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Abstract In the paper the authors show the dynamics of the incidence of tuberculosis,
HIV infection and their mixed forms in the Republic Sakha (Yakutia) on the base of the integration
method. Differences in the TB incidence of native and non-native population are revealed. The
authors present the possible mechanisms of interaction between M. tuberculosis and HIV, and their
reflection in the epidemic process basing on an analysis of the literature review. The important role
of tuberculosis mixed - forms and HIV infection in its development is shown.
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Introduction.

Traditionally, epidemiology considers the epidemic process of certain infections separately.
However, the phylogenesis of all causative agents of infectious diseases was happening under close
and selective interaction of certain forms with development of various biocoenoses in the host's
organism and the environment. The relations established between the biocoenosis co-members may
be both integrated and competing, which, undoubtedly, has an impact on manifestations of the
epidemiological process (EP) of certain infections. We have elaborated the concept of integrated-
competing development of EP [12] stating that the self-regulation may take place not only in
individual parasitogenic systems [2], but also between individual kinds of microorganisms in the
formed biocoenoses, as a result of the integrated-competing relations. This leads to certain problems
of revealing the interspecific interaction of individual groups of causative agents. The integrated
technique helps to reveal such interactions and their manifestations on the population level of of the
epidemiological process [8].

Tuberculosis and HIV infection, being socially significant infections, represent a global
problem causing tension in the national preventive care systems [7]. From the end of the 20th
century, the WHO has faced the global challenge of the simultaneous increase in the tuberculosis
and HIV incidence, with a definite relation established between these two nosological entities. Most
authors relate the deteriorated tuberculosis epidemiological situation with the rapid increase in the
HIV pandemia [7, 11, 14]. According to O.P. Frolova et al. [10], tuberculosis causes 66.5% of
deaths in HIV patients, and it has become its opportunistic infection, since microbacteria are
considered more virulent than other pathogens [15]. HIV infection is a significant factor of
developing tuberculosis as a result of the activated latent process or an indirect impact on the
mechanism of microbacteria tuberculosis (MBT). Tuberculosis and HIV infection causative agents
in co-infected patients acquire new properties when exposed to anti-bacterial preparations and
intensive antiretroviral therapy. As a result of the drug resistance and mutations formed, their main
biological properties are modified, which leads to increased influence of one infection on the other
[7]. The objective assessment of different authors forecast the increase in tuberculosis incidence
among HIV-infected people in Russia, thus, it is critical to take urgent preventive measures [4, 11].

The analysis of professional publications shows that most authors study the potential
influence of HIV infection on the spread of tuberculosis. At the same time, some researchers also
notice that nowadays, in certain regions, HIV infection EP is starting to hamper tuberculosis EP [4].
This allows us to assume that the epidemiology of tuberculosis and HIV infection has ar
interdependent nature. There has been no such research in the republic so far.

Aim of the Research.

To study the several-years' trend of HIV infection and tuberculosis incidence in the Sakha
Republic (Yakutia) and their mixed forms, and to assess the epidemiological situation with the use
of the integrated approach.

Research Materials and Methods.

The main research technique - epidemiological - was applied by several methods under the
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traditional algorithm [3]. The material for the coupled epidemiological analysis was the data from
the federal statistics for the Sakha Republic (Yakutia) - "Information on infectious and parasitic
diseases" (Form 2), "Information on tuberculosis patients" (Form 3), "Information on active
tuberculosis incidence" (Form 8), the records of infection nidus epidemiological examination (Form
357/y), "Personified registry of tuberculosis patients with HIV infection" (Form 263/y-TB), record
books of infectious diseases (Form 60) for the period 1992-2012. The statistical processing of the
material was done by the standard epidemiological techniques [9].

Results and Discussion.

The retrospective analysis of the several-years' tuberculosis incidence trend in the republic
in 1992-2012 showed two periods in EP development: the first - 1992-1998, when the mean annual
incidence rates varied within 56.96%000 (Rinc=1.2%); and the second - 1999 to 2012, with some
increase - 78.49%000. (Rinc=1%). Before 2005, the tuberculosis incidence rates in the republic
were a little lower than in the RF or comparable, and since 2007 there appeared so-called scissors;
the first remained the same with the rest of Russia demonstrating the disease reduction trend (Fig.

1.

Fig. 1. Active tuberculosis incidence trend in the Sakha Republic (Yakutia) and the Russian
Federation in 1992-2012 (per 100 thousand people).

The retrospective analysis of the several years' HIV infection incidence trend in the republic
showed three periods (Fig. 2). The first - from 1996 to 1999 with its increase (Rinc=70%) and the
peak in (13.1%000).The second period was marked by decrease in the incidence (Rdec= -21.8%).
However, in (the third period) there appeared again the increase trend (Rinc=3.8%).The pattern of
the curve reflecting the HIV infection incidence trend in the Sakha Republic (Yakutia) was in
general similar to that of the RF but its peak fell on the year 2000, not 2001 as in the RF.

Fig.2. HIV infection incidence trend in the Sakha Republic (Yakutia) and the Russian Federation in
1992-2012 (per 100 thousand people)

At the same time, the incidence rates in the republic over the years analyzed were
considerably lower that the Russia's average. Before 1996 Yakutia was considered an area free of
HIV infection. In 1996-1998 the infection was detected mainly in arriving foreign citizens, with the
intensive territorial infection of the population starting only in 2002. According to A.A.
Kozhevnikov's survey [5], Yakutia is considered an area with low HIV infection which is explained
by the fact that the local population restrains from drug abuse and random sex. It is known that
starting from the mid-1990s, the three epidemics - drug abuse, HIV infection and tuberculosis -
have been following each other [1]. The republic proves this trend and demonstrates the increased
drug abuse affecting the spread of HIV infection [6].

The coupled analysis of the HIV infection and tuberculosis incidence in Yakutia showed that
the increase in this nosological entity incidence coincides with the intensified HIV infection EP. In
particular, the correlation analysis between tuberculosis and HIV infection incidence rates in 1999-
2012 revealed the average bond strength line (r=0.6, p<0.05). Since the annual risk of tuberculosis
activation in tuberculine-positive patients with HIV is very high and averages to 7.9% [13], we can
assume that the epidemiological potential for developing tuberculosis in the population will increase
progressively in accordance with the number of people infected by HIV.

At the same time, it should be noted that the interrelation between tuberculosis and HIV
microbacteria is likely to occur in the human body, only, since the both infections are
anthroponoses. HIV and MBT are two closely connected infectious agents, pathogenically,
interacting with each other indirectly through many recipient’s structures. HIV mainly targets at T-
lymphocytes, therefore, in most cases, its first clinical manifestations appear as the lymphatic nods
reaction. At the same time we should state the fact of the incredible lymphotropy of MBT,
especially at the initial infection of human beings with microbacterium tuberculosis. Therefore,
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the lymphatic system organs represent the area of the most intensive interaction between the virus
and microbacterium [7]. With the active tuberculosis process localizing in any organ, the specific
inflammation development starts with the immune system's cell component disorder caused by both
the toxic impact and other biological factors of the microbial effect. That is why the HIV and MBT
interaction occurs indirectly, primarily through the immune system. HIV infection increases
susceptibility to tuberculosis infection, resulting in the rapid development of the disease and thus
affecting the disease spread indicators (incidence and prevalence). Here, cytocines play an
important role, as they are able to activate or slowdown the virus replication in the human organism

[4].

Therefore, all these facts prove the significant role of tuberculosis and HIV infection mixed
forms in EP development. Our research has shown that HIV infection and tuberculosis mixed forms
are registered in the republic since 1999 (Fig. 3).

Fig. 3. The incidence trend for HIV infection and tuberculosis mixed forms in the Sakha Republic
(Yakutia) in 1999-2012 (per 100 thousand people)

At the same time, we witness a definite growing trend (Rinc=8%). A similar trend is typical
of the RF on whole [4, 7]. We have established that, with the mono HIV infection mortality in the
republic over the past five years averages to 1.6% and of tuberculosis - 4.1%, their mixed forms
lead to 11.9% mortality. Indeed, this combination is 'the devil's mixture' as foreign researchers call
it [4]. We should emphasize that the mixed form patients are more dangerous as the infection source
for contacting people than HIV-negative tuberculosis patients [16]. However, so far, we have not
registered cases of mixed forms in the indigenous population of the republic, though they prove to
be more susceptible to tuberculosis as a mono-infection. For example, against 49.0 per 100,000
persons in the non-aboriginal population, the Yakut people demonstrate 87.8 per 100,000 and the
indigenous peoples of the North - up to 110.5. Unlike the newcomers and Yakuts with the
dominating male patients (71.3+2.8% u 58.8+1.6%, respectively), the male-female break-down of
tuberculosis patients in the indigenous people differed insignificantly(Fig. 4).

Fig. 4. Male-female break-down of active tuberculosis patients in the indigenous people of the
North

Therefore, over analyzed period, the epidemiological processes for both tuberculosis and
HIV infection in the republic were quite autonomous. However, HIV infection is starting to
influence the tuberculosis EP activity, which is seen in the increase in the mixed forms and the
average force line of the correlation bond between tuberculosis and HIV infection incidence figures.
Due to higher epidemiological significance of the mixed forms, in comparison with the mono
infections, the increase in their number aggravates the epidemiological situation with tuberculosis in
the republic, already being alarming.
REFERENCES

1. Kravchenko A.V. Shhelkanova A.I. Ermak T.N. Litvinova N.G. Kasatkin G.B. Orlov A.V. Analiz
bol'nyh tuberkulezom, sochetannym s VICh-infekciej, v Moskovskom regione [Analysis of the
tuberculosis patients with HIV infection in Moscow area]. Problemy tuberkuleza i boleznei legkikh
[Problems of tuberculosis and lung diseases]. 2005, Ne10, pp. 34-37.

2. Belyakov V.D. Problema samoreguljacii parazitarnyh sistem 1 mehanizm razvitija
jepidemicheskogo processa [The problem of sefl-regulation of parasitic systems and the mechanism
of the epidemiological process development]. Vestnik AMN SSSR [Newsletter of the Russian
Academy of Medicine, USSR]. 1983, Ne3, pp. 3-5.



< W
132 yAKUT MEDICAL JOURNAL 3(43)2013 - /A I‘J

3. Belyakiv V.D. Yafaev R.H. Jepidemiologija [Epidemiology]. M., 1989, pp. 416.
4. Sotnichenko S.A. Markelova E.V. Sklyar L.F. Yakovlev A.A. VICh-infekcija, sochetannaja s

tuberkulezom v  Primorskom krae: sovremennye voprosy jepidemiologii,  kliniki,
immunopatogeneza, diagnostiki i lechenija [HIV infection mxed with tuberculosis in Primorsky
Krai: Modern issues of epidemiology, clinics, immune pathogenesis, diagnostics and treatement].
Vladivostok: Dalnauka, 2009, p. 166.

5. Kozhevnikov A.A. Osobennosti jepidemiologii 1 profilaktiki VICh-infekcii v jekstremal'nyh
uslovijah respubliki Saha (Jakutija) [Peculiarities of epidemiology and preventive measures for HIV
infections under the extreme conditions of the Sakha Republic (Yakutia]: Cnadiadte of Medical
Scieneces thesis: 14.00.30 / Kozhevnikov Anatoly Alexandrovich. Moscow, 2008, p. 22.

6. Lapteva N.I. Yakovlev A.A. Integracionnyj podhod k izucheniju mnogoletnej dinamiki
zabolevaemosti infekcijami s gemokontaktnym mehanizmom peredachi (VICh, gepatity Vi S) v
Respublike Saha (Jakutija) i jepidemiologicheskoj ocenke faktorov, ee determinirujushhih
[Integrated approach to the study of several-years' incidence trend of blood-contact transmitting
infections (HIV, B and C hepatitis) in the Sakha Republic (Yakutia) and epidemiological assessment
of the factors determining it]. Jakutskij medicinskij zhurnal [Yakut Medical Journal]. 2011, Ne3, pp.
58-61.

7. Nechaev V.V. Ivanov A.K. Panteleev A.M. Social'no-znachimye infekcii [Socially significant
infections]. Monografija v 2-h chastjah Ch.II. (mikst-infekcii) [Monography in 2 parts, Part II.
(Mixed infections)]. SPb: OOO Bereste, 2011, p. 312.

8. Pozdeeva E.S. Yakovlev A.A. Integracionnyj metod v jepidemiologicheskoj diagnostike
gepatitov V1 S (na modeli Primorskogo kraja) [Integrated technique in epidemiological diagnostics
of B and C hepatitis) (Primorsky Krai case]. LAMBERT Academic Publishing, 2012, p. 112.

9. Savilov E.D. Mamontova L.M. Astaf'ev V.A. Zhdanova S.N. Primenenie statisticheskih metodov
v jepidemiologicheskom analize [The use of statistical techniques in epidemiological analysis].
Moscow: MEDpress-inform, 2004, p. 112.

10. Frolova O.P. Yakubovyak V.N. Korobitsyn A.A. Organizacija protivotuberkuleznoj pomoshhi
bol'nym VICh - infekciej v Rossii [Anti-tuberculosis treatment of HIV-patients in Russia].
Problemy tuberkuleza i boleznej legkih [Problems of tuberculosis and lung diseases]. 2005, Ne10, p.
16-20.

11. Frolova O.P. Jepidemicheskaja situacija po tuberkulezu sredi bol'nyh VICh-infekciej v Rossii 1
sistema mer ego profilaktiki [Epidemiological situation with tuberculosis in HIV patients in Russia
and the measures of its prevention]. Problemy tuberkuleza [Tuberculosis Issues]. 2001, Ne5, pp. 31-

34.



< W/
133 yAKUT MEDICAL JOURNAL 3(43)2013 - /A I‘J

12. Yakovlev A.A. Koncepcija integracionno - konkurentnogo razvitija jepidemicheskogo processa

[The concept of integrated-competing development of the epidemiological process]. Tikhokeansky
meditsinsky zhurnal [Pacific Medical Journal]. 2006, Ne3, pp.10-15.

13. A prospective study of the risk of tuberculosis among intravenous drug users with HIV infection
/ P.A. Selwyn, D.Hartel, V.A. Lewis et al. // New Engl. J. Med. — 1989. — Vol.320. - pp.545-550.

14. Cantwell M.F. Tuberculosis in sub-Sahara Africa: a regional assessment of the impact the
human immunodeficiency virus and national tuberculosis control program quality/ M.F.Cantwell,
N.J Binkin // Tub. and Lung Dis. — 1996. — Vol.77. — pp.220-225.

15. Tuberculosis in patients with human immunodeficiency virus infection / P.F.Barnes, A.Bloch,
P.T Davidson., D.E Snider // New Engl. J. Med. -1991. — Vol. 324. — pp.1644-1650.

16. Tuberculosis and HIV infection in sub-Sahara Africa / K.M. De Cock., B.Soro, .M.Coulibaly,
S.B. Lucas // JAMA.- 1992. - Vol. 268. - pp.1581-1587.

About the authors:

1) Anatoly Alexandrovich YAKOVLEYV, Doctor of Medicine, Professor, Professor at the Chair of
Epidemiology and Military Epidemiology, Pacific State Medical University, Ministry of Health of
the RF. Home address: 690087, Vladivostok, Kotelnikova, 8, kv. 40. E-mail: yakovlev-
epid@yandex.ru, mobile phone +7 908 970 93 37.

2) Lyubov Stepanovha BURNASHEVA, correspondence post-graduate student at the Chair of
Epidemiology and Military Epidemiology, Pacific State Medical University, Ministry of Health of
the RF, Chief Expert at the Sector of Epidemiological Monitoring, Rospotrebnadzor Department in
the Sakha Republic (Yakutia). Home address: 677018, Yakutsk, Yaroslavskogo, 39/1, kv. 77; e-mail:
burnashevals@mail.ru, mobile phone: + 7 964 424 20 11.





