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Thiopurines and intrahepatic
cholestasis of pregnancy
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A small number of case reports have
identified a risk of developing intrahepatic
cholestasis of pregnancy in patients treated
with azathioprine. This is believed to be a risk
applicable to all drugs in the thiopurine class.

The thiopurines include azathioprine, 6-
mercaptopurine and thioguanine. These
medicines are generally regarded as
compatible with pregnancy, in patients with
certain conditions affecting the immune
system. These include conditions such as
inflammatory bowel diseases (IBD), rheumatic
conditions and transplantation where optimal
disease control often improves maternal and
foetal outcomes.

Intrahepatic cholestasis of pregnancy (ICP) is
a multifactorial condition. It is characterised
by pruritus in the absence of a primary skin
condition, with abnormal maternal bile acid
concentrations.
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ICP associated with thiopurines tends to
occur earlier in pregnancy than non-drug-
induced cholestasis of pregnancy. The usual
treatment, ursodeoxycholic acid, may not be
effective in reducing elevated bile acid levels.

Thiopurine-induced ICP is thought to occur
much less frequently than non-thiopurine-
induced ICP, which occurs in roughly 1 in
every 150 pregnancies. However, thiopurine-
induced ICP may be serious, with some cases
resulting in foetal death. It should be noted
that reporting bias may result in more serious
cases being reported, and under reporting of
less serious cases.

Early diagnosis and discontinuation or dose
reduction of the thiopurine may minimise
adverse effects on the foetus.

Advice for staff:

e If ICP is confirmed, a case-by-case
assessment of the benefits of thiopurine
treatment set against the risk of ICP to the
mother and the effects of ICP on the
foetus should be performed.

e Patients should be made aware of the
signs and symptoms of ICP, which include
intense itching without a rash, nausea, and
loss of appetite, and to seek healthcare
professional advice immediately if they
experience these symptoms.

e Patients should not stop taking their
medication unless advised to by their
doctor or midwife.
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Rifampicin drug interactions

Rifampicin is an antimicrobial predominantly
used for managing tuberculosis.

It is a strong inducer of various CYP450
enzymes and the drug transporter P-
glycoprotein. This leads to many drug-drug
interactions, usually lowering the efficacy of
the drug that rifampicin interacts with. The
effect is not immediate. On starting
rifampicin, enzyme induction can occur within
24 hours but can take up to 2 weeks to reach
its full effect. After stopping rifampicin,
enzyme induction can last up to 2 weeks.

A patient prescribed methadone for opioid
withdrawal had a new diagnosis of
tuberculosis  and  was  co-prescribed
rifampicin. Over the coming weeks, the
patient developed severe opioid withdrawal
symptoms and started administering heroin
illicitly, despite gradually increasing their
methadone dose. After switching rifampicin
to an alternative antimycobacterial, the
patient's symptoms resolved, and the
methadone dose was gradually decreased
back to the original dose.

Advice for staff:

e Before prescribing rifampicin, always
compile a complete history of all
medicines including prescription, over the
counter medicines, and herbal or vitamin
supplements.

e Always check for potential drug
interactions with rifampicin.

e Discuss with your clinical pharmacist if
unsure about whether a drug interaction
exists or how to manage a drug interaction
with rifampicin.
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Drug interaction functionality
within Epic

1. Safety Notice

X Epic Interaction Checking

Wamings | Report
New Warnings (Filtered: 9)

Drug-Drug: sertraline and aspirin sertraline tablet 100 mg
SSRis impair haemostasis and may increase risk of bleeding &7 Hospital medication. New.
Fitarad by system seftings aspirin dispersible tablet 75 mg
Hi New.

W Details & Hospital medication.

ne New i-Vent |8, Interactions

Manage Orders  Order Seis Options ~

| * MNew

Select order mode hd

E New Orders

aspinn dispersible tablet 75 mg

75 mg, Oral, Daily, First dose today at 14:45

Contains aspirin. Do not take anything else containing aspirin
Take with or just after food, or a mea

sertraline tablet 100 mg

100 mg, Oral, Daily, First dose today at 1445

Epic  suppresses lower-severity  drug
interactions to reduce alert fatigue, but these
interactions are still being checked behind
the scenes.

Advice for staff:

e Toreview all interactions - including those
not shown as pop-ups - click the
interaction  button in  the  Order
Composer. This extra step can help catch
interactions that may not trigger a pop-up
alert but might be relevant to the patient.

Contacts:

GSTT:alice.oborne@gstt.nhs.uk :
medicinessafetyofficerteam@gstt.nhs.uk

KCH: Bianca.Levkovich@nhs.net; kch-tr.mso@nhs.net

SLaM: Siobhan.Gee@slam.nhs.uk
KHP Pharmaceutical Sciences:
David.Taylor@slam.nhs.uk

Please bring this newsletter to the attention of all staff
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