Prescriber Update

Vol. 44 No. 3 September 2023

www.medsafe.govt.nz ISSN 1179-075X (online)

contents

Spotlight on clonidine 46
Quarterly summary of recent safety communications 49
Reports of persisting serious adverse reactions to fluoroquinolones 50
Antidepressant withdrawal: taper antidepressants slowly 52
Recent data sheet updates: important new safety information 54
Vanishing bile duct syndrome — a complication of drug-induced liver injury 56
MARC's remarks: June 2023 meeting 58
Clozapine survey 59
M Medicines Monitoring: Interleukin inhibitors and possible risk of pancreatitis 59
Recent approvals: new active ingredients or new indications 60
Infusion-related reactions — not all allergy related 61
Restrictions on the supply, prescribing and administration of controlled drugs 64
Gathering knowledge from adverse reaction reports: September 2023 67

| TeKawanatanga o Aotearoa
New Zealand Government

MEDSAFE
<]

New Zealand Medicines and
Medical Devices Safety Authority

MANATU

HAUORA

MINISTRY OF HEALTH



http://www.medsafe.govt.nz

Spotlight on clonidine

Key messages

= Clonidine is indicated for hypertension, hypertensive crisis, prevention of
migraine or recurrent vascular headaches, and menopausal flushing.

= Oral immediate release clonidine is not recommended for use in children —
serious adverse reactions have been reported in this population group.

= Clonidine poisoning may occur in children due to exploratory ingestion.
Remind patients and caregivers about the need to safely store and dispose of
medicines so they remain out of sight and reach of children.

Adverse drug reactions have been reported in people using clonidine for off-label
indications. This article is a reminder of the approved indications, noting that clonidine
is not recommended for use in children. See the data sheets for full prescribing
information.

Mechanism of action

Clonidine stimulates alpha-2 adrenoreceptors in the brain stem.'? This results in
reduced sympathetic outflow from the central nervous system and decreases in
peripheral resistance, renal vascular resistance, heart rate and blood pressure.'?

Indications and formulations

Clonidine containing medicines have several indications and formulations. Table 1
summarises the clonidine products that are approved and available in New Zealand.

Clonidine is not recommended for use in children'*

Clonidine is not recommended for use in children due to the limited supporting
efficacy and safety information from randomised control trials. Serious adverse
reactions, including death, respiratory depression (slow, shallow breathing),
bradycardia (low heart rate) and hypotension (low blood pressure), have

been reported in children when clonidine has been used concomitantly with
methylphenidate for an off-label purpose.

Table 1: Summary of clonidine products approved and available by product name,
formulation and indication, as at 28 June 2023

Product Formulation and strength | Indication

Catapres Oral tablet 150mcg Oral: treatment of
hypertension (alone or
concomitantly with other
antihypertensive agents)

Solution for injection 150mcg/ | Parenteral: treatment of

mL hypertensive crises
Catapres-TTS Transdermal patch Treatment of mild to
2.5mg/3.5cm? 5mg/7.0cm?, moderate hypertension
7.5mg/10.5cm? (alone or concomitantly
with other antihypertensive
agents)
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Clonidine (Teva) Oral tablet 25mcg Prophylactic management
of migraine or recurrent
vascular headaches

Management of vasomotor
conditions commonly
associated with menopause
and characterised by flushing

Clonidine HCl injection Solution for injection 150mcg/ | Treatment of hypertensive
mL crises

Clonidine Transdermal Transdermal patch 0.lmg/ Treatment of mild to

System USP day, 0.2mg/day, 0.3mg/day moderate hypertension

(alone or concomitantly
with other antihypertensive
agents)

Sources:
Catapres, Catapres-TTS, Clonidine (Teva), Clonidine HCI Injection and Clonidine Transdermal

System USP data sheets, available at: medsafe.govt.nz/Medicines/infoSearch.asp (accessed 17
July 2023).

Other considerations for use'-°

Clonidine can impair driving
Advise patients that they may experience dizziness, sedation and accommodation

disorder (eg, blurry vision) during treatment with clonidine. Patients should not drive or
operate machinery if they experience these effects.

Sudden discontinuation

Restlessness, palpitations, rapid rise in blood pressure, nervousness, tremor,
headaches or nausea have been reported with sudden discontinuation of clonidine.
Advise patients to speak to their healthcare provider before discontinuing treatment.
Prescribers should gradually reduce the patient’s dose over 2—-4 days when
discontinuing clonidine.

Adverse effects and overdose

The most frequently reported adverse effects include dry mouth, sedation, dizziness
and orthostatic hypotension (dizziness when standing after sitting or lying down).45
Transdermal application is also associated with skin reactions, including contact
dermatitis (itchy rash), pruritis (itchy skin) and erythema (redness).2

There are an increasing number of international reports of clonidine overdose in
children. These reports relate to accidental poisoning and dosing errors, many of
which required medical intervention and/or hospitalisation.®’

New Zealand data

Up to January 2023, the Centre for Adverse Reactions Monitoring (CARM) had received
127 suspected adverse reaction reports for clonidine, of which 11 were reported in
children.

Of the 127 reports to CARM, the most frequently reported reaction terms were rash,
dermatitis contact, depression, peripheral ischemia (impaired blood supply to the
limbs) and nausea. Reports in children related to application site rash, somnolence
(sleepiness), bradycardia and akathisia (a movement disorder that makes it hard to
stay still).
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From 1 January 2018 to 31 December 2022, the National Poisons Centre received 115
calls relating to clonidine exposure. Of these, 56 calls were related to exposure in
a child aged 12 years or younger and in 21 of these calls, the child was exposed to
clonidine by unintended exploratory access.

When prescribing or dispensing clonidine, remind patients about correct storage and
disposal to ensure it remains out of sight and reach of children.
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Quarterly summary of recent safety communications

The table below is a summary of recent safety communications for healthcare
professionals and consumers. Click on a specific topic to go to the communication.

Date Communication Topic
bear Healthcare Estradiol Transdermal Patches (Mylan) -
10/08/2023 ; Alternative Registered Carton (PDF, 3 pages,
Professional Letter
506 KB)
Cl ine S 2023 (cl 6 Oct
07/08/2023 consultation ozapine Survey (closes 6 October
2023)
bear Healthcare Estradiol Transdermal Patches (Mylan)
04/07/2023 : previously supplied under Section 29 (PDF, 3
Professional Letter
pages, 180 KB)
19/06/2023 Monitoring i U.p<.3lqte - Possible risk of seizures with
clonidine
Dear Healthcare Fentanyl Sandoz Transdermal patch -
06/06/2023 Professional Letter Product Labelling and Data Sheet updates
(PDF, 4 pages, 260 KB)
Sodium valproate (Epilim) use in people who
D Health
30/05/2023 earneattheare can father children: important new safety
Professional Letter . .
information (PDF, 2 pages, 157 KB)
Sodium valproate (Epilim) use in people who
30/05/2023 Alert can father children: important new safety

information
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Reports of persisting serious adverse reactions to
fluoroquinolones

Key messages

= Fluoroquinolones have been associated with prolonged, disabling and
potentially irreversible serious adverse reactions.

= Tendonitis and tendon rupture may occur at sites other than the ankle.

= Peripheral neuropathy has also been reported in patients receiving
fluoroquinolones.

The Centre for Adverse Reactions Monitoring (CARM) recently received a case of
ciprofloxacin-induced tendonitis in the shoulders (CARM ID 148295). This presented as
severe pain in the shoulders radiating to the wrist and hips starting within two weeks
of taking ciprofloxacin. The reactions persisted and had not resolved at the time of
reporting.

The report coincides with the European Medicines Agency publishing a reminder for
healthcare professionals to only prescribe fluoroquinolones (for oral use, inhalation or
injection) according to their approved uses, due to the risk of disabling, long-lasting
and potentially irreversible adverse reactions.!

Fluoroquinolones

The fluoroquinolones currently available in New Zealand include ciprofloxacin,
moxifloxacin and norfloxacin. As with all medicines, fluoroquinolones should be used in
the approved indications as listed in the data sheets and after careful assessment of
the benefits and risks for the individual patient.

Prolonged, disabling and potentially irreversible serious adverse reactions

Fluoroquinolones have been associated with prolonged, disabling and potentially
irreversible serious adverse reactions involving different and sometimes multiple body
systems, such as the musculoskeletal and nervous systems.

Some of these very rare but serious reactions are described below. Inform patients
about the risks associated with fluoroquinolones and advise them to tell their doctor
straight away if symptoms develop.™* Discontinuing fluoroquinolone treatment may
reduce the risk of irreversible adverse reactions.

Tendonitis and tendon rupture

Tendonitis (inflamed tendon) and tendon rupture (torn tendon) may occur at sites
other than the ankle, as demonstrated by case described above. The Achilles tendon is
most commonly affected, but any tendon can be involved.?

Time to onset has varied from within 48 hours after treatment initiation up to several
months after discontinuation.®* The risk is increased in older patients, patients with
renal impairment or solid organ transplants, and during concurrent treatment with
corticosteroids.'*

The first signs of tendonitis include painful swelling and inflammation.'*

Peripheral neuropathy

Sensory or sensorimotor polyneuropathy (damage to nerves involved in

sensation or sensation and movement) have been reported in patients receiving
fluoroquinolones.* Symptoms of peripheral neuropathy include pain, burning, tingling,
numbness, or weakness.'™*
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Other

Very rare cases of prolonged, disabling and potentially irreversible muscle pain or
weakness, joint pain or swelling, fatigue, depression, problems with memory, sleeping,
vision, hearing, and altered taste and smell have also been reported."

New Zealand case reports of tendon disorders and neuropathy

CARM continues to receive reports of reactions relating to the tendon and neuropathy
with fluoroquinolones. The number of reports is shown in Table 1.

Table 1: Number of reports of reactions relating to the tendon and neuropathy with
fluoroquinolones received by the Centre for Adverse Reactions Monitoring, 1 January
2015 to 30 June 2023

Reaction Number of reports

Tendonitis 43
Tendon rupture 15
Tendon disorders 7
Paraesthesias and dysaesthesias 12
Peripheral neuropathy 2
Notes:

a Anindividual report can have multiple reactions and may be represented in more than one
of the reaction counts.

Source: Centre for Adverse Reactions Monitoring
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Antidepressant withdrawal: taper antidepressants
slowly

Key messages

= Withdrawal symptoms can occur when stopping antidepressants. These can be
severe in some people.

= Slowly tapering antidepressants reduces the risk of withdrawal symptoms
developing.

= Patients should be provided with information on antidepressant withdrawal and
monitored for withdrawal symptoms.

This article reminds prescribers about the risk of antidepressant withdrawal (also
known as discontinuation syndrome).! It is important to inform patients about this risk,
and some resources are highlighted below.

What is antidepressant withdrawal?

Antidepressant withdrawal comprises one or more adverse effects that can occur
when people discontinue antidepressants. In some people, withdrawal symptoms can
be severe and protracted.?

Symptoms of antidepressant withdrawal

Antidepressant withdrawal can be associated with a wide range of symptoms. Table 1
provides some examples (list not exhaustive).

Table 1: Symptoms of antidepressant withdrawal

Most common Common Less common
Dizziness Sleep difficulties Suicidal thoughts
Fatigue Anxiety Sexual dysfunction
Headache Irritability Cognitive dysfunction
Nausea Tremor Loss of coordination

Source: Hirsch M and Birnbaum RJ. 2022. Discontinuing antidepressant medications in adults.
In: UpToDate 21 October 2022. URL: uptodate.com/contents/discontinuing-antidepressant-
medications-in-adults (accessed 21 June 2023).

Risk factors for antidepressant withdrawal

Antidepressant withdrawal can happen any time an antidepressant is reduced or
stopped, but is more likely when:?

» antidepressants are stopped abruptly

* antidepressants are tapered too quickly

* someone has been taking a high dose of antidepressants
* someone has been on antidepressants for a long time.

All antidepressants can cause withdrawal symptoms, but some are associated with a
higher risk (eg, venlafaxine and paroxetine).?

Dose tapering

To reduce the risk of antidepressant withdrawal, slowly taper the patient’s dose
before stopping it completely.2 Provide the patient with information on antidepressant
withdrawal (see below) and monitor them for withdrawal symptoms.
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Refer to the sponsor’s data sheet and local clinical guidelines for further information
on stopping antidepressants.

Patient information

« Advise patients to speak to their healthcare provider if they are thinking about
stopping or reducing their antidepressant, or if they are having withdrawal
symptoms.

* For more information on a specific antidepressant, patients can refer to the
sponsor’'s consumer medicine information (CMI): Search for a CMI.

* A Medsafe information leaflet is also available: Stopping antidepressants: be
cautious and go slow.

* See also the Healthify information: Antidepressants.
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Recent data sheet updates: important new safety
information

Table 1 below provides a list of data sheets recently updated with important new
safety information. Note that this is not a comprehensive list of all recently updated
data sheets, nor does it describe all changes to a particular data sheet. Click on the
medicine name to view the sponsor’s data sheet.

Table 1: Recently updated data sheets (by active ingredient): important new
safety information

Data sheet updates

Active

ingredient(s) Medicine Section Summary of new safety information

Amoxicillin Alphamox 4.4 Warnings and precautions: drug-induced
(capsules) enterocolitis syndrome (DIES), Kounis syndrome;

contains maltodextrin and sorbitol as excipients

Alphamox .
(suspension only)

(suspension)

4.8 Undesirable effects: DIES, Kounis syndrome, linear
IgA disease
Carbamazepine Tegretol 41 Indications: Should not be used for status
epilepticus
4.4 Warnings and precautions: type | (immediate)

hypersensitivity reactions; contains propylene
glycol as an excipient

45 Interactions: removal of loratadine

4.6 Pregnancy: risk of neurodevelopmental
disorders; take folic acid supplementation 4
weeks prior to and continue for 12 weeks after

conception
Citalopram Cipramil 4.8 Undesirable effects: hyperprolactinaemia
Fluconazole Canesoral 45 Interactions: everolimus, ivacaftor
Fluconazole + Canesoral 4.6 Pregnancy: continue contraceptive measures
Clotrimoxazole  Duo throughout treatment and for approximately 1

week after the final dose

4.8 Undesirable effects: drug reaction with
eosinophilia and systemic symptoms (DRESS)

Gabapentin Neurontin 4.4 Warnings and precautions: withdrawal
symptoms; women of childbearing potential
must use contraception during treatment

4.6 Pregnancy: inclusion of observational study
data; neonatal withdrawal syndrome in
newborns exposed in utero

Ibuprofen + Mersynofen 4.4 Warning and precautions: Kounis syndrome
paracetamol 48

Undesirable effects: Kounis syndrome, fixed drug
eruptions (FDE)

lodised oil Lipiodol Ultra 43 Contraindications: hysterosalpingography in
Fluid patients with known or suspected reproductive
tract neoplasia
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Methenamine Hiprex Newly published data sheet

Mesalazine Asacol 4.4 Warnings and precautions: discolouration of
urine after contact with sodium hypochlorite

Pentasa . . . .
(bleach); drug reaction with eosinophilia and
systemic symptoms (DRESS)
4.8 Undesirable effects: DRESS
Methylphenidate Concerta 4.8 Undesirable effects: gynaecomastia
Omeprazole Losec 4.4 Warnings and precautions: renal impairment,
including acute tubulointerstitial nephritis (TIN)
4.8 Undesirable effects: TIN
Oxycodone OxyNorm 42 Dose and method of administration: treatment
goals and discontinuation
4.4 Warnings and precautions: opioid use disorder
4.8 Undesirable effects: drug dependence, opioid
tolerance and opioid withdrawal syndrome
4.9 Overdose: toxic leukoencephalopathy
Rivaroxaban Xarelto 4.4 Warnings and precautions: anticoagulant-
related nephropathy
4.8 Undesirable effects: as per 4.4
Valproic acid Epilim* 4.4 Warnings and precautions: risk of
(sodium neurodevelopmental disorders including autism
valproate) spectrum disorders after paternal exposure to
valproate
4.6 Pregnancy: as per 4.4
Vitamins (A, Cernevit 4.3 Contraindications: hypersensitivity to peanut
C,D,EandB protein
complex) 4.4 Warnings and precautions: crossallergic

reactions between soybean and peanut proteins

*  See the Alert communication: Sodium valproate (Epilim) use in people who can father
children: important new safety information

More information

To find out if sponsors have made any changes to their data sheets, see Section 10
‘Date of revision of the text’ (at the end of each data sheet).

e Search for a data sheet
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Vanishing bile duct syndrome — a complication of drug-
induced liver injury

Key messages

= Vanishing bile duct syndrome (VBDS) can occur as a complication of drug-
induced liver injury. It is characterised by progressive destruction and
disappearance of the bile ducts in the liver.

= Patients with VBDS may present with symptoms of cholestasis, which can
occur one to six months after starting the offending medicine. There is no
standardised treatment. However, symptoms may resolve following the
withdrawal of the offending medicine.

* Antibiotics are the medicine class most frequently associated with VBDS.

What is vanishing bile duct syndrome (VBDS)?

Bile ducts transport bile from the liver and gallbladder to the small intestine, where the
bile helps to break down the fats from food.

VBDS is characterised by progressive destruction and disappearance of the bile ducts
(ductopenia) in the liver, which slows or stops the flow of bile (cholestasis).! VBDS can
be diagnosed with a liver biopsy.? VBDS may lead to a blockage of the bile duct system
(biliary obstruction) and permanent liver damage.?

The mechanism behind VBDS is unknown but it can be caused by immune-mediated
disorders, cancers, infections and medicines. One suggested mechanism is T-cell-
mediated immune dysfunction leading to biliary apoptosis (programmed cell death).

VBDS is a complication of drug-induced liver injury

Vanishing bile duct syndrome is a rare but serious complication of drug-induced liver
injury.2

Antibiotics are most frequently associated with VBDS, although several drug classes
and medicines have been implicated. Table 1 lists the most frequently reported
medicine classes and medicines associated with VBDS.2

Signs and symptoms of VBDS have been reported one to six months after starting

the offending medicine.2 Some patients may be asymptomatic and VBDS is initially
identified based on laboratory abnormalities. Other patients may have symptoms of
cholestasis, such as persistent pruritus (itching), fatigue and jaundice (yellowing of the
skin). Additionally, patients with chronic cholestasis may have skin xanthomas (fatty
skin lesions), dyslipidaemia (abnormal fat levels in the blood), and fat-soluble vitamin
deficiencies (low levels of vitamins A, D, E and K).2

Patients with VBDS have laboratory test results that are generally consistent with
cholestasis (ie, abnormal liver function tests, including elevated serum alkaline
phosphatase, total bilirubin and gamma-glutamyl transpeptidase) 2
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Table 1: Medicine class and medicines most frequently reported to cause vanishing bile

duct syndrome
Penicillins Amoxicillin, amoxicillin + clavulanic acid
Fluoroquinolones Ciprofloxacin, moxifloxacin
Sulphonamides Co-trimoxazole (trimethoprim + sulfamethoxazole)
Macrolides Azithromycin
Antivirals Nevirapine
Anticonvulsants Carbamazepine, lamotrigine
Rheumatologic agents Allopurinol
Antineoplastic agents Temozolomide
Non-steroidal anti-inflammatories | Ibuprofen

Note:

List not exhaustive. Table is adapted from the source below to show the most frequently
reported medicines that were also approved and available in New Zealand on 3 July 2023.

Source:

Adapted from: National Institute of Diabetes and Digestive Kidney Diseases. 2012. Vanishing bile
duct syndrome. In: LiverTox: Clinical and Research Information on Drug-Induced Liver Injury
updated 11 December 2019. URL: www.ncbi.nim.nih.gov/books/NBK548715/ (accessed 30 June
2023).

Management

Due to its rarity, there is no standardised treatment for VBDS.! Management can
involve supportive measures and monitoring for signs of disease progression and
complications of chronic cholestasis. Specialist input may be required.?

VBDS may improve by treating the underlying cause or withdrawing the offending
medicine!’
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MARC's remarks: June 2023 meeting
The Medicines Adverse Reactions Committee (MARC) convened on 8 June 2023.

The Committee reviewed the efficacy of moelnupiravir (Lagevrio) and agreed that
molnupiravir appears to be less effective than nirmatrelvir/ritonavir (Paxlovid) against
the current variants of concern of COVID-19. However, there are some benefits in
reducing symptom severity, reducing viral load and accelerating recovery time. The
Committee acknowledged that molnupiravir may be appropriate in cases where
alternative COVID-19 therapeutics are not suitable or available. The Committee
agreed that the available evidence on the efficacy of molnupiravir supports its current
indication.

The Committee reviewed the safety and efficacy of pholcodine. A recent study found
that exposure to this medicine increases the risk of perioperative anaphylaxis with
neuromuscular blocking agents (NMBA) used in surgery.' Overall, the Committee
considered there was evidence of an association between previous pholcodine

use and an increased risk of anaphylaxis from NMBA administration. Whilst the risk

of anaphylax