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Summary. — Selected immunological, biochemical, a n d  other  
v i ra l  hepati t is  B (VH-B) markers  were  followed a n d  analysed  
dur ing  "convent ional "  or h u m a n  interferon a lpha (HuIFN alpha) 
t h e r a p y  of pat ients  w i t h  di f ferent  f o r m s  of VH-B.  The  immuno ­
logical d a t a  o b t a i n e d  f r o m  "conven t iona l ly " - t r ea t ed  a c u t e  h e p a ­
t i t i s  B (AH-B) ,  pro longed a c u t e  he pa t i t i s  B ( A H - B P )  o r  chron ic  
ac t ive  hepa t i t i s  B (CAH-B)  p a t i e n t s  disclosed differences unsa t i s ­
f a c t o r y  f o r  compar i son  of t h e  inf luence of H u I F N  a l p h a  t h e r a p y  
o n  changes  of t h e  immunologica l  marke r s .  More  va luab l e  d a t a  
were  o b t a i n e d  t h r o u g h  con t inuous  regis t ra t ion  of t h e  d y n a m i c s  
of selected b lood  marke r s .  P a r t i a l  ef fects  o n  immunologica l  p a r a ­
m e t e r s  were  seen a f t e r  H u I F N  a l p h a  admin i s t r a t i on  t o  2 p a t i e n t s  
w i t h  developing C A H - B  infec t ion .  Progress ion of  t h e  disease w a s  
m a r k e d l y  h a l t e d  i n  t h e s e  b o t h  p a t i e n t s  a f t e r  I F N  t r e a t m e n t .  

Key words: viral hepatitis B ;  interferon therapy, immunological 
markers 

Introduction 

D u r i n g  l a s t  y e a r s  a s ubs t a n t i a l  a m o u n t  of i n fo rma t ion  w a s  collected c o n -
cerning the rapeu t i ca l  appl ica t ion  of H u I F N  a l p h a  i n  chronic  v i ra l  hepa t i t i s  
B (Gregory  et al., 1984, 1986; Carreno  et al., 1987; S tanč e k  et al., 1988, 
1989). I n  t h e  m a j o r i t y  of tr ials  I F N  alone or in combination w i t h  chemothe­
r a p y  o r  i m m u n o m o d u l a t i n g  approaches  exh ib i t ed  p a r t i a l  t h e r a p e u t i c  effects .  
L i t t l e  is  k n o w n  a b o u t  immunological  e v e n t s  wh ich  m i g h t  b e  a f fec ted  b y  exo­
genous  I F N  admin i s t r a t i on  t o  C A H - B  pa t i en t s .  I m m u n o p a t h o g e n e s i s  of 
chronic  V H - B  infec t ion  is  n o t  sa t is factor i ly  unde r s tood  e i ther .  T h e r e  a r e  
r epo r t s  po in t ing  o n  t h e  i m p o r t a n c e  of cellular defense  mechan i sms  a n d  t h e i r  
re la t ion t o  I F N  f o r  recovery  f r o m  V H - B  infec t ion  a n d  i t s  chronic  d e v e l o p m e n t  
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(Vladutin,  1978; Carter  et al., 1979; K a k u m u  et al., 1988). Considerable 
attention w a s  focussed on lymphokine-activated killer (LAK) or natura l  
killer (NK) cells involvement  in the  pathogenesis  a n d  recovery  f r o m  var ious  
v i ra l  and malignant  diseases (Herberman, 1984; Farrar  at al., 1984; Kimoto 
a n d  Taguchi,  1987; Cauda  at al., 1988). 

In our  previous  reports  we  concentrated most ly  on the aetiological markers  
and  their  changes  dur ing  "convent iona l "  therapy,  dur ing  administrat ion of 
H u I F N  alpha alone or  in combined therapy  of prolonged or chronic forms  
of  V H - B  infection (Stanček  at al., 1987, i988, 1989). T h e  present report 
b r i n g s  some selected immunological d a t a  obtained through monitoring of 
pat ients  with di f ferent  f o r m s  of  V H - B  treated either b y  "convent ional"  
or H u I FN alpha t h e r a p y .  

Materials and Methods 

Immunological markers detection and normal values. Detection of immunological blood markers  
was  dono b y  commonly used technics mostly  based on commercially available kits  (SEVAC, 
Prague;  IMUNA, Šarišské Michaľany). Normal values:  T lymphocytes  (T ly): 5 5 %  — 6 5 % ;  
B lymphocytes  (13 ly): 15 — 2 5 % ;  phytohaemaglutinine-T ly  — transformation test (LTT-PHA): 
8 0 % — 1 2 0 % ;  immunoregulation index (IRI e.i. O K T  4 : O K T  8 ratio); phagocytic act iv i ty  
(PA): 3 0 %  — 7 0 % ;  phagocytic index (PI): 2.52 ± 0.4;  C3 complement  (C3): 0 . 8 0 - 1 . 2 0 ;  C4 
complement  (C4): 0.18  — 0.42 g/I; circulating immune complexes (CIC): u p  to  45; I g A :  1.0 — 
6.0 g / l ;  7.5— 16 g/I:  JgM: 0.45—2.95 g/1 (all classes of immunoglobulins were ev*aluated 
fur ther  within the  g iven ranges according t o  age  and sex of the patients).  

Aetiological markers detection. All  hepatit is  B virus  (HBV) markers  were checked in patients '  
sera using commercially avai lable  ELI  S A or HI A tests  (ABBOTT, SORIN, SEVAC) according 
to  manufacturers  recommendations (see also Stanček  et al., 1987). 

biochemical markers detection and normal values. Most of the biochemical markers  were esti­
ma ted  b y  commercial ly avai lable  tes t s .  Normal  values:  a lanine-aminotransferase (ALT):  
< 0 . 3 5  microcatals /ml;  bi l i rubin-total  (Bi-t):  < 2 5  micromol/1. 

IIuIFN alpha (natural or recombinant) therapy: 3 X 10fi I . U .  a week given i .m.  o r  in gradual ly  
increasing doses f r o m  5 X 104 t o  10° I.U. i.m. daily for 2 weeks,  then 106 I.U. i.m. 2 — 3 times 
a week for  several  weeks  or months. The total I FX dose w a s  u p  to  15 x 10" I.U. given either 
continuously for a period of 4 to  28 weeks or in once-twice repeated 4— 12 weeks courses. 

Results 

Different forms of VH-B infection: statistical evaluation of selected immuno­
logical markers in patients under "conventional" therapy 

T o  b e  ab l e  t o  j u d g e  m ore  ob jec t ive ly  t h e  influence of H u I F X  a lpha  a d ­
min is t ra t ion  of H B - V  infect ion,  commonly  checked immunological  d a t a  were  
collected f r o m  t h e  g r o u p s  of 34 — 41 pat ients  with different f o r m s  of HB-V 
infection. T h e  serum samples  were  taken a t  t h e  pat ients '  admission t o  hospital  
and  again a t  their  release a f t e r  4-1G weeks  of "convent ional"  t rea tment  
(i.e. symptomat ic  non-specific therapy).  The  calculated mean va lues  a n d  
s tandard  deviat ions  of  t h e  checked immunological markers  are shown in 
T a b l e  1. Statist ical  evaluat ions  of these d a t a  showed significant differences 
between t h e  f i rs t  and  t h e  las t  scrum samples  only for  ť I va lues  var iat ions  
(p < 0.01) of  t h e  samples  taken f r o m  t h e  pat ients  with  A H - B P  (i.e. A H - B  
last ing for  more t h a n  12 weeks). Most f requent  were t h e  significant differences 
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Fig.  1 
Dynamics  of selected immunological  a n d  
aetiologieal m a r k e r s  d u r i n g  H u I F N  a l p h a  
or  corticoid therapies  of prolonged A H - B  

w i t h  transi t ion t o  CAH-B 

Fig. 1 A: 
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registered f o r  t h e  m e a n  (p < 0 . 0 5 — < 0 . 0 0 1 )  a n d  v a r i a t i o n  v a l u e s  ( p  < 0.01) 
of C I C  i n  al l  3 t y p e s  of  V H - B  in fec t ions  w i t h  t h e  e x c e p t i o n  of  C I C  v a l u e s  
v a r i a t i o n s  i n  t h e  s a m p l e s  f r o m  C A H - B  p a t i e n t s  w h i c h  w a s  n o t  s ign i f ican t .  
T a b l e  2 shows  s t a t i s t i ca l  e v a l u a t i o n s  of  t h e  d i f fe rences  i n  t h e  m e a n  a n d  v a r i a ­
t i ons  v a l u e s  b e t w e e n  t h e  t h r e e  g r o u p s  of  p a t i e n t s  i n  t h e  f i r s t  a n d  t h e  s e c o n d  
s e r u m  samples .  G i v e n  a r e  o n l y  t h e  d a t a  o f  t h e  se lected immuno log i ca l  m a r k e r s  
wh ich  w e r e  s ign i f icant ly  d i f f e r en t  a t  l e a s t  i n  o n e  ca lcu la t ed  v a l u e  of  t h e  t h r e e  
compa i r ed  g r o u p s .  
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Table 1. Mean values and standard deviations of the selected immunological 
markers in patnlets with di/ferent forms of VH-B before 

and af ter  „conven t iona l "  therapy  

Period of Clin ical for m a r k e r s  of t h e  dmoaso 
checking Marker  A H - B  A H - B P  CAH-B 

X 8. d .  X s. d .  X b. d .  

T l y  58.87 ± 9.49 58.05 ± 8.29 58.81 ±14.34 
B l y  15.74 i 6.31 13.80 ± 4.45 16.44 ± 6.03 
I ' A  54.72 ±13.01  59.60 ±17.78  51.95 ±17.33  

A t  t h e  ad- P I  2.08 -i- 0.28 2.10 ± 0.35 1.98 ± 0.35 
mitiori t o  I g A  4.19 ± 1.77 4.10 ± 1.44 5.07 ± 1.92 
hospi tal  I gO  15.17 ± 3.81 14.88 ± 3.57 15.07 ± 3.62 

I g M  1.80 1.55 1.83 ± 1.62 1.88 ± 1.04 
CÍC 71.32 ± 33.85 66.51 ± 36.68 69.09 - 4 0 . 3 0  

T l y  00.73 ± 8.64 59.61 ± 7.31 59.54 ± 6.74 
B ly 15.41 i 6.08 15.60 - 6.16 15.59 - 4.65 
P A  57.53 ±15.11  62.32 ±11.01  55.58 ±11.72  

A t  the  rel- PI 2.04 ± 0.27 2.04 ± 0.23 2.03 ± 0.38 
easM f r o m  I g A  4.10 ± 2.18 3.89 ± 2.06 4.76 ± 1.77 
hospi tal  IgCJ 15.17 ± 3.95 14.59 ± 5.06 14.81 ± 3.31 

IK-M 1.7!) ± 1.42 1.94 ± 1.37 1.83 ± 0.90 
CIC 45.45 ± 18.65 47.17 ±16.82  55.36 ±26.36  

x = moan values  
H. d.  = standard deviations 
n — 34 — 41 pat ients  in the  particular ^roud 

Different forms of VH-B infection: dynamics of selected immunological mar­
kers changes during "conventional" therapy 

Since the data described above did not show the dynamic of individual 
marker changes during the course of YH-B infections, we divided obtained 
values into three groups according to the changes of the dynamics of the 
checked parameters: increased, decreased or without any significant change. 
Tables 3 and 4 show accumulated data (total number and ° 0 )  and "coeffic­
ient" i. e. number of increased plus number of decreased values divided by  
the number of values without a change which reflects the dynamic of immun­
ity marker changes between the first and the second samples. Most frequent 
was the high coefficient of humoral immunity markers change in AH-BP 
patients, the lowest coefficient value being obtained from AH-B patients 
apparently because of the short time interval between the two checked 
samples. As far as the cellular immunity marker coefficient values is con­
cerned (Table 4) the most frequent changes were seen in CAH-B patients, 
while the least frequent occurred in AH-B patients. Among individual data 
f he B ly change was less prominent in A H - B P  and AH-B patients, P I  values 
changes were most prominent in CAH-B patients (summarized in Table 5). 
It shows that the prevailing tendency of increasing all chosen cellular immun-
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Table 2.  Comparison of mean values  and standard deviations of the Immunological 
parameters between different f o r m s  of VH-B infection a t  
the patients admission to and their release f r o m  hospital 

Period of Compared forms of A H - B  infection: 
checking Marker* AH-B/AH-BP AH-B/CAH-B AH-BP/CAH-B 

U F U F U F 

A t  the  ad- B l y  p < 0.04 p < 0.05 n.s. n.s. n.t .  n . t .  
mition to  I g A  n.s. n.s. P < 0.02 n.s. n.t .  n.t .  
hospital IgM n.s. n.s. n.s. P < 0.01 n.s.  n.s. 

A t  t h e  rel­ P A  p < 0.04 n .s .  n . s .  n.s .  P < 0.007 n .s .  
ea se  f r o m  P I  n .s .  n .s .  n.s .  P < 0 .06 n.s .  P < 0.01 
hospi ta l  I g A  n.s .  n . s .  P < 0.001 P < 0.001 P < 0.001 P < 0.001 

CIC n .s .  n .s .  P < 0.05 P < 0.05 n .s .  P < 0.01 

* T h e  t ab l e  shows only m a r k e r s  f o u n d  signif. different  a t  leas t  once  
n = 34 — 41 patients  in the  particular group 
TJ = comparison of mean values;  F = comparison of s tandard deviation* 
n.s.  = not  significant n.t .  = n o t  tested 

Tabic 3.  Dynamics of changes of selected humoral  immunity markers  during 
hospitalisation of the patients  „convent ional ly"- t rea ted f o r  

different  f o r m s  of V H - B  infection 

Clinical Dyman ics  of m a r k e r s  changes b e t w e n  
Marker f o r m  of t h e  init ial  a n d  f i n a l  checking: Coefficient* 

V H - B  Increased  Decreased N o  change 

A H - B  13***33.33)*** 22(56.41) 4(10.26) 8.75 
I g A  A H - B P  9(23.08) 28(71.79) 2( 5.13) 18.49 

CAH-B 10(27.78) 25(69.44) 1( 2.78) 34.97 

A H - B  17(43.59) 21(53.85) 1( 2.56) 38.05 
I g G  A H - B  P 15(38.46) 23(58.98) 1( 2.56) 38.06 

CAH-B 16(44.44) 19(52.78) 1( 2.78) 34.97 

A H - B  14(35.90) 19(48.72) 6(15.38) 5.50 
I g M  A H - B  P 22(56.41) 16(41.03) 1( 2.56) 38.06 

CAH-B 16(44.44) 19(52.78) 1( 2.78) 34.97 

A H - B  8(21.05) 28(73.69) 2( 5.26) 18.01 
CIC A H - B P  12(30.77) 26(66.67) 1( 2.56) 38.06 

CAH-B 12(33.33) 22(61.11) 2( 5.56) 16.99 

No .  of increased + decreased 

No .  w i thou t  change 
** — number of tested sera 

* * *  — percent 
n = 35 — 39 patiens in tho particular group 
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Table 4.  Dynamics of changes of selected cellular immunity markers 
duriiifj hospitalisation of patients „convent ional ly"  treated 

fo r  different  f o r m s  of VH-B infection 

Clinical Dynamics  of m a r k e r s  changes  between 
Markor f o r m  of t h e  init ial  a n d  f inal  chocking: Coefficient* 

V H - B  Increased Docresod N o  change  

A H - B  20**(51.29)*** 11(28.21) 8(20.51) 3.88 
T l y  A H - B P  19(46.34) 16(39.03) 6(14.63) 5.84 

C A H - B  18(50.00) 13(36.11) 5(13.89) 6.20 

A H - B  14(35.90) 12(30.77) 13(33.33) 2.00 
B ly A H - B P  18(43.90) 9(21.95) 14(34.15) 1.93 

CAH-B 18(50.00) 10(44.44) 2( 5.56) 16.88 

A H - B  21(58.33) 13(36.11) 2( 5.56) 16.88 
PA A H - B P  23(56.10) 1 1(26.83) 7(17.07) 4.86 

C A H - B  20(58.82) 10(29.41) 4(11.77) 7.50 

A H - B  13(36.11) 16(44.45) 7(19.44) 4.14 
P I  A H - P P  17(43.59) 19(48.72) 3( 7.69) 12.00 

CAB-B 18(52.94) 15(44.12) 1( 2.94) 33.01 

No.  of increased 4- decreased 
* ! 

N o .  wi thou t  change  
** — number of tested sora 

*** — percent 
n = 36 — 41 in the  particular group of patients  

i t y  marker  va lues  w a s  seen in CAH-B pat ients  and  also for  T l y  in A H - B  
pat ients  and for  P A  in A H - B  a s  well a s  A H - B P  patients.  Meanwhile t h e  only 
prevai l ing decreasing tendency  of cellular i m m u n i t y  markers  w a s  found 
f o r  P I  va lues  of A H - B  and A H-BP pat ients .  On t h e  other hand almost all 
chosen humoral serum m a r k e r s  (immunoglobulins andCIC) showed depression 
tendencies in all three g roups  of  Y H - B  pat ients  wi th  the  only exception of 
previal ing increased IgM serum levels  of A H-BP pat ients .  

Serum reactant  proteinťs i.e. prealbumin,  ceruloplasmin, orosomucoid 
and alpha-1-antitrypsin h a v e  also been tested.  I n  the  statist ical  evaluat ion of 
t h e  control heal thy  g r o u p  and V H - B  pat ients  b y  T-test, significant differences 
(p < 0.001) were  found for  ceruloplasmin and  orosomucoid, the  b o t h  being 
increased in V H - B  pat ients  reflecting inflammation and  cellular destruction 
in t h e  pat ients '  l iver tissues.  

Prolonged forms of VII-B infection: changes of selected immunological, bio­
chemical, and aetiological markers during "conventional" or HuIFN alpha 
therapy 

Based o n  o u r  exper ience  w i t h  aetiological a n d  immunological  m a r k e r s  
follow-up of "conven t iona l ly" - t r ea t ed  V H - B  pa t i en t s ,  we  a t t e m p t e d  a t  
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Table 5.  The most  expressed differences in the dynamics o I selected 
immunity markers  in the patients  „convent iona l ly"  - treated 

fo r  different  f o r m s  of Y H - B  infection 

Prevai l ing  dynamics  in t h e  t y p e  of V H - B  infection: 
Marker Prevail ing increases ( > 5 0 % )  Prevail ing decreases ( > 4 5 % )  

A H - B  A H - B P  C A H - B  A H - B  A H - B P  C A H - B  

T l y  + — + — — — 

B l y  — — + — — — 

P A  + + + — — — 

P I  — — + + + — 

I g A  — — — + + + 
I g G  — — - / - V  ±1 + + + 
IgM — — -IN ±1 + — + 
CIC — — — + + + 

compar i son  of selected n a m e l y  immunologica l  p a r a m e t e r s  b e t w e e n  t h e  g r o u p  
of 73 V H - B  "conven t iona l ly" - t r ea t ed  p a t i e n t s  a n d  5 p a t i e n t s  t r e a t e d  w i t h  
e i ther  n a t u r a l  o r  r e c o m b i n a n t  H u I F N  a l p h a .  A s  shown  o n  condensed,  s chema-
t ical  T a b l e  6 n o  s u b s t a n t i a l  differences a m o n g  t h e  t w o  g r o u p s  of p a t i e n t s  
w a s  f o u n d  a n d  t h i s  a p p r o a c h  p r o v e d  a l m o s t  useless f o r  e v a l u a t i o n  of I F N -
t r e a t m e n t  efficiency. 

Early stages of CAH-B infection: dynamics of selected immunological, aetio-
logical, and biochemical markers during HuIFN alpha corticoid therapies 

F r e q u e n t  mon i to r ing  of ind iv idua l  p a t i e n t s  f o r  selected immunologica l ,  
aetiological,  a n d  biochemical  (no t  shown)  d a t a  w a s  organized d u r i n g  n a t u r a l  
o r  r e c o m b i n a n t  H u I F N  a l p h a  admin i s t r a t i on  a n d  successive cort icoid t h e r ­
a p y .  R e p r e s e n t a t i v e  d a t a  f r o m  o n e  o u t  of t h r e e  t r e a t e d  p a t i e n t s  a r e  s h o w n  
i n  F ig .  1. D u r i n g  t h e  ini t ia l  I F N  t h e r a p y  (1s t—15th  week)  cyclic s t imu la t i on  
a n d  inhib i t ion  of H B s A g  a n d  in  reverse  course also H B e A g  (i.e. H B s A g  
e levat ion  w a s  accompan ied  b y  H B e A g  depress ion a n d  v ice  versa)  w a s  seen.  
Inc reased  va lues  were  regis tered f o r  O K T  4 (high I R I )  a n d  bi l i rubin  a n d  A L T  
levels (no t  shown) .  O n  t h e  o t h e r  h a n d ,  P I ,  P A ,  IgM,  CIC, a n d  L T T - P H A  
act ivi t ies  were  r a t h e r  decreased.  I n  t h e  following weeks  (16 th  — 3 0 t h  week)  
a paral le l  d y n a m i c  of  H B s A g / H B e A g  a p p e a r e d  t oge the r  w i t h  no rma l i sa t ion  
of P I ,  P A ,  í gM,  decrease of I R I  a n d  elevation of  L T T - P H A .  A f t e r  a period 
of only symptomat ic  ("conventional")  therapy,  corticoids were  introduced 
(56th—68th week).  S h a r p  paral le l  e levat ions  of H B s A g / H B e A g  levels cou ld  
b e  seen t oge the r  w i t h  P A  s t imula t ion ,  increased  levels of CIC  a n d  L T T - P H A  
values,  f u r t h e r  d r o p  of O K T  4 n u m b e r  (low I R I ) ,  b i l i rubin  a n d  A L T  levels 
(not  shown) .  Because  of r a t h e r  s h a r p  H B s A g / H B e A g  elevat ion,  H u I F N  
a l p h a  w a s  readmin is te red  (74 th—82nd  week).  T h i s  w a s  followed b y  decreased  
H B s A g / H B e A g  levels a s  well a s  CIC a n d  L T T - P H A  va lues  a n d  I R I  e leva t ion .  
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Talile 0. Changes of immunological or biochemical markers  during conventional or 
IIuIFX alpha conventional therapy of YH-H 

Immunological, 
biochemical 

markers  
Con volitional t h e r a p y 1  

Before During A f t e r  
HuIFN alpha therapy 2  

Before  During A f t e r  

IgG N 
I g A  N/ f 
IgM N 
CIC t 
c 3  l/N 
c 4  
Phagoe. act iv i ty  l/N 
I'hugoc. index N 
a iy N( 1) 
'J' ly  N( [ ) 
ALT t 
Bilirubin (lot.) t 

N = normal 
1 - n = 7:t 2 

= increased 
— n = 5 

N / t  
í 

t 
t 
T/N 
t / N  

X t 1 t/N 
N/1 N/t i X 
N/f N/t 1 T/N 
t/N 

í ,  t 
1 t/N 

l /N/1 í ,  t 1 N / l  
l / N  i N n 

t > 7 1  1 l / N  
N X 1 X 
N ( t )  x / 1  N11 
N /x N / l  N / l  
N/1 t/N N/1 
N/t N / í  i / t  X 

| = decreased 
not  tested 

Though t h e  a b o v e  described e f fects  were presumably  d u e  most ly  t o  I F N  
a n d  corticoids administration, no final cure w a s  achieved in  either of t h e  
t reated  pat ients  b u t  the  clinical course of the  disease changed into a less 
aggress ive  form in all cases. 

Discussion 

T h e  presented d a t a  confirmed our previously  published assumption on 
part ia l  therapeutic  ef fect  of HuIFN alpha in CAH-B pat ients  (Stanček  et al., 
1988, 1989). Most apparent  were reversed oscilations of H B s A g / H B e A g  
levels.  I t  w a s  suggested t h a t  this  effect  is poss ibly  mediated through cytolyt ic  
ac t iv i ty  of L A K / N K  cells enhanced b y  exogenous I F X .  Endogenous I F X  
itself  is presumed t o  b e  a s tab le  a n d  complex immune function a n d  usual ly  
i t  should not  need exogenous I F X  support .  T h e  question remains open, how ­
ever ,  w h a t  h a p p e n s  w h e n  endogenous  1 F X  is n o t  p roduced  in  a p rope r  qua l i t y  
a t  a p r o p e r  p lace  a n d  t ime .  I s  it t h e n  possible t o  replace  i t  b y  exogenous  
I F X ?  T h e  publ i shed  d a t a  concerning t h i s  ques t ion  a r e  o f t en  cont raversa l .  
I n  t h e  case of OA H - B  d e v e l o p m e n t  it is p resumed  t h a t  d i s func t ions  of cellular 
i m m u n e  mechan i sms ,  n a m e l y  L A K / N K  cells a n d  coopera t ing  h u m o r a l  de­
fense  f a c t o r s  like I F N  a n d  in te r leukins  a r e  m o s t  responsible f o r  i t s  chronic  
d e v e l o p m e n t  (Vladut in ,  1978; K i m o t o  a n d  Taguch i ,  1987; C a u d a  eta]., 1988). 

F r o m  t h e  collected d a t a  p resen ted  in t h i s  r e p o r t  n o  conclusive j u d g e m e n t  
o n  t h e  t h e r a p e u t i c  e f fec t  of  H u l  F X  a l p h a  a lone  o r  combined  w i t h  corticoids 
can b e  d r a w n  c i ther .  T h e  complex i ty  of  i m m u n e  mechan i sms  amplif ied b y  
va r ie t i e s  of m u t u a l  in te r re la t ions  m a k e  decisive conclusions ex t r eme ly  d i f ­
ficult. In t h i s  r e p o r t  w e  showed t h a t  m e r e  quan t i f i ca t ion  of i m m u n i t y  m a r k e r s  
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i s  f a r  n o t  suff icient  f o r  more ob ject ive  estimation of I F N  effectiveness.  Off 
some v a l u e  is t h e  analys is  of long-course dynamic  follow-ups of properly  
selected pathogenetic markers .  I n  our clinical t r ia ls  administration of H u I F N  
a l p h a  alone or in combination w i t h  corticoids par t ia l ly  af fected t h e  dynamic  
of H B V  serum markers .  I t  also influenced immunoglobulin levels, P A ,  P I ,  
LTT-PHA,  a n d  I R I  values.  A t  least  some of these  changes m a y  contri­
b u t e  t o  less aggressive deve lopmen t  of t h e  descr ibed C A H - B  infec t ions  
following such  t h e r a p y .  More  va luab le  d a t a  should  still come f r o m  t h e  p r o ­
pe r ly  checked f u n c t i o n a l  capab i l i ty  of L A K / N K  cells, l y m p h o k i n e  i n t e r ac t i ons  
a n d  o t h e r  i m m u n e  fac to r s .  I t  is  also possible t h a t  o t h e r  cells, e.g. m a c r o p h a ­
ges, K u p f e r  endothe l ia l  cells i n  coopera t ion  w i t h  l ymphok ines  including I F N  
m i g h t  b e  invo lved  a s  a l r e a d y  d e m o n s t r a t e d  f o r  mouse  h e p a t i t i s  v i ru s  in ­
fec t ion  (P revos t  et al., 1975; Virelizier, 1980; Pe re i r a  et al., 1984a, 19846). 

B a s e d  o n  o u r  observa t ions  t r a n s f o r m a t i o n  capac i ty  of l y m p h o c y t e s  is  well  
p rese rved  b u t  i n  some V H - B  infec t ions  t h e r e  is  a de fec t  of  necessary  s t i ­
m u l a t i o n  m e c h a n i s m  since such  l y m p h o c y t e s  c a n  b e  fu l ly  t r a n s f o r m e d  b y  
in vitro t e s t s .  Toge the r  w i t h  a pe rcen tage  of t r a n s f o r m a b l e  l y m p h o c y t e s  
t h e r e  is  a para l le l  decrease  of O K T  4 n u m b e r .  T h i s  c a n  b e  pa r t i a l ly  reversed  
b y  cort icoid i n t roduc t i on  w h i c h  a c t i v a t e  H B s A g / H B e A g  p roduc t ion .  U n d e r  
t h e s e  condi t ions  appl ica t ion  of exogenous  I F N  is  f u l l y  s u b s t a n t i a t e d  a n d  
usua l ly  t h e  m o s t  effect ive.  

O u r  resu l t s  conf i rmed t h a t  w e  h a v e  t o  b e  carefu l  i n  m a k i n g  c lear -cut  con­
clusions o n  t h e  t h e r a p e u t i c  effect iveness of exogenous  I F N .  T h e  s ta t i s t ica l  
d a t a  h a v e  some v a l u e  w h e n  la rge  g r o u p s  of p a t i e n t s  a r e  ana lysed .  E v a l u a t i o n  
of selected immunologica l  m a r k e r s  t oge the r  w i t h  aetiological a n d  b iochem­
ical d a t a  i n  ind iv idua l  p a t i e n t s  shou ld  g ive  u s  t h o u g h  m o r e  v a l u a b l e  in­
f o r m a t i o n  f o r  ob jec t ive  j u d g e m e n t  of t h e  t h e r a p e u t i c  p o t e n t i a l  of exogenous  
I F N .  
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