEEERSA [NETU-PALO H &
[ ER A Al (NETU-PALOFDC) ] & LT, 2014 FIKERMERSLF (FDA), 2015 F M
EHST (EMA) 225 CINV IZXT 260 TENEIAR A S L7z, AL, NETU-PALO
FDC @ Line Extension & L TRHZE &A1, AH KO PALO 44 0.25 mg & @ & Ei &4

[Pro-NETU-PALO & EE A Al (Pro-NETU-PALO FDC) ] 73, 2018 44 H(Z FDA, 2020 43
HIZ EMA 725 CINV (Zx1 i CENE AR E S Lz, 4GRS 7oA (EHAD 13
fE Rz REAI T o 72Dy, £ D%, 2020 45 A IZIRAIDKTE % FDA 7O HUG LT-.

ARHTIE, KIBSE S T3S ES DS Helsinn £ & T A o A 2fins L, AA D B3 %
T&ITk.

15.2 CINV OEF L AERE
1.5.2.1 CINV DERRY ./ fR B £ I m

CINV 28U =2 e — L TERWGE, BEIMEFRIEL T 5 2 LTk L THEBR & 72
O, {LFREOIEESLa LTI T ADK TG 23, fLFRIEIC L DiEa &0 ) BEEZ% T
XL RDBENNDH D, £, FHEED Quality of life (QOL) FHMHIZHBWTH, CINV DIFEHL
WA DB KT T & OD%?&ibid?;Z) B0 LD, QOL ZHERE LR 6 EHE S vk
FRIE AT 72012, CINV Oy ha—)b, FRZZE O TR OB IR TEL.

CINV (2B % IV\WWMM NZA T, JUBMEEEE O Y 27 &L LT, S
PUEMIER S (HEC) & OVRAEREE (MM UEEESSE (MEC) 235 S5 121X, CINV IZ
92 AR 22 TRAXER 2 HELE L D &0 JRAEEE B IREE L T D LT MEH - FRERED
SEEH T — # ~X— A (National Database : NDB) A —7 5 —X(ZX 5L, RITITHBWTIE CINV
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(ZxF U TRl N CHEIEKT 44 J7 A0S NK Z B RIEHEEIC L 56 RIEE2 2T T s SHEl S
210, ARHCHENE S A7z 1910 4 & %4 & LTz CINV (CB4 2 B E0F 50k 3 <1k HEC & 585 0
70%LL L, MEC &5 DK 30%I2 NK ARSI 23 072 3 RAIFFIRIES TS e 2 &
MHEINTHD N CnOOWREEREZ D L, AITOERRBLY T FHM S 0T 5 il 3k
1L, BBODRENTA RT7A4 i TITOILTWD L O EHEHI S 5.

1.5.2.2 CINV O & AFIDHERER

AFRD CINVIZBET D0 A RT7 A AZHBWT, HEC #5249 CINV FBAICIE, NK; ZHFE
FEPUIE, 5-HT; ZREEIEFEER L T 9 2 %' (DEX) O 3 FIGFABRESHER SN TEY,
MEC #5835 2xF LTI, S-HT: ZAEEETIEE L O DEX @ 2 Al AN FEAR & Sh, Mt
U 2271205 U T NKy R ERFEFEE R BNE G S L Tn s,

BUAE, NKi ARSI E U TR CHERRRRERANL, AAT T LEZ U M AT LI
(FaA A RS ESHAL BEEERAD)  CIF, RAT7 T LEX U N) OBRTHLIN, HA
TTULEX S FOMERICEE L, HUBMEREE S G PE S WEHHAL S OF BN S W S
TG 6 Fi, RAT 7L EX  MIBASCE Lo Lo E CHEEMMEESE OG- 1 K
MO G 2B LTI b 20w 2070, KBS TULIZLIZA LD AV a—b
N FARITKIIE TERWATREEC B 2 RFHIFIR T 2 /et d 5. BIZ, "AT7 L4
v RE, 3AIGERAME T CR OB SN TV D 5S-HT ZAMREEPIIEO PALO L iRA LI-HA O/
BAEEPRESNTEY VT, EFREENAER L TOHLFRIEL Y A IC kD L, WEAITIRES
LTS, B4 A4 I 7 TRESND Z ERZ.

LI OINHALFF L E FIR L 5 2 EERE T, BELROEREEEEIC L > THEMEN &
<, BIFRREMNLE L HICTHOREIE RN G LN D EAIORBEAHFHES LTV E. AFNTIE,
R L7 BRRAVRRE 2 Wik C X DR B 0, BARERNH D LB 2T

1.5.3 REORE
AHN D B J OFEBG IR BR O B JE % 2 [ 1.5.3-1 ITR” L 7=,
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E R E R
BB 5 Bk
w77 & A T B 3R
R SR A R
i S
SyHTik
1, T B AE
5345
3t
Pk
SEE AR AR
AR 5
s AR B
FE Bl A BRI R
Z O D FEAS
SRERBIRE A AR O b O, WEEOERB 2ER L.

SR ST A N BB A, RAIOREREAME B 0 bR ORI TR & L.

M 1.53-1 SEXRUVERKRHAROMAERER
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&
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1.5.3.1 mEICEYT 5

kot mwrosgrs oz || ess wasne

fH) (7B Y AR EHE 235 mg) O, L, HUAE LR OREBRGE, WONZZEMT,
B O s T A TR, RAF S

L, RHIERAEREBR [5°C M OY 25°C/60% Relative humidity (RH) 1, JHi#EER (40°C/75%
RH) RUEEMRBE LSz, kT, 20c~sc R anmzeecez - comez
ni-.

AANE, EERAERER (5°C) 12 A L OVINERER (25°C/60% RH) S:1FE T 12 & A RAFICE
WTC, BRETHoT2. F7z, WEEABROFE, BRUNICH L TARLETH -7

AR OGHIARNL, EHRARER (5°C) 12 fH R OIERER (25°C/60% RH) T 12 & H *
TRETH-TZ s, EHEGFHM (5°0) R2EAIC6EAZMA =M (18EH) Z4MF
AREEHIBT L, ARFMOIFER OE IR Z, TBrE 2°C~8°C, M, EEALG, AMWIH 18
EHI &Lz 7ok, BUE, REMRGERBRZMKE L T 5.

1.5.3.2 JEERPRFAFE D#ZHE
AANL, FERRERIZB DT, EEAKRTH S NETU ~HLM @ s, A7 T7F
(CDDP) ##%E D@t K OERVENRM: 2 395 Z & G S iz, £7o, LatRelalER, 2K
WEhRERER N O ERBR A R D, BRI W TR L R DT RITRBO b o7
LI, SEPEEAER, S B iesliR &k O Mot R 2 L 7z

1.5.3.2.1 IR ER

FEHERBR & LT, AFDE b NK ZHEITKT A ML B Lz, AHNIZ, invitro 3K
itk h=a—m¥=21 (hNK)) ZERFI L TEWBFMEZ R LR, B h=a—m%=
3 (hNK;) ZHEREGMOZRE~OBRMETIZE A ERERD o7 REIOIEEARIKTH 5
NETU & hNK; ZFRICk L TEWBRIEZ R L2, ELEy h=a—aF%=23 (NK3) ZH
BEETMOZFRIE~OBIFIMEITIZ & A ERE 720 572, NETU O EZGH TdH 5 NETU O
AF AR (M1), NETU @ N-A4 % Rk (M2) XOYNETU Ot FaXxv 254k (M3) @
hNK,; Z F R332 A MEY, NETU SIRIER%S THh -7

AHI B NNETU IE, hNK; ZAREKEZBE ST v A =— A LA X —JIHHSMIRIC BT 5
YT AR APHERAINY T LFRANERE L=, AL RNETU OV T AX U APIZL DTN
o MEPGIHER 3T 2 B ER 1L, FFRRE CTh o7z B KRAIK ONETU O EHARNE 513,
~ U AZBIF DY T A X A P % Scratching, biting and licking (SBL) 5 )iix % Fl EARAFAIZ ]
L7z, &Kl NETU 1L SBLICKE L, FRRECMHEWENZET 260D, AHD NETU ~DHER
MIREWABEE 2 D L, RFOIEIZT X TNETUIZ L D b0 EHEl S,

NETU OREFEN TR O 51%, AT 3 X TBIT D NK ZHARVEE S GR73632 i3 %k~
v B 7 R & R AR L7z .

7 x by NEAWEEAl [CDDP, 7HRE/LE R, EAEFR, by ROHTERSR] 7R
BRIZH\UNT, NETU OH[ERE OG- L O B 1 [ 3 HEE B0 &5 02k K OWEFE MR L2 %
THMEWER AR S =. £72, NETU (1 mgkg, #%&H), PALO (0.1 mgkg, #&H) KO
DEX (1 mg/kg, FEWERN) @ 3 FIPFHAH 51X, CDDP #E3IEM G2 B BEICIHE L, Z O =R
I NETU K& O DEX @ 2 FIff % 5 % OV PALO &L (X DEX @ 2 I G- L0 b @ -7,
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RIR B SE AR T, AHI O NK IS DOZEIR K OA Ao F % o RSk D BEE M &
At L7z, AFNE, hNK ZAERLSRO hNKs Z ARG L OFEEER Y T R, & b 5-
hydroxytryptamine 6 52 ZARVEEEE, Ca** F ¥ /L (DVF 7B AFNL) FHEHLEE, KO Ca'F v %
v (T SIVEBRNT) AEPTERIC R LR A BRETE 2R L7228, hNK S8R L i L, BRFETS
PEIE 1000 F5LA E5572 > 7. NETU IE, hNK| ZBERUSADOE b =2 —mF =0 2 KL TV
T v b NKs AR LBLERME 28 L722Y, hNK 2288 & el UC, PETEME 1000 500 1
597> 72, ®IZ, NETU (% 60 HOSZHEK KL A A F ¥ 2uizxt L, HEEEZ RS R0
7-.

LAV I, AH O PR, kiR, LIER, HEIRREOE - WRE R
(R DEM &Rt L. AHI O fresic i K OO /R ] 4 3 T FPR R R R RE ~ D BB TR O &
T, ERERREEE~OFE LD Dol DIERBEEEIC OV T, A4 XE W 2
RAEFEIRN G538 C, DERICE T 2 RE TR b o iz, HLEEB O F AR A &
2D HETRD LN, > WO B IBE W LEEB ORH 44 5 FIEAIcRE L T\ D
NK| Z B RICAFINFE L= alREME VR Sl B - WRESRIEEEIC DWW T, JREO—BMEE
b tE S BRE P~ D EENGED SR, FBEPHERICZ LA S Hwr L.

1.5.3.2.2 EYENREEER

T b, AXEOPNVOMABEORGTIHFERLY, WTNOREIZBWTHHRARXYEHX K
225 NETU ~OZE TR Th D 2 L BRIB ST,

RARY EH 2 FROINETU O & MISES R 7 12k 2 IEE G I3 2 N2 6.5% K Y
0.33% CTd 7. NETU OISEH 37 fEEICE R EBEW) TRE 2F 2T >72. NETU Dt
MHE S R FEGIZIET VT X RO on-BRVERE & L X7 R B LT,

7 v MC UC THUGHHERERR L7 AFK] (['*C)-Pro-NETU) % HEFIRINE G L7z & & OIS HED
KRR A Z iRt L7 R, 2 < oMk CIiiik & 0 MO BUHBERE &R Lic. £50k & O R
IR FHIHERS I LM > D DIE I S AFITFRLL L, THRRIIE 56~90 Wl & Kotz E£72, BT
v hTORBND, AFIBIHEY DA T = ~OFEGIRE SN, KElE T v MCHEEFRN
B L7c L EOFRARYEX  NORMTRER, MR & ik L Chid TR, —7,
NETU O IE, MAEFRAE LY 00K HER L. IR T »~ MZ[MC]-Pro-NETU % Hila]
RN 5 LT3R, ARIBER S DB VICBAT T 2 2 & M S 7.

Eh, AXITy FOFI 7Y —AT, RARYEHX L Mnb NETU OZ L) RS
A, TOEHUTRE RFEEIT W Emme Iz, £72, B M, &, MAXOVNME S DF~
TT, RARYEHZ L F)6 NETU ORI, ZOZEHUIS 7 2 A P450 (CYP) 3F
KAFVEDBER LMK DGR TH D Z LR ENTZ. B N, A XUEXT v MR EZ AW TER A
2V EH L NORBIT R T 7 AV T ERF LIRS, TN TOMET, NETU DX, I
NETU O3 M1, M2 KONM3 3380 biviz. £, RO EENe>a 7 7 4 VIR
RO LR E PR E T,

bt MZBWT NETU ORENIEEG-32 BGEER L CYP3A THDL Z LWL LERD
CYP2C9 e Ur2D6 & —#B, BAL$ 5 Z LavRIRS T,

7 MZ[C]-Pro-NETU % HL[EIFRARINEE G- L7 fE R, 512 168 IR & Clo i G- L 7= i 6e
D NRI%NBIENL S iz, ZD H 5 81.8%MNHTNIZ, 0.9%03 R FIZHEE S, FEh~OPEAET
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bHZENRINTE. A RTBWTHAKORER TH 72, WETHEN:T » MZ[MC]-Pro-NETU
Z BRI RRARIN I G- L 7o R, ARAIBSE R 5y DL ~ORAT 1 RS STz,
RAXYELZ L FOKE N CYP 4 FREICKTT 2 S0%PAEFRE (ICso) 1%, 27.9 umol/L LA =T
&Hol=. NETU (X CYP3A ICEIRM 2T A MAT B Y KON ¥ T AOKEE b Z BEA IR
L, BEEEIIZNZN 1.1 LR 22 umol/L THh-o7-. CYPIA DIEETHLH =7 = VE VKDYV
YNRAZF ORI D NETU O 1Cs 1XZALZE4 12.0 LTV 10.5 pmol/L Tho72. ZibH D
FERD D, NETU AR T CYP3A 24T L7 AAEH 25 & Z Al RelEI A E TE e &
BRI, —J7, NETU @ CYP3A } X 2C9 (2% 2 BFUKFRIBLE ORI S, R TIh
5 OMLENE Z 2 ATREMEIIEW E B 2 Hiviz. CYP3A BMUHHCRE 59 2 PrBEtEEgEsE e 7 v
2AFv, VAR AT 7 I REONRE X ELOMREIIKT 5 NETU @ ICso 1XZF 14> 100,
573 O3 7 pumol/L TH Y, RFEZ v DK CTEDH AN 20 & 23 alietErsme <
7e. % UDP-Z V7 b UREsREER (UGT) o FREICKT T 2BFEIZOWT, RARXY EHX U ME
UGT2B7 U8 2B15 %, NETU (X UGT2B7 # EIZ[HE L7272, T b DEIKIEEAZZBET 5 &,
Bk ERIE L 72 D UGT 240 L2 3 BEAE 2 5 & 23 arRBtE IRV & B2 Hivlz. R AR
Y EX b KOYNETU (24 CYP 43 FAEIC )T 2 3FERE 1L A0\ 2 & ARIB S Tz,
RARYEX Y MIAKT =4 kAR Y 7T K (OATP) 1B1 &KUY OATPIB3 (Zxtd 2
BHThY, NETUITHFE L7 F T U AR—=F —DWNFTHU L THEE TR o7, RARY
B NI PHES NI (P-gp), ZAIFEHRPEN Y /37 E (MATE) 1, OATPIB1 KT}
OATPIB3 Z[HE L7122y, RAXY X v FMORIKRIREND, K TINOGD M TV AR—Z —
ZN LM A ER 25 & 2 3 A RerE KV & F 2 7z, NETU X P-gp % 5 umol/L CAH
WZHE L, £7ofmmites 378 (BCRP), AU F AL M7 AR—%— (OCT) 1 KD
OCT2 IZkf 9% ICso ITENZH 6.0, 8.1 K223 ymol/L TH 7. OCT1 TN OCT2 IZBIL T
I%, NETU OEFIKIBEZZET 5 &, K TINDZ Lz NETU O3EYHEAAER I Z % 68
PEIXEWEB 2 b7,

1.5.3.2.3 HMHER

#BERBR T, 7y RO X2 RV ERGEERR, M, v M) o NEREKDT > b
AW EEEERER, Ty RO 2 AV AR AR, b MRS A R - i
ROV OZEERER, b MafmE AWZEnrERR, 7y FERO TR E O BT
PEERER, 7 AN VT Y A AT AR R OV G RER, EVE v b & HI T B B ek
EMERER, 777 ¢ 7% v —lBR K OVl 2 320 L 7-

7 v FROA X W &R G HERBR CRBL L FEREMEX, 7y MBI ]E
PRI O/ NEFOMEIE R Th o 72, ZOZAKIZBIE T 5 MIaE O 4R OHIINATRD S v, AF
TREEOHMEAHB L T, LA LARRG, ZAub 02k, MBI 780k ORIE &
oS TW o 7.

IR 2 AW IR AR BB, b R U o SBkZ V@R R B 0T v R &AWz
IINEERBR A FE G LR, DT HORBRICBW T O ARITEEEREZ RS RV AR SH
7-.

AR AEFERBRICB W T, AANTT v NOZIRERICREEEZ RIE SR> 728, 7 v PR
U XOMBEDOM - JIRHAE~DEENRL LI, T v N OMAEREORAE R ORHME~D R i
mane.

10
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b Mz AW ENERBRIC BN T, BEdEE ST, 7y hEHWEREREICLS
JRPT A MERER T b AH O RAF R AR R S . U F 2 HOTCFRIRA, 8RN & O
IRH G- & 2 AAEMERER TlE, BRI G- 123 W TREEE DT BLAS - HALTZ & D D B AT 70 B MED
R STz, U AR A T ARRIEERER, ¥ 2 W T SRS R R BR O W Lic B
WTHARFNTREEZ RS 2o Tz, BAE y bW B IEM R EREEERERIZ B W TR
FEFEME R A 22 7R S 22 o 7.

EEY M AWEREBN LK OZENT 77 1 7% o —dlBR CHURMEITRRD b o 7z,

HeEEERERIZ IV T, Photo-irritancy factor I 2.50, Mean Photo Effect (£ 0.288 TH 722 &>

O, R JIBAFEEENE (OECD) A R A OIS E, RANDEHEEWE I I

20

1.5.3.3 SIRBAFEDRER

1.5.3.3.1 BNDERREAR DO E
WM BT D KRR OREEZ =T —! SRBIENR O ¥ A, [ TRLTZ.

11
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Bl g e . HBES |RBR . P
B 55 1 akabi BHES | Kh T B
7 RSBV IR R O NETU NP 16602 -
o il A o0 B 8534138 |~
NETUR % 5- W 0 22 4 M K VK NP16601 -
i g O 45 3 %533.158 |
NETU¢ I 4 YV T AR R A NP 16599 -
<A 2 OENERORMN 53343 | ~
- 0 NETU-06-27
NETU & PALO® #8 EAEF O F it #5334 470 B
1 4E P NETUM B & NK S 2k 5 | NETU-06-08 5
15 52 00 B o 4 3 95534120 | 7
NETU & ¥ =% > > O ENEMA® | NETU-07-01 s
[ %533458 |
NETUK U'PALO D ECG~ O 5 3 NETU-07-20 5%
NETU | (Thorough QT#5) 53411 | ©
1 NETU-PALO FDC & # D 4L 3£ > | NETU-10-08 5
HREAEH o 5 3 533465 | 7
NETU-PALO FDCO ¥ ih ik o % | NETU-10-10 s
Fidl %53.33.1H | ©
NETU-PALO FDC & & k =1/ —
N, VT OAREERO E,Em'lo'“ B
ey #5.3.3.4.778
NETU® He B i 4 & v 7z~ A | NETU-09-21 s
N5V ADKRM #533.13% |
NETU-PALO FDC & Rt % &
NV, TERYK, YIukRATy ;]?;U;;Ol_g BE
S RoMEEEM OB e
NETU-PALO FDCIZ £ % CYP3A4FH | NEPA-14-39 | .
R o B 533147 | ©
NETU ——— NETU-07-07
2 NETU Fi it 3% & 3 8% #5351 58
NETU-PALO FDCOPALOIZ %9 % | NETU-08-18 | _
NETU | {8 i 14 15 FiE 34 5% 535178 |
3 NETU-10-29 | _.
NETU-PALO FDC® %2 4= 1 3 Bk #5351 80 BE
§ PNET-12-23 i
- Pro-NETU? % £ 0D 4% fis33100 | 25
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[95%fE /X[ (CD] 1% 4.1% (-2.1%-103%) TH Y, FEMZAED 95% C1 O FRME LM~
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THY, FEFBASBEE U7 A HE S8 L OFIWER OFBLEIG OINIRD biviehoiz.
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. (HEC #%5-0 30 4376 30 3T T b)) L7aib R, AANTER U7 SIS O %
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NEPA-19-13 #lR) 2 EMi sS4, et Lol (774 7% —vavr) kv, REf
1k & 7o 72, #ESF NEPA-19-13 kBRI, Pro-NETU-PALO FDC O 30 4y [BS & RN & 512 5%
# & L, Pro-NETU-PALO FDC # RN 5 (15 431, _) Lz & &0z MER
vsenmiesprs sasce -~ [N >

i (i o< = -
I < - [

1.5.4.2 118 D B PR AR BR

155  SEXM
1 NP TR, 7 A A RYAGRHFHEM 150 mg  IRAF3CE BB 1R0D . 2020
4 HYET.
2 UG BE, EA O LOABERISKR EL - ErE, SAORR. o S LR
2003;30:760-764.
3 Hesketh PJ. Chemotherapy-induced nausea and vomiting. N Engl J Med 2008; 358:2482-2494.
4 Morita S, Kobayashi K, Eguchi K, Matsumoto T, Shibuya M, Yamaji Y, et al. Influence of clinical

parameters on quality of life during chemotherapy in patients with advanced non-small cell lung
cancer: application of a general linear model. Jpn J Clin Oncol. 2003;33:470-476.
5 Bloechl-Daum B, Deuson RR, Mavros P, Hansen M, Herrstedt J. Delayed nausea and vomiting

continue to reduce patients’ quality of life after highly and moderately emetogenic chemotherapy
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Updated Mar 2016. Accessed 07 Sep 2018.
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Accessed 07 Sep 2018.
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in patients receiving high-dose cisplatin: a multicentre, randomised, double-blind, placebo-

controlled phase 3 trial. Ann Oncol. 2013; 24: 1067-1073.
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ANEPER AL TR St T e A2 ROSTEEHEN 150 mg  Bd& 2 bR, 2020 4510 AfE

Fk.
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
AKYNZEO® safely and effectively. See full prescribing information for
AKYNZEO®.

AKYNZEO® (netupitant and palonosetron) capsules, for oral use

Initial U.S. Approval: 2014

AKYNZEO® (fosnetupitant and palonosetron) for injection, for
intravenous use

AKYNZEO® (fosnetupitant and palonosetron) injection, for intravenous
use

Initial U.S. Approval: 2018

--------------------- INDICATIONS AND USAGE

e AKYNZEO capsules is indicated in combination with dexamethasone in
adults for the prevention of acute and delayed nausea and vomiting
associated with initial and repeat courses of cancer chemotherapy,
including, but not limited to, highly emetogenic chemotherapy.

e AKYNZEO for injection and AKYNZEO injection are indicated in
combination with dexamethasone in adults for the prevention of acute and
delayed nausea and vomiting associated with initial and repeat courses of
highly emetogenic cancer chemotherapy.

Limitations of Use

e  AKYNZEO for injection and AKYNZEO injection have not been
studied for the prevention of nausea and vomiting associated with
anthracycline plus cyclophosphamide chemotherapy.

e AKYNZEO is a combination of palonosetron, a serotonin-3 (5-HT5)
receptor antagonist, and netupitant or fosnetupitant, substance
P/neurokinin-1 (NK-1) receptor antagonists: palonosetron prevents
nausea and vomiting during the acute phase and netupitant/fosnetupitant
prevents nausea and vomiting during both the acute and delayed phase
after cancer chemotherapy. (1)

AKYNZEO capsules

e The recommended dosage is one AKYNZEO capsule administered
approximately 1 hour prior to the start of chemotherapy, with or without
food. (2.1)

AKYNZEO for injection and AKYNZEO injection

e The recommended dosage is one AKYNZEO wvial diluted and
administered as 30-minute infusion starting approximately 30 minutes
prior to the start of chemotherapy. (2.1)

e See full prescribing information for information on preparation,
administration and incompatibilities. (2.2, 2.3)

e  Capsules: 300 mg netupitant/0.5 mg palonosetron (3)
e  For Injection: 235 mg fosnetupitant/0.25 mg palonosetron as a lyophilized

powder in single-dose vial for reconstitution (3)
e Injection: 235 mg fosnetupitant/0.25 mg palonosetron solution in single
dose 20 mL vial (3)

e Hypersensitivity reactions, including anaphylaxis, have been reported in
patients receiving palonosetron, one of the components of AKYNZEO,
with or without known hypersensitivity to other 5-HT3 receptor
antagonists. (5.1)

e Serotonin syndrome has been reported with 5-HT3 receptor antagonists
alone but particularly with concomitant use of serotonergic drugs. If such
symptoms occur, discontinue AKYNZEO and initiate supportive
treatment. If concomitant use of AKYNZEO with other serotonergic
drugs is clinically warranted, patients should be made aware of a potential
increased risk for serotonin syndrome. (5.2, 7.3)

ADVERSE REACTIONS
Most common adverse reactions (>3%) for AKYNZEO capsules are headache,
asthenia, dyspepsia, fatigue, constipation and erythema (6.1)

The safety profile of AKYNZEO for injection was generally similar to that
seen with AKYNZEO capsules (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact HELSINN at
1-844-357-4668 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

o CYP3A4 Substrates: Inhibition of CYP3A4 by netupitant can result in
increased plasma concentrations of the concomitant drug for 6 days after
single dosage administration of AKYNZEO; avoid concomitant CYP3A4
substrates for one week, if feasible. If not avoidable, consider dose
reduction of the CYP3A4 substrate. (7.1)

e CYP3A4 Inducers (e.g., rifampin): Decreased plasma concentrations of
netupitant; avoid use. (7.2)

e Pregnancy: May cause fetal harm. (8.1)

e Hepatic Impairment: Avoid use in patients with severe hepatic impairment.
(8.6)

e Renal Impairment: Avoid use in patients with severe renal impairment or
end-stage renal disease. (8.7)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.

Revised: 06/2021
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

AKYNZEO capsules is indicated in combination with dexamethasone in adults for the
prevention of acute and delayed nausea and vomiting associated with initial and repeat
courses of cancer chemotherapy, including, but not limited to, highly emetogenic
chemotherapy. AKYNZEO capsules is a combination of palonosetron and netupitant:
palonosetron prevents nausea and vomiting during the acute phase and netupitant prevents
nausea and vomiting during both the acute and delayed phase after cancer chemotherapy.

AKYNZEO for injection and AKYNZEO injection are indicated in combination with
dexamethasone in adults for the prevention of acute and delayed nausea and vomiting
associated with initial and repeat courses of highly emetogenic cancer chemotherapy.
AKYNZEO for injection is a combination of palonosetron and fosnetupitant, a prodrug of
netupitant: palonosetron prevents nausea and vomiting during the acute phase and
fosnetupitant prevents nausea and vomiting during both the acute and delayed phase after
cancer chemotherapy.

Limitations of Use

AKYNZEO for injection and AKYNZEO injection have not been studied for the prevention
of nausea and vomiting associated with anthracycline plus cyclophosphamide chemotherapy.

2 DOSAGE AND ADMINISTRATION

2.1

Recommended Dosage

The recommended dosages of AKYNZEO and dexamethasone in adults for the prevention of
nausea and vomiting associated with administration of emetogenic chemotherapy are shown in
Table 1.

AKYNZEO capsules can be taken with or without food.



Table 1: Antiemetic Treatment Regimen

Treatment

Regimen Day 1 Days 2 to 4

Highly Emetogenic Chemotherapy, including Cisplatin-Based Chemotherapy

1 capsule of AKYNZEO | 1 hour before chemotherapy

AKYNZEO Dexamethasone
capsules ] 8 mg once a day

Dexamethasone 12 mg 30 minutes before chemotherapy
AKYNZEO Infuse over 30 minutes starting 30 minutes
for injection | 1 vial of AKYNZEO before chemotherapy [see Dosage and

L. . Dexamethasone

and Administration (2.2)]
AKYNZEO 8 mg once a day
c e Dexamethasone 12 mg 30 minutes before chemotherapy
injection

Anthracyclines and Cyclophosphamide-Based Chemotherapy and Chemotherapy Not Considered Highly
Emetogenic

AKYNZEO 1 capsule of AKYNZEO | 1 hour before chemotherapy

capsules

None
Dexamethasone 12 mg 30 minutes before chemotherapy

2.2 Preparation and Administration of AKYNZEO for injection and AKYNZEO injection

AKYNZEO for injection and AKYNZEO injection are for use as an intravenous infusion after
dilution. AKYNZEO for injection and AKYNZEO injection contain no antimicrobial
preservatives, are intended for single use only and are compatible with intravenous
dexamethasone sodium phosphate which can be added to the AKYNZEO solution or infused
simultaneously.

Preparation
See Table 2 for preparation instructions of AKYNZEO for injection

Table 2: Preparation of AKYNZEOQ for Injection

Step 1 Aseptically inject 20 mL 5% Dextrose Injection, USP or 0.9% Sodium Chloride Injection, USP into the
vial. Ensure the solvent is added to the vial along the vial wall and not jetted in order to prevent
foaming. Swirl the vial gently.

Step 2 Aseptically prepare an infusion vial or bag filled with 30 mL of 5% Dextrose Injection, USP or 0.9%
Sodium Chloride Injection, USP.

Step 3 Aseptically withdraw the entire volume of solution from the AKYNZEO vial and transfer it into the
infusion vial or bag containing 30 mL of 5% Dextrose Injection, USP or 0.9% Sodium Chloride
Injection, USP to yield a total volume of 50 mL.

Step 4 Gently invert the vial or bag until complete dissolution.

Step 5 Before administration, inspect the final diluted solution for particulate matter and discoloration. Discard
the vial or bag if particulates and/or discoloration are observed.

Storage

The total time from reconstitution to the start of the infusion, with or without intravenous
dexamethasone sodium phosphate, should not exceed 24 hours. Store the reconstituted solution
and the final diluted solution at room temperature.

See Table 3 for preparation instructions of AKYZNEO injection.




Table 3: Preparation of AKYNZEOQ Injection

Step 1 Before administration, inspect the solution for particulate matter and discoloration. Discard the vial if
particulates and/or discoloration are observed.

Step 2 Aseptically prepare an infusion vial or bag filled with 30 mL of 5% Dextrose Injection, USP or 0.9%
Sodium Chloride Injection, USP.

Step 3 Aseptically withdraw the entire volume of solution from the AKYNZEO vial (20 mL) and transfer it
into the infusion vial or bag containing 30 mL of 5% Dextrose Injection, USP or 0.9% Sodium Chloride
Injection, USP to yield a total volume of 50 mL.

Step 4 Gently invert the vial or bag until complete dissolution.

Step 5 Before administration, inspect the final diluted solution for particulate matter and discoloration. Discard
the vial or bag if particulates and/or discoloration are observed.

Storage

The total time from dilution to the start of the infusion, with or without intravenous
dexamethasone sodium phosphate, should not exceed 24 hours. Store the final diluted solution at
room temperature.

Administration

Administer over 30 minutes as an intravenous infusion.

At the end of the infusion, flush the infusion line with the same carrier solution to ensure
complete drug administration.

2.3 Incompatibility of AKYNZEO for Injection and AKYZNEO Injection

AKYNZEO for injection and AKYNZEO injection are incompatible with any solution
containing divalent cations (e.g., calcium, magnesium), including Lactated Ringer’s Injection
and Hartmann's Solution.

Limited data are available on the compatibility of AKYNZEO for injection and AKYNZEO
injection with other intravenous substances, additives or other medications with the exception of
intravenous dexamethasone sodium phosphate [see Dosage and Administration (2.2)], and they
should not be added to the AKYNZEO solution or infused simultaneously. If the same
intravenous line is used for sequential infusion of several different drugs, flush the line before
and after infusion of AKYNZEO solution with 0.9% Sodium Chloride Injection, USP.

3 DOSAGE FORMS AND STRENGTHS

e (Capsules: 300 mg netupitant/0.5 mg palonosetron in a hard gelatin capsule with white
body and caramel cap with “HE1” printed on the body.

e For Injection: 235 mg fosnetupitant/0.25 mg palonosetron white to off-white lyophilized
powder in single-dose vial for reconstitution.

e Injection: 235 mg fosnetupitant/0.25 mg palonosetron per 20 mL as a clear solution in
single-dose vial.




4 CONTRAINDICATIONS

None.

S  WARNINGS AND PRECAUTIONS

5.1 Hypersensitivity

Hypersensitivity reactions, including anaphylaxis, have been reported in patients treated with
palonosetron, one of the components of AKYNZEO, with or without known hypersensitivity to
other 5-HTj; receptor antagonists.

5.2 Serotonin Syndrome

The development of serotonin syndrome has been reported with 5-HT; receptor antagonists.
Most reports have been associated with concomitant use of serotonergic drugs (e.g., selective
serotonin reuptake inhibitors (SSRIs), serotonin and norepinephrine reuptake inhibitors (SNRIs),
monoamine oxidase inhibitors, mirtazapine, fentanyl, lithium, tramadol, and intravenous
methylene blue). Some of the reported cases were fatal. Serotonin syndrome occurring with
overdose of another 5-HT; receptor antagonist alone has also been reported. The majority of
reports of serotonin syndrome related to 5-HT; receptor antagonist use occurred in a post-
anesthesia care unit or an infusion center.

Symptoms associated with serotonin syndrome may include the following combination of signs
and symptoms: mental status changes (e.g., agitation, hallucinations, delirium, and coma),
autonomic instability (e.g., tachycardia, labile blood pressure, dizziness, diaphoresis, flushing,
and hyperthermia), neuromuscular symptoms (e.g., tremor, rigidity, myoclonus, hyperreflexia,
and incoordination), seizures, with or without gastrointestinal symptoms (e.g., nausea, vomiting,
diarrhea). Patients should be monitored for the emergence of serotonin syndrome, especially
with concomitant use of AKYNZEO and other serotonergic drugs. If symptoms of serotonin
syndrome occur, discontinue AKYNZEO and initiate supportive treatment. Patients should be
informed of the increased risk of serotonin syndrome, especially if AKYNZEO is used
concomitantly with other serotonergic drugs /see Drug Interactions (7.3)].

6 ADVERSE REACTIONS
The following clinically significant adverse reactions are found elsewhere in the labeling:

e Hypersensitivity Reactions [see Warnings and Precautions (5.1)]

e Serotonin Syndrome [see Warnings and Precautions (5.2)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials
of another drug and may not reflect the rates observed in practice.

AKYNZEOQO Capsules




The overall safety of AKYNZEO capsules was evaluated in 1538 cancer patients and healthy
subjects in clinical trials. The data described below reflect exposure to AKYNZEO in 1169
cancer patients, receiving at least one cycle of cancer chemotherapy in 3 active-controlled trials
[see Clinical Studies (14.1)], including 782 exposed to AKYNZEO for at least 4 cycles and 321
exposed for at least 6 cycles, up to a maximum of 12 cycles of chemotherapy. The median age
was 55, 79% were female, 83% were White, 13% were Asian, and 4% were Hispanic. All
patients received a single oral dose of AKYNZEO 1 hour prior to the start of each chemotherapy
cycle. In all studies, dexamethasone was co-administered with AKYNZEO [see Clinical Studies
(14.1), Table 15 and Table 17].

Cisplatin Based Highly Emetogenic Chemotherapy

In a single-cycle study of patients receiving cisplatin based highly emetogenic chemotherapy,
136 patients were treated with AKYNZEO. Table 4: Adverse Reactions Occurring in >3% of Cancer
Patients Receiving AKYNZEO Capsules and Cisplatin Based Highly Emetogenic Chemotherapy (Cycle 1)
shows adverse reactions reported at an incidence of at least 3% and for which the AKYNZEO
rate exceeded palonosetron alone.

Table 4: Adverse Reactions Occurring in >3% of Cancer Patients Receiving AKYNZEO
Capsules and Cisplatin Based Highly Emetogenic Chemotherapy (Cycle 1)
AKYNZEOQ Capsules
. netupitant 300 mg/ Palonosetron 0.5 mg
Adverse Reactions palonosetron 0.5 mg (N=136)
(N=136)

Dyspepsia 4% 2%

Fatigue 4% 2%

Constipation 3% 1%

Erythema 3% 2%

Anthracyclines and Cyclophosphamide Based Chemotherapy

In a study of patients receiving anthracycline and cyclophosphamide based chemotherapy,
725 patients were treated with AKYNZEO capsules during Cycle 1, and 635 of these patients
continued for up to 8 cycles in a multiple-cycle extension. Table 5 shows adverse reactions
reported at an incidence of at least 3% and for which the AKYNZEO capsules rate exceeded
palonosetron alone during Cycle 1. The adverse reaction profile in subsequent cycles was similar
to that observed in Cycle 1.

Table 5: Adverse Reactions Occurring in >3% of Cancer Patients Receiving AKYNZEO

Capsules and Anthracyclines and Cyclophosphamide Based Chemotherapy (Cycle 1)

AKYNZEO Capsules Palonosetron 0.5 m
Adverse Reactions netupitant 300 mg/palonosetron 0.5 mg - -~ mg
_ (N=725)
(N=725)

Headache 9% 7%
Asthenia 8% 7%
Fatigue 7% 5%

In addition to the adverse reactions shown above, there were reports of concomitant elevations of
transaminases greater than 3 times the upper limit of normal and total bilirubin in both arms of
the two trials that compared AKYNZEO capsules to oral palonosetron, and the frequency of
these elevations was comparable between treatment groups. See Table 6.




Table 6: Liver Function Laboratory Abnormalities

AKYNZEO Capsules Palonosetron 0.5 mg

Laboratory Changes netupitant 300 mg/palonosetron 0.5 mg _ ’

> (N=861)

(N=861)

AST >3 x ULN and/or
ALT > 3 x ULN with 3 (0.3%) 5(0.6%)
Total Bilirubin > ULN
AST > 10 x ULN and/or
ALT > 10 x ULN with - 2 (0.2%)
Total Bilirubin > ULN
AST >3 x ULN and/or
ALT > 3 x ULN with 1 (0.1%) 1 (0.1%)
Total Bilirubin > 2 x ULN

ULN = upper limit of normal

In a multi-cycle safety study of 412 patients, the safety profile of AKYNZEO capsules (n = 308)
was comparable to aprepitant and palonosetron (n = 104) in patients undergoing initial and repeat
cycles (median 5 cycles, range of 1-14 cycles) of chemotherapy, including carboplatin, cisplatin,
oxaliplatin, and doxorubicin regimens. There were no reports of concomitant elevations of
transaminases greater than 3 times the upper limit of normal and total bilirubin in this study in
either arm.

In a randomized, clinical non-inferiority study, that compared oral palonosetron 0.5 mg to
intravenous palonosetron 0.25 mg in cancer patients scheduled to receive highly emetogenic
cisplatin (greater than or equal to 70 mg/m”) based chemotherapy, there were two patients (0.5%;
2/369) in the intravenous palonosetron arm who had concomitant elevations of transaminases
and total bilirubin. Neither experienced transaminase elevations greater than 10 times the upper
limit of normal.

AKYNZEO for Injection

The safety of AKYNZEO for injection was evaluated in 203 patients in an active-controlled
multi-cycle (median 4 cycles, range of 1-4 cycles) safety clinical study in patients receiving HEC
regimens, not including anthracycline plus cyclophosphamide, (e.g., cisplatin, cyclophosphamide,
carmustine, dacarbazine and mechlorethamine) compared to 201 patients receiving AKYNZEO
capsules (NCT02517021). The median age was 60 years, 46% were female, 99.5 % were White,
0.3% were Asian, and 0.3% were Hispanic. All patients received a single dose of AKYNZEO for
injection 30 minutes prior to the start of each chemotherapy cycle; dexamethasone was co-
administered with AKYNZEO. The safety profile of AKYNZEO for injection was generally
similar to that seen with AKYNZEO capsules.

7 DRUG INTERACTIONS

7.1 Effects of AKYNZEOQO on Other Drugs
Interaction with CYP3A4 Substrates

Netupitant is a moderate inhibitor of CYP3A4.

AKYNZEO should be used with caution in patients receiving concomitant medications that are
primarily metabolized through CYP3A4. A single oral dose of netupitant 300 mg significantly




inhibits CYP3A4 for 6 days. Avoid concomitant use of drugs that are CYP3A4 substrates for one
week, if feasible. If not avoidable, consider dose reduction of CYP3A4 substrates.

Dexamethasone

A single oral dose of netupitant 300 mg or a single fosnetupitant infusion of 235 mg increased
the systemic exposure of concomitant dexamethasone more than 2-fold on Days 2 and 4.
Administer a reduced dose of dexamethasone with AKYNZEO [see Dosage and Administration
(2.1), Clinical Pharmacology (12.3)].

Midazolam

When administered with netupitant, the systemic exposure to midazolam was significantly
increased. Consider the potential effects of increased plasma concentrations of midazolam or
other benzodiazepines metabolized via CYP3A4 (alprazolam, triazolam) when administering
these drugs with AKYNZEO [see Clinical Pharmacology (12.3)].

Chemotherapeutic Agents

The systemic exposure of chemotherapy agents metabolized by CYP3A4 can increase when
administered with AKYNZEO. Chemotherapy agents that are known to be metabolized by
CYP3A4 include docetaxel, paclitaxel, etoposide, irinotecan, cyclophosphamide, ifosfamide,
imatinib, vinorelbine, vinblastine, and vincristine [see Clinical Pharmacology (12.3)]. Caution
and monitoring for chemotherapeutic related adverse reactions are advised in patients receiving
chemotherapy agents metabolized primarily by CYP3A4.

Oral Contraceptives

There is no clinically significant effect of AKYNZEO on the efficacy of oral contraceptives
containing levonorgestrel and ethinyl estradiol /see Clinical Pharmacology (12.3)].

Warfarin

Although it was predicted that co-administration of intravenous AKYNZEO with warfarin would
not substantially increase the systemic exposure to S-warfarin (CYP2C9 substrate), the active
enantiomer, the effects of AKYNZEO for injection and AKYNZEO capsules on INR and
prothrombin time have not been studied. Monitor INR and adjust the dosage of warfarin, as
needed with concomitant use of AKYNZEOQ, to maintain the target INR range.

7.2 Effects of Other Drugs on AKYNZEOQO

Netupitant is mainly metabolized by CYP3A4.

Palonosetron is mainly metabolized by CYP2D6 and to a lesser extent by CYP3A4 and CYP1A2.

CYP3A4 Inducers

Avoid concomitant use of AKYNZEO in patients who are chronically using a strong CYP3A4
inducer such as rifampin. A strong CYP3A inducer can decrease the efficacy of AKYNZEO by
substantially reducing plasma concentrations of the netupitant component [see Clinical
Pharmacology (12.3)].

CYP3A4 Inhibitors

Concomitant use of AKYNZEO with a strong CYP3A4 inhibitor (e.g., ketoconazole) can
increase the systemic exposure to the netupitant component of AKYNZEO. However, no dosage

adjustment is necessary for single dose administration of AKYNZEO [see Clinical
Pharmacology (12.3)].




7.3 Serotonergic Drugs

Serotonin syndrome (including altered mental status, autonomic instability, and neuromuscular
symptoms) has been described following the concomitant use of 5-HT; receptor antagonists and
other serotonergic drugs, including selective serotonin reuptake inhibitors (SSRIs) and serotonin
and noradrenaline reuptake inhibitors (SNRIs). If symptoms occur, discontinue AKYNZEO and
initiate supportive treatment [see Warnings and Precautions (5.2)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Risk Summary

Limited available data with AKYNZEO use in pregnant women are insufficient to inform a drug-
associated risk of adverse developmental outcomes. In animal reproduction studies with
netupitant, no effects on embryo-fetal development were observed following daily oral
administration in pregnant rats during the period of organogenesis at doses up to 3.7 times the
human AUC (area under the plasma concentration-time curve) at the recommended single dose
to be given with each cycle of chemotherapy. However, a dose-dependent increase in adverse
effects on embryo-fetal development was observed following daily oral administration of
netupitant in pregnant rabbits during the period of organogenesis with doses at least 0.2 times the
human AUC at the recommended single dose to be given with each cycle of chemotherapy.
Daily oral administration of netupitant in rats up to 3.7 times the human AUC at the
recommended dose during organogenesis through lactation produced no adverse effects in the
offspring (see Data).

In animal reproduction studies with fosnetupitant, delayed ossification of pubis occurred after
intravenous administration in rats during the period of organogenesis at a dose 3 times the human
AUC for netupitant at the recommended single dose to be given with each cycle of
chemotherapy. In pregnant rabbits, an increase in resorptions was observed with daily
intravenous administration of fosnetupitant during the period of organogenesis at doses up to 9
times the human AUC for fosnetupitant and 0.4 times the human AUC for netupitant at the
recommended single dose to be given with each cycle of chemotherapy. Daily intravenous
administration of fosnetupitant (3 times the human AUC for netupitant at the recommended
single dose to be given with each cycle of chemotherapy) in rats during organogenesis through
lactation produced lower bodyweight in offspring at birth through maturation, and delayed
physical development (see Data).

In animal reproduction studies with palonosetron, no effects on embryo-fetal development were
observed following oral administration during the period of organogenesis at doses up to 921 and
1841 times the recommended oral dose in rats and rabbits, respectively (see Data).

Based on animal data from netupitant studies, advise pregnant women of the potential risk to a
fetus.

The estimated background risk of major birth defects and miscarriage for the indicated
populations are unknown. All pregnancies have a background risk of birth defect, loss, or other
adverse outcomes. In the U.S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to 20%,
respectively.

Data



Animal Data

Netupitant

Daily oral administration of up to 30 mg/kg netupitant in rats (3.7 times the human AUC at the
recommended single dose to be given with each cycle of chemotherapy) during the period of
organogenesis produced no effects on embryo-fetal development. However, an increased
incidence of external and skeletal abnormalities in rabbit fetuses was observed following daily
oral administration of netupitant in rabbits at 10 mg/kg/day and higher (0.2 times the human
AUC at the recommended single dose to be given with each cycle of chemotherapy) during the
period of organogenesis. These abnormalities included positional abnormalities in the limbs and
paws, and fused sternebrae. Reduction in fetal rabbit weight occurred at 30 mg/kg/day. Maternal
toxicity in rabbits (i.e., loss of bodyweight during the treatment period) was also observed at 30
mg/kg/day. Daily oral administration of up to 30 mg/kg netupitant (3.7 times the human AUC at
the recommended dose) in rats during organogenesis through lactation produced no adverse
effects in the offspring.

Fosnetupitant

Daily intravenous administration of 39 mg/kg/day fosnetupitant in rats (3 times the human AUC
for netupitant at the recommended single dose to be given with each cycle of chemotherapy)
during the period of organogenesis produced delayed ossification of pubis. No effects on
embryo-fetal development were observed with daily administration of up to 13 mg/kg
fosnetupitant in rats (2 times the human AUC for netupitant at the recommended single dose to
be given with each cycle of chemotherapy). Due to the limited systemic exposure to
fosnetupitant in pregnant rats, it is not possible to provide an AUC-based comparison of
fosnetupitant exposure in rats and humans. An increase in resorptions was observed with daily
intravenous administration of fosnetupitant at 6 mg/kg/day and higher in rabbits (9 times the
human AUC for fosnetupitant and 0.4 times the human AUC for netupitant at the recommended
single dose to be given with each cycle of chemotherapy) during the period of organogenesis.
No effects were observed in rabbits at 3 mg/kg/day (5.4 times the human AUC for fosnetupitant
and 0.4 times the human AUC for netupitant at the recommended single dose to be given with
each cycle of chemotherapy). Daily intravenous administration of 39 mg/kg fosnetupitant in rats
(3 times the AUC for netupitant at the recommended single dose to be given with each cycle of
chemotherapy) during organogenesis through lactation produced lower bodyweight in offspring
at birth through maturation, and delayed physical development (pinna detachment, eye opening,
and preputial separation). These effects were associated with maternal toxicity (reduced weight
gain and food consumption). No effects occurred in offspring or dams at 13 mg/kg/day (2 times
the human AUC for netupitant at the recommended single dose to be given with each cycle of
chemotherapy).

Palonosetron

In animal reproduction studies with palonosetron, no effects on embryo-fetal development were
observed in pregnant rats given oral doses up to 60 mg/kg/day (921 times the recommended oral
dose based on body surface area) or pregnant rabbits given oral doses up to 60 mg/kg/day (1841
times the recommended oral dose based on body surface area) during the period of
organogenesis.

8.2 Lactation

Risk Summary
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There are no data on the presence of netupitant (or fosnetupitant) or palonosetron in human milk,
the effects on the breastfed infant, or the effects on milk production. The developmental and
health benefits of breastfeeding should be considered along with the mother’s clinical need for
AKYNZEO and any potential adverse effect on the breastfed child from AKYNZEO or from the
underlying maternal condition.

8.4 Pediatric Use

The safety and effectiveness of AKYNZEO in patients below the age of 18 years have not been
established.

8.5 Geriatric Use

Of the 1169 adult cancer patients treated with AKYNZEO capsules in clinical studies, 18% were
aged 65 and over, while 2% were aged 75 years and over. The nature and frequency of adverse
reactions were similar in elderly and younger patients. Exploratory analyses of the impact of age
on efficacy were performed in the two trials that compared AKYNZEO to palonosetron /see
Clinical Studies (14)]. In Study 1 in patients treated with cisplatin chemotherapy, among the
patients less than age 65 years, 115 were treated with AKYNZEO and 116 were treated with
palonosetron alone. Among the patients 65 years or older, 20 were treated with AKYNZEO and
20 were treated with palonosetron alone. The difference in Complete Response (CR) rates
between AKYNZEO and palonosetron alone was similar between the two age groups in both the
acute and delayed phases.In Study 2 in patients treated with anthracyclines plus
cyclophosphamide chemotherapy, among the patients less than age 65 years, 608 were treated
with AKYNZEO and 602 were treated with palonosetron alone. Among the patients 65 years or
older, 116 were treated with AKYNZEO and 123 were treated with palonosetron alone. The
difference in CR rates between AKYNZEO and palonosetron alone (4% in <65 years and 2% in
>65 years) was similar between the two age groups in the acute phase. In the delayed phase, the
difference in CR rates between AKYNZEO and palonosetron alone (9% in <65 years and 1% in
> 65 years) was numerically higher in patients <65 years. This difference between age groups in
the delayed phase of Study 2 may be explained, in part, by higher CR in the delayed phase
associated with palonosetron alone in the older age group (81%) relative to the younger patients
treated with palonosetron alone (67%).

Of the 239 adult cancer patients treated with AKYNZEO for injection in clinical studies, 36%
were aged 65 and over, while 4% were aged 75 years and over. The nature and frequency of
adverse reactions were similar in elderly and younger patients.

In general, use caution when dosing elderly patients as they have a greater frequency of
decreased hepatic, renal or cardiac function and concomitant disease or other drug therapy.
8.6 Hepatic Impairment

No dosage adjustment for AKYNZEO is necessary for patients with mild to moderate hepatic
impairment (Child-Pugh score 5 to 8). Limited data are available with AKYNZEO in patients
with severe hepatic impairment (Child-Pugh score greater than 9). Avoid use of AKYNZEO in
patients with severe hepatic impairment /see Overdosage (10), Clinical Pharmacology (12.3)].

8.7 Renal Impairment

No dosage adjustment for AKYNZEO is necessary in patients with mild to moderate renal
impairment (creatinine clearance of 30 to 60 mL/min). The pharmacokinetics and safety of
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netupitant have not been studied in patients with severe renal impairment. Severe renal
impairment (creatinine clearance < 30 mL/min) did not substantially affect pharmacokinetics of
palonosetron. The pharmacokinetics for netupitant and palonosetron were not studied in patients
with end-stage renal disease requiring hemodialysis. Avoid use of AKYNZEO in patients with
severe renal impairment or end-stage renal disease [see Clinical Pharmacology (12.3)].

10 OVERDOSAGE

In the event of overdose, AKYNZEO should be discontinued and general supportive treatment
and monitoring should be provided. Because of the antiemetic activity of AKYNZEO, drug-
induced emesis may not be effective. Dialysis studies have not been performed; due to the large
volume of distribution, dialysis is unlikely to be an effective treatment for AKYNZEO overdose.

A total of 33 adult cancer patients were administered oral palonosetron at a dose of 90 mcg/kg
(approximately 12 times the recommended dose in AKYNZEO capsules), as part of a dose
ranging study and had a similar incidence of adverse reactions compared to lower doses. A single
dose of 600 mg (2 times the recommended dose in AKYNZEO capsules) of oral netupitant was
administered to 49 healthy subjects and a similar incidence of adverse reactions was observed
when compared to lower doses of netupitant in cancer patients and healthy subjects.

11 DESCRIPTION

AKYNZEO (300 mg netupitant/0.5 mg palonosetron) capsules are an oral combination product
of netupitant, a substance P/neurokinin 1 (NK-1) receptor antagonist, and palonosetron
hydrochloride, a serotonin-3 (5-HT3) receptor antagonist. Both netupitant and palonosetron
hydrochloride are anti-nausea and anti-emetic agents.

Netupitant is chemically described: 2-[3,5-bis(trifluoromethyl)phenyl]-N, 2 dimethyl-N-[4-(2-
methylphenyl)-6-(4-methylpiperazin-1-yl)pyridin-3-yl] propanamide. The empirical formula is
C30H3,FgN4O, with a molecular weight of 578.61. Netupitant exists as a single isomer and has
the following structural formula:

N
l
o
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Palonosetron hydrochloride is chemically described: (3aS)-2-[(S)-1-Azabicyclo [2.2.2]oct-3-yl]-
2,3,3a,4,5,6-hexahydro-1-oxo-1H-benz[de]isoquinoline hydrochloride. The empirical formula is
C19H24N,O.HCI, with a molecular weight of 332.87. Palonosetron hydrochloride exists as a
single isomer and has the following structural formula:
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Netupitant is white to off-white crystalline powder. It is freely soluble in toluene and acetone,
soluble in isopropanol and ethanol, and very slightly soluble in water.

Palonosetron hydrochloride is a white to off-white crystalline powder. It is freely soluble in
water, soluble in propylene glycol, and slightly soluble in ethanol and 2-propanol.

Each AKYNZEO capsule is composed of one white-caramel hard gelatin capsule which contains
three tablets each containing 100 mg netupitant and one gelatin capsule containing 0.5 mg
palonosetron (equivalent to 0.56 mg palonosetron hydrochloride). The inactive ingredients are
butylated hydroxyanisole (BHA), croscarmellose sodium, gelatin, glycerin, magnesium stearate,
microcrystalline cellulose, mono- and di-glycerides of capryl/capric acid, polyglyceryl dioleate,
povidone K-30, purified water, red iron oxide, silicon dioxide, sodium stearyl fumarate, sorbitol,
sucrose fatty acid esters, titanium dioxide and yellow iron oxide. It may contain traces of
medium-chain triglycerides, lecithin, and denatured ethanol.

AKYNZEO (235 mg fosnetupitant/0.25 mg palonosetron) for injection is a combination product
of fosnetupitant, a prodrug of netupitant, which is a substance P/neurokinin 1 (NK-1) receptor
antagonist, and palonosetron hydrochloride, a serotonin-3 (5-HT3) receptor antagonist.

Fosnetupitant ~ chloride  hydrochloride is  chemically  described as  2-(3,5-bis-
trifluoromethylphenyl)-N-methyl-N-[6-(4-methyl-4-O-methylene-phosphatepiperazinium-1-yl)-
4-o-tolyl-pyridin-3-yl]-isobutyramide chloride hydrochloride. The empirical formula is
C31H36F6N4OsP+CI*HCI, with a molecular weight of 761.53. Fosnetupitant chloride
hydrochloride exists as a single isomer and has the following structural formula:

T | |
F
N
N
F
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F
F F C \
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Fosnetupitant chloride hydrochloride is white to off-white to yellowish solid or powder. Its
solubility is pH dependent: at acidic pH (pH 2), its solubility is 1.4 mg/mL; at basic pH (pH 10),
its solubility is 11.5 mg/mL.

Palonosetron hydrochloride is described above in this section.

AKYNZEO for injection is available for intravenous infusion supplied as a sterile lyophilized
powder. Each vial of AKYNZEO for injection contains 235 mg of fosnetupitant (equivalent to
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260 mg fosnetupitant chloride hydrochloride) and 0.25 mg of palonosetron (equivalent to 0.28
mg of palonosetron hydrochloride). The inactive ingredients are edetate disodium (6.4 mg),
mannitol (760 mg), sodium hydroxide and/or hydrochloric acid (for pH adjustment).

AKYNZEO injection is available for intravenous infusion supplied as a sterile solution in a
single-dose vial. Each vial of AKYNZEO injection contains 235 mg of fosnetupitant (equivalent
to 260 mg fosnetupitant chloride hydrochloride) and 0.25 mg of palonosetron (equivalent to 0.28
mg of palonosetron hydrochloride). The inactive ingredients are edetate disodium (3.2 mg),
mannitol (760 mg), water for injection, sodium hydroxide and/or hydrochloric acid (for pH
adjustment).

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
Netupitant is a selective antagonist of human substance P/neurokinin 1 (NK-1) receptors.

Palonosetron is a 5-HT; receptor antagonist with a strong binding affinity for this receptor and
little or no affinity for other receptors. Cancer chemotherapy may be associated with a high
incidence of nausea and vomiting, particularly when certain agents, such as cisplatin, are used. 5-
HT; receptors are located on the nerve terminals of the vagus in the periphery and centrally in
the chemoreceptor trigger zone of the area postrema. Chemotherapeutic agents produce nausea
and vomiting by stimulating the release of serotonin from the enterochromaffin cells of the small
intestine. Serotonin then activates 5-HTs receptors located on vagal afferents to initiate the
vomiting reflex. The development of acute emesis is known to depend on serotonin and its 5-HT3
receptors have been demonstrated to selectively stimulate the emetic response.

Delayed emesis has been largely associated with the activation of tachykinin family neurokinin 1
(NK-1) receptors (broadly distributed in the central and peripheral nervous systems) by
substance P. As shown in in vitro and in vivo studies, netupitant inhibits substance P mediated
responses.

12.2 Pharmacodynamics

NK-1 Receptor Occupancy

The receptor occupancy of netupitant was measured in a human Positron Emission Tomography
(PET) study. Netupitant was shown to cross the blood brain barrier with a NK-1 receptor
occupancy of 92.5%, 86.5%, 85.0%, 78.0%, and 76.0% in striatum at 6, 24, 48, 72, and 96 hours,
respectively, after oral administration of 300 mg netupitant.

Cardiac Electrophysiology

An AKYNZEO oral dose of 600 mg netupitant (2 times the recommended dose) and 1.5 mg
palonosetron (3 times the recommended dose) did not prolong the QT interval to any clinically
relevant extent.

The recommended dose of AKYNZEO for injection (235 mg fosnetupitant and 0.25 mg
palonosetron) did not prolong the QT interval to any clinically relevant extent.
12.3 Pharmacokinetics

Netupitant and Palonosetron
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Absorption

Upon single oral administration of AKYNZEO capsules to healthy subjects and patients,
netupitant and palonosetron were measurable within 1 hour after administration and reached the
maximum concentration (Cp.x) in approximately 4 to 5 hours (Table 7).

Table 7: Systemic Exposure (AUC;,s and C,,, ) of Netupitant and Palonosetron After a Single
Oral Dose of AKYNZEO in Healthy Subjects and Cancer Patients
Mean ( CV%?)
Parameter Population
Netupitant Palonosetron

Healthy Subjects 14,402 (51) 56.7 (33)

AUC (ng-h/mL) -
Patients 17,365 (39) 58.3 (50)
Healthy Subjects 434 (56) 1.53 (25)

Cinax (ng/mL) -
Patients 496 (49) 0.95 (35)
o (B! Healthy Subjects 52to12) 5(1to12)
e Patients 4(2t08) 5(1to 12)

" median (min-max); 2CV: coefficient of variation; AUC,,: area under the plasma concentration-time curve from
time 0 to infinity; t,,,: time to maximum concentration.

Following oral administration, the absolute bioavailability of palonosetron was approximately
97%.

When AKYNZEO capsules were administered under fed conditions, the systemic exposure to
netupitant and palonosetron was similar to the exposure under fasting conditions.

In cancer patients who received a single dose of AKYNZEO capsules 1 hour prior to
chemotherapy (docetaxel, etoposide, or cyclophosphamide), the Cp.x and the area under the
concentration-time curve from time zero to infinity (AUCi,s ) of netupitant and its metabolites
were similar to those in healthy subjects. The mean Cpax and AUC;y¢ of palonosetron in cancer
patients were similar to those in healthy subjects.

No changes in pharmacokinetics of netupitant and palonosetron were observed when 450 mg
oral netupitant and 0.75 mg oral palonosetron were given alone or co-administered (1.5 times the
recommended dose of AKYNZEO capsules).

Dose Proportionality

Netupitant:

There was a greater than dose-proportional increase in the systemic exposure (108-fold AUC;yr
increase for a 30-fold dose increase) when the oral netupitant dose was increased from 10 mg
(approximately 3% the recommended dose in AKYNZEO capsules) to 300 mg of netupitant and
a dose-proportional increase in the systemic exposure when the netupitant dose was increased
from 300 mg to 450 mg of netupitant (1.5 times the recommended dose in AKYNZEO capsules).

Palonosetron:

After single oral doses of palonosetron ranging from 0.25 to 6.8 mg (0.5 to 13.6 times the
recommended dose in AKYNZEO capsules) using a buffered solution, the mean C.,x and
AUC;,r were dose proportional in healthy subjects.

Following single intravenous doses of AKYNZEO for injection in patients or fosnetupitant in
healthy subjects, Crmax Of netupitant and palonosetron were achieved at the end of the 30-minute
infusion (Table 8).

15




Table 8: Systemic Exposure (AUCy.3 and C,,,) of Netupitant and Palonosetron After a
Single Intravenous Dose of AKYNZEO for Injection in Cancer Patients or a Single
Intravenous Dose of Fosnetupitant in Healthy Subjects

. Mean (CV%>)
Parameter Population Netupitant Palonosetron
Healthy Subjects 12,012 (19) --
AUCo.120 (ng-h/mL) Patients 8.022 (22) 28 (28)
Healthy Subjects 841 (21) --
Cunax (ng/mL) Patients 590 (28) 0.8 (35)
e ()" Healthy Subjects 0.5(0.5t00.4) --
max Patients 0.6 (0.5t0 4) 0.6 (0.5 to 6)

' median (min-max); 2CV: coefficient of variation; AUC_j5o: AUC from time 0 to 120 hours from start of infusion

Distribution

After single oral administration of AKYNZEO capsules, netupitant and palonosetron were
widely distributed throughout the body (Table 9).

Table 9: Volume of Distribution (Vz/F) in Healthy Subjects and Cancer Patients After a
Single Oral Dose of AKYNZEO and In Vitro Protein Binding
Mean (CV%°)
Parameter Population .
P Netupitant Palonosetron
Healthy Subjects 3314 (53) 586 (33)
VZ/E (L) Patients 1982 (46) 663 (24)
Plasma Protein Binding ; ; Netupitant: > 99.5%" 0
[n vitro studies Major Metabolites: > 97%" 62%

? Concentration range: 10 to 1300 ng/mL; ° Concentration range: 100 to 200 ng/mL; “CV: coefficient of variation

After administration of single dose of AKYNZEO for injection in patients, the mean + SD of
volume of distribution (Vz) of netupitant and palonosetron were 2627 = 990 L and 594 + 239 L,
respectively, consistent with previous estimates after single oral administration of AKYNZEO
capsules in healthy subjects and cancer patients (Table 9).

Elimination — Netupitant

After a single dose of AKYNZEO capsules, netupitant is eliminated from the body in a multi-
exponential fashion and the mean + SD of apparent elimination half-life was of 96 + 59 hours in
healthy subjects and 80 + 29 hours in cancer patients. The mean + SD of estimated systemic
clearance (CL/F) was 26.3 £ 12.5 L/h in healthy subjects and 20.3 = 9.2 L/h in patients.

In patients, following intravenous infusion of AKYNZEO for injection, the mean = SD total
body clearance (CL) and terminal half-life (t;2) of netupitant were 14.1 £ 5.3 L/h and 144 + 73
hours, respectively.

Metabolism

Once absorbed, netupitant is extensively metabolized to form three major metabolites: desmethyl
derivative, M1; N-oxide derivative, M2; and OH-methyl derivative, M3. Metabolism is mediated
primarily by CYP3A4 and to a lesser extent by CYP2C9 and CYP2D6. Metabolites M1, M2 and
M3 were shown to bind to the substance P/neurokinin 1 (NK-1) receptor.
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The mean AUC;,s for metabolites M1, M2 and M3 was 29%, 14% and 33% of netupitant,
respectively. The median ty.x for metabolite M2 was 5 hours and was about 17 to 32 hours for
metabolites M1 and M3, respectively.

Excretion

After a single oral administration of ['*CJ-netupitant, approximately half the administered
radioactivity was recovered from urine and feces within 120 hours of dosing. The total of 3.95%
and 70.7% of the radioactive dose was recovered in the urine and feces collected over 336 hours,
respectively, and the mean fraction of an oral dose of netupitant excreted unchanged in urine is
less than 1% suggesting renal clearance is not a significant elimination route for the netupitant-
related entities. About 86.5% and 4.7% of administered radioactivity was estimated to be
excreted via the feces and urine within 30 days post-dose.

Elimination - Palonosetron

Following oral administration of AKYNZEO capsules in healthy subjects and cancer patients,
the mean ( £ SD) of half-life of palonosetron was 44 + 15 hours and 50 + 16 hours, respectively,
whereas the mean £ SD of total body clearance (CL/F) was 9.6 £ 2.7 L/h and 10.0 = 3.4 L/h,
respectively.

After a single intravenous palonosetron dose of 10 mcg/kg (approximately 3 times the
recommended dose in AKYNZEO for injection), the mean = SD of total body clearance (CL) of
palonosetron in healthy subjects was 12.1 & 3.7 L/h, and renal clearance (CLg) was 5.1 = 2.1 L/h.

In patients, following intravenous infusion of AKYNZEO for injection, the mean = SD total
body clearance (CL) and terminal half-life (t;,) of palonosetron were 7.6 + 2.6 L/h and 58 + 27 h,
respectively.

Metabolism

Palonosetron is eliminated by multiple routes with approximately 50% metabolized to form two
primary metabolites: N-oxide-palonosetron and 6-S-hydroxy-palonosetron. These metabolites
each have less than 1% of the 5-HTs receptor antagonist activity of palonosetron. In vitro
metabolism studies have suggested that CYP2D6 and to a lesser extent CYP3A4 and CYP1A2
are involved in the metabolism of palonosetron. However, clinical pharmacokinetic parameters
such as Cpax, AUCiys, CL, CLg, V, and t;, are not significantly different between poor and
extensive metabolizers of CYP2D6 substrates.

Excretion

Following administration of a single oral 0.75 mg dose of ['*C]-palonosetron (1.5 times the
recommended dose in AZKYNZEO capsules) to six healthy subjects, 85% to 93% of the total
radioactivity was excreted in urine, and 5% to 8% was eliminated in feces. The amount of
unchanged palonosetron excreted in the urine represented approximately 40% of the
administered dose.

Fosnetupitant
Absorption

Following single intravenous doses of AKYNZEO for injection in patients (235 mg fosnetupitant
and 0.25 mg palonosetron infused in 30 minutes) or fosnetupitant in healthy subjects (235 mg
fosnetupitant infused in 30 minutes), maximum concentrations of fosnetupitant were achieved at
the end of the 30-minute infusion (Table 10).
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Table 10: Systemic Exposure of Fosnetupitant After a Single Intravenous Dose of
Fosnetupitant in Healthy Subjects or AKYNZEO for Injection in Cancer Patients

Mean (CV%?)
Parameter Population
Healthy Subjects 6431 (14)
Crnax (ng/mL) Patients 3478 (45)
X Healthy Subjects 0.5(0.25t00.5)
s (h) Patients 0.5 (0.5 t0 0.6)
Healthy Subjects 2938 (12)
AUCi (ng-h/mL) Patients 1401 (46)

"median (min-max); CV: coefficient of variation; AUC;,: AUC from time 0 to infinity

In cross-study comparisons, the mean Cy,.x and AUCj,¢ of fosnetupitant were lower in patients
than in healthy subjects. Similarly, AUCy.120 and Cpax of netupitant in patients were 26% and
30% lower than in healthy subjects, respectively (Table 8). The differences in systemic
exposures to netupitant are clinically insignificant.

In healthy subjects, there was a dose-proportional increase in the systemic exposure when the
dose of fosnetupitant was increased from 17.6 mg (7.5% of recommended dose in AKYNZEO
for injection) to 353 mg (150% of recommended dose in AKYNZEO for injection and
AKYNZEO injection).

Distribution

The mean + SD volume of distribution (V) of fosnetupitant in healthy subjects and in patients
was 124 + 76 L and 296 £535 L, respectively. The human plasma protein binding of
fosnetupitant was 92% at 1 micromolar and 95% at 10 micromolar.

Elimination

After intravenous administration of AKYNZEO for injection, fosnetupitant plasma
concentrations declined in a biexponential manner. Thirty minutes after the end of the infusion,
the mean plasma concentration of fosnetupitant was less than 1% of Cyax.

The mean + SD of terminal elimination half-life and systemic plasma clearance (CL) of
fosnetupitant were respectively 0.75 £ 0.40 hours and 249 + 270 L/h in cancer patients after a
single IV dose of AKYNZEO. They were 0.96 £ 0.55 hours (mean £ SD) and 90 £ 13 L/h in
healthy subjects after a single intravenous dose of fosnetupitant.

Metabolism

Fosnetupitant is converted in vivo to netupitant by metabolic hydrolysis. In patients receiving
AKYNZEO intravenously, netupitant exposure was 17-fold fosnetupitant exposure, as
determined by their AUC;,s ratio. Netupitant metabolites M1, M2 and M3 were generated from
the released netupitant. In patients, metabolite M1, M2 and M3 exposures were 32%, 21% and
28% of netupitant exposure. The median ty,x for M1, M2, and M3 were 12, 2 and 12 hours,
respectively.

Specific Populations

Geriatric Patients

18




In cancer patients receiving AKYNZEO capsules, population pharmacokinetic analysis indicated
that age (within the range of 29 to 75 years) did not influence the pharmacokinetics of netupitant
or palonosetron. In healthy elderly subjects (greater than 65 years of age) the mean AUC;,r and
Cmax Was 25% and 36% higher, respectively, for netupitant, and 37% and 10% higher,
respectively, for palonosetron compared to those in healthy younger adults (22 to 45 years of
age). The increase in the systemic exposure to netupitant in the elderly subjects is not considered
to be clinically significant.

Male and Female Patients

In a pooled analysis of data following AKYNZEO capsules, the Cpax for netupitant was 35%
higher in females than in males while the AUC;i,s was similar between males and females. In
female subjects, the mean AUC;,¢ for palonosetron was 35% higher and the mean Cpax was 26%
higher than in male subjects. Sex did not affect the pharmacokinetics of fosnetupitant, netupitant,
netupitant metabolites and palonosetron after a single intravenous dose of AKYNZEO in patients.
In healthy subjects, no effect of sex was observed on the pharmacokinetics of fosnetupitant,
netupitant and its metabolites after a single intravenous dose of fosnetupitant alone. The mean +
SD of netupitant AUCi,s and Cax in patients were 15672 + 5496 ng-h/mL and 567 + 174 ng/mL,
respectively in males and 15518 + 4814 ng-h/mL and 609 + 161 ng/mL, respectively in females.

Patients with Renal Impairment

Population pharmacokinetic analysis showed that mild and moderate renal impairment
(creatinine clearance 30 to 60 mL/min) did not significantly affect the pharmacokinetics of
netupitant in cancer patients. Netupitant has not been studied in patients with severe renal
impairment (creatinine clearance less than 30 mL/min).

Mild to moderate renal impairment does not significantly affect palonosetron pharmacokinetic
parameters. In a study with intravenous palonosetron, total systemic exposure to palonosetron
increased by approximately 28% in patients with severe renal impairment relative to healthy
subjects.

The pharmacokinetics of palonosetron and netupitant have not been studied in subjects with end-
stage renal disease (creatinine clearance < 15 mL/min not on dialysis) [see Use in Specific
Populations (8.7)].

Patients with Hepatic Impairment

The effects of hepatic impairment on the pharmacokinetics of netupitant and palonosetron were
studied following administration of a single oral dose of AKYNZEO to patients with mild
(Child-Pugh score 5 to 6), moderate (Child-Pugh score 7 to 9), or severe (Child-Pugh score >9)
hepatic impairment.

In patients with mild or moderate hepatic impairment, the mean AUC;,¢ of netupitant was 67%
and 86% higher, respectively, than in healthy subjects and the mean C,,x for netupitant was
about 40% and 41% higher, respectively, than in healthy subjects.

In patients with mild or moderate hepatic impairment, the mean AUC;i,r of palonosetron was 33%
and 62% higher, respectively, than in healthy subjects and the mean Cp.x for palonosetron was
about 14% higher and unchanged, respectively, than in healthy subjects.

The pharmacokinetics of netupitant and palonosetron were available from only two patients with
severe hepatic impairment. As such the data are too limited to draw a conclusion [see Use in
Specific Populations (8.6)].
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Drug Interaction Studies

Effect of Netupitant/Fosnetupitant and/or Palonosetron on Other Drugs
CYP344

In vitro studies have shown that netupitant and its metabolite M1 are inhibitors of CYP3A4. An
in vivo study has confirmed that netupitant is a moderate inhibitor of CYP3A4.

Dexamethasone

In healthy subjects, the oral administration of a single AKYNZEO capsule with the CYP3A4
substrate dexamethasone (12 mg on day 1 followed by once-a-day administrations of 8 mg on

days 2, 3, 4, 6, 8 and 10), increased the plasma concentrations of dexamethasone for 6 days
(Table 11).

Table 11: Effect of a Single Dose of Oral AKYNZEQ (Day 1) on the Systemic Exposure of a
Co-administered CYP3A4 Substrate (Dexamethasone) in Healthy Subjects
% Change for Dexamethasone
Day 1 Day 4 Day 6 Day 8
Crnax AUC, Chnax AUC Crnax AUC, Crnax AUC,
2% 58%7 54%7 139%7 29%7T 49%71 7%7T 20%7T

*the interacting drug (dexamethasone 12 mg) was administered on day 1 with AKYNZEO and alone (8 mg) on days
2,3,4, 6,8 and 10; AUC,.: AUC from time zero to time t of last measurable concentration after dexamethasone
administration on Days 1, 4, 6 and 8

1 = Increased; | = Decreased

In healthy subjects, co-administration of a single intravenous fosnetupitant dose (235 mg) with a
20 mg oral dexamethasone on day 1 followed by twice-a-day administrations of 8 mg
dexamethasone on days 2, 3, and 4, increased dexamethasone exposure 2.4-fold on day 4 (Table
12).

Table 12: Effect of a Single 235 mg Dose of Intravenous Fosnetupitant (Day 1) on the Systemic
Exposure of a Co-administered CYP3A4 Substrate (Dexamethasone) in Healthy

Subjects

% Change for Dexamethasone

Day 1

Day 4

Cmax

AUC .4

Cmax

AUCs4.108

3%

50%7T

70%T

142%7T

*the interacting drug (dexamethasone 20 mg) was administered on day 1 with AKYNZEO and alone (8 mg bid) on
Days 2,3,4; AUC.,4: AUC from time 0 to 24h after dexamethasone administration on Day 1; AUCg4.105: AUC from
time 84h to 108h after dexamethasone administration on Day 4

1 = Increased; | = Decreased

Considering the limited fosnetupitant exposure in human plasma and its conversion to netupitant
within 30 minutes after completion of infusion, the effects are ascribed to netupitant /see Drug
Interactions (7.1)].

Midazolam
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When co-administered with netupitant 300 mg the mean Cp,,x and AUC;,s of midazolam after
single dose oral administration of 7.5 mg midazolam was 36% and 126% higher, respectively
[see Drug Interactions (7.1)].

Chemotherapeutic Agents (docetaxel, etoposide, cyclophosphamide)

Systemic exposure to intravenously administered chemotherapeutic agents that are metabolized
by CYP3A4 was higher when AKYNZEO capsules was co-administered in cancer patients than
when palonosetron alone was co-administered (see Table 13).
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Table 13: Effect of a Single Dose of Oral AKYNZEO on the Systemic Exposure of Co-
administered Chemotherapy Agents Metabolized by CYP3A4 in Patients with

Cancer
Co-administered Chemotherapeutic | Change in Systemic Exposures of Chemotherapeutic Agents when
Agent® Co-administered with AKYNZEO Capsules Compared to Co-
administration with Palonosetron

AUC,." Cnax

Docetaxel 75 to 100 mg/m’ 35%1 49%1

Etoposide 35 to 100 mg/m” 28%7 10%7

Cyclophosphamide 500 to 1000 mg/m” 20%1 27%1

? Following a single oral dose of AKYNZEO compared to co-administered with palonosetron alone
l’AUCO_t: AUC from time zero to time t of last measurable concentration
1 = Increased; | = Decreased

The mean AUC, of palonosetron was about 65% higher when AKYNZEO capsules was co-
administered with docetaxel than with etoposide or cyclophosphamide, while the mean AUC;,s of
netupitant was similar among groups that received docetaxel, etoposide, or cyclophosphamide
[see Drug Interactions (7.1)].

Erythromycin

When 500 mg erythromycin was co-administered with netupitant 300 mg, the systemic exposure
of erythromycin was highly variable and the mean C.,x and AUC;, of erythromycin were
increased by 92% and 56%, respectively. The change in exposure is not clinically significant.

Oral Contraceptives

A single dose of AKYNZEO capsules, when given with a single oral dose of 60 mcg ethinyl
estradiol and 300 mcg levonorgestrel, showed no effect on Cpax and increased the AUCO-t of
levonorgestrel by 46%. The Cya.x and AUC, of ethinyl estradiol increased by 5% and 16%
respectively. The change in exposure is not clinically significant [see Drug Interactions (7.1)].

Other CYP P450 enzymes

Based on the in vitro studies, netupitant, and its metabolites are unlikely to have in vivo drug-
drug interaction via inhibition of CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, and
CYP2D6 at the clinical dose of oral AKYNZEO.

Netupitant and its metabolites, M1, M2 and M3, are not inducers of CYP1A2, CYP2B6,
CYP2C9, CYP2C19 and CYP3A4.

In in vitro studies, palonosetron did not inhibit CYP1A2, CYP2A6, CYP2B6, CYP2C9,
CYP2D6, CYP2EI and CYP3A4/5 or induce CYP1A2, CYP2D6 or CYP3A4/5. CYP2C19 was
not investigated.

Transporters — P-gp and BCRP

Based on in vitro studies, netupitant is an inhibitor of P-glycoprotein (P-gp) and breast cancer
resistant protein (BCRP) transporters. /n vitro studies indicated that fosnetupitant is an inhibitor
of P-gp. However, an in vivo interaction between AKYNZEO for injection and P-gp substrates
is considered unlikely.

In vitro, palonosetron was an inhibitor of MATE1, MATE2-K, OCT1, OCT2 and OAT3
transporters. An in vivo interaction between AKYNZEO capsules or injection and transporter
substrates is considered unlikely.
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Digoxin —P-gp Substrate

Co-administration of oral netupitant 450 mg (1.5 times the recommended dose in AKYNZEO
capsules) did not significantly affect the systemic exposure (4% increase of AUCy.4 at steady
state) and urinary excretion (2% increase) of oral digoxin, a substrate of P-gp, at steady-state.
Concurrent administration of AKYNZEO capsules or AKYNZEO for injection with digoxin is
not expected to affect the systemic exposure to digoxin.

Other Transporters

In vitro studies indicate that netupitant and its three major metabolites are unlikely to have in
vivo drug-drug interactions with human efflux transporters BSEP, MRP2, and human uptake
transporters OATP1B1, OATP1B3, OAT1, OAT3, OCTI1, and OCT2 at the clinical dose of
300 mg.

In vitro studies indicated that fosnetupitant is an inhibitor of OATP1B1 and OATP1B3
transporters. However, an in vivo interaction between AKYNZEO for injection and OATP1BI1,
OATPI1B3, and P-gp substrates is considered unlikely.

In vitro studies indicated that fosnetupitant is not an inhibitor of MATE2-K transporter.

Effects of Other Drugs on Netupitant/Fosnetupitant and/or Palonosetron

Based on in vitro studies, fosnetupitant is not a substrate of BCRP, BSEP, MDR1 and MATEI,
MATE2-K, OATI1, OAT3, OATP2B1, OCT1 and OCT2.

Netupitant is not a substrate for P-gp. However, metabolite M2 is a substrate for P-gp.

Netupitant and palonosetron are CYP3A4 substrates. Co-administration of strong CYP3A4
inhibitors, such as ketoconazole, or strong CYP3A4 inducers, such as rifampin, with a single oral
administration of AKYNZEO capsules affects with clinical significance the exposure to
netupitant but not to palonosetron (Table 14).

Table 14: Change in Systemic Exposure to Netupitant and Palonosetron When a Single Dose
of AKYNZEO is Co-Administered with Either a CYP3A4 Inhibitor or a CYP3A4
Inducer in Healthy Subjects

Co-administered Drug Netupitant” Palonosetron®
AUCin¢ Crnax AUCin¢ Cinax
Strong CYP3A4 Inhibitor
Ketoconazole 400 mg once daily for 12 days 140%7 25%7 10%7 15%7
Strong CYP3A4 Inducer
Rifampin 600 mg once daily for 17 days 62% | 82% | 19% | 15% |

*Following a single oral dose of AKYNZEO; ® Geometric Mean AUC;,cand Cuax. T = Increased; | = Decreased

13 NONCLINICAL TOXICOLOGY

13.1  Carcinogenesis, Mutagenesis, Impairment of Fertility

Netupitant
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Long-term studies in animals to evaluate carcinogenic potential have not been performed with
netupitant. Netupitant was not genotoxic in the Ames test, the mouse lymphoma cell mutation
test, or the in vivo rat micronucleus test.

Daily oral administration of netupitant in rats at doses up to 30 mg/kg (1.9 times the human AUC
in male rats and 3.7 times the human AUC in female rats at the recommended dose) had no
effects on fertility or reproductive performance.

Fosnetupitant

Long-term studies in animals to evaluate carcinogenic potential have not been performed with
fosnetupitant.

Fosnetupitant was not genotoxic in the Ames test and in vivo rat micronucleus test. In human
lymphocytes, fosnetupitant did not induce structural chromosomal aberrations.

Daily intravenous administration of fosnetupitant in rats at doses up to 39 mg/kg (1.3 times the
human AUC for fosnetupitant and 4.3 times the human AUC for netupitant at the recommended
single dose to be given with each cycle of chemotherapy) had no effects on fertility or
reproductive performance.

Palonosetron

In a 104-week carcinogenicity study in CD-1 mice, animals were treated with oral doses of
palonosetron at 10, 30, and 60 mg/kg/day. Treatment with palonosetron was not tumorigenic.
The highest tested dose produced a systemic exposure to palonosetron (plasma AUC) of about 90
to 173 times the human exposure (AUC=49.7 ngeh/mL) at the recommended oral dose of 0.5 mg.
In a 104-week carcinogenicity study in Sprague-Dawley rats, male and female rats were treated
with oral doses of 15, 30, and 60 mg/kg/day and 15, 45, and 90 mg/kg/day, respectively. The
highest doses produced a systemic exposure to palonosetron (plasma AUC) of 82 and 185 times
the human exposure at the recommended dose. Treatment with palonosetron produced increased
incidences of adrenal benign pheochromocytoma and combined benign and malignant
pheochromocytoma, increased incidences of pancreatic Islet cell adenoma and combined
adenoma and carcinoma and pituitary adenoma in male rats. In female rats, it produced
hepatocellular adenoma and carcinoma and increased the incidences of thyroid C-cell adenoma
and combined adenoma and carcinoma.

Palonosetron was not genotoxic in the Ames test, the Chinese hamster ovarian cell
(CHO/HGPRT) forward mutation test, the ex vivo hepatocyte unscheduled DNA synthesis (UDS)
test, or the mouse micronucleus test. It was, however, positive for clastogenic effects in the
Chinese hamster ovarian (CHO) cell chromosomal aberration test. Palonosetron at oral doses up
to 60 mg/kg/day (about 921 times the recommended oral dose based on body surface area) was
found to have no effect on fertility and reproductive performance of male and female rats.

14 CLINICAL STUDIES

Study 1

In a multicenter, randomized, parallel, double-blind, controlled clinical trial of 694 patients, the
efficacy and safety of a single dose of oral netupitant in combination with oral palonosetron was
compared with a single oral dose of palonosetron in cancer patients receiving a chemotherapy
regimen that included cisplatin (median dose of 75 mg/m?). The efficacy of AKYNZEO was
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assessed in 135 patients who received AKYNZEO capsules (300 mg netupitant and 0.5 mg
palonosetron) and 136 patients who received oral palonosetron 0.5 mg.

Treatment regimens for the AKYNZEO and palonosetron arms are summarized in Table 15.

Table 15: Oral Antiemetic Treatment Regimen in Study 1
Treatment Regimen Day 1 Days 2 to 4
AKYNZEO capsules: 300 mg netupitant/
AKYNZEO 0.5 mg palonosetron Dexamethasone 8 mg once a day

Dexamethasone 12 mg
Palonosetron 0.5 mg
Dexamethasone 20 mg

Palonosetron Dexamethasone 8 mg twice a day

Of the 135 patients who received AKYNZEO, 43% were women, and all patients were White.
The age ranged from 19 to 77 years, with a median age of 53 years.

During the study, 86% of the 135 treated patients in the AKYNZEO arm received a concomitant
chemotherapeutic agent in addition to protocol-mandated cisplatin. The most common

chemotherapeutic agents and the proportion of patients exposed were cyclophosphamide (34%),
fluorouracil (24%), etoposide (21%), and doxorubicin (16%).

The key efficacy endpoints were complete response (CR) (defined as no emetic episode and no
use of rescue medication) for the 25 to 120 hour interval (delayed phase), CR for the 0 to 24 hour
interval (acute phase), and CR within 120 hours (overall phase) after the start of the
chemotherapy administration.

A summary of the key results from this study is shown in Table 16.

Table 16: Proportion of Patients Responding by Treatment Group and Phase in Study 1
AKYNZEQ Capsules
300 mg netupitant/ Palonosetron
0.5 mg palonosetron 0.5 mg
N=135 N=136
% % p-value*
COMPLETE RESPONSE
Delayed Phasef 90.4 80.1 0.032
Acute Phase? 98.5 89.7 0.002
Overall Phase® 89.6 76.5 0.003

* Adjusted p-values for multiple comparisons using Cochran-Mantel-Haenszel test, stratified by gender.
tDelayed phase: 25 to 120 hours post-cisplatin treatment.

tAcute phase: 0 to 24 hours post-cisplatin treatment.

§Overall: 0 to 120 hours post-cisplatin treatment.

Study 2 (NCT01339260)

In a multicenter, randomized, parallel, double-blind, active controlled, superiority trial, the
efficacy and safety of a single oral dose of AKYNZEO was compared with a single oral dose of
palonosetron 0.5 mg in cancer patients scheduled to receive the first cycle of an anthracycline
and cyclophosphamide (AC) regimen for the treatment of a solid malignant tumor (Study 2). All
patients received a single oral dose of dexamethasone. Treatment regimens for the AKYNZEO
and palonosetron arms are summarized in Table 17.
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Table 17: Oral Antiemetic Treatment Regimen in Study 2

lT{l;ega;::::lnt Day 1 Days2to3
AKYNZEO capsules: 300 mg netupitant/
AKYNZEO 0.5 mg palonosetron No antiemetic treatment
Dexamethasone 12 mg
Palonosetron Palonosetron 0.5 mg No antiemetic treatment
Dexamethasone 20 mg

After completion of cycle 1, patients had the option to participate in a multiple-cycle extension,
receiving the same treatment as assigned in cycle 1. There was no pre-specified limit of the
number of repeat consecutive cycles for any patient.

A total of 1455 patients were randomized to the AKYNZEO arm or palonosetron arm. A total of
1450 patients (AKYNZEO n=725; palonosetron n=725) received study medication: of these,
1438 patients (99%) completed cycle 1 and 1286 patients (88%) continued treatment in the
multiple-cycle extension. A total of 907 patients (62%) completed the multiple-cycle extension
up to a maximum of eight treatment cycles.

Of the 725 patients who received AKYNZEO, 711 (98%) were women; 79% were White, 14%
Asian, 6% Hispanic, and <1% were Black or Other. Age ranged from 22 to 79 years, with a
median age of 54 years. A total of 724 patients (99.9%) were treated with cyclophosphamide. All
patients were additionally treated with either doxorubicin (68%) or epirubicin (32%).

During the first cycle, 32% of the 725 patients treated with AKYNZEO received a concomitant
chemotherapeutic agent in addition to protocol-mandated regimens, with the most common
chemotherapeutic being fluorouracil (28%) and docetaxel (3%).

The primary efficacy endpoint was the CR rate in the delayed phase, 25 to120 hours after the
start of chemotherapy administration.

Major secondary efficacy endpoints included CR for the acute and overall phases. A summary of
key results from Study 2 is shown in Table 18.
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Table 18: Proportion of Patients Responding by Treatment Group and Phase — Cycle 1 in

Study 2
AKYNZEOQ Capsules
300 mg netupitant/ Palonosetron
0.5 mg palonosetron 0.5 mg
N=724 N=725
% % p-value*
PRIMARY ENDPOINT
COMPLETE RESPONSE
Delayed Phase’ 76.9 69.5 0.001
MAJOR SECONDARY ENDPOINTS
COMPLETE RESPONSE
Acute Phase* 88.4 85.0 0.047
Overall Phase® 74.3 66.6 0.001

*p-value from Cochran-Mantel-Haenszel test, stratified by age class and region.
*Acute phase: 0 to 24 hours after anthracycline and cyclophosphamide regimen.
"Delayed phase: 25 to 120 hours after anthracycline and cyclophosphamide regimen.
Overall: 0 to 120 hours after anthracycline and cyclophosphamide regimen.

Multiple Cycles

Patients continued into the Multiple-Cycle extension for up to 7 additional cycles of
chemotherapy. The proportion of patients with complete response in the delayed phase by
treatment group at each cycle (cycles 2 to 6) is displayed in Figure 1. A limited number of
patients received treatment beyond cycle 6. During all cycles the CR rate in the delayed phase
was higher for AKYNZEO than for palonosetron. Antiemetic activity of AKYNZEO was
maintained throughout repeat cycles for those patients continuing in each of the multiple cycles.

Figure 1:  Proportion of Patients with Complete Response in the Delayed Phase by Treatment Group
and Cycle in Study 2
Complete Response
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Additional clinical trials (Study 3 and Study 4) were conducted to support the efficacy of
AKYNZEO.

Study 3 (NCT01376297)

In a separate study, 309 patients undergoing initial and repeat cycles of chemotherapy (including
carboplatin, cisplatin, oxaliplatin, and doxorubicin regimens) received AKYNZEOQ; efficacy was
maintained throughout all cycles.

Study 4 (NCT01363479)

In a multicenter, multinational, randomized, active-controlled, double-blind, double-dummy,
parallel group, clinical non-inferiority study, the efficacy and safety of a single dose of oral
palonosetron 0.5 mg was compared to intravenous palonosetron 0.25 mg in cancer patients
scheduled to receive highly emetogenic cisplatin (>70 mg/m”) based chemotherapy. The purpose
of this study was to demonstrate that oral palonosetron 0.5 mg contributes to the efficacy of
AKYNZEO during the acute phase (first 24 hours after cancer chemotherapy) in the setting of
cisplatin based chemotherapy. A total of 739 patients (oral palonosetron n=370; intravenous
palonosetron n=369) received study medication.

The primary efficacy endpoint was complete response (CR) (defined as no emetic episode and no
use of rescue medication) within 24 hours (acute phase) after the start of cisplatin-based
chemotherapy administration. In the oral palonosetron arm, 89.4% of patients achieved a CR in
the acute phase compared to 86.2% of patients in the intravenous palonosetron arm, with a
difference of 3.2% (99% CI: -2.7% to 9.2%). Non-inferiority of oral palonosetron versus
intravenous palonosetron was demonstrated since the lower limit of the two-sided 99% CI for the
difference in proportions of patients with CR was greater (i.e., closer to zero) than the
pre-defined non-inferiority margin set at -15%.

Study 5 (NCT02557035)

In a multicenter, multinational, randomized, active controlled, double blind, double dummy,
parallel group, clinical non-inferiority study, the efficacy and safety of a single dose of
intravenous palonosetron 0.25 mg administered over 30 minutes (infusion) was compared to
intravenous palonosetron 0.25 mg administered over 30 seconds (bolus) in cancer patients
scheduled to receive a HEC chemotherapy regimen that included cisplatin administered as a
single IV dose of 70 mg/m?, cyclophosphamide 1500 mg/m?, carmustine (BCNU) >250mg/m?,
dacarbazine (DTIC) and mechlorethamine (nitrogen mustard). The purpose of this study was to
demonstrate that intravenous palonosetron 0.25 mg administered over 30 minutes was non-
inferior to administration of intravenous palonosetron 0.25 mg administered over 30 seconds for
prevention of nausea and vomiting during the acute phase (first 24 hours after cancer
chemotherapy) in the HEC setting. A total of 425 patients (intravenous palonosetron infusion
n=214; intravenous palonosetron bolus n=211) received study medication and HEC and
completed the 0-24 h study period with no major protocol violations and were included in the Per
Protocol Population.

The primary efficacy endpoint was complete response (CR defined as no emetic episode and no
use of rescue medication) in the 24 hours (acute phase) after the start of the scheduled
chemotherapy. In the intravenous palonosetron infusion group, 82.7% of patients achieved CR in
the acute phase compared to 86.3% of patients in the intravenous palonosetron bolus group, with
a difference of -3.4% (99% CI: - 12.0% to 5.2%). Non-inferiority of administration of
intravenous palonosetron over 30 minutes compared to administration of intravenous
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palonosetron over 30 seconds was demonstrated since the lower limit of the two-sided 99% CI
for the difference in proportions of patients with CR was greater (i.e., closer to zero) than the
pre-defined non inferiority margin set at -15%.

16 HOW SUPPLIED/STORAGE AND HANDLING

Capsules

AKYNZEO (300 mg netupitant/0.5 mg palonosetron) capsules: hard gelatin capsules with white
body and caramel cap with “HE1” printed on the body. They are supplied as follows:

NDC # 69639-101-01: pack of one capsule in one blister
NDC # 69639-101-04: pack of four capsules (two capsules per blister strip).
Storage

Store AKYNZEO capsules at 20 °C to 25 °C (68 °F to 77 °F); excursions permitted from 15 °C
to 30 °C (59 °F to 86 °F) [see USP Controlled Room Temperature].

For Injection

AKYNZEO (235 mg fosnetupitant/0.25 mg palonosetron) for injection: sterile, white to off-
white lyophilized powder in a single-dose vial for reconstitution.

NDC # 69639-102-01: pack of one vial of lyophilized powder

Storage

Store AKYNZEO for injection in carton, protected from light at 2° to 8°C (35.6 F to 46.4°F).
Injection

AKYNZEO (235 mg fosnetupitant/0.25 mg palonosetron per 20 mL) injection: sterile, clear
solution in a single-dose vial.

NDC # 69639-105-01: pack of one vial of solution
Storage
Store AKYNZEO injection in carton, protected from light at 20°C-25°C (68°F-77°F).

17 PATIENT COUNSELING INFORMATION
Advise patients to read the FDA-approved patient labeling (Patient Information).

Administration

Advise patients to take AKYNZEO capsules with or without food approximately 1 hour prior to
the start of chemotherapy [see Dosage and Administration (2.1)].

Hypersensitivity Reactions

Advise patients that hypersensitivity reactions, including anaphylaxis, may occur in patients
receiving AKYNZEO. Advise patients to seek immediate medical attention if any signs or
symptoms of a hypersensitivity reaction occur while taking AKYNZEO [See Warnings and
Precautions (5.1)].
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Serotonin Syndrome

Advise patients of the possibility of serotonin syndrome, especially with concomitant use of
AKYNZEO and another serotonergic agent such as medications to treat depression and
migraines. Advise patients to seek immediate medical attention if the following symptoms occur:
changes in mental status, autonomic instability, neuromuscular symptoms, with or without
gastrointestinal symptoms /[see Warnings and Precautions (5.2)].

Pregnancy

Inform female patients of reproductive potential that AKYNZEO may cause fetal harm and to
inform their prescriber of a known or suspected pregnancy [see Use in Specific Populations

(8.1)].

Manufactured by Helsinn Birex Pharmaceuticals, Dublin, Ireland for Helsinn Healthcare SA,
Switzerland

Distributed by Helsinn Therapeutics (U.S.), Inc., Iselin, NJ 08830, under license of Helsinn
Healthcare SA, Switzerland

AKYNZEO is a registered trademark of Helsinn Healthcare SA, Lugano, Switzerland
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EETLWNR DR (LY 7R, Vv b CER7R E) & BIRE TE R

FHET X AR ) VIR AT V) N U O L A (2.2) DA ERRE, S
AKYNZEO K " AKYNZEO VESHK & O FESE, IRINAISUTZ O 3EHA & O@EEMEICE L TA
FTELT—XIERENTEY, ZhbE AKYNZEO EIRICHSN, SUXFRIBHI S H#E LTz
B2V, WL DD E7R 53K 2 G R T 2 72O TR 7 4 v 2 W2 55,
AKYNZEO ¥R D ST FHEDRIEZIS, #RT A & KEZEFF 0.9%HE T N U T AESHHR CHes
THZ L.

3. FIBKRUEE

AKYNZEO # 7BV : RT 4 IZTHE LRIl E N Bt (BT 1) /T ANt (Fx v )
DL T F TN, FYEX 2 F300mg/Sn ke 05mg 254,

S AKYNZEO : AR AR Y B X > b 235 mg//31 /& b 122 0.25 mg D F~JK F GO EE
HORE R A (BLIEME FH S A 7 L CHERS)

AKYNZEO K : RARY B X 2k 235mg//3n /& bt 025 mg 2 GH T 5P 720K
20 mL (Hi[EMfEH 1 7 L CHER) .

i

4. ER

1

L.




5. EERUVFERLDEE

51 BEUE

o> 5-HT; 2 ARSI 60 2 @8BUE O BEE O G I 03503 59, AKYNZEO D4y D—>
Thr\u /)t harOf5E2Z TI-BEICT T 7 4 T % —7 8 ORBUE RS DIBENRE X
TN 5D.

52 +t0OFZVEERE

S-HT; ZAREIEPERIC L 280 F = UEFEHOBREANRE SN TS, 1T A LOREE, &
HF~/WQ%[@W%?DF:/ﬁ@Dﬁﬁ@%ﬁé@%D,?DF:/~/»:E*7UV@
BV AAPHESE (SNRD, B/ 7 I UELEERILEFERE, IAX Py, 7o X =), UF UL,
FI~ R= AV ROAF LT N— KR E] O EBEL T D, W S ER O —EIX
LI E -T2, B0 S-HT; ARG EAOWER G LV BB Lt = Ve RS
ENTWD. S-HT; ZRBEGEOMERICEH T 2 1 b= JEBERFOWE ORI, FELEZ OE
EEMFREE X —TRELE

o b= UREGERRICBEE T SR E LTIE, HER CEO, EM, TR E) ORFEIZ))
boT, koL Mk, D%, AR, BiERY), BAMRRLE MR, AL2EMNE,
FEIWED E Y, FBIT, WL, SRREZR L), MRRAER (R, B, IA7e—X X, KT
#, WaEEEE R L), AEREOEIEE L FEIROMAEDENRET Hivd. KT AKYNZEO &
fliotw b= AMEBHE L OOFHT 2RI, BEZ LSBT L L. B F=VEFEHOERD
= o725 A, MGNHD@&5%¢¢L IEHRIEZBIET S 2 L. R AKYNZEO Z o'
2 h=AEBEEE AT 535G, Eu RS RO Y A7 BTS2 LA BEICHIT S 2
L[V IEN (7.3) 2]

6. El{EA

PUF OREHRANZERZ2BER D, WA SCEORIOBEIZHLEEHIN TV,
WAUE s [ 2522 ] OMEHT F o078 (5.1) 2]
Yo k= UGEERE[ B R OMEST LR (5.2) M

6.1 EREKERICHETIERRER

BRI I AR R SR TR SN D720, B 2 3 2t 2 BRBR TRl S n - ER O
FEBLRIT, M oOHF 2 RETT D ARRER CORNWEH OFBR & ERKT 5 2 L3 TE 7, EE
DRIWEROFBLRLZ KB L2 b O TIERWN
AKYNZEO 5 7 &)1

BRIREABR T, BRIEEE M OMERR N 1538 44 & X512 AKYNZEO 1 72 L DB 72 2 A 5 F
fliL7=. ULFICRET 27 — 2%, 3HFOFEFESHEHABRICI O THAMEFEEEEZ D b 1
A T NVEZT TR 1169 £ ~D AKYNZEO D% 5-% KW U T\ D [k (14.1) /6. Z D
1169 4 121E, R T 12 A 7 NVETORFRED S H, Dl &b 4% A7 /LD AKYNZEO D
PeG-252 T2 782 4, Ve &b 6 ¥ A 7D AKYNZEO D 52521771 321 4 W& END. 4
BB S5 CTH Y, BED 19%M Ltk 83%NAN, 13% BT T AN, 4%RtE A= T
bolz. TRTOBEIMEFIRIEDSY A 7 VBLED 1 FEHATIZ AKYNZEO O BL[al#E M % 5% 5




7=, TR_RTCORBRTT FH A XV % AKYNZEO & O U=/ ffkatle (14.1), 15 kP

SR T F oz oN— R L B N

VAT TF R b LT E
, 136 478 AKYNZEO O 5 %517 7.
VUM T L A FRBLER A Al 72 AKYNZEO OFIVER %22 4 12577,

O Hi[a$ 5B Tl

WEIESER O 5 22 - B et g & Li-—1fF
FHLR 3% L, »»o, Xe /¥ bne

Fz4: AKYNZEO h THILDEEEVRTSFUER—RELE-EEELEREHESE
‘G (AL 1) 2T EEEICRIRE I%BULTHRITE L-EIER
AKYNZEO % F¥ )L
=R (RYEZY b 300 mg/ Rk ke 0.5mg

Nu & e 0.5 mg BEEH) (N=136)
(N=136)
LR R 4% 2%
" 4% 2%
{28 3% 1%

ALBIE

3%

2%

T RGY S VRN B R T 7 S NaN— X E LR

TV A7V KRR T aRAT 7 I RER—R L LI LPRIEL Z T - BB kg b

L7z 1 HoRERTIX

, 2553 A 7V 11T

AKYNZEO # 7V O 55251, Z0D 55 6354

DY xkix, KEHREGTRKRS VA 7 /LETAKYNZEO 7L O¥ 5525 F7-. ¥4 7L 1T

FHLE 3%LL E, o,

|/ he B 5 X5 38IE A Elnl> 72 AKYNZEO 7 72 /L)

RITER 2R 5T, YA 7 2 DB CBESNIERWER O T 07 7 A W%, A 70 1 THIE

INHLOEELL TV,

&5:

AKYNZEO h TR DBEET U RZHA IV VRV I OKRRT 72 FER—R

ELFEEREERE (MO0 1) R EEBICEBEEIWLULTRREL-EER

AKYNZEO % 7& /v
(XY &b 300 mg/

2Na /& bhrr0.5mg

CHE | & k0.5 mg BRAH) (N=725)
(N=725)

5 9% %

B e 8% 7%

%5 7% >

ORWERIZINZ T, AKYNZEO B 7Bt Sa )+ b UROB5EEE I LT 2140

RS AT IF—F LR Y Ly RNRERIC 59 25 R C

A
FRIRAER TU, W T AEEME LIRD 3 522 % M7 A7 I —8HN, KUY e
e

JNASRIRF I FEH L 7.
FRETHo7z (R6ZH).




®6: MHEREEER

AKYNZEO } F&
BREEOE (XY EZ2 b 300mg//iu /& ka v 0.5 mg lREH)
(N=861)

Na /- khar0.5mg
(N=861)

AST >3 x ULN O/ XX
ALT >3 x ULN %D 3 (0.3%) 5 (0.6%)
BeULry >ULN

AST>10x ULN KT8/ X%
ALT > 10 x ULN 73 - 2 (0.2%)
By ry >ULN

AST >3 x ULN KT/ X%
ALT >3 x ULN 73 1(0.1%) 1 (0.1%)
WMeY/Lry >2x ULN

ULN = Jifi g% F:YEfE R

e (VKT TF v, YATTFy, X PV TITF R RF ey 2H0iz b
DAL EED) OPREOKERS (hRAE SV A 7L, B I~14 A 7)) BT RS
412 BN LTz 1 RO A 522 2R CTlX, AKYNZEO 1 7B/t (308 44) OZ&e7 1
TrANME, TFLvEZ R e Nm 2k ha PR (104 4) OREERT BT 7 A )L EFEERT
bole. KB TIIWT ORGSR T b A EME LIRO 352822 87 27 I —BHN,
FOHRE Y LB MO RIRRE BT S LR o 7z

YAFTF (I0mgm’ LLE) Z— 2 & Ul i B DU E SR O 5 2 5 D T IED
FEHRE ARSI T hry 05 mg OO E &% & hr 025 mg ORI 5% ik
L7 VDT o 2 2l FELMEERRRER TIE, 231 /& b e v ORI 5EED 2 4 (0.5%, 2/369
)2, NI UAT I F—EHEIEUE UL E UHINAEIRCEE D Sz, WTFnoE 58T
b, M EYEE EIRO 1054220 F 7 VAT LT —EBHINERO bk o7,

4 H AKYNZEO

T RIHA 7Y RO 7 aRAT 7 I RFHZBRS HEC LY Ay (] : AT FF 2,
SIBRAT IR, ANVLAFL, AR U RRAIZa L ZI BN -LIRAY) 5%
THREERGE U | FOFIERR, S A 70 (FRAE 451 70, & 1~4%17
V) AEVEREREER (NCT02517021 %) T, E4H AKYNZEO (203 44) & AKYNZEO 7 7t
b (201 44) DOEAVEA G Lz, T REIL 60 5 CThH D, HED 46% 03 LM, 99.5%73
FHA, 03%03 7T TN, 03%NE A=y 7 Thote. TRTOEEN, (LFEEEOEY A 7V
BA%E D 30 43NS AKYNZEO OHEIR G252 T -, ZORRIZ, 7% A %Y % AKYNZEO
EOFAE G LT, S AKYNZEO 0L 7 v 7 7 A VX, AKYNZEO 7 7'/ D247 m
77 AN EBRBLREAL L TV,

7. EWHEEER

71  AKYNZEO AMiDEMICRIZTHE
CYP3A4 JLE & DI AAEH

IV EHZ L M CYP3A4 DFREEDOHERTH 5.

F & LT CYP3A4 IZ L VB SN D FHEEZ G STV DB I2IE, AKYNZEO A HE 2 ff
MT22L. 2YEZ L F300mg DHEEIRROFEGIZED, &5% 6 HREICZHIZD, CYP3A4 I3H




BEIZHEINS. AR ThHIUL, 5% 1ERMIL, CYPIA4 B THLEMONHZRET HZ L.
INERT BN WEA, CYP3A4 IWEOWEEZRFITH 2 L.
THY AL

R EZ k300 mg DHEREOEG IR AR EHX R 235 mg OHBEIFRIRNEEGI2 XD,
Day 2 ). (X Day 4 T, SR LTV 2 %V v OLFIRHERIT 2 (F@BI L=, AKYNZEO & ffH
TOBE, TXIRAZ YRR D L R 1), BRFERE (12.3) 2.
I TA

IR NEPHLIEE A, XY T AOLGEBRREITAZICHEM L. AKYNZEO & ff
MT 256, 4V T7L%, CYPZAICEVRBISN OO Yy T RBERE (T Ty
F 5, NUTYT L) OMSETRESIMOATRENEZ BT D 2 & [HAFERE (12.3) /).
1L FHELFE

CYP3A4 |2 L 0 R SN D P FRIE O R REE X, AKYNZEO & 3 258 128N 5%
AREMER ®H D, CYPIA4 ICL VRSN D Z RO TWAILFEREEIE LTI, FeX ¥tk
v, X7V EXRN, TRKRUR, AV )Ty, YIaFRAT77IR, ARATZ77INR, 4~
F=T, B LA, BT IRAFUROE 7 U AT U NET BID [HFEFERE (12.3) 2.
F & LT CYP3A4 1T X0 G S P RIER O G- 252 1T TV L B ITR LT, (bFRIERE
HOFWERIZER L THET 22 380 ons.
% 0 REAT K

AKYNZEO (X, LR/ V7 A R LAV F =)LE R b T VA — /L% G Tefk DTS O A 2
\ZHERRAICH B B % RAF SRR HERE (12.3) /).
o7y v

AKYNZEO OffflkN#E5-L o7 7 U o5 LDffHIC LY, EEotrFA~—ThD S-
U7 7 Uy (CYP2C9 HHE) OA&HBEREEITRE ITHMLan e TRl ven, FEHH
AKYNZEO } T8 AKYNZEO 1 72V AN INR N7 11 b i o B U BERIC RIE 83 2 E Tloh
AFEFL TRV, AKYNZEO ST 2B INR 2= U > 7 L, INR O HIZ#H % HERF3
HIEDICHEISE LT, Y77 U v oHBEEHAE T2 L.
7.2  {hDEMH AKYNZEO IZRIFT HE

VX ME, FELTCYPIA4ICE Y snD.

Su ) ek, F£ELTCYP2D6 12 L0 RGE &, FREIEV S CYP3A4 KT CYP1A2
WXV REEsns.
CYP3A4 3K

RHNZ D=0 )72 CYP3A4 FHEH (V7 7 B 72 E) 24 L T\ 2 B I21E, AKYNZEO
OO ZRET D Z L. 5072 CYP3A FEHRIE, 1Y E X 2 MR O MR E 2 KIgIE T S8
52 LR, AKYNZEO DA MEZAR T S8 5 AlReted & 2 [Hi A FEEE (12.3) /).
CYP3A4 [HESK

AKYNZEO %3 7)72 CYP3A4 fAESK (7 haF Y —nuind) LOFHT % &, AKYNZEO O %>
v X NSy OSSR ES IS S AEEESH S, L L, AKYNZEO OH[RIEG(Zx L&
AR D M ENX IR N AR (12.3) /).




73 0O EEE

S-HT; ZREEETI Lot r b= AF8EE DERAE e b= BV IALESR (SSRD K
Otm h=r 207 RS Y BRI AAZER (SNRD 2E] 20L&, Er b=
HEERE CRERRE D2k, B AR AR L E K O AER 72 &) DSFBLT 5 Z E MRl SN T
W5 EIRDE Z 5 725A, AKYNZEO O# 52 H 1k U, FHREZ BT D 2 & [ZER OEH
LDV (5.2) U]

8. HilZBEARA~DEKE

81 iR
U A7 DEK)

BEh~D AKYNZEO O 512 L CAFAIRER T — X TR O TW D7, 2t 535 2
ETCHRBICEREL LTV AV ERERMET HIET—H L LTAHRTHDL., 2V EX
MZBAT 5 A5 A mMRER ClE, IR T v MBI 2 RIEOFERAMICRY v& M H
ROBEL LT- & &, [LBFEOKY A 7V THER G SN S MESEHETO AUC (iR
SRR R AR T AE) OIK 3.7 5N T2 HET, - BRIEREICKHT 2 RETRD o
. LL, IRy FICBITO2MEOIFE IRy 2 o M ARA®KEG L& &, {k
FIEDOH YA 7V THERE SN B MEEHETO AUC @ 0.2 580 BIZHYS T 5 & T,
I8 - R IRFAEICET D RIER ORBLREN A EEREMEITHEM L. HRT v MCBT 2RIEORE
AN bRAMICR Y X o M edEARAKRE L L &, b MERHETO AUC O K 3.7 1%
ST o & T, HAERICAEEEMIRBL L 20 o7 (F—524H).

RARY EZ o NMCBET 245 AEFEHRERCIE, IRT7 v MBI 2BIEORE RS H
ARV ER NEFRNE S L& &, (LFEREORET A 7V THERG S e MERART
DRV L D AUC O 3 512 Y 3 5 & THE OB{LEBERES bz, kY X ot
DEEHINC R AR ©F o b & AEFIRNE G Lo & &, RFREDOR YA 7 L CTHEER S
ENbdb MEEHETORARY EHX O AUC O K 9 fFICHY T2 HE, KO, 2V EH
kD AUC @ 0.4 {52823 2% 8T, W OHEMNRD Sr-. BIEROSETRRE SR
Wz d7 > M2, FARYEX N (BFERIEOEY A 7 )V CHEE L S D HEEH & TO X
VX RO AUC O 35N T 5 &) 2@ ARG Lo & &, MARIZAERE) & i
FCORKEKLOF R EORILENBD b (F—F ).

Sna ) ha BT AR A TR T, BEORBEREIICH LT v PR Y
BiIo5t hTOHBHEDOZNENRK 21 LN 1841 fFOMEE TRAKEG LI X, IB-k
RN T DR BILRD DN oTe (F—F ).

XYL MIET RBO DG ONEYT — XIS X, JRIBICKT D-ENY A 7125
WCHHRICBIE T2 Z L.

YHENIZIBWTHEE SN D BERRERET L OBERREOE ) A7 IIAATHL. +T
DIERRIZIE, e REE, HIRIER UIZOMOFEFEROE R A7 Bb 5. KEO—KEHT
I, ERRIICEERR SN TV D IHIRICB W THEE SN D EARZR R EE KO HRTEDOE Y 27
XZ NI 2%~4% M DN 15%~20%TH 5.



I
BT —%
REE P

AR T > N ORRYLOIREEINC, x> 4% N % 30 mgkg D& ((LFHRIEOKY A 7 LT
HERLG S5 MEREHETO AUC O 3.7 YT &E) FTCEAROKEGLILE ZA,
I« BRI AT D RBITRD Lo 7. LL, MR XORBREOIRERAMIC R Y
v 4 b % 10 mg/kg/day UL EOHE ((LFREOE A 7 VICHEBR G S5 e MEEHETO
AUC @D 02 f5ICHYS T2 HE) THAKROEG LLE 25, U X ORISR K OVE S 5%
W OREDOEMMARD Sz, 25O RFEITIZMUE O ERR T L OE SEiEe bidd bh
7. 30 mgkg/day DFIET, VW XRIEOEKERDMNRD bt £, RAECRE~DEN
G POKRERD) bR bRz, RIEOREERMNORAMCH DT v Mcx Y EX
> F%& 30mgkg DHE (b MESEHE TO AUC O 3.7 FICHYT2HE) S CHAKROKRE L
LA, HAERICEEERITIREA L 2o 7.
AR ES P

UEHR 7 N ORI OZERIIC, FSARXY E X N % 39 mg/kg/day DHE ({bFIEDE Y
A7 NVTHEREG SN e MERHETOXRY EX » hO AUC O 3 f5IZFY T 5 &) TEH #
ARNEE G LTz & 2 A, BB OBALBIENRO Gz, T v MIERARY EX 2 h &K 13 mgkg
DOHE ((LFRIEOERE YA 7V CHERG IS B MEEHETOXRY EX  FO AUC O 2 {FIC
YT HHE) FTHAKGLIZEZA, - JREBAICKT 2 BITRO bnpnoto. dHE
Ty MIBITDRARYEX  NORFGEERT — X IIRLNTWDHID, 7y FEKDE FTO
RARXYE R NOBRFEREZ AUC IZESWTHERT 2 2 LIXTERW AR X ORI O E
TERHNC AR AR Y &% o b % 6 mg/kg/day (LFRIEDR Y A 7 )V CTHEERG S5 b M &
TOHRARYELZ L RO AUC D9 f5, KORY EX > hd AUC O 0.4 FI2HYS 45 &) Lk
O ETHEHBEIRNEE L & &, BRINVEEOBEMBERO bz, YHFICRARXRY EX o M
3 mg/kg/day D& ((EFREDK YA 7V THEREIN D MERHETORARY EHX U K
D AUC D54 FERIRYEZ Y D AUC O 04 fFICHYTHHE) TRELEEZ A, B
RO ool MROHETRRNORAMICH LT v M, RAXY EH 2 % 39 mg/kg
O E (LFRIEOKYT A 7 LV THERGINL e MEEHETORY EHX  hdD AUC O 3 f%I1C
MY 2 &) CHEAFIRNELS Lo L 25, HAERIZAERD b i) & COREKE L O K%
2 (ESrfrbl, PAIRKL OVELRZZ3EE) ORIENRD bz, TS IFRHA~OENE ((KEBEINO
DR OB EOWD) LBE L7z, 13 mgkg/day DHE ((LFFIEOEKEY A 7 L CHIEE G S
Lt MEEAETOXRY EX  FO AUC O 2 f5ICY T 5 &) TRELZE ZA, HARXZ
RHAIZEBIIRD e o 7
N Sl Az

Sm gk b a BT B AR AE R T, IR v P ORRIEOIFHE AN &K 60
mg/kg/day DR (RRERUHED < HESERE DB 921 %) £ TROKS, UIEIRY Y X O
ROFETEHINN IR 60 mg/kg/day DR (RRIFUZHES HAELERE 0 H RO 1841 %) £ THREH
B LimE 25, IR - RRRAECKHT 2 HBEIRD b7




8.2 &%
Y X2 DEEF

bR FoRY EZ b (FFARY EL ) HLLiEa /& ha rOFE, B
TRA~OEE, AW PEE~OEBIZET 57 — 213720, #E8l0O AKYNZEO O iR B M EE & Y
AKYNZEO U RHMADHAER B LD I RBR~OFEMETO RN L & b2, RILOEEK
OMiERE EOFIZE 2 R 5 2 &

84 /INR~ADEE
18 AT D HBEFE BT D AKYNZEO OZ2aME f OEZhEN, FENL STV

8.5 BEERE~ADESE

BRI FER T AKYNZEO 7 7B VO 5% 5 - i NIRRT 1169 44 D 18% 13 65 1% LA ETH D,
2% 15 A ETho7o. BWEROME R OBE L, mlniE & B FEE & CHEIL T,
AKYNZEO &/3%va /& b e o &3 2 2 fEORRRER T, FE03 AN KIE T2 OHER
FRNT 24T o 1o [kt (14) M. VAT T F N X DR IEEZ T - BE Exg L Li-R
B 1 T, 65mARMOBED I H 115408 AKYNZEO O#5%2%1F, 116 420330 /& b U H
MO %% 7. 65 L EOBFED H 6 20 478 AKYNZEO OF 52515, 20475331 /& b
v MO G 252 T e, BV R O o R 5E ] (CR) #D AKYNZEO FE L /\m /&
hr HMEE L DL, 2 SOFEMBRCRIBE Ch o, 7V I A 27V ROV 7 rERA
77 2 ROFALFREZZ 0 - BB x5 & L2l 2 TiE, 65 A OERED 9 5 608 4443
AKYNZEO O#:5-%%1F, 60240830 /& hua  HMo®&E5EE25% 1772, 65U EOBREDH L
116 478 AKYNZEO O#5-%51F, 123 40331 /& ha VHEMO#K G 2510 7=, 2 CR o
AKYNZEO #f&/3m /& ba BB L 07 (65 Al Tl 4%, 65 %L ETlE2%) X, 2 >0
N E R CRIRE Th o 72, B CR RO AKYNZEO # & /31 /& b u U BIMEE L D3 (65 7%
AR TIE 9%, 65 LA Tl 1%) 1, 65 KD BFIZIB W THEIERIZ &> 7. 3k 2 DOEFE
BT 2 FEmEMOZEL, N e BB SR COERY CR 3, /e /& ke Fh
REOFERE (67%) LT e /& ho VEMBEOSFERE (81%) TrRroT-Z L BEY
FNCEEE L T D EE 26z

B AR R TS ) AKYNZEO O 5% 52 1T 7o N R 239 44 0D 36%7% 65 ik LA ETH D, 4%
N5 ETh otz BWEROME R OBEL, mlnEE & B FEE CHEL T,

R B 1T, BOUTDEREME T LTV D 2 ENREL, AINEND -7 0 tho 3Rtk %%
FTWEDT 52 LR, —KIC, @RS ICITERICRS T2 L.
8.6 MHEEEZAIIESE

BERE /s & WA S O RS RERE S (Child-Pugh 2 =1 7 % 5~8) A4 5B T L, AKYNZEO ®
MERSIIARETH 5. BHEDOIFHEREREE (Child-Pugh 2 =2 7 239 #8) 2 H 9 % 4 Tld AKYNZEO

BT 5T — X IR LTV 5. EEOFKEERE 2/ 9 2 BF 1213 AKYNZEO Offi H & #E) 5
Z L [#HERG (10), EEKREPE (12.3) 2.

8.7 BHEEEZAIIES

WRPE D P EEOBREREE (7 L7 F =227 U7 72 A0 30~60 mL/min) %H7 5 HBEIC
%f L, AKYNZEO O HEFHIIAETH L. HEDOEKEREEL AT L2EBELXIGI, xRV
¥ N OEYERE R O EMEIIRE STy, BEOBHEERE (VLT F=0 I U T TR



23 30 mL/min AJi) (X, 737 /& brr OEYBIREIC K X B4 RF S R0 oTo. kST %
T HRMBHEBOBEZXRIC, XY X NEROVa /&~ o v ORYENRIIRE S e mn
oz, BEOBHEREREE 243 2 BF IRMEREOEE 21T AKYNZEO OFF A #ET 5 2 &
[FERFERE (12.3) /).

10. BERE

W EEGNE CSA1E, AKYNZEO O 52 Wik L, &5k a i LEFE 28T 5
Z L. AKYNZEO [FHlrEiEME 2 A4 5720, AN LY AKYNZEO Zit& iS85 2 L I3sh Ry
TIHRWATREMER H 5. BRI N E TICE I TV, SHARERKE WD, BT
25 AKYNZEO Dty 5% 512 %09 2 h A 72165 T dd 2 rIREMEI ARV .

NEREF 33410, HERERBRO —BRE LT/ /& ho % 90 ugkg (AKYNZEO %
T RNAFORAS OHEER EOFK 12 %) OHETROKLE LR, BIEHORBIE T S /&
fo s EARECTRAOBRE LESA LRARE CTh o7z, @ERA 49 L I2xY B X v b % 600 mg
(AKYNZEO 71 72 VI D[RSy ORI & D 2 £5) OMETHER DL L. ZORE, &l
TERORBRT, BmEAELOEERACRY X N2 KARCTHERO&E LA L RIfRE
Th-oT-.

11. #HRE - K

AKYNZEO (%Y EZ > F300mg//<m /¥ ha 05mgBlaA) H7wnig, 7 2% =%
P/=ma—ux="1 (NK-1) ZEREFERY X hetnr =23 (5-HTy) SZREMREHIE S
0/t o UEBEORORAHITHD. xYEH s hEn )/ be UEREITE i, FUE
DETHVHIMIETHS.

I X R OILFEALE, 2-[3,5-bis(trifluoromethyl)phenyl]-N, 2
dimethyl-N-[4-(2-methylphenyl)-6-(4-methylpiperazin-1-yl)pyridin-3-yl] propanamide T& % . (b5
C3HnFeN,O TH Y, 7T EIL578.61 THDH. RV EX L M, H—RMEAKE LTHFEL, BT
(R THEER A R

Su /b U ORI, (3aS)-2-[(S)-1-Azabicyclo
[2.2.2]oct-3-y1]-2,3,3a,4,5,6-hexahydro-1-oxo-1H-benz[de]isoquinoline hydrochloride T % . b5z
CioHuN,OHCI TH Y, 45781333287 ThH5H. 2Su /& b o Uiglethid, BBk LCfF
fEL, UTICRIERE R



RV EH MY, B~KABROREREM R THL. XY EX U ME, ML= RO & I
W9, 47N — AR H ) — )L IRRE T 0T <, KITHED Tz <.

Nw /e be UEEBEE, A~KBEOREER R TH S, Nn ' e UHEERIER, KIZE
T, e LT a— L IRoREITRT K, =F = R 2-T a R ) — R TIT]
A%

AKYNZEO 7 7 &/ViX, B&/ 7 ANEORET F o 7wV ThD. &7V, *
YRR 100mg EEATHEERIZEEL N0/ b 05mg (V31 /& b a RN 0.56 mg
\HY) 2EATHETF TN B TRANEGEEND. BIANE, 7F e a7 =
YV—)b (BHA), ZuaAHNAa—AF Y Th ¥S5F, ZUkVy, 2570 Ui~ T %
L, fiEmEAR—2, BTV T BT KOV TR R, UF LA CBEARY 7Y
U, RE R K-30, FRUK, REmgbsk, —BbrAFE, Z~AVBATT IR UL,
VLE b=, vaERIBT ATV, T2 o RGBS TH L. MEOHFE MY
UtV R, LYFUROERTY ) —ABEENDLIERNHD.

S AKYNZEO (FRAXY E X2 | 235mg//8v /& hr 025 mg BiAH) 1%, 7 2%
YAPIma—uF =1 (NK-1) ZREERFERY EL DT 0 RT v FThHRARY EH
Y hEtnr b=r3 (5-HT;) ZAEEETEE S0 /& b o CEBEOREHI TH 5.

A v Z v MNECERBE O F4 X, 2-(3,5-bis-
trifluoromethylphenyl)-N-methyl-N-[6-(4-methyl-4-O-methylene-phosphatepiperazinium-1-yl)-
4-o0-tolyl-pyridin-3-yl]-isobutyramide chloride hydrochloride T& %. (b =E C31H3sFsN4OsP+CIsHCI1
THY, HTEIFT61.53 THDH. FARXYEX . MibERRE L, B—R2MEEAE LTFEEL,
UTFIOR T HEE LR

RARY L NGB, A~KAGa~HEADEBY UIM R TEH S, OB

HIZIKFT 2. WFREE ,M%ﬁHﬂn)TiLM@MLf%@,ﬁ%ﬁm{@Hm)fiMS
mg/mL CTh 5.

Sna kb R OW L, ARE TR L7z,



TS AKYNZEO 13, SEH ORI R & L TR SN 5 S EE I TRE 2 LA T 5.
S AKYNZEO @D 1 /34 7)VHIZ, (RARY B X 2 b 235mg (FR A %Y ¥ & v Mg et
260 mg [ZHHY) ROVSE & ke 025 mg (31 & ka LR 0.28 mg ICFHXY) A S AT 5.
wNAENY, =5 bMgF hU U A (64mg), v =bh—/ (760mg) O, KELT FU AR
S UTHERE (pH %) ThH D

AKYNZEO VEFHEIE, HIEER A 7L CTUEEETK & L TR S 402 AR 0 AT RB Ze
FITdHDH. AKYNZEO EHED 1 XA TS, ARV EZ L b 235mg (RARY B X M
(LWt 260 mg (2AHY) KOV /& hr i 025mg (V%1 /& ko UHERE 0.28 mg [ZFH YY)
EEAT 5. WA, =7 MBS RU U A 32mg), v =h—/ (760 mg), EHHKDH,
KEE(ET B Y LR/ TR (pH fi%EH) Th 5.

12. BRERFEIE
121 ERA#F

YL ML, B b T RS A P/ma—ua %= 1 (NK-1) ZREOEBRFEGITH 5.

Snm e hr g, S-HT Z RIS LTl e A BAPEEZ 9 5 S-HT; S BB TH
0, MOZHEMITHT2BFMETIEE A LRV, &R0, BALFRER, AT T7F
Vg EOREE DR E VD56, Bl - Z @ L TR T 5 AR B 5. 5-HTs S AR,
KA OREMROMRAERIZ, ZLTEE LTRETFOFEZHFE N T—Y = ET D.
bEFWEERT, INBOG 7 v ZBFHIA SO e b= DA T 5 Z slcky, B -
gtz 5| X2 9. 20k, 'r h=rNROMEREMRO S-HT; /R Z TG L S ¥ T, gt
VRS 2R S5, AR RRITEe h =K FT 2 LML TEY, tu b=
5-HT; S BRI SOG 2 BB 2 Z E A RE TV 5.

EERMEEIEY, FELT, P TRAXAPICLEDFFF=0 773 —D=ma—aF=2 ]
(NK-1) Z&E (A KR AHERITIA < 0A0) OIEMEAL2SESE#E LT\ 5. Invitro X Y in vivo
AT RINTVD LT, RYEX U NI TRAF AP EN LIS ERET 5.
12.2 EH¥P
NK-1 A A G R

v hORY b UBEREE (PET) REICED, XY X2 hOZFEREEEZNE L.
FYEHX R 300mg ORI #EEH 6, 24, 48, 72 LN 96 REM OMRSIKRIZI 1T D NK-1 ZHFIAH
HRIZENTEI, 92.5%, 86.5%, 85.0%, 78.0%MK N76.0%ThH o722 &b, Y EX L M
MBI 2l 3 5 Z E DN LT o Tz,
DB EE A B

XY EHX R 600mg FEEHED 24%) &\m /ey 1.5mg HERHED 35 ZEA L
72 AKYNZEO ##kH# 5 L1z & 2 A, EKRIICEKRD H 25 QT MIRBIERILRD bivieiroTz

HELEF B OESH AKYNZEO(GR AR Y B X > bk 235mg &% /& b i 0.25 mg OFCEHA])
ERGLIZEZA, BRMIZE®RDOH S QT MIRIERIZRD HiviahoTz,




12.3 XY

E A Y107 = A =

V)4

AKYNZEO # 72 )V R AL OB ICHERR OB G L2 2 A, XY EX L RO e
t b e i E% RPN (IEH C) MIERTEE & 72 0, K0 4~5 BRR Chc i AT FP R L (Cra)

WZEIELZ (R7).

R7: AKYNZEO ZEERRARVEEEFICEEROKRSEORAVEL2 Y FRO/AO/ € F

ACDNEHREE (AUCH BT Crax)
. FHIE (CV%Y)

RIA—F P2 45il IYEHL R VAN = IV ol N = VA

- FERERR A 14402 (51) 56.7 (33)

AUCinf (ngeh/mL) EE2 17365 (39) 58.3 (50)

o . =30 PN 434 (56) 1.53 (25)

max (ng/mL) 5 496 (49) 0.95 (35)

o TERERR N 5(2t012) 5(1t012)

max (h) [EER 4 (2 to 8) 5(11t012)

VR (B MIE-BRORAE) , 2 OV BEMREL, AUC, : 425 0 WER 7> & SERRCRERE & -C oD e v i - e i 2 T i
P, toax + 901 0L AFE P 8 E B R ]

BEOgLH O T 2 kO S T XA Z )T 4138 97% Th o 7.
AKYNZEO # 7BV BHICHEG LIz b & EERRFICRG Loy X v R RUVIR
JEhrrOEFRREIIFRE TH o
b (Fe2 SR, = bRy RXUIVZndh A7 7 2 R) OBERAE 1 T,
AKYNZEO 7 7B /L D Hial % -2 52\ o i B3 LN ToO Ry B & o N OV OREH) O
Conax X OG- 0 IR 5 & HEFRKIF[H] S C oD MU i B -IF TR T i A% (AUCs,,) 1ZRIRREE CTHh -
7o, JEEBRE EHERERAICK T 580 ) & b1 2D Chge KO AUCiy O FAE IR E T o 72
I EH R 450mg K OV3a /& fha v 0.75 mg (AKYNZEO /1 72 V& b HERH &
ZNENLS ) ZHMIFH L TROBELIZEZA, XY EX Y ROV r /by D
FEENRBIZ Z2ITRRD LR Do T2
JHEH B
REK )
IRV EX L NOROMAEL 10 mg (AKYNZEO 41 7" /LH D[ oy O HELEH & DK 3%)
5300 mg [IZHIE LT & 2 A, EFREEOH &GS RIS EMN (30 FoH &Iz
%L, AUCip 28 108 f5ICHEIN) M bz, £z, FY X hOfEZL 300mg 15
450 mg (AKYNZEO % 7B /VH DRSO ED 1.51%) I[THELLE A, 28
BREE OO B LGV O BN ERD ST,
NS
TR N ICREfRR 2 -V Coim /& h e & 0.25~6.8 mg (AKYNZEO 41 7" /L DA
PRy DAELE D 0.5~13.6 fif) O EHIPH THIEIE O $ 5 L7248 D Coay 2T AUCiy D
EEfE, AERSIEE R LT
BTN A AKYNZEO %, SUSBERERAIC A AR Y B4 v b HEFRNE S L= L 2 5,
30 O SR BEEOK TRIC R Y EX » FROVIE ) FE T o ([ZBE LT (£ 8).




£8: MEEITISAAKYNZEO ZHEHIRAKRS, RIEBEMAITKRRAYELY b %
BEEBRAZS LEEROFRYES Y FRU/AO/ £ OV DR HBEE (AUCo.120 B U Cra)

s 4 - EHE (CV%?)
NI A—H *HELER ST Py
TR 12,012 (19) -
AUCo-120 (ng*h/mL) e 8.022 (22) 38(28)
FERERR A 841 (21) -
Ciax (ng/mL) B 590 (28) 0.8 (35)
o (h) fEFERC A 0.5 (0.5~0.4) -
" s 0.6 (0.5~4) 0.6 (0.5 to 6)

VPl R/ ME-BRKAE), 2 CV - BEWREL, AUCq a0 @ 55 0 BRI A 5 120 B £ T AUC

M7
AKYNZEO &1 7BV HHER OKG%, 2V X2 MEROVUIa /& ha 3 F IR 540 L
7= (329).

£9: BEBEBARVESEEICAKYNZEO 2HEROHKRS LE-ZDHLHERE (VzF) RU

in vitro EA#EEE

YHE (CV%")

RTRA—H BRI EST T gy
TR A 3314 (53) 586 (33)
VZE (L) e 1982 (46) 663 (24)
. o IV LR 99.5%A
4 /J\u /El\j2 j [V N - %
1 3EE A = In vitro FRBR AR 970k b 62%

* JREEHEPH : 10~1300 ng/mL, ° WEFEFIPH : 100~200 ng/mL, °CV : ZEREL

BE ISR AKYNZEO ZHEIE 5% O3 Y X v M Ovia /& ha r OpmEfE (Vz)
DIFHIE + SDIXZENEI2627 £ 990 L K TN594 £ 239 L T V), fEERR A N OV i 12 AKYNZEO
7N EHERAKREZOBEOHEM L —H L (R9).

R — R EH P

AKYNZEO /1 72V E A%, 1Y 4 2 MISRBEBEBIERI~PEH S, A
OIS O A9 £ SD I, HERERR A TIE 96 £ 59 Wi, EHEE TIX80+29 Kl TH 7.
WERE 7 V7T 7 A (CLF) OFEIE +SD I, A TIE 26.3+12.5 L/h, BEH TIL203+9.2
Lh CThHoi-.

BEICHEFH AKYNZEO % SflEHE LIz 2 oxY X v o2 7 V77 A (CL) KO
MR (b)) OFEIME £SD IXENEH, 141£53 00 KON 144+ 73 B CTH -7,

IV EH Y NI SN D EIREICRET S, RO 3 OOERNREINEREIND :
NETU O it # F /L& (M1), NETU @O N-A4 %3 R{& (M2) X U'NETU Ot Kaf o 25
MR (M3). 2V EX Y FOREHTIE, FIZ CYP3A4 235 L, CYP2C9 U CYP2D6
H G- 5. fRE ML, M2 KOYM3 X, BT AX A P/=a—mF =21 (NK-1)
SRR T D LRSI,

R M1, M2 LO'M3 D AUCy OEEHEIZZILEI, Y E X 2 D AUCy, D1
B 29%, 14%M N 33% TH DT, tymax D RAEE, AEH M2 (2O T 5 e, M1
K OM3IZOWTITR 17~32 R Th - 7.




/2l
[4Cl- Y B4 v P OHERR O 5%, #5 LI BEHBEOKIENA, #5755 120 BRI
PHZIR B OME BRI STz, 5 LI BIREDEE 3.95% K% U8 70.7%03 N2, JR&
UMD D 336 Rl 2 20 Tl &S 4, IUEESN T2, XY B > hOfRO#EG%ICREL
KE LTRPICHRI S 2 EIG O FEERE, BERED 1%RHTHY, BZ VT 7 AR
Y X N EEYE O EE PR TIX VW2 AR E NG, BEH 30 A BINIZ,
e 55 U7 ST RE DY 86.5% M Y 4.7%DMFE L QYR I BRI S du 5 & HEE S vz,

Wk — Nz fr
R J O 88 12 AKYNZEO 0 7BV A& G Lic L &0 m /& b e OXE o
EEIE £ SDIXENZEI, 44+ 1SEERIL NS0+ 16 FEfi TH Y, 287 V7 7 A (CLF) O
Bl + SDIZZFNEN, 9.6+2.7L/h K TN100+34LMh ThH-o7-.
fEEERRAIZS1 /& ha % 10 pghkg (S AKYNZEO F O[] ks OHESE & DK 3 f5) @
HECTHEIFIRNE S %O\ /2 herofd 7 V7 A (CL) OF4E £SD X 12.1+£3.7
LhThy, 7 U772 Z (CLp) 1£51+£21Lh ThHoTz.
BEIZES H AKYNZEO # AiEEE L& a ey 27 V75 % (CL) &
ONVEIEE (4 OFEIE £SDIEZENEN, 7.6+£2.6L/Mh KN58+27h Thoiz.
Ra )k hu ok, EERORBKICE VPRSI D, K 50% A & 2 oo Y

(N-FFL RoRg e by ER6S-E Rexi a2 & o) BNERENS. 20

2O ENENDAT D 5-HT A MIEHUENET, ~v /& he 36325 5-HT;
ZRBFEGUGIED 1% AR TH D . Invitro [RHERERN S, v /& berofEhax
CYP2D6 A EIZEIH- L, CYP3A4 XN CYPIA2 BA—3EH 5 LT\ 5 2 & AVURIBE LT
L. L, BERIEMENRE XT A —4 (Cpaxy AUChp, CL, CLg, V, KOty 72 &) 121,
CYP2D6 A% @ Poor Metabolizer & Extensive Metabolizer Dl TH B ZITFRD H ALV,
24
RN 6 4 12[Cl-2%m /& F 2 0.75 mg (AKYNZEO # 7 & Lt e a4y O HESE
BEO156) #HEREAKE LzE 25, #E LIZREETRED 85%~93%I R HIZHEH:
S, 5%~8%ITMEHICHRt S 7. REMIEE LTRTICHRtS e & br v
DOEE, BEEDOK40%TH 7=,

BAXYEH T

2%

BF T ESH AKYNZEO % HR[FFIRNEE G (RA R Y B2 > h 235 mg e O3 /& b a2 0.25
mg % 30 3 M CREERHE), SUIBER AR AR Y B4 v k& EFRIRNE S (RA XY E
& k235 mg & 30 I T CHEEERE) LimE 24, mARYEX 2 ME, 30 0o s
DR TR B MAE IR EEICRE L7z (3K 10).




F10: BEAANKRIARVESR D FZERFBIRAKRE, XITEEEITHA AKYNZEO %
HREEFHIRNES L-EZOKRARYEL Y FOLBBREE

EEE (CV%'
o rr A EEME ( )
R R 6431 (14)
Cinax (ng/mL) e 3478 (45)
o R 0.5 (0.25 t0 0.5)
max (1) HE 0.5 (0.5 to 0.6)
R 2938 (12
AUC;,¢ (ng*h/mL) L 1401 E46;

Ve (BIME-FRAE), PCV  BEMREL, AUC, : #5- 0 e[l 2> & MR KRERT £ T AUC

ARERAREWTAIC LI L2 & 25, IRARYEHZ 2 hD Chax XY AUCin DL, fRFERA X
D HERETEN ST, RIS, RV EX Y O AUCh 10 KD Cox b, EEFERRA LD HEBETZER
Zh, 26%L% N 30%ENn-72 (£8). xRV EHX L NOLFBREROEIBRMICHE TIIRVE
EZzT-.

R NIZ AR AR Y B X v R % 17.6 mg (RS H AKYNZEO H D[Ry DHELEH B D 7.5%) 7>
5 353 mg (7EHH AKYNZEO K (Y AKYNZEO 74K P D[Rk 5y OHESEH D 150%) F CTHEE L
TG Lo 25, 2HRGEEOHELFIEOEMMNGED b,

I
HERM AR NEE TORARY X o NORMER (V,) OFHME +SDIXZNE4L, 124+76
L %296 +535L THolz. RARYEX > FOb MIUFEEAKBERIL, 1 uM ORE TiE 92%,
10 uM DIRFETIL 95% Th o 72
VEES
S5 AKYNZEO % FRIRINEE 515 DR A3 &4 o MR BE 1, SR AR B AR T L 7.
RAEFER T 225 3047 %@TRZ/E?/%@E%¢%V@$W%¢(@ﬂn%%ﬁf%ot
I AKYNZEO % BAAEFARN IR 515 DR A 32 B % o b O I 08000 M OV B 1 4
77 A (CL) OFHIfE +SD IXZNE4, 0.75+0.40 Rff] 2 (N 249 £270 L/h Th -7z, @%m
MNTHRARY B X v b & HEFIRNER S-S OB AR B4 v s ORI R Oy imEs U7
7 v A (CL) OFME +SDIZZENZEH, 0.96+0.55 FEF A TR90+13 L/h TH o7z,
JAY: 1§
RARYEH M, invivo TRE KGR (X0 x>y ey MIEHBEIND.
AKYNZEO ORI 5- %2 T T2 BFE DR Y B X o FOREREIT, SAXYEZ O
BRFEEOD 1715 (AUC lLIZ LV HIE) THhotz. 2y X > hOMEHY M1, M2 KO
M3 2, EHEL TWAH Y X U MipbIE S Lz, BB T 2 M1, M2 KO
M3 OIEFEREIZZENZEN, RV EX 2 NOBRERD 32%, 21%KN28% Tho7. M
M2 L DX M3 D tye DHFRAEITZZLZTL, 12, 2 KO 12 FEHTH 7.

Rl 72 R AR

BB

AKYNZEO % 72 )V D% 5% 1) =3 A C O RMEM S B REMIT RS, Fls (29~75
FEOHPAN) TR Y B M XToia & b a s OSRENEEIC R A M F S0 E AR SN,
RN (22~45 5%) & Mol U CREREElmac A (65 i) T AUCi K T Coax D FHIfEI
I EH S MZOWTIEENEN 25% K DN 36% <, /Sa /& ha Al o TEZNZ 37% &%




D 10%E o7, (EEEEIRA TORY X v N ORHGIEGEEOMINT, BRMICHE TIZRWn
EEZ L.
PR N LA

AKYNZEO # 72 /L 5B 2 BFA M Tk, R Y E X 2 F D Cog 1T BEL 0 & 4T 35%
EL, —J, AUC T B LB CRIRE ChH-o7-. /S /& ha dD AUCy, DFEHEIE, BiEL
1 LT T 35% <, Coax O FEIEIE 26% 73> 72, A IZ AKYNZEO % HEIFRIRINGE G- L7z
BOFRARXYEH K, XYEX N, XY EX Y MEH RO e /& s e Oy EREIZ,
PERINC X B BIIRD Hle o Tz, BERAICAR AR Y B4 v k% Bl CHEIEFIRNE 5 LT
BTORAXYEL N, XY EX N ROZTORBYOIEYTHREIC, MR X2 ETRO N
Rinolz. BEIZEB T DRV EH 2 D AUCi M T Coax D FEIE £ SD X, BHETIIZENZN
15672 £ 5496 ngeh/mL & TY 567 + 174 ng/mL, 2P TIXZALZ 4 15518 + 4814 ngeh/mL K 1Y 609 + 161
ng/mL ThH o7z,

BHERENR & 77 S

RHEASEENREARMT 2 &, R R OV S OBHREREE (7 L7 F=027 U7 7 2 A9 30~60
mL/min) OFEHRE TIIRY EX 2 FOEYBREICAEBICEEL RITS RN RSN T-.
RV EH Y MNE, BEEOBHEEREE (VL7 F=227 U7 72 AN 30 mL/min &) BE TR L
THRIEh TR,

BRIE /) & P ORERERE S Sa & b a C OFEYENIE T A — X ICHEICREE KXY
ZiFev. Nt e OFIRNER G 2 E L 1 EORERT, B OBERERE S T
FEEERL & His LT /& b u v ORI TR 28%HN L 72

Sua ) b RORYEZ T, KBRS (Z V7 F=027 U7 T A 15 mL/min &
WChY, BaziT TWiawn) BT LT, EMENBZ G L CWNRW AR 282 5E ]~ D
RG(8.7) BH.

HFHEREIE & 5 5 2

S (Child-Pugh A 27 73 5~6), H%E (Child-Pugh A 27 73 7~9) XILXHJE (Child-Pugh
AT N 9MR) DOIFFEREREE 244 % B3 1Z AKYNZEO Z HAf 05 LT, FFgREREN Y
EZ U R RO e 2k e O3B KT TR A R L.

BRSPS B DTS RERE H 2 47 5 BB TiE, BERERA & L TR Y B4 v b D AUCy
DFEIEILZINEI 67% K T 86% <, T B H 2 R D Cpay D EEMEITZ N Z 1K 40% % N 41%
BT,

R ST RS B DS RERE 2 4T 5 B CiT, BN &S i LTt /& b a v AUCy
DT Z N TN 33% K T 62%m <, 730 & b1 2D Cho D FEHMEIZZENZENHR 14%E00
O L LieoTe.

BEOHHBRERERE TOXRY EX Y MRV r /& ha v OEYEiET — 1%, 24 Lo
LHNTELT, T—FREFICRONTWDH T, EEDOIFHEEREBREIZOVTIE, Bimsft
DT WIRW R 2 i T [~ DG (8.6) /.

SR HAE R
REZ B RR S RO KTNSO R T T




CYP3A4
Invitro RERN D, 1Y B X 2 F R OZE ORI M1 23 CYP3A4 OIHERTH S Z LRI T
W5, 1D invivo i BRND, Y E X h)CYP3A4 ODHREEDOIEELTH S Z L AR S
T35,
THY AL
fEEERAIZ, AKYNZEO % 72V OHERR O & CYP3A4 FE THLT X ALV v
(Day 1 12 12mg 2% 5L, TD#%iEDay2, 3,4, 6, 8 X102 8mg & 1 H 1 [A4#%45.)
PR L7 & 25, AKYNZEO # 7 E/LOHEIRR D&% 6 HEIZHZ0, FXHF 22
> O MSEFREE OBEIMATRD bl (3 11).

= 1 B A TO AKYNZEO QEEIZEOHRE (Day 1) NHiALT- CYPSAMA £EE (T
YARJY) DEBBRBEEICRETHE
FXAY A L ORBROE(LF (%)
Day 1 Day 4 Day 6 Day 8
Cnax AUC, Cnax AUC, Crnax AUC, Crnax AUC,
2% 58%71 54%1 139%1 29%1 49%1 7%1 20%71

MEEMERZ AT 58 (5% A XV 12mg) % Day 112 AKYNZEO & FH# 5 L, Day2, 3, 4, 6, 8 KO}
10 [ZHR (8 mg) TH 45 L7-. AUC, :Dayl, 4, 6 KO8T XH A&V U 2EH% 0> t i E Tom
R R R T R TR

t= 8, = 1&T

EFERRANIZ, RARYEX U h (235mg) OHEFEARNE S, KOT FH 22 Of%
A5 (Day1iZ220mg 245 L, Day2, 3 (V42 8mg% 1 H2E&%S) 20 L7
L2 A, DaydlZT XV A XV U OBFTREN 24 FI2HEM LT (3% 12).
£12: BEBRATORARYESR Yk 235mg QDEREFERARS (Day 1) NEELT-
CYPIMEHE (TXHAEYY) ODEBRBREEICRIFTEE

FERY AL L OBRBEEOEE (%)

Day 1

Day 4

Cmax

AUC .94

C max

AUCgy. 08

3%)|

50%

70%17

142%1

MEEERZ AT 58 (5% A%V 12mg) % Day 112 AKYNZEO L FH# 5 L, Day2, 3, 4, 6, 8 KO}
10 IZHl (8 mg) TH#H L7z, AUC, : Dayl, 4, 6 XUN8IZT HH A XV & 54 0 R 5 t B £ Toifl
WFE v it - PR T R T T R

=8, | = KT

STRBTEOK T# 30 SUNOKRARY EX v O MIUETOIRERENRE S TEY,
RARYEZ L RV EL MBI TNWD Z L 2B ETIL, CYP3A4 1E (7
XY RAF V) ORHBRFEEIIKITTEEL, XV EX L ML LD ERREIND[F
Y AR (7.1) /).



ILTA
AYEX L R300mg OFH T T, IXY 75 75mg ZHERAOKG LIEEOIFY T

I D Cpax S OY AUC iy D EEMEIXZE VI, 36% % O 126% 0> 7= [ B 4 (EH (7.1)
B
[EFRIHE (R tton, T e F, &Z7nh X773 F)

FEBE ICFRARN L &7z CYP3A4 I L0 R S A (b RiE R0 S g &, n
Y ha o HEMoOFAREL Y 5, AKYNZEO B 7L Ot HBRICB W CEN -T2 (13
ZH).

F13: @BEBETOAKYNZEO OEEREOXREMNGHALIZ CYP3M IZLXYRBShDILE
BEEODLGBZEEICRIITEE
|/ b e PRI S AKYNZEO 7 7 &2 A Of A R O L5k
B L L KOLAREROLI
AUC, Conax
FEZxt/1 (75~100 mg/m?®) 35%% 49%%
T FEY R (35~100 mg/m?) 28%1 10%1
7 ukR A7 7 2 R (500~1000 mg/m?) 20%7 27%1

do%m /& b e o BEEE O PF R & AKYNZEO O HiRlRE O Of FH B C o bl
P AUC,, : 5 0 WA~ 5 t BFRT % T oD A e B - e R b A
=8, |=1&TF

a /¥ har® AUCy,: D FEHIEIE, AKYNZEO 1 7%= hARy RXEv 7 ok A
77 REGFH LSS T, AKYNZEO 1 7% KX &0 L2GE
WK 65%mnoTo. —J7, XY EHX 2 hD AUCy D FE4EIL, AKYNZEO 4 7% R
tAXENL, TRV RXIIT 70 R A7 7 I FEFFH LG A CRIBRE CTh oI [FY
HATEH (7.1) =]

T Xa~A 2>

TYABYA T 500mg E RV EX Y F300mg EOFH LA, =Y AL oD
SHIREGEREIIREEH L, I)Xﬁ?%//@CmJﬂ)Mmmmiﬂfi%ﬂ%ﬂ
92% % TN 56% NN L7z, MR Bl BRRAICA B R ZE(RITRO b ho Tz,

B LT AT FE

AKYNZEO 1 72 VOB G2 = F =LA N5 P F—/1 60 ug KONV R LA Z b
LL 300 pg DHEREAFEG- L0 L1256, VAR VT A B LV D Cog \ZEEIT 2 <,
AUC. 1% 46%HM L 7=. I%%WIXF7VW~W@QW&@AWhi%ﬂ%ﬂTW&
N 16%HI0 L 7. MREE S ICERIRAICA B R BAITERD DN Do To [ 7 (7.1)
EY 8

F DD CYP P450 JiEE

In vitro R, AKYNZEO O OERKHET, Y EX v hEOZEORBHWIL CYP1A2
CYP2B6, CYP2C8, CYP2C9, CYP2C19 } ) CYP2D6 % [E 5 Z & T in vivo HW- 3 H ALAE
% R AR PR IR .

XY EH L MIEFNCZEORFMTH D M1, M2 X OYM3 %, CYP1A2, CYP2B6, CYP2C9,
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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Akynzeo 235 mg/0.25 mg powder for concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each vial contains fosnetupitant chloride hydrochloride equivalent to 235 mg of fosnetupitant, which
corresponds to 197.5 mg of netupitant and palonosetron hydrochloride equivalent to 0.25 mg of

palonosetron.

After reconstitution and dilution 1 ml of solution contains 4.7 mg fosnetupitant, which corresponds to
3.95 mg of netupitant, and 0.005 mg palonosetron.

Excipients with known effect

Each vial contains approximately 24.8 mg of sodium.
If reconstituted and diluted with sodium chloride 9 mg/ml (0.9%) solution for injection, the final
solution contains approximately 202 mg of sodium.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Powder for concentrate for solution for infusion.
White to off-white amorphous powder.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Akynzeo is indicated in adults for the:

- Prevention of acute and delayed nausea and vomiting associated with highly emetogenic
cisplatin-based cancer chemotherapy.

- Prevention of acute and delayed nausea and vomiting associated with moderately emetogenic
cancer chemotherapy.

4.2 Posology and method of administration

Posology

The recommended dose is 235 mg/0.25 mg (the content of one vial of powder, reconstituted and
diluted) administered as an infusion over 30 minutes, initiated approximately 30 minutes prior to the
start of each chemotherapy cycle (see section 6.6).

At the end of the infusion, the infusion line should be flushed with the same carrier solution to ensure
complete medicinal product administration.

The recommended oral dexamethasone dose should be reduced by approximately 50 % when co-
administered with fosnetupitant and palonosetron hydrochloride combination (see section 4.5 and

clinical studies administration schedule in section 5.1).

Special populations
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Elderly people

No dosage adjustment is necessary for elderly patients. Caution should be exercised when using this
medicinal product in patients over 75 years, due to the long half-life of the active substances and the
limited experience in this population.

Renal impairment

Dosage adjustment is not considered necessary in patients with mild to severe renal impairment. Renal
excretion for netupitant is negligible. Mild to moderate renal impairment does not significantly affect
palonosetron pharmacokinetic parameters. Total systemic exposure to intravenous palonosetron
increased by approximately 28% in severe renal impairment relative to healthy subjects. The
pharmacokinetics of palonosetron or netupitant have not been studied in subjects with end-stage renal
disease requiring hemodialysis and no data on the effectiveness or safety of fosnetupitant and
palonosetron hydrochloride combination in these patients are available. Therefore, the use in these
patients should be avoided.

Hepatic impairment

No dosage adjustment is necessary for patients with mild or moderate hepatic impairment (Child-Pugh
score 5-8). Limited data exist in patients with severe hepatic impairment (Child Pugh score > 9). As
use in patients with severe hepatic impairment may be associated with increased exposure of
netupitant, this medicinal product should be used with caution in these patients (see sections 4.4 and
5.2).

Paediatric population
The safety and efficacy of Akynzeo in children aged 1 month to less than 18 years have not yet been

established. No data are available.

Method of administration

This medicinal product should be administered intravenously. Intravenous administration occurs
preferably through a running intravenous infusion over 30 minutes (see section 6.6).

For instructions on reconstitution and dilution of the medicinal product before administration, see
section 6.6.

4.3 Contraindications

Hypersensitivity to the active substances or to any of the excipients listed in section 6.1.
Pregnancy (see section 4.6).

4.4 Special warnings and precautions for use

Constipation

As palonosetron may increase large bowel transit time, patients with a history of constipation or signs
of subacute intestinal obstruction should be monitored following administration (see section 4.8).

Serotonin syndrome

There have been reports of serotonin syndrome with the use of 5-HT3 antagonists either alone or in
combination with other serotonergic medicinal products (including selective serotonin reuptake
inhibitors (SSRIs) and serotonin noradrenaline reuptake inhibitors (SNRIs). Appropriate observation
of patients for serotonin syndrome-like symptoms is advised (see section 4.8).

QT Prolongation
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An ECG study was conducted in adult male and female healthy volunteers with oral netupitant either
200 mg or 600 mg administered in combination with oral palonosetron 0.5 mg or 1.5 mg, respectively.
The study demonstrated no clinically important effects on ECG parameters: the largest point estimate
of the placebo and baseline corrected QTc interval was 7.0 ms (one-sided upper 95% confidence limit
8.8 ms), observed 16 hours after the administration of supratherapeutic doses (600 mg netupitant and
1.5 mg palonosetron). The upper 95% confidence limit of the point estimates of placebo and baseline
corrected QTcl was constantly within 10 ms at all time points over 2 days after study administration of
the medicinal product.

However, since netupitant and palonosetron hydrochloride combination contains a 5-HT3 receptor
antagonist, caution should be exercised in concomitant use with medicinal products that increase the
QT interval or in patients who have or are likely to develop prolongation of the QT interval. These
conditions include patients with a personal or family history of QT prolongation, electrolyte
abnormalities, congestive heart failure, bradyarrhythmia, conduction disturbances and in patients
taking anti-arrhythmic medicinal products or other medicinal products that lead to QT prolongation or
electrolyte abnormalities. Hypokalaemia and hypomagnesaemia should be corrected prior to
administration.

This product should not be used to prevent nausea and vomiting in the days following chemotherapy if
not associated with another chemotherapy administration.

It should not be used to treat nausea and vomiting following chemotherapy.

Caution should be exercised in patients with severe hepatic impairment since limited data are available
in these patients.

This medicinal product should be used with caution in patients receiving concomitant orally
administered active substances that are metabolised primarily through CYP3A4 and with a narrow

therapeutic range (see section 4.5).

Chemotherapeutic agents that are substrates for CYP3A4

Netupitant is a moderate inhibitor of CYP3A4 and can increase the exposure of chemotherapeutic
agents that are substrates for CYP3A4, e.g. docetaxel (see section 4.5). Therefore, patients should be
monitored for increased toxicity of chemotherapeutic agents that are substrates for CYP3A4, including
irinotecan. Furthermore, netupitant may also affect the efficacy of chemotherapeutic agents that need
activation by CYP3A4 metabolism.

Excipients

This medicinal product contains approximately 24.8 mg of sodium per vial, equivalent to 1.24% of the
WHO recommended maximum daily intake of 2 g sodium for an adult.

If reconstituted and diluted with sodium chloride 9 mg/ml (0.9%) solution for injection, the final
solution contains approximately 202 mg of sodium per dose, equivalent to 10.1% of the WHO
recommended maximum daily intake of 2 g sodium for an adult.

4.5 Interaction with other medicinal products and other forms of interaction

Pharmacokinetic interactions

When administered intravenously fosnetupitant is rapidly converted to netupitant.

Interactions with other medicinal products following administration of intravenous fosnetupitant are
likely to occur with active substances that interact with oral netupitant. The following information
was derived from studies conducted with oral netupitant and studies conducted with intravenous
fosnetupitant.
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In humans, netupitant is eliminated mainly by hepatic metabolism mediated by CYP3A4 with a
marginal renal excretion. At a dose of 300 mg in humans, netupitant is a substrate and moderate
inhibitor of CYP3A4. Palonosetron is eliminated from the body through both renal excretion and
metabolic pathways, with the latter mediated via multiple CYP enzymes. Palonosetron is mainly
metabolised by CYP2D6, with minor contribution by CYP3A4 and CYP1A2 isoenzymes. Based on in
vitro studies, palonosetron does not inhibit or induce cytochrome P450 isoenzyme at clinically
relevant concentrations.

Interaction between oral netupitant and oral palonosetron

No clinically relevant pharmacokinetic interactions have been observed between oral netupitant and
oral palonosetron.

Interaction with CYP3A4 substrates

Dexamethasone

Co-administration of a single oral dose of 300 mg netupitant or a single intravenous dose of 235 mg
fosnetupitant with a dexamethasone regimen (20 mg on Day 1, followed by 8 mg twice daily from
Day 2 to Day 4) significantly increased the exposure to dexamethasone in a time and dose dependent
manner. The AUCs4.. (Day 4) of dexamethasone increased 2.4-fold with co-administration of 300 mg
netupitant or 235 mg fosnetupitant. The pharmacokinetic profile of netupitant was unchanged when
administered in combination with dexamethasone.

As such, the oral dexamethasone dose should be reduced by approximately 50% when co-administered
with fosnetupitant and palonosetron hydrochloride combination (see section 4.2).

Chemotherapeutic medicinal products (docetaxel, etoposide, cyclophosphamide)

Exposure to docetaxel and etoposide was increased 37% and 21%, respectively, when co-administered
with netupitant/palonosetron capsules. No consistent effect was seen with cyclophosphamide after
netupitant co-administration.

Oral contraceptives

Netupitant/palonosetron capsules, when given with a single oral dose of 60 pg ethinylestradiol and
300 pg levonorgestrel had no significant effect on the AUC of ethinylestradiol and increased the AUC
of levonorgestrel by 1.4-fold; clinical effects on the efficacy of hormonal contraception are unlikely.
No relevant changes of netupitant and palonosetron pharmacokinetics were observed.

Erythromycin and Midazolam

Exposure to erythromycin and midazolam was increased approximately 1.3 and 2.4 fold, respectively,
when each was co-administered with netupitant administered orally. These effects were not considered
clinically important. The pharmacokinetic profile of netupitant was unaffected by the concomitant
administration of either midazolam or erythromycin. The potential effects of increased plasma
concentrations of midazolam or other benzodiazepines metabolized via CYP3A4 (alprazolam,
triazolam) should be considered when coadministering these active substances with netupitant and
palonosetron hydrochloride combination.

Serotonergic medicinal products (e.g. SSRIs and SNRIs)

There have been reports of serotonin syndrome following concomitant use of 5-HT3 antagonists and
other serotonergic medicinal products (including SSRIs such as fluoxetine, paroxetine, sertraline,
fluvoxamine, citalopram or escitalopram and SNRIs such as venlafaxine or duloxetine) (see section
4.4).

Effect of other medicinal products on the pharmacokinetics of Akynzeo

Netupitant is mainly metabolized by CYP3A4; therefore, co-administration with medicinal products
that inhibit or induce CYP3A4 activity may influence plasma concentrations of netupitant.
Consequently, concomitant administration with strong CYP3 A4 inhibitors (e.g., ketoconazole) should
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be approached with caution and concomitant administration with strong CYP3A4 inducers (e.g.,
rifampicin) should be avoided. Moreover, this medicinal product should be used with caution in
patients receiving concomitant orally administered active substances with a narrow therapeutic range
that are primarily metabolized by CYP3A4, such as cyclosporine, tacrolimus, sirolimus, everolimus,
alfentanil, diergotamine, ergotamine, fentanyl, and quinidine.

Effect of ketoconazole and rifampicin

Administration of the CYP3A4 inhibitor ketoconazole with netupitant/palonosetron capsules
administered orally increased the AUC of netupitant 1.8 fold and Cmax 1.3 fold when compared to the
administration of Akynzeo alone. Co-administration with ketoconazole did not affect the
pharmacokinetics of palonosetron.

Administration of the CYP3A4 inducer rifampicin with Akynzeo administered orally alone decreased
the AUC of netupitant 5.2 fold and Cax 2.6 fold. Co-administration of rifampicin did not affect the
pharmacokinetics of palonosetron. Consequently, concomitant administration with strong CYP3A4
inhibitors (e.g., ketoconazole) should be approached with caution and concomitant administration with
strong CYP3A4 inducers (e.g. rifampicin) should be avoided.

Additional interactions

Fosnetupitant/palonosetron powder for concentrate for solution for infusion is unlikely to interact with
medicinal products which are P-gp substrates. Netupitant is not a substrate for P-gp. When netupitant
was administered on Day 8 of a 12-day regimen of digoxin, no changes in digoxin pharmacokinetics
were observed.

Inhibition of the efflux transporter BCRP and glucuronidation isozyme UGT2B7 by netupitant and its
metabolites is unlikely and, if it occurs, of scarce clinical relevance.

In vitro data shows that netupitant inhibits UGT2B7, the magnitude of such an effect in the clinical
setting is not established. Caution is recommended when netupitant is combined with an oral substrate
of this enzyme (e.g. zidovudine, valproic acid, morphine).

In vitro data suggests that netupitant inhibits the efflux of transporter BCRP. The clinical relevance of
this effect is not established.

In vitro data show that netupitant is a P-gp inhibitor. In a study performed in healthy volunteers,
netupitant does not affect the exposure of digoxin, a P-gp substrate, whereas it increases its Cpax by
1.09 fold [90%CI 0.9-1.31]. It is not excluded that this effect may be more marked, and then clinically
relevant, in cancer patients, notably those having abnormal renal function. Therefore, caution is
recommended when netupitant is combined with digoxin or with other P-gp substrates such as
dabigatran, or colchicine.

Pharmacodynamic interactions

Akynzeo contains a 5-HT3 receptor antagonist, palonosetron that may increase QT interval
prolongation. Therefore, caution should be exercised in concomitant use with medicinal products that
increase the QT interval, including but not limited to: levofloxacine, amytriptyline, alfuzosin,
azythromicin, arsenic trioxide (see section 4.4).

Furthermore, caution is advised in case of fosnetupitant/palonosetron concomitantly with medicinal
products known to induce hypokalaemia, such as ampicillin, albuterol, terbutaline, furosemide,
thiazides, or bradycardia, such as beta blockers, verapamil, diltiazem, digitalis, antiarrhythmic drugs.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/contraception in females

Women of childbearing potential should not be pregnant or become pregnant while on treatment with
fosnetupitant/ palonosetron powder for concentrate for solution for infusion. A pregnancy test should
be performed on all pre-menopausal women prior to treatment. Women of childbearing potential must
use effective contraception during therapy and up to one month after treatment with this medicinal
product.
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Pregnancy

Fosnetupitant

There are no data about the use of fosnetupitant or netupitant in pregnant women. Studies in animals
have shown reproductive toxicity including teratogenic effects in rabbit without safety margin (see
section 5.3).

Palonosetron
There are no data about the use of palonosetron in pregnant women. Animal data do not indicate direct

or indirect harmful effects of palonosetron with the respect to reproductive toxicity (see section 5.3).

Akynzeo is contraindicated during pregnancy (see section 4.3).

Breast-feeding

It is unknown whether palonosetron or netupitant are excreted in human milk. A risk to the
newborns/infants cannot be excluded. Akynzeo should not be used during breast-feeding. Breast-
feeding should be discontinued during treatment with this medicinal product and for 1 month after the
last dose.

Fertility

Fosnetupitant
No effect on fertility has been observed in animal studies.

Palonosetron
Degeneration of seminiferous epithelium has been observed in rat study (see section 5.3).

4.7 Effects on ability to drive and use machines

Akynzeo has moderate influence on the ability to drive and use machines. Since it may induce
dizziness, somnolence or fatigue, patients should be cautioned not to drive or use machines if such
symptoms occur.

4.8 Undesirable effects

Summary of the safety profile

Common adverse reactions reported with Akynzeo were headache (3.6%), constipation (3.0%) and
fatigue (1.2%). None of these events was serious.

Tabulated list of adverse reactions

Adverse reactions are listed below by MedDRA body system organ class and frequency.

The following convention has been used for classification of frequency:
Very common (>1/10),

Common (>1/100 to <1/10),

Uncommon (>1/1,000 to <1/100),

Rare (>1/10,000 to <1/1,000),

Very rare (<1/10,000),

Not known (cannot be estimated from the available data).
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Table 1: Adverse reactions

System organ class Common Uncommon Rare
Infections and Cystitis
infestations
Blood and lymphatic Neutropenia Leukopenia
system disorders Leucocytosis Lymphocytosis
Metabolism and Decreased appetite Hypokalaemia
nutrition disorders
Psychiatric disorders Insomnia Acute psychosis
Mood altered
Sleep disorder
Nervous system Headache Dizziness Hypoaesthesia
disorders Somnolence
Eye disorders Conjunctivitis
Vision blurred
Ear and labyrinth Vertigo Tinnitus
disorders
Cardiac disorders Atrioventricular block | Arrhythmia
first degree
Cardiomyopathy Atrioventricular block second degree
Conduction disorder Bundle branch block left
Tachycardia Bundle branch block right
Mitral valve incompetence
Myocardial ischaemia
Ventricular extrasystoles
Vascular disorders Hypertension Flushing
Hypotension
Respiratory, thoracic Hiccups
and mediastinal
disorders
Gastrointestinal Constipation | Abdominal distension | Dry mouth
disorders Abdominal pain Dysphagia
Diarrhoea Eructation
Dyspepsia Haemorrhoids
Flatulence Tongue coated
Nausea Vomiting
Skin and subcutaneous Alopecia Erythema
tissue disorders Urticaria Pruritus
Rash
Musculoskeletal and Back pain
connective tissue Pain in extremities
disorders
General disorders and | Fatigue Asthenia Feeling hot
administration site Non-cardiac chest pain
conditions Product taste abnormal
Investigations Liver transaminases Blood bilirubin increased
increased
Blood alkaline Blood creatine phosphokinase

phosphatase increased

increased

Blood creatinine
increased

Blood creatine Phosphokinase MB
increased
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Electrocardiogram QT | Blood urea increased
prolonged

Electrocardiogram ST segment
depression

Electrocardiogram ST-T segment
abnormal

Myoglobin blood increased

Neutrophil count increased

Troponin increased

Post-marketing data indicates that the adverse reactions profile is generally similar to that seen in
clinical trials.

Description of selected adverse reactions

Netupitant:

No common adverse reactions are attributable to netupitant, the new component of the fixed
combination.

Palonosetron:

Cases of constipation with faecal impaction requiring hospitalisation have been reported in association
with palonosetron 0.75 mg.

In addition, eye swelling, dyspnoea and myalgia have been reported as adverse reactions with oral
palonosetron but not observed during the development of netupitant and palonosetron hydrochloride
combination. All these reactions were uncommon.

Very rare cases of anaphylaxis, anaphylactic/anaphylactoid reactions and shock have been reported
from the post-marketing use of intravenous palonosetron. The signs may include hives, itch,

angioedema, low blood pressure, throat tightness, chest tightness, dyspnoea, loss of consciousness.

Cases of serotonin syndrome have reported with palonosetron alone. The signs may include tremor,
agitation, sweating, myoclonic movements, hypertonia and fever.

The safety profile of Akynzeo 235 mg/0.25 mg powder for concentrate for solution for infusion was
similar to that seen with Akynzeo 300 mg/0.5 mg hard capsules.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions yia the national reporting system
listed in Appendix V.

4.9 Overdose

Based on the experience with healthy subjects exposed to oral netupitant 600 mg in combination with
palonosetron 1.50 mg the potential acute symptoms of overdose are headache, dizziness, constipation,
anxiety, palpitations, euphoric mood and pain in the legs. In case of overdose, the medicinal product
should be discontinued and general supportive treatment and monitoring should be provided. Because
of the antiemetic activity of netupitant and palonosetron, emesis induced by a medicinal product may
not be effective. Dialysis studies have not been performed. However, due to the large volume of
distribution of palonosetron and netupitant, dialysis is unlikely to be an effective treatment for
overdose.
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5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antiemetics and antinauseants, serotonin (5-HT3) antagonists; ATC code:
AO04AASS

Mechanism of action

Netupitant is a selective antagonist of human substance P/neurokinin 1 (NK;) receptors.

Fosnetupitant is the prodrug of netupitant and when administered intravenously is converted rapidly to
netupitant (see section 5.2).

Palonosetron is a 5-HTj3 receptor antagonist with a strong binding affinity for this receptor and little or
no affinity for other receptors. Chemotherapeutic substances produce nausea and vomiting by
stimulating the release of serotonin from the enterochromaffin cells of the small intestine. Serotonin
then activates 5-HT; receptors located on vagal afferents to initiate the vomiting reflex.

Delayed emesis has been associated with the activation of tachykinin family neurokinin 1 (NK;)
receptors (broadly distributed in the central and peripheral nervous systems) by substance P. As shown
in in vitro and in vivo studies, netupitant inhibits substance P mediated responses.

Netupitant was shown to cross the blood brain barrier with a NK; receptor occupancy of 92.5%,
86.5%, 85.0%, 78.0%, and 76.0% in striatum at 6, 24, 48, 72, and 96 hours, respectively, after

administration of 300 mg netupitant.

Clinical efficacy and safety

Oral administration of Akynzeo in combination with dexamethasone has been shown to prevent acute
and delayed nausea and vomiting associated with highly and moderately emetogenic cancer
chemotherapy in two separate pivotal studies.

Highly Emetogenic Chemotherapy (HEC) study

In a multicenter, randomized, parallel, double-blind, controlled clinical study of 694 patients, the
efficacy and safety of single doses of oral netupitant in combination with oral palonosetron was
compared with a single oral dose of palonosetron in cancer patients receiving a chemotherapy regimen
that included cisplatin (median dose = 75 mg/m?). The efficacy of Akynzeo was assessed in 135
patients who received a single oral dose (netupitant 300 mg and palonosetron 0.5 mg) and 136 patients
who received oral palonosetron 0.5 mg alone.

Treatment regimens for the Akynzeo and the palonosetron 0.5 mg arms are displayed in Table 2
below.

Table 2: Oral Antiemetic treatment regimen — HEC study

Treatment regimen Day 1 Days 2 to 4

Akynzeo Akynzeo (Netupitant 300 mg + Dexamethasone 8 mg once a
Palonosetron 0.5 mg) day
Dexamethasone 12 mg

Palonosetron Palonosetron 0.5 mg Dexamethasone 8 mg twice a
Dexamethasone 20 mg day

The primary efficacy endpoint was complete response (CR) rate (defined as no emetic episodes, no
rescue medication) within 120 hours (overall phase) after the start of the highly emetogenic
chemotherapy administration.

A summary of the key results from this study is shown in Table 3 below.

26



Table 3: Proportion of patients receiving cisplatin chemotherapy responding by treatment group
and phase

Palonosetron
Akynzeo 0.5 mg
N=135 N=136
% % p-value
Primary endpoint
Complete response
Overall phase* 89.6 76.5 0.004
Major secondary endpoints
Complete response
Acute phase* 98.5 89.7 0.007
Delayed phase’ 90.4 80.1 0.018
No emesis
Acute phase 98.5 89.7 0.007
Delayed phase 91.9 80.1 0.006
Overall phase 91.1 76.5 0.001
No significant nausea
Acute phase 98.5 93.4 0.050
Delayed phase 90.4 80.9 0.004
Overall phase 89.6 79.4 0.021

*Acute phase: 0 to 24 hours post-cisplatin treatment.
TDelayed phase: 25 to 120 hours post-cisplatin treatment.
Overall: 0 to 120 hours post-cisplatin treatment.

Moderately Emetogenic Chemotherapy (MEC) study

In a multicenter, randomized, parallel, double-blind, active-controlled, superiority study, the efficacy
and safety of a single oral dose of Akynzeo was compared with a single oral dose of palonosetron
0.5 mg in cancer patients scheduled to receive the first cycle of an anthracycline and
cyclophosphamide regimen for the treatment of a solid malignant tumour. At the time of the study,
anthracycline-cyclophosphamide containing chemotherapy regimens were considered to be
moderately emetogenic. Recent guidance has updated these regimens to highly emetogenic.

All patients received a single oral dose of dexamethasone.

Table 4: Oral Antiemetic treatment regimen — MEC study

Treatment Day 1 Days2to3
regimen
Akynzeo Akynzeo (Netupitant 300 mg + No antiemetic treatment

Palonosetron 0.5 mg)
Dexamethasone 12 mg

Palonosetron Palonosetron 0.5 mg No antiemetic treatment
Dexamethasone 20 mg

After completion of cycle 1, patients had the option to participate in a multiple-cycle extension,
receiving the same treatment as assigned in cycle 1. There was no pre-specified limit of the number of
repeat consecutive cycles for any patient. A total of 1450 patients (Akynzeo n=725; Palonosetron
n=725) received study medication. Of these, 1438 patients (98.8%) completed cycle 1 and
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1286 patients (88.4%) continued treatment in the multiple-cycle extension. A total of 907 patients
(62.3%) completed the multiple-cycle extension up to a maximum of eight treatment cycles.

A total of 724 patients (99.9%) were treated with cyclophosphamide. All patients were additionally
treated with either doxorubicin (68.0%) or epirubicin (32.0%).

The primary efficacy endpoint was the CR rate in the delayed phase, 25-120 hours after the start of the
chemotherapy administration.

A summary of the key results from this study is shown in the table 5 below.

Table 5: Proportion of patients receiving anthracycline and cyclophosphamide chemotherapy
responding by treatment group and phase — cycle 1

Akynzeo Palonosetron
0.5 mg
N=724 N=725
% % p-value*
Primary endpoint
Complete response
Delayed phase’ 76.9 69.5 0.001
Major secondary endpoints
Complete response
Acute phase* 88.4 85.0 0.047
Overall phase® 74.3 66.6 0.001
No emesis
Acute phase 90.9 87.3 0.025
Delayed phase 81.8 75.6 0.004
Overall phase 79.8 72.1 <0.001
No significant nausea
Acute phase 87.3 87.9 N.S.
Delayed phase 76.9 71.3 0.014
Overall phase 74.6 69.1 0.020

* p-value from Cochran-Mantel-Haenszel test, stratified by age class and region.
*Acute phase: 0 to 24 hours after anthracycline and cyclophosphamide regimen
"Delayed phase: 25 to 120 hours after anthracycline and cyclophosphamide regimen
Overall: 0 to 120 hours after anthracycline and cyclophosphamide regimen

Patients continued into the Multiple-Cycle extension for up to 7 additional cycles of chemotherapy.
Antiemetic activity of Akynzeo was maintained throughout repeat cycles for those patients continuing
in each of the multiple cycles.

The impact of nausea and vomiting on patients’ daily lives was assessed using the Functional Living
Index—Emesis (FLIE). The proportion of patients with Overall no impact on daily life was 6.3% higher
(p value =0.005) in the Akynzeo group (78.5%) than in the palonosetron group (72.1%).

Multiple-cycle safety study in patients receiving either Highly Emetogenic Chemotherapy or
Moderately Emetogenic Chemotherapy

In a separate study, a total of 413 patients undergoing initial and repeat cycles of chemotherapy
(including carboplatin, cisplatin, oxaliplatin, and doxorubicin regimens), were randomized to receive
either Akynzeo (n=309) or aprepitant and palonosetron (n=104). Safety and efficacy were maintained
throughout all cycles.
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Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Akynzeo in one or more subsets of the paediatric population in prevention of chemotherapy-induced
nausea and vomiting, as per PIP decision in the granted indication. See 4.2 for information on
paediatric use.

5.2 Pharmacokinetic properties

Absorption

Netupitant

Absolute netupitant bioavailability data are not available in humans; based on data from two studies
with intravenous netupitant, the bioavailability in humans is estimated to be greater than 60%.

In single dose oral studies, netupitant was measurable in plasma between 15 minutes and 3 hours after
dosing. Plasma concentrations followed a first order absorption process and reached Cpax in
approximately 5 hours. There was a supra-proportional increase in Cmax and AUC parameters for doses
from 10 mg to 300 mg.

In 82 healthy subjects given a single oral dose of netupitant 300 mg, maximum plasma netupitant
concentration (Cmax) was 486 £268 ng/mL (mean = SD) and median time to maximum concentration
(Tmax) was 5.25 hours, the AUC was 15032 £+ 6858 h.ng/mL. In a pooled analysis, females had a
higher netupitant exposure compared to males; there was a 1.31-fold increase in Cmax, 2 1.02 fold
increase for AUC and a 1.36 fold increase in half-life.

Netupitant AUCy.. and Cuax increased by 1.1 fold and 1.2 fold, respectively, after a high fat meal.

Fosnetupitant

After single dose administration of Akynzeo, administered as a 30-minute infusion to healthy subjects
and cancer patients, fosnetupitant achieved Cmax at the end of the infusion with an apparent terminal
half-life less than 1 hour. Within 30 minutes of completion of the infusion, the concentration of
fosnetupitant decreased to less than 1% of the Cimax. The pharmacokinetic parameters of netupitant and
palonosetron were similar to those observed after Akynzeo 300 mg/0.5 mg hard capsules.

Table 6: PK Parameters (mean and CV%) After Single Dose Administration Akynzeo Powder
for Concentrate for Solution for Infusion in Healthy Volunteers (HVs) and Cancer Patients

Fosnetupitant Netupitant Palonosetron?
. L HVs 6431 (14) 841 (21) 2.1(61)
max (ng/mL) Patients 3478 (45) 590 (28) 0.8 (35)
" HVs 0.5(0.25-0.5) 0.5(0.5-0.4) 0.55

tonax () Patients 0.5 (0.5-0.6) 0.6 (0.5—4) 0.6 (0.5—6)
AUC (L HVs 2938 (12) 13854 (21) 35(33)
(ng*h/mL) Patients 1401 (46) 15588 (32) 36 (30)
) HVs 0.96 (57) 36.1(19) 43 (32)
ti2 (h) Patients 0.75 (54) 144 (50) 58 (47)

' median (min-max); 2IV bolus in HVs

Fosnetupitant Cnax and AUC were lower in patients than in healthy subjects, although the systemic

exposures to netupitant were comparable.

In healthy subjects, there was a dose-proportional increase in the systemic exposure of fosnetupitant

with the dose increase of fosnetupitant from 17.6 to 353 mg

Palonosetron

Following oral administration, palonosetron is well absorbed with its absolute bioavailability reaching
97%. After single oral doses using buffered solution mean maximum palonosetron concentrations
(Cmax) and area under the concentration-time curve (AUCy..,) were dose proportional over the dose

range of 3.0 to 80 mcg/kg in healthy subjects.

In 36 healthy male and female subjects given a single oral dose of 0.5 mg palonosetron, maximum
plasma concentration (Cmax) was 0.81 = 1.66 ng/mL (mean £+ SD) and time to maximum concentration
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(Tmax) was 5.1 + 1.7 hours. In female subjects (n=18), the mean AUC was 35% higher and the mean
Crmax Was 26% higher than in male subjects (n=18). In 12 cancer patients given a single oral dose of
palonosetron 0.5 mg one hour prior to chemotherapy, Cmax was 0.93 £ 0.34 ng/mL and Tiax was 5.1 £
5.9 hours. The AUC was 30% higher in cancer patients than in healthy subjects. A high fat meal did
not affect the Cmax and AUC of oral palonosetron.

Distribution

Netupitant

After a single oral 300 mg dose administration in cancer patients, netupitant disposition was
characterised by a two compartment model with an estimated median systemic clearance of 20.5 L/h
and a large distribution volume in the central compartment (486 L). Human plasma protein binding of
netupitant and its two major metabolites M1 and M3 is > 99% at concentrations ranging from 10 to
1500 ng/mL. The third major metabolite, M2, is > 97% bound to plasma proteins.

Fosnetupitant

The mean + SD volume of distribution (Vz) of fosnetupitant in healthy subjects and in patients was
124 + 76 L and 296 +535 L, respectively. The human plasma protein binding of fosnetupitant was
92% at 1 micromolar and 95% at 10 micromolar. The free fraction was in the range 5 to 8%.

Palonosetron
Palonosetron has a volume of distribution of approximately 8.3 + 2.5 L/kg. Approximately 62% of
palonosetron is bound to plasma proteins.

Biotransformation

Netupitant

Three metabolites have been detected in human plasma at netupitant oral doses of 30 mg and higher
(the desmethyl derivative, M1; the N-oxide derivative, M2; the OH-methyl derivative, M3). In vitro
metabolism studies have suggested that CYP3A4 and, to a lesser extent, CYP2D6 and CYP2C9 are
involved in the metabolism of netupitant. After administration of a single oral dose of 300 mg
netupitant, mean plasma netupitant/plasma radioactivity ratios ranged from 0.13 to 0.49 over 96 h
post-dose. The ratios were time dependent with values decreasing gradually beyond 24 h post-dose,
indicating that netupitant is being rapidly metabolized. Mean Cpax was approximately 11%, 47% and
16% of the parent for M1, M2 and M3 respectively; M2 had the lowest AUC relative to the parent
(14%) whereas M1 and M3 AUC were approximately 29% and 33% of the parent, respectively. M1,
M2 and M3 metabolites were all shown to be pharmacologically active in an animal
pharmacodynamic model, where M3 was most potent and M2 least active.

Fosnetupitant

Fosnetupitant is rapidly converted in vivo to netupitant by metabolic hydrolysis. In patients receiving
Akynzeo 235 mg/0.25 mg powder concentrate for solution for infusion intravenously, netupitant
exposure was 17-fold fosnetupitant exposure, as determined by their AUC ratio. Netupitant
metabolites M1, M2 and M3 were rapidly generated from the released netupitant. In patients,
metabolite M1, M2 and M3 exposures were 32%, 21% and 28% of netupitant exposure, as determined
by their AUC ratio. The median tmax for M1, M2, and M3 were 12, 2 and 12 hours, respectively.

Palonosetron

Palonosetron is eliminated by multiple routes with approximately 50% metabolized to form two
primary metabolites: N-oxide-palonosetron and 6-S-hydroxy-palonosetron. These metabolites each
have less than 1% of the 5-HT3 receptor antagonist activity of palonosetron. /n vitro metabolism
studies have suggested that CYP2D6 and to a lesser extent, CYP3A4 and CYP1A2 are involved in the
metabolism of palonosetron. However, clinical pharmacokinetic parameters are not significantly
different between poor and extensive metabolizers of CYP2D6 substrates.

Elimination
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Netupitant

Following administration of a single dose of Akynzeo, netupitant is eliminated from the body in a
multi-exponential fashion, with an apparent mean elimination half-life of 88 hours in cancer patients.
Renal clearance is not a significant elimination route for netupitant-related entities. The mean fraction
of an oral dose of netupitant excreted unchanged in urine is less than 1%; a total of 3.95% and 70.7%
of the radioactive dose was recovered in the urine and faeces, respectively.

Approximately half the radioactivity administered orally as [14C]-netupitant was recovered from urine
and faeces within 120 h of dosing. Elimination via both routes was estimated to be complete by Day
29-30 post-dose.

Fosnetupitant

After intravenous Akynzeo 235 mg/0.25 mg powder concentrate for solution for infusion
administration, fosnetupitant plasma concentrations declined according to a biexponential profile.
Thirty minutes after the end of the infusion, the mean plasma concentration of fosnetupitant was less
than 1% of Crax.

Palonosetron

Following administration of a single oral 0.75 mg dose of [14C]-palonosetron to six healthy subjects,
85% to 93% of the total radioactivity was excreted in urine, and 5% to 8% was eliminated in faeces.
The amount of unchanged palonosetron excreted in the urine represented approximately 40% of the
administered dose. In healthy subjects given palonosetron capsules 0.5 mg, the terminal elimination
half-life (t'2) of palonosetron was 37 + 12 hours (mean = SD), and in cancer patients, ts was 48 +

19 hours. After a single dose of approximately 0.75 mg intravenous palonosetron, the total body
clearance of palonosetron in healthy subjects was 160 £+ 35 mL/h/kg (mean + SD) and renal clearance
was 66.5+ 18.2 mL/h/kg.

Special populations

Hepatic Impairment

Netupitant

Maximum concentrations and total exposure of netupitant were increased in subjects with mild (n=8),
moderate (n=8), and severe (n=2) hepatic impairment compared to matching healthy subjects,
although there was pronounced individual variability in both hepatically-impaired and healthy
subjects. Exposure to netupitant (Cmax, AUCo.cand AUCy..) compared to matching healthy subjects
was 11%, 28% and 19% higher in mild and 70%, 88% and 143% higher in moderate hepatically-
impaired subjects, respectively. As such, no dosage adjustment is necessary for patients with mild to
moderate hepatic impairment. Limited data exist in patients with severe hepatic impairment (Child
Pugh score >9).

Palonosetron

Hepatic impairment does not significantly affect total body clearance of palonosetron compared to the
healthy subjects. While the terminal elimination half-life and mean systemic exposure of palonosetron
is increased in the subjects with severe hepatic impairment, this does not warrant dose reduction.

Renal impairment

Netupitant

No specific studies were performed to evaluate netupitant in patients with renal impairment. In the
ADME trial, less than 5% of all netupitant-related material was excreted in urine and less than 1% of
the netupitant dose was eliminated unchanged in the urine and therefore any accumulation of
netupitant or metabolites after a single dose would be negligible. Furthermore, the population PK
study showed no correlation between PK parameters of netupitant and markers of renal dysfunction.

Palonosetron
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Mild to moderate renal impairment does not significantly affect palonosetron PK parameters. Total
systemic exposure to intravenous palonosetron increased by approximately 28% in patients with
severe impairment relative to healthy subjects. In a population PK study, patients with a reduced
creatinine clearance (CLcr) also had a reduced palonosetron clearance, but this reduction would not
result in a significant change in palonosetron exposure.

Therefore, Akynzeo can be administered without dosage adjustment in patients with renal impairment.
Neither netupitant nor palonosetron have been evaluated in patients with end-stage renal disease.

5.3 Preclinical safety data

Palonosetron

Effects in non-clinical studies were observed only at exposures considered sufficiently in excess of the
maximum human exposure, indicating little relevance to clinical use. Non-clinical studies indicate that
palonosetron, only at very high concentrations, may block ion channels involved in ventricular de- and
re-polarisation and prolong action potential duration. Degeneration of seminiferous epithelium was
associated with palonosetron following a one month oral repeat dose toxicity study in rats. Animal
studies do not indicate direct or indirect harmful effects with respect to pregnancy, embryonal/foetal
development, parturition or postnatal development. Only limited data from animal studies are
available regarding the placental transfer (see section 4.6). Palonosetron is not mutagenic. High doses
of palonosetron (each dose causing at least 15 times the human therapeutic exposure) applied daily for
two years caused an increased rate of liver tumours, endocrine neoplasms (in thyroid, pituitary,
pancreas, adrenal medulla) and skin tumours in rats but not in mice. The underlying mechanisms are
not fully understood, but because of the high doses employed and since the medicinal product is
intended for single application in humans, these findings are not considered relevant for clinical use.

Netupitant and combination with palonosetron

Effects in non-clinical studies based on safety pharmacology and single and repeated dose toxicity
were observed only at exposures considered in excess of the maximum human exposure, indicating
little relevance to clinical use. Phospholipidosis (foamy macrophages) has been observed with the
administration of netupitant after repeated administration in rats and dogs. The effects were reversible
or partially reversible after the recovery period. The significance of these findings in humans is
unknown.

Non-clinical studies indicate that netupitant and its metabolites and the combination with palonosetron
only at very high concentrations may block ion channels involved in ventricular de- and re-
polarisation and prolong action potential duration. Reproductive studies in animals with netupitant do
not indicate direct or indirect harmful effects with respect to fertility, parturition or postnatal
development. An increased incidence of positional foetal abnormalities of the limbs and paws, fused
sternebrae and agenesis of accessory lung lobe were observed following daily administration of
netupitant in rabbits at 10 mg/kg/day and higher during the period of organogenesis. In a pilot dose
range finding study in rabbits, cleft palate, microphtalmia and aphakia were observed in four foetuses
from one litter in the 30 mg/kg/day group. The relevance of these findings in humans is unknown. No
data from animal studies with netupitant are available regarding placental transfer and lactation.
Netupitant is not mutagenic.

Fosnetupitant

Daily intravenous administration of fosnetupitant in rats (at 3 times the human AUC for netupitant at
the recommended single dose to be given with each cycle of chemotherapy) during the period of
organogenesis produced delayed ossification of pubis. No effects on embryo-fetal development were
observed with daily administration of up to 13 mg/kg fosnetupitant in rats (2 times the human AUC
for netupitant at the recommended single dose to be given with each cycle of chemotherapy). Due to
the limited systemic exposure to fosnetupitant in pregnant rats, it is not possible to provide an AUC-
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based comparison of fosnetupitant exposure in rats and humans. An increase in resorptions was
observed with daily intravenous administration of fosnetupitant at 6 mg/kg/day and higher in rabbits
(9 times the human AUC for fosnetupitant and 0.4 times the human AUC for netupitant at the
recommended single dose to be given with each cycle of chemotherapy) during the period of
organogenesis. No effects were observed in rabbits at 3 mg/kg/day (5.4 times the human AUC for
fosnetupitant and 0.4 times the human AUC for netupitant at the recommended single dose to be given
with each cycle of chemotherapy). Daily intravenous administration of 39 mg/kg fosnetupitant in rats
(3 times the AUC for netupitant at the recommended single dose to be given with each cycle of
chemotherapy) during organogenesis through lactation produced lower bodyweight in offspring at
birth through maturation, and delayed physical development (pinna detachment, eye opening, and
preputial separation). These effects were associated with maternal toxicity (reduced weight gain and
food consumption). No effects occurred in offspring or dams at 13 mg/kg/day (2 times the human
AUC for netupitant at the recommended single dose to be given with each cycle of chemotherapy).

Fosnetupitant—palonosetron combination

Intravenous and Intra-arterial administration in rabbits: for the clinical signs very slight to mild
erythema were observed. No changes were noted at microscopic examination.

Paravenous administration (a non-intended clinical route/misapplication) in rabbits: for the clinical
signs very slight to mild erythema and very slight oedema were observed. At microscopic examination
chronic inflammation (from mild to moderate), epidermal hyperplasia (from minimal to mild) of
dermis were reported.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Mannitol

Disodium edetate (E386)

Sodium hydroxide (E524) (for pH adjustment)
Hydrochloric acid (E507) (for pH adjustment)

6.2 Incompatibilities

Akynzeo powder for concentrate for solution for infusion is incompatible with any solutions
containing divalent cations (e.g., Ca’", Mg”"), including Hartman’s and lactated Ringer’s solutions.

Akynzeo powder for concentrate for solution for infusion should not be infused simultaneously or
mixed with other intravenous substances, additives or medicinal products unless compatibility has
been demonstrated. If the same intravenous line is used for sequential infusion of several different
medicinal products, the line should be flushed before and after infusion of Akynzeo with sodium
chloride 9 mg/ml (0.9%) solution for injection.

6.3 Shelf life

S years.

Store the reconstituted and diluted solution below 25°C.

The product should be diluted immediately after reconstitution. Chemical, physical and
microbiological in-use stability after reconstitution and dilution has been demonstrated for 24 hours at
25°C.

6.4 Special precautions for storage

Store in a refrigerator (2°C — 8°C).
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Keep the vial in the outer carton in order to protect from light.

For storage

conditions after reconstitution of the medicinal product, see section 6.3.

6.5 Nature and contents of container

Single-dose

50 mL flint glass vials with 20 mm rubber stoppers and 20 mm aluminium cap seals.

Pack of 1 vial.

6.6 Special precautions for disposal and other handling

Akynzeo must be reconstituted and then diluted prior to administration.

Preparation of Akynzeo

Step 1

Aseptically inject 20 mL 5% dextrose injection or sodium chloride 9 mg/ml (0.9%)
solution for injection, into the vial. Ensure the solvent is added to the vial along the vial
wall and not jetted in order to prevent foaming. Swirl the vial gently for 3 minutes. The
powder should be dissolved before the solution is diluted in the infusion bag.

Step 2

Aseptically prepare an infusion vial or bag filled with 30 mL of 5% dextrose injection, or
sodium chloride 9 mg/ml (0.9%) solution for injection.

Step 3

Dilution should occur immediately after reconstitution (according to Step 1). Aseptically
withdraw the entire volume of reconstituted solution from the AKYNZEO vial and transfer
it into the infusion vial or bag containing 30 mL of 5% dextrose injection or sodium
chloride 9 mg/ml (0.9%) solution for injection to yield a total volume of 50 mL.

Step 4

Gently invert the vial or bag until complete dissolution.

Step 5

Before administration, inspect the final diluted solution for particulate matter and
discolouration. Discard the vial or bag if particulates and/or discolouration are observed.

Akynzeo must not be reconstituted or mixed with solutions for which physical and chemical
compatibility has not been established (see section 6.2).

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Helsinn Birex Pharmaceuticals Ltd.

Damastown
Mulhuddart
Dublin 15
Ireland

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/15/1001/003

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 27 May 2015
Date of latest renewal: 9 January 2020
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10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ANNEX I

MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT
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A.  MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release

Helsinn Birex Pharmaceuticals Ltd.
Damastown,

Mulhuddart

Dublin 15

Ireland

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to medical prescription.

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

e  Periodic safety update reports (PSURSs)

The requirements for submission of PSURs for this medicinal product are set out in the list of Union
reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC and any
subsequent updates published on the European medicines web-portal.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

e  Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perform the required pharmacovigilance activities
and interventions detailed in the agreed RMP presented in Module 1.8.2 of the marketing authorisation
and any agreed subsequent updates of the RMP.

An updated RMP should be submitted:
e At the request of the European Medicines Agency;

e Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result
of an important (pharmacovigilance or risk minimisation) milestone being reached.
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ANNEX IIT

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

1. NAME OF THE MEDICINAL PRODUCT

Akynzeo 235 mg/0.25 mg powder for concentrate for solution for infusion
fosnetupitant/palonosetron

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains fosnetupitant chloride hydrochloride equivalent to 235 mg of fosnetupitant, which
corresponds to 197.5 mg of netupitant, and palonosetron hydrochloride equivalent to 0.25 mg of
palonosetron.

After reconstitution and dilution, 1 ml of solution contains 4.7 mg fosnetupitant, which corresponds to
3.95 mg of netupitant, and 0.005 mg palonosetron.

3. LIST OF EXCIPIENTS

Also contains mannitol, disodium edetate, sodium hydroxide and hydrochloric acid.
See package leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Powder for concentrate for solution for infusion
1 vial

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Intravenous use after reconstitution and dilution.
Single use only.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

43



9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator. Keep the vial in the outer carton in order to protect from light.
After reconstitution and dilution: 24 hours below 25°C.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Helsinn Birex Pharmaceuticals Ltd.
Damastown

Mulhuddart

Dublin 15

Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/15/1001/003

13. BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted.

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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PC:
SN:
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PARTICULARS TO APPEAR THE IMMEDIATE PACKAGING
VIAL

1. NAME OF THE MEDICINAL PRODUCT

Akynzeo 235 mg/0.25 mg powder for concentrate for solution for infusion
fosnetupitant/palonosetron

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each vial contains fosnetupitant chloride hydrochloride equivalent to 235 mg of fosnetupitant, which
corresponds to 197.5 mg of netupitant, and palonosetron hydrochloride equivalent to 0.25 mg of
palonosetron.

After reconstitution and dilution, 1 ml of solution contains 4.7 mg fosnetupitant, which corresponds to
3.95 mg of netupitant, and 0.005 mg palonosetron.

3. LIST OF EXCIPIENTS

Also contains mannitol, disodium edetate, sodium hydroxide and hydrochloric acid.
See package leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

Powder for concentrate for solution for infusion
1 vial

5. METHOD AND ROUTE(S) OF ADMINISTRATION

IV use after reconstitution and dilution
Single use only.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE
STORED OUT OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8.  EXPIRY DATE

EXP
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator. Keep the vial in the outer carton in order to protect from light.
After reconstitution and dilution: 24 hours below 25°C

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Helsinn Birex Pharmaceuticals Ltd.
Damastown

Mulhuddart

Dublin 15

Ireland

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/15/1001/003

13. BATCH NUMBER

Lot

| 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

| 17. UNIQUE IDENTIFIER - 2D BARCODE

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA
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B. PACKAGE LEAFLET
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Package Leaflet: Information for the patient

Akynzeo 235 mg/0.25 mg powder for concentrate for solution for infusion
fosnetupitant/palonosetron

Read all of this leaflet carefully before you are given this medicine because it contains important
information for you.

o Keep this leaflet. You may need to read it again.
o If you have any further questions, ask your doctor, pharmacist or nurse.
o If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible

side effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What Akynzeo is and what it is used for

2. What you need to know before you are given Akynzeo
3. How Akynzeo is given

4. Possible side effects

5. How Akynzeo is stored

6. Contents of the pack and other information

1. What Akynzeo is and what it is used for

What Akynzeo is

Akynzeo contains two medicines (‘active substances’) called:
o fosnetupitant

o palonosetron.

What Akynzeo is used for
Akynzeo is used to help prevent adults with cancer feeling sick (nausea) or being sick (vomiting)
while having cancer treatment called ‘chemotherapy’.

How Akynzeo works

Chemotherapy medicines can cause the body to release substances called serotonin and substance P.
This stimulates the vomiting centre in the brain, making you feel or be sick. The medicines in
Akynzeo attach to the receptors in the nervous system through which serotonin and substance P work:
fosnetupitant which is converted to netupitant (an NK; receptor antagonist) in your body blocks the
receptors for substance P, and palonosetron (a 5-HT3 receptor antagonist) blocks certain receptors for
serotonin. By blocking the actions of substance P and serotonin in this way, the medicines help
prevent the stimulation of the vomiting centre and the resulting sickness.

2. What you need to know before you are given Akynzeo

You should not be given Akynzeo if:

o you are allergic to fosnetupitant, netupitant or palonosetron, or any of the other ingredients of
this medicine (listed in section 6). If you are not sure, talk to your doctor, pharmacist or nurse
before you are given this medicine.

o you are pregnant.

Warnings and precautions
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Talk to your doctor, pharmacist or nurse before being given Akynzeo if:

. you have liver problems

° you have a blockage in your gut or you have had constipation in the past

o you or one of your close relatives has ever had a heart problem called ‘QT interval
prolongation’

° you have any other heart problems

o you have been told you have an imbalance of minerals in your blood such as potassium and

magnesium that has not been corrected.

If any of the above apply to you (or you are not sure), talk to your doctor, pharmacist or nurse before
being given Akynzeo.

Children and adolescents
Akynzeo should not be given to children and adolescents under 18 years.
Other medicines and Akynzeo

Tell your doctor, pharmacist or nurse if you are taking, have recently taken or might take any other
medicines.

In particular tell your doctor, pharmacist or nurse if you are taking any of the following medicines:

o medicines for depression or anxiety called SSRIs (selective serotonin re-uptake inhibitors) -
such as fluoxetine, paroxetine, sertraline, fluvoxamine, citalopram or escitalopram
. medicines for depression or anxiety called SNRIs (serotonin noradrenaline re-uptake inhibitors)

- such as venlafaxine or duloxetine.

Also tell your doctor, pharmacist or nurse if you are taking any of the following medicines as your
doctor may need to change the dose of these other medicines:

° medicines that might cause abnormal heartbeat such as amiodarone, nicardipine, quinidine,
moxifloxacin, haloperidol, chlorpromazine, quetiapine, thioridazine or domperidone
° medicines with a narrow therapeutic range that are primarily metabolized by CYP3A4, such as

cyclosporine, tacrolimus, sirolimus, everolimus, alfentanil, diergotamine, ergotamine, fentanyl,
or quinidine

some chemotherapy medicines - such as docetaxel or etoposide

erythromycin - to treat bacterial infections

midazolam - a sedative used to treat anxiety

dexamethasone - can be used to treat feeling and being sick

ketoconazole - to treat Cushing's syndrome

rifampicin - to treat tuberculosis (TB) and other infections.

If any of the above apply to you (or you are not sure), talk to your doctor, pharmacist or nurse before
being given Akynzeo.

Pregnancy and breast-feeding

If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask
your doctor for advice before being given this medicine.

You should not be given Akynzeo if you are pregnant or if you are a woman of childbearing potential
not using contraception.

Do not breast-feed if you are being given Akynzeo. This is because it is not known whether the
medicine passes into breast milk.

57



Driving and using machines

You may feel dizzy or tired after being given Akynzeo. If this happens, do not drive or use any tools
or machines.

This medicine contains 24.8 mg sodium (main component of cooking/table salt) in each vial. This is
equivalent to 1.24% of the recommended maximum daily dietary intake of sodium for an adult.

If reconstituted and diluted with sodium chloride 9 mg/ml (0.9%) solution for injection, the final
solution contains approximately 202 mg of sodium per dose. This is equivalent to 10.1% of the
recommended maximum daily dietary intake of sodium for an adult.

3. How Akynzeo is given

The recommended dose of Akynzeo is one vial (each vial contains 235 mg of fosnetupitant and

0.25 mg of palonosetron) on Day 1 of your chemotherapy.

e The powder is reconstituted and diluted before use.

e Akynzeo is given to you by a doctor or nurse

e Akynzeo is given as a drip into a vein (intravenous infusion) about 30 minutes before you start
your chemotherapy treatment.

Your doctor will ask you to take other medicines including a corticosteroid (such as dexamethasone)
to prevent you feeling and being sick. Check with your doctor or nurse if you are not sure.

If you stop being given Akynzeo
Akynzeo is given to help prevent you feeling and being sick when you are having chemotherapy. If
you do not want to be given Akynzeo, discuss this with your doctor. If you decide not to be given

Akynzeo (or another similar medicine), your chemotherapy is likely to make you feel and be sick.

If you have any further questions on the use of this medicine, ask your doctor, pharmacist or nurse.

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them.

Serious side effects

Stop being given Akynzeo and tell your doctor straight away if you notice the following serious side

effect - you may need urgent medical treatment:

Very rare (may affect up to 1 in 10,000 people)
. severe allergic reaction — signs include hives, skin rash, itching, difficulty breathing or
swallowing, swollen mouth, face, lips, tongue or throat and sometimes a drop in blood pressure.

Other side effects
Tell your doctor, pharmacist or nurse if you notice any of the following side effects:

Common (may affect up to 1 in 10 people)

o headache
J constipation
) feeling tired.

Uncommon (may affect up to 1 in 100 people)
. hair loss
o lack of energy (feeling weak)
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decreased appetite

high blood pressure

raised, itchy rash on the skin (hives)

problems with the muscles in your heart (cardiomyopathy)

spinning sensation (vertigo), feeling dizzy or trouble sleeping (insomnia)

stomach problems including stomach discomfort, feeling bloated, nausea, pain, indigestion,
hiccups, wind or diarrhoea

high levels of certain enzymes, including blood alkaline phosphatase and liver transaminases
(shown in blood tests)

high levels of creatinine - which measures kidney function (shown in blood tests)

ECG (electrocardiogram) problems (called ‘QT and PR interval prolongation’, ‘conduction
disorder’, ‘tachycardia’ and ‘atrioventricular block first degree”)

low levels of ‘neutrophils’ - a kind of white blood cell which fight infections (shown in blood
tests)

high level of white blood cells (shown in blood tests).

Rare (may affect up to 1 in 1,000 people)

back pain, joint pain

feeling hot, reddening of the face or other areas of the skin (feeling flushed)

itchy skin rash

feeling drowsy

sleep problems

ring in the ear

vomiting

low blood pressure

chest pain (not related to the heart)

numbness, blurred vision

sudden nervous breakdown, change in mood

infection and inflammation in the bladder (cystitis)

haemorrhoids

conjunctivitis (a type of eye inflammation)

low level of potassium (shown in blood tests)

modifications (or disturbances) in heart rhythm

heart valve disorder (mitral valve incompetence)

coating of the tongue, difficulty swallowing, dry mouth, belching, abnormal taste after medicine

intake

decreased blood flow to the heart muscle (myocardial ischemia)

high levels of creatine phosphokinase//creatine phosphokinase MB - which indicates sudden

decreased blood flow to the heart muscle (shown in blood tests)

high levels of troponin - which indicates heart muscle dysfunction (shown in blood tests)

high levels of the pigment bilirubin - which indicates liver dysfunction (shown in blood tests)

high levels of myoglobin — which indicates muscle injury (shown in blood tests)

high levels of blood urea — which indicates kidney dysfunction (shown in blood tests)

high level of ‘lymphocytes’— type of white blood cell which help the body fight disease (shown

in blood tests)

low level of white blood cells (shown in blood tests)
ECG (electrocardiogram) problems (called ‘ST segment depression’, ‘ST-T segment
abnormal’ ‘bundle branch block right/left’, and ‘atrioventricular block second degree”)

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects, you can help provide more information on the
safety of this medicine.
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5. How to store Akynzeo

. Keep this medicine out of the sight and reach of children.

o Do not use this medicine after the expiry date which is stated on the carton and vial after ‘EXP’.
The expiry date refers to the last day of that month.

. Store in a refrigerator (2°C — 8°C).

o Keep the vial in the outer carton in order to protect from light.

o The total time from reconstitution to the start of the infusion should not exceed 24 hours. Store
the reconstituted solution and the final diluted solution below 25°C.

o Do not throw away any medicines via wastewater or household waste. Ask your pharmacist
how to throw away medicines you no longer use. These measures will help protect the
environment.

6. Contents of the pack and other information

What Akynzeo contains

. The active substances are fosnetupitant and palonosetron. Each vial contains 235 mg of
fosnetupitant and 0.25 milligrams of palonosetron.

o The other ingredients are mannitol, disodium edetate (E386), sodium hydroxide (E524),
hydrochloric acid diluted (E507) (for pH adjustment).

What Akynzeo looks like and contents of the pack

Akynzeo powder for concentrate for solution for infusion is a sterile, white to off-white lyophilized
powder and is supplied in a pack of one Type I glass vial with chlorobutyl siliconised rubber stopper
and aluminium cap. Each vial contains one dose.

Pack of 1 vial.
Marketing Authorisation Holder and Manufacturer:

Helsinn Birex Pharmaceuticals Ltd.
Damastown

Mulhuddart

Dublin 15

Ireland

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

Vifor Pharma PharmaSwiss

Tél/Tel: +32(0)32 182070 Tel: +370 5279 07 62

Bbarapus Luxembourg/Luxemburg
Angelini Pharma Bulgaria EOOD Vifor Pharma

Ten.: +359 2 975 13 95 Tél/Tel: +32(0)32 182070

Ceska republika 5 Magyarorszag

Angelini Pharma Ceska republika s.r.o. Angelini Pharma Magyarorszag Kft
Tel: (+420) 546 123 111 Tel.: +36 1336 1614

Danmark Malta
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Swedish Orphan Biovitrum A/S
TIf: + 45 32 96 68 69

Deutschland
RIEMSER Pharma GmbH
Tel: +49 30 338427-0

Eesti
PharmaSwiss
Tel: +372 6827 400

EALGda
Galenica A.E.
TnA: +30 210 52 81 700

Espaiia
Vifor Pharma Espafia, S.L.
Tel: +34 902 121 111

France
Vifor France
Tél: +33 (0)1 41 06 58 90

Hrvatska
PharmaSwiss
Tel: +385 1 6311 833

Ireland
Chugai Pharma France
Tel: +33 17936 36 18

island
Swedish Orphan Biovitrum A/S
TIf: + 45 32 96 68 69

Italia
Italfarmaco
Tel: +39 02 64431

Kvmpog

Galenica A.E.

TnA: +30 210 52 81 700
Latvija

PharmaSwiss
Tel: +371 6750 2185

This leaflet was last revised in

Other sources of information

Helsinn Birex Pharmaceuticals Ltd.
Tel.: +353 1 822 5404

Nederland
Vifor Pharma
Tel: +31(0)88 8484300

Norge
Swedish Orphan Biovitrum AS
TIf: +47 66 82 34 00

Osterreich
Angelini Pharma Osterreich GmbH
Tel: +43-5-9-606-0

Polska
Angelini Pharma Polska Sp. z 0.0.
Tel: +48 22 70 28 200

Portugal
OM Pharma
Tel: +351 21 470 85 00

Romainia
Angelini Pharmaceuticals Romania Srl
Tel: +40 21 331 67 67

Slovenija
PharmaSwiss
Tel: +386 1 2364 700

Slovenska republika
Angelini Pharma Slovenska republika s.r.o.
Tel: +421 2 5920 7320

Suomi/Finland
Oy Swedish Orphan Biovitrum Ab
Puh./Tel: +358 201 558 840

Sverige
Swedish Orphan Biovitrum AB (publ)
Tel: +46 8 697 20 00

United Kingdom
Chugai
Tel: +44 1748 827 276

Detailed information on this medicine is available on the European Medicines Agency website

http://www.ema.europa.cu.




The following information is intended for medical or healthcare professionals only:

Instructions of how to reconstitute and dilute AKYNZEO 235 mg/0.25 mg

Preparation of Akynzeo

Step 1

Aseptically inject 20 mL 5% dextrose injection or sodium chloride 9 mg/ml (0.9%)
solution for injection, into the vial. Ensure the solvent is added to the vial along the vial
wall and not jetted in order to prevent foaming. Swirl the vial gently for 3 minutes. The
powder should be dissolved before the solution is diluted in the infusion bag.

Step 2

Aseptically prepare an infusion vial or bag filled with 30 mL of 5% dextrose injection, or
sodium chloride 9 mg/ml (0.9%) solution for injection.

Step 3

Dilution should occur immediately after reconstitution (according to Step 1). Aseptically
withdraw the entire volume of reconstituted solution from the AKYNZEO vial and transfer
it into the infusion vial or bag containing 30 mL of 5% dextrose injection or sodium
chloride 9 mg/ml (0.9%) solution for injection to yield a total volume of 50 mL.

Step 4

Gently invert the vial or bag until complete dissolution.

Step 5

Before administration, inspect the final diluted solution for particulate matter and
discolouration. Discard the vial or bag if particulates and/or discolouration are observed.

The reconstituted and diluted final solution is stable for 24 hours at 25°C.

Parenteral medicines should be inspected visually for particulate matter and discoloration before
administration whenever solution and container permit.

The appearance of the reconstituted solution is the same as the appearance of the diluent.

Discard any remaining solution and waste material. Any unused medicinal product or waste material
should be disposed of in accordance with local requirements.

The medicinal product must not be reconstituted or mixed with solutions for which physical and
chemical compatibility has not been established (see Summary of Product Characteristic (SmPC),
section 6.2).
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1. EEm4

Akynzeo 235 mg/0.25 mg /R AR A

2. Bk -EEE

LA T, RARYEZ U RELT235mg (RYEX R 197.5 mg IZHHY) DRARY
v X MEACIERRE R O Sn e b b LT025mg D8 )& bu UERE A SR T 5.

IR OFE IR 1L, W I mL PUSHAR AR Y EZ > b 4Tmg (R EZ 2 b 3.95mg ([ZFHY)
FOiv /& bar0005mg & EH6d 5.
I DR DAEH]

I XA THIZKI 248 mg DF NY T L EEHTD.

9 mg/mL (0.9%) FESTHEAT U ¥ AEHK TR OFREZ L, S I 202 mg D
NI OULEEAETS.

W O—EIZoONTIE, 6.1 HESRTLHZ L.

3. Flf

R TR IR FE AR
HE~KEABDOT E/LT 7 ZARK

4. BRERFFE

41 @hee - MR
Akynzeo DFENIZKTT 2SI T DO L B0 TH D,
- E B PUEME RS (S X7 T F o2 G ) K5I O AR OERMEOEL KD
AL ]
- HH A5 (M BRI S P B\ P O R e O FE M D FE O S MR D T B
42 R&E-HA=E
A&

W

ARFNOHELE 1% 235 mg/0.25 mg (1 31 T A0 RICEENDE, BHREOHRTS) Th
0, BALFERIEY A 7 AV OBRAK 30 S3EIND, 30 ) CEEEET D (6.6 THERR).

AR ZERIEET 2720, SMEEETRHICFE CX v U 7R CEET A v 2T 5 2 L.

RARXRYER b 3w & ha VEBERAHE T A2 U EHT %A1, T
AR ORESER DB A S0%ET 52 & 45 THL S TH (BERBRICB T 2/ 527V
—/v) ZH].
Rl 72 R AR
B

B ST D AR O A EREIIARETH 5. 75 Ll EOBE TIESA Dy O RN E
<, AREIOERRBRD D722, REIOMERIITEENLETH 5.




B HERE N

BREE D O B BE DR EREIE E A AT 5 BEFICR L CTAAIO HIEREIIARE L ZE2 b5, 2V
Z v FOBHRII S DT TH D, BEN S FHEEOBEREREL N7 /& b e v oEyEE
RGA—RCHEREBZRIEES . Rn & b o Ul GR OR S S IRGE 81T, R
A& bl U CHEE O BRI E R TR 28% o 1o, MENT 2 L & 4 5 R R BRI
LT, "er/k eIy ey s hoEYERBIIRFT I TELT, mARXYEX
Rna gt e CEBEEL SR O X IIZEWICET 2T — 23R, 207ed, ZhbO/f
BRI T DM AT 5 2 &
Vg fida e

R W d A B oD T RERREE (Child-Pugh A =1 778 5~8) Z A1 %5 BE 6 L CAHKI o H&H
HIIRETH 5. HEEOIHEAEFEE (Child Pugh 22789 L) AT HHREICHET L7 —4
RGN TEY, KAOHEHIEWRY EX > NOBEENHEINT 5 AEERH D720, Zib
DBRFCITEREICAAZERT L2 L @4 HEO 52 HEH).
/NI

A% A S 18 AT O/NRISK T 2 AFKI D22 M R OF RIS S TR 59, /M
NPT 27 —Z X720,
JHiE

AFNIFARN I G2 2 & FIRNR G RTEFEEIC K D 30 22T TITH 2T EREE LU (6.6
HZ).

G RTOEIRITIER OF IR GTIEICHOWTIE, 6.6THASRTHZ L.

43 EB

KA XA 6.1 THIZ—EFonT 2 N33 2 imEoE
IR (4.6 TS W)

44 HFRHGEZEERVERLDIE
{EHE

S| b e AT KD KEE R 2MER S 2 TR B D 72D, ARAI O 5% I ER OBETE
JE ST RGP OBEN S 2 BE BT 52 & W8 HESH).
v b= SRR

5-HT; #EHUREO HAREE H 3ot a b = AFHE DRIt a b = Y A S FHLE S (SSRI)
EOtw b=y 207 RUF U UEIYIAZRES (SNRD) 2#5Tr] LOffHIcEs2ERr h=
VIEGERERN I STV DLt e b = UIEBHEREIR D e W BB A MONCBIR T 5 2 L (48 A
ZH).
QT it

RN B & k5, 2V EHX ok 200 mg Xid 600 mg kA& 522 e /& ke
0.5mg XX 1.5 mg R O#& G LT 2 0ERRREZIT o772, ARBRICHB W TLER /T XA —2|Z
ERANC B 2 BITRO 5T, 7T B AR K OR—R T A ORfiE QTe MR D F K SHEEE I,
BEBELABZLOHE (RYEX 2 F600mg KOV /& F 15mg) 245 LThb 16 K
BICEO BN 7.0ms (95%EHXM D F M EIR(E : 8.8ms) Tho7z. 7T HRKUN—RZT A
> OHHIE QTel O SHEEE D 95%IEHE XM EIREIX, A 5% 2 BEIZ 72 o TT X TOFHfiRE
CHIZ 10ms LN TH - 7=,




LML, xRV EX b 8m & ba CEBEREASENL S-HT; SR RENRE 56T 5729,
QT MR A LR S 2 EHM & OPFH KO QT MIMRIER 2 3Bl L 72 0 BLT 5 ATaEtED b 2 H T
OFERICITEENLETHS. 25 LBEITE, QT R, BMERE, 5ot A4e, Wik
PEREENR, (REREE OB X IIFEREN & 5 BHC, PIAEIREAZ LU &2 QT iR Xk
BRE R 2 SR T ERLEZRATOBENGENDS. KH Y U LAMELME~ 7 32T A
ME T GRS IRRET 5 2 &

BOALFIFAETAE 5 L TN TR WER Y, AL B IER A T 13O & QMR 0 T B A 4
fEA LN &

(L FHRIERA TR FEEL L 7Bl e QMR M DI IR IS AR 2 L2 2 &

HEONFRERERFEEREICET T —XIIRONTWATOEERLETHD.

FIZ CYP3A4 IZ L W RIS, 2 olRIl ARV OS2 P L TV 5 B3 T, ARIZEE
AT L 4STHSH).

CYP3A4 JE T Dbk

AL NMIFREED CYP3A4 BHEITH Y, CYP3A4 FE Th H{L 7L (KX Xtk
NI E) OBFBERZBEINIESREERH D GSHBR)., Z07-), CYPIA4 KETH HIL%
IR (A Y )T EER) o0 T, BEMEIN LRV EBEEBETL L. £, XY
42 M, CYP3A4IZ K-> TRETEND Z & CTIHMAL T DILHBIEIRO G IMEIC b BT 5 Al
REMEN D 5.

IRAINA]

AFNEL A T AR 248 mg DF MU U LEEHT 505, Ziuk WHO BHELET 2k A D
K1 AERE 2g O 124%I2HET 5.

9mg/mL (0.9%) TEHMET N U U LK CEMEL OFAREZIL, 1 B G &OSEERKR I
$1202mg OF NV U AEEATDHA, ZiE WHO SRS DA ORK 1 AERE 2g ©
10.1%IZH S 3 5.

45 MOEESEOHEAEERARVZOMOBEER
S B REFHIAE BAEH]

RARY EH 2 MIFAIRNE G564, BN Rx Yy BH  MIEBENS. FkNES L2k A
IV N EMMOERES EOMAEEL, BOKEG LE-xYEX s b EHEEREZRZ3E%)
ROTZAET DRSNS H. 2V X M RO Lo B E O ARy B4 k2 RN B
H LB /R o EW % L FIORT.

B MIBWT, R E X MIEIZ CYP3A4 2 LICIFRENC K 0 dRitt 4, BRI <o
TNTHDH., FYEHX L ME300mg DHAET, b MIBWT CYP3A4 DIEE O HHRLE OFHE
TERZAT L. Su /& be 3B PEt RO ORIKIC L > TR LRt Sh, #%EIX
BEO CYPBEEEZN LTS, S /& hu i gdEEC CYP2D6 12 & it &h, CYP3A4 KON
CYPIA2 7 A VWA ML 20T 0RBEGRRO 5. Invitro RRIZENE, m /ey
TR EEROH DIRETY b7 v L P450 3 FREA2 I SUIFEE S L,

e RO LS/ he NS L o EER

XY EH Y MEAKE LN m ) b kS & ORT, BRIK EEROH 5 Y EhRE AR

HAERIEEERD ST,




CYP3A4 JLE & OFHAAEH
THY AL

A EHX R 300 mg OHERE OG- XEA AR Y B X 2 b 235 mg O HEIFEARNE 5 &7 X
A K (Day 11220mg 5%, Day2~4 2 8mg % 1 H2[EHKYS) 0 L-L &, T%0
A B DIEB RN R O ERARICEEICHIN L. 2V EZ 2 b 300 mg XITARARY B
22k 235mg EDOPFFAFKGICEY, TRV AZ Y D AUCsy., (Day4) 124 fFICHIMLTZ. 5
XA U EDOFHES TIER Y EX > NOEYERE T 10 7 7 A4 WVITEIT R o Tz,

T, FARYEH K5 & ba CEBRERLGHI L T X A 2 U EFET A5E
X, TRV AZ Y OHESEROEEZR S0%ICHET S 2 & W2 HBH).

EZHEEHE (P, T AR R, 22773 F)

xRN bu s TRAVAIE ARG LI L E, FEZFREALROE PRV R
DB EITZNEN 3T% L O 21%EM L7, Y X MoK S%, 7 akA7 7 2 R
—BH LI BITEB o oo Tz,

T AT

TF =T AT IF =60 ug KL AR 2 LA Z b L300 pg O HIFRR O# 5. & R L7z &
E, xYeH NN har AT =L A T U —v® AUC IZH BT
BT, VLR AT ARLAOAUC % 1LAFEHINSEZZ &b, XY X R/ \mn/ 2y
B 7R NVHNI AV BEEIE O A IR U CRRRBNZ RS 2 TRetE IRy, x>y e v R
oim /e OEYEEICEKRO H HETERO b ho T,

T YRy RN L TG A

Eoxryes s e GLIEEE, 2 A~ VU RN XY T AOBERITENEI
FIL3 RO 245N LTz, 26 OREITERICEZE IRV LT s nz. xR es sk
DEYBRET 1T 7 A NVE, IFXY T LAY Auv A v O GORBEEZ T o
. xYEF o5 bu CERERER LT 556, 4 T AT CYP3A4 IZ X
DR SNAMORL Y TP URER (TATTYFTA, N)T YT L) OMmBEREER
ICKDBIEN R A ZET D2 L.

o b= EHZ%E (SSRI & TN SNRI 72 &)

S-HT; PR L O a b= AEHZE (fluoxetine, /~aXtF 2, L FT VU, TRF
# 3 , citalopram XIZT AL Z 07T AR EDSSRI, X T TR U NITT anFbF R
ED SNRI 5 te) OUfH%ZICER F=JEBEHENREINTWD (G4THSM]).

Akynzeo D IEMENEIZ XI5 filt D P I f D FL 2

R EH 2 MIEIZ CYP3A4 IZL W RE &SN D72, CYP3A4 OIEMZLE X ITFEET 5 EIK
fEPEFHT D 3 EX  NOMBERREICEENE U D AREENH D, Lizno T, i
CYP3A4 PHEHK (F haFy—n7pl) LOFMITEEIIITY, 58U CYP3A4 #FEHK (U 77~
L) LOUHRITRET S Z &L £, ETIT CYP3A4IZ L VA SN D IRFE AN B R D 3R
(rmARY) v, 27 LA, val X, =nl AR, afentanil, diergotamine, T/l =
By, TxrB=)b, I=U0l) 20FHLTWLRETIE, ARElzEEICHERTIZ L.
ThaF— NN RR) T B DR

CYP3A4[HEIRY hat Yy —Lax Yy X ka2 ha b 7eAAofRk0 s L0
Lize &, AFIOBEMBEGIZH_RTRYEX 2 O AUC 28 1.8 6%, Con 2 1315 EH L2, <1
J ¥ horoiRyEhiieix s b oY — VB OREEZ T o T




CYP3A4GHEH Y 7 7 B 2 ARROR ARG L LI &, XY EX L D AUC 73 5.2
fF, Cox D26 K TNLZ. N/ b OFEYEEITY 7 7 o © 2 U OB Z 2T 720
ofz. LIidoT, #VCYP3A4 HES (U hat Yy —a7zE) L OfFHITEEIZITY, Ry
CYP3A4 #HEH (VU 7y vyl EoffHITRTS Z L.

Z OO EAEA

RARYEH B3 & b s R IR RN K DS P-gp JE CThb 5 I & AN
Zofd 2P RIRBMRITR V. 2 B o ME Pogp AME TIE AW, 2 AoV IAF L REL VA LD
Day 8 [ZRX VY EHX U "afh LTz b &, Iy OEYEEICE(biT /o7,

IV X R ROEONRBD R T AR—2—TH 25 BCRP KNI V7 v VAT A
VWA A UGT2B7 Z#BLET 2 AlfethIT <, IENEZ o772 & LTHRRNRERITDT N TH
5.

Invitro 7 —Z NHRY E X R UGT2B7 ZPHET 2 2 L BHER SN TV DN, ERIREREE T
EORERET DL SN TR, ZORBEORARLEE (Y RT7Yy, "r7rafig, £
e E) XY EX U FNOFRIREREIZIT) ZENEE L.

Invitro 7 —2 06, XY EX U MRPEH N7 VAR —F—Tdh 2% BCRP Z[HET 5 Z & AR
SINTWD. ZOEHORIRERIIMNL STV,

Invitro 7—2 05, XY EHX L MR Pgp HERTH D Z LGRS LTV D, fEEERA % Xt
Gl LIERRICBNT, XY EX Y MNEP-gp WETHDL VU IX T U DIBRERICITEZE LRV,
TAF VD Cpax & 1.09 5 EFH- S W72 (90%CL: 0.9~1.31). #AEE, FHCEMEICREERD D
BETIE, ZOFRAPEVEEL R VBERNEREZFROREENRTE TE RNV, YaF v
IEZEDOMD P-gp FE (XEH FT, aleF il Lxvyey sy hOFRIREEREIZIT) Z
EDREE L.

I HIE BAEH

AFNZ, QT MRIER A5 & Z J wRetEnd 5 S-HT, S/ R \n /e be v 2567
L. D, QT MREZERESELERS (LR7axHd v, 73 M) 7F Y 2, alfuzosin,
TVARRA Yy, ZbeFERE) EOMHICIIEENLETHD (44 HSBH).

Flo, FARYEE N Na s har bR U AMELZSIEEZITZENALNATND
EEL (Trev Yy, AT EE—L, TATEYY, Tk R, FTYRRERRE) X
IIRIRZ SIS 232 LB TV D ESRS (BRI, <XT7331, PLF T ¥ L, dgitalis,
PIAENREE 72 &) L OPFIIEIEEICITS 2 &.

4.6 ZRhEE, FIREVER
ST A RE 72 o/ M D LT

IR TTRER AoMEIE, TRARY B X v k81 ) b i v i F s 58 oo # 5 R v ke
W5 L. BEEABAT RN, BRETOLMEAE I L THERELITS 2 L. RETRD
AR OEEHET 1 r A% E T, IR LI ED BT EE VD 2 &8T5,
TR
BRF K

BEIRIZRE L, RAXYEX Y NUTRY EX Y N LT — 213720, BB o1,
BRBOIRMEFTIER (7% %) 2 a0/AMEEAHR IS TND (3 HESHR).




N Sl Az

szt L, Nue e harEFEH LT — 2w, BB 61X, Ak o TR
7/t b e OEESOIFEENZ2AFERITERO 5Ty (53 HEM).

ERPIIARI ORISR TH D (43 HSH).
B

bt MAFFA~O a2 ha s IR Y B NOBITHIIARTH L. FiAR  HIRICKRH
5 U AZIIHRETE R, FHAIARKOERZ8ET, AFOEGHROEEEG% 1 » AR
e I Ll i R RN
IEHE
KR FK B

BB Tl IERRIC X 2 B IR O BTV,
N Sl b

7 v baEHWIZHBR TR EROEMEREO b Tnd (53 HSH).

47 BREOELEARUEBOBRERAICHT SEE

AANE B B HERRRE ) K OB (IR L CR R T 5. it £, BRI &
BlER TR H D720, 2O &5 ARIERSHA /241 B, SRR & 2 2
Ly BEITIRESD L.
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e a7 v A4 V0K
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AR (100 4410 1 44 LA E~10 46T 1 46 K3)
AL (1000 4477 1 44 LA E~100 44 H7 1 44 i)
Fiu (10000 4 H 1 4 LLE~1000 4 H 1 4 A5)
b TEA (10000 44 H 1 4 AKi5)
BEARY (ANF LT =20 bHfETE )
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B E O EIEAIZBI 9 % BGR
RIEZ P

&= EERLS O e iy © 2 o MOEKRT 2 @ HEORWERITIRE ST,
NS ke

Rt har0.75mg OFEHIZEY, ABEEGEE T DIEEZ LS ERMAEEHRE ST
5.

Fiz, Na /v ha R0 ESORIER & U CIREIER, R R EE K& OV AR 253 ST
L3, AYEZ L8 ) e CEBEEE A A OB TITITERD b T in. 2 b ORI
ERIZ TR TERHEHE CH o7

S TEINIZ, Na /e ba U FRNEGIZEVTF 70 7F%—, 774 7F%F0— /7T F
74 TFR VRO KON 3 v 7 BEEEIRFZICHRE SN TR, ZoEE LTHERE, €9
FE, MAETERE, (ROLE, WAMERORE, MR, PEREEE, EREAR ENH T oND.

SNm g be OB TR = RSB S TR Y, ZoMiE s U TR, Bl
BT, IA 7 v—X2EE, HRELE BERERHTOND.

Akynzeo 235 mg/0.25 mg R IEIR RS R DL 27 1 7 7 A /L1X, Akynzeo 300 mg/0.5 mg
) 7V TRO NIRRT 7 7 A L L T,

AH & OB g D RIVEA O

PRI O RRGEAGRIZIC, BEIRM & OEENEDNSRIERZ WG T2 2 L IXEETHD. o
UK VEEBORKXT 49 b VAT DONT U RAEMGINCE=F2 ) 7T HZENTED.
EIRVEF# L, Appendix V IR TEORE S AT L% LT, AHIE ORI S RITEH
rHETLHEIROOEND.

49 BERE

IV EHZ 600 mg DR OBE%E/%a /¥ hu1.50 mg & OFF L7t Rk A T o B IC
LoL, BERGOAMIERE LT, ZEEdEW, B, %2, 8%, 20 EKOTEK
DIIENECDATREME N B 5. WERGNAE UBA AR ORGZMIEL, 28 LFRERD)
BEOBEEITHIZE., FYEZ L MR Sa /& ha U 3HMER RS 5 2 L h, EHIC
KX DI ILE 13723 L W ATREME DN B 5. IV E TITBENTRBRILE STV RN, e /&
Fa B OFRY B X 2 MISAABRFENRE NI, BT BRSO & 516 5 0 R 2R 1h
TdH 5 ATREMEIZAR .

5. EEZHRM

51 EhZEp%HHE

oA - BRI L HIEMSE, e b= (5-HT;) #5Hi3K, ATC =— K : A04AASS
TERIT

AVEXNE, B M T AZ AP/ ma—aF =2 1(NK) ZREORIRPFETIETH 5.

RARYER Y MEIRYEZ L bOTa KTy 7 ThY, FlRNES%, Henicryes s
MIZE# D (52HEH).

a7 b a s, S-HT S BRI R L TRWEE BRI 2 A7 2 S-HT, R /A BEHE Th Y,
Z OMOZRIITH T DHFETIE E A EUTEL 20, ALERERIE, NGOG v L8k



Manrbote = OMERML, BLEOREEZ5&EF. e h=viF2 ok, $E
FRE D RO E T 2D 5S-HTy T BRAIGHEL L, MR A2 3557 5.

BERMEEY, YT AZAPICL A FF =TI —D=a—nF=21 (NK) ZH
A (PR K ORAAEESR IR < 2oAf) OIEMAL EBIE LT\ A & ENTE 2. Invitro W in vivo
R TRENTND LI, FYEX Y NI TAX AP &N LIS ZLETS.

XY X MAMEKBEM 2835 Z E B 6N ->TEY, RV EX | 300 mg D
5% 6, 24, 48, 72 KUY 96 KRRl OFESARIZIIT 5 NK ZHEIREARIL, ENZEH 92.5%, 86.5%,
85.0%, 78.0%K% 1} 76.0% T - 7.

BRIR A St e OVEE 4t

ER A VERER 2 HBRICEW T, AFIOROEE LT XY 24 v L OO, &Lk OhEE
f PR T R S 5 P 5 At R OSERME D L R DN 2 T35 2 L B3R Sh T 5.
B SN PEDEENESHE (HEC) 7%

R 694 4 MBI LT= S hEak dEE, 7 > % 2k, WATHER, “HEER, HRSHERERIZBWT,
AT TFr (HEOFRME : 75 mgim®) 2 ETLERELZ I DEEE E MBI, FYEX
F RO /& b OEERE AR GROG MR Vet Z2 e & b e o OBREREAE
B L Lz, Y X2 b 300mg HOVie /& hu v 0.5mg OEEREORS %25% 177 135 4
WNZ e /& b 0.5 mg Ok G- 2 521F 72 136 44 TAFI O A EhE 2 744l L 7-.

Akynzeo fEN OV N /2 h B 05 mg HEOE G LU A U ELTOR 2 ITRT.

x2: BOFHEOHREL DAY —HEC HER

BELU AV Day 1 Day 2~Day 4

Akynzeo Akynzeo(RY EX > F300mg+/Xu /2 ha | TXH A XY 8mgl H 1A
> 0.5 mg)
TXH AKXV 12 mg

A=A = sSv /¥ ke 0.5 mg TXYAFY 2 8mgl H 2 [l
T XA K 20 mg

B FEEEARTE B 1%, i M U R K B 5B AR R 120 FRRE] (&HAR) onEM-5E4
Ml [CR (EMH-MEEFESRARL, LAF2—FKOFEHRLEER)] LThoT-.
KB O ERFEREZLLTOR 3 ICEHT 5.




®3: VRISFULFREEZT-BEICHEITHIXEEH R CEARK A ONEH INH %

VA NE Al N N
Akynzeo 0.5 mg
N=135 N=136
% % p fiE
R
Mg = 52 4 BTl
21 89.6 76.5 0.004
FREINREHIE
Mg - 52 4 P
e 98.5 89.7 0.007
R 90.4 80.1 0.018
fEm:7e L
AR 98.5 89.7 0.007
FEFE 91.9 80.1 0.006
A 91.1 76.5 0.001
BEREL L
Fotiea i 98.5 93.4 0.050
I 90.4 80.9 0.004
A1 89.6 79.4 0.021

AP R TST F B 5% 0~24 FEE
VERH LR T T T A% 25~120 WY
SAHIR X7 T F 5% 0~120 B

WS AL D ERE SR (MEC) #05%

SRR AL, 7 o2 sk, WATHERM], —HEER, FEHECHH, EEMRERIC W T, BRI
BOWIRELTCT Y R I A7 Y v+ 7 ak A7 7 I NOWIER 5425 5 T E OB %%
LIz, AFIOHEREREOFGOFIER Vet E2 8n /& b 0.5 mg OHEEREO#FESE LR L
7o RKRBROFERYGEE, 72 b TH A7 U+ 7 uiRk A7 7 3 R g iefb 2 pekid i B
ERTRINTWED, EDOHA RT7A4  CEEMEHICESF SN TN S.

TRTOBENT XY A XY L ORERKAKEG 2%

x4: RBOFHEDRELID AL —MEC HEE

BELORAL Day 1 Day 2~Day 3

Akynzeo Akynzeo (R B4 bk 300 mg+ HlE SRR 5
e /% ke 0.5mg)
TXYAHXY L 12 mg

Va1 =1 el N = % X\ /¥ e 0.5mg S ey
T XY A K 20mg

AN OETH, BEIIKERGHEICBITL. 342701 TEO T oo L F CiE
BRSE D 5.2 T DR 2 AT Lo, SIER GO A 7 VEBUTERNICR D b= HIRIZ 22> 7.
A3 1450 4 (Akynzeo BE 72544, /Sm & ha U BET254) DIEBREOHREAZ T, ZDH b
1438 4 (98.8%) 23V A 7/ 1 & T L, 12864 (88.4%) M AIEHGHIMIIBEAT LIz, GFF907
4 (62.3%) BIKEHEGHMEZRTL, KRV A 710 8T 81 7 v Thoiz.




Gt 7244 (99.9%) N7 mARAT 7 I ROEGEEZZITo. TXTCOBER I ARAT 7
I RIZMAT, REYALETY (68.0%) XiTT=E/LET Y (32.0%) OFLGEZ=ZITT.

B RWED FEERAGE B X, FUEMIEER 5.5 it 25~120 I GEFM) © CR £ Th o7z,

AR D ERAE R A LT DR 5 IZENT 5.

R5: FUorSHYAO Y+ 0OKRAT7 I KMeEEEEZT-EBEIZEITS
BE#RRUHMAOEMINHEHZE — 4 9)L 1

VAN Al N N
Akynzeo 0.5 mg
N=724 N=725
% % p fiE*
FEFmEA
M - 52 A 3T
P 76.9 69.5 0.001
F 2R EIREHIE H
M - 5 4 B 1
== i 88.4 85.0 0.047
gl 74.3 66.6 0.001
72 L
AR 90.9 87.3 0.025
B 81.8 75.6 0.004
4R 79.8 72.1 <0.001
BEZBELRL
2k 87.3 87.9 N.S.
FEFE 76.9 71.3 0.014
A1 74.6 69.1 0.020

*p 1L, AEERTEE K OV L W @RI L 7= Cochran-Mantel-Haenszel #27E 7> 5 & H.
A T NI A 7 Y At R AT 7 I RS 0~24 FRY

YRR T R IVA 7Y+ aR AT 7 I REEE% 25~120 BRRY

SEHIRE T R T A Y Ty uR R T 7 3 FEEE% 0~120 BRI

BEFIERE, &R T VA 7 NVOERGHICBAT L., JAGHRGHFICBIT L72EE T
1%, Akynzeo Ol A TR G-I 408 L THERF S u7z.

Functional Living Index-Emesis (FLIE) % T, B3 O HFAETFITxT 2 8ol & O D 52288
ZEHm L7z, B AR U TSN R Do T B OFIRIE, Akynzeo #f (78.5%) OJ
nosm st hr U (721%) L0 b 6.3%m>72 (p=0.005).

1B SR |3 BT (R I DL NS EFE D FE Y & 5217 T B KR & L2 R RG LRl

Bl 1B TIL, bFEE (DAVRTTF, VATTF, £FVVFT7F, RFV/LE
rEET) OPIRKR KRR G %% T 1255 413 408 Akynzeo BE (309 44) XIXT7 L e X v
FROVSm & hr o (104 4) IZHIVFHT N, TXTOHA 7 vE#E L CTReEROE
MEITMERE S LTz



/NRAEH
RN RS ST 1Y, AGRZ UG L7 #ISIEI 31T 5 PIP OWEIZIE D&, (LFBFEH IR -
& D FEAICkT 2 1 DL EO/NRAERY 78/ v h&E%IGt L LTz Akynzeo D FERAE RO H FHS

PIEEA U7, DNRICBITAFERIZOWTIZ 42 HEZ BB+ A2 L.

52 ZEYBREFENEGE
WU
KK

E MIXHTHRYEZ Y FOMEIASA AT XA Z YT 4 IZElT 57 —ZIIE LTV,
FVEH Y NEFIRNESG L 2 BROT—2 006, & MIBITFA2 M F T XA Z U7 41%
60% %2 5 EHEIND. HERORGRERTIX, Y X MIEEH% 15000 3R E T
MAEF CRIEFRETH -7z, MIFEPREIT—RRIUBREZ -0, K5 FFH#T Cuun ([ LTZ. 10
~300mg DT, Cpu LONAUC /37 A — X (ZH L% EA 2 HEINNED Sz,

R EH R 300 mg DHIERR #5425 T TR N 82 A4 12\ T, XY B X 2 kD E L
BEPIREE (Coax) 13486 £268 ng/mL CEIME +SD), fierm MAE IR EEBNERFH] (tna) O HEIE
5.25 B§fE], AUC 1% 15032 + 6858 h'ng/mL Td-7=. GFEMIT ClikttizBtLv b2y e 2 b
DOBEFERENE <, Cuax 25 131 1%, AUC 28 1.02 5@ <, 328 1.36 5 R - 72,

BRI OEBEE, *Y EX Y FO AUCL MK O Copoy (FZNEI LT FE RN 1265 ER L=,
FRF K

BRFRE R S OYE B LS AR A % 30 23 [ CHELEREERNR G LIz s &, FARYEX |k
(TR RS TS Coax (L, BT OWIEEHNE | FFEIRTE CTh o 72, milFHENE GO
T30 0LINIZ, RARYEZ L FOBREIL Cpax @ 1%RIEICETIR T L, xYEX U ML
Om ¥ ha rOEYENRE X A —#1%, Akynzeo 300 mg/0.5 mg fifi 77 7" /L D 544 & [FIFEHE
ThoT-.

&6: BERAA (HV) RWEEEHIZET S Akynzeo RiFidHRARMEHRERIR5ED PK
NG A—=5 (FHERD CV%)

RRARYEH V| XYvH U+ Al= A A =
HV 6431 (14) 841 (21) 2.1(61)
Conax (ng/mL) e 3478 (45) 590 (28) 0.8 (35)
1 HV 0.5(0.25—0.5) 0.5 (0.5 0.4) 0.55

tmax (1) e 0.5 (0.5 0.6) 0.6 (0.5 4) 0.6 (0.5—6)
HV 2938 (12) 13854 (21) 35 (33)

AUC (ng*h/mL) B 1401 (46) 15588 (32) 36 (30)
HV 0.96 (57) 36.1(19) 43 (32)

tiz (b) [ 0.75 (54) 144 (50) 58 (47)

PhefiE (B ME-ROKME), PHY TIlEAR— 7 Ak

RARYEH 2 D Cpax LN AUC 1IFEFERR AN L0 & BE DO E MR- T2, xRV EX 2 hD

EHIREERIIFERE TH 7.

fEEERR A T, RARY EX V OB &% 17.6 mg 15 353 mg ([T & L7- DI, AR
VB X N OB R BRI L7z




N Sl Az

ROEE%, v/t ba TR EN, T SA T T 41X 97%ICET D, B
FRAIZRBWT, Bl E O CHERE DS Lz L& oa & e v Okm M RE (Cha)
RO B AR T fE (AUC).,) O, 3.0~80 pg/kg O TH GBI L Tz,

sSw /& b 0.5 mg & BERE ARG U7 B 22 36 4 TlE, fem AT IRE (Cou)
25 0.81 + 1.66 ng/mL (FEJE +SD), s A P EIERFR] (Tha) 23 5.1+ 1.7 FFETH o 72,
M (18 44) 133 ME (18 4) X0 & AUC FEHIMED 35%, Cuax THIMED 26%m0 1> 7. ALFIRIE
O 1A N e /& b7 0.5 mg & B[RRSO G U7 BT 1240 TIE, Crax 23 0.93 £ 0.34 ng/mL,

Tomax 23 5.1 £59 B TH o 72, AUC ITHEBE O FDMERERA LV b 30%E 0> 7. @R IE R

1/ ha ARG Cppw XN AUC TR L 2o 7.
pAKii]
REE P

FEREICRYEHX > F300mg R O#KEG L& &, XY EX Y FOERNENREIL 2-2 0%
— FAVRNETFATESN, @57 V7 70 AOHEE T REIL 20.5 L/h T, SAEmEEh =
NR—=hAV FTREDo7T2 486L). XY EHX v MIENCZE DO EEHH ML K OIM3 Ot b i
EARMARIT, 10~1500 ng/mL OFEEFPHT 99% %2 B2 TRV, 3%\ OTEERFY M2 O ifiiE
EABARITIT%ETH - 7.
KR FK B

TR A K VBB T DR AR Y B X o S OGHRFE (Vz) OFHE £SD I, T2 124
+76 L KTN296+535L THoT-. mARYEX > Ot MEE AR ARIE, 1 uM T 92%, 10 uM
T95%Th Y, WEHERIT 5% ~8%TH o7z,
N /Sl Az

Na ) harOGARFEIIN83+£25 kg TH Y, Nu /& ha D) 62%03 MAEE A &k
HB7T 5.
RN ZE 4L
REL P

IV X R 30mg L EORO#EE T, b MUFEFRIZ 3 SOREABRE ST D (NETU
DL A F AR - M1, NETU O N-AF > KK : M2, NETU Dt R 2 F )UK : M3). Invitro
BB LY, 2y 4 > b OMREIZIE CYP3A4 I QNS —#F1E CYP2D6 K& TN CYP2C9 2335 L
TWDHZENRBINTND., XY EHX 2 b 300mg ZHERROKEL Lz L&, #5196 B
B omER Ry v X b SR O TFEIMEIL 0.13~0.49 TH o7z, T D O ITRERIETHY
ThHY, BH% 24 2R E 2 CEPESITHD L2 e n, 37 B 2 MR
SNDHZENRERSNIZ. M1, M2 BT M3 D Chg DT TN ENBUL AW DRI 11%, 47%
LN 16%TH Y, AUC IFBULAEMITx LT M2 B b o7 (14%) OIZxtL, M1 KTO'M3
D AUC IZZNENBUL A DK 29% K R 33% Th o 7=, BOIE)FEET VBT, EY
M1, M2 RO'M3 IFW T b 3EBNEMEZ /325 2 & D3R S 4L, M3 OTEMER R B, M2 OfE
PED e b IR o 72
KR FK B

RARXYEH L NMEinvivo T, IR GFRIZ L D #9CR Y B X v MBI LS.
Akynzeo 235 mg/0.25 mg MRS R &2 RN G L7 BB Tk, xYEZ U FERAR
YEX RO AUC O LEH LR Y EX  FOBREBEEIIAAR Y EX  MEBEED 175 ThH



S, FYEX Y FORFH ML, M2 KOIM3 1L, B EINT-3Y EX Y M XD EHOITES
iz, BETE, B ML, M2 XOIM3 O AUC B8 L= oRERT, Th
FRRYEH S MRBERED 32%, 21%K28% ThH o7, M1, M2 KT M3 Dty O FRALI,

TNEN12, 2 K12 TH - 7=,

N Sl Az

Ra e AREB ORI X0 RS H, K9 50%2% 2 DO EERFBHY N-AF > Kotm
ThrUKEO6-S-E FrFm/ Ehr U lEBmIND. Z0UoDENENORBIDBET D
5-HTy S B MRFEGUEMET, Nv /& b e U E T DIEMHD 1%IZH 72720, In vitro AREHFABRIZ LV,
v/ b OREHTIE CYP2D6 W TNZ —#61% CYP3A4 (N CYPIA2 23 5- L T4 Z & AR
WX TWA, LarL, CYP2D6 H/E D Poor Metabolizer & Extensive Metabolizer & O], kK
TEMENRE /N T A — Z A BEZEITRO G TR0,

HE
REE P

ARNOR A EHE, RV EH 2 MIZREEBIEENEN HHRE S, BEE IR T HIHEK
IO EEEIL 88 R TH H. B VT T U A, 1Y EX v N BEEYE O EE R PRI T
IRV, XY XU MERAKRE L L&, REMEORPPRIEERIT 1% KM TH Y, JREOFHEE
H DT RERIN R IXZ 24 3.95% K TN 70.7% Th > 7-.

B4 120 BERBILANIS, [MCl-R Y B4 o b & L TR A 3G LT T RE D FI45 03 JR S V(S i
WM S 7z, MR X 2 PRt 3 5-1% 29~30 H BIZSE T3 5 L HEE i,
KR FK B

Akynzeo 235 mg/0.25 mg RIFHIEIR M R A RN G Lo & &, AAR Y EZ o o
IR IR T 0 7 7 A VCHE > TR T L7z, SEEHER TH 30 5 OF AT, mARYE
22 N OIMAERPREE OEIEIE Cpax @ 1%A3 Td o 72
N Sl

BERERR A 6 £ 12[Cl-8a /& b 075 mg ZHERRAO#G L2 & &, BIETRED 85%~93%
DR, 5%~8% AN FAEHIZHRM: S ie. REKIK E L CTRPICHRE S e Se /& e D&,
TG BEDK 40%IZHHY Lz, ~a /& b e OB (L) 1L, ek hae s 7 s
0.5 mg Z 5 U7 BRI C 37 + 12 5[] (CFIME +SD), A T48+ 19 Th o7z, /\m
/7 b K075 mg ZHBEIFRIRNE G- Lz L&, @BERAICB T e eieroed sV
7T A% 160 +35 mL/Wkg (K4 +SD), B2 U7 72 A1 66.5+ 182 mL/Wkg ToHh -7z,
el 7 B EE A
T RERE
REE P

BRE 84), HEE 84) KUOEE Q4) OIFMERERE CTIX, 3YEX Y FOKERE
JE B ORI 3 B 3o it D AR AT EE R T 7223, FFRERERE E s & ek A\ O )7 Tl
FRENENH ST, XY EX U NOBEER (Cpyx, AUCo L TN AUC.,) 1%, <G 2 EERE A
IZHT, B DOIFHIEREBRE TENTI 11%, 28% K& N 19%m <, R O fFHRERE = B
TENZI T0%, 88%K N 143% -1, T DI, BEEEN D hERE D ITHERENE E 2 9 5 B
THEAROHEFEHIIRETH L. HEOHEERESRZE (ChidPugh A= 729LLE) OF—
ZIFRGN TN D.




N Sl Az

FFHERERE 21T, RIS R T e har DY 7 VT 5 RACHEBICES 2 RIS T
V. BEOIFREREBRE T3S /& b e v ORI OIER & OV S g B O FEO -
ANROONDHD, HEAZEET D MLEITR0.
AR IR
REE P

SRR AT TIE R Y B X v b E T D REE ORBRIL I S LTV 72V ADME R T,
TRTORY EHX L bBEYE O R FHEIER D 5%ATM, REICKRO IR P PEERN R> v 7 o b
HE&D I%RECTH-T-Z &0 n, HERGHOR Y EX VN UIREOEREI < bThes
Zbnb. £, BEMPKHBRICBWNT, XY EX L RO PK/NT A—F L BHiEEED~—
— & OMITHBITRRO o 7.
N Sk

B & B DO BRERERE R 1, S ) b D PK ST A —F T BB L FIE S /0.
HEOBHBRELRE TIX, v /& e UIRNER SR OB S RERIE, B &L
THI28% @ T-. RHEM PKBRCIL, 7 v 7F =027 UT 72 A (CLer) MEWEEIT (1
JebharDr VT I ARz m ) b v ORBERICHEERELE LT LT 2 LT
o7,

ZOY, BHEEREFEL AT 2EE CTIIHELHHETICAREZHE G T2 NAETHS.

KHFERBBEFICEBNTRY EX M XTI m /& b a 3EHE ST,

53 JFEERREMET—4
al = =V

R TOEMIL, & P TORGRBFERELZ RIS BIDLEEIOLNIBHEETRD LN
LOTHY, BEMRERIITEA LR o, FEHEERBRICBWNT, S/ ® bruiL, B
TEWVIRET, DEOMAME ONFHSWIZEE G35 A 4 F ¥ RVl L, 1SE)FEA R
FIERT 5 AMEENSEO LN TS, 7y MWz 1 » AoROKEEGFEERRTIX, o
JE bR A KO EROEERRD ST, B HIX, GEE, M - RRIERAE, i
AEBRFEF IOV TEESUIHEN LA EERITRRD S Then., @R SW T, B
RRNOREONTET—Z LG THRWY (46 THSH). N\u /& o BRI,
EBHEO ey (FHEE b MEKRIREED 15 50 LOREE) 2 2 FFER KRG L
=LA, Ty NTHEE, NOWMEAEY (FIRE, FEE, P, &SI & OV SIS
ORBLLEN EH LR, ~UATIIINOFLORBRIT EH L) o7. BT IXZELITH
HEATW2RNWHDD, SHAERTHEIA LI & XUERANTE MIBWTHEHEHZEK LTV
ZEMD, INLOFTRICERKRNRERIZRVWEEZE I LS.
IV EE L NOBEMBERORY X R Eoka s hu oS

LA VSRR QN HL A K OV A # 5B BRIC 26O < FEERRRBR CoOERIE, & Mamilk
BEABIOIBFEETRDOONIZLEDOTHY, WIKHRERITIZEA LR ST, Ty FERUA
XZBWNT, RV EX Y NOREEG%IZY VIREE (AkRk~27 v 77 —2) RO LT
5. [EEHIRZR T, 26 OERIXRHERNUTHRSMICHERN Thoe. ZALOFTROE k
ICRBITDEZRIAHATHS.




FERRRBRICBNT, 2V XY N EROZEORFBIE NN Sm /& e oA, T
BB E CTLEDO R & ORI 535 A 4> F % RV 2l U, ISBYFEN RN 4 Ik
ETOREENRD LN TNDS. BEHWex Y v X v oA AEEERR T, ZIR6E,
i AT AEBRE BT OV CEE IM#EN A EERITRD b Th R0, R Y b X0ORE R
Ejiﬂ;ﬁ IRV EH U N 10 mgkg/day L EOHETEAR LG Lo & &, RIEOLE L OVE DAL E R

, BB HEiIES X ORIZEEBE AR OV THRILROHNARBD bz, VX E2HWHE
W%A%Hybﬁﬁfi 30 mg/kg/day FED RIIEATFOREYE 4 BN M ER, /NIRERSE & OVHEK S K
RRRDO LN, ZNHDOFTAOE MIBITHERIFIAATH LS. BN ORAIZONT
m,z/t&/k®%%ﬁ%#%7—&i%%hfw&w.z/t&/b’ﬁﬂﬁriﬁw.
RARYEH b

YR T > N ORRIEOIRER RN A ARy B2 2 N2 A RN ES ((EEREO &Y A 7L
THE#E G Ihb e MEEHETORY EX > O AUC O 3 fFICHYToHE) Lzt 24, b
BOBGBIENRBO GTc. 7y MIRARY EX » MR K 13 mgkg (KFRIEDOEY A 7L
THREG NSt MEZHETORYEX Y SO AUC O 2 f5ICHYS 42 &) F CHA®ZE L
7ol |- REREICHT H2RBEIRO N7, HRT v MTBITHAFRARYEH b
DEHFREFEEIZONTT —ZNROLNTNDZD, AUCIZHASNWTT v ek FOFRARYEX
Y MBREBEEAKT 5 Z LILTERY. U FOIMEIAMITRARY v 4 k% 6 mg/kg/day (b
FHEOH YA 7V THERGE IS MEEHETORARXY EZ - RO AUC D 9 {5, x>V
2RO AUC D 04 FIZHY T2 HE) UL EOHETEHAFIRNES L 25, WO
DR LIz, 3 mgkg/day (LFFEOEKY A 7V CTHIEER G S5 e MERHETOR AR Y
EX 2 D AUC D 544%, Y EH 2 hD AUC O 04 FICHYST 5 HE) Cidv I 8ix
WOLNIRNoT. Ty OB ORI AR Y B X & 39 mgkg ((BFIRIED
B A 7V THEERGE SIS MERETORY EZ L D AUC O 3 (2I2FY 4% H &) Tl H
HRNE G- L& 2 A, AL E TICHAEROKEENRD biiziEn, HiRRE (B
JEBH, IRARPHA L VB R BE) OFIENRO bz, T b OB, A~ (KEHN
O e OB OW) & BE U=, 13 mg/kg/day (LFHEIEDOKY A 7 )V CTHEIRG S b e
MERHETORY EX 2 O AUC O 2 fFI2MY 3 2 &) CI AR IR EITR D &
o7z,

RAZXYVEHRL R v harofiH

U Y RIZHB T D ERN R OCEBARN S « BREEE S LT, I <BMD HRE DR TR &

e, BEETRAE CALITRRD b o T

TYXICB T ARG S (BRI L T ARWERRRE FRH) - BRASEE LT, I <EM
D> HHRFE DOFLEER OV < B TR R D7z, BAMBIMRA CRIEORIE (BREED D PEH)
R ORBGBIER (B D) Nt S,

6. HFIHHMH
6.1 HmYy—%
v =h—)

=7 Mg+ MU 7 A (E386)
KEg(bF N U o (B524) (pH FAFEH)



HEme (E507) (pH FH#EH)
6.2 MMEER

Akynzeo ARG BRI ARIZ, Ca®', M@ R D MlihA 4o 2 EH T HmIKE (L b=
ik, LY R EED) CFRASEETHD.

WA PEDHERR SV TWRWIR Y, Akynzeo SRR VAR PRI A 2 L O FESE, I 1L E 3K
b & R G SUTRA L2 & [FUEIRT A > & VTSR D 72 2 E SR 2 e L C i
T 2540, AFIOEERIEIC 9 mg/mL (0.9%) EFHAEAT U U AEKTT A v BTG
THZ L.

6.3 {ERHAR

54F

TR R O IR 1% OYRIRIE 25°C R CIRET 5 Z &

ERRER IR Z /RS 5 2 &, 25°C T 24 KIZD72 0, &R ORREZEOFH), YRR
S OE i 2 EE DR ST 5.

6.4 BRREICEYT AFRIGER

W E (2°C~8°C) THRET 5.

INA T NVENFICANTHERRGFT 52 L.

AHN 2 TR IR S DIRE SAFIC O T 63 THES BT 5 2 L.

6.5 BiHF-OKHEM

20mm O LK 20mm DT VI Xy v 7 — LA EOHERGH SOmL 7 U > hH T R
INAT IV T AL TV TAD
6.6 BEERUVZOMOEKWICET HHFAGITE

AANL A FHERTICEAE L, BICART 22 L.

Akynzeo DFRBELSG 1A

AT w71 [5%7 B U BEERK T 9 mg/mL (0.9%) AT B Y 7 AWK 20 mL % /31 7 U SR IS
AT D, EIAEREET 5720, WIRITELE SIS TAORNEBICRbETEATLZE. (T
% 3 RIRRC/ICIRIIE S 5. MEROBMRIT, WRE Sy ZICH IR DR0CiTH 2 L.

AT w72 |5%7 RUBEEFHE XL 9 mgmL (0.9%) FEFHAELT N U ¥ AHKE 30 mL & FSHE U 72 8531 7L
AT AN v 7 % WA HE 3 5.

27y 73 |\FRITEE (A7 v 7 1) OEKZIITI 2 L. AKYNZEO /A T b Efiis OV & R
WZWBI L, 5%7 Ko ESE L 9 mg/mL (0.9%) EHAYILT MY U LK 30mL 2887 5 M
T A TOVULET ANy ZITRIEL, 6350 mL oK 215 5.

AT w74 |EECEETDET, AL TIVIETE N 7 e AR .

2T v 75 |BERNC, A% ORISR 7 M OERNRNT & 2GR T 5. R -RoE AN A b= 5
B, N TAXFIAN Y T EERETL L.

ARH 2 Yy BRAL 08 A T DS HENL SV TV 2 WDIRIRIZIR IR SUTIR G L2 & (6.2 THESM).
A L S s A B 1, IR O BRI BRI > THEET D 2 L.

7. BRGEAGEENGE

Helsinn Birex Pharmaceuticals Ltd.




Damastown
Mulhuddart
Dublin 15

Ireland

8. HRFEARBES
EU/1/15/1001/003

9. #EIAZEH. AZEEHHE

WIEAZEH : 20154E5 H 27 H
ARGREHH 2020451 H 9 H

10. RXENHETH

REF S OFEAE HBIIKNER S TO T =2 7Y A~ (http:/www.ema.europa.cu) CHlE A[HET




ANNEX I

A, Ny FHFORKRERDHERRIEE

B. fitfa B UM AL B3 2 A HE 33l

C. BERFBARICET 52D OEER NEH:

D. AERSDOREDOFRRFERIZBEY 2 SR UL



A, Ny FHEFORKRER G BEABIEE
2y F I B A AT 2 B O 4 B B OITLE

Helsinn Birex Pharmaceuticals Ltd.

Damastown,
Mulhuddart
Dublin 15

Ireland

B. Hb#e K OME A B9 2 EAEIHIN
RLT5H IR SR

C. HEIRFEARICET 22 DMOEER CEHF

EHHZ et RE#E (PSUR)

AF|D PSUR OFEHZESEIX, Directive 2001/83/EC @ Article 107¢(7)DHLEIC L v 2k &>
EUE#R DY A (EURD Y A ) KOWINERLTOD = 7R —2 )L E TR STV 5 L%
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Belgié/Belgique/Belgien
Vifor Pharma
Tél/Tel: +32(0)32 182070

Bbarapus
Angelini Pharma Bulgaria EOOD
Ten.: +359 2 975 13 95

Ceska republika

Angelini Pharma Ceska republika s.r.0.

Tel: (+420) 546 123 111

Danmark
Swedish Orphan Biovitrum A/S
TIf: +45 32 96 68 69

Deutschland
RIEMSER Pharma GmbH
Tel: +49 30 338427-0

Eesti
PharmaSwiss

Tel: +372 6827 400

EALGda
Galenica A.E.
TnA: +30 210 52 81 700

Espaina
Vifor Pharma Espaifia, S.L.
Tel: +34 902 121 111

France
Vifor France

Tél: +33 (0)1 41 06 58 90

Hrvatska
PharmaSwiss

Tel: +385 1 6311 833

Lietuva
PharmaSwiss

Tel: +370 5 279 07 62

Luxembourg/Luxemburg
Vifor Pharma
Tél/Tel: +32(0)32 182070

Magyarorszag
Angelini Pharma Magyarorszag Kft
Tel.: +36 1336 1614

Malta
Helsinn Birex Pharmaceuticals Ltd.

Tel.: + 353 1 822 5404

Nederland
Vifor Pharma
Tel: +31(0)88 8484300

Norge
Swedish Orphan Biovitrum AS
TIf: +47 66 82 34 00

Osterreich
Angelini Pharma Osterreich GmbH
Tel: +43-5-9-606-0

Polska
Angelini Pharma Polska Sp. z 0.0.
Tel: +48 22 70 28 200

Portugal
OM Pharma
Tel: +351 21 470 85 00

Romaénia
Angelini Pharmaceuticals Romania Srl

Tel: +40 21 331 67 67
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REIHSOFEMBFHRIL, BINEESTOY =79 A4+ (http://www.ema.curopa.cu) CHRIE A HE

Ireland
Chugai Pharma France

Tel: +33 1 79 36 36 18

island
Swedish Orphan Biovitrum A/S
TIf: +45 32 96 68 69

Italia
Italfarmaco

Tel: + 39 02 64431

Kvnpog
Galenica A.E.
TnA: +30 210 52 81 700

Latvija
PharmaSwiss

Tel: +371 6750 2185

FEORMKETA ¢
s D BT

<.

Slovenija
PharmaSwiss

Tel: +386 1 2364 700

Slovenska republika
Angelini Pharma Slovenska republika s.r.o.

Tel: +421 2 5920 7320

Suomi/Finland
Oy Swedish Orphan Biovitrum Ab
Puh./Tel: +358 201 558 840

Sverige
Swedish Orphan Biovitrum AB (publ)
Tel: +46 8 697 20 00

United Kingdom
Chugai
Tel: +44 1748 827 276
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AKYNZEO ORAL and INTRAVENOUS FORMULATIONS:
COMPANY CORE SAFETY INFORMATION
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RS AEF 17111 LT,
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e 4 7 a1 Y ReriR i 235 mg T A RESHEHEA 150 mg
— 4 RAXY L NV RRE RATFLERE L AT LIV
244 M 5 TR A /NP TS R A A
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HZNEAR : 348 FERARRT TVES VRXT V=Y ARES | 22300AMX01211
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BR7ERAE 2011 4F12H

PROEMEND?® for I. V. Infusion

) EE-EMEORTEIL VTSI L

2. B2 (ROBEIZIIBELEWVWI &)

2.1 RFH O HGXIZT TV E Y ¥ b Ixk L fcoie o B
DHHEHE [11.1.3 ]

2.2 Y FEHhoEE [1015H]

3. fHEL - MK
3.1 #m%
WA - D BFATTVESY VPAT VIV 245.3mg
(17347 H) (RATFLEZ YPELT 150mg)
I NEF N LK) 57mg
— RV NR—180 78.8mg
( 1'11"\“ ) 7K FLAE 393.8mg
IKEEALF )™ 2 TR
S LS

D ARREEFRRG RFOHEEEZZE LT, 5% @mAHEI Ty
HDOT, ELRMBEIEIFRAT 7LESY ¥ M X7V 3 V2576mg
(FATTVLES Y MeLT1575mg) THhbo

H2) EEEE L EREEELRL TS,

3. 2 HEIDMHER
# & BRSBTS H] O T V)
7.0~9.0
pH (A4 1A 7V A AR 150mL ISHE A L721)
RAEL ($ﬁd/W7w&¢ﬂ§£%1mmLum#Ltﬁ>
% IR Ff ~ R I DB IR K

4. ZHEE I3 ZHR
MBEMEERS (CXT77F2F) HECHESHERER
(@0, "EM) ERHAZEE)

5. $HRER ZHRICEET 2 EE
ARHNE IR, WA U2 PUEEEER (A7 5 F
VE) ORGOLGICRYEHNT A L, [17111713%
]

6. BiERVHE=E
(BARV12REEDNR)
D HIHH & OPHIZB VT, @H. AL I2EEL Eo
INRIZIZHR AT I LY S » b E LT 150mg % P 5 i 55 54
P51 HHEIIZ W, SEFHET 5,
(%6 » BUEDIKMBER A2 ZKFED/IE)
D HIHF] & OHHHICB VT, @, E#6 » AU Lo
BROR2ERBONBIZEERAT I LESY Y FELT
30mg/kg Z PUBEMEEEFIS- 1 HEIC 1M, sEEiET %,
722l RATFLEY e LTI50mg 22w &,

7. BERUVEABICEET 23E

7.1 KFNE, BEHIE LCanvFaxsu4 FROSHT &
RERMHHA E AL CHERT 228, 22720, avTF
IZXA5F84 FOHEIZOWTIE, A& ZEERET 7L
Vo htanvFazxrul FOEDHEEREZZELT
BHBET HZ & [102, 1675, 17.1.1-17.1.3 2IE]

_1_

7.

[oo]

©

9.

2 RHNE, B G REOMINKOEGRED EFICX ), i
SRR EN BB LR T 25720, KA1 N4 7V (K
AT FVES Y hELTI150mg) % 5mL oA AIER CHE
L. TRLOL B MHEEHET 5 2 Lo [141.1 2]
(BARG 12 EE_EDNR)

AR EAT100~250mL (e & L C 06~15 mg/mL)
En b X AMAEREKRTARL, SEEELEA KRS 1
IR 12 30 20 B 2T C s T 50

(%6 » BULEDOIIMERT 12 BEKimDIE)

30mg/kg IZAH Y 9 % i % I KR A 06~15 mg/mL & %
B XA THNL, PUEEEEA oS 1 -
30 Al 60 43 T A TR EHET 5o

CERLRERERE
A RFNOEWEARKET 7L ESY ¥ MZCYP3A4 IS 5 H &

KRG ERN %24 U, PUEME R % & o CTHFH 254 &
MEEHZ RIS EDRDH L0, HOEELTHRS TS
Z &, [102%M1]

2RIV 7)) VIR ERATL TW A EEITIE AL

P OK T — RNTBT BARALT OBIE S 2 BEL FF
W7HHZS 10 HHICE, BE oMK EEIREICRE L T
BHREZY) Y TRITH) L, [102, 1677 B3]

BEOEREZFEIHBEICHET IR
. 3 FFEEREERE
.31 EEDEERE

KENOEEARET 7L ESY v MgFEL LTFTR#E NS
720, MPREABRIEIC LR T2 BEhr S5, $72, &
JEIFHEREA 4T (Child-Pugh 2 27 >9) B&H TOMHRERIZ
e [166.3 2]

. 5 1T4%

R S OIIFIR L T AW R0 & 5 Lthicid, B#EEoRH
WD fEEE L s L SN B HEIC0AKEET S S
Lo KRDOHEUAKT S LEY Y MET v b, 9HFICH
WA BT L I EME SN TWw 5,

. 6 RILIF

BEWEOFERMEROHIRBOFENZZE L, BALOMK
BT ZRETA I L, T v MIZBWTAROIGHARK
T7VESY Y MIFTHIIBIT T 5 2 e s i Tw b,
7 /NRE

R ARE IR, B3 E%e » ARimoILIRE % L
L 72 R S ERIZ E L T vy, [17.1.3 5]

.8 EEE

— MR TIRAEBREASME T LT b, 2B, R
I ARF OFEARET 7L Y5 T b o MR
(AUC. Cmax) 2SIEEEEICHNTHE TR 25 & O
Wb [166.1 ZH]



10. A E{EA

KK OEEARET 7L E S ~ MECYPIALDIETH Y,
BREED S WO CYP3A4 [fLE (HEKRAR) K OHEMA:
HEH L. CYP2CO DFEMEN O AT 5. [164 BH]

1. BIfEA
ROBMERD D HDND LW DHDT, Bz T7I124T
VW, BENFRO SNEIERS 2R T 5 R L) %
WEZAT) S Lo

10. 1 BERHES BFAL AW L) 1.1 EXGEEA
g T 3 ) - 11. 1. 1 BSHEIEERAEIREE (Stevens-Johnson FEMREE) (HHEEAM)
. %ﬁj%% E‘%M‘ %Eﬁ“f ﬁ% FERRA T R KB, 7R A, NRESEORRED b
EEIN feit A oM | ARHOWEARELT 7L N S A gk L, s 4455 o k.
F—I v 7| EEAICED, QT | €4V o BRI 72 11.1. 2 FAM+—IBEE CAEAD)
Img. 3mg. | R, LEMEARE | CYP3A4RH & 1E H 12 1.1.3%a3v9. PFI745%5— (WFERDHEERH)
AEL 1% WRSE O RIEZHIME | Loy 2RI O L SR S5, WAL, MG IR, ATBE. ORULIHE. Ak
[2.2Z20] | HERIT BN | MRELAERT L MLFEAE T 5 IR IR D D & b2 & 1 3k 5 2 ik L, il
Vb 2y, ARX L6 YRIEETT) Z Lo [21 2]
ERDTRROFNE | 112 zOMOEHER
BEBEND D5, - -
5~10%A1i 5% A A A
10.2 GHAER (BEAICERT 5 &) A T RLAL, JEM R
g 3695 R O, SE. ST
HH 4455 FRARSEIR - BT | BT - fa bR T $E IEVEIL. 2R
CYP3A4%ZH S | AL CYP3 | AF DG AR T bt o BE, AL ARIE. A
B3H) ABLEA] (b |7V €y o hag| | A o %, SR, WHEE,
ARgaFy — | ary—n) Lo | CYP3A4D 3B T & AR, M
V, TRV A | FEEIITIZE, 5728, CYP3A4 e [ B
Y. r99An R BLE T 2% e L fa}r{;‘m‘fﬁ%ﬁﬁﬁh
<Ay UM I R e
P YoTT77LES Vb v e | MR BB H L
[167.1 28] O 1L 25 1 o \ T, W, R B S Bk
B s HAbE fE JEE AP, | B Ak O
TG aDH L k3% Wt T AR, B
INFTEL KRHFELINFTELE | KA O HEARLKT i
[1674%8] | OPHHESICE-T, | TLES S MRUYL - T ot
WIS HI OB | 7€ 2055 WA LeaXh | O Lo e, IR
KBl D5, | BMICHESNS, AST. 70
CYP3A4%FHE T | KHIOIERARIG T | RAOWFHEARAET YRR T7H —
BHH BTN Db, AR Z A A s W ALTO L5 | ¥.y-GTP.
V77T, CYP3A4DIET CILE YD
AN, BHBHT12D, ZNHDIE F5
Tz U5 ALY 7 7L ES b BUN LS, #L7F=> k.
[16.7.22:H4] DRHIREESND W Zﬁé"ﬁ‘ FOH R % R PR W
Yt i 5o DR L LR
CYP3AATHHME | SNOHDEFI DR R | AH DG AKT e erpgran | B B EREO A H
nBIEH HHESNABEN | FLES O | |m V2R s, bR
FERIRAYI | B b B, FEY | 1F 1 2CYP3A4H - b, HERER D
AFNVTVRZT | AF 2T 28 | FEMICEST 2 R W, . DU
T IFVIL| G TR AT | o0 3EH 0L H Pa——
% OMRERRET 2% | FHESLDHE , R
[7.01.81.167.3, | B ICEET 53 | 25d2o A f‘j %f‘é B | ke PERIR S
16.75.16.7.6% | &, b
W) Wa 56 A B 95 95 467
JE, FE ZEER e
CYP2COTHR# X | SNODIEA O | AH O Ak 7 B, fé ﬁ%&‘&gﬁﬁiﬁ
TINT7IY | Do CYP2CO# H1EH Zofl DR, | BB, 118, Bk, T
VTHIN, 7z 12&D, Theo A BT P ma | TIViA A Al
=M ORI SN D TS SE 7T — VIR,
(8.2, 16.7.7. Wahdbbe Je. TR IRE S A
16.7.8%: ] YYHRE
FIVE M INSOFEHIORE | P IEHHINT
IFZNVIANT | B END B LN | WRWDS, RKH DG 14, ERALDZE
T — )V W@ HDT, KK O | ERETTLEY 14. 1 ERFANBFOIE
[16.7.9% 1] PG R O | EoPEHIIC IS 14. 1.1 RFI N 7V (FAT77VLES » b & LTI150mg)
B PH1 AL | OFH OB AT %z 5mL OB CHEM T 5 2 & BRRIE, D7
RO O HE P A | T HTENHES B 2~3 NIRRT 5 2 Lo [72 2]
By B2 5 | hCnd, 14. 1. 2 RHENTIEEERABR (in vitro) 2B WT 1.5mg/mL %8
DA YIRS ZHEETHEMAMEZINTVDLIDT, RKEEE LT06

~15mg/mL & 7% 5% &9 EBARHCHET L2 L, ML
72 2~3 Ml EF A R BRAT 4 2 &



15 ZDMDEE

15. 2 FEERIREABRICE D 153k

15. 2. 1 KRN OEBREKET S LE Y v M E2H\W72F v D 24F
PGS A BRI B W T, MEHES v o 125mg/kgl H
2 [ 5 57 DL b HUR DR D8 R A R 0 58 AR SR o B,
7 v b® 125mg/kgl H 2 [a1¥% 5-3 DL 1 € HUR IR I8 N A Ha I
FEOSEROHN, BT v~ 125mg/kgl H 2 [l 5-5 &%
O'MES » b @ 5mg/kgl B 2 [1¥% 5-3 DL L C IR I IE o 56
OB, MES v @ 125mg/kgl H 2 M$%5-#: DL E T
MG DZEROBMARD Sz OWEDLDH 5,
F/20 T AD2EMBGBARERBRICBNT, v
A D 500mg/kg/ HHEELL L THMBUIRIE DA S oR . HE
~ 7 2D 1000mg/kg/ H#LLE K O~ 7 2@ 500mg/kg/
H# DL B CHEHIERE O S8 AR o3 As780 b iz & odd
Wb

15.2. 2 L IR O MEME A X WS4 B RAETIRNIXG Lz e 2
A, dmg/kg G MU L CTEERORMELED TEADD
KRRV T T ONBE R O O E, T SR 8 o ML,
iR 1 A T e OV T 8 0 v M, AR M IIIH, 6mg/kg
BHBHCHERRORKMEZMNE D 514 7 1 el /EI4E,
R HENINHIATZR 0 S N7z Hs, Mk EOMIELZE) Lo
TG o2 DHEDLRD 5,
F7-. AROEWAREKT TLEY v M EHAEROMEES v
M7 HEBERIRS L2 25, 10mg/kgl H 2 %45
FEDL LT B oS AE % OSEBH 1T 0 LML 25386 & 7z
M TNOWYOAEEATE. ZHERETI. IR EE. AT
DOIFILARAEIC BV TR 2 L, ERfE~OEEIL %
Mol OHEND 5,

16. E4pEhRE

16. 1 MAERE

16. 1. 1 BEH%E

(ERERRA)

Pl B e N BB 42 15 B AR K 150mg % 30 401 2 1 THEEIR %
HL7KE, RATFLEY Y MIEEAKTHLT LY
v MCHERIIRE SN, 7T L E S Y b O Cmax.
AUCo-co o OSTH J< P33 (Tre2) 1% Z15440ng/mL.
59,600ng-hr/mL & OF 14 B CTd o 72, U

(ng/mL)
10000
% 8000 |
i
év 6000
L
E
£ 4000
-
N
”é 2000 ¢
4
0 1
0 24 48 72
AR (hr)
RATTLEY U T7TTLEY b
AUCo-e0 Ti2 Cmax AUCo-e0 Ti2
(ng-hr/mL) (hr) (ng/mL) (ng-hr/mL) (hr)
3260+520 0.036+0.006 | 5440+2200 | 5960022900 | 14+6
Sl R 2
GV

12 3% DL B 18 i LAF oo /N W S i 5 J8 3 11 6012 A1) 150mg
305 M2 THRNKG LK 77LESY VMo
Cmax, AUCo-cof O {H &P M (Twe) T2 & h
4,070ng/mL. 61,100ng-hr/mL % 0N 101K [ T & - 720 4
%6 7 H L 12 5% A o0 /0 VP 0 5 3 15 9 1S AR
30mg/kg % 60 7 2\ THIRNIE G- L7z, 7 7L E S
¥ b ® Cmax, AUCo-co z ONHA WM (Ti2) 32 Eh
3.020ng/mL. 35200ng-hr/mL } U°5.69 KEf]CTH - 720 2

_3_

@ E£#%6 rALILE12m K
O 12 E18ET

B\ MONN |

5

Py

B (hr)
Cmax AUCo- T1/2
(ng/mL) (ng-hr/mL) (hr)
125% 2L 1
185D 40701580 6110029200 10.1+4.17
EREPIUE | ane1110 | 35200614700 | 5694140
12 A
It R A 7
16. 3

16.3 .1 EA#KEAE
FATTVLESY ¥ bomMEHEAMEEGFEIL 996~998% T
B o7 (invitro. FHEEND). /2. 7T7LEZ Y Mol
RN AFIE, 996~99.7% Tdh - 72 (invitro. RIS H
)

16.3. 2 P-BEEAE
T7VESY Y MEIP-HEERAEORETH D, /2o T L
¥y Y b2 10gmol/L DEEIZEWT, P-HEAEDOEY
THhHY VT I AF Ok % 36%[HE L7 (in vitro) -

16. 4 X384
FATTVESY ¥ M, RN THER 2 IZEEARETH L 7
TLESY v MIREE S,
fEHER A B [MC] AATFLESZ ¥ b 100mg % 1555
M2 CTRERPIE G- U7z WE, 325 72 KE ) & C o> A v i
BEDOR19% BT 7LEY v FTHY), b MIAEPIZIE 12
HOMRBURFRESINTWD, BB, 7T7LESY Y MEE
VAR YERECZEOMBOMILIC X o TREG VRS
5 (MEANTF—%),

I Zzay—2azfwvwiilicid, 77LE¥ U b
F & LTCYP3A4IZ & » TR s, —#B1Z CYPIA2 L OY
CYP2CI91Z & » T L S % 25, CYP2D6, CYP2C9,
X ix CYP2EL oG % %) %\~ (in vitro) o ¥

T/ 7T7LESY Y MECYP3A4 D FHE - B8 H O
CYP2CO OB 2 AT 5. [10. 2]

16. 5 HEstt
TR AR [UC] A2 T T LE S b 100mg % 154
M2 CTEHIRMNAES L, %5 %280 THSED
57.0% K O 45.0% A3 E NE R JL OB IcHRE S 7z (UHE
}\7_“"_57)0

16.6 HENEZEHT 28E

16. 6. 1 SkE
TR 22 i (657 L) 16#IICT 7LEY Y %21 HH
12 125mg. 2~5 H B2 80mg #1345 L 72, AUC 13IER
WEICHRTIHHEIC121f% 5 HHIC136MFIC LR L7
MEIANT—%), [98 ZH]

16.6. 2 BEEEE
TEHERL N 16 B OV s B 16 B (FEEEREsES 8 . I
WEN % LEET L RKMEREEHSH) 7 FLESY »
b 240mg % FF 1T G U 72, B B A S B o
HRORMEREBBRHZO AUC X, ZNZN0.79 15/ 07058
R L7248, InEas IRk A RIRZ bR AUC I3 &k
ER LR A CRBECTH o720 $72, MEENIZT
TVLVEY Y o AUCITEEZ KT E ol WHEIANT—
57)0 4)



16. 6. 3 ffEEEEE
Tt HE B 20 51 T OF B B 4 FE 3 20 B0 (R 8 BT ot 3% 10 461,
A EFEELEION 27 7LESY Y FELIAHBLIZ
125mg. 2~3 H B2 80mg R 15 L 72 5, flEHE i A2t
AN R N O E TR E S O AUC K. 1 HHIZ
089 R LT 110K, SHHEIZ064R R LIS TH o7 (Hh
EANTF—%)o. [931 2]

16. 7 EMHEEER

16.7.1 4 haF+J -
R AL BN LT, & a3 F Y —)b400mg # 1 H 11
10 HB R BEHG L, #55HHBIC7 7L E S ~ | 125mg %
BIOG-L2HE, 771V E% v Fo AUC K UF Cmax 13 Hih
PTHEICHRT, Z2REFNAT8RE R L5251 EH L7
MEANT—%), [102 2]

16.7.2 U7 7 EY >
fEFEE A 11BN LT, V77 Y EY > 600mg % 1 H 1
14 HMRAERS L. 85 9HHIC7 7LV Y S » b 375mg &
BIESH L2, 7 7L v b AUC KO Cmax 13 Ak
PG EIZHERT, ZNZFN009/5 K 038 F5 12K F L 7=
HHEAT—2%), [102 5]

16.7.3 I5YT L
FERERE A 10 B LTy A#I 150mg % 1 H B IZ#HIRIHR 5
L. 3%V I22mg%1HHKDY4HBISRORS LK,
I35V AD AUC IEAKIFEE IR T1 HHIZ 1.77 1%
WEH L ABHIZLI2ETH 72 BEATFT— %), ¥
(102 =]

16.7.4 SIVFT7HE L
B2 S MEEORMEEREIBICH LT, IVFTE
2 120mg & HAEHR G, ZAT7 7L ¥ %~ b 100mg % &
WRWNHES- L7z, 77 L E S v b AUC & B3 512 e
RT145R512. YVFTELD AUCIEZ Y VF 7 8 4 By
B RT140051C LR/ L AR, 77LEY U b
DFF 300mg (7 7L EF ¥ b A7 EIV230mg & FEEED
AUCKHH LN D) ZROHKG LK, 77LEY VO
AUCI HAR ¥ 5 12 R T200f512, YV F 7LD
AUCIZY VT 7 € 2 B 5 12 JX T 166 512 LA L 7:
MEAT—%), [1022]

16. 7.5 7% X AJ >
AEHESCN 11 B LTy ARHI150mg % 1 H HIZEHIR %
HL, ¥4 2%V 8mg % 1~3 HHITRLIRG L 72K,
FERHRXF O AUCIEARAIEHIFICHTLIHBIC
20185, 2HHIC186RICER L. 3HHICLI8ETH -
7o MEATF—%), ¥ [71. 102 28]]
CHAARANOEESBE 40BN~ ADH 02
B EE T — % (FF847 5) &g s L RS
W EhREFEAT DGR, PUEMIEEAI KT =k b u v ok
Bizmz, 77LV¥% v b 125mg R #kO%ES L, T34
AF ) VBI ATV 6mg & ilRNIE S L7z 7%
PRy TS5 A% TFLE S Y MNEIFHERC
HRTOS3RIHE T L7z, ©

16.7.6 A FILFL K=vOr
fEHER ANL0BICH LT, 7 F7LESY Y FELIHBIZ
125mg. 2~3 HBIZ80mg 15 L., A F V7L F=v
o %1 HHIC125mg B RIS 2~3 H H 12 40mg #% 1
Y5 L7z, XFVTL F=varo AUC IZHEME 5
WARTHIRNTES T 13415, OS5 246 I LA L 72
HEANT—%), 7P [102 5]

16.7.7 TN T 7>
EREB N LILBICR LTy TV 7 7)) v & ER SIS, 7
Z7VE¥% v bE1HHIZ125mg. 2~3 0 H 2 80mg #&I04%
H LK SHHIWKE, S(=)-UV7 7)) rolEpiEEo
kT 713066 R IHET L. INRIZ086RIIET L7z (4F
FANTF—%), ¥ [82, 102&M]]

16.7.8 RILT A3 K
fREFERHR ANLR2BIIC LT 77 LESY Y M EIHHI
125mg. 2~3H H IZ80mg#&E O 5 L. PV 7% I F
500mg %7 7V Y% v G, AHH, SHH KLU 15 H
HICROKG L2, PV 7 % 3 Fo AUCIE4 HHEIZ077
R, SHHEIZ0724%. 15 HHIC085 I T L2 UHEA
F—%). 9 [102 BH]
16. 7.9 TFZIIANZIVA—I - JIIFRAFOY
TR N P 19 Bt LTy RRITEEH] (= F =V X b
TV =) VITFATHY) & 21 HHEERGRZ, 8
HEH»SDOFXFH A Y ROFF ¥ e tarofbic
mzZ. 77Vv¥% v F%8H HI2125mg. 9~10H H I
80mg RIS L7z, AR e 4 iR 5-RE 12 FE R T, 10
HEHIZZF= VI Z 5 VF =N ® AUCIZ 081 512K
L. /JVIFZA5Fa D AUCIR 105 CTH o720 T2, BF
ARG IOHE2S 2L HEWEF T, = F =V A |
SYUF— VRO VIF ATy OMEREED NS 71l
A K TENZN036 15 KU 040 51T L7z (SHEA
F—%), [102BH]
16. 7. 10 Z Db DEEH
(1) #>4>tr0O>
HEFER N BN LTy FFF A7 o512 A,
77LE¥ Y &1 HHIZ375mg. 2~5 H HIZ 250mg #%
5. L, A > ¥ vt oy 32mg % 1 HHICERNES
L7z, v bharoAUCIRT 7L E S » I
JARRICHRT LIS CTH o7z FHEAF— %), 10
2 J7=—tra>
EFER N7 LT 77 LYY Y F21HBIC
125mg. 2~3 H HIZ80mg#k &5 L, 79 =+ +tua v
2mg % 1 H BRI G- LK, 79 =t o o AUC
IFHAPE SRR T LI0fEThH o 72 GHEATF—%), 10
(3) NaOxtEF>
RN 18 BICHT LT, 77 L E S ¥k DfE#Hl 100mg
(77V¥% b7+t 8mg & AFEE D AUC 2545 5
n5) Z1H1M4HB, 5HH» 584 200mg (77 L
Y% Y bA 72V 170mg & HBRED AUCHE LR D)
Z1IH1IEIOHME Sad+F >~ (20mg#x1HI1MI14
HR) #BH#&%5 Lz, 7 7L E% ¥ o AUC I HAR
PRI HART 073512, faFF oo AUCIE S a *
b I MBS ISR TOMABICET L BREA
7‘—“_9)0
(4) >dx >
R AL LT, YITF Y 2 025megw1HI1M
13 H X S5-H2, 77V ES » b % 7 HHIZ 125mg.
8~11 H HIZ80mg IO 5- L7z, ¥ TF ¥ @ AUC
2 OF Cmax (3 B 52T, 7H B I2099 % L O°
1.04 4%, 11 HHIZ093 15 K OV 1.0245TdH v R k&
PRG-I L MR 5 CTRBTH o 72 JHEA 7 —
9)0 11)
(5) K%t
EYEESE R 106 LT, 7TFLEY Y b ETHHBI
125mg, 2~3 H HIZ80mg#&EO#5- L. Ft ¥ F 160
~100mg/m? % 1 H HIZH#IRN$ G- L7z, Py F2u
@ AUC J O Cmax |3 B 5- R R T, 2121096
R 095 1 CThHo72 MEAF—5), 12
6) EJLIVE >
EWMEEEE 12PN LT, FFEIAY VY RTF VS
vebrurofkbiomiz, 7T7LVEY Y M ETIHBEIR
125mg, 2~3 HHIZ80mg 5L, €/ L » 25
~30mg /m*% 1 HH, 8 HH KLU'15 H HIZE RN S L
2B E 2 LVE YD AUC J O 548 T B oo L 4 vp i i
Y/ LIVE Y HME SN T, 1T HBIWC 101 RO
11615, SHHIZ100B KU LI8ETH 72 WHEIAT—
57)0 13)
) RAOARRS N2 E L ORI THA KO 125D,
Fo/NR Ao RIF E OB VT, dlE. KA
B2 U Eo/NBIZIZFAAT7T T LEY Y FELT



150mg % PUEBMENES A5 1 0 HIS T, i 17.1. 3 ENFE M (IE)

Zols TH#6 7 A LLEOILE Y % 0812 5 A o/ HE#56 1 HBLE 18 UL T /N % 3 % 12 P9 T2 & Az
W Ao BIA & OB BT, W, 456 2 A B ERIC BT BUERIE S A 5 & 0 & W B
VLA R 12 mRimO/NNBIIE A AT 7L E HUEI 72 Uy 20560 LOKER 2 F%) & L FRE
% v b & LT 30me/kg % HUEMEIES AP 5 1 H HIZ BUTFTOEBYThHo, 72, A6 7 AL ISEUTD
LIl SiEHEST %0 727510, "X T TLES v R & AN DG AR L & 7 o 72 27 BIrh 451 (14.8%) 2 Hl
LC150mg ARV Lo Thdo VEH (BB O R % &) 23D N7, T aRIE
FE. BRI 1B (37%). U ¥ SERBORA 1B (37%).
17. ERERRG 1S AP R B 1B (37%). B 1B (37%). L= -
17. 1 EERUOREMICEE T 5 58& <Y 14l (37%) Thol2o 2[5, 71, 9.7BH]
17.1. 1 EAFE IHEHAEE (BA) : » ) ;
) PUBPEREEAIED | 2R S S
B TER S W7 T - R RIRBRIC B VT, P riylirappildig Rl iy OB
N A TN AR S A %579 %‘O?vi“i (0~120H5 ) (0~24K5R]) | (24<~120WFH])
W LOWERZHENE LEIRIUTOEBY THDH, W Z’E%U#H?) 40.7% 81.5% 44.4%
¥ 7o, GA MRS & 2 o 7 17A B 46 B (264%) 12El CEGROPAVLE 1 onmy | ey | a2/
T (R A DR % &) 53D b IFze T RIfE 1878 )
. 1660 (92%). ALT FA1241 (69%). L % - 120 E 25.0% 75.0% 25.0%
D106 (57%). T A AL K9G - 8 T $E 5 5 4% % 9 Bl I8 | (3/1261) (9/12f1) (3/1261)
(52%). AST I 5861 (46%). y-GTP E H-6%1 (34%). A6 AL E 53.3% 86.7% 60.0%
JREFI5H (29%) M 05 A BRI ALBE4 6 (23%) % T 125k | (8/1561) (13/15%1) (9/1561)

Holze 6. T12H]

W7 PUEMEERE LT, YATIF v, AVKTIF o, ¥ 7
ORZAT77 I FOWTFNPIEG SN BERNGE L,

& R HI Y H
— . ] AU A JE8) 128 Bh Lo/ NBICI1E, KA % LH HIZ150me/ H Gv) 35 L
PR 955 A5 TR A o] FEFEH] 7o F72, 9=k buYIZ1IHHAOug/kg/ H (iv), &34
PG bOREE | (0~120850) | (0~24KER]) | (24<~12085 ) AF YY) VBT AT VIZ1I~2H H4mg/H (v). 3HHIZ
o % o % o % 8mg/ H (iv) ZPEHHSG L7z,

ey | | asome | aizimsm f 6 DL 128 ki 0 N RS 1 A ELH H I
30mg/kg/H (v) (7272201 150mg% E[R) &5 L7z 79 =
T TR TED) 47.3% 80.8% 48.8% thEYiZ1HHAOug/ke/ B (v), FFH A5V 2 VBT
SRR (79/16761) | (135/167f1) ( 81/166%1) A FVIE1~2H HO0Img/kg/ H (iv) (7272 Ldmg% L), 3
% HH202mg/kg/ H (iv) (72721l 8mg% LIR) #pEH%EG L

: p<0.05 N
ED EREEAE LT YATIF o R SN BEE R t;}o CHHEMED Y A TS F . ANEFTF v, ¥ rak
Ll 277 3K, b U AR DL o i M I 955 ) o0 1%

H2) A# % 1HHIZ150mg/ H (v) #5- L7z,
T/, 92k bru il HH4A0ug/kg/H (iv), ¥ 2%
V) VBT AT VIFIHHEIOmg/H (v). 2H H4 mg/H
(iv)s 3HH8 mg/H (iv) % fFH#ES- L7z

H3) o=t btu idlHH4A0ug/kg/H (iv). TFH x5V )
VI ATVIZIHH20mg/ H (v). 2~3HH8 mg/H (iv)
PR E- L7z,

17.1. 2 iBH R AR BR (B A)

W CEMG SN EIH - EERIEERERICB VT, Ul
PEREIE AT 5 5 O KW RIS B 2R 22 L, »o%iFE
W LOERZENE LIZANFRRIUTOEBY) THDH,
F 72, REVETAMN R E % - 72 1143 61h 87 %) (7.6%) (2
e (BIRREMORE 2 &) PR obhiz, EAEIE
Hid, 236 (20%). Lxo< 0 18#1 (16%) THo
720 [5a 71ZMW]

HHICHKY, 9=t bar40ug/kg/ A (v) OFFifk5 %
fToThbdwk L7,

18. ZrxhERIE

18. 1 fEA#RF
FATT7VESY ¥ ME, EIRN G- % 3R 2 G ERK T
HBETTLEY Y MIRHERE, DV 7 FLESY v M
RW=2—vF=r1 (NK1) ZHEETIEIEATH 5,

18.2 kA7 L EA > N OEEER

18.2.1 Za—Ax% =21 (NKi) SREFICKHT 2#ESHEEEN
KRATTLEY v MEF v £ =— XA R ¥ — IR kA
JatkicssBl s F NKL 28R 5 BLyT 25 v
APOKAEMEL, € DICHMH 1 21nmol/LTdH - 72
(in vitro) . 10

18. 3 EMAGTHH 7L EL L FDEEER

18.3.1 Za—0O% =21 (NK1) SEGIEHER

TR AL (1) NKi BEEITHT 3HAM
PO A H S TEZEH] VAVAZ <R AV N F Ak o = WAWNY S A /T 3 B3 )
LG oORH | (0~12005H) | (0~24I 1) | (24<~12015 ) BICHB S e F NKLSHERICHT 2 BLYy 725 v
— 71.9% 89.0% 74.3% AP D% Kﬂ%}/\ Z ® ICs0 f# 1% 0.lnmol/L. Kd i 1&
(795/1106%1) | (963/1082f) | (822/1106f) 86pmol/L (Hill #%=11) TH -7z (invitro)s 7
7701/'67 :/]\ 72.3% 880% 74.2% (2) EE NK &gﬁ{?i’]%%%}im L:i‘j‘j- 61’Fm
BRI (820/1134%1) | (974/1107%1) | (841/1133%1) Z’Z"{‘%{i ;J %)U{f;ggl? éﬁ/ glﬂlz)%?i }; L’;;; Xﬁgg ﬁlefl
— — SEREEISE) T ML MU LIS 208 L
B 2 LG AT 7 S i S A REE A Z O Kafii 13009+0020mol/L (n=3) T & » 72 — Ji,

7E5) A# % 1HHIZ150mg/ H (v) %5 L7z
T A vyt idlHEERZmg/H (v). ¥ 25
V'V i31H H12mg/H (po). 2H H8mg/H (po). 3~4HH
16mg/ H (po) % PG L7z,

#6) 77LE¥% v ba1HH125mg/H (po). 2~3H H80mg/H
(po) ¥&4-L7z0
T A vy e bu Y idIHERZmg/H (v). ¥4 2%
V' VIE1HH12mg/H (po). 2~4H H8mg/H (po) % Bt
Bh L7,

(Nlel) -=2—uaF=r A (410) (NK2ZFARVEDIEE) 3
I X BREWE ROy 7 4 4 F (NKs 28R EB)
) FRIC L B EFEREIB MBS ISx Ly 1 g mol/L @
BEICBW TR R RS h 72 (invitro)o 17

18.3.2 Y AT F U REMIFHER

(1) PRTSFUFREHREICHT 21EH
VATSFUTHERLIET Ly PO S EFHEIEA4
BT TR L, VAT T F L 35T EIRN
Peh5d L WIZ TN G352 8I2ED, 77 L



¥ v MR RS % SRR ICEE L, RS
Tl Img/kg U Eo & T, 728 0%5 Tl 3mg/kg
D TR B 2 13 R5E 2B L7z, 18
(2) YRTIFUBERAMEVIOERMIEM RIS 5/ER
VATSFTHERLZMET 2 Uy b oS ERHKS
(FFFE 24 We R £ T) W O BIS MR BSOS (3556 24 W R
Vg 72EMET) 288 L, YA 755 v &5 21/
BRI GTAHZ LX), 77LEY ¥ MW EE
MBS E CORBEZIERET 5 & & B IR E % 30
fil L. 16mg/kg ® fw TAME KL OIS PR SO0 2 1313
SELITHIHI L 722, 18
@) YRATIFUBREHRIGICHTEITET AL RUF
CHEE A (5-HT: 2RAERREGIHE) &OFARER
T77VE¥S b 0lmg/kg BRMNIX G- & XY ATV
20mg/kg RIS 5 Wizt > ¥ v+ b a » 01mg/kg
RN G- E DL D, Y AT SF U HGHBICEE
ENAHEZ7=VLy boLyF ¥ 7 LOTEH: MBI EA L.
FNEFNOHMPEE- L) bEMEER L7z, 1®
18. 3.3 ZREINE ZRVEI b X FRIEHIHER
Tl MIBUILATRELMLRADLWVITELL R FH
H#HFFEOPREEL 8%, 77V E S ¥ bid 3mg/kg H
BRI S- TR L 720 19

19. BB T 3 B{EZHAMA

—fk KATTFLE S Y b AZ VI~ (Fosaprepitant
Meglumine)

b4 3-1((2R35)-2-1(1R)-1-[3,5-
Bis (trifluoromethyl) phenyl]ethoxy} -3-
(4-fluorophenyl) morpholin-4-yl) methyl]-5-0x0-4,5-
dihydro-1H-1,24-triazol-1-ylphosphonic acid bis[1-
deoxy-1-(methylamino) -p-glucitol]

43 ¥-3 1 CasH22F7N4O6P - 2C7H17N O5

o 1004.83

oK ARRBEIA~IKABORETHD, A5 ) =,
TAFNVANVEF Y FIZHETRT L KITRRET
gL, TF 7 —=)b (995) (THED THETIZL L,
T I M) NIZIZEAEBIT RV,

ey St

HO H H OH

H .2 HOW/ “CHs
HO H H OH
F

21. A& MH
PR3 Gn ) A 7 FHETH 2 K ED L BN ERIT L2 &,

ZT

22. A%
534 7V

23. EEH

1) /NEPSER N, T2 ¢ g RS T AIRER (REPIER) S 201149
H26 H&#. CTD 2722)

2) /NP T3 ¢ EIN/N R B PRGAER & 4 THAH— A EROR
A REERE  20164E3 H 18 H KR, CTD 2.76.7)

3) Sanchez R. I et al. : Drug Metab. Dispos., 2004 ; 32 :
1287-1292

4) Bergman A. ]. et al. : Clin. Pharmacokinet., 2005 : 44 :
637-647

5) Marbury T. C. et al. : J. Clin. Pharmacol, 2011 ; 51 :
1712-1720

6) it 1T 2> : Cancer Chemother. Pharmacol., 2008 :
63 : 75-83

7) McCrea J. B. et al. : Clin. Pharmacol. Ther., 2003 : 74 :

17-24

8) Depré M. et al. : Eur. J. Clin. Pharmacol,, 2005 : 61 :
341-346

9) Shadle C. R. et al. : J. Clin. Pharmacol,, 2004 ; 44 : 215-223

10) Blum R. A. et al. : Clin. Ther., 2003 : 25 : 1407-1419

11) Feuring M. et al. : J. Clin. Pharmacol,, 2003 : 43 : 912-917

12) Nygren P. et al. : Cancer Chemother. Pharmacol., 2005 ;
55 : 609-616

13) Loos W. J. et al. : Cancer Chemother. Pharmacol., 2007 :
59 1 407-412

14) 758§ 132> © Ann. Oncol, 2013 ; 24 : 1067-1073

15) Grunberg S. et al. : J. Clin. Oncol,, 2011 ; 29 : 1495-1501

16) /NEEG T : A2 7 7L ¥ ¥ ¥ b NKiZ &R PUEH
(GGEP L 20114E9 H 26 0 &#E, CTD 262.2)

17) NS TE 7 7L ¥ v P NKiZAEREDUEN (1
PUEEL ; 20094E10 H 16 H &S, CTD 2.6.2.2)

18) Tattersall F. D. et al. : Neuropharmacology, 2000 ; 39 :
652-663

19) /NEFIG T © 7REV L A ROV & A FBIEMEMIH
- GGENE R 20094510 H 16 HZKGE. CTD 26.2.2)

24, XERERUVBEVEDHESE
/NEPEE N TR < T D AIRRE

T541-8564 KRBT H YL X AKESNT 1 T H 8% 2 5
ik 0120-626-190

26. HERTEES
26.1 BLEHR5E

ookl bt

®Registered Trademark of Merck Sharp & Dohme Corp., a subsidiary of
Merck & Co., Inc., Whitehouse Station, N.J., US.A.

PEM-A ]



X OBHXE (B) FEEREOIOTHY,
BRHORXEEZSRI S L.

7Oh!) AREFHRE 235mg

F15 (EVa3—I)L1) : HEESETEIER
RUHRMAXEIZEAT 215

1.8 &HIXE (F)

Kie#E S T ¥kt



T Y A g L8 IRACE ()

B
H TR ettt ettt et a et e nt ettt et en et et neeneeaens 2
L8 TS ICEE () oot 3
1.8.1 TRET SCEE (Z2) e 3
1.8.2 NRE XTI (22 KON DFETEIRML....oooeveee e 9
1.8.2.1 ST A RN TR (Z2) oo 9
1.8.2.2 HEE T D 2hBESUTRN R () OBERI. oo, 9
1.8.2.3 PHEESUTN RN 2 FE () KUZE ORRERIL............. 10
1.8.3 FELOHE () WONCZEDOFETERIL ..., 10
1.8.3.1 FEET D RER O E () e, 10
1.8.3.2 HE5T 2 HEROHE () OB ERIL e, 10
1.8.3.3 MEKROHEICEET HEE () NS ORERIL......... 11
1.8.4 EH EOEE (2) KOEDORRERM. ..o, 12

x—F
7 1.82.2-1 2 CR ORI ELEL (10057030) oo 9



T Y A g L8 IRACE ()

1.8 HAIXE ()

1.8.1 RMIXE ()
T U A ST EE 235 mg OIRACE (R) 2 4~8 RX—VIIR LT,



7 u k) A S REERE

20XX 4 XX H R (5 1 i)

Br % 1 2~8C
H % B M :30HEA

BRI NK, Z 2R HLE S
RRRYESR v MECYIRRIE ST

BRI, WAZEERMEE-EMFOLLTZICLVEMRTDLIL)

L8 IRACE ()

BARZEERDEES 872391

ARBS

ARFERAIE

PIOIVIR. 7% 235mg

Arokaris. V. infusion

2. BR (ROBEICFESLAEWI L)
2.1 FFNO o5 LIRBUE OB D & 2 B

2.2 W SUFAESR LTV AIRENED & 5 2tk [9. 5 2R

3. fHRL - K
3.1 #Rk
o 1347w
" 10mL 1
RARY L LR 260m;
s imi%yi&ibgﬁf%ﬁ (%mz
k Losa — 2K 1200mg
AU Y L— ] 80 300mg
gl [7evre sy a—u 10mg
YN[ syl NURVEN i
S i
3.2 WHIOHK
PR Mt~ ETEIH Ok
pH 7.5~9.5
REH (PRI D) 2.4~2.5

4. HEEXITHE

REEESH (CRTIFU%E) BEITHSHEIERERKR (B

i, @) GER#AZET)

5. PEEXIIHRIZEEET HEE

AFNTIRNELL, WEHE3E U 2 PUEEEER A7 7T

%) EERETAEAICERVERATS L. [17.1.1, 17.1.2

2]

6. AERUAE

o FIA & OFFRICR T, WBHE, RAKIEEARY EX
v hE LT 235mg ZPURMEIESAIR S 1 A BT 1], AR

T 5.

1. BERUVRBECEET 5FE

7.1 PUEMEER SAc R 52K T2 L.

7.2 AL, FRIE LCTarTFarTaf REOS-HT; R
FEPURSIEA & DR L CERT 5 2 L

1.3 avFazrToAf RORAEIZOWTE, EEARERY E
ZohearFarTaf ROFEWYHEEIER%ZRE L T
HEETHZ &, [10.2, 16.7.3, 17.1.1, 17.1.2 BR]

8. EELEANEE
KHNOTEVAMLR TR Y B & > NI CYP3A (kT B FLEEM 24
L, CYP3A CARH & 2 B MENE B % & o 7= ff FH 3551 & 4 AL
ERZEZFTZERH 270, FoEELTRETLZ L.
[10., 16.7.3 ]

9. HEDBREHITHEEICEHTHEE

9.3 FFiREEE RS

9.3.1 hEEL L OIFHEEEEESE (Child-Pugh 27 TLL
B

MFRREN ERTB8ENRHD.
9.4 AGEREEHT HF

MR 5 AR D & D LotEIciE, AFIE G RO 5K T %
—EHRL, U BT ET O L5 EET 52 . [9.5 2]
9.5 FiE

PEIR SFHENRE LTV B RREMED & 5 MR 5 s 2 &
IRBRICB T, BERAROBBERERMEY, 7 M Th
FORE, U F CRINIRE & OB R T o,
BIRENFEDO LN TWD. £z, 7 v N TARAOREBE RO
RA~OBITHHERR SN TS, [2.2, 9.4 ]

9.6 23R

B EOERMERORILREOA ML ZE L, R0kt
IFHFIEERFT A Z L. BER (T ) TRAIOILH
HA~DOBATR#E STV 5.

9.7 INR%ZE

INREE R G L LT BEIRRRBR T SN L T e,

10. #HE%EA
AFNIOTEMEARL R Y B4 > MEEIC CYP3A TRE#tEND. *
72, ARBIOTEEARR R Y €& 2 I CYPIAEEHEZAT 5.
[8., 16.4 &)

10.2 #AREE (BHRICEET S L)

[16.6.1 ]

pall
Fhatry—n, r7
JRxa~Av, 7))V
aFV—, A4 T2
G =LA

[16.7.1 ZM]

PSR HRERIEWR - HEE TR | W - fERRIK T
CYP3A % PH5E 9~ 2% FEARK DTG ARG > |CYP3A FHEAIE O

v 2 s OVEM
WTA5BENNH
5.

AF & 3RV CYP3A FH.
R L OPFHIXEE
WZATH 2 k.

BRI &Y, &H
DIE PEA A R
v X v ko
PR EN LA
LBTNRDD.

CYP3A % #AE T 53K
il

U777 vy, 7
=hA %

AHFNOIFEVEAR A
v & b OVER D
BIT5BENNH

5.

CYP3A #H3A & D
PR LD, KA
DIEVEAR x>
v x v ko i E




T g Y AR

L8 IRACE ()

[16.7.2 Z]

AF & 58U CYP3A 75
BH| & OOFHITIRE
Rt E G &)
Wrah b6 5wk
BT D Z L.

PR ER T T
LBETNDRDHD.

CYP3A T =D
HFH

TXYRAFY U, Kk
XN, v akA
77 3INK, =RV
K, BEVR, 34
Fh, ) A~ AT

b OEA DM
NEBINDBLH
b5,

nE, TERYAZY
vEMAT LS E
i, TRy AEY
DOHBEZHMET D7

v, R RHEA] (| EHBEICEE TS Z
== S N A e P

e LR VAR R L
V) S

[7.3, 16.7.3 &M

A F O TE AR
IV EHE D
CYP3A FHE/EAIC
X, Zhboi
o> 1 B e R
NEATLEBE
nnds.

1. BlEA

WOBWERR S HDOND Z LRd DT, BlEEE 3147V,
FHE RO SNIBE TR G 2 P IET 5 72 S e ALE &

T2 ¢.
1.1 EXGREIEA

11 vavy, 7r2453%5— (WTRBHEARY)

1.2 ZOHithDEIER

5% 1~ B%AT 1%A5
o 1 \ . R EAT
bR (R T -
JIT B fiE S, AST
JHF Tk ALT 5 b5, ALP bR,
|
T AR R SEIR, O F
FEkEE ([Loo< b
QT &, DR
T Bt 25 SMILAE, I,
AL
IR =B, W5
{E o N VA
e, BACRPE, &4 U 7 Al
cof - 5, U, DR

14 BREDIE

141 EFFARNBOEE
ARANIILSL DT, BN v SN T B BITRBRICTEA
L, §CEBERNT 52 L.

14.2 EFIBRSBEOEE

AFNE, 30 232 CREFFETD 2 L.

16. EYEhhe
16.1 mARE
16.1.1 BEIKE

(1) ENE [ 8ER
(BEERALAD

& 118 mg

ngfmil.
1400

1200

looa

L 800
L) ]
400 [
g 200
o
&ij I; 14 Cuax Tnax AUCiye ti/e
) # | (ng/mL) (h) (ng-h/nL) (h)
(mg)
HARY g 3430 0.34 1557 0.26
s va b +450 | +0.13 +198 +0.33
4 g 344 0.52 6196 68. 6
vEx +62 | +0.06 +1531 +19.8
mARY . 6291 0.36 2896 0.96
935 v +681 | +0.13 +320 +0. 45
E % . 852 0.52 17718 70. 4
va b +138 | =+0.06 +4067 +22.3
HRAFRY . 8742 0.43 3970 0.97
. vz b +1666 | +0.12 +744 +0.27
53 ED% . 1160 0.64 25944 68.6
SN +289 | +0.38 +4562 +14.7
SEHfiE + AR 22
(2) ERE 1] 1BEER
(EHEREE)

H A P R (AR 235me 2 30 43 72T TR i s IRPI 4%
HLizEE, RARYEZ Y MIESOIIEEAK R Y v &
VMBI, RARXYEZ L RRORRYEX U RO
SRR EEHERS R O ENAE R T A —Z I TO LB THho
7= 2.

(ng'mL}

A A AR R A Z A 118mg, 235mg, 353mg % 30 2y HMT T A
IR G L7z &, RARY EX 2 MIEMITTEEAR
Rry s s MofltEnz. R2AXYEZ Ly FRORRVE
2 v b OMERRERES K OEDENGE T A —Z T T L
BYTHoT- V.

. 10000
rghal. P 3000
1200 i o735 mg
.
L 1000 w6000
? 300 f 1000
: s |
i 60 £ 2000 I
: 25 o
L4m
| 0 eboo-o0—0 o
- ; 0 6 12 18 24
0 o T . T T T
o ') 48 72 % 120
IERT hr
KN )
- 151 Cuax tmax AUC1ast tie
Ry "
% | (ng/mL) (h) (ng-h/mL) (h)
(mg)
RARY 10 8448 0.41 4283 0. 60
035 EH b +1438 | +0.12 +651 +0.51%
EP4 10 1009 0.68 15259 69. 5
=7 VN +341 +0.48 +4451 +30. 6%
TR AR, K 64, 84
16.3 %

RARYEHR NRORY EX o hOmEEAMKAERIL, £
EI 93. 5% TN 99. 67% Tdh 7= (in vitro).

ARAFRY EH 2 M OATPIBL 2 (R OATP1B3 OIE CToh -~ 7= (in
vitro). XY B X NI P-HEEAEOLE DOiE% Sumol/L
THEIZHE L, BCRP O EE Ok % 6umol /L T 50%8H5E L




7 u k) A S REERE

7= (invitro). H7 v N TAFIBHEEK DA 7 = EAHM

Bk (REK - 7 RO ~OBFENRTE D b,

16.4 {34t

RAZY R ML, BERNCTEMARE R Y © 2 v MMORH

Sh, FYEH Y MIEICHA FAERD 2 oI

BEN Y. XY EZ L MIFEID CYP3A TR SN,

CYP2C9 & 1N 2D6 & AHHC —#BBE G- L7z (Zn vitro). [10. B ]

R 2 M CYP3A DIEMEZ L EEL 1. 1~2. 2umol /L TR

%2, UGT2B7 O¥EM:% 0. Tumol/L T 50%FHEE L7= (in vitro).

16.5 HEitt

TERERR A 6 £ etk Loy B4 > 1 (300mg) ™ %%

A5 L& %, B51% 336 B ClIc#Eh L ORTIZEN

I ERD 69% K% O A%D e PRI S e © BMEAT —

2). R A 13 LICRY EX b (450mg) P AR O#E L

fob &, XY EX Y hORFPEIERIT 0. 15K Th o 72 P (4

EAT—4).

16.6 FEDNEREZHTLHEE

16.6.1 AFHeEEE RS

e ERE IC R Y EZ v b (300mg) P EEO#EE L L

&, EEEEATHEREMEEME (Child-Pugh 2217 5-6) 8 4 Tl

AUC;,s DA E 2 LRI A DRI - T278, s i FTH ek o R

# (Child-Pugh 2 =7 7-9) 8 4 TITHEEEM A & Y AUC;

DA (2. 43 %) 12 EF- U7z, EEFHERERE S B (Child-Pugh

A a7 10 LA E) 2 4 CTIEAREERRR A & H AU, 73 2. 45 f512 1

HL729 GMEAT—%). [9.3.1 %]

16.7 EMHEEEA

16.7.1 CYP3A #[AET HEH|

M7 kary—i

fEFER A 17 L2 Y EHX 2 b (300mg) P &7 hafy—
(400mg #EH) ZOFAFE L7z &, 2V EH 2 hO AUC, I

B & R 2. 40 5 Th o2 P UHEAT—%). [10.2

2]

16.7.2 CYP3A #FEB Y HEH|

MmyzrzrveEYY

TERERR A 18 £y EX vk (300mg) W&V 77 vy
(600mg #EH) ZOFAFE Lz &, XYL hO AUC, I

HE G R & S 1T%SE T L2 P GEAT—%). [10.2

2]

16.7.3 CYP3A THR#BI S h ZEH

O WEFN

HEHERR N 10 IR Y EZ 2 b (300mg) ™ & 2 &Y 5 L (7. bmg)

EORBE LI &, I XY T L0 AUC ¢ I HIhE G &

2.26 {5 THo77=Y GHEAT—%). [8., 10.2 B[]

@QxzyzxAavf4y

fERER A 10 ZIZx Y EHX 2 b (300mg) Pz zm<A

v (500mg) EOFABEEL7-L &, =Y A<, ® AUC,,

IFHMRE G L 156 5 TH 72 Y SAEAT—2). (8.,

10. 2 &)

@) FE2xtL

MRS S AR Y EZ Y b (300mg) P& KX XL
(75~100mg/m?) ZPHH#FKE L= L %, FEZF B0 AUC,..

IFHMRE G L 135 5 Tho72 Y AEAT— ). (8.,

10. 2 &)

@Dy RRIT7EFR

BEMEERIERE 10 ISR Y EX 2 b (300mg) Bl mak %

7 7 X K (500~1000mg/m?*) Z#FA&EE Lzt &, v rax7
2 RO AUC o 1 FHAMIE G & bR L2055 THH- 729 UHEA

F—x). [8., 10.2 K]

BT FROK

MRS 12 ZICR Y EZ b (300mg) P L= RARYR
(35~100mg/m?) ZPFAZEE LIZL &, = FARY RO AUC

L8 IRACE ()

WRHALE G5 L R 1L 28 (5 CTh o7z Y UME AT — ). [8.,

10. 2 & ]

6)FOBIIH (TFZILTRRSSA—IL - LR/ ILFR b
L)

TR AN 24 1 Cx Y EX >k (300mg) Pl xF=LT

Z FT A= (60pg) + LR ALF A L (300pg) A

ABE L, 2F LT X N T TF— LD AUC;,, I L EIRE

B R 112 6%, LR 2 VA A R LV D AUC 1 1. 40 5T

Hotz? GMEAT—%). [8., 10.2 B[]
MNTHRHARLIY

TREERR A 17 ZICAHK] (235mg) &7 XAV (1HH

20mg, 2~4 A B : §i% 8mg) ZOFRAEE L= &, TXT A

2D ACy o (1 H B ) 1T HAM P 51 & He~ 1,50 £%, AUCss-108
ARB) F242/8THo7219 MEAT—4).

TERERRA 24 ZICR Y EZ Y b (300mg) P& F XY A x>
(1 BH: 12mg, 2~4, 6, 8 KW' 10 AH : 8mg) ZHFHEZEE
Lz, FXHAZ D AC 1%, 1, 4, 6, 8 KN 10
HEIZ, T M5~ 1,58, 2.41, 1.49, 1.20

EOLILETHo7 Y GMEAT—#). [7.3, 8., 10.2&

]

16.7.4 P-HEEOEOELE

(OP2=E,

fEHERR A 16 4126 LT, ¥a%3 > (1 HH :0.5mg % 3 [A],

2 BHLARE : 0.25mg Z#H) ORMEEGRIZ, RV EHX U b
(8 H H 450mg) P &M E L&, T332 0 AUCyy

IXHMBE G L LR 1L 04 TH o2 P GHEAT—4).

16.7.5 Z Do Him

Mo/ roy

fEEERRA 18 £l Y B X v b (450mg) ™ &m /& hryv
(0. 75mg) ZOFFAHEE LIz X, a2k ha L ® AU, ITH

PG L 110 Th o727 GMNEAT—%).

@ ¥5=troy

HARANBERER A 22 ZICAH] (236mg) &7 T =t
(40pg/kg) PG Lzt &, 7T7=% F a2 ® AUC;\ 1

B ERE L R 10T 5 Th o7 W,

1) AFIOBBENTZARIL, AAFY EH o b E U CHUEMEIESAIRS 1 BRI

1[a] 235mg TH 5.

17. BRERALIR

171 BHERVREMEICET HHBR

17.1.1 ERE 111 485488 (10057030 5XER)

B L f L PR B R IS A 35 - IR IR 5 2 AR AR (O
O+ MR 5T DA (235mg) HEIERIRN B S O A2
[ZDWT, RATFLEX b (150mg) H[EIFARNE L
Z BRI bl L7 A B AU IZLL T o L s 0 T

H5. [6., 1.38R]
B it R E H
B R Bl et e b v i
g 58 A 5 WG SE IR | IR e AR

A 75. 2% 93.9 76.8

(295/392) (368/392) (301/392)
RRAT L 71. 0% 92.6 72.8
vx b (279/393) (364/393) (286/393)

¥l VAT TF L (ZT0mg/m’) % G LEE

X2 PrEMEEG A AT, "az hay (0.75mg) KOTFH ALV (9.
Omg) % HAEIERIRIN S L7z,
MRS L=,

M3 ¢ B EE LMD U IR I 5 5 5% 0~ 120 IRFRT

X4 1 EE MM B UM A e -2 0~24 RS

5 1 MM BTV I A B - 24~120 RERY

6 MRALPEF S (AL, ZE0ERk) 72 L, 2oflnkaLE R L oERR oEIE

X7 0 AW OEMSERIHIERICONT, RAT S L ES v MIxT 2 AR DS
P DRERTZE (95%EHEIXAT) @ 4. 1% (-2. 1%~10.3%) ] 2’@H bz GELTE
v =Py 100) . 2R, IR SE A SRR R OUE TR L7z,

2~4 HRIETFH A KV (6.6mg) % Hialf




7 u k) A S REERE

AR ORIERRBRAEIT 22.2% (87/392 4) Thotz. /el
PERIZMERL 11. 2% (44/39244), Lo-o< b 4.8% (19/392 4)
Thol- .

17.1.2 EX%E [11 185888 (10057040 5X5&)

e BE g e e B MR IR A R 5 ISR IR B AR RRE LR (G
D« WEM) (2R B AH] (235mg) EEEIFRIRPI IR 55 O A 50
% BRI EHAR U 7= B AR AR XL T L B0 TH 5.
[6., 7.3&M]

AR e TR
g5 ) 0 WERE5E M= | iRk E R 5
AF 45. 9%+ 71 2%%7 51. 7%
(23/51) (36/51) (26/51)
¥l: F¥RYEev /v r7nkRA 7y I RIEZEALEY /7R AT7 7 I K
EEte b R
2 PUEMEIRSAE G802, 281 /& ka2 (0. 75mg) RO X4 2 % ' (9. 9mg)
% MR- L 7.

< e FE AR MR HURME RIS A B 5% 0~120 REfE

A ¢ HE P PR IR 45 -0 0~ 24 IR

35 ¢ EE M U A4 5% 24~120 WFH]

6 ;WIS (W, ZEmgi:) Ao L, Ao aLE e L OSEFIS O BIG
T - W SE RIS AR TR LTz

AFIORWEMFEHERIT 21.2% (11/524) Tho1-. ERREIE
FE R, Rk, RAIB0R, 3, =2 T0hInd 5.8%
(3/524) TH-o7 .

17.3 20Dt

17.3.1 DEE~NDEE

fERERL A 200 4 BRELN) [2x Y B Z > b (T ER, 200mg,
600mg) /%1 /¥ hur (FFER, 0.5mg, 1.5mg) JFHAT
THEH LOBRICHT 2B L L 25, Dl
W L TR LW Z LGRS Tz 19,

18. EzhE®

18.1 YEFAH#RF

WARYEH o ME, HRNEER, HONITTEEARER Y
v MIREENS., 2V X MY, =a—ueF=0 0
(NK) ZAREIZx LT, BRI ZRFETUER 2R

18.2 RRAXVES Y bDEEMER

bR NK ZREICHTDRARY X RO pK; L 9.92 T
o1 (in vitro).

18. 3FEMAKRRYESR > FDOEEER

18.3.1 NK 2BKICxt 9 245 EEE M

b NK ZRRICKTT 232 e 2 b pK; I 8.90 THh -
7= (in vitro).

18.3.2 ERBERFREL REIZx T H1ER

Txly MIRYEZ b (Bmg/ke) AL LEZL X,
THRENE R, FBIEFR, b3y IR G LV FHRE
SAVTZ MR S % SE A L7z 120,

18.3.3 LR ISFUBREBMLRIEIZXT B1ER

by MY X b (0.03,0.1,0.3mg/kg) ZH#EOHKE
L7z &, VAT TF U EEICLVFRINDELK)SZ 0.1
K TR0, 3mg/kg DFHRIZIBWCTH B L= 19.

18.3.4 YRTSFUFRBUHRGIZHT S0/ koY
BUTXH ALY EDOHRADER

Txlby MIRYEX b (Img/kg) RO ST /& oy
(0. Img/kg) Z#EOEL L, HIZT ¥V 2V (Img/kg)
NG L&, VAT TFUORBICLVERSND
W SOS 2 AECIE L, £72, e/ kb ROT 59
AL DRI & A LT 20,

18.3.5 ZREIL ERFRBUKGIKT H1ERA

Zxly MY EZ b (0.03, 0.1, 0.3mg/kg) RO
HllztE, 7REALERBEGICEVFHER SN DESS %
0.03, 0.1 %0r0.3mg/kg DRI WNTHZITMEI LA 9.

19. ERRICET HBILFMER
—MEHIATR © R AR Y B X v M LR

L8 IRACE ()

Fosnetupitant Chloride Hydrochloride (JAN),
Fosnetupitant (INN)

{b24 : 4-[5-{2-[3, 5-Bis (trifluoromethyl) phenyl]-A; 2-
dimethylpropanamido}—4—(2-methylphenyl) pyridin
—2-yl]-1-methyl-1-[ (phosphonooxy) methyl]pipera
zin—1-ium chloride monohydrochloride

3 ¢ Cy1HseCLFN,05P + HC1

f-& : 761.52

W ARKBIAO~HEEDOEETHD. AF ) —IR0R

W<, AERZH 7 —)b (99.5) IZHEFIZL V.
FEWIREEEETS.
b

N

7
7

B Bt

e

H;C
\ s

-
N
/1 L
H,0:P—0 N A AN\ F
.
CH,

= N7 s Cr « HCI
A

20. EiRLVEDEE

20,1 MEA B EY H U CEBIBRE LIS, ik vy
fESAIBEGIZE T D720, HAENHHED H LI n
WS 2 0T 5 Z L.

20.2 ROBEITIIHEHA LR L.

WHEBR N M~ MEQOFPFALZHEL THERL TS L&
20.3 BHHEL WL ICHEERTDHZ L.

22. %
51TV

23. EEXHK

DARARY E X h OB GKREA R : OF
OHOH, CTD2.7.6.1)

2) Sugawara, S., et al.: Cancer 2019; 125 (22) : 4076-4083
3) Gilmore, J., et al.: J. Clin. Pharmacol. 2019 ; 59 (4) :
472-487

4) 22 v hoFpEEREBRER GRKRREA R OFOA
OR, CID2.7.6.3)

5) RV X M OEYEERERAAE CKRFEA R - OFOH
OH, CTD2.7.6.12)

6) NTHERERE T BF (21T 2 Y B o+ DI EHEAER AL

# CKFBEAR : O#O0HOAR, CID2.7.6.8)

7) Calcagnile, S., et al.: Support. Care Cancer 2013 ; 21
(10) : 2879-2887

8) Lanzarotti, C., et al.: Support. Care Cancer 2013 ; 21
(10) : 2783-2791

9) RV EZ L & CYP3A TR &AL 2 KA (U IEE )
LoEMMEERN OB GKREAR : OFOHAOHR

CTD2.7.6.6)

10) RARYEZ U NEFTXY ALY v LOEYMEAIERD
#HEt GRRB4A R OO AOH, CTD2.7.6.10)

1) RV EX U NET XY A XY L OEYEANEROKRFT
CKRBFEH A - OFOHOHR, CID2.7.6.4)

12) Natale, J.J., et al.: J. Oncol. Pharm. Pract. 2016 ;
22 (3) : 485-495

13) RARXRYEX L N T T =% har b OIEYHAEIERO
A GRRB4A A OEOAOH, CTD2.7.6.9)

14) Hata A, et al.: J. Clin. Oncol. 2022;40(2) :180-188.
15) R ARY B4 v hOENE 11T LRk KR

HAH:OFOHOH, CTD2.7.6.21)

16) XV EH L NEOUSa ) harOLBRA~OEE (K
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BEHH  OFOHOH, CTD2.7.6.16)

17) RARY EHX v N OXFEZREEGIHERR GRREH
H:O#OHOH, CTD2.6.2.2)

18) XY EHX v NOFHZAEFEAERR GKGBFEAR -
OFOHOH, CTD2.6.2.2)

19) Rudd, J.A., et al.: Front. Pharmacol. 2016; 7(263):
1-11

20) VAT TFUFRELSOGICRT o R Y B X v b, Xa
IR br YV ROTF RS ALY 0 3FIGHHRER GEEREH B -
OFOHOH, CTD2.6.2.2)

24, XHERERVBEVEDEL

R TR I AR
T101-8444  HUGCHS TR H X FH ST 1-27
TEL 0120-20-4527

26. WERFTEEESE

26.1 BERSET
RMEHR S T3k U a4t
RO X ST 1-27
26.2 2%

HELSINN

AA A

P @ XEEEMS T FEAAEH
FHEHTREHESEHRET1-27

=% 28 HELSINN = =
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182 FEXEFIHR (F) RUEZDRERL
1.8.2.1 Y DAEERITHE (F)
PUBMERERIA] (27T F %) BGIHE D WIbaER (D, ar:) GEZRMIZ 51)

1.8.2.2 BREET AMAERIEIHE (F) DHRTEIRER
EPN 10057030 5RBRIE, & LML MEGUEME IS A (HEC) #¢5- /58 2 %1512, 5-hydroxytryptamines

(5-HT3) SRS e /& b e UEREE (PALO) KOT X494 %> (DEX) #f0fHL,
Pro-NETU (AR 23> v % o Mafktilet, AA) (KFOM&EIZT~T>7 U —{K fosnetupitant
BAOHE) & HEELEHIRANE S L2 & & O Neurokinin 1 (NK;) SZAMBIEPIEA AT 7L s v

WX T DL A RGET 5 Z & B E LIcHER G/ N— &, BHEEG — T Lz—
HOBEERRIZ, AR EHY IR LEL L L & OREMEEZFHET D480 - L5 —  THERL
ST 3 1:8%&5%(*&)5. ARENOFER, (LFRIEFFEERELD - EH (CINV) OREHER) 72 FE I
T HMEMH-5E4H] [Complete Response (CR : WEM-PEFGe7a L, L& e L) ] RICHESEFE
fili L7z. [EIPN 10057030 #ERIZ IV VT, EEFHMHE H Td % Mantel-Haenszel it (2 HI T FHEE A 7 (4
i X5y K OPERI) Tl U 7= a8 (HEC # 5-Bil AR 12 0~ 120 F¥fH]) CR Z1Z, Pro-NETU B T 75.2%,
RAT VLB METT1.0% Th o7z, i L2 CR FEOREMZE [95%EHEXH (CD ]
1£4.1% (-2.1%-103%) THY, BERZED 95% CI O FIRMENHELE~—T 2 (-10%) % L[Al->
722 D, Pro-NETU BED R AT 7L B v MNEECKRT B IELHEDSRGE S iz (32 1.8.2.2-1).

FEFH] (HEC #& 5Btk 24~120 Fff#]) BO A2 B O OMOFNMHRHNE 1L, NK, 225K+
PO FHE PR E VBRI R ONEHIFICBWT, RAT 7L E X MEE L, Pro-NETU £ T
mWEmERD bivie (55 2.5.4.3.2.1.2 1) . BEHE KR O2HI/K CR IOV T, Pro-NETU
BEIARAT 7L > FREX DAL TEVMEF 2GR B, WTH OB T H ARSI OF %
PEIEIFE CE D B 272 (55273331 1H). /-, AFIEZBRVIELES LTHLAEMELEIET S
TERLHERFENTVWD B X (55254322 5H).

* 1.8.2.2-1 £HfE CR EOFMLLLE (10057030)

Pro-NETU Fosaprepitant
Period (N=392) (N=393)
Adjusted CR rate (%) 75.2 71.0
MH common risk difference (%) 4.1
95%CI (%) -2.1-10.3
Positive/Negative for Non-inferiority Positive
Positive/Negative for Superiority Negative

Analysis Set:Full Analysis Set
*1:95% confidence interval was calculated by the Newcombe method.
Stratification factors are gender (IWRS) and age (< 55, 55 <=) (IWRS). Non-inferiority margin -10%
*2:1f the lower limit of the 95% confidence interval is above the non-inferiority margin of -10%,
it will be judged that the Pro-NETU has been demonstrated to be non-inferior to Fosaprepitant.
*3:1If the lower limit of the 95% confidence interval is above 0%, it will be judged that the Pro-NETU
has been demonstrated to be superior to Fosaprepitant.
% 5.3.5.1.2 TH 10057030 CSR % 11.4.1.1-1
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PLEX Y, EAN 10057030 RERICHBWT, YA TF 25T HEC 5 BE 125 LT, BIRM
i, CINVIHIZERZ R LIZZ 20D, ZhEe TR () 1%, [HiEMEEES (A7 7T
VEE) FREATRE D ALESELR CGELD, TEM) (BERE#IEETe) ] EERE L.

1.8.2.3 MEER [EHRICEHET HFR (R) RUZDRERN
[BEERIEHRICEET 22 ()]
AFNEIROELD, WEHAVE U D BUEEIEA (V277 5 %) 2859 2580 AT
LIk

(ExE1R#]

lWl%ﬂ%Oﬁ%Ti VAT T F o a Gt HEC B5-EHF I3 LT, NK A AL 2
TTVUEHR Y M T 2IEEERKGES . 72, RANSER U EH TG DR 27
i@@fﬁ<,%@%®ﬁ£ﬁ7ﬂ774”@$%77V€9V%kﬁ@bfwknLkﬁof,
AFNL, ENHMSEEER T A 74 2 THIES LTV D NK 2R EIETUIE & REkOALE T
W27 % B2 S, BAEOENRMIEE E#FEH T A 7 A 1280 T, NK ZAEERESU3EE, HEC
BEBHEIKT 2MEAPHRIN TR Y, TEEMEMEGUEMEES S (MEC) &EEHFIIR LT
I, MY A7 R U GEMER S RHER STV D, L LARRD, #EHPEY 227 5 MEC X0
SARGUEME A (B LR UGS 2R G S 2 BE IR LT, NK AR
PO MITHEIE S LTV,

PLEX Y, AANLHEC & O MEC IZ3% % 7 D {0 RO PUEMEIEE AN o L CEH T~ & &
Exz, ®HELE.

7235, [EWN 10057030 #BRIX, HEC ORI ZRHUEMELG A & AR SN TWDL VAT TF %
EGUALFERIENIT SN D BE Zx %R E LT, TORBAREIZ W T, AFIOTASCET17.
BRSO OMICEHE L, Rt & L.

1.8.3 FAZERUAZE (F) EIZZDHRTEIRERL
1.8.3.1 BRETHRERUVAZE ()

DAl E OFEFRHIZEBWT, #E, RACIERARY EX > h & LT 235 mg & frEthiEE
FlE 1 HEIC A, SHEEHETD.

1.8.3.2 BETORERUVAE () OBREEN

BEFER N B2 x4 & L7 ENEE 1 AEEER (EI 10057010 #88R) (23T, 5k PNET-12-23
FRBR CARMED MR ST AKI O & (118 mg, 235 mg, 353 mg : 30 /LS FARN & E) (2%
THHARNCTOREW AR Lz, £, EMBIEOFMICH T, BHE& TR (&5B16% 30
o) AZIHIEMEARBR R Y B2 > b (NETU) 3@ R EICE L2 2 Lo h, AFNTHUEMEELA
B BERTE TG/ T U —E0HIERRN I c& 5 L B2 7

KN BIT AR OHRT A2 BET 572010, YA FTF o 2ate HEC 5 HBE 2551
AAl (81 mg, 235mg) D7 T BRITKT DEBMEEMEGET D ENGE 2 R (EWN 10057020 5L
BR) 2 hi L7-. BN 10057020 #5R Tt L7 &1L, WS NETU-07-07 38R Tt & 4172 NETU
OM&E (100 mg, 200mg, 300 mg) ZHEIZEE L7-. &AL, PALO (0.75mg) & O DEX {f
T, HEC #5545 60 4371726 30 232 TRIERHIRNEZ G- S 77z, EN 10057020 78R T2

10
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P H & L7z CR 3 (Bl K5y K OMERI O FIfHFHHE R+ CENE(k) 1%, Pro-NETU 81 mg
BT 63.8%, Pro-NETU 235 mg #£C 76.8%, 77 &R T 54.7% CTdh > 7=. Pro-NETU 81 mg £f &
T IR RO (95%CD 1$9.1% (—0.4%-18.6%) TH Y, Wt AEREERT 2 ENTE
o le (p=0.061) HDD, Pro-NETU 235 mg #t & 7T B ARFEDZE (95% CD 1% 22.0% (13.0%
-31.0%) T®H Y, Pro-NETU 235 mg #E1L 7 7 B ARBEICx L CHERZ%2 R LT (p<0.001). 7=,
Bife et bR Sz, Lo ¢, F3IMHRBROMFHARZL LT, WIAELFRLHARERD
A 235 mg &R L 7=,
L EoffEX v, [EN 10057030 3885k TR @ LI AFI O HYE - HEE, A% 235mg) % PALO
(0.75mg) K O'DEX #fH F, HEC #5-B845 60 73R/ 5 30 23T CAEsrkin 5 & L7z,
B 1.822 H TRk L= &350, EN 10057030 5RERIZ T, AFIOEERA FAMESREE S iz,

UL EX Y, HEC B 5-BF 2 x5 & LA OENERREER TlE, 5-HT: AR KL O DEX
O 3FIPEHFREE Kl U CRSTLTRY, 72, AFIOEKNA ML R 7= EA 10057030
ABRIZIBNT, AAI (235 mg) XL FHRIEMAT 1 H H O HEC #5-BR4AR1IZ 1 5], ,ﬁiﬁﬁ%ﬂﬁﬂﬂ&“%
SNz EEEFE, BERCHE () & MbosinAlE oftHicsW T, @, KA
AxYEH e LT 235mg ZHuBEEES AR G- 1 BEIC 1B, SEfFET 5.0 &5 ”El,t

1.8.3.3 RERUVHAZICEET 5FE () LT DHERN
RZERUVRAEICHEET 58 () R ERML

7.1 PUEMEESEAE G RNCR G AR T TS5 2 | 7.1 [EN 10057030 B IC B\ T, Al PALO
L. K ODEX 1 F, HEC D#% 5234k S

% 60 737> B 30 43 T TR R 4
H&ni=. —JF, HEC 5 8E & x5
AA (235 mg) DLERMEZ RN L 7= EA%L
2PERBR (EN 10057040 #BR) TiE, A
1% HEC % 5-Bil4a 30 77 Ai172> 5 30 432>
FTERSENTZ KRORE XA IO
EOVRAREOFIEC KT T B O
T, [EMA 10057030 35k & OEN 10057040
RO WM CR FITHED &3 L 7245
B, AR OG- 24 20 7 OFERIL, KA
DAINECEEE RIES N EEZ T (O
254353 ). 70, AHIKOPALO 0.25
mg & O ERHEER G A (Pro-NETU-PALO
FDC) D4+ NEPA-15-18 7kBi Jz OVEs-
NEPA-17-05 i#BRIZ 3BT, HEC 50
SYHIDND 30 ST TARAID R G- S
TV, £z, EUEBREROBLA TS, EN
10057010 5Bk TAF G4 T ($ 5B
b4 30 57) IZITTEPEAIR NETU (35 i 1.

11
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thys s I CE LTz,

VLB X0, FUBEPEREIG AP 5 AT AA O
T35 2 8T, REIOHEIT IR
TEHLEZ, RELE.

72 AENE, FAIE LTarFazxTas R
O 5-HT3 S B ARRE UL HIEA & fF L T
452 L.

7.2

HEC % 5-H5 % %P2 EN T E i L 72k
PRERER CIX, EWNHIMESGE EER T A K2
A U THEIR SN TV D 5-HT: Z AR
S OYDEX O 3 A L 2 Rl A
DN, RN K OFRYENRE 2 314f L <
BY, EHN 10057030 KB TAK O KRR
HRAESHFES NI Z L2l E 2, % EL
7

73 aFaRTaAf ROHEICHOWTIL, TG
MARERY EH R alrFazxTad
RO EAER 2B [E L ClEERET

HZ L.

7.3

9 % DEX O &%, AHl 235 mg X
[IHRAT FLE X b 150 mg % DEX &
OFA L7 L & ® DEX @ CGEMHAIERIC
BT %) AUC ERD, KAIEHRAT T
LEX Y R TCTHLDREWNTRNEE X
= s, ENHIESEE EfE AT A KT

ICHECHE AR ET 5 Z LN L E
Z 7.

1.8.4 FRLEDOIEE (F) RUZTOHRTERN
FALDIFE () R ERK
2EZR (ROBHEICIEEE LBV L)
2.1 RENOFIHR VBBIEOBEROH 5 | 2.1 AFNITEFE 72 \EUE S BT 5 fIEErE
B NDHZ &, EFEMO—RIQIEEFHT

2.2 IFBE TR LTV B RIREMED & B 4o

2.2

o LaEr, RELEL
HERATER (7 > b, ?#?)T%ﬁmm
BN DI, T v N TAA O, O
%“@%ﬁ%%uéh/tFA®%W%§
ETERNIEEINER, RELL.

8. EELERMIE
KENOIEVERIE R Y % o ML CYP3A I
L EEHRZA L, CYP3A TR#HE
A5 HUENENEE A 4 5 D 7= F 3K A & 48
HERZRZTZERHD720, +oEE
LTEETHZ L.

AFNOIEVEARIR NETU 1L, FIZ CYP3A T
R &b —74, CYPIA ZHiArICILE
THZENRINTEY, CYP3A TEIZ
RS2 3EH & OE T 2356, WM A
TERZBIEEZTAREREZEZObND.
WA O PR SEFLER ClE, CYP3A % BHE/
T D REM L FH KO CYP3A THEH
ENHARFERRIEANC SN T, I EAE

12




7 u k) A S REERE

L8 IRACE ()

MBES S iz, 7o, ARANIHUENEES;
FlEOFHSND Z &nb, ﬁ%‘%ﬂé%ﬁl
DD AN b RE Sz, Zﬁﬁﬂfﬁ&“ff

SN D BEITH L, B EERIC
ﬂﬁﬁﬁéﬁgﬂ%é&%z,aﬁbt
9. FEDNERZHATHEEICEIT HEE
9.3 FFHREfEERE 9.3 fFHERERE FABE A x5 & Lot

==

93.1 FEEL EOFEEEEESE
(Child-Pugh 237 7 LLE)
MmARENBEIZ ERT2B8ENRH 5.

94 ERE R AT HH
BEHRT 2 WIREME D & D e EIZIE, ARAIF G-
o R O 544 T 1% — E I, 36 B 70 kT
ZATHO XOWETLHZ L.

9.5. b
&%Xi%%bfwéﬂ%é@&éﬁﬁ

G L2 & BBV T,

Eunf“ﬁﬁg@ﬂz%aagif%{ﬁﬁi D, 7v I\THL £
Q%Wt?%%T%WMﬁ&U%E
Bo@EE, PMUIEIHERTED LTV 5D.
F72, 7 v N TAA DI K OIRIR~DO
TR INTVND

9.6.4% 7.l
1R EOF MR ORFALEOA S
B L, mALOMG I IEERFT 5 2
&L WWERR (Z v 8 TRAIOILHH A~
DBATHHE SN TN D.

= A

9.7 /N4
/J‘JL%‘F %ﬁ‘% L U e R BRI 3 L C
W0,

NETU-10-10 3X5R T, B FHaem S B
(Child-Pugh A =17 5-6) 8 4 Tl AUCint
DHEER EFITA N o7, 5%
FERFREERE S B3 (Child-Pugh A =227
7-9) 8 4 TIIBEFERA &t~ AUCine 23
B Q435 IC bR L, HEEHEERE
B (Child-Pugh A=27 10 LA E) 24T
R AR & e AUCine 28 2.45 fi512 B 5-
Lzt aEx, RELE.

KRR (Z v b, vHF) TR~
WENHERINTNDZ L, 7 v N TARA
DI K OIB IR ~DBATH R ST
HIEEBEZ, BELE.

KRR (Z v b, vHF) TR~
WENHERINTNDZ L, 7 v FTARA
DR K OB VA~ DOBAT AR ST
LT EEMEZ, RELE.

94

9.5

9.6 FEEKFEER (7 v &) THIH~OBITH
mEINTNHZ &, Eﬁfﬁiﬁ%f“&ﬂﬁm/\@
B GRRRDINZ & P ORI S
WEBIRATHL a2 EX, HEL
7z

NI A kG & U T BRI ERER 1355 0E L C
WeWZ EEREEE 2, BROE LT

9.7

102 PEAHER (DFHICEETDHZ L)

S 4 ERAEAR - HEE TR | MR - falRK T
CYP3A % BH5E 9| A K OIE AR % > |CYP3A BHEH & O
%A vy hoERBHEERICL Y, RAlO
Fhary—n, BT LIBENANHD. [EEARKRY X
75 U A u = A KK &R CYP3A BH|> oD i #E v i B
vy, ZraFEREOFRAIEREN EFT I EEN

10.2

CYP3A % [HE 9 % $KAl

CYP3A % [HET 2 5H & AH z O3 555
A, ARENIOEHEAIR NETU o fi i)

F- L, IGMEAM NETU OFEM 2 #HET 5 U X

13
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V=), 4 hT =2
T — L

WATH Z k.

N5,

CYP3A %354
% JEAl

V7yoesy,
Trx= A5

ARHN O IE VAR R
v X v s OVER M
FTHBENNHB.
AH| &V CYP3A 75
AL O OF FIXIR
R B SR &
WrEndGa wE
WD L.

CYP3A #FHEH & D
BEAIC L Y, KHID
EEARE XY B X
> b oD i o s R
DIETTHBEN
NhD.

CYP3A TUH &
U5 3EH

TXHAXT L,
KX XL, ¥
JHaRAT 7 2
K, = hERTR,
VEVR, IXY
Fh, ) A<
ATy, REOEERT
Hl (mF=Lx 2
rFVF— -
RNV AL
) &

Zh b oS OMEM
NERINDIBTH
N5,
BB, TXV AL
EOFRTA5AX, 7
XY AEY DR
EWET LR EME
WCEETLZ L.

AF D IF AR 3
DA S N
CYP3A [HEERIC
X0, Zhs oA
O 1 R Y b
ATrkEhnd
5.

IR HEERE X, EL. CYP3A %
PR3 D AARA R IEA 2R L, TEEME L
7.

CYP3A %34 % KAl

CYP3A Z %9 2% 54 & AF 2 0FH 3 545

B, RENOEMEAM NETU O ifin 5 i B 23K
T L, IEMEAAR NETU OER T8 5 U 2
IR DHEERE X, EL. CYP3A %
FHET DREBAIZRIERZFIR L, HEMRE L
7.

CYP3A TG =412 HEH

CYP3A T S 5 A & AF 2 G T 55
A, AEIOIEMEAMAR NETU & CYP3A FLEEA
&0, ZnbomERRER LS L, Al
TERBERIND Y AT RH D L alE Z,
RE L7z, CYP3A TR S, AAISUE NETU
O PR SEERRABR TR L 72 3851 K OB IZ &
5 A OIBFE TN - A 27K L, 1 E A
L7z, HRIZ, ARFNL S-HT: ZAEBFEPIL O
DEX & O 3 AI0F L COM AN EE SN D.
BFH4 % DEX O &%, AH 235 mg XLk
AT 7L EHX bk 150mg & DEX L fFH L7z
& £ 0 DEX @ GEMHE BEAERICE KT %) AUC
EHN, KRB E AT L ESX S N THL MR
ETIRWEE 2722 LoD, [ENHIH S E
FERTA RTA ATECEERET S 2 &0
WEELZ 2T 72k, [EWN 10057030 #RERIZ 3
WTh, DEX ZEANGIMEEE ELHTA RZ
A NHEC T B G21To 7.

11. &BIfEH

11.1 ERZREIEH
111 vavr, 7774 7%>— (v

NG

11.1 [EH 10057020 FERIZ BT, HEZREIE
MELTT T 74 7F—IoH
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methylphenyl)pyridin-2-yl]-1-methyl-1-[(phosphonooxy)methyl]piperazin-1-ium

chloride monohydrochloride
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42.1.1.1 | PNET-12-32 | In vitro pharmacology: Study of 204-NETU 2012/10/26 AN S fhe
42.1.1.2 | 1006030 Preclinical pharmacology of the NK1 antagonist Ro 67-3189 2002/2/25 s+ FEAG fliz
Pronetupitant: In vivo pharmacological comparison of the effects of . .
42.1.1.3 | PNET-13-72 o S 2013/12/12 TZN A i
pronetupitant and netupitant in the SBL test in mice
Anti-emetic investigation of palonosetron and netupitant in a . .
42.1.14 |NETU-11-09 | o 2011/10/26 24 G &
cisplatin model of acute and delayed emesis in the ferret
42,12 REIRASEER
42.12.1 | NETU-10-24 | In vitro pharmacology: Study of 14-NETU.i13 (M1) and netupitant 2010/9/7 AN B2 piis
Determination of the affinity of RO0673189-008, RO0681133-000-
4.2.1.2.2 | 834013 003, RO07113001-000-003 and RO0731519-000-001 for the Ca** 2001/10/9 T4 il i
channels
4213 LZEMEIEBRR
Phosphate-netupitant . .
4.2.13.1 | PNET-12-01 2012/5/8 HEZAN At FiS

Irwin dose range study following intravenous administration in rats
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Pronetupitant phosphate . .
42132 | PNET-13-69 o o S 2014/7/23 24N i %
Proconvulsant activity following intravenous administration in rats
Pronetupitant phosphate . ~
42.133 | PNET-13-70 . o o S 2014/7/23 sk A i3
Anticonvulsant activity following intravenous administration in rats
Pro-netupitant phosphate
42.13.4 | PNET-14-19 | Effects on respiratory function of the conscious rat (whole body 2014/6/27 A FHAh i
plethysmography)
Safety pharmacology study for the effect of pronetupitant phosphate
42.13.5 | PNET-12-06 | on hERG current (Ix) expressed in human embryonic kidney 2013/1/24 A A il
(HEK293) cells
Pro-netupitant phosphate
4.2.1.3.6 | PNET-12-35 | Effects on the cardiovascular function of the conscious dog 2014/5/27 AN B i
following 2 week intravenous administration
Pronetupitant phosphate
4.2.1.3.7 | PNET-13-67 | Effects on gastro-intestinal motility following intravenous 2014/7/23 AN A i
administration in rats
Pronetupitant phosphate
4.2.1.3.8 | PNET-13-34 | Urine and electrolyte excretion following intravenous 2014/8/4 TZAN FHAh I

administration in rats
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4.2.2.1.1 | 84540 Pronetupitant phosphate (204-Netw) 2012/5/24 HEZAS BAl FiS
Validation of the HPLC-MS/MS analytical method in rat plasma
Netupitant, metabolite 1 (M1), metabolite 2 (M2) and metabolite 3
42212 |82240 (M3) in rat plasma 2011/12/28 AN B2 piis
Validation of the HPLC-MS/MS analytical method
Pronetupitant phosphate (204-Netu), netupitant (14-Netu),
42.2.1.3 | PNET-12-74 | metabolite 1 (M1), metabolite 2 (M2) and metabolite 3 (M3) 2014/6/12 AN A fhe
Validation of the LC-MS/MS analytical method in rat brain
Pronetupitant phosphate (204-Netu), netupitant (14-Netu),
metabolite 1 (M1), metabolite 2 (M2) and metabolite 3 (M3) . .
42.2.14 |PNET-13-23 2014/7/14 s+ A i3
Partial validation of the HPLC-MS/MS analytical method in rabbit
plasma
Pro-netupitant phosphate (204-Netu), netupitant (14-Netu),
422.1.5 | 84580 metabolite 1 (M1), metabolite 2 (M2) and metabolite 3 (M3) 2012/5/18 AN EREii] il
Validation of the HPLC-MS/MS analytical method in dog plasma
422.1.6 |92410 Pronetupitant phosphate (204-NETU): 2012/9/6 AN B (i i

Evaluation of long term stability test in dog plasma
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Pronetupitant phosphate (204-Netu), netupitant (14-Netu),

422.1.7 | PNET-14-27 | metabolite 1 (M1), metabolite 2 (M2) and metabolite 3 (M3) 2014/5/27 AN P i
Validation of the LC-MS/MS analytical method in dog heart
Pronetupitant phosphate (204-Netu), netupitant (14-Netu),
metabolite 1 (M1), metabolite 2 (M2) and metabolite 3 (M3) . ~

422.1.8 |92050 , o , . 2012/9/10 sk A i3
Partial validation of the HPLC-MS/MS analytical method in
cynomolgus monkey plasma

4222 WX

In vivo NetuHELDO02-B-1, NetuHELDO02-B-3 and ProNetu-2Na rat . B

4222.1 | NETU-09-20 _ 2009/12/4 (24N FEA i
and dog PK studies report
Pronetupitant phosphate and netupitant

42222 | PNET-13-15 | Pharmacokinetic study in rats after single intravenous 2013/10/18 S+ E il e
administration
Pronetupitant phosphate: blood and plasma levels (total

42223 | PNET-13-37 | radioactivity and unchanged) after single intravenous administration 2014/9/29 S+ E il e
of ["*C]-pronetupitant phosphate to male albino rats
Pronetupitant phosphate: Excretory balance (urine and faeces),
blood and plasma levels of radioactivity, unchanged and main . ~

42224 | PNET-13-75 , o o 2015/3/2 (iZA T i3
metabolites after single intravenous administration of ['*C]-
pronetupitant phosphate to male dogs
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Pharmacokinetic study of phosphate netupitant (204-Netu) and

42225 |PNET-12-16 | netupitant (14-Netu) after a single intravenous administration to 2012/10/3 AN P i
cynomolgus monkeys (Macaca fascicularis)

4223 A

4223.1 | PNET-15-90 | Pronetupitant phosphate: Human plasma protein binding evaluation 2015/12/23 AN P i
NK; receptor antagonist Ro 67-3189: In vitro plasma protein

42232 | 1006047 binding and blood/plasma partitioning in man and various animal 2001/9/10 AN S fi
species
RO0681133, RO0713001 and RO0731519, metabolites of NK;

42233 | 1010388 receptor antagonist RO0673189: In vitro plasma protein binding 2003/6/10 S E il e
and blood/plasma partitioning in man, dog and rat

42234 | PNET-15-91 | Pronetupitant phosphate: Human blood to plasma partitioning 2015/12/21 S+ R il e
Pronetupitant phosphate: Tissue distribution by WBA after single

4223.5 | PNET-13-39 | intravenous administration of ['4C]-pronetupitant phosphate to 2014/11/18 AN E il e
albino and pigmented rats

4223.6 | AE-8413-G | Distribution of ['*C]-Pro-NETU into placenta/fetus and milk in rats 2020/5/21 W B il
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4224 R
A preliminary study to estimate the in vitro intrinsic clearance of
4224.1 | NETU-10-03 | compounds (HELDO02-B-3 and ProNetu-2a) in human, dog and rat 2010/3/1 AN P i
liver microsomes
Pronetupitant phosphate (204-NETU) . .
42242 | PNET-14-04 - 2016/2/19 (AN B i
S9 stability assay
Metabolic stability of HELD02-B3 and ProNetu-2a in human, dog, . .
42243 | NETU-10-04 2010/3/1 st A Aif L5
and rat hepatocytes
Metabolite identification of ProNetu-2a in human, dog, and rat . _
42244 | NETU-10-18 2010/5/5 T APl i
hepatocytes
In vitro metabolism of the NK receptor antagonist RO0673189: 1.
Kinetic parameters and metabolites formed in incubations of liver . ~
42245 |1003832 , , ‘ 2002/9/27 sk T i3
microsomes, recombinant cytochromes and hepatocytes of different
species, including man.
Netupitant: Reaction phenotyping with human liver microsomes
422.4.6 |NETU-13-21 | and human CYP1A2, CYP2B6 and CYP2C8 cDNA expressed 2013/11/20 AL ERE(ill il
enzymes
Pronetupitant phosphate: Evaluation of the metabolite profiles and
identification of metabolites in plasma, urine, facces and bile of . B
42.24.7 |PNET-14-32 2014/10/23 HEZAS BAL "
male rats following single intravenous administration of ['*C]-
pronetupitant phosphate
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Pronetupitant phosphate: Evaluation of the metabolite profiles and
identification of metabolites in plasma, urine and faeces of dogs . .
42248 | PNET-14-41 o S . 2014/12/17 (Z4N FEA i
following single intravenous administration of [*C]-pronetupitant
phosphate
4225 HEit
Pronetupitant phosphate: Excretory balance in excreta and expired
422.5.1 |PNET-13-36 | CO; after single intravenous administration of ['*C]-pronetupitant 2014/7/3 1ok FEA plia
phosphate to male albino rats.
Pronetupitant phosphate: Bile excretion after single intravenous . .
42252 | PNET-13-38 o ) ) 2014/7/24 AN Bl Fii3
administration of ['*C]-pronetupitant phosphate to male albino rats
4226 HYBEHREEREYH BN GERIKR)
Pronetupitant phosphate: Determination of the potential inhibition
422.6.1 | PNET-15-49 | (ICso) of the main isoforms of CYP450, determination of 2015/11/4 HEFk FEA plia
microsomes binding and determination of microsomes stability.
In vitro metabolism of the NK; receptor antagonist RO0673189: I1.
Drug-drug interaction studies with RO0673189 and major . .
4.2.2.6.2 | 1003907 ) ) ) ) 2002/9/27 AN i Fii3
metabolites (RO0681133 and RO0713001), involving major human
cytochrome P450 isoenzymes
Netupitant, M1, M2, and M3: Determination of the potential
4.2.2.6.3 | NETU-13-20 | inhibition (ICso) of CYP1A2, CYP3A4, CYP2B6, CYP2CS, 2013/9/11 ZN FEAh i

CYP2C9, CYP2C19, CYP2D6
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Pronetupitant phosphate: Determination of the potential time- . .
42264 | PNET-15-81 o 2015/11/16 24N i %
dependent inhibition of CYP3A4 and CYP2C9
Netupitant, M1, M2, and M3: Determination of the potential time- . ~
422.6.5 | NETU-13-26 S 2013/9/11 sk A i3
dependent inhibition of CYP3A4 and CYP2C9
Netupitant: Determination of the potential time-dependent inhibition . ~
42.2.6.6 | NETU-15-16 2015/2/26 {ZaS APl B
of CYP3A4
Drug-drug interaction study with vincristine and netupitant in human . ~
42267 | NETU-06-15 | , 2007/2/14 sk AL i3
liver microsomes
Drug-drug interaction study with cyclophosphamide and netupitant . _
4.2.2.6.8 | NETU-09-10 2009/10/6 HEZAS BAl FiS
in human liver microsomes
Drug-drug interaction study with docetaxel and netupitant in human . .
42269 | NETU-09-09 | _ 2009/10/19 sk B e
liver microsomes
Netupitant and 3 main metabolites: Assessment of the potential to . .
42.2.6.10 | NETU-14-35 o 2015/1/8 AN ERE(ii] i3
inhibit UGT enzymes in vitro
In vitro determination of the reversible (direct) inhibitory properties
of fosnetupitant for the human UDP-glucuronosyltransferase . .
4226.11 | PNET-20-06 | , 2020/8/7 st A &
isoenzymes 1A1, 1A3, 1A4, 1A6, 1A9, 2B7 and 2B15 using human
liver microsomes
In vitro evaluation of the possible induction of CYP1A2, CYP2C9,
4.2.2.6.12 | NETU-10-27 | CYP2C19 and CYP3A4 by netupitant, M1, M2 and M3 in long-term 2010/10/14 AN wEAth il

monolayer cultures of freshly isolated human hepatocytes
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42.2.6.13 | NETU-13-47 | Netupitant: Assessment of CYP2B6 induction potential 2014/3/24 AN P i
In vitro interaction studies of fosnetupitant with human BSEP, BCRP,
4.2.2.6.14 | PNET-18-21 | MDRI1 efflux (ABC) transporters, and with human MATE1, MATE2- 2019/7/16 A A iz
K, OAT1, OAT3, OATP2B1, OCT1 and OCT2 uptake transporters
In vitro interaction studies of fosnetupitant with human BSEP,
BCRP and MDRI1 efflux (ABC) transporters, and with human . _
42.2.6.15 | PNET-15-27 2015/12/3 EZAS APl B
MATEI1, OAT1, OAT3, OATP1B1, OATP1B3, OCT1 and OCT2
uptake transporters
Netupitant: Assessment of potential interaction with P-gp (substrate . _
4226.16 | NETU-14-30 | 2014/7/29 sk AL i3
identification)
In vitro interaction studies of netupitant and its three metabolites . .
4.2.2.6.17 | NETU-14-34 2014/9/2 HEZAS Al FiS
(M1, M2 and M3) with human BSEP efflux (ABC) transporter
In vitro interaction studies of netupitant and its three metabolites
(M1, M2 and M3) with human BCRP, BSEP, MRP2 and MDR1 . -
4.2.2.6.18 | NETU-12-81 2013/7/8 HEZAS Al FiS
efflux transporters and with human OATP1B1, OATP1B3, OAT1,
OAT3, OCT1 and OCT?2 uptake transporters
4.2.2.6.19 | NETU-06-13 | Interaction studies of netupitant with human Pgp/MDR1 (ABCB1) 2007/3/22 TN FHAMh flia
Quantitative prediction of the potential for pro-netupitant as a
4.2.2.6.20 | PNET-16-29 | perpetrator to cause CYP2C and transporter-mediated drug-drug 2016/8/25 AN wEAth i

interactions
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4232 KBRS EMERER
4232.1 | PNET-11-06 Phosphate-netupitant 2011/11/24 HEZAS BAL B
Preliminary intravenous toxicity study in rats
Phosphate-netupitant
42322 PNET-11-21 | 2 week intravenous toxicity study in rats followed by a 2 week 2012/7/27 sk ERZ(il pii3
recovery period
42323 | PNET-11-07 Phosphate-netupitant 2011/11/24 HEZAS BAL B
Preliminary intravenous toxicity study in dogs
Phosphate-netupitant
42324 PNET-11-22 | 2 week intravenous toxicity study in dogs followed by a 2 week 2012/7/27 AN FFAth fit:
recovery period
Pronetupitant phosphate
42325 PNET-13-18 | 4 week intravenous toxicity study in rats followed by a 2 week 2014/6/16 AN FFAth fit:
recovery period
Pronetupitant phosphate
42326 PNET-13-27 | 4-week intravenous administration toxicity study in dogs with a 2- 2014/6/16 AN FFAth fit:

week treatment-free period
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4233 EnwEME
4.2.33.1 In Vitro #X5x
Phosphate-netupitant . _
4233.1.1 | PNET-12-04 . . o ) 2012/5/25 AN il i
bacterial mutation assay (S. typhimurium and E. coil)
Pronetupitant phosphate . .
423.3.1.2 | PNET-15-36 . . o ) 2015/10/5 AN ERA(ill fhe
Bacterial mutation assay(S. typhimurium and E. coli)
423.3.1.3 | PNET-15-86 - . L ) 2016/1/12 AN il i
Bacterial mutation assay (S. typhimurium and E. coli)
423.3.1.4 | PNET-16-08 - _ L . 2016/4/29 AN FFAth pi
Bacterial mutation assay (S. typhimurium and E. coli)
4233.1.5 | PNET-16-09 - _ o _ 2016/5/10 AN B (i pi3
Bacterial mutation assay (S. typhimurium and E. coli)
423.3.1.6 | PNET-16-55 - ) L . 2017/1/27 AN FF At pli
Bacterial mutation assay (S. typhimurium and E. coli)
Phosphate-netupitant . B
4.233.1.7 | PNET-12-05 o o 2013/3/29 sk AL Fii3
Chromosome aberrations in human lymphocytes cultured in vitro
Pronetupitant phosphate . B
4233.1.8 | PNET-15-37 o o 2015/11/23 sk B pii3
Chromosome aberrations in human lymphocytes cultured in vitro
4.23.32 InVivo B
Pronetupitant phosphate . B
42332.1 |PNET-13-49 , ' ' , 2014/5/27 sk AL pii3
Micronucleus test in rats (multiple dosing)
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42351 ZIEREMK OVEIR £ COMMIIRTE AR 23R
Pronetupitant phosphate
4.23.5.1.1 | PNET-13-64 | Intravenous fertility and early embryonic development to 2014/9/15 AN FFAth fit:
implantation study in rats
42352 & - BRIEFEAICEE S5 R
Pronetupitant phosphate . -
423.52.1 | PNET-13-33 ) ] _ 2014/2/7 AN A s
Preliminary intravenous embryo-foetal development study in rats
Pronetupitant phosphate
4.2.3.52.2 | PNET-13-56 | Intravenous embryo-foetal development study in rats with 2014/10/21 2N A i
toxicokinetics
Pronetupitant phosphate . =
4.23.52.3 | PNET-13-30 P P . . ) 2014/3/25 AN At i
Intravenous screening study in rabbits
Pronetupitant phosphate . =
4.2.3.52.4 | PNET-13-53 . .p . P . . 2014/10/16 st G &
Preliminary intravenous embryo-foetal development in rabbits
Pronetupitant phosphate . .
423525 | PNET-13-71 prantp . _ 2014/10/29 IZ4 B i pli
Intravenous embryo-foetal development study in rabbits
42353 HZERROHAR ORI NS RHAOKREIZ BT 5 R
Fosnetupitant
4.23.53.1 |PNET-15-85 | Intravenous pre- and postnatal toxicity study in rats, including 2016/11/4 2N A i

maternal function
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4.23.6 JRETHIEVERER

Blood Stability of HELD02-B3 and PRONETU-2A . B

4236.1 |NETU-10-13 | 2010/3/30 sk At pli
in Human, Dog and Rat Whole Blood

4.2.3.6.2 | NETU-09-08 | ProNetu-2a: Seven-day intravenous local tolerance study in rat 2009/9/27 AN FEAh g
Netupitant: Fourteen-day intravenous (bolus) local tolerance study . .

423.63 | NETU-10-05 | ) ) ) 2010/5/21 AN B e
in the rat using different formulations and two prodrugs
Pronetupitant phosphate lyophile

42364 PNET-14-12 | Single dose intravenous, paravenous and intra-arterial tolerance 2014/7/23 14k EREi] il
study in rabbits
Pronetupitant phosphate lyophile . B

423.6.5 |PNET-13-44 o , , 2014/6/26 Mok B i
Acute dermal irritation study in rabbits
Pronetupitant phosphate lyophile

423.6.6 | PNET-13-46 | Delayed dermal sensitisation study in guinea pigs (magnusson and 2014/7/1 14k EREi] il
kligman test)
Pronetupitant phosphate lyophile

423.6.7 | PNET-13-65 | Assessment of ocular corrosion/severe irritation bovine corneal 2014/4/14 1ok B fi:
opacity/permeability (BCOP) assay

4.2.3.6.8 NETU-09-18 | In-vitro hemolysis assay study report 2009/11/6 1ok ERZ(il i3
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4237 Z OO MR
4.23.7.1 Bl
Pronetupitant phosphate lyophile . -
42.3.7.1.1 | PNET-14-10 . P P P y.p S . 2014/7/24 st il i
Active systemic anaphylaxis study in guinea pig
Pronetupitant phosphate lyophile . -
42.3.7.12 | PNET-14-11 . pHant PRosp Y p. o . 2014/7/23 st il i
Passive cutaneous anaphylaxis (PCA) study in guinea pig
42377 JeEtERER
Pronetupitant phosphate lyophile . -
423.7.7.1 | PNET-13-66 prfant prosphate bop 2014/5/28 EZa FA i

BALB/C 3T3 cell phototoxicity assay (neutral red uptake)
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Ruzza C, Rizzi A, Malfacini D, Molinari S, Giuliano C, Lovati E, et al. In vitro and in vivo pharmacological characterization of Pronetupitant, a prodrug of the

43 neurokinin 1 receptor antagonist Netupitant. Peptides. 2015;69:26-32.

132 Rizzi A, Campi B, Camarda V, Molinari S, Cantoreggi S, Regoli D, et al. In vitro and in vivo pharmacological characterization of the novel NK; receptor
selective antagonist Netupitant. Peptides. 2012;37:86-97.

133 Rudd JA, Ngan MP, Lu Z, Higgins GA, Giuliano C, Lovati E, et al. Profile of antiemetic activity of Netupitant alone or in combination with Palonosetron and
Dexamethasone in ferrets and Suncus murinus (house musk shrew). Front. Pharmacol. 2016;7:1-11.
COUNCIL REGULATION (EC) No 440/2008 of 30 May 2008 laying down test methods pursuant to Regulation (EC) No 1907/2006 of the European

434 Parliament and of the Council on the Registration, Evaluation, Authorisation and Restriction of Chemicals (REACH) (Text with EEA relevance). Official
Journal of the European Union. 2008;L142:400-413.

435 “Guidance for Industry” Drug Interaction Studies - Study Design, Data Analysis, Implications for Dosing, and Labeling Recommendations. U.S. Department
of Health and Human Services, Food and Drug Administration, Center for Drug Evaluation and Research (CDER) (February 2012).

436 Krise JP, Narisawa S, Stella VJ. A novel prodrug approach for tertiary amines. 2. Physicochemical and in vitro enzymatic evaluation of selected N-
phosphonooxymethyl prodrugs. J Pharm Sci. 1999;88:922-927.

437 M B %8 & IE 2 T IR O 72 O OFMH BRI T A BT A > CERK30 457 A 23 B, S8AHRTESE 0723 35 4 &5, JRAETWEER - 4
ERCANE|/SE SR k=2 Ty SESGIVSI))

438 “Guidance for Industry” In Vitro Drug Interaction Studies - Cytochrome P450 Enzyme- and Transporter-Mediated Drug Interactions. U.S. Department of
Health and Human Services, Food and Drug Administration, Center for Drug Evaluation and Research (CDER) (January 2020).
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5.3.1 AW R AR S E
53.1.4 EWER R OBMER) AT iE i s &
RO0673189: Method validation for the quantification of
5.3.1.4.1 |B-1010250 RO0673189, RO0681133, RO0713001, and RO0731519 in human 2002/11/21 AN - bz
plasma by Turbo ion spray LC/MS/MS
Validation of a LC-MS/MS method for determination of netupitant
5.3.1.42 |073/06-05.NT |and its metabolites M1, M2 and M3 in human plasma and in human 2008/12/5 STZAN — plia
urine
Determination of the concentrations of netupitant and its
5.3.1.43 |078/08-05.NT |metabolites M1, M2 and M3 in human plasma of the clinical study 2011/3/30 AN - piis

NETU-08-03
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53.1.4.4

025/10-03.NP

Determination of netupitant, its metabolites M1-M3 and
palonosetron concentrations in human plasma samples of the

clinical study NETU-10-12

2012/10/9

s

53.1.4.5

052/10-05.NE

Determination of netupitant and its metabolites M1, M2, M3
concentrations in human plasma and urine samples of the clinical

study no. NETU-09-21

2011/12/20

EZAS

53.1.4.6

047/11-052.NP

Validation of netupitant and its metabolites M1-M3, and of
palonosetron in the 96w format and determination of netupitant and

palonosetron concentrations in human plasma

2012/9/3

EZAS

5.3.1.4.7

047/12-05.NT

Validation of an LC-MS/MS method for determination of pro-

netupitant concentrations in human plasma samples

2015/4/9

AN

53.14.38

244/11-05.NT

Validation of an LC-MS/MS method for netupitant M4 and M2 and
determination of netupitant and metabolites M1-M4 concentrations

in human plasma samples of the clinical study NETU-11-23

2013/5/2

5.3.1.4.9

230/13-03.NT

Validation of an LC-MS/MS method for the determination of
dexamethasone concentrations in human plasma, abbreviated
validation after changes in the method for determination of NETU,
M1, M2, M3 concentrations in human plasma, and determination of
Pro-NETU, NETU, M1, M2, M3, and dexamethasone
concentrations in human plasma samples of a drug-drug interaction

study

Part 1:2015/4/22

Part 2:2015/4/2
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The validation of an LC-MS/MS bioanalytical method for the .
5.3.1.4.10 15150 o ) ) 2016/6/20 AN - i
determination of pro-netupitant in human K,-EDTA plasma samples
The validation of an LC-MS/MS bioanalytical method for the
5.3.1.4.11 |15056 determination of netupitant and its metabolites M1, M2 and M3 in 2018/2/22 TN — il
human K>-EDTA plasma samples
Validation of a sensitive LC/MS/MS method for determination of .
5.3.1.4.12 |113/00-05.PE . ' . 2001/7/17 Z4N - HE
palonosetron and its metabolite M9 in human plasma
Validation of an LC-MS/MS bioanalytical method for the
5.3.1.4.13 |15059 determination of palonosetron and its metabolite M9 in human 2018/7/9 A — il
K2EDTA plasma samples
Validation of the LC-MS/MS method for the determination of .
5.3.1.4.14 {15053 2015/10/8 ZN - i3
dexamethasone in human K,-EDTA plasma samples
Validation of an LC/MS/MS analytical method for determination of
53.1.4.15 -996-022 , o 2007/6/27 EH — i3
granisetron concentrations in human plasma
5.3.1.4.16 -996-026 Long-term stability of granisetron in human plasma 2007/11/20 EWN - i
Partial validation of an LC/MS/MS analytical method for
53.1.4.17 -998-291 o , o 2019/7/26 A — Tt
determination of granisetron concentrations in human plasma
Analytical determination of midazolam in plasma samples from .
5.3.1.4.18 |{1012084-B2505 | 2003/7/24 AN - T
clinical pharmacology study NP16599
Analytical determination of erythromycin in plasma samples from .
5.3.1.4.19 {1012084-B2504 2003/7/24 ok - T

clinical pharmacology study NP16599
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Determination of the concentrations of netupitant and its
53.1.4.20 MA-020/07- metabolites M1, M2 and M3 in human plasma and determination of 2008/2/1 o B -
03.ND the concentrations of digoxin in human plasma and urine of the
clinical study NETU-07-01
531421 1038/10.05.EE Validation of a LC-MS/MS method for determination of 2013/7/16 - B p
ethinylestradiol and norgestrel concentrations in human plasma
Validation of LC-MS/MS methods for docetaxel, etoposide, and
cyclophosphamide and determination of netupitant, its metabolites
5.3.1.4.22 |096/10-05.0Y |M1-M3, palonosetron, docetaxel, etoposide, and cyclophosphamide 2013/7/12 AN — il
concentrations in human plasma samples of the clinical study
NETU-10-09
Analytical determination of RO0673189 and its metabolites
5.3.1.4.23 |{1012084-B2484 [RO0681133, RO0713001, and RO0731519 in human plasma 2003/9/25 AN - T
samples from clinical study NP16599
Analytical detennination of RO0673189 and its metabolites
5.3.1.4.24 |{1014020-B2610 [RO0681133, RO0713001, and RO0731519 in human plasma 2003/11/19 AN - i
samples from clinical study NP16601
Analytical detennination of RO0673189 and its metabolites
5.3.1.4.25 {1009726-B2303 |RO0681133, RO0713001, and RO0731519 in human plasma 2002/11/5 AN - Fi

samples from clinical study NP16602
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Determination of the concentrations of netupitant and its
MA-005/07- i ) - ;
5.3.1.4.26 05 NT metabolites M1, M2 and M3 in human plasma of the clinical study 2007/9/19 AN - i3
' NETU-06-08
Determination of the concentrations of netupitant and its
metabolites M1, M2 and M3 in human plasma and in human urine .
5.3.1.4.27 |071/06-05.NP o ) . 2008/2/12 4N - b3
and determination of palonosetron and its metabolites M4 and M9
in human plasma of the clinical study NETU-06-27
Revalidation of a LC-MS/MS method for determination of
palonosetron and its metabolites M4 and M9 in human plasma and
MA-052/07- ;
5.3.1.4.28 041 NP determination of netupitant and its metabolites M1, M2, M3 and 2008/9/12 w7 — gz
' palonosetron and its metabolites M4, M9 in human plasma of the
clinical study NETU-07-20
Determination of netupitant, its metabolites M1-M3, palonosetron,
5.3.1.4.29 |026/10-03.NP ethinylestradiol, and levonorgestrel concentrations in human plasma 2012/5/25 AN — il
samples of the clinical study NETU-10-08
Determination of netupitant, its metabolites M1-M3, and
5.3.1.4.30 |041/10-03.NP palonosetron concentrations in human plasma samples of the 2013/5/2 AN - i
clinical study NETU-10-10
Determination of netupitant, its metabolites M1-M3, and
5.3.1.4.31 |029/10-03.NP  |palonosetron concentrations in human plasma samples of the 2012/2/29 TN — i

clinical study NETU-10-11
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531432 |120/09-05 NT Determination of netupitant and its metabolites M1-M3, and of 2013/5/23 i B 4
palonosetron concentrations in human plasma
Determination of human plasma concentrations of Pro-NETU,
NETU, M1, M2, and M3 concentrations in human plasma samples .
5.3.1.4.33 |197/13-05.NT 2014/9/2 AN - HE
of “A phase 1 clinical study of Pro-NETU in healthy volunteers -
Single-dose study-"
Determination of pro-netupitant, netupitant and its metabolites M1,
5.3.1.4.34 |038/12-032.NT |M2 and M3 concentrations in human plasma samples of clinical 2015/2/19 s — il
study PNET-12-23
The determination of pro-netupitant in human K,-EDTA plasma
5.3.1.4.35 |15151 samples originating from Helsinn Healthcare SA study NEPA-15- 2016/11/7 At — il
19, using LC-MS/MS
Determination of human plasma concentrations of Pro-NETU in “A
5.3.1.4.36 |16158 phase 2 study of Pro-NETU in patients receiving highly emetogenic 2018/5/16 AN - i
chemotherapy (HEC)”
The determination of Pro-NETU in “A randomised cross-over study
5.3.1.4.37 19249 to evaluate pharmacokinetic interaction between Pro-NETU and 2020/6/11 TN — i
granisetron in healthy volunteers”
The determination of netupitant and its metabolites M1, M2 and M3
5.3.1.4.38 |15152 in human K>-EDTA plasma samples originating from Helsinn 2016/11/7 STZAN - #

Healthcare SA study NEPA-15-19, using LC-MS/MS
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5.3.1.4.39

16159

Determination of human plasma concentrations of netupitant and its
metabolites M1, M2 and M3 in “A phase 2 study of Pro-NETU in
patients receiving highly emetogenic chemotherapy (HEC)”

2018/5/7

sk

5.3.1.4.40

19250

The determination of netupitant and its metabolites M1, M2 and M3
in “A randomised cross-over study to evaluate pharmacokinetic
interaction between Pro-NETU and granisetron in healthy

volunteers”

2020/6/11

EZAS

53.1.4.41

15057

The determination of netupitant in human K,-EDTA plasma
samples originating from Helsinn SA study NEPA-14-39, using
LC-MS/MS

2015/11/23

HEZas

53.1.4.42

16160

Determination of human plasma concentrations of palonosetron in
“A phase 2 study of Pro-NETU in patients receiving highly
emetogenic chemotherapy (HEC)”

2018/5/7

HEZas

5.3.1.443

16161

Determination of human plasma concentrations of dexamethasone
in “A phase 2 study of Pro-NETU in patients receiving highly
emetogenic chemotherapy (HEC)”

2018/5/29

53.1.4.44

15054

The determination of dexamethasone in human K>-EDTA plasma
samples originating from Helsinn SA study NEPA-14-39, using
LC-MS/MS

2015/11/23
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profile and metabolite identification of 300 mg ['*C]-Netupitant
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MEEEER A % %52 & L 7= Pro-NETURGIR S LB — 7 7 =&
5.3.1.4.45 |PBC040-153 el OEYHAMENRE—) (25 Mgt s 7 = 2020/6/8 =N - FiS
B he R ERIE
533 RS EIRE (PK) alBRas &
5.33.1 EEHEBRE 1T 2 PR K ORI AR MR 5 =
. o o 2
53311 |100s7010 PRERRERR N % %152 & U 72 Pro-NETURG IR 5 LA RS — BRI 53K . . - e
A Phase I, double-blind, controlled, parallel groups, unbalanced
single ascending dose study to assess the safety of intravenously
administered pro-netupitant combined with crossover study
5.3.3.1.2 |PNET-12-23 extensions to estimate the dose of intravenous pro-netupitant 20- HiZaS 2% e
yielding equivalent drug exposure as oral netupitant 300
mg/palonosetron 0.5 mg fixed dose combination in healthy male
and female volunteers
An open label, single dose study in healthy male subjects designed
5.3.3.1.3 |NETU-09-21 to assess the mass balance recovery, pharmacokinetics, metabolite 20- A 5% pilic
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Pharmacokinetic drug-drug interaction study between oral 300 mg
netupitant/0.50 mg palonosetron fixed-dose combination

5.3.3.1.4 |NEPA-14-39 (Akynzeo®) and oral dexamethasone. Evaluation of the duration of 20- g4t 2% A
the CYP3 A4 inhibition in a randomized, two-period, two-sequence,
crossover study in healthy subjects
A double-blind, randomized, placebo controlled evaluation of the

5.3.3.1.5 |NP16601 clinical pharmacology of RO0673189 following multiple oral 20- AN 2% i
dosing to healthy young and elderly volunteers

5332 BEICET DPKEL O A A M L &

A single dose, open label, randomized, two period, cross-over,
drug-drug interaction study of oral palonosetron and netupitant

5.3.3.2.1 |NETU-10-09 fixed dose combination on the PK of three chemotherapeutics 20- g4t 2% A
(docetaxel, etoposide, cyclophosphamide) metabolized by CYP3A4
in cancer patients
A Phase 1, open label study to evaluate the pharmacokinetic profile
and safety of IV pronetupitant/palonosetron (260 mg/0.25 mg)

5.3.3.2.2 |NEPA-15-19 fixed-dose combination administered for the prevention of 20- HTZaS 2% e

chemotherapy-induced nausea and vomiting in cancer patients

receiving a single cycle of highly emetogenic chemotherapy
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5333 WIAPEZEIN Z ket U7 PRERBRER S &
Pharmacokinetic of a single dose of netupitant and palonosetron
fixed dose combination capsules in patients with different stages of .
5333.1 [NETU-10-10 R pities fh patients Wit . 20l st 5% el
hepatic impairment based on liver cirrhosis classified by Child-
Pugh Score in comparison to healthy volunteers
Pro-NETUDFER N % %t 4 & L 7= S Bhigss RO E WA O I
53332 |20DC10 o " 20 Els — it
5
5334 SMAPEZIN 2R U7 PRERBR &
frERE Rk N % k5 & L 7= Pro-NETURR IR 5 1R U5k .
53.3.4.1 (10057050 o N e 20 i S (M 7@
— 77 =% bw LY AR —
Evaluation of pharmacokinetic interaction between three doses of
intravenous pro-netupitant and oral dexamethasone regimen: a .
53342 [PNET-13-63 OUS PTO-IEHp _ 20l st 5% el
randomized three period crossover study in healthy male and female
volunteers
Impact of RO0673189 on the pharmacokinetics of midazolam and .
53343 |NP16599 . . 20 st B &l
erythromycin, two substrates of CYP3A4, in health volunteers
Evaluation of pharmacokinetic interaction between netupitant (450
5.3.3.44 |NETU-06-27 mg, PO) and palonosetron (0.75 mg, PO): a randomized 3-way 20- HEok B H

crossover study in healthy males and females
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Evaluation of pharmacokinetic interaction between netupitant (450
5.3.3.4.5 |NETU-07-01 mg PO, single dose) and digoxin (0.25 mg PO, daily): an open- 20- AN 2E A
label, one-way study in healthy males and females
An open-label, randomized, two-way, crossover trial to evaluate the
effect of a single dose administration of oral netupitant and
5.3.3.4.6 |NETU-10-08 palonosetron (300 mg/0.5 mg) on the pharmacokinetics of 20- AN 2% H
ethinylestradiol and levonorgestrel after single dose oral
administration in healthy female subjects
An open-label, randomized, two-groups, two-way, cross-over trial
to evaluate a possible influence of oral ketoconazole, a CYP3A4
5.3.3.47 |NETU-10-11 inhibitor and oral rifampicin, a CYP3A4 inducer, on the 20- LIS 2% =l
pharmacokinetics of netupitant and palonosetron after single dose
administration as fixed dose combination (300 mg/0.5 mg)
5335 AE=2l—va UPKRBREE
53351 |19DC13 Population pharmacokinetic analysis of Pro-NETU 2020/12/23 EN — H
Population pharmacokinetic and pharmacodynamic modeling of .
5.3.3.52 |NETU-10-02 2013/7/4 AN - =

netupitant (and its metabolites M1, M2 and M3) and palonosetron
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53.4 RIS (PD) slBRE S &
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A double-blind randomized parallel-group trial to investigate
possible ECG effects of netupitant/palonosetron using a clinical and .
53.4.1.1 [NETU-07-20 , g. , 20- ok 2E A
a supratherapeutic dose compared to placebo and moxifloxacin (a
positive control) in healthy men and women: a thorough ECG trial
A positron emission tomography (PET) study to assess the degree
of neurokinin-1 (NK;) receptor occupancy in the human brain after .
534.12 [NETU-06-08 | ) reeep paney i The A 20 Hish 5% Ei
single doses of netupitant in healthy male subjects using ''C-
GR205171 as tracer
Randomized, double-blind, placebo controlled evaluation of the
53.4.13 |NP16602 anti-emetic effect of RO0673189 following apomorphine challenge 20- Zas BE B

in healthy volunteers
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A Randomized, double-blind, parallel group, dose-ranging,
multicenter study assessing the effect of different doses of
5.3.5.1.5 |NETU-07-07 netupitant or placebo administered with palonosetron and 20- AN 2E i3

dexamethasone on the prevention of highly emetogenic

chemotherapy-induced nausea and vomiting in cancer patients
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A phase 3, multicenter, randomized, double-blind, active control

study to evaluate the safety and efficacy of IV pro-

netupitant/palonosetron (260 mg/0.25 mg) combination for the .
53.5.1.6 |NEPA-15-18 _ _ S 20 Hish 5% g

prevention of chemotherapy-induced nausea and vomiting in

repeated chemotherapy cycles in patients receiving highly

emetogenic chemotherapy

A phase 3 multicenter, randomized, double blind, double dummy,

active-controlled, parallel group study of the efficacy and safety of

oral netupitant administered in combination with palonosetron and .
5.3.5.1.7 |NETU-08-18 20- 24 2E #

dexamethasone compared to oral palonosetron and dexamethasone

for the prevention of nausea and vomiting in cancer patients

receiving moderately emetogenic chemotherapy

A phase 3, multicenter, randomized, double-blind, unbalanced (3:1)

active control study to assess the safety and describe the efficacy of .
5.3.5.1.8 |NETU-10-29 20- Zas 2E #

netupitant and palonosetron for the prevention of chemotherapy-

induced nausea and vomiting in repeated chemotherapy cycles
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A multicenter, randomized, double-blind, double-dummy, active-
controlled, parallel group phase 3b study to assess the safety and to
describe the efficacy of IV fosnetupitant/palonosetron (260 mg/0.25
mg) combination (IV NEPA FDC) compared to oral
5.3.5.1.9 |NEPA-17-05 netupitant/palonosetron (300 mg/0.50 mg) combination (Oral NEPA 20- AN 2E i3
FDC [Akynzeo®]) for the prevention of chemotherapy-induced
nausea and vomiting in initial and repeated cycles of anthracycline
cyclophosphamide (AC) chemotherapy in women with breast
cancer
5353 HBE OB Z O TR L 7o &
[ BRI (AT T F ) BEBE XS
& L7-Pro-NETU3HH “EH B M tLlealiR ) KO [ BE fE ki
5.3.53.1 |ISS FEMERESSE (RRYrEevy /ey ROy 7 rak — &N - -
277 I R) FH5BEEZG L LPro-NETUS3 M 22 2R
BR] OZEMEICET D OFE TS E
53.6 TiRIE O HREBRICEE 9 o Wl E
Periodic Safety Update Report (AKYNZEO:11-Oct-2019 to 10- .
5.3.6.1 — - HEZas - -
Oct-2020)
537 BET—2 -RERKOERRLE
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542 |WGH BE, MO O LOAFLISHE ED - EM, SRR, i S ALSRTE. 2003;30:760-764.
543 Hesketh PJ. Chemotherapy-induced nausea and vomiting. N Engl J Med. 2008;358:2482-2494.
sa4 Morita S, Kobayashi K, Eguchi K, Matsumoto T, Shibuya M, Yamaji Y, et al. Influence of clinical parameters on quality of life during chemotherapy in patients
o with advanced non-small cell lung cancer: application of a general linear model. Jpn J Clin Oncol. 2003;33:470-476.
s4s Bloechl-Daum B, Deuson RR, Mavros P, Hansen M, Herrstedt J. Delayed nausea and vomiting continue to reduce patients’ quality of life after highly and
o moderately emetogenic chemotherapy despite antiemetic treatment. J Clin Oncol. 2006;24:4472-4478.
546 | BAEIGE SR, SIHEEELHATA R A2 (B2 . H: &FHIAR ; 2015, p. 1-115.
547 MASCC/ESMO Antiemetic Guideline 2016.
o https://www.mascc.org/assets/Guidelines-Tools/mascc_antiemetic_guidelines english_v.1.2.1.pdf. Updated Mar 2016. Accessed 07 Sep 2018.
548 NCCN clinical practice guidelines in oncology: antiemesis. 2018 ; Ver.3.
o https://www.nccn.org/professionals/physician_gls/pdf/antiemesis.pdf. Updated 11 Jun 2018. Accessed 07 Sep 2018.
549 Hesketh PJ, Kris MG, Basch E, Bohlke K, Barbour SY, Clark-Snow RA, et al. Antiemetics: American Society of Clinical Oncology Clinical Practice Guideline
h Update. J Clin Oncol. 2017;35:3240-3261.
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o https://www.mhlw.go.jp/stf/seisakunitsuite/bunya/0000177221 00003.html Updated Aug 2019. Accessed 29 Jan 2021.
sall Tamura K, Aiba K, Saeki T, Nakanishi Y, Kamura T, Baba H, et al. Testing the effectiveness of antiemetic guidelines: results of a prospective registry by the
o CINV Study Group of Japan. Int J Clin Oncol. 2015;20:855-865.
5412 | NEPEES T3S, T a A A ROATEER 150 mg— TIREZFAEOMEHE (2012410 H) —. 2012 4. p. 1-7.
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Saito H, Yoshizawa H, Yoshimori K, Katakami N, Katsumata N, Kawahara M, et al. Efficacy and safety of single-dose fosaprepitant in the prevention of
5.4.13 chemotherapy-induced nausea and vomiting in patients receiving high-dose cisplatin: a multicentre, randomised, double-blind, placebo-controlled phase 3 trial.
Ann Oncol. 2013;24:1067-1073.
5414 Fujii T, Nishimura N, Urayama KY, Kanai H, Ishimaru H, Kawano J, et al. Differential impact of fosaprepitant on infusion site adverse events between
cisplatin- and anthracycline-based chemotherapy regimens. Anticancer Res. 2015;35:379-383.
s 415 Hegerova LT, Leal AD, Grendahl DC, Seisler DK, Sorgatz KM, Anderson KJ, et al. An analysis of fosaprepitant-induced venous toxicity in patients receiving
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