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Statins and Cytochrome P450
interactions

Smvastatin: Updated prescribing adviceonusewith
other drugs and avoidance of grapefruit juice

Some statins (particularly simvastatin and
atorvastatin) are metabolised by cytochrome P450
(CY P3A4) and co-administration of potentinhibitors
of thisenzyme (such as‘azole’ anti-fungal agents or
HIV protease inhibitors) may particularly increase
plasmalevels of these drugs and so increase the risk
of dose-related sideeffects, includingrhabdomyolysis.

Therisk of serious myopathy isalso increased when
high doses of simvastatin are combined with less
potent inhibitorsof CY P3A4, including amiodarone,
verapamil and diltiazem.

Inaddition, recent pharmacokinetic evidencesuggests
that grapefruit juice should be avoided altogether, as
even modest quantitiesof thisdrink can significantly
increase exposure to simvastatin®.

A European-wide procedureto harmonisethenationally
approved product information for simvastatin has been
recently completed. The prescribing guidance for co-
administeringthesedrugswith simvastatinissummarised
in the table on page 2.

Other statins

For atorvastatin, caution should be exercised when
combining with any CYP3A4 inhibitor, especialy at
high doses, and patientsshould also avoid drinking large
quantitiesof grapefruit juice. Fluvastatinis metabolised
by a different cytochrome P450 enzyme (CY P2C9),
whilst pravastatinandrosuvastatin' arenot substantially
metabolised by cytochrome P450.

Warfarin

Careisneeded when prescribing some statinsto patients
taking warfarin — please check the specific product
information for further advice on possible interactions.

Always consider possible interactions when
prescribing statins
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Updated prescribing advice for simvastatin

Interacting drug

Potent CYP3A4 inhibitors:
HIV protease inhibitors
Azole antifungal agents
Erythromycin,
Clarithromycin,
Telithromycin

Prescribingadvice

Avoid simvastatin

Cyclosporin, Do not exceed
gemfibrozil, 10 mg simvastatin
niacin (>1 g/day)

Do not exceed
20mg simvastatin

Verapamil, amiodarone

Do not exceed
40mg simvastatin

Diltiazem

Grapefruit juice Avoid grapefruit
juice when taking

simvastatin

Rosuvastatin”
Always start at 10mg, specialist advice recommended
for titration to 40mg

Rosuvastatin” is a potent HMG Co-A reductase
inhibitor that was licensed and launched in the UK in
March 2003. Aswith other statins, muscletoxicity isa
recognised, dose-related adverse reaction, leading in
rare cases to rhabdomyolysis. The CSM has received
10 reports of suspected rhabdomyolysis with
rosuvastatin”. In a number of cases, the reports have
involved patients who have started on high doses of
rosuvastatin® and some have had pre-existing risk
factors for myopathy. The Marketing Authorisation
holder for rosuvastatin” has recently distributed two
letters to UK prescribers.

The main points are:

e All patients must start on theinitial dose of 10mg
rosuvastatin' oncedaily and should only betitrated
to 20mg if considered necessary after a 4-week
trial of 10 mg.

* The40mgdoseis contraindicated in patients with
predisposing risk factors for muscle toxicity.

* Specidist supervision is recommended when the
40mgdoseisinitiated (throughlocal lipid, diabetic
or cardiac clinics). The 40mg dose should only be
necessary for the minority of patients with severe
hyperchol esterolaemiaat high cardiovascul ar risk.

Patients who are currently taking 40mg and who have
not already been seen by aspecialist should havetheir

trestment reviewed at their next routine appointment
and appropriate down-titration of dose or specialist
referral should be considered.

Update on statins and rhabdomyolysis

Evidence from avariety of long-term studies of HMG
CoA reductase inhibitors (statins - particularly
simvastatin? ® and pravastatin® > ) has demonstrated
that these products are highly effective in reducing
morbidity and mortality from coronary artery disease.
The most common adverse reactions of statins are
relatively non-seriousand transient. Rarebut clinically
important adverse effects are elevations in hepatic
transaminases, peripheral neuropathy, and myopathy
including rhabdomyolysis (which is potentially life-
threatening).

The exact mechanism by which statins cause

rhabdomyolysis remains unclear, but the risk appears

to be dose-related. Risk factors include:

» Underlying muscle disorders, renal impairment,
untreated hypothyroidism, alcohol abuse and age
>70 years.

»  Concomitant useof other lipidlowering agentsi.e.
gemfibrozil, fenofibrate, other fibratesor nicotinic
acid.

* A history of myopathy with any lipid-lowering
treatment.

* Interactions(e.g. withdrugsinhibiting cytochrome
P450 — see table above).

Prescribers are reminded of the need to adjust
doses of statins in accordance with the
recommendations of each Summary of Product
Characteristics.

Patientsreceiving any statin should be asked to report
muscle pain, weakness or cramps immediately, and
stop treatment until this has been investigated. If
symptoms are severe or if creatine kinase is greater
than 5 times the upper limit of normal, treatment
should be withheld.

Please report all suspected adver se drug reactions
with rosuvastatinY and any serious suspected
reactionswith simvastatin, fluvastatin, ator vastatin
and pravastatin.

LiljaJdJet a. Brit J Clin Pharmacol 2004; 58: 56-59.
Scandinavian Simvastatin Survival Group. Lancet 1994; 344:
1383-1389.

Heart Protection Collaborative Group. Lancet 2002; 360:7-22.
Sacks FM et a. N Eng J Med 1996; 335: 1001-1009.
Shepherd Jet a. N Eng J Med 1995; 333: 1301-1307.
LIPID study group. N Eng J Med 1998; 339: 1349-1357.
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Reminder:
Par oxetine prescribing advice

The recommended adult daily dose is 20mg for the
trestment of depression, social anxiety disorder (SAD),
generalised anxiety disorder (GAD) and post traumatic
stress disorder (PTSD), and 40mg for the treatment of
obsessive compulsivedisorder (OCD) and panicdisorder.
Evidence from clinical trials of additional efficacy above
the recommended dose is lacking?.

Par oxetine should not be used in patients under 18
yearsin the treatment of depressive illness because of
anincreased risk of anumber of adverse effectsincluding
suicidal thoughts and self harm, and alack of efficacy in
this population?.

The available data do not suggest an increased risk of
suicidal behaviour in adults aged 18 or over, however, an
increased risk in some young adults cannot be ruled out.
Young adults treated with paroxetine should be
car efully monitored throughout treatment?.

As with all antidepressants, the risk of suicidal
behaviour may increaseat thebeginning of treatment*
5. Patients should bereviewed every 1-2 weeks at the start
of antidepressant treatment®.

Duetotherisk of withdrawal reactions, patients taking
paroxetineshould not stop thedrug suddenly. Cessation of
treatment shouldinvolveavery gradual downwardtitration.
If intolerable symptoms develop it may be necessary to
reinstate the previously prescribed dose and withdraw
more gradually’.

1. Public Health Link message of 11 March 2004 from Chairman of
CSM.

2. Public Health Link message of 10 June 2003 from Chairman of

CSM.

MHRA and CPM P websitesinformation issued on 22 April 2004.

Jick H, Kaye JA, Jick SS. JAMA 2004; 292: 338-343.

5. MCA/CSM Current Problemsin Pharmacovigilance 2000; 26; 3-
4.

6. British National Formulary, 47, section 4.3.

7. MHRA/CSM Current Problemsin Pharmacovigilance 2003: 29: 4.

~w

Cisapride: licences cancelled

The UK Marketing Authorisations (MA) for cisapride-
containing productsweresuspendedin July 2000, following
advice from the CSM, due to the risk of cardiac side
effects. CSM advised that the balance of risksand benefits
was no longer favourable.

Thisadvicewascommunicatedto UK healthprofessional s'.
Following this suspension, a Europe-wide review of the

risksand benefitsof cisapridetook placeunder theauspices
of the Committee for Proprietary Medicina Products
(CPMP).

On the advice of the CPMP, the European Commission
decided that cisapride-containing products should be
maintained within Europe but with restricted indications
in adults and children after failure of other treatment
options. A condition of the MAs was that al patients
treated with cisapride should be enrolled in either a
clinical safety study/registry or aclinical tria to evaluate
efficacy.

The UK MAs remained suspended until October 2003,
when the MA Holder, Janssen Cilag, voluntarily decided
not to implement the EU decision in the UK. Instead they
have decided to cancel al existing UK MAs.

1. MCA/CSM Current Problemsin Pharmacovigilance 2000; 26: 9.

Tolcapone (Tasmar ¥): return to market

Tolcapone (Tasmar”) is a catechol-O-methyltransferase
(COMT) inhibitor medicine developed for use in
Parkinson’ sdisease. In February 1999 weinformed you of
the withdrawal of tolcapone following serious hepatic
reactions and neuroleptic malignant syndrome (NMS)™.

At its April 2004 meeting the European Committee for
Proprietary Medicinal Products recommended lifting the
suspension of the Marketing Authorisation for tolcapone.
This followed review of the available clinical evidence
including evidence of increased efficacy for tolcapone
over entacapone in the control of motor fluctuations in
patients with advanced Parkinson’s disease.

Tolcapone will be made available with the restricted
indication in patients “who failed to respond to or are
intolerant of other COMT inhibitors’.

Thefollowing conditionswill beappliedto useof Tasmar:

* More frequent liver function monitoring and closer
attention to the monitoring of possible signs and
symptoms of underlying liver disease.

»  Contraindicationin patientswith severedyskinesiaor
with a previous history of NMS.

» Restriction on prescribing to physicians experienced
in the management of advanced Parkinson’s disease.

The safety of Tasmar” will be closely monitored by the
MHRA and CSM.

1. MCA/CSM Current Problemsin Pharmacovigilance 1999; 25: 2.
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Review of the evidence on long-term
safety of HRT

In thelast 2 years several important studies of the
use of hormone replacement therapy (HRT) have
been published, including the Women’s Health
Initiative (WHI) randomised placebo-controlled
trial and thelarge observational Million Women’s
Study (MWS) in the UK.

Previous editions of Current Problems in
Pharmacovigilance® 2 have described the
implications of the findings from these studies for
prescribingHRT intheUK. In December 2003, the
Chairman of theCommitteeon Safety of M edicines
(CSM)wrotetoall health car eprofessionalsadvising
them that for the prevention of osteoporosis, the
risks from long-term use of HRT outweighed the
benefitsand that, in women over theageof 50, HRT
should no longer bethe therapy of first choice for
this purpose.

Since then, the oestrogen-only HRT arm of the
WHI trial®*andtheHABI TStrial*havebeen stopped
early (see below). This article summarises the
current evidence on the long-term safety of HRT
and presentsthe latest advice from the CSM.

New data

WHI trial - Oestrogen-only HRT

In March 2004, the oestrogen-only (conjugated equine
oestrogen, 625microgramsdaily) arm of theWHI trial,
in women aged between 50 and 79 years and with a
hysterectomy, wasstopped after 6.8 years, ayear ahead
of schedul€’.

Thisdecisionwasto avoid theunnecessary exposureof
womentoanincreaseintherisk of strokeinview of the
anticipatedlack of changein outcomefor breast cancer
(whichwas not increased in users) or for heart disease
(which showed no benefit).

WHI Memory Study (WHIMYS)

The oestrogen-only arm of a sub-study of the WHI
trial, WHIMS, was stopped at the same time as the
main study. WHIMS investigated the effect of
conjugated equine oestrogen (625micrograms daily)
on the development of dementia, prevention of mild
cognitive impairment and global cognitive function.

The results of this study® ¢ indicate that conjugated
equine oestrogen does not protect women over the age
of 65 years against mild cognitive impairment or
probable dementia.

MWS - Mammogr aphy

New data on the adverse effect of HRT on
mammography have become available from the large
UK observational study of women attending for the
NHS breast screening programme, theMillion Women
Study”&.

HABITStrial

InFebruary 2004, thisrandomised, prospectivefollow-
up study, which examined the risk of breast cancer
recurrencewithHRT use, wasprematurely stopped. In
this study even short-term use of HRT was found to
pose an unacceptably highrisk of diseaserecurrencein
women who had previously had breast cancer. A
similar trial, the Stockholm study, did not find such an
increasebut wasal so stopped, primarily onthegrounds
that recruitment would now be overwhelmingly
difficult®.

Further data from the oestrogen-only arm of the
WHI trial and the MWS ar e expected.

Benefits of HRT

Menopausal symptoms

HRT is effective in relieving symptoms of the
menopause. Thesemay includehot flushes, night swests,
vaginal dryness and discomfort, difficulty in sleeping
and consequential depression, mood swings, tiredness
and poor concentration. In most cases, the short-term
useof HRT isenoughtorelievethese symptoms, which
may recur for a short time after stopping therapy.

Osteoporosis

Use of oestrogen-only and combined HRT can help
prevent osteoporosis (thinning of the bones) and so
reduce the risk of hip (see table on page 6) and other
fractures’. These beneficial effects do not persist for
long after HRT is stopped.

Colon cancer

In the WHI trial, combined HRT, but not oestrogen-
only HRT, significantly reduced thenumber of casesof
colon cancer (see table on page 6).

Risks of HRT

The main risks associated with HRT are summarised
below - where possible, estimates of absolute risk are
provided in the table on page 7. CSM advice remains
that for the majority of women with menopausal
symptoms that affect their quality of life the risk is
generally small and is outweighed by the benefits of
short-term treatment. Women should be counselled
appropriately with respect to the benefits and possible
risks (see table on page 6).
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Much of the evidence from randomised controlled
trials relates to the specific use of oral conjugated
equine oestrogen with or without added
medroxyprogesteroneacetate. Itisnot yet clear whether
theserisksextendto al other HRT products, however,
the limited available data do not suggest substantial
variation between products.

Breast cancer

The Million Women Study® (MWS) demonstrated an
association between HRT and an increased risk of
invasive breast cancer that increased with duration of
use.

Therisk of breast cancer isincreased withinafew years
of starting HRT but fallswhen women stop treatment,
reaching the same level as women who have never
taken HRT within 5 years of stopping.

The relative risk of breast cancer was significantly
greater for combined HRT (relative risk, RR = 2.00
[1.88-2.12] versusnon HRT-users) thanfor oestrogen-
only HRT (RR=1.30 [1.21-1.40] versus non HRT-
users) and was the same for al combined products,
irrespectiveof thetypeof progestogenanditssequential
or continuous addition to oestrogen.

Thecombined arm of theWHI trial (conjugated equine
oestrogen, 625micrograms  daily and
medroxyprogesterone acetate, 2.5mg daily)**
demonstrated asignificantincreaseintherisk of breast
cancer that increased with duration of treatment (RR =
1.24 [1.02-1.54] versus placebo).

Preliminary resultsfromtheoestrogen-only armof this
trial*in women with a hysterectomy, demonstrated no
increasein therisk of breast cancer after an average of
6.8 years of treatment (RR = 0.77 [0.59-1.01] versus
placebo)?.

Therelativerisksobserved in association with both the
combined and oestrogen-only HRT preparationsinthe
WHI tria are lower than those seen in the MWS and
other observational studies.

New datafrom the MWS confirm that HRT adversely
affectsthesensitivity and specificity of mammography
andthereforetheradiol ogical detectionof breast cancer.
They also suggest that the effect of HRT on
mammographic specificity may last for up to 5 years
after stoppingtreatment. CSM hasadvisedthat stopping
HRT intheweeksprior tomammography maytherefore
be of no benefit.

Recent evidence from the HABITS trial suggests that
HRT may increase the recurrence of breast cancer in

womenwhohavepreviously hadthedisease. However,
asimilar study in Stockholm showed no increase and
data from further trials are awaited. HRT is
contraindicated in women who have previously had
breast cancer.

Coronary heart disease (CHD)

The combined arm of the WHI trial (in mainly healthy
women) and the Heart and Estrogen/progestin
Replacement Study (HERS, inwomenwith ahistory of
heart di sease) haveboth shownapossiblesmall increase
intherisk of coronary heart diseasein thefirst year of
using conjugated equine oestrogen and
medroxyprogesteroneacetateand no evidenceof overall
benefitin up to 5 years use. The oestrogen-only arm
of the WHI trial aso failed to show cardioprotection.

Stroke

TheWHlI trial found anincreaseintherisk of strokein
HRT users that was of similar magnitude in both the
combined HRT and oestrogen-only HRT arms.

Cognitive function
Inthe WHIM Sstudy, inwomenwho started HRT after
the age of 65 years, conjugated equine oestrogen did
not protect against mild cognitive impairment or
probable dementia.

Furthermore, in the combined arm of this study,
conjugated equineoestrogen and medroxyprogesterone
acetatedoubledtherisk of probabledementia, an effect
that was only significant in women over the age of 75
years. Thesefindingsmay beof littlerelevancetoHRT
usersin the UK, the mgjority of whom use HRT at a
much earlier age.

Venous thromboembolism

HRT has been shown to increase the risk of venous
thromboembolism (deep vein thrombosis and
pulmonary embolism) in the vast majority of studies,
an effect that isgreatest in thefirst year of using HRT.

Endometrial cancer

Inwomen with anintact uterusthe risk of endometrial
hyperplasiaand cancer increases with increasing dose
and duration of use of unopposed oestrogens. Adding
aprogestogen to oestrogen-only therapy for at least 12
days per month greatly reduces this risk.

Ovarian cancer

Observational studies'?** indicate a small increase in
the risk of ovarian cancer in hysterectomised women
after long-term oestrogen-only HRT. The risks
associated with use of combined HRT are currently
unknown.
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Summary of therisks and benefits associated with using HRT.

Condition Age of Number of cases/| Extra number of casesin 1000 HRT usersfor 5
woman (yr) | 1000 non-HRT yearsHRT use over the same period*
users
Cumulative cancer risk over 5years Oestrogen-only Combined HRT
Breast cancer
Million Women 50-64 142 15(x1.5) 6 (£1)
Study
CEE’ | CEE + MPAP
WHI 50-79 15 16 No significant effect 4 (£4)
Endometrial cancer 50-69 3P 5 (x1)° Cannot be estimated?
Ovarian cancer® 50-69 3 1(%1) Not known
Cardiovascular risksover 5years
CEEP | CEE + MPAP
Stroke 50-59 8 3 2(x2) 1(x1)
60-69 15 11 6 (+4) 4 (£3)
VTE 50-59 6.5 3 1(x1) 4(+2)
60-69 115 8 4 (+4) 9 (£5)
Benefits over 5years Reduced number of casesin 1000 HRT users over
the same period
CEE® |CEE + MPAP
Colorectal cancer 50-59 6 3 No significant effect 1(x1)
60-69 10 8 3(x2)
Fracture of neck 50-59 0.5 15 0.3 (x0.5) 0.3(x1)
of femur?® 60-69 55 55 3(x2) 3(x2)

Numbers are best estimates (+ approximate range from 95% Confidence Intervals).

* All values are from the WHI trial unless otherwise stated.

a A cumulative risk of 14 cases/1000 non-HRT users over 5 years has been used to facilitate comparison of the MWS
and the WHI studies.

b Estimates from the placebo groups of the WHI trial.

¢ Relative risk associated with 5 years' use of oestrogen-only HRT (RR = 2.8[2.3-3.5] from meta-analysis®™.

4 Risk cannot be reliably estimated - the addition of a progestogen for at least 12 days per month greatly reduces the
additional risk of endometrial cancer dueto unopposed oestrogen, but the magnitude of the reduction ispoorly defined
at present.

e Sources of data for al ovarian cancer estimate!? 114,

1. MCA/CSM Current Problemsin Pharmacovigilance. 2002; 28:1- 7. V Bera et al., Menopause and Hormone Replacement, RCOG

2. Press 2004 (in press).

2. MHRA/CSM Current Problemsin Pharmacovigilance. 2003; 29: 8. E Bankset a., BMJ 2004, 328: 1291-2.
1-3. 9. Cauley JA et d., JAMA 2003; 290(13): 1729-38.

3. Holmberg L and Anderson H for the HABITS Steering and Data ~ 10. Million Women Study Steering Committee Lancet 2003; 362:
Monitoring Committees. Lancet 2004;363:453-455. 419-427.

4. Women'sHealthInitiative Steering Committee. JAMA 2004;291:  11. Writing Group for the Women's Health Initiative Investigators.
1701-1712. JAMA 2002; 288(3): 321-222.

5. Schumaker S et a for the Women's Health Initiative Memory ~ 12. Lacey JV, et a.. JAMA 2002; 288(3). 334-342.
Study Investigators. JAMA 2004; 291: 2947-58. 13. Riman et a., J Natl Cancer Inst 2002; 94: 497-504.

6. EspelandM etal.fortheWomen'sHealthInitiativeMemory Study ~ 14. Rodriguez et al., JAMA 2001; 285: 1460-1465.
Investigators. JAMA 2004; 291: 2959-68. 15. Grady D et al., Obstet & Gynaecol. 1995; 85: 304-313.
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HRT advicefor prescribers

For the treatment of menopausal symptomsthe benefits of short-term HRT are considered to outweigh therisks
in the majority of women.

Each decision to start HRT should be made on an individual basis with a fully informed woman.

Inall cases, it isgood practice to use the lowest effective dose for the shortest possible time and to review the
need to continue treatment at least annually. This review should take into account new knowledge and any
changesin awoman’srisk factors and personal preferences.

For postmenopausal women who are at an increased risk of fracture and are aged over 50 years, HRT should be
used to prevent osteoporosis only in those who are intolerant of, or contraindicated for, other osteoporosis
therapies.

Women who are receiving HRT for their menopausal symptoms will benefit from the effect of HRT on
osteoporosis prevention whilst on treatment.

Healthy women who have no menopausal symptomsshould be advised against taking HRT astherisksoutweigh
the benefits.

HRT does not prevent coronary heart disease or adeclinein cognitive function and should not be prescribed for

these purposes.

e HRT remains contraindicated in women who have had breast cancer.
e For women without a uterus, oestrogen-only therapy is appropriate.

e For women with a uterus, oestrogen plus progestogen is recommended. However, women should be fully
informed of the added risk of breast cancer and be involved in the decision-making process.

Combined oral contraceptives: Venous
thromboembolism

Yasmin and the risk of venous thromboembolism -
comparable with other combined oral contraceptives

Venous thromboembolism (VTE) is avery rare reaction
that iswell known to occur in association with combined
(oestrogen and progestogen) oral contraceptives (COCs).
Thereis evidence to suggest that the level of risk of VTE
differsdepending onwhich progestogenisusedinthepill.
Y asmin isthefirst combined contraceptive to contain the
progestogendrospirenone. Inadditiontoitsprogestogenic
action, drospirenone has antiandrogenic and mild
antimineralocorticoid properties. Since VTE is a rare
event, theexact risk of V TE associatedwiththecombination
of drospirenonewith oestrogenin Y asminwas not known
at the time of licensing. This lack of datais reflected in
product information.

Data from a Prescription Event Monitoring study carried
out inthe UK suggested that there might be ahigh rate of
VTE associated with Yasmin. However, this is a non-
comparative study in which women were evaluated in
their first year of using Y asmin, when therisk of VTE in
association with any COC is known to be highest.
Reassuringly, interimdatafromalarge, non-interventional
comparative cohort study (Y asmin users, levonorgestrel
COC usersand other COC users), that hasso far examined
over 52,000women-years(approximately 46,500 women)
of exposure, including over 16,000 women-years in

Y asmin, suggest that the rate of VTE in Yasmin usersis
comparable with the rate in users of the comparator
combined oral contraceptives. Thisstudy will befinalised
in early 2006 and the results will be available mid 2006.

In contrast to previous observational studies, which had
very strict exclusion criteria, women with additional risk
factorsfor VTE (such asobesity, surgery and immobility)
wereincluded in both these studies. Reported incidences
of VTE aretherefore higher than those currently quotedin
product information.

Prescribers arereminded that:
* All combined oral contraceptives increase the
risk of VTE.

* Inalargecohort study therisk of V TE associated with
use of Yasmin does not appear to differ from that
associated with use of the comparator combined oral
contraceptives.

e Many factors increase the risk of VTE, including
obesity (BMI1>30), and these should be taken into
considerationwhendecidingwhichisthemost suitable
method of contraception.

Prescribing note:

Combined oral contraceptives, including Y asmin, should
be prescribed with caution to obese women (BM1>30), or
those with a higher baseline risk of VTE.
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Reminder: Thiazolidinediones
(glitazones) contraindications

Rosiglitazoneand pioglitazoneare contraindicatedin
combination with insulin and in patientswith cardiac
failure or a history of cardiac failure

Evidence from Y ellow Cards and usage dataindicate
that rosiglitazoneand pioglitazonearebeing prescribed
incombinationwithinsulin, despitethisbeingacontra-
indication for both products.

These data also indicate that thiazolidinediones are
being prescribedin patientswith cardiacfailure, which
is a contraindication with rosiglitazone and
pioglitazone. This off-label use of glitazones may be
causing or aggravating cardiac failure.

Diabetesisinitself astrong risk factor for congestive
heart failure (CHF)'. Since 2000, approximately
120,000 patients have received a prescription for
rosiglitazone and 33,000 patients for pioglitazone in
the UK?2,

Seven spontaneousreportsof cardiacfailureor oedema
or both in patients receiving either rosiglitazone or
pioglitazone in combination with insulin have been
received. In addition 12 reports of aggravated cardiac
failurein association with the use of these agentshave
beenreceived. Duetohigher level sof patient exposure,
rosiglitazone has been associated with the greatest
number of spontaneous reports.

Prescribers are reminded that rosiglitazone and

pioglitazone should not be used:

* In patients with cardiac failure or a history of
cardiac failure (NYHA stages| to 1V).

e |n combination with insulin.

1. Nesto R.W. Circulation 2003; December 9: 2941-2948.
2. DIN-LINK, CompuFile Ltd, May 2004.

Risk: benefit of Co-proxamol

In England and Wal esbetween 300 and 400 peopledie
each year following deliberate or accidental overdose
with co-proxamol (Distalgesic; Cosalgesic; Dolgesic),
afixed-dose combination of paracetamol (325mg) and
the weak opioid analgesic, dextropropoxyphene
(32.5mg) indicatedfor thetreatment of mildtomoderate
pain.

Combination with alcohol or CNS depressants is

particularly hazardous and may cause fatal apnoea or
cardiac arrhythmia. Therationalefor the extensive use
of this combination product is not evidence based,;
dextropropoxyphene is a weak analgesic and co-
proxamoal has not been shown to have greater efficacy
than full strength paracetamol. In view of its well-
established toxicity in overdose and poorly defined
clinical value, the role of co-proxamal is currently
under review and is the subject of apublic request for
information (consultation details are available on the
MHRA website www.mhra.gov.uk).

In order to reduce therisk of fatal self-poisoning with

co-proxamol, prescribers are reminded to:

* RESTRICT the number of tablets prescribed at
any onetimeto the smallest quantity necessary for
the condition being treated.

* AVOID prescribing co-proxamol for patientswho
may be at risk of self-poisoning or those with a
history of acohol abuse.

* ADVISE patients that the tablets are for their use
only; therecommended dosemust not beexceeded;
that the drug can be extremely dangerousiif taken
withalcohol or CNSdepressantsand that unwanted
tablets should be returned to a pharmacy for
disposal.

* INFORM patients that they should be given a
patient information leaflet with their medicine and
to ask for oneif it is not offered.

SSI BCG vaccine and local reactions

Statens Serum Institut (SSI) BCG vaccine was
introduced into the UK immunisation schedule in
November 2002 following withdrawal of the Evans
BCG vaccines.

There are 2 important differences between the Evans
and SSI products. Firstly, SSI BCGisavailableonly as
an intradermal formulation and this technique has
replaced use of the percutaneous techniquein younger
children. Secondly, the lower age limit for use of the
0.1ml dose of vaccine hasincreased from 3 monthsto
1 year. There are other pharmaceutical differences
betweenthe Evansand SSI BCG vaccines. Inparticular,
SS| vaccine contains a more potent substrain® of
Mycobacterium bovis, compared with the previous
Evansvaccine.

The MHRA and CSM have recently reviewed the
suspected adverse drug reactions (ADRS) reported via
the Y ellow Card Schemein association with SS| BCG
in the context of those reported in association with
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Evans BCG vaccine over the preceding 10 years. The
most commonly reported ADRs were similar for both
vaccines. Almost half of the suspected ADRsreceived
in association with the SSI BCG vaccine to date have
been due to immediate reactions such as fainting that
aremost likely to result from reactionsto the process of
vaccination rather than the vaccine itself. Thisis not
uncommon when vaccines are administered to
adolescents.

Injectionsitereactionscontributea most aquarter of all
ADRsreported with SSI BCG vaccine, the majority of
which were not serious. CSM noted that a higher
proportion of local reactions associated with SSI BCG
vaccine have been reported in neonates and young
children compared to BCG vaccinein the preceding 10
years.

It is not clear whether this increase in reporting of
injection sitereactionsin these age groups compared to
Evans vaccine is a consequence of an increase in
immunisation of neonates and infants, a more
reactogenicvaccine, amoredifficultinjectiontechnique,
or acombination of these factors.

Asexpected for anew black triangledrug, thereporting
rate for ADRswith SSI BCG is higher than for the old
Evans vaccine, but the true incidence of ADRS cannot
be calculated on the basis of Yellow Card data. The
CSMsrecent review has not identified any new safety
concernsfor SSI BCG. Theproduct informationfor SS
BCG gives detailed guidance on the intradermal
administration technique and thisshould be adhered to.

As with all medicines and vaccines, the MHRA and
CSM will continue to keep the safety of SSI BCG
vaccine under review. Please report suspected adverse
reactions associated with vaccinesthrough the Y ellow
Card Scheme.

1. Smith & Starke (1999). Bacille Calmette-Guerin Vaccine. In
Plotkin S & Orenstein W, eds. Vaccines Philadelphia,
Pennsylvania, WB Saunders Company, 1999: 111-139.

Changes in the names of certain
medicines

Confusion between Mer captamineand Mer captopurine

Mercaptamine is the new name for Cysteamine
following therecent changeover from British Approved
Names (BANSs) to recommended International Non-
Proprietary Names (rINNs). On 8 June 2004, we sent a
messageto healthcareprofessional saskingthemtotake
particular care when prescribing or dispensing

mercaptamine and mercaptopurine.

A number of incidents have been reported to the
MHRA involving confusion between mercaptamine
and mercaptopurineduetothesimilarity intheir names
and the fact that both are available as 50mg solid oral
dose presentations.

Further information, including the full text of the
message and advice from the National Patient Safety
Agency on how to minimise the risk of medication
errors during the BANs to rINNs changeover can be
found on the MHRA website at http://
medi cines.mhra.gov.uk/inforesources/productinfo/
banrinn.htm

Pharmacists are asked to be particul arly vigilant when
dispensing these medicines.

Reminder: Flucloxacillin and
serious hepatic disorders

Flucloxacillin treatment isvery rarely associated with
anincreasedrisk of hepatic disorders, namely, hepatitis
and cholestatic jaundice. In some patients, almost
always those with serious underlying disease, these
adverse reactions have been fatal.

The Committee on Safety of Medicines (CSM) has

previously advised that:

e The onset of hepatic reactions may be delayed for
several weeks (up to 2 months) after treatment with
flucloxacillin has stopped.

¢ These reactions are related neither to the dose nor
to the route of administration of flucloxacillin.

¢ Risk factors include treatment for more than 2
weeks and increasing age.

Prescribers are reminded that:

e Flucloxacillin should not be used in patientswith a
history of flucloxacillin-associated jaundice or
hepatic dysfunction.

e Flucloxacillinshouldbeusedwith cautioninpatients
with evidence of hepatic dysfunction.

e Careful enquiry shouldbemadeconcerning previous
hypersensitivity reactions to 3-lactams.

1. MCAJ/CSM Current Problems 1992; 35: 2.
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I nteraction between warfarin and
cranberry juice: new advice

Patientstakingwarfarinshouldavoidtakingcranberry
juice, or other cranberry products unless the health
benefits are considered to outweigh any risks

Last year two publications relating to Yellow Card
reports highlighted a possible interaction between
warfarin and cranberry juice®2 In addition, a further
case report has been published this year®.

Following this publicity, we have now received atotal
of 12 reports of suspected interactions involving
warfarin and cranberry juice. Eight cases involved
increases in INR and/or bleeding episodes, in three
cases the INR was reported to be unstable and in one
case the INR was seen to decrease.

CSM has reviewed these cases and concluded that
there is now sufficient evidence of an interaction for
formal advice to be issued.

It is not possible to define a safe quantity or brand of
cranberry juice, therefore patients taking warfarin
should be advised to avoid thisdrink unlessthe health
benefitsareconsideredto outweighany risks. Increased
medical supervision and INR monitoring should be
consideredfor any patient takingwarfarinand aregul ar
intake of cranberry juice.

Itisnot known whether other cranberry products, such
as capsules or concentrates, might also interact with
warfarin. Thereforesimilar caution should beobserved
with these products.

Product information for warfarin products is in the
process of being updated to reflect this new advice.

1. MHRA/CSM Current Problems in Pharmacovigilance. 2003;
29: 8.

2. R Suvarnaet a. BMJ 2003; 327: 1454.

3. PGrant. TheJournal of Heart Valve Disease 2004; 13: 25-26.

Black cohosh (cimicifugaracemosa) and
hepatotoxicity

Hepatotoxicity has been reported with black cohosh

Black cohaosh (cimicifugaracemosa) has traditionally
been used to treat a variety of conditions including
rheumatism, rheumatoid arthritis, intercostal myalgia,
sciatica, chorea, tinnitus, dysmenorrhoea, and uterine
colic. Currently black cohosh is mainly used to treat

menopausa symptomsandit may becomemorewidely
used as women seek an alternative to hormone
replacement therapy. However, the efficacy and long
term safety of black cohosh is not clear.

Recognised adverse effects of black cohosh include
gastrointestinal irritation, headache, dizziness and
vomiting.

There have been 10 reports of suspected adverse
reactions associated with black cohosh, 7 of which
have been reports of hepatotoxicity. The first case of
hepatotoxicity was received in 1998.

Oneof theseven casesinvolved awomanwho devel oped
life-threatening hepatitiswith cholestaticjaundice. No
medical causewasidentified and the patient wason no
other medication. In another case awoman devel oped
hepatitis and investigations to exclude other causes of
hepatitis were negative. The remaining 5 cases had
abnormal liver functiontests. All patientsrecovered or
were recovering at the time of reporting.

Outside the UK, two cases have been reported where
the patients have required liver transplantation; one
wasassoci ated with aherbal remedy containing several
other ingredientst2.

The mechanism for hepatotoxicity with black cohosh
is not known. However, an immunological response
has been suggested®.

Healthcare professionals are reminded to ask about
the use of herbal medicinesin patients presenting with
symptoms or signs of hepatotoxicity and to report, via
the Yellow Card Scheme, cases of hepatotoxicity or
any other suspected adver sereactionsassociated with
black cohosh.

1.
2.

Whiting PW et a. MJA 2002; 177: 440-443.
Lontos Set al. MJA 2002: 390-39.

VAN

Healthcare professionals are reminded to ask patients
about their use of herbal remedies and Traditional
ChineseMedicineswheninvestigating possibleadverse
reactions. The MHRA continues to receive reports of
Traditional Chinese Medicines (TCM) containing
prohibited ingredients. Examples of ingredients we
have identified in TCMs include the following:

Reminder: Safety  of
Traditional ChineseM edicines
and herbal remedies
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Prohibited herbal ingredients:
Aristolochia: prohibited in unlicensed medicines.
It is associated with kidney failure and cancer.

Ephedrine: not permittedtobeadded tounlicensed
herbal medicine. It hasbeenassociatedwith cardiac
problems and stroke.

Prescription medicines:

Corticosteroids: have been found in “herbal”
creams used to treat skin conditions. Particularly
where used in uncontrolled amounts, topical
corticosteroids may cause skin thinning and in the
long term worsen conditions such as eczema and
dermatitisaswell aslocal, and possibly systemic,
immunosuppression.

Fenfluramine: an appetite suppressant whichwas
associated with cardiac problems and withdrawn
globally on safety grounds. Nitr osofenfluramine,
arelated substance, istoxic to the liver.

Glibenclamide: an anti-diabetic agent. Improper
use can result in coma and death.

Toxic and biological products:

Mercury, lead and arsenic: not permitted in
unlicensed herbal medicines. These variously can
cause harmful effects including severe nausea,
abdominal pain, kidney damage, impairment of
mental function and convulsions.

Human placenta: not permitted in unlicensed
herbal medicines. Possible risk of transferring
infections such as hepatitis C or HIV.

Excretafrom bats: animal ingredient not permitted
inunlicensed herbal medicines. May poseavariety
of public health risks.

The presence of these substances is illegal and
potentially very harmful. The patient may not beaware
of theadded ingredient astheseingredientsare usually
not declared on the product |abel.

Please report any suspected adverse reaction
associated with herbal remedies or Traditional
Chinese Medicines through the Yellow Card
Scheme.

1. MCA/CSM Current Problems in Pharmacovigilance 1999;
iﬂséi?.CSM Current Problems in Pharmacovigilance 1996;
iAZCiO/.CSM Current Problems in Pharmacovigilance 2001;
i/l%i\z/.CSM Current Problems in Pharmacovigilance 2002;

28: 6.

2.

Doseadjustment and monitoring of L ow
Molecular Weight Heparins

New advice for enoxaparin (Clexane): patients with
severe renal impairment
Monitoring Anti Factor-Xa activity may be helpful in
patients receiving LMWH who are at risk of bleeding
or are actively bleeding

Bemiparin, certoparin, dalteparin, enoxaparin, reviparin
and tinzaparin are Low Molecular Weight Heparins
(LMWHSs), licensedfor differingindications. LMWHs
are indicated for the prevention of venous thrombo-
embolismand someareal soindicated for thetreatment
of deep venous thrombosis, pulmonary embolism,
unstablecoronary artery diseaseand for theprevention
of clotting in extracorporeal circuits.

Prescribers are reminded of the need to refer to
individual product information regarding indications,
cautions, appropriate dose-adjustment and
contraindications in patients with risk factors for
bleeding, such as renal or hepatic impairment.

Severe renal impairment is a contraindication for use
of reviparin and certoparin, whereas cautionisadvised
for dalteparinand bemiparinand dosereduction should
be considered for tinzaparin.

The Marketing Authorisation holder for enoxaparin
hasissued new prescribing advice ondosereductionin
severe renal failure and this is summarised below.
Careful clinical monitoringisadvisedfor mild/moderate
renal impairment.

Enoxaparin: New prescribing advice

Treatment dosage ranges

Standard dosing Severe renal impairment
1 mg/kg twice daily 0 1 mg/kg once daily
1.5mg/kgoncedailly O 1mg/kgoncedaily

Prophylactic dosage ranges

Standard dosing Severe renal impairment
40 mg once daily 0 20 mgoncedaily

20 mg once daily 0 20 mgoncedaily
These adjustments do not apply to the haemodialysis indication.

Anti-Factor Xa monitoring is not normally required,
but may be considered in those patients treated with
LMWH who aso have either an increased risk of
bleeding (such asthose with renal impairment, elderly
and extremes of weight) or are actively bleeding.

11
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TheYedlow Card Scheme MHRA

Medicines and Healthcars products

COMMITTEE ON SAFETY
] f
OF MEDICINES o

Safeguarding public health
Do you suspect that your patient has experienced an adverse drug reaction?
If so, don’t delay, report it today.

Did you know there is a website dedicated to the Yellow Card Scheme?

www.yellowcard.gov.uk provideseasy accessto the electronic Y ellow Card and enables health professionalsto
report suspected adverse drug reactions. The site also providesinformation about the Y ellow Card Scheme and

has links to other useful websites.

www.yellowcar d.gov.uk

The Yellow Card Scheme acts as an early warning system for the identification of previously unrecognised
reactions. It also enables usto investigate in detail established adverse drug reactions in order to identify risk
factors, outcome of the adverse drug reaction and other factors that may affect clinical management. Better
understanding of recognised reactions allows usto give advice on how medicines can be used more safely. The
val ue of the Scheme hasbeen demonstrated on many occassionsthroughtheearly detection of drug saf ety issues.

Anindependent review of the scheme has recently been conducted to consider increasing accessto the data and
to strengthen the scheme. Further information is on the MHRA website.

Thecontinued successof the Schemeisdependent on thevigilanceof UK healthcar epr ofessionalsand your
willingnessto report suspected adver se drug reactions. Every report can make a difference.

Contact information
For further information about the Y ellow Card Scheme or to request Y ellow Cards please contact usin one of

the following ways:

< Writeto usat: Medicinesand Healthcare products Regulatory Agency, CSM FREEPOST, London, SW85BR

@& Call the Nationa Y ellow Card Information Service on 0800 731 6789

“B Visit our website http://www.mhra.gov.uk emall  pharmacovigilance@mhra.gsi.gov.uk

You are helping the CSM and MHRA to protect public health.

Current Problemsin Pharmacovigilance is produced by the Committee on Safety of Medicines and the Medicines and Healthcare products
Regulatory Agency.

Editorial Board: Professor G.Duff, Professor M. Kendall, Dr J.M. Raine, Miss S. Wark, Mrs L. Henderson

Enquiries, commentsand suggestionsto MrsL. Henderson, Medicinesand Healthcare products Regulatory Agency, Market Towers, 1 Nine
Elms Lane, London SW8 5NQ

Dentistsshould notify achange of addr essby writing to Medical Mailing Company, Coltex House, Rectory Place, Loughborough, LE111TW,
or by dialling the hotline number 0800 626387. Addresses supplied in connection with mailings on behalf of CSM and MHRA will not be used
for other mailings without the permission of the individual concerned.
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