
elitromycin is a new ketolide antimicrobial, specifically developed
for the treatment of community-acquired respiratory tract infecti-
ons, is widely precribed in primary care practice. Telitromycin is

highly active against beta lactam, macrolide and fluoroquinolone redu-
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Hepatotoxic Interaction Between
Telithromycin and Amiodarone:

Case Report

AABBSS  TTRRAACCTT  To report a case of telithromycin-amiodarone interaction resulting in elevated liver en-
zymes and toxic hepatitis. A 65-year-old woman developed acute hepatitis as a result of an inter-
action between amiodarone 200 mg/day and telithromycin 800 mg/day. Serological tests for viral
and autoimmune hepatitis were all negative. The drugs were withdrawn and laboratory findings 
returned to normal over the following days. Telithromycin is a new ketolide antimicrobial, specif-
ically developed for the treatment of community-acquired respiratory tract infections.
Telithromycin is a strong inhibitor of the cytochrome P450 3A4 system. Co-administration of
telithromycin tablets and a drug primarily metabolized by the cytochrome P450 3A4 enzyme sys-
tem may result in increased plasma concentration of the drug co-administered with telithromycin.
Amiodarone is metabolized to desethylamiodarone by the cytochrome P450 enzyme group, specif-
ically cytochrome P450 3A4 and CYP2C8. Reviewing the literature we found no case report of
telithromycin-amiodarone interaction resulting toxic hepatitis. The mechanism for this interaction
is inhibition of the metabolism of the amiodarone by telithromycin via inhibition of the cytochrome
P450 3A4. This case report shows the necessity of hepatic monitoring of patients treated with amio-
darone especially if interacting medications, such as telithromycin, are added. 
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ÖÖZZEETT  Telitromisin ve amiodaron etkileşimi sonucu karaciğer enzim yüksekliği ve toksik hepatit
tablosu gelişen bir olgunun sunulması amaçlandı. Altmış beş yaşında bayan hastada amiodaron 200
mg/gün ve telitromisin 800 mg/gün kullanımına bağlı olarak akut hepatit tablosu gelişti.Viral sero-
loji ve otoimmun hepatit belirteçleri negatifti. İlaçları kesilen hastanın laboratuar bulguları takip
eden günler içerisinde normal düzeylere geriledi. Telitromisin toplum kaynaklı solunum yolu en-
feksiyonlarının tedavisi için geliştirilen yeni ketolid sınıfı antimikrobiyaldir. Telitromisin sitokrom
p450 3A4 sisteminin güçlü bir inhibitörüdür. Sitokrom p 450 3A4 sistemi ile metabolize olan ilaç-
ların telitromisin ile birlikte kullanılması bu ilaçların plazma düzeylerinde yükselme ile sonuçla-
nabilmektedir. Amiodaron sitokrom p450 3A4 sistemi, özelliklede sitokrom p450 3A4 ve CYP2C8
ile desetilamiodaron a metabolize olmaktadır. Literatürde telitromisin ve amiodaron etkileşimi so-
nucu ortaya çıkan toksik hepatit vakası bildirilmemiştir. Bu etkileşimin telitromisin tarafından si-
tokrom p450 3A4 sisteminin inhibisyonu ile amiodaron metabolizmasının azalması sonucu olduğu
düşünülmektedir. Amiodarone kullanan hastalarda telitromisin benzeri ilaçlar kullanıldığında ka-
raciğer fonksiyon testlerinin takibi gerekmektedir. 
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ced-sus cep ti bi lity pat ho ge nes.1 Tre at ment-re la ted
ad ver se events are ma inly of gas tro in tes ti nal ori gin
and ge ne rally mild in in ten sity. It sho uld be used
with ca u ti on in ab nor mal musc le we ak ness, co ro -
nary he art di se a se, dec re a sed kid ney func ti on, dec-
re a sed li ver func ti on. The re are many drug
in te rac ti ons as so ci a ted with te lit hromy cin, sin ce it
is a cytoc hro me p450 enz yme in hi bi tor.2,3 Re vi e -
wing the li te ra tu re, we fo und a few ca se re ports of
he pa ti tis du e to te lit hromy cin.4-7

Ami o da ro ne is a wi dely used and ef fec ti ve
long-term an ti arrhy thmic drug. The ad ver se ef fect
pro fi le of ami o da ro ne is di ver se, in vol ving the car-
di ac, thyro id, pul mo nary, he pa tic, gas tro in tes ti nal,
ocu lar, ne u ro lo gi cal, and der ma to lo gi cal systems.
In ters ti ti al pne u mo ni tis and he pa ti tis are po ten ti -
ally fa tal, but the vast ma jo rity of ad ver se events
are less se ri o us.8,9

Two ma in ca te go ri es of drugs can pro du ce li -
ver di se a se. One gro up con sists of in trin sic (pre-
dic tab le) drugs, whe re as a se cond gro up con sists
of idi osyn cra tic (un pre dic tab le) drugs.10 Di ag no -
sis of drug-in du ced he pa to to xi city re qu i res first
and fo re most a ca re ful his tory of drug in ges ti on.
Li ver bi opsy so me ti mes pro vi des an im por tant
clu e to cer ta in drug in ju ri es, but mo re com monly
the his to lo gic pat tern is nons pe ci fic and/or mi mics
ot her pri mary li ver di sor ders.11 We re port the first
ca se of to xic he pa ti tis pro bably du e to con co mi -
tant ad mi nis ti ra ti on of te lith yro mi cin with ami o -
da ro ne.

CASE REPORT
A 65 ye ar old wo man was ad mit ted to our hos pi tal
with comp la ints of na u se a, vo mi ting and ab do mi -
nal pa in. Thre e days be fo re ad mis si on, she was ad-
mit ted to the hos pi tal be ca u se of co ugh and
we ak ness. The cli ni cans con si de red acu te si nu si tis
and aty pi cal pne u mo ni a and te lit hromy cin 800
mg/day was gi ven. At that ti me li ver enz ymes we -
re nor mal. Ala ni ne ami not rans fe ra se (ALT) 32.43
(0-42) u/l, as par ta te ami not rans fe ra se (AST) 34.41
(0-37) u/l, al ka li ne phosp ha ta se (ALP) 82.04 (54-
110) u/l, gam ma glu tamyl trans fe ra se (GGT) 40.18
(5-44) u/l. Her past me di cal his tory con sists of at ri -
al fib ril la ti on, which was di ag no sed one ye ar ago.

Elec tri cal car di o ver si on was per for med. The re af ter
si nus rhythm was res to red, and ami o da ro ne 200
mg/day  was gi ven to pre vent re cur ren ce.

Du ring the re cent hos pi ta li za ti on, physi cal
exa mi na ti on re ve a led her body tem pe ra tu re as
37.2°C, pul se ra te as 60 be ats per mi nu te, and blo -
od pres su re as 130/80 mmHg. Right si ded up per ab-
do mi nal ten der ness was fo und on  ab do mi nal
exa mi na ti on. Her res pi ra tory, car di ac, and ab do -
mi nal exa mi na ti ons re ve a led nor mal fin dings. 

La ba ra tu ary tests we re ; the he mog lo bi ne 11.8
g/dl, whi te-cell co unt 4.400/mm3, pla te let co unt
424.000/mm3 and eryt hrocy te se di men ta ti on ra te
30 mm/ho ur. The le vels of ure a nit ro gen, cre a ti ni -
ne, glu co se, cal ci um, phosp ho rus, mag ne si um, so di -
um, and po tas si um we re nor mal. ALT 1240. 41
(0-42) u/l, AST 1480.93 (0-37) u/l, ALP 187.43 (54-
110) u/l, GGT 234.04 (5-44) u/l we re ela va ted. Am-
y la se, li pa se, to tal and con ju ga ted bi li ru bin,
prot hrom bi ne ti me and  ac ti va ted par ti al throm bo-
p las tin ti me we re nor mal. HBsAg, an ti-HBs, an ti-
HBcIgM, an ti-HCV, an ti-HAV IgM, an ti-CMV
IgM, EBV VCA IgM and  au to an ti bo di es ( ANA,
SMA, SLA, LKM)  we re ne ga ti ve. Elec tro car di og -
ram was sho wed si nus rhythm and no isc he mic
events. The re we re no pat ho lo gi cal fin dings on  ab-
do mi nal ul tra so nog raphy. 

She was hos pi ta li zed with the di ag no sis of
drug-in du ced he pa ti tis and all drugs (Te lit hromy -
cin and ami o da ro ne) we re with drawn, and la bo ra -
tory fin dings prog res si vely re tur ned to nor mal over
the fol lo wing days. The pa ti ent was disc har ged on
the fifth day of hos pi ta li za ti on. The re af ter the pa-
ti ent was fol lo wed as out pa ti ent and one month af -
ter disc har ge the la ba ra tory tests we re nor mal.
(Tab le 1). 

DISCUSSION
Ke to li des are a new class of se mi-synthe tic agents
de ri ved from eryt hromy cin. Te lit hromy cin (HMR
3647) is the first mem ber of this new class to be ap -
pro ved to tre at si nu si tis, acu te exa cer ba ti ons of
chro nic bronc hi tis, cel lu li tis, pne u mo ni a. The most
com mon ad ver se events of te lit hromy cin inc lu de
di arr ha e a, na u se a, he a dac he, vo mi ting and diz zi -
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ness. Re cently te lit hromy cin in du ced to xic he pa ti -
tis ha ve be en re por ted.4-7

Te lit hromy cin is a strong in hi bi tor of  cytoc -
hro me P450 3A4. Co-ad mi nis tra ti on of te lit -
hromy cin tab lets and a drug pri ma rily me ta bo li zed
by the cytoc hro me P450 3A4 enz yme system may
re sult in in cre a sed plas ma con cen tra ti ons of the
drug.  

Ami o da ro ne is me ta bo li zed to de seth yla mi o -
da ro ne by the cytoc hro me P450 enz yme gro up,
spe ci fi cally cytoc hro me P450 3A4 and CYP2C8.
The re fo re, ami o da ro ne has the po ten ti al for in te -
rac ti ons with drugs or subs tan ces that may be subs-
tra tes, in hi bi tors, or in du cers of CYP3A4. Whi le
only a li mi ted num ber of in vi vo drug-drug in te -
rac ti ons with ami o da ro ne ha ve be en re por ted, the
po ten ti al for ot her in te rac ti ons sho uld be an ti ci pa -
ted. 

Pa ti ents who re ce i ve ami o da ro ne may de ve -
lop mild in cre a ses in se rum ami not rans fe ra se le-
vels, which may nor ma li ze des pi te con ti u na ti on of
the rapy. This can be ac com pa ni ed by en gor ge ment
of lyso so mes with phosp ho li pid. He pa tic to xi city
of ami o da ro ne le ads to two his to lo gic pic tu res: pse -
u do-al co ho lic he pa ti tis and phosp ho li po i do sis. Im-
mu ne mec ha nisms are al so pos sib le in
ami o da ro ne-in du ced he pa to to xi city.12

In our ca se, she did not ag re e to a li ver bi opsy
so his to pat ho lo gi cal exa mi na ti on was not per for -
med. Be fo re te lit hromy cin ad mi nis tra ti on, her li -
ver enz ymes we re nor mal, and she had be en on
ami o da ro ne the rapy for one ye ar. Thre e days af ter

star ting te lit hromy cin, she de ve lo ped ele va ted ami-
not rans fe ra se le vels, which re sol ved fol lo wing the
drugs with dra wal. 

In this ca se it se ems that he pa ti tis was de vo lo -
ped du e to te lit hromy cin or phar ma co ki ne tic drug
in te rac ti on bet we en te lit hromy cin and ami o da ro -
ne. In this ca se re port the do cu men ta ti on of ami o -
da ro ne plas ma le vels be fo re and af ter te lit hromy cin
co-ad mi nis tra ti on was re qu i red. But we ha ve no
plas ma le vels be fo re and af ter te lit hromy cin ad mi -
nis tra ti on. It is not pos sib le to sta te that the ab nor -
ma li ti es we re de fi ni ti vely du e to one drug or
anot her, or if so, which one.

Re vi e wing the li te ra tu re the re are a few ca se
re ports abo ut he pa to to xi city of te lit hromy cin. The -
re fo re we con si de red that in this ca se to xic he pa ti -
tis was de vo lo ped be ca u se of  drug-drug
in te rac ti ons. 

The Co un cil for In ter na ti o nal Or ga ni za ti ons
of Me di cal Sci en ces (CI OMS) de ve lo ped a sca le that
aims to ge ne ra te va lid and rep ro du cib le ca u se-ef -
fect as sess ments of drug-in du ced ad ver se he pa tic
re ac ti ons,13 which was fo und to be mo re ac cu ra te in
at tri bu ting ca u sa lity in a pre vi o us study.14 CI OMS
sco re re ve a led that this ad ver se drug event as a re-
sult of the te lit hromy cin and ami o da ro ne in te rac -
ti on was pro bab le.

In sum mary, this ca se re port sho wed the ne-
ces sity of he pa tic mo ni to ring of pa ti ents tre a ted
with ami o da ro ne, es pe ci ally if in te rac ting me di ca -
ti ons, li ke te lit hromy cin, are ad ded.
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AST (u/l) ALT (u/l) ALP (u/l) GGT (u/l)
1.  day 1480.93 1240. 41 187.43 234.04

2.  day 225.81 330.92 139.7 156.98

3.  day 89.43 232.82 118.86 121.63

5.  day 64.44 162.7 102.81 112.98

1.  month 24.12 32.17 74.41 43.37

TABLE 1: The liver enzymes of the patient.
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