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ABSTRACT

Background

Hepatic encephalopathy is found in 50-70% cases of liver cirrhosis. Management of hepatic encephalopathy
is based on the hypothesis of ammonia and false newrotransmitters. A vegetable diet is the diet of choice, since
vegetable proteins have a high biclogical value, contains non-ammonigenic essential amino acids, and contains
Jiber. The results of soy fermentation by Rhizopus sp can increase the nutritional value to make it easier for body
digestion.
Study aim

To determine improvements in hepatic encephalopathy by measuring the ammonium level and determining

the psychometric test in patients with liver cirrhosis receiving a tempe diet compared to those receiving a
lver diet (conventional diet).

Method

This is a random open clinical trial with a proporiional stratification according to the Child Pugh
criteria. Study subjects are patients with liver cirrhosis who are hospitalized at the Internal Medicine Ward
and ambulatory patients at the out-patient Gastro-heparology Polyclinic of Dr. Sarjito Public General
Hospiral, from January 1999 to May 2000. The trial was conducted for 20 days, where the first (trial) group
was given a tempe diet, while the second (control) group was given liver diet I/III (conventional). Measured

outcomes include peripheral blood ammonium level, and psychometric test using the Numeric Connection
Test (NCT).

Resuits

In the first group, we found a significant reduction of ammonium level in Child-Pugh A patients and
a non-significant reduction in Child-Pugh B/C patients, a non-significant psychomerric test improvement in
Child-Pugh A patients, and significant psychometric test improvement in Child-Pugh B/C patienis. In group

II: there is no significant difference in the changes in ammonium level or psychometric lest in patients from
both Child-Pugh categories.

Conclusion

A 20-day tempe diet can reduce ammonium levels and improve results on the psychometric test.
Key words: liver cirrhosis, hepatic encephalopathy, tempe diet, numeric connection test, Child-Pugh
: criteria

INTRODUCTION porto-systemic encephalopathy. It is a complex neuro-

Hepatic encephalopathy is found in 50-70% of patients ~ psychiatric syndrome characterized by depression of the
with liver cirrhosis.> Hepatic encephalopathy that occurs ~ central nervous system of various degrees, caused by
in liver cirrhosis is chronic in nature, and is alsoknownas  hepatic insufficiency. It is a reversible abnormality.**
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Chronic hepatic encephalopathy is characterized by
reduced daily activity, reduced intellectual function, or
psychomotor dysfunction, reduced EEG frequency,
increased ammonium level, and abnormal psychomotor
test resulis.*® Most of patients with hepatic
encephalopathy take the form of sub-clinical hepatic
encephalopathy (no clinical mental or neurological
abnormality, but abnormal psychometric test results). The
prevalence varies from 30-84%, depending on the Lype
of psychometric test and population. There is still no gold
standard for the diagnosis of sub-clinical encephalopathy.
There is an increased prevalence from Child Pugh A
from 14% to 45%.57

The pathogenesis of chronic hepatic encephalopathy
is as follows: there is an increase in amino acid transport
through the blood brain barrier, increased cerebral
energy metabolism, influence of neurotoxins produced
by intestinal flora, changes in cerebral
neurotransmitters, and other factors {mangan, H. pylori,
and reduced cholin/creatinine ratio).*

There are two basic principles in the management of
hepatic encephalopathy, which is generally based on the
pathophysiological background, and is associated with
the clinical type of encephalopathy (acute liver failure
encephalopathy, liver cirrhosis with a trigger factor,
chronic encephalopathy, and sub-clinical encephalopathy)®
The study is conducted mainly based on the ammonia or
false neurotransmitter hypothesis. Treatment based on
the ammonia hypothesis comprises of reducing ammonia
production (protein restriction, vegetable diet,
carbohydrate enema, lactulose, oral lactyliol, and oral
antibiotics), and increasing ammonia metabolism
(ornithine aspartate, sodoum benzoate, phenylacetate, zinc
supplementation). Therapy based on the false
neurotransmitter hypothesis takes the form of
administration of branched amino acid, levodopa,
bromocriptine, flumazenyl, disodium calcium edentate,
and sodium para-aminosalicyl acid.>4*

Tempe is a source of vegetable protein from the
fermentation of soybean by rhizopus. The protein
content after fermentation is better than prior to
fermentation, since there is an increase in free fatty acid
and the protein content is more easily absorbed. Tempe
has been proven to be beneficial in reducing cholesterol,
improving digestion, as well as anti-virus and
anticancer agents.>'® Vegetable proteins contain little
non-N- proteins, produces little ammonia, and is easily
tolerated by the body. Proteins that greatly produce
ammonia are glycine, serine, treonine, glutamine,
hystidine, lysine, and aspargine (many of which are found
in milk, eggs, and meat}).!

There is very few studies on the effect of dietary
regulation in patients with liver cirrhosis for prevention
of hepatic encephalopathy. This study aims to determine
improvements of hepatic encephalopathy by measuring
the ammonium level and conduct psychometric testing
on patients with liver cirrhosis receiving a tempe diet,
compared to those receiving the conventional (liver) diet.

MATERIALS AND METHOD

The study was conducted in the Internal Department
Ward and the Gasiroenterology Polyclinic at Dr. Sardjito
Public General Hospital, from January 199910 May 2000.
Study subjects were patients with liver cirrhosis
diagnosed based on the Subandiri critena and ultrasound
examination. The study was conducted as an open
clinical trial.

Inclusion criteria include: all patients with liver
cirrhosis who are in stabile condition, living in the
Yogyakarta Special Provincial Area. Exclusion criteria
included: correction for bleeding (hematemesis/melena),
renal failure (hepatorenal syndrome), severe infection,
electrolyte imbalance, liver malignancy, precomatous
conditions and hepatic coma. Patients that fulfilled the
criteria were given an explanation on the aim and
benefit of the study before they gave their consent and
signed the informed consent form.

The degree of severity is based on the Child Pugh
Criteria (A, B, and C) with laboratory evaluation
(albumin, bilirubin, and prothrombine time), ascites, and
the degree of hepatic encephalopathy. Ammonium
evaluation is conducted using the amicheck meter II, and
psychometric testing using the numeric connection test
(NCT).

Study subjects were stratified into 2 groups, those in
Child Pugh category A and those in categories B or C.
Subjects from each category were randomized using a
random table to determine the form of management. The
first (trial) group in each category received a soy tempe
diet (liver diet without meat proteins, with a protein
requirement met from 30-40 grams of tempe per day).
The second (control) group of each category was given
(conventional) liver diet II/IIT (liver diet with meat and
vegetable proteins). The tempe diet composition was as
follows: rice/rice porridge, vegetables, 100 grams of soy
tempe, fruits, 2 x 12.5 gram tempe milk (approximately
30-40 grams of protein). The second liver diet
composition was as follows: rice porridge, vegelables,
50 grams of meat/25 gram of egg, and fruit
(approximately 30 grams of protein). The third liver diet
composition is as follows: rice/rice pormidge, 100 gram
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of meat/egg, 50 gram of tempeh, vegetables, and fruit .

(approximately 50 grams of protein).

The study was conducted for 20 days. During
hospitalization, an expert nutritionist arranged the menu.
When the patient was ready to be released, the tempe
diet is continued at home in forms of the patient’s
preference, as long as it was in accordance with the
liver diet. The patient is monitored every 3 days. To
determine the dietary intake, there is a list to be filled by
nuiritionists or the patient’s family. Medications for liver
cirrhosis were continued.

The outcome measured was the ammonium level and
psychometric test results (NCT). In addition to changes
in the ammonium level (ug/dl) and the time required to
complete the NCT test {in seconds), the ammonium level
is evaluated using the' ammonium level classification by
Conn et al, 1984,° and classification of prolonged time
based on Sanyal et al, 1994.” The data were managed
using the computer program SPSS 6.0 for windows.
Ammonium levels and NCT test results were displayed
in the form of the mean and standard deviation, and were
analyzed using the t test and two-tailed test. On the other
hand, changes in ammonium level and prolonged NCT
test were analyzed using the non-parametric (x2 test,
Wilcoxon matched-pair, signed rank test). The sig-
nificance limit was p<0.05.

RESULTS

Sixty-three patients with liver cirrhosis consented to
participate in the study, 23 of which were classified as
Child Pugh class A, 28 as Child Pugh class B, and 12
patients in Child Pugh class C. Based on the random
table, the first (trial) group I consisted of 12 Child Pugh
A patients, 13 Child Pugh B patients, and 6 Child Pugh

C patients (with a total of 31 patients). The second
(control) group consisted of 11 Child Pugh A patients,
15 Child Pugh B patients, and 6 Child Pugh C patients
(with a total of 32 patients). The mean age of Child Pugh
B/C patients in group I was 55.18 + 10.8 years, and in
group IT was 56.17 + 13.65 years. For Child Pugh A
patients, the mean age was 54.73 + 10.20 years for group
I and 53.45 & 12.94 years for group Il. There were 4
patients excluded from the study, since | patient from
the first group of Child Pugh A patients suffered from
bleeding (hematemesis), while 3 patients had a
worsened condition (1 from Child Pugh C group II, 1
from Child Pugh B group I, and 1 from Child Pugh C
group I).

Table 1 demonstrates the results of ammonium level
and psychometric test (NCT) for each category and
group at the beginning (initial point) and at the end (final
point) of the study. The mean initial ammonium level in
group I Child Pugh A was 181.36 + 6448 ug/dl, while
the final ammonium level was 135.27 + 42.10ug/dl. This
demonstrates a significant reduction with a p of 0.0030.
The average ammonium level in group I Child Pugh A
was 152.0+42.41 ug/d], while the final ammonium level
was 170.55 + 48.41 ug/dl, demonstrating no significant
change (p=0.378). The average initial psychometric test
(NCT) in group I Child Pugh A patients was 44.55 +
16.79 seconds, while at the end of the study (the final
results) was 39.00 + 9.89 seconds, demonstrating no
significant change (p=0.114). The mean initial
psychometric test results (NCT) group 11 Child Pugh A
was 49.18 + 18.90 seconds, while the final results was
45.09 £ 24.25 seconds, demonstrating no significant
change (p=0.594).

Table 1. Ammaonium Level and Psychometric Test Results (NCT) and Liver Cirrhosis Patients Group | (trial) and

Group Il {control}

Group | Group |1
Initial Final E Initial Final p z
(5) (Cl 95%) () (C1 95%)
CPA .
- 181,36+64,48 135,27+42,1 0,030 11 152,0+42,4 170,55448,41 0,379 1
Amonia
(-46,09160,56) {5,394;86,788) {25,27164,15) (-63,318;26,227)
-NCT 44,56+16,79 39,019,89 0,114 49,18+18,9 45,09+24,25 0,594
(-6,4519,72) (-1,581;12,672) {-2,641+24,78) (-12,466;20,648)
CPBIC
- 216,88£77,15  183,0148,1 0113 17 277,05165,6 217,25188,22 0,163 20
Amonia
{-34,41183,36) {-1,78191,76) (-13,213;72,813)
-NCT 105,29168,99 76,34145,75 0,004* 109,35184,54 97,9468,18 0,075
{-28,35+:35,17) (10,263;46,442) {-8,28+25,97) (-1,261;24,161)
* p<0,05
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The mean ammonium Child Pugh B or C group 1
was 216.88 + 77.65 ug/dl at the beginning of the study
(the initial level} and 183.0 + 48.10 ug/dl at the end of
study (the final level), without any significant change
(p=0.113). The mean ammonium of Child Pugh B or C
group II was 247.05 + 65.60 ug/dl at the beginning of the
study (the initial level), and 217.25 * 88.22 seconds at
the end of the study (the final level), wilhout any
significant change (p=0.163). The mean psychomelric
test (NCT) of the group I in Child Pugh B and C was
105.29 + 68.99 seconds at the beginning of the study
(the initial level) and 105.29 + 64.54 seconds at the end
of the study (the final level), demonstrating a significant
change (p=0.004). The mean NCT test results of group
II Child Pugh B or C was 109.35 x 64.54 seconds at the
beginning of the study (the initial level) and 97.9 + 68.18
at the end (the final level), demonstrating no significant
change (p=0.075) (Table 1).

Changes in the ammonium level based on the
classification of ammonium level in Group I Child Pugh
class A patients demonstrated a significant change
(p=0.043, z=-2.0284), where at the beginning of the study

36% (4) were at the level zero, 18.2% (2) were at level
1, 27.3% (3) were at level 2, and 18.2% (2) were at
level 3; while at the end of the study the number changed
to 63.6% (7) for Jevel 0 and 36.4% (4) at level 1, while
for group 2 Child Pugh cases there was no significant
change (p=0.314, z=-1.007} (Table 2). In Child Pugh B/
C patients, there was no significant change (p>0.05) in
the two groups. (Table 2)

There was no significant difference in the change in
the time neceded to finish the psychometric test in
patients with Child Pugh A patients according to the
classification (levels) in each group (p>0.05). While in
the first group of Child Pugh B/C patients there was a
significant difference (p=0.018; z=-2.3664). At the
beginning of the study, there were 29.4% (5) in level 0;
17.6% (3) in level 1; 5.9% (1) in level 2; 11.8% (2) in
level 3, and 35.3% (6) in level 4, while at the end of the
study, there were 41% (7} in level 0; 5.9% (1) in level |;
11.8% (2) in level 2; 35.3% (6) in level 3; and 5.9% (1)
in level 4. While in group 1, no significant change was
found (Table 3).

Table 2. Changes in Ammonium Level in Group | (trial) and Group H (control) Patients With Liver Cirrhosis

Level Child Pugh A Child Pugh B/C
__{ugidl)
Group 1 (11) Group Il {11) Group [ (17) Group Il {20}
Initial Final Initial Final Initial Final Initial Final {%)
(%) (%) (%) {%) (%) (%) (%)
0(<150) 4(36.4) 7(63,6) 6(54,4) 5(454) 4(23,5) 3(17.6) - 3(25)
1(151-200) 2(18,2) 4(364) 4(36,4) 273 2A11,8) 9(52,9) 5(25) 6(30)
2{201-250) 327, - 1(9,1) 3(27,3) 7(41,2)  4(23,9) 5(25) 420}
3(251-300) - - - - 2(11,8) 1(5.9) 6(30) 3(15)
4(>300) - - - - 2{(11.8) 4(20) 4(20)
z=-2,0284 z=-1,007 z=1,5115 z=1,5724
p= 0,0043" p=0,314 p= 0,131 p= 0,116
* p<0,05

Table 3. Changes In Psychometric Tast Results In Group | {trial) and Group 1l {control) Patlents With

Liver Cirrhosls

Leve! Child Pugh A Child Pugh B/C

> time# Group I {11) Group Il [11) Group 1 (17) Group Il (20}

{second) initial Final [nitial Final Initfal Final Initial Final

% (%} (%) (%) (%) _{%) (%) (%)

0{=15) 7(63,6) 8(672,7) 6(54,5) 7{(63.,6) 5(29.4) 7(41,2) 3(15) 5(25)

1(i5-30) 1(9.1) 3(27.3} 2(18,2) 3(27.3) 3(17.6) i(5.9) 3(15) 2010

2(31-60) 3273 - 327.3) - 159 2(11,8) 4(20) 4(20)

3{61-120) - - - - 2{11,8) 6(35,3} 5(25) 5(25}

4(>120) - - - - 5(35,3) 1(5.9) 5(25) 4(20}
z=-1,1351 z=-0,5394 z=-2 3664 z=-1,6903
p= 0,249 p= 0,590 p= 0,018* p= 0,091

* p<0,05

#NCT tesi tima counls with prolonged tima in 30 second.

36

The Indonesian Journal of Gastroenterolagy Hepalology and Digestive Endoscony



- . . N R . . . . v v st ..- II{' I n - " o “
B .'u'lrr|“"4'|'|'ffi L L JE R R LV LA R 3 '
J1j

[ A B T e M R N SRR

| . . . . : : ! ! x'ule i 4

R ! :
hhf i |I|||'/

et
!
|

rl v
bl . ]
MMJ' JIII‘HF“ b .-In'
[ i
' "
ot v
b
Ve
i o " ;IIIII
|r| i ' 0

l“'lulj IIIIIII ' l BRI
! nill o f ,
YN (' Iilml ||'|r|'||||||| I ”l'l',‘.‘.’nli it

P|I|h'6nrJUie| ma uniuk’MuahI )

i i . : &MU I'“Clh
i mﬂlmpm /?Efelc%amplng Eksi‘rqpqumldal.u o
JLERUEN }J i YR Y %

' [
T

.J_.“- " "."‘ ' ']'” ' ll; "

H,JL);J iolog] g T Doypeti Mangerias]
Muel 2 MJm,m Yy . Moe-Mursiian peda Jezadacn:
ESVEL IS A

ey mm.wm;: Dispepsia Fungsinonal
SASTROINTESTINAL Gastroenteritis
' (,m.."""“l-.-... mll"'“ﬁl;m Pasca Bedah

Sl gl
- JIHUGfﬁFBJz T mmr . '

uwon okl . .
Gongguon matobolik lo [dinbeter) Into kSI kCISI @
{1*urwa, Tkolsiuen) Resficierop! soluren coma
Sntrylal s ﬁmmu'
Ohal-obet 4 ‘]
[:Irlutl"ﬁnjun i L
Peradangon i,

Racun [orsen)

Asgielsy chard Bizle Sarnplng)
m __ Elesiraoirainiclel]

I‘f

s

s g

| LAR | | . . . .

o //f ’..,“Er.”.“f Ju’ A Tidak Bgrmfut Lipofilik

Gm:T::'::m Jamrmbab Vometa tidak melewah sawar darah otak

1engahn & dolom

® Aksi Ganda
Sentral ; Menghombat impuls muntah di CTZ
Perifer : » Memperbaiki konfraksi
sflingter esotagus inferior
* Mempercepat
pengosongan lambung
«Memperbaiki akiivilgs
perstaltik anlroduo enum

]}ﬁl |
|

‘KOMPOSISI o
- "Vometa® Tablot Tiap toble! mengcndung Dnmpendon 10 mg.
- Vomota® Sirup , Tiop sendok Ieh {Sml} suspensi mengandung Domperidan 5 mg,
. Vomefn@ Drops Tup ml suspensu mengundung Domperidan 5 mg.
g INDIKAS[ ai : -
A .',Q = “Muul,.ﬁ-nunioh sendowu karena’ keloll'inn fungsiona! {mis: sposmoe pilores dan

h]snkhk}maup&m orgamk. |nroks|kusl karena inleksi, diet, atau oselonemia.
:‘u‘.'u ISlr\dmh\ duspeps«: yang sering’ diserldi pengcmngun lambung yong lombat

il '.'.' dongung p_adu ruﬂeksgnﬂromfugus
DOSIS ALt T
%\. " HI\TI"I'IU'H”'HIII l,l PTG '”\uuu\l' | S, e \‘\'.'.\'L'I‘
s~ ! \“.,.gr“\ i T U
p i . llllllﬂumuunlll\' l']\.llll-llll ].t"l'l"'lll"?ﬁ et O TN -M‘ '.||'|I‘|'-'|]I|1|tllll|
Tablet 3-4 kali, 1-2 Ioblet
sebelum makan i i
Syrup | 36 ﬂesb;ﬁﬁ?ﬁfu“k!f,ﬁ" KEMASAN : Vometa® Tablet: Kotak, 10 blister @ 10 lablet.
. Vometa® Sirup:  Boral @ &0 ml.
Drops ?eﬂe‘fﬂl}, Pn;kr‘;ﬂrlfkgﬂﬂ Vomela® Drops: Botol @ 10 ml.
w e ——— ,m“,_ T ——
ol ot AT '
R ALRUCR v ST Wb

Untuk mformnm 'Ieblh Ion|u1 hubungi :
PT. DEXA MEDICA

JI. RS. Falmawali Kavling 33, JAKARTA 12430. A I
Tel. {021} 750-9575, Fox. [0?1] 750-9581
HHp:/ o, dexa-medica.com )




Alterations in Blood Ammonium Leve! and Psychomelric Teslin Patients with Liver Cirrhosis after a Tempe Diel

DISCUSSION

The prevalence rate of hepatic encephalopathy reported
to the Department of Internal Medicine at Dr. Sardjito Public
General Hospital was 11.7%, with bleeding as the main
cause.™ In abroad, hepatic encephalopathy has not been
completely evaluated, and study had only been conducted
on factors supporting the hypothesis for hepatic
encephalopathy, which are increased ammopium levels and
abnormal psychometric testing unaccompanied by EEG
evaluation. A similar study with long term AARC
supplement has also been pecformed.®

According to the study on 20-day tempe diet, there was
asignificant reduction of ammonium level in Group I Child
Pugh A patients. Such results were in line with the
arnmonium level (z =-2.0284; p=0.043). Improverents in
psychometric testing donot demonstrate a significant change,
probably because in the two groups for Child Pugh A, most
of the results of the NCT test at the beginning of the study
was level 0, at 63.6% (group I, and 54.5% (group II).

The mean reduction in ammonium level in the first group of
Child Pugh B/C patients was 34.41 +83.36, while in the second
groupitis 1.78 :91.76. Butin the two groups, the reduction did
not show asignificant difference (p>0.005). Improvesments in
the psychometric test in group I Child Pugh B/C demonstrated
asignificant reduction to 28.35 + 35.17 seconds, p=0.004, while
in the second group there was no significant improvernent This
was also supported with improveroents in test resuits based on
thelevel (z=-2.3664; p=0.018).

During the study, there were no complaints (diarthea,
constipation, and vomiting). Only several patients complained
of nausea and vomiting after drinking the tempe milk, due
to an unpleasant aroma. Most patients feel better after
consuming a tempe diet. The limitations of this study is as
follows: inability to control other dictary intake, different
ability of patients to finish their tempe diet, boredom
towards a tempe diet after the patient returns home, and
limitations in instruments, money, and time for the study.

CONCLUSION

Based on the study resuilts we could conclude that
administration of a tempe diet for 20 days in patients with
liver cirthosis:

1. Could significantly reduce the ammonium level in Child
Pugh A patients and was not significant in Child Pugh
B or C compared to patients receiving the
{conventional) liver diet.

2. 'Was able to significantly improve the time needed for
the psychometric test in patients with Child Pugh B or
C compared to Child Pugh patients B or C receiving
the (conventional) liver diet.

Wolume 3, Number 2, August 2007

SUGGESTION

There are still need more specific study with doable
blind method. For anticipate study bias, the diet tempe with
consider the quality of tempe is needed for that study.
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