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ABSTRACT

Objective: To assess the effect of BMI and smoking on liver function.

Materials and methods: Case- series study was conducted to assess the relation between liver function
tests(aspartate amino transferace (AST), alnine amino transferace (ALT), Alkaline phosphatase, lactate
dehydrogenase (LDH), protein albumin and billirubin), and BMI and smoking in 1020 apparently healthy
persons using commercially available kit.

Results: Significant direct relationship between liver enzymes activities, serum total protein and globulin and
BMI were observed. Albumin, bilirubin and A/G ratio values were decreased by increasing BMI. Significant
relation was observed between the mean activity of (AST) and cigarette smoking. Significant inverse
relationship was observed between mean values of total protein, albumin, globulin and bilirubin with cigarette
smoking

Conclusion: serum enzymes activities of (AST, ALT, ALP and LDH), total protein and globulin had direct
positive relationship with BMI, while albumin, A/G ratio and total bilirubin had inverse relationship. Smoking
has a significant effect of on AST, total protein, albumin, globulin and total bilirubin, while doesn't affect ALT,
ALP, and LDH.

Keywords: Liver function tests and BMI, liver function tests and smoking.

Al il g e cpdaill g acad) ABS Jalaa il

) gana Jladl Le B gai i Glise dba

&)« d@}d\ﬁuulg “,\.ES\K.AS cslaansl) &Jé *% Jua gall cwﬂ\é#‘ "aﬁﬁm ‘Zu’):lﬂ\ sloasl) Baa g *
LAY
A el g e Al g anad) AU Jalea il sl sciagl)
it gdl) a3 eV el JU i ) Cpal) JU 33 dallad) 2SI Cailda g and (uld Q3 sdand) (kg 3 ga
VoY 8 il g anall QIS Jelas g () staall G sl «JY 5 sl 3805 o s saed) A 30 Y a3l gac all
A (Jillaw) Jee 3ae aladiuls bojald adlu jad s
O sl s YU o anald) ABS Jalras a0l g 1811 g SI) (45 50l 9 2SI oy 35) illlad (4 B pilae A8e & jeda il
) GaeY) JBG a5 Alad Jane (s & sine ABe Calia o) aneal) Jalas ABS 335 ae ili AJG Ay 6] jiuall
Ol aa o) jteall G Bl (ol s sISH 5 JY N 5 ASH (55 a8 Jas sie (g ApuSe Ao 2 ga g L gl il
o) A JU Y eae il alin gl ol ) JB i Ll el JI ey ) clllad sclaliiay)
Loy pnenll ABS Jalna gn 3kl Dl 283le Led Gl g IS0 5 ASU (g pal) o iall i g8l ¢ DY sl S5
Ol st 5 JY 315 i lansl) 2 JBG s 3] e 5l Al il daule A8e L) o) ieall oy Bl s AJG A JY 3
el 5ilins gall oy 33l 5 ) 8D g 33 (e i Y e o jhaall (i sl
o) g Al Cailda g ol A camsal) ABS Jalaa 5 20 il g ol Lia) sdgalidal) cilalsl)

48 Ann Coll Med Mosul December 2018 Vol. 40 No. 2



The relation of body mass index and smoking with..

INTRODUCTION
E nzymes pattern in liver disease includes the
assay of aminotransferases (AST, ALT),
alkaline  phosphatase (ALP) and lactate
dehydrogenase (LDH) activity. AST is found
primarily in the heart, liver, skeletal muscle, and
kidney, whereas ALT is found primarily in the liver
and kidney with a lesser amounts in heart and
skeletal muscle." The highest activities of these
enzymes are caused by any acute liver damage.”
ALP enzyme is involved in the metabolic transport
across cell membranes. The response of the liver
to any form of biliary tree obstruction is to
synthesize more ALP.? LDH, as it involves in
glucose metabolism, is present in all living cells.
Elevations are especially high in toxic hepatitis with
jaundice.* Serum albumin concentration is widely
regarded as an index of hepatic synthetic function.
Extreme hypergloblinaemia is characteristic of
chronic active hepatitis.l Serum bilirubin, in the
liver, is bound to ligandin (Y protein) and it is
actively transported to the smooth endoplasmic
reticulum where it is conjugated with glucuronate,
a process catalysed by uridyl diphosphoglucuronyl
transferase (UDPGT) Then it is secreted by active
processes into the bile canaliculi.” Our study aims
to assess the effect of body mass index and
smoking on these liver functions tests.

MATERIALS AND METHODS

Subject: the 1020 participated subjects were
apparently healthy individuals, 650 males and 370
females, age range 18-73 years ( mean+SD 34+
10.8). All subjects were medically examined for
signs of liver diseases and informations were
obtained regarding their height, weight and
smoking whatever the duration and number of
cigarette smoking at the time of examination, and
the body mass index (BMI) was calculated as
weight kg/height m2. BMI less than 18.5 kg/m2 is
regarded as underweight, 18.5-24.9 kg/ m? normal
weight, 25-29.9 kg/m2 over weight, 30-39.9 kg/ m?
obese, and more than 40 kg/m2 is regarded as
gross obesity.6 Fasting blood samples were
obtained between 8:30 and 10:30 a.m. Samples
were analyzed directly for liver enzymes or stored
at-20°c until other analysis were done. All
biochemical analyses were performed at the
Department of Biochemistry, Mosul College of
Medicine, Iraq. The reagents kits for serum AST,
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ALT and LDH measurements were purchased from
Randox, (UK), for serum ALP and serum total
protein measurements from Biomerienx, (France),
for serum albumin measurement from Bicon,
(Germany) and for serum direct and total bilirubin
measurements from Biomaghreb (Maghreb).

Statistical analysis: Standard statistical methods
were used to determine the mean, standard
deviation (SD), standard error (SE), coefficient of
variation (CV) and range (minimum-maximum). Z
test was used to compare the results for various
biochemical parameters among subjects in
different groups. Duncans test was used to identify
group (S) responsible for statistical difference
through comparison.

RESULTS

The study group was subclassified into 5
subgroups according to age and sex as presented
in Table 1.

Relationship between the biochemical liver
function tests and body mass index (BMI): the
BMI was into 5 subgroups, Table 2.

Liver enzymes relation to BMI: Table 3 shows
the results of liver enzymes presented as mean *
SE according to BMI. Statistical F test revealed
significant relationship between the mean enzymes
activities and BMI (F=40.9, P<0.001) for AST,
(F=22.6, P<0.001) for ALT, (F=13.1, P<0.001) for
ALP and (F=10.9, P<0.001) for LDH. Duncan's test
also revealed significant relation of mean enzymes
activities with BMI. The mean values of enzymes
activity were directly proportional to BMI.

Serum total protein, albumin, globulin and A/G
ratio relation to BMI: Table 4 shows the results of
serum total protein, albumin, globulin and A/G ratio
presented as meantSE according to BMI.
Statistical F test revealed a significant relation
between total protein albumin , globulin and A/G
ratio with BMI (F=3.73, P=0.005) for total protein,
(F=4.05, P=0.003) for albumin (F=2.31, P=0.005)
for globulin, (F=2.44, P=0.045) for A/G ratio.
Duncan's test revealed also significant relation
between the above parameters and the BMI. The
mean values of total protein and globulin were
increased by increasing BMI, while those of
albumin and A/G ratio were decreased by
increasing BMI.
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Serum indirect, direct and total bilirubin
relation to BMI: Table 5 shows the results of
indirect, direct and total bilirubin according to BMI.
Statistical F test revealed significant inverse
relation with BMI (F=4.56 P=0.001) for total (F=6.3
P=0.003) for the direct and (F=3.5 P=0.001) for the
indirect bilirubin. Duncan's test also revealed
significant inverse relation between total, direct
and indirect bilirubin with the BMI.

Relation of smoking to the biochemical liver
function tests: since there was no female
smokers in the study subjects, the effect of
smoking on the different biochemical liver function
tests was studied in male only. Table 6 shows
the relation of smoking on the studied
parameters. It is apparent that there was
significant increase in AST activity among
smokers than that of non-smokers with P values
of 0.006 and 0.0001 respectively. A significant
inverse relationship was noticed between total
protein, albumin and globulin with  cigarette
smoking with p value 0.0001 for total protein and
albumin and P value 0.02 for globulin. Another
inverse significant relationship  was observed
between cigarette smoking and the concentration
of total bilirubin and direct bilirubin with P-value
<0.001.

The relation of body mass index and smoking with..

Table 1. Distribution of subjects according to age and

sex.
Age Sex Number %
(years)
M 156 15.3
18-25 F 60 5.9
M 242 23.7
25-35 F 120 11.7
M 175 17.2
35-45 F 114 11.2
M 46 45
4555 F 40 3.9
M 31 3.1
55-65 F 36 35
Total 1020 100

Table 2. The study groups according to body mass

index (BMI).
Grou
accordir?é to No. % BMI (kg/mz)
BMI (kg/ m?) Mean+SD
<185 7 0.7 18+0.3
18.5-24.9 484 47.4 22.9+1.45
25-29.9 414 40.6 26.5+£1.35
30-39.9 109 10.7 31.5+1.5
>40 6 0.6 36.5+1.0
Total 1020 100.0 25.33+3.23

Table 3. Comparison of the mean liver enzymes activities according to BMI using Duncan's test (data are presented as

mean + SE).

BMI AST ALT ALP LDH
Kg/m? No. (UIL) (UIL) (UIL) (UNL)
<185 7 12.4+ 1.8 ab 89t11a 38.2t59 a 98.6+4.5 a
18.5-24.9 473 9.90.2 a* 9.9+0.2 a 52.8+0.8 b 122.8+15b
25-29.9 402 11.9+0.2 ab 10.940.2 ab 56.8+0.9 b 131.9+1.8 b
30-39.9 109 14.30.4 b 13.440.4 bc 64.5:2.1 be 142.643.2 b
>40 6 18.0+0.7 ¢ 155+1.1c 74.915.0 c 141.5+3.4 b
Total 997 11.2620.1 10.740.1 55.8+0.6 128.6+1.2

* Different letters vertically mean significant difference at P< 0.05. In vertical column, different letters (a,ab,b,and c) more significant than

the same letters(a,b,b,b,)

Table 4. Comparison of the mean values of serum total protein, albumin, globulin and A/G ratio according to BMI (data
are presented as mean + SE).

BMI Total protein Albumin globuline .

(Kg/m?) No- (/L) (/L) (/) AIG ratio
<18.5 7 71.6+2.9 a* 43.1+1.0b 27.8+x1.8 a 1.55+0.7 b
18.5-24.9 484 73.8+0.3 b 42.6+0.2 ab 31.1+0.2 b 1.38+0.01 a
25-29.9 414 72.6+0.3 ab 42.1+0.2 ab 30.5+0.2 ab 1.440.01 a
30-39.9 109 73.3+0.6 b 42.3+0.4 ab 31.0+0.4 b 1.42+0.02 ab
>40 6 73.2+3.1Db 41.0+15a 32.0+2.2b 1.35+0.08 a
Total 1020 73.4+0.2 42 5+0.1 30.8+0.1 1.39+0.06

*Different letter vertically mean significant difference at p<0.05
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Table 5. Comparison of the mean values of indirect, direct and total bilirubin, according to BMI using Duncan's test (data

are presented as mean + SE).

BMI Bilirubin (umol/L)

(Kg/ m?) No- Total Direct Indirect
<18.5 7 10.5+1.9c 1.9+0.4 c 8.6x1.6 C
18.5-24.9 484 9.4+0.2 b 1.6+0.04 b 7.8+0.1 b
25-29.9 414 9.2+0.2 b 1.2+0.04 ab 8.0+0.1b
30-39.9 109 8.5+0.4 ab 1.2+0.08 ab 7.3x0.3 a
>40 6 7.8+1.2 a* 0.8+0.3 a 7.0+0.8 a
Total 1020 9.1+0.1 1.4+0.03 7.7+0.09

*Different letters vertically mean significant difference at p<0.05.

Table 6. Comparison between different parameters of liver function tests in nonsmokers and smokers using Z test (data

are presented as mean +SD).

Parameter Nonsmoker No. Smoker No. Z P

AST (U/L) 10.7+4.1 369 11.5+3.8 264 2.73 i
ALT (U/L) 10.6+4.1 369 11.1+4.1 264 1.30 NS
ALP (U/L) 55.2+19.8 369 56.3+18.6 264 0.82 NS
LDH (U/L) 130.4+33.9 369 132.8+34.5 264 0.72 NS
Total protein (g/L) 75.2+5.8 377 72.616.3 273 5.03 rkk
Albumin (g/L) 43.7+£3.6 377 42.2+4.2 273 4.74 e
Globulin (g/L) 31.2+4.1 377 30.5+3.9 273 2.31 *

Total bilirubin (umol/L) 9.1+2.5 377 7.4+2.5 273 6.76 e
Direct bilirubin (umol/L) 1.7+0.9 377 1.1+0.7 273 5.48 rkk

NS: not significant, *: mildly significant at p <0.05, **: moderately significant p<0.01, ***: highly significant p<0.001.

DISCUSSION

The current study showed that all liver enzymes
had significant relationship with BMI. The mean
enzyme activity was directly proportional to BMI.
Another study of 21000 subjects attending the
BUPA medical center in London reported
significant relation of liver enzymes with BMI.’
Comparable results were reported elsewhere.®9*°
Predicted increased fatty liver associated with BMI
lead to increase hepatic enzymes level, also most
of these enzymes present in other organs like
skeletal muscles, so increased BMI leads to
increase these enzymes. A study of 528 obese
subjects in Belgium reported significant higher
mean serum liver enzyme activities (AST, ALT and
ALP) but remained within laboratory reference
values."* However, no significant relation of LDH
with BMI was found in females by other report from
working group which measured the reference
intervals for serum enzymes.*

In the current study, the mean values of serum
albumin decreased while that of globulin increased
along with increasing BMI; this is in agreement
with the results published by Wingerd and
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Sponzilli13 who explained the increase of globulin
concentration by the fact that the concentration of
lipoproteins is expected to increase with weight.
The effect on albumin is difficult to rationalize, and
if increasing weight usually leads to higher serum
lipid this might cause slight systematic changes.*?

Serum indirect, direct and total bilirubin in the
current study showed significant inverse
relationship with BMI. Bilirubin consumption occur
in obesity which associated with increase
inflammation and oxidative stress and bilirubin
presenting antioxidant and antiinflammatory.**

The current study showed that smoking
associated with an increase in enzymes activity of
AST with (p=0.01) which agreed with other study7
and this may be attributed to the fact that cigarette
smoke contains a large variety of compounds
including many oxidants and free radicals that are
capable of causing a pro- oxidant/ antioxidant
imbalance in the blood and tissues of smokers, so
hepatocellular damage leads to release of
enzymes into the circulation.”® No significant
relation of smoking was found on the enzyme
activity of ALT, ALP and LDH and this may be
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related to duration, amount and type of smoking.
Wannamethee and Sharper (2010) also not
advocated the relation of smoking with the activity
of these enzymes.'® There was significant relation
of smoking with the decreasing level of total
protein, albumin and globulin among smokers with
p<0.001 for both total protein and albumin and
p<0.05 for globulin. Similar results were reported
by others.™® These findings could be attributed to
the suggestion of Holt'’,1973 and Green®, 2002)
that smoking may result in the impairment of
response and immuno surveillance and this may
contribute to the increased prevalence of chronic
bronchitis and carcinoma among smokers.

The current study also showed a decrease in
total and direct bilirubin level among smokers with
p<0.001 which in agreement with a study by Van
Hoydonck and his coworkers, 2001.* Bilirubin,
which is a bile pigment is generally regarded as
waste product of haem catabolism. However, it
has been suggested that bilirubin may have an
important role as endogenous antioxidant and is
destroyed by reactive oxygen species.*The
observed low bilirubin concentration might be the
result of an overconsumption of bilirubin by free
radical species related to cigarette smoke.'’
Another possible mechanism which can determine
serum bilirubin concentration is hepatic UDPGT
activity.” Cigarette smoke is known to induce
UDPGT activity by which hepatic UDPGT is
inversely related to serum bilirubin concentration.”*

CONCLUSION

Increased BMI and obesity had adverse effect on
liver enzymes as AST, ALT, ALP, LDH, total
protein and globulin were increased in direct
positive relationship with BMI, while albumin, A/G
ratio and bilirubin had inverse relationship with
BMI. Smoking also adversely affect liver activities
in a significant increase of AST, total protein,
albumin, globulin and total and direct bilirubin.
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