b, oo

EFFECT OF CHEMOTHERAPY ON THE T-CELL SUBPOPULATIONS'

DISTRIBUTION PATTERNS IN LEPROSY

ADELWISA ROBLES ORTEGA

A THESIS SUBMITTED IN PARTIAL FULFILLMENT OF
THE REQUIREMENTS FOR THE DEGREE OF
MASTER OF SCIENCE

(MICROBIOLOGY)

o o

AUUNUINIT

"N

. 3
LaDiineds _ a ADOR-
X

IN
FACULTY OF GRADUATE STUDIES
MAHIDOL UNIVERSITY

1988

12224



L4 L] - d [ ]
do 140w K293 leninanvAUTsneuyded traa lugie Ten oy
J . - -
o wan 191 saullad aawann
USamun WurmIasumdein (3aF2%men)

ANZNITUNTIIHUR MU Inu s

nsdy uvasu®, w.u., Ph.D.
uadna 1\11s'af1a , Wi.m.
alava gy, Us.a.
% WS W, w.u., Bh.D,
Jua ($ansfnun o<  NINNIAN  Wno
\Javue

nﬁsﬁéﬂquTsﬂLééuiuéﬂuwsnﬂauﬂuavwwuﬁuquﬁauauﬁLauwawL%éuUﬂﬁL€u
M. Leprae fufintuainaimmatodsznns  Utznanidude nq1doaseila T-sup-
pressor fiufu 3y duualndans Lufeuntavlusnsng wres (aasla T-helper uay
T-suppressor dvazifulan guredslulatunistnvruaczd  Faudadag lusteniauan
xRN [ wasulda T-suppressor quuvm:ﬁﬂ?uﬂmtwadﬁﬁﬂ T-helper annlay  Un

4.1 - & RV - A
e latunis$ne LRI avelaliazndu iangizdiuind  lunisdnwnd lantinama-

v 2 LA T L > ] ' -
USnawey Laaanivdesaail lugai ladunisdneuiuarlug s sz isaanae q du

L] J N -~ -t x .
nauiAnuIUssneuAwAulng oo Ay uagthalsAidou ae au  duaglu-
smvmsnen Tagasmam T T4 T8 wazdmsndwway /T8 USuramew
t : .‘T P 'A - 1] . | o
T-cell auflamav q dasmminglyluTuleada  ueufivefiefiah inazne T-cell wdmfu 4

N . ot - o oy P =
wavavntifnwwu u T1L lunquit luwuifauuniiiSouan (nau §) lifaaiuusn

¢ v & ! > g = T Y
AR Imnauiiivamu L gelustunis A lasunisinruuan «-ee tiou UWAZUINNT W O
L - .« o . ) - L] a.'a 1 .~
(njud wazd auahdu)  Jnsudmsaamusy Th/T8 luguiy o nauiifianuuanateiy
%vaﬂhaquééﬁhLnﬂﬁdﬁﬂdﬂuunw7auﬂ1ﬂLﬁﬂaﬂnaﬁuduwavLmaa un 1favandnsndugay

(amNEavadautAn 1



\FJ

- d t - [ ] - . - ly l' L]
Wgdredelunu i fouss  (nqu 8) T8wsduvew TH/T8 #fuungeavatinan

[} L] - ° . L] » 1] -~ l.
nyuauUnfae e ilaT i Aguaas s zneda s waey TH/T8 1Sundu tngatuuund

- L] L] P 1] I. J
gursdamivinmnlanaun dapsone (naud) fdwsaawm Th/T8 avge  vana e

o ' Uity e d -

InUTunaavuuAl L Tudvavgeey  ualugdiefinuan (dedieun dapsone (naud) wu-
fasndm T4/T8 qugn  nauifraisdunisiiausingnise dviSonan "rebound" 7

> b ) -~ s ! Y P - =
nuluguredvlafunisinmaesvaniisue  wazdudutnuavuuniiiSoanavion q Usnng

avsaiinulugdqsTsa (founda erythema nodosum leprosum ouru

PURE a

[ ] g P dﬂd ”. L -~
avu fvagulam wantsfnendinfleuduntsfaenfigdulaniuauas wazlug-

L] <t - . L4 J ) - 1
ﬂdunQUﬂﬂqswﬂnﬂﬁaLﬂﬁﬁzuLﬁuLﬁuLﬁanﬁLnﬂnaaﬂ i ladnsiauwey Th/T8 Jugv

un luldlanselud isasen ufa e tingn szuaTafinuan da inguadetivaulyle

& = p] - - &

Tun1sfnenil  Snusznanily A1snszanuusvevAlsznauailn T-cells  lunqs@nuni

-~ ] - - A ] g : & ~

i lusunsauiun s Wusaunismvevszwudugulugiis Tsa Sauimnidla  nasfamn
o ) »~ Ld lg - - -

arvine LdlugulaTasla i amuunnd wazluvas (fuafualsazniusutoney taas -

vt uug e de (BadvuaavdnuvazvaeTsn (daulun e

ii



Thesis Title: Effect of chemotherapy on the T-cell
subpopulations' distribution patterns

in leprosy
Name: Adelwisa Robles Ortega
Degree: Master of Science (Microbiology)

Thesis Supervisory Committee:
1. Pornchai Matangkasombut, M.D., Ph.D.
2. Molvibha Vongsakul, Ph.D. .
3. Chalobon Yoosook, Ph.D.

4. Niwat Montreewasuwat, M.D., Ph.D.
Date of Graduation: June 28, 1988
ABSTRACT

The specific unresponsiveness of lepromatous
patients to M. leprae antigens has been reported to be due
to several immunological perturbations. One of these is
the induction of T-suppressor cells leading to an
inversion in the T-helper to T-suppressor cell ratio.
Untreated multibacillary patients were shown to have
increased is their T-suppressor population and decreased
in the T-helper cells. It has been shown 1in several
studies that with treatment of these multibacillary
patients, the T-cell subsets' imbalance normalizes as a
direct result of the decreasing antigenic load. It is in
this iegazd that the present study has undertaken the task

of determining the distribution patterns of the 2 main T-
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cell subsets during the different phases of treatment of
these patients. Such distribution patterns if established
‘could perhaps be used as one of the parameters in
assessing the effectiveness of treatment among these

patients.

In the study, seventeen normal individuals and 31
leprosy patients all on current chemotherapy were studied
for Tll, T4, T8 and T4/T8 cell ratios. The T-cells were
enumerated using monoclonal antibodies for T-cell subsets
in the indirect immunofluorescence technique. The results
showed that the bacteriologically negative patients (group
B) did not have significantly different T11l from the two
acid-fast bacillus (AFB) positive groups of patients,
i.e., group C, with 9-11 months of treatment and group D,
over two years of treatment. The T4/T8 cell ratios of the
three groups of leprosy patients were however shown to be
significantly different from each other, supporting a
previous observation that the defect 4is not on the
absolute number of circulating T-cells but more of a

functional abnormality.

The AFB negative patieﬁts (group B) were shown to
have improved T4/T8 ratio, albeit still significantly
lower than those of the normal Subjects. This is
consistent with the observation that the T-cell subsets'
balance normalizes as treatment progresses. The AFB
positive dapsone sensitive patients (group C) showed the

lowest T4/T8 ratio and this is in accordance with their
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still high bacterial 1load, consistent with the short
duration of treatment in this group of patients. On the
other hand, the AFB positive but dapsone resistant
patients (group D) showed the highest T4/T8 ratio, even
much higher than those registered by the normal subjects.
The behavior of group D is similar to the "rebound
phenomenon" which has also been observed among patients
who have been on regular treatment and experiencing a
consistent decline in the bacterial index. Such
phenomenon was also demonstrated in lepromatous patients

undergoing erythema nodosum leprosum.

On the whole, the results of the study were
consistent with those of some previous works. Although a
mu;h thorough analysis is suggested for the exaggerated
increase in the T4/T8 ratio in group D. Other £factors
could have played a role in this, such as the possible
"homing" of cells from tissues to the peripheral blood.
At this point in time however, it is difficult to make any
definite conclusion on it. Moreover, the potential of
using the distribution patterns of the T-cell subsets in
assessing the immune status of the patients undergoing
treatment was not clearly seen with the results obtained.
A longitudinal study is needed to set up a trend, and
perhaps a more significant analysis of the problem could
be obtained if the T-cells in the tissues could be

simultaneously studied with those in the peripheral blood.





