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SumrncrÍy
Cinoxocin is on orol synthetic ontibocteriol ogent, of the second qenerotion quinolones qroup, with excellent efficocy in res-
pirotory, inlro obdominol, pelvic,.ond skin oÀd soft tissue infectiòns. Oueroll, quinolone! ore well toleroted drugs, ólthough
phototoxicity ond photoollergenicil"y is well demonstroted experimentolly.
In,this report we show you o. cose of o mon who presented o onophyloctic reoction ossocioted with myocordiol inforction, ofter
toKrng o copsule of crnoxocrn.
We suppose thot there is o, direct porticipotion of the heort in onophyloctic reoctions, becouse ottivoted most-cells mediotors
con deîermtne cordtovosculor ettects.
Then performgd. double-blind plocebo controlled chollenge test with on olternotive drug. We did not observe ony odverse
lmmediote or lofe odverse reoction to this drug.
Key-words : Cinoxocin - Anopyloctic reocfon - Acute myocordiol inforction, most cells - Double blind plocebo-controlled
chollenge test.
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58 yeor-old mon developed on onophyloctic
reocfion ossocioted with ocute myocordiol
infqrction, ofter toking o copsule of cinoxocin.
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The potient, on osthmotic smokel with o diet control-
led type ll diobetes, but no previous history of cordioc
diseose, underwent cystectomy six yeors ogo with bilo-
terol ureterocutoneoustomy for blodd", .on."r.

f  l )Ambulo tor io  A l le rgo log ico ,  Un i tò  Opero t ivo  d i  Med ic ino  In te rno
Ospedo le  d i  Foenzo (Rovenno)  -  l to ly .

ln the lost six yeors,, due to recurrent urinory infections,
the potient received severol theropeuticol courses of
treotment with qntibocteriol drugs (pipemidic ocid,
betoloctomoses, sulphonomides, nàlidi^ià ocid, cinoxo-
cin, ciprofloxocin) without ony odverse reoction.

One month before the severe onophyloctic reoction,
while storting o fieropeutic course of cinoxocin, he
experienced tongue poresthesio ond diffuse cutoneous
itching ofter the first 500 mg copsule.

He simply stopped cinoxocin ond storted o different
ontibocteriol drug.

One month loter, forgetting the previous reoction,
ogoin toking o 500 mg cinoxocin copsule, the potient
experienced o more severe reoction : within o few
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minutes otter ingestion he exhibited generolised urti-
corio, poresthesios, obdominol poin, severe hypoten-
sion, sphincter incontinence ond loss of consciousness.

At the Emergenry Room, the prompt odministrotion of epi-
nephrine subcuÌqneously, onÌihistomines ond hydrocorti-
sone introvenously, normolised the serious hypotension.

While recovering consciousness, the potient referred o
short- lost ing iugulor poin.

At the some time electrocordiogrom (ECG) recorded
ST elevotion ond tronsitory ll grode otrioventriculor
block, suggesting on ischemic event.

A myocordiol inforction wos confirmed by Ìhe increo-
se in myocordiol muscle enzymes (CKMB :94 ng/dl)
ond ECG evidence of Q woue ond negotive T woves.

Considering the need for the polient to be treqted for
urinory troct infections, ond the reported cross-reocti-
vity between different generoÌion quinolones, we per-
formed q double-blind plocebo controlled chollenge
test with qn olternotive drug occording to the SIAIC
ollergy/intolerqnce drug reoctions Position Poper (l ).
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Cinoxocin is on orol synthetic ontibocteriol ogent, of
the second generotion quinolones group (2). The qui-
nolones possess excellent efficocy in respirotory, intro-
obdominol, pelvic, ond skin ond soft t issue infections
(3) ; moreover they hove o wide spectrum of octivity
ogoinst most uropothogens ond ochieve high urinory
concentrotions for extended time periods (a). Overoll,
quinolones ore well toleroted drugs (5), olthough pho-
lotoxicity ond photoollergenicity is well demonstroted
experimentolly (ó).

The mechonism of oct ion of cinoxocin, similor in sÌruc-
ture to nol idixic ocid, of which i t  is o cinnol inic deri-
votive, involves interoctions with both DNA girose, the
originolly recognised drug torget, ond topoisomerose
lV, o reloted type ll topoisomerose (Z).

Cinoxocin owns o brood ontibocteriol spectrum
becouse of its effective blockode of DNA replicotion, it
is thought to be well-toleroted ond it is useful for treot-
ment of initiol or recurrent uncomplicoted urinory trocÌ
infections becouse of its ropid excretion by kidney ond
its high urinory concentrot ioN (8).

Although on onophyloctoid ondf or onophyloctic reoc-
tions lo floroquinolones ore estimoted to occur in 0.46-
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1.2/100.000 polients, o literoture review sho*ed
mony odverse, even severe, ollergic or not, drug reoc-
tions to quinolones. Principolly these reoctions ore due
to f luoroquinolones : o lot of coses of
onophyloxis/onophylocloid in potients with AIDS (9)
ond in  non AIDS pot ients (10,  11)  to  c iprof loxocin,
recenily o cose to levofloxocin (12).

Stricker in 1988 reviewed three coses of ocute hyper-
sensitivity reoctions lo cinoxocin referred to the
Nederlonds Centre for Monitoring of Adverse
Reoctions to Drugs ond I Z coses notified to the World
Heolth Orgonisotion Colloboroting Centre for
Internotionol Drug Monitoring (.l3). In oll potients there
wos o cleor temoorol relotion between the intoke of
cinoxocin ond the onset of odverse events; oll potients
but one hqd token cinoxocin before, without ill effect
ond probobly it wos then thot they were sensitised.

In our cose, the short time elopsed between drug
ossumption ond the onophyloctic reoction, mokes the
ollergic origin of the reoclion likely. Negotive personol
ond fomilior history of otopy does not formolly exclu-
de the possibility of onophyloctic reqction. However
we connot rely on skin tests or specific lgE due to their
folse negotive ond folse positive results.

Our cose offers further evidence thot there is o direct
porticipotion of the heort in onophyloctic reoctions
(14l1, becouse octivoted most cells in myocordiol tissue,
perivosculor ond omong myocytes, releose preformed
mediotors (histomine, corboxipeptidose, tryptose, chy-
mose, odenosin) (, ì5) ond de novo induced mediotors
such os from orochidonic ocid (peptido leukofrienes,
PGD2, TXA2) ( ló) or PAF.

These mediotors con determine cordiovosculor effects
octing on H1,H2, ond H3 receptors both on coronory
vessels ond on myocytes.
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In literoture we find numerous studies thot reveol the
existence of cross-reoctivity qmong the different quino-
lones generotion. Due to recent reported coses of ono-
phyloctic reoction with the new molecule belonging to
this closs of phormoceuticols, we consider it odvisoble to
ovoid odministering oll quinolones to potients who hove
suffered on ollergic reoction to ony one quinolone.

Furthermore, even for on ethicol ospect olreody remor-
ked by Ìhe SIAIC Position Poper (1 ), we don't consider
the execution of chollenge test with molecules belon-
ging to the some fomily justified. So we performed



double-bl ind plocebo control led chol lenge test with on
olternotive drug.

We odministered to the potient increosing doses of
orol nitrofurontoin, belonging to the synthetic ontiboc-
teriol drug fomily from the furono nucleus, os urinory
ontiseptic. We did not obserue ony odverse immedio-
te or lote odverse reoction to this drug

In conclusion, o double bl ind plocebo-control led chol-
l"ng" tesi,  using o dif ferent drug from quinolones, is
free of donger ond useful for potients with o known
ollergy to o quinolone.
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