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Abstract
EXTRAPULMONARY TUBERCULOSIS IN A KAZAKH PATIENT

WITH MIXED CONNECTIVE TISSUE DISEASE. CLINICAL CASE

Maiya V. Goremykina*", https://orcid.org/0000-0002-5433-7771
Sandro Vento2:3, https://orcid.org/0000-0003-0084-4062

'NCJSC «Semey Medical University», Semey, Republic of Kazakhstan;
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¥ Manash Kozybayev North Kazakhstan University, Petropavlovsk, Republic of Kazakhstan.

Patients with systemic autoimmune diseases have increased susceptibility to infections, including tuberculosis, partly due
to immunosuppressive treatment. We describe a case of extrapulmonary tuberculosis (tuberculous osteomyelitis of the right
foot) occurring a few months after a diagnosis and apparently successful treatment of abdominal TB in a Kazakh patient with
mixed connective tissue disease. Abdominal tuberculosis had occurred while the patient was on high doses of
corticosteroids, whereas bone tuberculosis was diagnosed when glucocorticoid doses had been reduced. The diagnosis of
tuberculous osteomyelitis was unfortunately made months after the disease manifested. Screening for latent tuberculosis
should be mandatory before starting immunosuppressive treatment in patients with autoimmune diseases, especially in
countries with a considerable tuberculosis burden, and tuberculosis should be high in the list of possible etiologies of multiple
clinical manifestations in these patients.
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Pestome

BHEJIEFOUYHbIU TYBEPKYJIE3 Y KA3BAXCKOIO NALMEHTA
CO CMEWWAHHbIM 3ABONEBAHUEM COEOAUHUTENbHOMU TKAHM.
KINMMHUYECKUM CITYYAMN.

Mamusa B. FopembikuHa*", https://lorcid.org/0000-0002-5433-7771
Canppo BeHT02:3, hitps://orcid.org/0000-0003-0084-4062

1HAO «MeguumMHCKmi yHuBepcuteT Cemen», r. Cemen, Pecnybnuka Kasaxcrah;

2 YHuBepcutet MNyTxucactpa, r. MHoMmneHb, Kam6oaxa;

8, CeBepo-KasaxctaHckun yHuBepcuteT uMeHn MaHawa Kosbi6aeBa, r. MeTtponaBnoBck, Pecnybnuka
KasaxcTaH.

MauneHTbl C CUCTEMHBIMM ayTOUMMYHHBIMW 3a00NEBAHWAMM MMEKT MOBbILIEHHYKD BOCMPUAMYMBOCTL K MHAEKLMSM,
BKITloyas Tybepkynes, 0T4acTu u3-3a MMMYHOCYNPECCUBHON Tepanuu. Mbl onuckiBaeM Cryyaii BHenerowHoro Tybepkynesa
(TyBepKynesHblit 0CTEOMUENUT NPaBOil CTOMbI), BO3HUKLLMIA Yepe3 HECKONbKO MECALIEB MOCMe NOCTAHOBKW AMarHosa u, no-
BMAMMOMY, YCMELUHOrO neveHus abaomuHanbHoro Tybepkynesa y Kas3axckoro mauyeHTa cO CMellaHHbiM 3aboneBaHnem
COEAMHUTENBHO TKaHW. ABLOMUHANBHbIN TyOepKyne3 BO3HUK, KOrAa NauMeHT NPUHUMAanN BbICOKME [03bl KOPTUKOCTEPOMAOB,
TOrda Kak KOCTHbI Tybepkynes Obin OMarHOCTMpOBaH, korga A03bl FMOKOKOPTUKOMOOB Bbinmu CHUXeHbl. K coxaneHuto,
[MarHo3 TybepkynesHoro octeomuenuTa Obin NOCTABMEH Yepe3 HECKOMbKO MECsLEB Nocrne MaHudecTauum 3abonesanus.
CKPWHUHT Ha NMaTeHTHbIA Tybepkyne3 [omkeH ObiTb 00s3aTeNbHLIM Nepes HavanoMm MMMYHOCYNPECCUBHOM Tepanum y
MaLMEHTOB C ayTOMMMYyHHbIMM 3aboneBaHusMM, OCODEHHO B CTpaHax CO 3HauMTENbHbIM OpemeHem TyDepkynesa, u
Ty6epkynes 4OMKEH ObITb OAHUM W3 NEPBBIX B CTIMCKE BO3MOXHbIX 3TUOMOMMIA MHOXECTBEHHBIX KITMHUYECKMX NPOSIBIEHUIA
3TUX NaLWEHTOB.

Knroyeebie cnoea: Mukobakmepuu mybepkynesa; Cenmudeckull apmpum; CmewaHHoe 3abonesaHue
coeduHumernbHol mkaHu; KocmHo-cycmaegHol mybepkyrnes; AbOoMuHanbHbI0 mybepkynes, BHeneeodHbIl mybepKynes.
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Tyningeme
APAJIAC OoHEKEP TIH AYPYbI BAP KABAKCTAHAODbIK HAYKACTA
6KMEQEH TbIC TYBEPKYJES3. KIIMHUKANDIK XXAFOAMU.

Mamusa B. FopembikuHa*", https://lorcid.org/0000-0002-5433-7771
CaHppo BeHT02:3, hitps://orcid.org/0000-0003-0084-4062

1 «Cemen MeauumHa yHuBepcuteTi» KeAK, Cemen k., KazakcTtaH Pecnybnukacsl.

2 MyTtucacrtpa yHuBepcurteTi, THomneHb, Kambopxa;

3. Manaw Ko3bibaeB atbiHaarbl ConTycTik KasakctaH yHuBepcuterTi, lNeTponasn K., KazakcTtaH
Pecny6nukacsbl.

XKyhenik ayToummyHabl aypynapbl 6ap emgenyllinepge ilwiHapa MMMyHOCYNPecCcuBTi emre GainaHbICTbl Tybepkyness
KOCa, Kyknarnbl aypynapAblH, Kayni xorapbl. bi3 gaHekep TiHiHiH, apanac aypybIMEH ayblpaTbiH Ka3aKCTaHObIK HaykacTta
abpomuHanbabl Tyb6epkynes AuarHo3bl KOWMbINFAH XoHe CaTTi eMAenreHHeH keriH GipHelle aigaH kewiH naiga Gonfa
eKknegeH Tbic Tybepkynes (OH, asKTblH, TyOEpKynesdik OCTEOMUENuT) XafgalbiH CunaTTalMbl3. Kypcak KybICbIHbIH,
Tybepkynesi Haykac KOpTUKOCTEpOMATapAblH XOFapbl Jo3anapbiH kabbingaraH kesge AamblFaH, an cyiek Tybepkynesi
FTIOKOKOPTUKOMATAPAbIH, A03aChiH a3aMTKaHAa aHbIkTanFaH. OkKiHilke opaii, Tybepkynesai 0CTEOMMENWUT AMarHo3bl aypy
OactanfaHHaH keiliH OipHele aigaH KediH KoMbIgbl. AyTOMMMYHAbl aypynapbl ©ap empgenywinepge, acipece
Tybepkynesgin, aiTapnbikTan ayblpTnanbiebl 6ap engepae MMMyHOCYNpeccuBTi TepanusHbl 6actamac OypbiH XacbipbiH
TybepKkyneare CKPUHUHT MIHAETTI 60Mybl Kepek, an Tybepkynea ocbl HayKkacTapaarbl KeNTEreH KIMHUKanNbIK KepiHICTep yLUiH
BIKTUMan 3TMonorusnap TidiMiHae Xorapbl 60Mybl KEpeK.

Tylindi ce3dep: Tybepkynes mukobakmepusicel;Cenmukanbik apmpum; Apanac daHexkep miHiHiy aypybl; Cyliek xaHe

6ybiH mybepkynesi; lwmiy mybepkynesi; ©knedeH mbic mybepkynes..
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Introduction

Susceptibility to infections in patients with systemic
autoimmune diseases is increased, partly due to
immunosuppressive treatment, and mixed connective tissue
disease (MCTD) is no exception. One case of pulmonary
and cutaneous tuberculosis (TB), and one case of
pulmonary tuberculosis following steroid therapy for MCTD
were reported from Japan [14] and Germany [6]
respectively. Another case of pulmonary tuberculosis in a
patient on immunosuppressives occurred in Senegal [7],
and one case of pulmonary tuberculosis prior to the start of
immunosuppressive therapy in a patient with MCTD was
described from India [11]. One case of knee joint
tuberculosis in a patient with a 9-year history of MCTD on
long-term immunosuppressive treatment was reported from
Germany [4]. Finally, a female patient in Germany who had
been treated with immunosuppressive drugs for five years
for mixed connective tissue disease and whose symptoms
had changed (increasing joint pains and loss of weight) five
years later, leading to higher doses of steroids, developed a
tuberculous meningoencephalitis, and at that point
Mycobacterium tuberculosis was detected in urine, sputum
and secretions of different joints [9]. In this latter case, the
misinterpretation of the change of symptoms as worsening
of the MCTD ultimately led to the death of the patient [9].

We report a case of tuberculous osteomyelitis of the
right foot occurring few months after a diagnosis of
abdominal TB in a patient with mixed connective tissue
disease in Kazakhstan, a country with a considerable TB
burden and a high occurrence of multidrug-resistant
tuberculosis [12].

Case description

A 48-year-old Kazakh female patient (who gave
informed consent for publication of her clinical data)
presented in mid-November 2024 at the Department of
Internal Medicine and Rheumatology of Semey Medical
University complaining of pain and swelling in the right
ankle and foot (increasing with walking) and in the left wrist
joint, and of an ulcer in the dorsal area of the right foot.

The patient had Raynaud’s syndrome since 2019 and
was diagnosed with mixed connective tissue disease in May
2021, after complaining of fever, weight loss, polyarthralgia,
dysphagia, alopecia, xerostomia. Antinuclear antibodies were
then positive (1:640), as well as anti-ribonucleoprotein (+++)
and anti-SS-A/Ro52 antibodies (++). She was initially treated
with hydroxychloroquine (400mg daily), mycophenolate
mofetil (2g per day) and corticosteroids. The highest dose of
methylprednisolone was 32 mg daily per os, while the
average doses were 12-16mg per day. In May 2023, the
patient was admitted to a hospital with a diagnosis of acute
appendicitis and peritonitis. Appendectomy was performed;
during the surgery, a large amount of fluid was noted in the
abdominal cavity, and small light-yellow tubercles were seen
in areas of the intestine, parietal peritoneum and omentum.
Tuberculosis was suspected and subsequently confirmed
histologically. ~ Treatment  started  with  rifampicin,
pyrazinamide, isoniazid and ethambutol and continued for
nine months. The patient had never had symptoms of, or had
been treated for, pulmonary tuberculosis, but had fibro-focal
changes at chest X-ray. Following the diagnosis of
tuberculosis, methylprednisolone was reduced to 8 mg/day.
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In February 2024, a marginal fracture of the base of the 5th
metatarsal bone of the right foot was found and a plaster cast
applied. In June the patient discontinued hydroxychloroquine
and mycophenolate mofetil while methylprednisolone was
further reduced to 4 mg daily. Because of the persistence of
severe pain in the right ankle joint, in July of the same year a
CT scan of the feet and ankle joints was performed and
revealed fractures of the cuboid and talus bones of the right
foot without displacement, and synovitis of the right ankle joint.
In September 2024, a whitish lump and swelling at the base of
the 1st toe of the right foot appeared. Two days after squeezing
the swollen area, a "cheesy" content came out, and new foci
with a whitish center appeared. These foci were also squeezed
and the contents evacuated. After some time, an open wound
of 3 cm in diameter developed on the back of the right foot, was
interpreted as a trophic ulcer, and was periodically dressed.

Figure 2. X-ray of the right foot (lateral projection):
destructive arthritis of the tarsal bones with predominant
damage to the talonavicular and calcaneocuboid joints.

Figure 1. Right foot of the patient: swelling of the ankle joint
and metatarsus, fistula on the dorsum of the foot.

In November 2024, in the absence of activity of mixed
connective tissue disease, antibacterial therapy (ceftriaxone
2 mg/day intramuscularly for ten days, followed by
azithromycin 250 mg twice daily for an additional ten days)
was prescribed.

When the patient was seen for the first time at the
Department of Internal Medicine and Rheumatology of
Semey Medical University in January 2025, inflammatory
arthritis of the left wrist joint with pain during palpation and
movement was noted. The right ankle joint was severely
deformed with edema, and pain was present at palpation
and movement. A trophic ulcer of 3 c¢cm in diameter with
calloused edges was present in the st
metatarsophalangeal and interdigital region on the dorsum
of the right foot (Figure 1).

Given the history of abdominal
tuberculosis, a tuberculous abscess
with ensuing fistula was suspected.
An X-ray of the right ankle joint was
done and showed destructive arthritis
of the tarsal bones with predominant
damage to the talonavicular and
calcaneocuboid joints (Figure 2).

Gene-Xpert testing of the material
from the ulcer on the right foot was
positve and showed resistance to
rifampicin. A diagnosis of tuberculous
osteomyelitis with abscess formation
was made in January 2025.

Treatment was prescribed with  levofloxacin,
cycloserine, bedaquiline, clofazimine and linezolid and is
planned for twenty months. Methylprednisolone has been
gradually reduced to 1 mg every other day. Three months
after starting anti-tuberculosis treatment, the ulcer on the
dorsum of the right foot healed and a fistula appeared on
the medial and lateral sides of the right ankle joint (Figures
3and 4).

'Figure 3. Formation of new fistula on the medial
and lateral surface of the right ankle joint.
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Figure 4. X-fay of the right and left foot (direct and lateral projections).

Destructive arthritis of the tarsal bones with predominant damage to talonavicular
and calcaneocuboid joints of the right foot. Osteoporosis of the right foot.

Discussion

Our case reinforces the notion that patients with
autoimmune diseases under immunosuppressive treatment
are at risk for tuberculosis, which should always be
considered in the differential diagnosis of compatible
pulmonary and extrapulmonary lesions. In particular, our
patient had two manifestations (abdominal and bone
tuberculosis) of extrapulmonary TB (indicating the
reactivation of past infection) in just 13 months, and, in spite
of a recent diagnosis of abdominal TB, the subsequent
fractures of bones of the right foot, synovitis of the right
ankle joint, and swelling at the base of the first toe of the
right foot were not suspected to be TB-related for months,
and a quite large open wound on the back of the right foot
was interpreted as a trophic ulcer. The delay in diagnosis of
tuberculosis seems unfortunately not uncommon in patients
with MCTDS or other systemic autoimmune diseases [5, 10].
Screening for latent tuberculosis should be mandatory
clinical practice before starting immunosuppressive
treatment in patients with autoimmune diseases. However,
for patients already on corticosteroids, the risk of false
negative results with both tuberculin skin test (TST) and
interferon-gamma release assays (IGRA) increases [1].
Thus, a combination of IGRA and TST to increase
sensitivity could be used in immunosuppressed patients,
where these tests should be done sequentially, with the
second test done only if the first test was negative [3].

An additional issue is the dosage of corticosteroids in
patients with autoimmune diseases with a TB diagnosis,
considering that other immunosuppressive drugs do not appear
to be significantly associated with tuberculosis [2]. A systematic
review and meta-analysis of tuberculosis disease and infection
in patients with systemic lupus erythematosus (SLE) found that
TB prevalence in SLE was quite high and associated with
glucocorticoids, and lowering their dose was essential to
reduce the risk [2]. The 1-year cumulative corticosteroid dose in
patients with SLE contracting TB was significantly higher than
in those without TB, with a mean difference of 2.56 (95% CI:
0.22-4.91) [2]. In another systematic review and meta-analysis,
the incidence and of TB in SLE patients was 1.16 per 100
person-years (95% confidence interval 0.69-1.93) and the

prevalence was 3.59% (95% Cl: 2.57%-5.02%) [13]. The
pooled prevalence of SLE-pulmonary TB and SLE-
extrapulmonary was 2.46% (95% Cl 1.73%-3.51%) and 1.42%
(95% CI 0.98%-2.06%), respectively.'® The incidence of SLE-
TB was higher in countries with a high TB burden and the
prevalence of SLE-TB was elevated in Asia and in patients
taking a mean daily dose of corticosteroids =20 mg [13].

Hence, it is advisable to keep the dose of
glucocorticoids as low as possible in patients with
tuberculosis. In a study including 1,618 treatment episodes
of prolonged (=4 weeks), high-dose steroids (=30mg/day of
prednisone, approximately equivalent to =24mg
methylprednisolone) in 1,160 patients with rheumatic
diseases, a high-risk subgroup for TB was defined as
patients with incomplete adherence to treatment of previous
TB, positive interferon-y release assay, and/or
linear/reticular fibrotic lesions on chest radiographs [8]. To
evaluate the preventive effect of isoniazid (INH), the drug
was given in 152 (9.4%) treatment episodes [8]. During
1,579.8 person-years, there were 21 cases of TB, with a
significantly higher TB incidence in the high-risk subgroup
(incidence rate ratio 8.29). INH reduced the 1-year TB
incidence in the high-risk subgroup [adjusted hazards ratio
0.37 (95% Cl, 0.002-5.10)] [13]; there was an important risk
of adverse drug reactions [8]. On the basis of this study, it
seems that an eventual isoniazid prophylaxis should be
carefully balanced in patients treated with high dose
corticosteroids.

Study Limitations: The single-center nature of the study may
limit its generalizability, and the absence of long-term follow-up
data restricts the assessment of post-discharge outcomes.
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