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TACTICS OF MANAGEMENT AND TREATMENT OF VIRAL HEPATITIS B IN
PREGNANT WOMEN

Zufarova Sh.A., Mirzaabdullakhozhieva O.U.
Tashkent Pediatric Medical Institute

v Resume

The etiological role of hepatitis B /HBV/, C/HCV/ and delta/HDV/ viruses has been proven in
the development of chronic viral hepatitis. Chronic viral hepatitis, as is known, is characterized by
the latency of the course, the predominance of inactive and inactive forms; only a part (up to 1/4) of
those infected on average for 20-30 years have the development of cirrhosis of the liver and there is
a risk of developing hepatocellular carcinoma. At the same time, combined infection with two (HBV
and HDV, HBV and HCV) or three hepatitis viruses accelerates the rate of disease progression. The
effect of pregnancy on the course of chronic viral hepatitis has been studied in a number of studies,
including a study conducted in our clinic. It has been shown that in most patients pregnancy does
not affect the course of the disease and does not pose a risk to the mother.

The course of chronic viral hepatitis in pregnant women is characterized, as a rule, by low
activity and the rarity of exacerbations, which are manifested by an increase in laboratory signs of
cytolysis and are observed more often in the first half of pregnancy or after its resolution.

This article extensively covers the issues of management, treatment and prevention of viral
hepatitis B in pregnant women.

Keywords: hepatitis B, pregnancy, virus, cirrhosis of the liver.

TAKTUKA BEJAEHUS U JIEYEHUSI BUPYCHOI'O 'EITATUTA B
Y BEPEMEHHBIX ) KEHIIIUH

3ygaposa Il A., Mupzaaboyinaxoacuesa O.Y.
TamkeHT neaAnaTpuIeCKuil MEAUIIMHCKUNA HHCTUTYT

v’ Pestome

B pazeumuu xponuueckozo eupycHozo zenamuma OOKA3aAHA IMUOSIOZUHECKAR POJIb GUPYCO8
eenamuma B /HBV/, C /HCV/ u oenvma /HDV/.

Xponuueckuii eupycHulil 2enamum, KAaK U36ECHIHO, XaPAKMEPUIYemca JameHmHOCHbIO
meuenus, npeodradaHuem HeAKMUBHLIX U MANOAKMUBHLIX Hopm; auwib y uacmu (0o 1/4)
uHpuuuposannvix ¢ cpeonem ¢ meuenue 20-30 nem naodnwoaemcs pazgumue yuppo3a nevyeHu u
umMeemcs pucK pazeumus 2enamoueinioiApHol KapyuHoMmbl.

Ilpu 3mom couemannan ungpexyus osyma (HBV u HDV, HBV u HCV) unu mpemsa eupycamu
2enamuma ycKopsaem memnovl HPOZPeccuposaniis 3a001e6anus.

Bnusanue depemennocmu na meuenue XpoHU4eCKO20 GUPYCHOZ0 2enaAmMuma Uzyuaiiocy 6 paoe
uccned08anuil, 8 Mom 4ucie 8 uccied06anuu, npoeeoeHHom 6 Hawiell kiunuke. Ilokazano, umo y
Oonbuiuncmea 601bHBIX GEPeMEHHOCHb He OKA3blédem 6MUAHUA HA MeueHue 3a001e6aHUs U He
npeocmaenaem pucka 0 mamepu.

Teuenue xponuueckozo 8UpycHo20 zenamuma y 0epemenHviX XapaKkmepusyemcs, KaKk npasuio,
HU3KOU AKMUBHOCMbIO U PEOKOCHbIO 000Cmpenuil, KOmopbvle RPOAGIAINMCA HAPACHAHUEM
Na0OpamopHbIX NPUHAKOE YUMOAU3A U HADII00AIOMCA Yauie 8 nepeoil noaosune depemMeHHocmu
Ul nOCT1e ee pazpeuienusl.

B oannon cmamwve wiupoxo oceewiaiomcsa 60npocyl 8e0eHuUs, JeHeHUsA U RPOPUIAKMUKU
eupycHozo zenamuma B y depemennvix dcenujun.

Knrouesan cnosa: zenamum B, 6epemennocms, eupyc, yuppos neuenu.
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XOMMJIAJIOP AEJITTAPIA BUPYCJIA TENTATUAT B HU BOIIIKAPHUIII BA TABOJIAIII
TAKTUKACH

Zufarova Sh.A., Mirzaabdullaxojieva O.U.
Toshkent pediatriya tibbiyot instituti

v’ Pestome

Cypyukanu eupyciau zenamumnunz pueoxcianumuoa zenamum B /HBV/, C /HCV/ u oenvma
IHDV/ supycrapununz smuonozux poau ucoomnanzan.

Cypyukanu eupyciau zenamum, MaviyMKu, KYPCHUHZ KeYUKUWIU, XaAPAKAUU3 64 XapaKamcus
WAKNIGPHUKZ YCMYHAuZY ounan maecugranadu; ypmava 1-4 iitun 0aeomuoa 10KmMupaniapHune
dakam oup rKucmu (20-30 Kucmuzaua) dcuzap yuppo3U PUBOHCIAHAOU 64 2ENAMOUEILIYAAD
KapcuHoma pueodicianuus Xaghu maexcyo.

Iy éunan 6upza, ukkuma (HBV u HDV, HBV u HSV) éxu yuma zenamum eupycu Ounau
oupnawmupunzan UHGEKUUA KACAINUKHUHZ PUCONCIAHUIL ME3TUSUHU Me3NAUMUPaou.

XOMUNAOOPAUKHUKZ CYPYHKAAU GUPYCAU 2eNAMUMHUHZ Keuuwiuza mavCcupu oup Kamop
MAOKUKOmMAApoa, dHCymaaoan, KIUHUKAMU3OA YMKA3u12an maokukomoa ypzauunzau. Kyneuna
bemopnapoa XomunadOpAUK KACAIIUKHUNZ PUGONCTIARUMWIUZA MABCUDP KUIMANOU 84 OHA2A XAGE
myzoupmaiiou.

Xomunaoop aénnapoa CypyHKaau eupyciu 2enamumHunZ Keuuuwiu, Kouoa mapurkacuoa,
CumoausHunZ aadopamopusn OencunapuHune Kynauuwiu Ounan  HAMOEH Oynaouzan 6a
XOMUNIAOOPIUKHUHZ OUPDUHUL APMUOA €KU YHU XA/l KUN2AHOAH KeUUH me3-me3 Ky3amunaouzau
nacm paonnuk 6a Ky32anuuiiaapHuHe KAMJAUSUHUHZ KAMAUZU OUlan magcugaanaou.

Yoy maxonaoa xomunaoop aénnapoa eupycnu zenamum B nu onué 6opuw, oagonaw ea
0J10UHU 071U Macananapu Kenz épumud depuzan.

Kanum cysnap: cenamum b, xomunaoopaux, eupyc, scuzap yupposu.

Relevance

C hronic viral hepatitis (CVH) B and C are socially significant infections that have become

widespread at the present time. More than 350 million people worldwide have CVH B, and more
than 1 million people die every year from chronic liver diseases, including cirrhosis of the liver (LC)
and hepatocellular carcinoma (HCC), caused by viral hepatitis B (HBV). In endemic areas where
carrier rates are >5%, most individuals become infected perinatally, through vertical transmission, or
in early childhood [1]. Hepatitis C virus (HCV) infection is the most significant public health problem
worldwide. It is estimated that more than 200 million people worldwide are currently infected with
HCV, most of them have a chronic infection [2].

Individuals infected with HCV serve as a reservoir for transmission to others and are at risk for
developing chronic liver disease, cirrhosis, and HCC. It has been established that HCV is determined
at 27% of CP and 25% of HCC worldwide. The rise in morbidity and mortality due to HCV that we
are now seeing is the result of the unprecedented spread of this pathogen in the 20th century.
Responsible for this increase is the prevalence of two factors: invasive therapy and injecting drug use
[3]. Although the most likely route of transmission is direct percutaneous exposure to HCV, several
studies demonstrate that sexual, familial, occupational, and vertical transmission may also play a role
[4].

The clinical picture of CVH B during pregnancy is characterized by a few symptoms [10, 11, 12].
According to our data, during the examination of 80 women with CVH, CVH B was confirmed in 22
(27.5%) and CVH C in 58 (72.5%). Clinical manifestations in the form of hepatomegaly and
extrahepatic signs (telangiectasia, spider veins), within the absence of complaints, were detected in
28% of women with CVH B and in 39% of women with CVH C, an increase in transaminase activity
was observed only in 6.1% and 5.6% of women with CVH B and CVH C, respectively.

Ultrasound examination of women with CVH B and CVH C reveals moderate diffuse changes in
the liver (55.4%), signs of chronic cholecystitis (41.9%), in isolated cases with CVH C, fatty hepatosis
is detected. 70% of women had a history of various medical and parenteral interventions.

When studying the obstetric and gynecological history, it was found that the majority of women
had repeatedly performed induced abortions: in 34% of women with CVH B and in 63% of women
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with CVH C. Cases of spontaneous miscarriages at various stages of pregnancy occurred in 22% and
31% of pregnant women with CVH B and CVH C, respectively.

The course of this pregnancy was complicated by the threat of miscarriage in 36.8% of pregnant
women with CVH B and in 49.1% of pregnant women with CVH C.

In the Doppler study of uteroplacental blood flow and fetal cardiotocography in the third trimester
of pregnancy, placental insufficiency (PI) was diagnosed in 52.2% of women with CVH B and in
68.4% of women with CVH C.

Premature birth ended in 39.1% of women with CVH B and 24.6% with CVH C. When studying
the characteristics of the course of labor, it was found that in 56.5% of cases with CVH B and in
43.8% with CVH C childbirth was complicated by premature rupture of the membranes. In 7.2% of
the surveyed women with CVH B and 6.3% with CVH C, an anomaly of labor was diagnosed in the
form of primary weakness.

When determining the virus genome using polymerase chain reaction in the third trimester of
pregnancy, positive results were diagnosed in 28% of women infected with HBV, and in 60% of
women infected with HCV [4]

Purpose of the study. To evaluate the effectiveness of the optimized complex prevention of
pregnancy complications in chronic viral hepatitis B with the inclusion of the hepatoprotector of
domestic production "Geptrong".

Materials and methods

The study involved 95 women whose pregnancy proceeded against the background of CHB. The
control group consisted of 60 pregnant women without hepatitis B. The age gradation of pregnant
women with HB varied from 18 to 40 years (Fig. 1), with a predominance of the frequency of
detection of HB at the age of 25 to 29 years (40%; 44 pregnant women). The average age of pregnant
women with hepatitis B was 28.5+0.3 years.

The diagnosis was established by infectious disease doctors and hepatologists based on the results
of a clinical examination, data from laboratory and instrumental research methods.

Result and discussion

As is known, dysfunction of the hormonal status during pregnancy, impaired capillary
permeability, which directly affect the decrease in the detoxification and protein function of women, in
some cases cause the development of toxicosis in pregnant women. The presence of a history of CHB
in pregnant women aggravates the severity of these disorders, which subsequently leads to the
development of cholestatic hepatosis in pregnant women and preeclampsia.

When analyzing gestational complications, we drew attention to the relatively high incidence of
early toxicosis - 2.2 times more in pregnant women with CVH than in healthy women (25.4% vs.
11.7% in the control group; P<0.05).

One of the key roles in the pathophysiological processes in CHB in pregnant women is the
presence of hypoxia. So according to Antonova T.V. “... that in chronic hepatitis B, at the peak of
metabolic disorders, a combination of signs of hypoxic, hemic, circulatory and histotoxic (tissue)
hypoxia is revealed, which, in turn, leads to anemia” [1]. According to various authors, the progression
of HB contributes to the development of an imbalance in red blood parameters [3, 4].

When analyzing the data obtained, we found that anemia in pregnant women with CHB was
observed in 64.7% of cases (90 patients out of 95 women), while among pregnant women with a
normal pregnancy, anemia was 2 times less common, amounting to 46.7% ( 28 out of 60 pregnant
women) (Fig. 2).

The presence of anemia in pregnant women with CHB indicates the presence of violations of
compensatory mechanisms in the cells of the red germ, in the future, these mechanisms trigger
pathological changes in the liver. In this connection, anemia can be one of the main risk factors that
lead to the development of liver dysfunction, and can also be a marker of the development of the
bottom pathological process.
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Picture. 2. The incidence of anemia in pregnant women
with CHB in a comparative aspect (%)

46,7

Laboratory examination of pregnant women with chronic hepatitis B revealed moderate
hyperbilirubinemia, unexpressed hypertransferasemia, dysproteinemia due to a decrease in albumin
(Table 1).

In the study of the protein-forming function of the liver, a decrease in the average indicators of total
protein by 1.4 times was noted in relation to the indicators of the control group (P<0.05).

The ALT and AST levels in the main group significantly exceeded those in the control group by
2.1 and 2.0 times (P<0.05), respectively.

ALP is tightly bound to the membrane of hepatocytes, and its high values in blood serum are the
result of impaired function of hepatocytes, the phenomenon of hepatotoxicity, damage to the liver
parenchyma. The average values of ALP in the main group increased by 1.6 times in relation to the
data in the control group (P<0.05).

The average level of bilirubin in the blood of pregnant women in the main group was 16.34+0.5
pmol/l and was 1.6 times higher than similar indicators in the control group (P<0.05).

Table 1.
Biochemical indicators of liver function among pregnant women with CHB
Indicators Control group Main group (n=95) Reliability of data
(n=60) between groups
Total protein, g/l 70,5+2,8 50,12+1,1 P<0,05
Albumin, g/l 53,5+1,6 44,18+0,9 P<0,05
Bilirubin total, pmol/l 10,1+4,2 16,34+0,5 P<0,05
ALT, U/ml 23,9+7,52 50,58+1,9 P<0,01
AST, U/ml 20,4+8,3 40,17+1,8 P<0,05
ALP, U/l 186,2+17,6 288,93+2,8 P<0,05
GGTP, mmol/l 28,9+4,6 48,05+2,3 P<0,05
LDH, U/L 308,1£22,6 497,31+£6,2 P<0,05
Glucose, mmol/I 3,8+1,06 4,55+0,07 -
Creatinine, umol/l 76,5+19,8 80,41+0,6 -
Urea, mmol/I 4,15+0,8 5,79+0,8 P<0,05

Albumin indices in the main group of pregnant women decreased by 1.2 times compared to the
control group (44.18+0.9 versus 53.5+1.6 g/1; P<0.05).
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In the main group, GGTP and LDH also exceeded the control values by 1.7 and 1.6 times (P<0.05).

An increase in the activity of ALT, AST, LDH enzymes confirms the syndrome of cytolysis and
hepatocellular insufficiency in pregnant women with CHB.

Thus, the analysis of the clinical and laboratory features of the course of CHB in pregnant women
indicates a mild deviation from the norm of liver function tests.

The study of liver density by ultrasound (ultrasound elastography) was carried out in 30 pregnant
women with CHB in the main group and in 20 pregnant women with normal pregnancy showed. The
results of liver fibroscanning - according to the results of elastometry, the following conditions are
diagnosed: FO - healthy liver; F1 - F3 degree of fibrosis; F4 - cirrhosis of the liver (Fig. 3).

When analyzing the data obtained, we managed to establish (Fig. 4) that the FO stage was noted in
16.7% of pregnant women (5 out of 30), F1 stage in 53.3% (16 out of 30), while F2, F3 degrees of
fibrosis were recorded in 20% (6 of 30) and 6.7% (2 of 30), F4 - cirrhosis of the liver was noted in
3.3% of pregnant women with CHB (1 of 30).
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Figure 4. Distribution of examined women during pregnancy depending on the stage of liver
fibrosis according to ultrasound data

The average liver density in the compared groups was 10.1+4.9 kPA (variation range from 4.2 to
25.1 kPA) in the main group, which was 2 times higher compared to the control group - 5.0+0 .5 kPa
(P<0.05).

Thus, in pregnant women with CHB, in most cases, not only functional disorders in the liver were
established, but also morphostructural changes in its parenchyma.
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At a further stage, we evaluated the effectiveness of hepatoprotective therapy among pregnant
women with CHB. The choice fell on the domestic drug "Geptrong"”, a drug with a proven component
as hepatoprotectors (in the instructions for drugs in the list of indications, fatty toxicosis and hepatitis
of various origins are indicated), and also due to the small number of publications on their clinical
effectiveness.

To assess the effectiveness of obstetric tactics in the main group developed during the study
(n=55), a comparative analysis of the course of pregnancy was carried out with a comparison group of
40 pregnant women with CHB. The features of the course of pregnancy in the main group were also
analyzed in comparison with physiological pregnancy in the control group (n = 60).

When assessing the level of enzymes ALT, AST, alkaline phosphatase, GGTP, LDH in the
dynamics of monitoring pregnant CHB, we found that these indicators reached the upper limits of the
norm in the main group, while in the comparison group these indicators were not significant in relation

to the initial data (Table 2)

Dynamics of biochemical indicators of liver function among
pregnant women with CHB

Table 2

Indicators Control group Main group (n=95) Comparison group (n=40)
(n=60) Outcome After Outcome After
treatment treatment
Total protein, g/l 70,5+2,8 49,5+1,2 68,242 1% 50,1+1,1 51,6+1,5°
Albumin, g/l 53,5+1,6 43,8+0,9 54,1+1,7 44,2+0,9 46,5+0,8
Bilirubin total, pmol/l 10,1+4,2 16,5+0,4 11,3+0,5 16,3+0,5 15,6+0,6
ALT, U/ml 23,9+7,52 50,7+1,8 29,2423 50,6+1,9 42,3+1,8
AST, U/ml 20,4+8,3 39,8+1,4 22,5432 40,2+1,8 35,6+1,7
ALP, U/l 186,2+17,6 286,5+2,2 191,3+7,6 288,9+2,8 | 165,3+3,2
GGTP, mmol/I 28,9+4.,6 47,9+1,8 32,3£2,6 48,14+2,3 41,3+2,4
LDH, U/L 308,1+22,6 498,2+5,6 307,5+4,9 497,3+52 | 435,6+4,9

In the dynamics of observation, we found that the inclusion of the drug "Geptrong" improves liver
function in the main group in 92.7% of pregnant women with CHB, as evidenced by biochemical
parameters characterizing liver function. In the comparison group, improvements in liver function
were recorded in 47.5%.

A differentiated approach to pregnancy management in the main group made it possible to reduce
the incidence of gestational complications in relation to the comparison group. Thus, the frequency of
threatened abortion decreased by 1.63 times by 29.1% (16 out of 55 pregnant women with CHB) in
the main group versus 47.5% (19 out of 40 pregnant women with CHB) in the comparison group. PE
was detected 1.2 times less often, and 2 times more often manifested in mild form - 85.5% (47 of 55
pregnant women) of mild forms in the main group versus 42.5% (17 of 40 pregnant women) in the
comparison group. In the main group, 61.8% had independent urgent delivery, 21.8% of pregnant
women were delivered by CS. In the main group, timely operative delivery was performed 1.6 times
more often (p=0.0018) in a planned manner (96.3%) than in the comparison group (60%).

Table 3
Pregnancy outcomes in observed pregnant women with CHB

Outcome of pregnancy Main group Comparison group Control group
n=55 n=40 n=60
n % n % n %
Term delivery 34 61,8 21 52,5* 60 100
preterm birth 5 91 11 27,5* 0 0
C-section 12 21,8 20*
Spontaneous miscarriage 4 7.3 0 0 0 0

Note: *p<0.05 compared to the main group
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In the comparison group, 27.5% of pregnant women were delivered prematurely, which is 3 times
more often (p = 0.0098) than in the main group (9.1%), of which 75% - the main indication for early
delivery was the progression of placental insufficiency (FI), which was not observed in the main group
(p=0.0014) (Table 3).

The frequency of PE acted as one of the causes of premature operative delivery in the comparison
group was 16.4%, which is 4.6 times more often than in the main group (3.6%).

Conclusion

In all observations, both in the main and in the comparison group, live newborns were born.
Height-weight indicators and assessment of the condition of newborns in the main group were
significantly higher than in the comparison group (p>0.05).

In the comparison group, 17.5% of newborns had a body weight at birth less than 2500 g with
individual fluctuations from 820 to 2430 g and prematurity by weight from I to IV degree, which is 3.2
times more often than in the main group (5.5 %). All premature newborns in the comparison group
were diagnosed with respiratory distress syndrome (SDR) and ischemic-hypoxic CNS damage, which
required transfer to mechanical ventilation and further treatment in the intensive care unit. In newborns
of the main group, it was 2 times less likely to require mechanical ventilation and resuscitation.
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