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Immunosuppressive agent used in transplantation surgery for suppression of graft rejection.
For special cases of rheumatoid arthritis- not responsive to other agents- and only by
rheumatology experts in hospitals or rheumatic clinics.
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4.4 Special warnings and precautions for use

Neuromuscular blocking agents

Special care is necessary when azathioprine is given concomitantly with
neuromuscular blocking agents such as atracurium, rocuronium, cisatracurium or
suxamethonium (also known as succinylcholine) (see Section 4.5). Anesthesiologists
should check whether their patients are administered azathioprine prior to surgery.

Reports of hepatosplenic T-cell ymphoma have been received when azathioprine is
used alone or in combination with anti-TNF agents or other immunosuppressants.
Although most reported cases occurred in the IBD population, there have also been
cases reported outside of this population (see Section 4.8).

4.5 Interaction with other medicinal products and other forms of interaction

Allopurinol/oxipurinol/thiopurinol and other xanthine oxidase inhibitors

Xanthine oxidase activity is inhibited by allopurinol, oxipurinol and thiopurinol which
results in reduced conversion of biologically active 6-thioinosinic acid to biologically
inactive 6-thiouric acid.

When allopurinol, oxipurinol and/or thiopurinol are given concomitantly with 6-
mercaptopurine or azathioprine, the dose of 6-mercaptopurine and azathioprine
should be reduced to 25 % of the original dose (See Section 4.2).

Based on non-clinical data, other xanthine oxidase inhibitors, such as febuxostat may
prolong the activity of azathioprine possibly resulting in enhanced bone marrow
suppression. Concomitant administration is not recommended as data are insufficient
to determine an adequate dose reduction of azathioprine.

n"ya NI'dIo 7XIY! 0'ANTND
6083705 nniw ,1 N9 2N
6085001 nniw ,944 .1.n
03-5773545 70

03-5773730 :0y79



Z)\ Padagis

Neuromuscular blocking agents

There is clinical evidence that azathioprine antagonises the effect of non-
depolarising muscle relaxants. Experimental data confirm that azathioprine reverses
the neuromuscular blockade produced by non-depolarising agents (such as
tubocurarine), and show that azathioprine potentiates the neuromuscular blockade
produced by depolarising agents, such as succinylcholine (see Section 4.4). There is
considerable variation in the potency of this interaction.

4.8 Undesirable effects

Immune System Disorders

Several different clinical syndromes, which appear to be idiosyncratic manifestations
of hypersensitivity, have been described occasionally following administration of
azathioprine. Clinical features include general malaise, dizziness, nausea, vomiting,
diarrhoea, fever, rigors, exanthema, rash, erythema nodosum, vasculitis, myalgia,
arthralgia, hypotension, renal dysfunction, hepatic dysfunction and cholestasis. (See
Hepatobiliary disorders).
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