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Monitoring of patients with chronic hepatitis B without liver cirrhosis
while determining the tactics of treatment
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Aim. The purpose of the work is to reveal the features of CHB without liver cirrhosis when assessing the need for the appointment  Key words:
of antiviral therapy for the implementation of the State Target Program; to compare the criteria for monitoring CHB patients  chronic hepatitis B,
without cirrhosis in existing international recommendations. antiviral agents.

Material and methods. When assessing the features of the course of CHB in 286 patients without cirrhosis, the recommendations )

of NICE (2013) and WHO (2015) were taken into account to determine the need for antiviral treatment, which is the basis of :gtl";_"ii'?z) 215220
the clinical protocol in Ukraine. The work analyzes the international guidelines for monitoring CHB patients without cirrhosis: ! ’

the American Association for the Study of the Liver Diseases (2016), the European Association for the Study of the Liver  DOI

(2012), the National institute for Health and Care Excellence (2013), World Health Organization (2015). ;8-1122‘7233{12432131237-

Results. In the work, we analyzed the features of the course of CHB without cirrhosis using criteria for the distribution of Emall
patients depending on the indications for antiviral treatment, which are set out in the clinical protocol in Ukraine and are based  gyaokonzsmue
on the international recommendations of NICE (2013) and WHO (2015). It is shown that 8.0 % (23 of 286) of patients require  gmail.com
priority antiviral treatment according to laboratory criteria. The course of CHB in these patients is characterized by more

frequent astheno-vegetative manifestations, more pronounced cytolytic syndrome and more frequent detection of HBeAg.

Among 38.1 % (109 of 286) patients with CHB without cirrhosis with a low viral load <2000 IU / ml, which is not recommended

for antiviral drugs, one third has cytolytic syndrome (34.3 %), one tenth is HBeAg-positive (10.5 %), and one fourth has liver

fibrosis of F 2-3 stages (27.3 %), which requires an improvement in the monitoring of these patients. The analysis of international
recommendations showed complex and different approaches to monitoring CHB patients without cirrhosis of the liver when

deciding on the appointment of antiviral treatment. The AASLD recommendations (2016) differ from the others in the mandatory
determination of the patient’s HBeAg status and the clearly established norm of ALT. The EASL (2012) recommendations do

not require mandatory determination of HBeAg status, with the main criterion being the amount of HBV-DNA in the blood.

NICE recommendations (2013) determine the mandatory identification of a combination of factors in addressing this issue,

taking into account the patient's age, viral load, the severity of the cytolytic syndrome. WHO recommendations (2015) are

the most adapted for countries with limited resources.

Conclusion. When using the recommendations of NICE 2013 and WHO 2015 among 38.1 % of CHB patients without
cirrhosis with a low viral load <2000 IU/ml, which is not recommended for antiviral therapy, 34.3 % have cytolytic syndrome,
10.5 % are HBeAg-positive, and 27.3 % have liver fibrosis F 2-3 stages, which makes it necessary to improve monitoring of
these patients. Monitoring CHB patients without cirrhosis in determining the need for antiviral treatment in the world remains
a complex issue and has no unambiguous approaches to the solution, as evidenced by the existence of several international
clinical recommendations: AASLD 2016, EASL 2012, NICE 2013, WHO 2015.
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MeTa po6oTu — B13Ha41TK 0co6nMBoCTi nepebiry XpoHiuHoro renatuty B (XIB) 6e3 umpo3y neviHku npy ouiHioBaHHI Heob-
XiZHOCTi NPU3HAYEHHs NPOTUBIPYCHOTO NiKyBaHHS B paMkax BUKOHaHHS [lepxaBHOI LiinboBOi Nporpamu Ta 3iCTaBuUTV KPUTEPIT  Maronoris. - 2018. -

LLIOZ10 MOHITOPUHTY XBOPUX Ha XI'B 6e3 Lypo3y NeviHkv B YUHHKX MiXKHAPOAHWUX PEKOMeHOALSX. T. 15, Ne 2(43). -
C.215-220
Matepianu Ta metoaum. Npy BU3Ha4eHHi ocobnmeocTein nepebiry XIMB y 286 nauieHTiB 6e3 LMpo3y nediHku BpaxoByBanm

pekomergauii NICE (2013) ta WHO (2015) ans ouiHoBaHHA HeOOXigHOCTI NpyU3HaYeHHs MPOTUBIPYCHOTO MiKyBaHHS, SiKi €
OCHOBOHO KMiHIYHOTO NpoTokony B YkpaiHi. 3aiicHUnM aHania MixHapoaHUX PEKOMEHAALN OO MOHITOPUHTY XBOPUX Ha
XI'B 6e3 umposy neviHku: American Association for the Study of Liver Diseases (2016), European Association for the Study of
the Liver (2012), National institute for Health and Care Excellence (2013), World Health Organization (2015).

PesyniraTu. BukoHanu aHania ocobnveoctelt nepebiry XI'B 6e3 umpo3y nediHkv Npy BUKOPUCTaHHI KpUTEPIIB pO3noginy XBOpUX
3aneXHo BiZ NOKa3aHb 10 ETIOTPONHOTO NiKyBaHHS, Ski BUKNaAeHi B KMiHIYHOMY MpOTOKofi B YkpaiHi Ta rpyHTyoTbea Ha MixHa-
poaHux pekomergauisx NICE (2013) ta WHO (2015). MNokasaHo, o 8,0 % (23 i3 286) xsopux noTpebytoTb NepLIOYeproBoro
MPU3HAYEHHS NPOTUBIPYCHOTO NiKyBaHHS 3a CyKyrHICTH0 NlabopaTopHux 03Hak. Mepebir XI'B y uyx nawjieHTiB xapakTepusyeTbest
YacTiLUMMK acTEHO-BETETaTUBHUMM MPOSIBaMU, BINbLLOK BUPA3HICTIO LIMTOMITUYHOTO CUHAPOMY Ta Hal4acTilLoW LMPKYIsi-
uieto B kpoi HBeAg. Cepen 38,1 % (109 i3 286) xsopux Ha XI'B 6e3 Lmpo3y NeviHkn 3 H13bKUM BipYCHUM HaBaHTaXEHHAM
<2000 IU/ml, sikMm Npu3HaYeHHs1 NPOTMBIPYCHNX 3acOBiB HE PEKOMEHIYETHCS, KOXEH TPETIN Mae LUTOMITUYHWIA CUHAPOM
(34,3 %), koxeH pecatuin HBeAg-noantneHuii (10,5 %), a koeH yeTBepTuin Mae ibpoa neviHku F 2-3 cTyneHis (27,3 %),
Lo noTpebye yaA0CKOHANEHHS MOHITOPUHTY caMe Lix NauieHTiB. AHania MiXkHapoAHMX pekoMeHAaLin NoKa3aB fOCUTb CKIaaHi
Ta pi3Hi NiZXoaM LOAO MOHITOPUHIY XBopuX Ha XI'B 6e3 umposy neviHkv npy BUPILLEHHI NUTaHHS WOAO NpU3HAYeHHs npo-
TUBIpyCHOro NikyBaHHs. PekomeHpauii AASLD (2016) BigpizHstoTbCs Bif iHLLMX 060B'3k0BMM BU3Ha4YeHHsIM HBeAg-cTaTycy
XBOPYX Ta YiTKO BCTAHOBIIEHO Mexeto HopManbHoro piBHs AnAT. PekomeHpauii EASL (2012) He nepenbadatotb 060B's13koBe
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BU3Ha4eHHs HBeAg-cTaTycy, Npu LibOMY rOfIOBHUM KpUTEpIEM BBaxatoTb KinbkicHui BmicT HBV-DNA B kpoBi. PekomeHgauii
NICE (2013) nepenbayatots 060B’A3K0Be BU3HAYEHHS NEBHUX KOMBIHALLi hakTopiB NPy PO3B’s3aHHI LibOro NUTaHHS 3 ypa-
XyBaHHSAM BiKy NaLliEHTIB, PiBHSA BIpYCHOrO HABAHTaXXEHHS!, BUPA3HOCTI UMTOMITUYHOIO cuHapomy. Pekomengauii WHO (2015)
€ HanbinbLL afanToBaHUMM ANs KpaiH 3 0BMEXeHUMI pecypcamu.

BucHoBku. Mpu 3actocysarHi B YkpaiHi pekomeraauinn NICE 2013 ta WHO 2015 cepen 38,1 % xsopux Ha XI'B 6e3 umposy
MEYiHKW 3 HU3bKUM BipYCHUM HaBaHTaxeHHam <2000 IU/ml, skum npuaHadeHHst NpoTUBIPYCHIX 3aco6iB HE PEKOMEHOYETLCS,
34,3 % matoTb uuToniTMIHUA cuHapoMm, 10,5 % HBeAg-nosutusHi, a 27,3 % matotb ¢hibpoa neviHkv F 2—3 cTyneHis, wo notpebye
YLOCKOHAMNEHHs1 MOHITOPUHTY came Lnx naLlieHTiB. MoHiTopuHr xBopux Ha XI'B 6e3 LuMpo3y neviHkv Npu po3B’a3aHHi NUTaHHS
LL010 MPU3HAYEHHST MPOTUBIPYCHOTO JTikyBaHHS! B CBITi 3anuLwaeTbCst NPOBNEMHUM i HE Mae OfHO3HAYHVIX NIAXOAIB 4O BUPILLEHHS,
LU0 NiATBEPMIKYE HAsIBHICTb KiNbKOX MiXKHApOAHMX KniHiYHMX pekoMmeHaauin: AASLD 2016, EASL 2012, NICE 2013, WHO 2015.

MoOHUTOPUHT 60AbHbIX XPOHUYECKUM renaTtutom B 6e3 uuppo3a neyeHu
npu onpepAeAeHUU TaKTUKU Ae4YeHUA

E. B. PabokoHb, A. b. XenemeHauk, 0. K. PabokoHb

Llenb pa6oTbl — ycTaHOBUTbL 0COBEHHOCTM XpoHUYeckoro renatuta B (XI'B) 6e3 uyppo3sa neveHu npu oLeHke Heobxoanmo-
CTW Ha3HaYeHMs! NPOTUBOBMPYCHO Tepanumn B paMKax BbIMonHeHUs [ocyaapCTBEHHOM LeneBoi NporpaMmMbl U COMOCTaBUTb
KpUTEpUM MOHUTOPMHTa GorbHbIX XI'B 6€3 LMppo3a neveHm B CyLLECTBYHOLLMX MEXOYHAPOAHbIX PEKOMEHAALMSIX.

Matepuanbi u MeTogbl. [pu oueHke ocobeHHocTeln TedeHns XI'B y 286 naumeHToB 6e3 LMppo3a NeYeHn YYTeHbI pEKOMEH-
fdaumm NICE (2013) n WHO (2015) ans oueHku HeobXxoaMMOCTW HasHa4YeHUs NPOTUBOBMPYCHOTO JIEYEHNS!, KOTOPbIE SBMSAKOTCS
OCHOBOW KITMHWNYECKOro NpoTokona B YkpauHe. [NpoBeaeH aHanua MexayHapoaHbIX PEKOMEeHAALMIA MOHUTOPKHIA BOMbHbIX
XI'B 6e3 umpposa neyveHu: American Association for the Study of Liver Diseases (2016), European Association for the Study
of the Liver (2012), National institute for Health and Care Excellence (2013), World Health Organization (2015).

Pesynkrathl. MpoaHanuavpoBani 0Co6eHHOCTM TedeHus XI'B 6e3 uyppo3a neyYeHn npy UCMonb3oBaHUM KpUTepres pac-
npegenexns 6onbHbLIX B 3aBMCUMOCTM OT MoKa3aHUi K NPOTUBOBUPYCHOMY NTEHEHUIO, KOTOPbIE U3MOXEHbI B KNMHNYECKOM
npoTokone B YkpanHe 1 6asupytotcs Ha mexayHapoaHbix pekomeHaaumsx NICE (2013) n WHO (2015). MokasaHo, 4to 8,0 %
(23 13 286) naumeHToB TPebYIOT NEPBOOYEPEAHOrO HAa3HAYEHNS NPOTUBOBMPYCHOTO NEYEHNst N0 COBOKYNHOCTM Naboparop-
HbIX kpuTepues. TedeHne XIB y aTux nauMeHTOB XapakTepuayeTcs bonee YacTbIMW aCTEHO-BEreTaTyBHLIMU NPOSBIEHNAMM,
6onee BblpaxeHHbIM LIUTONUTUYECKUM CHHAPOMOM 1 Gonee yacTbiM obHapyxeHnem HBeAg. Cpean 38,1 % (109 us 286)
6onbHbIx XIB 6e3 uMppo3a NeyveHn ¢ H13KoW BUPYCHOM Harpyakor <2000 |U/ml, koTopbIM Ha3HaveHne NpOTUBOBMPYCHbIX
npenapaTtoB He PEKOMEHAYETCS, Kaxabl TPETUN UMEET LIMTONUTUYECKUI CUHAPOM (34,3 %), kaxabli AecaTblii HBeAg-noau-
TMBHbIN (10,5 %), @ KaxabIi YeTBepTbI UMeeT nbpo3 nevern F 2-3 ctaguin (27,3 %), 4To TpebyeT ycoBEpLLIEHCTBOBaHMS!
MOHUTOPUHIAa UMEHHO 3TWX NaUMEHTOB. AHaNN3 MeXayHapoaHbIX PeKOMEHAALIMI NoKa3an CroXKHbIe 1 pasnnyHbIe NoaXoab!
K MOHWUTOPMHIY GonbHbIX XI'B 6e3 umppo3a neyeHun Npu peLleHun BOMpoca O HasHaYeHU NPOTUBOBUPYCHOTO NeYeHNs.
Pekomergauum AASLD (2016) otnnyatotcst oT apyrux obsizatenbHbiM onpegeneHneM HBeAg-cTatyca naumeHTa 1 YeTko
ycTaHoBneHHo Hopmoii AnAT. Pekomergaumm EASL (2012) He TpebytoT obsizatensHoro onpegenequns HBeAg-cTatyca,
NPV 3TOM [MaBHbIM KpUTEPUEM BbIABUraeTcs konndecteeHHoe cogepanne HBV-DNA B kposu. Pekomergaumm NICE (2013)
npegonpenensioT obs3arensHoe ycTaHoBNEHWe KOMBVHaLMM onpeaeneHHbIX hakTopoB NpK PELLEHN AaHHOMo BOMpoca ©
y4eTOM BO3pacTa NauueHTa, BUPYCHO Harpy3ku, BbIPaXXEHHOCTW LUTONKUTUYECKOoro cuHapomMa. Pekomergaumnn WHO (2015)
ABNSAOTCS Hanbornee afanTMpoBaHHbLIMK ANS CTPaH C OrpaHNYeHHbIMI Pecypcamu.

BbiBoabl. [Mpu ucnons3osaHum B YkpanHe pekomergaumin NICE 2013 n WHO 2015 cpeam 38,1 % GonbHbix XI'B 6e3 umpposa
NEYeHN C HU3KOW BUpYCHOI Harpyakorn <2000 [U/ml, KoTopbIM Ha3Ha4YeHWe NPOTUBOBMPYCHO TEpanun He peKoOMeHayeTcs,
34,3 % vmetot umTonuTMyeckuin cuiapom, 10,5 % HBeAg-nosutusHel, a 27,3 % umetoT ¢ubpos neyenn F 2-3 cragui,
470 0BYCNOBNMBAET HEOOXOANMOCTb YCOBEPLLEHCTBOBaHUS MOHUTOPWHIA UMEHHO 3TUX NauMeHToB. MOHUTOPUHI 60MbHbIX
XI'B 6e3 unppo3a neyeHy Npum peLleHnr Bonpoca o NPOTUBOBUPYCHOM fleYEHUM B MUPE OCTAeTCs NPO6neMHbIM U HE UMEeET
OAHO3HAYHbIX MOAXOLOB K PELLEHMI, YTO MOATBEPXKOAETCS CyLLECTBOBAHMEM HECKOIbKMX MEXAYHAPOOHBIX KIMMHNYECKNX
pekomerpaumii: AASLD 2016, EASL 2012, NICE 2013, WHO 2015.

Chronic hepatitis B (CHB) remains a topical issue of modem
infectology. In the world, there are about 400 million patients
with CHB, among which in 5 years, cirrhosis is formed in
2-20 % of patients, and the cumulative risk of hepatocellu-
lar carcinoma is 2-5%. Annually in the world as a result of
diseases of the liver, associated with HBV-infection, up to
2 million people dies [1,2]. Despite the presence of antiviral
agents for the treatment of patients with chronic hepatitis
B, complete eradication of the HBV virus is impossible due
to the formation of covalent-continuous DNA (cccDNA) in
the nucleus of infected hepatocytes. In addition, the genome
of HBV integrates into the host cell genome, which determines
the carcinogenic effect of the pathogen. Today, hepatocellular
carcinoma is one of the main problems for patients with HBV

216 ISSN 2306-8027  http://pat.zsmu.edu.ua

infection, as it can develop even in patients who have received
effective treatment [3].

The risk of developing liver cirrhosis and hepatocellular
carcinoma in the course of CHB is dependent on viral load
[2,4]. Therefore, the main aim of the treatment is to lower
the level of HBV-DNA in the blood lower than the level of
determination [5,6], which allows to improve the quality and
life expectancy of patients by preventing the development
of liver cirrhosis and its complications, hepatocellular car-
cinoma and premature death [7]. Therefore, WHO's global
strategy is aimed at eliminating viral hepatitis as a threat
to public health [8].

Monitoring CHB patients without liver cirrhosis and
solving the problem of appointing an antiviral treatment to
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these patients in the world is difficult and has no unambigu-
ous approaches to the solution. Currently, there are various
international clinical recommendations for the selection
of patients with CHB for antiviral therapy (AVT), namely
the recommendations of the American Association for
the Study of Liver Diseases, the National Institute for Health
and Care Excellence, World Health Organization [7,9-11].

In Ukraine, viral hepatitis occupies one of the dominant
places in the structure of infectious pathology due to the de-
gree of negative impact on the health of the population and
the extent of the incidence. Thus, in 2012, 20 346 patients
with CHB (including the first diagnosis of 3245 in their lives)
were registered in the State Healthcare Center of Ukraine
Ministry of Health Statistics; 19 459 and 3084 patients
were registered respectively in 2014. From 2013, the State
Target Program for the prevention, diagnosis and treatment
of viral hepatitis [8] has been implemented in Ukraine, for
which the clinical protocol for monitoring and treatment of
patients with CHB was created and subsequently updated
[12]. The clinical guidelines outlined in the clinical protocol
are based on the International Recommendations NICE
(2013) and WHO (2015).

Aim of the work

To determine the features of the course of chronic hepa-
titis B without liver cirrhosis in assessing the necessity of
appointing an antiviral treatment within the framework of
the State Target Program and to compare the criteria for
monitoring patients with chronic hepatitis B without liver
cirrhosis in existing international recommendations.

Material and methods

286 adult patients with CHB without liver cirrhosis were ex-
amined in the hepatological center of the Communal Institu-
tion «Regional Infectious Clinical Hospital of Zaporizhzhia
Regional Council». Men were 163 (56.9 %), women — 123
(43.1 %). The age of the patients ranged from 18 to 71
years and amounted to 36 (31; 48) years. Duration of CHB
in patients without cirrhosis of the liver from the moment
of diagnosis was 7 (3; 12) years. All patients underwent
a quantitative determination of HBV-DNA in the blood
by polymerase chain reaction, and the activity of ALT in
serum was evaluated in the dynamics of observation. In
the majority of patients (213 —74.5 %), a determination was
made for serum HBeAg, in each tenth patient (34 - 11.9 %)
the degree of liver fibrosis was assessed by non-invasive
methods (FibroTest or elastography). Criteria for exclu-
sion from the study were the presence of liver cirrhosis,
co-infection with other hepatotropic viruses and human
immunodeficiency virus. The patients were inspected with
written informed consent.

In determining the characteristics of the course of
CHB in patients without liver cirrhosis, we have taken into
account the recommendations of NICE (2013) and WHO
(2015) to assess the need for antiviral treatment (AVT),
which are the basis of the clinical protocol in Ukraine [12].
According to this protocol, AVT is primarily indicated to
patients with CHB without liver cirrhosis in the presence of
a combination of the following factors: age up to 30 years
old, viral load of HBV-DNA >20000 1U/ml, and persistently
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elevated ALT activity without taking HBeAg status into
account. When monitoring other patients with chronic
hepatitis without cirrhosis of the liver, the main criterion for
further consideration of the recommendations of etiotropic
treatment is to determine the viral load with a limit of 2000
|U/ml. If patients have a HBV-DNA level >2000 IU/ml,
the AVT is considered to be prescribed in the presence of
moderate or over-expressed inflammatory-necrotic process
and/or hepatic F2-F3 degree fibrosis. Treatment with
antiviral drugs for patients with CHB insufficiency without
cirrhosis of the liver with a low viral load of <2000 1U/ml is
not recommended; these patients continue their dynamic
observation every 6 months.

In order to find out the features of the course of CHB
in patients without cirrhosis of the liver with the application
of the above mentioned criteria for the selection of patients
for AVT, a comparison of the main clinical, anamnestic, bio-
chemical and virological parameters in patients with CHB
of different groups was performed. Patients were divided
into groups: Group | — 23 patients with a set of signs: age
up to 30 years old, viral load of HBV-DNA >20000 1U/ml,
steady increased activity of ALT; Group Il — 109 patients
with viral load >2000 1U/ml; Group Il — 154 patients with
HBV-DNA levels <2000 [U/ml.

A comparison of the criteria for monitoring CHB pa-
tients without liver cirrhosis was performed in accordance
with the international recommendations of the American
Association for the Study of Liver Diseases (AASLD),
the European Association for the Study of the Liver (EASL),
the National Institute for Health and Care Excellence
(NICE), World Health Organization (WHO) [7,9-11].

Statistical processing of the obtained data was carried
out using the prevailing base of the examined patients
with CHB in the program STATISTICA® for Windows 6.0
(StatSoft Inc., No. AXXR712D833214FANS). The research
results are presented as Me (Q,; Q,,). For the reliability
assessment of the difference in quantitative characteristics
between the samples the Mann-Whitney criterion was used,
and for the qualitative characteristics — the chi-square
method (x?).

Results

According to the results of the comparative analysis of
groups of patients with CHB without cirrhosis of the liver,
depending on the availability of relevant criteria prior to
the appointment of AVT, it has been established that factors
such as the duration of the disease and the presence in
the case of history of an earlier transmitted acute hepatitis
B did not affect the level of viral load and were recorded
with the same frequency among patients of the studied
groups. CHB was characterized by the appearance of
clinical manifestations only in a small number of patients,
with statistically significant differences only occurred when
comparing patients in Groups | and Ill. Clinical symptom-
atology of patients of Group | that had a combination of
laboratory features for the primary appointment of AVT
was characterized by a more frequent appearance of
astheno-vegetative syndrome manifestation (26.1 % vs
5.8 %, x*=10.57, P <0.01), unlike patients with a low viral
load <2000 IU/ml, for which antiviral therapy has not been
indicated. In addition, the severity of the cytolytic syndrome
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Table 1. Clinical, anamnestic and biochemical parameters of patients on chronic hepatitis B without liver cirrhosis

Patients with CHB without liver cirrhosis
(Groupl(n=23) | Groupl (n=109) Group Ill (n = 154)

Age of patients, Me (Q,; Q,;) 26 (23; 28) 37 (33; 48)* 39 (33; 55)*
Patients up to 30 years old, abs (%) 23 (100 %) 9 (8.3 %)* 19 (12.3 %)*
Acute hepatitis B in case of history, abs (%) 3(13.0 %) 15 (13.8 %) 19 (12.3 %)
Duration of CHB, Me (Q,; Q) 7(2;16) 7(3;12) 6(4;12)
Complaints, in particular: 6(26.1 %) 22 (20.2 %) 17 (11.0 %)*
general weakness 6 (26.1 %) 8 (7.3 %) 9 (5.8 %)*
heaviness in the right hypochondrium 3(13.0 %) 16 (14.7 %) 15 (9.7 %)
arthralgia - 2(1.8%) -
Activity of ALT, mmol/h, Me (Q,; Q,5) 1.75 (1.28; 2.20) 0.68 (0.68; 1.36)" 0.68 (0.55; 1.26)*
Stable normal ALT level, abs (%) - 60 (55.0 %) 101 (65.6 %)
Increase ALT to 3 norms, abs (%) 16 (69.6 %) 32 (29.4 %)* 36 (23.4 %)*
Increase ALT from 3 to 10 norms, abs (%) 7(30.4 %) 17 (15.6 %) 16 (10.4 %)*
Increase ALT above 10 norms, abs (%) - - 1(0.7 %)

*: the difference is significant (P < 0.05), compared with patients in Group I.

Table 2. Virological parameters and the degree of expressiveness of liver fibrosis in patients with chronic hepatitis B without liver cirrhosis

Patients with CHB without liver cirrhosis
|GroupI(n=23) | Groupli(n=109) Group Ill (n = 154)

Quantitative HBV-DNA content in the blood, 1U/ml 1.0 x 108(1.3 x 10% 1.1 x 108) 4.1x10%(6.8 x 10% 2.1 x 10%)* 7.5x10%(4.1 x 10% 1.0 x 10%)*.,

HBeAg-positive patients, % (abs) 73.7 % (14 of 19) 22.5 % (18 of 80)* 10.5 % (12 of 114)*.
HBeAg-negative patients, % (abs) 26.3 % (5 of 19) 77.5 % (62 of 80)* 89.5 % (102 of 114)*..
Liver fibrosis F 0—1, % (abs) 75.0 % (3 of 4) 68.4 % (13 of 19) 72.7 % (8 of 11)

Liver fibrosis F 2-3, % (abs) 25.0 % (1 of 4) 31.6 % (6 of 19) 27.3% (3 of 11)

*: the difference is significant (P < 0.05), compared with patients in Group I; **: the difference is significant (P < 0.05), compared with patients in Group II.
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was higher in patients of Group | compared to patients in
Groups Il and IlI, primarily due to the higher proportion
of patients with elevated ALT activity from 3 to 10 norms.
When comparing the clinical and laboratory parameters
of the CHB in patients without liver cirrhosis of the Group
Il, for which the issue of the appointment of AVT should
be considered, and those in Group ll, for which etiotropic
treatment is not recommended, there are no statistically
significant differences in the studied parameters, however,
among patients in Group Ill 34.3 % (53 out of 154) had
elevated ALT activity in the blood (Table 7).

In the analysis of virological parameters in patients
with CHB without cirrhosis of the liver, the differences in
the viral load of the studied groups proved to be logical,
since the level of increase of HBV-DNA in blood was one of
the criteria for the formation of patient groups. However, it
should be noted that the rate of detection of positive HBeAg
in serum was related to the level of viral load and was
the highest in patients of Group |, compared with patients
in Group Il (73.7 % vs 10.5 %, x? = 41.31, P < 0.0001),
and with patients in Group Il (73.7 % vs 22.5 %, x* = 18.38,
P <0.001). In addition, a statistically significant difference
was observed in the incidence of HBeAg-positive patients
and in the comparison of Groups Il and Ill (22.5 % vs
10.5 %, x? = 5.16, P < 0.01). However, in the presence of
clear statistically significant differences in the virological
parameters in the patients of the studied groups, the pro-
portion of patients with different stages of liver fibrosis was
the same in patients with CHB without cirrhosis of the liver
of the studied groups (Table 2).

Taking into account that among patients in Group I,
which is not recommended for AVT, every third had labo-
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ratory signs of cytolytic syndrome — 34.3 % (53 of 154),
every tenth patient was HBeAg-positive — 10.5 % (12 of
114), and more than one in four had liver fibrosis F 2-3
degrees — 27.3 % (3 of 11), existing criteria for monitoring
patients with chronic hepatitis without cirrhosis of the liver
require further improvement.

Discussion

Existing International Recommendations [7,9—11] demon-
strate rather complicated and different approaches to
monitoring CHB patients without cirrhosis of the liver when
deciding on the appointment of AVT. It should be noted
that all the International recommendations have the same
approach only for patients with HBV-associated cirrhosis
of the liver. Namely, in the presence of cirrhosis of the liver
both compensated and decompensated, when detected
in the blood of HBV-DNA, regardless of its quantitative
content, nucleoside analogues based on tenofovir or
entecavir are assigned.

The most difficult is monitoring of patients with CHB
without liver cirrhosis using the recommendations of
the AASLD (2016) [9]. These recommendations differ from
other mandatory definitions of HBeAg-status of patients
and clearly defined levels of ALT activity, which should be
considered as the norm for males and females, respec-
tively, different from the reference values of laboratories.
According to the recommendations of AASLD (2016), when
monitoring CHB patients, the HBeAg status of the patient,
the level of ALT activity in the serum, the level of viral load
and, in some cases, the results of the morphological ex-
amination of the liver, are to be taken into account in order
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to decide on the appointment of AVT. Antiviral treatment for
patients with CHB impairment without liver cirrhosis, which
is HBeAg-positive, is performed under the condition of his-
tological evidence of significant liver damage and viral load
>20000 IU/ml. Treatment of patients with antiviral agents
in HBeAg-negative CHB without cirrhosis of the liver is
carried out under histological evidence of significant liver
damage and viral load >2000 |U/ml. It should be noted
that according to the criteria of AASLD (2016), the upper
limit of the norm for the activity of ALT for patients with
chronic hepatitis B should be 30 U/l for men and 19 U/L for
women, regardless of the reference values of this indicator
offered by the laboratory. In this case, the preparations for
antiviral therapy are pegylated interferons and nucleoside
analogues (tenofovir or entecavir).

It is known that HBeAg, the determination of which is
mandatory in patients with CHB according to the recom-
mendations of AASLD (2016), plays a significant role in
modulating the immune response, reducing the efficacy
of the T-cell line [13]. However, it should be noted that
after the introduction of compulsory vaccination of children
against hepatitis B worldwide, the proportion of HBeAg
negative and the proportion of HBeAg-positive significantly
increases in the structure of patients with CHB. This is due
to anincrease in the number of older age groups in patients
with CHB who previously had an infection with HBeAg/
anti-HBe seroconversion during the course of the disease
[13]. Itis believed that with steady increased activity of ALT
in blood in patients with CHB virus seroconversion occurs
on average in 8-12 % of patients per year [14]. It should
be noted that according to our research, HBeAg-negative
patients with CHB disease without liver cirrhosis, which
accounted for 79.3 % (169 of 213), were significantly su-
perior. In modern literature, there are other explanations
for HBeAg/anti-HBe seroconversion in the course of a
natural course of the disease. Some studies have shown
that the HBV genotype may have a certain effect on
the rate of HBeAg/anti-HBe seroconversion, in particular,
when infection with the genotype B HBV, seroconversion
occurs more rapidly than with infection with the genotype
C HBV [15]. Taking into account the different frequency of
registration of individual genotypes of HBV in the world and
different efficacy of CHB, American researchers suggested
identifying the HBV genotype for differentiated use of etio-
tropic agents [16], but these data were not included in any
international recommendation. In addition, there are mutant
HBV strains that have lost the ability to express HBeAg
due to mutation of the pre-core/core site, but retained high
replicative activity. Often, these mutations are associated
with genotypes C and D HBV, which are more commonly
recorded in Asia and Southern Europe, which also explains
the more frequent registrations of HBeAg-negative HCV
in patients from these regions. The effect of this mutation
on the natural course of HBV infection has not yet been
fully understood, but there are reports of more aggressive
course of the disease in these patients [13,17]. In most
cases, HBeAg-negative CHB is characterized by levels of
HBV-DNA >2000 1U/ml, preserving necrosis-inflammatory
changes in the liver and instability of the course [18].

The determination of the quantitative HBV-DNA content
in the blood is a key criterion for addressing the issue of AVT
in patients with CHB without liver cirrhosis in EASL (2012)
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[7] recommendations, which do not imply the mandatory
determination of HBeAg status in addressing this issue.
According to these guidelines, AVT should be prescribed
to patients with a viral load >2000 1U/ml, signs of severe
necrotic-inflammatory activity of the pathological process in
the liver and/or elevated ALT above the upper limit of nor-
mal. At the same time, if patients with CHB without clinical
and laboratory signs of liver cirrhosis have a combination
of such factors as the level of viral load >20000 |U/ml and
increased activity of ALT more than twice the upper limit of
norm, AVT should be prescribed without biopsy results liver.
The EASL Recommendations (2012) also allow the phy-
sician to choose an antiviral agent between the pegylated
interferon and the nucleoside analogue (tenofovir or ente-
cavir). According to these recommendations, the continued
reduction of HBV-DNA in the blood to the smallest <2000
IU/ml, ideally even <60 IU/ml, is a satisfactory end-result,
since it is clearly associated with improved prognosis [7].

The international recommendations of NICE (2013)
on monitoring CHB without cirrhosis of the liver provide
for the mandatory determination of certain combinations
of factors when addressing the issue of the appointment
of AVT, namely: the age of patients >30 years, in which
the viral load reaches >2000 IU/ml in combination with
increased activity of ALT. At the same time, if the age
of patients <30 years and the viral load >2000 [U/ml is
combined with the increased level of activity of ALT, it
is necessary to take into account the degree of severity
of necrotic-inflammatory changes and the stage of liver
fibrosis [11]. However, if the level of HBV-DNA >2000 U/
ml in the blood is combined with pronounced inflammatory
and fibrotic changes in the liver, AVT should be prescribed
without considering the age of the patients and the level of
ALT activity. In these recommendations, there is another
indication for the appointment of AVT in patients with CHB
without cirrhosis of the liver, namely, in the presence of a
viral load >20000 [U/ml, in conjunction with an increase in
the activity of ALT in the blood, the age of the patients and
the results of liver biopsy do not matter.

Unlike other International Protocols, NICE recommen-
dations (2013) clearly define antiviral drugs for the first and
the second lines. For the treatment of patients with chronic
hepatitis without liver cirrhosis, the first line drug should be
pegylated interferon-a2a with a fixed duration of treatment
for 48 weeks. The anti-viral agents of the second line are
nucleoside analogues based on tenofovir or entecavir.

In 2015, WHO new recommendations were published
on monitoring and treatment of patients with CHB, which
are most adapted for countries with limited resources [10].
According to these recommendations, for patients with CHB
in the absence of clinical manifestations of liver cirrhosis,
older than 30 years of age, having stable ALT activity
and viral load levels above >20000 IU/ml, AVT should be
prescribed. WHO recommendations (2015) have another
provision for the appointment of AVT in patients without
liver cirrhosis, especially if the definition of HBV-DNA is
inaccessible, the appointment of AVT is possible for all
patients with elevated ALT activity. According to the WHO
protocol (2015), only nucleoside analogues with high re-
sistance barrier (tenofovir or entecavir) are recommended
for antiviral therapy, which effectively inhibit the replication
of HBV-DNA but are not capable of causing elimination of
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the pathogen as it is not possible to affect the covalently
closed circular DNAin a nucleus that is a matrix in the tran-
scription of viral RNA, in connection with which treatment
is long and potentially life-long.

Unlike other International Recommendations, the WHO
protocol (2015) does not even consider the possibility of
treating CHB patients with pegylated interferons, but the fi-
nal part of this document focuses on certain benefits of
such treatment, namely the fixed duration of treatment and
the likely higher rate of HBsAg. The pegylated interferons
were excluded from the consideration in these guidelines,
since their use is less feasible under the conditions of limited
resources (higher cost of treatment and laboratory control).

Conclusions

1. In the monitoring of patients with CHB without liver
cirrhosis, only 8.0 % (23 of 286) require prior appointment of
antiviral therapy in combination of laboratory features (age up
to 30 years, HBV-DNA>20000 IU/ml, steady-increased activity
of ALT) according to the existing clinical protocol in Ukraine
established on the basis of the recommendations of NICE
2013 and WHO 2015. The course of CHB in these patients is
characterized by more frequent astheno-vegetative syndrome
manifestation, a higher severity of the cytolytic syndrome and
the most frequent circulation of HBeAg in the blood.

2. Among 38.1 % (109 of 286) patients with CHB
without cirrhosis of the liver with a low viral load
<2000 1U/ml, for which the purpose of AVT is not recom-
mended, every third has cytolytic syndrome (34.3 %), one
of ten has HBeAg-positive (10.5 %), and one of four has
liver fibrosis F 2—3 degrees (27.3 %), which requires further
improvement of monitoring of these patients.

3. Monitoring CHB patients without liver cirrhosis in
solving the issue of the appointment of antiviral treatment
in the world remains a rather complicated issue and does
not have unambiguous decision-making approaches,
confirming the existence of several International Clinical
Recommendations (AASLD 2016, EASL 2012, NICE
2013, WHO 2015).
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