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Introduction

Scrofuloderma is a cutaneous extension of Mycobacterium tuberculosis (Mtb) (and rarely
Mycobacterium bovis or Calmette-Guerin bacillus) from a nearby focus (usually lung or cervical /
axilar lymph nodes) [1-3]. A search on the PubMed (using terms “cutaneous tuberculosis” and
“scrofuloderma”) found that, for the last 15 years, mainly single case reports or small case
Copyright: © 2023 by the authors. | Series were published; there was a study of 165 cases and another one on a long (26 years)
Submitted for possible open access period of time [3,4]. There are various forms of cutaneous tuberculosis, most of them
publication under the terms and (tuberculous chancre, warty Tuberculosis (TB), lupus vulgaris, tuberculous gumma, orificial
conditions of the Creative Commons | TB, acute miliary TB and scrofuloderma) representing skin infection due to Mtb, while

Attribution (CCBY) license | tuberculids are just an immunologic skin reaction to the Koch bacillus [2,5]. It is assumed that
(https://creativecommons.org/li

only 1-2% of the extra-pulmonary tuberculosis (which represents less than 15% of total
censes/by/4.0/).

tuberculosis cases) involves the skin that making scrofuloderma a rare determination [2,5-7].
On the other hand, scrofuloderma seems to be the most frequent form of cutaneous TB,
involving mainly children or young adults [1,5,8-11].

Mtb reaches the skin via hematogenous or lymphatic route. Multibacillary forms of TB predispose to scrofuloderma, gumma,
chancre, orificial or miliary TB [2]. Immaturity of the immune system (e.g., in children) or certain factors leading to
immunosupresion (e.g., malnutrition, alcoholism, diabetes melitus, immunosupresive conditions) are risk factors for Mtb
replication and further spreading from the initial site to the skin [2]. As regarding Human Immunodeficiency Virus (HIV)
infected patients, it is well known that TB is one of the most important opportunistic diseases (mainly in low-resource settings)
and the lower the Cluster of Differentiation 4 (CD4) count the higher the risk of extra-pulmonary TB [12,13]. From a clinical point
of view scrofuloderma starts as a painless skin cold abscess that progresses to fistulisation and ulceration. It is frequently located
on the neck, chest or axille of the patient, but the limbs may also be affected [9,10,14]. Usually it is a single lesion, but multiple
determinations have been also described [9,10,14]. Evolution is chronic, but under the antibacillary regimen the lesion may
involve and generate keloid scars, skin retraction or atrophia [2,8]. The aim of this case study is to present a case recorded in the
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“Victor Babes” Hospital of Infectious Diseases and Pulmonology from Craiova, Romania during the last 25 years, in a HIV-
infected patient, non-adherent to treatment, diagnosed with pre-sternal scrofuloderma as part of a disseminated tuberculosis.

Case Description

The patient was a male born in 1989, infected with HIV in early childhood (most probably during his first year of life, as many
of other subjects from the Romanian HIV pediatric cohort). He was confirmed with HIV infection in 1996 and he started
antiretroviral treatment a year later - two nucleoside reverse transcriptase inhibitors (2NRTIs regimen). In 1998 Highly Active
Antiretroviral Therapy (HAART) was introduced - 2 NRTIs + protease inhibitor (PI) regimen. The first CD4 count was 508
cells/cubic millimeters (mm?) in 2000, then 491 in 2001, but we were not able to quantify his viral load at that time. Between 2001
and 2007 the patient was lost for follow-up. In January 2007 he has returned to the “Victor Babes” Hospital from Craiova and he
was diagnosed with pulmonary TB and left pleural effusion, having a positive sputum smear microscopy for Mtb; consequently,
he was assigned to the C2 category of HIV infection according to the Center for Diseases Control and Prevention (CDC)
classification of adult HIV infection. Antibacillary treatment has started: Isoniazid 300 milligrams (mg) + Rifampicin 600 mg +
Ethambutol 1600 mg + Pyrazinamide 2000 mg daily, but, soon after, the patient left the hospital without medical advice and
stopped the treatment. In August 2007 he was admitted again, his CD4 count was 59 cells/mm?, he was re-classified as C3,
antibacillary treatment was reintroduced, as well as primary prophylaxis for pneumocystosis with Trimethoprim-
Sulphametoxazol 480 mg twice a day, 3 days/week, but again he decided to leave the hospital. A year later the patient finally
accepted the medical care provided by the Infectious Diseases Clinic. The patient was complaining of fever, cough, weight loss
and the presence of a presternal suppurative ulceration. The physical examination revealed a patient with cachexia - height=168
centimeters(cm), weight=47 kilograms (kg), Body Mass Index (BMI)=16.7, with pale skin, a pre-sternal round ulceration of about
6 cm in diameter, with slightly elevated margins, local suppuration and dark-brown tegument around the lession (Fig. 1), left
supraclavicular scar (as a mark of lymph node fistulization due to TB involvement), bilateral pulmonar crackles, extensive oral
candidiasis, liver and spleen moderately enlarged. His body temperature was normal and he had a pulse rate of 102/minute
(min), blood pressure of 103/54 millimeters of mercury (mmHg), respiratory rate of 20/min, two normal stools daily and normal
diuresis.

Figure 1: Presternal scrofuloderma and left supraclavicular scar (as a mark of lymph node fistulization due to TB involvement).
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Lab data revealed: hemoglobin level - 10.2 grams/deciliter (g/dL), leukocytes count - 1900/mm?, platelets count - 102000/mm?,
Erytrocytes Sedimentation Rate (ESR) - 120 millimeter/hour, glutamic-oxaloacetic transaminase (TGO) level - 86 units/liter (u/L),
glutamic-pyruvic Transaminase (TGP) level - 55 u/L. Blood culture was negative (BACTEC vials for aerobic, anaerobic and fungal
germs have been used). Oropharyngeal swab culture revealed Candida albicans. Sputum microscopy proved to be positive for
Mitb; culture and susceptibility tests have been ordered. Microscopy and culture from the pre-sternal secretion were negative for
common aerobic germs, but positive for Mtb. A skin biopsy showed typical aspects of TB granulomatous inflammation.

Ultrasound exam showed numerous hypoechogenic nodules of 0.5-1.5 cm disseminated in both the liver and the spleen,
considered TB determinations in these organs. A chest-X ray showed two consolidations on the right pulmonary lobe and a 3 cm
caverna with thick wall surrounding the lesion, located in the upper left pulmonary lobe (Fig. 2).

L e
/5 -08- 2998,

Figure 2: Chest-X ray showing two consolidations on the right pulmonary lobe and a 3 cm caverna with thick wall surrounding
the lesion, located in the upper left pulmonary lobe.

Antibacillary regimen was reintroduced with the addition of Ciprofloxacin 1 gram (g) daily, as well as Fluconazole 200 mg daily
for the treatment of oral candidiasis; prophylaxis for pneumocystosis with Trimethoprim-Sulphametoxazol was also
reintroduced. Cough-relief medicine (Codeine phosphate 30 mg daily) and supportive measures (intravenous perfusions with
normale saline 500 milliters (ml) and 5% glucose 500 ml, vitamin B1 100 mg and B6 250 mg daily) were apllied in support of the
antimicrobial therapy. Local debridement, pus removal, disinfection and dressing of the skin lession were also performed. Two
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weeks later the patient developed fever, headache and vomiting. Stiff neck was noted and a lumbar puncture raised the suspicion
of TB meningitis. Against the medical advice, the patient asked for and signed up the discharge papers. Shortly after that we
have learned that he has died at home. Finally, the culture proved that the TB strain was a chemo resistant one.

Discussion

A recent study developed in our clinic looked up for TB-HIV coinfection. We revised 980 files of HIV infected patients admitted
in our clinic between 2000-2020, 415 (42.3%) of them with past or present TB coinfection. The majority of cases were pulmonary
and / or pleural TB cases, followed by lymph nodes involvement, but only two cases of cutaneous TB (0.2%), the prevalence of
this involvement being 5-10 times less than other reports [2,5-7]. We have also searched the PubMed for terms “cutaneous
tuberculosis” and “Romania” and we have found only the paper of Rotaru, et al., describing a case of tuberculous chancre, which
means that our paper is one of the rarest descriptions of a cutaneous TB involvement in (HIV) Romanian patients [15].

Initially, clinical diagnoses of the case proved to be challenging. Initially a staphylococcal (or other bacterial) cutaneous abscess
was considered, but the microbiological tests turn the diagnosis to cutaneous tuberculosis. There was no contact with animals,
no black eschar covering the ulceration and no painless edema surrounding the lesion. Also, there was no reported cases in
Europe at that time therefore the diagnosis of cutaneous anthrax was ruled out [16]. Lack of contact with animals and the rarity
of tularemia and brucellosis in Romania (no cases, respectively 1-3 cases between 2007-2009 made this diagnosis improbable [16].
For the last decades, cutaneous leishmaniasis has been described only in Romanian patients who have travelled abroad but our
case has not left the country [17]. Finally, a form of skin cancer (non-AIDS defining) has been taken into consideration, but the
biopsy proved otherwise.

From a pathogenical point of view, it seems that, due to the severe immunodepression and non-adherence to the antibacillary
regimen, the Mtb spreaded widely and, ultimately, affected the skin, in accordance with the descriptions of other authors
[2,12,13]. The most probable source of skin insemination was either lung lession or cervical lymph nodes. The development of
antimicrobial resistance was the result of non-adherence to the specific treatment, but the authors were not able to find data
suggesting that this condition predisposes to skin involvement. Unfortunately, due to the patient’s behaviour, we were not able
to cure him and so, to observe the evolution of the scrofuloderma under the treatment.

Conclusion
Prolonged TB infection and non-adherence to the prescribed anti bacillary regimen lead to the development of a pre-sternal
scrofuloderma in a severely immunodepressed HIV-infected patient.
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