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9.4.3 AFHFRE/R M D BE ITHE G T D MENH H55121%, HEIRE OVAEREREIZX 95
HWEAEEESTDHZ L, [9.5 5]
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PR - fEBRIK T

Taery ) —i

B HE N H A O FIE R 2 B 5E
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1. IR

(1) ENFEEAER -
VI FE SR T 5 E | OHS M

(2) REMEEHER
1) RIR 26T B4R -
© XU ADEERIRT DR

~ 7 ADHEENIZ 100mglkg & 595 & B R ES I X OHEHEORD 3 b 0
HBHAL, 300mgrkg 35 LT 1,000mg/kg $:5-TIH T OIEHARLRML 20, &6
(AR ERRDIR T, IRMD . BERATEI O R ANE D B IZ BT,

300mg/kg 35 £ U8 1,000megrkg 5 1 RFfi]1 (26 BERE & bt L € 2~3 CORIRIR T
DARO LTz, EROBEEOWT KN TE, #5 48 RFFZ IR 258D 7
Mol

+ Barbital-Na O#EIRVERIZ %7 5 2%
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ol

2) fEIRARICH T HIER
© VY RIMER L ORI D
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© YRR LEEARIC T 5 R

U Y X DOLEEARICK L 104g/mL O CIINAE . B s HicEF LnwgEsr b
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%ﬁ&%m#%gbn 2~3 TR E72 D | DIBEEICBENMER L, &5 15
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TR BR 7% & WU O Ffge s L H Tz,

© U A NGRS 5 R
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KR L
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s I i i
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b,
s RUA, Ty b EBICBEMES B S L,
R UAL Ty bEBIT, FIERKE D LD, (TR DR T,
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MERFRELE LTCT T4 7Y > 1~2mglkg tHY &
(RT04 MREUEDI O—UROEFBEARVEFZHBLVICRTO4 MRKFEDESHE
xﬂaﬁwﬁﬁﬁ%ﬁ?ﬁ
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WE., RALOVNNEIZE, 1 BEE L TTFF A7V v 1~2mg/kg fIY4E GBE. A
1% 50~100mg) %fxm&'@ﬁ“éo

KETOHRBIRDM
r7e 4 IMURAN
w4 Prometheus Laboratories Inc.

Vallbi A= FIFRA D E4]  50mg
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Nd 5, 16,000 DL EOBHERRER ClX, BEF O 5 ERAIFERIL 35~55%% 7~
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. RS R CIIBE S Tunen,

BEET ) D F  AFNL, IEEMEREET Y U ~F (RA) OIR#E L CHEENH
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2414 Aspen Pharma Trading Limited
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BRI EICBIT 27 FTF A7) o OIEYBEIREIIMEF S T aned, B
R HESE R BT e, BEERERE T, 7 FA47 U VRO ORGE
W OHEMEE N L 72 B REMENH D720, BIEAREEZEO T Z L 25 E T
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Pregnancy: Pregnancy Category D. IMURAN can cause fetal harm when
administered to a pregnant woman. IMURAN should not be given during
pregnancy without careful weighing of risk versus benefit. Whenever
possible, use of IMURAN in pregnant patients should be avoided. This drug
should not be used for treating rheumatoid arthritis in pregnant women.
IMURAN is teratogenic in rabbits and mice when given in doses equivalent
to the human dose (5 mg/kg daily). Abnormalities included skeletal
malformations and visceral anomalies.

Limited immunologic and other abnormalities have occurred in a few infants
born of renal allograft recipients on IMURAN. In a detailed case report,
documented lymphopenia, diminished IgG and IgM levels, CMV infection,
and a decreased thymic shadow were noted in an infant born to a mother
receiving 150 mg azathioprine and 30 mg prednisone daily throughout
pregnancy. At 10 weeks most features were normalized. DeWitte et al
reported pancytopenia and severe immune deficiency in a preterm infant
whose mother received 125 mg azathioprine and 12.5 mg prednisone daily.
There have been two published reports of abnormal physical findings.
Williamson and Karp described an infant born with preaxial polydactyly
whose mother received azathioprine 200 mg daily and prednisone 20 mg
every other day during pregnancy. Tallent et al described an infant with a
large myelomeningocele in the upper lumbar region, bilateral dislocated hips,
and bilateral talipes equinovarus. The father was on long-term azathioprine
therapy.

Benefit versus risk must be weighed carefully before use of IMURAN in
patients of reproductive potential. There are no adequate and well-controlled
studies in pregnant women. If this drug is used during pregnancy or if the
patient becomes pregnant while taking this drug, the patient should be
apprised of the potential hazard to the fetus. Women of childbearing age
should be advised to avoid becoming pregnant.

E[E DY SLE*2

4.6 Fertility, pregnancy and lactation

Fertility
The specific effect of azathioprine therapy on human fertility is unknown.

Pregnancy:
Substantial transplacental and transamniotic transmission of azathioprine

and its metabolites from the mother to the foetus have been shown to occur.
Azathioprine should not be given to patients who are pregnant or likely to
become pregnant in the near future without careful assessment of risk versus
benefit.

Evidence of the teratogenicity of azathioprine in man is equivocal. As with
all cytotoxic chemotherapy, adequate contraceptive precautions should be
advised when either partner is receiving azathioprine.

Mutagenicity

Chromosomal abnormalities, which disappear with time, have been
demonstrated in lymphocytes from the off-spring of patients treated with
Imuran. Except in extremely rare cases, no overt physical evidence of
abnormality has been observed in the off-spring of patients treated with
Imuran. Azathioprine and long-wave ultraviolet light have been shown to
have a synergistic clastogenic effect in patients treated with azathioprine for
a range of disorders (see section 4.4).
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L [E DU SCFE*2 There have been reports intra—uterine growth retardation, of premature birth

and low birth weight following maternal exposure to azathioprine,
particularly in combination with corticosteroids. There have also been reports
of spontaneous abortion following either maternal or paternal exposure.
Leukopenia and/or thrombocytopenia have been reported in a proportion of
neonates whose mothers took azathioprine throughout their pregnancies.
Extra care in haematological monitoring is advised during pregnancy.

Breast—feeding:
6-mercaptopurine has been identified in the colostrum and breast-milk of

women receiving azathioprine treatment. Available data has shown that the
excreted levels in breast-milk are low. From the limited available data, the
risk to newborns/infants is considered to be unlikely but cannot be excluded.
It is recommended that women receiving azathioprine should avoid
breastfeeding unless the benefits outweighs the potential risks.

If a decision is made to breastfeed, because 6-mercaptopurine is a strong
immunosuppressant, the breastfed infant should be closely monitored for
signs of immunosuppression, leukopenia, thrombocytopenia, hepatotoxicity,
pancreatitis or other symptoms of 6-mercaptopurine exposure.

% 1. DailyMed [IMURAN- azathioprine tablet (Prometheus Laboratories Inc.), 2014 4= 1 A 7] <ht
tpi//dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=aaa6c540-4c84-48a0-939c-cd423134fa
2a> (202441 H 5 A7 7 A)]kY

*k 2.eMC [Ilmuran Tablets 50mg (Aspen Pharma Trading Limited)., 2022 4£ 5 A 2T <http://www.m
edicines.org.uk/emc/medicine/2882> (202441 A 5 H7 7 & A)] LY

FDA : Pregnancy Category D (201441 H) *

A=A NZ U T
(An Australian categorization of risk of drug use in pregnancy)

D (202441 ) *2

% 1. DailyMed [IMURAN- azathioprine tablet (Prometheus Laboratories Inc.). 2014 4£ 1 A i <ht
tp://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=aaa6c540-4c84-48a0-939c-cd423134fa
2a> (202441 H 5 HT7 Z7EA)] LY

% 2. Prescribing medicines in pregnancy database(Australian Government) <https://www.tga.gov.au/
hp/medicines—pregnancy.htm> (202441 H 5 A7 7t X)) XV

2% PO

FDA : D

There is positive evidence of human fetal risk based on adverse reaction data

from investigational or marketing experience or studies in humans, but potential

benefits may warrant use of the drug in pregnant women despite potential risks.
F—=ANZ U T D5 D

Drugs which have caused, are suspected to have caused or may be expected to

cause, an increased incidence of human fetal malformations or irreversible

damage.

These drugs may also have adverse pharmacological effects.

Accompanying texts should be consulted for further details.


http://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=aaa6c540-4c84-48a0-939c-cd423134fa2a
http://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=aaa6c540-4c84-48a0-939c-cd423134fa2a
http://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=aaa6c540-4c84-48a0-939c-cd423134fa2a
http://www.medicines.org.uk/emc/medicine/2882
http://www.medicines.org.uk/emc/medicine/2882
http://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=aaa6c540-4c84-48a0-939c-cd423134fa2a
http://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=aaa6c540-4c84-48a0-939c-cd423134fa2a
http://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=aaa6c540-4c84-48a0-939c-cd423134fa2a
https://www.tga.gov.au/hp/medicines-pregnancy.htm
https://www.tga.gov.au/hp/medicines-pregnancy.htm
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KE D YSfF SCE* Pediatric Use: Safety and efficacy of azathioprine in pediatric patients have
not been established.
G [E DA LFE*2 4.2 Posology and method of administration

Paediatric population

Transplants

The posology in children is the same as in adults (see Section 4.2 Adults -
Transplants).

Other indications

The posology in children is the same as in adults (see Section 4.2 Adults Other
Indications).

Overweight children

Children considered to be overweight may require doses at the higher end of
the dose range and therefore close monitoring of response to treatment is
recommended (see Section 5.2).

4.8 Undesirable effects

Paediatric population

Frequency, type and severity of adverse reactions in children are expected to
be the same as in adults.

5.2 Pharmacokinetic properties

Special Patient Populations

Paediatric population — Overweight children

In a US clinical study, 18 children (aged 3 to 14 years) were evenly divided
into two groups; either a weight to height ratio above or below the 75th
percentile. Each child was on maintenance treatment of 6-mercaptopurine
and the dosage was calculated based on their body surface area. The mean
AUC (0-c0) of 6-mercaptopurine in the group above the 75th percentile was
2.4 times lower than that for the group below the 75th percentile. Therefore,
children considered to be overweight may require azathioprine doses at the
higher end of the dose range and close monitoring of response to treatment
is recommended (see section 4.2).

% 1. DailyMed [IMURAN- azathioprine tablet (Prometheus Laboratories Inc.), 2014 4= 1 A 7T <ht
tp://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=aaa6c540-4c84-48a0-939c-cd423134fa
2a> (202441 H5 A7 7 EA)]LD

% 2.eMC [Imuran Tablets 50mg (Aspen Pharma Trading Limited)., 2022 4£ 5 A t&iT<http://www.m
edicines.org.uk/emc/medicine/2882> (202441 H 5 H7 7t 2)1k Y
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