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Abstract Case Report

Introduction: Systemic lupus erythematosus is an autoimmune disease characterized by the presence of antibodies
Nuclear. Drug-induced lupus is an ancient, well-known but rare entity. Observation: We report a case of systemic
lupus erythematosus induced by The isoniazid. It was a female Patient, elderly of 23 years old who Introduced lupus
induced a month and a half after taking anti-bacillary treatment for pulmonary tuberculosis with positive microscopy.
The Disease was manifested by a fever, A Skin impairment made of a facial butterfly rash, scaly erythematic lesions
and itchy of arms and legs, without joint, renal, cardiac, or neurological damage. Microcytic hypochromic anemia has
been associated with it. Anti-nuclear antibodies and native anti-DNA antibodies were Positive in the serum of the
Patient while the anti-Sm, The anti-SSa, The Anti-SSb were absent, anti-histone antibodies were not made for lack of
means. Stopping the anti-bacillary treatment Allowed the regression of the lesions after 15 days and their
disappearance after two months, as well as the regression of the anti-nuclear antibodies rate after 6 months. The
reintroduction of it by discarding the Isoniazide, the most incriminating anti-bacillary, was associated to a good
clinical as well as biological tolerance. Thus, the diagnosis of isoniazid-induced lupus was retained. Conclusion: Our
case strengthens the possibility of occurrence of drug-induced lupus.
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retain the diagnosis of pulmonary tuberculosis with a
positive microscopy. Tuberculosis treatment was
established according to the national tuberculosis
control program, comprising two months of the
combination of four combined substances: Isoniazid
(H), Rifampicin (R), Ethambutol (E) and Pyrazinamide
(P), followed by 4 months of the combination:
Rifampicin (R) and Isoniazid (H). A month and a half
after the start of treatment, skin lesions appeared in the
photo exposed areas such as butterfly wing erythema of
the face, scaly and itchy erythema rash of the arms and
legs, associated with a fever, without arthralgia or other
associated signs. Biological examinations showed an
inflammatory syndrome with a sedimentation rate
raised to 112mm , a protein C reaction (CRP)
moderately elevated to 78 mg / |, an hypochromic
microcytic anemia (hemoglobin at 8 g / dl), without
leukopenia, neither lymphopenia, nor neutropenia. The

INTRODUCTION

Systemic  lupus  erythematosus is an
autoimmune disease characterized by the presence of
anti-nuclear antibodies. Induced lupus is defined as a
lupus syndrome that can be caused by exposure to a
medication or topical agent and can be regressive when
stopped. Its frequency continues to increase with the
advent of new drugs over the years. Many drugs can
induce systemic lupus erythematosus, including
Isoniazid, a molecule used throughout the treatment of
tuberculosis in Morocco according to the national
program fighting against tuberculosis. We report here a
case  of  isoniazid-induced systemic lupus
erythematosus.

OBSERVATION
A 23 year old patient, presented three months

before her hospitalization in our hospital service, a
bronchial syndrome made of a cough bringing back
purulent sputum and several episodes of hemoptysis of
low abundance, evolving in a context of febrile
sensations, night sweats and deterioration of the general
shape. All of the clinical, bacteriological and
radiological arguments (fig. 1, a) made it possible to

renal balance was correct. The serum assay of anti-
nuclear antibodies as well as that of native anti-DNA
antibodies were positive at 1/320 and 1/80 respectively.
The anti-Smith (Sm), antiSSa / Ro, anti-SSb / La, and
rheumatoid factor antibodies were negative. The anti-
histone antibody assay was not carried out for lack of
resources. Human immunodeficiency virus, syphilitic,
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hepatitis Band C serologies were negative. Bacillus
Koch's search for sputum was always positive on direct
examination. At this stage, the diagnosis of drug-
induced lupus, including antibiotics, was strongly
suspected. We then stopped anti bacillary treatment
until the skin signs regressed after one month and then
gradually reintroduced the treatment by discarding
Isoniazid and starting with the least incriminated
antibiotic, including Ethambutol, then Rifampicin and
Pyrazinamide. The evolution was favorable with good
tolerance to treatment, complete regression of clinical
and radiological signs (fig. 1, b) after three months as
well as the level of anti-nuclear antibodies during the
six following months. This is how the diagnosis of
lupus induced by Isoniazid was taken.

Fig-1: Front chest x-ray (a) excavated opacity with left Hilar
projection (before treatment)

}

Fig-2: Front chest x-ray (b) persistence of linear interhilo-axillary
opacity (after treatment)

Di1scUsSION

Induced lupus is defined as a lupus generally
cutaneous-articular syndrome secondary to continuous
exposure to a drug and which disappears after being
stopped to this exposure. Drug-induced lupus accounts
for 10% of lupus [1]. The first recorded cases were
induced by sulfadiazine and hydralazine, reported
mainly in 1945 and 1953. More than 80 drugs can

induce lupus erythematosus [2]. The most frequently
responsible are hydralazine and procainamide. Calcium
channel blockers, converting enzyme inhibitors,
interferons, thiazide diuretics, terbinafine may also be
responsible for subacute skin damage [3]. Among the
anti-tuberculosis drugs, isoniazid is most often accused,
followed by rifampicin, the two major antibacillaries
used throughout the duration of treatment. Although
isoniazid is the most common anti-tuberculosis drug,
one case of streptomycin-induced lupus has been
reported in a 48-year-old woman treated for pulmonary
tuberculosis [4].

The literature review has shown that induced
lupus occurs in young patients with a female
predominance in all cases [1,5,6]. Our patient was put
on antibacillary treatment for pulmonary tuberculosis
with positive microscopy, while in other studies, it was
pleural tuberculosis [1,5] and tuberculous meningitis
complicating surgical dissemination from ‘'a potty
sickness [6]. In our study as well as that of A. Nezzal et
al. The time between the start of antibacillary treatment
and the appearance of clinical signs of lupus was two
months [6]. It was shorter than a month in JL’s study.
Rakotoson et al (one month) [1], and longer than 6
months in the study by J. Ben Amar et al. (six months)

[5].

Drug-induced lupus erythematosus can be
classified into systemic, subacute skin damage and
chronic skin damage [2]. The diagnosis is based on four
criteria [7]:

e Absence of clinical and biological signs before the
administration of the product

e Taking a potentially inducing drug

e Reversibility of symptoms upon cessation of
treatment, with variable delays ranging from a few
weeks to two years

e  Presence of antinuclear antibodies with at least one
clinical symptom of systemic lupus.

Isoniazid is a major anti-tuberculosis drug used
for over 60 years. The overall frequency of its side
effects is estimated at 5%. The latter are mainly
represented by liver and neurological damage.
Isoniazid-induced lupus occurs in 1% of cases [8]. It
can affect both sexes. Twenty-two percent of patients
treated with Isoniazid develop anti-nuclear antibodies
on average after six months. According to the authors,
the most common symptoms are arthralgia, myalgia,
pleurisy, rash and fever associated with anti-nuclear
antibodies. Visceral involvement, in particular renal and
neurological, during drug-induced lupus erythematosus
is rare [3]. It is the severity of the disease and therefore
justifies specific management [9]. In our study and in
that made in Tunisia [5], the clinical signs revealing the
induced lupus were dominated by a specifically lupus
cutaneous attack, whereas they were more serious in the
study made in Madagascar with neurological and renal
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damage [1]. The biological manifestations are identical
to those of systemic lupus erythematosus [5]. The rise
in anti-histone antibodies is specific, according to
Vézquez-Del Mercado, who conducted a study to
determine the prevalence and specificity of these
antibodies in tuberculosis patients treated with
Isoniazid. This author also concluded that this drug is
classified as an inducer of autoimmunity. The presence
of anti-histone antibodies in the patient's serum is the
consequence of isoniazid stimulation of lymphocytes in
the intestinal Peyer's patches or in the intestinal
lymphoid follicles [9]. In our study, as in others, the
assay of native anti nuclear and anti DNA antibodies
was positive [1,5].

The diagnosis of induced lupus involves
stopping the inducing treatment, a fortiori, Isoniazide in
our observation. The regression of clinical symptoms is
generally observed in a few days to a few weeks as in
the case of our patient. Biological abnormalities can
persist longe (several months). Isoniazid has been
discontinued in all studies, thus inducing complete
regression of clinical and biological signs within a
variable period between one and two months with the
negotiation of the immunological assessment after six
months [1, 5, 6]. Only the persistence of lupus clinical
signs justifies a specific treatment (synthetic anti
malarial, corticosteroid therapy, immunosuppressant). It
is also necessary to avoid, if possible, the reintroduction
of a treatment of the same therapeutic class.

CONCLUSION

Induced lupus is a rare and little-known
complication. Isoniazid is one of the major anti-
tuberculosis drugs and represents the most implicated
anti-tuberculosis agent in this disease.
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