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Farmakovijilans nedir?

* Advers etkilerin ve beseri tibbi urunlere bagli
diger muhtemel sorunlarin  saptanmasi,

degerlendirilmesi, tanimlanmasi ve onlenmesi ile
lgili bilimsel calismalar
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FARMAKOVIJILANS

‘basta farmakoloji ve klinik bransglar olmak Uzere, ilgi
alaninda ilacin bulundugu butun bilim dallariyla,

* endustriyle,

* duzenleyici otoriteyle ve ilgili diger kuruluslarla

* yakin iligki icerisinde olan

* ¢cok yonlu bir gcalisma alanidir.



Neden Farmakovijilans?

* |lag Uretimi/kullaniminda yasanan artis

* llaclar hakkindaki bilgiler sirekli
guncellenmekte

— yeni molekuller

— yeni endikasyonlar

— etkililigin ve guvenliligin takibi

— ilaclar hakkinda bilinenlere eklenenler
— SAGLIK HARCAMASI MALIYET]




llag Gelistirme Asamalari ve sonrasi...

Preklinik Arastirmalar

: / Klinik Arastirmalar

/

Ruhsatlandirma

Ulusal
Mevzuat
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ADVERS ETKI

Bir beseri tibbi urunun hastaliktan korunma, bir
hastaligin teshis veya tedavisi veya bir fizyolojik
fonksiyonun iyilestiriimesi, duzeltimesi veya
degistiriimesi amaciyla kabul edilen normal dozlarda
kullaniminda ortaya cikan zararli ve amaclanmamis
bir etkiyi tanimlar.

Advers: zararh + amaclanmamis




CIDDI ADVERS ETKI

> Olime
» Hayati tehlikeye

» Hastaneye yatmaya veya hastanede kalma
suresinin uzamasina

» Kalicl veya belirgin sakatliga veya is
goremezlige

» Konjenital anomaliye veya dogumsal bir kusura
neden olan advers etKi



ADVERS OLAY

» Bir tibbi Grinin uygulanmasini takiben ortaya
cikan istenmeyen bir deneyim (tedavi ile
nedensellik iliskisinin bulunmasi sart degildir,
kanitlanamadigi durumlardir).

v llag kullandi, basi déndii, sendeledi, merdivenden
dustu:
(ADVERS EVENT)
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Final scientific program is now online

¥ Ethics in clinical trials and in pharmacaovigilance
1T 1SoP Annual Meeting

Nt Stop: dnebid - Briding the Contlsnsts! ¥ Medication errors

v Epidemiology and statistics:

» Signal detection and CIOMS VI

¥ Large simple trials

v Are registers appropriate tools in Post Authorization Safety Studies (PASS) and Post Authorization Efficacy
Studies (PAES)?

» Type of registers, requirements, value, pro's and con's

v Off-label use

v Risk perception and communication

v Antidiabetic treatment and pharmacovigilance after rosiglitazone:

¥ Benefit of pharmacotherapy - quantitative and qualitative comparisons,
v Clinical and epidemiclogical trials and value of surrogate parameters
» Pharmacogenomics

¥ Monaoclonals - pharmacaovigilance and safety problems

v Special patients groups: children, elderly, gender aspects

» Yaccines andvaccination programmes

¥ HIM1: lessons learned

» Education and training

¥ Planning pharmacovigilance and Risk Management Flans

¥ The human factor in risk assessment and decision making through patients, physicians, or regulators
v Weighing benefit and harm, chance and risk.

» Beje Wiholm lecture

» |S0F's national and regional chapters’ meetings



What's New?
WHO Programme
About the UMC
UMC Activities

Practical
Pharmacovigilance

Publications

Meetings

Promotion and Training
FAQ

Links

Links
World Health Organization : WHO
Regulatory Authorities

L

Other organizations in the field

Sweden, Uppsala

World Health Organization : WHO

WHO Headquarters main website

- Quality, safety, efficacy of medicines
» Global Advisory Committee on Yaccine Safety (GACVS)
 Patient Safety

L]
L

WHO Collaborating Centre for Drug Statistics Methodology
Spain Spanish Medicines and Health Products Agency

Sweden Medical Products Agency

Switzerland Swissmedic - Swiss Agency for Therapeutic Products
United Republic of Tanzania Food and Drugs Authority

Thailand Drug Information Center and NADRM, Techn Division

Turkey Turkish Pharmacovigilance Center (TUFAM)

Uganda National Drug Authority



1961- Talidomide bagli Fokomeli

?1953/- ---
Contergan®, Softenon®, Distaval®,,,

6 000 ile 12 000 aras: “Talidomid
Kurbani’na bu trajediyi yasatmistir.
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THALIDOMIDE AND CONGENITAL
ABNORMALITIES

SIR,—{ongenital abnormalities are approK-
mately 159 of babies. In recent munfﬁ?ln;:::uhw
thet the incidence of multiple severe abnormalities in
babtes delivered of women who were Biven the drug
thalidomide (* Distaval ) during pregnancy, as an ant-
emetic or as a sedative, to be glmost 2095 . *

These ebnormalities ar= present in structures developed
from mesenchyme—ie,, the bones and musculature of
the gut. Bony development seems to be affected in & very
striking manner, resulting in polydacryly, syndactyly, and

failure of development of long bones (abnormally short
femora and rada),

Have any of your readers seen similar abnormalitiss in
habies delivered of women who have mken this drug
during pregnancy @ e —————

Hurstville, Mew South Wales, W. G. McBrme.

*+" In our issue of Dec. 2 we included & statement
from the Distillers Company (Biochemicals) Lid. referring

" reports from two overseas sources possibly associating —
thalidomide [ Distaval') with harmful effects on. the

?1953/- ---
Contergan®,
Softenon®, Distaval®,,,

.t-'i.'EI-US in td-rll_ll' FIL':EI.‘I:HII.'E}' “‘ F:ndmI fw'm“ m.. McBride WG. Thalidomide and

tion, the company decided to withdraw from the market

all its preparations containing thalidomider=Bolo—

Congenital Abnormalities.
Lancet, 1961



DSO ONERISI f “ World Healt

DSO ve saglik otoriteleri tarafindan ilaglara bagh
mortalite ve morbidite sorunlarinin azaltilmasi, ilag
glivenliginin monitorize edilmesine yénelik olarak;

» Ulusal diizeyde bir farmakovijilans politikasi ve
planinin bulunmasi ve sorumlu, yetkin ulusal bir
farmakovijilans merkezinin kurulmasini,

» Ulusal farmakovijilans programinin desteklenmesini ve
gerekli yasal diizenlemelerin yapmasini 6nermektedir.


http://www.who.int/en/

Ilaclarin Advers Etkileri

oy

Tlag ??2? +++++ Toplum ??? ----ulaca bagll
sorunlar???
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1998’den beri plyasadan cekilen |Iaglar

DRUG NANE APPROYED WITFHIDFEAYN Sl=
; - High blood pressure/ chronic Drug-drug interactions
Mibefradil 1997 1998 stable angina Torsades de pointes
Bromfenac 1997 1998 Non-steroidal anti-inflamatory Acute liver failure
Terfenadine 1985 1998 Antihistamine Torsades de pointes
Drug-drug interactions
. _ : Torsades de pointes
Astemizole 1988 1999 Antihistamine Drug-drug interactions
Grepafloxacin 1997 1999 Antibiotics Torsades de pointes
Etretinate 1986 1999 Psoriasis Birth defects
2000 Irritable bowel syndrome in Ischaemic colitis;
Alosstron 2000 (2002) women complications of constipation
. . Torsades de pointes
Cisapride 1993 2000 Heartburn Drug-drug interactions
Troglitazone 1997 2000 Diabetes Acute liver failure
. . 2001 . Rhabdomyolysis
Cerivastatin 1997 (2002) Cholesterol lowering Drug-drug interactions
Rapacuronium 1999 2001 Anaesthesia Bronchospasm
Levomethadyl 1993 2003 Opiate dependence Fatal arrhythmia
Rofecoxib 1999 2004 Pain relief Heart attack; stroke
Valdecoxib 2001 2005 Pain relief Skin reactions
Natalizumab 2004 2005 Multiple sclerosis Brain infection
Technetium (99m Tc) . i o ;
T TS 2004 2005 Diagnostic aid Cardiopulmonary arrest
. Attention-deficit hyperactivity . .
Pemoline 1975 2005 TR Liver failure
Pergolide 1988 2007 Parkinson’s disease Valvulopathy
Tegaserod 2002 2007 Irritable bowel syndrome with Angina; heart attack; stroke

constipation

L:Nature 2007; 446:

975-77
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Literaturun dusundurdugu gercekler

A Meta-analysis of Prospective Studies
Jason Lazarou, MSc; Bruce H. Pomeranz, MD, PhD; Paul N. Corey, PhD

Objective.—To estimate the incidence of serious and fatal adverse drug reac-
tions (ADR) in hospital patients.

Data Sources.—Four electronic databases were searched from 1966 to 1996.

Study Selection.—Of 153, we selected 39 prospective studies from US
hospitals.

Data Extraction.—Data extracted independently by 2 investigators were ana-
lyzed by a random-effects model. To obtain the overall incidence of ADRs in hos-
pitalized patients, we combined the incidence of ADRs occurring while in the hos-
pital plus the incidence of ADRs causing admission to hospital. Ve excluded errors
in drug administration, noncompliance, overdose, drug abuse, therapeutic failures,
and possible ADRs. Serious ADRs were defined as those that required hospital-
ization, were permanently disabling, or resulted in death.

Data Synthesis.—The overall incidence of serious ADRs was 6.7% (95% con-
fidence interval [Cl], 5.2%-8.2%) and of fatal ADRs was 0.32% (95% ClI,
0.23%-0.41%) of hospitalized patients. We estimated thatin 1984 overall 2216 000
(1721000-2711000) hospitalized patients had serious ADRs and 106000
(76 000-137 000) had fatal ADRs, making these reactions between the fourth and
sixth leading cause of death.

Conclusions.—The incidence of serious and fatal ADRs in US hospitals was
found to be extremely high. While our results must be viewed with circumspection
because of heterogeneity among studies and small biases in the samples, these

data nevertheless suggest that ADRs represent an important clinical issue.
JAPMA. 1998;279:1200-1205

1cidence of Adverse Drug Reactions
1 Hospitalized Patients

METHODS
Definitions

One step we took to reduce heteroge-
neity was to exelude any data that did
not use the following specifie definitions:

Adverse Drug Reaction(ADR).—Ac-
cording to the World Health Organiza-
tion definition,”® this i8 any noxious, un-
intended, and undesired effect of a drug,
which oecurs at doses used in humans for
prophylaxis, diagnosis, or therapy. This
definition excludes therapeutic failures,
intentional and accidental poizoning (ie,
overdose), and drug abuse.® Also, this
does not include adverse events due to
errors in drug administration or non-
compliance (taking more orless ofadrug
than the preseribed amount).® Using this
conservative definition avoids overesti-
mating the ADR incidence.

For editorial comment see p 1216.

Recently, some authors prefer the term

Advers etkilerin mortalite nedenleri
arasinda 4. ve 6. siralarda yer aliyor

Genel olarak dunyada hastaneye yapilan
basvurularin %3-6’sI advers etkilere

bagl

LI Lazarou J. et al. JAMA 1998;279:1200-5




Literaturun dusundurdugu gercekler

\Q: 1 Adverse Drug Events in Hospitalized Cardiac Patients

John Fanikos, RPh, MBA?, Jennifer L. Cina, PharmD?®, Steven Baroletti. PharmD., MBA?,
Karen Fiumara. PharmD?, Lina Matta. PharmD?, and Samuel Z. Goldhaber, MDP-*

Little information is available concerning adverse drug events (ADEs) in cardiac patients.
Therefore, the investigators report the results of cardiac patients in an ADE surveillance
program, with the intent of reducing the frequency of future events. All reported adverse
drug reactions and medication errors in cardiac patients over a 5-year period at Brigham
and Women's Hospital were reviewed. There were 547 ADEs in cardiac patients, a rate of

1.9 events for every 100 patient ﬂdmission& Preventable ADEs most often occurred during

ng rate or frequency of medication adminis-
tration the most widespread event. Cardiovascular agents (29.8%), anticoagulants (28.5%),

and antimicrobial agents ( Co) were the most common drug classes assoclgtgd with

ADEs. Injury or prolonged hospitalization occurred in 5.3% of patients. ADEs occurred
most frequently on the admission day, on weekdays, and in the early morning hours. Peak
frequencies of ADEs coincided with nursing shift changes. In conclusion, ADEs occur often
in hospitalized cardiac patients and affect 2 of every 100 patient admissions. Given the high
percentage of ADEs associated with drug administration, more resources should be di-
rected at this step of medication use. Focusing interventions around nursing shift changes
may further enhance preventive strategies. © 2007 Elsevier Inc. All rights reserved. (Am
J Cardiol 2007;xx:xxx)

Medication errors and adverse drug reactions cause patient reaction as a response to a drug that was noxious and
harm. incur cost, generate adverse publicity. compromise pa- unintended and that occurred at doses normally used for

tient trmet and demoralize hoenital etaff memhers -7 Analwveic mrnnhulavic dinanacic ar tharana AF dicanca 13 A madioca



April 7, 2005
INFORMATION FOR VA CLINICIANS:
FDA Requests Voluntarily Withdrawal of Valdecoxib (Bextra®) from US Markets
Guidance For Switching Current Users in the VA
Pharmacy Benefits Management-Strategic Healthcare Group (PBM) and the Medical Advisory
Panel (MAP)

April 7. 2005. the Food and Drug Administration (FDA) requested that Pfizer voluntarily remove
valdecoxib from U. S. markets. Pfizer has agreed to stop the sales and marketing of their product “pending
further discussions” with the FDA. The FDA requested withdrawal of valdecoxib after careful review of
the available data concluding that the risks of valdecoxib may outweigh the benefits. The FDA cited
several reasons to support their request for withdrawal including a lack of adequate long-term
cardiovascular safety data for valdecoxib: an increased risk of cardiovascular events observed during short-
term use in patients after coronary artery bypass swrgery (CABG): serious and unpredictable life-
threatening skin reactions: and finally a lack of evidence to support an advantage of valdecoxib compared
with other nonselective NSAIDs. !

In addition to valdecoxib. recommendations were also made concerning celecoxib. At this time. the FDA
has concluded that Pfizer may continue the marketing of celecoxib with certain revisions to the product
labeling. These revisions include a boxed warning of risk for cardiovascular and gastrointestinal (GI)
events. In addition. all nonselective NSAIDs available by prescription will receive this warning in their
labeling. Refer to the FDA website for additional details regarding these important c:hanges.1

In October 2004, the PBM-MAP distributed an electronic bulletin recommending that valdecoxib be




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Cardiovascular Events Associated with Rofecoxib
in a Colorectal Adenoma Chemoprevention Trial

Robert S. Bresalier, M.D., Robert S. Sandler, M.D., Hui Quan, Ph.D.,
James A. Bolognese, M.Stat., Bettina Oxenius, M.D., Kevin Horgan, M.D.,

Christopher

Lines, Ph.D., Robert Riddell, M.D., Dion Morton, M.D.,

Angel Lanas, M_D._ Marvin A Konstam. M.D__ and lohn A. Raron. M.D_.

for the Adenomatc

BACKGROUND
Selective inhibition ¢

RESULTS
A total of 46 patients in the rofecoxib group had a confirmed thrombotic event during
3059 patient-years of follow-up (1.50 events per 100 patient-years), as compared with
26 patients in the placebo group during 3327 patient-years of follow-up (0.78 event per
100 patient-years); the corresponding relative risk was 1.92 (95 percent confidence in-
terval, 1.19 to 3.11; P=0.008). The increased relative risk became apparent after 18
months of treatment; during the first 18 months, the event rates were similar in the two
groups. The results primarily reflecta greater number of myocardial infarctions and is-
chemic cerebrovascular events in the rofecoxib group. There was earlier separation (at
approximately five months) between groups in the incidence of nonadjudicated inves-
tigator-reported congestive heart failure, pulmonary edema, or cardiac failure (hazard
ratio for the comparison of the rofecoxib group with the placebo group, 4.61;95 percent
confidence interval, 1.50 to 18.83). Overall and cardiovascular mortality was similar in
the two groups.

CONCLUSIONS
Among patients with a history of colorectal adenomas, the use of rofecoxib was associ-
ated with an increased cardiovascular risk.

requests to Dr.
ment of Gastr
Mutrition, Unive
son Cancer Cen
Houston, TX 77
mdanderson.or

*The members
listed in the A

M Engl ] Med 2(
Copyright © 2005 M



Literaturun dusundurdugu gercekler

PHARMACOEPIDEMIOLOGY AND DRUG SAFETY (2009)
Published online in Wiley InterScience (www.interscience.wiley.com) DOL 10.1002/pds.1894

REVIEW

A systematic literature review: prescribing indicators related to type
2 diabetes mellitus and cardiovascular risk management

Liana Martirosyan MD, MPH'*, Jaco Voorham MSc'?, Flora M. Haaijer-Ruskamp PhD',
Jozé Braspenning PhD’, Bruce H. R. Wolffenbuttel MD, PhD* and Petra Denig PhD'

' Department of Clinical Pharmacology, University Medical Centre Groningen, University of Groningen, the Netherlands
2.D'c».;:.'ﬂfmrriem‘ of Epidemiology, University Medical Centre Groningen, University of Groningen, the Netherlands

*Scientific Institute for Quality of Healthcare, Radboud University Nijmegen Medical Centre, the Netherlands

*Department of Endocrinology and Metabolism, University Medical Centre Groningen, University of Groningen, the Netherlands



Literaturun dusundurdugu gercekler

The NEW ENGLAND JOURNAL of MEDICINE

EDITORIALS

Rosiglitazone and Cardiovascular Risk
Bruce M. Psaty, M.D., Ph.D., and Curt D. Furberg, M.D., Ph.D.

In this issue of the Journal, Nissen and Wolski*
report the results of a meta-analysis of treatment
trials of rosiglitazone, as compared either with
other therapies for type 2 diabetes or with pla-
cebo. Eligible studies included randomized trials
that lasted for at least 24 weeks. The prespeci-
fied primary end points of interest were myocar-
dial infarction and death from cardiovascular
causes. The authors identified 42 eligible studies,
many of which were small or short-term trials,
that included a total of 158 myocardial infarc-
tions and 61 deaths from cardiovascular causes.
They used the Peto method to combine data from

the trials. Tn this meta-analvsis. rosiclitazone was

trials included both placebo and active-treatment
control groups. Across the trials, there was no
standard method for identifying or validating
outcomes; events in eligible or ineligible trials
may have been missed or misclassified. The to-
tal number of events was relatively small, with
the result that there was little or no power to
detect potential differences among the trials if
they were present. Although, in general, these
limitations are likely to move estimated odds ra-
tios toward the null, the weaknesses, which are
largely related to the quality of the available
data, are nonetheless substantial. A few events
either wav micht have chaneed the findines for




Literaturun dusundurdugu gercekler

Statins, Cardiovascular Disease, and Drug Safety

Antonio M. Gotto, Jr.. MD, DPhil

Available for almost 2 decades, the 3-hydroxy-3-methylglutaryl coenzyme A reduc-
tase inhibitors, or statins, have emerged at the forefront of preventive drugs for
cardiovascular disease because of a substantial clinical trial database demonstrating
that statins reduce the risk for coronary artery disease morbidity and death across a
broad range of at-risk patient cohorts. Although generally well tolerated, statins may
be associated with infrequent adverse events that warrant serious and frank discus-
sion, including mvopathy and rhabdomyvolysis. In 2005, the National Lipid Associa-
tion (NLA), a multidisciplinary, nonprofit association of healthcare providers and
researchers in the lipid field, convened a Safety Task Force to undertake an intensive,
fair-minded evaluation of available data on the effects of statins on muscle, liver,
Kidneys, and the brain. In the end, physicians and patients must weigh the potential
clinical benefits of statin treatment against the potential risks when deciding whether
to initiate treatment. © 2006 Elsevier Inc. All rights reserved. (Am J Cardiol 2006;
97[suppl]:3C-5C)

Available for almost 2 decades, the 3-hydroxy-3-methylglu- The Task Force’s important discussions about statin safety
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Drug Saf 2012; 35 (2): 91-104
LEADING ARTICLE 0114-5916,/12/0002-0091/$49.95/0

© 2012 Adis Data Information BV, All rights reserved.

Risk Evaluation and Mitigation
Strategies (REMS)

. . As of November 2011 were 109 FDA-
Educating the Prescriber

approved REMS in use (table I).1¥1 All approved
REMS are required to have a timetable for sub-

Another component of REMS, in addition to

the medication guide and a communication plan,
—dre Elements to Assure Safe Use (ETASU).Y
Of a total of 109 REMS, 33 are required to provide

an ETASU (table 1).I¥ The objective ~f the FTASIT .
( ) ! sible manufacturer who violates an REMS re-

quirement 1s subject to civil monetary penalties of
up to $US250000 per violation, not to exceed
$USI million in a single proceeding. If the viola-
tion continues for greater than 30 days, the penalties
increase with a doubling for the second 30-day
period, with continued doubling for subsequent
30-day periods up to SUSI million per period and
$US10 million per proceeding.




Risk Minimizasyonu

Risk minimizasyonu: Bir advers etkinin olugma olasiligini ya da

olugmasi halinde siddetini azaltmaya yonelik bir dizi aktivitedir.

llave risk minimizasyon faaliyeti: Bir advers etkinin gerceklesme
olasiligini veya olusmasi halinde siddetini azaltmak amaciyla
uygulanan rutin risk minimizasyon faaliyetleri arasinda yer

almayan, riski minimize etmeye yonelik daha ileri faaliyetleri kapsar.



TUFAM’In Isleyisi
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Ssbsens Tarkiye llag ve Tibbi Clhaz Kurumu

T.C. Saghk Eakanll

Sitede ARA || Google'da ARZ

Aranacak Kelime

ilac Giivenligi izleme, Degerlendirme Sube Miidiirliigii - Tiirkiye Farmakovijilans Merkezi (TUFAM)

llaclar dnemli yararlara sahip olmakla birlikte istenmeyen yan etkilere de neden olabilirler. Higbir ilag tamamen
risksiz dedildir. Bu nedenle ilacglann advers etkilerinin izlenmesi blyik Gnem tasmaktadir. Saglk mesledi
mensuplanmin advers etk bildiriminde duyarh davranmasi, séz konusu risklerin erken fark edilip gerekli
dnlemlerin cok daha huzh hayata geciriimesini sadlayvacaktir.

Eger saghk mesledi mensubuysaniz;
Piyasaya yeni gikan ilaglarla gdrilen tim sipheli advers etkileri ve iyi bilinen veya gavenli oldugu kabul edilen
ilaglar icin tim ciddi ve beklenmeyen advers etkileri TUFAM'a bildiriniz.

Eder sadlik mesledi mensubu dedilseniz; g
Haglarda ilgili bir advers etkiden siphelendidinizde hekim ya da eczacimza basvurarak TUFAM'a bildirim
vapimasim sadlayiniz.

Kalavuz

Html Pdf

Farmakowijilans Denetimlerinin Raporlanmasina Iliskin Kilavuz @ '@
Farmakowvijilans Denetimlerinin Yiritilmesine Iliskin Kilavuz
Farmakowvijilans Kilavuzu

Rizk ¥aonetim Sistemlen Kilavuzu

(@ @ @
e

Html Pdf
TNF Alfa Elokérleri Hakkinda Genelge &) bt
TNF alfa Blokeri ilaglar Hakkinda Genelge &) T

TNF alfa Blokeri ilaglar, Abatacept ve Kanakinumab Haklkinda Genelge &) ot



RISK YONETIM SISTEMLERI KILAVUZU
1. GiRis

Ruhsat verildigi sirada tibbi iirtiniin guvenlili@i hakkinda sahip olunan bilgilerin nispeten
sinirlt  oldugu  bilinmektedir. Bunda rol oynayan cesitli faktorler arasinda; klinik
arastirmalarda yer alan goniillii sayisinin smirlt olmasi, popiilasyonun yas, cinsiyet ve etnik
koken yoniinden sinirlandirilmis olmasi, ko-morbiditenin ve birlikte kullanilan ilaclarin
kisitlanmis olmasi, ilaca maruz kalinan siirenin ve takip siiresinin nispeten kisa olmasi ve ¢ok
sayida sonlanimin dikkate alinmasina bagl istatistiksel sorunlar yasaniyor olmasi sayilabilir.

Tibbi dirlinlere ruhsat verilirken, belirtilen endikasyon(lar)da risk/yarar dengesinin ruhsat
verildigi tarihte hedet popiilasyon acisindan olumlu olup olmadigina bakilir. Ancak, ilk ruhsat
bagvurusu sirasinda gercek ve potansiyel risklerin tiimii heniiz tespit edilmis olmayabilir.
Ayrica, riskin hedet popiilasyonun geneline kiyasla daha biiyiik oldugu hasta alt kiimeleri de
bulunabilir.

Tek bir risk yonetilirken izlenen siirec; riskin tespit edilmesi, riskin degerlendirilmesi, riskin
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Saglik Meslegi Mensubu

=7

* Hekim
* Dis Hekimi

* Eczacli

* Hemsire

Raporlar, hekim ve dis hekimleri disindaki saglik meslegi
mensuplarinca hazirlanmissa, mimkiinse tibben ehliyetli
bir kisiden konuya iliskin detayli daha fazla bilgi

edinilmelidir.
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Saglik Meslegi Mensubu, Spontan Bildirimleri
Nerelere Bildirebilir?

TUFAM’a
bildirilebilir
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B ADVERS ETKI
BILDIRIM FORMU
TURKIYE FARMAKOVIJILANS MERKEZI

A.HASTAYA AIT BILGILER

2. Ciddiyet Kriteri

1.Hastanin Adi ve Soyadinin Bas 3. Cinsiyet Ciddi [ Ciddi olmayan[]

Harfleri: . O Kadin B'ﬁ'g'rl'kk:g Ciddiiseasafdidaki seceneklerden uygun alan
O] Erkek Eﬂrgltﬁnwmz

B. ADVERS ETKI (LER) Gin | Ay il

Baslanagigc Tarihi | Bitis Tarihi

iyi | |
1. Advers Etkiyi Tanimlayiniz (Gan /Ay 1Y) (GGRIAYYIL) Sonug Bl Fayai Tend Elu:licli |
B lyilestiDuzeldi [0 Hastaneye vatisa Sebep Olma velfveya
T L fatis Sdresini Uzatma (,,,,g0n)
Bl Ivilesiyor/Dizeliyor O Kalici veya Belirgin Sakathida veyals

S goremezlige Meden Olma
B Sekel Birakarak lyilesti | gy Konjenital Anomali veiveya Dogum Kusuru
/Duzeldi [0 Tibbi olarak dnemli (1itfen aciklayiniz)

[J Devam Ediyor
Hasta dldiiize dliim nedemni:

O Slimle sonugland

O Bilinmiyor Otopsi vapalds rm?
O Diger O Evst O Hawir
(Evetiseilgili dbkiiman) ekleyin.)

3. Laboratuvar Bulgulan ( Tarihleriyle birlikte- Gon /Ay £l )

4. llgili Tibbi Oykil / E3 Zamanl Hastaliklar: { Ornedin: Allerii, gebelik, sigarave alkol kullamimi, hepatikirenal yetmezlik, diyabet, hipetansiyon.. v bl Konjenital anomaliler icin
gebelikte annenin aldidi tim ilaglar ve maruz kaldid hastaliklarile birlikte son menstirasyan tarinini de belittiniz. { Gn /Ay /)
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ULLAMNILAN TIBBI URUN{LER)

4. B llacin Kesildidi BEndikas | 7. '113.; g.llag _
. L - R Tarihifglnfayfnl) | Tarihlgln/ayhl) nu: razldi ili VEYA . . 10.Ilag Yeniden
130 T;_Ed”en llacin 2 Verilis | 3.GUNIEK. " ~T3ca Devam Ediliyorsa DEVAM e l"‘%;ld%’w whnca i‘,n’s_‘g Teniden | o o cience Adwens Bl
: folu: Rez YYaziniz, Bilinmiyorsa Kullanim - advers etki erildimi’ Telcrarladni?
Siliresini Veriniz. azald) m?

OEvetdHayir | OEvetd Hayir | OEvetlIHayr | O Evet OJ Hayir
[ Bilinmiyar [ Bilinmiyar [ Bilinmiyor | O Bilinmiyar
CIEvet OOHayir | ODEvetDd Hayy | OEvelIHayr | OO Evef OT Hayir
[ Bilinmiyor [ Bilinmiyor [ Bilinmiyor | O Bilinmiyor
LI Evet OT Hayir | DIEvet D] Hayir | DlEvetl IHayr | O Evet O Hayir
[ Bilinmiyor [ Bilinmiyor [ Bilinmiyor | O Bilinmiyor

11. Es Zamanh Kullanilan ilag{lar): (Olusan Adyers Etkinin Tedavisi igin Kullanilanlar Harig)

12. Dlger GazlemlerveYorum:{Kullamlan Beseri Tibbi Urdndn Kalitesiile
ilgili Bir Sorundan Siphe Ediliyor ise, Litfen Siphe Edilen. Urinin
Seri Mumaras! ve Son Kullanma Tarihi ile Birlikte Bu Sorunu
Belirtiniz. )

13. Advers Etkinin Tedavisi:(tedavi icin kullamlan ilaclar ve kullanim tarih (ganfayfyl) eriyls birlikie)

E. RUHSAT/IZIN SAHIBINE AIT BILGILER (Yalmizca ruhsat/izin sahibi tarafindan

D. BILDIRIM YAPAN KiSIYE AIT BIiLGILER

yapilan bildirimlerde doldurulacaktir):
1. Adi, Sovad; 2. Meslek. 1. Ruhsatfizin Sahibinin Ady; 1a. lletisim Bilgileri:
Tel:
3. Tel. Mo: Faks:
Adres:
4 Adresi; B Faks.. 2. Uriin Glivenligi Sorumlusunun 2a.
Adi ve Soyadi: Tel:
Faks:
8. E-posta: E-posta.
7. 1mza... Zb. Adresi: 2c. Imzasi:

8. Raporfirmaya da bildirildi mi?
O Evet O Hayir O Bilinmiyor

5. Rapor Tarihi: 10. Raportipi: 3. Ruhsat/lzin Sahibinin rapor numarasi:
O ik O Takip
4. 4.Ruhsat/zin Sahibinin Ik Haberdar Olma Tarihi:
Kayit nao: & Raporun TUEANM '3 bildirilme Tarihi:
8. Raportipi:

O ik O Takip

e-posta: tufam@titck. govtr ; faks: 0(312) 218 35 99 ; tel:0(312) 218 30 00; Fonmu miimkiin oldufunca tam deoldunmuez,, Forma sayfa, eklevebilirsing




Elektronik ortamda advers etki
bildirimi
Advers Etki



Ulusal Farmakovijilans Sisteminin

Kurulmasinin Gerekliligi
» Hastaliklar, Receteleme Aliskanliklari

> Genetik, Diyet, Ogrenme, Algilama, Uyung, Biling, Kiiltir
Farkliliklari ve Gelenekler

> Farmasotik Kalite ve Kompozisyonu Etkileyen llag Uretim
Yontemleri

> llacin Dagitimi ve Kullanimi ((")rn: Endikasyon, Doz,
Yararlanim...)

> Bitkisel llaclarin Kullanimi w
> a




Ruhsat sahibinin
sorumluluklari

» Urlinlerinin guvenliligini garanti etmek

* Farmakovijilans sisteminin kurulmasi ve
surdurulmesini saglamak

* “Tibbi urun guvenliligi sorumlusu”
iIstihdam etmek (hekim/eczaci)



Saglik Kurum ve Kuruluslarinin

Sorumluluklari

* universite hastaneleri
* diger egitim ve arastirma hastaneleri

* 50 yatak ve uzeri 0zel hastaneler

v’ kurulus ici farmakovijilans sistemini kurmak

v FV YOnetmeligine gore faaliyet gdstermek

v’ standart farmakovijilans calisma yontemlerini
hazirlamak ve uygulamaya koymak



Farmakovijilans Irtibat Noktas
> Bildirimi tesvik etmek

»Farmakovijilans verilerini toplamak ve TUFAM’a
lletmek

»Egitim ve bilgilendirme calismalari yapmak
sahis veya birim




IRTIBAT NOKTALARININ ILLERE GORE
DAGILIMI

Kl'.klasu% Bartih . Sm:-p.
Edime Kastamonu
¢ 70 &&hnﬁm f zmgm:ak - s " Artin pledahan
Karabdik Samsun Rize L
Lt =1 ¥ |’/r|:l & > By Firesun =:| "Ui
Yalova Sa
* %5““ Bol® e Cankiri Gmumﬁmﬂs’:ﬁl > Glmiishna * Kars
Canakkale :Buﬁa ..E-alc:,ik s gttt o0 A : Tokat Bayblt F_rzu.'-u.m Hdir
o SonRgra & i
.E-d“‘.'it"‘blr Egkﬁ::hir ..-.. Kinkkale  ‘Yozrgat Sivas Erzincan aar
oy Wiitahya .:. L ] & Filrzehir Tuncel 7 S .
" ..._ Mankss &, L ™ i A I van
- ...'.r* ® | Usgak Afyon - | Nevsehit Kayseri Malatya .E:EE"'J Bt L
d‘.r:.. L ® o ® [Aksaray = T (arnte L
; iyarbakir .
V' o e Isparta Komnya Migde Kahramanmaras L E-?-maﬁﬂn
Dienizi . * - Adiyamanp R Hakkari
vy Musk Burdur * Fyd..‘a.t Mardi Riak
ugia) L P 18 % Arain
- @ J & Antay® Karamanh— & | g aé_mae iY%a:ﬁ Zanlhurfa
i - e & @ ; nte
- ; L B g * Mersin_amd *h0 CKiisé o ;
L L
. * Hatay
L]

15 Haziran 2012 itibariyle sayi: 804



Saglik Meslegi Mensuplarinin

Sorumluluklari
* Mesleki sorumluluktur

* Advers etkilerin raporlanmasi kapsaminda
saglik meslegi mensubu; hekim, dis

hekimi, eczaci veya hemsire olarak
tanimlanmaktadir.

— Dogrudan TUFAM’a
— Ruhsat sahibi araciligi ile

— Gorev yaptiklari saglik kuruluglarindaki
farmakovijilans irtibat noktalarina



SMM’lariyla Dogrudan lletisim
(Sayin SMM Mektubu)

* Ruhsat sahibi veya Bakanlik tarafindan
SMM’larina dogrudan iletilen ve ilaglarin
guvenli ve etkili kullanimini saglamay!
amagclayan bilgiyi iceren mektup

 Etkin maddeden kaynaklanan guvenlilik
sorunlari nedeniyle bir ilacin geri gekilmesi,
ruhsatinin askiya alinmasi veya iptali ile
kisa urun bilgisinde onemli degisikliklerin
olmasi; ornegin, guvenlilikle ilgili acil bir
kisittama nedeniyle degisiklik yapilmasi
durumlarinda ....
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@ Sube Ana Sayfa T scrdolect (Sertindol) Sayin Doktor Mektubu (18.12.2006)
ﬂTUFﬁM .E Permax (Pergolid Mesilat) Sayin Doktor Mektubu 24.07.2007
&7 Mevzuat

@Advers Etkd Raporlama I@ Mimesulid Sayin Doktor Mektubu (25.03.2008)

@ Duvurular I@ Baraclude (Entakavir) (29.04.2008)

.ﬁ FAALIYETLERIMIZ
@~ Doktor Mektuplan
@ irtibat Noktalan
4 Bize Ulasin
@ ilgili Linkler
Standart Cabsma
& Yantemi (5CY)
TUFAM Sendika ve
@ Dernek Duyurulan
@ Haklarmzda

Dokiimanlar

.@ Calpol (Parasetamol) (01.05.2008)

.E Wentolin (Salbutamol) (12.05.2008)

I@ Extraneal (Icodextrin) Periton Diyaliz Solisyonu (15.05.2008)

I@ Protelos (stronsiyvurmn ranelat) Sayin Doktor Mektubu (02.06.2008)
T ketek (Telitromisin) (01.07.2008)

.E Cellcept (Mikofenolat Mofetil) (14.07.2008)

I@ Cabaser (Kabergolin) (07.08.2008)

I@ Inegy (Ezetimib-Simvastatin) (22.09.2008)

.@ Myfortic (Mikofenolat Sodyum) (06.10.2008)

.E Champix (Vareniklin tartarat) (30.10.2008)

- s

!'Ilac wve Sanavyi Firmalan
igin Firma ve Kullania kayit "B avandia (Rosiglitazon) (03.12.2008)
kilavuzu

& Doktor Bilgilendirme
Maltihn

ﬁq Minirin (Dezmaonressind (300120099

E Sitalopram ve Essitalopram Savin Doktor Mektubu (27.01.2012)
% Doribax (Doripenem) Sayin Doktor Mektubu (12.03.2012)

I@ Danitrin (Meprobamat) Sayin Doktor Mektubu (21.03.2012)

I@ Immucyst BCG Immunoterapétik Sayin Doktor Mektubu (20.03.2012)



SAGLIE BAEANLIGI
la¢ ve Eczacilik Genel Midiirliigi

SAYL: E.M-EG.D.II.DD.Dﬁ 60282 Ankara 07.12.2005
KONU: Klozapin igeren ilaglar

CALISMA VE SOSYAL GUVENLIK BAKANLIGI
SOSYAL SIGORTALAR KURUMU EA$KAN’LIGI
SAGLIK ISLERI GENEL MUDURLUGU
(Ilag ve Eczacilik Dairesi Baskanligi'na)

ILGI- 18.11.2005 ve 68080 sayih yazmz.

“Klozapin etkin maddesi igeren ilaglan™ kullanan hastalarda, tedavinin ilk on sekiz
hastasinda daha sik olmak fizere, bazi hastalarda ise daha sonraki villarda da agraniilositoz
riski ortava ciktigindan builaglarm giivenli kullamlmasmi saglamak amacivla Bakanlifimizca
vapilan degerlendirme sonucunda klozapin kullanimi kurallara baglanmgtir.

1. 56z konusu ilaclar recete edildiginde, recete ile birlikte formati vazmmiz ekinde
gonderilen ve ilgi ruhsat sahipleri tarafindan hastanelere dagitlacak olan “Klozapin
Graniilosit Izlem Formu”da hekimlerce doldurulacaktr. Doldurulan bu forma Ecza.neier
a.racmg”gia gerl Sdeme kurimuna recete 1le birlikte gondernlecektr. Bu uvgulamaya 1 Ocak
2006 tarihinden itibaren baslanacaktir. -

2. lacm baglandiktan sonraki ilk on sekiz hafta icinde haftada bir daha sonrasmda ise
dért haftada bu lgkosit ve miimkiinse nétrofil savismi vaptirlacalktr.

3. 86z konusu ilaglarm hastada ilk kullanmmima psikivatrist va da néroleji uzmanlan
tarafmdan baslanabilecektir.

4. Hastava verilecek ilac raporlarmin siiresi en fazla alt1 av olacaktir.

F. Saglik kurulu raporu varsa ilag pratisyen hekimlerce de yukandaki kurallara uyma
zorunlulugn ile recetelenebilecektir. (lacm baglandiktan sonraki ilk on sekiz hafta icinde
haftada bir daha sonrasmnda ise dom haitada bir lokosit ve mumkinse notrolill
savimmmvaptirimas: - Klozapin Graniilosit lziem Formu™ nun doldurulmasi)




27 Subat 2009

Rantiva@ Ruhsatinin Tiirkive’de Askiya Alinmasi

Sayin Doktor,

Saghk Bakanhg tarafindan Raptiva adh iiriiniimiiziin risklerinin yararlarindan daha fazla
bulunmasi karari nedeniyle “,RaEtiva@ 100 mg/ml enjeksiyonluk c¢ozelti iceren toz ve

coziicii” isimli ilacomizin ruhsati, Saghk Bakanhg Ila¢ ve Eczaciik Genel Miidiirliigii
tarafindan 20 Subat 2009 tarihi itibariyle askiya alinmistir,

Efalizumab etkin maddesinc sahip olan Raptiva; “yetiskinlerde sistemik terapi veya
fototerapi/fotokemoterapi gibi tedavilerle cevap alinamayan, bu tedavilerin kontrendike oldugu
veya bu tedavileri tolere edemeyen orta ve siddetli plak tip psoriyazis'li hastalarin tedavisinde
endike” olan monoklonal bir antikordur.

Evlil 2008°den itibaren; ii¢ yildan uwzun bir siiredir, kesintisiz olarak Raptiva’j’ ile tedavi
gsormekte olan kronik plak psoriazis hastalannda, virolojik acidan dogrulanan ii¢, ve 2007 yilinda



27/04/Z2009
TNF-alfa Blokerleri Ile Ilgili Ciddi Giivenlilik Uyarilar

Degerli Hekimlerimiz,

Sizleri, Tiimor Nekroz Faktor-alfa (TNF-alfa) blokeri ilaclarin kullanimina iliskin, ciddi fungal
enfeksiyonlari riski iizerine, nemli giivenlik verisiyle ilgili olarak, bilgilendirmek istiyoruz.

Amerikan Gida ve ilag¢ Dairesi (FDA), 4 Eyliil 2008 tarihinde resmi internet sayfasinda, TNF-
alfa blokerlerinin kullamldig1 hastalarda, Histoplazmoz, Koksidivomikoz ve Blastomikoz
tiirlerini iceren, invazif fungal enfeksiyonlarinin ortaya ¢ikmas: ile ilgili, bir uyar
yaymlamistir. FDA, yakin bir tarihte, infliksimab (207 vaka), etanercept (17 vaka) ve
adalimumab (16 vaka) alan hastalarda 240 histoplazmoz vakasmi gdzden gegirmistir; bu

vakalarin ¢ogu Amerika Birlesik Devletleri’'nde (ABD), Histoplazmoz fungi tiiriiniin yaygin
aganmumao (10 vakKd) alan nastalaraa <4V NISWpIdZImozZ vakdasinl gozacn gegirmiyur, ou

vakalarin ¢ogu Amerika Birlesik Devletleri'nde (ABD), Histoplazmoz fungi tiiriiniin yaygin

TNF alfa blokeri ilaglarla tedavi edilen hastalar aym1 zamanda diinyanin endemik mikoz
bolgelerinde yasadiklari igin bu enfeksiyonlarla iliskili vakalarin sayisi Amerika Birlesik
Devletleri’nin disinda son derece azdir. Tiirkiye’de. Saglik Bakanlig1 Ila¢ ve Eczacilik Genel

Miidiirliigii, 2005 yilindan beri, cesitli TNF alfa blokeri ilaglan yakindan gézlemlemektedir.
Bu konuda “Ila¢ Giivenligi Izlem Formu” uygulamasi halen devam etmektedir.




12 Mart 2012

DORIBAX® (DORIPENEM) — VENTILATOR-ILISKILi PNOMONI (ViP)
ARASTIRMA CALISMASINDA KLINIK iYiLESME ORANLARININ AZALMASI
VE MORTALITE ARTISI

Sayin Saghk Meslegi Mensubu,

Johnson and Johnson firmasi olarak DORIBAX®™ 1n ventilator-iliskili pnémoninin (VIP) tedavisinde
kullamimina iliskin yeni giivenlilik bilgileri hakkinda sizleri bilgilendirmek isteriz. Bu bilgilerin sizlerle
paylasilmasi T.C. Saghk Bakanlh@ llac ve Eczacilik Genel MudUrldgu Torkive Farmakovijilans
Merkezi’ nin (TUFAM) onayi alinarak gerceklestirilmektedir.

Ventilator-iliskili  pnomonide (VAP} DORIBAX® in aragtirma amach kullamminin arastinildig
prospektif, randomize, cift-kér, gift-plasebo, cok-merkezli bir Faz 3 ¢alismasi, planlanmis 524
hastanin 274’Gne ait verilerin ara analizi sonucunda, sabit 7 giinliik bir kiir boyunca 8 saatte bir
1 g DORIBAX® ile tedavi edilen hastalar, sabit 10 giinliik bir kiir boyunca imipenem-silastatin ile
tedavi edilen hastalara gére daha yiiksek bir mortalite oram ve daha diisiik bir klinik iyilesme oram
gosterdikleri icin erken sonlandinlmistir,

DORIBAX®, Turkiye' de ventilatér-iliskili pnédmoni dahil nozokomiyal pnémaoni, komplike intra-
abdominal enfeksiyonlar, komplike ve komplike olmayan piyelonefrit ve bakteriyeminin eslik ettigi
olgular dahil komplike idrar yollari enfeksiyonlar (iYE) tedavisi icin onay almistir. DORIBAX® in VIP de
dahil olmak tizere, nozokomiyal pnémoni hastalari icin onaylanmis dozaj), 7 ila 14 giin boyunca, her 8
saatte bir 1 veya 4 saat siireyle uygulanan 500 mg intravenoz infUzyondur.

L]
Sabit 7 giinlilk bir kiir boyunca 8 saatte bir 1 g DORIBAX kullammi, sabit 10 ginlik bir kiir
boyunca imipenem-silastatin kullanimina gore daha yiiksek bir mortalite orarw ve daha diisiik bir

finik iyile orani ile iliskilendirilmistir,

VIP arastirma calismasi, en az 5 gUn slreyle hastanede yatan ve VIP tanisi alan yetiskin hastalarin
tedavisinde, sabit 7 gunliik bir doripenem kiriinin {1g, 4-saatlik infizyon, 8 saatte bir) etkinlik ve

i amm IRl LT alilta A U T TR
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Tarih: 27.01.2012

Sitalopram ve Essitalopram ile doza-bafimh QT intervali uzamas: iligkixi

Savin Dokior,

Lundbeck, T.C. Saghk Bakanh@ llag ve Eczacihk Genel Midirligi Tirkiye Farmakovijilans Merkezi (TUFAMY) isbirligi ile
sizi sitalopram ve essitalopram ile ilgil yeni govenlilik uyanlan konusenda bilgilendirmek istemektedir.

Sitalopram ile ilgili wyarc

Sitalopram doza-bagiml QT intervali wramasiyla iligkilendsnlmigtir.
Yeni pelismeler ifanda sitalopramin maksimum dozu gonde 40 mg olarak beliflenmigtir.
Yaglilarda ve karaciger islevleri azalmig hastalarda maksimum doz giinde 20 mg” a dugtrilmogtir,

Sitalopram QT arabifs urun oldugu bilinen hastalarda ya da konjenital uzun OT sendromu olan hastalarda
komtrendikedir.

Sitalopramm (T aralfam wzattig bilinen diger ubbi @rinlerle kullamm kontrendikedir,

« Torsade de Pointes pelistirme riski yiksek olan hastalarda, ornefin konjestf kalp yetmezlii olanlar, yeni
gegirilmis miyokard enfarkiist olanlar, bradiaritmileri olanlar ya da ey zamanh hastalik veya ilag kulianmm
nedeniyle hipokalemi ya da hipomagnezemive yatkmli olanlarda dikkatli olunmas dnerilmektedr.

Essitalopram ile ilgili myary:

Essitalopram doza-bagimh QT intervali uzamasiyla iligkilendirilmigtir.
#5 yay izerindeki vagh hastalarda essitalopramin maksimum ghnlik dozo 10 mg/gin'dir.
65 yas altindaki eriskinlerde maksimum doz 20mg/giin olarak aym sekilde kalmaktadir

Essitalopram (7 aralifi uzamasi oldugu bilinen hastalarda ya da kenjenital urun QT sendromu olan hastalarda
koatrendikedir.

Essitalopram (1" aralifin uzattygs bilinen diger ubbi arinlerle kullammi kontrendikedir.
Torsade de Pointes gelistirme riski vilksek olan hastalarda, omegin konjestif kalp yetmezligi olanlar, yeni

gegirilnig miyokard enfarkiosi olanlar, bradiantmileri olanlar ya da e§ zamanh hastalik veya ilag kullamam
nedenivle hipokalemi va da hipomagnezemiye yatkinli olanlarda dikkadi olunmas tnerilmektedir,

B heialas cialaseam ve da seeitalnmeam alrken annrmal kaln abm i va da !I'I'.tm'l'l'll: il“ill belirti ve h'ulgu]m- Wlma
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LILLY ILAG TICARET LTD. §Ti. o iy

XIGRIS®(drotrekogin alfa (aktive))IN PAZARDAN GERI CEKILMESI

Sayin Saglk Meslegi Mensubu,

Xigris'in risk-yarar profilinin dogrulugunun sorgulanmasina neden olan etkisizlikle ilgili yeni klinik
calisma bulgulan nedeniyle Lilly ilag Ticaret Limited Sirketi'nin XIGRIS®(drotrekogin alfa (aktive)) isimli
{iriiniini: pazardan geri gekmesi ile ilgili olarak sizi bilgilendirmek istemekteyiz.

Geri cekme derhal etkin olacaktir ve mumkin oldugunca hizli bir sekilde tamamlanacaktir.

¢ Bu geri gekme Xigris'le tedavi edilen hastalann (N=846) 28 ginlik dlam oranminin plaseba
kontrol grubunun (N=834) %24.2lik oranina kiyasla %26.4 oldugu PROWESS-SHOCK
galismasi sonuglarina dayanmaktadir,

e Calisma, Griiniin hayatta kalma yarann gostermezken, konu ile ilgili yeni bir givenlilik
bulgusu saptanmamgtir,

» Bu calismalarda gdriilen etkisizlik, belirtilen hasta popiilasyonu igin Xigris'in risk yarar
profilinin dogrulugunu sorgulamaktadr.

+ Halihazirda Xigris'le tedavi edilen hastalarin tedaviler sonlandirimalidir. Xigris tedavisi yeni
hastalarda bastanmamahdir.

Xigris icin envanterinizi kontrol ediniz. Tum doz ve paket biyuklikleri bu geri cekmeye tabidir. Eger
Xigris bulunursa, kullamimim sonlandirin ve Uriint satin aldiginiz tedarikgiye (depocu/eczane) iade
ediniz. Tedarikginiz Grind Lilly ilag Ticaret Limited Sirketi’'ne iade edecektir.

Saghk Meslegi Mensuplannin XIGRIS kullarmi ile iliskili herhangi bir giipheli advers olayi Lilly llag
Ticaret Limited Sirketi {Kusbakigi Cd. Rainbow Plaza No: 4 Kat: 3 34662 Altunizade - Istanbul Tel:
0216 5540000 faks: 0216 5540181 e-posta: pharmacovigilance_turkey@lilly.com) veya Saghk
Bakanhi Hag ve Eczacilik Genel Mudirligi, Klinik Aragtirmalar ve ilag Givenligi Dairesi Baskanhg), llag
Giivenligi izleme Degerlendirme jube Miidiirlugii'ne (TUFAM; tel: 0312 2183316 faks: 0312 2183296

e ach LAl aleel saralbraldadir



(€ J _ SAGLIK BAKANLIGI
Wb ilag ve Eczacilik Genel Miidiirliiii

Sayi  :B.10.0.1EG.0.15.00.02 _
Konu : Flukonazol ’;%L (1 8 / 6 1 il 700

DOSYA

“Flukonazol” igeren iiriinlerle ilgili olarak “MedWatch-The FDA Safety Information and
Adverse Event Reporting Program, Safety Information, Diflucan (fluconazole): Drug Safety
Communication - Long-term, High-dose Use During Pregnancy May Be Associated With Birth
Defects™ uyarisina dayanilarak Bakanligimizca yapilan degerlendirme sonucunda siz konusu
Uriinlerin KUB'lerinin “Gebelik ve laktasyon” bsliimiine “Flukonazoliin, ilk trimesterda 400-
800 mg/giin dozda uzun siireli kullanimu konjenital anomali riskini arttirabilir. Tek doz, diisiik
doz vajinal kandidiyazis enfeksiyonu tedavisi ile bu risk gésteri Imemistir,” ifadesinin eklenmesi
ve gebelik kategorisinin tek doz 150 mg vajinal kandidiyazis tedavisi igin C, diger doz ve
tedaviler igin D olarak belirtilmesi, bu diizenlemenin kullanma talimatinda uygun bir dille yer
almast gerekmektedir.

Yukarida belirtilen degigikligin yansitildig1 orijinal tiriinlere ait K{UB/KT bagvurularimn
15 gin igerisinde incelenmek {izere Ruhsatlandirma Daire Bagkanhigina génderilmesi
gerekmektedir.

Konunun iiyelerinize ivedilikle duyurulmas) hususunda geregini bilgilerinize rica

ederim.
Je—s

Dr. Saim KERMAN V.
Bakan a.
Genel Midir




FLOROKINOLON GRUBU URUNLER ILE ILISKILI MYASTHENIA
GRAVIS SIDDETLENMESIi

17.11.2011
ﬁ:et:

T.C. Saghk Bakanh# ilac ve Eczacihk Genel Miidiirliigii tarafindan florokinolon iceren
preparatlarin  “myasthenia gravis’i siddetlendirmesi” ile ilgili olarak kisa iiriin
bilgilerinde (KUB) ve Kullanma Talimatlarinda (KT) yapilmasi uygun giriilen
degisiklikler
Sayin Doktor,

Florokinolon grubu antibiyotiklerin sistemik kullammu ile ilgili dnemli degisiklikler hakkinda
sizler bilgilendirmek 1stiyoruz.

Amerikan Gida ve Ilac Dairesi (FDA) resmi internet sayfasinda “Risk of fluoroguinolone-
associated Myasthenia Gravis Exacerbation February 2011 Label Changes for
Fluorogquinolones” uyansi yayimlanmistir.

Bu uyan dogrultusunda sistemik kullamlan florokinolon grubu antibiyotiklerin KUB’lerine
asafida ver alan ifadeler eklenecektir.

“Ozel Kullamm Uyarilar: ve Onlemleri” biliimiine:

Myasthenia Gravis siddetlenmesi:

Florokinolonlar néromiiskiiler blokaj aktivitesine sahiptirler ve Myasthema gravisli hastalarda
kas giicsiizliigiinii siddetlendirebilirler. Florokinolon kullanan Myasthenia gravish hastalarda,
ventilatir _destek ihtivaci _ve dOliimii kapsayan post marketing ciddi advers olaylar
florokinolonla iliskilendirilmistir. Ovykiisiinde Myasthenia gravis bulunan hastalar
florokinolon kullammimdan kacinmahdir.

“istenmeyen Etkiler” béliimiine:

“Myasthenia gravis siddetlenmesi
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RUHSATLANDIRMA ASAMASINDA

bilinen

Tanmmlanmis Riskler

bilinmeyen

e




Farmakovijilans sisteminin nihai
hedefi

* Pazarlama sonrasi, klinik kullanimda
olan ilaclarin risk/yarar oranlarinin
bireysel ve toplumsal duzeyde mumkun
olabilecek en iyi duruma getirilmesini

saglamaktir.
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