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Clinical course of extensively drug-resistant tuberculosis
with HIV infection and tertiary syphilis: a case report

0. M. Raznatovska**A¢F A, V. Fedorets®*8, 0. 0. Furyk*CEf H. |. Makurina®£¥,
T. 0. Hrekova®®F, V. V. Romashchenko3¢

Zaporizhzhia State Medical University, Ukraine, 2Municipal Institution “Zaporizhzhia Regional Tuberculosis Clinical Dispensary”, Ukraine,
SMunicipal Institution “Zaporizhzhia Regional Pathological Anatomy Bureau”, Ukraine

A - research concept and design; B - collection and/or assembly of data; C - data analysis and interpretation; D - writing the article;
E - critical revision of the article; F - final approval of the article

Key words: Purpose. To update the literature data with the clinical features of extensively drug-resistant tuberculosis (XDR-TB), HIV and
tuberculosis, tertiary syphilis co-infection course based on an example from own clinical experience.
HIV, syphilis.

Materials and methods. A case report of XDR-TB with HIV and tertiary syphilis co-infection course was described based on

our own clinical experience.
Pathologia

2019; 16 (3),424-430  Results. The presented clinical case confirms the partial literature data as we did not find such a combined course of XDR-TB
DOL: with HIV infection and tertiary syphilis in the literature available. So, XDR-TB developed in the patient due to late diagnosed
10.14739/2310-1237. and untreated HIV infection. Neurosyphilis praecox developed secondary to Lues latens ignorata. Early diagnosis of tertiary
2019.3.189001 syphilis was problematic owing to considerable similarity of XDR-TB and HIV infection clinical manifestations. The CD4+
E-mail: T-lymphocyte count was 16 cells (with a viral load of 3483783 RNA copies/ml) indicating a pronounced immune system
raxnatovskaya@ inhibition in the patient, causing progressive multiple organ failure, HIV-associated diseases (nephropathy, encephalopathy,
gmail.com cardiomyopathy) and visceral tertiary syphilis (the kidney and brain). Despite multimodality therapy (antimycobacterial, antiret-
roviral, symptomatic and pathogenetic therapy, treatment of syphilis), the patient died after 4 months of inpatient treatment.
The immediate causes of death were wasting syndrome, mycobacteriosis, HIV infection-associated diseases manifested as
mycobacterial infection and multiple diseases.

Conclusions. Taking into account the considerable similarity of clinical and histological manifestations of tuberculosis and
syphilis, as well as frequent HIV-associated tuberculosis (especially CRTB), it is recommended not to neglect the continuous
use of a serological panel in patients with HIV and tuberculosis co-infection with the view to timely syphilis detecting. General
practitioners are encouraged to work with patients towards the timely HIV testing. Also, it should be kept in mind that timely
diagnosed diseases could be treated early, that will help save lives of our patients.

Kniouosi crosa: KAiHiuHMI BUNaAOK NOEAHAHOTO nepebiry Ty6epKyAbo3y 3 LIMPOKOIO AIKapCbKOO CTIMKICTIO

TY6€EpPKYALO3, _- . .
BIA, cHbinic. 3 BIA-indeKuieto Ta TpeTMHHUM cUdinicom

0. M. Pa3HatoBcbka, A. B. ®epopeup, 0. 0. Oypuk, I. I. MakypiHa, T. A. [pekoBa, B. B. PomalueHko
Mavonoris. - 2019. -
T. 16, Ne 3(47). - MeTa pob0oTun — JONOBHEHHS BigOMOCTEl (haxoBoi nitepatypu KriHiYHUMKM 0COBNMBOCTAMM NoeaHaHoro nepebiry Tybep-
C.424-430 KyrbO3y 3 LUMPOKOK fikapcbkoto cTiikicTio (LLIIC-TB) i3 BIJI-HdbekLUieo Ta TPETUHHIUM CUAiniCOM Ha MpuKnagi BNacHoro
CrMOCTEPEKEHHS! 3 MPAKTUKM.

Marepianu Ta meToau. OnmcaHo KniHiYHWA BUNaAOK BMNACHOMO CrocTepexeHHs noegHaHoro nepebiry LUIC-TB i3 BIfl-i-
dpekuieto Ta TPETUHHUM CUdDinicom.

Pesynbrati. HaBeaeHui KniiYHWI BUNaZoK NiATBEPIKYE YACTKOBI JaHi HAayKOBOI MiTepaTypu, OCKiSbKW MPOTAroM A0CHi-
[DKEHHS He 3HalLLInmM Takoro noegHaHoro nepebiry LLUMC-TB i3 BIJl-iHdekuieto Ta TPETUHHUM cUinicoM y AOCTYMHWX (haxoBux
mxepenax. Tak, y nauieHTK1 Ha Tni ni3Ho AiarHocToBaHoi Ta HenikoBaHoi BIfT-iHdpekuii BuHuK LLMC-TB. Neurosyphilis praecox
po3BuHyBCS Ha TNi Lues latens ignoratae. PaHHs giarHocTvika TpeTuHHOTO cudbinicy 6yna cknagHoK Yepes CXOXICTb KIiHIYHUX
nposisie LUNC-TB i BINl-iHdekwii. Kinbkicte CD4-nimcounTis ctaHoBuna 16 knitvH (Npu BipyCHOMY HaBaHTaxeHHi 3483783
PHK-koni/mn), Wo Bka3yBano Ha BUPaXeHe NpUrHiYeHHs iMyHHOI CUCTEMM Y XBOPOI Ta, SIK HACMI[OK, CTano OCHOBOK Ans
nporpecyBaHHs noniopraHHoi HegocTaTHocTi, BIJ1-acouiioBaHWx 3axBoptoBaHb (Hedponarii, eHuedanonarii, kapaiomionarii)
Ta TPETMHHOTO BicLepanbHOro cudinicy (HMPOK i rONOBHOMO MO3KY). HesBaxaroum Ha NpoBedeHHs MacyBHOI KOMMIEKCHOT
Tepanii (aHTUMikoDaKkTepianbHa, aHTUPETPOBIPYCHA, CUMMNTOMAaTUYHA Ta MaToreHeTMYHa Tepanii, NikyBaHHS cudinicy),
nauieHTka nomepna yepes 4 Micsi ctauioHapHOro nikyeaHHs. besnocepeaHiMu npyyvHamm cMepTi CTany CUHAPOM BUCHa-
XeHHsl, MikobakTepio3, 3axBoptoBaHHsi, 3yMmoBneHe BlJ1-iHdekuieto 3 nposisamu MikobakTepianbHOT IHGEKLT Ta MHOKUHHUX
3aXBOPIOBAHb.

BucHOBKK. BpaxoBytoun CyTTEBY CXOXICTb KITIHIYHMX i FiCTONOrIYHMX NposiBiB Ty6epkynbody Ta cudinicy, a Takox vacte
npueaHaHHs TyGepkynbo3y (ocobnneo ximiopeaucTeHToro) Ao Blll-iHdekuii, y xBopux Ha BlfT-iHdbekuito Ta Tybepkynbo3 pe-
KOMEHA0BAHO He HEXTYBATMW NOCTIHNM 3aCTOCYBaHHAM KOMMIEKCY CepororiYHnX 4OCiMKeHb A1 CBOEYACHOM BUSBNEHHS
B opraHiami 36ygHvka cudinicy. Pekomenaauieto ans ciMenHux nikapis € pobota 3 naieHTamy B HanpsiMi CBOEYacHoro Te-
CTyBaHHs Ha BIfT-iHdekuito. MoTpibHO nam’aTaT: CBOEYaCHO AiarHOCTOBaHi 3aXBOptoBaHHS ByayTb CBOEYACHO NPONiKOBaHi,
LU0 Jae 3MOry BPSTYBATH XMTTA NaLieHTiB.
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Case report

KAMHHMUYECKUM CAyual coueTaHHOro TeueHUs Tybepkyaesa ¢ LUIMPOKOM AeKapCTBEHHOW
ycToMuuBocTbio ¢ BUY-uHpeKuuen U TpeTHUHLIM CUPUAUCOM

E. H. PasHatoBckas, A. B. ®epopeu, E. A. Oypuk, I. . MakypuHa, T. A. IpekoBa, B. B. PomalueHko

Llenb paboTbl — 4ONONHEHWE CBEAEHUIN HAYYHOW NMTEPaTypbl KITMHUYECKUMM OCOBEHHOCTSIMIU COYETAHHOIO TeYeHMs Tybep-
Kynesa C LUMPOKOW fekapCTBEHHOW yCToNuMBOCTbIO (LLMTY-TB) ¢ BUY-nHDeKumMen n TpeTuyHbIM CUUIMCOM Ha npuMepe
COBCTBEHHOTO HABMIOAEHUS 13 NPAKTUKM.

Marepuansi u meToabl. OnucaH KIMHUYECKWIA CryYaii COBCTBEHHOTO HabmtoaeHMs codeTaHHoro Tederuns LMY-TB ¢ BUY-nn-
dhekumen 1 TPETUYHBIM CUPUINCOM.

Pe3ynkrathl. [peacTaBneHHbIN KMMHUYECKWIA CyYan NOATBEPKAAET YaCTUYHbIE AaHHbIe HAay4YHON NMUTEPaTypbl, MOCKOMbKY
Takoro coyetaHHoro TeveHust LUINY-TB ¢ BUY-nHdekumen n TpeTuyHbIM CcpUIMcom B AOCTYMHbIX CreuuanmaupoBaHHbIX
UCTOYHMKaX He Hawwnu. Tak, y naumeHTku Ha poHe No3nHO AMarHoOCTUPOBaHHOW U HeneveHHon BUY-uHdekummn passuncs
LUNY-TB. Neurosyphilis praecox pa3ssuncs Ha hoHe Lues latens ignoratae. PaHHss auarHocTuka TpeTnyHoro cudmnmuca bbina
CINOXHOW M3-3a 3HAYNTENBHOTO CXOACTBA KnHUYeckux nposienenuin LUIY-TB n BUY-nHdekumm. Konnuecteo CD4-numdpo-
LMTOB cocTaBmno 16 knetok (npu BupycHow Harpyske 3483783 PHK-konuii/mn), 4TO yKasbiBano Ha BbIpaXeHHOE yrHeTeHne
VIMMYHHOIA cUCTEMbI y BONBHOM 1, Kak CNeacTBIUE, CTarno OCHOBOW AMsi NPOrpeccMpoBaHuUs MOMMOPraHHON HEAOCTATOYHOCTH,
BWY-accounmpoBaHHbix 3abonesaHuii (HedponaTm, 3HLedanonaTtm, kKapamoM1onaTm) U TPETUYHOIO BUCLIEPanbHOTO Ch-
dounmca (noyek 1 ronoBHOro moara). HeCMoTpst Ha NpoBEAEHNE MacCVBHOW KOMMEKCHO Tepaniu (aHTMukobakTepuanbHas,
aHTUPETPOBUPYCHAs, CUMNTOMATUYECKast U NATOrEeHETUYECKas Tepanuu, neveHne cudunuca), nauneHTka ymepna vepes 4
mecsiLa CTaLyoHapHoro neveHns. HenocpeaCcTBEHHbIMU NMPUYMHAMM CMEPTYW CTanu CUHOPOM UCTOLLEHWS, MkoBakTepros,
3abonesanue, obycrnosneHHoe BUY-nHbekumen ¢ nposBneHnsaMn MmkobakTepuanbHON MHAEKUMN U MHOXKECTBEHHbIX
3abonesaHwit.

BbiBoAbl. YunTbiBast 3HaUUTENbHOE CXOACTBO KIMHUYECKUX W TMCTONOMMYECKUX NPOsIBNEHWIA Tybepkynesa u cucunuca, a
Takke Yactoe npucoeanHenue k BUY-uHdekumm Ty6epkynesa (0cobeHHO XMMUOPE3NCTEHTHOTO), Y 60MbHbIX BUY-nHbekumei
1 TyBepkyne3om pekoMeHA0BaHO He npeHebperaTb NOCTOSHHBIM MPUMEHEHMEM KOMMIEKCa CEPONOrnyecknX UccneaoBaHnii
[AI1S CBOEBPEMEHHOr0o 06Hapy»eHust Bo3byauTens cucpunuca B opraHuame. PekomeHaaumelt 4ns cemMeliHbIx Bpadyen SenseTcs
paboTa ¢ nauveHTam1 B HanpaBneHn CBOEBPEMEHHOTO TECTUPOBaHUS Ha BUY-uHdekumo. Hago noMHNTL: CBOEBPEMEHHO

ONarHOCTUPOBaHHbIE 3abonesaHus 6yayT CBOEBPEMEHHO NnponeYyeHbl, YTO NO3BONNUT CNacTU XU3HU NaLMEHTOB.

Today, chemoresistant tuberculosis (CRTB) is a global
health concern, since its incidence is detected all over
the world, but the effectiveness of treatment remains
low [1]. Human immunodeficiency virus (HIV) infection
| acquired immunodeficiency syndrome (AIDS) is cha-
racterized by the development of opportunistic diseases
that complicate both the disease course and its treat-
ment. Tuberculosis is the most common among such
diseases. Particularly unfavorable is CRTB and HIV/
AIDS co-infection.

Syphilis is a disease which can be asymptomatic
and last for many years [2]. According to the literature
sources [3,4], syphilis epidemiology, in the current context,
is marked by an increase in the incidence of early latent
syphilis and its late forms, among which neurosyphilis
is prevalent.

Borisenko V. V. et al. [5] found that latent syphilis
in untreated or ineffectively treated patients can cause
damage to the nervous system, which is not consistent
with late neurosyphilis, leapfrogging its active forms.
Patients’ immune system state may also contribute to
syphilis pathogenesis.

All three diseases (CRTB, HIV infection /AIDS and
syphilis) are very severe having a mutually reinforcing
nature. Awareness of these diseases comorbidity is
essential for timely and early diagnosis and thus, for a
treatment course determination.

The purpose

To update the literature data with the clinical features of
extensively drug-resistant tuberculosis (XDR-TB), HIV
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and tertiary syphilis co-infection course based on an
example from own clinical experience.

Materials and methods

A case report of XDR-TB with HIV and tertiary syphilis
co-infection course was described based on our own
clinical experience. A patient received inpatient treatment
in the Department of Pulmonary Tuberculosis No 3 of
the Clinical Site of Phthisiology and Pulmonology Depart-
ment of ZSMU at the Municipal Institution “Zaporizhzhia
Regional Tuberculosis Clinical Dispensary” (ZRTBCD).

Clinical case presentation

A 64-year-old woman K. was in a therapeutic depart-
ment of a city hospital for 26 days. She was admitted
complaining of generalized weakness, severe headache,
non-productive cough, loss of appetite, weight loss
(10 kg), exertional dyspnea, periodic fever over the past
2 months. She did not seek any medical assistance, only
took paracetamol for fever. The patient denied a history of
tuberculosis, sexually transmitted diseases, viral hepatitis
and diabetes mellitus.

On admission, the patient was diagnosed with a se-
vere general condition, temporal disorientation, but she
was alert. Auscultation of the chest revealed bilateral harsh
breathing, no rales. Clinical blood analysis (CBA) was as
follows: hemoglobin (Hb) — 156 g/l; erythrocytes (Er) —
5,18 x 10%/l, leukocytes (L) — 17,0 x 10%I, erythrocyte
sedimentation rate (ESR) — 16 mm/h, bands (b) — 11 %,
segmented neutrophils (s) — 78 %, eosinophils (e) -0 %,
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Fig. 1. Chest radiograph on admission showing circumscribed right

hydrothorax.

lymphocytes (I) — 7 %, monocytes (m) — 4 %. She
had negative MTB sputum smear. Chest radio-
graph showed a circumscribed right hydrothorax
(Fig. 1).

However, symptoms of dyspnea seriously worsened
in 6 hours and, as a result, a comparison radiograph was
taken (Fig. 2). Total right hydrothorax was diagnosed.

A pleural puncture with a pleural effusion analysis
showed 1100 ml of turbid yellowish fluid having a specific
gravity of 1014, the Rivalta test yielded a positive result,
protein level of 16.5 g/l, Er — 2/3 per field of vision (FOV),
L —20-30 per FOV, I-87 %, single mesothelial cells. The
pleural fluid samples were negative for Mycobacterium
tuberculosis (MBT) and atypical cells (AC). The pleural
fluid was taken on a liquid culture medium.

Exudative right-sided pleurisy, exudative phase was
diagnosed.

The patient underwent complete examination when
staying in the hospital:

— Electrocardiogram (ECG): sinus rhythm, adequate
voltage, left electric axis deviation, left ventricular hyper-
trophy, incomplete left bundle-branch block.

— Gynecological findings: no acute gynecological
pathology was detected at the time of examination.

— The patient flatly refused to test blood for HIV
antibodies (AB).

— Ultrasound (US) of the urinary system revealed
echo signs of the pyelocaliceal system diffuse thickening,
right-sided nephroptosis.

— Abdominal US showed echo signs of fatty hepato-
sis, gallstone disease, chronic calculous cholecystitis and
diffuse parenchymal changes of the pancreas.

— Fibrogastroduodenoscopy showed erosive-atrophic
gastropathy.

— Ophthalmological findings: early-stage cataract.

On the 24" day of inpatient treatment, the patient
underwent further US of the pleural cavity and fibrobron-
choscopy (FBS):

— FBS showed diffuse bilateral catarrhal-erosive
endobronchitis of 1-2 degrees. Bronchial washings
were collected for molecular genetic (MG) testing for
MBT detection.
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Fig. 2. Chest radiograph in 6 hours after admission showing total right
hydrothorax.

— US of the pleural cavity showed right-sided exu-
dative pleurisy with signs of loculation and pleural
adhesions. Pleural puncture and pleural fluid analysis
were performed.

The following day, the pleural fluid showed an
increased total cell count with the predominance of seg-
mented neutrophils at different stages of destruction and
was positive for MBT (1+). Bronchial washings were also
positive for MBT resistant to rifampicin (Rif+).

Liver function test were within normal limits during
inpatient treatment.

Taking into account the latest data with the diagnosis
of rifampicin resistant tuberculosis (RifTB), extrapulmo-
nary tuberculosis (EPTB), right-sided exudative pleurisy,
exudative phase, MBT(+), M(-), MG(+), Rif(+), category 4
(newly diagnosed tuberculosis (NDTB)), the patient was
transferred to the ZRTBCD.

CBA at discharge from the hospital: Hb — 130 g/l;
Er—4.49x10'?,L-6.1x 10%, ESR-14 mm/h,b—-2 %,
s=77%,e-1%,1-13%, m-7 %.

The patient was admitted to the ZRTBCD in an ex-
tremely serious condition. A comparison radiograph was
taken showing right-sided hydrothorax up to the level of
the 2"-3" rib; diaphragm and sinuses were undifferenti-
ated; low-density patchy infiltrates in the left upper lobe
which were not previously detected.

A pleural puncture was performed with removal of
800 ml of pleural fluid and its analysis revealed a specific
gravity of 1014, protein of 33 g/l, the Rivalta test was
positive (exudate), Er —2/3 per FOV; L - 1/2-1/3 of FOV,
| - 97 %, AC and MBT were not detected.

ECG findings: sinus tachycardia (heart rate 104
bpm), adequate voltage, left electric axis deviation, left
ventricular hypertrophy, incomplete left bundle-branch
block, diffuse myocardial changes.

A sputum smear was positive for MTB (1+) and spu-
tum was taken on aliquid culture medium. The patient had
sputum smear negative for Pneumocysts on admission
and throughout the entire inpatient treatment.

On the 2™ day of inpatient treatment in the ZRTBCD,
the results of pleural fluid culture and drug sensitivity
test (DST) performed after the first pleural puncture in
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the therapeutic department, were obtained. It was found
that the cultured MBT strain demonstrated resistance to all
first-line anti-tuberculosis drugs —isoniazid (H), rifampicin
(R), streptomycin (S), ethambutol (E), pyrazinamide (Z)
and to 2 preparations of second-line anti-tuberculosis
drugs — kanamycin (Km) and moxifloxacin (Mfx).

Based on the last chest radiograph and the DST fin-
dings, the diagnosis was set: XDR-TB of the upper lobe
of the right lung (infiltrative), Destruction (-), MBT(+), M(+),
MG(+), Rif(+), K(+), Resistance | (HRSEZ), Resistance Il
(KmMfx). EPTB, right-sided exudative pleurisy, exudative
phase, category 4 (NDTB). Antimycobacterial (AMBT)
therapy by category 4 was prescribed, taking into account
the DST data according to the Unified Clinical Protocol
“Tuberculosis” [6].

In the ZRTBCD, the patient consented to test blood
for HIV and the result turned out to be positive. Her CD4+
T lymphocyte count was 16 cells (1.9 %) and serum viral
load was 3483783 HIV RNA copies/ml.

Following consultation of an infectious disease spe-
cialist, the diagnosis was made: HIV infection (B 20.0),
IV clinical stage, oropharyngeal candidiasis.

Biseptol, fluconazole and azithromycin prophylaxis
and treatment of opportunistic infections were initially
prescribed to the patient. And after 2 months of the AMBT
therapy, an antiretroviral therapy (ART) was prescribed
by the infectious disease specialist.

Serological Wassermann reaction performed when
the patient was admitted to the ZRTBCD tested positive.
For this reason, after consulting a dermatovenerologist,
the patient was referred to further panel of serological
studies (PSS) in order to determine whether or not syph-
ilis (T. pallidum) was confirmed. All the tests turned out
to be positive:

— Rapid plasma regain (RPR) reaction was weak
positive.

—Passive hemagglutination reaction (PGRA)— positive.

—Blood test using the enzyme-linked immunosorbent
assay (ELISA-TREP test system for antibodies to an-
tigenic components of T. pallidum screening in human
serum or plasma used primarily to confirm the diagnosis
of syphilis) was positive. In this case, immunoglobulin
responses to individual T. pallidum polypeptides indicated
the following results: TpN15 — positive, TpN17 — positive,
TpN41 — negative, TpN47 — negative. These tests were
performed for three times (once every three weeks) and
the results remained unchanged.

Based on the data obtained, the dermatovenerologist
diagnosed Lues latens ignorata. An adequate treatment
was prescribed.

Almost after a week of AMBT therapy, US examination
of her thorax revealed 180 cm?® of loculated pleural effusion
in the right pleural cavity.

The patient was further examined by a therapist, and
the diagnosis was made: HIV-associated cardiomyo-
pathy, hypertensive nephropathy. | degree heart failure
(HF), functional class (FC) II. II-Ill degree pulmonary
insufficiency (PI). Chronic non-alcoholic steatohepatitis,
atrophic gastritis. Gallstone disease, chronic calculous
cholecystitis, remission phase.

Based on the therapist's report, an adequate sympto-
matic treatment was prescribed to the patient.
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After a month of AMBT therapy, the result of spu-
tum culture (made upon admission to the hospital) and
the DST data were obtained: Resistance | (HRSE), Re-
sistance Il (KmMfx). The resistance obtained was almost
identical to the DST results of the pleural fluid, except for
pyrazinamide.

From the second month of inpatient treatment, the pa-
tient demonstrated a continued increase in blood thymol
turbidity test up to 16.39 units (un) (upper reference limit:
5 un), variations in the creatinine level from 142.5 pmol/L
to 274.0 pmol/L (upper reference limit: 97 umol/L) and
the urea level from 10.1 mmol/L to 13.2 mmol/L (up-
per reference limit: 7.2 mmol/L) as well as increase in
the serum urea nitrogen concentration up to 6.16 mmol/L
(upper reference limit: 4.51 mmol/l). At that time, anemia
and inflammatory process symptoms worsened which
manifested as a decrease in Hb to 70g/l and Er to 2.62 x
10"%/1, ESR acceleration to 40mm/h.

After 2 months of treatment in the ZRTBCD, the pa-
tient presented a severe general condition, temporal
disorientation, long history of headache and complained
of paresthesia in the limbs and speech impairment. There-
fore, she was examined by a neurologist, who bearing in
mind that the patient was diagnosed with syphilis, referred
her for a spinal puncture and liquor examination.

The liquor result indicated protein of 0.0099 g/,
Pandy’s reaction (+),negative Nonne-Apelt test, white
blood cell count of 1 cell (I), glucose level of 2.11 mmol/l,
chloride level of 106.8 mmol/l; AC, MBT and cryptococci
were not detected.

Taking into account the results of liquor examination,
the dermatovenerologist made the following diagnosis:
Early Neurosyphilis praecox, Lues latens ignorata. An
adequate treatment regimen was prescribed to the patient.

After 4 months of treatment, a comparison radiograph
showed: increased pulmonary vascularity due to the inter-
stitial component in both lung fields, thickened intercostal
pleura on the right side, ill-defined diaphragm contour,
buried sinus, commissure occupying oblique fissure.
Mediastinal organs were shifted to the right (probably due
to pleuropneumocirrhosis development).

Despite the multimodality therapy, the patient’s gene-
ral condition progressively deteriorated with an increase
in sings of multiple organ failure, and biological death
was pronounced after 4 months of inpatient treatment.

Post-mortem diagnosis: HIV infection, IV clinical
stage, multiple organ failure. HIV-related diseases: car-
diomyopathy, encephalopathy, nephropathy. XDR-TB of
the upper lobe of the right lung (infiltrative), Destruction
(-), MBT (+), M (+), MG (#), Rif (+), K (+), Resistance |
(HRSEZ), Resistance Il (KmMfx). EPTB, right-sided exu-
dative pleurisy, resolution phase. Histology 0. Category 4
(NDTB). II-1ll degree PI. | degree HF, FC Il. Lues latens
ignorata. Early Neurosyphilis praecox. Chronic non-alco-
holic steatohepatitis. Atrophic gastritis. Gallstone disease.
Chronic calculous cholecystitis, remission phase. Chronic
anemia. Cachexia.

Pathological-anatomical diagnosis:

1. The main disease. HIV infection, IV clinical stage
(according to clinical data). Mycobacterial infection with
the upper lobe of the right lung lesion: focal areas of
specific productive inflammation, represented by epithelial
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Fig. 3. Tertiary syphilis-induced lesions of the meninges (gross specimen).
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cells, macrophages, lymphocytes with the presence of
Pirogov-Langhans giant cells and focal zones of caseous
necrosis in the centers of individual sites of productive
inflammation. HIV-associated multifocal leukoencepha-
lopathy: multiple non-homogeneous foci of honeycomb
pattern in the brain white matter, foci of white matter
demyelination, perivascular infiltration with lymphocytes,
macrophages and siderophages, multiple microglial no-
dules mainly in the subcortical parts of the brain.

HIV-associated nephropathy: segmental glomeru-
losclerosis, lymphohistiocytic infiltration of the stroma.
Tertiary syphilis (syphilis visceralis) with kidney damage:
rounded lesions in the right renal cortex (1.5 cm and
1.8 cmin diameter) demarcated from the rest of the tissue
by a capsule consisting of collagen fibers, presenting
a central area of colliquative necrosis surrounded by
the newly formed granulation tissue infiltrated with lym-
phocytes, plasma cells, epithelial cells, fibroblasts and
occasional Pirogov-Langhans giant cells with the pres-
ence of angiomatosis and signs of proliferative vasculitis.

HIV-associated cardiomyopathy. Neurosyphilis:
opacification and thickening of pia mater, foci of colli-
quative necrosis surrounded by chronic inflammatory
infiltration containing predominantly lymphocytes, plasma
cells and occasional Pirogov—Langhans giant cells with
the newly formed granulation tissue. The gross specimens
present tertiary syphilis-induced lesions of the cerebellum
and the meninges (Fig. 3).

2. Complications. Brain swelling (brain weight of
1350 g). Focal selective neuronal necrosis (complete and
partial) in the cerebral hemispheric cortex. Endogenous
intoxication: focal tubular kidney necrosis, focal centrolo-
bular hepatic necrosis. Right-sided exudative pleurisy
(900 ml of exudate in the right pleural cavity). Puimonary
heart disease (right ventricle wall thickness of 0.5 cm).
Chronic renal failure. Chronic anemia. Venous congestion
and parenchymatous degeneration of internal organs.

3. Concomitant diseases. Chronic pancreatitis in
remission. Chronic calculous cholecystitis in remission.
Chronic superficial erosive gastroduodenitis with 1
degree atrophy, exacerbation phase.

Cause of death:

1. Mode of death: HIV disease resulting in wasting
syndrome (B 22.2), HIV disease resulting in mycobacte-
rial infection (B 20.0), HIV disease resulting in multiple
diseases (B 22.7).
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2. Underlying significant conditions that contributed to
death but not related to the disease or its complications
which were the direct cause of death: HIV-associated
nephropathy and encephalopathy.

Clinical and pathological-anatomical epicrisis:

—When comparing clinical and pathologic-anatomical
findings, it was found that HIV-associated mycobacterial
infection of the upper lobe of the right lung developed in
the patient.

—HIV-associated nephropathy, encephalopathy, car-
diomyopathy occurred.

— Tertiary syphilis with the kidney and brain lesions
was diagnosed.

—The course of the disease was complicated by
the development of right-sided exudative pleurisy of tu-
berculosis etiology (900 ml of exudates in the right pleural
cavity), moderate pneumofibrosis with the subsequent
development of chronic pulmonary heart disease (right
ventricular wall thickness of 0.5 cm).

—Syphilitic kidney damage resulted in progressive
renal failure. Neurosyphilis caused progressive develop-
ment of cerebral oedema.

— Progressive multiple organ failure was the direct
cause of death in the prevailing conditions with underlying
severe endogenous intoxication, cardiorespiratory failure
and worsening cerebral oedema.

Discussion

Rodikov M. V.[7]in his study indicates that late neurosyph-
ilis develops most frequently with underlying latent and
late forms of syphilis, the predominant share of which is
Lues latens ignorata (58.4 %).

The literature describes a case of neurosyphilis with
concomitant cryptococcal and tuberculous meningitis in
a patient with AIDS [8]. The authors assert that the im-
munodeficiency state induced by HIV may facilitate
the progression of neurosyphilis which itself can com-
plicate HIV infection at any time after the initial infection.
The researchers further indicate that timely diagnosis of
meningeal tuberculosis is very challenging in a patient
with AIDS as MBT are rarely detected in liquor.

Also, the literature suggests that the risk of developing
neurosyphilis in HIV-infected patients increases if the CD4
T-lymphocytes count <350 cells/ul [9].

Krasnosel'skikh T. V. and Sokolovskij Ye. V. [10] also
report that patients with HIV and syphilis co-infection have
a higher risk of developing specific neurological disorders
and neurorelapses.

Khammassi N. B. et al. [11] describe the case of
secondary syphilis, which was complicated by generalized
affection of lymph nodes. Researchers note the difficulties
related to differential diagnosis between tuberculosis
and syphilis in this case because of considerable simi-
larity of clinical and histological manifestations of these
diseases. So, granulomatous inflammation manifesting
in granuloma composed of a central zone of caseous
necrosis surrounded by Pirogov-Langhans giant cells is
characteristic for both diseases. Tuberculosis frequently
occurs with the concomitant involvement of intrathoracic
as well as peripheral lymph nodes. Therefore, the authors
focus on the importance of the disease etiological factors
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(Treponema pallidum and MBT) timely diagnosis using
serological tests in the case of syphilis, and MG methods
in tuberculosis.

Krasnosel'skikh T. V. et al. [12], describing the case
of tertiary syphilis complicated by multiple skin gummas,
also emphasize the timeliness of the etiological factor
diagnosis. Indeed, the morphological manifestation of
gumma in our patient was granuloma with caseous
necrosis surrounded by plasma cell infiltrate, which was
similar to tuberculosis.

Loseva O. K. et al. [13], studying the case of latent
late neurosyphilis in a patient with fibrous-cavernous
pulmonary tuberculosis found that the main reason for
treatment failure of such patients was the lack of coordi-
nation in diagnosis and treatment when doctors of different
specialties need to be involved. This factor resulted in
both late diagnosis of neurosyphilis and lethal outcome
of it in their case.

Mordovskaia L. I. et al. [14] studied tuberculosis and
syphilis co-infections in 352 patients. Researchers found
that this combined pathology was more common among
socially maladjusted male urban population. It was found
that this combination was complicated by MBT resistance
to antimycobacterial agents in 69.2 % of cases, including
53.4 % of cases diagnosed with multidrug-resistant tuber-
culosis (MDR-TB) and 12.6 % with XDR-TB.

The presented clinical case confirms the partial lite-
rature data as we did not find such a combined course
of XDR-TB with HIV infection and tertiary syphilis in
the literature available.

So, XDR-TB developed in the patient due to late
diagnosed and untreated HIV infection. Neurosyphilis
praecox developed secondary to Lues latens ignorata.
Early diagnosis of tertiary syphilis was problematic owing
to considerable similarity of XDR-TB and HIV infection
clinical manifestations. The CD4+ T-lymphocyte count
was 16 cells (with a viral load of 3483783 RNA copies/
ml) indicating a pronounced immune system inhibition in
the patient, causing progressive multiple organ failure,
HIV-associated diseases (nephropathy, encephalopathy,
cardiomyopathy) and visceral tertiary syphilis (the kidney
and brain). Despite multimodality therapy (antimycobacte-
rial, antiretroviral, symptomatic and pathogenetic therapy,
treatment of syphilis), the patient died after 4 months of
inpatient treatment. The immediate causes of death were
wasting syndrome, mycobacteriosis, HIV infection-asso-
ciated diseases manifested as mycobacterial infection
and multiple diseases.

Conclusions

Taking into account the considerable similarity of clini-
cal and histological manifestations of tuberculosis and
syphilis, as well as frequent HIV-associated tuberculosis
(especially CRTB), it is recommended not to neglect
the continuous use of a serological panel in patients with
HIV and tuberculosis co-infection with the view to timely
syphilis detecting. General practitioners are encouraged
to work with patients towards the timely HIV testing.
Also, it should be kept in mind that timely diagnosed
diseases could be treated early, that will help save lives
of our patients.
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