A4 A2 FhTHEIL125mg
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1.5 ERXEEROERRUREOER

1.51 [FL®HIZ

TV EZ s ME, KREA VT IS KD AR E N AR ORIRYFEATTF R T X A
VAP ma—mrF=1 (NK) SEKREETHS. (WL R 1.5-1 1077

151 7F7LEA2 Y FOEEEER

PUEMEREEA 5 5P D Bl « EH (CINV) 1, FEBESMAUMERE (A S T7AE 3 2 Wi A 23 )
WAESZT2Z LIC KV REBT 5. RO RBEIFCIHZIITY 7 A % 2 P/NK AN
BICHAEL, RIS S L TWAEEX LR TWS V. FUBIEESEA ORI, W
(LB ¥EBECAFAET 5 enterochromaffin (EC) g b 0w h=rwinititEL, to b=
DHEALAE O 5-Hydroxytryptamine; (5-HT3) SR Z ST U CHaE X 2 EHERIPR S 5, £721%
% 4 PUEE IR L B ICAF1ET % chemoreceptor trigger zone (CTZ) %71 L CHEM:-HAX 2 H 45 =
L2k, L EMEAEBT S Y. yTRZ X Pldkn b= LRERS, LR
EC MIRIPNITAE(E L, PUEMEGEAIR G L0 Wit T 5. off, 7 2% 2 P 3K
MR D NK BRI T 5 2 LIS K VIERZFHRT 5 Z EBAL SR D™, il
O 8—7y hELTERBESR TN .

AIRITHTEERBRICB N T, Y AT T F SO FUEMIESE A% 52 5 RHEE L e XD
HRPEIE IS U CHROWHIMAER 2R L2 2 &0 6 (2.6.2.2.2.1 2E), CINV IZXS 2 8H
VEFBSFF ORI E LT, KE AL 7 I L 0 CHlAT U CHIRRBR S BIh Sz, A
VS C FE i S AV 7o B EMEPUEME IR A (HEC) 5 1TFE 9 Bl - a2 5 & L7
RARBRIZ IV T, RPEHI DL < IRMED 2270 & T REAFSEOFRE T - 7B O L - IEr:
W LT AR R LTz,

AT T B M O UM AP G- (A O Bl < TR O PRIFEE LT, SKETIX 2003
H3 A, F72 BUFETIZ 2003 4 11 AICER SNz, 7238, FDA IZIERBEFF OB & 25
HIRLEMED D ARIE 2B Se kA (Priority Review) THAL - KGR L7=. 2009 4 3 ABIfE, K[,
EU #EOM 43 HETHEE I N, ZHETITOR 1400 5 AL EOBEIFEHEINL TN D, £
D%, [ EEAEME OPUEMENESA B 5 S Bl - E: ) O FFL3EE LT, BU GEETIiX 2005



417, FTORETIT 2005 4 10 HIZHWRE - ZhRDNENIARE S 4, 2009 43 A 8fE, K[E, EU
sEOM 33 WETERINTND. 61, UFEOELD - EH) oF%EE LT, EUEE
T 2006 4E 5 H, KIET 2006 4F 6 HIZHKFR 41, 2009 4F 3 HHIME, K[E, EUGEEOM, 57
ETHARINTND.

ENBIRE, 8RB A AR R SN M Lo t8, /NEPE G, TR kAt B
MR U CREIRBRFE 21T o 7=, EWNE TAHREE (ONO-7436-01) 1B WTC, Y AT FF
B o FE MM B IS A 5 S D - IR 2 A O A ZEN B A NI
THiERENT. ARROFRE, FEEORBRT VA o THEME S - WEIMEHE TARRER O
EREBHEE LTV, 70, AEOEMBREITEERA, BEEEEEEOVThICENT
b HAN LS EACKRE RE R T

b opkErEE 2, mwoERREE R Lok eiEr e s E 2, IR
B o 20 0 o s AT B A I S e e A b &
Bz 54 drsxsEazsn . xcose< TR
I - o
T, - - =\ T
ma L. s csT 20080 RMEEZ, A, T7LEX Y I TELT
HDHA A KRBT BN 125mg, A A2 KRBT/ 80mg, 1 A R 7 /Lty hOfERTE

RPFELITIICE -T2,

feds, HEMRELSNOENBFRE LT, TFLEX Y M FRAO/NR~OB% % F20 L
TW5. £, HEHAILUAOENEREE LT, 7T7LEX L bOT R FT v 7 Thd
fosaprepitant (JEGTA) DOBHFEZ Il L T\ 5. RIED/NEA~DBAFE I L OVERFI OBFIX 20
| NI



1.5.2 FROEE
1.5.2.1 JFERIRABRDEER

BT 2RO 5 B, BHIORBRSFIEDSY F— 3 v 0—H & BFE O FZRERE Oh
g T FEM) 3k oeatEmRmpo— (e 2ns, dERREB
AT R ERis . (0152 FFUESY b BROBER)

(1) REICET IR

JEHIZ OV TIE, SRR L O MR E DR 21TV, ZeE B (st & OV ]
(RIFRER) OFERPD, B RORBRTELZHRE L.

BF (72 PTPAER) 12OV TIE, ZEMRER (NERBR L OCEHIRERER) OffE
e 48 W AMLETH S Z & MR L, B R ORBRITEEZRE L. ERNICBT 55 14
B RBRE L O AR RBRCIL, 77 L e s b & kb CEh - 2m Ae)
L, fimere—A~a—7 4 7 LIk Z R CA LIz 7 e Al e LTz,

(2) EIEBHER

7rve sy roshrEts sEsE O ERD 25 0ollER cFEE s

Invitro \IZBWT, T VLEX LV MITF v A =— A A A X —JIE Mk (CHO) 2%
Bt MEREZARICHT 6 ERE LT LT v N OFFERHMLEZ AV 72 £85I
£V, NK| ZAEROBIRFETE TH L L2 L. £, 7704 O FERGH
WMTHDLB Y T a gk (L-755446) 1%, 77 LEX b ERBRIZE b NK ZAEMERICR L
THREEM 2B Z R LTS, ZTOBRMEXT 7L E X hD ICs i (0.1 nmol/L) & bl L
TS5 Thot-.

Invivo IZEBWT, 77 L EH . MIFIRNEE ST, ¥% —EZIBIT 5kt NK; il
I % I BARAFRHNHE L, IDsofElE 032 mglkg Tho72. 7F/LEX MI7 b v MIE
DV AT TF I LD RMEEMEZ 1 mgkg DOFFIRMNE L3 J O3 mg/kg DOk H 5T,
FEFRPENEME A 2 mg/kg ORFEOEE T, 1 ZXZRTIMEI L. VAT T F UFFFRIC X DIEMK
JRHBLEIZEB N T 4 mg/kg ORI G- TZ OB OIRMN KR 2 EE L2l Lz, £z,
TXW ALY DL S-HT I FEETEE & OPFHIZE Y, 0.1 mgkg OEFRNE G- T7 =
Ly MZBIFDV AT I FUFRICK D2 MEl Lic, 612, 77 E X M 5-HT,
TR TR S VWE ENE T REALERBLOELEXFERICLEZ 7= Y k
ZH 1T D AR S % 3 mg/kg OFE OG- THIH| L7,

Uk, 77rEe 2 MY, BEEFREC K DR SN LM LOREREMEREM- 72 5 O
XN M- 72 Sl 2 OIEIEIZ 3 27K E LTAMTH D 2 LR,

eatsEmRmE, Az ic OEA e B ST v, BN T oK O E



L, w0 ol > Ol s s

TTLER L N ORISR, TERER, FERARR, BRI, B - WIRER,
THALERR I K OMILIREE S R Ze3 2 AR &2 st L7z,

HAR AR SRS 6T D VEH TIE, 10 B X O30 mgkg DHEREO#HEGIZL Y, 7 v MEFEKIR
DEFEIETIER (0.4°C) 23380 bz,

MR 28R )T D AEA CIE, HEFIRNE S (1 mg/kg) 12X 0 LN A X ORERHES L O
oy REREIR, B 2 — e > DR IS B 5 ST

HARRR R « SEAIET A ERTIE, 77 EZ > b (03~30 2 mol/L) 4 HIEE D
BRI (EARPER) % 3 wmol/L LA CHREEIZHNHI L7z, F7=, 30umol/L TTEF /Ll
v, BERXZ IV, kEur h=rBRONY UL L DUUMERS 2 B L7 DS, BeR T E R IR
58 125 mg/body (25 1) B i A AR EE (1.7 1 g/mL) OF) 10 5 ORE TOER TH - 7=,
TEERARR, B - WIRARR, T LERRE K OMLIREEE R ISR DERIE, FHCRD bhignoTk.
U EOZEMERBROMER D, EANTOT 7L EX b ORI IZIE & 72 5 5
TR DAL h o Tz,

)H

(3) AR, #3%m, B, HEHORER

AIEOTEWBREZ M T 572012, BRI T X OFEERIA 2 VTR 2 o 3 4 Eh g
e L. hs o VIR 5 0l cEE s, 2 oRR,
TFLEX L FOROFKERED BA 13T A, BTy FBIOMT =Ly MW TE
39%~46% L [FFEE TH o720, A XITB VT 16% & R0EEE2 R Lz, Ty M7
LE X M EROEGH% O AUC).. X 2~25 mg/kg O FBHiPH CIRIEHRGEIZHG L THENL
7oy, 25~125 mglkg TIXE HITHINT 5 Z L1372 <, Coax 1 2~125 mg/kg T H & LA O
WA /R LT, A X277 EZ o F iR IR G D Chpax 38 KT AUCo0l 3 2~32 mg/kg TH
EIERWOREMEZ R LTz, 778Xy MIKIZIZEAERTRVMEEMTH D Z &b

VRO FIFNC X DI O T 2358 O & H-REOIERIEAE DR IR CTh 5 "IREMEN B 2 LT,

—J, AT T VEX Y NEFIRNEES- Lz & &, AUC)...1% 0.2~0.5 mg/kg O &EHiFH T
IRIEEHR G- =T E LTI L7223, 2 mg/kg #25-FRF D AUCq.71 13 0.5 mg/kg #% 5-K D AUC...
EHEE LT I0fFmfE L 220, G EBERU EOBMER L. TTLEX L N DOIZ VT T A
R OFENRRKE L, BARTIBIT 5 Z L Ic kv mEhRENS ER Lzt s
26N, 7y FBLER7 by MZEBWT, 77 L E X U NOIRN~DOBITHFRD bz,
AHED invitro \ZB T HRHNTT v ML b FOBTEMEMICFER TH -7, & MIFBWW T
FUZHA R ZBRLS 1 FEEOMRHY BRSNS, ZnbiEnInd 7y hHDH0EA XD
MAEFIZHHFELTEY, b MERMRRBEMITRO otz ETEREOFNMESD 2



WEFEEA~OFE DR SN HREWIL 2o T v MBI D AREO LRI AT
A LTz ChH o7, A XITB W TR I KON 24 Lo 3 I R E R S
7o, RIEOMRFHZEIZEET 5 b CYP 43X CYP3A4 ThH Y, ARIiT CYPIA4 Uil %
PHET S, BRICERT 2 W EEHRRIZ W T, 77 CYP3A4 OILEFAIR LU
HEIE OPFRICE D AED MAERRENEMB L MET L, AKEKEDOHFHIZLY I ¥V T 4,
TXYPRALYUBIOATFAT L R=y o OIMERRENE KT D2 ENRINTVND
Z O, AIEZ P-gp DI - [HEHTH D LB X B, FEKERCTOIEMRHIAHE A A
BICEWT, 77 L E X MIRENZR P-gp DB TH DV IF v O M REICEES
FIES RN EDRMER SN TND.

UL EORBROFERN D, RIEOEHRMEM F, CYP3A4 Ol EAR L OFFEA], S5
[ZCYP3A4IZ LV F& L TR SN L FER 2T 5L &, EEPLETHLLEZ DN,

(4) HFRER

7rresy romiERpr, ERE 25 0l s s

TV NOREWETHET 7280, T v PEB IO~ U R & HEE G 3R,
TN, AXBIOI LV ERWERERGEERBRZ I L2, ZOMICHE, Wiyl
BIO~ T 2B nm R, ~UvABLOT7 vy FMEHWERAREMERER, 7> b
LT X2 HW I AMEAFEERR, 7y FBXO~ U 22 W) F ¥ axx
T4 7 ZARER, vUABLOT v bEHWEEERBTICET oA Em L. ks,
JREER OARMIZBI L TiE, JHEEFIZ 0.15% L EEFEND Z EMREE STV D ARMMIEFE
FEL7RNZ EnD, mERBIISER Uo7z, F7z, ®BAITF oS MAERYICE L Tix,
FIHIZ 0.2% 0L EE N D 0 MAESRMIIGFE LN E0nn, BERBRITSE L 2o 7.

HElfe GatEalln, KExGEERAER, BmtEalir, 25 ARMERER S L OVETER A w0
AERIZ DUV T, FDA @ Good Laboratory Practice Regulations (21 CFR Part 58, 1987) (ZH|»> T
Ehii L, FMEEFEIERERDO—EBIZ- OV TH FDA @ Good Laboratory Practice Regulations (2
Hij» TilBa 2 380 L7-. HEGRKITHARENRE COLIRAKELE L, EbI1T, 7y hB&X
W=7 A% - HiEE 53R CIIEENRE, £727 v FB XY &2 v g #
G MRER CIXEIRN B G L 2 3 met & S50E L 7=,

PISE I B S 51 B Bt I, PR R m o7 e 2 v o~ q R
W7 (M) ZRWTEBLE. 0%k, BREEez#kswsE0C, PR TENIR
~Hl moT LRy FoF ki (L7 NB) BV TER L.

TUABIOT v hEHAWT, ROBEIZED 7L X N ORAMEENEZFEm L 72 #5E,
2000 mg/kg (ZFBWT b RAFR AR MR S 7



7 v MW O GIC L5 KER G FEERBRICE V)T, A5 M Tk 1000 mg/kg b.id.,
WLJ5 NB TGl e e K D 1000 mg/kg b.i.d. Z %5 L7=fkE 58, AFlgs L OHIRIREE D
s, FPREREAR S, HR R AERE D BRI RS K OV T IR D ZE A DT O BT,
F72, v U RE W AJFME TR & D WIT R G- mERRIC BV T, 4 M TR
1000 mg/kg b.i.d., #4LJ5 NB T K 750 mg/kg b.i.d.& %\ E 1500 mg/kg s.id. 2 #5 L7k 5E,
JHlEE & O L OFMRERDSZED vz, 77V E X MET v FOFRIZIE TR
REEEEZFET LB LNE o TEY, T LEX Y MEGIZ X D IFIBEZORN
B L O IE R IE, ARETAATIZ K D AIFREIEERF T > EistEoZE e Ex bz, H
PRI E N KL ORI oA, I GEHERFEIC L > THRRALVEY (Fr*

V) DI UT T AN L, MmiE TSHEEN FH-L-Z L1 TR L EE Z BN
7=, k77, THREOZERZEMT TSH FEAMMO M TH HAREMNE 2 b, ¥, Zh
SOEAE, R EZFE T 268 WE T v MRS LEESAICAE L DB L REDE

EThy, FolmBEICHAEDOETHD EEZ LN,

A X W AH G2 X 5 5 HRRERG-#HHERBRIZIB VT, 47 NB T 5~750 mg/kg
bid G U-fES, 25 mg/kg bid UL ECRERMOMS], BEEERD, BiZiRs L OUpR
R, 125 mg/kg b.i.d. LA ECRINZMRZEE, KB E &R XL ORREOEMEN RO b,
Fo, A XREHWRAKREGICX D 39 B RAER G aEMERERIZ W T, 477 NB T 5~500
mg/kg b.id Z &G L7ofER, 25 mg/kg bid L ETHREIMOME, BEEERD, "2 RZEH
BLOREEDOZEMEN, 125 mg/kg b.id. LA ETRISNARE EOMAE, 500 mg/kg b.i.d. T/FfgE & D
EAESFRD BTz, L EO LR H AL/ ho 72 5 mg/kg b.i.d. D MAEH R (AUC).41)
IIHET 259 ug - h/mL, HET281 g+ h/mL THo7=R, R TEHRKE G E 125 mg/body O
AUCy... (46pug+hmL) %= 6 5 LEAl->TEY, 7L X FNOKRMSEH E, FrcREE
mhlnWEEz BN, 2, B LD BTz 25 mg/kg b.id O MmAEFREE L, T 634
pg-hmL, HTO653ug-hWmL THY, HKTEMKESE 125 mg/body ® AUC)... % #J 14
&% E\l> Tz,

TR NOBREED, BETHSZ. e, v MU UREEEK TK6 Ml A v o
512288 BB s OV CHO M 2 F VO 7= Yo iR B BRI o U Cllfpi AL BRIE I K 2 3R
IR L TV, BImmERBRA T~ TREThH o722 L, BN AMERBRIZINT
B2 R T AR LB LN TWVARNI D, T L X NEKRTEEENE
FAET D AREME I VW E B BTz,

~ U A % N2 105 8 I RE 512 K D 23 ARPERER TIE, /L5 M Tk 500 mg/kg s.i.d.,
JLJ7 NB THe K 2000 mg/kg s.id. 25 L=, ZOFEE, A5 NB I L 5BV, ITH
R i s &2 OV RIRRE D F A BR8N U 7=, RIS O 2k & U CIIFMAIR R 25RO &



iz, 7235, A5 NB T 2000 mg/kg s.i.d 23T 2 MAEHFIREE (AUCooa) (%, HETIL 560 g -
h/mL, #TIL 70w g-h/mL TH Y, e KT ERRK L 58 125 mg/body @ AUC..., (46 1 g+ h/mL)
Z12~1.5f% kA>T, £/, v hEAWTz 106 @ KE G X 523 SR HERERC
1%, 45 M THeKR 125 mg/kg b.id., L5 NB THeoK 1000 mg/kg b.id. 5 L=, ZOREE,
FERIAC R, TR A, AR R R A BRI, 35 J2 OVFR R M s il e il o 8 2R 451185 203 ¥ 0
L7z, FEREGMEDZ b & U CI3FHI R AR RS0 BRI R AR A D FE R & o T2 BB 338 8 &
AU, IERIZ A 2 B OZEMETH 2 BB R RO L. 72k, 7 NB T 1000 mg/kg b.i.d.
(BT HIMIETREE (AUCoas) 1E, HETIX94ug - WmL, MTIE38ug - WmL TH Y, #i
KT EM RS 558 125 mg/body D AUCy... (46u g« h/mL) & H_THEFED -7, LLEDRTF
WD REIG LSS J OFENES AL, FFREEERFEIC S B b e B2 b, HRROIEE
P L OGEMESEMEE S, HREIEEFEIC L FREALVEY (Fukiy) 20770
AZOTUHER L OUME TSHIRE D EFIC X5 “RIE b E B 2 bivic. 7ok, FREEEE &5
HYo{baWmE T oI LI Ga 1A U S IFES K OFRROBEEZE L, —&
I FTIFAELRWEEDLRTEY, ToWBEIFAOE(LTH D LB Z BT,

HET v b &AW OGS X D ZIAHER X OREE £ TOMBIRIEAEICET 2R T,
A7 M T K 250 mg/kg s.i.d., 2477 NB TH G- Al aE e K & D 1000 mg/kg b.i.d. & 5 L7273,
ZZFEHE, ZESERR, MR - BRVRZEAREE, KSR, REELE R, RIS KUY B BRI
HIFT RS GITRD b o7, T > FEAWERARGIC L 2ZREBLOERE T
ORI AT 25 Tlx, 405 M Tk 250 mg/kg s.id.,, 25 NB T# 5 mlhER K H
=D 1000 mg/kg b.id. Z £ 5 L7223, RREBALED GRRRMEN FE TO HE, RESR, ZHh=E, 4
BRI, SR, HEE, ATEER X O TRICE TR bNRnof. Ty REHAW
TR OB BT X B BEILA RN 2 08 5 I - BRIV ARICBE T 25 (I - BRVER AR, AR/
BIEAETR D ONTRHAREREICRE 4 2 3A8BR) TiX, 45 M THoOK 250 mg/kg s.id.  (AUCqo4, : 4E
BzZ > k23 ug - hr/mL), 47 NB THEH Al fgf K& 1000 mg/kg b.id.  (AUCq.aq, : #EHR
7> F3lug-h/mL) ZH%EG L72h, IEIRARBIENNC W CRESEIE R 46 X O AT I
HHNT, £l FHROREE, o, i%%,ﬂﬁﬁ®%ﬁﬁ%mm%@%ﬂ&#ok.7
X2 HWCROFGIZ L DM - IRIIEAICB T 238k Tlx, 45 M THK 25 mgkg s.id.
(AUCqoap : BEIR DY 27 u g« hr/mL) Z#5 L7223, MBEEIEA I X OMERFTEMEITRD 5
Niginodz, Lk, 77 Ve v NI ASRE, PS4, I - RRIERAE, AT/
AEBRFEAEL L ORBRERICEEL RIFS RN EZX bR,

VL EOBFEMREROFER IS, ENTOT 7L X 2 b OERRRBR IR R-EIT A2 &I L7z



1.5.2.2 EREREAROERE
(1) BB T 2BRORE

WA T s BEfE rE A D HU M IEE A i B A 5 LD ek OIS 2 By & U TRl
%5 M AHRER 4 B (PO04L1, POO7L1, P007, P012), #MHIZE AHFRER (P040C1), Z5INAH
R 2 R (P52, P054) OFt 7 RERA FEhE L7z, F7o, [N OGUEMEREE A5
(D L - EM ) OIS ESA B R & LTRSS RS (P044), ZEILAHER (PO71) O
a2 BB A S L7z
@Or JEf M O BUEMERRG A B 512 PE D Bl « @

VAT T F G Lo B M O BUEME RS A G D L - IEE A g 8 LT, AT
gk (poosll : VR ~ ) <37 T v e s ofiRNES 7 e B
F v 7 (L-758298) ouimf s, il ks (oorLl : VI ~ ol ) <
L-758298 D HA[AF 5., L-758298+7 7 L &' & o hEAl (A B) o 5 ARG, AW THER
g (Poo7 : VI ~ ) ciET v e s R (BT A) OBER KOS
ARy, aies mmsse o2 : VEI ~ il T v e s sl (L
A B) @ 5~6 A ZFE L7z, £ORRE, AL S-HT RBRETHEL LOTF 92 ¥
VD 3 FIPFRPEIED, CINV OFRHICK L TR bR HIETH DL Z LRSS, &
Tz, AHEEGUEMEEGAIREG 1 BEND 5 ARG T 2% 5 H1E03, CINV O FHICRGHE
NThHDHZ L DBRBEI T,

wam RS (PosoCl : VIEI ~2dlE)) 3 Ao B B A R
HZEEAMELT, THVEX Y hOF 2R 7K (A D) O 5 A EEGEERT
fili U7z, ARBREIAA LI ORIHIEHE A A KT A Tl o 72 1998 4RI TR S Tz [EES e SRR
4 (MASCC) DA KT A2 DaEEE % TRRIE LT 5-HT, A RSP & F X 2 2
Y02 FIGEARE (1B B S-HL ZBREHEB I OT® A2V 0, 2~5 ARIZT XY
AR U h ) I EREE LT, AFEE 1 BB 125mg, 2~5 H BIZ 80 mg $5- (125/80 mg
), 1 HEIZ40mg, 2~5 HHIZ25mg4025mg i), BLWI~5 HAIC Y 7R &KE (B
HEIRIREE) O3B TCOZITolz. ek, AREBRITY Y], 375250mg (1 HH 375mg, 2~
5 HH 250mg), 125/80 mg &¥, FEUELHERED 3 REDLEGEER & U CRRME LT, HEEhaeAmR

(P041) DFERMND, RIZEF R0 7vAHK (Al D) & LT LB, mighE
FENEEA & L TR R D Z E NI L7720, 1RBRFEGHmEEZZT L, 125/80 mg B,
40/25 mg #F, PEYERHERED 3 BEO kbR & UCRBA L7z,

ZORER, RIEFT DT O IEERFIIC AR THRICENRTE Y, 125/80 mg BENN R b &
WHERIMWEZ R LT, £z, 125/80 mg BED L AVEITAEMEIRIRAE, 4025 mg L [ARETH Y,
DREMERHER STz, ARBROMERIZE S X, 125/80 mg BEZ BFRMESEH & & L TR L 7.

FMAHR 2 3B (P0OS52 : 2000 4F 11 H ~2001 4= 12 H, P054 : 2001 4~ 4 H~2002 42 H)



1L, YA T T 70 mg/m’ LA EOBEE G & G TR FIRIE CIBRT DV AT T F U R
TRER B 2 XI5, AR 125/80 mg DA IMMERS L OL A REET 5 2 & & HIIZFEM L7z,
RIS TARRRBR (2B €, ASROHEEE SIS X 2 A9 2 ARBRERR T2 2 &, %EH
I AHEER (PO40C1) IZBWT, WTFHOEGHIZB W T HITE A EDFER TRAIDIEMZ 3
AHETICHBELL WD b b, RT3 AMEEGICLY 5 AMES & RBEO T
ENMEFOND EEZ BN, BIAHRE (P052, P054, PO71) Tik3 HE#EE & Lz, £z,
AFRERPARGIF DT A BT A > (1999 FITFEFR S N TOKERRER 72 (ASCO : American
Society of Clinical Oncology) D HA KT A Y& 1998 ££|2583 S 7= MASCC DH A R A

V) BEEE X CRHRE LIz S-HT, ARSI E T4 A 2 v o 2 FIFARRE (1 ABIC
S-HT; X B EHEEB LTI A 2y a2 &b L, 2~4 BT XA XY U 2EE) (2
FERELT, AFEEZ 1 HEIZ125mg, 2~3 HHIZ 80 mg #45- (125/80 mg #f), BLV1~3
HEWCT 7 RS (BEEEREE) O 2B TORKEITo7-. ol, T2 4 Y LnH
WA EEARER (P041) OFSRAZBEE 2, AID CYP3A4 FLEMERHICK DT 22V
DR EELZZBL, RGBT T XV A XY U OBREREARREICT 5720, 125/80 mg
BOTXV A2 OREEHERE L. ZOME, 238k & H12 125/80 mg FEOHZMEIX
FEAEIE AR I MEALTH Y, 125/80 mg BEO L RVEITIEHEIGRHE L RIRE CTh o 7.
@ & FE A O PUTEME IR A 3 514 D BBl - g

i R (Po44 - I 2ol 5 2 275 F U LSk o s E D
FUEMEAEEEA] CIRIRT 2 IR RE 256U L7/ NIRRT H 0, AIK 125/80 mg DA
Wik L ORAENEORHG 2 BANCEM LZ. ZORBER, AROGMELMRT D2 LIXTER
molo. ARFBRIZIE W TAREDAIMENHEGR CE o e 8 & LT, ARBRORBBIL NS
ol=Z EMER S, M E OPUEMERIE A G O L - WEHO TR & el
BT, L0 KB R A Eie T 2 0ERH DL LB b

ISR (PO71 : 2002 4F 10 A ~2004 452 A) X, VAT T F LSO S5 ERENED
PUEMEESA] ([ 7 vdR 27 7 2 REIRNE G 750~1500 mg/m® (£5%) |, [ 7 kA7 7
S FEARAIPE 5 500~1500 mg/m* (£5%) + K% VLB RN G- 60 mg/m”* LA T (£5%) J,
HHWNE T 7 akR A7 7 3 FEIRNES 500~1500 mg/m” (£5%) +T L E S IR
5100 mg/m’ LA (£5%) | OWFhind £5%) TRET 5 I EE 2 681, A% 125/80
mg OANEB LOLZEMEZHRFTT 5 2 &2 HAYICHE L7z, 1998 FITRER Iz ER
FrlRiEE4s (MASCC) OB A R4 v DB I 1999 EICHE STz ASCO DA KT A v
DaWEE 2, S-HT, SARMHEHEE L T4 2 2V v o 2 FIBFH¥EE (1~3 A BIZ 5-HTy 254K
P25 L, 1 BHORIT XV A X Ui E) ZEEGHER S L. A3 125/80 mg
BEICOWTIE, 1 HEICARTK 125 mg & S-HT S/ EERERS LI OT 322 U2 L,

J



2~3 A BIIARIE 80 mg DA ZHEE-T 2 71EA IR L7z, 12580 mg #£ T 2~3 HHIT 5-HT; %
RRIEFERZ O Lo 2 BEIE, 2 E TOBREREN S, AL 5-HT; ZREEHIEK
BEEHZTH, TOERNGRAEZRTZENTED LA LEZDTHD. B, &
FEfE M DO BUEMERE AR 5T A D BL - T, 1 B BICARSE S S-HT; RSS2
PFH L% E DMEMNCR T 5 EREDRDPBDO LN &6, RRBRICBNTH 1 A
B S-HT; SR MRHETERZ AT 5 2 L & Lz, ZORER, 125/80 mg FED 128 B M- 5T
PEREBEAIB G D Bl « M- TBAIZRT 2 A2t L OVZ RN R S,

(2) BRIZEIT5HAFEDRERE
D% 1 485888 (RC869A101, RC869A102)

5 e 5E (RCs69A101 : 20l ~20llEY) 13 B T A R
40~500 mg & H[ARR O 5 L7z & & ORelE, EYEREDOMRT /2 5 NS 125 mg & HiAlkk O
BH LI EORFEORBORGZ BN E UCER L. 5 1 AKERG R (RCS69A102 :
20l 20l ) 3 Rk B IS AR 40~160 mg % 28 F KR O L7z
L EOREM, EYEheoRF 2 E LTER L. TR, # 1R 2 B TAARA
TOARIE 40~500 mg D H[AIFE 5, 38 LA 40~160 mg @ 28 HFRER #5231
B AN RS S ALz
Q% I #E:E% (ONO-7436-01)

FHkERB (0N0-7436-01 : 2005 4F 8 A~20 ) % > =275 F 2 70 mgm® L1
O BRI 5% G Te L L TR 3 2 B RS 25t & LC, AIE 125/80 mg, 40/25
mg BLORT T vREHANT, KD 7T v Rk HEM, EiEfER X OLertemant
THIEEHBE L THEB L., RBET A o0 T, EWNAOEBREREREOME S &
ZEE LN D, FAIREZRBR Y s £ 1 TAREER (P040C1) F6 K OMEIIFARER (P052, P054)
DT FA NZH DR, EEREICOW L, ENTHIMIBRICET 251 KT 4 23720
7o, BATHEE OB ARIDERBIERFISIZBENT, 7% AZY 2 4~20mg D1 H 1~
2 BHELES N TN Z & 255107, BREME O BRSO AR E 558
LT, EERBEICHNDY VBT XY A4 NI oADMY - HEZ2 1 HE @ 12 mg, 2
~3HH :8mg® 1 H1[E, 33 AMKREICRE L. WIMNIBTL2T7FH ALY L DR
WFFE EAE R (P041) OFEREZENE X, AFEORGEIZGDLE T, F&KEHOY BT
XY ALY M) U LAOREERNFEREICRD X ICHEME Z1To72. ZOMKR, K3
125/80 mg, 40/25 mg DA ZNHEITHEHERE I~ MBI TE Y, 125/80 mg DA ZEIT 4025 mg % k-
B> Tz, £z, A 12580 mg, 40/25 mg DZEANEIZ OV CIIEAERR & ZE TR - 72

10



QERREEHRER (ONO-7436-02)

ks (0N0-7436-02 : 20l ~20lE) 5 B A Ao EMEEES %
XFRIT, AR 125/80 mg, 40125 mg DWT Ik 5 HEEE L & & 0EyEEOMT, 726
N D a2 — R DT W AREZE G LI BEOREMEOMRE By e UTHEmR L. EER
WL, ENE DMHRER (ONO-7436-01) L RERE L7z, ZOfER, EMEEEEE IR 24K
FEOIEMENRITA RN EANEANTREREITRNZ LR SN, o, BARANZEBNT
RIEZEH D 2 — A TRERG LTBEORBEER R S hiz.

B 1.5-2 [ZPHFE OfFHEX, T 1.5-1 [CHRRABR GHBEE) o —FiRE R L.
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#1.5-1 BERHER GHEAH) —BX

Bt TFLEZ | 2& | o
EED it
BoOTEE DR HBRES filibg b Lo iS4 B5R (mg st | mE |
P052 B EIERSE (HEC) 125/80 536
FMMEEE | Wt P054 HESMEIIFEER (HEC) 125/80 569 ﬁgg D 5
P0O71 WM EIIFER SR (MEC) 125/80 866
EM | ONO-7436-01 |EASEI#ERE (HEC) 125/80, 40/25 453
D 5]
PO40CI  |MB4MENAS I 4HAER (HEC) i;fz"f“ e 583 :
POO4LL SRS DHERRE: (HEC) |60 (i.v), 100 (iv) 53 L-758298
(BEZEED - i
POO7L1 ; 100 (i.v)/300 (p.0.), HEMENE | 1-758298
0 aER o BETE) HEALRIEE T HERER (HEC) 100 (i) 177 swmw| B A
P007
(BERE HESLRTHASE M FHLER (HEC)  [400/300, 400 161 A )
P012
(BERE HESLATHSE O AE3AE (HEC)  |400/300 354 B g
P044 ’
(BEYE HESLRTHSE D 4HAER (MEC) |125/80, 375/250 55 D B
RC869A101 |55 I FAH[EH 5 40, 125, 250, 375, 500 31
i R
AR | BN P
RC869A102 |% | HKEE SR 40, 80, 160 39
EfEEERE EiE
PK BtE: BN | ONO-7436-02 |EHEIESEE O PK R 40/25, 125/80 20 i
REmL | W POs3 | REEMOLE: PK BB 160 31 gig
[FHkAE
s P0S6 fFHkRERE SR @ PK Rk 125/80 40 e
R P P057 B EMRES O PK B 240 33 Wikte
EEE
FxYAES v FrF o b
P041 ay, 245 5 EOMEERM|40/25,125/80,375250 | 49
R
b hatrS—n, ) FTr e D BA
P046 - 125, 375 25 | fREER
v OHEEERRR -
P047 vaFw L OMEERRE |125/80 12
E ) Y=t oo EER
HE - PO50 e 125/80 18
1ER FE#FELLtoEEERR AR
P051 % 125/80 11 priyseges
AFNT L R=/ oD
P064 R 125/80 10 .
PO67 ;”W 7 )y EOREFRR) o8 3 |ERE
E/LAEEDOHEEERR FEPERE
P101 % 125/80 14 g
PET iR
o ok P0O75 PET 38 (HA&A, SAEAN) |15, 40, 80, 125, 160 19 i

L-758298 (F 7L ey b7 o KT oY) obRNESs
HEC : & EE M FTEERE S|, MEC : f% Bt R BT B
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1.6 SHEIZBTSERARKRFICETHIER
1.6.1 SEIZH T ZFERKRR

T7LE R OAEICET SR AR 1.6-1 1TRT.

AHT [ FEAE A ME O HUBMERIS AP GAZFE 5 ol - WErE ) O TPGEE & LT, SKETIE 2003
3 H, 72 BUFETIL 2003 4 11 AICAR I NIz, 7235, FDA II1ERBET OB & =
PRI TEVED B ARIE A A (Priority Review) THEAL - KGR L72. 2009 4 3 A HIfE, KHEH,
EU G4E O 43 DETHEE SN, ZHETICOR 1400 HFALU EOBHFICHEHA S TS, £
D%, [HEEEEMEMME O GBI A G- (20 5 Bl - MRk O FREEE LT, EU REETI
2005 4 4 7, F7OKETIE 2005 48 10 JI2#h8E - 2hR25ENAGE S 41, 2009 4E 3 ABIUE, X
[E, EUREEOA 33 WETHERBINL TN D.

iz, Mo - EH:] O3 E LT, EUGEET 2006 45 A, KET 2006 4 6
HIAGRE 4L, 2009 453 ABIE, KE, EUEOM, S VETERINTND

£16-1 FILEZY FOFELBERERICES T SERIKER

S Rl e g R | i AR
[ER=ZA
KIE | Emend® | 2003 43 H 26 H AT RVAH] | E B 0O BT | BT A
- 80 mg BEMEES A G| BRT 1 RERIDAN
+ 125 mg WAED B & |12 125mg, 2 HH
< 125mg 1 BT | D TBh |BEO3 HEHD

2005410 H 28 H| /L& 80 mg| 4 LM% o | §1IZ 80 mg & 1 [H]
2 B SEAD| Mg EERE TR O EE T
B MUK | HiCES ELL - | 5.

Rk %]
2006 46 H 30 H AT /AR IO ED - W& | FREERT 3 REE LA
* 40 mg H-oF 5 IZ 40 mg £
&5 2.
EU | Emend® |2003 4511 A 11 B |[F E EES GRS

2005 4-4 H 28 H
2006 -5 H 29 H




1.6.2 SNEOFMAXEEFOHE

KEOIRRMSCE (2008 44 A) Oilg 23R 1.6-2 1TR-7.

F77, KE ANV O EBAERERA SCE [Worldwide Product Circular ; 4B23(d (%5 — % o —
k (CCDS) #&Te], WO KE O CED AR L.



# 1.6-2 KEFRGXEOHE (FD 1)

— IR TR aprepitant

BR5E4 EMEND"

=44 KIE AV 2 4 (MERCK & Co., Inc.)

FEEEAB 2003431 26 B (G MEILIED HUBMEERAEL 51T F 5 Bl - IBEOTBE), 2005 42 10 ] 28 H (T fEMETEDHUE:

PERERG A% 512 F D Bl - O FBE) 2006 4F 6 A 30 B (iR 0B - RO FBA)

Ff - ;é‘

B 7ENAl - 80mg, 125mg, 40mg, BLWNI125mgl A7 B/ L 80mg2 # 71D~ HEAl

hEe - 30

EMEND |33 & OfFIC LY, LTFOBEICHEIESILD.

- BHEYV AT T T U EkETem E R L FEREOYIE 2 — 2 B LONE = — R B 2 AR OO
RNk %)

o PEEEEMER(CFRE (I - RS oflE o — 23 L ORE 20— 228 2L - RO TR

F 72, EMEND it 0L - IR0 FRAICHEE S5 (kL - JImSR).

Bi& - HE |REMESHIBRSICESBED - BHOFH

EMEND (aprepitant) |3# 047 72 NLAITH 5.

EMEND |2V F a 27 A RIS KO S-HT; BT E S TeflHiaFo—#l L LT 3 BE#5-7%. EMEND O
PEHmE LT, WLk oBss 1 KR 125 mg 28085 L (1 BH), 2AHEBLO3HHAOHICS0mg # 1 H 1
B} SRR A

571> EMEND  (fosaprepitant dimeglumine) 1%, RV Y /L_"—k 80 (PS80) Z&FLeT /'L v ¥ v N DUk =
KT v 7KTHY, 1 AHICHEEG$ 25 EMEND 7 7EAH (125mg) LIV R ATRETH D . FELFAHRIED LA 30 2 HT
215 53 i3 THARN 5975 .

$ie S SRR C Uk ol A P O FUIBR MR A 45 G- (1 5 JL - @D FBAIC LA R D FH & - Hlika Funiz.

1A 2 HHA 3HHA 4 HH
EMEND* 125 mg 80 mg 80 mg el
F R AL Lk 12mg (PO) | 8 mg (PO) | 8 mg (PO) | 8mg (PO)
FrH o hart | 32mg@v) | AL e L e L
* EMEND 13 1 A FC 3B b ARk Biss | RIS 425 L, 2 AAS L0 A AEPICRNEs L.
w PR R AT B B IR EERERIG 30 SRS L, 2~4 B EIZENCEE Lz, S92 2 Y v o RIS LR & %
L CEE L.
Tod v g ba it B B O ERRERAAET 30 S Lz,
g RS BRI C U A B A O PRI A3 5 A D Bl - IR TRAIC LU T o & - HEE V-,
1 HH 2 HH 3HH
EMEND* 125 mg 80 mg 80 mg
TR AL Lok 12 mg (PO) L L
Fo ot hut | 2x8mg(PO) | AL 7L
* EMEND (3 1 B BIZI3E AL A iaBies | REIATcR O &G L, 2 AHB L3 A HIEENCRa&S L.
w2 2 T 1 B EC I L EREERR A 30 Rk G Lic, TR A XY v o ARISEMIMEER 2B L CEE L.
T oA Fgrothay 8mg 77, 1A B ORCEFRRIERAR 30~60 /312 1 A 7S L, 95 1 A7/ 1 AHOPEERE#% 8
BRI LT
i DE/L - BHEDF [
EMEND OS5 & LT, BRFRE AR 3 RERILANIZ 40 mg 2R N 59 5.
— R A IE R

EMEND [FBEIZFEBL L TV 5 LG O VAR EE & L ToORBUT I ST,

EHlfkei St s nzan (MR LoiEE) 220R).

EMEND # 2V F ax7uA REJiHELT 256, avFaxTas RoHEREICET 2BMORERIC OV TIE

MEM LoEE, EMEMAEEN] 22380z L.

OFR 59 B HIESCB LT, ZOEFOBMNCEESRTD L.

EMEND I8 TH 2R THHEETHZ LN TE 5.

I 2 1 D R T B AR,

EHERE R R F 1L MIRENT & W17 5 KB R ERE TR 2 BT LT,

HEHE 7)s & TP FE OFFHEFEAR 2 (Child-Pugh 2 227 5~9) (28 5 HEFARITLE RV, BEEFEER SRS

(Child-Pugh 2 27 >9) [ZBJ DMK T —ZIFfHFon TR,

E3=1 EMEND [353\ ~ 455 (FIRIKTAFRY) O b2 1 L PAS0 71 V¥ A L 3A4 (CYP3A4) FLEAITH 5. EMEND I3 E°
EVR, TAT=2F Ty, TAT IV —=FEEY 7Y REFH LAV L. HEKER: CYP3A4 OIHEFEIZ L - T,
LROAE O MR RE S LR L, BB E I AEMCED SNSRI SNIBZNARDHD.

EMEND [3ZAF DRI D BE AR Th 5.

ERLE®D —fERAER

EE EMEND (3 SRR 72 CYP3A4 BLEME &3 728, T CYP3A4IC L W IRt SN AP A IRIE L TV D

WIHEELTHRET 2. TFLEZ 2 o 12580 mg DA « HEITHFEED CYP3A4 BLEMEH 277720, =
o OPFHZED MR L7932 AlREMER 5 5.

T VLEH U RO 40 mg O H[AIEE Tl CYP3A4 FLEMER X952, FIZ CYP3A4 12 L 0 U &2 R SR 1.
PR ICERR ERE E 2 2 Z @I RIES RN EB 2 BN 5.

TFLER Y N CYPIA4FREREZPH LI &, 7L E X > bOMEFEREI LSS 2 AEEN DS (T3
MRREAER ) 28 .

CYP3A4 ICL VFAESND Z LM BTV A HUEMIES A & LT, FexXtL, R7)a2xtL, = RV R,
AV I)THhY, AT7HAT7IK, A=F=7, /LAY, BEVTTAFUVBIOE Y7 VRAFURH 5. WK
AER(ZHUVT, EMEND (125/80 mg DL -« HE) XM= AT R, B/ LAEYHLWNIN7 ) ZxEL L
R Eiz. 2o OFANIIEY MR RN 2 B8 L2 iz shienoie.

BN L 7= B ERBRIC B\ T, EMEND (125/80 mg DL « H&E) ZOHHREG L&, FeaXvrti
1T LV e OB REIC BRI EE AR AR D b o,




# 1.6-2 KEFRGXEOHE (FD 2)

FRALE®D
=

AE
(DD%)

BRABRICBNT, BT TAFY, EVZURFUHDINEA 74 AT 7 2 REEE SR TWSBEOFIKITD
RNz, TS DA, MOEEKRE THRE L TOARWEIS CYP3A4 TG S W B FUEM A 2 %5 S h T
LBFHEHTLHEEE, FRCER - BlE8221T7o 2 & (3EmMMEEIER] 28).

EMEND O - IO P& HAY L Uiz Bk 503, BRRBR TRF S TR, Rk X >
THMBREER 72 7 7 A VBT D AREM D B 5 7, RS,

EMEND # U /L7 7 VU 0T 2 L, 7m brr BRI OEBEEER (INR) 2EHETL. REUAL 77U U5k
a2 TV B BE TR, S L5k = — 2@ EMEND 3 A BIRIEOBRIAE & 5\ IEF% OB - IEEFEE O 7= 0
40 mg B[ 5% 2 @, FHC T HE2 S 10 BHIZ, v ba el (INR) ##EIcE=2 Y 7352k,

EMEND O# 5.5 L OG- 114 28 BRIIE, AT VBHEEROMEMERRT 52 L2038 5. EMEND O#: 5133
FOEEATHR 17 AR, b0 OBETEE 3BT L 5 2 &

Child-Pugh A 17 9 i . 5 EEOFEFRE I DHRT — & &2 WITFEWBIET — #1372, Lo T, 2
NoOBFIZEMEND 854 25513 EEEL ) 2 L (THE - R 28]).

BEICHT HER

FIREEITEBHEIC, EMEND # 5 2 MG HaiE L O L 2 BHi§ 5 - NSl e Fie L 2 firnd 52 &,

BT, BTSN LB Y2 EMEND ZfiREEST 5 K 0HRT 2 2 & FUBHIER A G20k 5 Bl - @k
T, BALEREED | ERIATIC EMEND O@)EIE (125 mg) ZRIET 2 L 2R+ 252 L. g omEL - o
FREICIE, FREME AT 3 BERILANIC 3] (EMEND 40 mg 1 7B /L) ZRIESEHZ L.

EMEND [ 3HUEM A2 & C M OIA LB E/EHZ R T2 L3 H 5720, BEFICITHYEICHEH LT o
b HDHMSGEI, JFNFEIRE T ERERET DL O ERTH L.

EMU LT 7 U UREE T L TV D BEITIE, SR(LEHRED — A0 EMEND (125/80 mg DA - E) ©3 A
RIPRE DO BT & D WIEHF R OFEL - IEHEOFEE D720 D 40 mg a1 54 2 #R, #5127 HH25 10 B BIZ, Mk
BEEIRIEDIRBE R =X Y v 7 2% T D L HfRRTH2 L.

EMEND /378 /L& VTR DOZD B A U 2 vIREMED 8 5. B 1Z1E, EMEND O 5413 KOG T 1 » A,
R ORENTIE F 7= TR 2 D L 2R+ 52 L.

EYEMEEER

TTUEH S MICYPIA4 DI TH Y, 35V ~HFRE (HEKERN) OREATH D L FERFICHEEAITLH 5.
FTFLEH Y MECYP2CY OFEAITHLH S,

TILES Y FHMUDEFRIOEMEREICS X 558

T 7L EH RO 40 mg HEH G- TlE CYP3A4 FLEME IV /o), 1T CYP3A4 TR &4 2 OF FIFEA o 1. Hhr
JEICERRPNC I & 72 BN RIE S B2 BNA. L, BHES D WIIERGIZLY, EEERMICRHES
LB E G X DARENERDD.

T U EH 2 MiE 125/80 mg DIk - R TIZ CYP3A4 O FEEDRERTH 5720, CYPIA4 IZ L » TR#@EN D
FOOMHEOMIETRELY LA SRR H D () ZH). CYP3A4 ODIE TH-TH, WIRNEEOSE
IR OBEOLA LI L TT L EX v 0 125/80 mg DL « FEIZ & o Tl A - F-4- 2R IHK .

TTLEH Y MEICYP2CO ICE» TRHEND SQOUAT 7V BLOR T H I RORMAEFET S Z LAURS
NTND. ZHHDIEAIDIFN, CYP2CY IZL > TR#ENDLZERMOENTND T == b A 72 EDIEH| & EMEND
ZOATH5EAE, RS ORAOMETRENME TS D2 2036 5.

A SR IAH BAE R © EMEND & & 3% o v L BEAERA R &N/ o722 L6, EMEND 13X P BEZ /3 7 i
PRI T b D A & SRYAR AR & 7”4 T REPE IR .

v RIkhry (R7E e OiEERHY) OIRMBIEICERRIICEERPEL 52 hhoTz.

a)FarTFaAf R

FEPALY 1 BHICEAT XY A XY 20mg & EMEND 125 mg 2#5. L, 2~5 AHICRERAT® A&V
8 mg & EMEND 80 mg/ H %5 L7354, CYP3A4 DB THHTIFFAZ Y O AUCIT1 AHB LS AHIZ 22
f&o LA-Z7 L=, EMEND (125/80 mg ® ik - F&) &0 535615, EMEND Z0FH L7V L ARRE DT %3
ALY EERIT/ D OIS, WMEORAT XY ALY VHREEK 50%I U5 Z L. EMEND OHUEMEIERHI 512
9 B R 25 LBRRBRICH T L2792 %Y >0 1 AAERIZER 1 BAREOK 50%I2/8% 45 (T
% - i) 2). EMEND O 40 mg a5 O%E1%, SOT XY A%V 20mg & L7zlE, T3 A4 0
AUC O LT 1455 Th otz 65T, THF I A XY v OHEREOLEIL/R .

AFNFL R=Yrr :EMEND % 1 A HIZ 125mg, 236 XT3 A HIC80mg/H &5 L, ZHITIZ T CYP3A4
DIEETHH AT LT L R=y % 1 ARIZ 125 mg §#lRNESE, 28503 ABIC40mg 2k 0#5 L-5E, A
FALTL K=Y ar®AUC X1 HHIZ1.341%, 3 AHIZ25EH A L7, EMEND (125/80 mg % - &) #0FH
T 5541, EMEND Z 3 LAV L FARRED A F LT L R=y n VIBBERICRD L5, AFALF L =Y nr%
FRIN G ChIuTmE ML 25%RER T, RO%GTHIUTBEFHREZR S0%RER U CHEM+Ts2 L. 2FL
T R=yar b7 LEZ s b 40 mg HEIE G OO IOV TEERARRR THRET S T2y, EMEND @ 40 mg
HiEl$# 5.0 CYP3A4 FHEMEHIZH (R4 Y T AL DMAEERRIREY), AFALTL K=y o o omiEhiREICER
L D E®E 52N EEZDLND. o T, AFATL F=Y o rOfEFHESOLE T/,

PUBEREG A - [—e7e i) M

KE 4 X'/L : BREDERERBRIZIB VT, EMEND (125/80 mg O ML - ) 13X K& 2L o3y Ehieic e
& RIES 2o lz.

B L ey R ERERERIZE VT, EMEND (125/80 mg ® ik - fl#) 138/ LL e Oy EiEIZ R
FNC B e A RIE S /2o 7z,

INT7 7 Uy BTV T 7 U UREHEICK L TRE LI 4B (2% L C 1 B BIZ EMEND 125 mg %, 28X
O3 HBEIC8OmyHE#SE Lz, 3HHD RHELIZ SOV T 7 U »oifilE AUC 1% L C EMEND |38 % K IE &
7plro 7278, EMEND #5.0# 7 5 A7 1 b o B VR (INR) @ 14% 0D %S SC)UALT 7 U v (CYP2C9
) OMmIEFIRE R T 7l 3% DR TR bz, BHULT 7 UV ARETOBRETIITINLT 7 U v ONEH
B AR 5720, S LEE = — 2@ EMEND O 3 B E#EEO B H D VIEHE OFEL - GO PR 7=
WO 40 mg H[REG5% 28, FFHc7 HEH2S 10 HHIE, 77 hrr BVl (INR) #%ce=2) 7452
L.
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hV7 %I R:EMEND % 1 HHIZ 125mg, 2 8K 0'3 HHIZ80mg/H & 45-L, ZHIZ/NZ T EMEND @ 3 A%
EOELHR LT 4 AH, SHEBIWIS HAIC V74 2 K500 mg & BB O#EL L-8E, 723K
(CYP2C9 2E)D AUC X4 A HIZ23%, 8 HHIZ 28%, 15 HEIZ 15%MK T L7-.

RROBETIE : 77 L2 b 100mg 7 72 AAl%2 1 B 1EN14 ARG L, ZhC=F= V=X T V04— 35 o
gl /T F U Ry Img 2GR OBIEEEAZHAT L, 2F= LA NT V4 =N D AUC 1L 43%, /NV=F v
Kr > ?d AUC 13 8%{K F L7=.

BORRT, =F= VT AT V=N VT a2 SR AREEL 1 BANS 21 BEETREL, 2
FUSPFH LT EMEND % 8 HHIC 125mg, 9 HHFB LV 10 A HIC80mg/H, A > &t hu% 8 HHIC 32 mg ik
ML, TxPAZY &2 8ABICI2mg, 9, 100BEV I FRICSmg/BfEA#KRE L. ARBRToF =LA T
VA =D AUCIE 10 H HIZ19%ETFL,9 HHE~21 HHE TOMIC=F =LA T U4 —/LORE b7 7HIZ 64%
LOEFARO LN, 10 BHD /LT > Kad AUC IZXT % EMEND ORI it o722, 9 HE~
21 HHETOMIZ /7 V=T Ra o ORE T 7EIZ 60% b IR T AR ® b7z, EMEND O#5-H13 L OG- T #%
28 ARIEARLE VBT E DN EMER T % Z & b8 5. EMEND #5.i LU EK TH 1 1 ARIE, b0 olEt
IR E T B AR IE A T 5 2 L.

it DR « WRHIZKT T 5 40 mg BEFE 512DV CIZERRRER TR L TV, JEIRE EMEND O SR o
BURIZ o Ti, BRI 28BN 5. 6> T, EMEND #5116 L O E/& TH% 1 1AM, b0 OBEEl:
E M Ee 03 SRR L A R

R4V A EMEND % 1 H HIZ 125mg, 2~5 HHIZ 80 mg/ H 454 2iRMiED | HHEB X5 B BICHEE
CYP3A4 EHD I XYV T h2mg #ROEFE LIZGA, IS4V F7 L0 AUCIT1 AHIZ23M%, 5 ARIC33EHALE.
EMEND (125/80 mg ® ik - &) 203285481, 4V 7 L0D1FD0, CYPIA4IZE > TSNV U7
YL TATTY T A, MNITYTL) OMBERREN LHTLaMEEEZEET2 L. I4 YT 5 2mg HERR
[14%5-% EMEND 40 mg B[ # 5 L GH L728B4A, 1BHO I Z Y T A0 AUCIE 12512 EF- L7223, 295 LRI
FRIRIJICEHE L (35 2 bhvknoT-.

IEY T AOFRNE G- & L7B 0 BRI, | HHIZ EMEND 125mg %,2 8 X O3 AHIC 80 mg/ A &2 # 5L,
EMEND @ 3 HRBEDOHRGRIZZHLONC4HE, S HBEBEI O 15 HBIZI XY T A 2mg ZHlRNERS LTz, ZORSE,
1~3 H H® EMEND O# 5RHCH LTI # YT A0 AUC 1T 4 HHIZ25%HKL, S HHICI9%ETFLZ. 295 L=
TERISEBEMICEE L 3B 2 ONRP-72. 15 AHD I XY T LD AUC [ZN—A T A VIED AUC L IEIF%E LTz,

XY T LOFNRNE S & EMEND OiBINO0F HFRERA i 7=, EMEND 125 mg BRI OG-0 1 REf##IZ 2
X T 5 2mg FRNE G 21T 7. X4 7 AOMEPIRED AUC X 1.5 fFic b5 Uz, BRREREE (B 2 1 3@ina o
BE), FFBEE=F Y 7 OREIZ K > T, EMEND OHUEMERIEAI B 512 E 5 Bl - N2 35 125/80 mg
O - MEEHAT 284, IV 7 20HRNBZREGOFRRGALELEL NS,

TILES Y FOEMBEREICHT HithFID/ER

T7VUEH Y NI CYP3A4 DIEE TH D720, CYP3IA4IEMEANES 53HK1 L EMEND 20+ 57 7L e
hOMSEFEREN EAT5Z 8 HD. 2D, EMEND Lifif7e CYP3A4 BRER (B : 7 h=aF Y —n, 4 +F
aFy =), X7 7V Ry, hpL TRy, 770 Ru~vAvy, U RNFEL, FUT7 0FEN) EOBFH
IZEEIZ4T S5 Z &. EMEND & FREEED CYP3A4 BHEME (Bl : AT T7EL) 2O LZSEAES, WEhT7 7L
Z 2 MR 2B LS A0, PHIIREEICITY 2 L.

T VLEH Y NI CYP3A4 OIVETH BT, CYPIA4THEIEARNCHEYT HEA (Bl : V7 7o vy, AN
~Pvr, 7==hAY) ZEMEND L fllT 2 &, 77LEX Y hOMSEPEENE T L, EMEND OZ)E &R
LAHEMER B 5.

k3 —b 7 CYP3A4 FAEAITH 54 2> —/L 400 mg/ A 10 A %D 5 A HIZ EMEND 125 mg
EHERG LI ZA, TTLEZ L hO AUCIEA 55K L, SRR 3 512K L7z, EMEND %
178 CYP3A4 BLFAI L HFH T 2 5E X EEICIT ) 2 &

V77 il CYP3AA FHERITHH Y 7 7 B2 600 mg/H D 14 A LD 9 B HIZ EMEND 375 mg
FHERE LA, T7LEX Y b AUC T /ISR U, TR 1/3 1 L7z,

CYP3A4 {1 2 384 % #5452 EMEND &4 2% &, 772 v FomEhEE» KT L, EMEND OZ) K
W ATREEN B 5.

ZDDOEEER

DNFT Y L BIEN S PEEOEMEOREIH L TIAFTEL 120mg © 1 A 3 [A#HE L& 230 mg 7 7/
FEEMOT 7L EXy MERIO 1 H 1 EEGZ S5 AFRHLZE 25, 77 LEZ2 2 Fo AUC 23 2 512K L, [H
RHZ AT TELD AUC b LT fFICR Lz, 25 LI-SEEEEH OZIZ L 2 08K, OffkE iz
TINFT ¥ AHEME 5RO LR 2 ERRAICEE R Z(RIEE &l - Shgh ol

RadeFrooAnXtFr20mg D1 B 1 EHES L 85 mg £721% 170 mg 7 7 VAL SEMoOT 7L E X v M i
REPH LIz ZA, T LEZ U b BLUSBFEF OV AUC 2358 25%1K T L, Cmax 23549 20%{K T L 7z.

NARYE, ZTERYE ZMEDQET

TTVLEH S hO2ERB I L DB AR %, Sprague-Dawley 7 v b X TUNCD-1 v 7 A & FHWTHEM L7z,
7 v NOPAJFEERERTIE, 0.05 225 1000 mgkg T 1 H 2 [BIE OGS Uiz, fem AR TIE, b MR 2 HERH & 125
mg/ A TOMEF R (AUCou = 19.6 pgehr/mL) @ 0.7~1.6 5O RHMEFE (I AUC)m) DEDNTZ. 77 LEX U b
%555 1000 mgkg T 1 H 2 BIEAEE LG, M7 > N Tl HRRBEN AN RAE RS 2 O DR G I A ia s o3&
AERNARD ST, WET > FTIE, 5205 1000 mgkg @ 1 H 2 [ O£ 5 CRFAIRARIED F& AR, 125 5>5 1000
mg/kg D 1 H 2 [A#& 0455 THFMIREE 5 S OHCIR IR IR MG BRIE O F8AE M 23380 Tz, = U 2D AJEMRER T
1%, 2.5 205 2000 mg/kg/ B TREAKE L=, M ETIE, b MBI SRR TORE RO 2.8~3.6 FO 251
TERFLNI. B~ T A0 125 mg/kg/ A3 K OV500 mgkg/ H Tl, 77 L EX » MEEIZ LD R ERMEARED R4 2558
O BTz,

TFUVEH LV M Ames i, b N YU LoS3EER TK6 Mla % 7B s 2288 BBk, 7 » MFIEZ 7= DNA 84
UM, 7 v A =— A/ A2 2 —FREL I (CHO Mifa) % MV o Ye @i B 3RS KO 7 2/ MERIRIC Fs Tl
EEMERZ2N ERP D ST,

TT LS MIRAREGARERTH 5 1000 mghkg O 1 H 2 [EHEGIZ LV, HENThOT v FOZIAEER LU0
WAERERRIC B A RIZ & 2o 72 (1000 mg/kg O 1 H 2 [ 5IC XD SO -giiaiE, M7 v F Tk Mk 5
HELHA R CORBRE L IR, M7 > F Tkt MNIBU2BBEROK 165 THo72).




# 1.6-2 KEFRHXEOHE (ZF0D 4)

FRALE®D
=

AE
(DD%)

HiE EFWBME: hFIU-—B
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MEUEEEIREICHES B - B

EE R L RE

PR L RE 2 32T TV D BE G L LTz 2 S Ome) 72 el FRABR T, 544 il (LA FRE O YIla =2 —
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FTo, RO BB A 5120 5 Bl « IR D ERRRERIC W T, RRAMROFEICE DL, HEAR
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WORLDWIDE PRODUCT CIRCULAR WPC-EMD-C-042008
Capsules

EMEND™
(aprepitant, MSD)

MANDATORY SECTION

I. THERAPEUTIC CLASS

EMEND (aprepitant, MSD), is a substance P neurokinin 1 (NK;) receptor antagonist.

[I. INDICATIONS

EMEND, in combination with other antiemetic agents, is indicated for the prevention of acute
and delayed nausea and vomiting associated with initial and repeat courses of:

¢ highly emetogenic cancer chemotherapy (see DOSAGE AND ADMINISTRATION)
e moderately emetogenic cancer chemotherapy (see DOSAGE AND ADMINISTRATION).

EMEND is indicated for the prevention of postoperative nausea and vomiting.

Ill. DOSAGE AND ADMINISTRATION

PREVENTION OF CHEMOTHERAPY INDUCED NAUSEA AND VOMITING
EMEND (aprepitant) is available as capsules for oral administration.

EMEND is given for 3 days as part of a regimen that includes a corticosteroid and a 5-HT;
antagonist. The recommended dose of EMEND is 125 mg orally 1 hour prior to chemotherapy
treatment (Day 1) and 80 mg orally once daily in the morning on Days 2 and 3.

TRADEMARK (fosaprepitant) for intravenous administration is also available. It is a lyophilized
prodrug of aprepitant containing polysorbate 80 (PS80) and may be substituted for oral EMEND
(125 mg), 30 minutes prior to chemotherapy, on Day 1 only of the CINV regimen as an infusion
administered over 15 minutes.

In clinical studies, the following regimen was used for the prevention of nausea and vomiting
associated with highly emetogenic cancer chemotherapy:

" TRADEMARK of MERCK & CO., Inc., Whitehouse Station, N.J., 08889 USA
Copyright © 2007 MERCK & CO., Inc.




EMEND WPC-EMD-C-042008

(aprepitant, MSD) MANDATORY SECTION
Day 1 Day 2 Day 3 Day 4
EMEND* 125 mg orally | 80 mg orally | 80 mg orally none
Dexamethasone** 12 mg orally 8 mg orally 8 mg orally 8 mg orally
Ondansetron’ 32 mg IV none none none

*EMEND was administered orally 1 hour prior to chemotherapy treatment on Day 1 and in the morning on
Days 2 and 3.

**Dexamethasone was administered 30 minutes prior to chemotherapy treatment on Day 1 and in the
morning on Days 2 through 4. The dose of dexamethasone was chosen to account for drug interactions.
TOndansetron was administered 30 minutes prior to chemotherapy treatment on Day 1.

In a clinical study, the following regimen was used for the prevention of nausea and vomiting
associated with moderately emetogenic cancer chemotherapy:

Day 1 Day 2 Day 3
EMEND* 125 mgorally | 80 mg orally | 80 mg orally
Dexamethasone** 12 mg orally none none
Ondansetron’ 2 x 8 mg orally none none

*EMEND was administered orally 1 hour prior to chemotherapy treatment on Day 1 and in the morning on
Days 2 and 3.

**Dexamethasone was administered 30 minutes prior to chemotherapy treatment on Day 1. The dose of
dexamethasone was chosen to account for drug interactions.

TOndansetron 8-mg capsule was administered 30 to 60 minutes prior to chemotherapy treatment and one
8-mg capsule was administered 8 hours after the first dose on Day 1.

PREVENTION OF POSTOPERATIVE NAUSEA AND VOMITING

The recommended oral dosage of EMEND is 40 mg within 3 hours prior to induction of
anesthesia.

GENERAL INFORMATION

See DRUG INTERACTIONS for additional information on the administration of EMEND with
corticosteroids.

Refer to the full prescribing information for coadministered antiemetic agents.
EMEND may be taken with or without food.

No dosage adjustment is necessary for the elderly.

No dosage adjustment is necessary based on gender or race.

No dosage adjustment is necessary for patients with severe renal insufficiency (creatinine
clearance <30 mL/min) or for patients with end stage renal disease undergoing hemodialysis.

No dosage adjustment is necessary for patients with mild to moderate hepatic insufficiency
(Child-Pugh score 5 to 9). There are no clinical data in patients with severe hepatic
insufficiency (Child-Pugh score >9).

IV. CONTRAINDICATIONS




EMEND WPC-EMD-C-042008
(aprepitant, MSD) MANDATORY SECTION

EMEND is contraindicated in patients who are hypersensitive to any component of the product.

EMEND should not be used concurrently with pimozide, terfenadine, astemizole, or cisapride.
Dose-dependent inhibition of cytochrome P450 isoenzyme 3A4 (CYP3A4) by aprepitant could
result in elevated plasma concentrations of these drugs, potentially causing serious or life-
threatening reactions (see DRUG INTERACTIONS).

V. PRECAUTIONS

EMEND, a dose-dependent inhibitor of CYP3A4, should be used with caution in patients
receiving concomitant orally administered medicinal products that are primarily metabolized
through CYP3A4; some chemotherapy agents are metabolized by CYP3A4 (see DRUG
INTERACTIONS). Moderate inhibition of CYP3A4 by aprepitant, 125 mg/80 mg regimen, could
result in elevated plasma concentrations of these concomitant medicinal products administered
orally (see DRUG INTERACTIONS). Weak inhibition of CYP3A4 by a single 40 mg dose of
aprepitant is not expected to alter the plasma concentrations of these concomitant medicinal
products to a clinically significant degree. The effect of EMEND on the pharmacokinetics of
orally administered CYP3A4 substrates is greater than the effect of EMEND on the
pharmacokinetics of intravenously administered CYP3A4 substrates (see DRUG
INTERACTIONS).

Coadministration of EMEND with warfarin may result in a clinically significant decrease in
International Normalized Ratio (INR) of prothrombin time. In patients on chronic warfarin
therapy, the INR should be closely monitored in the 2-week period, particularly at 7 to 10 days,
following initiation of the 3-day regimen of EMEND with each chemotherapy cycle, or following
administration of a single 40 mg dose of EMEND for the prevention of postoperative nausea and
vomiting (see DRUG INTERACTIONS).

The efficacy of hormonal contraceptives during and for 28 days after administration of EMEND
may be reduced. Alternative or back-up methods of contraception should be used during
treatment with EMEND and for 1 month following the last dose of EMEND (see DRUG
INTERACTIONS).

VI. PREGNANCY
[For alternative version, see Section XXI.]

There are no adequate and well-controlled studies in pregnant women. EMEND should be used
during pregnancy only if the potential benefit justifies the potential risk to the mother and the
fetus.

VII. NURSING MOTHERS

Aprepitant is excreted in the milk of lactating rats. It is not known whether this drug is excreted
in human milk. Because many drugs are excreted in human milk and because of the possible
adverse effects of EMEND on nursing infants, a decision should be made whether to
discontinue nursing or to discontinue the drug, taking into account the importance of the drug to
the mother.

VIIl. PEDIATRIC USE
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Safety and effectiveness of EMEND in pediatric patients have not been established.

IX. USE IN THE ELDERLY

[For alternative version, see Section XXIII.]

In clinical studies, the efficacy and safety of EMEND in the elderly (>65 years) were comparable
to those seen in younger patients (<65 years). No dosage adjustment is necessary in elderly
patients.

X. DRUG INTERACTIONS

Aprepitant is a substrate, a weak-to-moderate (dose-dependent) inhibitor, and an inducer of
CYP3A4. Aprepitant is also an inducer of CYP2CO9.

Effect of aprepitant on the pharmacokinetics of other agents

As a weak (40 mg) to moderate (125 mg/80 mg) inhibitor of CYP3A4, aprepitant can increase
plasma concentrations of orally coadministered medicinal products that are metabolized through
CYP3A4. Aprepitant (40 mg and 125 mg/80 mg) can increase plasma concentrations of
intravenously coadministered medicinal products metabolized through CYP3A4 to a lesser
extent.

EMEND should not be used concurrently with pimozide, terfenadine, astemizole, or cisapride.
Dose-dependent inhibition of CYP3A4 by aprepitant could result in elevated plasma
concentrations of these drugs, potentially causing serious or life-threatening reactions (see
CONTRAINDICATIONS).

Aprepitant has been shown to induce the metabolism of S(-) warfarin and tolbutamide, which
are metabolized through CYP2C9. Coadministration of EMEND with these drugs or other drugs
that are known to be metabolized by CYP2C9, such as phenytoin, may result in lower plasma
concentrations of these drugs.

EMEND is unlikely to interact with drugs that are substrates for the P-glycoprotein transporter,
as demonstrated by the lack of interaction of EMEND with digoxin in a clinical drug interaction
study.

5-HT; antagonists: In clinical drug interaction studies, aprepitant did not have clinically
important effects on the pharmacokinetics of ondansetron, granisetron, or hydrodolasetron (the
active metabolite of dolasetron).

Corticosteroids:

Dexamethasone: EMEND, when given as a regimen of 125 mg with dexamethasone
coadministered orally as 20 mg on Day 1, and EMEND when given as 80 mg/day with
dexamethasone coadministered orally as 8 mg on Days 2 through 5, increased the AUC of
dexamethasone, a CYP3A4 substrate by 2.2-fold, on Days 1 and 5. The usual oral
dexamethasone doses should be reduced by approximately 50% when coadministered with
EMEND (125 mg/80 mg regimen), to achieve exposures of dexamethasone similar to those
obtained when it is given without EMEND. The daily dose of dexamethasone administered in
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clinical chemotherapy induced nausea and vomiting studies with EMEND reflects an
approximate 50% reduction of the dose of dexamethasone (see DOSAGE AND
ADMINISTRATION). A single dose of EMEND (40 mg), when coadministered with a single oral
dose of dexamethasone 20 mg, increased the AUC of dexamethasone by 1.45-fold. Therefore,
no dose adjustment is recommended.

Methylprednisolone: EMEND, when given as a regimen of 125 mg on Day 1 and 80 mg/day on
Days 2 and 3, increased the AUC of methylprednisolone, a CYP3A4 substrate, by 1.3-fold on
Day 1 and by 2.5-fold on Day 3, when methylprednisolone was coadministered intravenously as
125 mg on Day 1 and orally as 40 mg on Days 2 and 3. The usual IV methylprednisolone dose
should be reduced by approximately 25%, and the usual oral methylprednisolone dose should
be reduced by approximately 50% when coadministered with EMEND (125 mg/80 mg regimen),
to achieve exposures of methylprednisolone similar to those obtained when it is given without
EMEND. Although the concomitant administration of methylprednisolone with the single 40 mg
dose of aprepitant has not been studied, a single 40 mg dose of EMEND produces a weak
inhibition of CYP3A4 (based on midazolam interaction study) and it is not expected to alter the
plasma concentrations of methylprednisolone to a clinically significant degree. Therefore, no
dose adjustment is recommended.

Chemotherapeutic agents: In clinical studies, EMEND (125 mg/80 mg regimen) was
administered with the following chemotherapeutic agents metabolized primarily or in part by
CYP3A4: etoposide, vinorelbine, docetaxel, and paclitaxel. The doses of these agents were not
adjusted to account for potential drug interactions.

Docetaxel: In a separate pharmacokinetic study, EMEND (125 mg/80 mg regimen) did not
influence the pharmacokinetics of docetaxel.

Vinorelbine: In a separate pharmacokinetic study, EMEND (125 mg/80 mg regimen) did not
influence the pharmacokinetics of vinorelbine.

Warfarin: A single 125-mg dose of EMEND was administered on Day 1 and 80 mg/day on Days
2 and 3 to healthy subjects who were stabilized on chronic warfarin therapy. Although there
was no effect of EMEND on the plasma AUC of R(+) or S(-) warfarin determined on Day 3, there
was a 34% decrease in S(-) warfarin (a CYP2C9 substrate) trough concentration accompanied
by a 14% decrease in the prothrombin time (reported as International Normalized Ratio or INR)
5 days after completion of dosing with EMEND. In patients on chronic warfarin therapy, the
prothrombin time (INR) should be closely monitored in the 2-week period, particularly at 7 to 10
days, following initiation of the 3-day regimen of EMEND with each chemotherapy cycle, or
following administration of a single 40 mg dose of EMEND for the prevention of postoperative
nausea and vomiting.

Tolbutamide: EMEND, when given as 125 mg on Day 1 and 80 mg/day on Days 2 and 3,
decreased the AUC of tolbutamide (a CYP2C9 substrate) by 23% on Day 4, 28% on Day 8, and
15% on Day 15, when a single dose of tolbutamide 500 mg was administered orally prior to the
administration of the 3-day regimen of EMEND and on Days 4, 8, and 15.

EMEND, when given as a 40-mg single oral dose on Day 1, decreased the AUC of tolbutamide
(a CYP2C9 substrate) by 8% on Day 2, 16% on Day 4, 15% on Day 8, and 10% on Day 15,
when a single dose of tolbutamide 500 mg was administered orally prior to the administration of
EMEND 40 mg and on Days 2, 4, 8, and 15. This effect was not considered clinically important.
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Oral contraceptives: Aprepitant, when given once daily for 14 days as a 100-mg capsule with
an oral contraceptive containing 35 mcg of ethinyl estradiol and 1 mg of norethindrone,
decreased the AUC of ethinyl estradiol by 43%, and decreased the AUC of norethindrone by 8%.

In another study, a single dose of an oral contraceptive containing ethinyl estradiol and
norethindrone was administered on Days 1 through 21 with EMEND, given as a regimen of 125
mg on Day 8 and 80 mg/day on Days 9 and 10 with ondansetron 32 mg IV on Day 8 and oral
dexamethasone given as 12 mg on Day 8 and 8 mg/day on Days 9, 10, and 11. In the study,
the AUC of ethinyl estradiol decreased by 19% on Day 10 and there was as much as a 64%
decrease in ethinyl estradiol trough concentrations during Days 9 through 21. While there was
no effect of EMEND on the AUC of norethindrone on Day 10, there was as much as a 60%
decrease in norethindrone trough concentrations during Days 9 through 21.

In another study, a single dose of an oral contraceptive containing ethinyl estradiol and
norgestimate (which is converted to norelgestromin) was administered on Days 1 through 21,
and EMEND 40 mg was given on Day 8. In the study, the AUC of ethinyl estradiol decreased
by 4% and 29% on Day 8 and Day 12, respectively, while the AUC of norelgestromin increased
by 18% on Day 8 and decreased by 10% on Day 12. In addition, the trough concentrations of
ethinyl estradiol and norelgestromin on Days 8 through 21 were generally lower following
coadministration of the oral contraceptive with EMEND 40 mg on Day 8 compared to the trough
levels following administration of the oral contraceptive alone.

The efficacy of hormonal contraceptives during and for 28 days after administration of EMEND
may be reduced. Alternative or back-up methods of contraception should be used during
treatment with EMEND and for 1 month following the last dose of EMEND.

Midazolam: EMEND increased the AUC of midazolam, a sensitive CYP3A4 substrate, by 2.3-
fold on Day 1 and 3.3-fold on Day 5, when a single oral dose of midazolam 2 mg was
coadministered on Day 1 and Day 5 of a regimen of EMEND 125 mg on Day 1 and 80 mg/day
on Days 2 through 5. The potential effects of increased plasma concentrations of midazolam or
other benzodiazepines metabolized via CYP3A4 (alprazolam, triazolam) should be considered
when coadministering these agents with EMEND (125 mg/80 mg). A single dose of EMEND (40
mg) increased the AUC of midazolam by 1.2-fold on Day 1, when a single oral dose of
midazolam 2 mg was coadministered on Day 1 with EMEND 40 mg; this effect was not
considered clinically important.

In another study with intravenous administration of midazolam, EMEND was given as 125 mg
on Day 1 and 80 mg/day on Days 2 and 3, and midazolam 2 mg IV was given prior to the
administration of the 3-day regimen of EMEND and on Days 4, 8, and 15. EMEND increased
the AUC of midazolam by 25% on Day 4 and decreased the AUC of midazolam by 19% on Day
8 relative to the dosing of EMEND on Days 1 through 3. These effects were not considered
clinically important. The AUC of midazolam on Day 15 was similar to that observed at baseline.

An additional study was completed with intravenous administration of midazolam and EMEND.
Intravenous midazolam 2 mg was given 1 hour after oral administration of a single dose of
EMEND 125 mg. The plasma AUC of midazolam was increased by 1.5-fold. This effect was not
considered clinically important.

Effect of other agents on the pharmacokinetics of aprepitant
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Aprepitant is a substrate for CYP3A4; therefore, coadministration of EMEND with drugs that
inhibit CYP3A4 activity may result in increased plasma concentrations of aprepitant.
Consequently, concomitant administration of EMEND with strong CYP3A4 inhibitors (e.g.,
ketoconazole) should be approached cautiously; but concomitant administration of EMEND with
moderate CYP3A4 inhibitors (e.g., diltiazem) does not result in clinically meaningful changes in
plasma concentrations of aprepitant.

Aprepitant is a substrate for CYP3A4; therefore, coadministration of EMEND with drugs that
strongly induce CYP3A4 activity (e.g., rifampin) may result in reduced plasma concentrations of
aprepitant that may result in decreased efficacy of EMEND.

Ketoconazole: When a single 125-mg dose of EMEND was administered on Day 5 of a 10-day
regimen of 400 mg/day of ketoconazole, a strong CYP3A4 inhibitor, the AUC of aprepitant
increased approximately 5-fold and the mean terminal half-life of aprepitant increased
approximately 3-fold. Concomitant administration of EMEND with strong CYP3A4 inhibitors
should be approached cautiously.

Rifampin: When a single 375-mg dose of EMEND was administered on Day 9 of a 14-day
regimen of 600 mg/day of rifampin, a strong CYP3A4 inducer, the AUC of aprepitant decreased
approximately 11-fold and the mean terminal half-life decreased approximately 3-fold.
Coadministration of EMEND with drugs that induce CYP3A4 activity may result in reduced
plasma concentrations and decreased efficacy of EMEND.

Additional interactions

Diltiazem: In patients with mild to moderate hypertension, administration of aprepitant once
daily, as a tablet formulation comparable to 230 mg of the capsule formulation, with diltiazem
120 mg 3 times daily for 5 days, resulted in a 2-fold increase of aprepitant AUC and a
simultaneous 1.7-fold increase of diltiazem AUC. These pharmacokinetic effects did not result
in clinically meaningful changes in ECG, heart rate, or blood pressure beyond those changes
induced by diltiazem alone.

Paroxetine: Coadministration of once daily doses of aprepitant, as a tablet formulation
comparable to 85 mg or 170 mg of the capsule formulation, with paroxetine 20 mg once daily,
resulted in a decrease in AUC by approximately 25% and C.x by approximately 20% of both
aprepitant and paroxetine.

XI. SIDE EFFECTS
[For alternative version, see Section XXIV.]
For countries that do not register the 40 mg capsule for the Prevention of Postoperative Nausea
and Vomiting (PONV), use ALTERNATIVE Section XXV.

The overall safety of aprepitant was evaluated in approximately 4900 individuals.
PREVENTION OF CHEMOTHERAPY INDUCED NAUSEA AND VOMITING

Highly Emetogenic Chemotherapy

In 2 well-controlled clinical trials in patients receiving highly emetogenic cancer chemotherapy,
544 patients were treated with aprepitant during Cycle 1 of chemotherapy and 413 of these
patients continued into the Multiple-Cycle extension for up to 6 cycles of chemotherapy.
EMEND was given in combination with ondansetron and dexamethasone (aprepitant regimen)
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and was generally well tolerated. Most adverse experiences reported in these clinical studies
were described as mild to moderate in intensity.

In Cycle 1, drug-related clinical adverse experiences were reported in approximately 17% of
patients treated with the aprepitant regimen compared with approximately 13% of patients
treated with standard therapy. Aprepitant was discontinued due to drug-related clinical adverse
experiences in 0.6% of patients treated with the aprepitant regimen compared with 0.4% of
patients treated with standard therapy.

The most common drug-related adverse experiences reported in patients treated with the
aprepitant regimen and greater than standard therapy were: hiccups (4.6%), asthenia/fatigue
(2.9%), ALT increased (2.8%), constipation (2.2%), headache (2.2%), and anorexia (2.0%).

Moderately Emetogenic Chemotherapy

In a well-controlled clinical trial in patients receiving moderately emetogenic cancer
chemotherapy, 438 patients were treated with aprepitant during Cycle 1 of chemotherapy and
385 of these patients continued into the Multiple-Cycle extension for up to 4 cycles of
chemotherapy. EMEND was given in combination with ondansetron and dexamethasone
(aprepitant regimen) and was generally well tolerated. Most adverse experiences reported in
this clinical study were described as mild to moderate in intensity.

In Cycle 1, drug-related clinical adverse experiences were reported in approximately 21% of
patients treated with the aprepitant regimen compared with approximately 20% of patients
treated with standard therapy. Aprepitant was discontinued due to drug-related clinical adverse
experiences in 1.1% of patients treated with the aprepitant regimen compared with 0.5% of
patients treated with standard therapy.

The most common drug-related adverse experience reported at a greater incidence in patients
treated with the aprepitant regimen than with standard therapy was fatigue (2.5%).

Highly and Moderately Emetogenic Chemotherapy
The following drug-related adverse experiences were observed in patients treated with the
aprepitant regimen and at a greater incidence than standard therapy:

[Common (>1/100, <1/10) Uncommon (>1/1000, <1/100)]

Infection and infestations:
Uncommon: candidiasis, staphylococcal infection.

Blood and the lymphatic system disorders:
Uncommon: anemia, febrile neutropenia.

Metabolism and nutrition disorders:
Common: anorexia
Uncommon: weight gain, polydipsia.

Psychiatric disorders:
Uncommon: disorientation, euphoria, anxiety.

Nervous system disorders:
Common: headache, dizziness
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Uncommon: dream abnormality, cognitive disorder.

Eye disorders:
Uncommon: conjunctivitis.

Ear and labyrinth disorders:
Uncommon: tinnitus.

Cardiac disorders:
Uncommon: bradycardia.

Vascular disorders:
Uncommon: hot flush.

Respiratory, thoracic and mediastinal disorders:
Common: hiccups
Uncommon: pharyngitis, sneezing, cough, postnasal drip, throat irritation.

Gastrointestinal disorders:

Common: constipation, diarrhea, dyspepsia, eructation

Uncommon: nausea, acid reflux, dysgeusia, epigastric discomfort, obstipation,
gastroesophageal reflux disease, perforating duodenal ulcer, vomiting, abdominal pain, dry
mouth, enterocolitis, flatulence, stomatitis.

Skin and subcutaneous tissue disorders:
Uncommon: rash, acne, photosensitivity, hyperhidrosis, oily skin, pruritus, skin lesion.

Musculoskeletal and connective tissue disorders:
Uncommon: muscle cramp, myalgia.

Renal and urinary disorders:
Uncommon: polyuria, dysuria, pollakiuria.

General disorders and administration site conditions:
Common: asthenia/fatigue
Uncommon: edema, flushing, chest discomfort, lethargy, thirst.

Investigations:

Common: ALT increased, AST increased

Uncommon: alkaline phosphatase increased, hyperglycemia, microscopic hematuria,
hyponatremia, weight decreased.

The adverse experience profiles in the Multiple-Cycle extensions for up to 6 cycles of
chemotherapy were generally similar to those observed in Cycle 1.

In another chemotherapy induced nausea and vomiting (CINV) study, Stevens-Johnson
syndrome was reported as a serious adverse experience in a patient receiving aprepitant with
cancer chemotherapy.

PREVENTION OF POSTOPERATIVE NAUSEA AND VOMITING
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In well-controlled clinical studies in patients receiving general balanced anesthesia, 564 patients
were administered 40 mg aprepitant orally and 538 patients were administered 4 mg
ondansetron IV. EMEND was generally well tolerated. Most adverse experiences reported in
these clinical studies were described as mild to moderate in intensity.

Drug-related clinical adverse experiences were reported in approximately 4% of patients treated
with 40 mg aprepitant compared with approximately 6% of patients treated with 4 mg
ondansetron IV.

The most common drug-related adverse experience reported in patients treated with aprepitant
and at a greater incidence than ondansetron was ALT increased (1.1%).

The following drug-related adverse experiences were observed in patients treated with
aprepitant and at a greater incidence than ondansetron:

[Common (>1/100, <1/10) Uncommon (>1/1000, <1/100)]

Psychiatric disorders:
Uncommon: insomnia

Nervous system disorders:
Uncommon: dysarthria, hypoaesthesia, sensory disturbance.

Eye disorders:
Uncommon: miosis, visual acuity reduced.

Cardiac disorders:
Uncommon: bradycardia

Respiratory, thoracic and mediastinal disorders:
Uncommon: dyspnoea, wheezing.

Gastrointestinal disorders:
Uncommon: abdominal pain upper, bowel sounds abnormal, dry mouth, nausea, stomach
discomfort.

Investigations:
Common: ALT increased

In addition, two serious adverse experiences were reported in postoperative nausea and
vomiting clinical studies in patients taking a higher dose of aprepitant: one case of constipation,
and one case of subileus.

Other Studies
Angioedema and urticaria were reported as serious adverse experiences in a patient receiving
aprepitant in a non-CINV/non-PONYV study.

Post-Marketing Experience:

10
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The following adverse reactions have been identified during post-marketing use of aprepitant.
Because these reactions are reported voluntarily from a population of uncertain size, it is
generally not possible to reliably estimate their frequency or establish a causal relationship to
the drug.

Skin and subcutaneous tissue disorders: pruritus, rash, urticaria
Immune system disorders: hypersensitivity reactions including anaphylactic reactions

Xll. OVERDOSAGE

No specific information is available on the treatment of overdosage with EMEND. Single doses
up to 600 mg of aprepitant were generally well tolerated in healthy subjects. Aprepitant was
generally well tolerated when administered as 375 mg once daily for up to 42 days to patients in
non-CINV studies. In 33 cancer patients, administration of a single 375-mg dose of aprepitant
on Day 1 and 250 mg once daily on Days 2 to 5 was generally well tolerated.

Drowsiness and headache were reported in one patient who ingested 1440 mg of aprepitant.
In the event of overdose, EMEND should be discontinued and general supportive treatment and
monitoring should be provided. Because of the antiemetic activity of aprepitant, drug-induced

emesis may not be effective.

Aprepitant cannot be removed by hemodialysis.

XIll. STORAGE

[To be filled in locally.]

XIV. AVAILABILITY

[To be filled in locally.]
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OPTIONAL SECTION

XV. CHEMISTRY

Aprepitant is a structurally novel substance P neurokinin 1 (NK;) receptor antagonist, chemically
described as 5-[[(2R,3S)-2-[(1R)-1-[3,5-bis(trifluoromethyl)phenyl]ethoxy]-3-(4-fluorophenyl)-4-
morpholinyljmethyl]-1,2-dihydro-3H-1,2,4-triazol-3-one.

Its empirical formula is C,3H,.F;N4O3, and its structural formula is:

@U

Aprepitant is a white to off-white crystalline solid, with a molecular weight of 534.43. It is
practically insoluble in water. Aprepitant is sparingly soluble in ethanol and isopropyl acetate
and slightly soluble in acetonitrile.

N

.y

XVI. COMPOSITION

XVla. Active Ingredients

Each capsule of EMEND for oral administration contains either 40 mg, 80 mg or 125 mg of
aprepitant.

XVIb. Inactive Ingredients

Each capsule of EMEND contains the following inactive ingredients: sucrose, microcrystalline
cellulose, hydroxypropyl cellulose and sodium lauryl sulfate. The capsule shell excipients are
gelatin and titanium dioxide, and may contain sodium lauryl sulfate and silicon dioxide. The 40-
mg capsule shell also contains yellow ferric oxide, and the 125-mg capsule shell also contains
red ferric oxide and yellow ferric oxide.

XVII. CLINICAL PHARMACOLOGY

XVlla. Mechanism of Action

Aprepitant has a unique mode of action; it is a selective high affinity antagonist at human
substance P neurokinin 1 (NK,) receptors. Counter-screening assays showed that aprepitant
was at least 3,000-fold selective for the NK; receptor over other enzyme, transporter, ion
channel and receptor sites including the dopamine and serotonin receptors that are targets for
existing chemotherapy induced nausea and vomiting (CINV) and postoperative nausea and
vomiting (PONV) therapies.
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NK;-receptor antagonists have been shown pre-clinically to inhibit emesis induced by cytotoxic
chemotherapeutic agents, such as cisplatin, via central actions. Preclinical and human Positron
Emission Tomography (PET) studies with aprepitant have shown that it is brain penetrant and
occupies brain NK; receptors. Preclinical studies show that aprepitant has a long duration of
central activity, inhibits both the acute and delayed phases of cisplatin-induced emesis, and
augments the antiemetic activity of the 5-HT;-receptor antagonist ondansetron and the
corticosteroid dexamethasone against cisplatin-induced emesis.

XVIlb. Pharmacokinetics

|XVIIb-1. Absorption

The mean absolute oral bioavailability of aprepitant is approximately 60 to 65% and the mean
peak plasma concentration (C,.x) of aprepitant occurred at approximately 4 hours (Tnax). Oral
administration of the capsule with a standard breakfast had no clinically meaningful effect on the
bioavailability of aprepitant.

The pharmacokinetics of aprepitant are non-linear across the clinical dose range. In healthy
young adults, the increase in AUC,., was 26% greater than dose proportional between 80-mg
and 125-mg single doses administered in the fed state. A separate clinical study in healthy
young adults demonstrated that there is no clinically important effect of food on the
pharmacokinetics of a single 40-mg dose of EMEND.

Following oral administration of a single 125-mg dose of EMEND on Day 1 and 80 mg once
daily on Days 2 and 3, the AUCg.o4n Wwas approximately 19.5 mcgehr/mL and 20.1 mcgehr/mL on
Day 1 and Day 3, respectively. The Cnax of 1.5 mcg/mL and 1.4 mcg/mL were reached in
approximately 4 hours (Tmax) on Day 1 and Day 3, respectively. Following oral administration of
a single 40-mg dose of EMEND in the fasted state, the AUC,.., was 7.8 mcgehr/mL, the Cax, 0.7
mcg/mL, the Tax, 3 hours, and the half-life 9 hours.

XVIllb-2. Distribution

Aprepitant is greater than 95% bound to plasma proteins. The geometric mean apparent
volume of distribution at steady state (Vdss) is approximately 66 L in humans.

Aprepitant crosses the placenta in rats, and crosses the blood brain barrier in rats and ferrets.
PET studies in humans indicate that aprepitant crosses the blood brain barrier (see CLINICAL
PHARMACOLOGY, Mechanism of Action).

[xViib-3. Metabolism

Aprepitant undergoes extensive metabolism. In healthy young adults, aprepitant accounts for
approximately 24% of the radioactivity in plasma over 72 hours following a single oral 300-mg
dose of ['*C]-aprepitant, indicating a substantial presence of metabolites in the plasma. Seven
metabolites of aprepitant, which are only weakly active, have been identified in human plasma.
The metabolism of aprepitant occurs largely via oxidation at the morpholine ring and its side
chains. In vitro studies using human liver microsomes indicate that aprepitant is metabolized
primarily by CYP3A4 with minor metabolism by CYP1A2 and CYP2C19, and no metabolism by
CYP2D6, CYP2C9, or CYP2E1.

13
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[xvilb-4. Elimination

Aprepitant is eliminated primarily by metabolism; aprepitant is not renally excreted. Following
administration of a single oral 300-mg dose of ['*C]-aprepitant to healthy subjects, 5% of the
radioactivity was recovered in urine and 86% in feces.

The apparent plasma clearance of aprepitant ranged from approximately 60 to 84 mL/min. The
apparent terminal half-life ranged from approximately 9 to 13 hours.

XVIIb-5. Characteristics in Patients

Gender

Following oral administration of a single 125-mg dose of EMEND, the C,.,. for aprepitant is 16%
higher in females as compared with males. The half-life of aprepitant is 25% lower in females
as compared with males and its Tyax occurs at approximately the same time. These differences
are not considered clinically meaningful. No dosage adjustment for EMEND is necessary based
on gender.

Elderly

Following oral administration of a single 125-mg dose of EMEND on Day 1 and 80 mg once
daily on Days 2 through 5, the AUC..4nr Of aprepitant was 21% higher on Day 1 and 36% higher
on Day 5 in elderly (>65 years) relative to younger adults. The C.,.x was 10% higher on Day 1
and 24% higher on Day 5 in elderly relative to younger adults. These differences are not
considered clinically meaningful. No dosage adjustment for EMEND is necessary in elderly
patients.

Pediatric
The pharmacokinetics of EMEND have not been evaluated in patients below 18 years of age.
Race

Following oral administration of a single 125-mg dose of EMEND, the AUC_o4nis approximately
25% and 29% higher in Hispanics as compared with Caucasians and Blacks, respectively. The
Cmax is 22% and 31% higher in Hispanics as compared with Caucasians and Blacks,
respectively. These differences are not considered clinically meaningful. No dosage
adjustment for EMEND is necessary based on race.

Hepatic Insufficiency

EMEND was well tolerated in patients with mild to moderate hepatic insufficiency. Following
administration of a single 125-mg dose of EMEND on Day 1 and 80 mg once daily on Days 2
and 3 to patients with mild hepatic insufficiency (Child-Pugh score 5 to 6), the AUCq.o4n Of
aprepitant was 11% lower on Day 1 and 36% lower on Day 3, as compared with healthy
subjects given the same regimen. In patients with moderate hepatic insufficiency (Child-Pugh
score 7 to 9), the AUC,.o4n, Of aprepitant was 10% higher on Day 1 and 18% higher on Day 3, as
compared with healthy subjects given the same regimen. These differences in AUCg.4n are not
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considered clinically meaningful; therefore, no dosage adjustment for EMEND is necessary in
patients with mild to moderate hepatic insufficiency.

There are no clinical or pharmacokinetic data in patients with severe hepatic insufficiency
(Child-Pugh score >9).

Renal Insufficiency

A single 240-mg dose of EMEND was administered to patients with severe renal insufficiency
(CrCl<30 mL/min) and to patients with end stage renal disease (ESRD) requiring hemodialysis.

In patients with severe renal insufficiency, the AUC,._, of total aprepitant (unbound and protein
bound) decreased by 21% and C.x decreased by 32%, relative to healthy subjects. In patients
with ESRD undergoing hemodialysis, the AUC,., of total aprepitant decreased by 42% and Cpax
decreased by 32%. Due to modest decreases in protein binding of aprepitant in patients with
renal disease, the AUC of pharmacologically active unbound drug was not significantly affected
in patients with renal insufficiency compared with healthy subjects. Hemodialysis conducted 4
or 48 hours after dosing had no significant effect on the pharmacokinetics of aprepitant; less
than 0.2% of the dose was recovered in the dialysate.

No dosage adjustment for EMEND is necessary for patients with severe renal insufficiency or
for patients with ESRD undergoing hemodialysis.

XVllc. Clinical Studies
[For brief version, see Section XXII.]

PREVENTION OF CHEMOTHERAPY INDUCED NAUSEA AND VOMITING

Oral administration of EMEND in combination with ondansetron and dexamethasone has been
shown to prevent acute and delayed nausea and vomiting associated with highly and
moderately emetogenic chemotherapy in well-controlled clinical studies.

Highly Emetogenic Chemotherapy

In 2 multicenter, randomized, parallel, double-blind, controlled clinical studies, the aprepitant
regimen was compared with standard therapy in 1094 patients receiving a chemotherapy
regimen that included cisplatin >70 mg/m?. Some patients also received additional
chemotherapeutic agents such as gemcitabine, etoposide, fluorouracil, vinorelbine tartrate,
doxorubicin, cyclophosphamide, paclitaxel, or docetaxel. The aprepitant regimen consisted of
EMEND 125 mg on Day 1 and 80 mg/day on Days 2 and 3 in combination with ondansetron 32
mg IV on Day 1 and dexamethasone 12 mg on Day 1 and 8 mg once daily on Days 2 through 4.
Standard therapy consisted of placebo in combination with ondansetron 32 mg IV on Day 1 and
dexamethasone 20 mg on Day 1 and 8 mg twice daily on Days 2 through 4.

The antiemetic activity of EMEND was evaluated during the acute phase (0 to 24 hours post-
cisplatin treatment), the delayed phase (25 to 120 hours post-cisplatin treatment) and overall (0
to 120 hours post-cisplatin treatment) in Cycle 1. Efficacy was based on evaluation of the
following composite measures:

e complete response (defined as no emetic episodes and no use of rescue therapy)
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e complete protection (defined as no emetic episodes, no use of rescue therapy, and a
maximum nausea visual analogue scale [VAS] score <25 mm)
e impact of nausea and vomiting on daily life (Functional Living Index-Emesis [FLIE] total
score >108).
Efficacy was also based on the following individual efficacy measures:
e no emesis (defined as no emetic episodes regardless of use of rescue therapy)
e no significant nausea (maximum VAS <25 mm).

The results were evaluated for each individual study and for the 2 studies combined.

A summary of the key study results from the combined analysis is shown in Table 1.
Table 1

Percent of Patients Receiving Highly Emetogenic Chemotherapy
Responding by Treatment Group and Phase — Cycle 1

Aprepitant Standard p-Value
COMPOSITE MEASURES Regimen* Therapy**
(N=521)  (N=524)1
% %
Complete Response (no emesis and no rescue therapy)
Overall* 67.7 47.8 <0.001
Acute phase® 86.0 732 <0.001
Delayed phase" 71.5 51.2 <0.001
Complete Protection (no emesis, no rescue therapy and maximum nausea VAS" <25
mm)
Overall 59.5 44.9 <0.001
Acute phase 824 69.6 <0.001
Delayed phase 63.7 47.8 <0.001
No Impact on Daily Life (Functional Living Index-Emesis [FLIE] total score >108)
Overall 74.4 63.9 <0.001
INDIVIDUAL MEASURES
No Emesis (no emetic episodes regardless of use of rescue therapy)
Overall 71.9 49.7 <0.001
Acute phase 86.8 74.0 <0.001
Delayed phase 76.2 53.5 <0.001
No Significant Nausea (maximum VAS <25 mm)
Overall 721 64.9 0.014
Delayed phase 74.0 66.9 0.013

*Aprepitant Regimen: EMEND 125 mg orally on Day 1 and 80 mg orally once daily on Days 2 and 3 plus
ondansetron 32 mg IV on Day 1 and dexamethasone 12 mg orally on Day 1 and 8 mg orally once daily on Days 2
to 4.

**Standard therapy: Placebo plus ondansetron 32 mg IV on Day 1 plus dexamethasone 20 mg orally on Day 1
and 8 mg orally twice daily on Days 2 to 4.

"™N: Number of patients who received cisplatin, study drug, and had at least one post-treatment efficacy
evaluation.

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

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

"Delayed phase: 25 to 120 hours post-cisplatin treatment.

Tisual analogue scale (VAS) score range: 0 = no nausea; 100 = nausea as bad as it can be.

In the combined analysis, a statistically significantly higher proportion of patients receiving the
aprepitant regimen in Cycle 1 had a complete response and had complete protection, compared
with patients receiving standard therapy. A statistically significant difference in complete
response and complete protection was observed in patients receiving the aprepitant regimen
during the acute phase and the delayed phase in Cycle 1, compared with patients receiving
standard therapy. These findings were also observed in each of the 2 individual studies.
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In the combined analysis, a statistically significantly higher proportion of patients receiving the
aprepitant regimen in Cycle 1 had no emesis, compared with patients receiving standard
therapy. A statistically significant difference in no emesis was observed in patients receiving the
aprepitant regimen during the acute and delayed phases in Cycle 1, compared with patients
receiving standard therapy. These findings were also observed in each of the 2 individual
studies.

Furthermore, in the combined analysis, regardless of use of rescue therapy, a statistically
significantly higher proportion of patients receiving the aprepitant regimen in Cycle 1 had no
significant nausea overall and no significant nausea during the delayed phase, compared with
patients receiving standard therapy.

The impact of nausea and vomiting on patients’ daily lives was assessed using the Functional
Living Index-Emesis (FLIE), a validated patient-reported outcome measure. In the combined
analysis, a statistically significantly higher proportion of patients receiving the aprepitant
regimen in Cycle 1 reported no impact of nausea and vomiting on daily life, as measured by a
FLIE total score >108, compared with patients receiving standard therapy. These findings were
also observed in each of the 2 individual studies.

In the combined analysis, the estimated time to first emesis after initiation of cisplatin treatment
was significantly (p<0.001) longer with the aprepitant regimen, and the incidence of first emesis
was reduced in the aprepitant regimen group compared with standard therapy group as
depicted in Figure 1.

Figure 1: Percent of Patients Receiving Highly Emetogenic Chemotherapy Who Remain Emesis Free Over
Time—Cycle 1
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Aprepitant Regimen: EMEND 125 mg orally on Day 1 and 80 mg orally once daily on Days 2 and 3 plus ondansetron 32 mg IV on
Day 1 and dexamethasone 12 mg orally on Day 1 and 8 mg orally once daily on Days 2 to 4.

Standard Therapy: Placebo plus ondansetron 32 mg IV on Day 1 plus dexamethasone 20 mg orally on Day 1 and 8 mg orally twice
daily on Days 2 to 4.

Multiple-Cycle Extension: In the same 2 clinical studies, 851 patients continued into the
Multiple-Cycle extension for up to 6 cycles of chemotherapy. The efficacy of the aprepitant
regimen was maintained during all cycles. The response rates for the endpoint of no emesis
and no significant nausea over the 6 cycles of chemotherapy following initiation of cisplatin
therapy from the combined analysis are depicted in Figure 2. During Cycles 2 to 6, the endpoint
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of no significant nausea was determined by response to a direct question rather than by use of
the VAS employed in Cycle 1.

Figure 2: Percent of Patients Receiving Highly Emetogenic Chemotherapy With No Emesis and No
Significant Nausea by Treatment Group and Cycle
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Aprepitant Regimen: EMEND 125 mg orally on Day 1 and 80 mg orally once daily on Days 2 and 3 plus ondansetron 32 mg IV on
Day 1 and dexamethasone 12 mg orally on Day 1 and 8 mg orally once daily on Days 2 to 4.

Standard Therapy: Placebo plus ondansetron 32 mg IV on Day 1 plus dexamethasone 20 mg orally on Day 1 and 8 mg orally twice
daily on Days 2 to 4.

Moderately Emetogenic Chemotherapy

In a multicenter, randomized, double-blind, parallel-group, clinical study, the aprepitant regimen
was compared with standard therapy in 866 breast cancer patients receiving a chemotherapy
regimen that included cyclophosphamide 750-1500 mg/m? or cyclophosphamide 500-
1500 mg/m? and doxorubicin (<60 mg/m?) or epirubicin (<100 mg/m?). Some patients also
received other chemotherapeutic agents such as fluorouracil, methotrexate, docetaxel or
paclitaxel. The aprepitant regimen consisted of EMEND 125 mg on Day 1 and 80 mg/day on
Days 2 and 3 in combination with ondansetron 8 mg orally twice on Day 1 plus dexamethasone
12 mg orally on Day 1. Standard therapy consisted of placebo in combination with ondansetron
8 mg orally (twice on Day 1, and every 12 hours on Days 2 and 3) plus dexamethasone 20 mg
orally on Day 1.

The antiemetic activity of EMEND was evaluated during the acute phase (0 to 24 hours post-
chemotherapy treatment), the delayed phase (25 to 120 hours post-chemotherapy treatment)
and overall (0 to 120 hours post-chemotherapy treatment) in Cycle 1. Efficacy was based on
evaluation of the following composite measures:

e complete response (defined as no emetic episodes and no use of rescue therapy)

e impact of nausea and vomiting on daily life (Functional Living Index-Emesis [FLIE] total

score >108).

Efficacy was also based on the following individual efficacy measures:
¢ no emesis (defined as no emetic episodes regardless of use of rescue therapy)
e no rescue therapy.

A summary of the key study results is shown in Table 2.

Table 2
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Percent of Patients Receiving Moderately Emetogenic Chemotherapy
Responding by Treatment Group and Phase — Cycle 1

Aprepitant Standard p-Value
COMPOSITE MEASURES Regimen* Therapy**
(N =433)" (N = 424)
% %
Complete Response (no emesis and no rescue therapy)
Overall* 51 42 0.015
Acute phase® 76 69 0.034
Delayed phase' 55 49 0.064
No Impact on Daily Life (Functional Living Index-Emesis [FLIE] total score >108)
Overall 64 56 0.019
INDIVIDUAL MEASURES
No Emesis
Overall 76 59 <0.001
Acute phase 88 77 <0.001
Delayed phase 81 69 <0.001
No Rescue Therapy
Overall 59 56 0.480
Acute phase 83 80 0.366
Delayed phase 63 60 0.407

*Aprepitant Regimen: EMEND 125 mg orally on Day 1 and 80 mg orally on Days 2 and 3 plus ondansetron 8 mg orally
twice on Day 1 plus dexamethasone 12 mg orally on Day 1.

**Standard Therapy: Placebo plus ondansetron 8 mg orally (twice on Day 1 and every 12 hours on Days 2 and 3) plus
dexamethasone 20 mg orally on Day 1.

N: Number of patients included in the primary analysis of complete response.

*Overall: 0 to 120 hours post-chemotherapy treatment.

SAcute phase: 0 to 24 hours post-chemotherapy treatment.

HDelayed phase: 25 to 120 hours post-chemotherapy treatment.

In this study, a statistically significantly (p=0.015) higher proportion of patients receiving the
aprepitant regimen (51%) in Cycle 1 had a complete response (primary endpoint) during the
overall phase compared with patients receiving standard therapy (42%). The unadjusted
absolute difference in complete response (8.3%) represents a 20% relative improvement
(relative risk ratio = 1.2, aprepitant regimen over standard therapy). A higher proportion of
patients receiving the aprepitant regimen in Cycle 1 had a complete response during the acute
and delayed phases compared with patients receiving standard therapy.

In this study, the estimated time to first emesis after initiation of chemotherapy treatment was
significantly (p<0.001) longer with the aprepitant regimen, and the incidence of first emesis was
reduced in the aprepitant regimen group compared with the standard therapy group as depicted
in Figure 3.
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Figure 3: Percent of Patients Receiving Moderately Emetogenic Chemotherapy Who Remain Emesis Free
Over Time—Cycle 1
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Aprepitant Regimen: EMEND 125 mg orally on Day 1 and 80 mg orally on Days 2 and 3 plus ondansetron 8 mg orally twice on
Day 1 plus dexamethasone 12 mg orally on Day 1.

Standard Therapy: Placebo plus ondansetron 8 mg orally (twice on Day 1 and every 12 hours on Days 2 and 3) plus
dexamethasone 20 mg orally on Day 1.

In this study, a statistically significantly higher proportion of patients receiving the aprepitant
regimen in Cycle 1 reported no impact of nausea and vomiting on daily life, as measured by a
FLIE total score >108, compared with patients receiving standard therapy.

Multiple-Cycle Extension: A total of 744 patients receiving moderately emetogenic cancer
chemotherapy continued into the Multiple-Cycle extension for up to 4 cycles of chemotherapy.
The efficacy of the aprepitant regimen was maintained during all cycles. The response rates
are depicted in Figure 4.
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Figure 4: Percent of Patients Receiving Moderately Emetogenic Chemotherapy With No Emesis and No
Rescue Therapy by Treatment Group and Cycle
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Aprepitant Regimen: EMEND 125 mg orally on Day 1 and 80 mg orally on Days 2 and 3 plus ondansetron 8 mg orally twice on
Day 1 plus dexamethasone 12 mg orally on Day 1.

Standard Therapy: Placebo plus ondansetron 8 mg orally (twice on Day 1 and every 12 hours on Days 2 and 3) plus
dexamethasone 20 mg orally on Day 1.

PREVENTION OF POSTOPERATIVE NAUSEA AND VOMITING

In a multicenter, randomized, double-blind, active comparator-controlled, parallel-group clinical
study, aprepitant was compared with ondansetron for the prevention of postoperative nausea
and vomiting in 892 patients undergoing open abdominal surgery. Patients were randomized to
receive 40 mg aprepitant, 125 mg aprepitant, or 4 mg ondansetron. Aprepitant was given orally
with 50 mL of water 1 to 3 hours before anesthesia. Ondansetron was given intravenously
immediately before induction of anesthesia.

Of the 303 patients who received 40 mg aprepitant, 90.4% were women and 9.6% were men; of
these, 47.5% were White, 17.2% Hispanic American, 12.5% Multi-Racial, 10.9% Black, 9.6%
Asian, and 2.3% Other. The age of patients treated with 40 mg aprepitant ranged from 19 to 84
years, with a mean age of 46.3 years. Twenty-eight patients were 65 years or older, with 6
patients being 75 years or older.

The antiemetic activity of EMEND was evaluated during the 0 to 48 hour period following the
end of surgery. Efficacy measures included:
e no emesis (defined as no emetic episodes regardless of use of rescue therapy) in the 0
to 24 hours following the end of surgery (primary)
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e complete response (defined as no emetic episodes and no use of rescue therapy) in the

0 to 24 hours following the end of surgery (primary)

e no emesis (defined as no emetic episodes regardless of use of rescue therapy) in the 0

to 48 hours following the end of surgery (secondary)

e no use of rescue therapy in the 0 to 24 hours following the end of surgery (exploratory)

e nausea severity (measured on a verbal rating score/VRS) in the 0 to 24 hours following

the end of surgery (exploratory)

o time to first emesis in the 0 to 48 hours following the end of surgery (exploratory)

A closed testing procedure was applied to control the type | error for the primary end points.

The results of the primary and secondary endpoints for 40 mg aprepitant and 4 mg ondansetron

are described in Table 3:

Table 3
Percent of Post-Operative Patients Responding by Treatment Group

Aprepitant Ondansetron Odds Analysis
40 mg PO 4mg IV Ratio Result
(N=293)" (N=280)"
% %
PRIMARY END-POINTS
No Emesis* (0-24 hours)
84.0 71.4 2.1 P<0.001
Complete Response® (0-24 hours)
63.8 55.0 1.4 LB 1-sided
95% Cl = 1.08!
SECONDARY END-POINT
No Emesis (0-48 hours)
81.5 66.3 23 P<0.001

"N: Number of patients included in the 0-24-hour analyses; one patient in each treatment group was excluded
from the 0-48-hour analysis.

*No Emesis: No emetic episodes regardless of use of rescue therapy

$Complete Response: No emesis and no use of rescue therapy

ISuperiority for Complete Response was established following ascertainment of non-inferiority.

LB: Lower Bound

Cl: Confidence Interval

In addition, the use of rescue medications in the 0-24 hours after surgery was similar across
treatment groups; the control of nausea in the 0-24 hours after surgery was better in the
aprepitant group as evident by the lower distribution of peak nausea VRS in the aprepitant

group compared to the ondansetron group (p=0.002).

The estimated time to first emesis after surgery was delayed in the aprepitant group compared

with the ondansetron group (p<0.001) as depicted in Figure 5.
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Figure 5
Percent of Patients Who Remain Emesis Free During the 48 Hours
Following End of Surgery
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XVIII. EFFECTS ON ABILITY TO DRIVE AND USE MACHINES

No studies of the effects of EMEND on the ability to drive and use of machines have been performed.
However, certain side effects that have been reported with EMEND may affect some patients' ability to
drive or operate machinery. Individual responses to EMEND may vary. (See ADVERSE REACTIONS)

XIX. INFORMATION FOR PATIENTS
[For inclusion in Physicians' Circulars only. Not to be substituted for a Patient Package
Insert.]

Physicians should instruct their patients to read the patient package insert before starting
therapy with EMEND and to reread it each time the prescription is renewed.

Patients should be instructed to take EMEND only as prescribed. For the prevention of
chemotherapy induced nausea and vomiting, patients should be advised to take their first dose
(125 mg) of EMEND 1 hour prior to chemotherapy treatment. For the prevention of
postoperative nausea and vomiting, patients should receive their medication (40 mg capsule of
EMEND) within 3 hours prior to induction of anesthesia.

EMEND may interact with some drugs; therefore, patients should be advised to report to their
doctor the use of any other prescription, non-prescription medication or herbal products.
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Patients on chronic warfarin therapy should be instructed to have their clotting status closely
monitored in the 2-week period, particularly at 7 to 10 days, following initiation of the 3-day
regimen of EMEND 125 mg/80 mg with each chemotherapy cycle, or following administration of
a single 40 mg dose of EMEND for the prevention of postoperative nausea and vomiting.

Concomitant administration of EMEND may reduce the efficacy of hormonal contraceptives.
Patients should be advised to use alternative or back-up methods of contraception during
treatment with EMEND and for 1 month following the last dose of EMEND.

XX. ANIMAL TOXICOLOGY

[For alternative version, see Section XXVI.]

XXa. Acute Toxicity

The approximate oral LD,, of aprepitant was >2000 mg/kg in female mice and rats. The
approximate intraperitoneal LD, of aprepitant was >800 mg/kg, but <2000 mg/kg in female rats
and >2000 mg/kg in female mice.

XXb. Chronic Toxicity

The toxicity potential of aprepitant was evaluated in a series of repeated-dose oral toxicity
studies in rats and in dogs for up to 1 year.

In rats, oral administration of aprepitant for 6 months at doses up to the maximum feasible dose
of 1000 mg/kg twice daily (approximately equivalent to [females] or lower than [males] the adult
human dose based on systemic exposure) produced increased hepatic weights that correlated
with hepatocellular hypertrophy, increased thyroidal weights that correlated with thyroid follicular
cell hypertrophy and/or hyperplasia, and pituitary cell vacuolation. These findings are a
species-specific consequence of hepatic CYP enzyme induction in the rat, and are consistent
with changes observed in rats with other structurally and pharmacologically dissimilar
compounds that have been shown to induce hepatic CYP enzymes.

In dogs administered aprepitant orally for 9 months at doses >5 mg/kg twice daily (greater than
or equal to 13 times the adult human dose based on systemic exposure), toxicity was
characterized by slight increases in serum alkaline phosphatase activity and decreases in the
albumin/globulin ratio. Significantly decreased body weight gain, testicular degeneration, and
prostatic atrophy were observed at doses >25 mg/kg twice daily (greater than or equal to 31
times the adult human dose based on systemic exposure). A slight increase in hepatic weights
with no histologic correlate was seen at 500 mg/kg twice daily (70 times the adult human dose
based on systemic exposure). No toxicity was observed in dogs administered 32 mg/kg/day (6
times the adult human dose based on systemic exposure) for 1 year.
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XXc. Carcinogenesis

Carcinogenicity studies were conducted in mice and rats for 2 years. Mice developed
hepatocellular adenomas and/or carcinomas at doses of 500 to 2000 mg/kg/day (females) and
hepatocellular carcinomas at doses of 1000 and 2000 mg/kg/day (males). Systemic exposures
at these doses in mice were approximately 2.5 to 3.6 times the exposure in humans at the
recommended dose. Rats developed hepatocellular adenomas at doses of 5 to 1000 mg/kg
twice daily (females) and 125 mg/kg twice daily (males), hepatocellular carcinomas at doses of
125 to 1000 mg/kg twice daily (females), thyroid follicular cell adenomas at doses of 125 to
1000 mg/kg twice daily (females and males), and thyroid follicular cell carcinomas at doses of
125 to 1000 mg/kg twice daily (males). Systemic exposures at these doses in rats were lower
than or up to approximately 2 times the exposure in humans at the recommended dose. Liver
and thyroid tumors of these types are a species-specific consequence of hepatic CYP enzyme
induction in rodents, and are consistent with changes observed in rodents with other structurally
and pharmacologically dissimilar compounds that have been shown to induce hepatic CYP
enzymes.

XXd. Mutagenesis

Aprepitant was neither mutagenic nor genotoxic in assays conducted to detect mutagenicity,
DNA strand breaks, and chromosomal aberrations. Aprepitant was negative in the in vitro
microbial and TK6 human lymphoblastoid cell mutagenesis assays, the in vitro alkaline
elution/rat hepatocyte DNA strand break test, the in vitro chromosomal aberration assay in
Chinese hamster ovary cells, and the in vivo mouse micronucleus assay in bone marrow.

XXe. Reproduction

Aprepitant administered to female rats at doses up to the maximum feasible dose of 1000 mg/kg
twice daily (approximately equivalent to the adult human dose based on systemic exposure) had
no effects on mating performance, fertility, or embryonic/fetal survival.

Administration of aprepitant to male rats at doses up to the maximum feasible dose of 1000
mg/kg twice daily (lower than the adult human dose based on systemic exposure) produced no
effects on mating performance, fertility, embryonic/fetal survival, sperm count and motility,
testicular weights, or the microscopic appearance of the testes and epididymides.

XXf. Development

In rats and rabbits administered oral doses of aprepitant up to 1000 mg/kg twice daily and 25
mg/kg/day, respectively (up to 1.5 times the systemic exposure at the adult human dose), there
was no evidence of developmental toxicity as assessed by embryonic/fetal survival, fetal body
weight, and fetal external, visceral, and skeletal morphology. Placental transfer of aprepitant
occurred in rats and rabbits at these doses. Concentrations of aprepitant in fetal plasma were
approximately 27% and 56% of maternal plasma concentrations in rats and rabbits, respectively.

Significant concentrations of aprepitant were observed in the milk of lactating rats administered

1000 mg/kg twice daily. At this dose, the mean milk drug concentration was 90% of the mean
maternal plasma concentration.
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ALTERNATIVE SECTION

XXI. PREGNANCY

[Includes animal data. Can be substituted for Section VI.]

Pregnancy Category B. Reproductive studies have been performed in rats and rabbits at doses
up to 1.5 times the systemic exposure at the adult human dose and have revealed no evidence
of impaired fertility or harm to the fetus due to aprepitant. There are, however, no adequate and
well-controlled studies in pregnant women. Because animal reproduction studies are not
always predictive of human response, this drug should be used during pregnancy only if clearly
needed.

XXIl. CLINICAL STUDIES- Brief Version
[Alternative version of Section XVIlic.]

PREVENTION OF CHEMOTHERAPY INDUCED NAUSEA AND VOMITING
Highly Emetogenic Chemotherapy

In 2 controlled, randomized clinical studies, the aprepitant regimen was compared with standard
therapy for the prevention of CINV in 1094 patients receiving a chemotherapy regimen that
included cisplatin >70 mg/m?. Some patients also received additional chemotherapeutic agents
such as gemcitabine, etoposide, fluorouracil, vinorelbine tartrate, doxorubicin,
cyclophosphamide, paclitaxel, or docetaxel. The aprepitant regimen consisted of EMEND 125
mg on Day 1 and 80 mg/day on Days 2 and 3 in combination with ondansetron 32 mg IV on Day
1 and dexamethasone 12 mg on Day 1 and 8 mg once daily on Days 2 through 4. Standard
therapy consisted of placebo in combination with ondansetron 32 mg IV on Day 1 and
dexamethasone 20 mg on Day 1 and 8 mg twice daily on Days 2 through 4.

The antiemetic activity of EMEND was evaluated during the acute phase (0 to 24 hours post-
cisplatin treatment), the delayed phase (25 to 120 hours post-cisplatin treatment) and overall (0
to 120 hours post-cisplatin treatment) in Cycle 1. Efficacy was based on evaluation of the
following composite measures: complete response (defined as no emetic episodes and no use
of rescue therapy) and complete protection (defined as no emetic episodes, no use of rescue
therapy, and a maximum nausea visual analogue scale [VAS] score <25 mm). The results were
evaluated for each individual study and for the 2 studies combined.

A summary of the key study results from the combined analysis is shown in Table 1.
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Table 1

Percent of Patients Receiving Highly Emetogenic Chemotherapy Responding
by Treatment Group and Phase — Cycle 1
Aprepitant Standard p-Value
Regimen* Therapy**
(N=521)"  (N=524)1
DO 00

% %

Complete Response (no emesis and no rescue therapy)

Overall* 67.7 47.8 <0.001

Acute phase® 86.0 732 <0.001

Delayed phase" 71.5 51.2 <0.001
Complete Protection (no emesis, no rescue therapy and maximum nausea VAS" <25
mm)

Overall 59.5 44.9 <0.001

Acute phase 824 69.6 <0.001

Delayed phase 63.7 47.8 <0.001

*Aprepitant Regimen: EMEND 125 mg orally on Day 1 and 80 mg orally once daily on Days 2 and 3 plus
ondansetron 32 mg IV on Day 1 and dexamethasone 12 mg orally on Day 1 and 8 mg orally once daily on Days 2
to 4.

**Standard therapy: Placebo plus ondansetron 32 mg IV on Day 1 plus dexamethasone 20 mg orally on Day 1 and
8 mg orally twice daily on Days 2 to 4.

N: Number of patients who received cisplatin, study drug, and had at least one post-treatment efficacy evaluation.
*Overall: 0 to 120 hours post-cisplatin treatment.

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

"Delayed phase: 25 to 120 hours post-cisplatin treatment.

Tisual analogue scale (VAS) score range: 0 = no nausea; 100 = nausea as bad as it can be.

In the combined analysis, a statistically significantly higher proportion of patients receiving the
aprepitant regimen in Cycle 1 had a complete response and had complete protection, compared
with patients receiving standard therapy. A statistically significant difference in complete
response and complete protection was observed in patients receiving the aprepitant regimen
during the acute phase and the delayed phase in Cycle 1, compared with patients receiving
standard therapy. These findings were also observed in each of the 2 individual studies.

The impact of nausea and vomiting on patients’ daily lives was assessed using the Functional
Living Index-Emesis (FLIE), a validated patient-reported outcome measure. In the combined
analysis, a statistically significantly (p<0.001) higher proportion of patients receiving the
aprepitant regimen reported no impact of nausea and vomiting on daily life, as measured by
FLIE total score, compared with patients receiving standard therapy. These findings were also
observed in each of the 2 individual studies.

Multiple-Cycle Extension: In the same 2 clinical studies, 851 patients continued into the

Multiple-Cycle extension for up to 6 cycles of chemotherapy. The efficacy of the aprepitant
regimen was maintained during all cycles.
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Moderately Emetogenic Chemotherapy

In a randomized, double-blind study in a total of 866 patients receiving chemotherapy that
included cyclophosphamide 750-1500 mg/m? or cyclophosphamide 500-1500 mg/m? and
doxorubicin (<60 mg/m?) or epirubicin (<100 mg/m?), aprepitant in combination with an
ondansetron/dexamethasone regimen was compared with standard therapy (placebo plus
ondansetron 8 mg orally (twice on Day 1, and every 12 hours on Days 2 and 3) plus
dexamethasone 20 mg orally on Day 1).

The antiemetic activity of EMEND was evaluated during the acute phase (0 to 24 hours post-
chemotherapy treatment), the delayed phase (25 to 120 hours post-chemotherapy treatment)
and overall (0 to 120 hours post-chemotherapy treatment) in Cycle 1. Efficacy was based on
evaluation of the following composite measures: complete response (defined as no emetic
episodes and no use of rescue therapy) and impact of nausea and vomiting on daily life.

A summary of the key study results is shown in Table 2.
Table 2

Percent of Patients Receiving Moderately Emetogenic Chemotherapy
Responding by Treatment Group and Phase — Cycle 1

Aprepitant Standard p-Value
COMPOSITE MEASURES Regimen* Therapy**
(N =433)t (N = 424)
% %
Complete Response (no emesis and no rescue therapy)
Overall* 51 42 0.015
Acute phase® 76 69 0.034
Delayed phase' 55 49 0.064
No Impact on Daily Life (Functional Living Index-Emesis [FLIE] total score >108)
Overall 64 56 0.019

*Aprepitant Regimen: EMEND 125 mg orally on Day 1 and 80 mg orally on Days 2 and 3 plus ondansetron 8 mg orally
twice on Day 1 plus dexamethasone 12 mg orally on Day 1.

**Standard Therapy: Placebo plus ondansetron 8 mg orally (twice on Day 1 and every 12 hours on Days 2 and 3) plus
dexamethasone 20 mg orally on Day 1.

N: Number of patients included in the primary analysis of complete response.

*Overall: 0 to 120 hours post-chemotherapy treatment.

Sacute phase: 0 to 24 hours post-chemotherapy treatment.

HDelayed phase: 25 to 120 hours post-chemotherapy treatment.

In this study, a statistically significantly (p=0.015) higher proportion of patients receiving the
aprepitant regimen (51%) in Cycle 1 had a complete response (primary endpoint) during the
overall phase compared with patients receiving standard therapy (42%). The unadjusted
absolute difference in complete response (8.3%) represents a 20% relative improvement
(relative risk ratio = 1.2, aprepitant regimen over standard therapy). In addition, a higher
proportion of patients receiving the aprepitant regimen in Cycle 1 had a complete response
during the acute and delayed phases compared with patients receiving standard therapy.

In this study, a statistically significantly higher proportion of patients receiving the aprepitant
regimen in Cycle 1 reported no impact of nausea and vomiting on daily life, as measured by a
FLIE total score >108, compared with patients receiving standard therapy.

Multiple-Cycle Extension: A total of 744 patients continued into the Multiple-Cycle extension for

up to 4 cycles of chemotherapy. The efficacy of the aprepitant regimen was maintained during
all cycles.
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PREVENTION OF POSTOPERATIVE NAUSEA AND VOMITING

In a multicenter, randomized, double-blind, active comparator-controlled, parallel-group clinical
study, aprepitant was compared with ondansetron for the prevention of postoperative nausea
and vomiting in 892 patients undergoing open abdominal surgery. Patients were randomized to
receive 40 mg aprepitant, 125 mg aprepitant, or 4 mg ondansetron. Aprepitant was given orally
with 50 mL of water 1 to 3 hours before anesthesia. Ondansetron was given intravenously
immediately before induction of anesthesia. The antiemetic activity of EMEND was evaluated
during the 0 to 48 hour period following the end of surgery. A closed testing procedure was
applied to control the type | error for the primary end-points.

The results of the primary and secondary endpoints for 40 mg aprepitant and 4 mg ondansetron
are described in Table 3:

Table 3
Percent of Post-Operative Patients Responding by Treatment Group
Aprepitant Ondansetron Odds Analysis
40 mg PO 4mg IV Ratio Result
(N=293)" (N=280)"
% %
PRIMARY END-POINTS
No Emesis* (0-24 hours)
84.0 714 21 P<0.001
Complete Response® (0-24 hours)
63.8 55.0 1.4 LB 1-sided
95% Cl = 1.08'
SECONDARY END-POINT
No Emesis (0-48 hours)
81.5 66.3 2.3 P<0.001

" N: Number of patients included in the 0-24-hour analyses; one patient in each treatment group was excluded from the
0-48-hour analysis.

*No Emesis: No emetic episodes regardless of use of rescue therapy

$Complete Response: No emesis and no use of rescue therapy

ISuperiority for Complete Response was established following ascertainment of non-inferiority.

LB: Lower Bound

Cl: Confidence Interval

In addition, the use of rescue medications in the 0-24 hours after surgery was similar across
treatment groups; the control of nausea in the 0-24 hours after surgery was better in the
aprepitant group as evident by the lower distribution of peak nausea verbal rating score (VRS)
in the aprepitant group compared to the ondansetron group (p=0.002).

The estimated time to first emesis after surgery was delayed in the aprepitant group compared
with the ondansetron group (p<0.001) as depicted in Figure 1.
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Figure 1
Percent of Patients Who Remain Emesis Free During the 48 Hours
Following End of Surgery
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XXIIl. USE IN THE ELDERLY
[Includes stratification by age. Can be substituted for Section 1X.]

In 2 well-controlled chemotherapy-induced nausea and vomiting clinical studies, of the total
number of patients (N=544) treated with EMEND, 31% were 65 and over, while 5% were 75 and
over. In well-controlled postoperative nausea and vomiting clinical studies, of the total number
of patients (N=1120) treated with EMEND, 7% were 65 and over, while 2% were 75 and over.
No overall differences in safety or effectiveness were observed between these subjects and
younger subjects. Greater sensitivity of some older individuals cannot be ruled out. Dosage
adjustment in the elderly is not necessary.

XXIV. ADVERSE REACTIONS

[Alternative version of Section XI.]

The overall safety of aprepitant was evaluated in approximately 4900 individuals.
PREVENTION OF CHEMOTHERAPY INDUCED NAUSEA AND VOMITING
In 2 well-controlled clinical trials in patients receiving highly emetogenic cancer chemotherapy,

544 patients were treated with aprepitant during Cycle 1 of chemotherapy and 413 of these
patients continued into the Multiple-Cycle extension for up to 6 cycles of chemotherapy. In a
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well-controlled clinical trial in patients receiving moderately emetogenic cancer chemotherapy,
438 patients were treated with aprepitant during Cycle 1 of chemotherapy and 385 of these
patients continued into the Multiple-Cycle extension for up to 4 cycles of chemotherapy.
EMEND was given in combination with ondansetron and dexamethasone (aprepitant regimen)
and was generally well tolerated. Most adverse experiences reported in these clinical studies
were described as mild to moderate in intensity.

In Cycle 1 in patients receiving highly emetogenic chemotherapy, drug-related clinical adverse
experiences were reported in approximately 17% of patients treated with the aprepitant regimen
compared with approximately 13% of patients treated with standard therapy. Aprepitant was
discontinued due to drug-related clinical adverse experiences in 0.6% of patients treated with
the aprepitant regimen compared with 0.4% of patients treated with standard therapy. Table 3
shows the drug-related adverse experiences reported at an incidence >0.5% and at a greater
incidence than standard therapy in patients treated with the aprepitant regimen.

Table 3
Drug-Related Adverse Experiences (Incidence >0.5% and Greater Than Standard

Therapy) Occurring in Patients Receiving Highly Emetogenic Chemotherapy
Who Were Treated With the Aprepitant Regimen for CINV in Clinical Studies

Aprepitant Standard
Regimen* Therapy**
(N = 544) (N = 550)
Blood and Lymphatic System Disorders
Anemia 0.6 0.0
Metabolism and Nutrition Disorders
Anorexia 2.0 0.5
Nervous System Disorders
Dizziness 0.9 0.7
Headache 2.2 1.8
Respiratory, Thoracic and Mediastinal
Disorders
Hiccups 4.6 29
Gastrointestinal Disorders
Abdominal Pain 0.9 0.5
Constipation 2.2 2.0
Diarrhea 1.1 0.9
Dyspepsia 1.5 0.7
Nausea' 0.7 0.0
General Disorders and Administrative
Site Conditions
Asthenia/Fatigue 2.9 1.6
Investigations
ALT increased 2.8 1.5
AST increased 1.1 0.9
Alkaline Phosphatase increased 0.7 0.2

*Aprepitant Regimen: EMEND 125 mg orally on Day 1 and 80 mg orally once daily on Days 2 and 3 plus Ondansetron 32
mg IV on Day 1 and dexamethasone 12 mg orally on Day 1 and 8 mg orally once daily on Days 2 to 4.

**Standard Therapy: Placebo plus Ondansetron 32 mg IV on Day 1 and dexamethasone 20 mg orally on Day 1 and 8 mg
orally twice daily on Days 2 to 4.

"These adverse experiences of nausea occurred 2 or 3 days after the last dose of study drug (Study Day 6 or greater; i.e.,
after the period in which efficacy was assessed).
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In Cycle 1 in patients receiving moderately emetogenic chemotherapy, drug-related clinical
adverse experiences were reported in approximately 21% of patients treated with the aprepitant
regimen compared with approximately 20% of patients treated with standard therapy.
Aprepitant was discontinued due to drug-related clinical adverse experiences in 1.1% of
patients treated with the aprepitant regimen compared with 0.5% of patients treated with
standard therapy. Table 4 shows the drug-related adverse experiences reported at an
incidence >0.5% and at a greater incidence than standard therapy in patients treated with the
aprepitant regimen.

Table 4
Drug-Related Adverse Experiences (Incidence >0.5% and Greater Than Standard

Therapy) Occurring in Patients Receiving Moderately Emetogenic Chemotherapy
Who Were Treated With the Aprepitant Regimen for CINV in Clinical Studies

Aprepitant Standard
Regimen* Therapy**
(N =438) (N =428)
Blood and Lymphatic System Disorders
Febrile Neutropenia 0.5 0.0
Psychiatric Disorders
Anxiety 0.9 0.0
Nervous System Disorders
Dizziness 11 0.9
Vascular Disorders
Hot Flush 0.7 0.0
Respiratory, Thoracic and Mediastinal
Disorders
Hiccups 0.9 0.2
Gastrointestinal Disorders
Abdominal Pain 0.5 0.2
Dyspepsia 1.4 0.7
Eructation 1.8 0.2
Flatulence 0.5 0.0
Nausea' 0.7 0.2
Vomiting” 0.5 0.0
Skin and Subcutaneous Tissue Disorders
Acne
Rash 0.5 0.2
0.5 0.0

Renal and Urinary Disorders

Dysuria 0.5 0.0

General Disorders and Administration

Site Conditions

Fatigue 2.5 1.6
*Aprepitant Regimen: EMEND 125 mg orally on Day 1 and 80 mg orally on Days 2 and 3 plus ondansetron 8 mg orally
twice on Day 1 plus dexamethasone 12 mg orally on Day 1.
**Standard Therapy: Placebo plus ondansetron 8 mg orally (twice on Day 1 and every 12 hours on Days 2 and 3) plus
dexamethasone 20 mg orally on Day 1.
"Nausea and vomiting were efficacy parameters in the first 5 days post-chemotherapy treatment and were reported as
adverse experiences only thereafter.

In addition, the following drug-related adverse experiences (incidence <0.5% and greater than
standard therapy) were reported in patients treated with the aprepitant regimen for CINV:
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Infection and infestations: candidiasis, staphylococcal infection.

Metabolism and nutrition disorders: polydipsia, weight gain.

Psychiatric disorders: disorientation, euphoria.

Nervous system disorders: cognitive disorder, dream abnormality.

Eye disorders: conjunctivitis.

Ear and labyrinth disorders: tinnitus.

Cardiac disorders: bradycardia.

Respiratory, thoracic and mediastinal disorders: cough, pharyngitis, postnasal drip,
sneezing, throat irritation.

Gastrointestinal disorders: acid reflux, dry mouth, dysgeusia, enterocolitis, epigastric
discomfort, gastroesophageal reflux disease, obstipation, perforating duodenal ulcer, stomatitis.
Skin and subcutaneous tissue disorders: hyperhidrosis, oily skin, photosensitivity, pruritus,
skin lesion.

Musculoskeletal and connective tissue disorders: muscle cramp, myalgia.

Renal and urinary disorders: pollakiuria, polyuria.

General disorders and administration site conditions: chest discomfort, edema, lethargy,
thirst.

Investigations: hyponatremia, hyperglycemia, microscopic hematuria, weight decreased.

The adverse experience profiles in the Multiple-Cycle extensions for up to 6 cycles of
chemotherapy were generally similar to those observed in Cycle 1.

Stevens-Johnson syndrome was reported as a serious adverse experience in a patient
receiving aprepitant with cancer chemotherapy in another CINV study.

PREVENTION OF POSTOPERATIVE NAUSEA AND VOMITING

In well-controlled clinical studies in patients receiving general anesthesia, 564 patients were
administered 40 mg aprepitant orally and 538 patients were administered 4 mg ondansetron V.
EMEND was generally well tolerated. Most adverse experiences reported in these clinical
studies were described as mild to moderate in intensity.

Clinical adverse experiences were reported in approximately 60% of patients treated with 40 mg
aprepitant compared with approximately 64% of patients treated with 4 mg ondansetron IV.
Table 5 shows the percent of patients with clinical adverse experiences reported at an incidence
>3% of the combined studies.

Table 5

Percent of Patients Receiving General Anesthesia With Clinical Adverse Experiences (Incidence >23%)

Aprepitant 40 mg Ondansetron
(N =564) (N =538)

Infections and Infestations
Urinary Tract Infection 23 3.2
Blood and Lymphatic System
Disorders
Anaemia 3.0 4.3
Psychiatric Disorders
Insomnia 21 3.3
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Nervous System Disorders

Headache 5.0 6.5
Cardiac Disorders

Bradycardia 4.4 3.9
Vascular Disorders

Hypertension 21 3.2
Hypotension 5.7 4.6
Gastrointestinal Disorders

Constipation 8.5 7.6
Flatulence 4.1 5.8
Nausea 8.5 8.6
Vomiting 2.5 3.9
Skin and Subcutaneous Tissue

Disorders

Pruritus 7.6 8.4

General Disorders and General
Administration Site Conditions
Pyrexia 59 10.6

The following additional clinical adverse experiences (incidence >0.5% and greater than
ondansetron), regardless of causality, were reported in patients treated with aprepitant:
Infections and infestations: postoperative infection

Metabolism and nutrition disorders: hypokalemia, hypovolemia.

Nervous system disorders: dizziness, hypoesthesia, syncope.

Vascular disorders: hematoma

Respiratory, thoracic and mediastinal disorders: dyspnea, hypoxia, respiratory depression.
Gastrointestinal disorders: abdominal pain, abdominal pain upper, dry mouth, dyspepsia.
Skin and subcutaneous tissue disorders: urticaria

General disorders and administrative site conditions: hypothermia, pain.

Investigations: blood pressure decreased

Injury, poisoning and procedural complications: operative hemorrhage, wound dehiscence.

Other adverse experiences (incidence <0.5%) reported in patients treated with aprepitant 40 mg
for postoperative nausea and vomiting included:

Nervous system disorders: dysarthria, sensory disturbance.

Eye disorders: miosis, visual acuity reduced.

Respiratory, thoracic and mediastinal disorders: wheezing

Gastrointestinal disorders: bowel sounds abnormal, stomach discomfort.

In addition, two serious drug-related adverse experiences were reported in postoperative
nausea and vomiting clinical studies in patients taking a higher dose of aprepitant: one case of
constipation, and one case of subileus.

Laboratory Adverse Experiences
One laboratory adverse experience, hemoglobin decreased (40 mg aprepitant 3.8%,
ondansetron 4.2%), was reported at an incidence >3% in a patient receiving general anesthesia.

The following additional laboratory adverse experiences (incidence >0.5% and greater than
ondansetron), regardless of causality, were reported in patients treated with aprepitant 40 mg:
blood albumin decreased, blood bilirubin increased, blood glucose increased, blood potassium
decreased, glucose urine present.
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The adverse experience of ALT increased occurred with similar incidence in patients treated
with aprepitant 40 mg (1.1%) as in patients treated with ondansetron 4 mg (1.0%).

Other Studies
Angioedema and urticaria were reported as serious adverse experiences in a patient receiving
aprepitant in a non-CINV/non-PONYV study.

Post-Marketing Experience:

The following adverse reactions have been identified during post-marketing use of aprepitant.
Because these reactions are reported voluntarily from a population of uncertain size, it is
generally not possible to reliably estimate their frequency or establish a causal relationship to
the drug.

Skin and subcutaneous tissue disorders: pruritus, rash, urticaria
Immune system disorders: hypersensitivity reactions including anaphylactic reactions

XXV. SIDE EFFECTS

Countries that do not register the 40 mg capsule for the Prevention of Postoperative Nausea and
Vomiting (PONV), use the text below.

The overall safety of aprepitant was evaluated in approximately 4900 individuals.
PREVENTION OF CHEMOTHERAPY INDUCED NAUSEA AND VOMITING

Highly Emetogenic Chemotherapy

In 2 well-controlled clinical trials in patients receiving highly emetogenic cancer chemotherapy,
544 patients were treated with aprepitant during Cycle 1 of chemotherapy and 413 of these
patients continued into the Multiple-Cycle extension for up to 6 cycles of chemotherapy.
EMEND was given in combination with ondansetron and dexamethasone (aprepitant regimen)
and was generally well tolerated. Most adverse experiences reported in these clinical studies
were described as mild to moderate in intensity.

In Cycle 1, drug-related clinical adverse experiences were reported in approximately 17% of
patients treated with the aprepitant regimen compared with approximately 13% of patients
treated with standard therapy. Aprepitant was discontinued due to drug-related clinical adverse
experiences in 0.6% of patients treated with the aprepitant regimen compared with 0.4% of
patients treated with standard therapy.

The most common drug-related adverse experiences reported in patients treated with the
aprepitant regimen and greater than standard therapy were: hiccups (4.6%), asthenia/fatigue
(2.9%), ALT increased (2.8%), constipation (2.2%), headache (2.2%), and anorexia (2.0%).

Moderately Emetogenic Chemotherapy

In a well-controlled clinical trial in patients receiving moderately emetogenic cancer
chemotherapy, 438 patients were treated with aprepitant during Cycle 1 of chemotherapy and
385 of these patients continued into the Multiple-Cycle extension for up to 4 cycles of
chemotherapy. EMEND was given in combination with ondansetron and dexamethasone
(aprepitant regimen) and was generally well tolerated. Most adverse experiences reported in
this clinical study were described as mild to moderate in intensity.
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In Cycle 1, drug-related clinical adverse experiences were reported in approximately 21% of
patients treated with the aprepitant regimen compared with approximately 20% of patients
treated with standard therapy. Aprepitant was discontinued due to drug-related clinical adverse
experiences in 1.1% of patients treated with the aprepitant regimen compared with 0.5% of

patients treated with standard therapy.

The most common drug-related adverse experience reported at a greater incidence in patients

treated with the aprepitant regimen than with standard therapy was fatigue (2.5%).

Highly and Moderately Emetogenic Chemotherapy

The following drug-related adverse experiences were observed in patients treated with the

aprepitant regimen and at a greater incidence than standard therapy:
[Common (>1/100, <1/10) Uncommon (>1/1000, <1/100)]

Infection and infestations:
Uncommon: candidiasis, staphylococcal infection.

Blood and the lymphatic system disorders:
Uncommon: anemia, febrile neutropenia.

Metabolism and nutrition disorders:
Common: anorexia
Uncommon: weight gain, polydipsia.

Psychiatric disorders:
Uncommon: disorientation, euphoria, anxiety.

Nervous system disorders:
Common: headache, dizziness
Uncommon: dream abnormality, cognitive disorder.

Eye disorders:
Uncommon: conjunctivitis.

Ear and labyrinth disorders:
Uncommon: tinnitus.

Cardiac disorders:
Uncommon: bradycardia.

Vascular disorders:
Uncommon: hot flush.

Respiratory, thoracic and mediastinal disorders:
Common: hiccups

Uncommon: pharyngitis, sneezing, cough, postnasal drip, throat irritation.

Gastrointestinal disorders:
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Common: constipation, diarrhea, dyspepsia, eructation

Uncommon: nausea, acid reflux, dysgeusia, epigastric discomfort, obstipation,
gastroesophageal reflux disease, perforating duodenal ulcer, vomiting, abdominal pain, dry
mouth, enterocolitis, flatulence, stomatitis.

Skin and subcutaneous tissue disorders:
Uncommon: rash, acne, photosensitivity, hyperhidrosis, oily skin, pruritus, skin lesion.

Musculoskeletal and connective tissue disorders:
Uncommon: muscle cramp, myalgia.

Renal and urinary disorders:
Uncommon: polyuria, dysuria, pollakiuria.

General disorders and administration site conditions:
Common: asthenia/fatigue
Uncommon: edema, flushing, chest discomfort, lethargy, thirst.

Investigations:

Common: ALT increased, AST increased

Uncommon: alkaline phosphatase increased, hyperglycemia, microscopic hematuria,
hyponatremia, weight decreased.

The adverse experience profiles in the Multiple-Cycle extensions for up to 6 cycles of
chemotherapy were generally similar to those observed in Cycle 1.

In another chemotherapy induced nausea and vomiting (CINV) study, Stevens-Johnson
syndrome was reported as a serious adverse experience in a patient receiving aprepitant with
cancer chemotherapy.

Other Studies

Single 40-mg doses of EMEND® have also been studied for the prevention of post-operative
nausea and vomiting (PONV) in non-chemotherapy patients receiving general balanced
anesthesia. In these studies, additional adverse reactions that were observed at a greater
incidence than with the active comparator (ondansetron) included: ALT increased, abdominal
pain upper, bowel sounds abnormal, dysarthria, dyspnoea, hypoaesthesia, insomnia, miosis,
nausea, sensory disturbance, stomach discomfort, visual acuity reduced, wheezing.

In addition, two serious adverse experiences were reported in postoperative nausea and
vomiting (PONV) clinical studies in patients taking a higher dose of aprepitant: one case of
constipation, and one case of sub-ileus.

One case of angioedema and urticaria was reported as a serious adverse event in a patient
receiving aprepitant in a non-CINV/non-PONYV study.

Post-Marketing Experience:

The following adverse reactions have been identified during post-marketing use of aprepitant.
Because these reactions are reported voluntarily from a population of uncertain size, it is
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generally not possible to reliably estimate their frequency or establish a causal relationship to
the drug.

Skin and subcutaneous tissue disorders: pruritus, rash, urticaria
Immune system disorders: hypersensitivity reactions including anaphylactic reactions

XXVI. PRECLINICAL SAFETY DATA
[May be substituted for Section XX.]

Preclinical data reveal no special hazard for humans based on conventional studies of single
and repeated dose toxicity, genotoxicity, carcinogenic potential, and toxicity to reproduction.

XXVII. STORAGE
[May be substituted for Section XIlII.]

Bottles: Store at 20-25°C (68-77°F) [see USP Controlled Room Temperature]. The desiccant
should remain in the original bottle.

Blisters: Store at 20-25°C (68-77°F) [see USP Controlled Room Temperature].
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EMEND®
(aprepitant)
CAPSULES

DESCRIPTION

EMEND* (aprepitant) is a substance P/neurokinin 1 (NK;) receptor antagonist, chemically described
as 5-[[(2R,3S)-2-[(1R)-1-[3,5-bis(trifluoromethyl)phenyl]ethoxy]-3-(4-fluorophenyl)-4-morpholinylJmethyl]-
1,2-dihydro-3H-1,2,4-triazol-3-one.

Its empirical formula is C,3H,,F;N,O3, and its structural formula is:

U

Aprepitant is a white to off-white crystalline solid, with a molecular weight of 534.43. It is practically
insoluble in water. Aprepitant is sparingly soluble in ethanol and isopropyl acetate and slightly soluble in
acetonitrile.

Each capsule of EMEND for oral administration contains either 40 mg, 80 mg, or 125 mg of aprepitant
and the following inactive ingredients: sucrose, microcrystalline cellulose, hydroxypropyl cellulose and
sodium lauryl sulfate. The capsule shell excipients are gelatin, titanium dioxide, and may contain sodium
lauryl sulfate and silicon dioxide. The 40-mg capsule shell also contains yellow ferric oxide, and the
125-mg capsule also contains red ferric oxide and yellow ferric oxide.

NH\N

\HO

CLINICAL PHARMACOLOGY

Mechanism of Action

Aprepitant is a selective high-affinity antagonist of human substance P/neurokinin 1 (NK,) receptors.
Aprepitant has little or no affinity for serotonin (5-HTs), dopamine, and corticosteroid receptors, the
targets of existing therapies for chemotherapy-induced nausea and vomiting (CINV) and postoperative
nausea and vomiting (PONV).

Aprepitant has been shown in animal models to inhibit emesis induced by cytotoxic chemotherapeutic
agents, such as cisplatin, via central actions. Animal and human Positron Emission Tomography (PET)
studies with aprepitant have shown that it crosses the blood brain barrier and occupies brain NK;
receptors. Animal and human studies show that aprepitant augments the antiemetic activity of the 5-HT»-
receptor antagonist ondansetron and the corticosteroid dexamethasone and inhibits both the acute and
delayed phases of cisplatin-induced emesis.

Pharmacokinetics
Absorption

Following oral administration of a single 40 mg dose of EMEND in the fasted state, mean area under
the plasma concentration-time curve (AUC,...) was 7.8 mcgehr/mL and mean peak plasma concentration
(Cmax) Was 0.7 mcg/mL, occurring at approximately 3 hours postdose (Tnax). The absolute bioavailability
at the 40-mg dose has not been determined.

* Registered trademark of MERCK & CO., Inc., Whitehouse Station, New Jersey, 08889 USA
COPYRIGHT © 2003,2005,2006 MERCK & CO., Inc.
All rights reserved
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Following oral administration of a single 125-mg dose of EMEND on Day 1 and 80 mg once daily on
Days 2 and 3, the AUCg.4, Was approximately 19.6 mcgehr/mL and 21.2 mcgehr/mL on Day 1 and
Day 3, respectively. The Cya of 1.6 mcg/mL and 1.4 mcg/mL were reached in approximately 4 hours
(Tmax) On Day 1 and Day 3, respectively. At the dose range of 80-125 mg, the mean absolute oral
bioavailability of aprepitant is approximately 60 to 65%. Oral administration of the capsule with a standard
high-fat breakfast had no clinically meaningful effect on the bioavailability of aprepitant.

The pharmacokinetics of aprepitant are non-linear across the clinical dose range. In healthy young
adults, the increase in AUC,... was 26% greater than dose proportional between 80-mg and 125-mg
single doses administered in the fed state.

Distribution

Aprepitant is greater than 95% bound to plasma proteins. The mean apparent volume of distribution at
steady state (Vdss) is approximately 70 L in humans.

Aprepitant crosses the placenta in rats and rabbits and crosses the blood brain barrier in humans (see
CLINICAL PHARMACOLOGY, Mechanism of Action).

Metabolism

Aprepitant undergoes extensive metabolism. In vitro studies using human liver microsomes indicate
that aprepitant is metabolized primarily by CYP3A4 with minor metabolism by CYP1A2 and CYP2C109.
Metabolism is largely via oxidation at the morpholine ring and its side chains. No metabolism by CYP2D6,
CYP2C9, or CYP2E1 was detected. In healthy young adults, aprepitant accounts for approximately 24%
of the radioactivity in plasma over 72 hours following a single oral 300-mg dose of [**C]-aprepitant,
indicating a substantial presence of metabolites in the plasma. Seven metabolites of aprepitant, which are
only weakly active, have been identified in human plasma.

Excretion

Following administration of a single IV 100-mg dose of [““C]-aprepitant prodrug to healthy subjects,
57% of the radioactivity was recovered in urine and 45% in feces. A study was not conducted with
radiolabeled capsule formulation. The results after oral administration may differ.

Aprepitant is eliminated primarily by metabolism; aprepitant is not renally excreted. The apparent
plasma clearance of aprepitant ranged from approximately 62 to 90 mL/min. The apparent terminal half-
life ranged from approximately 9 to 13 hours.

Special Populations
Gender

Following oral administration of a single 125-mg dose of EMEND, no difference in AUCq 4n Was
observed between males and females. The Cp for aprepitant is 16% higher in females as compared
with males. The half-life of aprepitant is 25% lower in females as compared with males and T, occurs at
approximately the same time. These differences are not considered clinically meaningful. No dosage
adjustment for EMEND is necessary based on gender.

Geriatric

Following oral administration of a single 125-mg dose of EMEND on Day 1 and 80 mg once daily on
Days 2 through 5, the AUCg.,4n Of aprepitant was 21% higher on Day 1 and 36% higher on Day 5 in
elderly (=65 years) relative to younger adults. The C,.x was 10% higher on Day 1 and 24% higher on
Day 5 in elderly relative to younger adults. These differences are not considered clinically meaningful. No
dosage adjustment for EMEND is necessary in elderly patients.

Pediatric

The pharmacokinetics of EMEND have not been evaluated in patients below 18 years of age.
Race

Following oral administration of a single 125-mg dose of EMEND, the AUC..4, iS approximately 25%
and 29% higher in Hispanics as compared with Whites and Blacks, respectively. The Cya is 22% and
31% higher in Hispanics as compared with Whites and Blacks, respectively. These differences are not
considered clinically meaningful. There was no difference in AUCg4n Or Chax between Whites and
Blacks. No dosage adjustment for EMEND is necessary based on race.

Hepatic Insufficiency

EMEND was well tolerated in patients with mild to moderate hepatic insufficiency. Following

administration of a single 125-mg dose of EMEND on Day 1 and 80 mg once daily on Days 2 and 3 to
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patients with mild hepatic insufficiency (Child-Pugh score 5 to 6), the AUCq.o4 Of aprepitant was 11%
lower on Day 1 and 36% lower on Day 3, as compared with healthy subjects given the same regimen. In
patients with moderate hepatic insufficiency (Child-Pugh score 7 to 9), the AUCq.,4n, Of aprepitant was
10% higher on Day 1 and 18% higher on Day 3, as compared with healthy subjects given the same
regimen. These differences in AUCy.4n, are not considered clinically meaningful; therefore, no dosage
adjustment for EMEND is necessary in patients with mild to moderate hepatic insufficiency.

There are no clinical or pharmacokinetic data in patients with severe hepatic insufficiency (Child-Pugh
score >9) (see PRECAUTIONS).

Renal Insufficiency

A single 240-mg dose of EMEND was administered to patients with severe renal insufficiency
(CrCl<30 mL/min) and to patients with end stage renal disease (ESRD) requiring hemodialysis.

In patients with severe renal insufficiency, the AUC,.., of total aprepitant (unbound and protein bound)
decreased by 21% and C,.,« decreased by 32%, relative to healthy subjects. In patients with ESRD
undergoing hemodialysis, the AUC,.., of total aprepitant decreased by 42% and C,,,« decreased by 32%.
Due to modest decreases in protein binding of aprepitant in patients with renal disease, the AUC of
pharmacologically active unbound drug was not significantly affected in patients with renal insufficiency
compared with healthy subjects. Hemodialysis conducted 4 or 48 hours after dosing had no significant
effect on the pharmacokinetics of aprepitant; less than 0.2% of the dose was recovered in the dialysate.

No dosage adjustment for EMEND is necessary for patients with renal insufficiency or for patients with
ESRD undergoing hemodialysis.

Clinical Studies
Prevention of Chemotherapy Induced Nausea and Vomiting

Oral administration of EMEND in combination with ondansetron and dexamethasone (aprepitant
regimen) has been shown to prevent acute and delayed nausea and vomiting associated with highly
emetogenic chemotherapy including high-dose cisplatin, and nausea and vomiting associated with
moderately emetogenic chemotherapy.

Highly Emetogenic Chemotherapy

In 2 multicenter, randomized, parallel, double-blind, controlled clinical studies, the aprepitant regimen
(see table below) was compared with standard therapy in patients receiving a chemotherapy regimen that
included cisplatin >50 mg/m® (mean cisplatin dose = 80.2 mg/m?). Of the 550 patients who were
randomized to receive the aprepitant regimen, 42% were women, 58% men, 59% White, 3% Asian, 5%
Black, 12% Hispanic American, and 21% Multi-Racial. The aprepitant-treated patients in these clinical
studies ranged from 14 to 84 years of age, with a mean age of 56 years. 170 patients were 65 years or
older, with 29 patients being 75 years or older.

Patients (N = 1105) were randomized to either the aprepitant regimen (N = 550) or standard therapy
(N = 555). The treatment regimens are defined in the table below.

Treatment Regimens
Highly Emetogenic Chemotherapy Trials

Treatment Regimen Day 1 Days 2 to 4
Aprepitant Aprepitant 125 mg PO Aprepitant 80 mg PO Daily (Days 2 and 3 only)
Dexamethasone 12 mg PO Dexamethasone 8 mg PO Daily (morning)

Ondansetron 32 mg IV

Standard Therapy Dexamethasone 20 mg PO Dexamethasone 8 mg PO Daily (morning)
Ondansetron 32 mg IV Dexamethasone 8 mg PO Daily (evening)

Aprepitant placebo and dexamethasone placebo were used to maintain blinding.

During these studies 95% of the patients in the aprepitant group received a concomitant
chemotherapeutic agent in addition to protocol-mandated cisplatin. The most common chemotherapeutic
agents and the number of aprepitant patients exposed follows: etoposide (106), fluorouracil (100),
gemcitabine (89), vinorelbine (82), paclitaxel (52), cyclophosphamide (50), doxorubicin (38),
docetaxel (11).
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The antiemetic activity of EMEND was evaluated during the acute phase (0 to 24 hours post-cisplatin
treatment), the delayed phase (25 to 120 hours post-cisplatin treatment) and overall (0 to 120 hours post-
cisplatin treatment) in Cycle 1. Efficacy was based on evaluation of the following endpoints:

Primary endpoint:

e complete response (defined as no emetic episodes and no use of rescue therapy)

Other prespecified endpoints:

e complete protection (defined as no emetic episodes, no use of rescue therapy, and a maximum
nausea visual analogue scale [VAS] score <25 mm on a 0 to 100 mm scale)

e no emesis (defined as no emetic episodes regardless of use of rescue therapy)

e no nausea (maximum VAS <5 mm on a 0 to 100 mm scale)

e no significant nausea (maximum VAS <25 mm on a 0 to 100 mm scale)

A summary of the key study results from each individual study analysis is shown in Table 1 and in
Table 2.

Table 1

Percent of Patients Receiving Highly Emetogenic Chemotherapy Responding by Treatment
Group and Phase for Study 1 — Cycle 1

ENDPOINTS Aprepitant Standard p-Value
Regimen Therapy
(N =260)" (N=261)"
% %

PRIMARY ENDPOINT

Complete Response
Overall* 73 52 <0.001

OTHER PRESPECIFIED ENDPOINTS

Complete Response

Acute phase® 89 78 <0.001

Delayed phase' 75 56 <0.001
Complete Protection

Overall 63 49 0.001

Acute phase 85 75 NS*

Delayed phase 66 52 <0.001
No Emesis

Overall 78 55 <0.001

Acute phase 90 79 0.001

Delayed phase 81 59 <0.001
No Nausea

Overall 48 44 NS**

Delayed phase 51 48 NS**
No Significant Nausea

Overall 73 66 NS**

Delayed phase 75 69 NS**

"N: Number of patients (older than 18 years of age) who received cisplatin, study drug, and had at least one
?ost—treatment efficacy evaluation.

Overall: 0 to 120 hours post-cisplatin treatment.

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

”Delayed phase: 25 to 120 hours post-cisplatin treatment.

*Not statistically significant when adjusted for multiple comparisons.

**Not statistically significant.

Visual analogue scale (VAS) score range: 0 mm = no nausea; 100 mm = nausea as bad as it could be.

Table 2

Percent of Patients Receiving Highly Emetogenic Chemotherapy Responding by Treatment
Group and Phase for Study 2 — Cycle 1
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ENDPOINTS Aprepitant Standard p-Value
Regimen Therapy
(N=261)" (N=263)"
% %

PRIMARY ENDPOINT

Complete Response
Overall* 63 43 <0.001

OTHER PRESPECIFIED ENDPOINTS

Complete Response

Acute phase® 83 68 <0.001

Delayed phase' 68 47 <0.001
Complete Protection

Overall 56 41 <0.001

Acute phase 80 65 <0.001

Delayed phase 61 44 <0.001
No Emesis

Overall 66 44 <0.001

Acute phase 84 69 <0.001

Delayed phase 72 48 <0.001
No Nausea

Overall 49 39 NS*

Delayed phase 53 40 NS*
No Significant Nausea

Overall 71 64 NS**

Delayed phase 73 65 NS**

"N: Number of patients (older than 18 years of age) who received cisplatin, study drug, and had at least one
gost—treatment efficacy evaluation.
Overall: 0 to 120 hours post-cisplatin treatment.
SAcute phase: 0 to 24 hours post-cisplatin treatment.
IDelayed phase: 25 to 120 hours post-cisplatin treatment.
*Not statistically significant when adjusted for multiple comparisons.
**Not statistically significant.
Visual analogue scale (VAS) score range: 0 mm = no nausea; 100 mm = nausea as bad as it could be.

In both studies, a statistically significantly higher proportion of patients receiving the aprepitant
regimen in Cycle 1 had a complete response (primary endpoint), compared with patients receiving
standard therapy. A statistically significant difference in complete response in favor of the aprepitant
regimen was also observed when the acute phase and the delayed phase were analyzed separately.

In both studies, the estimated time to first emesis after initiation of cisplatin treatment was longer with
the aprepitant regimen, and the incidence of first emesis was reduced in the aprepitant regimen group
compared with standard therapy group as depicted in the Kaplan-Meier curves in Figure 1.

Figure 1: Percent of Patients Receiving Highly Emetogenic Chemotherapy Who
Remain Emesis Free Over Time — Cycle 1

Study 1 Study 2
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p-Value <0.001 based on a log rank test for Study 1 and Study 2; nominal p-values not adjusted for multiplicity.
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Patient-Reported Outcomes: The impact of nausea and vomiting on patients’ daily lives was assessed
in Cycle 1 of both Phase Il studies using the Functional Living Index—Emesis (FLIE), a validated nausea-
and vomiting-specific patient-reported outcome measure. Minimal or no impact of nausea and vomiting
on patients’ daily lives is defined as a FLIE total score >108. In each of the 2 studies, a higher proportion
of patients receiving the aprepitant regimen reported minimal or no impact of nausea and vomiting on
daily life (Study 1: 74% versus 64%; Study 2: 75% versus 64%).

Multiple-Cycle Extension: In the same 2 clinical studies, patients continued into the Multiple-Cycle
extension for up to 5 additional cycles of chemotherapy. The proportion of patients with no emesis and no
significant nausea by treatment group at each cycle is depicted in Figure 2. Antiemetic effectiveness for
the patients receiving the aprepitant regimen is maintained throughout repeat cycles for those patients
continuing in each of the multiple cycles.

Figure 2: Proportion of Patients Receiving Highly Emetogenic Chemotherapy With No Emesis
and No Significant Nausea
by Treatment Group and Cycle

Study 1 Study 2
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Chemotherapy Cycle
Aprepitant (N) 158 122 81 54 40 191 148 103 63 43
Standard (N) 177 111 68 37 29 216 167 112 74 43

Moderately Emetogenic Chemotherapy

In a multicenter, randomized, double-blind, parallel-group, clinical study in breast cancer patients, the
aprepitant regimen (see table that follows) was compared with a standard of care therapy in patients
receiving a moderately emetogenic chemotherapy regimen that included cyclophosphamide 750-
1500 mg/m? or cyclophosphamide 500-1500 mg/m? and doxorubicin (<60 mg/m?) or epirubicin
(<100 mg/m?).

In this study, the most common combinations were cyclophosphamide + doxorubicin (60.6%); and
cyclophosphamide + epirubicin + fluorouracil (21.6%).

Of the 438 patients who were randomized to receive the aprepitant regimen, 99.5% were women. Of
these, approximately 80% were White, 8% Black, 8% Asian, 4% Hispanic, and <1% Other. The
aprepitant-treated patients in this clinical study ranged from 25 to 78 years of age, with a mean age of
53 years; 70 patients were 65 years or older, with 12 patients being over 74 years.

Patients (N = 866) were randomized to either the aprepitant regimen (N = 438) or standard therapy
(N = 428). The treatment regimens are defined in the table that follows.

Treatment Regimens
Moderately Emetogenic Chemotherapy Trial

Treatment Regimen Day 1 Days 2t0 3

Aprepitant Aprepitant 125 mg PO’ Aprepitant 80 mg PO Daily
Dexamethasone 12 mg PO*
Ondansetron 8 mg PO x 2 doses®

Standard Therapy Dexamethasone 20 mg PO Ondansetron 8 mg PO Daily (every 12 hours)
Ondansetron 8 mg PO x 2 doses

Aprepitant placebo and dexamethasone placebo were used to maintain blinding.
"1 hour prior to chemotherapy.
¥30 minutes prior to chemotherapy.
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$30 to 60 minutes prior to chemotherapy and 8 hours after first ondansetron dose.

The antiemetic activity of EMEND was evaluated based on the following endpoints:
Primary endpoint:
Complete response (defined as no emetic episodes and no use of rescue therapy) in the overall
phase (0 to 120 hours post-chemotherapy)
Other prespecified endpoints:
e no emesis (defined as no emetic episodes regardless of use of rescue therapy)
¢ no nausea (maximum VAS <5 mm on a 0 to 100 mm scale)
¢ no significant nausea (maximum VAS <25 mm on a 0 to 100 mm scale)
e complete protection (defined as no emetic episodes, no use of rescue therapy, and a
maximum nausea visual analogue scale [VAS] score <25 mm on a 0 to 100 mm scale)
e complete response during the acute and delayed phases.

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

Table 3

Percent of Patients Receiving Moderately Emetogenic Chemotherapy Responding by Treatment
Group and Phase — Cycle 1

ENDPOINTS Aprepitant Standard p-Value
Regimen Therapy
(N =433)" (N = 424)"
% %

PRIMARY ENDPOINT

Complete Response’ 51 42 0.015

OTHER PRESPECIFIED ENDPOINTS

No Emesis 76 59 NS*
No Nausea 33 33 NS
No Significant Nausea 61 56 NS
No Rescue Therapy 59 56 NS
Complete Protection 43 37 NS

™N: Number of patients included in the primary analysis of complete response.
Overall: 0 to 120 hours post-chemotherapy treatment.
*NS when adjusted for prespecified multiple comparisons rule; unadjusted p-value <0.001.

In this study, a statistically significantly (p=0.015) higher proportion of patients receiving the aprepitant
regimen (51%) in Cyclel had a complete response (primary endpoint) during the overall phase
compared with patients receiving standard therapy (42%). The difference between treatment groups was
primarily driven by the “No Emesis Endpoint”, a principal component of this composite primary endpoint.
In addition, a higher proportion of patients receiving the aprepitant regimen in Cycle 1 had a complete
response during the acute (0-24 hours) and delayed (25-120 hours) phases compared with patients
receiving standard therapy; however, the treatment group differences failed to reach statistical
significance, after multiplicity adjustments.

Patient-Reported Outcomes: In a phase Il study in patients receiving moderately emetogenic
chemotherapy, the impact of nausea and vomiting on patients’ daily lives was assessed in Cycle 1 using
the FLIE. A higher proportion of patients receiving the aprepitant regimen reported minimal or no impact
on daily life (64% versus 56%). This difference between treatment groups was primarily driven by the “No
Vomiting Domain” of this composite endpoint.

Multiple-Cycle Extension: Patients receiving moderately emetogenic chemotherapy were permitted to
continue into the Multiple-Cycle extension of the study for up to 3 additional cycles of chemotherapy.
Antiemetic effect for patients receiving the aprepitant regimen is maintained during all cycles.
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Prevention of Postoperative Nausea and Vomiting (PONV)

In two multicenter, randomized, double-blind, active comparator-controlled, parallel-group clinical
studies (PONV Studies 1 and 2), aprepitant was compared with ondansetron for the prevention of
postoperative nausea and vomiting in 1658 patients undergoing open abdominal surgery. Patients were
randomized to receive 40 mg aprepitant, 125 mg aprepitant, or 4 mg ondansetron. Aprepitant was given
orally with 50 mL of water 1to 3 hours before anesthesia. Ondansetron was given intravenously
immediately before induction of anesthesia. A comparison between the 125 mg dose and the 40 mg dose
did not demonstrate any additional clinical benefit. The remainder of this section will focus on the results
in the 40 mg aprepitant dose recommended for PONV.

Of the 564 patients who received 40 mg aprepitant, 92% were women and 8% were men; of these,
58% were White, 13% Hispanic American, 7% Multi-Racial, 14% Black, 6% Asian, and 2% Other. The
age of patients treated with 40 mg aprepitant ranged from 19 to 84 years, with a mean age of 46.1 years.
46 patients were 65 years or older, with 13 patients being 75 years or older.

The antiemetic activity of EMEND was evaluated during the 0 to 48 hour period following the end of
surgery. The two pivotal studies were of similar design; however, they differed in terms of study
hypothesis, efficacy analyses and geographic location. PONV Study 1 was a multinational study including
the U.S., whereas, PONV Study 2 was conducted entirely in the U.S.

Efficacy measures in PONV Study 1 included:
e no emesis (defined as no emetic episodes regardless of use of rescue therapy) in the 0 to
24 hours following the end of surgery (primary)
e complete response (defined as no emetic episodes and no use of rescue therapy) in the 0 to
24 hours following the end of surgery (primary)
e no emesis (defined as no emetic episodes regardless of use of rescue therapy) in the 0 to
48 hours following the end of surgery (secondary)
e time to first use of rescue medication in the 0 to 24 hours following the end of surgery
(exploratory)
e time to first emesis in the 0 to 48 hours following the end of surgery (exploratory).
A closed testing procedure was applied to control the type | error for the primary endpoints.
The results of the primary and secondary endpoints for 40 mg aprepitant and 4 mg ondansetron are
described in Table 4:

Table 4

PONV Study 1
Response Rates for Select Efficacy Endpoints
(Modified-Intention-to-Treat Population)

Aprepitant
Vs
Treatment n/m (%) Ondansetron

A ‘ roactjlgfr Analysis
Primary Endpoints
No Vomiting 0 to 24 hours (Superiority)
(no emetic episodes)
Aprepitant 40 mg [ 246/293 (84.0) 126% | 21 | P<0.001*
Ondansetron | 200/280 (71.4)
Complete Response (Non-inferiority: If LB® >0.65)
(no emesis and no rescue therapy, 0 to 24 hours)
Aprepitant 40 mg [ 187/293(63.8) [ 88% | 14 [ LB=1.02
Ondansetron | 154/280 (55.0) |
Complete Response (Superiority: If LB >1.0)
(no emesis and no rescue therapy, 0 to 24 hours)
Aprepitant 40 mg [ 187/293(63.8) | 88% | 14 [ LB=1.02"
Ondansetron | 154/280 (55.0) |
Secondary Endpoint
No Vomiting O to 48 (Superiority)
(no emetic episodes)
Aprepitant 40 mg [ 238/292(81.5) [ 152% | 2.3 [ P<0.001*




EMEND®
(aprepitant) 9852009

Ondansetron [ 185/279 (66.3) |

n/m = Number of responders/number of patients in analysis.

A Difference (%): Aprepitant 40 mg minus Ondansetron.

¥ LB= lower bound of 1-sided 97.5% confidence interval for the odds ratio.

* P-value of two-sided test <0.05.

" Based on the prespecified fixed sequence multiplicity strategy, Aprepitant
40 mg was not superior to Ondansetron.

1 Estimated odds ratio for Aprepitant versus Ondansetron. A value of >1 favors
Aprepitant over Ondansetron.

The use of aprepitant did not affect the time to first use of rescue medication when compared to
ondansetron. However, compared to the ondansetron group, use of aprepitant delayed the time to first
vomiting, as depicted in Figure 3.

Figure 3
Percent of Patients Who Remain Emesis Free
During the 48 Hours Following End of Surgery
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Efficacy measures in PONV Study 2 included:

e complete response (defined as no emetic episodes and no use of rescue therapy) in the 0 to
24 hours following the end of surgery (primary)

e no emesis (defined as no emetic episodes regardless of use of rescue therapy) in the 0 to
24 hours following the end of surgery (secondary)

e no use of rescue therapy in the 0 to 24 hours following the end of surgery (secondary)

e no emesis (defined as no emetic episodes regardless of use of rescue therapy) in the 0 to
48 hours following the end of surgery (secondary)

PONV Study 2 failed to satisfy its primary hypothesis that aprepitant is superior to ondansetron in the
prevention of PONV as measured by the proportion of patients with complete response in the 24 hours
following end of surgery.

The study demonstrated that both dose levels of aprepitant had a clinically meaningful effect with
respect to the secondary endpoint “no vomiting” during the first 24 hours after surgery and showed that
the use of 40 mg aprepitant was associated with a 16% improvement over ondansetron for the no
vomiting endpoint.

Table 5

PONV Study 2
(Modified-Intention-to-Treat Population)

Aprepitant
Treatment n/m (%) Vs
Ondansetron
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Odds

ratiot ‘ p-value

[ & |

Primary Endpoint
Complete Response
(no emesis and no rescue therapy, 0 to 24 hours)

Aprepitant 40 mg [ 111/248(44.8) | 25% | 11 [ 0.1
Ondansetron | 104/246 (42.3) |

Secondary Endpoints

No Vomiting

(no emetic episodes, 0 to 24 hours)

Aprepitant 40 mg [ 223/248(89.9) [ 163% | 32 | <0.001*
Ondansetron | 181/246 (73.6) |

No Use of Rescue Medication

(for established emesis or nausea, 0 to 24 hours)

Aprepitant 40 mg [ 112/248(45.2) | -07% | 1.0 [ 0.83
Ondansetron | 113/246 (45.9) |

No Vomiting 0 to 48 (Superiority)

(no emetic episodes, 0 to 48 hours)

Aprepitant 40 mg [ 200247 (84.6) | 17.7% | 2.7 | <0.001*
Ondansetron | 164/245 (66.9)

n/m = Number of responders/number of patients in analysis.

A Difference (%): Aprepitant 40 mg minus Ondansetron.

T Estimated odds ratio: Aprepitant 40 mg versus Ondansetron.

* Not statistically significant after pre-specified multiplicity adjustment.

INDICATIONS AND USAGE

EMEND, in combination with other antiemetic agents, is indicated for the:
e prevention of acute and delayed nausea and vomiting associated with initial and repeat
courses of highly emetogenic cancer chemotherapy including high-dose cisplatin
e prevention of nausea and vomiting associated with initial and repeat courses of moderately
emetogenic cancer chemotherapy (see DOSAGE AND ADMINISTRATION).
EMEND is indicated for the prevention of postoperative nausea and vomiting (see DOSAGE AND
ADMINISTRATION).

CONTRAINDICATIONS

EMEND is a weak-to-moderate (dose-dependent) cytochrome P450 isoenzyme 3A4 (CYP3A4)
inhibitor. EMEND should not be used concurrently with pimozide, terfenadine, astemizole, or cisapride.
Dose-dependent inhibition of CYP3A4 by aprepitant could result in elevated plasma concentrations of
these drugs, potentially causing serious or life-threatening reactions (see PRECAUTIONS, Drug
Interactions).

EMEND is contraindicated in patients who are hypersensitive to any component of the product.

PRECAUTIONS

General

EMEND, a dose-dependent inhibitor of CYP3A4, should be used with caution in patients
receiving concomitant medications that are primarily metabolized through CYP3A4. Moderate
inhibition of CYP3A4 by aprepitant, 125 mg/80 mg regimen, could result in elevated plasma
concentrations of these concomitant medications.

Weak inhibition of CYP3A4 by a single 40 mg dose of aprepitant is not expected to alter the
plasma concentrations of concomitant medications that are primarily metabolized through
CYP3A4 to a clinically significant degree.

When aprepitant is used concomitantly with another CYP3A4 inhibitor, aprepitant plasma
concentrations could be elevated (See PRECAUTIONS, Drug Interactions).

Chemotherapy agents that are known to be metabolized by CYP3A4 include docetaxel, paclitaxel,
etoposide, irinotecan, ifosfamide, imatinib, vinorelbine, vinblastine and vincristine. In clinical studies,
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EMEND (125 mg/80 mg regimen) was administered commonly with etoposide, vinorelbine, or paclitaxel.
The doses of these agents were not adjusted to account for potential drug interactions.

In separate pharmacokinetic studies no clinically significant change in docetaxel or vinorelbine
pharmacokinetics was observed when EMEND (125 mg/80 mg regimen) was co-administered.

Due to the small number of patients in clinical studies who received the CYP3A4 substrates
vinblastine, vincristine, or ifosfamide, particular caution and careful monitoring are advised in patients
receiving these agents or other chemotherapy agents metabolized primarily by CYP3A4 that were not
studied (see PRECAUTIONS, Drug Interactions).

Chronic continuous use of EMEND for prevention of nausea and vomiting is not recommended
because it has not been studied and because the drug interaction profile may change during chronic
continuous use.

Coadministration of EMEND with warfarin may result in a clinically significant decrease in International
Normalized Ratio (INR) of prothrombin time. In patients on chronic warfarin therapy, the INR should be
closely monitored in the 2-week period, particularly at 7 to 10 days, following initiation of the 3-day
regimen of EMEND with each chemotherapy cycle, or following administration of a single 40 mg dose of
EMEND for the prevention of postoperative nausea and vomiting (see PRECAUTIONS, Drug
Interactions).

Upon coadministration with EMEND, the efficacy of hormonal contraceptives during and for 28 days
following the last dose of EMEND may be reduced. Alternative or back-up methods of contraception
should be used during treatment with EMEND and for 1 month following the last dose of EMEND (see
PRECAUTIONS, Drug Interactions).

There are no clinical or pharmacokinetic data in patients with severe hepatic insufficiency (Child-Pugh
score >9). Therefore, caution should be exercised when EMEND is administered in these patients (see
CLINICAL PHARMACOLOGY, Special Populations, Hepatic Insufficiency and DOSAGE AND
ADMINISTRATION).

Information for Patients

Physicians should instruct their patients to read the patient package insert before starting therapy with
EMEND and to reread it each time the prescription is renewed.

Patients should be instructed to take EMEND only as prescribed. For the prevention of chemotherapy
induced nausea and vomiting, patients should be advised to take their first dose (125 mg) of EMEND
1 hour prior to chemotherapy treatment. For the prevention of postoperative nausea and vomiting,
patients should receive their medication (40 mg capsule of EMEND) within 3 hours prior to induction of
anesthesia.

EMEND may interact with some drugs including chemotherapy; therefore, patients should be advised
to report to their doctor the use of any other prescription, non-prescription medication or herbal products.

Patients on chronic warfarin therapy should be instructed to have their clotting status closely
monitored in the 2-week period, particularly at 7 to 10 days, following initiation of the 3-day regimen of
EMEND 125 mg/80 mg with each chemotherapy cycle, or following administration of a single 40 mg dose
of EMEND for the prevention of postoperative nausea and vomiting.

Administration of EMEND may reduce the efficacy of hormonal contraceptives. Patients should be
advised to use alternative or back-up methods of contraception during treatment with EMEND and for
1 month following the last dose of EMEND.

Drug Interactions

Aprepitant is a substrate, a weak-to-moderate (dose-dependent) inhibitor, and an inducer of CYP3A4.
Aprepitant is also an inducer of CYP2C9.

Effect of aprepitant on the pharmacokinetics of other agents

Weak inhibition of CYP3A4 by a single 40 mg dose of aprepitant is not expected to alter the plasma
concentrations of concomitant medicinal products that are primarily metabolized through CYP3A4 to a
clinically significant degree. However, higher aprepitant doses or repeated dosing at any aprepitant dose
may have a clinically significant effect.

As a moderate inhibitor of CYP3A4 at a dose of 125 mg/80 mg, aprepitant can increase plasma
concentrations of concomitantly administered oral medicinal products that are metabolized through
CYP3A4 (see CONTRAINDICATIONS). For a given drug of CYP3A4 substrate, aprepitant 125 mg/80 mg
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may increase its plasma concentrations to a lesser extent when it is given intravenously rather than
orally.

Aprepitant has been shown to induce the metabolism of S(-) warfarin and tolbutamide, which are
metabolized through CYP2C9. Coadministration of EMEND with these drugs or other drugs that are
known to be metabolized by CYP2C9, such as phenytoin, may result in lower plasma concentrations of
these drugs.

EMEND is unlikely to interact with drugs that are substrates for the P-glycoprotein transporter, as
demonstrated by the lack of interaction of EMEND with digoxin in a clinical drug interaction study.

5-HT; antagonists: In clinical drug interaction studies, aprepitant did not have clinically important
effects on the pharmacokinetics of ondansetron, granisetron, or hydrodolasetron (the active metabolite of
dolasetron).

Corticosteroids:

Dexamethasone: EMEND, when given as a regimen of 125 mg with dexamethasone coadministered
orally as 20 mg on Day 1, and EMEND when given as 80 mg/day with dexamethasone coadministered
orally as 8 mg on Days 2 through 5, increased the AUC of dexamethasone, a CYP3A4 substrate, by
2.2-fold on Days 1 and 5. The oral dexamethasone doses should be reduced by approximately 50%
when coadministered with EMEND (125 mg/80 mg regimen), to achieve exposures of dexamethasone
similar to those obtained when it is given without EMEND. The daily dose of dexamethasone
administered in clinical chemotherapy induced nausea and vomiting studies with EMEND reflects an
approximate 50% reduction of the dose of dexamethasone (see DOSAGE AND ADMINISTRATION). A
single dose of EMEND (40 mg) when coadministered with a single oral dose of dexamethasone 20 mg,
increased the AUC of dexamethasone by 1.45-fold. Therefore, no dose adjustment is recommended.

Methylprednisolone: EMEND, when given as a regimen of 125 mg on Day 1 and 80 mg/day on Days 2
and 3, increased the AUC of methylprednisolone, a CYP3A4 substrate, by 1.34-fold on Day 1 and by
2.5-fold on Day 3, when methylprednisolone was coadministered intravenously as 125 mg on Day 1 and
orally as 40 mg on Days 2 and 3. The IV methylprednisolone dose should be reduced by approximately
25%, and the oral methylprednisolone dose should be reduced by approximately 50% when
coadministered with EMEND (125 mg/80 mg regimen) to achieve exposures of methylprednisolone
similar to those obtained when it is given without EMEND. Although the concomitant administration of
methylprednisolone with the single 40 mg dose of aprepitant has not been studied, a single 40 mg dose
of EMEND produces a weak inhibition of CYP3A4 (based on midazolam interaction study) and it is not
expected to alter the plasma concentrations of methylprednisolone to a clinically significant degree.
Therefore, no dose adjustment is recommended.

Chemotherapeutic agents: See PRECAUTIONS, General.

Docetaxel: In a pharmacokinetic study, EMEND (125 mg/80 mg regimen) did not influence the
pharmacokinetics of docetaxel.

Vinorelbine: In a pharmacokinetic study, EMEND (125 mg/80 mg regimen) did not influence the
pharmacokinetics of vinorelbine to a clinically significant degree.

Warfarin: A single 125-mg dose of EMEND was administered on Day 1 and 80 mg/day on Days 2 and
3 to healthy subjects who were stabilized on chronic warfarin therapy. Although there was no effect of
EMEND on the plasma AUC of R(+) or S(-) warfarin determined on Day 3, there was a 34% decrease in
S(-) warfarin (a CYP2C9 substrate) trough concentration accompanied by a 14% decrease in the
prothrombin time (reported as International Normalized Ratio or INR) 5 days after completion of dosing
with EMEND. In patients on chronic warfarin therapy, the prothrombin time (INR) should be closely
monitored in the 2-week period, particularly at 7 to 10 days, following initiation of the 3-day regimen of
EMEND with each chemotherapy cycle, or following administration of a single 40 mg dose of EMEND for
the prevention of postoperative nausea and vomiting.

Tolbutamide: EMEND, when given as 125 mg on Day 1 and 80 mg/day on Days 2 and 3, decreased
the AUC of tolbutamide (a CYP2C9 substrate) by 23% on Day 4, 28% on Day 8, and 15% on Day 15,
when a single dose of tolbutamide 500 mg was administered orally prior to the administration of the 3-day
regimen of EMEND and on Days 4, 8, and 15.
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Oral contraceptives: Aprepitant, when given once daily for 14 days as a 100-mg capsule with an oral
contraceptive containing 35 mcg of ethinyl estradiol and 1 mg of norethindrone, decreased the AUC of
ethinyl estradiol by 43%, and decreased the AUC of norethindrone by 8%.

In another study, a daily dose of an oral contraceptive containing ethinyl estradiol and norethindrone
was administered on Days 1 through 21, and EMEND was given as a 3-day regimen of 125 mg on Day 8
and 80 mg/day on Days 9 and 10 with ondansetron 32 mg IV on Day 8 and oral dexamethasone given as
12 mg on Day 8 and 8 mg/day on Days 9, 10, and 11. In the study, the AUC of ethinyl estradiol
decreased by 19% on Day 10 and there was as much as a 64% decrease in ethinyl estradiol trough
concentrations during Days 9 through 21. While there was no effect of EMEND on the AUC of
norethindrone on Day 10, there was as much as a 60% decrease in norethindrone trough concentrations
during Days 9 through 21. The coadministration of EMEND may reduce the efficacy of hormonal
contraceptives during and for 28 days after administration of the last dose of EMEND. Alternative or back-
up methods of contraception should be used during treatment with EMEND and for 1 month following the
last dose of EMEND.

While studies have not been done with the 40 mg single PONV dose, the timing of EMEND
administration relative to ovulation could cause contraceptive failure. Thus, patients should be instructed
to use alternative or back-up methods of contraception during treatment with EMEND and for 1 month
following the last dose of EMEND.

Midazolam: EMEND increased the AUC of midazolam, a sensitive CYP3A4 substrate, by 2.3-fold on
Day 1 and 3.3-fold on Day 5, when a single oral dose of midazolam 2 mg was coadministered on Day 1
and Day 5 of a regimen of EMEND 125 mg on Day 1 and 80 mg/day on Days 2 through 5. The potential
effects of increased plasma concentrations of midazolam or other benzodiazepines metabolized via
CYP3A4 (alprazolam, triazolam) should be considered when coadministering these agents with EMEND
(125 mg/80 mg). A single dose of EMEND (40 mg) increased the AUC of midazolam by 1.2-fold on
Day 1, when a single oral dose of midazolam 2 mg was coadministered on Day 1 with EMEND 40 mg;
this effect was not considered clinically important.

In another study with intravenous administration of midazolam, EMEND was given as 125 mg on
Day 1 and 80 mg/day on Days 2 and 3, and midazolam 2 mg IV was given prior to the administration of
the 3-day regimen of EMEND and on Days 4, 8, and 15. EMEND increased the AUC of midazolam by
25% on Day 4 and decreased the AUC of midazolam by 19% on Day 8 relative to the dosing of EMEND
on Days 1 through 3. These effects were not considered clinically important. The AUC of midazolam on
Day 15 was similar to that observed at baseline.

An additional study was completed with intravenous administration of midazolam and EMEND.
Intravenous midazolam 2 mg was given 1 hour after oral administration of a single dose of EMEND
125 mg. The plasma AUC of midazolam was increased by 1.5-fold. Depending on clinical situations (e.g.,
elderly patients) and degree of monitoring available, dosage adjustment for intravenous midazolam may
be necessary when it is coadministered with EMEND for the chemotherapy induced nausea and vomiting
indication (125 mg Day 1 followed by 80 mg on Days 2 and 3).

Effect of other agents on the pharmacokinetics of aprepitant

Aprepitant is a substrate for CYP3A4; therefore, coadministration of EMEND with drugs that inhibit
CYP3A4 activity may result in increased plasma concentrations of aprepitant. Consequently, concomitant
administration of EMEND with strong CYP3A4 inhibitors (e.g., ketoconazole, itraconazole, nefazodone,
troleandomycin, clarithromycin, ritonavir, nelfinavir) should be approached with caution. Because
moderate CYP3A4 inhibitors (e.g., diltiazem) result in a 2-fold increase in plasma concentrations of
aprepitant, concomitant administration should also be approached with caution.

Aprepitant is a substrate for CYP3A4; therefore, coadministration of EMEND with drugs that strongly
induce CYP3A4 activity (e.g., rifampin, carbamazepine, phenytoin) may result in reduced plasma
concentrations of aprepitant that may result in decreased efficacy of EMEND.

Ketoconazole: When a single 125-mg dose of EMEND was administered on Day 5 of a 10-day
regimen of 400 mg/day of ketoconazole, a strong CYP3A4 inhibitor, the AUC of aprepitant increased
approximately 5-fold and the mean terminal half-life of aprepitant increased approximately 3-fold.
Concomitant administration of EMEND with strong CYP3A4 inhibitors should be approached cautiously.
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Rifampin: When a single 375-mg dose of EMEND was administered on Day 9 of a 14-day regimen of
600 mg/day of rifampin, a strong CYP3A4 inducer, the AUC of aprepitant decreased approximately
11-fold and the mean terminal half-life decreased approximately 3-fold.

Coadministration of EMEND with drugs that induce CYP3A4 activity may result in reduced plasma
concentrations and decreased efficacy of EMEND.

Additional interactions

Diltiazem: In patients with mild to moderate hypertension, administration of aprepitant once daily, as a
tablet formulation comparable to 230 mg of the capsule formulation, with diltiazem 120 mg 3 times daily
for 5 days, resulted in a 2-fold increase of aprepitant AUC and a simultaneous 1.7-fold increase of
diltiazem AUC. These pharmacokinetic effects did not result in clinically meaningful changes in ECG,
heart rate or blood pressure beyond those changes induced by diltiazem alone.

Paroxetine: Coadministration of once daily doses of aprepitant, as a tablet formulation comparable to
85 mg or 170 mg of the capsule formulation, with paroxetine 20 mg once daily, resulted in a decrease in
AUC by approximately 25% and C,,.x by approximately 20% of both aprepitant and paroxetine.
Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity studies were conducted in Sprague-Dawley rats and in CD-1 mice for 2 years. In the
rat carcinogenicity studies, animals were treated with oral doses ranging from 0.05 to 1000 mg/kg twice
daily. The highest dose produced a systemic exposure to aprepitant (plasma AUC.4n) Of 0.7 to 1.6 times
the human exposure (AUCg.o4n = 19.6 mcgehr/mL) at the recommended dose of 125 mg/day. Treatment
with aprepitant at doses of 5 to 1000 mg/kg twice daily caused an increase in the incidences of thyroid
follicular cell adenomas and carcinomas in male rats. In female rats, it produced hepatocellular
adenomas at 5 to 1000 mg/kg twice daily and hepatocellular carcinomas and thyroid follicular cell
adenomas at 125 to 1000 mg/kg twice daily. In the mouse carcinogenicity studies, the animals were
treated with oral doses ranging from 2.5 to 2000 mg/kg/day. The highest dose produced a systemic
exposure of about 2.8 to 3.6 times the human exposure at the recommended dose. Treatment with
aprepitant produced skin fibrosarcomas at 125 and 500 mg/kg/day doses in male mice.

Aprepitant was not genotoxic in the Ames test, the human lymphoblastoid cell (TK6) mutagenesis test,
the rat hepatocyte DNA strand break test, the Chinese hamster ovary (CHO) cell chromosome aberration
test and the mouse micronucleus test.

Aprepitant did not affect the fertility or general reproductive performance of male or female rats at
doses up to the maximum feasible dose of 1000 mg/kg twice daily (providing exposure in male rats lower
than the exposure at the recommended human dose and exposure in female rats at about 1.6 times the
human exposure).

Pregnancy. Teratogenic Effects: Category B. Teratology studies have been performed in rats at oral
doses up to 1000 mg/kg twice daily (plasma AUCq.o4n Of 31.3 mcgehr/mL, about 1.6 times the human
exposure at the recommended dose) and in rabbits at oral doses up to 25 mg/kg/day (plasma AUCq o4, Of
26.9 mcgehr/mL, about 1.4 times the human exposure at the recommended dose) and have revealed no
evidence of impaired fertility or harm to the fetus due to aprepitant. There are, however, no adequate and
well-controlled studies in pregnant women. Because animal reproduction studies are not always
predictive of human response, this drug should be used during pregnancy only if clearly needed.

Nursing Mothers

Aprepitant is excreted in the milk of rats. It is not known whether this drug is excreted in human milk.
Because many drugs are excreted in human milk and because of the potential for possible serious
adverse reactions in nursing infants from aprepitant and because of the potential for tumorigenicity shown
for aprepitant in rodent carcinogenicity studies, a decision should be made whether to discontinue
nursing or to discontinue the drug, taking into account the importance of the drug to the mother.

Pediatric Use

Safety and effectiveness of EMEND in pediatric patients have not been established.
Geriatric Use

In 2 well-controlled chemotherapy-induced nausea and vomiting clinical studies, of the total number of
patients (N=544) treated with EMEND, 31% were 65 and over, while 5% were 75 and over. In well-
controlled postoperative nausea and vomiting clinical studies, of the total number of patients (N=1120)
treated with EMEND, 7% were 65 and over, while 2% were 75 and over. No overall differences in safety
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or effectiveness were observed between these subjects and younger subjects. Greater sensitivity of
some older individuals cannot be ruled out. Dosage adjustment in the elderly is not necessary.

ADVERSE REACTIONS

The overall safety of aprepitant was evaluated in approximately 4400 individuals.

Chemotherapy Induced Nausea and Vomiting
Highly Emetogenic Chemotherapy

In 2 well-controlled clinical trials in patients receiving highly emetogenic cancer chemotherapy,
544 patients were treated with aprepitant during Cycle 1 of chemotherapy and 413 of these patients
continued into the Multiple-Cycle extension for up to 6 cycles of chemotherapy. EMEND was given in
combination with ondansetron and dexamethasone and was generally well tolerated. Most adverse
experiences reported in these clinical studies were described as mild to moderate in intensity.

In Cycle 1, clinical adverse experiences were reported in approximately 69% of patients treated with
the aprepitant regimen compared with approximately 68% of patients treated with standard therapy.
Table 6 shows the percent of patients with clinical adverse experiences reported at an incidence >3%.

Table 6

Percent of Patients Receiving Highly Emetogenic Chemotherapy With Clinical Adverse Experiences
(Incidence >3%) - Cycle 1

Aprepitant Regimen Standard Therapy
(N = 544) (N = 550)

Body as a Whole/ Site Unspecified

Abdominal Pain 4.6 3.3

Asthenia/Fatigue 17.8 11.8

Dehydration 5.9 5.1

Dizziness 6.6 4.4

Fever 29 3.5

Mucous Membrane Disorder 2.6 3.1
Digestive System

Constipation 10.3 12.2

Diarrhea 10.3 7.5

Epigastric Discomfort 4.0 3.1

Gastritis 4.2 3.1

Heartburn 5.3 49

Nausea 12.7 11.8

Vomiting 7.5 7.6
Eyes, Ears, Nose, and Throat

Tinnitus 3.7 3.8
Hemic and Lymphatic System

Neutropenia 3.1 2.9
Metabolism and Nutrition

Anorexia 10.1 9.5
Nervous System

Headache 8.5 8.7

Insomnia 2.9 3.1
Respiratory System

Hiccups 10.8 5.6

In addition, isolated cases of serious adverse experiences, regardless of causality, of bradycardia,
disorientation, and perforating duodenal ulcer were reported in highly emetogenic CINV clinical studies.
Moderately Emetogenic Chemotherapy

During Cycle 1 of a moderately emetogenic chemotherapy study, 438 patients were treated with the
aprepitant regimen and 385 of these patients continued into the Multiple-Cycle extension for up to
4 cycles of chemotherapy. In Cycle 1, clinical adverse experiences were reported in approximately 73%
of patients treated with the aprepitant regimen compared with approximately 75% of patients treated with
standard therapy.
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The adverse experience profile in the moderately emetogenic chemotherapy study was generally
comparable to the highly emetogenic chemotherapy studies. Table 7 shows the percent of patients with
clinical adverse experiences reported at an incidence >3%.

Table 7

Percent of Patients Receiving Moderately Emetogenic Chemotherapy With Clinical Adverse
Experiences (Incidence 23%) — Cycle 1

Aprepitant Regimen Standard Therapy
(N =438) (N =428)

Blood and Lymphatic System Disorders
Neutropenia 8.9 8.4
Metabolism and Nutrition Disorders
Anorexia 4.3 5.8
Psychiatric Disorders
Insomnia 4.1 5.6
Nervous System Disorders
Dizziness 34 4.2
Headache 16.4 16.4
Vascular Disorders
Hot Flush 3.0 1.4
Respiratory, Thoracic and Mediastinal
Disorders
Pharyngolaryngeal pain 3.0 23
Gastrointestinal Disorders
Constipation 12.3 18.0
Diarrhea 55 6.3
Dyspepsia 8.4 4.9
Nausea 7.1 7.5
Stomatitis 5.3 4.4
Skin and Subcutaneous Tissue Disorders
Alopecia 24.0 22.2
General Disorders and General Administration
Site Conditions
Asthenia 34 3.7
Fatigue 21.9 21.5
Mucosal inflammation 2.5 3.5

Isolated cases of serious adverse experiences, regardless of causality, of dehydration, enterocolitis,
febrile neutropenia, hypertension, hypoesthesia, neutropenic sepsis, pneumonia, and sinus tachycardia
were reported in the moderately emetogenic CINV clinical study.

Highly and Moderately Emetogenic Chemotherapy

The following additional clinical adverse experiences (incidence >0.5% and greater than standard
therapy), regardless of causality, were reported in patients treated with aprepitant regimen:

Infections and infestations: candidiasis, herpes simplex, lower respiratory infection, pharyngitis, septic
shock, upper respiratory infection, urinary tract infection.

Neoplasms benign, malignant and unspecified (including cysts and polyps): malignant neoplasm, non-
small cell lung carcinoma.

Blood and lymphatic system disorders: anemia, febrile neutropenia, thrombocytopenia.

Metabolism and nutrition disorders: appetite decreased, diabetes mellitus, hypokalemia.

Psychiatric disorders: anxiety disorder, confusion, depression.

Nervous system: peripheral neuropathy, sensory neuropathy, taste disturbance, tremor.

Eye disorders: conjunctivitis.

Cardiac disorders: myocardial infarction, palpitations, tachycardia.

Vascular disorders: deep venous thrombosis, flushing, hypertension, hypotension.

Respiratory, thoracic and mediastinal disorders: cough, dyspnea, nasal secretion, pneumonitis,
pulmonary embolism, respiratory insufficiency, vocal disturbance.

Gastrointestinal disorders: acid reflux, deglutition disorder, dry mouth, dysgeusia, dysphagia, eructation,
flatulence, obstipation, salivation increased.

Skin and subcutaneous tissue disorders: acne, diaphoresis, rash.
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Musculoskeletal and connective tissue disorders: arthralgia, back pain, muscular weakness,
musculoskeletal pain, myalgia.

Renal and urinary disorders: dysuria, renal insufficiency.

Reproductive system and breast disorders: pelvic pain.

General disorders and administrative site conditions: edema, malaise, rigors.

Investigations: weight loss.

Laboratory Adverse Experiences
Table 8 shows the percent of patients with laboratory adverse experiences reported at an incidence
>3% in patients receiving highly emetogenic chemotherapy.

Table 8

Percent of Patients Receiving Highly Emetogenic Chemotherapy With
Laboratory Adverse Experiences (Incidence 23%) - Cycle 1

Aprepitant Regimen Standard Therapy

(N =544) (N = 550)
ALT Increased 6.0 43
AST Increased 3.0 1.3
Blood Urea Nitrogen Increased 47 35
Serum Creatinine Increased 3.7 4.3
Proteinuria 6.8 5.3

The following additional laboratory adverse experiences (incidence >0.5% and greater than standard
therapy), regardless of causality, were reported in patients treated with aprepitant regimen: alkaline
phosphatase increased, hyperglycemia, hyponatremia, leukocytes increased, erythrocyturia, leukocyturia.

The adverse experiences of increased AST and ALT were generally mild and transient.

The following laboratory adverse experiences were reported at an incidence >3% during Cycle 1 of
the moderately emetogenic chemotherapy study in patients treated with the aprepitant regimen or
standard therapy, respectively: decreased hemoglobin (2.3%, 4.7%) and decreased white blood cell
count (9.3%, 9.0%).

The adverse experience profiles in the Multiple-Cycle extensions for up to 6 cycles of chemotherapy
were generally similar to that observed in Cycle 1.

Stevens-Johnson syndrome was reported as a serious adverse experience in a patient receiving
aprepitant with cancer chemotherapy in another CINV study.

Postoperative Nausea and Vomiting

In well-controlled clinical studies in patients receiving general anesthesia, 564 patients were
administered 40 mg aprepitant orally and 538 patients were administered 4 mg ondansetron IV. EMEND
was generally well tolerated. Most adverse experiences reported in these clinical studies were described
as mild to moderate in intensity.

Clinical adverse experiences were reported in approximately 60% of patients treated with 40 mg
aprepitant compared with approximately 64% of patients treated with 4 mg ondansetron IV. Table 9
shows the percent of patients with clinical adverse experiences reported at an incidence >3% of the
combined studies.

Table 9

Percent of Patients Receiving General Anesthesia With Clinical Adverse
Experiences (Incidence 23%)

Aprepitant 40 mg Ondansetron
(N=564) (N=538)
Infections and Infestations
Urinary Tract Infection 2.3 3.2

Blood and Lymphatic System Disorders
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Anemia 3.0 4.3
Psychiatric Disorders

Insomnia 2.1 3.3
Nervous System Disorders

Headache 5.0 6.5
Cardiac Disorders

Bradycardia 4.4 3.9
Vascular Disorders

Hypertension 2.1 3.2

Hypotension 5.7 4.6
Gastrointestinal Disorders

Constipation 8.5 7.6

Flatulence 4.1 5.8

Nausea 8.5 8.6

Vomiting 25 3.9
Skin and Subcutaneous Tissue Disorders

Pruritus 7.6 8.4

General Disorders and General
Administration Site Conditions
Pyrexia 5.9 10.6

The following additional clinical adverse experiences (incidence >0.5% and greater than
ondansetron), regardless of causality, were reported in patients treated with aprepitant:

Infections and infestations: postoperative infection

Metabolism and nutrition disorders: hypokalemia, hypovolemia.

Nervous system disorders: dizziness, hypoesthesia, syncope.

Vascular disorders: hematoma

Respiratory, thoracic and mediastinal disorders: dyspnea, hypoxia, respiratory depression.

Gastrointestinal disorders: abdominal pain, abdominal pain upper, dry mouth, dyspepsia.

Skin and subcutaneous tissue disorders: urticaria

General disorders and administrative site conditions: hypothermia, pain.

Investigations: blood pressure decreased

Injury, poisoning and procedural complications: operative hemorrhage, wound dehiscence.

Other adverse experiences (incidence <0.5%) reported in patients treated with aprepitant 40 mg for
postoperative nausea and vomiting included:

Nervous system disorders: dysarthria, sensory disturbance.

Eye disorders: miosis, visual acuity reduced.

Respiratory, thoracic and mediastinal disorders: wheezing

Gastrointestinal disorders: bowel sounds abnormal, stomach discomfort.

There were no serious adverse drug-related experiences reported in the postoperative nausea and
vomiting clinical studies in patients taking 40 mg aprepitant.

Laboratory Adverse Experiences

One laboratory adverse experience, hemoglobin decreased (40 mg aprepitant 3.8%, ondansetron
4.2%), was reported at an incidence >3% in a patient receiving general anesthesia.

The following additional laboratory adverse experiences (incidence >0.5% and greater than
ondansetron), regardless of causality, were reported in patients treated with aprepitant 40 mg: blood
albumin decreased, blood bilirubin increased, blood glucose increased, blood potassium decreased,
glucose urine present.

The adverse experience of ALT increased occurred with similar incidence in patients treated with
aprepitant 40 mg (1.1%) as in patients treated with ondansetron 4 mg (1.0%).

Other Studies

Angioedema and urticaria were reported as serious adverse experiences in a patient receiving

aprepitant in a non-CINV/non-PONYV study.
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Post-Marketing Experience:

The following adverse reactions have been identified during post-marketing use of aprepitant.
Because these reactions are reported voluntarily from a population of uncertain size, it is generally not
possible to reliably estimate their frequency or establish a causal relationship to the drug.

Skin and subcutaneous tissue disorders: pruritus, rash, urticaria

Immune system disorders: hypersensitivity reactions including anaphylactic reactions

OVERDOSAGE

No specific information is available on the treatment of overdosage with EMEND. Single doses up to
600 mg of aprepitant were generally well tolerated in healthy subjects. Aprepitant was generally well
tolerated when administered as 375 mg once daily for up to 42 days to patients in non-CINV studies. In
33 cancer patients, administration of a single 375-mg dose of aprepitant on Day 1 and 250 mg once daily
on Days 2 to 5 was generally well tolerated.

Drowsiness and headache were reported in one patient who ingested 1440 mg of aprepitant.

In the event of overdose, EMEND should be discontinued and general supportive treatment and
monitoring should be provided. Because of the antiemetic activity of aprepitant, drug-induced emesis may
not be effective.

Aprepitant cannot be removed by hemodialysis.

DOSAGE AND ADMINISTRATION

e Prevention of Chemotherapy Induced Nausea and Vomiting

EMEND (aprepitant) is available as capsules for oral administration.

EMEND is given for 3 days as part of a regimen that includes a corticosteroid and a 5-HT3 antagonist.
The recommended dose of EMEND is 125 mg orally 1 hour prior to chemotherapy treatment (Day 1) and
80 mg orally once daily in the morning on Days 2 and 3.

EMEND (fosaprepitant dimeglumine) for Injection is a lyophilized prodrug of aprepitant containing
polysorbate 80 (PS80) and may be substituted for oral EMEND (125 mg), 30 minutes prior to
chemotherapy, on Day 1 only of the CINV regimen as an intravenous infusion administered over 15
minutes.

In clinical studies, the following regimen was used for the prevention of nausea and vomiting
associated with highly emetogenic cancer chemotherapy:

Day 1 Day 2 Day 3 Day 4
EMEND* 125 mg orally 80 mg orally 80 mg orally none
Dexamethasone** 12 mg orally 8 mg orally 8 mg orally 8 mg orally
Ondansetron” 32mg IV none none none

*EMEND was administered orally 1 hour prior to chemotherapy treatment on Day 1 and in the morning on Days 2 and 3.

**Dexamethasone was administered 30 minutes prior to chemotherapy treatment on Day 1 and in the morning on Days 2 through 4. The dose of
dexamethasone was chosen to account for drug interactions.

'Ondansetron was administered 30 minutes prior to chemotherapy treatment on Day 1.

In a clinical study, the following regimen was used for the prevention of nausea and vomiting

associated with moderately emetogenic cancer chemotherapy:

Day 1 Day 2 Day 3
EMEND* 125 mg orally 80 mg orally 80 mg orally
Dexamethasone** 12 mg orally none none
Ondansetron” 2 x 8 mg orally none none

*EMEND was administered orally 1 hour prior to chemotherapy treatment on Day 1 and in the morning on Days 2 and 3.

**Dexamethasone was administered 30 minutes prior to chemotherapy treatment on Day 1. The dose of dexamethasone was chosen to account for
drug interactions.

fOndansetron 8-mg capsule was administered 30 to 60 minutes prior to chemotherapy treatment and one 8-mg capsule was administered 8 hours
after the first dose on Day 1.
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e Prevention of Postoperative Nausea and Vomiting
The recommended oral dosage of EMEND is 40 mg within 3 hours prior to induction of anesthesia.

General Information
EMEND has not been studied for the treatment of established nausea and vomiting.

Chronic continuous administration is not recommended (see PRECAUTIONS).

See PRECAUTIONS, Drug Interactions for additional information on dose adjustment for
corticosteroids when coadministered with EMEND.

Refer to the full prescribing information for coadministered antiemetic agents.
EMEND may be taken with or without food.

No dosage adjustment is necessary for the elderly.

No dosage adjustment is necessary for patients with renal insufficiency or for patients with end stage
renal disease undergoing hemodialysis.

No dosage adjustment is necessary for patients with mild to moderate hepatic insufficiency (Child-
Pugh score 5 to 9). There are no clinical data in patients with severe hepatic insufficiency (Child-Pugh
score >9).

HOW SUPPLIED

No. 3854 — 80 mg capsules: White, opaque, hard gelatin capsule with “461” and “80 mg” printed
radially in black ink on the body. They are supplied as follows:

NDC 0006-0461-02 unit-of-use bi-fold package of 2

NDC 0006-0461-06 unit-dose package of 6.

No. 3855 — 125 mg capsules: Opaque, hard gelatin capsule with white body and pink cap with “462”
and “125 mg” printed radially in black ink on the body. They are supplied as follows:

NDC 0006-0462-30 bottles of 30 (with desiccant)

NDC 0006-0462-06 unit-dose package of 6.

No. 3862 — Unit-of-use tri-fold pack containing one 125 mg capsule and two 80 mg capsules.

NDC 0006-3862-03.

No. 6741 — 40 mg capsules: Opaque, hard gelatin capsule with white body and mustard yellow cap
with “464” and “40 mg” printed radially in black ink on the body. They are supplied as follows:

NDC 0006-0464-10 unit-of-use package of 1

NDC 0006-0464-05 unit-dose package of 5.
Storage

Bottles: Store at 20-25°C (68-77°F) [see USP Controlled Room Temperature]. The desiccant should
remain in the original bottle.

Blisters: Store at 20-25°C (68-77°F) [see USP Controlled Room Temperature].

Rx only

U.S. Patent Nos.: 5,145,684, 5,719,147; 6,048,859, 6,096,742; 6,235,735

e MERCK & CO., INC., Whitehouse Station, NJ 08889, USA

Issued April 2008
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FhEE - IR | HEE - MR
Bi% - AR PEMEES (V2757 0%) BEICHE WHLBER (B, B (EBRUZET)
FhéE - ZRICBIET ZEALOEE
AFNIRNEL, BHIE U FEMEGES R TT7F %) OREOBAECRVERTHZ L. (THRRRE OESH)
A% - ARk
fhOFMEH & DHFRIZIBNT, BE, BAKRTFLvEF b LTHREBMAESEAIRS 1 BEIX 125mg 2, 2 AT Omg % 1 B 1
E, ®RORE5T5.
% ARICEET SERLEDEE
(1) BALEREOE 2 —RZBWT, FEIOREHMIL3 BMEERETH L. £, 5 AMZBX TARIZ®RE LEROFHMER
VREMEREI LT, (TR 0EB )
@) AF, BRI LTarFarT o RO SHE, SEEEHAGHAL O LTERT L. (FRREE 0EBR) 2k, fHAT3=0
FazFuA KR S-HT; ZEGEHEHMRIOME - BRICOWTIE, &4 OFAIORMICES, BFHONREsEIcL, #5T5L. £
L, aAFaxFaf FORRIIOVTE, AFIE aVFarTus FORWREFERZEE L CEEEET 52 . (HEEMER), TIRWENE
ROERGRAHRY DESH)
(3) AFN3, HFEEBMIREHRIORS 1 Bifl~1 B 30 RNcis L, 2 B BURIFRIPIcRETaz L.
®E BE (ROBBFIEBELAENIE)
(1) AR ORI x LiGBUEDBREEED H 2 BE
(2) vEY EEFoRE (HMEER OESR)
FRLOZEE |[1. RELES

HEOEERE (& LTUFTRBENS D, MTRENBEC LRTARTANDS. £, EEFHERS (Child-Pugh 227 >9)
BETOEBRBRITRV. (MBI OEBMHE))
2. BEEGEXWIER
(1) A#ix CYP3A4 \2xi¥ 3 AREFHMERALZE L, WEHEEF 2SO THAKALMEERAEZEZ T LRH5LD, +oE
BLTRETHZ L. (WEERIOESR)
@) REUNT 7 U URERRAT L OB BEICE, BALEREOS 2 —R BT 5RFALT ORL%» 5 2 B, 7 AR5 10
B EICIE, BEOMBEERECE L TRERE=FY 727528, (HREFERIORSK)

3. #E#A
AFiZ CYP3A4 DEETH Y, BEH b FRED CYP3A4 [BEF (ARKFN) RUBEEALA L, CYP20 OFEEMLETS. (F
WERE) DESR)
(1) tA%E HHRALEBLCE)
FH4% BRI - HE B ik B - BRI T
EESE EFFFIOMPEE EFICLY, QTIER, | AFOMAEKFHL CYPIA HEERIC
F—F T DEMEREREOEBREERZEITE | Lo T, Eekflon+FRE EA2RT L
Img, 3mg, AWEL EBHB. BHY, EEILEMETHTERORE L
RBEBENSDHB.




£1.71 RBERANE-—BR (FILESV L) (0TF)

FHELOXE (2) BtRZE (BRICEETSHC L)
(23%) A4S BRI B S A ES
CYP3A4 2[RET 2 #/ AH| L3772 CYPIA4 FRER (B : &7 k=7 | AHE CYP3A4 DIEE Th B8, CYP3AY &
A FSaFy—n, Yzaeq | 7V EONRIMEEATIZ . (K | MEEETHRALHATSE 2 Lick>THH
v, 5 Y REwL Y, U R | PEIRIORSH) DmFRER ERT BEANHD.
EVE)
INFTH A FRIEONFTELALOHRAREIZEST, | FFROIAF 7 ELAORMPHAHES
FSRAI~OBREIEKRT 5 TREMESH B, | hB.
( TSRmEiE) OEBR)
CYP3A4 2EEW ¥ 2 KH BRIOERDPBITT DTN HD. (K | AL CYPIA4 OEETHB 70, chbDF
(V7 7rEvy, An<de| YBiE OBESR) FNZ & AR ORBIMBE SN BHENH B,
v, 7x=hAf %)
CYP3A4 THREBIESh 35H| IR ORAOHRIMMEN D BTN | FFIOBRKFAR CYPIA4 REFERICEL
(FRYFRAEZSV, AFATVR= | B35 5. B, FTRFAZY VAT | T, chb0ESORBIEESNIHENH
yuay, IFY5LE) : DPANL, TEXYVAY YV ORBERE | 5. 2B, ZORBIHER LY LEOFOS
TEIREARCERTHZ L. (TRWH) | Sk
BIOESR)
CYP2C9O THRB & h H5H IDORFOHENBB Sh DTN | FAED CYP209 FEERIZLY, Zhb0%H
(OnNZ7Yy, PATEIR, | Bb3. ((Kpok 0ESR) DREIMRESNDBEDR D 5.
T x= b A %K)
RILE VBT E ZNHOEFDOPDEVPBE ENIBENS | BFEIIRAS TRV, FH & OfHEIc L
(ZF =N R PFVF—NE) | HBIDOT, FROBREHRPRUBMEED | Y ZhbORFORBPTET 5 Z L 8ES
51 % AR, Y OBSEEUIMBINEEE | hTW\5.
BERAVCOLERDD. (SYBIE OES
&)
4. BlER
(EINERERRE)

ENORBIE TOREICIT S 318 Fld 13561 (42.5%) CEIER (BREREEOREZEL) BROBAL. ERLDIF Lo
D 4261 (13.2%), ALT (GPT) L& 3961 (123%), BER 3261 (10.1%), RBKFIR 2161 (6.6%), AST (GOT) L& 2181 (6.6%),
REA 176 (53%) RUBUN E& 1561 (4.7%) SThot. (KBH)
HESMERER B
W TEBS BT AR OHEIE _EERLERBRICINT, 1,379 6IF 728 61 (52.8%) CEHER (RKREBEOREZEL) 2
B, E2bORER 129 B (9.4%), F#E 125 81 (9.1%), TIE 11061 (8.0%), Loo< Y 928l (6.7%), FH#I 858l (62%),
BL 196 (5.7%), HERRTTH (5.6%), BRERAFE 708 (5.1%) RV 64 Bl (4.6%) EThHol.
(1) EXGEMERA
1) BRRASIERGEIRE (Stevens-Johnson FEfRE)
BEREHEGHRIE R (Stevens-Johnson JEMERE, HERH™) BHObhAZENHHDOT, BBE+DITITV, BB, B, ZO8E
B, RFEM, ORREOERES bONHBAICIIBREZRIEL, EORABEZTIZ L.
2) B+ EERS
BN+ ZIRBEE EERHY) SH0bhB3ZE8HH0T, BEEZTHITTY, RESED bNBEICITEN 2AE%
Tz L.
3) PHI245%—RiE
TF74 5% —Kis FEEFRHY) BHobhdZBNHB0T, BEL AT, 2F%5, WK, MEENE PREE
SOERRH SN HAITIREEPILEL, BOLABEZTIZ L.
) x0itoRBIHERA :

5~10%KiE 5% BB
MAREEIE, SITE AR, BUSRE,

il i s, W S
SRR | T RRE, T, HE i i, S, R,
PR TR, WHL 12T WK, B, SR

WG, WERER, BE, )
HER B, T, RACNR Bl B B, MERROUR, Bk HRE | Bk

MR, OPER 0Pk
e Leo<Y TS, RPN WER, %AR < Lxd

AST (GOT) , TAHYHRRT 7 &—,
i ALT @GPD) Db5 vy-GTP, EYLELDLR

FHIR, ¥ BUN L, 7L7F=r
>3] 18, R PEREEE, BR, SR
0 W% R, $FPEREYD, AmIRED,

N, Y v ERE
RS s, DUfbaE P d
FEE, VB, ER, WUNE, 7O,

MO, (KR, B IR, R, S, 7 1 SREUSE,
Tot R TAT WD, BT, A, 8

Y 9 AE, 5 1) v A

{827 v—/VifiE

X SFEARIRH COREICLD




#£1.71 RERMR—BER (Z7ILEL2V L) (0TF)

FEREDEE
(03%)

5. mRE~OIRE
—RICEESE TIIAEBENMET LTV 3O THEIERET 2 L. 2B, BELEBEIIOIEPRE (AUC, Cu DHEGEBEICHL~
TETE 2oL oBE (EHBE ORSRB) 255,
6. iR EW BIRE~ORS
(1) ERUITER LTV B TEEOH SWAICIE, EREOFRMESGRIEL D2 LU SN BRCORBETHZ L. UHRD
DOREIZHETIRESMIIHILTHARWV. Ty b, UHFICBONTHEZEBTS 2 EBREShTNS.)
Q) BRPOBACIE, FAABREFIBARZPLEEIEEZ L. (Sy MZBO TR PIIBTT B L B8HREShTW3.)
7. MRE~DES
BEHAKER, FER, LR, SHRXITNRIHT ZAMMER R SMITRES LTV ey (ERRRS ).
8. BRALODIE
FEAIZZAL0E - PTP AEOFANIPTP ¥ — F bRV ML TIRAT 3 L 5B#HT5 L. (PTP U— FOBBKIC LY, BOBRAKSRE
HE~FIAL, BICRBLER I LTHBAREOERREMELHRT I Z BEShTV3.)
9. TOHOEE
7 v hO2EMBERAFHERBRICBNT, HEET v MO 125mg/kgl A 2 EHEEHI ETRIRBEIMIREIED A RORM, BT v
b @ 125mg/kgl B 2 E#SRELLETRIREI MR O AEEORM, B v bD 125 mgkgl B 2 EIREHR VM T ¥ D Smg/kgl
B 2 Bl 530 E CHABRBREORARORMN, S » b0 125mg/kgl B 2 EHE 5L ECHFMEBBORERDOEMIBED bhi- L OH
EnbD.
e, v U A0 2 EMBEBAFHERBRIZBNT, i~ U 20 500mg/ke/ B BELL b THFHIRIRIED 4 RO, e~ 7 2 D 1000mg/kg/
AR ER U~ 7 2D 500mg/kg/ B BELA L TIFAMRBOREEOHMARD bhi L OBRENHS.
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—REB R Fo e b o R S

RS FRAPHFEN S mg
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£1.7-6 FERMDKR—ER (SEELOY)
— MR EBS TR FOUOMRAREESR: 7¥7 ODE0.1mg
EBSEL bOVEHE : TP T HENK 03 mg

BRFEA | 7¥ 70D 0.1 mg ¥ 7 HEHK 03 mg
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#1.77 AERM»R—8E (Z7¥ErOY)

—REIR T FHe b OVERERA T b~ 8 10mg
FHEFOVERIEIHHE : o b— B 10mg

R4 o h—%E 10mg £ 0 h— CEER 10mg
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7ILEAYE
A4 A2 FAh7THEIL 125mg
14 A2 FhZHEIL 80mg
1AV FATELEY F

1.8 R™fIXF ()

MNEERIEKRA4
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1.8 BAXE (F)
1.8.1 ek - R () RUE DR EIRHL
1.8.1.1 %hEE - R ()

PUBMENEIGA] (S A7 T F %) G HikaER (B, R (EREZ2ET)

<HhEe - MRICEET EALOEE :
L RENTIROCELD, WEHVE U S HUEEERE] (VAT T F %) OG- OSHAICIRY
AT & (TERRAE OESIR) |

AFOBNEE « 2 () 1%, ENIOBERARBROFERZEE 2, THUEMESA] (277
VAR FEACHE D TEAbEELR GEL, mEM) GERWIZ &) ) EERE L. LLTICShHE -
IR () OREDORIEZRT.

1.8.1.2 %EE - DR (F) DHRERML

AT T F 10 mgim® L b & TR A 5 B BRI R A G b LI ENE
O AHFBR (ONO-7436-01) DfEHR:, FEFHEE B CTh HHUEMIEL ARG 1~5 B B (&H1H)

(28T %5 Complete Response O BEHIA 13, FEAEIRRERE 50.3% (75/149 )] , 40/25 mg #f 66.4%
(95/143 3] , 125/80 mg #f 70.5% (103/146 f5il) T& v, 40/25 mg #fF L TN 125/80 mg Al
PG EEHEEERE & ol L C Complete Response DBEZEIGNEEICE -T2 (X2 HE : £+
ALZ4L p=0.0053, p=0.0004). F7=, FEHi%AID> Complete Response DEFHIEIZHONTSH,
40/25 mg Ff35 K O 125/80 mg BT HUEMEIE S AP G- 1 B B (S, JUEMIES A5 2~5
HE GEEH) OWFIICIBW T ORI A BUERIC EETY , 23 TIE 40/25 mg FE
J U0 125/80 mg BEIZWVTH bR L IR L THABEICE - - (X2 HE - ThZh
p=0.0014, p=0.0002).

ZOfh, BIREHEEH TH 5 2WIMIZI 1T 5 Complete Protection, A & 727 L D HBEE|
2B T, 125/80 mg FEIIARMETEIRBE IO LA EICE WA DMMEZ R LT-. 2ifick
@%@L@%%%AfiJﬁmnmﬁ%iwmwmmﬁ@b#h@&@ﬁf%@ﬁ%ﬁﬁ
ZxF LA EICEWAZMENRD biLiz. Eofl, 21 5 Total Control, Hla7e L, &
FRH 7 LOBFEGITEB VT, 125/80 mg #f35 L TN 40/25 mg HEOWT O HHET HAE
VRIS LA B ZEITRRD e h o 7203, HEMIIE BEl- TR Y, X512 125/80 mg
REDOAZNMEN 40/25 mg BEA FEAIIC EE - Tnve. BRIV TiE, W oOFEEER (2
BOWTHABETRD BN o720y, BFIHHRAR L 2FRE, 125/80 mg HEIIAE IR 2 K
A BE o 72, BRI OB RITEHH O R EHELIL TR0, BERR CIIRA+4372



FERINF L TH, RETFIMEL R T ZEDRPLNnE o7z,

F 7o, RO S EL ORI DWW T IR L. 2HIHIC IS T 2ErE ORI L T,
1~2 [ElEM- U 7= B 0BG L O3 ML EIEM: U 7- B3 %4 1%, 125/80 mg FEFS L 1UY40/25
mg BEXWD T S AEEIRIR BRI LR TR <, 125/80 mg BE Chic bk~ 7=, EfIficEs T 5 &
OOFREEIZBI LTI, 125/80 mg #EIIFEMERHARIC 6 L CRELO O EIEEMENEZE R EEICS
MBI 2558 BT A3, 40125 mg BE TIEA B ZEITRD bR ho 7.

PLE, FEFHMEIE B TH 2 2WIMIZH 1T 5 Complete Response 0 BEE S 72 & DN Bl R AT
HH OENTRE RN S, RIEOFIENHER Sz

F7-, WA CEM L-BEERBR e LT, 27T F 2 70 mg/m? BL b o> i B Ve BT v
Bl e RO T bR & 2 2 IEVE I RS 2 x5 & Lo B MRS  (POS2, P054)
BIO o277 k277 3 FEIRNE S 750~1500 mg/m? (+5%) |, [ 7k A7 7 I RE
RS- 500~1500 mg/m? (+5%) + RV L s U #ARNER S 60 mg/m? LI (+£5%) |,
HHWE [V 7R 77 I REIRPIE G- 500~1500 mg/m? (£5%) + = E /L2 o F IR
5100 mgim* LT (£5%) | OWFRgdGies 27T F 2 LS 0 2 i k- Pk g
Bl & AT bR L 2 52 2 BRI R A x4 & L 72 AN S AR BR (POT1) DS R,
WTNORBRIZIBWTH FEFHE A TH 2 2 HIIZIS1T 5 Complete Response D BFHEI5
([ZFBVNT, 125/80 mg HEIFERAERIRAE & Ll L THEICENTE Y, CINV IZX 2 F RN
RENT (PO52; 2 HL 72.7%35 & 18 52.3%, p<0.001, P054 ; Z 11241 62.7%35 & 1 43.3%,
p<0.001, PO71; THZh 50.8%35 L8 425%, p=0.015). F7=, BIKFHIEEE OEMEZ L,
ROFIRR R L, AERBEL/A L, 7/ L, Complete Protection, Total Control ™ #EEI&(Z
BT b, 125/80 mg FEIIARMEIRRREZ LR 5400 27 U7z, s 55 IAH AR (PO52, P054,
PO71) OfESR, 125/80mg (1 H B 125mg, 2~3 HH 80mg) @ 3 H& 512 X 2 A8
FES LTz,

PL EDOEGRGRBRAGRIC K 0, AP HUEMEIEG AIP 512 0F 5 Bl - Mgk U TR 273K
Bl ThHDZERENTZZ s, KEIOBHRE - 2R () % THUBEMERH (AT 75
V) BeGACHE D WALEER (D, mErE) (EREMIAZET) ) L LTRE L. £z, ik
PEHEAMEIEG A G- SN TR TORBENAEDOEGHNR TIEI RN E2H LN ET D
O, FHEOMM EOEEESEIL, DEE - DHRICETLEH EoEE L LT IRAITRE
O, WM U 2HUEMIEEA] (AT T F %) OBGOSHEICRVERT L. (T
IRRRE DHSIR) | Z23%0E L.



1.82 HE- A%k (F) RUZORERNL

1821 F&%-HA=E (&)

fhoHIHF & OO HICEB N T, B%, RACIET 7L e X o b e U CHEEEEGAIR S 1
HHIX125mg %, 2 HELIFRIZ80mg 2 1 A 18], &&O&EE5T 5.

---------------------------------------------------------------------------------------------------------------

<Rk - ABICEEY ZEALOEE>
) BAEEREEO R I — ACBNT, AFOREIFL 3 AME AL TS5 L
7, 5 HMZEA CTARIE G U Bo Ao R O AT L TR,
(TR A DB ) :
(2) AFNL, FHIE LTIAFIRT A RO 5-HT, ZAARRETUREIA) & GF LR |
%#é:&.U%m%@@@ﬁ%)@%,Hﬁﬁénw%:x%n4Fﬁwsﬂni
SRR R - RN ST, 4% ORFIOTRI OB, Bt |
#BBICL, BE5THIL. LEL, arFazxTaf RORRICOWTE, AHL |
AT aRTuA ROKYIEIERZEE L CHIMRT 5 = L. (WRAEIER), (3]
Wishig ) KON IR Bt ) DOIEZ )
(3) AHIL, POEMEIERSAOR S 1 RER~1 FER 30 2R 5 L, 2 H H SRR

1822 HR&E-HAE () OFRTRML
RIEDO L - R (5 1%, ENIOBKRBRORS R E 2, [hofiHAlE offficE
W, @, AT e o b E L TTHUEMEE ARG 1 B Bi% 125mg %, 2 HHLEL
FEIX 80mg 2 1 H 1[0, OLEGT5) LRELEZ. £7o, REOBERGEHMIZOWTIE, H
- HEICEET 2 EOEBOHIZE N T, [DBAEFRIEDOE 2 — R8T, AKFIO
BB 3 HMAERETH2 L. £77, 5 B2 TAAIZ G LIZBOAMER D
ZAAMEITHESL L T e, (TERIRRGRE OHSBM) | ERE L. UFICHE - HE (8
DFRE DI A 7T

1.8.22-1 A& () DOFRTERMN

HESNAITIIEE T AHRRBR (PO0ALL) O L-758298 (7 7' L v 4% v hOFIRNE LG 7 v KF v )
EAvF e u A 1 ARG Tl LT, & 1.8.2-1 [Z/RL7=XL 51T, Complete Response
DBEEGITB TR O META > Z ot hr iy L-758298 & B firis EEl - T
778, BEFEHITI L-758298 134 v # ot b bl L CH EICENT-AMENTRD ST,
RS ATIEE TAHRER  (PO04ALL) OfEHR %A b L1T, VAT MFHRER O 3 &R (POO7LL,
P07, P012) %%k L, AZED CINV TPz i R(bd 5 e &G 51k4a S HITmaE L.



WS AT S AR 2 3Bk (POO7LL, P007) 1%, & 1.8.2-2 B LU« 1.8.2-3 IZ/RL7z &
T, WTFNOREBRTSH 1 A B A 12, 5 AS (ARDH MEEMICEN TV,
F7-, &1.82-4~3]182-7TITRLIZLEOIT, WTFNOREBR ST COFIMIMEE 1A
b (BHE) 1T, 5 AL (ARE) 283 H BRI, BEAICEN TV, 51T, CINV I
5 HFEREE ke 5 2 & bIE £, 2 B B LS b AR Akt 5972 FlIESEE L SHlr L7z,
7pF, 2 HHDARE b ARG 592 B2 8A T 2128 L C, A b IR\ BT
FEME RIS A B B i C AR R ONK AR A R 2 R R T D720, HUBEMEESA& 5
MAICEAREZEZS L, 2 ABUREMA L0 b0 AR CmsERREZHER+ 5 Ak
L7z (27222124 8BL002.7.22221%H]).

F72, ®1.82-3BLUE 1828 ITRL-L DI, MEMRIHE DRSO 2 3Bk (P07,
P012) DOFERMND, PUEMEEAIE G 1 B B, AIE, S5-HT,ZAEEFUARRIEAL 7 %4 2
&' D IFIPEA (POO7 : ARE, PO12: BHE) 73, S5-HTs e AMEGHUARSIEAl, 7 %92 2>
O 2K (PO07 : CBE, PO12: A RE) TR, SrEE X OBERICE T S CINV
KT DHEMENBEINL TS Z EMBA LN E o7z,

Mz C, WEFMATHASE M AHEER O 3 3Bk (PO04L1, PO07L1, PO12) ODfEREND, HrEMEIEE
Al 1 B EICAEZRET 52 ENBERPOELTHICBWCENTHL Z L, £t
ATHEE TTARRRER (PO12) OFfEEN D, BRI O FFIZh 5L, HrEMEEE A 581 B 12K
ARG THZETHMIN2NWZ LB LT (F&1.82-8%/H).

LIk, #ESAEE AREER O 4 38% (P004L1, POO7L1, P007, P012) DfEHL/e, Hulldk
TS ARG 1 H B, AR, 5-HT; LA MIEHURIEINRS], 7% 2 & V' v 0 3 A& S L,
ARIEZ GUEMEEEAIR S 1 HE2 O 5 HG T 2855154, CINV O PRHICRE AT
HD LW L.

MEAME 5 THAHRRER (PO40CL) T, BshATHIEE AR (POO7LL, PO07) ODiffHR 2 %
%, RIS AL ORFEIT o7, 7o, WA LR (P007, P012) OffH 4 i
F 2, FUBMEEGAR G 1 B IS, A, 5-HT ZAMEEEFUNSINA], 74522 >0 34l
EOFRES Lo, $£72, A2 EKIET22DICT IV 2 X Ao 0TS, FrErEEg
Al#S 1 BEMD 5 AMRS Lz, ZOfE, ARELFUEEEREAKSG- 1 B B2 6 5 A&
545 HBIC L2800 R s -, £7-, Kaplan-Meier %12 & 2 2HIB ORI 72 L D H
FHEEGOHS (B 2.7.3.3.2-6 2) 2BV T, WThOBREHTLI AT TF U &5% 72
RELANICIZIZ TR T OPIEINRHFIERFEELL T D Z LRI L E otz Z OWFHEH
2 MAHRER (P040C1) DfERITINZ, MAATHIES I AHFUER (PO07, POO7L1) T35\ TAHEH
[E§% 5-CH 2 BEBSIENFHET DER/E LN TNDZ R ETL L, AKRD3 AL T



5 HE G LIZIEFRHEOREE G OND Z LRS-, £ 2T, VB IHERER (P052,
P054, PO71) (3#%5-HifM %4 3 A (1B H 125mg, 2~3 HH 80mg) & LTHEML, ZDi
B L UTARED 3 BMHESICX 2 HIMESHRGE Sz,

P boftRaiE z, 3AMESLS (LHBHE 125mg, 2~3 A H 80mg) #H#eEAyLEL L.

% 1.8.2-1 Complete Response DB EHEIS
(BSVATRASE M4BEABR  POO4L1)
B HRER : ITT

L-758298 PR S =%
E— ; (60% 7213100 mg) (32 mg)
R At e 5 441 R o A " A "
BiE Bl BE 1%
A 729 (24.1) 423 (17.4)
aMEH 11/30  ( 36.7) 11/23  ( 47.8)
£ 58 ] 14 /29 ( 48.3)* 423 (17.4)

* 1p<0.05 (Ao Xt ha gL Oli)  (p=0.04)

% 1.8.2-2 Complete Response DEBEFRIE (E/IATHAS IEKER P0O07L1)

BAHRER : ITT

A B A+B Cc
il e oy |BE AR g [BE AR o (B AR o
IV VR IV IV IV V% IV VR
ZS I 23759 (390) | 13/56 ( 232) 22 /58 ( 37.9)
a1 27160 (450) | 20/57 (35.1) | 47/117 (402)| 48/58 ( 82.8)
JEFE 1] 35/59 (59.3)* | 25/56  ( 44.6) 22 /58 ( 37.9)

* 1 p<0.05 (CEfL D IH#k)

**:p<0.001 (CHfE DLHER)

AR L-758298 100 mg IV + 7 440"y 20mg IV (L HH)  —77 Ve Jvk 300mg PO (2~5 H H)
B : L-758208100 mg IV + 7 440"y 20mg IV (1 HH) —7 5t PO (2~5 H H)

CH]E: A/ vtboy 32mg IV + 7 %4440y 20mgIV (1 HE) —7 7tF PO (2~5 HH)

# 1.8.2-3 Complete Response DEFEE CESATHAE IHEHEER P007)
fRTRREE - ITT

A B A+B C
AT MR, [ AR (AR o [EE AR o
Bil% % Bk B e R Bil% 5
2 25 /50 ( 50.0)** | 22 /54 ( 40.7) 7/51  (13.7)
bk 41/53 ( 77.4)* | 45/54 ( 833)*% 86/107 ( 80.4)**| 29/51 ( 56.9)
T 1] 26 /50 ( 52.00*) 23/54 ( 42.6)? 8/51 (15.7)

*:p<0.05 (CHELDHHER), **:p<0.01 (CHEEL DLLE)

a) CHEL DFED BREFXHA 0 25 A TRV,

AFE 77 Ve Jvh 400 mg PO + /7 7=thny 10ugkg IV+ 7 344077 20mgPO (L HEH) —77 bt 4k 300mg PO (2~5 H H)
B : 77 Vb vk 400 mg PO + /7 7=thny 10pgkg IV+ 7 %444)°7 20mgPO (L HE) —7 7tk PO (2~5HH)

CRE: 7 74K PO+ ) 9=thny 10pgkgIV+ 7 %447 20mgPO (1 A H) —7° 7tk PO (2~5 HH)



% 1.8.2-4 IEHALOEBEFSES (EBIATHAE IMHERER POO7LL)
BHHERER 11T

A B C
B W72 L o> W72 Lo WG 72 L o>
BEEE (%) BEES (%) BEES (%)
1HH 50.0 45.6 84.5
2H H 71.2 76.8 60.3
38 B 84.8 75.0 60.3
4 H 93.2 76.8 70.7
5 A 94.9 83.9 79.3

ABF: L-758298100 mg IV + 7 #4#)°Y 20mg IV (1 HH)  —77 Lt 42} 300 mg PO (2~5 H H)
B A : L-758298 100 mg IV + 7 447"y 20mg IV (1 A H) —7'7tF PO (2~5 AH)
CHRE:AvF vbbay 32mgIV+ 7 %4447y 20mg IV (1 AB)  —7 7tk PO (2~5AR)

#1825 EMHGLOBEES (GEB/ATHIEIHEFAE P007)
BHHERER 11T

A B C
Bl R 72 L o> 72 L o> G- 72 L o>
BEFE (%) BEFE (%) HEFE (%)
1A H 92.5 94.4 66.7
2HH 90.0 94.4 51.0
3HH 94.0 88.9 62.8
4HH 94.0 87.0 64.7
5HH 100.0 94.4 88.2

ABE 77 VL B 400mg PO+ 7 9=thny 10 glkg IV + 7 5440y 20mgPO (L HE)  —77 bt 4} 300mgPO (2~5 F H)
B : 77 vt 4k 400 mgPO + 7 7=thny 10 glkg IV + 7 X444)°Y 20mgPO (1 HH) —7 7tF PO (2~5 HH)
CHE: 7 FUK PO+ /7 9=thay 10 ghkg IV + 7 344"y 20mgPO (1 A H) —7 7tk PO (2~5 HA)

#1826 FHEAELLOBETES (GE/NATHASEIMEEER POO7LL)
BHHERER 11T

A B C
Be SR P Lo | BEesa Lo | Rk Lo
BEFG (%) BEEG (%) BEHE (%)
1HH 65.0 59.7 91.4
2HH 81.4 69.6 81.0
3HH 84.8 69.6 70.7
40 H 86.4 69.6 69.0
5H H 91.5 78.6 89.7

ATE : L-758298 100 mg IV + 7 ¥444)°Y 20mg IV (1 A H) —77 vt vk 300mg PO (2~5 A H)
B A : L-758298 100 mg IV + 7 147"y 20mg IV (1 A H) —7 7tk PO (2~5 AR)
CHE:AvF vbbay 32mgIV+ 7 %44y 20mg IV (1 AB) —7 7tk PO (2~5 A A)



% 1.8.2-7 PHEABRLZLOBEEES B/ ATHAE IEFAER PO007)

xR ER  ITT
A B C
B ROFIARER LD PRI L O PRI L O
BEEE (%) BEEL (%) BEEL (%)
1HH 77.4 83.3 66.7
2HH 78.0 68.5 35.3
3HEH 66.0 63.0 47.1
4HH 70.0 59.3 43.1
5HH 84.0 68.5 66.7

ARE: 77 Ve v 400mg PO+ 77 7=tbey 10 uglkg IV + 7 %4477 20mgPO (1 BH) —77°Vt' b 300mgPO (2~5 A H)
B 1 777 Ve hvh 400mg PO + /7 F=they 10 g/kg IV + 7 %497 20mgPO (1 HH) —7 7t PO (2~5 HH)
CHE: 7 7t PO+ /' 7=tbny 10ugkg IV + 7 %44)°7 20mgPO (1 HH) —7" 7tk PO (2~5 HH)

# 1.8.2-8 Complete Response DEEFEE (GESIATHAE 1488 P012)
RATAREE : ITT

A B C D
B N N 7 [ A
Qe CELr CESr LELT
211 15/90  ( 16.7) | 30/84  ( 35.7)* | 26/88  ( 295) | 21/84  ( 25.0)
Za ) 46/90  (511) | 63/84 (750 | 30/80  (438) | 34/84  ( 405)
EFE 20/90  (222) | 34/84 (405 | 34/88  (386) | 33/84  (39.3)

* :1p<0.05 (ARfE D)

ARE 7 78K PO (1 HAN) —7 78K PO+ 7 j=they 10 g/kg IV + 7 %4440y 20mgPO (1 HH) —7 7tk PO (2~5 HH)

B : 7' 5tk PO (1 HAfl) —77 V' 4vb 400 mgPO + 7 5=they 10 g/kg IV + 7 #44)°Y 20mgPO (1 HH) —77 Vit 4vb 300mgPO (2~5 A H)
CHE: 77Vt Jvh 400mg PO (1 HAR) —77 Wt 4k 400 mgPO + 7 %#44)°v 20mgPO (1 HH) —77 vt 4vb 300mgPO (2~5 HH)

D#E: 7 768 PO (1 HRf) —77 vt 47k 400 mgPO + 7 %¥44)°v 20mgPO (1 HH) —77 vt'4v/h 300mgPO (2~5 HH)

VU EORERAZEE 2, MRS B b TR HUEAE RIS AP G-I a5 C AR R D NK 522
REERZ KT D720, PUBEEREGAIR GO RICEAREEZ &S L, 2 B BURIIYA X
D bR T IREZM R T2 HEE L, ZOREBIIERN W cihm s e - T
W5, BEBIMICOWTE, FRoMREARE 2, (k- ARCBE#ET A4 EoRER) I
BT Q) BAEERIEORF =BT, RAIOFEGMMIZ3 Az R ETH L.
F72, 5 HM A2 TRAZ B G LT BROAER O B3 i LTunzeus. (THRIR R
DEBW) | LRE L.

Fiz, AL - HECEET 260 Lo <, 12 A, FAlE LTarFazrs
1A FRO 5-HTy ZAARSEHREINEA & 0P LT3 2 2 &, (TRRIRRGRE] OIS 7ok,
O 2 2L F a 27 v A RO 5-HTy ZAMEHRIHIEAIO fik « HEICOWTIE, 5% D38



RIOWA CES, BHOFRESSBICL, B5T2528. ) #REL, A, arFazxraA
RE LW 5-HTy EAMEETSIHA O 3 FIPFAFIEZHELE L-. Zid, Ao HME S
(PO04LY), AFL arFaxTuAf Ko 2A/IGFAKSE (PO07LL, P012), AR L 5-HT;%%
BEFETAHEHAB X NarFaxT7a A Feo 3AI0FH#E S (P007, P012, P0O40CL, PO52,
P054, P071, ONO-7436-01) (2L 2 CINV IZxf T 2HMENREN, FTHAREL 5-HT; %
BEREHIHAR Lo LFaxTaf RED 3 FIPHAHRGAR LR TH 722 LI
ESNWTHEL WD, ed, A¥, arFazxTof RBLO 5-HT; ZA A HURIH A
O 3 FIOFHTORMERIEE, CKERKRES 2 (ASCO) %LU W, [EEESCRRIEYS
(MASCC) # L UCKEENIEFE#E T >~ bV —2 (NCCN) 7 ENAFE LT\ D il ML T A
R4 NZBNWTHEREN TN D

(A « BB 26 EoiEE) o [(2) 72720, avFazxsaAf ROHFEIZOWN

TIE, AFE aVvFaxTaf ROEYHAFEREZZE L CEERET S 2 &. (FEEM), 13K

WiEhte |} ONERERRGE | DTEBIR) | OREICONTIE, HARAOEMEGEE 255 L L&

LM SR B REMEHT OFE R, PUEMEIEEAIRS L O 7 =% bu o hicnz, A% 125 mg

BO#EL, 77X AZY 06 mg ZFIRNE G LICREOT XA 2 007 V7 7 A,

AIEIEOFHRFZ LR T OB IR F L2 EMBRRE LTz, £z, NI TH, SEAD

fERERRAICKT LT, A Z ot ba v oGz, A% 1 H HIZ 125mg, 2~5 H HIZ 80 mg

OB L, %P AZY %21 HEIZ20 mg, 2~5 HHIZ 8 mgf&O#%5G L=k, F %42
2 D AUCopq [ IAFEIEDFHRHICIERT 1 HHIZ 217 £, 5 HHIC220f5IC ER- L2221

EOWTRRROHER RSN TN D

(HYE « FECBET 2660 EoER) o [1(3) AANL, HUBMEEAIOR S 1 RiE~1 R

130 3Rz G- L, 2 B BRI FRTHICHREGT 5 2 8. | 12OV TS, AREBERS L2k
DAHED M FPEE AN B 1 ERILIRSECNS EF LB B 2 &0, ASRO B 53 L

B O 1 FE~1 B 30 0RMAT O ZEAEE LN E B X TRE L. 2 A BLBIZW A O

BIt 4B o®RE LD X ORELE.

1.8.22-2 H#ERE () OFRTIRM

HEsM 45 T ARRRBR (PO40C1) T3, 375/250mg (1 H H 375 mg, 2~5 H H 250 mg), 125/80
mg (1 HH 125mg, 2~5 H H 80mg), 40/25mg (1 HH 40mg, 2~5 HH 25mg) ¢ 3 fltH
ORED 5 BEEGIZ OV TRET L7, AReRBRIZ 31T 2 ARFEREIE 375/250 mg 35 & 1Y 125/80 mg
D 2 O METEHM L2, BEROET THRYENERER (P041) DOF5HR5, 375/250 mg
BHERFOMBEFR T 7L es sy MEEIXITHEIVEMETHDLIZ LN ERST212D
125/80 mg 35 L 1N 40/25 mg @ 2 FEFEDO HEICER L CHEM L7- (2.7.2.2.4.2.4 2/ ).



ZORER, &1.8.2-91TRLIZLHIC, HEAZEFOMMEICHNT, FEFMEHEE TH D54
HIRIZF 1 % Complete Response 0 g4 1%, 375/250 mg ¥ 69.7% (23/33 4i), 125/80 mg
A 63.8% (51/80 #4i]), FEUEJLHERE 48.8% (41/84 f4]) T ~7=. 125/80 mg #f & 375/250 mg #¥
DEPMEFEL L TBY, WTILOARER GFEERHEE L L L TERICE 2T (rY R
T4 v Z BRSO DTS p<0.05). F7o, HEZFE#O2WIMIZI 1T 5 Complete Response
D EEFIGIL, 125/80 mg #F 71.0% (93/131 f4i), 40/25 mg #¥ 58.8% (70/119 f5l), FEHEIRR
BE43.7% (55/126 1) Tho7-. WFNOAIERE G FEWEHEIE L it L TAEICEL (Y
AT 4w 7 EFGHT 1 £ p=0.014, p<0.001), 125/80 mg ##i% 40/25 mg B A Efimpyic b
[H] > 7z,

I HIT, EIRFHEE B IZOW TS, 125/80 mg FEIIAEAETRIRRE & ik L CHEICEN, 72D
40/25 mg FE 2 BAEAOIZ B> 72 (%% 2.7.3.2-3 2 R) . it - T, #E45E X 5 8 5-J7751% 125/80 mg

(1 HH 125mg, 2~5 H H 80mg) & kL 7.

% 1.8.2-9 Complete Response DBEEIES (£HIMH) GENRHAFE IHE P040C1)
B REH : ITT

B Be bt Complete Response ¥ i i Y
DEFEIE (%)
AT TR 41 /84 (48.8)
125/80 51/80  (63.8)| {EUEILHE vs125/80 p<0.05 *
375/250 23/33  (69.7)| IEUEIAHE vs375/250 p<0.05 *
B2 H# IEYEIR 55/126  (43.7)
40/25 70/119  (58.8)|  AEUEMAEvs40/25 p=0.014 *
125/80 93/131  (71.0)| #EUEMHE vs 125/80 p<0.001 *

1) *: p<0.05,N.S.:p=0.05
=] /7\7 # v 7 BT % B O %I Tukey-Ciminera-Heyse step-down 5% FV 72, (FHEZEF % D A)
PR F - MERI, AR DL oM E VA, Hig

[E A DAHRAER (ONO-7436-01) DAL « &I, HANESMEADERELEIZ X % st
Sy EhREsER (P083) 5 L OWES PET 3l (PO75) 1248\ C, AIO MBEFIRE & NK Z &
KEEROBUED AARN ENENTREREITRNV ERHERINTND I EERALE LT,
WM AHERER (PO40CL) & [Al—& L7z (2.7.223.4 83X 272252 /). 7235, ARIE
DEEHIMNZ OV T, WEFME B TTFHEER (PO40CL) & Dbl 2B & L 5 H IR E LT,

ZORER, T 2.7.3.3.29 [ IRLIZL DI, FHEFHHEE TH L5 2MMIZIHIT D Complete
Response O EEEI A 1%, HEHEIRIEE 50.3% (75/149 7)) , 40/25 mg #¥ 66.4% (95/143 f31]), 125/80
mg £f 70.5% (103/146 ) T v, 40/25 mg FEFS LY 125/80 mg BEIE T4 b IEETR L &



i L CTHEEICE - T (P HiE : Zh 2 p=0.0053, p=0.0004). F7-, FiRID Complete
Response D HEFHEIAIZ OV TH, 40/25 mg #EFS & O 125/80 mg A2, ERHOWTR
(BT S EEEIRIEHE 2 BB BB 0, I TiX 40/25 mg #f 35 LT 125/80 mg AL 1TV T
NG EEARIE L i L THEBEICE T (X 2HE « 212 h p=0.0014, p=0.0002).
ZOM, F&2.7.3.2-2 1 x L2k 01T, AHIEIZISIT H Complete Protection, M&iE72 L, A
B LOBFEAIZBWTY, 125/80 mg A IAEHEIRREE ISR LA BICE WA Z R
L7z, 7ok, 2HIFICERIT 2R L OBFES TIX, 40/25 mg BEHEEIRFEIC S LA E
WZEWERERRD bz, 51T, EHIRIZE T 2 HMTWTHoORHMEEBIZ OV T
125/80 mg #£75 40/25 mg BE A FAEAIZ ElRl > Tz, BVEEICB WL T, BuEBER L a2k
E, WTNOFEE 28T 125/80 mg BT HEIGIEE 2 2 ElE S 7223, AEAE
ITRBO b7 oTz. ERMOMEITEMBORE UL TR, EERE IRt
SRR L Th, AFITEDIMERT LR LNE o7

PLb, FEFEE R TH S EHIRICZH 1T D Complete Response O EIA 73 B DN BIVR G
THH OATHER NS, AARANTIBWTHAMEA & [FREIC 125/80 mg #ED A #hHE1% 40/25 mg #f
BRI B D SR L7z, Zeds, VEAMERIIEE TAHEER (PO40CL) & [EWNH I AR ER
(ONO-7436-01) DMHEBIMEDHEICSOWTIX 2.7.3.3.2-1 EREBEKT—42 LS EEEKT—4
DEBEIZDWTOHEICEER L7z,

ARIEDORRREN) 7278050 C b 2 WA B IAHRRER (P052, P054, PO71) ~Ci, WEAME MAHRERD
FERAEZEEZ T, WThb 125/80 mg #f & EETRREE O LR ET 21T o 72, £ DOFER,
2.7.3.3.2-2 DHIR LT L 91, WTFNORBRICEW TS FEFHMIEE Th 2 2HIMIc BT
% Complete Response D BFEIAIZEBT, 125/80 mg BEITAEAEIGHRRE L e L C, CINV ©
TR LA BICEI Tz (P052 5 EALEI 72.7%3 L 1V52.3%, p<0.001, P054 ; EALZ
AU 62.7%%3 L 10 43.3%, p<0.001, PO71; ZiL €4 50.8%% L 1N425%, p=0.015). Fi=, &l
WA H olaM-72 U, ek L, AEEO072 L, Bl L, Complete Protection, Total
Control (23T %, 125/80 mg #FIIFEEIRIERE 4 LE 5 G2 R L7 (2.7.3.2-3,2.7.3.2-4,
2.7.3.2-5 8. A EIAERABR (P52, P054, P071) OfH:, 125/80 mg (1 H H 125 mg,
2~3 HH 80mg) @ 3 HREEGIZ X 2 HEMEDRKRIES Tz,

PLEXY, 125/80mg (1 HH 125mg, 2~3 HH 80mg) #HELEHEL L=,

10



183 HALOIE (F) RUZDOHRERL

AREOIERIZ BT > T, Tk 94 4 A 25 AATHEIEES 606 5 B B 3K A LB O
WEIZOVT, BLOTA 94E 4 A 25 0 HIEIE 607 5 TR EIE R O EovE
BRI OV T ICHELL, AROEBEERA UE R B, FEERRBA b IR
HBRAEIC S RE LT

2 (ROBHEICFEELENI L))

(1) AFNORSIKRE UIEBOE OBEEEE D & % B
(2) vV FEEHhoBE (AN 0ESR)
X EARHL

(1) oW\ T

ARIED Rt LIBUE OBEERE D & 5 B T, HEERT LAY —bx 2T 2 Alaetk
DD s, HAO—MRERFHSE LTRHE L.

(2) lzoWT

KRIRIRFOFE IR CYP3AL OILEMRN 26T 5. 2D, AFEL CYP3A4 TR
SNDERPOH S NHEITIE, ZNHOIEFORHAHE I, RMERINDIBZ
nNibs. BBV NIMFERRED EFICLY QT R, LEMEAEAREOEERRIEHN%
BEZdBEnrdbs. ©EY RE, EANOEBRPERGORMA SCEIZIBW T CYP3AL OFEE
EHZAT LA E OPFANER L STV D. #o T, EVEY NREHOBRE LRI

ELT.

1. HERS

HEOHRESRE (F& LTHFTR#END 20, MPRENBEIC LRI 28TNRS
%. ¥£7-, EEITHEERS (Child-Pugh % =7 >09) BH TOMARERIZZR . (TSyEhEe )
DB ]

R EIRM

AFEOYFIER AR IZBWNT, AFEZ1HHBEIC125 mg, 2 HEBXO'3 HHIZ 80 mg% 1
H 1RIFEO&G LZBRIC, BEFHEERE S (Child-Pugh2 =27 5~6) TIXAUCo42% 1 HH
12 11%, 3 AHEICIZ 6% T Lz, £/, HEENFHRERES (Child-Pughx =17 7~9) T
1%, AUCon72% 1 HHIZ 10%, 3 HHICIE 18% k& Uiz, #REED D 5 E O AR &
(Child-Pugh 2 =17 5~9) |28} D ARIEDAUC o0 DEALIT K & L <, AEKDOH LR L O
BRSO/ NS B2 bz, —J, EEAFHEERES (Child-Pughx =27 >9) |Z
B 2AREOMEAREBRIL VA, AT R TR Z s, BEOHEELZAT

11



HBETIE, MHPRENES RDAEERH D Z Enn, EEICKREG T L ) EERET S
71:’_ \-E&Hﬂiﬂ Lff:

2. EELGERNERE

(1) AFHNE CYP3A4 (Zk4 2 FAERFEER 248 L, DUsiEEgEA %2 & COFAR
RIEHAEEREZE T LR’ D D700, HmEELTEST2L. (HEERIO
HZ )

(2) BT 7 ) AREERIT L CODEBEICE, DAULEREOS a—ABT 5
AFLTT OBIRENS 28, 27 BEMS 10 B BICiE, BE O migEeE Rz B
LTERE=2 U 72175 2 L. ((FHAEMERHIOHEZR)

X EARHL

(1) o\ T

AIITEL LTCYPAL IZ Lo TRE@ SN D, —T7, AIKiX CYP3A4 DIHLFEIEMZ HNT

FHEIEM, CYP2CO OFEIEA LA LTS, ZD-, AL CYP3AS % [HE T 2 HHl,

CYP3A4 TREAF SN LA, CYP2CO TR 1 5 3EHAI & OFH L 72 BRIC IR BAEH 28 =
TRIAEMED N BV, —EOFEANZOWTIE, VS OREIRFEBLEER D5 R0 b A AAE R 25 HeRR

NT05. fEoT, REEEGTHEICE, BEDRMATORA 2RO F, 3K AER
CEELCEAEICERGF T LOBERET L& L L.

(2) lzoWT

ARIEIT CYP2CO DFFEEMAZA L TV D, S OERKEBRBRICB N T, YT 7 U U
EERIITL CW D HBRE IS, A3E 1 HHAIC125mg, 2 HABL O3 HAIC80 mg&1H 1
EfEOEE LS, 8 HEIZIXS (1) -U7 7 U (CYP2CO OIEE) oiffEto b7 7
FED3A%IRT L, v bR (INR ; BRI X 4%E T L. #E->TC, U
T 7 ) UREETEIT LD D BRE TIIARIROE 5B 1A 6 2 #@E, Fc7 HH25 10 H A
(Z, MiEEEENMRABICEI L TR 1T 2 K o EEmid 52 L & L.

12



3. #HE%EA
AFNL CYP3AL OIE TH Y, BRENDS FREED CYP3A4 [HE (HEKFEN) K OFHEE
HAZzHL, CYP2CO OFEEM L AT 5. (IEEMEIRE] DIEZW)

(1) #tRER BRALAGLI L)

SR 4 % BRI AR - 51 5 0 FE Py - fE R IK -

EESF FEREAOMAPEE RIS AKF o B &K EH R
F—7 v ThE LV, QT iR, L=EMAE | CYPIA4ILEMERICL - T,
img, 3mg, Ak MRS D T 72 BIVEF 2 = | A2 303K 0 Py |+ 5%
TBENDLHD. kI Eenbdbbv, HENIX
A EE DT REROREA L

ROHBETNDHD.

R ERHL

(1) BtRER (FFRALAZWLIE) 2o T
22 (ROBFEICIIB/ELELNI E) ORTHRIL (2) 1.

(2) BtAZEE (HAICEET D L)
KA 4 F B AR - HEF BT 1 PR - fEbRIA T

CYP3A4 #HET HEHA AH| L g8 T)7e CYP3A4 BHE | AFNX CYP3A4 OFVETH
(A TaFy—, = |[Al @:rhatry—n) & | 570, CYP3A4L EM:ZPHEE
2awA vy, 77 VA0 | OFRIZEEIZITY) &, | TH2EAEHHTLIZ LI

vAvy, U RFERE) | (S RS 5 o CARH O M S
AT DHABDD.
LT TE L AR L DNTTE L LD | FARTTAF T L LOR

BT L > T, WA~ | #PHERICAE SIS,
FRBDE KT D FTREMED &
%. ([SEpEhRe) OESH)
CYP3A4 %%FE9 HEA AFNOVER TS 2 B | AFL CYP3A4 DIETH

(Voyrvvy, nnHs. (FEEmENIE | D | 57, ZHLHOIRANZ LD
BN, THEMR) ARFNORFBPMEE S5 5
T = M) ENDD.

CYP3A4 THREMESNDEH | 21D OIEANO LR HE IR | A0 H =LA77 CYP3A4

(THXHRET v, AT | ENDHIBENLHDH. o8, |BEEHICE-T, Zhbo
T R=vuay, IEVT| TR UEGRT S | BAORE P HEIN DS
L) BAE, TEVRAEZS D |ERDD. Ik, FOmRET
HAEZBET D72 AR | FEA LD LREOAIO M
EETHZ L. (IFEYERE) | K&,

DIES )
CYP2CO THEEINDER| | 26 OIEFNONE NG | AFID CYP2CI FHE/EH I
(U770, ShaBznrnds. (FEY| Lo, Zns0IEF|OHN
rLVT B IR, BIAE | DIESHR) TEESNDHEER D D.

13




7= A 5F)

RILE VBT R
(ZF = VAT UF—
V)

T DIEFN D RN k55
SNLHBTNRHHDT, K
Fl D 4z G- ] op K OVBe & ¢
o 15 AR, 0 ok

PP IR S LTV NS,
AFLOPERIC Iz b0
K ORI TCHET D203 H
TV,

SRR ST A B RO AT 145 2
WHREND D, (T
R DIHZ )

REIRN
(2) BrRERE (BHRISERTAHC L) ITonT
DCYP3A4 % [HE T 2 FEANZ ST

AIL, & U THOIEYICHRESE CYP3A4 I L W (R#fa D, 20 720, A3 CYP3A4
ZILET 5 HA L O Sh2EAITIE, ARORBMNILE S, PIRPHEESNLBTHh)
b2, P> T, CYP3A4 ZHET HMREM IR Z R, AFEE Z 6 OFH & OHFHITIE
BT 2 adEE T &b L.

QINFTE LIZHONT

WA D ERRFRBRIZ BN T, B D 5 O @ I TE BT & kP51, ARIE REERIA] 230
mg & [FFEE D AUC 3155458841300 mg 2 1 H 18], 5 HfE, YT 7E LA 120mg 1l H
3 G- LR L72BR, ASKD AUCho4 1% 2.00 5 EH L, PV TF T LD AUChos i 1.66 %
EH Uz 2ok, OEX, OfE, WEOCEIZOWT, PAFT7TELBME S % RIS
IRENCEE R ZAITER O b olz., RIEEOALTFTELALOMHIZLY, RIEBIOY
IVFT Y LD EDPERT D AREMEIC OV THEERE S5 2 & & L.

QCYP3A4 Z i iE4 25 AN ST

ARENL, F & L THFOEDHEESE CYP3A4 IZL V&SNS, 20 720 , A3 CYP3A4L
EHET LA L O SN2 EA I, AKORBIMEE S, DRNMEHRTIBThRSD
52 &b, CYP3A4 Zif8E4 2REBMRIERZ R LIEEME ST 2 & & L.

@CYP3A4 TRE S 2 AN DN T

AL CYPIAL DILEEMZHT 5. ZDi=, AL CYP3A4 THREH &N 5 A O
ENTHAITE, INHOEAORBMMIE S, DERPHERINDIBZNRDDH. FRCT
XY RAH AT IHEICE, TX A COHEEZRET IR EHEICERET 4
ERHDH I ENOERE L.
B®CYP2C9 THEH S 41 2 HANZ DT

AIIT CYP2CO OFFEEHEZ AT 5. TD7=8, AL CYP2CO TUH S 2 AN HEH
SNTHEITIE, o OFEAOMRBIMEES L, RPN T HBENRHDLZ LD,
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CYP2CO T SN REMBRIEAZ R~ L, [EEMETLIZ L L L.

®FRNTE L BHTE (ZF =L X TG L) ([N T

WA ORI BRICBNC, TF =LV A N TV —ABION V2 F AT 285
THOROBTERZ1IBANS 20 HEECLIH LERE L, A% 125mg % 8 HH, 80mg % 9
AEBEXNI0 BRICL A 1EEO#KYE, &k hry 32 mg % 8 A BHICEIRNE S,
FEY ALY 12mg = 8 HH, 8mg & 9~11 HHIC 1 H 1M AKEE LK, —=F=/1=
A NT VA =D AUCoz 1T 10 H HIZ 19%K T L, MiEHo b7 7L 10~21 HBIZH
FTHRRN64A%ETIKT L. £72, /AT F 2700 10 H HO AUCqo4 (AR D B T8
D HNRDS T, MFFEFO T 7HREZ 11~21 B HIZ TRk 60% E TIRF L. 7
B, ARNZF LT AT VF—NABIO VT F AT 0 ORYEREIC B L KIETH
RN OWTIEERINCHRFT LR, = F 2L A NI VF— BN/ Lo F AT 1 Ol
EHRORNT ZRENSIIARIEGHK T 24 HRIZ, =F =LA KT V4 —/LD AUCqas N>
DIIARAIE G/ T# 28 HUNICRELZ KT SR 70D 2 LRI S 7.

o T, ARERDOE G o R O 5-02 5 28 B IE AR /VE VBEEE O HENE T 5
AREMEDR B D, Z D78, AEOFGHIMH Mk ek G006 1 7 AL, RRREEEE
ISABIRHTEZ WA MER S H Z A FERERET H 2 & & LTz,
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4. B4EMA
(ENERFREER)
[EIN O 7&K FRR £ TOFRAIZI T 2 318 il 135 il (42.5%) IZRWEM (BEARMRAMEO R 25
te) B bz, ERbDIELe-< 0 424 (132%), ALT (GPT) L5 3941 (12.3%),
e 32 5l (10.1%), BAEARIR 21 5] (6.6%), AST (GOT) L5 21#1 (6.6%), RER 17 4
(5.3%) MO'BUN L5 15 f (4.7%) FETh o7z, (KGRI
GEY ERRELER)
WSS CIEh S 7= 26 AR S OV TR — 8 MR R BRI 5 ¢, 1,379 Bl 728 i (52.8%)
CRIVER (BRRREMEORE &2 &ie) N btz e b O 129 61 (9.4%), FF 125
Bl (9.1%), MEJIE 110 B (8.0%), L->< Y 924 (6.7%), F#i85Hl (6.2%), Ml 79
Bl (5.7%), MIEAE 7761 (5.6%), BHAIE 7061 (5.1%) KO 64 6 (4.6%) % ThH-o
7-.
(1) EXEGEMEA
1) REIERFEEE (Stevens-Johnson fE#XE)
FeIEREIRIEREARE (Stevens-Johnson SEERE, BEHEARETY) R HbIWDHZ ENHHDT, BlE
EHCATY, B, RBE, % OB, IRFEM, NRNERSOERNH HONGAICITES
kL, BURMEERITO Z &
2) A+ —i5RES
R ARIRIES (BEAETY) b5 bid ZENHHOT, BlEEE ity BEN
P LN G EITITEY) R NEEZ1T O Z
3) FrI43F%—RIE
TF 7 4 7F =Kk BEERAY) BELbdZENHLDT, BlEEHSITITY,
BERE, WL, MEEE, PR RS ORER R B Db e id &k G A Ik L, )
IRRLEZRIT O T L.
X BEAIIA COMEICLD
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(2) ZothnEIER

5~10% A

5% Al

BREEAHTH

d]

X%

JCHOEEUE, ZTTIE,
HEVERL,  BEREIRZL,
RS, B, SR

FErRARER | O

ANIIE, R, HEN

RS, RS, 2,

PN, R

AR, WL, 1ETY

Rk, BE, SR

.
L

s, T, BACNEK,

WERE, THEARE, I,
RO, FWih, EHAPUE,
B, HREVTRMRE,
HNECEE, HR

(7S

R s Lo<b

SRR, - A R

WASHZE, 250,
< Lok

O EH

ALT (GPT)

AST (GOT), 7/ UKRA
77—, y-GIP, £
Lo BH

EHR, R, BUN L&,
7 LTrF=r bR, R

RRINGEE, SR, ZIK

2, AFPERBY,  FIfER
D, AR,
U o SERi

i, DU

&
E
&

Z DA T IiE

T, MR, I,
RIS, JER, THE,
HS, i, S,
RERRDRIE, AR,
ik, 7T AR,
T2 P HNE, ART D D Al
JiE, KT R U v A,
K2 v —/Liffie

MR, WIS, SRKIE,
7 R EKBIRGYIE,
(RSN, 18

X BRI TOWMEICE D

R ERHL

[N THEM L 7o kMo b A & T S 4 2 BRI S 24 & L2 RaR R L O
WS CFEME S 7258 AR R OVE IIAH SR bSR3 1 D RIER (RRR R A iE O R &
ate) OFBBHEICESWTRIE Lz, 72k, ENTEM LZEKRRR TIIEED bhiaho
7o 8 EBRRERAT SCEIZRL O & 2 BERIC W TIE THEA] OMICFiHE L.
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5. BRE~OERE

— RS E IR FRENE T L WA O CHEEBEICREGT 5 2 8. ks, BERGRE
(TIMAEFIREE (AUC, Chad DIERIEICHARTETEL 25 LoWE  (THRpEE o
HEH) 13b5.

X EARHL

A¥AZ1HHEIZ125 mg, 2~5 HHIZ80 mg # 1 H 1 [R5 L72BRIC, @&ilnd (65 %
PLE) 133kl & i L C, AUCoq 23 1 HHIX 21%, 5 HHITIX 36% k5 L1z, £z,
Coax S 1L HEHIZ 10%, 5 HHIZIX 24% LR L. —J5, [ENHO CINV %5542 L7 BRKR
BRIV CHFHFSB LORIWEH OFEIX 5331 (65 mAliti, LA L, 75wkt LLE) OB
HIZOWTHRE LToER, Dkl KOHE ORISR & BRI h o0, - T, —
RO 7215 SRIE R KOS D ERIRRBR IC B W) Tl o B TITmgE T IEE (AUC, Chrad
DETELS L LomELTLHL, HFERETLIZ L L.

6. iIim, ER BIBF~OEKRE
(1) Mha SUTIEHR LTV D ATREMED & S 8w NIZIE, 1B EO AN ERitz EEb 5 &
HW S 25 BIC0REET 5 2 & UBIRT OG22 223 MESL L T,
mEB, 7y b, UPFCBWUREZEET S EARE SN TVNS. ]
(2) P om AN, AREGRIEIRLEPIESEL2 L. (T y MZBW TS
BITT 22 s hTng. )
R TERHL
Wb, PEMm, RFLISCTOMMRERITR <, MBI L TWivy. £, BE (7
ko UHR) NG LIRS, BEEE (7> b, v9R) 33087 (T2 1)
WRBOHNTND Z Lnh, dhw, P, RAGEF~OREIZONT, EEYE T 57201

RE LT,

7. MNREADESE

IRHARER, #HrER, 2R, S SUT/NERISH 2 A E e O & E TS L TV
(FEHRRBRD 22\

REIRN

IRHARER, #HrER, 2R, $hIESUIT/NRISKT 28 0MER L O i3mesr LT
NI EmD, NREADEGIZOWT, EEMET SR E L

18



8. BALDEE

FHNZAIRE - PTP @250 IEANL PTP > — F MY L CIRATA L5 EET 5 2 L.
(PTP o — FORERIZ LV, WA BRI~ L, BICITZELE
BILUTHRAREOEERGIHEL IR T2 2 &P RESN TN S.)

AR EAR AL
A EAGHEDS PTP WS TH D Z LD, Pk 8 4F 3 J1 27 HAT HSK#RE5 240 % [PTP
DFFRRNZ DN T ATHEVERIE LT

9. EDMDEE

7 v b O 2 RGN ARSIV T, MERET ~ b 125mglkgl B 2 [RIEEGRELL BT
PR R e A A BRI D J8 A= SR o B8N, 16T~ - @ 125mglkgl B 2 [al&GRELL T HURARIE
R O F AR O, 1 >~ b 125 mg/kgl A 2 [l 58 & QT ~ - @ 5mg/kgl
H 2 [ml& 5EELL B CHHIR IR DR A= o8N, M~ »~ ~ o 125mg/kgl H 2 [l G-RELL E
CHHIBREE DI AR OHMPRD LT L OFRERH 5.

Fiz, U AD 2 MG AFRHERERIZ BV T, i~ 7 A D 500mg/kg/ H BELL TR
PRIE DI AR O, M~ 7 A @ 1000mg/kg/ HB#ELL K& O~ &7 2 500mg/kg/ B BELL E
RIS DI AR OIMNRD LT & OFREDRH 5.

R ERHL

Z v FO 2N TR L O~ 7 2D 2 FER AR O G A2 FLE L

1.8.4 FAXE ()

WHLREIZ, AFORMNE () 2Rl
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200040 H #IRRAERL

BRMINK, R F R R 6 o

wreves” 4 JMnTEN125ME
wrenrsi” o S nFen80me
w4 ST etk

BB AEAR. SRR ®
BERRMANR © S IRl «EMEND »
FILESU T RIL

H ARG L IR 5872391

AA RATEL
125mg 80mg Y b
TR
SEAIR
sl
[ BB A= 20034 3H

(BEROBEIZEHRELEWN L))
(1) AFIOESI3F LBBUEOBERE O & 5 B
(2) vEY FEEHOBE (THHAEER OESR)

(i - AEICEAEY SEALOZEE)

(1) BAAEFRIED S a— A BN T, AF OGRS
HMAZBRLLETHZ L, £/, 5HMAZMZ TAKI 2
5 U7 BE OB IE R VLRI LTy, (THE
FRkAR DESR)

(2) AFNX, FHIE LCarFarxTof KEOS-HTZ A
REEFARIHIHA E OF L T2 2 & (TERRRGE
OEBM) B AT 5aLFazxTFaf REOS-HT,
ZRRIEHIL R F O Y - ARIZ OV T, &2 D3
FIOWM CES, OB RES B L EETH2 L,
7L, arFazxTof FOHEICHOWTIL, A#Hl &
SNFaRTuA NORYWEEAENZZE L CllaEE
THZ &, (FEEM). THEpENRE ) L OTEER SR O
THZHR)

(3) AANL, PrEMEREEEA DR 5 1R ~ 1RFFI S0 AT B 5 L,
20 BLABRIF FRITPICE S35 2 &,

(#ERK - 144K
B4 A A2 N7 EN126mg| A A > RH 7 /1-80mg
e LA RATEAEY b
gy - B TALEH Lk TALEH Lk
(1h 7 ) 125mg 80mg
bt Rex>ubitiru—zx S YA RY
U A, RERLORE, A —2 (kD)
I NIRRT T, TUITRIUIETF L T
PR R RN U i o VRV /(4
ffbek, dta=—Fkek, [FX L EEET D,
(b F & a5,
Al T A 7 V|
wow | (=)
5 % 15 25
B i (mg) #1414 #1279
PR YAROASEA H A%
R
JIRE F A F A
i — R ONO 332 ONO 331
(%hEE - )

FUEMERESA (2 27T F %) B5100E ) MikaER G
Oy MEeE) GBI 2 & Te)

- (XhHE - BRICBET HEMLOER)

ARFNTFERELL M3 U D it A (A 77
VE) OREOHAICRYERTSZE,  (TEREK]
OIS )

(A% - A=)
fFIEF & OFFRIZIB VT, @, RAKET e s s
k& U CHUEM SRR S-1H BiX125mg% . 2H B LAREIX
80mgZx 1H1E, RKA#E5T 2,

(ERLDIERE]

1. REES

BEOAFEERY (L LTIFTR#SN D=0, 0
FIRENREIC ERI BTN S D, F, EHEM
KEREAR 4> (Child-Pugh % =7 >9) H#E TOM R
13720, (TFRENRE | OIHSIR))

2. EEGEFHER

(1) AANICYP3A4IZ KT 2 RIKFREENZ A L.
PFUBPERELA 2 & o THFRZEAI L B2 2 292

LRBHDHT=D,
MIDEZ)

FAEELTERET D22 &, (HHASE

2) BT 7 U FREEIEITL CW D EBREICIE, Ak
FIRIEOS 3 — AR DAFNIT OBIED B 23E M., FE
IZ7TH BE22510H BIZiE, B3 O ik EMRIEIZBE LT

BIRE=R Y T ERITH L,

3. #HEEHR

(TFHEAEH ) DS

AHENICYPIAADEE TH Y, BENLFRED
CYP3A4fHZE (ARIKEN) ROHEERZA L,
CYP2CODFHEEH L HT 5, ([FENRE ] OHESHR)

() BFRARB@EALELIE)

SEF4 5 BEPREIR - HE 0 | BT - fERRIR 7

EES R ZEFREEAN O . Wi | A O AR
F—5 o ThE EEFIZE Y, QT | 7eCYP3A4FLESE
Img. 3mg. ik | JER. DEMERIENR | AickoT, A
HOEEREIER | oM P b
PRITRBENDD | A2k T b
% 0., EEIEM
EEDTHREOR
Ll bBEhn

H5,

)

A5 AR R ERE O M L VT 2 &




(2) GEERE (BFRICSERT A L)

SHI4 % BRI - HEE 55 | BT - a1
CYP3A4%BE T |44 & 3 /172CYP3A4 | A& &l I CYP3A4
HEHX PRERIWG) : 7 ha Y| oERETh D=
U rFary—r, =) EOPFHITETEIC| D, CYP3A4IEN:

TVAuVA vy 75 2k, (TSEhRE) | & P32 365 &
77 IAETA OB e e i
Yo U R eAsE) S CAFN O e
R R L5E
NdH b,
INF T A KFNENFTELE | AHRODLFT
OHFHFE I L > T, [ B 2OMRE A
i SEA~DOURTE A |FICPE S D,
KT DHHEMENH D,
(FRYERE) DTESIR)
CYP3A4%FET | AKIOIEH D EIT T [A # 1% CYP3A4
RE S rRIENR DD, (K |OEETH D=
(V7rrEevr, | WERE OTERR) B, 2B OIEA
HANRTPE 1 &0 AHI O
7 == b V5 DM SNBBE
N5,
CYP3AATHE S | 2O DIKAIDBEAS [AHI D Bl A7)
h3EH MR SN D BTN D |72CYP3A4FHESE
(FRHFAZS bo B, TXIALZ |HICk-T, Zh
AFNTVR=Ya | ) U BT D 5A | B OIEFIORHH
Yo REVIRE) | L FRAZ L0 [ESNBSAN
HAEZHETHREH |55, B, £0
BICEBET DL, |WEIEHEARILY
(Syghpe) DTSR | bREOFIDOF K
LA
CYP2COTHREBI S | 2 b DEHI OB (A Hl © CYP2C9
h B EH| HES Shakzhads |FEEMICE Y,
(CIFS PR b2, (FRpERE O | 2 b DIERIDR
AN L) BT S B8
T x= A ) LSRG 5,
RILVEVEIEE | 20D 0K OBE |HFIEfEHsNn T
(F =2 h TV N SNDBZND WA ARHFIE
A=) HDHOT AFNOESE (OPFHICEZ
AR P R O e - [ B FEFN D3
o1y AL Y T2 H
DORHFETMBIY [EFEn s,
W EE VD VTR
Nd s, (FpEhRE
DEBHR)
4. FEERA

(ERERREER)

EN DA £ TOFEICI T 53186113541 (42.5
%) \ZEIEH (BRAREEOREZET) O LHh
7mo ERBDIFE L -< V426 (18.2% . ALT(GPT)
53961 (12.3%). {Ef3261] (10.1% . BARE21L
%l (6.6%). AST(GOT) L-H-21%1 (6.6%). JREM1T
Bl (5.3%) KOBUN_ES 1561 (4.7%) ZThoT-,
(KFEIE)

(BHVERIRERER)

HESN TN S5 A R OB TITAH B 5 MR bR BRIC
BT, 1,37961472861 (52.8%) (ZRIVEH (FRAHA
EORE ZETe) NROOLNTZ, Tleb OITERK12964]
(9.4%) . FEJm12561 (9.1% . #ESHE1106] (8.0%) .
Lx-< 0928 (6.7%). THIS5HHI (6.2%). HE.N79
B (5.7%) THIL R B 7761 (5.6%) . BARIET0H] (5.1%)
K OVET7 6411 (4.6%) HTH o7z,

(1) EXGEIEA
1) REHERAERE (Stevens—JohnsonfiEfREE)

FERERHFNRIERERE (Stevens-JohnsonfEMGERE, AHEEARIA™)
DHLONDZ ENHDDOT, BEETIITITV, FE
FIBE, £ ORER, IRFEM. ONREORERNH B o=
BlCiEEERIL L, BEYRAEEITH Z &,

2) BT TERRS

R+ FRRES RIS 36 bbb Z &b
HDT, BIEE 24TV, B b
BB AT D Z &,

3) PFI7243F—RiG

TF7 4 TR =B AT 43 6 b5 = L8
BB DT BEE FANATV, DEFEHE, WL, PRI,
IR OSER DS b & DI SE AN LR S &k L
OB ET S 2 L,

(2) ZDftbDEIER

5~10%A

5% A

AT

g2

JEHEBIE.
ST Mt
L. R
REE, ST

RrmiER

B

HIRAE, N2, DHEV

IRK, gy
TR IRBE
SR

EmaS

AR, L, 1ZTY

TRIR, B,

HIER

fiit,
T,
PHRIR

A

Mg, AR, I8,
B 805, JEERR
P, Hok, HAEY
TR, DRz,
WS

IE7S

PR 2R

Loo<D

I, PR

MHEEZE , 14 5
I, < Lo

ALT(GPT)
D5

AST(GOT), 7V Y
RAT 7 Z—F,
v-GTP, v Y
D_EH

HHR, JRBE, BUN
A 7VvTTF=rk
S IR

HEARIREE,

i, AFeRD
RS, i s
DU LB

i, DU

[k

Z 0t S

T AN,
IR, BRTTELH,
FEEN T, EHE,
RIHE, B, kD
JE, IRERD, K,
TINT A, v

BRI
K. SIE,
7 N UEKE
RO, A E

I N
s (g ) oo | T HIB

JERT R Y U AME,
1K a— Ve

X SHE AR COREIT LD,

5. miE~DO®RE

— I EEE TR NME T L T 2 O TEEID
BG4 2 &, s R e milin A 3 A7 i 2 (AUC,
Cmax) NGB I TEFRE < 25 Lods (T
e OESR) 15,




6. IR, El. RILBSE~OKSE

(1) b XITAEIR L C W D TR O & 5 i@ A2iE, TR
DEREDEHRMEEZ EEb s LTI 5 810
Beh352 b, URRbD OB GBI 22N L
TW, 2B, v b, UHFIZBOTIERZ @R
THZERHEEShTN5,)

() B OEANTIE, ARG IXRLEPEEES Z
Lo [Ty MZBWTHHFIZBITT 2 Z A E S
TW3,)

7. MNEEAOKRE
IRHIZEEER, B4R, s, SRR 2
B RWER OV VN ERESE L TR0 (R BR D3 720 .

8. EALDIE
RN 22 AT - PTPEIEDOEANIPTPY — R HHY H
LTRAT D L 948452 L,
(PTP> — F OREHKIC & 0 . BEVELA I
IEREA~TIA L, BIZIXFELERBZ L
THERBIAR S O BEE R AIHEE IR T 5
TR WESRLTWS,)

9. TOMDEE

7 v b OAFEM B G AJEMRBRIZ BT MERET » B
D 125mg/kgl H 20l $ 58 LI IR MR8 Fa b A i A
OIARORM, 1T~ D 125melkgl H 2l #E 5 HEL
b CHR BRI R R O R AR OB, #ET v ko
125mg/kgl A 218 G- #E L OMEZ »~ k D5mg/kgl H 2[0]
BeHRELL B CRFHIRARIE O AR OB, T >~ Fo
125mgrkgl A 2@ 5-RELL B CAFAIIRRE D3 AR DO I
MBS Btz & OHRERD D,

F7. ~ U ZADOAEMBEN BRIV T, M~
7 A D 500mg/kg/ A FELL b CHFH I ARAE 0O 38 A =R o 1Y
m. M= 201,000mg/kg/ H#ELL RO~ o 2D
500mg/kg/ H #ELL b C A o %6 A2 3 O BN ASEE
LT DHERH D,

(FEmEhiE)
1. MmRE
(1) EEEs
AR A B IESHINC AFI125mg & Z2 i IR | C B[R] O % 5
U701 35 55 40 Tl mic®E L, 20
TR IX1,729ng/m L C A HEIX10.20 i T h o 72,
Fim, EEERABETHIC AR ZES LZKR, Cmax& O
AUCITZEE I 5Tl T, 2NN 1.08R% K% 101.31
fEchot,
(ng/mL)
3000

2500

—— ZEJIIER S
—o— ek

2000 |-

1500

n =

1000 | !

500

0’

0 24 48 72 96
B (hr)
5 Tmax Cmax AUCo-, T
g s (hr) (ng/mL) | (u g hr/mL) (hr)
Ze e 4 1729+375 | 35.4%+ 75 | 10.2+2.0
" % 4 1829+647 | 45.6+14.3 | 11.4+1.5

EIME AR E, Tmaxd A HHRfE

(2) REHRE
MRS BE 106 AR A2 18 HiC125mg, 2~5H H
(Z80mgiE M % 5. L 7= W, AR E O b7 761%1,020
~1,410ng/mL T, 54 48 U AL/ & < i
R ZEL TV, 2

(ng/mL)
4000
m 3000
?:E
b 2000 |
B
1000 1
0
0 24 48 72 96 120
B (hr)

(3) E#E BE  SEATOT—X)
el (65m Ll L) 166112 AKI % 1H HIZ125mg,
2~5H H1Z80mgh% M5 L7=KF, AUCITIES I

_T1HBIZ1.217%, 5HHEIZ1.36fFIC LR/ L7,

BEEEE L SEATOT—F)
fEEE R A 1641 M OV R BB 1601 (25 B I 75 45 8431
MIKENT 2 LB L 3 2 KB R BBESH) (A
240mg % % O %5 U 72K, RERER A B~ C H
EE N ORMBRBEE DAUCIE., TNEN0.790% M
O58RFITAN T L7 As, iR AFERS S BIR LA D
AUCITEEFERE SEER A CRRE CTh o7, £,
MR BHTIIABI DAUCIC B A MIT & oz, 9
() AFNOAGR ST - AR MhofsH & offficis
T, R, RAZIZT AL e v b e L CHEM RS
1HHX125mg%, 2H HUKIEZ80mga 1 H1[m], EOfE-4
5,1 Thb,
6) FEEEE &5  SEATOTF—X)
faEERE YA 20151 B OV R p 20451 (N0 B I P 25 10451
HEEIFREEE 106]) ICAKIZ1A BHiZ125mg, 2HH
KO3 H HIZ80mght O£ 5 L7z, fEFER ATl
PR R OV SR TR A OAUCKE, 1A H120.89
R O.10f%, 3HEIZ0.64/E K DN.18(F Th - 7=,

()

. B (B HAEATOT—H)
A HERR AT AHI80mg K N1 25mg % 2SI |2 BA AR 1
BH LIZBEONA T XA Z 8V T 213, FNEN6T%
KO59% CTh oz, ¥

3. &%

(1) BEEHEEE
MR AR RIT, 99.6~99.7% T - 7-(in vitro. [
SIEE ),

(2) P-HERE
AANIP-HEAEOEE TH b, T2 AH1Z10umol/L
OREIZBNT, PHEEAEOEE THHE LT TR
I Ok & 36 % E L 7= (in vitro),

4. k¥ L  HAEATOT—F)

AFNTIEFE A= T 5, R A S [4Cl7 7L e
4> h300mg % B[R O 5. U7y, #5720l = T
SEHGTREDRI28% A A TH Y . & MISEFICIETE
ERFTRNTREEORHIDRIE SN TN D, AFNTENLRY
VB ROV DR OB > TG MR S s,

b MTFI 270 Y —2a%&A-in vitrokBRTiE, A3
L LTCYP3A4IZ Lo TRET &, —HIZCYPIA2 K Y
CYP2C19IZ L » TH #5723, CYP2D6, CYP2C9,
XIXCYP2E1DORGE &1 720, »

F 72, ARENZCYP3A4DEE - FHE/EMH K O'CYP2C9
DOHFBIEMEHT 5,



() AFNOAER SNk - AR MhosinFl & offficE
W, lE, AT L E S v b & U CHUEEEA
510 BiX125mg# . 2H HUF#IX80mgZ 1H1[H], #&H
Beh53 5,1 ThHD,

5. it (2% HEATOT—H)
fEERE A B [14C] 7 7 L v % > | 300mg % BAERRE 1 #%
G U7, B5%10 8 TR E-804.7% 1 185.6% 13 %
ALEFUR K OFE R S 47z,

(1) AFIOAGES N - AEE HhofitH & oftRicis Oy
T, W@E,. AT LR > b E U RS
1A BiZ125mg% ., 208 HLAEIE80mgA 1 A 1[E, #&OBE3
b,1 ThHD,

EMERER
grarJy—nL (BF SEATOT—4)
fEFERR A 1L LC, 7 b2 —/1400mgZ 1H 1
E10H FERE L, #5508 BICAAI125mg%a &0
5 L=, AHIOAUCK OCmaxi T HH % 512 kb
NT, ENENATE /R OLE2M5IC EH LT,
DI27VEYY (BF HEATOT—4)
R ANLLFICH LT, V77 B2 600mgZx1H 1
F14H B XERS L, #5908 BICAHKI37 mgZ#% 1
5 L=, AFIOAUCK 'Cmax!|E HEAM £ G- (2 H
T, FNEN0.0965 K 0385 T L7z,
SHEYSL (BE HEATOTF—H)
R A BIESBII LT, AAIZ1H HIZ125mg, 2
~5H BIZ80mgik M5 L., I &Y T L2mgh ARHI#H
i, IHEROBHBICRAO®KE LR, 3454
DAUCIX1H BIZ2.27f%, 5H HIZ3.30f%I2 L& L7,
6 F7-. EEHERRA12BIIK LT, AFI125mgZ #% A #%
HL, 3%V 7 52mgh HRAE S LIk, 4V 5
LDAUCIT B GBI R CLATRFIC B L, P
fEFERL A 12613 LC, AAKIA1H HIZ125mg, 2~3H
HIZ80mgfk N5 L, I %V T h2mgh ARARGRT. 4
AH. 8A HXU15A HIZEMRNE G- L7-E, 4T A
DAUCIT4H BIZ1.25(%, 8H H1Z0.811%,. 15H H120.96
fEchotz, ®
CIWFTEL (BE HEANTOT—H)
REEDS S hEE R DS M ESEREIGN KT LT, AT T8
2120mg & ARG, 77 L E X 2 OFERIS00mg
(A#I230mg & FIFREDAUCHE SN D) Zfkafks L
7oWE . AFIOAUCITEMPE 5120~ C2.000512, PV
FT7 X LADAUCIT VN F 7 ¥ LB G~ T1.66
Bl B Ui,
THRY ARV (FEREDEIRE (PPK) fi#47)
A A N OEMIER B 440610 LR L — A dH 72D §12
MOIMBERRET —% (G1847:58) Zxig L LI=REMSE
WENERRAT OFE R, PUEMEIEAIR OV T = ha O
FeGTNz, AFN25mga R A E L, TXYF AL
6mg & FHRNE G LTcRE DT X A 2 vy VT T
Al AFBEDERRIC L TO53EH AL F LTz, 9
THEHARZYY (BB SEATOT—H)
fEFER A L2B1IC LT, A F ot hur oL
Mz, AAIZ1H BI12125mg. 2~5H B IZ280mgfk M
WhHL, % A&V %10 BIZ20mg, 2~5H H
IZ8mghR 5 L7zlE, T %% 2 %V v OAUCIEA
FIFEOF BRI T1H BI22.17#%. 5H B122.20f%
I EH L, 0
AFLTLRZVAY BE  HAEBATOT—X)
fatRE R A 1061z xt LT, AKIZ 18 BiZ125mg, 2H H
KO8HBIZ80mgfk 5. L, AF LT L F=ymy»
Z1H BI2125mgfflRN$ 5. 28 B X U8 H H1Z40mg
BOBE LR, AF L7 R=Y a2 OAUCITEM
BEGRRCLENCER RN B 5T 13405 . RO BET2.46
iz EH Lk, 0

(1)

(2)

€))

(4)

(5)

(6)

(7

®) #yvFrvebOy (BF SEATOT—%)

TERERR LSBT KT LT, TP A XV v OBEITN,

AFI%1H HIZ375mg, 2~5H B 2250mgft 0% 5L,

Ao Z ok bu32mgE 1 A BICERAIRNIR S L, A

V& b OAUCIEAFIFEDARFIC LR TLI5FT

oz, W

gt raY (BF HEATOT—X)

fERERR A LTHIICHR LT, AHKl&1H BIZ125mg, 2A H

K OBHHBIZ80mgR A& G L, /7=t Fa2mgx

1HBICRO®KEE L, 77 =% Fr o OAUCITHE

MBI TL10E CThH -T2, W

(10T 7)Y (B HEANTOT—H)

TR ALLBINC T LT, U7 7 U o & KAER G
AFZ1 A HIZ126mg, 20 B X O8H HIZ80mgfk 1 #
B L7z, 8H AIC, SO)-ULT 7 U romifEdyEED
Z 7A130.66H5 KT L. INRIZ0.86F5IZIE T L7-, 12

(1) FILTR I F (BE  SEATOT—H)
R N 12612 LT, AAlZ1H BiZ125mg, 2H H
KOBHHIZ80mgfk L5 L, kL7 4 I K500mg%
AFIEGH, 4BH, SHEKGISABIZRAKS LTz
B L7 % 3 FOAUCIE4H BI20.774%.8H H120.72
fiz, 158 BIZ0.85(%IZIKTF Lz, ®

(2)yn"axeFr &E HAEATOT—H)
TR A ISHNI LT, 77 L B4 > hOFERI100mg (A
#I85mg & [FIFEEDAUCH G HND) #1H1E4HM, §E
#1200mg (AANT0mg & [FIFEEDAUCHEHND) %1
H1EOAR L RedtF (20mgZz1HA1EI14AR) %
BE#EE L=, AFIOAUCILEME 512 Fh~T0.73
fFI2, a3t F o DAUCH S 1 3t F o B G b
NRTOTHEHALT LT,

1By dxLy BE SHEATOT—%)
fEEERR A 1LBIC KT LT, ¥ 2% -0.25mg% 1 H 1[A]13
HREE B GREZ, AFI%7H BHI2125mg, 8~11HH
IZ80mgik N5 L=k, ¥ 2% > DAUCK 'Cmax
IEEMB ST, TH BI20.996% K TN.044%, 11
HHI20.936% K U102 T 0 . JRF BT OF A
LR & B S CRBECTH o, 19

(14) TFZNUIR S PH—)L - JILIFRTAY (B 4
EANTHDT—4)
fERE R A etE19Blic 3 L ¢, R O#HTH (mF =1
ARG VF— - VT AT uY) %21 HREKERS
BRI SHEMDLDT XV RAZ Y U RO Xt b
COFEITINAZ, AKIE8H B IZ126mg, 9H B & U110
H B2 80mgi% 0 #:5- L 7= I, 1% 1 RELEA B #% 5512
AT, 10 RIC=F =LA b T4 —/LOAUCIE
0.81f%ITIE T L, V= F A7 urOAUCIEL.05(% TH
ST, E£77. HAFSEICIZOR B H21H BiZhT
T ZF =NV AT VF—= VRN VT F AT a0
MmAEFRRED N7 7En, KK TENZEIN0.36(F KT
0.40f%ITIE T L7,

(15) FEA XL (5 SAEATOT—H)
TEMEIEEEAE 106 L C, AKIZ 1A BiZ2125mg, 2H
HEOSHEIZ80mgik N5 L, KEX*x&/1L60~
100mg/m2% 1 H HIZE RN G L7z, KX X 'L
DAUCK NCmaxiF B GRHILL~T, Z£40.96
R 0.95ETH o7, 19

(16) E/ LILEY (B2%E  SAEATOT—X)
EMEBEERE 1201 LT, TEYRAZY RS
o buaroRGIINA, AFIZ1HBIZ125mg, 2
HHKOSHHIZSOmgkO4#&5 L, £/ LLE 25~
30mg/m2%1H H, 80 HXAXWU15H BIZEIRNE S L=
i, B/ LB OAUCK O 544 T B od 1 4 v i fe
T8/ LV e B SRR T, 1H BIZ1.016% &
U'1.16f%, 8H HIZ1.00fF K M.18fFTh o7z, 19

9



(BRER AR
1. ENEEKRHER
EN CTHEM SNz —EERIEERRICBW T, HUEME
BRI G5 OFWRNC I BUEM 2 U, Dok iai
T LORERIZAE LTEARIZILTO LB ThHDH, 10

FEFEA B REHEE
PR A IR ER] TEFE I
Fe 5.7 & DI (0~120M ) (0~24KfH) | (24<~120HFfH)
\ike) 70.5%* 87.0% 72.6%*
AFHRET? (103/146131) (127/146451) (106/146151)
5 i Y TE) 50.3% 83.3% 51.7%
FRAERRRET (75/149%1) (125/15043) (77/149%1)
* : p<0.05

L USRI LT VAT T T VNG Sh D BB AR L L,

12) : AAIOFHIX1H BH125mg/ B, 2~5H H80mg/ H 5 A fil,
Fiz, /=% br 31 A H40pgke/ AGv), TXF 92 ¥ 131
H H6mg/ H(v). 2~3H H4 mg/ A Gv) &S Lz,

1#3) : 77 =t hr 31 B H40ng/kg/ B Gv), 7% A %~ 131 A H12mg/
AGv), 2~3H B8 mg/AGv) &P L=,

2. BHERERERER
WA T S - —E SRS IC BT, BB
BRI G- ORI BT 2EE7 L, S oREiR#Ea L
DIEMZAZNE LIZAIRIFIUUTOLEBY THDH, 17720

FEFEA BIREHIE
B I A IR ER] P25 ]
Fe 5.7 5 DI (0~120M ) (0~24FfH) | (24<~120HfH)
15 TR — 8 MR e
. 71.0%* 83.2%* 72.7%*
AFHIBETD @s16) | aoonsien | osnsem
N 43.7% 71.4% 45.2%
BREIRIRIET (55/1261) (90/12641) (57/1261)
SR SRR B
. 72.7%* 89.2%* 75.4%*
AFRE (189/260151) (231/25945) (196/260151)
N 52.3% 78.1% 55.8%
FRHERRRE (136/2601) (203/26011) (145/26011)
SEIH SRR
. 62.7%* 82.8%* 67.7%*
AT (163/260151) (216/26114) (176/26011)
ey g 43.3% 68.4% 46.8%
FRIETR IR (114/2631) (180/263131) (123/263151)
EIC G A= e e, O
. 50.8%* 75.7%* 55.4%
AHIBERD (220043360 | (32743200 | (240/4330)
N 42.5% 69.0% 49.1%
BRI | oiunap) | @ozazsmd | os/asam)
* 1 p<0.05

L) FUEEEEA & LT VAT T TN SN BEE AR L L,
E2)  PUBEMHEEAI S LT, /a7 4 A 77 IR, /a7 A 77 3
F+RE¥yLE Y B LIV 77+ A7 7 I R+ LEY
UM EENDEEENRLE LT,
3) : AFIOE 5131 A H125mg/ A, 2~5A H80mg/ A D5 A,
Flo, AvF b ay FTXYRAX Y UEAEE L,
F4) : AFIOBEEIT1IH H125mg/ A, 2~3H H80mg/ H D3 A,
T, AvFebay FXBRAYY RS L,
W5) A F ok har, TERYRAZ Y UEGARE L,

(R EE)
{EFtER - XEER
AHNTERA =2 —mF = (NK) ZAEEREHRLH
HAHITH D,

(1) =a—Aa%=>Y (NK) ZRGERER (n vitro)
1) NKiZAREIZxd 280

F X A =— AN AR K —FIRL SRR S B S
t MNK S FRIZRT 212585007 2 % > APORE G % T
L, #DICs5fEIZ0.1nmol/L, KdffiZ86pmol/L (Hill
R¥=1.1) Tho7=, 2

2) BRIENKSZAEMMEBEZERREICXT H1EH

BT AR AP-O- AF LT AT (NKIZAEETE) 35
FEEIGHEAE TR 5 UISFUER 2 R L. £ OKalfEl30.09
+0.02nmol/LL. (n=3) THhH-7=, —J7, (Nlel)-==2—uz
=VA [410) (NKeSZZEEERK)  F38IC LD RE SN
i, kO 7 24 K (NKeSBIAMERNEE) #sic ks k-
SR ST Ly 1pmol/LOE I3V CTER
BIRE IR o Tz, 2

LR TS F UEHEEH IR
LRTSF VSRR REIZT H/ER

VAT TFUTHER LT = Ly N OIRMELE
FAFR B E TR LT, VAT T FUBRESSHIICE
RN BEE-& 2 VI IRFRIRTICRR A B E9 D Z Lk v,
AANFNEM: G 2 BRI IEl L, fERN&E 5T
IE1mg/kglh EFORE T, F&0HK5 TlE3mgkgD
F B ClEM S 2 EE e 2k Uiz, 22

SR TSF UFEHRANM I SER MRS KX 4R
VAT TFUTHERLIELET = Ly b OAVEEMN:
(FHH 24K F ) WO BRGNS (240
ML 720 & C) 2BE LT, VAT T T L2
FERIRMICRR D& 542 2 iz kv, AFNTAmEEH- <
ISR BLE CORR Z LR 5 & & b ITNE M [RI%0% fii]
L. 16mg/kg? & TaM &K ONER MG SG 2 121F
FERIZHH L7z, 22

RIS FUBERBEM RIS T 5T XY ALY U RUA
VAR Oy (GHT:ZRAENEFHE) &oftRzsRE
AHN0.1mg/kgf RN 5- L. T X%V X ¥V 2 20mg/kg
RN 55 5 T A v 2 ot b a 0. 1mg/kgii RN
BELOMEIZEY, VATTFUBRERICBEIN
HIEZ =Ly DLy F T R OMEM [ E A L
ENENOEMEE LY HIREEZ R Lz, 2

7ZHREILERBRUVEIL ERFRIEHINE ER

T2 by MIBITATRENLE R2HDHVITENLE R
TG5O PR EIE I SOS % . AFE3mg/ kg B RI#R
A# 5Tl Lz, 29

(2)
D)

2)

3)

3

(AR ICET 2EB{EEMER)
77 L e~ (Aprepitant)
: 5-1(2R,3.9-2-(1R)-1-[3,5-Bis(trifluoromethyl)
phenyllethoxy}-3-(4-fluorophenyl)morpholin-
4-yllmethyl}-1,2-dihydro-3 A-1,2,4-triazol-3-one

0
H
N N
> o)
:’ H

F
: C23H21F7N40O3
: 534.43
CARIIEO~IKEBOBR R THY, =H ) —b
(99.5)IZRREITIZL L, T b= MU VIZET
12 <, KITIEEAET T 720,

A
5

ESP

a %
A A FHTEIV125mg - 677 7 &L (PTP)
AAVRHATEIL80mg : 675 7L (PTP)
AARBTE Y
(125mgh1 72/ X1, 80mgh 7/ X2)/>—



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

7)

8)

9)
10)
11)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)

(EZ=HR)
ANEPEL T - ENEE T AR R
ANEPSEE L T - [E PN A PR (RE N &R
Bergman A.J.et al. : Clin.Pharmacokinet., 44 : 637, 2005
Majumdar A.K.et al. : J.Clin.Pharmacol., 46 : 291, 2006
Sanchez R.Let al. : Drug Metab.Dispos., 32: 1287, 2004
Majumdar A.K.et al. : Clin.Pharmacol.Ther., 74 : 150,
2003
Majumdar A.K.et al. : J.Clin.Pharmacol., 47 : 744, 2007
Shadle C.R.et al. : J.Clin.Pharmacol., 44 : 215, 2004
i #1Z2> . Cancer Chemother Pharmacol., 63 : 75, 2008
McCrea J.B.et al. : Clin.Pharmacol.Ther., 74 : 17, 2003
Blum R.A.et al. : Clin.Ther., 25 : 1407, 2003
Depré M.et al. : Eur.J.Clin.Pharmacol., 61 : 341, 2005
Feuring M.et al. : J.Clin.Pharmacol., 43 : 912, 2003
Nygren Pet al. : Cancer Chemother.Pharmacol., 55 :609, 2005
Loos W.d.et al. : Cancer Chemother.Pharmacol., 59 : 407, 2007
ANBP SRS T3 ¢ EINEE A ZEH B MR fE N &R
Chawla S.Pet al. : Cancer, 97 : 2290, 2003
Hesketh P.dJ.et al. : J.Clin.Oncol., 21 : 4112, 2003
Poli-Bigelli S.et al. : Cancer, 97 : 3090, 2003
Warr D.G.et al. : J.Clin.Oncol., 23 : 2822, 2005
ANIFEESL T3 - NK S ARG HUER GENEED
Tattersall F.D.et al. : Neuropharmacology, 39 : 652, 2000

23) /NEFEEAL T3 ¢« 7 ARE L B R K OVE L b R R I IE N R

F (RPN EERL

(XmkEER 5]

FESHRICEEROHNERHCOE E L TH FRUC R T &Y,

/NEF

S THMRARE EFRIGHE

T541-8564 KRIRATHRXAKIITIT H8E25
i 0120-626-190

(B & BR 5E)

INFERIEGREH

m XETPRE AL 1 TEEEES

® Trademark of Merck & Co., Inc.,
Whitehouse Station, N.J., U.S.A.
EMD—-TA



1.9
— RN PR D 30

7ILEAR Y+
A4 A2 FATEIL 125mg
14 A2 Fh7HEIL 80mg
A A FATEILEY B

1.9 —fREIABFRICIRHXE

MEEMIERASHT

20l



1.9 —RHABTHRICRLIE

1.9.1 JAN
Rk 19 4F 12 H 27 BT3B AT 5 1227003 B [[EH L O— I FRIZOWTIIC LY,
LLFD X 5z s,

(1) EHS— A4 PR
AARL : 77 LEH b
¥ 4 . Aprepitant
(2) (b4
H A% : 5-{[(2R,35)-2-{(1R)-1-[3,5-E A (N U 7 /L1 A F L) 7 = = L]
T hFXII3-(G-T7 AT 2 =) ENKRY A VATV Y-

12-2t Fr-3H-124-F U 7V —)L-3-F

5 4 5-{[(2R,3S)-2-{(1R)-1-[3,5-Bis(trifluoromethyl)phenyl]ethoxy}-3-
(4-fluorophenyl)morpholin-4-ylJmethyl}-1,2-dihydro-3H-1,2,4-triazol-
3-one

1.9.2 INN
aprepitant:

r-INN : List 46, WHO Drug Information Vol.15, No.3-4, p.191, 2001



1.10
WK - B OIREE RO E &

FILEAR >k
A4 A2 FATEIL125mg
A4 A2 KA F+EIL 80mg
A1 AV FH7TEILEY B

1.10 B - BIEZFDIETETEEEHDFEF LD

INGFELTE/RKSH

20l



1.10 B - BIRFOEEEEEHOFELY

5-{[(2R,35)-2-{(1R)-1-[3,5-Bis(trifluoromethyl)phenyl]ethoxy}-3-(4-

b % 4 + 5l 4 | fluorophenyl)morpholin-4-ylJmethyl}-1,2-dihydro-3H-1,2,4-triazol-3-one
B4 7T EZ R RO ORI
0]
%N K\ H
H
N > ~
wooE R H Ay
F
e s PUBMERS A (S AT T F %) G D WEaER CELD, mank)  GEZEH
%h HE 2h R %t
Mok - BB Lo fltAl & OO T, @E,. KASIET 7 e s v b & U CTHUEES

FEE 1 HHEIX 125mg &2, 2 HELPEIX 80mg # 1 H 18], &O&535,

AR RAT BN 125mg W TP T FLEZ L FE LT 125mg & H)

A AL RATEA Mg (1 HFEAFTFLEZ 2 e LT 80 mg &H)

A AR TEALEY N (LA AV KBTIV 125mg | BT E, £ A KD
7 &L 80mg 2 H 7 L DRI o L)

Hi[A]

Z mess, mE |t hiif“ ﬁfﬁé&“
~ &0, HE % 2(?[(33;‘;;' LDs;>2000 s.i.d.
z HEMER, HilEl % 2(?[(33;;5' LDs;>2000 s.i.d.
7 &0, HE ? 2(%(;;';'/3' LDso>2000 s.i.d.
i Ware, M o soo(, @2;)5024 s).i.d. Lnsoiiooooz.i;i:d.

sid.: 1 H 1[EES, bid ;1A 2EES.

D A5 M PR m 07 T L e s o R E, 05 Wyl AFAEAE—2,0.02 wh%T T UL
ST U A KE IR L7

i NB : Ek TR o7 v e s b FeR Tuerern—2 v alE Ty
v giigr by sk gE L, sesste o — 2Rk =7 o Lmv o, ki
INZCHEEEL, B bh il b r— RERE LT




&)
B bR, BE AR N
:g HIH] E (mg/kg) Y (mg/kg) T BRI
250 s.i.d. AT, FRRE S,
B, (A5 M) . N FFARRRAE AR, EEIR R e i el e
5 ¥ 250, 500, 1000bad | 20 SHIRI | e Vo 4 BT R k7R A
(5 M) .
125 b.id. v
e 7,® (s M) 12SDLARIE | o eciF, AR IR,
*5 " 5, 125, 250, 500, SFARBRAE R, FRR SR A 40 e T
= .9 750 b.i.d. SbidARl | A
(4175 NB)
P . 4 B TR E &, AT faAn
“?4'3‘,;1 7,9 > 2(;;1\54;‘“1’ 5s.i.d. K, 25 mg/kg s.i.d.Lh b TR E
= RN, ARz
. . 1 s.i.d. HeD 5 mg/kg s.i.d. T/IEEHFLED
34
"4?4'3\% 7% 0‘2’( ﬂl}?\;l‘d‘ 02 sid | AFAIGNE K, o 1 mg/ke s.i.d.bA
= ’ (ERBRE) | O RE RSN,
5 A ECHTIR, AR R E B,
> o 5, 25, 125, 250 b.i.d. _ ‘ JHRARAEAR,  FEOPR IR A R A
8 i ¢ (0 M) Sbid AR | pe o Mo 125 mgkg bid Ll T
- T (RS
. 125, 250, 500, 1000 RO, FORIRE =,
’T4 " A9 | sid. 125 s.i.d A | FFARAR R, ORI s 7
. (05 M) R
. 2MHE TR, HIRIREERN,
", 125, 500, 1000 b.i.d. R A
FE .9 R s bid sk | FEIIEK, ORISR oo
27 I (W5 NB) T s
K - Bk,
25 mg/kg s.i.d.LL O HERE T
BEER, B 250 mg/kg s.i.d. B
o, a0 0.25, 25, 250s.id. 0.255.id JUMED 25 mg/kg s.id.LL ETH
53 38 : Ut M) EISLE R RN, 25 me/kg sidB b
O e E TR AR R K ds & OV IR
JURIE e A s I K
HURI, 80, 160, 240 ghkg 1240 gkgsid| b s
wam | 9% |y b s L
25 mg/kg b.i.d.LL TR M
. 5, 25, 125, 250 , i, FEETERD, AR L OWH
*5 “ AL | 500, 750b.id. 5bid. BRI, 125 mgke bidll 1
(L5 NB) THINARZENE, R EEIKM, &
R, 2 8 32sid o e s
. % , 8, s.i.d. 32sidlh b | BRI & ke L.
14 ¥ (5 M)
A o 4, 32, 128b.id 128 b.i.d.LL
= ’ ’ -1.d. -G 2 XA L
< | 7,9 ) o BT X2k L
25 mg/kg b.i.d.LL L TIRE M
( , W, RN, SIS, K
%9'3\% a9 |3 . Ji’NS;)O bid. Sbid | HWZSME, 125 mgke bid.Bl ECHi
= J SIS E B, 500 mg/kg b.id. T
JIT N R o e .
", 4, 16, 32s.id. o e
- = E ~ PIN f .
5338 J,% (g M) 32sid b | FrRt TN 2 ke L




18

&)
B, " B ML B N,
ig HIH] E (mg/kg) Y (mg/kg) T B BRI
7
N
| HRAL o) 80, 160, 240ugke | 240ugke | g e
== ) o 2 A sid. sidlhE
Tif M|
v
sid. : 1 H 1[E#EE, bid 1 H2REES.
1) 05 M : PR RS fm 07 7L e 2y b &, 05 w9 A F AL E—2,0.02 wh%T T UL
g b YU v A OKEEE G LT
s NB: Ek R o7 v e s s bR FeReToeakrn—2 vl Ty
kgt U sk sm L, sttt o — 2Rl =7 > 2L b oz, ki
Z TR L, 5Dl b e — AR kL7,
RITERZEBLR (FRRMAMRELE 2 3T) 135 /318 $i=42.5%
B TR OFEE (FEBLFIED)
Leo< b (42141
s (32 )
_ BAAR (21 #1)
il (S
B R A R T B o FE . CRRBLBIED
TI=y T NI AT T —HEM (39 %)
TARTGX T I ) b T AT =7 —BHIN (21 #i)
PR (17 fi)
PRIGEFEM (15 41)
N it Rk /NEFRE L T ERR A S A . g
Ny

BhEE /NP IR L TR A




1.12
MMTER—&

T7ILEZ2V
4 A2 Fh 7+ 125mg
4 # > FH 7+ 80mg
AV EhFTRLEY L

112 HEEH—R

MEERTEHASH

201



112 FHAEH-E

HIMW (EPa—13) : REICHTIXE
3.2 FAXBEEEE
328 [RE
JRIRERFERRE (BEES : 220MF10076, X6 H : FEK214E7 A3 H) 238

3.2P #=HA
3.2.P1-1
TV E A e ORIE| RO
s TEwtar mesm wEpres IR
witemaEA 20 A

3.2.P2-1
Pharmaceutical Development

I
wrresaEl 20 e

3.2.P.2-2
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L-758,298:Hemolytic Assay: Washed Red Blood Cells and Whole Blood
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423.77-32 (BEEH)
L-758,298:Hemolytic Assay: Washed Red Blood Cells and Whole Blood
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423.7.7-33 (2EE&#H
L-758,298:Hemolytic Assay: Washed Red Blood Cells and Whole Blood
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423.7.7-34 (BEEED
L-758,298:Hemolytic Assay: Washed Red Blood Cells and Whole Blood
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4237735 (BEEED
L-758,298:Hemolytic Assay: Washed Red Blood Cells and Whole Blood
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42.3.7.7-36 (BEEH)
L-758,298:Hemolytic Assay: Washed Red Blood Cells and Whole Blood
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423.7.7-37 (BEEED
L-758,298:Hemolytic Assay: Washed Red Blood Cells and Whole Blood
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L-758,298:Hemolytic Assay: Washed Red Blood Cells and Whole Blood
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423.7.7-39 (BEEHH

L-758,298:Exploratory Enzyme Induction Studies in Mice
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423.1.7-40 (BEEH)
L-758,298:Exploratory Enzyme Induction Studies in Mice

Merck Research Laboratories -
BRHMERH : 19954 8 A

4.23.7.7-41 (BEEE
L-755,446:Exploratory Acute Oral Toxicity Study in Mice
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423.7.7-42 (BEBEED
L-755,446-004L:Exploratory Acute Oral Toxicity Study in Mice
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4.23.7.7-43 (BEEHRD
L-755,446:Acute Oral Toxicity Study in Mice

Merck Research Laboratories _
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423.7.7-44 (BEEH)

L-755,446-002G005:Exploratory Bovine Corneal Opacity and Permeability (BCOP) Assay
Laboratories Merck Sharp & Dohme-Chibret, Centre de Recherche _
eEmyn  20lE ] 2ol

30



4.3

4.23.7.7-45 (BEEEL

L-755,446:Exploratory Bovine Corneal Opacity and Permeability (BCOP) Assay
Laboratories Merck Sharp & Dohme-Chibret, Centre de Recherche I
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L-755,446:Exploratory Bovine Corneal Opacity and Permeability (BCOP) Assay
Laboratories Merck Sharp & Dohme-Chibret, Centre de Recherche _
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4.23.7.7-47 (BEEEL
L-755,446:Exploratory Acute Dermal Irritation Study in Rabbits
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423.7.7-48 (BEBEH})
L-755,446-004L:Exploratory Acute Dermal Irritation Study in Rabbits
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423.7.7-49 (BEEHRD
L-755,446:Primary Dermal Irritation Study in Rabbits
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53.1.1-1 (BEEHED
A 2-Part Study to Investigate the Safety and Tolerability of IV Infusions of MK—-0869 and to
Determine the Absolute Bioavailability of MK-0869 in Final Market Composition (FMC)
Capsule Formulation (Protocol 049): Reference P049
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53.1.2-1 (BEEHR)

An Open-Labeled, Randomized, 4-Period Crossover Study in Healthy Subjects to Compare the
Plasma Concentration Profiles of 3 Formulations of MK—0869 and to Evaluate the Effect of Food
on 1 Formulation of MK—0869 (Protocol 015): Reference P015
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53.122 (BEEHY
A Four-Part Study in Healthy Subjects to Investigate the Plasma Concentration Profiles and the
Effect of Food on Phase IIA and IIB Formulations of MK—0869 (Protocol 017): Reference P017
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53.123 (BEEH)
A Four-Part Study to Investigate the Plasma Concentration Profiles of and the Effect of Food on
MK-0869 Phase IIb and NanoCrystal™ Capsule Formulations in Healthy Male Subjects
(Protocol 026): Reference P026
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53.1.2-4 (BEEHR)
Dose Comparison for Different Aprepitant Oral Formulations and L-758298 Intravenous
Formulations: Approximation of Comparable Doses of the Aprepitant Nanoparticle Capsule

Formulation: Reference 5
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5.3.1.4-1
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5.3.1.42
b ki ONO-7436 DR#RELZEM (PRDJJ079)
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5.3.1.4-3
LC-MS/MS % v /=& b i#Ed MK-0869 JEEEHIEHE Y T —3 3 - (DM#98-2008)
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5.3.1.4-4
LC-MS/MS %\ 7= & FRH MK-0869 R ERIEENY T—3 3 > (DM#99-2026)
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532 EMEFKBEHZAVEEDDEEEOHREEE
5.3.2.2-1
Characterization of the Human Liver Microsomal Cytochrome P450 Isozymes Involved in the In
Vitro Metabolism of MK-0869, JJHE-20ll]. : Reference G-9
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533 HREKEWHE (PK) RER#BEE
53.3.1-1
MK-0869 % I tHEE[EIf% A& 5B (RC869A101)
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533.12 (BEERD

A Double-Blind, Placebo-Controlled, Rising-Single-IV Dose Study to Investigate the Safety,
Tolerability, and Preliminary Pharmacokinetics of L-758298 in Healthy Male and Female
Volunteers (Protocol 001): Reference POO1L1
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5.3.3.1-3
MK-0869 % 1 fIKER O & 538k (RC869A102)
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53.3.1-4 (BEEHED

A 2-Part, Double-Blind, Placebo-Controlled, Rising-Single- and Multiple-Dose IV Study to
Investigate the Safety, Tolerability, and Pharmacokinetics of L-758298 (Polysorbate 80
Formulation) in Healthy Male and Female Subjects (Protocol 009): Reference POO9L1
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533.1-5 (BEEHY
A Double-Blind, Double-Dummy, Parallel, Randomized, Placebo-Controlled Study to Investigate
the Pharmacokinetics, Safety, and Tolerability of Multiple Doses of MK-0869 (125 and 375
mg/day) in Healthy Young Subjects (Protocol 043): Reference P043
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533.1-6 (BZZEH)
A 2-Period Study in Healthy Subjects to Investigate the Absorption, Distribution, Metabolism,
and Excretion of [*C]L-754030 Oral and ["C]L-758298 IV (Protocol 013). A Single-Period
Study in Healthy Subjects to Investigate Mass Balance Following ["C]L-758298 IV (Protocol
010): Reference P013C1
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53.3.1-7 (ZBEHR)
ONO-7436 BHEfiRAT : MBI <5 2 — & o A REFEEOFE (YJBG024)
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5.3.3.2-1

ONO-7436 EEiERER EMEEBRE IR T 2 EYEERER (ONO-7436-02)
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5333-1 (BEEH
An Open-Label, Single-Period Study to Assess the Pharmacokinetics of MK—0869 (125/80 mg)
5-Day CIE Regimen in Healthy Elderly Subjects (Protocol 048): Reference P048
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5.3.3.3-2
An Open-Label, Multiple-Dose Study to Investigate the Plasma Concentration Profile of
MK-0869 in Patients With Mild and Moderate Hepatic Insufficiency (Protocol 056): Reference
P056
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53.33-3
An Open-Labeled, 2-Part Study to Evaluate the Pharmacokinetics, Safety, and Tolerability of
MK-0869 in Patients With Renal Insufficiency (Protocol 057): Reference P057
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5.3.3.34

A Double-Blind, Randomized, 2-Panel Study to Evaluate the Pharmacokinetics, Safety and
Tolerability of MK-0869 Healthy Japanese and Non-Japanese Subjects (Protocol 083): Reference
P083
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533.4-1 (BEEE
A Double-Blind, Randomized, 3-Period Study to Investigate the Effects of IV L-758298/Oral
L-754030 on Diltiazem Pharmacokinetics and Pharmacodynamics in Hypertensive Patients

(Protocol 011): Reference P0O11
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53342 (BEBEHRD ,
A Placebo-Controlled, Randomized, 2-Period, Multiple-Dose Crossover Study to Investigate the

Effect of MK—-0869 on CYP3A4 and CYP2D6 Activity in Healthy Males (Protocol 016):

Reference P016
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53.3.4-3 (BEEHD

A Double-Blind, Randomized, Placebo-Controlled, Three-Period Crossover Study to Investigate
the Tolerability and Safety of MK—0869 Administered With the Selective Serotonin Reuptake
Inhibitor (SSRI), Paroxetine, in Healthy Subjects (Protocol 021): Reference P021
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5.3.3.4-4
An Open-Labeled, Randomized, 3-Period Crossover Study to Investigate the Pharmacokinetics of
the High-Dose CIE Regimen of MK-0869, Dexamethasone, and Ondansetron Compared to
MK-0869 Alone and a Standard CIE Regimen of Dexamethasone and Ondansetron in Healthy
Young Subjects (Protocol 041): Reference P041

ez - e 2ol

5.3.3.4-5
A Randomized, 2-Part, 2-Period, Open-Label Crossover Study to Investigate the Influence of
Ketoconazole and Rifampin on MK—-0869 Pharmacokinetics in Healthy Subjects (Protocol 046):
Reference P046
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5.3.3.4-6
A Double-Blind, Randomized, Placebo-Controlled, 2—Period, Crossover Study to Investigate the
Effect of MK—0869 on Digoxin Pharmacokinetics in Healthy Subjects (Protocol 047): Reference
P047
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5.3.3.4-7
An Open-Labeled, Randomized, 2-Period Crossover Study to Investigate the Effect of MK—-0869
Administration on Granisetron Pharmacokinetic Profiles in Healthy Male and Female Subjects

(Protocol 050): Reference PO50
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5.3.3.4-8

An Open-Labeled, Balanced, 2-Period Crossover Study to Investigate the Influence of MK-0869

on TAXOTERE™ Pharmacokinetics in Cancer Patients (Protocol 051): Reference P051
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53.3.4-9

A Double-Blind, Placebo-Controlled, 2-Period, Crossover Study to Investigate the Influence of
MK-0869 on the Pharmacokinetics of Oral and IV Administered Methylprednisolone in Healthy
Subjects (Protocol 064): Reference P064
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5.3.3.4-10

A Double-Blind, Placebo-Controlled, Randomized, 2-Period, Parallel-Group Study to Investigate
the Influence of a 3-Day MK-0869 Regimen on Steady-State Warfarin Pharmacokinetics and
Pharmacodynamics (Part I) and an Open-Label, 1-Period Study to Evaluate the Pharmacokinetic
Profile of a 3-Day MK-0869 Regimen for Chemotherapy-Induced Nausea and Vomiting (Part II)
(Protocol 067): Reference P067
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533.4-11 (BEEHD)
A Double-Blind, Placebo-Controlled, Randomized, Parallel-Group, Single-Center Study to
Evaluate the Effect of the MK-0869 Chemotherapy-Induced Nausea and Vomiting (CINV) 3-Day
Regimen on the Activities of Cytochrome P-450°s, 3A4, and 2C9, in Healthy Young Adult
Subjects (Protocol 076): Reference P076
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5334-12 (BEBEHY
A Double-Blind, Triple-Dummy, Randomized, 2-Period Crossover Study to Investigate the Effect
of Oral Doses of Aprepitant, Ondansetron, and Dexamethasone (Triple-Therapy Regimen) on
Oral Contraceptive Pharmacokinetics in Healthy Female Volunteers (Protocol 081): Reference
P081
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53.3.4-13 (B3EEHRY

A Double-Blind, Placebo-Controlled, Randomized, 2-Period Crossover Study to Compare the
Effect on CYP3A4 Activity in Healthy Young Adult Subjects of a Triple Antiemetic Regimen
(Aprepitant + Dexamethasone + Ondansetron) Versus a Dual Antiemetic Regimen

(Dexamethasone + Ondansetron) (Protocol 098): Reference P098
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5.3.3.4-14
An Open-Label, Balanced, 2-Period Crossover Study to Investigate the Influence of Aprepitant +
Ondansetron + Dexamethasone on Vinorelbine Pharmacokinetics in Cancer Patients (Protocol
101): Reference P101
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53.3.4-15 (BEEHE
An Open-Label, Randomized, 2-Period, Crossover, Single-Center Study to Evaluate the Effect of
a Single 125-mg Oral Dose of Aprepitant (MK-0869) on the Pharmacokinetics of Intravenous
Midazolam in Healthy Adult Subjects (Protocol 108): Reference P108
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534 ERKEHZ (PD) HREEE
53.4.1-1 (BEEHR)
A Phase I Multiple-Dose Study to Investigate the Use of Positron Emission Tomography (PET)
Using 18F.1.-829165 as a PET Tracer, to Determine the Level of Occupancy of NK;-Receptors in
the Human Brain Following A dministration of MK~0869 (Protocol 027): Reference P027
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53.4.12 (B3EEH

A Phase I Multiple-Dose Study to Investigate the Use of Positron Emission Tomography (PET),

Using18 F-L-829165 as a PET Tracer, to Determine the Level of Occupancy of NK;-Receptors in

the Human Brain Following Administration of MK—0869 (Protocol 045): Reference P045
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534.1-3 (BEEHD
Description of the Relationship of Aprepitant Occupancy of Striatal NK1 Receptors Versus
Plasma Concentration as Determined by Positron Emission Tomography (PET) in Healthy

Volunteers: Reference 4

wrreEmeEA : 20fllE BA

53.4.1-4
A Multiple-Dose MK-0869 Study Using Positron Emission Tomography (PET) to Determine the
Occupancy of Brain NK;-Receptors in Healthy Japanese and Non-Japanese Subjects (Protocol
075): Reference P075
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53.5.1-1
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5.3.5.1-2

A Randomized, Double-Blind, Placebo-Controlled, Parallel-Group, Dose-Finding Study,
Conducted Under In-House Blinding Conditions, to Examine the Safety, Tolerability, and
Efficacy of MK—0869 for the Prevention of Acute and Delayed Chemotherapy-Induced Emesis
Associated With High-Dose Cisplatin (Protocol 040/042): Reference P040C1
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53.5.1-3
A Randomized, Double-Blind, Placebo-Controlled, Parallel-Group Study, Conducted Under
In-House Blinding Conditions, to Examine the Safety, Tolerability, and Efficacy of MK—0869 for
the Prevention of Chemotherapy-Induced Nausea and Vomiting Associated With High-Dose
Cisplatin (Protocol 052): Reference P052
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5.3.5.1-4
A Randomized, Double-Blind, Placebo-Controlled, Parallel-Group Study, Conducted Under
In-House Blinding Conditions, to Examine the Safety, Tolerability, and Efficacy of MK—0869 for
the Prevention of Chemotherapy-Induced Nausea and Vomiting Associated With High-Dose
Cisplatin (Protocol 054): Reference P054
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5.3.5.1-4.1

Aprepitant Safety Update Report
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5.3.5.1-5
A Randomized, Double-Blind, Parallel-Group Study Conducted Under In-House Blinding
Conditions to Determine the Efficacy and Tolerability of Aprepitant for the Prevention of
Chemotherapy-Induced Nausea and Vomiting Associated With Moderately Emetogehic
Chemotherapy (Protocol 071): Reference P071
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5.3.5.1-5.1
EMEND™ (aprepitant) Capsules Chemotherapy-Induced Nausea and Vomiting Safety

Update Report
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5.3.5.1-5.2
WAV EIFERER (P071) ZBI9 5 Safety Update Report
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535.1-6 (BEEH)
A Double-Blind, Randomized, Active-Agent (Ondansetron)-Controlled, Single IV Dose Study to
Investigate the Safety, Tolerability, Plasma Concentrations, and Efficacy of L-758298 in
Cisplatin-Induced Emesis (Protocol 004): Reference PO04L1

smzmyn - UilER] ~villE RS
53.5.1-7 (BEEHED
A Double-Blind, Randomized, Active-Agent (Ondansetron Plus Dexamethasone) Controlled
Study to Investigate the Safety, Tolerability, and Efficacy of L-758298/L-754030 in
Cisplatin-Induced Emesis (Protocol 007): Reference POO7L1
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53.5.1-8 (BEEH

A Double-Blind, Randomized, Parallel-Group, Placebo-Controlled Study to Investigate the Safety,
Tolerability, and Efficacy of L-754030 in Cisplatin-Induced Delayed Emesis (Protocol 007):
Reference P007
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53.5.1-9 (BEEH

A Double-Blind, Randomized, Parallel-Group Study to Investigate the Safety, Tolerability, and

Efficacy of L-754030 in Cisplatin-Induced Emesis (Protocol 012): Reference P012
EroevlGRet o3 FRat oS L

53.5.1-10 (BEEH

A Randomized, Double-Blind, Placebo-Controlled, Parallel-Group, Dose-Finding Study,
Conducted Under In-House Blinding Conditions, to Examine the Safety, Tolerability, and
Efficacy of MK—0869 for the Prevention of Chemotherapy-Induced Emesis Associated With
Moderately Emetogenic Chemotherapy (Protocol 044): Reference P044
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53.532 (BEEHR)

Aprepitant (MK-0869) ISE — Revised Results for Phase II Analyses -: Reference 68
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5.3.5.3-3

MK-0869 - Studies 052 and 054 Randomized, Double-Blind, Placebo-Controlled, Parallel-

Group Study, Conducted Under In-House Blinding Conditions, to Examine the Safety,

Tolerability, and Efficacy of MK-0869 for the Prevention of Chemotherapy-Induced Nausea and

Vomiting Associated With High-Dose Cisplatin - CSR: Safety Results: Reference 72
weHeREAR : 20 A

53.53-4 (BEEH)
Combined Analysis of the Effect of Aprepitant (MK—0869) on the QTc Interval: Reference 81
wresEA 20l RS

53.5.4-1 (BEEHR

A Double-Blind, Placebo-Controlled, Rising Single Oral Dose Study to Investigate the Safety,
Tolerability, and Preliminary Pharmacokinetics of L-754030 in Healthy Male and Female
Volunteers (Protocol 002): Reference P002
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53542 (BEEHR)
A Double-Blind, Placebo-Controlled, Multiple Oral Dose Study to Investigate the Safety,
Tolerability, and Preliminary Pharmacokinetics of L-754030 in Healthy Male Volunteers
(Protocol 003): Reference P003
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53543 (BEBEHED
A Double-Blind, Placebo-Controlled, Crossover Study to Investigate the Pharmacodynamics,
Safety, Tolerability, and Preliminary Plasma Drug Concentration Profile of L-758298 in Healthy
Male Volunteers (Protocol 005): Reference POOSL1
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53.5.4-4 (BEEHR

An Open-Label, 2-Period, Balanced, Single-Dose Crossover Study in Healthy Subjects to
Investigate the Comparative Bioavailability of 2 Tablet Formulations of L-754030 (MK-0869)
(Protocol 005): Reference P005
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53.54-5 (BEEHRY

A Double-Blind, Randomized, Placebo-Controlled, Rising Single Oral Dose Study to Assess the
Safety, Tolerability, and Pharmacokinetics of L-754030 in Healthy Elderly Male and Female
Volunteers (Protocol 009): Reference P009

#uzmngi =R ~ vl

53.54-6 (BEEHRD
An Open-Labeled, Randomized, Three-Period Crossover Study in Healthy Subjects to Compare
the Effects of Evening Dosing and an Evening Meal on Plasma Concentrations of MK—0869
(Protocol 019): Reference PO19
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53547 (BEEH)
A Double-Blind, Two-Period, Crossover Study to Investigate the Effect of Oral Doses of
MK-0869 on Oral Contraceptive Pharmacokinetics in Healthy Female Volunteers (Protocol 022):
Reference P022
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53.54-8 (BEEHR
Open-Labeled, 5-Period, Crossover Study to Examine the Relationship Between Single Oral
Doses of MK—-0869 (Colloidal Dispersion) in the Range of 10 to 600 mg and Plasma MK—0869
Concentration, Followed By An Intravenous Arm in Healthy Male and Female Subjects (Protocol
024): Reference P024
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53.5.4-9 (BEEH)

A Partially Double-Blind, Randomized, Partially Placebo-Controlled, Multiple-Dose,
Single-Period, Parallel-Panel Study to Investigate the Effect of MK-0869 10, 30, and 400 mg on
CYP3A4 Activity in Healthy Male Subjects (Protocol 029): Reference P029
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53.5.4-10 (BZEEHEH
A Double-Blind, 2-Period, Crossover Study to Investigate the Effect of 100-mg MK-0869 on
Oral Contraceptive Pharmacokinetics in Healthy Female Volunteers (Protocol 032): Reference
P032
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53.54-11 (B3EEH)

A Single Intravenous Rising-Dose Study of the Safety, Tolerability, and Pharmacokinetics of a

New Formulation of MK-0517 in Young Healthy Subjects (Protocol 011): Reference PO11L1
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53.5.4-12 (BEEH)
A Randomized, 5-Part, Intravenous Study of the Safety, Tolerability, Bioequivalence, and Drug
Interaction Potential of Final Market Image Formulations of MK-0517 in Young Healthy
Subjects (Protocol 012): Reference PO12L1
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53.54-13 (BEEHE

A Double-Blind, Double-Dummy, Randomized, Placebo-Controlled, 3-Period, Single-Dose,
Crossover Study to Assess the Effect of MK-0517 on QTc Interval in Healthy Subjects (Protocol
016): Reference PO16L1
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53.5.4-14 (BZEH)
A Double-Blind, Randomized, Placebo-Controlled, 4-Panel Study to Investigate the
Pharmacokinetics, Safety, and Tolerability of Multiple Doses of MK-0869 (80, 160, or 240
mg/Day) in Healthy Elderly and Young Subjects and to Evaluate the Effect of Multiple Doses of
MK-0869 (80 and 160 mg/day) on CYP3A4 Activity in Healthy Young Subjects (Protocol 058):
Reference P058
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53.5.4-15 (BEEHR
A Randomized, Double-Blind, Placebo-Controlled, Parallel-Group Study to Evaluate the Effect
of Multiple Oral Doses of Aprepitant 80 mg/day for 36 Days on the Pharmacokinetics of Oral
Lorazepam, Midazolam, and Tolbutamide in Healthy Young Subjects (Protocol 088): Reference
P088
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53.5.4-16 (BEEH
An Open-Label, Randomized, 2-Period Crossover Study to Investigate the Effect of Aprepitant
on Hydrodolasetron Pharmacokinetics in Healthy Young Subjects (Protocol 094): Reference
P094
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53.54-17 (BEBEHY

An Open-Label, Single-Dose, 3-Period Crossover Study to Evaluate the Effect of Food on the
Pharmacokinetics of Aprepitant Following Single Oral Doses of the 40 mg Final Market
Composition (FMC) Capsule Formulation (Protocol 107): Reference P107
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53.5.4-18 (BEEHE
A 2-Part, Placebo-Controlled, In-Clinic Study to Explore the Preliminary Safety, Tolerability, and
Efficacy of Intravenous L-758298 (an NK; Receptor Antagonist Prodrug of L-754030) in the
Acute Treatment of [JJJJJl] (Protocol 003): Reference POO3L1
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53.5.4-19 (BEEHD
A Double-Blind, Placebo-Controlled Study to Assess the Safety and Efficacy of a Single Dose of

MK-0869 in the Prevention of _ (Protocol 004): Reference P004
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53.5.4-20 (BEEHD)
A Double-Blind, Randomized, Placebo-Controlled, 3-Period, Crossover Study to Investigate the

Effects of Single Doses of IV L-758298 and Oral Hyoscine on _ in
Healthy Male Volunteers (Protocol 006): Reference POO6L 1
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53.5.4-21 (BEEHR)
A Double-Blind, Placebo-Controlled Study to Determine the Effect of L-754030 on

— in Healthy Young Men (Protocol 006): Reference P006
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5.3.5.4-22 (BEEHD
A Double-Blind, Multicenter Comparison Study of a Neurokinin Type 1 Receptor Antagonist
MK-0869 (L-754030) Versus Paroxetine and Placebo in the Treatment of OutpatientsWith -

— (Protocol 008): Reference P008
#mEy ] ~villE I

53.5.4-23 (BEEH)
A Randomized, Double-Blind, Placebo-Controlled, 2-Period Crossover Study to Explore the
Preliminary Safety, Tolerability, and Efficacy of Oral L-754030 in the Treatment of —

I (Protocol 010): Reference P010
Evesad iRt o ERSC 3 )
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53.5.4-24 (BEEHD
A Double-Blind, Multicenter, Dose-Finding Acute and Extension Study of MK-0869 (L-754030)
Versus Fluoxetine Hydrochloride and Placebo in the Treatment of Outpatients With -

— (Protocol 020): Reference P020
2=y I ~villE

5.3.54-25 (BEB&ED
A Double-Blind, Multicenter, Dose-Finding Acute and Extension Study of MK-0869 (L-754030)
Versus Fluoxetine Hydrochloride and Placebo in the Treatment of Outpatients With -

B (P:otocol 020): Reference P020X1
2y VlEI ~ k=R

5.3.5.4-26 (BEEHEL
A Double-Blind, Active and Placebo-Controlled, Safety, Tolerability, and Preliminary

Antipsychotic Activity Study of MK-0869 in _ Patients (Protocol 023):
Reference P023

s Vil ~ =

53.54-27 (BEEH)
A Double-Blind, Multicenter, Acute Study of the Antidepressant Efficacy of the Concomitant Use
of MK-0869 Plus Paroxetine HC1 Compared to Monotherapy With MK-0869 or Paroxetine HCI

in the Treatment of Outpatients With — (Protocol 028): Reference P028
#mEyE : el ~villE RS

53.5.4-28 (BZEEHED
A Double-Blind, Parallel, Placebo- and Active-Controlled Study to Determine the Safety and

Efficacy of MK-0869 in Outpatients With _ (Protocol

039): Reference P039
ez ollE B~ 18
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53.5.4-29 (BE&HEH
A Randomized, Double-Blind, Active Comparator-Controlled, Parallel-Group Study Conducted
Under In-House Blinding Conditions, to Examine the Safety and Tolerability of IV MK-0517 for

the Prevention of Postoperative Nausea and Vomiting (PONV) (Protocol 015): Reference P015L1
ABREMHIR - 2005 4F 8 A ~2005 4 11 A

53.5.4-30 (ZEEH)
A Double-Blind, Multicenter, Placebo- and Active-Controlled Acute and Extension Study of 2
Doses of MK-0869 in the Treatment of Patients With Major Depressive Disorder (Protocol 062):
Reference P062

e - 2002 4 1 A~ A

53.54-31 (BEEHY
An Open-Label, 2-Period, Sequential Study to Investigate the Safety, Tolerability, and
Preliminary Plasma Concentration Profiles for Single Doses of MK-0869 in Adolescent Patients
With a History of _ (Protocol 078): Reference P078V1

Ev el o3 RN G )E

53.5.4-32 (BEEHED
A Multicenter, Double-Blind Randomized, Placebo-Controlled, Parallel-Group Study Assessing
the Efficacy and Safety of MK-0869 in Postmenopausal Women With Urinary Incontinence
(Protocol 079): Reference P079 ’

FREREMEHIM : 2003 4£ 1 A ~2003 £ 8 A

53.5.4-33 (BEEH)
A Randomized, Double-Blind, Active Comparator-Controlled, Parallel Group Study, Conducted
Under In-House Blinding Conditions to Examine the Safety, Tolerability, and Efficacy of 2 Doses
of Aprepitant for the Prevention of Postoperative Nausea and Vomiting (Protocol 090): Reference
P090

ARERERHIMH : 2003 £ 9 A~2004 411 A
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53.5.4-34 (BEBER
A Randomized, Double-Blind, Active Comparator-Controlled, Parallel Group Study, Conducted
Under In-House Blinding Conditions to Examine the Safety, Tolerability, and Efficacy of 2 Doses
of Aprepitant for the Prevention of Postoperative Nausea and Vomiting (Protocol 091): Reference
P091

ABRERHIMH : 2004 £ 5 A~2005F 4 A

53.6 TREDNHEAERICETIHRESR

5.3.6

Periodic Safety Update Report for: Aprepitant, MSD
#12003 423 A 26 H~2003 £ 9 H 25 H
#22003 £ 9 A 26 H~2004 423 A 25 H
#32004 423 A 26 H~2004 29 A 25 H
#42004 49 A 26 H~200543 A 25 H
#52005 43 A 26 H~200549 A 25 H
#6 2005 £ 9 A 26 H~2006 43 H 25 A
#7 2006 £ 3 A 26 H~2006 459 A 25 H
#82006 £ 9 A 26 H~2007 453 H 25 A
#92007 423 A 26 H~2007 49 A 25 H

Periodic Safety Update Report for: Aprepitant and Fosaprepitant Dimeglumine, MSD

#1 200749 H 26 H~2008 43 H 25 H
#22008 453 H 26 H~2008 4£9 A 25 H

#3 2008 £ 9 A 26 H~2009 4¢3 A 25 H

537 RBET—H4—ERRUEHIRE
53.7
BET—F—EFE

53.7-1
BET—F—HER @GTR)
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54 BEXH
5.4-1
HEHESHFE MTBIEN  EIREE R A
grarRp  TRllED R s#EzEx s
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