2025 4 4 AkET (55 27 ki)

H AR R S oy B

872391

EELRAVAELI—TH4—L
H AR B AIRT S o IF 5tdk ZE6E 2018 (2019 45 Hrhi)

(ZHEHL U CHERK

S-HT3REHEMAHIILE
73t hOVIERIEESIR
BISE. S BERER

1INz Tme
731 =iz 3mg

) EE-EMEFEOLTEICLVEMTL L

N V)V smeszvo 3mg/ 100mL
KYTRIL for Injection, I.V. Infusion

-1 i IRE Spall
A 0 R OH R | BEE AFEERES (EE-EMEOLGEZEICEIVEHTLZ L)
Hlmg : ImL Ic/ 7 =% hr Uit 1.12mg (/7= et L Clmg) &F
B % o o | HE3mg:3mLHIC/ T =t br R 3.35mg (/7 =t hr b LT3mg) BH
=B sy 3mg/100mL : 100mL F(2 77 =+ + v 45 3.35mg
(/9= burtLT3mg) &F
B " g | V27720 b e R (JAN)
e ¥4 : Granisetron Hydrochloride (JAN)
AKRFEHAA MR A A RBpEFEHAA
RERERERFAB | jrimg 2005452 124 1 | 200546 10 A | 200049 /1 1
RmERINE - BRFTHIRFAE | 1 3mg 20054E2 H 24 | 200546 710 H | 199245 22 A
SRR 7 3mg/100mL | 20094E12 15 H | 20104E5 H 28 B | 20064:6 4 9 H
WERS (WA - | o \
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o . B oE e g g | BEIGET KT b

ERFEHRELEDOEMRL
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T E L:0120-533-030
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mEEEBSRBRAKE (MUTFT., PMDA) OEERHEELEERBRRK O L —
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FHHOPARERFESE, IF OFAMZED L LERSH 5, £/, BERFUGET SN DA EoRERSICET 23 EICE L
TIE, IF BUET &5 £ TOMIL, BERSENRUET HUETNA Z I O LT SCESE, H 5 WIS RO EE LIRS
BEY— BRI L A B 5235 & &b, IF O HICH 72> TE, IBTORASCEZ PMDA OE 3K [E
SEHSIRIE AR R DS — TR T 2 LR H D,
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1.

RS DR

92 [E SmithKline Beecham #: (¥ Glaxo SmithKline #1) 1%, o b= & 5-HTs B0 5T
HEMEREGEANC K AL, EHEICESBEE L TWA Z 2R L., RSB IAI A EIRAY 22 Him:
EMEZRTHZEERAL, A MUV (—i4 : 77 =k bu JEBE) OGRIZRI LT,

AFNZEBN T, SRR L DR &2t &2 TR L, 1992 45 1 A1 THUEMIEE
Bl (AT ZF ) BT D MALEHER CEOL, MR | (R LT A N U RS DG
B, 1992 45 5 H 22 HIZHIBICE -T2, TDk, FEEIC X D HEBIMORKRER M T,
1995 4 1 A TR SN, S HIZ, 2000 4 7 AI/WNRICEIT 2 PUEMEEL] (A7 7T %)
L DI EEHER GEOL, TEE) (2xb9 B85 & BRI 1T D ifn i I R il Al AL IR O e iR
A REHCRE O WkaHER GEOL, TR (232306 - ShRNER ST,

HA NULERFNZ, 20024FE6 A2 527 7 « ZAI AT 54 EREHLO A AR Y 2 S
o~y [FF 10 Al BA e ¥ 2 et & AR St & OFE Al L 0 | RNt~
TEKAE S T,

AR OFHFAIL 2003 4 11 H 26 BHAF L2006 453 H 3 HA T T LTWA,

2005 4F 11 A12iEN v 785 3mg/100mL 2 T8 2010 4F 1 A 123 v 755 3mg/50mL* D AIHE
NG S 7z,

T, BAEFEE TERE EOVEMED & ORAGRE - B0/ ERFRE) 2BV, 14 FUv
HERA ROy Z78E (LT, AHFD) O THEGHREEHIAE S W bamik CEO, TRM) | 123k 5
HHRMENEZIEZ FAME Sh, BEFE - B SESERLE ST TRMBREOZ Y4
WEE) ICHESEARFN O THGHRIBEICLE S HEEER (B, TR | ST D AMBEEE1T D
ZEIFELX ARV EAW SN, PAMEERR S AT 2011 A 8 HIZAFIHIEEAITV, 2011 4R
12 AITAGR E N7,

¥, Ak, AETBFITH T 20, MR LIRGIED K0 et 0 Al (BEA) - HikD) & BA
FENITOIL, 1995 4 8 HIZFE7E S iz,

2018 /£ 10 A, K57 7 v~ RS LA PAMREEIR A A7 b RS HRIE 2 7k L 72,

77 =% b u UIEBETHANL, AD TPONV] (Postoperative Nausea and Vomiting : 7%
DL EH) OFR R OB E L CENIADOHRIE - A RIA4 N H S TE Y BRI
B TIIEERFIEIALEMAST 5N TnD, £2, KE, BN TIL, PONV IZxF9 H 088 - 2h
RPEEINTND, TNOEEEE X BAETBEE (R OB @O RAGRIK « 5 ISR
AR 2RV, i OB GROLL, TR | %9 28 MRS EFREET R & S,
HE - A NAEFREERERLE -T2 T, [AMBGEORYEREE) ICHESEARFO Hiitko
A bEER CELG, MR ) ISR DA Z21T O Z & IdE L2 e L fillfrsivic, K7 7
N BRAS AT 2021 4R 9 A AHEE 21TV, 2022 42 2 &R ST,

Xy JHIK) 3mg/50mL : FAEFEER T (IR : 2025 423 H 31 H) (1ZfEVVRGEA LB

. REOBRFHRHE

1. Eu b= 5-HTs R E OFEA 2@ IRMICHHLET 5 Z ik v, FrEMEEA
(VAT TF L) G KOS IBENC X 2 L, a6 U CEN -k 2h B & 36 18
T 5, (IVI-2-Q) {EREL - (ERRET ). TV-3 BRIRAE ) &)

2. TEHFAF (77 dh, Ny 7)) BE RN DD 7 LR TR G ITIENBIRTE B,

3. EHFANL. NRICB T 2HEMERA] (AT TF %) WIS DEL, RIS
BEPRBDOLNTWD,

4. 7RG S OV AR % O FH BRI 36 1T B 2 thatle S23] 11,852 i+ 323 1] (2.73%)
WCEWERZSEL L, EREIEMIL ALT (GPT) L5 43 fF (0.36%). HFHgrerEs 31 {4
(0.26%) . AST (GOT) FE5- 28 (0.24%) . 3% 26 14 (0.22%) . FEE 24 1 (0.20%)
LETholz (FHHFEEK TR, HEHRREITHE o Wbk (Bl M) CIXREIEMSE

1



[

1 BECEYSEE

3.

6.

BRI DS BT & 732 2 RS 22 [EI PN CUE SR L TR0,
ARARBEME LTYav s, 7T 749X —RbbbiLd L OWRERH 5,
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. ARZHRUVRE - ERALOFIREE
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I. &FICEET HIEH

1. %4

(1) #%
HA KU L®FEImg
HA B~ U LeE3mg
14~ U VO FRHE S > 27 3mg/100mL

(2) 4

KYTRIL® for Injection 1mg
KYTRIL® for Injection 3mg
KYTRIL® for I.V. Infusion 3mg/100mL

(8) &AFDHEX
Bz L

2. —ik4&
(1) #1& (@4%)
75 =% ko Uil (JAN)

(2) F4 (@8iE)
Granisetron Hydrochloride (JAN)

(3) A7, (s tem)
5-HTs S FR45H13E © —setron

3. BEAXIETHER

4. HFXRUHTE
43130 CisH24N4O - HC1
5y 1 348.87
5. %24 (4% XIFKRE
b4 : 1-Methyl-N-(endo-9-methyl-9-azabicyclo[ 3.3.1 Inon-3-y1)-1 H-
indazole-3-carboxamide hydrochloride (IUPAC)
6. [ER%&. J4&. BS, L5ES
1RBR%E 5 : BRL43694



. BEDICEY HIEHE

1. YELFHEE
(1) 448 - K

HEOWRKRXIIHROH LMK TH 5,

(2) &g

KIZEITFOF L AL ) = MEOREHT K =4 /=)L (95) Il THIFIZ <, ¥
TF LT —F LI E A ETEIT R0,

—_— 77=%tn ‘/ﬁﬁﬁiﬁ 1g ZENT E!ZIK%)%??OD

DIZET LV E (mL) VAR PER B

7K 1.7 B R A

A PR R TEIR 2.0 BT 0

AR ) =) 33 RRETFIZL W

=X/ — (95) 1,950 Kz & TERIFIZ < W
VrFIT—F)L 10,000 LA I F & A ERT 72
T B —)v 10,000 LAk F & AT 720

(3) RiEMt

(R E W 20°C., n=3)

30°C. 7 HIH. FHXHZE 96% DS TIZB W T, Wit E2 RS- T2,

(4)

(5) BRIGEMBETEH
pKa : 9.4 (25°C)

(6) DERH

e (MiREM). E. BES
FlS K 291°C (5iR)

(0.1w/v%)

n-A 7 % ) —n b OsrhltREk

0.1mol/L i
7K
0.1mol/L V ekt (pHT)

0.15
0.23
1.61

(R E I 25°C, n=3)

(7) 20D ERTRMENE

pH #i#s : A4 0.10g %7k 10mL (ZHfiE L7 pH 1% 4.0~6.5 Th 5,
FEIHE © (LM L. RA R T7< | MBI S e d o 7z,

2. AT ODERERTICETSREN

B4 PRATERA: PRAFHA R PRAFIE e FEH
E MR BR HIR 24 71 A S WE . A ZAb7a L
I R 40°C 75%RH e | 77 R EHE
i 30°C 82%RH SHH | 52 - B ENE
A 30C 1250 | oo e | RE
1 50C sma | P77 ENE




| @ #wmsEyeEe |

R4 PRATERA: PRAFHA R PRAFIE e FEH
HEs YT T Uy —Lb (@Eﬂfi _
R (49 1,0001x) SOHI | ey e = v Ak
N = 1]
x R ANT LT TF 120 5 g%§74”A AL
g | 90°C 3HWA | HI A HER [ 1
%gﬁgg% IELAF F sonsny | ) LE=Y il -
- (% 75,0001x) FELT 4L A
THED)
pH2. 6. 9 OFEERH 50C 29 H VA% S [F]_k
pH2. 6. 9 DEEIET 25°C ez
BRI | 5 EEOT T (9 1,00010) 28 HIH TETV N EBnToR
(R IR BE) PR eI X0 fE D
pHS8 D U 7 L5 90°C L RHEAINTED
Y49 180,0001x T 21 A T

WERIEE - MR, pH., HkE. E&., TLCIE %
*90C T 14 B, &/ o7 —2Z 4 FT7 HERGF

sl A BRI X DAY
M - 6 (89 1,000k, KOt/ o7 — 74749 180,0001x) bl UTA L L 7= 25 i &
WD 3FETH D,

(%52 b4 M

N-(endo-9-methyl-9-azabicyclo[3.3.1]

H :
Ny H
BRL43110A non-3-yl)-1 H-indazole-3-carboxamide @L . Her
C-NH*
1i f
? i

hydrochloride

(‘Ih

1-methyl- N-(endo-9-azabicyclo[3.3.1]

. N\N
BRL46540A non-3-yl)-1 H-indazole-3-carboxamide ©/_L @ HCl
\” NH*

hydrochloride

endo-3-amino-9-methyl-9-azabicyclo g
BRL47038 /
[3.3.1lnonane LN

3. ;E)JJE‘Z G)Eﬁmu\u'\i%ﬁﬂi EE/;;T

ﬁﬁmu Dit%ﬁ/i

wWA o EMROG (2)

IRAGUL AT S VR E R

Nwﬁ%%ﬁﬂ:i@%ﬁ%%ﬁ?ﬁ&% z&@:makmﬂ\2&mmnk 1645cm™l, 1546cm'l,
1309CHI1))7(U§ 756cm™! {TJ‘ [&”I%wu




V. ®AIICEHY HIEH

1. Hlf
(1) DX

1A N UE Img : FHRA (EEEY T 7 L)
14 N UV 3mg : {ESHA] (EEH T 7 L)
A NV IVRIEERE S Y 7 3mg/100mL : FEHFE] (X F)

(2) HHEOHNERUMHER

Hoe4 1A~ UTE Img HA - UE 3mg
ImL 3mL H
THEEAS « A &
ﬁ(zﬁffmiii 7=t o I 1.12mg | 25 =% b o it 3.35mg
(/9= & LTIlmg) (/9= Fmr & LT 3mg)
PER e £, VBB DR
H7 S EEFEHT 7 L)
AR7e4 1A~ UV ETREEE N> 27 3mg/100mL
By - A& 100mL
(13w ) 77 =% v UM 3.35mg (/7 =k tr & LT 3mg)
PR e £ VB DR
H7 HHAF (o )
(8) #HAIO—F

EARSAA

(4) HEDYHE
ESHE®D pH & ZBEL
HNL « K pH =g T
3mg/3mL 5.0~7.0 1 (EERAMERICRT 5 )
3mg/100mL 5.0~7.0 1 (EERAERICKT 5 )
SR pH ZEIEABRIER
BA K~ UILE 3mg
. 0.1mol/L-HCI(A) 4 pH
BN - & | #klpH Bahiask ZALHT R
o P21 0.1mol/L NaOH®B) | widZfesipH | =
N 5 3 (A) 10mL 1.3 4.0 Eib7e L
matem ’ (B) 10mL 12.7 7.4 Ak L
HA NV VETHEEE S > 7 3mg/100mL
v 0.1mol/L-HCI(A) He#4pH _
BT - N Bahiak AT R
ST | pH | 01molL-NaOH(®B) | XiEZfkspH | -
(A) 10mL 1.48 3.83 Eib7e L
3mg/100mL 5.30
(B) 10mL 12.52 7.22 Eib7e L




(5) Z0ft
A% L0

2. HEIDHERL

(1) BMES CEERS) DEERVHMNHF

| v mmcmysmEs

H5e4 B4~ VUL 1Img B4 VU ILE 3mg
1770 (ImL) 177N (3mL)

HRSy | 77 =% ba iR 1.12mg 75 =% kv R 3.35mg
(/9= & LT1lmg) (/9= Fmr & LT 3mg)
7 T UBRKFY) 2mg 7 T KRN 6mg

AN Bk hY 7 A 9mg Bk hY 7 A 27Tmg
pH FAfIA (Gffe, KER{b) R U v L) | pH FAGIAl (R, KT NY D A)

HR5e4 A b UIVEGRE#ETE N> 7 3mg/100mL

o | 173227 (100mL)

Gk 77 =k bn HEEE 3.35mg (/7= Fr & LT 3mg)
7 T UBRKFY) 6mg

AN HibF Y 7 A 900mg
pH FAEA (GffE, KER{ET R U T L)

(2) EREZEDRE
HA b U IVETEHEN Y 7 3mg/100mL: 100mL 2 k7 b U 7 4 900mg =& H T 5,

(3) B&E
L7

3. RTEREREDHERRUVERE

BEARR/NA

4. A
A% L0

5. [BEAT DAIREIED & HRHY
JREEDE IR AE T DI K 2wl BRI I W Tty (BRL46540A) 23388 biviz (TLC {4

&),

SR ORI TI-2 A0y DM FIZRT 2L EN] B,

6. HAEDFTEEHTICEITIREN
A4 RJIE Img/ A4 F1JILE 3mg

ARER A TRAF S RAF I ELEET BE it o

EWIR(F 25C 60%RH 5 1mg/1mL %, 3mg/3mL % &
RV 30°C 75%RH HTAT 7| B, REFHZEITRD 51

G S 40°C 75%RH 67 A o T,

BRI E - MRIR. MBERER, pH. NAERWRABRL ORNEMERR AR, 77 =t b ok




| v mmcmysmEe

hA ~JILEFEEE T/ Ny S 3mg/100mL

AR PRAF A RN | AR i
E?%ﬁ 25°C 60%RH 34 FMSEEER | Bk L
B
) 40°C 75%RH 6 A ]
s ER IMEEE T, 27a L
40°C 25%RH UL T 67 H
50°C 34 H ]
0T — IMZEEE T 27a L
. o | 1205khr | gLy | V7= PR UOBEROET
HEEDET AN AR hu .= _
. e +200W- Py NRO BN, ZDOMDIE
h/m2it: AR R HI3Z k72 L,
10 Hlx-hr
PNV H1) &%[ﬁ: AR =] =
e AT 30 Hlx-hr SRS A7 L
S

A=)

AEBRIEE MR, MIERBR,. pH, 58 (U=t bur, T ) TLH) | ERE &,
7277 L. EEER (40°C 25%RH DLF) ORERIEH X, Mk, pH., BEFEH. ERE,
#1030 )5 Ix-hr : ENEOEIT T (K 10001x) 24hr/day B L723854. 9 12.5 A RIICAHY
E2) AASEAELL Ny TRIKE T T ATy 7 MO FNTRELZ LD
SMSIE UL - Ny TRIK (7 2AF w7 RO )
7. REERVBMBREORTEN
A% L0

8. ¥l LDEEEIL (WIBLEMZEIL)

T UK OV JindE (R

Tut I FEOFKME DT B NAEE ORAITILENE L 2BAENH LD T, #T5HZ L,
9. AHM™

M L

10. && - B2%

(1) FELNRELGERR - QF. NESRKRERE - RICHT S1ER
A% L0

(2) A%
HA FUE 1mg : Img/ImLX5 7 > 7L
B4 FUVE 3mg @ 3mg/3mLX5 7 L
HA NV VST STES Y 7 3mg/100mL : 3mg/100mL X 10 4

(3) PHEE
AR L

(4) BHEOME
BA FUVE1Img, B4 U 3mg : WEFEHO T T AT T
HA BV VSN Y 7 3mg/100mL : ARY =F L Sy 7 2 Ak



([ v wmcmszmEs |

1. BIRRHShLEHE
LR L

12. ZOH
BB L



V. AEICEET HI1EH

1. MEERTHE

4. PMEERIIZER
OIMBMESH (LRTSF %) RERUKSREBHICHE S HLRER (B, EH)
Offiz DHLRER (B, BH)

2. MEXIIHRICEET IR

5. MMBERIIHRICEET 5FE

5.1 KA Z HFUEMEREE A O 5120 2 Wikasiek GBO, EM) o3 LTl 25813, M
UVELD, MM U 2 FUEMEIESA] (AT TF %) OREICRYFEHAT L Z &,

5.2 KRHN % B RIRE I O AL SHER GEL, WEiE) (23 U CEHAT 2856813, O ELL,
a3 42 U 2% 25 RS ERET IR ISR 5 2 &

3. ABERUVHE=E
(1) BERUAEDMHEER

6. RZRURAE
nEMESR (DRTIFUF) BEICHESHEIERERK Eb. IEi))

RN i, RACIZZ T = br b LC40u ghkg & 1 B 1 [RIEE LS HET D, 72
B i, ERICE 0 EEET 525, ERPUGE SN WEEAITIE, 40 wg/kg & 1 [BHEEN
BhH5Tx%,

AN aEE, NRICE T2k be bl LT 40ugkg & 1 B 1 BIAREFET D, 7ok,
i, ERIC X0 B EHERECT 223, IERSSE SR WAL, 40 uglkg & 1 BEENEET
x5,
(TREHREBSTIZEE S HERER (B, 1EM))

WL, RANICIE 7 7=k hr & LT 1H40 p glkg % AilfET 2, 723, Filn, FERICE
D EEET 5, 72750, 1 H2EESETET S,

(MO HELFRER B, MEM))

W, RAICIEZ 7=k brr b LT 101 ngZzEEE 0 ailiE+5, ok, S, JE
Wick v EEHET 5, 72770, 1H3mETET 5,

(2) RERUAROBERE - RiL
AR L.

4. AERVHEEZEICEET 5FE

1. AERUVAZICEET 5FE

(B @)

1.1 SRR PE S W kasER i U TRER 3 2 5813, U IR RN St T 5, 722
B, & M EHEAR A AT AL E RF O i a5 ST (TBI : Total Body Irradiation) (2 9 Vb
FHERICK L THER T 25618, 5HIMIZ4 BMEBERE T 5,

1.2 it D ks R ITk U THEH T 2 561, BT RO ELBE L, IR oIk o
WY H A I T TERETH L,

(AVE/ D)

1.3 ERRMIC RS 5

10



([ v oamcmszmEe |

5. ERERAEE

(1) BRT—2/1\vH5r—o
UHCHR BB O THALERER (GED, TR | 1 3EE - R ARESERLE IR
B2 EE EOMEMEOEORARIE - BEIG/ERESE AMPFE~ORYMEIR D H
HE L 7T o hu UEEE BRI O THREER GO, TEM) | BT % #E
FHMIZHE S < ANHHFEIC L DB D055 L7gvy,
UHCHHRR BB O THALEER GEUL, MgiE) | LIS ORhEE - 2h 5%, 2009 4= 3 A LAATOD
RO DR L7,

(2) ERPREIEGHER
BERER UV REFHIRNEZS "

B 5ER - /EERAS T 24 Bk, V9=t +r & L T10, 20, 40, 80u
glkg % SIEFRIRN S G- L72fE R, BRER, AT R., EMoOBZE, BE0RE ()T,
FRFagE, MRS, RIR) . DEX LK ORI AR L BT 5 & B 2 b5 2T
HAILiRhoTz,

REBERER - BERAD T 12 flaxtRic, 798 REdBE L _HEERIEICZLD,
7=k brur b LT40ugke XIT7 IR ERAEK) 21 H 206 H AR
WG L, REMIZOWTORFZIT o 7S, e CE LN 1 6T ALT (GPT) @
ERARBLNEZN, WTRLBRELRLOTHY , ZTOMICITAAIEEE#ET L EEZHND
BALITRD BN o T,

) AFNORNIH L TERBINTWDOHEIZ40uglkg TH D,

(3) AERIFRARY
Y AT T F o 50mg/m2 LA b (L OHTHEEMERES A & OOFH A Fie) & HER G35 Mg S
F N3 FlEGIT, VI =tha & LT20, 40, 80ugkg T A7 T F L BHGHEL,
MEMFEBIRE (AR E) XX AT I F o FEEAT (PRRES) (ZHEGRE§EHE L,
ZORER, 40 uglkg BEL 80 u glkg BEDOHIMEZAFIC K E 72221370 <. ZENHOFFEIT 20 1
glhkg BEL VTV, F72, 40 u glkg BER TN 80 1 glkg BEDHIEZNFITAT 24 el Frfe S
N7 e, 1H140 pglkg OHFEIERGNAHE - HEE L TEZY THL EE 2 b,

BN (& A Aifh)

e b BHEY% (F#ILLL)
20 11 glkg 40.0%  ( 4/10%1)
TR 5 40 1 glkg 88.0%  (22/25f)
80 1 g/kg 100.0%  (13/13f)
20 1 g/kg 70.0%  ( 7/10f1)
TR G- 40 1 glkg 92.3%  (24/26)
80 u g/kg 68.8%  (11/16f)

E) ARFNOENIZK L THEREN TS HEIL 400 glkg TH D,

(4) 1REEAHER
1) AERAEER
REERR L

2) REMHB
AR L

11



V. AEICET2EE ]

(5) #£%F - FERFER

1) MEMEEFIERIELOINF]

BN D R AE

THEEREGRER Y RO RS Y OMEITRO LB TH D,
PUEMEIEGA] (L LT RTIT ) BEICL VBB LEL, R Ly 7 =%
frr b LT 40pughkg 28R LZEZ A, A% (BRLL) 1T 86.6% (71/82
#l) ThHotz, F/-. PUEMEEA] (L LTV RATTIF V) &5 30007 7=t
fma & LT 40 u glkg % mfistE: L7 G A OFFE (BZLLE) 1% 83.8% (100/120
Bl ThHot,

INR D RKE

—ﬂxﬁuu%;ﬁ%ﬁ n @%E j:/j'\’@ k i) D T&)é

PUEMEIEGA] (& LTV AT TF ) 5 30 Rl 7=t b & LT40ugkg
AR L E A, FE (EMEZ2 L) 13 73.0% (119/163 ) THY . /-, H
ZhF (g 2 [|ILAN) 1X 85.8% (189/163 f3)) Th -7z, BIEAIX. GOT L& 3 1,
GPT L& 2 7, FFHkRERE. B ULV E M LR, BELOFEMAE 1 Th o7,

2) TRETHREREEERIEAE D]

—ﬁxﬁuu%;ﬁ%ﬁ 8 @%E j:/j'\’@ k is D T%éo

RS T REY 30 RMC /I = bu & LT 40pu gkg ZHEEHELIZE 2 A, #F
Zher (WErt7e L) 13 54.4% (37/68 #) TH V. 7=, AR (EH: 2 [BILIN) 1% 77.9%
(53/68 Bll) ToH-o7-, BIEAIZ, AT bV o7 AMET, FERERIEZ. U L/ RERED .
HEEAD . GOT E&H-. GPT FREEOE U AL E AMEEANE 1 HTH o7,

(6) AFHEA

1)ﬁﬁﬁﬁmﬁ(—%ﬁﬁﬁﬁmﬁ WEFEABERE. FRAMBELERRAE) . HE
RFEBRT—IAR—ZAAE. AERFTEREBERABROANSE

hmﬁﬁgm(yxﬁv%/%>&5(#9%%%&&(?@ M&Ent)

AR IR TICB W T THEREEOFHBEDHFFED - DITAT ) H OGRS
B 2 HEDFE HIEICETHHA KT A 2o T (1993456 A 28 HAS) 2@
Sh, EfiFtmo B LEfro72, Zhick o, E%Mﬂﬁimgd<%§<m%ﬁi
1H21 H~1995 41 H 20 H) &, FHEMFEFICESGHE (1994441 H1 B~
1997 48 H 18 H) MEfE 7=,

A SEhE T EE D < FHAEITZZ Mk - B MEEERT R 3,904 SER, FrIihastmEic
S REIX LR EMEFRTH 6,445 FEB - ARG M 5,595 FEFIZ OV THR
L7z & 2 A, FIHOE G mEEZ LS < FEHRERETH ONT-GDRIT, 94%,
96% & WL AKGRIFD 85.4%* & IHEE L CRIZEH D WITE L EOFER NS 5,
F7-. BEMEICHOVWTE VI-8.EIER] 2o Z &,
FIAREROEFH (TF%h) BLEFHExSp] - 134 61,157 1)

REHEER (VRTSFU%) HE5ICHESEEIER (B, EH) /N

2001 4 2 H /5 2004 4F 5 H & T/ E FH ks AL & S50 L 7=,

HEFIZ (RH72 L) 1% 88.01% (646/734 1)) TH Y | %ﬁﬁif@ﬁﬁ@%ﬁf
B (EE7e L) 73.0% (119/163 ) &l L CHEZENRD Hivz (p<0.001 ;
BE), £, e WL IVI-8.EWEF) o Z L,

EMEHEIZERT B R ORETRE B (TB) (24 5 HEERER (B, EM)
2001 4 2 A 236 2004 4 5 A £ < TBI {# FRGEE 2 £l L7-,
HRERIER (EH-72 L) 1% 87.03% (161/185 i) T v . AR IT IR =R

12



([ v oamcmszmEe |

(E72 L) 54.4% (37/68 #1]) & ik L CHEZENRO bz (p<0.001; x 2 E),
F7-. LIz HONWTIT VI-8.EIEH) 2RO &,

2) ARBEHELTEBPENRERIEEMR L F-3E - HBOME
A% L0

(7) Z0itk
REERR L

13



VI. ENERICET SIEH

1. FEPNISRES B AMR LA ME
5-HTs A H i3

2. ZFIB{ER

(1) 1ERBRL - 1ER%F

5-HTs 5 2 RIL AT I BERG IR O RO O B R AR I B 5

PUEMEIEGA] (S A 77 F %) &5 TR X, THLE O/ NGRS AA ST D152
2 AEFITERE (EC #ifd=Enterochromaffin cell) 7% 5-HT (5-Hydroxytryptamine,
e h=y) EERES S, WEEEL 72 5-HT 1%, SROMEDIESREMRICH D 5-HTs R
RIFEET 2 Z LIk EBEEETH, 50T, FBUNERETICH DILFZRars |4
# (CTZ=Chemoreceptor Trigger Zone) % /" L CHEM: AR ~FIL 25 L, LN
EHIEEITEZZ DTS 101D ORANT 5-HTs % FRIZ W TR 238 /)72
FEHUER 2R3 2 LI X0 . FUBEMERRSA ISR RS X > TR S D IEHRI o
miEZaEEL, b, TRHIHED R L2 RET D,

(2) EMEENTLHHABRBAE
1 MEMEEFIZREL MG
DL R TS5 F UFEFHRINFHIEER -
T7xly M7 T=% bo G BREEZFHEL, 15 0%ICV AT T F L 10melkg & FrE
Lzt 2 A, 7T =% bu et 0.5mg/kg LA b ClaI:[EIER DA B 72080 M O -7
IR OFABERIERDZRBD b,

QYRTSF UBEREMLICHT HEHIIER

7zl vy MIVATTF 2 10mglkg #FEL, IRH2ECXE T, 77=F i
FefE 0.5mglkg ZHE L7c & 2 A, I3 54 60 LA <7z,

BREXYIESVELHYARRT 7 2 FHRICKDEREBH (X 1ER -

Txly MIRFYALEY Y 6mglkg L7 BARA7 73 F 80mglkg #1145 30
DRTE N30 %D 2\, 7T =% kv U 0.5mg/kg #FE L7 & 2 A, TEH[E]
B DH B2 WD e ONEM-IERFF OB ERIERE DGR b,

2. IRGHR IR ST R IR AL D N
MR SRGFREL ST SR
T by NI T =% b u UHERE AR L 16 DRI RS B 21T o2 2 A,
77 =% ko UHERKE 0.05mg/kg LI E R A5 DA E 22800 K ONE IR oA 5
TRIER NG BT,

3. ERA#FE DT 1Y

OB FEZAIRICH T HEMHE
Z v NXITENE Y MMEARZ HWT, SFHESEERICHT 277 =% ha HERED
BAMEEZ G LT 2 A, AANT 5-HTs BRI x L Cldtisd TrEWE itz Lz
2N (KifE=0.26nM). 5-HT: (5-HT1a. 5-HTimic. 5-HTic). 5-HTe. KX 2 Do, 7
KLU rval asKOB. R_RUOVIPTEY B2 hFo o 24 3 0 Hy,
FEAA Fu. « LS OFZHRITHT HEFMEITIZE A ERD EN2noT2 (5
HTic ZRERLISOZ 5K« Ki i >1,000nM. 5-HT1c Z24E : ICs0 i >10,000nM) .

14



KR EEE

Q@5-HT FZHREARIZX T 2 1EH
5-HT I X 5 5-HTs Z &K% L= —ilatk D4k (von Bezold-Jarisch reflex) (Zxf9"
HNVERZRIET v F THREILIZE 2 A, 77 =% hua UIEREILZ O %2 HEIRT
A HNH L7z,

(3) ERRIREEM - Hkkhsn
[VI.-2-(2)-1. PrEEMEEE A S EN-OMEH @) 2/

15



VI. EYEhReIcBHd 51 H

1. MAREDHER
(1) AREAMGMPIRE
EERR L

(2) BREKRRBCRBSA-MibEE
D EREARA SRS

A F6HIIc /T =% bur & LT40u glkg & 30 50> THARMLETEHRE LT,
e R BT STRAA TIRFIC e iE 2 /R L, DA% 2 FEMEICIH R LTz,

(ng/ml.)
100 -
10 %,
i .%"\I
1 . II
e e I
|
— 3
mean=+SD
01 6 12 18 24(he)
i i
&5% Cmax t1/2[3 AUC Vd
(1 glkg) (ng/mL) (hr) (ng-hr/mL) (L/kg)
40 19.48£6.05 3.14+1.20 63.06+36.54 3.30*1.22
(mean=SD)
QHEFIRNES Y

EERABF11HIIc 7T =t b & LT40u gkg % 2 SR TEIRN&ZS- L7,
MAEPIRE T 514 5/ ChomfBEIZE L, LIk 2 PRSI LT,

(ng/mL}
100
™ 10
3
th
2
1+ mean 5D
01, 6 12 18 24 (k)
K [
&5% Cmax t1/2 AUC Vd
(1 glkg) (ng/mL) (hr) (ng-hr/mL) (L/kg)
40 42.77+22.33 3.18+1.57 64.99+39.60 2.18+0.60
(mean=SD)

16



IR

QREEHZRE Y
fEERABF 8B/ T = b & LT 40 ugkg % 6 HEF 10 [BIS 18 SR S 5%
B U7, MBI IREREIC L 0L, 6 M EO¥EERT (4 BHF) LIREIX
FIE—TE L o7,

(6BM. REHIRNAHERE L-BomiEsh =)

(ng/mL)
25+
20+ N I — GEHBEMERBENS
RO-FEMBEZNE
* #ELEITHIWEZD 2
15 sL—vavh—7
@)
?!'? : ® sEIE
g 104 Tdi:thny40ugfkgﬁ5
1A
! y (n=8, FH£S.D.)
[
T T T 2|4 T T I4I8 T T I?I2 T T T 9IGI T |1|20| T |1‘|14| T |1{|38(hr)
t tt ot ottt ot
(el 5 & B
&5% Cmax tie B AUCO-oo
(u glkg) (ng/mL) (hr) (ng-hr/mL)
40 1HH 13.25%3.60 4.06£2.45 55.13+40.60
6 HH 21.36*=2.95 5.87£5.05 118.57+97.30
(mean*+SD)

@HNEANIZEITEHE (5%)

Wk NIRRT (2~160%, 36 f) 1277 =t tr> & LT40ugkg % 30 3T T
FRIRIN R B G- U7z, PR V3R TR R mE A2 R L, DRIk Lz
(B BF ORMKHN R D720 M REHERIIE ~ OBE Z L IR L, Y

INT A= H PR L /R R TR LTD),

{ng/ml)

1000 -

Bers
e

ifiL
"
th
=
4
1 1 Il 1 I
0 6 12 18 24(hr)
B om
&5% Cmax t1/2 AUC Vd
(1 glkg) (ng/mL) (hr) (ng-hr/mL) (L/kg)
10 43.1 (14.3-276) 5.63 (0.9-21.1) 185 (43.7-781) 1.34 (0.541-2.71)
n =36 n =27 n=22 n=22

17
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IR EEE

(3)
AR L

(4) BRE - fitARXORE
A% L0

2. RMEERIY/NSA—4
(1) BAE

A% L0

(2) RULREEH
A% L0

(3) HEREETEH
REERRL

(4) DIYF752RA
7 )77 A 856538mL/min (40 u g/kg HIAIFFIRPN SR # G-, EEERR A 6 1)

(5) #MER
PR RN S HIRN R B R e G- L 72 BR O A sFE (B)

B b AR (B)
(u glkg) (L)
40 19670

(n=6. mean=*SD)

(6) Z0ft
RN
3. BEH (REaL—av) @
(1) fRITAE
LT R L
(2) RSA—FEHER
A E R L

4. IRIR
RN

5. 5%
(1) mi&—KBEEF &AM
MR L

18



IR

(2) mi&—RaEEEAFTAEME
HEER R L
<% .7 v k>
IR 15 0 B OMEMET » M2 4C KR 7 T =% b o e 3mg/kg & EIRINR S L, RHE
DIMHE R ORGFEF (R OEKREZET) ORELZIER VA — T VF 7T LEER L,
fefgmE e, R ~OBITIEL BET Lz, IRFET OBUNRBIREITE G 15 0% IZHB W TRHR
MAEL V& 15 EFEm-o 228, BE 2 KON 24 B 1 E & AREOREELRL, Zh
O ORERICE T AP HHRRE L, TN TG ED 0.35%, 0.034%I27 X9, IhE
H'I%L%J\O)yfjéé]‘l\ ntu&) %ﬂfcﬁﬁ)/) 71:_0

(3) Et~DBITH
P - Y AN
<BE Ty >0
BAF DT v M2 1UC FEi#k 7 7 =& b o UIEERIE Smgl/kg RN S L, FLIEICHAL S
HBEOARDOE (Hitz2aLNEYW) TOMEEZHNE LA, BEED 0.5%LLT
THo7,

(4) BEEADBITHE
AR L

(5) Z0MOHBB~DHBITHE
M EE L L
<BE Ty >0
Z v Mz 14C @ﬂifﬁv—? b a UMM 3mglkg A ERIRNEE G- Lo & 2 A, HHe DfERE
WIRE X854 15 2 ITIT2H S04 L, FARARSR KM OMRER Z PR & iR L v bR, 77
%?Fn/®ﬁﬁﬁ®%ﬁfim%%@k%i%ﬂtou&\%ﬁﬁ BT D U e EE
I L, 24 FERITIXIW TN OFHR & D iEiRED 10%LL Tz, 72 &%Fﬁﬁéé:ci 2%LLT
WK L7z, 168 FEREIZ CIEBEHREIIIF R O IR O ONT=DHTH Y | ik ~D 58 vl
FEIZ e E 2 b,

(6) MITPEDHES
77 =% ku (20~200ng/mL) @ in vitro IMAEE ARG R & RIMNEEIEIZ TREF LT,
t MIEE AR ERILBT~TT% TH Y . fERITEERMFMETRD biven o7,

6. X

(1) RBIERGL R S HIHRRE
PEEBAL « ATk
REHHRERE
77 =% b IR KL OWEA F ALK Z 52T, ERRENIEER 7 oKl (R
#Y D) THO., FTI=F b 40 KO 80 u glkg H GO MIBETEY D OxEiEE
(Cmax) 1TRZAZ T = b D Cmax D 1/6~1/8 ThH - 7=, JRPRHHEHEIZ, W
NOEEGEIZBWTHAHY D OERER K OERIN FETH Y | 40 1 g/kg B HRFTEI
ZHBEEED 145% K1V 64% ThoT-, R A LD B O LN, Wb
BFEOA%U T ThoTe, RPRMYOFEIIA G EM TERTRO bR o7,
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IR EEE

8.

OH  CHs H
N :
N-I_I‘ 1
4] H

fGAHeD
(i H H H
N;_‘_ ! N'a )
O X [ o
- NH
0 H 0 H
A HHB

(2) RBIZEAETHEE (CYPE) OHFE. H5EXR D
E MFI 7Yy —2%HAWTITo 72 in vitro BB OFERTIX, /79 =k b OFEFRT
NED KR L NN — i A F AL OARHNT I P450 (CYP3A) DOREG-RNHE S TWAS,

(3) YEEBHNRDAERFZDEE
A% L0
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KERTXE

Label for SUSTOL®(granisetron) extended-release injection, for subcutaneous use (Revised:05/2023)
by Heron Therapeutics, Inc.(USA)

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary
There are no available data on the use of SUSTOL in pregnant women. Limited published data on granisetron

use during pregnancy are not sufficient to inform a drug-associated risk. In animal reproduction studies, no
adverse developmental effects were observed in pregnant rats and rabbits administered granisetron
hydrochloride during organogenesis at intravenous doses up to 61 times and 41 times respectively the maximum
recommended human dose (MRHD) of SUSTOL 10 mg/week [see Dataj.

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

Data

Animal Data

Reproduction studies with granisetron hydrochloride have been performed in pregnant rats following
administration during the period of organogenesis at intravenous doses up to 9 mg/kg/day (approximately 61
times the maximum recommended human dose (MRHD) of SUSTOL 10 mg/week, based on body surface area)
and oral doses up to 125 mg/kg/day (approximately 851 times the MRHD of SUSTOL 10 mg/week, based on
body surface area).

Reproduction studies have been performed in pregnant rabbits in which granisetron hydrochloride was
administered during the period of organogenesis at intravenous doses up to 3 mg/kg/day (approximately 41
times the MRHD of SUSTOL 10 mg/week, based on body surface area) and at oral doses up to 32 mg/kg/day
(approximately 436 times the MRHD of SUSTOL 10 mg/week, based on body surface area). These studies did
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not reveal any evidence of impaired fertility or harm to the fetus due to granisetron hydrochloride.

Reproduction studies with the polymer vehicle for SUSTOL have been performed in pregnant rats and rabbits
following administration of the polymer vehicle during the period of organogenesis at subcutaneous doses up
to 0.295 and 1.18 g per day, respectively, (approximately 45 and 36 times, respectively the amount of polymer
vehicle present in the maximum recommended /weekly single human dose of SUSTOL, based on body surface
area). These studies did not reveal any evidence of impaired fertility or harm to the fetus due to the polymer
vehicle. A pre and postnatal development study with the polymer vehicle for SUSTOL in rats showed no evidence
of any adverse effects on pre and postnatal development at subcutaneous doses (administered on gestation
days 7 through lactation day 20) up to 0.295 g per day (approximately 45 times the amount of polymer vehicle
present in the maximum recommended /weekly single human dose of SUSTOL, based on body surface area).

8.2 Lactation

Risk Summary
There are no data on the presence of SUSTOL in human milk, the effects of SUSTOL on the breastfed infant, or

the effects of SUSTOL on milk production. The lack of clinical data during lactation precludes a clear
determination of the risk of SUSTOL to an infant during lactation; therefore, the developmental and health
benefits of breastfeeding should be considered along with the mother’s clinical need for SUSTOL and any
potential adverse effects on the breastfed infant from SUSTOL or from the underlying maternal condition.

F—RA SV THRAXE
Label for KYTRIL® (granisetron hydrochloride) injection (Revised:04/2021) by Atnahs Pharma Australia
Pty Ltd.

4.6 FERTILITY, PREGNANCY AND LACTATION
Effects on fertility

No data available.

Use in pregnancy
Category B1™

There is no experience of granisetron in human pregnancy. Animal studies have shown no teratogenic effects in
rats or rabbits at intravenous doses up to 9 and 3 mg/kg/day respectively, or at oral doses up to 125 and 32
mg/kg/day respectively. Time weighted systemic exposure (maternal plasma AUC) at the highest intravenous
dose in rats was about 7 times higher than that in humans at therapeutic dose levels, but insufficient data are
available for a similar comparison in rabbits. Because of the low safety margin indicated by the animal studies
and because animal reproduction studies are not always predictive of human response, KYTRIL should be used
during pregnancy only if clearly needed.

Use in lactation

A study in lactating rats showed that the rate of excretion in milk after IV dosing is less than 1% of the dose per
hour, and that at least some of this is absorbed by the offspring.

There are no data on the excretion of granisetron in human breast milk, therefore use of the drug during lactation
should be limited to situations where the potential benefit to the mother justifies the potential risk to the nursing
infant.

B A=A T VT O
Australian categorisation system for prescribing medicines in pregnancy
Category B1 : Drugs which have been taken by only a limited number of pregnant women and women
of childbearing age, without an increase in the frequency of malformation or other

direct or indirect harmful effects on the human fetus having been observed.
Studies in animals have not shown evidence of an increased occurrence of fetal damage.
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KERTXE
Label for SUSTOL®(granisetron) extended-release injection, for subcutaneous use (Revised:05/2023)
by Heron Therapeutics, Inc.(USA)

8 USE IN SPECIFIC POPULATIONS
8.4 Pediatric Use

The safety and effectiveness of SUSTOL in pediatric patients under 18 years of age have not been established.
SUSTOL is not recommended for use in pediatric patients less than 12 years of age because the product
administration requires a large gauge needle and an extended administration time.

F—RA SV THRAXE
Label for KYTRIL® (granisetron hydrochloride) injection (Revised:04/2021) by Atnahs Pharma Australia
Pty Ltd.

4.2 DOSE AND METHOD OF ADMINISTRATION

Indication: Chemotherapy Induced Nausea and Vomiting (CINV)

Paedatric

Oral Administration

There is insufficient information to recommend the oral administration of KYTRIL in the prevention or treatment
of CINV in paediatric patients.

Intravenous Administration

Prevention of nausea and vomiting in paediatric patients

The recommended intravenous dose of KYTRIL in paediatric patients is 20 ug to 40 ug/kg body weight (up to 3
mg), which should be administered as an intravenous infusion, diluted in 10 to 30 mL infusion fluid and
administered over 5 minutes, no more than 30 minutes before the start of chemotherapy.

Indication: Radiotherapy Induced Nausea and Vomiting

Paedatric

There is insufficient information to recommend the oral or intravenous administration of KYTRIL in the prevention
or treatment of RINV in paediatric patients.

Indication: Post-operative Nausea and Vomiting

Paedlatric

There is insufficient information to recommend the oral or intravenous use of KYTRIL in the prevention or
treatment of post-operative nausea and vomiting in paediatric patients.

4.4 SPECIAL WARNINGS AND PRECAUTIONS FOR USE
Paediatric use
See Section 4.2 DOSE AND METHOD OF ADMINISTRATION.
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