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8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
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Risk Summary

Published epidemiological studies on the association between ondansetron use and major
birth defects have reported inconsistent findings and have important methodological
limitations that preclude conclusions about the safety of ondansetron use in pregnancy
(see Data). Available postmarketing data have not identified a drug-associated risk of
miscarriage or adverse maternal outcomes. Reproductive studies in rats and rabbits did
not show evidence of harm to the fetus when ondansetron was administered intrave-
nously during organogenesis at approximately 3.6 and 2.9 times the maximum recom-
mended human intravenous dose of 0.15 mg/kg given three times a day, based on body
surface area (BSA), respectively (see Data).

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

Data

Human Data

Available data on ondansetron use in pregnant women from several published epidemio-
logical studies preclude an assessment of a drug-associated risk of adverse fetal outcomes
due to important methodological limitations, including the uncertainty of whether women
who filled a prescription actually took the medication, the concomitant use of other med-
ications or treatments, recall bias, and other unadjusted confounders.

Ondansetron exposure in utero has not been associated with overall major congenital
malformations in aggregate analyses. One large retrospective cohort study examined
1970 women who received a prescription for ondansetron during pregnancy and reported
no association between ondansetron exposure and major congenital malformations, mis-
carriage, stillbirth, preterm delivery, infants of low birth weight, or infants small for
gestational age.

Two large retrospective cohort studies and one case-control study have assessed on-
dansetron exposure in the first trimester and risk of cardiovascular defects with incon-
sistent findings. Relative risks (RR) ranged from 0.97 (95% CI 0.86 to 1.10) to 1.62 (95%
CI 1.04, 2.54). A subset analysis in one of the cohort studies observed that ondansetron
was specifically associated with cardiac septal defects (RR 2.05, 95% CI 1.19, 3.28); how-
ever this association was not confirmed in other studies. Several studies have assessed
ondansetron and the risk of oral clefts with inconsistent findings. A retrospective cohort
study of 1.8 million pregnancies in the US Medicaid Database showed an increased risk of
oral clefts among 88,467 pregnancies in which oral ondansetron was prescribed in the
first trimester (RR 1.24, 95% CI 1.03, 1.48), but no such association was reported with
intravenous ondansetron in 23,866 pregnancies (RR 0.95, 95% CI 0.63, 1.43). In the sub-
group of women who received both forms of administration, the RR was 1.07 (95% CI 0.59,
1.93). Two case-control studies, using data from birth defects surveillance programs, re-
ported conflicting associations between maternal use of ondansetron and isolated cleft
palate (OR 1.6 [95% CI 1.1, 2.3] and 0.5 [95% CI 0.3, 1.0]). It is unknown whether on-
dansetron exposure in utero in the cases of cleft palate occurred during the time of palate
formation (the palate is formed between the 6th and 9th weeks of pregnancy).

Animal Data

In embryo-fetal development studies in rats and rabbits, pregnant animals received in-
travenous doses of ondansetron up to 10 mg/kg/day and 4 mg/kg/day, respectively, during
the period of organogenesis. With the exception of short periods of maternal weight loss
and a slight increase in the incidence of early uterine deaths at the high dose level in
rabbits, there were no significant effects of ondansetron on the maternal animals or the
development of the offspring. At doses of 10 mg/kg/day in rats and 4 mg/kg/day in rabbits,
the maternal exposure margin was approximately 3.6 and 2.9 times the maximum rec-

ommended human oral dose of 0.15 mg/kg given three times a day, respectively, based on
BSA.
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No intravenous pre-and post-natal developmental toxicity study was performed with on-
dansetron. In an oral pre-and post-natal development study pregnant rats received oral
doses of ondansetron up to 15 mg/kg/day from Day 17 of pregnancy to litter Day 21. With
the exception of a slight reduction in maternal body weight gain, there were no effects
upon the pregnant rats and the pre-and postnatal development of their offspring, in-
cluding reproductive performance of the mated F1 generation.

8.2 Lactation

Risk Summary

It is not known whether ondansetron is present in human milk. There are no data on the
effects of ZOFRAN on the breastfed infant or the effects on milk production. However, it
has been demonstrated that ondansetron is present in the milk of rats. When a drug is
present in animal milk, it is likely that the drug will be present in human milk.

The developmental and health benefits of breastfeeding should be considered along with
the mother’s clinical need for ZOFRAN and any potential adverse effects on the breast-fed
infant from ZOFRAN or from the underlying maternal condition.

A —A N7 U7 D5%E (An Australian categorisation of risk of drug use in pregnancy)
Ondansetron : 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.

(2022 4E 5 A EALE)

/NREEIZR S A Rk
HAOWRAM SCED 19.7 /W% OEOFTHRIZLATO LB THY . FDA CKERMCE) &
(EE YN
AKHIZB T HEH EOFER
). B ENE=ZETHEEICHTHIE
9.7 /MR
MEMEER (CRTSF %) HEITHESEERIER (B, EH))
R AEREIR, BrAalR, IR EZG L LAt OVt 181 & U7 BRI e B 3 540
LT RuN,
(i OHEILER (Eib, &) )
RHARERE, B2 580 s LA E RO e 2 & U7 iR B IZ 3256 L T
A/AN

FDA CKE#RA SCE DL
(ZOFRAN® (ondansetron hydrochloride) injection, Novartis Pharmaceuticals Corporation,
Revised: 10/2021)
8 USE IN SPECIFIC POPULATIONS
8.4 Pediatric Use
Little information is available about the use of ondansetron in pediatric surgical patients
younger than 1 month /[see Clinical Studies (14.2)]. Little information is available about
the use of ondansetron in pediatric cancer patients younger than 6 months /see Clinical
Studies (14.1), Dosage and Administration (2)].
The clearance of ondansetron in pediatric patients aged 1 month to 4 months is slower
and the half-life is ~2.5-fold longer than patients who are aged > 4 to 24 months. As a
precaution, it is recommended that patients younger than 4 months receiving this drug be
closely monitored /[see Clinical Pharmacology (12.5)].

-17 -



Xm. g%
1. FRF| - REZEICR L TEREKRHIBET S ICH-> TOSERR
(1) ##x
LR
(2) X - BEAMRURERSF1—JDREEN
LR

2. ZOhoEEEH
FroA o b Edamg VU oY T=A V) AR (R—UBR)

-18 -



L&
2022 £ 3 RYERK

oo brO iE4amg o) oD R4S BEEILHER
FUA B R

(2022 & 2 A=£ME)
(RBR %]
[N
FrFrhurEdmg YU vV [=A v) 2mL & FEAIEA 2mL ZELA Lo, (BLA A
DERDEE L, I SCERRRO TIEHEN R L2 b D2 W, )

REZERUVRERIER
T burFEdamg V) oY <A V) EREEIRAI LA Lz, iR YY) 12T 24
eI ERAT L7,

AR E : SMBL pH, AR (%)

<SHEL> BRICTOOMBlOR Lz BlE LT,

<pH> HFE—##ABRiE pHAEEICHELT T pH 2 H|IE L7z,

<R (%) > WiE7 v~ 777 (HPLC) ICXVEAE#ROA - Z ot b e oK
Mz RE L, ZHUSKT 5 24 RFRITR DA > Z ot b IR K R D 7%
R (%) ZHH L,

(#ER]

Fr o bariEdmg VU Y =g v AR E OREE AR A Fh LR, 7
B R VERHE 6.6mg (TRLAEZIC B L, T uA AL FARMSEER 150mg 13 1 R LI 8
L7z, Y+ A Ra—/LEEH 500mg 1TEL AR OTIET CTHE L7 b ODIRVRE S &3 IR
L7, pHIZWT IS BNLo e E®T o 7o, FBRAFFEIL, 1 RHUNICEEOA LN 7 1A A
¥ RREEER 150mg ICBWTHHERIK TRA LN, £/, 7BR 7 +—/VEE 2% 50mL [+
A ), TR T w7 AFRER 200pg/50mL U Y [T 7 A4 Y —] . KL h AR 10mg.
7Y T SR 10mg, VL - A Re— VR 500mg IZOWTIE, A A ey —
7 LERY, BREREHE TS ol



HREH

2022 &£ 3 BYERR
Bl AR OIRTEA « A4 TR Y RF O 4 B & ek
e e 1 i N il A 224k
Sy | iR S Tonea TRy 4 e oH (%)
D ey PAS, = A Vi AT 0.
Rr L7 2 R e e
3 Ny y
2%5mg (717 L v F(;:;’; J/1Em£) A I 330 | 330 | 3.31 99.8
LYFIA | T 7—~) &
(111) TR T g —VERTE o
PANY b I/ — N e ~
2%50mL [=/1A 3] g nA A H LR 7.62 4.01 4.03 | WETRTX
(1000mg/50mL)
GLm)
TVLYTF v I ABMER | T AAT RIV
200pg/50mL> Y > | HEERE S 5 L e
RIRSAL | [T 7 A P (FrarFRsyy | REEN | 537 | 3.68 | 368 | WERTX
(112) (774 %—) & L T200pg/50mL)
R 27 BERR ST h s NP
V&R N NEID4
10mg LT (10mg/2mL) I 2, V5 ] 3.41 3.52 3.45 | WERT
. 7'V A EER -
NI VS 25 A g 2 : .
ﬁ*‘“‘%ﬁ%ﬁ*% 1000mg/~ v 2 77(;%507 /1/05 IL)/ 1 65,725 B 5,70 | 3.76 | 3.76 99.7
(Fr=E) me m
TH T 7 A-PHESTR . C
|l N == AP Y751 PR
sl . . . .
b 8 PR 1 5(()$g7/$L47L) (50mg/mL) 0 75 4.23 4.00 4.00 100.7
117 S = TS
£ L X —AEBbmg 0 )=Ea W Ni% o
e B A e B50) (5mg/1mL) 440 J5 T 3.92 3.86 3.85 101.5
- 07 u=v LB LYk
BRI AR A N = §
ﬁ%(ﬂf;giﬁj VEi%E50me,/5.0mL D(;ozl /5T70fnL) €5 VS ] 313 | 320 | 3.16 100.3
Ay (A) gfo-
. 7 3% — FEAK R
YA I 1% =)V 8
lgf;% 0.5mg 77 (:;Zm //5mL) AT 4.09 3.70 3.71 99.9
(v F77—%) e
7V ST AR | A P BT TSR 0 B 323 | 346 | 345 | R
v snn | 10mg (AHET) (10mg/2mL) ) ' )
T DO L AT ILES SRR
B3 A R RS WU (IR - o BT
(239) FA150mg *1 DA B, IRRRIBAN | 8.17 4.54 4.55 78.2
OINEFSE i T35 ATTLVEZSPEL -
T150mg/100mLA£&)
. N FExYRAZ Y R
T H K e EFR -
25 )L RN .
6.6mg i(,v;’;jfh; v LU | WEicEm | 781 | 678 | 661 —~
(o RF77—=) TRYALS
T R TG.Gmgf2m%l _
(245) ATV
VL« A Ra— Ve :/\7@@‘%31\?11/* k (%ﬁﬂ';ﬁllél ‘
JA500mg *2 VUL GBRSEEAE : AT | )0 ey | 788 | T8 | 716 | BUEAADK
(774 %—) NTLR=YurrblL m*ﬁ;u")
T500mg/8mL) - I
- | LI T K= VR
A L7 = VR e e - L <
A AU Fsmg [&— =4k N (ﬁﬁ TR VST = 0 75 I 3.48 3.56 3.60 99.8
(821) *3 () vH=LE LT
5mg/50mL)

*1 bmL OEPLAHRI iR | AP A 2 R L CEF 100nL & L7z,

*2  8mL DVEH K CIARE L T2,

%3 bmL DEPRAIRIK CIARE ., AR A & L CAE50ml & L7z,
% HPLCIZBWTHIAIK L O — 7 WY CE oo 2728




HREH

(R ERFERZDABEFICAF]
FoAx o ba g ) oY =42 1200y 2ul) ERMEARSE. |IEICT 24 B
RIF L, AR EMER LT,

2022 £ 3 RYERK

B 3 DHRIEA - SxthAn (B W D4 B FTk
(AR EERCIRTE P I TWAZ EnH D £17,)

ey | LR ST ne 4 k534 AT
ISP ) (it4) B i
Z vy 7 AT 20mg < A EZER L, Jko A taibEn
TR ()74 Toggz) | TESE 20mg2ml <x 75
(213) AR RO R (S8 | 7AX=F 05mg/limL 24 FFTIABZE L 22 L
?; j;ffjm 20mg 77 EF Y 20mg2mL 24 WERISMBLZE L7 L
AL TS5 FH A W ¥ v 7 ESHE 50mg = o asa " At g o) |
(232) (GSK= = 4t) T =F UV UERE 50mg/2mL | BEEAEARECHIZHTE LT
éig;ég%m2wmg LAFVL 200mg/2mL 24 WEHISMEZE L7 L
FoMoOWMbEE I | 7V T U EFNKR 10mg bo e e
(239) (7 255 2) A K777 3 K 10mg/2mL 24 BeRSMBIZ L ZR L
K7L K= 10mg T R=Yuranygprz s o B S
(525 AFRU G L 10mg 24 FERI% 2 B db AR 2% <
D = - tE RooagFyranyEprz R "
e a—FT7 (77 A P—) FLF R L 100mg 24 FESAMBIZ L7 L
UL+ A Fa—1 500 AFLTURF=ynyan/ i | REBBRBN G BNLN. Kb L
(Z7A4H%—) T 27 F FY A 500mg HZ2 5
R AL U F e e s FEV ALY ) R ATV | BAEARE L., ko 8 aitEn
(245) 7A ke A O F YU P A 16.5mg/5mL <X
T Ra U ERR — P
CEER i 50mL AR | T 24 RRSMBAAL7: L
FH R e R - s
(Lt 100mL g | 24 BRRSMRZ L7 L
YT iE 20mg (2%) NRERAEZ) ) U AT L) g G ) 1
(B 32) rU 72 20mg/1mL AL BRI HEl LTS
WEEAF . L
?9223)%] SehE 5% () 7 RokE 5%100mL 24 RESBIZ L7 L
— N N N
(325) 200mL
Tk () (HEFFi®)  500mL 24 BB L7 L
70 A4 OO {7 1 VBRI Y <700 o4 sz L
5 — MEFIR 3G A0 N
L R SGAIEE eia) a00m1, 24 WAL e L
; A N -
Tl R B TN i 0% 800 250mL | 24 BB LA L
N7=g A |
mgg?ﬁ EEEHE (e N U] () | CERENND  100mL 24 WISV L 72 L
Vo= A o e
SOt (EBRU 2L 500mL | 24 WEMAMBIE(LA L
SLER Y v () (ALY 7N R)  500mL 24 FESMBIZE L7 L
SR U o AL HMIE ) é&iﬁ“xm%ﬁuyﬁ”m) 24 WERIAMEZE K72 L
axxrF—7 () (HeFFR)  200mL 24 R FMBIZS L2 L










	Ⅰ．概要に関する項目
	1．開発の経緯
	2．製品の治療学的特性
	3．製品の製剤学的特性
	4．適正使用に関して周知すべき特性
	5．承認条件及び流通・使用上の制限事項
	6．ＲＭＰの概要

	Ⅱ．名称に関する項目
	1．販売名
	2．一般名
	3．構造式又は示性式
	4．分子式及び分子量
	5．化学名（命名法）又は本質
	6．慣用名、別名、略号、記号番号

	Ⅲ．有効成分に関する項目
	1．物理化学的性質
	2．有効成分の各種条件下における安定性
	3．有効成分の確認試験法、定量法

	Ⅳ．製剤に関する項目
	1．剤形
	2．製剤の組成
	3．添付溶解液の組成及び容量
	4．力価
	5．混入する可能性のある夾雑物
	6．製剤の各種条件下における安定性
	7．調製法及び溶解後の安定性
	8．他剤との配合変化（物理化学的変化）
	9．溶出性
	10．容器・包装
	11．別途提供される資材類
	12．その他

	Ⅴ．治療に関する項目
	1．効能又は効果
	2．効能又は効果に関連する注意
	3．用法及び用量
	4．用法及び用量に関連する注意
	5．臨床成績

	Ⅵ．薬効薬理に関する項目
	1．薬理学的に関連ある化合物又は化合物群
	2．薬理作用

	Ⅶ．薬物動態に関する項目
	1．血中濃度の推移
	2．薬物速度論的パラメータ
	3．母集団（ポピュレーション）解析
	4．吸収
	5．分布
	6．代謝
	7．排泄
	8．トランスポーターに関する情報
	9．透析等による除去率
	10．特定の背景を有する患者
	11．その他

	Ⅷ．安全性（使用上の注意等）に関する項目
	1．警告内容とその理由
	2．禁忌内容とその理由
	3．効能又は効果に関連する注意とその理由
	4．用法及び用量に関連する注意とその理由
	5．重要な基本的注意とその理由
	6．特定の背景を有する患者に関する注意
	7．相互作用
	8．副作用
	9．臨床検査結果に及ぼす影響
	10．過量投与
	11．適用上の注意
	12．その他の注意

	Ⅸ．非臨床試験に関する項目
	1．薬理試験
	2．毒性試験

	Ⅹ．管理的事項に関する項目
	1．規制区分
	2．有効期間
	3．包装状態での貯法
	4．取扱い上の注意
	5．患者向け資材
	6．同一成分・同効薬
	7．国際誕生年月日
	8．製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	9．効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	10．再審査結果、再評価結果公表年月日及びその内容
	11．再審査期間
	12．投薬期間制限に関する情報
	13．各種コード
	14．保険給付上の注意

	ⅩⅠ．文献
	1．引用文献
	2．その他の参考文献

	ⅩⅡ．参考資料
	1．主な外国での発売状況
	2．海外における臨床支援情報

	ⅩⅢ．備考
	1．調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	2．その他の関連資料


