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Amlodipine,
nifedipine

Removal of contraindication
for use in pregnant women

Japan. The Ministry of Health,
Labour and Welfare (MHLW)
and the Pharmaceuticals and
Medical Devices Agency
(PMDA) have announced that
the product information for
amlodipine and nifedipine
should be revised to remove
the contraindication in
pregnant women and replace it
with a precaution for use
during pregnancy.

Amlodipine and nifedipine are
calcium channel blockers and
are indicated for the treatment
of hypertension and angina
pectoris. Amlodipine was
contraindicated in pregnant
women based on the result of
animal studies in rats which
observed the prolongation of
the gestational period and
duration of delivery. Nifedipine
was contraindicated in
pregnant women of less than
20 weeks of pregnancy due to
the teratogenicity observed in
toxicity studies using rats and
mice.

The MHLW and PMDA reviewed
the available evidence which
included: case reports of
adverse events, results of
observational studies and other
publications:

e There were no domestic
ICSRs reporting the
prolongation of gestational
period and duration of
delivery with amlodipine or
limb anomalies with
nifedipine use. There were
some reports of congenital
anomalies (with both drugs)
and foetal death (with
nifedipine), but a causal
relationship between the

drugs and events were not
identified. Prolongation of
gestational period and
duration of delivery
concerned with amlodipine
can occur in normal delivery
and are treatable.

e There are reports of mixed
view in the literature and no
consensus has been reached
on whether these drugs
increase the risk of
congenital anomalies.

e There is no contraindication
for the use of amlodipine
during pregnancy in the US,
UK, Canada, and Australia.
Nifedipine is contraindicated
for use during pregnancy in
Canada and Australia while
not contraindicated in the US
and UK.

e In domestic and international
clinical guidelines, the benefit
of strict blood pressure
control throughout pregnancy
using calcium channel
blockers is recognized while
any safety concerns for use
in pregnancy has not been
identified.

The MHLW and PMDA
concluded that the
contraindication for use in
pregnant women can be
removed and replaced with a
precaution that amlodipine or
nifedipine should be
administered to pregnant
women only if the potential
therapeutic benefits are
considered to outweigh the
potential risks.

Reference:

Revision of Precautions,
MHLW/PMDA, 5 December
2022 (link1, 2, 3 and 4 to the
source within
www.pmda.go.jp/english/)

Amoxicillin

1. Risk of drug-induced
enterocolitis syndrome
(DIES)

Ireland. The Health Products
Regulatory Authority (HPRA)
has announced that the
product information for
amoxicillin will be updated to
include the risk of drug-induced
enterocolitis syndrome (DIES).

Amoxicillin (as a single
substance or in combination
with other antimicrobials) is a
semi-synthetic broad spectrum
penicillin antibiotic, and is
indicated for the treatment of
bacterial infections caused by
amoxicillin-sensitive gam-
positive and gram-negative
pathogens.

Following a recent review of
the available safety data by the
EMA PRAC, a causal
relationship between
amoxicillin and DIES is
considered to be reasonable
possibility.

DIES is an allergic reaction
with the leading symptom of
protracted vomiting (1-4 hours
after drug administration) in
the absence of allergic, skin or
respiratory symptoms. Further
symptoms could comprise of
abdominal pain, diarrhoea,
hypotension or leucocytosis
with neutrophilia. There have
been severe cases of DIES
which have progressed to
shock. DIES has been reported
mainly in children receiving
amoxicillin.

Reference:

Drug Safety Newsletter, HPRA,
December 2022 (link to the
source within www.hpra.ie)

2. Risk of acute coronary
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syndrome accompanying
allergic reaction

Japan. The MHLW and PMDA
have announced that the
product information for
amoxicillin should be revised to
include the risk of acute
coronary syndrome
accompanying allergic reaction.

The MHLW and PMDA reviewed
cases of acute coronary
syndrome accompanying
allergic reaction reported
domestically and
internationally. In
internationally reported cases,
a causal relationship between
the drug and event was
reasonably possible. The MHLW
and PMDA concluded that acute
coronary syndrome
accompanying allergic reaction
should be added as a clinically
significant adverse reaction.

Health-care professionals are
advised to interview patients
on their medical history of
allergic reactions to
antimicrobials before treatment
with amoxicillin.

Reference:

Revision of Precautions,
MHLW/PMDA, 16 November
2022 (link to the source within
www.pmda.go.jp/english/)

Atezolizumab

Risk of acute kidney injury
(AKI)

Republic of Korea. The
Ministry of Food and Drug
Safety (MFDS) has updated the
product information for
atezolizumab to include the
risk of acute kidney injury
(AKI) as an adverse reaction.

Atezolizumab is a monoclonal
antibody inhibiting PD-L1 and
is indicated for the treatment

REGULATORY MATTERS

of locally advanced or
metastatic urothelial
carcinoma, metastatic non-
small cell lung cancer and
other types of cancer.

The Korea Institute of Drug
safety and Risk Management
(KIDS) reviewed reports with
serious outcomes. There was
one fatal report of AKI in a
patient who was administered
atezolizumab-containing
chemotherapy for extensive-
stage small cell lung cancer. A
causal association could not be
excluded between
atezolizumab and AKI in this
case. Based on the result of
this review and information
from the regulatory authorities
in the US and Japan, the MFDS
updated the product
information to include the risk
of AKI.

Health-care professionals
should be reminded of the
possible risk of renal toxicities
with the use of atezolizumab -
containing chemotherapy
regimens and are advised to
monitor for any signs of serious
renal symptoms while using
this drug.

Reference:

Based on the communication
from KIDS and Drug Safety
Update, MFDS/KIDS, 8
November 2022 (link to the
source within
nedrug.mfds.go.kr/index)

Bupropion

Potential risk of cardiac
arrest or sudden death
through unmasking of
Brugada syndrome
Ireland. The HPRA has
announced that the product
information for bupropion will
be updated to advise that its
use may unmask Brugada

syndrome, which is a rare
hereditary disease that can
lead to cardiac arrest or
sudden death.

Bupropion is indicated for the
treatment of major depressive
disorder (MDD), nicotine
dependence as an aid to
smoking cessation, and for
weight management in specific
patients.

Patients are advised to talk to
their doctor before taking
bupropion if they have pre-
existing Brugada syndrome or
if there is a family history of
cardiac arrest or sudden death.

Reference:

Drug Safety Newsletter, HPRA,
December 2022 (link to the
source within www.hpra.ie)

Cabergoline

Potential risks of
hypertension, myocardial
infarction, seizures, stroke
or psychiatric disorders

Ireland. The HPRA has
announced that the product
information for cabergoline will
be updated to warn that
serious adverse events
including hypertension,
myocardial infarction, seizures,
stroke or psychiatric disorders
have been reported in
postpartum women treated
with cabergoline for inhibition
of lactation.

Cabergoline is indicated for the
treatment of dysfunctions
associated with
hyperprolactinaemia in female
patients and the management
of Parkinson’s disease.

Health-care professionals are
advised that blood pressure
should be carefully monitored
after treatment. Cabergoline
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should be discontinued, and
the patient should be evaluated
promptly in case of
hypertension, suggestive chest
pain, severe, progressive, or
unremitting headache (with or
without visual disturbances), or
evidence of any central
nervous system toxicity.

Reference:

Drug Safety Newsletter, HPRA,
December 2022 (link to the
source within www.hpra.ie)

Cephalosporins

Risk of fixed drug eruption

India. The Central Drugs
Standard Control Organization
(CDSCO) has approved the
recommendation from the
National Coordination Centre -
Pharmacovigilance Programme
of India (NCC-PvPI), Indian
Pharmacopoeia Commission
(IPC) to revise the prescribing
information leaflet (PIL) for
cephalosporins to include fixed
drug eruption as an adverse
drug reaction.

Cephalosporins are a group of
antibiotics that belong to a
beta-lactam class, indicated to
manage a wide range of
infections from gram-positive
and gram-negative bacteria.

The NCC-PvPI, IPC reviewed
203 Individual Case Safety
Reports (ICSRs) of
cephalosporin associated fixed
drug eruption and a causal
relationship between them was
found.

Reference:

Based on the communication
from IPC, India, October 2022
(link to the source within ipc.gov.in)

REGULATORY MATTERS

Clobetasol

Risk of serious undesirable
effects with prolonged use

Ireland. The HPRA has
announced that the product
information for clobetasol has
been updated to include the
risk of serious undesirable
effects with prolonged use due
to its potency. These effects
could include osteonecrosis
serious infections, and
systemic immunosuppression.

Clobetasol is very potent
topical corticosteroid in various
formulations (e.g., cream,
ointment, scalp application and
shampoo) and is indicated for
the relief of inflammatory and
pruritic manifestations of
steroid-responsive dermatoses
that are resistant to less potent
corticosteroids.

Health-care professionals are
advised that a less potent
corticosteroid preparation
should be considered if
treatment with a local
corticosteroid is clinically
justified beyond four weeks.
Repeated but short courses of
clobetasol may be used to
control exacerbations.

Reference:

Drug Safety Newsletter, HPRA,
December 2022 (link to the
source within www.hpra.ie)

Codeine with
ibuprofen

Risks of serious renal and
gastrointestinal harms

Europe. The
Pharmacovigilance Risk
Assessment Committee (PRAC)
of the European Medicines
Agency (EMA) has
recommended a change to the

product information for codeine
with ibuprofen combination
medicines to include a warning
of serious harms, including
death, particularly when taken
for prolonged periods at higher
than recommended doses.

Codeine with ibuprofen is a
combination of opioid (codeine)
and anti-inflammatory
(ibuprofen), which is used to
treat pain. Repeated use of
codeine with ibuprofen may
lead to dependence and abuse
due to the codeine component.

The PRAC reviewed several
cases of renal, gastrointestinal
and metabolic toxicities that
have been reported in
association with cases of abuse
of and dependence from
codeine with ibuprofen
combinations, some of which
have been fatal. The PRAC
found that, when taken at
higher than recommended
doses or for a prolonged period
of time, codeine with ibuprofen
can cause renal tubular
acidosis. Kidney malfunction
can also cause hypokalaemia,
which in turn may cause
symptoms such as muscle
weakness and light-
headedness. Therefore, renal
tubular acidosis and
hypokalaemia will be added to
the product information as new
adverse effects.

Reference:

Patients and carers, EMA, 30
September 2022 (link to the
source within www.ema.europa.eu)

COVID-19 vaccine
Astrazeneca
(ChAdOx1-S)

Potential risks of acute
disseminated
encephalomyelitis (ADEM)
and cutaneous vasculitis
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Australia. The Therapeutic
Goods Administration (TGA)
has announced that the
existing warning on very rare
demyelinating disorders in the
product information for
COVID-19 vaccine Astrazeneca
(ChAdOx1-S, Vaxzevria®) has
been updated to include the
potential risk of acute
disseminated encephalomyelitis
(ADEM).

The updated warning states
that:

e very rare events of
demyelinating disorders,
including acute disseminated
encephalomyelitis, have been
reported following
vaccination;

¢ a causal relationship between
the vaccine and event has
not been established;

e health-care professionals
should be alert of signs and
symptoms of demyelinating
disorders to ensure correct
diagnosis, in order to initiate
adequate supportive care and
treatment, and to rule out
other causes.

Cutaneous vasculitis has also

been added to the product

information as a rare skin
disorder that has been reported
after vaccination.

Reference:

COVID-19 vaccine safety
report, TGA, 23 September
2022 (link to the source within
www.tga.gov.au)

COVID-19 vaccines
Moderna
(Elasomeran) and/or
Pfizer (Tozinameran)

1 COVID-19 vaccine Moderna is not
included in the scope of this measure.

REGULATORY MATTERS

1. Risk of heavy menstrual
bleeding

Europe. The PRAC has
recommended that heavy
menstrual bleeding should be
added to the product
information as an adverse
reaction of unknown frequency
for COVID-19 vaccines
Moderna (elasomeran,
Spikevax®), Pfizer
(tozinameran, Comirnaty®)
and the bivalent vaccines.
Heavy menstrual bleeding may
be defined as bleeding
characterized by an increased
volume and/or duration which
interferes with the person’s
physical, social, emotional and
quality of life.

Cases of heavy menstrual
bleeding have been reported
after the first, second and
booster doses of these
vaccines. The PRAC reviewed
available data, including cases
reported during clinical trials,
cases spontaneously reported
in Eudravigilance and findings
from the medical literature.
Most cases appeared to be
non-serious and temporary in
nature. The PRAC concluded
that there is at least a
reasonable possibility that the
occurrence of heavy menstrual
bleeding is causally associated
with these vaccines.

There is no evidence to suggest
the menstrual disorders
experienced by some people
have any impact on
reproduction and fertility.
Available data provides
reassurance about the use of
mRNA COVID-19 vaccines
before and during pregnancy.

Reference:

Patients and carers, EMA, 28
October 2022 (link to the source
within www.ema.europa.eu)

2. Risk of myocarditis and
pericarditis

Australia. The TGA has
announced that the product
information for COVID-19
vaccines Moderna and Pfizer
and the bivalent vaccines have
been updated to expand on an
existing warning on myocarditis
and pericarditis to include the
following points:

e Rare cases can also occur in
females.

e Cases of myocarditis and
pericarditis following
vaccination have rarely been
associated with severe
outcomes including death.

e The signs and symptoms of
myocarditis and pericarditis
following vaccination include
atypical presentations and
non-specific symptoms of
fatigue, nausea and
vomiting, abdominal pain,
dizziness or syncope,
oedema and cough.

Reference:

COVID-19 vaccine safety
report, TGA, 20 October 2022
(link to the source within
www.tga.gov.au)

3. Potential risk of non-
sexually acquired genital
ulceration and dizziness

Australia. The TGA has
announced that the product
information for COVID-19
vaccine Pfizer and the bivalent
vaccines! have been updated
to include the potential risk of
non-sexually acquired genital
ulceration and dizziness.
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Cases of non-sexually acquired
genital ulceration have been
reported after vaccination
where other causes have not
been established; however, a
causal association between the
event and vaccine has not been
definitively established.

The condition is characterized
by painful ulcers that tend to
resolve spontaneously within a
few weeks without scarring. In
rare cases they may cause pain
or urinary retention that
require hospitalization. These
ulcers predominantly affect
adolescent females and are
generally a diagnosis of
exclusion when infectious and
non-infectious causes of ulcers
have been ruled out.

Dizziness has been added to
the product information as a
potential adverse event that
can occur after vaccination.
Dizziness was not observed in
clinical trials but has been
reported through real-world
use of the vaccine after
approval. It is not currently
known how frequently this
reaction occurs.

Reference:

COVID-19 vaccine safety
report, TGA, 20 October & 22
December 2022 (link1 and link2
to the source within
www.tga.gov.au)

Dupilumab

Risk of ocular adverse
reactions

United Kingdom. The
Medicines and Healthcare
Products Regulatory Agency
(MHRA) has announced that
the product information for
dupilumab (Dupixent®) is to
be updated to include the risk
of dry eyes and also to
emphasize the need for prompt

and appropriate management
of any potential ocular
reactions.

Dupilumab is a monoclonal
antibody that inhibits
interleukin-4 and
interleukin-13 signaling and is
indicated for the treatment of
atopic dermatitis in adults and
children.

The MHRA has received 479 UK
reports (7 September 2022)
which include suspected ocular
adverse effects with
dupilumab. One hundred and
eleven of these reports were
considered serious. Nine
reports (representing five
cases) of ulcerative keratitis
were received, of which two
cases reported corneal
perforation.

It is not currently possible to
predict who may experience
the rarer and most serious
ocular adverse reactions, such
as ulcerative keratitis. It is
therefore important, with all
ocular reactions, for patients to
receive prompt care, with
treatment provided as
appropriate to prevent or
minimize damage to the eye.
Health-care professionals
should promptly review new
onset or worsening ocular
symptoms, referring patients
for ophthalmological
examinations as appropriate.

Reference:

Drug Safety Update, MHRA, 29
November 2022 (link to the
source within www.gov.uk/mhra)

Durvalumab

REGULATORY MATTERS

ustekinumab (Imfinzi®) to
include the risk of myelitis
transverse.

Durvalumab is a monoclonal
antibody that blocks PD-L1,
and is indicated for the
treatment of lung cancer.

Based on the available
evidence it is considered that a
causal relationship between
myelitis transverse and
durvalumab is a reasonable
possibility.

Reference:

PRAC recommendations on
signals, EMA, 21 November
2022 (link to the source within
WWwW.ema.europa.eu)

Gabapentin

Risk of myelitis transverse

Europe. The PRAC has
recommended updating the
product information for

1. Risk of drug dependence
and withdrawal symptoms

Ireland. The HPRA has
announced that the product
information for gabapentin will
be updated to indicate that
drug dependence at
therapeutic doses and
withdrawal symptoms following
discontinuation can occur.

Gabapentin is indicated for the
treatment of neuropathic pain
in adults, and as monotherapy
or as adjunctive therapy for
specific forms of epilepsy.

The update has been made
following a review of available
data by the PRAC of the EMA.

Health-care professionals
should carefully evaluate an
individual patient’s risk of
misuse, abuse and dependence
before prescribing gabapentin.
Patients treated with
gabapentin should be
monitored for these symptoms.
If gabapentin use is to be
discontinued, it is
recommended this should be

WHO Pharmaceuticals Newsletter No. 1, 2023 ¢ 8


https://www.tga.gov.au/news/covid-19-vaccine-safety-reports/covid-19-vaccine-safety-report-20-10-2022
https://www.tga.gov.au/news/covid-19-vaccine-safety-reports/covid-19-vaccine-safety-report-22-12-2022
http://www.tga.gov.au/
https://www.gov.uk/drug-safety-update/dupilumab-dupixentv-risk-of-ocular-adverse-reactions-and-need-for-prompt-management
http://www.gov.uk/mhra
https://www.ema.europa.eu/en/documents/prac-recommendation/prac-recommendations-signals-adopted-24-27-october-2022-prac_en.pdf
http://www.ema.europa.eu/

done gradually over a
minimum of one week
independent of the indication.

In addition, neonatal
withdrawal syndrome has been
reported in newborns exposed
in utero to gabapentin. Co-
exposure to gabapentin and
opioids during pregnancy may
increase the risk of neonatal
withdrawal syndrome.
Newborns should be monitored
carefully.

2. Risk of Toxic Epidermal
Necrolysis (TEN)

The HPRA has announced that
the product information for
gabapentin will be updated to
include the risk of Toxic
Epidermal Necrolysis (TEN)
under the heading of severe
cutaneous adverse reactions
(SCARSs), where Steven-
Johnson-Syndrome (SJS) and
Drug Rash with Eosinophilia
and Systemic Symptoms
(DRESS) are already listed as
known adverse reactions.

SJ]S, TEN and DRESS, which
can be life-threatening or fatal,
have been reported with
gabapentin treatment.

Health-care professionals
should advise patients of the
signs and symptoms and
closely monitor for skin
reactions when starting
treatment with gabapentin. If
signs and symptoms
suggestive of these reactions
appear, gabapentin should be
withdrawn immediately. If a
patient has developed a serious
reaction such as SJS, TEN or
DRESS, treatment with
gabapentin must not be
restarted in this patient at any
time.

Reference:
Drug Safety Newsletter, HPRA,

REGULATORY MATTERS

December 2022 (link to the
source within www.hpra.ie)

(See also WHO Pharmaceuticals
Newsletter No.2, 2021: Gabapentin,
pregabalin and Risk of dizziness,
somnolence, abuse and dependence in
New Zealand)

Haloperidol

Risk of cogwheel rigidity

India. The CDSCO has
approved the recommendation
from the NCC-PvPI, IPC to
revise the PIL for haloperidol to
include cogwheel rigidity as an
adverse drug reaction.

Haloperidol is indicated for the
treatment of chronic
schizophrenia.

The NCC-PvPI, IPC reviewed 11
ICSRs of haloperidol associated
cogwheel rigidity and a causal
relationship between them was
found.

Reference:

Based on the communication
from IPC, India, October 2022
(link to the source within ipc.gov.in)

Hydrochlorothiazide

Risk of acute respiratory
distress syndrome (ARDS)

Japan. The MHLW and PMDA
have announced that the
product information for
hydrochlorothiazide should be
revised to include the risk of
acute respiratory distress
syndrome (ARDS).

Hydrochlorothiazide is
indicated for the treatment of
hypertension and oedema.

The MHLW and PMDA reviewed
cases of ARDS reported
domestically and
internationally. In
internationally reported cases,

a causal relationship between
the drug and ARDS was
reasonably possible.
Considering the severity of
ARDS and following the product
information revision in the EU,
the MHLW and PMDA concluded
that ARDS should be added as
a clinically significant adverse
reaction.

Reference:

Revision of Precautions,
MHLW/PMDA, 16 November
2022 (link to the source within
www.pmda.go.jp/english/)

Imatinib

Risk of thrombotic
microangiopathy

Japan. The MHLW and PMDA
have announced that the
product information for
imatinib should be revised to
include the risk of thrombotic
microangiopathy.

Imatinib is indicated for the
treatment of chronic myeloid
leukaemia and other cancers.

The MHLW and PMDA reviewed
international and national
reports of thrombotic
microangiopathy, and a causal
relationship between the drug
and event was reasonably
possible. The MHLW and PMDA
concluded that thrombotic
microangiopathy should be
added as a clinically significant
adverse reaction.

Health-care professionals are
advised to suspend treatment
with imatinib when anemia
with fragmented red blood
cells, thrombocytopenia, or
renal dysfunction are observed.

Reference:

Revision of Precautions,
MHLW/PMDA, 16 November
2022 (link to the source within
www.pmda.go.jp/english/)
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Itraconazole

Risk of hypokalaemia

Japan. The MHLW and PMDA
have announced that the
product information for
itraconazole (oral dosage form
and injections) should be
revised to include the risk of
hypokalaemia.

Itraconazole is indicated for the
treatment of fungal infection.

The MHLW and PMDA reviewed
three cases of hypokalaemia
reported domestically, in which
a causal relationship between
the drug and event was
reasonably possible. The MHLW
and PMDA concluded that
hypokalaemia should be added
as a clinically significant
adverse reaction.

Health-care professionals are
advised to perform blood
electrolyte tests periodically
irrespective of particular
conditions for use (e.g., dosage
and period of administration).

Reference:

Revision of Precautions,
MHLW/PMDA, 12 October 2022
(link to the source within
www.pmda.go.jp/english/)

Janus kinase (JAK)
inhibitors

Risks of cardiovascular
conditions, blood clots,
cancer, serious infections

1. Europe. The PRAC has
recommended measures to
minimize the risks of serious
adverse reactions including
cardiovascular conditions,
blood clots, cancer and serious
infections associated with
Janus kinase (JAK) inhibitors
(abrocitinib (Cibinqo®)

baricitinib (Olumiant®),
filgotinib (Jyseleca®)
tofacitinib (Xeljanz®) and
upadacitinib (Rinvog®)) used
to treat several chronic
inflammatory disorders. The
product information will be
updated with the new
recommendations and
warnings.

The recommendations follow a
review of available data,
including the results from a
clinical trial of tofacitinib
(Xeljanz®) and preliminary
findings from an observational
study involving baricitinib
(Olumiant®). The review
confirmed tofacitinib increases
the risk of major cardiovascular
problems, cancer, venous
thromboembolism (VTE),
serious infections and death
due to any cause when
compared with TNF-alpha
inhibitors. The PRAC has now
concluded that these safety
findings apply to all approved
uses of JAK inhibitors in chronic
inflammatory disorders.

The PRAC recommended that
these medicines should be
used in the following patients
only if no suitable treatment
alternatives are available:
those aged 65 years or above,
those at increased risk of major
cardiovascular problems, those
who smoke or have done so for
a long time in the past, and
those at increased risk of
cancer. The Committee also
recommended using JAK
inhibitors with caution in
patients with risk factors for
VTE and with reduced doses in
some patient groups.

Reference:

Patients and carers, EMA, 28
October 2022 (link to the source
within www.ema.europa.eu)

2. Singapore. The Health
Sciences Authority (HSA) has
announced that the product
information for JAK inhibitors
(abrocitinib, baricitinib,
tofacitinib and upadacitinib),
approved for the treatment of
inflammatory conditions are to
be updated to include warnings
on the increased risks of major
adverse cardiovascular events,
malignancy, thrombosis and
death based on observations
made from the ORAL (Oral
Rheumatoid Arthritis Trial)
Surveillance study.

Based on the currently
available evidence, the HSA
has concluded that the benefit-
risk profile of JAK inhibitors for
the treatment of inflammatory
conditions remains positive for
their approved indications,
where the use of JAK inhibitors
is already limited to second line
or later therapy in Singapore.

Health-care professionals are
advised to consider the
benefits and risks of JAK
inhibitors before prescribing
these drugs, and to monitor
their patients for the potential
risks during treatment,
particularly in the elderly,
current or past smokers, orin
patients with other
cardiovascular,
thromboembolic or malignancy
risk factors.

Reference:

Safety Alerts, HSA, 13
December 2022 (link to the
source within www.hsa.gov.sq)
(See also WHO Pharmaceuticals
Newsletter No.4, 2022: JAK inhibitors
and Risk of serious heart-related
problems, blood clots, cancer and death
in Canada, No.1, 2022: in US, UK and
Japan)
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Loxoprofen

Risk of acute generalized
exanthematous pustulosis
(AGEP)

Japan. The MHLW and PMDA
have announced that the
product information for
loxoprofen (oral dosage form)
should be revised to include
the risk of acute generalized
exanthematous pustulosis
(AGEP).

The MHLW and PMDA reviewed
cases of AGEP reported
domestically, in which a causal
relationship between the drug
and event was reasonably
possible. The MHLW and PMDA
have concluded that AGEP
should be added as a clinically
significant adverse reaction.

Reference:

Revision of Precautions,
MHLW/PMDA, 12 October 2022
(link to the source within
www.pmda.go.jp/english/)

Methotrexate

1. Risk of progressive
multifocal
leukoencephalopathy (PML)

Japan. The MHLW and PMDA
have announced that the
product information for
methotrexate (oral dosage
forms, intravenous infusions
and parenteral preparations)
should be revised to include
the risk of progressive
multifocal leukoencephalopathy
(PML).

Methotrexate is indicated for
the treatment of inflammatory
diseases and cancers.

The MHLW and PMDA reviewed
cases of PML reported
domestically and
internationally, in which a

REGULATORY MATTERS

causal relationship between the
drug and event was reasonably
possible. A total of 12 patient
mortalities were reported
internationally during the
previous three years, and a
causal relationship between the
drug and deaths subsequent to
the event was not established
for any of these cases. The
MHLW and PMDA concluded
that PML should be added as a
clinically significant adverse
reaction.

Health-care professionals are
advised to monitor patients
carefully during and after
administration of this drug. If
symptoms such as disturbance
of consciousness, cognitive
dysfunction, paralysis,
dysarthria, and aphasia are
observed, MRI imaging and
cerebrospinal fluid examination
should be performed, and
administration should be
discontinued.

Reference:

Revision of Precautions,
MHLW/PMDA, 12 October 2022
(link to the source within
www.pmda.go.jp/english/)

2. Risk of myelopathy

Republic of Korea. The MFDS
has updated the product
information for methotrexate
injection products to include
the risk of myelopathy.

Reports of serious adverse
event (SAE) were evaluated,
and the KIDS reviewed one
fatal SAE in a literature report
of myelopathy in a patient who
was administered methotrexate
intrathecally f