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Abstract:
Probucol in the treaiment of
non-alcoholic steatohepatitis:
A double-blind randomized

controlled study
Merat S MD, Malakzadeh R. MD, Sohrabi M MD,
Sotudeh M MD, Naserimoghaddam S MD, Agah Sh MD,
Samiei L, Gorji M
Tehran University of Medical Sciences

Background: A final step in the pathology of non-
alcoholic  steatohepatitis (NASH) is believed to be
oxidative damage to hepatocytes. Probucol is a lipid-
lowering agent with strong anti-oxidant properties. We
designed a double-blind randomized controlled study to
evaluate the effects of probucol in NASH.
Methods: Thirty sequential cases of biopsy-proven NASH
referring to 3 referral centers in Tehran were included in
the study. Viral, autoimmune and other hepatic diseases
were ruled out. No cases consumed alcohol. Subjects
were randomly allocated to either the treatment group or
to the control group by a 2 to 1 ratio. The treatment group
was given 500mg of probucol daily for 6 months, and the
control group, an identically appearing placebo.
Findings: A total of 27 cases completed the study. At the
end of the follow-up period, the mean AST and ALT levels
changed from 81.9 to 36.2 and 102.2 to 44.7 in the
treatment group and from 57.6 to 49.6 and 96.8 to 96.2 in
the control group respectively. The decrease in ALT level
in the treatment group as compared to the control group
was significant at the p<.005 level with a 95% confidence
interval of 20.2 - 93.7 U and remained significant after
adjusting for weight loss. Both AST and ALT levels
dropped to normal in 9 cases of the treatment group
(50%) but none of the control group (p=.01).
Interpretation: Probucol appears to be significantly
effective in decreasing the ALT levels in patients with
NASH as compared to placebo.
Key words: Non-alcoholic steatohepatitis, non-alcoholic
fatty liver disease, probucol
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Table 1: Initial data in 27 patients with NASH.*

Treatment group | Control group Total gl

N 18 9 27 5l ass aslllas 590 slacase;l SO o
Age (mean + SD, years) 363+9.1 359+12.3 36.2 £10.0 oS Vil @ 4l ceddle Jlis & olof
Sex (Male/Female) 14/4 72 21/6 sloul as ol bg o jlasay i Job g
Height (mean + SD, cm) 1719+ 8.5 166.6 £ 6.5 170.1 £ 8.2 Ssas Jeimals | S g lawg oMe ol
Weight (mean + SD, kg) 83.4+ 13.4 834151 | 834%13.7 || b — Spon adsljl lon Jy o, o
BMI (mean = SD, kg/m2) 28.1+3.6 302+6.5 28.8+49 h¥oas 09,8 o 5l 5 503 0,50 56 0
Follow-up (mean + SD, months) 59+0.2 57+0.5 59+0.4 ol 7zl andllas 5l gl 4 dogi e pue

ALT (mean % SD, IU) 102.2 +58.7 96.8+£389 | 1004522 || 9o, V) 5l Jiie )l VY g3ame o
AST (mean + SD, 1U) 81.9 £ 56.0 576329 | 73.8+50.2 || Ll 55 VA a5 wiols aalal | anlllas (3 #
ALP (mean + SD, IU) 148.7 +75.3 134.1+£72.3 | 143.6273.1 || 3Dk 05,5 au , &% g ley 09,5 4y
TG (mean + SD, mg/dl) 168.4 + 102.1 192.6+122.6 | 177.1 £108.1 || YFIY sl s ofilon aiisls olazs|
C (mean + SD, mg/dl) 177.5 + 68.0 184.7+30.5 | 180.256.1 || 3 (Jlw VA-0A o Bogamme ) 39 Jlo
HDL-C (mean + SD, mg/dl) 50.6+28.3 3542136 | 460254 || o shlap,Ssks YAA Ll BMI Sl
LDL-C (mean + SD, mg/dl) 102.9+45.5 1292+ 48.0 | 110.8%46.6 || o ,° Stz Ssldi 25— g0 S0
See text for abbreviations Sy ey Do BMI (i 295
*None of the differences between the treatment and control group were significant| AST/ALT olaxl »alia 5 (followu up)
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Table 2: Changes in variables of 27 patients with NASH after 6
months of treatment by probucol vs. placebo.*
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Treatment group | Control group P value (95% ClI)
Change in weight (mean, kg) -0.38 0.89 031(-38-13)
Change in ALT (mean, IU) -57.5 -0.6 0.004 (-93.7 --20.2)
Change in AST (mean, IU) 456 -8.0 0.067 (-78.2-2.9)
Change in ALP (mean, 1U) 225 62.6 0.4 (-139.8 - 59.6)
Change in TG (mean, mg/dl) -53 134 0.66 (-107.0 - 69.6)
Change in C (mean, mg/dl) -12.5 0.1 0.57(-58.6-334)
Change in HDL-C (mean, mg/dl) -17.8 0.8 0.16(-456-83)
Change in LDL-C (mean, mg/dl) 193 -5.4 0.38(-33.8-83.3)

obles ol Slallae oyl iy o .ol

See text for abbreviations

* Negative values indicate decreases after treatment
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Figure 2. ALT levels in NASH patients during 6-
month treatment by probucol vs. placebo
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