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25. Epidemiology of drug resistant
tuberculosis

E178

Drug resistant tuberculosis in hospitalized patients

Ghiulten I. Apti', Anamaria V. Trailescu?. ! Pneumology, Hospital of
Pneumology, Constanta, Romania; ZPneumology, V.Babes Hospital, Bucuresti,
Romania

The drug resistence phenomenon is becoming to reach epidemic and remain a
great concern in developing countries.

Aim: to asses the clinical, epidemiological, radiological features of resistant
tuberculosis and type of resistance.

We analyzed the recordings of patients hospitalized in our hospital with pulmonary
Tb between 12.2004-12.2005 (1451) and from 321(22%) with antibiograms made
in 2005, we selected 43 with resistance at least to one drug.

mean age 41,6 +/_14,3
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Male 74,4%; urban residence 53,5%; socioeconomic status precarious in 72%;
smokers 88,3%;

Alcoholism in 60%; chronic hepatitis in 11,6%; Diabetes mellitus in 7%; low
weight in 81,4%; epilepsy 6,9%;

Radiological profile; cavitary lesions 69,7%(extensive80%);cazeous ulcerated
23,3%(extensive 60%)

The initial antibiogram was performed only at patients contact with resistant TB,
or positive smear after T2;

In 68,4% patients with relapses was performed susceptibility tests.

Susceptibility test revealed: primary resistance 23,%(1 case MDR, monoresistance
to Streptomycin(SM) 60%) ;

Secondary resistance: 76%(MDR 56,7%-3 cases resistant to all drugs line 1 and 2)
Monoresistence: INH 30%; RIF 3,3%; INH-SM 6,7%; SM 13%; EMB and PZA
was not specified;

Mean number of treatment before resistance occurrence was 5; cause of resistance:
non compliance to treatment 88% (mean period before quit -2,5 month), inadequate
treatment 4,7% other conditions 7,3%

11,6% of patients with known resistant strains received inadequate regimens ;
Conclusions: primary resistance occurred frequent toSM (used for other diseases
previous); secondary resistance was associated with inadequate regimens ;

MBDR is associated with extensive forms and frequent relapses due to associated
conditions.
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Characterization of the aetiological agent in patients with lung tuberculosis
Marina V. Chernykh, Galina I. Alexeeva. Bacteriologic Laboratory, Tuberculosis
Research Institute, Yakutsk, Russia

We compared the characteristics of aetiological agent in newly diagnosed and
chronic lung tuberculosis (TB) patients, using bacteriologic diagnostic tools.

80 strains of M.tuberculosis (MTB) from specimens of 80 patients with various
forms of TB were studied. Group 1 included 40 MTB cultures from newly di-
agnosed lung TB cases. Group 2 included 40 strains from patients with chronic
disease who had been treated with anti-TB drugs for a long time.

In group 1 strains grew in 28.3 days, and showed massive (15;37.5%), moderate
(2;5.0%) and low growth (23;57.5%). There were 11(27.5%) drug-susceptible
strains and 29(72.5%) drug-resistant (DR), with 18(45.0%) multidrug-resistant
(MDR) ones. In group 2 strains grew in 26.6 days, and showed massive
(12;30.0%), moderate (8;20.2%), and low growth (20;50.0%). Only 1(2.5%)
was drug-susceptible. 39(97.5%) were DR, and 30(75.0%) MDR.

Biochemical strain typing confirmed that all strains were of the M.tuberculosis
species. Biochemical study of enzymes as indicators of MTB viability showed that
strong catalase activity was present in 37(92.5%) cultures in both groups, while
strong peroxidase activity was present in 34(85.0%) cultures in group 1 and in
37(92.5%) in group 2. By presence and abundance of cord factor, both groups
were comparable. Biological test on 35 white mice confirmed that strains from
both groups preserved virulence.

MTB exposed to prolonged anti-TB chemotherapy were as active as strains from
newly diagnosed patients. They showed remarkably high viability while remained
virulent, which is a bad prognostic sign.
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Change of M.tuberculosis drug susceptibility spectrum during chemotherapy
Volha A. Budnik, Larysa K. Surkova, Evgeni R. Sahalchyk, Andrei P. Astrauko,
Aksana M. Zalutskaya. Laboratory, Research Institute for Pulmonology and
Phthisiology, Minsk, Belarus

The purpose of research was studying frequency and the reasons of amplification of
M.tuberculosis (Mtb) drug resistance. We carried out comparative analysis of Mtb
drug susceptibility testing (DST) results of 65 TB patients (53 male patients, 12
female patients in the age of 23 - 75 years) during chemotherapy. Initial Mrb drug
sensitivity was in 19 (29.2%) cases, Mtb drug resistance in 46 (70.7%) cases. The
spectrum of drug resistance was distributed in the following way: mono-resistance
was in 5 cases (10.8%), poly-resistance in 15 cases (32.6%), multi-resistance in 26
cases (56.5%). After carrying out one or more inefficient courses of chemotherapy,
M1b drug sensitivity was in 5 patients (7.7%), drug resistance was in 60 (92.3%)
patients including mono-resistance in 5 (8.3%) cases, poly-resistance in 6 (10.0%)
cases, multi-resistance in 49 (81.6%) cases. During chemotherapy, additional drug
resistance developed in 44 (67.7%) patients, no changes was observed in 18
(27.7%) cases, reduction of drug resistance spectrum was observed in 3 (4.6%)
cases. We found amplification of Mtb strains drug resistance in 21.631.5 month
on average. The analysis of reasons of additional Mtb drug resistance development
shown that principal causes were absence of strict control of antituberculous drugs
taking and timely correction of chemotherapy regimens.
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Dynamics of primary drug resistance in Novokuznetsk

Irina B. Viktorova'?, Sergei A. Dolgikh'?, Arkady L. Khanin', Tamara

A. Jasukevitch?. ! Phthysiopulmonary Department, State Medical Institute for
Postgraduate Training, Novokuznetsk, Russia; > Phthysiopulmonary Department,
TB Hospital, Novokuznetsk, Russia

The level of primary drug resistance is known to be the one of the indicators of
tuberculosis (TB) control programme efficacy. Primary drug resistance, particularly
multidrug resistance (MDR) is one of the main causes of ineffective treatment of
new TB cases.

The aim of the study was to estimate the dynamics of primary drug resistance
in a big industrial city of Western Siberia where the programme of MDR TB
management was started in 2003.

The results of drug susceptibility test (DST) to I line anti-TB drugs among new
(never previously treated) TB cases of civil sector were studied. DST was per-
formed on Lowenstein-Jensen media using absolute concentration method in a
laboratory with controlled quality (concordance with reference laboratory >95%).
Level of primary resistance has been decreased from 62,8 to 38,2% during the 5-yr
period (table 1). Monoresistance also decreased (11,5% and 6,1% respectively).
But significant resistance (to H or R) is on the same level, as well as primary
MDR.

The results of DST
2000 2004 2005

Primary resistance n % n % n %

234 100,0 304 100,0 314 100,0
Resistance to at least 1 drug 147 62,8 159 52,0 120 38,2
Any resistance with H 93 39,7 129 424 105 334
Any resistance with R 47 20,0 58 19.0 54 17,2
MDR (at least H+R) 40 17,1 57 18,8 53 16,9
Monoresistance 27 11,5 40 13,0 19 6.1
Resistance to 2 drugs 31 13,2 43 14,0 42 13,4
Resistance to 3 drugs 75 32,0 76 25,0 59 18,8

Conclusion: Primary MDR is detected in every sixth new TB patient in No-
vokuznetsk. High level of primary drug resistance, particularly of primary MDR
(about 17%) needs to improve TB control measures.
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Treatment results of multidrug-resistant pulmonary tuberculosis

Gulcihan Ozkan, Nur Dilek Bakan, Aygun Gur, Senem Bes, Resat Kendirlinan,
Mehmet Bayram, Gungor Camsari. Chest Diseases, Yedikule Teaching Hospital

for Chest Diseases and Thoracic Surgery, Istanbul, Turkey

11s

Objective: To evaluate the clinical characteristics, resistance patterns and treatment
results of patients with multidrug-resistant tuberculosis (MDR TB).

Methods: Records of MDR TB patients were retrospectively reviewed. Previous
antituberculous treatment histories, treatment regimens, side effects, smear and
culture conversion times and treatment results were analyzed.

Results: Thirty-eight patients with MDR tuberculosis treated over a 10 year period
from 1994 to 2004 were included. Two patients were female, 36 were male.
Mean age was 38.4 (range 18-62). Ten (26.3%) of the patients had primary drug
resistance, 28 (73.7%) had secondary drug resistance. Thirty-four (89.5%) patients
had in addition to isoniazid and rifampicin resistance at least one further drug
resistance. The mean number of drugs given for MDR antituberculous treatment
was 6 (range 5 to 8). Mean duration of treatment was 20.2 (range 2-30) months.
Cultures became negative after a mean of 53.5 days (range 7-106). Side effects
were as follows; 21.1% (8/38) of the patients had ototoxicity, 10.5% (4/38) had
psychiatric disturbance, 13.2% (5/38) had gastrointestinal complaints and 2.6%
(1/38) had hepatotoxicity. Seven (18.4%) patients underwent surgical resection as
an adjunct to antituberculous chemotherapy. The overall success rate of treatment
was 79.4% (27/34), with 41.2% (14/34) cures and 38.2% (13/34) treatment com-
pletion. Five (14.7%) of the patients did not complete their treatment and 2 (5.9%)
of the patients died. Four (10.5%) patients are still under treatment.

Conclusion: Despite the small number of patients, our treatment results suggested
that the use of surgery adjunct to appropriate treatment regimens is promising in
MDR TB.
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Follow-up and treatment of patients who were diagnosed multidrug resistant
tuberculosis

Canan Ones, Armagan Hazar, Arzu Soyhan, Dida Marasli, Nur Keren,

Sinan Bodur, Cevriye Sisman Kartoglu. Chest Diseases Department, Sureyyapasa
Chest Diseases Hospital, Istanbul, Turkey

Clinical analysis of our patients with multidrug resistant tuberculosis, who were
admitted between 1997-2005 at our clinics was performed respectively. Sixty-two
patients that were found resistant at least to isoniasid and rifampisin were included
in this study. Patients were evaluated for age, sex, case definations, side effects
to minor drugs, need for surgey and results of the theraphy. Forty-tree of them
were male (mean age:35.4) and 19 of them were female (mean age:26.5). Thirty
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patients were primary resistant (M:20, F:10) and 32 patients were secondary
resistant (M:23, F:9). During minor drug treatment we observed side-effects in
12 patients and in 7 of them we had interrupted the treatment. Lobectomy was
performed in 4 patients. Thirty-five patients were completed the treatment and 16
patients abonded it. Treatment of 11 patients are still ongoing during our study.
The treatment of multidrug resistant tuberculosis is long and expensive and the
existence of abondaned patiens in a chest disease hospital indicates a need for
improvement in the tuberculosis control programme.
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Characteristic of resistance of mycobacteria of tuberculosis to antibacterial
preparations for acute progressing forms of tuberculosis of the lungs
(APFTL) in females of fertile age

Kayum S. Muhamedov, Muhabbat H. Jurabayeva. Department of Tuberculosis,
The Tashkent Medical Academy, Tashkent, Uzbekistan; Department of
Tuberculosis, The Tashkent Medical Academy, Tashkent, Uzbekistan

Causes of development of resistance for APFTL are the following: in adequate
treatment of tuberculosis in the past, contact with patients, discharging resistant
strains of mycobacteria of tuberculosis, application of antibacterial preparations
for different non-specific diseases in hospitals of common medical net.

Drug resistance of MBT to antituberculous preparations (ATP) was studied on 36
females, drug resistance was found in 28 (77,8%) females with APFTL.
Monoresistance found to be in 21,4% cases, chiefly to streptomycin (17,8%). In
8 (28,6%) patients resistance of MBT to two preparations was estalished, more
often to streptomycin + rifampicin. Resistance to three ATP found to be in 7 (25%)
patients, chiefly to combination HSR — in 4 (14,3%) cases. Attention attracts a
high frequency of polyresistance of MBT to four ATP. Resistance to SHRE was
fixed in 7 (25%) patients. Primary drug resistance of MBT to ABP was established
in 11 (39,3%), of them chiefly to S and SR — in 4 (36,35%) cases respectively.
Secondary resistance was revealed in 17 (60,7%) patients, and more often to four
-6 (35,3%) and three SRH - 3 (17,6%) ABP.

Results of treatment of 28 patients with drug resistance of MBT to ABP showed
that positive dynamic was noted in only 2 (7,1%) cases, insufficient improvement
in 9 (32,1%), without dynamic - in 11 (39,3%), progressing tuberculous process
in 3 (10,8%) and progressing with lethal outcome - in 3 (10,7%) cases.

Thus, APFTL in females of fertile age is characterized by a high percent of
developing drug resistance and are a cause of a low efficacy of treatment.
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Using of results of drug sensibility of infection source in start chemotherapy
choice in TB children and teen-agers

Vera A. Firsova, Elena S. Ovsyankina, Mariya G. Kobulashvili, Marina

F. Gubkina, Lyudmila V. Panova. Pediatrics, CTRI, Moscow, Russia

With the aim of revealing of correlation of sensibility of M.tuberculosis in teenagers
and an infection source it was made a comparison of sensibility of M.tuberculosis
in 23 bacteria eliminators-teenagers of family or well-known tight contact with TB
patient with data in infection source. Most of patients — 21 (91.3%) were newly
revealed, early not treated.

In 16 incidences of 23 (which composed 69.6%), was observed full or partial
coincidence of data of resistance of patient and an infection source. A rate of
coincidence of type and number of drugs is different and fluctuated of 25% till
100% and in most patients was 40 — 75%.

So, received data, indicating on full or partial coincidence of data of M.tuberculosis
resistance in teenager and infection source in 69.6% incidences, evidences of pos-
sibility of using of M.tuberculosis resistance data of infection source on the first
stages of treatment of teenagers till receiving own inoculation results.
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Initial antituberculosis drugs resistance

Banu Eris Gulbay!, Serhat Erol!, Fatma Arslan', Ismail Ceyhan?, Zeynep Pinar
Onen', Turan Acican'. ! Department of Pulmonary Diseases, Ankara University
School of Medicine, Ankara, Turkey; > Tuberculosis Research and Refereance
Laboratory, Refik Saydam Hifsizsiha Institution, Ankara, Turkey

Resistance of Mycobacterium tuberculosis to drugs is an important worldwide
problem in anti-tuberculosis (anti-TB) tretament. We investigated the initial re-
sistance of the Mycobacterium tuberculosis which is isolated in 61 patients with
newly diagnosed pulmonary tuberculosis to anti-TB drugs over the period of
1999-2004. All strains were isolated from the lower respiratory tract. None had a
history of anti-TB drugs use. We compared the clinical and radiological features
of these patients. Sixty one M. tuberculosis was isolated and their susceptibility
to Isoniazid (INH), Rifampin (RIF), Ethambutol (EMB) and Streptomycin (SM)
was examined by the proportion method in Loewenstein-Jensen medium. The
overall rate of initial drug resistance among M. tuberculosis isolates resistant to
at least one drug was 19.7%. Two patients (3.3%) had multidrug-resistant. Initial
resistance to SM was the most frequent (13.1%; 8 cases), followed by RIF (6.6%;
4 cases), EMB; (4.9%; 3 cases), INH (3.3%; 2 cases) and. Initial resistance was
noted as 1.6% to 3 drugs and 1.6% to 4 drugs. No age, radiological extension
or duration of hospitalization differences was observed between patients who did
and did not have initial resistance to drugs. Although there were a low number of
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patients in our study, the outcomes which related to initial resistance to anti-TB
drugs are consistent with previously published studies. In our country, high initial
drug resistance which may affect the success rates of anti-TB treatment is still an
important problem, and it is responsible for using anti-TB treatment with at least
4 first-line drugs in the initial phase of the treatment and also replacing SM with
EMB, owing to high initial resistance to SM.
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Characterization of the aetiological agent in patients with pulmonary
tuberculosis

Marina V. Chernykh, Galina I. Alexeeva. Bacteriologic Laboratory, Tuberculosis
Research Institute, Yakutsk, Russia

We compared the characteristics of aetiological agent in newly diagnosed and
chronic lung tuberculosis (TB) patients, using bacteriologic diagnostic tools.

80 strains of M.tuberculosis (MTB) from specimens of 80 patients with various
forms of TB were studied. Group 1 included 40 MTB cultures from newly di-
agnosed lung TB cases. Group 2 included 40 strains from patients with chronic
disease who had been treated with anti-TB drugs for a long time.

In group 1 strains grew in 28.3 days, and showed massive (15;37.5%), moderate
(2;5.0%), and low growth (23;57.5%). There were 11(27.5%) drug-susceptible
strains and 29(72.5%) drug-resistant (DR), with 18(45.0%) multidrug-resistant
(MDR) ones. In group 2 strains grew in 26.6 days, the proportions of cultures with
massive, moderate and low growth were respectfully 12(30.0%), 8(20.2%), and
20(50.0%). Only 1(2.5%) was drug-susceptible. 39(97.5%) strains were DR, and
30(75.0%) were MDR.

Biochemical strain typing confirmed that all strains were of the M.tuberculosis
species. Biochemical study of enzymes as indicators of MTB viability showed that
strong catalase activity was present in 37(92.5%) cultures in both groups, while
strong peroxidase activity was present in 34(85.0%) cultures in group 1 and in
37(92.5%) in group 2. By presence and abundance of cord factor, both groups were
comparable. Biological test on 35 white mice confirmed the preserved virulence
of MTB strains from both groups.

MTB exposed to prolonged anti-TB chemotherapy were as active as strains from
newly diagnosed patients. They showed remarkably high viability while remained
virulent, which is a bad prognostic sign.
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Monoresistance to rifampicin — a problem for treatment results?

Valentina V. Esanu, Cristian Grigoras, Corina-Elena Horodniceanu. Outpatients
Service, Clinic of Pulmonary Diseases, lasi, Romania

Aim: To find out the treatment outcomes of TB patients with monoresistance to
rifampicin on sputum culture.

Material and methods: There were 34 cases (24 new cases and 10 relapses) of
pulmonary TB registered in our district between 1998-2004. Average age was 48,4
years for men (29 cases) and 30,8 years for women (5 cases). Standard regimen
category I DOTS received 8 new cases and category II received 2 relapses cases.
The others patients (16 new cases and 8 relapses) were treated with individualized
therapy.

Results: 87,5% of cases treated with individualized therapy were cured, 8,33%
died and 4,17% interrupted treatment. 80% of cases received category I or I DOTS
were cured.

Conclusions: There were no significant differences between patients treated with
standard regimen and patients received individualized therapy. Treatment success
rates were high in both cases. Furthermore our study showed that despite the resis-
tance to rifampicin, cure with standard course treatment was possible in majority
of new cases/relapses pulmonary TB.
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MDR tuberculosis as the principal cause of death

Volha A. Budnik, Larysa K. Surkova, Andrei P. Astrauko, Aksana M. Zalutskaya.
Laboratory, Research Institute for Pulmonology and Phthisiology, Minsk, Belarus

We analysed causes of death in TB patients died of tuberculosis within the first
year after TB revealing. Multi drug resistant (MDR) tuberculosis was detected
in 74 from 115 (64,3%) cases, primary MDR of M. tuberculosis (Mtb) was in
30%. Among died of tuberculosis within the first year after TB revealing, 67,0%
patients were in able-bodied age (41 - 60 years), 91 (72,1%) were male patients,
24 (26,3%) were female patients. Duration of last hospitalization till 1 month
was in 73 (63,4%) cases, among them 15 patients (20,0%) died within the first
3 days from the moment of hospitalization. The most frequent TB form was
disseminated pulmonary tuberculosis - in 37 (32,2%) cases. Caseous pneumonia
was in 35 (30,4%), fibrous-cavernous pulmonary TB - in 14 (12,2%), miliary
tuberculosis — in 6 (5,2%), tuberculous meningitis - in 3 (2,6%,), other assets - in
20 (17,3%) cases. The most frequent direct cause of death was TB progressing -
89 cases (77,3%). Pulmonary-cardiac insufficiency was in 16 (13,9%), pulmonary
hemorrhage - in 4 (3,4%), other reasons — in 6 (5,2%) cases.

Thus, we observed great deal of MDR TB patients among died of tuberculosis
within the first year of supervision. Among them, TB progressing prevailed as the
direct reason of death.
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A study regarind clinical and bacteriological aspects of cases resistent to
R.M.P.

Speranta A. Branzei!, Cristian Didilescu?. ! Pneumology, Hospital of Pnemology
“Sf. Stefan”, Bucharest, Rwanda; > Pneumology, Institute of Pneumology “Marius
Nasta”, Bucharest, Romania

Method: Extracts from the bacterological registers and Health Forms regarding
the pacients from the Pneumological Hospital in Bucharest and the Health Units
have been used for this study. The extracts belong to the period 2002-2004.
During this period of time,17 cases were hospitalized,suffering with TBC
lung,bacteriologically confirmed,prowing ABC monorisistent to RMP.

We studied the following types(groups) of pacients: 1. New cases; 2. pacients
treated again; 3. chemioresistents(without isoniaside)- retaken treatments for the
cronic pacients.

Results: The treatment evaluation showed the following ratio: 100% new cases;
80% pacients treated again; 50% the other treatments. On the whole we obtained:
11 - therapeutic succes; 4 - failures; 2 deaths. The treatment for the new cases was
prolonged to 9 months and to 12 months for the other cases. The M+C bacteriolog-
ical negation appeared to the new cases after(T2)- 2 months. The inconstant second
line drug treatment contributed to the 3 failures on the 4. It is to be mentioned that
the illnes occured again after 5 years of the first episode. In this case we had to
take into consideration the initial monoresistance due to the exogene infection.
Conclusions: The cases monoresistent to RMP or associeted to othen TBC antiby-
otics are rare. The therapeutic fulfillment of these cases is based on the following:
DEMANDS. 1.to use a specific treatment in which RMP should be supplied by
other two antinyotics. 2.to notice cronic ethanol usage during the treatment that
can contribute to the RMP resistance through the adverce hepatic reactions.
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The rate of intrathoracic tuberculos lymphadenitis (TB-LA) in patients with
destructive lung tuberculosis with MDR

Alexender V. Papkov, Dmitriy B. Giller, Lyudmila E. Gedymin. Surgery, CTRI,
Moscow, Russia

The aim of this study: to investigate the intrathoracic lymph nodes in destructive
lung tuberculosis with MDR-TB.

We report our experience of 76 patients after pulmonary resections with in-
trathoracic lymph node dissection. The lymphadenectomy performed if node was
enlarged more then 1.5sm or it was visually changed.

Removed pretraheal, lower paratraheal, subaortic, subcarinal, paraesohyageal, pul-
monary ligament node (total 314 researches). Among 314 investigated nodes 29
were not enlarged and visually changed.

TB-LA were diagnosed at detection of caseating epithelioid cell granulomas and
bacteriologic studies of lymph node tissue.

Among 76 patients in 16 cases lymph nodes were enlarged up to 1.5 — 3sm and
were not connected with surrounding tissues. TB-LA was founded in 12 (75%)
cases.

In 31 cases lymph nodes were connected with surrounding tissues and were
enlarged in size from 1.5 to 3sm. TB-LA was founded in 26 (84%) cases.

In 29 cases lymph nodes were enlarged in size more then 3sm and were connected
with surrounding tissues. TB-LA was founded in all these cases.

Among 29 non enlarged nodes in 2 (6.9%) were tuberculosis changed.
Conclusions: 1. The rate of TB-LA in patients with destructive lung tuberculosis
with MDR is high — 88.2%.

2. The enlargement of intrathoracic lymph nodes more than 1.5sm in size — is
the indication to lymphonodulectomy during lung resection because of destructive
lung tuberculosis.
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The efficiency of polychemotherapy with the use of PAS by the patients with
chemoresistant lung tuberculosis

JTosif B. Byalik, Ludmila M. Tsygankova, Valentina V. Davidenko. Tuberculosis,
Institute of Tuberculosis and Pulmonology of Academy of Medical Science of
Ukraine, Kiev, Ukraine

PAS in combination with 4-6 antituberculosis drugs, mainly of II line, was used
during 3—12 months by 73 patients, suffering from destructive, uneffectualy treated
chemoresistant lung tuberculosis.

The multiresistance M. tuberculosis (MTB) to 2-8 drugs was determined by 76,7%
of patients. PAS was applied intravenous (49 patients) and per os (24 patients) in
the day dose of 10-12 g. Such polychemotherapy led to disappeared of MTB by
56,2% of patients (in average for 3,70£0,28 months), to the healing of cavities by
34,2% and to a partial regression of the cavities by 43,8%, which was to 13-8%
higher then it was with polychemotherapy without PAS. None of the patients got
the resistance of MTB to PAS and very seldom (2,7%) appeared the resistance of
MTB to the with PAS combined drugs. 28,8% of patients got from PAS different
side-effects (mainly gastroenteric), which were definitely reducing at the transition
from peroral to intravenous application or from the daily use to the use of PAS
every other day. The efficiency of intravenous and peroral PAS application was
very lightly different with the little advantage of the intravenous method. This
method is more expedient to use on the first stage of intensive chemotherapy, while
the peroral method — on the following stages of treatment.
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The radiological spectrum of pulmonary multidrug-resistant tuberculosis in
HIV-negative patients

Soheyla Zahirifard, Mehrdad Bakhshayeshkaram. Radiology, NRITLD, Tehran,
Iran

Introduction: In countries where TB is of moderate to high prevalence, the issue
of MDR-TB carries significant importance. MDR-TB similar to drug sensitive TB
is contagious. Meanwhile its treatment is not only more difficult but also more
expensive with lower rates of success therapy. Regarding clinical findings, there
is no significant differences between MDR-TB and drug sensitive TB. Therefore
determination of characteristic radiological findings in case of MDR-TB might
help in early detection and hence management of this entity.

Material and Methods: We evaluated retrospectively the images obtained from 35
patients with clinically and paraclinically proven MDR-TB from Jan 2001 through
Dec 2002. Last chest x-ray of all patients and conventional chest CT scan without
contrast of 15 patients were reviewed by three expert radiologists.

Results: Of the 35 patients with image studies, 23 were male and 12 were female
(mean age 38.17 £ 17.27 years; range 16-80 years). 33 patients known as sec-
ondary MDR-TB and only 2 patients had primary MDR-TB. Chest radiography
revealed cavitary lesion in 80% of the cases. Pulmonary infiltration was seen in
88.6% and nodules in 80% of the cases. Pleurisy was the rarest finding and was
seen in only 5(14.3%) of the patients. All of 15 chest CT Scans revealed cavitation.
Among which 93.3% were bilateral and multiple. Pleural involvement was seen in
93.3% of patients.

Conclusion: Our study revealed some radiological findings that could be used as
markers of MDR-TB. Accordingly presence of multiple cavities specially on both
lungs with nodular and infiltrative lesions with pleural effusion are main features
of MDR-TB compare with drug sensitive TB.
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Clinical and morphological outcomes of pulmonary tuberculosis concurrent
with chronic hepatitis

Tatjana I. Petrenko, Pavel N. Filimonov, Natalia S. Kizilova, Tatjana

A. Hudiakova. Science, Research TB Institute, Novosibirsk, Russia; Science,
Research TB Institute, Novosibirsk, Russia; Science, Research TB Institute,
Novosibirsk, Russia; Science, Research TB Institute, Novosibirsk, Russia

The purpose: To estimate the clinical and morphological features of co-morbidity
pulmonary tuberculosis and chronic hepatitis.

Methods: Totally of 116 patients with newly diagnosed active pulmonary tuber-
culosis were enrolled in the study, in 86 — with chronic hepatitis co-morbidity
(21-type B, 23 — type C, 29 — B+C, reactive hepatitis — 13). All patients received
identical chemotherapy with 4 drugs during 6-9 months.

Results: Sputum culture remained positive in 7 from 18 TB patients with chronic
hepatitis C and B+C and normal alanin transaminase level (ALT) after course of
treatment, but with abnormal ALT — only in 1 from 22 (p=0,02, c2). Cavitation
(chest radiography) were disappeared in 14 from 22 patients with normal ALT,
but in group with abnormal ALT — in all 24 patients (p=0,004, c?). The most
characteristic morphological features of liver injury in patients with pulmonary
tuberculosis concurrent with chronic hepatitis are: lipofuscinosis of pericentral
hepatocytes, pericentral fibrosis and central veins hyperaemia.

Conclusion: Morphological and biochemical activity rate of chronic hepatitis has
positive correlation with efficiency of chemotherapy for pulmonary tuberculosis.
It may be as result of common reparative reactions on inflammation in different
organs.
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Disseminated tuberculosis

Kartas Sana, Fennira Hammouda, Mahouachi Ridha, Bourguiba Meherzia, Ben
Chaaben Mohamed Ridha, Chtourou Amel, Yangui Ferdaous, Taktak Sofia,
Belhaoui Nachrawen, Dreepaul Nazima, Drira Ikram, Ben Kheder Ali.
Pneumology, Abderrahmen Mami Hospital, Ariana, Tunisia; Pneumology,
Abderrahmen Mami Hospital, Ariana, Tunisia; Pneumology, Abderrahmen Mami
Hospital, Ariana, Tunisia; Pneumology, Abderrahmen Mami Hospital, Ariana,
Tunisia; Pneumology, Abderrahmen Mami Hospital, Ariana, Tunisia;
Preumology, Abderrahmen Mami Hospital, Ariana, Tunisia; Pneumology,
Abderrahmen Mami Hospital, Ariana, Tunisia; Pneumology, Abderrahmen Mami
Hospital, Ariana, Tunisia; Pneumology, Abderrahmen Mami Hospital, Ariana,
Tunisia; Pneumology, Abderrahmen Mami Hospital, Ariana, Tunisia;
Preumology, Abderrahmen Mami Hospital, Ariana, Tunisia; Pneumology,
Abderrahmen Mami Hospital, Ariana, Tunisia

Introduction: Disseminated tuberculosis (dTB) is an uncommon and severe form
of tuberculosis.

Objective: The purpose of our study is to describe clinical and radiological
presentations of dTB and to specify its diagnostic procedures and evolution.
Results: Medical records of 28 patients with confirmed diagnosis of dTB between
1997 and 2005 were reviewed.

The mean age was 48 years. There was a predominance in patients older than 40
years (68%) and in females (82%). Risk factors were present in 28.5% of patients.
A mean duration of symptoms prior to consultation was 4.5 months. The most
frequent symptoms were fever (71.5%), cough (68%), weakness, weight loss and
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anorexia (64%), and night sweats (53.3%). Extra-pulmonary signs were observed
in 43% of cases and consisted of lymphadenopathy (25%), cutaneous lesions
(14.8%), hepato-splenomegaly (7.4%) and nervous signs (7.4%). Sixty per cent of
chest radiograph showed military pattern. In the remaining cases, radiography was
normal or showed suggestive signs of active tuberculosis. Lymph node was the
most frequent extra-pulmonary location (9 cases).

The diagnosis was provided by bacteriological examination: Mycobacterium tuber-
culosis was isolated from 16 patients (sputum 75%, bronchial aspiration 12%, urine
12%, adenopathy 6%). In 14 cases, histology showed characteristic granulomas
on pleural biopsy (36%) and from other sites (peripheral adenopathy 28.5%, skin
14%, bronchi 7%, bone 7%, bone marrow 7%). The evolution was favourable in
22 patients with no resistance or relapse after treatment.

Conclusion: dTB is a severe disease. A good knowledge of its presentation and
active bacteriological and histological investigation lead to an early diagnosis and
ameliorate the prognosis.

E196

Pulmonary tuberculosis without bacteriological confirmation — a diagnosis
problem

Toana M. Stefanescu, Claudia C. Popovici, Viorel A. Olar. Pneumology, Central
Military Hospital, Bucharest, Romania; Pneumology, Central Military Hospital,
Bucharest, Romania; Pneumology, Central Military Hospital, Bucharest, Romania

Introduction: For bacteriological confirmation of pulmonary tuberculosis we
use smear and culture from sputum and bronchial aspiration at bronchoscopy.
Sometimes our efforts haven’t any results. There are situations when starting
investigations for another disease (usually neoplasic) we put the diagnosis of
pulmonary tuberculosis after histological analysis.

Material and method: At the patients with pulmonary tuberculosis admitted in
our department between October 2004-2005 we had a bacteriological confirma-
tion rate of 72% at smear and 62% in culture. Five cases that were smear and
culture negatives had histological confirmation. In these cases the initial diagnosis
suspicion was of a neoplasic disease and surgery had therapeutically purposes.
Results: We had three women and two men aged between 25 and 74 years. In
two cases the lesions were only on one lung and in the other three bilateral. One
patient had a secondary lesion in a suprarenal but was benign and then pulmonary
surgery was performed. The lesions had a macro nodular aspect some of them
with necrosis.

Conclusions: In the presence of o tumoral aspect at CT scan the diagnosis of
pulmonary neoplasia is the first in mind but we need histological confirmation. If
we send a patient with tuberculosis for oncological treatment he will aggravate
and this will be considered as his neoplasic disease evolution. On the other hand
“treating” a neoplasm with atituberculous therapy we lose the surgical moment.

E197

Features of immune system impairment in different types of diffuse TB
process in adolescents

Vladislav Y. Gergert!, Mikhail M. Averbach, Larisa 1. Rusakova. Immunology,
CTRI RAMS, Moscow, Russia; Immunology, CTRI RAMS, Moscow, Russia;
Pediatrics, CTRI RAMS, Moscow, Russia

We conducted the complex immune investigation of patients aged 15-17 years old
with different types of flow of diffuse TB process (smooth accelerated flow, slow,
undulate flow).

For smooth flow situations, more prominent specific blast-induction was charac-
teristic, which dynamically fell down and normalized at the end of main therapy
course. In cases of smooth slow flow, initially low reaction parameters grew up
till the 3'¢ month of therapy, and after that reduced gradually. The lowest reaction
indicators’ scores were obtained in patients with undulant flow of disease, and
increased only up to 9-12 months of therapy. T-lymphocytes functional activity
repair in a whole was fixed only for smooth accelerated type of disease flow.
Even at the end of therapy course we did not obtained B-cell percentage reduce
in undulant flow. Anti-TB antibodies rate decreased most of all in patients with
smooth accelerated type of disease flow in the process of therapy, whereas in
undulant flow patients TB-specific AT were revealed in high titre.

E198

The clinical current of tiberculosis at patients with different genetic markers
Mirazim A. Khakimov. Ministry of Public Health, Research Institute of
Phthisiology & Pulmonology, Tashkent, Uzbekistan

The aim of the study was the assessment of clinical-laboratories peculiarity current
of lungs and nephrotuberculosis (NT) of patients with different combining genetic
markers (CGM) at nowadays.

Material and methods: 237 patients with lungs and NT were examined. We found
next markers: the phenotype of haptoglobin (Hp), the type inactivation of GINK,
the activity of erythrocyte enzyme of glucose 6-phosphate dehydrogenase (GPDG).
All patients were break up four groups by combining genetic markers (CGM): 1.
unfavourable — the combining of homozygous phenotypes Hp 2-2 or Hp 1-1 +
the poor of type inactivation of GINK + the reduction of activity of erythrocyte
enzyme of GPDG; 2. favourable - the combining of heterozygous phenotypes Hp
2-1 + the strong of type inactivation of GINK + the increasing of activity of
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erythrocyte enzyme of GPDG; 3. relatively unfavourable — the combining of two
unfavourable and one favourable markers; 4. relatively favourable — the combining
of two favourable and one unfavourable markers.

Results: We found that the various forms of NT by 2.3 times often of patients (14.4
and 6.4%) in 1st group and by 1.8 times often in 2nd group (50.9 and 28.3%),
than at patients in 2nd and 4th groups. At the most patients with cavernous,
polycavernous and fibrocavernous forms of lungs and NT, we found the 1st and
3th. We observed dull ache in loin by 3 times (15.4 and 5.2%), strangury - by
1.8 times (12.0 and 6.5%) weakness — by 2.8 times (15.6 and 5.5%) often than at
patients with favourable CGM.

Conclusion: The clinical-laboratories change of patients with unfavourable and
relatively unfavourable CGM of lungs and NT by 2-3 times often than patients
with favourable and relatively favourable CGM.

E199

Clinical peculiarities and laboratory indices in respiratory organs
tuberculosis with dysfunctions of respiratory system

Larissa A. Gorbath. Minsk, Scientific Research Institute of Medical and Social
Examination and Rehabilitation, The City of Minsk, Minsk, Belarus

Research of features of clinic and laboratory parameters at patients with a tu-
berculosis with functional infringements of respiratory system is lead. Object of
research of steel of 66 patients with a tuberculosis of bodies of breath which
have divided into two identical groups on number (on 33 persons). The first group
included sick functions without infringements of external breath, in the second -
patients with functional infringements of respiratory system of a different degree
of expressiveness. The data received during research were processed by various
statistical methods. Comparison of quantitative attributes was carried out with the
help of calculation of criterion Student, qualitative - z criterion. Calculated criteria
were compared to their critical value for 5% of a significance value.

At the patients with a tuberculosis having functional infringements of respiratory
system is often, in comparison with patients with normal function of external
breath, the widespread forms of disease and bacterioexcretion were registered.
At this category of patients the short wind and rattles in easy is more often was
observed at auscultation, the increase in frequency of the intimate reductions, more
expressed a voltage of mechanisms of adaptation, lower contents of hemoglobin,
accelerated erythrocyte sedimentation rate, the greater contents of quantity of
leukocytes in peripheral blood was marked, more expressed intoxication was ob-
served in comparison with patients without functional infringements. The revealed
law specified value of an intoxication in occurrence of functional frustration of
respiratory system.

E200

Latent activity of primary respiratory tuberculosis in children newly
diagnosed in the phase of calcification

Valentina F. Eluphimova, Natalia V. Yuhimenko, Lyubov A. Mitinskaya. Central
TB Research Institute, Russian Academy of Medical Sciences, Moscow, Russia;
Central TB Research Institute, Russian Academy of Medical Sciences, Moscow,
Russia; Central TB Research Institute, Russian Academy of Medical Sciences,
Moscow, Russia

The paper shows the latent activity of newly diagnosed tuberculosis in the phase of
calcification in children: clinical and X-ray changes, tuberculin activity (Manteaux
test), the presence of Mycobacterium tuberculosis (MBT) in the spitum and blood
(cultivation, bacterioscopy, polymerase chain reaction PCR), the blood levels of
acute-phase reagents: haptoglobin and a;.protease inhibitor (o;-PI), immunologi-
cal parameters, tubeculosis antibodies (TAb), and MBT antigen. Ninety children
were examined before treatment. Twenty-five children (Group 1) were found to
have single minor calcified masses in one group of intrathoracic lymph nodes or in
lung. Thirty-five children (Group 2) had multiple lymph nodes or foci in the lung
in the phase of consolidation and calcification. Thirty children (Group 3, controls)
were diagnosed as having intrathoracic tuberculosis in the phase of infiltration. The
signs of latent activity of tuberculosis were detected in all the children, being more
pronounced in Group 3. Thus, MBT and TAb were revealed in 90% of children
in Group 3 and in 52.9 and 76.0% in Groups 3 and 1 respectively. There were
higher levels of a;-PI in 96.6 and 75.0% in Groups 3 and 1. There were signs of
intoxication in 80 and 88% and a hyperergic Mantoux reaction in 44.0 and 43.3%,
respectively. The frequency of the signs of activity did not greatly differ. Thus,
children with newly diagnosed respiratory tuberculosis in the phase of calcification
should be regarded as having the signs of tuberculosis activity, followed up as
Group I patients, and prescribed chemotherapy for 6 month or more, depending
on the extents of the process. (2H, R, Z+4H +Z).

E201

Endobronchial tuberculosis followed by sepsis-case reports

Katerina Boskovska, Mirjana Dilberovska, Dragan Dacevski,

Natasa Chadikovska. Department for Tuberculosis, Institute for Respiratory
Diseases in Children, Skopje, Macedonia

Tuberculosis (TB), in some cases can be followed by sepsis, mostly by dissemina-
tion from, untill than, unknown septic focuses.
Case 1: Anamnesis:Ten years old child, male, with positive contact with TB
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patient. Ten days before admition, with high temperature, anorection, vomiting
and cough.

Status at admition: Afebrile,with pallor skin,dehidrated,with frequent cough. On
auscultation of lungs: Bronchial breathing on the right side.

Investigations: Mantoux test: 20mm, Sedimentation: 70/105, Perfusion scan: Low
perfusion in the right middle lobus. Haemoculture: Staphylococcus coagulase nega-
tive; Bronchoscopy: Endobronchial TB on the right bronchus. The other laboratory
investigations and Mycobacterium TB culture were negative.

Case 2: Anamnesis: Five years old child,female,with positive intrafamilial contact
with TB patient.Two weeks before admition,with high temperature and frequent
cough.

Status at admition: Febrile, with pallor skin, with frequent cough. On auscultation
on lungs: Pneumonic finding bothsided, and mild bronchoopstruction.
Investigations: Mantoux test: 12mm, Sedimentation: 138/146; X-ray of lungs:
Leftsided pneumonia with pleural drain and enlarged hylus; Haemoculture: Staphy-
lococcus coagulase negative; Ultrasonography of abdomen: Hepar enlarged,with
supradiafragmal drain on the left. Bronchoscopy: Endobronchial TB on the left
bronchus.

Treatment: Both of the children were successfully treated with antibiotics, and
modified antituberculotic therapy.

Control investigations: X-ray was normalised after 6 months,and bronchoscopy
findings were evidently regresed after 1 year.

Conclusion: TB can be followed by other infections, which modifies the treatment
and the prognosis. Infective focuses are hidden,which reqires more diagnostic
procedures than usual.

E202

Social problems of drug resistant tuberculosis

Liubov E. Parolina. Phtisiatry Department, Saratov State Medical University,
Saratov, Russia

The level of tuberculosis (TB) case rate in antisocial persons group essentially
affects an epidemic situation of region as a whole.

The purpose of research was a definition of the most significant social factors of
risk at patients for the first time the revealed TB, TB mycobacteria of excreting
drug resistant form.

The carried out analysis of medical and social characteristics of 144 patients with
a drug resistant TB (DRTB) has shown that men younger 45 years prevailed
(68.1%) among patients. At 91.0% attributes of a social disadaptation were fixed.
Persons with the low educational qualification and serious conditions of physical
work prevailed among patients. Unfavorable conditions of residing had depressing
number of patients. The lonely persons who are not having monogynopaediums
averaged 18.1%. 82.0% of patients from among persons of able-bodied age did
not have constant place of work. 82.0% of them abused alcohol and 61.0% of
patients with DRTB were released from prison. From number for the first time
revealed patients at 63.9% of them two were taped as a minimum and three chronic
diseases were more often. Most the chronic bronchitis and a chronic gastritis were
frequently recorded. 72.9% of patients were malicious smokers and smoked more
than one pack of cigarettes a day. At 66.7% of patients wide-spread forms of a
TB that is connected to insufficient attention to own health have been revealed. At
fluorographic inspection only 4.9% of patients were revealed.

DRTB is characterized by a high level of social problems among the patients.
They determine a necessity of carrying out of the differentiated actions on prophy-
laxis of diffusion of TB with medicinal fastness TB mycobacteria among socially
disadapted persons.
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