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PE3IOME

IIpe3 mocnegnuTe 12 TOAWHM aHTarOHUCTUTE Ha
TNF ca Owim ycrnemrHo H3MON3BaHU 32 JICYCHHE
Ha MHOTO TAIMEHTH CTPajaniy OT XPOHWYHH
BB3MANUTEIHA  3a0onsBaHus. ToBa  JieueHHE
yBelMYaBa pUCKa OT TyOepKyao3a 10 25 MbTH.
Jbmxu ce Ha ¢axra, ye TNF u TNF-penenropure
UTpasiT Ba)KHA POJsl B MEIMMPAHETO HAa WMYHHHS
OTTOBOP TIPU OCTPU M XPOHHYHH BB3IAJICHUS.
ETo 3amo BCUYKM TNAIMEHTH, HA KOUTO IMPEJACTOU
MoJOOHO JieueHue TpsOBa Ja ObJAT TOMIOKEHH
Ha CTPUKTHA OIICHKA 3a M3KJIIOUBAaHE HAa aKTHBHA W
nareHTHa TyOepkyno3Ha wHpekuus. I[Ipes 2010
oeme myonukyBaH koHceHcyc Ha TBNET, o3ariaBen
,,PUCKBT OT TyOepKyio3a, cBbp3aH ¢ yieuenne ¢ TNF
AQHTarOHUCTH .

B m3noxenmeTo ca mpencTtaBeHH JBa Ciydas Ha
OenoapoOHa TyOepKy103a, KOUTO ca HaOMII0IaBaHu B
Xoa Ha mpoBexaaHo jeyeHue ¢ TNF anTaroHucTu
mpu OOJTHU C TI0Ka3aHU BBH3MAIUTEIHH 3200 IsIBAHUS
Ha yepBara.

KarouoBu nymu: tydepkynosa, JITBU, anraronuctu
Ha TNF, TBNET, tyGepxynanHoB koxen Tect, IGRA
TECTOBE

BbBBEJAEHUE
pe3 TMOCIEHOTO JICCETHIICTHE JICYCHHUETO C
antaronnctd Ha TNF crana ximouoBo mnpu
HALUCHTH C XPOHUYHU BB3MAJIUTCIHN 3a00NsBaHUS
Karo:
* PeBmarowjeH apTpuT, IOBEHWICH HWIAHONATHYCH
ApTPHUT, AaHKWIO3UPAIIl CIIOH/IMINT;
* [Icopuasuc u rIcoprHaTHICH apTPUT;
* IBD — ynmepo3en konut, 6onect Ha Crohn;
JlarentHara TyOepkyno3na uHOeknus (JITBN)
ce nepuHuUpa Karo OE3CUMITOMHO ChCTOSHHE
npu Jmna, uHpektupanu ¢ M.tuberculosis, mpu
KOUTO HsMa KIMHUYHH, MHUKPOOHOJOTHYHHU WU
PEHTTCHOJIOTUYHU JIAHHU B TIOJIKpEeNa Ha aKTHBHO
TyOepKyJI03HO 3a0ossiBaHe. J[uarHosara ce mocrass
0 HAJIMYHUETO Ha CIeU()UUCH IMYHCH OTTOBODP KbM
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ABSTRACT

During the past 12 years TNF antagonists have been
successfully used for the treatment of many patients
suffering from chronic inflammatory diseases. This
treatment increases the risk of tuberculosis up to 25
times. This is due to the fact that TNF and TNF-re-
ceptors play an important role in mediating the im-
mune response in acute and chronic inflammation.
Therefore all patients undergoing such treatment
should be subject to rigorous assessment to exclude
active and latent tuberculosis infection. In 2010 a
TBNET consensus was published entitled "The risk
of tuberculosis related to TNF therapies."

In this article we present two cases of pulmonary tu-
berculosis, which were observed in the course of an
ongoing treatment with TNF antagonists in patients
with proven inflammatory bowel disease.

Keywords: tuberculosis, LTBI, TNF antagonists,
TBnet, tuberculin skin test, IGRA test

INTRODUCTION

In the last decade TNF antagonist therapies played
a key role in patients with chronic inflammatory

diseases such as:

* Rheumatoid arthritis, juvenile idiopathic arthritis,

ankylosing spondylitis;

* Psoriasis and psoriatic arthritis;

« IBD - ulcerative colitis, Crohn's disease;

Latent tuberculosis infection (LTBI) is defined as

asymptomatic condition in individuals infected with

M. tuberculosis, in which there are no clinical, mi-

crobiological or radiologic data to support the active

TB disease. It is diagnosed in the presence of a spe-

cific immune response to M. tuberculosis after clini-

cal and epidemiological assessment. (Table. 1)

Screening for LTBI includes:

* Detailed history focusing on ethnic origin, previ-

ous TB or previous contact with TB patients, anti-TB

drugs treatment in the past, risk factors (drug addic-

tion);

* Chest radiograph - seeking data on previous TB;
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M.tuberculosis ciien KIMHUYHA U €IUIEMUOJIOTMYHA
oueHka. (Tabm. 1)

CkpununrsT 3a JITBU BriIOUBa:

* Ilompobma amaMHE3a C HACOYCHOCT 3a
SeTHUYECKH TPOU3XO0J, KOHTaKT C TyOepKyJI03HO
OosleH WM TpekapaHa TyOepKyio3a, JIeueHHe C
MIPOTUBOTYOEPKYIO3HH MEAMKAMEHTH B MHUHAJOTO,
PHCKOBH (haKTOpH (HApKOMAaHHS);

* Penrrenorpagus Ha Oenurte napoOoBe - ¢ omiea
ThpPCEHE Ha JJaHHU 3a IpedosieayBaHa TyOepKyno3a;
* TyOepKyIMHOB KOXeH TecT Ha MaHTy;

* IGRA Gamma Interferon Release Assays —
chlllecTBYBa Mo (opmara Ha JBa THPrOBCKH
npoaykra - QuantiFERON®-TB Gold In-Tube test
(QFT-GIT) u T-SPOT®.TB test (T-Spot.TB);
Criopell MHEHUETO Ha SKCIIEPTUTE 3a JMarHOCTHKA Ha
JITBU ce npeanountar IGRA tecroBere, KOUTO UMaT
no-Bucoka cneuuduuHoct npu BCG BakcuHupaHu
muua. TyOepKyITMHOBUS KOXKEH TEKT € ajTepHaTHBa
IIpU NAlMEHTH, KOUTO He ca uMmyHusupanu ¢ BCG
BaKCHHA.

[loHacTosimieM HAMa SBHH MNPEAIOYUTAHUS KbM
maxol or asara IGRA TtectoBe 3a IMarHocTuka
Ha JITBU mpenm 3amouBane Ha jnedeHue ¢ TNF
aHTaroHucTH. PehepeHTHHTE TpaHUIM ca ChOOPA3HO
MPENOPBKUTE HA MPOU3BOJUTEIS.

Axo 3a mmarno3a Ha JITBUM ce wm3mons3Ba camo
TyOCpKYJIMHOB KO)KEH TECT, 3a Hai-ToAXOo/sIIa
rpaHyIa, U3UCKBAIla MIPOBEKIAHE HA MIPEBaHTHBHA
npoduiIakTUKa 3a TyOepKyjio3a Ipenu 3alouBaHe
Ha JeyeHue ¢ TNF adrtaronucru, ce cmsaTa
KokeH TecT > 10 MM, KakTo ce MpenopbyBa H
Ipyd JIpyrd HWMYHOKOMIIPOMETHpAHH MalUeHTH (C
nskimodenne Ha HIV nndexrupannre). OOMKHOBEHO
TyOEpKYJIMHOB KOXKeH TecT > 10 MM He ce Hy)KJae oT
notebpxkacHne ¢ IGRA.

* Tuberculin skin test (TST);

* IGRA Gamma Interferon Release Assays - exists
as two commercial products - QuantiFERON®-TB
Gold In-Tube test (QFT-GIT) and T-SPOT®.TB test
(T-Spot.TV);

According to the experts IGRA tests are preferred for
the diagnosis of LTBI since they have higher speci-
ficity in BCG vaccinated individuals. TST is an alter-
native for patients who are not immunized with the
BCG vaccine.

There are currently no clear preferences for either of
IGRA tests for the diagnosis of LTBI prior to initia-
tion of treatment with TNF antagonists. The refer-
ence ranges are according to manufacturer's recom-
mendations.

If only TST is used to diagnose LTBI, TST > 10 mm
is considered as the appropriate limit, requiring pre-
ventive TB prophylaxis, before starting TNF antago-
nists treatment, as it is also recommended in other
immunocompromised patients (with the exception
of HIV-infected). Usually, a TST >10 mm does not
need confirmation by IGRA.

TBNET recommends preventive chemotherapy in
patients with proven LTBI:

* 9-month course of treatment with Isoniazid 300 mg
daily;

Alternative regimen, probably less effective but with
fewer side-effects:

 6-month course of treatment with Isoniazid 300 mg
daily;

* 3-month course of treatment with a combination of
Isoniazid 300 mg + Rifampicin 600 mg daily;

* 4-month course of treatment with Rifampicin 600
mg in case of intolerance to Isoniazid or poor com-
pliance.

Most experts agree that after 4 weeks of preventive

Table 1. Assessment responses in LTBI and active TB

LTBI

Active TB

* without symptoms and physical findings in sup-
port of TB disease

« fever, cough, chest pain, weight loss, night sweats, cough-
ing up blood, fatigue and decreased appetite

¢ positive TST or IGRA test

* usually positive TST or IGRA test

* normal chest radiograph

* chest radiograph usually shows changes, but can also be
normal in advanced immunosuppression or extrapulmonary
TB

* negative microscopy and sputum culture test

* Positive microscopy and sputum culture test, but could
also be negative in extrapulmonary TB or initial stage of a
pulmonary disease
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TBNET npenopbuBa NpeBaHTHBHA XMUMHOTEPAIIH
npu 6omHu ¢ nokazana JITBU:

* 9 meceueH kypc Ha Jyedenue ¢ [soniazid 300 mg
JTHEBHO.

AJTepHATHBHU  DPEXKHMH, BEPOSTHO  IO-MAaJKO
e(eKTHBHH, HO C TMO-MAJIKO CTPAaHUYHU ACHCTBHSA:

* 6 MeceueH Kypc Ha JyieueHue ¢ [soniazid 300 mg
JTHEBHO;

* 3 MeceveH Kypc Ha JiedeHHe ¢ KoMOMHausTa [so-
niazid 300 mg + Rifampicin 600 mg qHeBHO;

* 4 meceueH Kypc Ha Jedenue ¢ Rifampicin 600 mg
B CJIydail Ha HEMOHOCUMOCT KbM Isoniazid umu momr
KOMILJIABHC;

IloBeueTo ekcrepTu mpuemMar, 4e ciea 4 CeaAMUIN
IIpeBaHTUBHO JieueHue 3a JITbY Moke na ce 3anmo4ne
ycnopenHo aedennero ¢ TNF aHTaroHucTy.
[IpocnensiBaHeTo Ha MAMEHTUTE CE OCHILICCTBSBA
C KOHTPOJHHU PpEHTreHOrpaduu NpH HaIW4due Ha
6eno1pobHa CUMIITOMATHKA, YEPHOAPOOHHUTE EH3UMHU
TpsiOBa Ja ObJAaT M3CICABAHU MPEAH 3alOYBaHE Ha
JICYCHUETO U J1a C€ KOHTPOIIUPAT €IMH T MECEYHO.
Ilpu cepMHuUTEenTHH cayyan ce npenopbuBa KT
Ha IpbAHA KJETKa, KOSATO € Mo-uH(opMaTuBHA B
paHHUTE eTaIu Ha aKTHBHA TyOepKyIo3a.

AKO NAIMEHTHT € C aKTHBHA TyOepKyIi03a, 0 MHEHUE
Ha eKcneprure OM TpsOBaJO Ja ce MpearouuTa
3arouyBaHe Ha JjedeHue ¢ TNF anTaronucru ciuen
KaTo € MPOBEJICH IIBJICH POTHBOTYOSPKYIO3€H KypC
CBIVIACHO MEXIYHAPOIHUTE CTAaHIAPTH.
[IponbikuTeIHOCTTA Ha MPOTHUBOTYOEPKYIO3HUS
KypCc IpU MALUEHTH, KOUTO pa3BUBaT AaKTUBHA
TyOepKyno3a, cBbp3aHa ¢ JedeHneto ¢ TNF
AQHTAaroHHWCTH, HE € yTouHeHa. Ha To3u eram HsAMa
JIOKa3aTeJICTBa, Y€ KypchT Ha JiedeHue TpsAOBa na
ObJe YIBIIKEH.

KJIAHUYEH CJYYAMH 1

* [ILK.K. — xeHa Ha 34r.

Anamuecmuynu oannu

IToctenBa Ha 06.12.2012r. B I-B0 OIID cnen 4
nHpy3nn Ha Infliximab mo moBog Ha XVYKX ¢
OIUTaKBaHMSA OT CyXa, JApa3Hema Kamumma 0e3
excriektopauusi u ¢edpunurer Hax 380 C; M3:
2002r. - me6rot Ha s3BeH konut; 2006r.-2007r. ce
0(opMs KaTo MAHKOJIUT C BTOPUYHA aHEMHUS; OT Kpast
Ha 2007T. mpoBexka nedenne ¢ Imuran — 2 tabm. x 50
mg., Salofalc 4g nHeBHO; IO Bpeme Ha 00OCTPAHUS
- xoptuxkoctepounu. Ot aBryct 2012r.e 3amoynara
OounonornyHa Tepanus ¢ antaronuct Ha TNF — Inf-
liximab, pu Manry (-) oTp., peHTreHorpadus Ha
rppaHa xietka — 6.0.(30.07.12); (dwur. 1), IGRA
TECT HE € MPaBeH.
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treatment for LTBI, parallel treatment with TNF an-
tagonists can be initiated.

Follow-up of patients is performed through control
radiographs in the presence of pulmonary symptoms;
liver enzymes should be examined prior to initiation
of therapy and monitored once a month. In question-
able cases, chest CT scan is recommended, which is
more informative in the early stages of active TB.
According to the opinion of experts, a patient with
active TB should start a TNF antagonists treatment
only after a full course of anti-TB treatment in ac-
cordance with international standards.

The duration of anti-TB treatment in patients who
develop active TB associated with TNF antagonists
treatment is not specified. At this stage there is no
evidence that the course of treatment should be ex-
tended.

CLINICAL CASE 1

* PK.K. — woman, 34 years old.

History

Admitted on 06 Dec 2012 to 1-st Pulmonology and
Phthisiatrics Unit after 4 infusions of Infliximab on
the occasion of chronic ulcerative colitis, with com-
plaints of dry, irritating cough without expectoration
and febrility over 38° C; Previous diseases: 2002 -
debut of ulcerative colitis; 2006-2007 — formed as
a pancolitis with secondary anemia; from the end of
2007 - treated with Imuran - 2 tablets x 50 mg, Sa-
lofalc 4g per day; during exacerbations - corticos-
teroids. Aug 2012 — started biological therapy with
TNF antagonists - Infliximab, in Mantoux (-) nega-
tive, chest radiograph — no deviation (n.d.) (30 Jul
2012); (Fig. 1), no IGRA test performed.

Objective condition on admission

In poor general condition, febrile, skin and visible
mucous membranes: pale; subcutaneous fat tissue:
reduced, Weight — 53 kg; Respiratory System: both
chest halves take equal participation in breath-
ing, weakened vesicular breathing without audible
wheezing; cardiovascular system — rhythmic heart-
beat, heart rate - 90 BPM, BP 110/70, without orga-
nomegaly.

Paraclinical examinations

Hb - 107; Het—0.32; Leuc - 5.64... 17,91; blood sug-
ar, urea, creatinine, ionogram, total protein, albumin
- n.d.; CRP — 27.69; ASAT - 35...88...561...61...30;
ALAT - 35...798...266...49; GGT - 169...124...108;
HU - 2836...2408; Alkaline phosphatase - 164...91;
total bilirubin - 29...25...12; direct bilirubin - 20...16;
alkaline acid profile - pH 7.50; pCO2 — 2.4kRa; pO2
—7.3KPa; T- Spot.TB - negative;
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ObexmusHo cbcmosanue npu npuemManeno

B yBpeneno o0mo cwcrosHue, hebpuiiHa, KoXa U
Buaumu nurasuiy: onenu; [IMT: penynupana, T —
53 xr.; JIC: nBere rpbAHU OJIOBUHU B3€MaT €IHAKBO
y4acTHe B JHUIIAHETO, OTCIA0CHO BE3UKYJIAPHO
jquiiane Oe3 josnoBuma xpunosa Haxojka, CCC-
putMuuHa cbpaeuHa naedHoct, CYU 90/muH., AH
110/70, 6e3 opraHoMeTraus;

Tapaxnunuunu uzocredsanust

Hb - 107; Ht — 0,32; Leuc — 5,64...17,91; K3, Ypes,
Kpearunun, ﬁOHomaMa, OB, anbymunu — 6.0.; CRP
— 27,69; ASAT — 35...88...561...61...30; ALAT —
35...798...266...49; TTT — 169...124...108; XE
— 2836...2408; AD® — 164...91; OOm OunupyouH —
29...25...12; NIupexren omnmupyoun — 20...16;
KAII - pH 7,50; pCO2 — 2,4xPa; pO2 — 7,3xPa;

T- Spot.TB — orpunaresnes;

Muxkpobuonoeuyno uscnedsare Ha Xpadyka 3a bd
— candida albicans, XeMOKyITypu - CTEpHWIIHH,
TUIEBPAJICH ITyHKTAT — 0€3 pacTeix;

Obpasnu uzciedsanuist

* Penrrenorpadus Ha rppaHa kierka (26.12.12):
JuadparMeHu KynoJid HOpMajiHO pa3loJIOKeHU ChC
3ama3eH KOHBekcuTeT M miagku odepranus, KIC
— cBOOOZGH JeCeH, BOalUpaH JisiB, 0enoaApoOHH
nojera JBYCTPAaHHO MHOXKECTBO MMJIMApHU H
JIpeOHO-TIETHUCTH CEHKHM 0e3 IMHAaMuKa B IUIOLITA
W HHTCH3WUTETa, TMPOCICISIBAHH HEKOJIKOKPATHO
MO0 BpeMe€ Ha 3alo4yHaTaTta HecneuupuyHa W
TyOepKyJlloCTaTUYHAa  aHTUOAKTEpUalHA  Tepamus
(®wur. 2).

* KT na rppana xierka (06.12.12): aucemunupanu
HOAYJACpHH JIe3UH B OENOAPOOHMS MapeHXUM
JIBYCTpPAaHHO C TEHJAEHIMA KbM KOHGIyupaHe
0azamHo. HaOmromaBa ce pasnan (kaBuTamus) Ha
HSIKOW OT Homyiute. [IperpaxeanHu mMuMQHU BB3IH
Jo 11 MM, mapaaopransu — 12 MM, npeBacKy/IapHUu —
10 12 MM, IByCTpaHHM IUIEBPAIHU U3JIMBH B JSICHO
— 23 MM, B B0 — 17 MM, nepukapjaeH u3aus — 11
MM. MHOXECTBO XHITOJICHCHU OTHHUIIHU (DOKYCH B
cie3kara ¢ pasMep 10 14 MM, KOUTO HE MPOMEHST
IUIBTHOCTTAa CH INIpU KOHTpacTupaHe. KoHTponeH
KT na rppana kierka (04.01.13) — yBenuuenu
MeIuacTUHAITHY TUM(HU B3 ¢ pazmep 11/25mm. B
0enoxpoOHuUs napeHXuM AU(y3HH MUKPOHOAYICPHH
JIE31H, KOUTO Ca C€ YBEIMUWIIH 1O pazMep 110 2,5/4mMm
(®wur. 3).

* OBC: nmapuHKe, Tpaxes W TpaxeajeH ernepoH —
0.0., ZJOCTBIIHUTE 3a orie] OpoHXHU ca 0e3 CTeHO3H
n nedopmarun. BAJI 3a BK — orpumarenen Ha
JMpEKTHAa MUKpOCKomus. [{uTomorndeH pesyarar ot
BAJI No 6886/11.12.12r. — anBeonapHa Makpodaru,
OpOHXMATHMU KJIETKH, MallbK Opoi JIuMQOIUTH,

Sputum culture - candida albicans, blood cultures —
sterile, pleural punctate - no growth.

Imaging

* Chest radiograph (06 Dec 2012) diaphragm domes
normally located with preserved convexity and
smooth contours, KDS - free right, cloudy, lung fields
bilaterally multiple miliary and punctulate shadows
without dynamics in size and intensity, monitored
several times during the begun unspecific antibacte-
rial and anti-tuberculosis therapy (Fig. 2).

e chest CT (06 Dec 2012) disseminated nodular le-
sions in the lung parenchyma, disseminated nodular
lesions in the lung parenchyma, basal, with a ten-
dency to confluence basally. Decay (cavitation) is
observed in some of the nodules. Pretracheal lymph
nodes to 11 mm, paraaortic - 12 mm, prevascular - 12
mm, bilateral pleural effusion in the right - 23 mm, in
the left - 17 mm, pericardial effusion - 11 mm. A se-
ries of hypodense foci in the spleen up to 14 millim-
eters, which do not alter their density in contrasting.
The control chest CT (04 Jan 13) - enlarged medias-
tinal lymph nodes with size 11/25 mm. In the lung
parenchyma diffuse micronodular lesions, increased
in size to 2.5/4 mm. (Fig. 3)

* FBS: larynx, trachea and tracheal eperon —n.d., the
available for examination bronchi were without ste-
nosis and deformities. BAL for bronchial carcinoma
- negative to direct microscopy. Cytological result
from BAL No 6886/11 Dec 2012 - alveolar mac-
rophages, bronchial cells, a small number of lym-
phocytes, single polynuclear cells. Testing for TB
bacteria and fungi - negative. Transbronchial biopsy
No 18166/11 Dec 2012 - fibrous tissue, nonstructural
matter from desquamated bronchial epithelium, sev-
eral alveoli with thinned and torn septa, single groups
of lymphoid cells. Testing for TB bacteria and fungi
was negative. Conclusion: no detected signs of gran-
ulomatous process.

* Cytological result from pleural punctate No
7009/18 Dec 2012: cellular material presented by
mesothelial cells with degenerative changes 40%,
neutrophils 50%, resting and activated lymphocytes
10%. The tested material has expressed cytolytic
changes. Conclusion: pleural effusion with inflam-
matory origin.

During hospital stay in the clinic the patient has been
discussed many times on extended physicians meet-
ings and in differentially diagnostic terms the first
thought was for a specific process, second - for sep-
sis. Due to lack of evidence to support a TB diagno-
sis, the patient was directed to the Clinic for Thoracic
Surgery for open biopsy.

* video-assisted minithoracotomy: lung dotted with
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eIMHUYHK  TIOJNIMHyKJeapu. M3cnensanero  3a
TyOepKyJIO3HH OaKTepuu U T'bOM — HETATUBHO.
TpancOponxuanHa  mmunkoBa  Ouwomcus  No
18166/11.12.12r. — pubpo3Ha ThKaH, O3CTPYKTypHH
Marepuu OT JIeCKBaMUpaH OpOHXWAJICH eIHUTell,
HSKOJIKO alBEOJM C M3TBHEHH U Pa3KbCaHH
nperpaau, €JUHUYHUA TPYNH JUMQPOUIHU KIETKH.
W3cnenpaneTo 3a TYOSpPKyJIO3HA OaKTepuH U I'bOU €
HEeraTWBHO. 3aKIIFOYCHHE: HE ce OTKpHUBAT Oelle3n Ha
rpaHyJIOMaTo3eH Mpolec.

* [{uTonornyeH pesynrar oT IeBpajeH MyHKTaT No
7009/18.12.2012r.: KIIeThUCH MaTepHal, IPEACTaBEH
OT ME30TEJIHU KIETKH C JICTCHEPaTHBHU MPOMEHH
40%, meytpodmiu 50%, CHIOKOHHM W aKTHBHUPAHU
mumbonutu  10%. M3cnensaHusiT marepual € C
W3pa3cHN [UTOJIMTHYHH TIPOMEHH. 3aKIFOYCHUE:
TUICBPAJICH U3JIUB OT BB3MAIUTENCH MPOU3XOI.

[To Bpeme Ha mponexaBaHETO B KIIMHUKATa OoHAaTa
€ 00CHKIaHa MHOTOKPAaTHO Ha pas3IlUpPEH JEKapCKH
KOJIETHYM KaTo B JTU(EPCHIHAIHO TUArHOCTHUYCH
TUIaH ce MHCJIENIe Ha IIbPBO MSCTO 3a CIeHU(pHUCH
mpolec, Ha BTOpO MscTo — 3a cerncuc. llopaau
JMIICa Ha JOKa3aTeJICTBa B MOAKpeNa Ha AMarHos3ara
TyOepkyino3a, OomHara € HacoueHa KbM KimHnka mo
rpbAHA XUPYPTHUS 32 OTBOpEHa OHOTICHSI.

* BuneoacuctupaHa MHHUTOPAKOTOMHS: OEIHSAT
JIpo0 ce HaMepu OCEsH C JIE3UU C Pa3Mepu OKOJIO
5 MM, TOIOOHM JIe3uM Ce BHJSMXa 10 MapueTaiHa
TUIeBPa, IepUKap. u Auadparma.

e Xuct. pesyarar No 394,95/10.01.2013r.: kbcue
041 1Opo0 C MHOXECTBO ENMUTEIONJO0-KIEThYHH
TPaHyJIOMH, HSKOM C €AMHUYHU THTAaHTCKUA KIICTKU
tun “Langhans” u meHTpaigHa 30Ha Ha Ka3eo3Ha
HEKpPO3a;

* Xucr. pesyarar No 396,97: marepuail ot ceposa ¢
SIMHUYHH KazeU(HUIUPALIH STHTEIONI0-KICThUHH
TPaHyJIOMH C EJUHMYHM THTAaHTCKA KIETKH THI
“Langhans”.

Xo0 na sabonssaneno

[Ipu OonmHara OT JeHS Ha IMOCTHIBaHETO Oele
3amo4yHaTa TyOepKynocTaTMyHa Tepamusi ¢ Iso-
niazid 300wmr, Tubocin 600mr, Pyrazinamid 2rp.,
Ethambutol 1,5rp. IlpeycranoBena Ha 9-THS mEH
TIOpaJIi MPOSIBUTE Ha TOKCUYCH XETaTHT, HHAYIHPaH
OT MPOBEXKAAHOTO JiedeHHe. Bb300HOBeHa cien
oBnasBanero My cien 20 nau ¢ Tubocin 300w, Iso-
niazid 150mr., Ethambutol 1,5rp u Tavanic 500Mr.
OTHOBO MOpaau CTPAaHWYHU e(EKTH ITHPBHUTE JBa
MeJIMKaMEeHTa ca CIIPEHU U ca 3aMEeHEHH OT Strepto-
mycin Irp., neaennero ¢ Ethambutol n Tavanic ce
MIPOJIBIDKH, CJIE]] KOeTo Oele OTHOBO npubaBeH [so-
niazid 150mr. C Ta3u Tepanus OomHATa € U3MKCAHA
U HAacOo4YeHa 3a MPOXbJDKABAaHE HA JICYCHUETO KbM
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lesions measuring about 5 mm, similar lesions were
seen on the parietal pleura, pericardium and dia-
phragm;

* histological result No 394.95/10 Jan 2013: lung
fragment with multiple epithelioid cell granulomas,
some single giant cell of the Langhans type and cen-
tral area of caseous necrosis;

* histological result No 396.97: material from serosa
with single epithelioid cell granulomas with single
giant cell of the Langhans type.

Course of the disease

On admission anti-TB therapy was started with Iso-
niazid 300mg, Tubocin 600mg, Pyrazinamid 2g,
Ethambutol 1.5g. It was discontinued on the ninth
day due to manifestations of toxic hepatitis induced
by the conducted treatment. Resumed after contain-
ing it after 20 days with Tubocin 300mg, Isoniazid
150mg, Ethambutol 1.5g and Tavanic 500mg. Again,
due to side effects, the first two drugs were stopped
and replaced by Streptomycinlg, treatment with Eth-
ambutol and Tavanic was continued, after which Iso-
niazid 150mg was added again. With this therapy the
patient was discharged and directed to continue the
treatment at St. Sofia Hospital, Sofia.

Discussion

The patient is a woman with conducted biological
therapy with TNF antagonists for chronic ulcerative
colitis. Before initiating treatment with Infliximab
the patient was screened for LTBI, but no IGRA tests
were performed. Four months after the initiated treat-
ment the patient has a clinic of pulmonary infection,
imaging, which in the differential diagnosis point to
hematogenous disseminated TB, which in spite of all
possible performed diagnostic methods remained un-
confirmed. Surgical video-assisted thoracotomy his-
tologically confirmed the miliary TB diagnosis.

CLINICAL CASE 2

* M.G.M. — woman, 28 years old.

History

From November 2012 the patient is complaining of
cough, coughing up blood, pain in the right chest half
and right costal margin, increasing with breathing.
Admitted to the Clinic of Gastroenterology. In 2011
diagnosed Crohn. From April 2012 biologic therapy
with Humira (Adalimumab) was initiated.
Paraclinical examinations

ESR — 54; Hb — 102; Ht — 0.35; Leuc — 11.4; blood
sugar, urea, creatinine, ionogram, total protein, albu-
min — n.d.; CRP — 72.25; ASAT - 17; ALAT - 30;
GGT - 37; AD — 81; total bilirubin — 6.0; direct bili-
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Fig. 1

CBAJITI®3 ,,Cs. Codusi® — Codus.

O6eniknane

Kacae ce 3a jkeHa mpoBexaana OHOJOTHYHA
Teparusi ¢ adtaronuctn Ha TNF mo moBox Ha
XVYXK. Tlpenu na 3amoune nedeHwero ¢ Inflixi-
mab Ooxnnara e ckpunupana 3a JITBU, no 6e3 ma
ca mpaBean IGRA TectoBe. Yetnpu mecena cien
3aII0YBaHC HA JICYCHUCTO MAI[MCHTKATA € C KIIMHHMKA
Ha OenojpoOHa WHQpEKIUs, 00pa3HU W3CIe/IBaHUs,
KOWTO B JU(epeHIralHaTa JuarfHo3a HacouBaT
KbM XEMaTOreHHO JIMCEMHHHUpaHa TyOepKys03a,
KOSITO BBIIPEKU MPUIIATAaHETO HAa BCUYKU BB3MOXKHH
JIMaTHOCTMYHU METOJM OCTaHa HEMOTBbPJICHA.
XupypruyHara  BHUAC0ACHCTHpPaHa  TOPAKOTMHUS
MOTBBPIKJaBa XUCTOJIOTHYHO JUAarHo3aTa MUIHapHa

TyOepKyIo3a.

KJIWHUYEH CJIVUAM 2

* M.I'M. — xenHa Ha 28T.

Anamuecmuunu 0aHHU

Ot HoemBpH 2012r. manueHTKara € C OIUIAKBAHHS
OT KallUTAIA, KPBBOXpaK, OOINKH B JIICHA TPbhIHA
MOJIOBUHA H  JSICHO  moApeOpue, 3acHiIBaIld
ce npu gumane. lloctenBa B Kiunukata 1o
ractpoentepoiorus. [Ipe3 2011r. muarnoctunmpan
Crohn. Ot ampun 2012r. e 3armoyHaTto OMOJIOTHYHO
neuenue ¢ Humira (Adalimumab).

Tapaxaunuunu uzcneosanust

CVYE - 54; Hb — 102; Ht — 0,35; Leuc — 11,4; K3,
Vpesi, Kpearunuu, Homorpama, OB, anbymunu
—0.0.; CRP — 72,25; ASAT — 17; ALAT — 30; I'TT
- 37; A® — 81; O6uy ounupyoun — 6,0; dupexreH
ounpyouH — 2,0;

Fig. 2

rubin — 2.0;

sputum culture — seratia marcescens isolated;

T- Spot.TB - positive; sputum for Koch's bacillus:
negative on direct microscopy;

Imaging

* chest radiograph (20 Nov 2012): no visualized infil-
trative overshadowing in the visible lung fields; (Fig.
4)

e chest CT (22 Nov 2012): discrete pneumofibrous
changes and pleural thickening bilaterally, basally,
without enlarged lymph nodes; (Fig. 5)

The patient discontinued biological therapy and was
directed for preventive chemotherapy performed
with Isoniazid 300 mg for three months in connec-
tion with proven LTBI. Along with this conducted
treatment the patient reported intermittent coughing
up blood. On the performed control radiograph after
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Fig. 6

Muxkpobuonozuuno uzcnedsarne Ha Xpavka 3a bd —
M30JIMpa ce seratia marcescens;

T- Spot.TB:(+) nonoxurenew;
Xpauka 3a BK: ortpunarenna
MUKPOCKOIIHS;

Obpasnu uzciedsanuist

* PentreHorpagus Ha rpbana kietka (20.11.12): we
c€ BU3yalIM3UpaT UHOUITPATUBHY 3aCEHUBAHUS BbB
BHIMMHUTE OenoapoOHu nosieta (dur. 4);

* KT na rppana kierka (22.11.2012): nuckpeTHH
nHeBMOGHOPO3HU MPOMEHH U IIJIEBPATHU 3a1e0ers-
BaHUs JBYCTpaHHO, 0a3ajHo, 63 yrojieMeHu JTuMd-
HU BB3H (Dur. 5);

Bonnara mpeycranoBsBa OuoJOru4yHaTa Tepanus U
€ HacoueHa 3a NPEBAaHTUBHA XUMHOTEPAIUs, KOSTO
npoBexa ¢ Isoniazid 300mr. 3a 3 Meceria BbB Bpbh3Ka
¢ nmoxazanara JITBU. Ha ¢ona Ha ToBa MpoOBEKIAHO
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Ha  AHUPCKTHA

three months of prophylaxis there was no infiltrate
data, bilateral pneumofibrous changes and the patient
discontinued the treatment.

* Amonth later the performed chest CT (11 Mar 2013)
established consolidation of the parenchyma in 5th
segment on the right with a size 43/24 mm with cen-
tral translucencies, suspective for air bronchogram,
decay in differential diagnosis, no pleural effusions,
subcarinal lymph node 17/11 mm, prevascular lymph
node 7/4 mm. (Fig. 6)

Discussion

The patient is a woman with Crohn’s disease, con-
ducting biological therapy with Humira and LTBI (T
Spot. TV positive), who despite the conducted pre-
ventive chemoprophylaxis with Isoniazid for three
months developed active TB. Treatment with Humira
and corticosteroids was discontinued and the patient
was directed for full course of treatment according to
international standards in a specialized pneumophti-
ziatric department.

CONCLUSION

All clinical studies and observations globally indi-
cate that patients treated with TNF antagonists have
increased risk of LTBI reactivation. In TB, TNF is
one of the key cytokines involved in the immune
response of the macroorganism and in preserving
the integrity of the granuloma. Its lack and blocking
leads to disintegration of the granuloma, reactivation
of "dormant" M. tuberculosis, dissemination in the
macroorganism. The use of drugs for biological treat-
ment of extrapulmonary diseases requires the patient
to be examined in search for active or latent TB in-
fection, to consult a pulmonologist and if indications
are found to conduct preventive chemoprophylaxis.
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JeYeHne ChoOIaBa MHTEPMUTEHTHO 332 KPBBOXpPAK.
Ot HampaBeHaTa KOHTPOJHA peHTreHorpadus cien
TpY MecedyHa NpoQUIaKTUKA JIMIICBAT HAaHHU 3a
HHQWITpAT, IBYCTPaHHO ITHEBMO(UOPO3HH IPOMEHU
1 OOJTHATa MIPEYCTAHOBSIBA IIPOBCKAAHOTO JICUCHHE.
* Mecen cnen Tosa npu HanpaseHara KT Ha rpbaHa
kieTka (11.03.13) ce ycraHOBsIBa KOHCOMUAALIMS HA
MapeHXuMa B JISICHO 5-TH CETMEHT ¢ pa3mepn 43/24
MM C HEHTPalHH MPOCBETISABAaHUs, CYCIEKTHH 3a
Bb3yILIIHAa OpOHXOrpamMa, B Iu(epeHIInaTHA AUATHO3a
pasmaj, HsIMa IUIEBPaJHU M3JIMBH, CyOKapHHaJleH
muMber Bp3en 17/11 MM, mpeBackyiapeH JUMQEH
Bb3en 7/4 mm (Dur. 6).

O0cwHxIane

Kacae ce 3a 6oxHa ¢ 6onect Ha Crohn, mpoBexaama
ouonornuna teparnus ¢ Humira u JITBU (T-Spot.
TB monoxureneH), KOSTO BBIPEKU IMPOBEICHATA
NpeBaHTHBHATA  XUMHONpodmiIakThuka ¢ Isonia-
zid 3a Tpu Mecena, pa3BUBa aKTHBHA TyOEpKyJo3a.
IIpeycranossBa  Jjieuenuero ¢ Humira wu
KOPTHKOCTEPOUIM M € HACOYCHA 3a MBJICH Kypc Ha
JICUEHHE CHOpeX MEKIYHApPOJHUTE CTAaHIApTH B
CTeMAIN3UPAHO THEBMO(TU3UATPHYHO OTICIICHHUE.

3AKJIIOYEHHUE

Benuky KIMHUYHM NPOYYBAaHUS U HAOIIONEHUS B
CBETOBEH Maiad MoKa3BaT, ye MaleHTH JICKYBaHH
¢ a”taronuctd Ha TNF umar noBuIleH puCK OT
peaktuBupane Ha JITBU. Tlpu tybepkymnoza TNF e
€/IUH OT KJIIOYOBUTE LIMTOKUHU CBBP3aH C UMYHHHUS
OTTOBOP Ha MAaKpoOpraHU3Ma M 3ama3BaHe IeI0CTTa
Ha TpaHyioma. Jluncara U OJOKMpaHETO MYy BOIH
O JE3UHTErpauusi Ha TpaHyjoMa, pPeaKkTHBALUs
Ha ,coammre” M.tuberculosis, nuceMuHanus B
MaKpoOopraHm3Ma. Ymorpebara Ha MeEIUKaAMEHTH
3a OuoJOrM4yHa Tepanmuss Ha H3BHHOENIOIPOOHU
3a00J1sIBaHUs] M3UCKBa NALMEHTa Ja € W3CJIe/IBaH
B TMOCOKAa Ha THPCEHE HA AKTMBHA WJIM JIATEHTHA
TyOepKyIio3Ha HHMEKIHSI, KOHCYJITAIHS C ITyJIMOJIOT
U TpU MOKa3aHMs NPOBEXKJaHE Ha NPEBaHTUBHA
XUMHUOINIPO(DHIAKTHKA.
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