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TeHodoBUp Ans npodunakTukn renatuta B.

Few data are available regarding the use

of tenofovir disoproxil fumarate (TDF)
during pregnancy for the prevention of
mother-to-child transmission of hepatitis
B virus (HBV)

In this trial, we included 200 mothers
who were positive for hepatitis B e
antigen (HBeAg) and who had an HBV
DNA level higher than 200,000 U per
milliliter. Participants were randomly
assigned, in a 1:1 ratio, to receive usual
care without antiviral therapy or to
receive TDF (at an oral dose of 300 mg
per day) from 30 to 32 weeks of
gestation until postpartum week 4; the
participants were followed until
postpartum week 28. All the infants
received immunoprophylaxis.

[lepenaya oT MaTepen ¢ BbICOKOU BUPYCHOW Harpy3Kowu.

Mario gaHHbIX OTHOCUTENBHO UCMONb30BaHUSA
ansonpokcundgymapat TeHogosupa (TDF) Bo
BpemMs bepeMeHHOCTM AN NpodnnakTUKu
nepenayn BUY ot maTtepu k pebeHky Bupyca
renatuta B (HBV).

B aTtom nccneposaHum mbl Bknrodmnnm 200
MaTepen, KOTopble OKa3anuchb
NONOXUTENbHBLIMWN HA renatuTt B e aHTureH
(HBeAg) n kotopbit nmen yposeHb HBV [HK
Bbiwe, 4yem 200 000 ME Ha munnvnuTp.
YyacTHUKM BbIni paHAOMU3NPOBaHbI B
cooTHoweHnn 1: 1, 4ToBbl NONYYUTb OObLIYHOE
neyeHue 6e3 NPOTMBOBUPYCHOW Tepanum unu
ans nonyyeHna TDF (nepopanbHo B ao3e 300
Mr B AeHb) oT 30 go 32 Heagenb
BepeMeHHOCTN 4O NOCNepPOaoOBOro 4-i
Hedenu; y4acTHUKKU cnegosanuy 4o
nocrnepogoBoro Heaenn 28. Bce mnaneHues
nony4yany MMMyHONPogUNaKkTUKN.



TeHodoBuMp Ans npodunakTnku renatuta B.

RESULTS: At delivery, 68% of the mothers in the
TDF group (66 of 97 women), as compared with 2% in
the control group (2 of 100), had an HBV DNA level of
less than 200,000 IU per milliliter (P<0.001). At
postpartum week 28, the rate of mother-to-child
transmission was significantly lower in the TDF group
than in the control group, both in the intention-to-treat
analysis (with transmission of virus to 5% of the infants
[5 of 97] vs. 18% [18 of 100], P=0.007) and the
per-protocol analysis (with transmission of virus to 0
vs. 7% [6 of 88], P=0.01). The maternal and infant
safety profiles were similar in the TDF group and the
control group, including birth-defect rates (2% [2 of 95
infants] and 1% [1 of 88], respectively; P=1.00),
although more mothers in the TDF group had an
increase in the creatine kinase level. After the
discontinuation of TDF, alanine aminotransferase
elevations above the normal range occurred more
frequently in mothers in the TDF group than in those in
the control group (45% [44 of 97 women] vs. 30% [30
of 100], P=0.03). The maternal HBV serologic
outcomes did not differ significantly between the
groups.

[lepenada oT maTepeun ¢ BbICOKOU BUPYCHOW Harpy3Kow.

PESYJIBbTATbBI: TNpwn noctaBke 68% maTepen B
rpynne TDF (66 13 97 XeHLWMH), N0 CpaBHEHUIO C
2% B KOHTponbHowm rpynne (2 ns 100), nmenu
ypoBeHb [JHK HBV meHee 200000 ME Ha
munmnutp (p <0,001 ). B nocnepogosom
nepuoge 28-n Heaene, CKOPOCTb nepeaayun
BMpYyca OT MaTtepu K pebeHKy Obin 3HaYMTESNbHO
Hwxe B rpynne TDF, 4emM B KOHTPOSIbHOM rpynne,
Kak B aHann3e HamepeHnsa nogaatroLmxcs
ne4veHuio (c nepegaden supyca 0o 5% peten [5
97] no cpaBHeHuto ¢ 18% [18 ns 100], p = 0,007),
a TaKkxKe aHann3 B COOTBETCTBUM C NPOTOKOSIOM (C
nepegaden smpyca 0o 0 npotus 7% [6 n3 88], p =
0,01). Mpodunm 6e3onacHOCTM MaTEPUHCKOMN U
mMnageH4yeckomn bbinm cxogHbiMu B rpynne TDF, u
KOHTPOJSTbHOW rPYMnon, B TOM YNCE BPOXKOEHHbIX
nedgektoB cTaBok (2% [2 n3 95 peten] n 1% [1 n3
88] cootBeTcTBEHHO; p = 1,00), X0TA HBONbLUE
maTepen B rpynne TDF 6bino yBenuyeHne ypoBHS
KpeaTuHKMHa3bl. [locne npekpalleHns npuema
TeHopoBupa, anaHMH aMMHOTpaHcdepasbl
BO3BbILLUEHN BbILLE HOPMASbHOIo AMana3oHa
Habnoganuce Yalle y matepen B rpynne TDF,
4YyeM B TeX, B KOHTponbHou rpynne (45% [44 n3 97
XeHwwmH] no cpaBHeHuto ¢ 30% [30 n3 100], P =
0.03). MatepuHckmne HBV ceposnornyeckue
pesyrnbTaTthl CYLLECTBEHHO HE OTNIMYanucb Mexay
rpynnamm.



[enatut B BupycHbin Harpy3ku OTBET Ha ABa NPOTMBOBUPYCHOW XUMUOTEPanum
(TeHOOBMP / NaMmmnByauH unyn nammeyaunH) B odnactm BUY n HBV Co-
NHOULUMPOBAHHbLIX BEPEMEHHDIX XXEHLLUUH B NpoBUHUMK ['yaHcu, KuTtas:
TeHodoBUp Bo Bpemsi bepemeHHocTu (TIP) nccneposaHums.

There is limited information on HBV-antiviral therapy
among HIV/HBV co-infected pregnant women.

METHODS:

Phase Il randomized controlled trial of a regimen
containing tenofovir (TDF) /lamivudine (3TC), versus 3TC,
in HIV/HBV co-infected pregnant women in China. The
HBV virological response was compared in study arms
(Clinical Trials registration: #NCT01125696).

RESULTS:

Median decline of HBV DNA was 2.60 log10 copies/ml
in the TDF-3TC arm; 2.24 1og10 copies/ml in the 3TC arm
(p=0.41). All women achieved delivery HBV DNA levels <6
log10 copies/ml.

CONCLUSIONS:

Initiation of either regimen led to achieving HBV DNA
levels below the threshold associated with perinatal HBV
transmission.

Published by Oxford University Press for the Infectious
Diseases Society of America 2016. This work is written by
(a) US Government employee(s) and is in the public
domain in the US.

CywecTByeT orpaHnyeHHasa nicpopmauusa o HBV-
nNpoTMBOBUPYCHOW Tepanun cpean / HBV BUY
MHPULMPOBAHHbLIE BEPEMEHHbIE KEHLLMHBI.
METO[bI:

®a3za Il paHgoOMU3MpPOBaHHOE KOHTPONMpyemoe
nccnegosaHue cxembl, cogepxatlen TeHodosup (TDF) /
namuyauH (3TC), no cpasHenuto ¢ 3TC, B / HBV BNY
MHUUMpPOBaHHbIE BepeMeHHbIe XeHLWMHbI B Kutae.
Bupyconormnyeckun otset HBV cpaBHuBanu B rpynnax
nccnenoBaHus (pernctpaumns KNMHUYECKNX UCTbITAHWIA:
# NCT01125696).

PE3YIIBTATbI:

CpenHee cHmxeHnne HBV [JHK 6bino 2,60 log10 konuin /
mn B TDF-3TC pyky; 2,24 log10 konun / mn B 3TC pyky
(p = 0,41). Bce xeHwmHbl gobunucek goctaskn AHK HBV
ypoBHM <6 log10 konuin / mn.

BbIBOAb!:

Hayano o6ounx pexmmoB NpMBENO K JOCTMXKEHMIO YPOBHS
HBV OHK Hwxe nopora, CBA3aHHOIo ¢ NnepuHaTanbHON
nepegayn HBV.

N3patenb Oxford University Press ansa obuiecTtsa
NMHEKUMOHHBLIX 6onesHen Amepukn 2016. OT1a paboTta
HanuncaHa (a) cotpyaHuka npasutensctea CLUA (oB) n B
csoboagHoMm goctyne B CLUA.



Hepatitis due to hepatitis B virus (HBV)
reactivation can be severe and potentially
fatal, but is preventable. HBV reactivation is
most commonly reported in patients receiving
cancer chemotherapy, especially
rituximab-containing therapy for hematological
malignancies and those receiving stem cell
transplantation. All patients with hematological
malignancies receiving anticancer therapy
should be screened for active or resolved
HBYV infection by blood tests for hepatitis B
surface antigen (HBsAg) and antibody to
hepatitis B core antigen (anti-HBc). Patients
found to be positive for HBsAg should be
given prophylactic antiviral therapy to prevent
HBV reactivation. For patients with resolved
HBV infection, no standard strategy has yet
been established to prevent HBV reactivation.
There are usually two options. One is
pre-emptive therapy guided by serial HBV
DNA monitoring, whereby antiviral therapy is
given as soon as HBV DNA becomes
detectable. However, there is little evidence
regarding the optimal interval and period of
monitoring. An alternative approach is
prophylactic antiviral therapy, especially for
patients receiving high-risk therapy such as
rituximab, newer generation of anti-CD20
monoclonal antibody, obinutuzumab or
hematopoietic stem cell transplantation.

[TpodomnakTuka n nevyeHue renatuta B Bupyca peaktusauum y 60SbHbIX C
remobsiactozamu, nosnyvasLIMX NPOTMBOOMYXOSIEBOW Tepanunu.

lenatnt ns-3a Bupyca renatuta B (HBV) moxeT ObITb
cepbe3HbIM 1 MOTEHUNANbLHO CMepPTENbHBIM UCXOA0M, HO
MOXHO npepnoTBpaTuTb. HBV peakTtnBaums yaile Bcero
coobLanocs y nauneHToB, NoyyatLwmx XMMmmoTepanumo,
0COBEHHO pUTYKCMMab-coaepXKallue Tepanuio
remobnacTosamu 1 nuuy, NONy4YarLLMxX TpaHCNnaHTauum
CTBOJIOBbIX KNETOK. Y BCeX NaumMeHToB C remobnacrosamu,
nony4asLUNX NPOTUBOPAKOBOMW Tepanun, AOMKHbI ObITb
obcnenoBaHbl A58 aKTUBHOIO MW paspeLLeHHOoN
NHgekunn HBV aHanusbl KPOBM HA NOBEPXHOCTHLIN
aHTureH renatuta B (HBsAQ) n aHTuTen k Bupycy renatuta
B ocHoBHOM aHTUreH (aHTn-HBC). MNaumeHTbl okaszanucb
nonoxutenoHbiMn Ha HBSAQ cnenyet yoenaTb
npodunNakTUu4ecKkon NpoTUBOBUPYCHOM Tepanuu Ans
npegotepalleHus BI'B peaktusaumn. [na naumeHToB C
paspelueHHon HBV-uHpekuumn, He ctangapTHasa cTpaTterus
00 CUX NMop He co3gaHa Ans npeaoTBpalleHns
peaktuBauuu BI'B. EcTb, kak npaBuno, ABa BapuaHTa.
OnHUM 13 HUX gBRSieTCH ynpexaatollas Tepanus
PYyKOBOACTBOBaNUChL NocneoBatefibHbiM MOHUTOPUHIOM
OHK HBYV, B pesynbsrate 4yero npotuBoBupycHas Tepanusi
naetca kak Tonbko HBV [HK ctaHoBuTCA npolyynbiBaeTcs.
TeM He MeHee, CyLlecTBYET Marno JoKkasaTenbCcTB
OTHOCUTENBHO ONTUMAarIbHOrO MHTEepBana n nepuoaa
MOHUTOPWHra. AnbTepHaTUBHbIN NOAX0A 3aKoyaeTcs B
NpOUIaKkTMYEeCKON NPOTUBOBUPYCHON Tepanumn, o0CO6eHHO
AN NaUMEeHTOB, NONyYaroLMX Tepanmio C BbICOKOM
CTENEHbIO pUCKa, TaKUX Kak puTykcumab, 6onee HOBOro

P



This strategy may effectively prevent HBV
reactivation and avoid the inconvenience of
repeated HBV DNA monitoring. Entecavir or
tenofovir are preferred over lamivudine as
prophylactic therapy. Although there is no
well-defined guideline on the optimal duration of
prophylactic therapy, there is growing evidence
to recommend continuing prophylactic antiviral
therapy for at least 12 mo after cessation of
chemotherapy, and even longer for those who
receive rituximab or who had high serum HBV
DNA levels before the start of
immunosuppressive therapy. Many novel agents
have recently become available for the
treatment of hematological malignancies, and
these agents may be associated with HBV
reactivation. Although there is currently limited
evidence to guide the optimal preventive
measures, we recommend antiviral prophylaxis
in HBsAg-positive patients receiving novel
treatments, especially the Bruton tyrosine kinase
inhibitors and the phosphatidylinositol 3-kinase
inhibitors, which are B-cell receptor signaling
modulators and reduce proliferation of malignant
B-cells. Further studies are needed to clarify the
risk of HBV reactivation with these agents and
the best prophylactic strategy in the era of
targeted therapy for hematological malignancies.

[TpodomnakTuka n nevyeHue renatuta B Bupyca peaktusauum y 60SbHbIX C
remobsiactozamu, nosnyvasLIMX NPOTMBOOMYXOSIEBOW Tepanunu.

OTa cTpaTermss MoxXeT adeKTUBHO npegoTepawate HBV
peakTMBauumn n nsbexarb Heyao6CcTB MOBTOPHOIO MOHUTOPUHIA
AOHK HBV. 3HTekaBup nnu TeHodoBUp npegnodTutensHee
namMuByOMH B Ka4ecTBe NpodunakTnyeckon tepanumn. XoTa HeT
HUKaKOro 4eTKo onpenerneHHble pyKoBoAdALLME NPUHLMNBI MO
ONTUManNbLHOW NPOJOSHKUTENBHOCTN NPOUIIAKTUYECKON
Tepanun, NosiBNAETCs Bce Gonblue AoKa3aTenbCcTB, YTOObI
pekoMeHOoBaTh AarnbHenwee npodunaktnyeckoe
NPOTUBOBMPYCHYIO TEpanuio B Te4EeHMe Mo KparnHen mepe 12
MecsILEeB Nocrne npekpaleHnsa xmummoTtepanun, 1 gaxe 6onbLue
ANA TeX, KTO NonyyaeT puTykcnumab unm KTo MMen B CbIBOPOTKE
kposu HBV yposHn [IHK go Havyana nmmyHocynpeccrBHON
Tepanuu. MHOrme HoBble areHThbl B NocnegHee BpeMsa ctanu
AOCTYNHbI 4115 NIeY4eHUs reMaTosiorm4yecKknx 3riokavyecTBEHHbIX
3aboneBaHni, 1 3TN areHTbl MOTryT ObITb CBA3aHbI C
peakTusauuun BI'B. XoTa B HacTosLLee BpemMs orpaHM4eHo
AokasaTenbCTB 4S5 PYKOBOACTBA ONTUMAarbHbIX
NPoUIaKkTUYECKUX Mep, Mbl peKOMeHAYeM NPOTUBOBUPYCHbIE
npodunaktTukn y HBsAg-nonoxunTenbHbIX NauneHTos,
nony4aroLmx HoOBblE METOAbI fleYeHnsi, 0COBEHHO MHIIMBUTOPBI
TMPO3NHKMHAa3bl BpyToH 1 bochaTnaMnMHO3NTON NHIMBUTOPI
3-KnHasbl, KOTOpblE CUTHANU3NPYT peuenTtop B-knetok
MOAYNATOPbLI U COKpaLLEeHNS nponugepaumm 3rnokayeCTBeHHbIX
B-KneTok. Heobxoanmbl ganbHenwme ncenegosaHmst, YTobbl
YTOMHUTb pUCK peakTuBauum BB ¢ atTumn areHtamun n nydwien
NPodUIaKkTUYEeCKON CTpaTernn B arnoxy LieneHanpasneHHOn
Tepanun ansa remobnacrosamu.



Thank you for attention
crnacmbo 3a BHUMaHume



