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Dear Colleagues!

Medicines provide enormous health
benefits, however associated with risk,
Mational Coordination Centre (NCC) for
Pharmacovigilance Programme of India
{PvPl) has received about 54,000
Individual Case Safety Reports (ICSRs)
till date. We review these reports
regularly to assess the benefits and risk
of medicines. Spontaneous adverse
event reports are one of the basis for
updating product labelling and
communicating new information about
risks associated with the use of
medicines to healthcare professionals
and patients. The broad aim of this issue
is to bring together recent infarmation
on drug safety and regulatory measures
fram India and across the world. It is
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W SECRETARY-CUM-SCIENTIFIC DIRECTOR'S MESSAGE

important to note that any suspected
Adverse Drug Reactions {ADRs)
following the use of medicine can be
reported to the nearest ADR Manitoring
Centres (AMCs) using suspected
adverse reaction reporting form or via
pvpi@ipcindia.net/pvpi.ipcindia
@gmail.com, To make this
communication more effective and
nationwide, | take this opportunity to
encourage clinicians, team of AMCs,
ather healthcare professionals and
other stakeholders to continue to
report all ADRs.

| wish to thank all stakeholders
gspecially those who have been
working tirelessly with the AMCs, | also
encourage other stakeholders for their
active participation and cooperation.
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Mr. Lahouri Belgharbi, Technical Officer
WHO-HQ: Appreciating NCC PuPI

Mr. Lahouari Belgharbi (WHO HQ-Geneva)
Technical Officer visited IPCon 157 July 2013
to address the Induction course for Drug
Inspectors of COSCO at |PC Ghaziabad. He
also reviewed the activities of PvPl and
appreciated the progress.
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WHO-UMC QUALITATIVE COMPLETENESS SCORING FOR INDIAN ICSRs

WHO-UMC assesses and circulates the completeness score of completeness score varies from 0-1 depending upon the
the ICSRs to their respective National Centres periodically. IPC quality of report. On an average the Indian status issued by
is functioning as NCC far PvPl since 2011 and the quality of UMC for three consecutive years are as follows,

ICSRs submitted from India is Increasing, WHO-UMC

Average Completeness score over time by figid
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ADRs REPORTING STATUS OF INDIVIDUAL AMCs FOR THE PERIOD OF MAY TO JULY 2013

This summary report includes the status of IC5Rs submitted WEST ZONE
by AMCs to NCC through Vigiflow (WHO global drug safety 5
L
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database) from the period of May 2013 to luly 2013, Atotal of
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7124 ICSRs were received in this period from the AMCs of ?
different zones, the details are depicted in Figure 3to 7.
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PIOGLITAZONE

Key message:
Patient should be repularly monitored while preseribing pioglitazone. Surveillance is required to assess the benefit and risk w the
patient for the use of ploglitnzone.

Status at NCC-PvPI

Till June, 2013 a total number of 50 ICSRs were reparted to
NCC-PvPl in which Pioglitazone is suspected drug for
occurrence of ADRs. From the total ICSRs of Pioglitazone
received at NCC, we found that females are more prone to
develop ADRs as compared to males as showninthe fig 8. The
patients in age group of 45-60 year (56%) are at higher risk of
having ADRs related with the use of Pioglitazone as shown in
figg. Fig. 11: Distribution af Seriows ond Non-Serinus ICSRs

W Non-Serious
Sericus

Table.1: Summary of Serfous ICSRs of Pioglitazone
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Out of 54 ADRs reported for Pioglitazone, the most iy
commonly affected System organ Class (50C) are metabaolic [ [ I |
|".r ¥ B [ :I B, | Dedemu feemae 48 |Other meedically Body os 8 whole) rmoovered/resplved.

and nutritional disorders (37.04%) followed by body as e et
whole-general disorder (31.48%) of the total ADRs observed,

the summary of these ADRs based on SOC is depicted in fig
10. Out of 50 IC5Rs received, 13 cases {26%) were reported to
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REGULATORY STATLFS

| L Thedmugshouddnat be used as firs Hine theragy for disbetes

X The monutscturer should clearly mention follosing bow
warningin beld red letters,

o warming:

* Fatient with actiie bladder mancer of walt a Bicony - af
bhadder cancer and ibose with un-irvestigated hasmaturia,
should rat preac rifed ploglinmmee

o Prescribers shoold review the selaty and alficecy of

peoglitarans i iediiduals after -6 mooths of freatmant 1o
ersure that ondy patient wivo are deriving benefits continue
in ke treated. Piogisacone shoukd be stopped in poternts who
do nod respond adegustely (o Featment |e g reduction in
dlvenaylatni hasiragiotin, HeA 1)

Bofore  prescribing pingbazone, the following known
factors for dewelopment of blsdder cancer shoold be
asdemed in ediidusle sge, curtent or past hestory of smaoking,
EX[HIRTE b0 Sorme ootuastiondl or thematherdpy igents sah
a% cyciophnsphamide or privicos irrsdiation of 1he peduic
TEglan.

Use in elderly patients should be considersd anefully before
and during trestment becouse the st of blsdder cancer
increases with age. Elderty patien should (0 on e ke
possibla dose and be regufarly anitoned Because of th risks
of bladder cancer and heart failere assccinted  with
poglitarone

20| Peaee | - | Sanmed in fay 2011
3 Haly 3 Under review
1 | +
i United 1108 I‘.i:ﬂ'lulwhu
PR |& Mot B b it patien s st active bladder cances.
| | |® Use wakh caulion in patsents weth a prae histony of Badder fangar,
5 lapan 41 Lkl waming:
= Pogiitnpons ieat in he usodm patiriowibn iy bladder camcer,
Pathmedi oot fhvsr lasd Tes are b B g i fuill ssgel ssation of e v of
Iladdsler cammr before InBiating fhe sherapy,
Patisrty sl Be structed o e the doctor immedistsly i they

hawses arry wgimce pmptoms s beed mhe e, peslakar orpanen
urtnitice dunng he Sretmess with thisdng

& | Unled | B Labelwaming

Kingdam | = Pgtients with arthe bdadder cindur of with & etory of bladder
cancor, and (mose with uriruestigated hanmaturia, sheusd not
receive plogitazane,
Sould beviooped in patienty wiho oo nof reyporad sdequatsd o
treakmersd [ g rechuction in g oosyabed hoemogiobo, Bhle)
* Bufowe staring piogitagone, the hellowing kaown risk faciom Toe
develogment of biadder cancer should be assocsed in
individuals: age; current or past histary of smaking exposurs to
same acoupetional o chemotherapy ageats such s
eyelephiepharmide; of prevaous inadiation of ke pehac mgion.
Lixa in edderly patiengs shauld be concdend caraflly bedor and
duwring tresmeen Secause the risk of hisdder cancer increoses
withs ape. Elderly patients should stari on the fowest possible
derse uivid betegulinndy monitine because al th rivks of hladder
wangat and hwar tefute assos istad with Piag tascne
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|
COURMTHY | BLADDE
CANCER

5 No. REGULATORY STATLIS

Label warning:

= Due toashghtly inoeased rek of bladder concer doctors showld |
il prwkeribe visille blaod im0 uring ) in patsls wie h Bl
cancer, a bladdercancer or a history]

= Pk fuchors for bladder cender such & ape. Smaking status of

contact with cthar chemicals (o.g. Aramatic amines)should be |

faken intp pecownt when decidimg on freatment with)

Pingtitarnng

A5 o sk ominenising measure it recommeryds that pérysicans |

ahiuld ainly adminishér Floglitaise 1o patlent i f i peeyen thal |

Thaywill benefit fromits theraoy.

Lialml vt rning:

Feglimmas sy coniriindicated in patbenis with actiee
nhacder cancer, history of bladdss mncer of usnuestgaied |
macroscapic haamaturia |
Any macroscopsc haematuria should be investigomd before
larting progll tanone thera py.

ik facior of bladder cancer shoold b sssessed befone
treatmient with Pioghtasone {risk indude oge, ymoking, family |
histoey uf bhidder, exposwe ta chemical in the warkplace, |
certain cércer treatments and radistion therapy.

Lakesl wirning: Do nol yse Pioglilagone i patientys with bladder |

gance o @ hlstary of bladder fancee. Consider the sk of bledder

cancer In the care of ol paterts ireabed with Plagldaione, Courael
patiedy ahout the possible risk of bledder cancer snd stk theni =)
reprr Ly piEng o S ceny of blood wiFe irne, urinery wgency
pain an utastion, or beck or abdorming pain, i heas may be doe
tolilacdder conces

Labial v rnlisg:

» U gl plogiftames [ niow contraindicmod bn patients with
currang active blatidor cancer or 3 Moy of Dladder ancor or
uriPnETTigated maoeeonplc Rsseateia,

» Rk factors for bBladder cancer should be ssessed before
Initsaging plogitarone treatmant, &ny unexplained macrescopic
raematuria should be investigated before staning plogiitaone |
theisny

= Pateris should be advised to promptly seek the afientian nf_
their piwgvican of macroecapic haematuriy pr other yymptoma
wiachi dx Eiuiriabi ubinary wigency deve laf dudng limsiires.

'S #usstralin i

10 Metherlsnds L

11, Switterlsnd 2 Labelwarning:

» Ficglitanooe-rontaining products =hould ordy be prescribed if
metfarmin is coniraindicated or not tolerated

» Bhdder cancer, even in prehistorg, a3 well 3z an unesplaines
hematisrin was newly added s a contraindcstion

» Avoid piogitazone n pateriswith bldder ancer or a history of
bladder cancer.

USE OF MEDICINE IN PREGNANCY - SAFETY INFORMATION

Key message:

Prescribers and healthcare professionals needs o pay
attention while prescribing medicine like phenytoin
{congenital anamoly), carbamazipine (multiple joint
contractures of new bom), sodium valproate (congenital
anamoly) and ciprofloxacin (foetal death) to pregnant
women o avoid damage to the foetus.

There are increasing concerns about the safety of medicines
during pregnancy. Many pregnant women take prescription
medicines for health problems like diabetes, asthma, seizures,
heartburn, and morning sickness. Not all medicines are safe
when used during or before pregnancy. Only a small proportion
of drugs are known to be harmful to the foetus, but for the vast
majority of drugs, little evidence of foetal safety exists.
Prescribing medicines to pregnant women requires the
balancing of benefits and risks.

Medicines exposure during the third to eleventh week of
pregnancy is associated with the highest risk of malformation.

During the second and third trimester, medicines may affect
the growth and functional development of the foetus or may
have toxic effects on foetal tissues. Drugs given shartly before
term or during labour may have adverse effects either on
foetus or an the neonate after delivery. Risk assessment must
always be made on an individual basis and pregnant women
with illnesses requiring treatment must always be treated
adequately.

The MNational Formulary of India 2011 categorizes the
medicines risks to the foetus from: “category A" (safest) to
“category X" (Known danger—do not use). Table 3 describes
the categorisation.lt should be noted that this categorization
only applies at the recommended therapeutic doses in women,

It cannot be applied to situations such as overdose,
occupational exposure or other situations where the
recommended therapeutic dose has been exceeded. Herbal
medicines, mineral and nutritional supplements are exempted
from this classifications but this does not indicate that these are
safe during pregnancy. Although data is very limited and
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insufficient to determine the safety yet category C, Dand X are
based not just on risk, but risk weighed against benefit. This
means drug in category Cor D may pose risks similar to a drugin
category X.

Toble.3: Pregnancy Category of drugs

Caujary &
Cantrolbed ssudies inowomen fals to domsonnras & risk o che Soomus in the A trimestes {and
there i1 na evidence of a risk in lber trimesten), and the powibiity of forfal harm appesrs remote.
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Table.4: ADRs in Pregnoncy: Indlo and Global Status

Wodicine in wnid G lobal

Desanin Adia other

iMan Indls

Cwiegory 8

Either gmmal-reproduction sfudies have not demaonstrated o foetal riak bt thers are no
controfled s udies in prognant worsss, o animal-eepriducion studies Haee fhomm an adsrs
offort |athar than & decreass in fortlity] that was nat canfirmad in conbrolled studies 6 samen in|
ghe first trimester (and there 18 ne evidence of a risk in later bimester) |

Caingnry €

Either dluches w aly by r efecty an the loetus [Berfogenic prembryncdal
@ pibar) and Thare e no controlled studies in women, g studien i woemen snd animaly e ot
avaitable, Drugs should bo given only i the poential benefit justifies te potontial risk b the foetus.

Catngory D |
Thern & posithe midenoe of Faman fostal ik, but the bemefits from usa in prognant women may)
be acce ptable despite the risl [eg., iF the drug is nesded in a life-threatening stuation or fars |
meripgs disesse for which sefer deugs commnot be wsed ar ace ineffectne| ]

Catngory ¥

Studias in @vimalsar human Bdings have dernansrated Toetal abeonmalitian, ar ihese il evidencs
of foota risk tised on human esperience or both, and tho nde of the use of the drug in progrant
e clearly butweighs any poscible benefig, The drug B contmindicsted m saomen who aie o
gy become pregrsnl.

MNCC-PyPl has received a total of 4 reports where pregnant
fermale were administered medicines resulting in reactions
involving the foetus or where a reaction has been noted in the
new-born (Table 4).

According to the Mational Formulary of India phenytain,
carbamazepine and sodium valproate falls under the category
D, whereas ciprofloxacin falls under category C of pregnancy
drugs (table 3). NCC-PvPl received one report for each of
phenytoin, carbamazepine and sodium valproate with

| | conmacurl | ! L
Sadi New born
o 1 912 a o/ar 1a3 18

wiprot (i
valprodc acld anorsy | | !
Ciprafioestin g stk nesel W 1| 78 0 4

anaphylaxis !

FRALCTHIN i FotheT|

congenital anomaly during pregnancy and one report of
foetal death with the use of ciprofloxacin. It was found in
Vigilyze (search and analyse VigiBase “WHO global database
of ICSRs) that there were reports of foetal disorders in
pregnant women in other countries who prescribed
antiepileptic drugs and ciprofloxacin alone or in combination
with other drugs. Table 4 gives an outline of number of
similar ICSRs reported globally. The pregnancy category of a
drug may change depending upon the number of clinical
evidence on the safety data. However more number of such
reports is required to draw any conclusion to
upgrade/downgrade pregnancy category of the above
mentioned drugs

Healthcare professionals are advised to closely monitor the
cases of pregnant wormen/ child bearing mathers who has
been administered a medicine resulting in a reaction
involving the foetus or where a reaction has been noted in
the neonates to AMCs to ensure the safety of these
medicines invulnerable population.

DRUG SAFETY INFORMATION

rI{e}r Message

* Leflunomide: Severe skin reactions | Stevens Johnson's
Syndrome) and Hepatic Disorders are reported a8s & potential
adverse reaction

* Methotrexate: Potential risk of Hepato-toxicity

« Ceftrinxone: Risk of Hepatitis

Leflunomide

Severe Skin Reactlons [Stevens Johnson's Syndrome] and
Hepatic Disorders are reported as a potential adverse reaction

from the use of Leflunomide J

Leflunomide is a disease-modifying antirheumatic drug, used
in active moderate to severe rheumatoid arthritis and psoriatic
arthritis. Itisa pyrimidine synthesis inhibitor.

India

PvP| data shows that the risk of severe skin and appendage
disorder and hepatic disorder with the use of Leflunomide.
Eleven cases of severe skin and appendages disorders reported
through Vigiflow including four serious cases of Stevens
lohnson's Syndrame {also one fatal case). Four cases of rash,
one case of erythema multiforme, one case of dermatitis
exfoliative, & one fatal case was also reported due to skin
exfoliation.

Serious cases of Hepatic disorder were also reported with
Leflunomide including liver enzymes elevation and one fatal
case with jaundice.

United Kingdom

Medicines and Healthcare products Regulatory Agencies
(MHRA) of United Kingdom also issued safety alert for
prescribing Leflunomide. It is contraindicated in the patients
with hypersensitivity to the active substance (especially
previous Stevens-lohnson Syndrome, toxic epidermal
necrolysis, erythema multiforme) or to any of the excipients
and patients with impairment of liver function. Also in
patients with severe immunodeficiency states (AIDS),
impaired bone marrow function and rheumatoid or psoriatic
arthritis and patients with serious infections.

Ref:http:/ fwww.mhra gov,uk/Safetyinformation/Safetywamingsalertsandr
ecalls/Safetywarningsandmessagesformedicines/index, htm

Methotrexate

[ Potential risk of Hepatoiuxicitv from the use of Methotrexate ]
Methotrexate is an antimetabolite and antifolate drug. It acts
by inhibiting the dihydrofolate reductase blocking the
conversion of dihydrofolic acid to tetrahydrofolic acid. Itis used
for the treatment of active rheumatoid arthritis in adults which
cannot be controlled with the use of anti-inflammatory
substances (N5AIDs), disseminated chronic psoriasis when
other treatments have failed and also cytostatically.

India

PwPl data reveals that the patients experiencing potential risk
of hepatotoxicity when treated with methotrexate. Four
cases of hepatotoxicity were reported including two cases of
serious hepatic cirrhosis,
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Mote: In one case of hepatotowicity suspected drug was given in
combination with &-Mercaptopurine

Denmark

Liver fibrosis was also reported as a potential adverse reaction
from the use of methotrexate in Denmark. In March, 2013 the
Danish Health and Medicines Authority (DHMA) have
received a total of nine adverse reaction reports of possible
development of liver fibrosis/liver cirrhosis in association with
the use of methotrexate.

Ref:http://laegemiddelstyrelsen. difanfservice-manufnews/danish-
pharmacovigllance-update/danish-pharmacovigilance-update,-23-may-
2013

Ceftriaxone

Risk of Hepatitis associated with Ceftriaxone ]

Ceftriaxone is indicated for the treatment of severe bacterial
infections. Ceftriaxone is a member of the cephalosporin
group and is active in both Gram-positive and Gram-negative
bacteria.

India

Based on the data available from PvPl, ceftriaxone is
suspected at the risk of causing hepatitis. NCC has received
two cases of ceftriaxone induced hepatitis including one case
of serious hepatitis.

Mote: The suspected drug was given in combination with isoniazid,
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Metherlands

The database of the Netherlands Pharmacovigilance Centre
Lareb has reported three cases of hepatitis associated with
the use of Ceftriaxone.

Rttt s o, et medin BE06A3I2 41 450 anca-6 1 Aafba 152 3/201 3-1-L0R. pf

Table 5: Drug Alerts
Fiogiazoes Bladdar Cantar
Lethanumide Sibmwr hewan ' Syndravm
et Glmrders
Methatrowabe Hopatntosiciny
Moptahikasr Beuropsychisric giscegess in

children ared atolasgants

fiportant  safery  informanon  for  Phyesicion while  prescribing
Montelnka:

Health professionals are requested to monitor the possibility of
néuropsyehistric adverse évents in patients treated with
montelukast especially efeildeen and adofescenrs,

Thervpeutic Goods Admimastration { TGA Y of Australin izsued an alert on
Meurapsychintric risk while preseribing moniclukast.  Reports: of
neuropeychiatric adverse events were observed in 5§ children and
adolescents including sulcidal deation (5 repors), depression (5),
pitation () and others (mightmures, wltered mood, and insomma)
b Sweww i oy msa=20 1 3-02 iim

In Indig eight [C5Hs areé also repored incloding tremor, headache,
dizziness, and somnolence but only in adulis. Therefore monitoring
should be requited while preserbing mostelukast in ehildren.

rifampicin & pyrazinamide {case 1) and Piperacillin & amikacin ([case 2)
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INTEGRATION OF NATIONAL HEALTH PROGRAMS
UNDER PvPI

MCC-PyPl invited all National Health Programs (Cancer control,
Tuberculosis, HIV-AIDS, Leprosy Eradication, Universal
Immunization, Mental Health etc) under Ministry of Health
and Family Welfare (MoHFW), Government of India to
collaborate with NCC-PvPI for reporting of ADRs with the
respective drugs used in their program. Preliminary meeting
between IPC and Central Tuberculosis Division, MoHFW was
held on 2" July, 2013 at CDSCO to collaborate together in
ensuring the safety of antitubercular drugs.

INTERNATIONAL PHARMACOVIGILANCE TRAINING
PROGRAMME AT UPPSALA, SWEDEN

The UMC organized its 15" International Pharmacovigilance
training course at Uppsala, Sweden, from 20" May to 4" June
2013. Theoretical and practical aspects of adverse drug reactions
and Pharmacovigilance were covered. Health care professionals
from various countries participated in this training course. The
Indian delegation consisted of Dr, M. K Agarwal, Commissioner,
UIP, MoHFW, Dr. Ayyanar, State Immunization Officer,
Government of Tamil Nadu, Mr. Naresh Sharma, Assistant Drugs
Controller, CDSCO and Dr. V. Kalaiselvan, Senlor Sclentific Officer,
IPC. Dr. V. Kalaiselvan was invited by the organizers to present the
status of PvPl during the training.

Iradian delsgation attanding Inmemational Phasmadonigilance
Traiming Programeme held ot Uppiala BMonitoring Centre, Sseden
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IMPORTANT ACTIVITIES UNDER PvPI

NATIONAL LEVEL TRAINING WORKSHOPS ON
AEFIMONITORING AND CAUSALITY ASSESSMENT

Immunization Technical Support Unit (ITSU), MoHFW, Gowt.
of India in collaboration with WHO-Courntry Office for India
organized a national level training workshop on Adverse
Event Following Immunization (AEFI) monitoring and
causality assessment at New Delhi (3-6 June 2013 & 22-23"
July 2013), Goa (9-12 July 2013} and Bengaluru (16-19" July
2013). Coordinators of respective state AMCs participated
and interacted with AEFI committee for brideing the gap in
vaccine safety. In all the workshops, officials fram NCC-PvPI
participated and presented the activities of PPl with special
emphasis on vaccine safety.

TRAINING PROGRAMME AND WORKSHOP AT
NCC-PvPI

|IPC organised one day training programme on
Pharmacovigilance & Causality Assessment on 10" May 2013
at IPC, Ghariabad in order to update the knowledge of
causality assessment of drugs and vaccines. The training
programme focused on general introduction on
Pharmacovigilance, exercise of practical causality
assessment of drugs with ICSRs In Vigiflow, practical causality
assessment of Adverse Events Following Immunization to
stakeholders of AMCs in Delhi NCR.

EMPHASIS ON PvPl DURING THE DRUG
INSPECTORS TRAINING PROGRAMME

COSCO in collaboration with IPC conducted three weeks
Induction cum Training Programme for the newly inducted
Drug Inspectors in COSCO at IPC Ghaziabad from 15" July to
2™ Aug 2013. During this induction course the current status
of PvPl was presented and PvP| checklist for inspection of
AMCs was discussed,

alternative remedies, We particularly request to repoart:
= Al suspected reactions to new drugs as well as existing drugs
» Al suspected drug interactions

birth defects.

REPORTS MAY BE SUBMITTED:
*  Using the 'SUSPECTED ADVERSE DRUG REACTION REPORTING FORM'

ﬂvhm to report? You do not need to be certain, just suspicious!! N
The IPC encourages the reporting of all suspected adverse reactions of drugs, including over-the-counter drugs, medical devices, and herbal, traditional or

=  Suspected reactions causing death, admission to hospital or prolongation of hospitalisation, lifethreatening, temporary or permanent disabling or any

which |5 avallable on the IPC as well as COSCO afficial website. http:/fipe goving hitp:(fwwiw.cdses, nic.In
\: filled ADR form is submitted either to the nearest ADR Maonitoring Centre [AMC)f pvpi@ipcindia.net/ pypiipcindia@gmail.com
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