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ABSTRACT

The antibacillary have an undeniable effect but their poor tolerance is
often laransom their therapeutic success. The knowledge of anti-tubercu-
losis side effects isimportant to identify the offending drug and to take a
practical approach to such situation. Ethambutol may rarely be responsible
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for immunologic skin manifestations and unusually for generalized drug
toxic dermatitis. We report an exceptional case of generalized drug toxic
dermatitisto Ethambutol in ayoung 34 years old patient occurred on treat-
ment of relapse for pulmonary positive TB smear. We discuss through this
observation the medical behavior in front of generalized drug toxic derma-

titisof immunologic origin.

INTRODUCTION

Tuberculosisisaninfectiousdisease curablewith
wdll identified trestment. Theantibacillary havean un-
deniableeffect but their poor tolerance could influence
thelir therapeutic success. The knowledge of anti-tu-
bercul osisside effectsisimportant toidentify the of -
fending drug and to takea practical approach to such
gtuation.

The Rifampicin, Isoniazid, Pyrazinamid and the
Ethambutol arethemgor antibacillary currently invol ved
inal trestment protocolsof tuberculosisnot resistant.

Immunologic reactionsto anti-tuberculosisarea
major problemintheir consequences, the complexity
of diagnosisandintheir trestment. Thesereactionsare
reportedin literaturein 4 to 5% of the popul ation ex-
posed™ and 25% in the personslivingwith HIV(,

TheEthambutol isabacteriogtatic antimycobecterid
drug, whichrardly causesimmunol ogic cutaneousmani-
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fedtationsand exceptiona ly generdized Toxico-derma-
titis. Wereport through this observation, acase of gen-
eralized immune allergic toxidermitis secondary to
Ethambutol occurring in ayoungimmunocompetent
woman.

Thiscaseillugtratesthedifferent measuresfor diag-
nosisand therapy front of animmunoallergic reaction
secondary to an antibacillary.

OBSERVATION

Thisisayoung 34 years old Moroccan woman,,
aready trested for pulmonary tubercul osissmear posi-
tivein 1996 and placed under theanti-TB regimen con-
tain a2 months attack phase (A ssociation of strepto-
mycin, Rifampicin Isoniazid and Pyrazinamid) and a
mai ntenance phase of 4 months (combination of 1so-
niazid and Rifampicin) with declaration of hedling a the
end of treatment. M oreover, the patient doesnot have
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Figurel: Diffusemacular skinlesionswithout papulesor vesiclesassociated two daysafter thearrest of theantibacillary

treatment

other medical history or concept of persond or familia
atopy. Onthe 11 of May 2013, the patient were placed
under an antibacillary trestment for rel gpse smear posi-
tive with an Association of (Ethambutol, Isoniazid,
Rifampicin and Pyrazinamid), she cameoneweek after
starting thetrestment with generalized Toxico-derma
tossshowed asdiffusemacular skinlesonsall over the
body without papulesor vesicles, and associated with
edemaof theeyeidsand lipswithout shortnessof breeth
(Figure1). The patient wasadmitted to our phtisiology
department for suspicion of serioussideeffects. The
antitubercul osistrestment was stopped. Biologica as-
sessment on admi ssion was not associated with objec-
tified hypereosinophiliaor leukocytos's. The sedimen-
tation rate was €l evated to 60mm, the C reactive pro-
tein (CRP) wasat 40mg/l and the serology of HIV and
hepatitis B and C came back negative. Clinical evolu-
tion on antihistamine therapy was marked by atotal
regression of skinlesionsafter 4 dayswithout scars.
Toxicodermatossof immunologic originwasdiagnosed.
We started to introduce the anti- tubercul osis one by
onewith three-daysinterval starting withtheleast of -
fending drugin thefollowing order: first Ethambutol,
Pyrazinamid, Isoniazid and Rifampicin. Each drugwas
reintroduced on progressivedoses (onethird of thedaily

doseonthefirst day, two thirds of the day 2 and full
doseonday 3). Skintest was not made dueto thenon-
availability of injectable anti-tuberculosis. Theevolu-
tion was marked by the appearance of erythematous
skinlesonsall over thetrunk, the back and upper limbs
after 4 hoursof reintroducing third of thedaily dose of
Ethambutol. It was stopped definitively. Thereintro-
duction of other anti-tuberculos swasuneventful. Treat-
ment was adj usted with the combi nation of streptomy-
cin, rifampin, Isoniazid and Pyrazinamidfor thefirst two
months, the combination of Rifampicin, Isoniazid and
Pyrazinamid for the month after and then the associa-
tion of Rifampicinand Isoniazid for 8month. The out-
comewasfavorablewith declaration of complete hed -
ing at theend of treatment.

DISCUSSION

Drug allergiesmay be defined asadrug-induced
outlet linkedtoanimmunologica pathologicd reaction’.
The hypersengitivity to anti-tuberculosisisoneof the
unpredictable side effectsthat appearsin 4-5% of the
exposed popul ation and in 25% of HIV-positive sub-
jects*? cutaneousalergic manifestationsof antibacillary
arevaryingfromasimpleskinreactiontolife-threaten-
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ing reactions.

Our observation illustrates a rare case of
immunoa lergic dermatosisdueto Ethambutol. Inlit-
erature, Mattesand a. reportsthat Isoniazid wasre-
sponsibleof 2% of urticaria skin rash and streptomy-
cinwasresponsiblein 5% of cases. Tanand dl. iden-
tified 5.4% of cutaneous effects attributed to
Pyrazinamidin 2.4% of cases, streptomycinin 1.4% of
cases, Ethambutol in 1.4% and Rifampicinin 1.2% of
caxes®. Severedermatosi swereexceptionaly observed
with Ethambutol, and noted especialy with Rifampicin
and streptomycin.

Inour case, theimmunoallergic reaction appears
seven daysafter thebeginning of thetreatment. Gener-
ally, these reactions occur between 7 to 21 days after
treatment initiation. Therisk ismajor during thefirst
two monthg®l. Immunol ogic manifestations may occur
ingenera inany patient but are morecommon in cer-
tain pathologica conditionsincludinginfectionsby hu-
manimmunodeficiency virug”.

TheRisk factorsare many: advanced age could be
afactor dueto changesin the pharmacokineticsof drugs
in aged peopl€® - femal e gender plays apromoting
role by some authors® - history of tuberculosis, - Ge-
netics predisposing could bean important factor in po-
tential drug allergies™? - immunodepression™ - intra-
muscul ar injection: moreimmunogenic, isresponsible
for severe reactions compared to ora intake. - And
personal atopy may bearisk factor of immunoallergic
accidents. Inour case, only two risk factorsareidenti-
fied: sex and antibacillary trestment history.

Inour case, thediagnosiswasfirstly suspected on
the compatibleclinical history withanalergy and on
the disappearance of the cutaneous manifestations af -
ter thearrest of the antibacillary treatment and finally
confirmed on the re-appearance of the symptoms after
thetest of re-introduction of the Ethambutol .

Thevariousstagesof definitivediagnosisof and-
lergicimmuneresponseto anti-tuberculosisareasfol-
lows2 : The presence of acompatibleclinica history
withan allergy, validated positive skintestsand provo-
cation poditivetest. Theinterrogation isthefirst step of
diagnosisto clarify themode of start, clinical symp-
tomatol ogy, the chronology of symptoms, risk fac-
tors, aconcomitant drug taking and signs of severity.

Thelaboratory testsin the exploration of drug al-
lergiesare till limited. However, these explorations
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sometimes used to assessthe severity of thereaction,
such asthe histaminemiaor thetryptasemia, but cannot
help to identify the responsible drug™. The place of
biologicd testsinthediagnostic gpproachto antibacillary
alergy yet to be defined4::

— For the Rifampicin: dosage of IgE by

ImmunoCAP Pad isnot marketed
— For the Isoniazid: dosage of specific IgE is not

validated
— For the Pyrazinamid and Ethambutol: the pres-

ence of the immunoglobulin E (IgE) has never
been demonstrated in skin tests, prick tests and
intra-dermal reaction of the major antibacillary
are not validated. The patch tests are not stan-
dardized especially also on the concentration of
themolecule.

The provocation test is the test with maximum
sensitivity, but it can only be done under high super-
vision*®, |t should be donefar from the episodewith
the drug and ways of administrationinitially caused
the reaction, it should not be performed if the sus-
pected drug is not widely used or when the reaction
is severe (extensive macul opapul ar rash with fever,
DRESS syndrome, acute erythematic generalized
pustulosis).

What to do infront of adrug skin reaction of im-
munol ogic origin depends on the severity of theclinica
symptomsand thedruginvolved. Stopping antibacillary
trestment in generdized eruption should bedonefirstly
oncetheregression of thelesionistherewe carefully
reintroduce with an escal ating dose one drug after an-
other starting with the drug | east suspected. Thistest
will identify theinvolved moleculeand in some cases
providetherealization of adrugtolerance. Thetherapy
of induction of toleranceisto get the patient accus-
tomed to antituberculousand consistsin progressive
reintroduction of involved medication so astoforceits
tolerance. Itspracticeisnot standardized and isdone
on avariabletimefrom somehoursto somedays. The
effectsaretemporary and thereisno specificimmuno-
therapy. Thisinduction therapy must be performed in-
sideahospita with arespect of the contraindication.

In our case, given the possibility of adjusting the
treatment with alternativeregimen, wedid not realize
the therapeutic of induction of tolerance. So, we de-
cidedto arrest definitively the Ehambutol and to extend
theduration of the second phase of treatment. Theout-
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come was favorable with obtaining complete heal -
ing at theend of treatment.

CONCLUSION

Ethambutol should be suspectedinfront of toxico-
dermatitisunder antibacilliary trestment. All diagnoses
means must be used to provetheinvolvement of the
drug by acomprehensiveexamination, skintestsand if
possible provocation test outside contraindications. It
isimperativetoinform patientsof theexistenceof dler-
gicreactionsand recommend aconsultationin the oc-
currence of theseevents.
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