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INTRODUCTION

Pat ients  wi th  end s tage  renal  d i sease
(ESRD) are more susceptible to hepatitis B
virus (HBV) infection and the risk increases
wi th  the  number  o f  hemodia lys i s  (HD)

received.  The defect ive  immune response
associated with chronic uremia favors HBV
repl ica t ion  and once  in fec ted  there  i s  a
high  ra te  o f  progress ion  to  chronic i ty .
The  major i ty  o f  long- term s tudies  have
repor ted  reduced pat ient  compl iance
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Subjects of the study were enrolled from
the  Ne phrology  uni t  o f  Be l leuve  Cl in ic,
Kolkata, India. Patients of  end stage renal
failure with chronic hepatitis as diagnosed
by HBsAg pos i t iv i ty  for  more  than s ix
months duration, were eligible to enter the
study. Children below the age of  10 years
and pregnant females were not included in
the study.

The  exclus ion  cr i te r ia  inc luded the
patients of liver disease other than hepatitis
(diagnosed at baseline or subsequent follow-up)
as  wel l  as  hepat i t i s  o ther  than HBV
(diagnosed  a t  base l ine  or  subsequent
follow-up). Also excluded were the patients
wi th  es tab l i shed  c i r rhos i s,  carc inomas,
r i sk  o f  por ta l  hyper tens ion and other
l i fe  threatening  a i lments  due  to  the i r
underlying chronic renal disease as well as
those  suf fe r ing  f rom other  sys temic
disorders  l ike  hormonal  dys funct ion,
diabetes, hyperlipidaemias and tuberculosis.

The patients who developed any form of
medical complication were not included in
final analysis. Also the patients who could
not complete all the four follow- ups were
exc luded f rom the  f ina l  analys i s.  The
pat ients  were  expla ined  the  nature  and
scope of the study before registration and
an informed consent was obtained from each
patient  prior  to their  part icipation in the
study.

TTTTTes t  d res t  d res t  d res t  d res t  d r ugugugugug

For  pre par ing  the  tes t  dr ug,  the
individual herbs were collected from their

for  renal  t ransplant  in  the  pat ients  wi th
chronic  hepat i t i s  (1 ) .  Fur ther ,  pos t - renal
t ransplantat ion c l in ica l  course  of  a  HBV
infected renal transplant recipient (RTR) is
a l so  very  d i f fe rent ,  wi th  exacerbat ions ,
rapid progression to liver cirrhosis and an
increased risk of death from liver failure.
There is, therefore, a need for a therapy to
reduce the duration of HBV illness so as to
enable the renal transplant at  the earl iest
possible.

New Livf i t ® (NLF) i s  a  s tandardized,
poly-herbal  formulat ion consis t ing of  the
aqueous  ext rac t s  o f  11  herbs  commonly
used in ayurveda for various disorders of
liver and hepatoprotection. Several of these
herbs  have  shown s igni f icant  ac t iv i ty
against  HBV in cl inical  and experimental
s tudies.  Ecl ip ta  a lba,  Phyl lanthus  n i r ur i ,
Rheum emodi ,  Te phros ia  pur purea  and
Cinchor ium intybus  are  i t s  major
ingredients (2,  3,  4).  Six weeks treatment
in  cases  o f  acute  hepat i t i s  B  in fec t ion
reduces  the  durat ion  of  ac t ive  d i sease
and a  rap id  c learance  o f  HBsAg makes
i t  use fu l  in  hea l thy  carr ie rs  o f  hepat i t i s
B  (5 ) .  The  present  c l in ica l  s tudy was
planned to evaluate the usefulness of New
Livfit® in ESRD patients who are infected
with HBV.

METHODS

Study  des ignStudy  des ignStudy  des ignStudy  des ignStudy  des ign

A randomized,  double  b l ind,  p lacebo
control led,  paral le l  designed,  prospect ive,
clinical study was conducted to evaluate the
efficacy of New Livfit® against HBV infection
in ESRD patients.
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pat ients  in  tes t  g roup,  Group A received
NLF 2  tab le t s  B.D.  for  36  weeks,  whi le
Group B, the control group received placebo
tab le t s.  The  per iodica l  assessment  o f
patients was done each time at the end of
6, 12, 24 and 36 weeks of  therapy. During
each follow up visits, the effects of  NLF were
eva luated  by  l iver  funct ion  tes t s  and
sero log ica l  tes t s  spec i f i c  for  hepat i t i s  B
vi r us.  Biochemica l  inves t iga t ions  were
regularly done to evaluate the progression
of renal pathology and screening tests were
car r ied  out  to  exc lude  the  concomitant
infections.

Sta t i s t ics :  The  da ta  was  analyzed by
us ing  SPSS sof tware.  The  Cochrane ' s
statistics was used to assess the significance
of  d ichotomous  parameters  a t  d i f fe rent
trea tment t ime intervals.  For quanti ta t ive
parameters, the Repeated Measures Analysis
was performed of  General Linear Model. All
the values are presented as Mean±S.D. The
probability level of  P=0.05 was taken as the
limit of  significance.

RESULTS

Twenty-five patients of ESRD who were
posit ive for  HBsAg were enrol led for  the
s tudy.  Of  these  3  pat ients  could  not
complete the study and are not included in
the  f ina l  analys i s .  Thus ,  twenty  - two
patients, 10 in the New Livfit treated group
and 12 in the placebo group could complete
the study. At the start of the study, both
the groups were comparable with respect to
the  age  (NLF–43.5±12.7  years ;  p lacebo:
49.7±8.0  years )  and base  l ine  d i sease
charac ter i s t i cs ,  l ike  durat ion  of  HbsAg
positivity before inclusion (NLF: 9.10±8.6
months ;  P lacebo:  10 .67±9.6  months) ,

natural habitats from various geographical
locat ions  of  India .  These  herbs  inc luded
Eclipta alba (aerial parts),  whole plant of
Phyl lanthus  n i r ur i ,  Te phros ia  pur purea ,
Andographis  panicula ta  and Fumar ia
off ic ina l i s,  Cinchor ium intybus  ( seeds) ,
Terminalia chebula (fruits) and underground
parts  of  Boerhavia dif fusa,  Rheum emodi
and  Picror rh iza  kur roa.  The  voucher
spec imens  o f  herbs  have  been  submit ted
with the Agro Bio tech department of  Dabur
Research Foundation, Sahibabad. The plant
par ts used were dried in shade, powdered
and subjected to extraction with water in a
particular ratio. The extract was spray dried
and used for manufacturing the tablets.

Al l  the  batches  o f  New Livf i t  a re
s tandardized by  a  s tandard  procedure  of
fingerprint HPTLC conforming the presence
of  known marker  compounds  in  i t s
ingredients.

Identical looking tablets of the test drug
and placebo were packed in identical plastic
containers labeled with appropriate codes.
Each container had 120 tablets. As soon as
the patients were enrolled in the trial, they
were instructed to take 2 tablets  twice a
day before meals. The drug was continued
for 36 weeks. The samples required for the
s tudy were  provided by  Dabur  Research
Foundat ion,  India .  The  p lacebo tab le t s
conta ined  s tarch,  ca lc ium carbonate,
microcr ys ta l l ine  ce l lu lose,  ta lcum and
magnesium stearate.

M e t h o d o l o g yM e t h o d o l o g yM e t h o d o l o g yM e t h o d o l o g yM e t h o d o l o g y

Af ter  reg i s t ra t ion  the  pat ients  were
assigned to the groups,  A or B, with the
he lp  o f  random number  tab les.  Al l  the
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duration of end stage renal disease (NLF:
15.9±10.8  months ;  P lacebo:  15 .33±14.5
months)  and the number  of  hemodialys is
received (NLF: 76.9±24.5; Placebo: 62.42±18.1).

ALT leve ls  tend to  re tur n  towards
normal in the treatment group. At the end
of 36 weeks of treatment, in NLF treated
g roup,  the  ALT leve l s  were  s igni f icant ly
lower (P<0.05) as compared to the baseline.
After 36 weeks of  therapy, AST levels were
also significantly lowered in the treatment
group as compared to control, however, for
serum albumin, globulin and bilirubin, no
s igni f icant  d i f fe rence  could  be  observed
between the two groups (Table–I).

As  the  Table–II  shows,  there  was  no
s igni f icant  d i f fe rence  be tween the  two
groups, for any of  the renal function tests
a t  any  s tage,  thereby,  indica t ing  that
treatment with NLF has no effect  on the
kidneys in the patients of end stage renal
disease.

The effects of NLF were also evaluated
by measur ing  the  sero log ica l  markers  o f
hepati t is.  Four patients  were negative for
HBV DNA and another two acquired HCV
infection. The effects of  treatment on the
sero log ica l  markers  o f  hepat i t i s  in  the
remaining 16 patients (8 in each group) have
been shown in Table–III.

A def in i te  improvement  in  var ious
parameters  of  hepati t is  was seen in NLF
group at the end of 36 weeks as a higher
f rac t ion  of  pat ients  became negat ive  in
comparison to the control group. With NLF
therapy,  62.5% of  cases  (5  of  8)  became
negative for HBV- DNA, 25% (1 of  4) became
negative for Anti HBc IgM and Anti HBeAg.
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in dialysis units has been one of the most
impor tant  aspects  o f  the  management  o f
ESRD pat ients  and inc ludes  segregat ion,
universal precautions, vaccination, reduced
blood transfusions, and screening of organs
before  t ransplanta t ion.  Al though these
measures  resu l t  in  a  reduct ion  of  HBV
spread within dialysis centers, some isolated
outbreaks continue to occur in developed
countr ies  and the  preva lence  o f  chronic
HBsAg positivity varies from 7.6% to 21.6%
in developing countries (1).

TABLE II : Effect of New Livfit® on renal function tests.

Blood urea Serum creatinine Serum potassium

NLF Placebo NLF Placebo NLF Placebo
(N=10) (N=12) (N=10) (N=12) (N=10) (N=12)

Baseline 117.76±26.67 149.92±53.21 11.4±4.77 8.94±2.92 4.95±1.01 4.92±0.98
6 weeks 138.37±39.24 131.24±34.46 11.12±4.93 9.70±2.83 4.97±0.79 5.80±1.57
12 wks 166.81±31.10 121.15±28.64 13.02±3.40 9.04±2.36 5.64±1.57 5.29±1.13
24 wks 134.90±23.33 128.13±39.71 11.16±3.59 9.74±3.68 5.09±1.22 5.29±1.13
36 wks 162.26±50.20 128.81±39.99 12.42±3.90 10.11±3.27 5.54±1.10 5.28±0.98

All values represent Mean±S.D.

TABLE III : Effect of New Livfit® on the serological markers of HBV.

New Livfit® Placebo
Parameter

Baseline 24 wk 36 wk Baseline 24 wk 36 wk

HBsAg Positive 8 7 7 8 8 8
Negative 0 1 1 0 0 0

HBV DNA Positive 8 4 3+ 8 7 7
Negative 0 4 5* 0 1 1

HBeAg Positive 6 2 2*+ 6 5 4
Negative 2 6 6 2 3 4

Anti HBc Positive 4 2 1* 2 2 2
IgM Negative 4 6 7 6 6 6

Anti HBeAg Positive 4 1 1* 2 2 2
Negative 4 7 7 6 6 6

AST 132.6±92.2 53.1±31.9 50.5±30.6 81.9±66.3 70.9±35.1 75.4±40.7

ALT 153.3±114.6 66.6±51.5 47.4±22.9 99.9±68.8 82.0±47.4 80.7±46.9

*P<0.05; compared with control group.
+P<0.05; compared with baseline.
Values represent the number of patients found positive or negative for that particular marker.

On the other hand, in control group, only 1
out of 8 patients became negative for HBV
DNA and no improvement was seen for Anti
HBc IgM and Anti HBeAg. The results are
significantly different.  Better improvement
in NLF group was also evident for HBsAg
and HBeAg, the dif ferences are,  however,
not statist ically significant.

DISCUSSION

Controlling the spread of HBV infections
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Recogniz ing  that  HBV infec t ion  i s  a
major health problem in dialysis dependent
end stage renal  fa i lure  pat ients,  hepat i t is
B  v i rus  vacc inat ion  has  now become a
routine procedure. Unfortunately, the sero-
convers ion  ra te  a f te r  recombinant  HB
vacc ine  in  ESRF pat ient  i s  poor  due  to
depressed  ce l l  media ted  immuni ty.
Immunomodulators  l ike  levamisole  and
granulocyte macrophage colony stimulating
factor (GM-CSF) are being used along with
the vaccination with variable response rate.

As seen in the previous trials of  NLF,
the raised levels of hepatic enzymes were
res tored  towards  nor mal .  A s igni f icant
reduction was observed in the ALT and AST
leve ls  and th i s  was  a l so  s igni f icant ly
different from the placebo.

Fur ther,  HBV-DNA was  c leared  in  a
s igni f icant  number  o f  pat ients  on  New
Livf i t ®,  indica t ing  the  contro l  o f  HBV
infection.

Before  t rea tment ,  75% of  pat ients  in
each g roup were  pos i t ive  for  HBeAg.
Seroconversion occurred in 4 patients in the
treatment group and in 2 patients of placebo
group. As the presence of  HBeAg indicates
a high level of  replication and infectivity,

the higher seroconversion in the treatment
group indicates towards the effectiveness of
NLF in  contro l l ing  v i ra l  rep l ica t ion  and
infectivity.

Ant i -HBc ( IgM) that  indicates  acute/
recent HBV infection was found positive in
4 patients of  NLF and 2 of  placebo group.
In three patients of  treatment group, Anti
HBc (IgM) became negat ive, indicat ing a
rapid control of  the disease. On the other
hand, no change was seen in placebo group.
The  d i f fe rences  have  been  found to  be
signif icant.

No dif ference was seen in any of  the
renal function tests between the treatment
and placebo group, indicating that treatment
with New Livfit does not affect the end stage
renal  disease.

Thus,  New Livf i t ® when g iven to  the
patients of ESRD with hepatitis B infection
was  found to  improve  the  sero logica l
marker s  and a  s igni f icant  r educt ion  was
observed in the levels of  hepatic enzymes.
This study, thus, suggests that NLF is an
effective adjuvant to control HBV infection
in  pat ients  on maintenance  hemodia lys i s
prior to renal transplant in the patients of
ESRD.
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