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ST elevation in inferior derivation, coronary ectasia, and slow coronary flow following ceftriaxone
use.
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QT Nomogram

QT MESAFESI

Correction Formula
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Bazett QTc = QT;WR: R Heart Rate (bpm)

Fredericia QTc = QT/(RR)1/3
Framingham QTc = QT + 0.154(1 - RR)

KALP HIZINA GORE DUZELTILMIS QT
MESAFESI
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Antibiotic-induced Cardiac Arrhythmias

Elsayed Abo-Salem,' John C. Fowler,” Mehran Attari,' Craig D. Cox, Alejandro Perez-Verdia,* Ragesh
Panikkath® & Kenneth Nugent*

Cardiovascular Therapeutics 32 (2014) 19-25
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Moxifloxacin-induced dispersion of repolarization and EAD
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Senkop
Ani kardiak olim . .
Torsades de pointes(Polimorfik VentrikUler Tasikardi)

Genellikle QT mesafesinin uzamasi ile ortaya cikar.
Kardiyak repolarizasyondaki degisiklik sonucunda meydana gelir.
llaglara bagli uzamada 2 temel mekanizma

1.HERG potasyum kanallarindaki blokaj sonucu gelisen aksiyon potansiyelinde repolarizasyon peryodunun uzamasi
2.Karacigerde sitokrom P450 (izerine etkide bulunarak diger proaritmik ilaglarin metabolizmasini azaltmak




Male Patients Female Patients .

Hazard Ratio for Hazard Ratio for

QT Interval Sudden Cardiac QT Interval Sudden Cardiac
(ms) Death (ms) Death
Normal <430 1.0 <450 1.0
Borderline 431-450 1.3 451-470 1.8
Prolonged >450 2.5 =470 2.6

55 yas Uzeri hastalarda QT mesafesinin

uzamasi ve ani kardiyak olum riski




Makrolid
Grubu

Antiblyotikler

Vaka takdimlerinde QT uzamasi ve torsades
de pointes ile iliskili bulunmus.

IV eritromisin kullanimi artmis aritmi riski

2004 yilinda yapilmis genis olcekli kohort bir
calismada eritromisin kullananlarda ani
olUm riski antibiyotik kullaonmayanlarla
karsilastinldiginda 2 kat fazla*

itokrom P450 inhibitorleri ile
Iginda ani kardiyak olum
arttigi rapor edilmis**

Eritromisin dige
birlikte kullan
riskinin 5 k

rs
Id
at

*Oral erythromycin and the risk of sudden death from cardiac causes. Ray
WA, Murray KT, Meredith S: N Engl J Med 2004; 3 51: 1089-1096.

Immunomodulatory Effects of Macrolide Antibiotics — Part 2 : Respiration
2011,81:75-87 83



Makrolid
antibiyoftiklerin
kullanimi

sirasinda QT

uzamasl veya
TdP icin risk
faktorleri

Yas >80

Kadin

Kalp hastaligl

QT uzatan diger ilaclarin kullanimi
Azalmis ilac atiimi
Hipokalemi/hipomagnesemi

Tedavi oncesi QT mesafesinin uzun olmasi
Bradikardi

Genetik yatkinlik



E. Abu-Gharbieh et al. / Pharmacological Research 50 (2004) 211-222

Table 4
Clinical and non-clinical evidences on the activity of macrolides on cardiac repolarisation (proarthythmic action)

hacrolide Clinical MNon-clinical

Erythromycin QT interval prolongation [103-107] QT interval prolongation in vivo [78], in vitro [116]
Case report of TdP or cardiac arthytlumia [63,108-115] Inhibition of cardiac K* channel currents (fi) in
vitro [63-65,117)
Blocking of HERG K* channel in vitro [61]
TdP in vivo [118,119]
Review [112,120]

Clarithromyein Case report of TdP or cardiac arthythimia [121-127] QT interval prolongation in vivo [78]
Blockade of HERG K* channels in vitro [61.67]

Review [77

Roxithromycin QT interval prolongation [128] Case report of TdP [62) In vivo amhythmogenic at dose higher than its
clinical range [78]
Blockade of HERG K* channels in vitro [61]

Azithromyein In vivo armhiythmogenic at doses higher than those
wsually prescribed clinically [78]

Splramycin/aceryl spirannycin QT interval prolongation [129]
Case report of QT interval prolongation [79]

Josamycin Blockade of HERG
K* channels in vitro [61]

Telithromycin Case report of TdP in post-marketing surveillance [130] Blockade of Iy, [130]
QT prolongation in phase III trials [130] QT prolongation in vitro and in vivo [130]




Klaritromisin

RESEARCH ARTICLE

g o ot SRR Clarithromycin use and the risk of mortality
»>Klaritromisin ile Ilg'“ 31 Aralik 2018 and cardiovascular events: A systematic

tarihine kadar yayinlanmis review and meta-analysis
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https://doi.org/10.1371/journal.pone.0226637

American Journal of Therapeutics 22, e122-e129 (2015)

Azithromycin and Risk of Cardiovascular Death:
A Meta-Analytic Review of Observational Studies

Aref A. Bin Abdulhak, MD,'* Abdur R. Khan, MD,”> Musa A. Garbati, MD,”
Abdul H. Qazi, MD," Patricia Erwin, MLS,* Sood Kisra, MD,'

Abdelrahman Aly, MD,' Talha Farid, MD,"' Mikhael El-Chami, MD,”

and Alan P. Wimmer, MD"®

Table 1. General characteristics of the included studias.

Sample size Country Mean Male, Indications of
Author Study design Setting azithromyein of study age,yr % therapy Primary outcome
Khosropour Retrospective  Data from Oregon 162,386  United 24 35 STD chlamydia; All-cause mortality within 10 d of
et al'® cohort study  Public Health States gonorrhea therapy
Division
Rao et al®  Retrospective  Cohort of US 594,792  United 56,8 88  ENT/GU infection, All-cause mortality with current use
cohort study veterans {VA States pneumaonia, {1-5 d} and recent use of azithromycin
Medical Centers) COPD {6-10 d}, arrhythmia
Ray et al® Retrospective  Tennessee 347,795  United 48,6 225 ENT infections Cardiovascular and all-cause mortality
cohort study Medicaid cohort States bronchitis with current (1-5 d} and recent use of
azithromycin (6-10 d)
Svanstrdm  Retrospective  Mationwide 1.,102419  Denmark 397 36 Respiratory tract  Cardiovascular death with current
ot al® cohort study historical cohort infection, STD, {1-5 d} and recent use of azithromyein
study S5TI (6-10 d}, noncerdiac death with
current azithromycin use {1-5 d}
Mortensen  Retrospective  Population based 38,787  United 778 92.8 Pneumonia 30- and 90-d mortality; cardiovascular
ot al" cohort study States avents within 90 d

COPD, chronic cbstructive pulmonary disaase; ENT, ear, nose, throat; GU, genitourinary; SSTD, skin and soft tissue infection; STD, sexually transmitted diseases.

AziTromisin




Azitromisin

1 el -~ 1 Hazard Rati Hazard Ratio
AZI Tro m ISI n ’ Oze | | I kl e d O h O Study or Subgroup log[Hazard Ratio) SE Weight 1V, R::dom.‘9:x Cl v, Ran;om. 95% CI
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deglldw BU NU nl(] b|r|||<-|-e associated with azithromycin use in comparison with other antibiotics. Error bars indicate the CI.
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kardiyovaskuler olay riski
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antibiyotik tedavisi
dUsunulmelidir.




Makrolid
antibiyoftikler

Makrolidlerden
klaritfromisin ve eritromisin

QT uzamasina neden olmao
olasihgr daha yuksektir,

en guvenli olani azitromisindir.

APRIL 2019




Cardiac medications
Antiarrhythmic drugs
Class Ia (Quinidine, Procainamide, Disopromide)
Class III (Dofetlide, Ibutilide, Sotalol)
Non-cardiac medications
Antihistamines (Terfenadine*, Astemizole*)
Antipsychotic and antidepressant agents
Neuroleptic (Haloperidol, Droperidol, Thioridazine,
Chlorpromazine)
Atypical antipsychotics (Sertindole*, Ziprasidone, Risperidone,
Zimeldine, Citalopram
Antidepressants (Amitriptyline, Desipramine, Imipramine,
Maprotiline , Doxepin, Fluoxetin)
Antibiotics
Quinolone (Sparfloxacin*, Levofloxacin, moxifloxacin,
grepafloxacin®)
Macrolide (Erythromycin, Clarithromycin)
Antimalarials (Quinine, halofantrine)
Antiprotozoal (Pentamidine)
Antifungal (Azole group)
Antumotility Agents (Cisapride*)
Methadone

*Withdrawn from market or discontinued

QT Uzamasina
neden olan
obazi ilaclar
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CREDIBLEMEDS

place them in one of three designated categories. Known Ri;k of TdP (KR), Passible Risk
of TdP (PR} or have a Conditional Risk of TdP (CR). The full description of these
categories can be found on the CredibleMeds. org website.

Genenc Hame Brand Hame Ecand Hame
Abarelix (FR) Plenaxis Azithromycin (KR} Zithromax: and Clarithromycin (KR) Biaxin and others
Abiraterone (CR) Zytiga and ofhers others Clofazimine (PR) Lamprene
Aclarubicin (KR) Aclacin and others Bedaquiine (FF) o Clomipramine (CR) Anafranil
Al in (PR) Uroxalral Bendamustine (PR) Treanda and others £ & (PR) EniEaing

Bendroflumethiazida
#?m??:z?:e} PR) Hedeltran and others (Bendrofuazide) Apringx and others Clozapine (FR) Clozar and olhers
P ! {CR) Cobimetinib (PR) Cotedlic
S Sl Benperidol (FR) Anqui and others Cocaine (KR) Cocaine
Amiodarone (KR) Cordarong and others Bepridd (KR) Vascor Crizatinib (PF) Mamkori
Amisulpride (CR)Y Solian and others Belrixaban (PR) Be Cyamemazine Tercian
Amitriptyline (CR) S g e Bortezomib (PR) Velcade and others (Cyamepromazine} (FR)

. . - Bosutinib (FR) Bosuli Dahrrients (PR Ll
Ampholericin & (CR) Funglin and others . Dasalinib (PR) Spryeel
Amsacring (Acridiny) Buprenorphine (PR)  Butrans and others .

. Amsiding . - Firmagon and
anisidide) (CR) Cabozantini (PR) Comelriq Degarelix (PR) B
Anagrelide (KR) Agrylin and others Capecitabine (PR) Xeloda Delamanid (PR) Deltyba

y  Apalutamide (PR) Erleada Ceitinity (PR} Zykadia

- Desipraming (PR) Perlofrane and
Apomarphing (PR) Apokyn and others Chioral hydrate (CR) Agquachloral and others
Arigiprazele (PR) Abilify and oihers _ others Deutetrabenazine (PR) Austedo
Arsenic triaxide (KR) Trisenaox Chioroquine (KR) ‘u'”h"_ Dexmedetomidine (FR) Precedex and
AnemetheriLumefantrine . Chiorpromazine (KR) m;me and others
(PR} i Dextromethorphan/Quinidine Nuedexta
Artenimolipi ine (PR)  Eurariesim Chiorprothicene (KR) Tl (PR}

Asenapha (FF) Saphris and olhers e — Flots Diphenhydramine (CR) nlnmsm e
Cimetidine (CR) Tagamet
Astemizole (KR) Hizmanal ; i Disopyramide (KR Nomace
Alazana : Ciprofioxacin (KR) Cipro and others
vir (CR) Reyataz and others lide (KR) Tikosyn
Cisapride (KR) Prapulsid Doked ’

Alomaxeline (PR) Strattera

Dolasetron (PR) Anzameat
Domperidona (KR) Matilium and athers

Citalopram (KR) Celexxa and ofhers

QT uzamasi
ve/veya TdP

neden olan
ilaclarin listesi




Daxepin (CR)
Dvonedarcne (KR)
Droperidel (KR)
Efavirenz (FR)
Eliglustat (FR)
Encorafenib (PR)
Entractinib (PR)
Eperisona (CR)
Epinabizin (PR)
Eribulin masylate (PR)
Enythramyvin (KR)
Escitalopram (KR)
Esomeprazole (CR)

Ezogabine (Retigabine)
(PR}

Famotidine (CR)
Felbamaie (PR}
Fingolimed (PR)
Flacainice (KR)
Fluconazode (KR}
Fluorouwracil (5-FLUI) (FR)
Flucxesine (CR)
Flupertiond (PR)
Fluvexamine (CR)

Furcsemide (fusamide)
{CR)

Galantaming (CR)
Garenacin (CR)

Gatfiexacin (KR

Sineguan and others
Wultag

Inapsine and cthers
Sustva

Cerdelga

Brafow

Razhyteek

Myonal and others
Ellence and others
Halaven

E.E.5. and others
Cipralex and cthars
Hexmpm and others

Potiga and others

Pepeid and others
Felbatol

Gilenya

Tambocor and othars
Diflucan and others
Adnacil and others
Prozac and others
Depicol and others
Favern and others

Lasi: and others

Reminyl and athers
Geninax

Teguin

Giltesitinit: (PR)
Glasdegib (PR)
Granisetron (PR)
Grepafloxacin (KR)
Halofantring [FIR)
Haloperidol [KR)
Hydrochiorathiazide (CR)
Hydrocodons - ER (PR)

Hydrequinidine
{Dihydroguiniding) (KR)
Hydroxychiaroquing (KR)
Hydreayzing (CR)
Ibogaine (KR)

Ibutilice (KR)
lispendone (PR)

Imipeamine (Melipramine)
(PR}

Indapamide (CH)
Irotuzumab ozogamizin (PR)
Iseadiping (PR)
Irazennzsle (CR)
hakeadine (CR)
Ivesidenib (PR)
Katanserin (PR}
Ketoconazole (CR)
Lacidmine (PR}
Lansoprazole (CR)
Lapatinib (FR)
Letamulin (PR)

Hospata

Dawrismao

Kytril and others
Raucar

Halfan

Haldal and others
Ape-Hydra and ethers

Hysinglad.¢ ER and others

Berecod

Plaquend and others
Atarax and athers

Corvedt

Fanapt and otheds
Tofranil

Lozol and others
Besponsa

Deynacine

Sparanos and ethers
Pracoralan and others
Tisowo

Swlrexal

Nizoral and others
Lacipil and others
Prevacid

Tykert and others
Xenleta

Leuprolide {Leuprorelin) (PR)
Levaficoacin (HR)

Levomepromazine
[Mehatrimeprazing) (KR)

Lewvamethadane (levamethadens)
(PR}

Levomethady! acetate (KR)
Levosulpiide (WR)
Lithium (FR)

Lofexiding [PR)
Loperamide (CF)
Lopinsvir Rileasvir (PR)
Mageatiline (PR)
Malperons (PR)
Mamantine (PR}
Masoridazing (KR}
Mathadane (KR}
Metoclopramide (CR)
Metolazens (SR}
Metranidazele (CR)
Miansern (FR)
Midastaunn (FR)
Mifepristone (PR)
Mirabegron (PR)
Mirazapne (PR)
MomdprilHydrochlorothiazide (PR)
Monifloxcacin (KR)
Necitumumab (FR)
Mesfinavir (CR)

Lupron and oihers

Levaguin and cthers

Mosinan and othars

Ciriaam

Lasurida and cthars
Eskaiith and othars
Lucemyra
Irrsodium

Kaketra and athers
Ludioenil

Bunil and others
Namenda XR
Sarentd
Dolophing and othars
Reglan and others
Zytanix and cthers
Flagyl

Tahas

Fydapt

Falym and sihers
Myrb-atrig
Flemercn

Unirgtic and athars
Ayelox and others
Fortrazza

Wiracept

QT uzamasi
ve/veya TdP

neden olan
ilaclarin listesi
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Generic Name Brand Name

Nicardipine (PR)
Nifekalant (KR)
Nilosnid (FR)
Nodoxacin (PR)
Nortriptyline (PR)
Nusinersen (PR)
Cfioxacn (PR)
Clanzapine (CR)
Omaeprazole (CR)
Ondansetron (KR)
Ossmertnib (PR)
Oxaliplatin (KR)
Oxytoon (PR)
Palipendone (PR)
Paloncsetron (PR)
Panobinostat (PR)
Pantoprazole (CR)

Papavenne HCI (Intra-
coronary) (KR)

Paroxetne (CR)
Pasreotde (PR)
Pazopanik (PR)
Pentamidine (KR)

Parfiutren lpid microspheres
(FR)

Parphenazine (PR)
Pilsicainide (PR)
Pimavanserin (PR)

Pimozide (KR)

Pipamperone (PR)
Piperacillin/Tazobactam (CR)
Prioksant (Tiproksant) (PR)

Cardene

Shinbit

Tasigna

Noroxin and cthers
Pamelor and others
Spinraza

Floodn

Zyprexa and others
Losec and others
Zofran and others
Tagrsso

Eloxatn

Phocin and others
Invega and others
Alox

Farydak

Protonix

Paxl and others
Signdor
Vatnent
Pentam

Definity and others

Trilafon and others
Sunrythm

Nuplazd

Crap

Dipiperon and others
Tazosyn and others
Wakix

Posaconazole (CR)
Pretomanid (PR)
Primaquine phosphate (PR)
Probucol (KR)
Procanamide (KR)
Promethazine (PR)
Propafenone (CR)
Propofol (KR)
Prothipendyl (PR)
Quetiapine (CR)
Quinidine (KR)
Quinine sulfate (CR)
Ranolazine (CR)
Rdocichd (PR)
Ripavirine (PR)
Ruperidone (CR)
Romidepsin (PR)
Raoxithromycin (KR)
Saquinavir (PR)
Sertndole (PR)
Serraine (CR)
Sevoflurane (KR)
Siponimod (PR)
Soifenacn (CR)
Scrafenib (FR)
Sotalol (KR)
Sparfoxacin (KR)
Sulpiride (KR)
Sulopride (KR)
Sunitind (PR)

Noxafil and others

Lorelco

Pronestyl and others
Phenergan

Rythmol SR and others
Diprivan and others
Dominal and others
Seroquel

Quinagiute and cthers
Qualaqun

Ranexa and others
Kisqali

Edurant and others
Risperdal

Istodax

Rubde and others
Invirase(combo)
Serdolect and others
Zoloh and others
Uktane and others
Mayzent

Vesicare

Nexavar

Betapace and others

Zagam
Dogmatil and others

Bamel and othars

Sutent

Generic Name Brand Name

Tacrobmus (PR)
Tamexifen (PR)
Telaprav (CR)
Telavancin (PR)
Telithromycin (FR)
Terfenadne (KR)
Terlipressin (KR)
Tercdiline (KR)
Tetrabenazine (PR)
Thiordazine (KR)
Tiaprce (PR)
TipiraciTrifluridine (PR)
Tizanidine (PR)
Tokerodne (PR)
Toremifene (PR)

Torsemide (Torasemide)
(CR)

Tramadol (PR)
Trazodone (CR)
Trmipramine (PR)
Tropesetron (PR)
Valbenazine (FR)
Vandetan®d (KR)
Vardenafi (PR)
Vemurafend (PR)
Venlafaxne (FR)
Voriconazole (CR)

/ Vorinostat (PR)

Ziprasidone (CR)
Zotepne (PR)
Zuclopenthixol

(Zuclopentixo) (PR)

Progeaf and others
Neivadex and others
Incivo and others
Vidatw

Ketek

Seldane

Teripress and others
Mictunn and others
Nitoman and others
Mefiani 3nd others
Tiapndal and others
Loasurf

Zanaflex and others
Detrol and others
Fareston

Demadex and others

Crispin and others
Desyrel and others
Surmontd and others
Navoban and others
Ingrezza

Caprelsa

Leviva

Zeboraf

Effexor and others
VFend

Zoknza

Geodon and others
Losizopilon and others

Cisordmol and others

QT uzamasi
ve/veya TdP

neden olan
ilaclarin listesi




Open Access Research

Hastane disi kardiyak
olumlerde BM) Open Does macrolide use confer risk of out-

Makrolid antibiyoftikler ve of-hospital cardiac arrest compared with
Penisilin V penicillin V? A Danish national case-

crossover and case-time-control study
Makrolidlerle tedavi CrartsAndrsson uprar 1 Gaaon o ars s 0T
Christian Torp-Pedersen,® Freddy Lippert,'® Peter E Weeke''
sirasinda hastane disi
kardiyak olum riski TR ...

the analysis*

p e n ISi | i n v ! d e ki n e All macrolides - et 0.90 (0.73-1.10) 585

b e nzer' Roxithromycin b 4

veriler makrolidlerle s | > , sesasio
iliskili ek risk olmadigini ' ¥ s o B
d U§U n d U rm e k'l'edir. Azithromycin ' - . 0.85 (0.57-1.27) 12

0.97 (0.74-1.26) 292

LR as s L) : (K] i

Odds Ratio

Figure 2 Macrolide treatment and risk of out-of-hospital cardiac arrest using penicillin V as the comparative reference
according to the case-crossover analysis, Presented are OR from the conditional logistic regression analysis in case-crossover
models (95%CI). *OHCA cases contributing to the analysis were those having a discordant drug exposure history in the case
and controf periods. OHCA, out-of-hospital cardiac arrest.




Kinolonlar

QT massi kinolonl o] i —
> UZO O S I | n O O n O rI n | r SI n I MARIA ELENA RUIZ, MD GLENN W. WORTMANN, MD
Q_C O Sectlon of Infectious Diseases, Department of Section of Infectious Diseases, Department of
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» Siprofloksasinin kardiyovaskuler
yan etkiler acisindan en
gUvenli oldugu Unusual effects

dUsUnUlmektedir. of common antibiotics
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American Jourmnal of Emergency Medicine (2012) 30, 252.¢5-252.¢9

The
American Journal of

Emergency Medicine
.|

65 yas erkek

SlprOﬂOkSOS|ne bdgh Uriner sistem enfeksiyonu nedeniyle
TdP siprofloksasin

Nobet benzeri aktivite

VO kO TO kd | m| QT mesafesi 7 gun sonra normal seviyelere

geliyor

Fig. 2 Telemetry strip during first day of admission showing long QT interval and short runs of TdP.
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The risk of cardiac events in patients who received concomitant
levofloxacin and amiodarone™

Luigi Brunetti®”"', Seung-Mi Lee®"', Ronald G. Nahass™”, David Suh?, Benjamin Miao?,
John Bucek”, Dongwon Kim®, Ok-Kyu Kim®, Dong-Churl Suh®*

Levofloksasin ve amiadoron birlikte
kullanimi
KARDIYAK OLAYLARI(VENTRiKULER ARITMILER, KARDIYAK AREST VE (")LUM)

6 KATDAN FAZLA ARTTIRIYOR.
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Siprofloksasin ve Flukanazol birlikte kullanimi

QTC UZAMASI ILE ILISKiLi HERHANGI BIR RISK FAKTORU BULUNMADI.
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Letters to the Editor

Concomitant Use of Nifedipine and Clarithromycin Leading
to Pulseless, Bradycardic Arrest

Ryan M. D. Cook, PharmD"

American Jowrnal of Therapeutics (2019) 26(4) Alleon 5. Garela.Gayoso, MD*
Jennifer D. Twilla, PharmD, BCP5"

Nifedipin ve Klaritromisin

/2 yas kadin

Akut bronsit tfanistyla Klaritromisin 500 mg 2x1
Bradikardik arest ve nabizsiz elekitriksel aktivite gelismis

Kardiyopulmoner resustasyon, epinefrin ve atropin sonras
spontan dolasim ve kardiyak ritim geri dénmus



Amfoterasin B ve AV Blok

? ay kiz
Sistemik fungal enfeksiyon

Tedavinin 3. gunu bradikardi ataklar

ve 2. derece AV blok

llacin kesilmesini takiben 8. gin
bradikardi epizodlarn duzeldi.

Unexpected outcome (positive or negative) including adverse drug reactions

CASE REPORT

Atrioventricular block related to liposomal
amphotericin B

Bruno Fernandes Sanches,” Pedro Nunes,? Helena Almeida,” Ménica Rebelo?

BRADYCARDIA EPISODES AND MINIMAL HEART RATE ALONG HOSPITALIZATION

Figure 1  Graphic representation of
the bradycardia episodes along
hospitalisation. The blue line
represents the evolution of minimal
heart rate value and the red columns
represent the number of bradycardia
episodes per day since the 16th to the
37th days of hospitalisation (number of
the episodes in the top of each
column). Amphotericin therapy was
started on the 16th day and was

suspended on the 27th day of w | I I I |
hospitalisation. l l
Lo o I M I I
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MIYOKARD INFARKTUSU




Makrolid antibiyotikler ve Miyokard InfarktUsO

Antimicrobial Ageﬂ’[s EPIDEMIOLOGY AND SURVEILLANCE
L AMERICAN
SOCIETY FOR

=4 vcromoroar aNd Chemotherapy® n TABLE 1 Treatment ranked by probability of highest risk of Mi

plemet Medication P score®
Erythromycin 0.94
. . . . Clarithromycin 0.77
Systematic Review, Meta-analysis, and Network Meta-analysis Azithromycin 0.31
of the Cardiovascular Safety of Macrolides Nonmacrolide 0.24
Roxithromycin 0.23

Einat Gorelik,»® Reem Masarwa,” Amichai Perlman,» Victoria Rotshild,» Mordechai Muszkat,© llan Matok?* - X - X -
9The P score is derived from network meta-analysis and represents the mean extent of certainty that a given

treatment has greater risk of Ml among the included treatments, measured on a scale from 0 (best) to 1
(worst).

4,081 articles identified by search

’I 3,890 non-relevant articles were excluded

Abstracts of 191 articles were assessed

13 Randomize, 7 kohort ve 1 vaka
kontrol foplam 20 calismanin
analizinde makrolid antibiyotik
tedavisini fakiben
miyokardial infarktUs riskinde
istaftistiki olarak anlaml %15 artis
izZlenmistir (OR 1.15 [95% CI, 1.01 to
1.30], P 0.00001)

117 articles were excluded because no information
about macrolide use and cardiovascular event

T4 full-text articles were evaluated

37 articles were excluded:
No access (n=5)
Language limitation (n=1)

Type of study/publication (n=5) duplicate (n=16)
no control group (n=2)

no relevant outcome (n=9)

patients in ICU/sepsis (n=3)

33 studies were included in meta-analysis:
5 case-control studies
16 cohort studies
13 randomized control studies
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RESEARCH ARTICLE Open Access

@ CrossMark

CAP-START Trial

Toplum kdkenli pndmoni fedavisinde
beta-laktam monoterapi, beta
laktam-makrolid kombine tedavi ve
florokinolon monoterapi
karsilastinimasi

Cardiac events after macrolides or
fluoroquinolones in patients hospitalized
for community-acquired pneumonia: post-
hoc analysis of a cluster-randomized trial

Douwe F. Postma'?*"®, Cristian Spitoni®, Cornelis H. van Werkhoven', Leontine J. R. van Elden®,

Jan Jelrik OQosterheert” and Marc J. M. Bonten'®

Kardiyak olay 2017 hastanin 146
sinda(%6.9); kalp yetmezligi 101 (%

2,283 patients in CAP-START trial ]

176 patients with a cardiac event on
admigsion were excluded

2,107 patients with working diagnosis of
CAR; 146 (6.9%) n/w cardiac events

4.8), aritmi 53 (% 2.5), ve miyokard
iskemisi 14 (%0.7) (Toplam 207

g et
1 Sengitivity analysis:
i 1,604 patients with radiologically proven

Azitromisin 11(%5.3), Klaritromisin serrsn) | [e0cos% 554 453% LOP SR v cardiacevents |
] 8 7 7 2 1_ % S 3 ,l ,l ,l 2 without r;nacrnln-::le with » :-_.uth | T e
of quinolone rmacrolide luoroquinolone 2
( o/ . ) {7 erl ro m ISI n ( & ) during admission during admission during admission ) 2 v e ¥
) I 4 l l 421 (26.2%) 516(32.2%) T39 (49.4%)
= ithout lid ith th
C I p rOﬂ O |<S O Sl n 9 (%3 .8) ’ ‘c’f:n[:lfi:azijvgi? nw 57 (B.8%) had nfw 53(5.6%) had n/w :rl quiI;nrl':lED o ;Iacn:nlide ;TLDTDQUI'HD|DHE
cardiac event cardiac event . during admission . during admission | . during admission .

Levofloksasin 5(%2.6), Moxifloksasin
23(%4.1)

Cardiac ewents in original trial arms:

, v
30 (7.1%) had n/fw
cardiac event

v

48 (9.3%) had n/w |

cardiac event

v
43 (5.8%) had n/w
cardiac event
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Amphotericin B-induced dilated
cardiomyopathy

dward L. Arsura MD, FACP,

Amfoterasin B

ve s
Dilate

Kardiyomiyopati

Yahya lsmail MD, Sheldon Freedman MD, A.R.S.R., Karunakar MD,

doiorg/10.1016/0002-9343(94)90353-0 Get r

Journal of Antimicrobial Chemotherapy (2004) 53, 115-117
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Advance Access publication 4 December 2003
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Reversible dilated cardiomyopathy related to amphotericin B therapy

Patrick J. Danaher'*, Michael K. Cao?, Gregory M. Anstead®, Matthew J. Dolan* and
Caroline C. DeWitt!

IDepartment of Infectious Diseases and *Department of Cardiology, David Grant USAF Medical Center,
Travis AFB, CA 94535; "Medical Service, Department of Veterans Affairs Medical Center, South Texas
Health Care Sysiem, San Antonio, TX 78229; *Department of Infectious Diseases, Wilford Hall USAF
Medical Center, Lackiand AFB, TX 78236, USA

Antimicrobial
, Agents
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Reversible dilated cardiomyopathy associated with
amphotericin B treatment
Toannis Moyssakis *, Theodoros P. Vassilakopoulos®, Nikolaos V. Sipsas©*,
Alexandros Perakis®, Alexandra Petrou®, Nikolaos Kosmas®, Gerassimos A. Pangalis®
* Department of Cardiology, Laikon General Hospital, Athens, Greece
Y First Department of Internal Medicine, National and Kapodisteian University of Athens and Laikon General Hospital, Athens, Greece

€ Department of Pathopinsiology, National and Kapodistrian University of Athens and Laikon General Hospital, Athens University Medical Sehool,
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[Subacute cardiomyopathy and liposomal amphotericin B].

[Article in Spanish]
Quer N, Soy D, Castro P, Nicolas JM.
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Case Report

Reversible dilated cardiomyopathy associated with amphotericin B therapy

J. R. Soares* MD, M. C. P. Nunes*t MD PhD, A. F. Leite* MD, E. B. Falqueto* MD, B. E. R. A. Lacerda* MD and T. C. A. Ferrari*t MD PhD
*Hospital das Clinicas of the Universidade Federal de Minas Gerais, Belo Horizonte, MG, and tDepartment of Internal Medicine, School of Medicine of the
Universidade Federal de Minas Gerais, Belo Horizonte, MG, Brazil

Amfoterasin B 45 yas erkek
- Daha &nce kardiyak yakinma yok

Visseral leishmaniasis tanisi ile AmB-—
deoxycholate, 06 mg/ kg/day, 18 gun
(kUmulativ doz, 900 mg).

Tedavi sirasinda gdzlenen yan etki yok

Tedavinin famamlanmasindan 2 gun once
ekokardiyografi normal

Taburcu olduktan & gun sonra akut kalp
yetmezligi

Dilate Kardiyomiyopati
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Akut Hipersensitivite
Miyokarditi

Fatal Cephalosporin-Induced Acute Hypersensntmty

Myocarditis
VAKA 1 |
Kudakwashe R. Chikwava - Van H. Savell Jr -
9 yas erkek Theonia K. Boyd

Sag bacak sellUlit nedeniyle
sefaleksin tedavisi

24 saat sonra sternum arkasinda
gOgus agrisi, nefes darligl ve
hipotansiyon

3. gun ekokardiyografi lv
dilatasyonu ef dUsuklugu

VAKA 2
S yas erkek

Ates ve OksurUk nedeniyle 1 hafta
sure ile sefprozil kullaniimis

2 saat icinde kardiyopulmoner

O I’reST Fig. 1 These photomicrographs of patient 1’s heart (H&E, 200x)
show myocyte necrosis with extensive eosinophilic inflammatory

infiltrate (a) and histiocytic interstitial and perivascular inflam-
matory cell infiltrate (b)




Setalosporin kaynakl

akut hipersensitivite miyokarditi

Table 2 Summary of reported cases of acute hypersensitivity myocarditis associated with administration of a cephalosporin

Case Implicated

no  drug(s) History Outcome

I Ciprofloxacillin 46-year old jockey with a left Died of multiorgan failure including AHM after 5 weeks
cholesteatoma status post left cortical
mastoidectomy

2 Cefepime 55-year-old man with a common cold Improved after discontinuation of the drug along with mechanical

assistance involving intraaortic balloon pumping and sterod
pulse therapy
3 Cefaclor 12-year-old girl with otitis media Improved after discontinuation of the drug and inotropic support

Sefalosporin kaynakli akut hipersensitivite miyokarditi, klinik olarak genellikle
supheleniimeyen nadir fakat potansiyel olarak dlumcul bir durumdour.

Sistemik viral bir hastalig, viral miyokarditi veya sepsisi taklit edebilen semptomlarla
basvuran hastalarda hastalik bilgisi kritik Sneme sahiptir. Erken suphelenildiginde
antibiyotigin kesilmesi ve terapotik immunsUpresyon hayat kurtaricr olabilir.




Penisilin kaynakl Fulminan Miyokardit

CASE REPORT

11 yas kiz

y y e ~ Penicillin-Induced Fulminant Myocarditis
3 gundur olan ates, bogaz agrisi, y
halsizlik A Case Report and Review of the Literature

Mehdi Ben Khelil, MD,*1 Youssef Chkirbene, MD,*} Mona Mlika, MD, |
Slim Haouet, MD, 1} and Moncef Hamdoun, MD*f

Im penisilin

1 saat sonra akut kizariklik, ciddi
nefes darligl ve kardiyopulmoner
arrest

OlumUnden yaklasik 12 saat sonra
oftopsi
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H is -I- O | O i i |< m U G y e n e e OZi n O fi | i |< .F'!GUI'RE': 1. A \ﬁ/i'd::g:\e:d T_ﬂammaloryvir;i;l\l‘t\r\ate consisting‘preclioﬁinanlly of eosinophils (H&E, % 100). B, Diffuse eosino;;hilic infiltrates in the
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Table 1 Noncephalosporin drugs reported to have caused acute
hypersensitivity myocardilis

Antibiofics Diuretics .

Amphotericin B Acetazolamide

Ampicillin Chlorthalidone S e fO | O S p O rl n

Chloramphenicol Furosemide

Isoniazid Hydrochlorothiazide

Para-aminosalicylic Spironolactone I§ I n O

acid

Penicillin Vaccinations

Streptomycin Anti-letanus toxoid O |<U -l-

Sulfadiazine Dipthena, polio and tetanus vaccine

Sulfisoxazole Others ° o °1

Tetracycline Amitrptyline h I e rS e n -l-l V e
Antipsychotics Aminophyliline/theophylline

Clozapine Allopurinol . °
Anticonvulsanis Colchicine m I O |<O rd T

Carbamazepine Digoxin y

Phenindione Diphenhydramine o

Phenobarbital Epherdra O O n I | O O r

Phenytoin Gelitinib y p g

Antiinflammatory Lidocaine
Diclofenac Methyldopa
Indomethacin Pranlukast
Oxyphenbutazone Procainamide
Phenylbutazone Quinidine
Sulphasalazine Reserpine
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33 YCI§ erkek Re . orts DOI: 10.12659/AJCR.909569
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streoid antiinflamatuvar kullanimi - EOSINSPLRTIS anC SYsTaNES SIS JRESY
Syndrome: A Case Report and Review of the

Renal yetmerzlik, karaciger Literature
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Miyokardit tanisi ile prednisolon
tedavi sonrasi deri dékuntuler,
coklu organ disfonksiyonu ve
kardiyak disfonksiyonda tam
dUzelme




Table 2. Clinical characteristics of patients with drug reaction with eosinophilia and systemic symptoms (DRESS) on admission, and
outcome, from the literature.

No corticosteroid use Corticosteroid use
N=7 N=36
Age mean (SD) 30  (+26) 33  (x16)

Male, n (%) 5 (71%) 15 (41%)

Hypotension** on admission, n (%) 3 (42.9%) 21 (58.3%)

EF <30%, n (%) 0 (0% 14 (41%) : D R ESS
Other immunosuppression or IVIG

treatment, n (%) 0 (0% 11 (31%)

Outcome S d
In-hospital death, n (%) 6 (85.7%) 13 (36%) ¥ e n rO I I | U

Full recovery of cardiac function, n (%) 21 1 (14%) 20 (55%)

Table 3. Factors associated with in-hospital death for of patients with drug reaction with eosinophilia and systemic symptoms
(DRESS), from the literature.

Factor Death, n (%) OR (unadjusted)* OR (adjusted)**
Age >50 1 (17%) 0.21 (0.02-1.9)
Hypotension on admission*** 9 (38%) 0.54 (0.16-1.8)
EF <30% 5 (35%) 0.60 (0.16-2.2) 0.97 (0.24-3.9)

No corticosteroid 6 (86%) 10,6 (1.1-98)" 10.5 (1.1-104)"




Sefuroksim iliskili Kounis Sendrom

Kounis Sendrom anafilaktik olaylann akut
koroner sendrom ile birlikteligi olarak
tanimlanmaktadir.

Contents lists available at ScienceDirect

37 yas kadin
Journal of Infection and Public Health Y

Preoperaif profilaksi icin 1500 mg iv
sefuroksim

journal homepage: http://www.elsevier.com/locate/jiph

Yaklasik 75 dakika sonra anaflaktik sok
Cefuroxime-associated Kounis syndrome with unique peculiarity in )

perioperative prophylaxis 13 saat sonra ekg de st depresyonlari

gorUimeye baslandi
2. gun eko LV ef%26
3.gun ventrikUler tasikardi

Jie Gao, Yuan Gao, Jingjing Ma*

4. gun koroner anjiografi normal koroner
arterler

11. gun LV ef normal



Previous reports of cefuroxime induced Kounis syndrome [4-7].

Kounis Sendrom

Case 1 [4)

Case 2 [5)

Case 3 [G)

Case 4 [7]

Age (year)

S

Reason for admission
Administration route
History of allergy
Dose (mg)

Latent perod (min)
Length of stay (day)
Fast medical history
Symptoms

Cardiac biomarker

ECG

J0

Female

Cynaecological operation
Intravenous infusion

M

750

1

4

Increased cholesterol levels
Retrosternal pain,
erythematous rash, periorbital
oedema, itching, vomiting, pale
Mormal

ST-segment elevation in leads
IL, 11, aVF with depression in
leads 1, aVL, V2

Mormal

410
Male
MA
Crral
Mo
500

5

4
MNo
Chest pain

MNaormial

ST-segment elevation in leads
D2, D3, avk

Plagues in the circumflex and
right coronary artery

MNormal wall motion

Bl

Female

NA

Crral

MA

250

10

¥

Mild asthma

Chest pain, nausea, vomiting,
vertigo, erythema, dyspnea,
anaphylactic shock

cTnl 0.06 ng/mlL, CK-MB 59 L/L

ST-segment elevation in leads
IL, 11, aVF with depression in
leads 1, avVL, V1-V3

Plaques without significant
stenosis

Minimal inferior wall
hypokinesia

90

Male

Urinary tract infection
Intramuscular injection
NA

750

10

5

Mo
Thoracic pain, pruritic skin rash

cTnl 4-22 ng/ml, CK-MB
42-85U/L

ST-segment elevation in leads
I, 1, aVF, V4-Vi

Plaques in the left anterior
descending and circumflex
artery

Inferior wall hypokinesia
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Original Investigation

November 2015

Risk of Aortic Dissection and Aortic
Aneurysm in Patients Taking Oral
Fluoroquinolone

Chien-Chang Lee, MD, ScD"43; Meng-tse Gabriel Lee, PhD'; Yueh-Sheng Chen, MD?; et al

> Author Affiliations | Article Information

JAMA Intern Med. 2015;175(11):1839-1847. doi:10.1001/jamainternmed.2015.5389

Table 1. Descriptive Characteristics of Patients With Aortic Aneurysm and/or Aortic Dissection and Contr

Study Participants, No. (%)
(n = 147 177)°

Aortic Aneurysm Aortic Dissection Controls
Characteristic® (n = 850) (n =662) (n = 147 700)
Demographics
Male sex 630 (74.1) 473 (71.5) 107 600 (72.9)
Age, mean (SD), y 74.7 (11.7) 66.2 (14.5) 71.0(13.7)
Index year
2000 59 (6.9) 44 (6.7) 10000 (6.8)
2001 60 (7.1) 46 (7.0) 10500 (7.1)
2002 56 (6.6) 48 (7.3) 10400 (7.0)
2003 76 (8.9) 53 (8.0) 12300 (8.3)
2004 54 (6.4) 52 (7.9) 10400 (7.0)
2005 62 (7.3) 63 (9.5) 12 500 (8.5)
2006 67 (7.9) 56 (8.5) 12000 (8.1)
2007 78 (9.2) 60 (9.1) 13200 (8.9)
2008 61(7.2) 49 (7.4) 11000 (7.5)
2009 76 (8.9) 58 (8.8) 12900 (8.7)
2010 113 (13.3) 71 (10.7) 17 800 (12.1)
2011 88 (10.4) 62 (9.4) 14700 (10.0)

Table 3. Rate Ratios Associated With Different Aortic Aneurysm

and Aortic Dissection Definitions and Different Types

of Fluoroquinolone Use

Type of Fluoroquinolone Use®

Effect Estimate, Rate Ratios (95% C1)

Matched on Age
Group, Sex,
and Year

Propensity Score
Adjusted

Aortic aneurysm only
Current
Past
Any in prior year
Aortic dissection only
Current
Past
Any in prior year

Aortic aneurysm undergoing
surgery only

Current
Past
Any In prior year

Aortic dissection undergoing
surgery only

Current
Past
Any in prior year

Aortic aneurysm or aortic
dissection undergoing surgery

Current
Past
Any in prior year

2.98 (2.05-4.32)°
1.45 (1.05-2.00)°
1.88 (1.46-2.41)°

2.93 (1.79-4.80)"
2.27 (1.53-3.17)°
2.45 (1.85-3.25)°

2.27 (0.92-5.58)
1.11 (0.52-2.37)
1.41 (0.78-2.54)

4.14 (1.25-13.67)
0.48 (0.07-3.44)
1.40 (0.51-3.89)

2.45 (1.15-5.27)°
0.97 (0.49-1.99)
1.35 (0.80-2.30)

2.36 (1.66-3.36)°
1.19 (0.87-1.62)
1.52 (1.19-1.94)®

2.55 (1,58-4.11)"
2.00 (1.44-2.79)"
2.15(1.61-2.85)"

1.99 (0.79-4.98)
1.02 (0.47-2.21)
1.28 (0.69-2.35)

3.50 (1.04-11.84)°
0.42 (0.06-3.07)
1.22 (0.43-3.46)

2.15 (0.97-4.60)
0.88 (0.43-1.82)
1.21 (0.70-2.08)

Florokinolon
ve aort

anevrizmasi
aort
diseksiyonu




Florokinolon

Aort anevrizmasi
Aort diseksiyonu

Table 4. Risk of Aortic Aneurysm or Aortic Dissection Associated
With Increasing Duration of Fluoroquinolone Use

Duration of
Fluoroquinolone Case/Person-years, No. Propensity Score-Adjusted
. Use, d (Incidence Rate, %) Rate Ratio (95% CI)
ﬂOI’OkIﬂO'C.)ﬂ |(U||Clﬂ|m| CIOI'T <3 [Reference] 1432/147 495 (0.97) 1 [Reference]
qneyrlzmq V.e .CIOI'T 3-14 33/1271 (2.60) 1.60 (1.10-2.52)*
diseksiyon riskini 2 kat >14 12/411(2.92)  1.81(0.91-3.17)

“P< 05




Siprofloksasin ve akut aort kapak hasari

Onerilen kolajen hasar mekanizmalar arasinda, maitris
metaloproteinaziar gibi bozundurucu enzimlerin yukari
regulasyonu ve Ozel kolajen Ureten fibroblastlarnn inhibisyonu
bulunmaktadir.Tip | ve tip Il kollajen, Asil fendonu, aort ve
aort kapaklanndaki kollajenin cogunlugunu icerir.

/6 yas erkek

lokal enfekte diz ekleminin degistiriimesi Kloksasilin ve
Rifampisin baslaniyor

10 gun sonra kloksasilin siprofloksasin ile degisfiriliyor.
2 gun sonra ani gelisen kardiyak dekompansasyon

Endokardit, sepsis, mitral darlik vb izlenmiyor. BikUspit aort
kapagin prolabe oldugu izleniyor. Tekrarlanan kan koltUrleri
negatif

Florokinolon kullanimina bagl bikUspit aort kapakta akut
dejeneratif degisiklikler oldugu dusunulUyor.

Contents lists available at ScienceDirect

Medical Hypotheses

journal homepage: www.elsevier.com/locate/mehy

ute aortic valve damage



Florokinolon FDA UYARISI

FRA D2t eiionae = Drug Safety Communications

This information 1s an update to the FDA announcement 1ssued on May 102017

FDA warns about increased risk of ruptures or tears in the aorta blood vessel with
fluoroquinolone antibiotics 1n certain patients

Safety Announcement

[12-20-2018] A U.5. Food and Drug Administration (FDA) review found that fluoroquinolone
antibiotics can increase the occurrence of rare but serious events of muptures or tears in the main
artery of the body, called the aorta. These tears, called aortic dissections, or ruptures of an aortic
anesurysm can lead to dangerous bleeding or even death. They can occur with fluoroquinolones
for systemic use given by mouth or through an injection.

Fluoroguinolones should not be used in patients at increased risk unless there are no other
treatment options available. People at increased risk include those with a history of blockages or
aneurysms (abnormal bulges) of the aorta or other blood vessels, high blood pressure, certain
genetic disorders that involve blood vessel changes, and the elderly. We are requiring that a new
warning about this risk be added to the prescribing information and patient Medication Guide for
all fluoroquinolones.

Nadir ama ciddi
I

Aort diseksiyon ve aort anevrizmao

roptor

Tehlikeli kanama ve 6lum
I
Oral ya da enjeksiyon
I

Florokinolonlar dider tedavi
vontemlerinin mumkun olmadidi
durumlar disinda artmis riski bulunan
hastalarda kullaniimamaldir(Yasl,
aort anevrizmasi bulunan.

hipertansif. damarlarda deadisikliklere
sebeb olan aenetik rahatsizlig
bulunan hastalar).




AntikoaguUlanlar

Liver

AERW

W
AR AR [ CYP2C19 ]
&3 =
. Bile [ CYP2C8 ] A
AW [ CYP1A2 ]

E[ CES1 ] AW Metabolizing enzymes
[ CYP2C9 ]

I () Protein transporters
OATP

1B1 .
\J Portal vein A Aplxaban

E Betrixaban
AR ABDER Dabigatran

— E Edoxaban

Bo R Rivaroxaban
AW W Warfarin

CYP3A4

Intestine




Vartarinin farmakokinetik ilac
reaksiyonlari

Cytochrome P450 Inhibitors

amiodarone, capecitabine, cotrimoxazole, etravirine, fluconazole, fluvastatin, aprepitant, bosentan, carbamazepine, phenobarbital, rifampicin
fluvoxamine, isoniazid, metronidazole, miconazole, oxandrolone,
sulfinpyrazone, tigecycline, voriconazole, zafirlukast
CYP1AZ2 acyclovir, allopurinol, amiodarone, caffeine, cimetidine, ciprofloxacin, montelukast, moricizine, omeprazole, phenobarbital, phenytoin
disulfiram, enoxacin, famotidine, luvoxamine, methoxsalen, mexiletine,
miconazole, norfloxacin, oral contraceptives, phenylpropanolamine,
propafenone, propranolol, terbinafine, thiabendazole, ticlopidine, verapamil,
voriconazole, zileuton
alprazolam, amiodarone, amlodipine, amprenavir, aprepitant, atorvastatin, armodafinil, amprenavir, aprepitant, bosentan, carbamazepine, efavirenz,
atazanavir, bicalutamide, cilostazol, cimetidine, ciprofloxacin, clarithromycin, etravirine, modafinil, nafcillin, phenytoin, pioglitazone, prednisone,
clofibrate, conivaptan, cyclosporine, darunavir/ritonavir, diltiazem, rifampicin, rifampicin, rufinamide
dronedarone, erythromycin, fenofibrate, fluconazole, fluoxetine,
fluvoxamine, fosamprenavir, imatinib, indinavir, isoniazid, itraconazole,
ketoconazole, lopinavir/ritonavir, nefazodone, nelfinavir, nilotinib, oral
contraceptives, posaconazole, propafenone, ranitidine, ranolazine, ritonavir,
saquinavir, telithromycin, tipranavir, voriconazole, zileuton




Varfarin disi oral on’rikocg"\omor

betrixaban dablgatran
o e [ S Tt e

Ant:b:otlcs

lazithromycin [l

ketoconazole

itraconazole

posaconazole

voriconazole

Antiviral Drugs

cobicistat
rtonavir
telaprevir

«Gri: ilgili DDI veya doz ayarlamasi gerekmez.

eSari; Dikkat edilmesi onerilir.

» Turuncu: Doz ve posoloji ayarini veya yakin klinik izlemeyi dusunun.

e Kirmizi; Kontrendikedir / Oonerilmez.




En cok bildigimiz

En cok gUvendigimiz
En cok kullandigimiz
En eski

En yeni

En ucl

E

N pahall  :‘? f
!
lyi niyetle recete ettigimiz bir ila¢ bile
hastamizi kaybetmemize neden olabillir.







