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INTRODUCTION

Health advisory letters
(HALs) are issued by
regulatory bodies to inform
clinicians about newly
identified safety hazards
concerning particular
medications

We assessed HALs issued in
the United Kingdom (UK)
Building on previous
research, we compared
HALs from three
international jurisdictions,
the UK, Canada, and the
United States (US)

Of particular interest was
the format of the UK HALs
and the differences in timing
of HALs across different
jurisdictions

METHODS

Study period: 2010-14
(inclusive)

Safety-related medication
updates targeted to
prescribers identified in UK
database (GOV.UK)

HALs analyzed using
assessment tool developed
and piloted by research
team

RESULTS

The UK published 131 HALs
during the study period
This number was greater
than the HALs published by
both Canada (80) and the US
(107) over the same
timeframe

Inter-rater reliability for UK
HAL coding obtained 88%
raw agreement and Cohen’s
kappa =0.76

Across the three
jurisdictions, 245 unique
drug advisories were
observed

UNITED KINGDOM HEALTH ADVISORY LETTERS

Figure 1. Sample GOV.UK health advisory letters (HALs)

3182015 (Dextro)propoxyphene: new studies confirm cardiac risks Drug Safety Update - GOV.UK
o GOV.UK

Wiy .
Drug Safety Update (https://www.gov.uk/drug-safety-update)

(Dextro)propoxyphene: new studies confirm cardiac risks

From:
ucts Regulatory Anencu (

healthcare-products-regulatory-agency)
Published: 21712015 Antipsychotics: risk of extrapyramidal effects or withdrawal symptoms in newborns Drug Safety Update - GOV.UK

12 January 2011 ...i'.._
Therapeutic area: W GOV. U K

in management and palliation (https://iwww.gov.{

(Dextro)propoxyphene can have serious effects on the el Drug Safety Update (https:/www.gov.uk/drug-safety-update)
intervals, and widened QRS complexes), even at normal

Article date: January 2011

New clinical data from the USA show that (dextro)propox symptoms in newborns

(resulting in prolongation of the P-R and Q-T intervals, ar
result, products that contain this active, either alone or in
from the US market, and the Food and Drug Administratid
(dextro)propoxyphene to their patients:

From:

healthcare-products-regulatory-agency)
See FDA news release, Nov 19 2010 (http://www.fda.gov/N Published:

postmarket drug safety information for patients and provi 7 September 2011

(http:/iwww fda.goviDrugs/DrugSafety/PostmarketDrugSafetyinf Therapeutic area:

In the UK, dextropropoxyphene and paracetamol was licq
January 2005 that co-proxamol should be withdrawn fror|
estimated that the withdrawa -

| of co-proxamol from the UK Risk of extrapyramidal effects or withdrawal symptoms (or both) in newborr]

around a fifth of which were accidental. trimester of pregnancy.

See Drug Safety Update, Nov 2007, for a reminder issue Article date: September 2011
¥ jov.ul i i

(http://www.mhra.g k/Safetyinformation/DrugSafetyUpdate/C

Furthermore, the FDA’s conclusion that the overall balan individual antipsychotics.

June 2010 by the European Commission that all product:

Europe.

Since 2005, most p s have found ptable al Advice for healthcare professionals:

professional. We gnise that there i group « following maternal use of antipsychotics in the third trimester, exam
h, ! atives app to be ineffec o table. agitation; hypertonia; hypotonia; tremor; somnolence; feeding probl

unl!censed covpro;amol: o‘n the responsmll!ty ofthg prs_as « symptoms may vary in severity and duration, and they should be mq

patient. When making this judgment, prescribers will wish basis

Reminder for healthcare professionals:

« prescribers will wish to reassess the balance of ri
proxamol, taking into account the individual's othq{
+ no new patients should start treatment with copro:
(https://assets.digital.cabinet-office.gov.uk/media/547307]

at www.yellowcard.gov.uk (http://www.yellowcard.gov.uk)
Further information

Article citation: Drug Safety Update Jan 2011, vol 4 issue Report from the European Pharmacovigilance Working Party
library/Report/201

1. Hawton K, etal. BMJ 2009; 338: b2270 (hitp:/iww

Summaries of product characteristics (http://www.emc.medicines.org.uk/
hitps://www.gov.uk/drug-safety-update/-dexiro- propexyphene-new-studies] p (nttp 9 )

Article citation: Drug Safety Update Sept 2011, vol 5 issue 2: A2.

Obstetrics, gynaecology and fertility (https://www.gov.uk/drug-safety-up
fertility) and Psychiatry (https:/www.gov.uk/drug-safety-update?therapeuti

There are insufficient data to determine the size of the risk or any differencg

UK product information for all antipsychotics will be updated to include con

+ expectant mothers should be counselled about the benefits and risH

Please report suspected adverse events related to the use of antipsychotic:

(http://www.ema.europa.eu/docs/en_GB/document_| ry/Rep 1/07/WC5001

US Food and Drug Administration safety information on antipsychotic drug
(http://www fda.goviSafety/MedWatch/Safetylnformation/SafetyAlertsforHumanMedicy

BNF section 4.2.1 Antipsychotic drugs (hitp:/bnf.org/bnf/bnf/61/3209.htm?q=an

https:/www.gov.uk/drug-safety-update/antipsychotics-risk-of-extrapyramidal-effects- or-withdr:

Antipsychotics: risk of extrapyramidal effects or withdrawal

Medicines and Healthcare Products Regulatory Agency (https://www.gov.uk/government/organisations/medicines-and
- -8

AN

3/20/2015  Phenytoin: risk of Stevens-Johnson syndrome associated with HLA-B*1502 allele in patients of Thai or Han Chinese ethnic origin Drug Safety Update - G...
¥ GOV.UK

g Ll

ity .

Drug Safety Update (https:/iww w .gov.uk/drug-safety-update)

Phenytoin: risk of Stevens-Johnson syndrome associated
with HLA-B*1502 allele in patients of Thai or Han Chinese
ethnic origin

Medicines and Healthcare Products Regulatory Agency (https:/fw w w .gov.uk/government/organisations/medicines-and-
hhhhhhhhhh -products-regulatory-agency)

11 January 2010
Therapeutic area:
Neurology (hitps:/iw w w .gov.uk/drug-safety-update?therapeutic_area%5B%5D=neurology)

If patients are known to be HLA-B*1502-positive, phenytoinshould be awided when alternative therapycan be given.
Article date: January 2010

Phenytoin (brand leader Epanutin) is a commonlyused antiepileptic drug. Phenytoin is one of the most common causes of
antiepileptic-related cutaneous adverse reactions, including life-threatening Stevens-Johnson syndrome (SJS) and toxic
epidermal necrolysis (TEN).! Arecent study 2 has shown a significant association between the human leukocyte antigen (HLA)
allele HLA-B*1502 and phenytoin-induced SJS in patients of Thai or Han Chinese ethnic origin.

Healthcare professionals should be aware of the risk of SJS in patients of Thai or Han Chinese ethnic origin and the
association with HLA-B1502 genetic variant when prescribing phenytoin. In these individuals with increased susceptibility,
phenytoin should be avoided when alternative therapy can be given. However, available dat: too limited to recommend

sho 7 . g able data are i
screening of patients of Thai or Chinese ethnic origin for presence of the HLA-B1502 allele before starting phenytoin treatment.

Further information on the recent study

Locharernkul and co-workers'2 studyincluded ten patients of Thai ethnic origin who had epilepsyand SJS induced by
antiepileptic treatment; all tested positive for HLA-B1502 and had only been taking a single medicine. Of these, six had taken

carbamazepine and four phenytoin. 50 antiepileptic-tolerant patients with epilepsy were recruited as controls and defined by the

absence of allergic reactions on therapy for more than 3 months. Eight of 45 controls in the phenytoin-tolerant group tested
positive for HLA-B1502. Comparison of the frequency of HLA-B*1502 in patients with phenytoin-associated SJS with that of the
phenytoin-tolerant group showed a significant association (p=0-005).

When the phenytoin-tolerant group was used as control, the presence of HLA-B1502 had a 33% (95% Cl 14-61%) positive
prediclive value for phenyltoin-associated SJS, and its absence had a negative predictive value of 100% (31-100%). In the test
for phenytoin-associated SJS, the HLA-B1502 allele has 100% (51-100%) sensitivity and 82% (69-91%) specificity.

HLA-B*1502 prevalence

The prevalence of HLA-B1502 is estimated at between 8-2% and 9% of the Thai ;:»e:!,r:u.r.farfcm,.?,3 The prevalence is similarin Han
Chinese (8.6%). 4 The prevalence of HLA-B1502 is extremely low in the Caucasian population (1-2%).4 However, no
conclusions can be drawn at present on the risk association between phenytoin-induced SJS and the presence of this allele in
this population. Adequate information about risk association for patients of other ethnic origin is currently not available.

Advice for healthcare professionals:

« HLA-B1502 may be associated with an increased risk of developing SJS in individuals of Thai or Han Chinese ethnic
origin when treated with phenytoin. If these patients are known to be HLA-B1502-positive, phenytoin should be awided
when alternative therapy can be given. Use of phenytoin should only be considered if the benefits are thought to
outweigh the risks
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Figure 2. Drug-problem characteristics of UK HALs (n = 131)
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Figure 3. Other characteristics of UK HALs (n = 131)
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Figure 4. Overlap of HALs sent for unique drug advisories (n = 245) from
Canada, the UK, and the US
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Figure 5. Timing (publication date) of overlapping Canada, UK, and US HALs
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DISCUSSION

UK HALs have a moderately
consistent format; an author
was never listed, no obvious
marketing techniques were
present, letters were not
written on company
letterhead, and the inclusion
of the name of the drug
company was rare (n = 2)

A very small number of HALs
(n = 19) overlapped from the
three jurisdictions over a five
year period, raising
important questions about
discrepancies in drug safety
in all three jurisdictions

CONCLUSION

UK HALs have a fairly
consistent format

HALs differ in timing across
Canada, the UK, and the US
These differences across
jurisdictions with otherwise
similar approaches to the
practice of medicine raise
guestions about the
appropriateness and
evidence-base underpinning
HALs

These findings also point to
possible gaps in the
availability of appropriate
and clinically relevant
medication information in all
three jurisdictions

These gaps need to be
addressed to help ensure
that medications can be used
in a safer fashion

Linguistic analysis of HALs
across the three jurisdictions
and what implications this
may have on uptake of
information is an area of
interest for future research
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