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SUMMARY

This study was undertaken to investigate the impact
of Mycobacterium tuberculosis (M. tuberculosis)
infection on in-vitro production of tumor necrosis

factor alpha (TNF-a), soluble CDs (sCDs) and
soluble IL-2 receptor (slL-2R) by peripheral blood
mononuclear cells (PBMCs) from children with
pulmonary tuberculosis (TB) versus controls.

PBMCs from 8 children with newly diagnosed
pulmonary TB were stimulated with PHA and LPS
either separately or in combination. Five healthy
children and 4 adults were used as controls. Cell free
supernatants were assayed for the presence of

TNF-a, sCDs and sIL-2R with a sandwich enzyme-
linked immunosorbent assay (ELISA).

Although the median of TNF-a production was
significantly higher in the unstimulated supernatants
of patients (42.5pg/ml, 20.0-320.0) when compared to
controls (15pg/ml, 0-90.0) (p<0.05) determination of
sCDs8 and slL-2R levels revealed no significant
difference between the patients and controls.

Our findings indicated that PBMC obtained from
children with TB spontaneously secreted high levels

of TNF-a which may exert immunoregulatory effects
and thus mediate some of the clinical manifestations
of tuberculosis.
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INTRODUCTION

TNF-a seems to be involved in tuberculosis
immunology both by promoting activation of
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mycobactericidal mechanisms in human
macrophages as well as contributing to tissue
destruction (1). It has been shown by Wright et al that
in vivo activated peripheral blood monocytes (PBMSs)
from AIDS patients spontaneously released high

levels of TNF-a whereas little TNF-a was produced
by normal PBMs (2). Thus we sought to investigate
whether PBMC of TB patients secrete high levels of

TNF-a either spontaneously or in response to
stimulation.

Both the CD4+ and CDs+ T-cell subsets are likely to
be important in the protective response to M.
tuberculosis. Mice that were depleted of either CD4+
T cells or CDg+T-cells and then infected with M.
tuberculosis showed increased numbers of bacteria
indicating an inability to control the infection (3).
Soluble CDs may be of value in monitoring the
involvement of CDs+ T cells in response to M.
tuberculosis infection as in viral infections.

M. tuberculosis activated T cells express IL-2R and
produce IL-2 upon specific restimulation. Thus an
autocrine IL-2 pathway may participate in T cell
activation by mycobacteria (4).

The present study was undertaken to examine the
effect of M. Tuberculosis infection on in vitro

production of TNF-a, sCQs and slIL-2R in response to
mitogen and/or LPS stimulation.

MATERIALS and METHODS

Subjects

Eight children (7 males, 1 female, 1-13 years old,
mean 8.2 years) with active pulmonary tuberculosis
were recruited among the patients at a Pediatric
Chest Hospital in Istanbul. Five healthy children (1
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Formulii: 500 ml'de 17.5 g poligelin. katyonlar mmol olarak; Na+ 72.5. K+ 2.55, Ca++ 3.125. Anyonlar; CI" 72.5. eser halinde PO4" ve SO4” izoiyonik noktaya kadar
anyonik polipeptidler. Steril distile su; 500 ml'e kadar. Endikasyonlari: Hipovolemik sok. kan kaybi, plazma kaybi, cerrahi miidahele sirasinda veya sonradan olusan volim
kayiplari, kalp-akciger makinasinin doldurulmas, kontrendikasyonlari: igerdigi maddelere karsi asiri duyarlik. Haemaccel intravaskiiler ve interstisyel sivi voliimiinde
artis olan tim durumlarda gerekli 6nlem alinarak kullaniimalidir. llyarilar/Onlemler: Sitrath antikoagtlanla muamele edilmis kan veya plazma Haemaccel ile in vitro
karistiriilmamalidir. Haemaccel enfiizyonu eritrositlerin sedimantasyon hizinda gegici bir artisa yol agabilir. Yan etkileri: Haemaccel de dahil olmak tizere volim genisletici
etkisi olan soltisyonlarin enflizyonu sirasinda veya daha sonra deri reaksiyonlari, hipotansiyon, ates yikselmesi, titreme, tasikardi. bradikardi. bulanti-kusma ve dispne
gorulebilir. Nadir olgularda soka kadar varabilen ciddi asir duyarlik reaksiyonlari gézlenmistir. Bu yan etkiler, histamin aciga gikaran ilaglarin (anestezikler. kas gevseticiler.
analjezikler, ganglion blokerleri, ve anti-kolinerjikler) kimulatif etkisinden dolay! da ortaya ¢ikabilir. Enfiizyonun hizli yapilmasi, histaminden ileri gelen reaksiyonlari
uyarabilir. ilag Etkilesmeleri: Kalp glikozidleri kullananlarda Haemaccel'in igerigindeki kalsiyum ile sinerjik etki ortaya gikabilir. Kullanim sekli ve dozu: intravensz

enfiizyon seklinde uygulanir. Enflizyon hizi ve siresi hastanin durumuna baghdir. Enfiizyon hizi siirekli olarak kan basincina gére ayarlanir.
Dakikada damla sayisi: Uygulanacak enfiizyon miktari (ml) seklinde hesaplanabilir.

4 x Enflizyon zamani (saat)
Acil durumlarda voliim eksikligi hizl veya basingh Haemaccel enfiizyonuyla karsilanabilir. Basingh enfiizyon sadece kontrollii kosullarda yapilmalidir. Saklanisi:
Haemaccel +2 ile +25°C arasinda saklanmali, kutu {izerindeki son kullanma tarihinden sonra kullanilmamalidir. Ticari sekli: 500 mi Haemaccel igeren plastik enfiizyon
sisesi, enflizyon seti ile birlikte. Fiyati: 67.100 TL (Subat 1993). Recete ile satilir. Ayrintili bilgi igin firmamiza basvurunuz. Tirk Hoechst San. ve Tic. A.S. Davutpasa Cad.
No: 145, 34020 Topkapi-istanbul. A§ustos 1993.
+Referans: The Huid of choice for resuscitation of severe shock. Smith - JA; Norman - JN. Br - J - Surg. 1982 Dec.
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HEMODIYALIZ HASTALARINDA
RENAL OSTEODISTROFININ ETKIN TEDAVISI IGIN

Calcijex

(intravendz Kalsitriol)
OZELLIKLERI YARARLARI

+ Calcijex®, yukselmis PTH duizeylerini dusurur. ¢ Yukselmis PTH dizeylerini diusurerek sekonder
hiperparatiroidizmi medikal olarak duzeltebilir
ve renal osteodistrofiyi tedavi edebilirsiniz.

+ Calcijex®, hipokalsemi icin bir tedavidir. ¢ Kalsiyumun barsaklardan emilimini artirarak
serum kalsiyum dtzeylerini yukseltir.

¢ Calcijex" oral olarak degil; IV olarak uygulanir. + ilacin genel dolasima katilmasindan 6nce gercek
bir kayip olusturabilecek ilk gecis etkisi yoktur.

+ Calcijex®, IV olarak uygulandigi icin daha yuksek + Kemik, paratiroid bezleri ve barsaklar gibi hedef
xan kalsitriol diizeyleri saglar. dokulara direkt etki etmek icin, ortamda daha
fazla kalsitriol bulundugu anlamina gelmektedir.

¢ CalcijexhlV olarak uygulandigi icin, hasta daha ¢ Daha iyi hasta uyumu saglar ¢inki hasta ilag
az oral ilag alir. almay! hatirlamak zorunda degildir.

+ Calcijex®, diyaliz merkezi personeli tarafindan ¢ Personel hastanin tedavisini kontrol edebilir ve
uygulanir. sonugclari dikkatli bir sekilde izleyebilir.

+ Calcijex "enjeksiyonu hemodiyaliz tedavisi ¢ Dogrudan hastaya enjeksiyon yapmay!
sonunda, ven6dz kan hatti icinden uygulanir. gerektirmez.

HEMODIYALIZ ZAMANI GELMISSE...
..CALCIJEX® ZAMANI DA GELMISTIR

Bilesimi : Calcijex (Enjeksiyonluk Kalsitriol) sentetik olarak dretilmis 1 mL'lik 1 mcg veya 2 mcg’lik aktif madde iceren ampul formundadir. Klinik Farmakoloji : Kalsitriol,
Vitamin D3'un (kolekalsiferol) aktif formudur. Bilinen etki yerleri ince barsak, kemik; bobrek ve paratiroid bezidir, intestinal kalsiyum transportunun uyariimasinda kalsitriol,
D3 vitamininin bilinen en aktif formudur. PTH ile birlikte, ince barsaktan kalsiyum emilimini uyarir ve kalsiyumun bobrekte tiibiler reabsorbsiyonunu arttirir. Endikasyonlari:
Kronik diyalize giren hastalarda hipokalsemi tedavisinde endikedir. Artmis olan PTH duzeylerini belirgin bir sekilde dusurdugu gosterilmistir. PTH dususlerininde, renal
osteodistrofide duzelme ile sonuglandii saptanmistir. Kontrendikasyonlari : Hiperkalsemi ya da D vitamini toksisitesi belirtileri olan hastalara veriimemelidir. Kullanim Sekli
ve Dozu : Calcijex'in (Enjeksiyonluk Kalsitriol) optimal dozu her hasta igin dikkatle belirlenmelidir. Calcijex tedavisinin etkinligi her hastanin yeterli ve uygun miktarda gunliik
kalsiyum aldig! varsayimina dayandirilir. Yetiskinlerde alinmasi gereken gunliuk kalsiyum miktari 800 mg'dir. Her hastanin gunlik yeterli kalsiyum alimini garantilemek igin
hekim ya kalsiyum preparati vermeli ya da hastaya uygun diyet 6nerilmelidir. Calcijex‘in 6nerilen baslangi¢ dozu, haftada u¢ kez, yaklasik giinasiri uygulanan 0.5 mcg'dir
(0.01 mcg/kg.). Calcijex, hemodiyalizin sonunda bir katater aracilifiyla intraven6z bolus doz olarak uygulanabilir. Eger hastaliin biyokimyasal parametrelerinde ve klinik
belirtilerinde tatmin edici bir tepki gorilmezse, doz iki-dort hafta araliklarla 0.25-0.50 mcg arttirilabilir. Bu titrasyon déneminde haftada en az iki kez serum kalsiyum ve
fosfor duzeyleri saptanmali ve hiperkalsemi gorulirse normokalsemiye erisinceye kadar ila¢g kesilmelidir. Hemodiyalizdeki hastalarin ¢cogu haftada t¢ kez uygulanan 0.5 ve
3.0 mcg (0.01-0.05 mcg/kg) arasindaki dozlara tepki verirler, ilaci kullanmadan dnce partikill madde ve renk degisimi acisindan goérsel olarak inceleyiniz. Ticari Sekli : Calcijex
(Enjeksiyonluk Kalsitriol) Ruhsat tarihi ve No: Calcijex 1 mcg, 12.10.1994-95/79. Calcijex 2 mcg, 12.10.1994-95/80. Bir kutuda 25 ampul mevcuttur. Ocak 1995 KDV dahil 1 mcg
ampul perakende satis fiyati: 6.148.875 TL. Regete ile satilir.
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Anaerobik Enfeksi yoniarin Tedavi
Profilaksisind e Spesifik Etki

Bacteroides grubuna oldugu gibi, Fusobacterler, anaerob koklar ve Clostridium tlrlerinin neden oldugu
tlim anaerobik enfeksiyonlarda antianaerobik etki sadlar.

Ticari Sekli: 250 mg’'lik tablet 20 adet,

OB“m[theraf Fm’e 500 mg ampul 1 adet, 500 mg vajinal
o . ) tablet 3 adet.

Bilesimi: Ornidazol Endikasyonlan: Subat 1995/KDV Dahil Per.Sat.Fi.

Anaerob bakterilerin neden oldugu Tablet 485.000 TL.,

enfeksiyonlarin profilaks| ve tedavisi Ampul 138.000 TL.,

Trichomoniasis, Amebiasis ve Vaginal tablet 186.000 TL.

Giardiasis tedavisi, Doz ve Uygulama: Recete ile satilir.

Sabah 500 mg aksam 600 mg 5-10

gin siireyle. Onlemler Degisik

turlerde yapilan yaygin calismalarda

herhangi bir teratojenik veya ® = tescilli marka

fetotoksik etki gorilmemesine ragmen Daha detayli bilgi firmamizdan temin edilebilir.
kesinlikle gerekli degilse ilag gebeligin

ilk ddneminde verilmemelidir. Roche Mistahzarlan Sanayi AS
Kontrendlkasyonlar llaca karsi asir K16 - 80622 LeventiSTANBUL

duyarlihk ve merkezi sinir sistemi
hastaligi Yan Etkiler Bas dénmesi,
bas agrisi ve gastrointestinal
bozukluklar gibi hafif yan etkiler.
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Geetoden-Etinllestradi
GMERA9 Draje Prospektus Bilgisi
Formiilii: Beher drajesinde 0 075 mg Festaden ve 003 mg etinilestradiol bulunan 21 drajeki takvimli ambalai Endikasyonu Oral kontrasepstyon jdogum konirolui Kunamm sek\l »e dozu C ng baslamadan dnce gene alan bir |".‘ek°'°“‘< muayenenin yapimysi ve «
le kaydedilmesi gerekil Yakin akrabalarda genc yasla trombo-embolik siireclere (orn derin ven trombozu apopleksi enlarklus) rasllandiysa ayrica kan pihilasma sislemi olas llanima yecmeuer bir gebeligin olmadigi Saptanmalidir Onlem 1
sureli tedavilerde takriben alli ay aralarla konirol mua{enelen yapmv \Ik ngulama doneminiz Gelecek adel kanamanizi bel Eglp Ginera alimina kanamanlzm birinci gunu (slklusun | gum)?) baslayiniz Driﬂe almaya_ takvimli ﬂmbalaﬂn haftanin o e tekabill eden 1om Pazartesi-Pb drajesi alu
arak gikarilip ve cignenmeden bir miktar mayi ile lér gunun herhangi bir saatinde alinabilir Yalniz ilk dela basianan saate uymali_en iyisi kahvaltidan y femeginden sorva alinmalidr 21 qun boyurnca | draje ORisate nizleyerek ambalai bilene kadar herqun
bos yerleri size gunliik bir ara variniz Bu ara |Qensmde son dra\e almlmdan takriben 2-4 gun sonra bir adel kanamasi olur Sonraki uygulama dénemleriniz 7 imbalajla draje alimina devam edilir Bu arada kanamanin 1 H"‘\%I?je dduglfmulere durm@Sl veya, dﬁvadT e e
Bojrece kolayiia alld luulan bi mmolusir 3 haliadrae alimi t hata ara ve her yem ambilay haftanin hep ayni unu baslar Yan etkler Advers eikier ?\lad'clgu\arda bulanii 1 |$|kayetlen basagrian gogslerde gergnik hissi vucit agifiar 1 fbidonn etkilenmesi ve depresi‘uhy dun  fa gordlebilr Diger
ilaglarla etkilesim Oral antidiabetik veya insulm gereksinimi degisebilir K Asagidaki bu kombine oral jecirilmis damar tkanmalari ‘bombozlan ve boyle b ja egilimi arttiran durumlar 10m - liomboz egilimi S a Pintias
—’S bozukluklar)_baz kalp hastaliklar; anormal eritrositler orak hucrek anem. yeksek kan pldd jerlen damar gosteren agir diabet ya  diger bu yeksek bcmboz nsklne sebep olabil ecek """‘a' QEDE"k olasiigi gecirilmis ya da meveut meme > aendometnum
Sitomu Selbeb biinmeyen anormal vjin kanama oncek gebelikerds oraya Gikan ¢« Sureki kasint- \2* herPes gestatioms 13; kotlesen otoskleroz zf) sariik zehirlenme veya mayani beliige< sanl\k nedenler. ,Dubm Johnson veya Hotor sendromu; akutv
Ger hastaliklar! gecirilmis ya da meveut karaciger timrieri - Uyarilar Onlemler” Kombine oral kontraseptil kullaniminda asagidaki durum\ala ozenle dikkat edilmesi gerekir Anamnezde agir depresyoniar vans dlabe es mellitus yiksek kan basinci _hipertansiyon 1 sara tepilepsi I_kanimsaisagiri UOG‘GE'OZ‘M"UW
sdercz herediter porfn lcampiara Seyir eden Kalsiyum eksikigi nelomi chorea mintr karaciger fonksiyon bozuklugu saft taslan kelp ve damar hastaliia, bobrek hastaliart frolk rahm olustmian asiim veya gebelk osnasinda kotesme osteren her hastalk hekiminiz size anlamadigin, agikiayabi-
iir) SOzu gegen durumlarin agiriasmasi ya dailk defa ortaya i ugu “aiimda sozu edlen herhangi bi di'iseniz ya da hekim haberdar edilmelidir cunku bu lur olgularda oral kontraseplitier kLitan,
susta herhangi bu va! ise hekiminize Diizenli baska ilaglar (orn hidanloin rlampisin ampisim) gibi hekim haberdar ediimelidir zira bunlar Gine n azaltabilir

P.S.F (Qcak 1995): 158 000 -
Regete lle satilir. Daha genis b||g| igin firmamiza basvurunuz

Scherlng Alman Ecza Limited Sirketi Bilyukdere Cad Beylem Han Kat 880220 Sisli-Istanbul Tel (212) 23251 94



Prospektis 6zeti:
Endikasyonlari: Tablet ve stispansiyon formu st ve alt solunum yolu enfeksiyonlan, deri ve yumusak doku enfeksiyonlan ve gonorede; enjektabl formlan oral formlann endikasyonlanna ilave ola-
rak intraabdominal enfeksiyonlar, bakteriyel i, kemik enfeksiy 1da kullanilir Dozal|: Oral formlann, erigkin dozu giinde iki defa 375-750 mg'dir. 30 kg'dan hafif cocuklardaki enfeksiyonla-

nn cogunlugunda enfeksiyonun ciddiyetine ve doktorun takdirine bagh olarak dozaj iki doza bélmek suretiyle 25-50 mg/kg/giin sultamisilindir. 30 kg'in Ustiindeki cocuklara eriskin dozu verilmelidir
Eriskinlerde enjektabl formlan hafif ve orta siddetli enfeksiyonlarda giinde iki kere 0.5-1 g DUOCID® IM/IV, siddetli enfeksiyonlarda 6- 8 saatte bir 1- 2 g DUOCID® IM/IV olarak uygulanir 6nlem -
ler: Her antibiyotik preparatinda oldugu gibi, mantarlar dahil duyarli olmayan organizmalann asin treme belirtilen icin devamli gézlem gereklidir Stuperenfeksiyon oldugunda, ila¢ kesilmeli ve/veya
uygun tedavi uygulanmalidir. Uzun siireli tedavilerde, renal, hepatik ve hematopoetik sistemler dahil olmak tzere, organ sistem disfonksiyonu yontinden periyodik kontroller tavsiye erilir. Yan Etki-
ler: Genellikle sultamisilin iyi tolere edilir G6zlenen yan etkilerin cogu, hafif ve orta siddette olup, tedavi stiresince normal olarak tahammiil edilirler Gastro-intestinal: Diger ampisilin sinifi antibiyo-
tiklerde oldugu gibi, en sik gériilen yan etki diyare/yumusak gaitadir. Bulanti, kann agnlan/kramplan nadiren gozlenmistir Epigastrik rahatsizliklar ve kusma ise enderdir Deri/Deri Yapilari: Deri do-
kuntiisti ve kasinti seyrek olarak gozlenmistir. Muhtelif: Sersemlik/sedasyon, yorgunluk/halsizlik ve bas agrisi seyrek olarak gézlenmistir. Ampisilinin kullanimina baglh yan etkilenn ara sira
gozlenmesi beklenebilir Takdim Sekilleri ve Fiyati : 375 mg 10 tablet 747 000 TL. 70 mllik stispansiyon 767.000 TL, 40 mllik pediatrik stispansiyon 403 000 TL. 0 25 g IM/IV ve iM Lidokainli
88 000 TL, 0.5 g IM/IV ve M Lidokainli 196 500 TL, 1 g IM/IV ve IM Lidokainli 361 000 TL. (Aralik 1994 tarihindeki perakende satis fiyatlar esas alinmi:

Aynntili bilgi igin firmamiza basvurun
PFIZER ILACLARI A S. 80840 Ortakdy/ISTANBUL Tel: 212 - 260 22 10 (10 hat)

Rutin Enfeksiyonlarin Antibiyotigi

DUOCID

(Sulbaktam /Ampisilin-Sultamisilin)
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male, 4 females, 1-13 years old, mean 5.8 years) and
four healthy adults (1 male, 3 females, 30-39 years
old, mean 35.2 years) served as controls.

Children with pulmonary tuberculosis were those
diagnosed as having characteristic changes on the
chest film, positive PPD skin testing and a positive
family history. All patients demonstrated significant
improvement with anti-TB therapy 3 months later.
Five healthy children were selected among children
visiting Marmara University Hospital Pediatric
Outpatient Clinic for minor complaints and four
healthy adults among the staff in the same hospital
as controls. They were all tested positive for the
tuberculin skin testing and had had BCG vaccination.

Cell Culture

PBMCs were separated from patients and controls by
density gradient centrifugation over Ficoll-Hypaque
(Sigma Histopaque D:1077). Cells were washed
thrice in RPMI 1640 supplemented with 2% Fetal Calf
Serum (FCS) (Gibco, Grand Island, NY). Cells

(1x106/ml) were maintained in RPMI 1640
supplemented with 10% FCS, 2 mM/L L-glutamine,
1% Pen-Strep at 37°C and 5%CO02 atmosphere.

Cultures were either unstimulated (medium alone) or
were stimulated with PHA (Difco, Detroit, Ml). Plates

were incubated for 96 hours, either LPS 10pg/ml or
medium was added to each well in the last 24 hours.
Supernatants were collected and stored at-70°C until
tested.

Quantitation of TNF-a, sCD8, slL-2R

TNF-a, sCDs8 and slIL-2R levels of PBMC culture
supernatants were determined by using a commerci-
ally available sandwich ELISA kit (T Cell Sciences,
Cambridge, MA) at the Marmara University Pediatric
Allergy/lmmunology Laboratory.

Statistics

Data analysis was done by Friedman test and Mann-
Whitney U test, as appropriate.

RESULTS

TNF-a, Determination

TNF-a production in the PBMC culture supernatant
from 8 children with pulmonary TB were measured in
response to stimulation with LPS, LPS plus PHA and

medium alone (Table 1). The median of TNF-a
production for unstimulated medium was 42.5 pg/ml
(20.0-320.0) in this group. Upon stimulation with LPS

only, the median value of TNF-a production was
significantly decreased to 15.0 pg/ml (0-90.0)
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(p<0.05). The stimulation with PHA plus LPS caused
a further decrease, with a median of 7.5 pg/ml (O-
140.0) , which revealed statistically significant
difference when compared to unstimulated cells
(p<0.01).

TNF-a production in the PBMC supernatants from 5
healthy children and four adults revealed similar
results with no statistical difference between them

(data not shown). The median of TNF-a production in
unstimulated culture for these 9 healthy controls was
15pg/ml (0-80.0). Upon LPS stimulation it declined to
10.0 pg/ml (0-80). Stimulation with PHA+LPS

increased the median of TNF-a production to 30.0
pg/ml (0-70.0). However, there was no statistical
difference between these values in this group.

As shown in Figure 1, the medians of TNF-a
production of unstimulated PBMCs of children with
TB (42.5) and 9 healthy controls (15.0) revealed a
statistically significant difference (p<0.05). However,

comparison of the medians of TNF-a between LPS
and PHA plus LPS stimulation were not statistically
significant in patients and control (p>0.05).

sIL - 2R Determination

slL-2R production in the PBMC culture supernatants
from g children with TB are shown in Table Il. The
median of sIL-2R in unstimulated culture was 110.0
U/ml (0-185.0) and the stimulation with PHA further
increase it to 222.5 U/ml (100.0-415.0) (p<0.05). As
shown in Table IlI, the median of slL-2R in
unstimulated PBMC culture supernatant in 9 healthy
controls was 105.0 U/ml (35.0 - 295.0). Upon
stimulation with PHA, it became 430.0 U/ml (210.0 -
600.000) (p<0.05). However, there was no
statistically significant difference between the
medians of sIL-2R in children with pulmonary TB and
controls either in unstimulated or PHA stimulated
cells.

sCD8 Determination

Measurements of sCDs levels in the supernatant of
PBMC culture for all subjects are shown in Table II.
The median of sCDs in unstimulated culture in 8
children with TB was 137.5 U/ml (0-700.0). After
stimulation with PHA, it increased to 355.0 U/ml
(180.0-460.0) (p=0.05). The median of sCDs in
unstimulated culture in 9 healthy controls was 180.0
U/ml (0-240.0), which increased to 385.0 U/ml (180.0
- 560.0) upon stimulation with PHA, and showed
statistical significance (p<0.05).

However, the comparison of the medians of sCDs
either in supernates of unstimulated of PHA
stimulated cells of children with TB and controls
revealed no significant difference (p>0.05).
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Table I: The median of TNF-a determinations (pg/ml) in PBMC culture supernatants of children with tuberculosis and controls.

Control Patients
n=9 n=8
Unstimulated 15.0 42.5 —
(0-80.0)*** (20.0-320.0) p*
LPS 10.0 15.0 - p**
(0-90.0) (0-90.0)
PHA+LPS 30.0 7.5
(0-70.0) (0-140.0)
*:p<0.05
* 1 p<0.01

*:min. - max. values

Table Il: The medians of sIL2R and sCD8 determinations (U/ml) in PBMC culture supernatants of children with tuberculosis and

controls
SIL2R sCD8
Unstimulated PHA P Unstimulated PHA P
Patients 110.0 2225 <0.05 137.5 355.0 = 0.05
(0=8) (0-185.0) (100.0-415.0) (0-700.0) (180.0-460.0)
Controls 105.0 430.0 <0.05 180.0 385.0 <0.05
(0=9) (35.0 - 295.0) (210.0-600.0) (0-240.0) (180.0-560.0)
Fig. 1:

TNF-« production in

PBMC culture
supernatants of
children with TB and

healthy controls.

*: MamWhitngy Utest forlifference between 2 groups
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DISCUSSION

Our findings showed that PBMC from children with
TB spontaneously secrete significantly higher levels

of TNF-athan PBMC obtained from healthy controls.
Furthermore, there was a significant decline in the

amount of TNF-a upon addition of LPS to the
medium.

TNF-a is known to be secreted mainly from
monocyte/macrophages in response to mycobacterial

antigens. Rook et al has shown that TNF-a may be
implicated in the protective immunity against
tuberculosis by promoting activation of
mycobactericidal mechanisms in human macrohages
as well as i munopathologic changes such as
granuloma formation and tissue destruction (1). It
was demonstrated by Wright et al that cultured PBMs
from AIDS patients spontaneously released high

levels of TNF-a when compared to controls and
suggested that it may be related to in vivo activation
of macrophages (2). Recently, a markedly elevated

TNF-a concentrations in M. tuberculosis reactive
human T cell clone supernatants was shown in
humans (5). Our results suggest that there is

increased in vitro spontaneous TNF-a production by
PBMC of children with TB .This might be due to in
vivo activatilon of monocyte/macrophages upon
stimulation with M. tuberculosis.

Data from Flick DA et al revealed that TNF-a
appeared shortly after LPS administration to the mice
(6). When such animals were reinjected with LPS,
they were unresponsive (tolerated) and did not

produce TNF-a again, at least for seven days. In our
culture conditions, LPS did not cause a significant

increase of TNF-a production from PHA primed
PBMCs of healthy controls. However, we detected a

marked decline of TNF-a secretion in patients’
cultures with LPS, implicating in vitro toleration of

TNF-a secreting cells which had been already
stimulated by M. tuberculosis in vivo. Evidence is
increasing that cytolytic mechanisms contribute to
protection against mycobacteria and requirement for
both CD4+ and CDs+ T cells has been suggested
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(3). Previously it has been shown that CDs+ cells
release a soluble form of the CDs+ antigen which
may be of value in manitoring the involvement of
these cells in response to a stimulus. The present
results demonstrated that both children with TB and
the healthy controls responded by increasing sCDs
upon PHA stimulation in vitro. However, there was no
significant difference between these two groups.

Kaufmann et al demonstrated that M. tuberculosis -
activated T lymphocytes express IL-2R and secrete
IL-2 (4). IL2R is shed after stimulation of
mononuclear cells by IL-2 and possibly plays a
regulatory role in the immune response. Although we
observed an increase in slL-2R levels in PBMC
supernatants of both in children with TB and healthy
controls, there was no significant difference between
the groups.

We concluded that PBMC obtained from children with

TB spontaneously secreted high levels of TNF-a,
whereas further stimulation with LPS may down
regulate or tolerate it. The significance of this finding
remains to be elucidated.
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