TAP CHi Y DUQC LAM SANG 108 Tap 18 - S6 4/2023 DOI:
https://doi.org/10.52389/ydIs.v18i4.1844

Madi lién quan ciia nong d0 HBV-RNA huyét twong tai

thoi diem trwdce dieu tri voi dap wng virus sau diéu tri ¢
bénh nhan viém gan virus B man tinh

Relationship between pre-treatment serum HBV-RNA levels with
post-treatment virological response in patiens with chronic hepatitis B

Nguyén Pinh (Tng*, Bui Tién Sy**, *Hoc vién Quan y,
Nguyén Trong Chinh***, **Bénh vién Trung wong Qudn doi 108,
Ho Hiru Tho*,*** ***Bénh vien Quan y 103, Hoc vién Qudn y
Tom tat

Muc tiéu: Xac dinh méi lién quan cta néng do HBV-RNA huyét tuong tai thoi diém
trudc diéu tri doi véi tinh trang dap (ng virus sau 6 thang diéu tri tenofovir disoproxil
fumarate (TDF). Déi tuong va phuong phép: 77 bénh nhan viém gan virus B man tinh
dugc thu thap mau ngoai vi tai thoi diém khi trudc diéu tri; sau 3 va 6 thang diéu tri.
Phuong phéap realtime RT-PCR dugc s dung dé dinh lugng nong do HBV-RNA va HBV-
DNA huyét tuong. Phan tich dit liéu bang phan mém Medcalc 20.019. Két qua: G bénh
nhan HBeAg ban dau duong tinh (n = 34), gia tri tién lugng cha nong d6 HBV-RNA
huyét tuong trudc diéu tri doi véi tinh trang dap Ung virus sau 6 thang & muc kha tot
(AUC = 0,77; 95% CI: 0,59-0,89, p<0,05); diém cat téi uu la 6,17 log copies/ml; do
nhay dat 94,12% va d6 dac hiéu dat 70,59%. Bénh nhan c6 HBeAg duong tinh va
néng do HBV-RNA ban dau thap hon 6,17 log copies/ml c6 kha nang dat tinh trang
dap Ung virus sau 6 thadng cao gap 9,90 lan so véi nhirng ngudi con lai. Két ludn: Nong
do HBV-RNA huyét tuong thoi diém trudc diéu tri la mot yéu té du bdo déi véi tinh
trang dap Ung virus sau 6 thang diéu tri & nhirng bénh nhan cé HBeAg duong tinh,
dugc diéu tri bang TDF.

Tt khéa: Viém gan virus B man tinh, dap ng virus, HBV-RNA, tién lugng, du tri du
bao.

Summary

Objective: To determine the relationship of serum HBV-RNA levels at baseline for
virological response after 6 months of tenofovir disoproxil fumarate (TDF) treatment.
Subject and method: 77 treatment-naive chronic hepatitis B patients were collected
peripheral blood at baseline, after 3 and 6 months of treatment. Realtime reverse
transcriptase polymerase chain reaction method was used to quantify serum HBV-
RNA and HBV-DNA levels, and Medcalc 20.019 version software was used to analyze
the collected data. Result: In HBeAg positive patients (n = 34), the predictive value of
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baseline serum HBV-RNA levels for virological response status after 6 months of
treatment was quite good (AUC = 0.77; 95% CI: 0.59-0.89, p<0.05); the cut-off value
was 6.17 log copies/ml; sensitivity was 94.12% and specificity was 70.59%. Patients
who were HBeAg positive and baseline HBV-RNA levels lower than 6.17 log copies/ml
were 9.90 times more likely to achieve virological response at 6 months than the rest.
Conclusion: Baseline serum HBV-RNA levels were a predictor of virological response
status after 6 months of TDF treatment in HBeAg-positive patients who were treated

with tenofovir disoproxil fumarate.

Keywords: Chronic hepatitis B, Virological response, VR, HBV-RNA, prognosis,

predictive value.

1. bat van dé

bap Ung virus (Virological response -
VR) & bénh nhan viém gan virus B man tinh
(VGBMT) dugc diéu tri bang cac thudc dong
dang nucleoside/ nucleotide analogues
(NAs) la tinh trang khi khéng phat hién
dugc HBV-DNA trong méu ngoai vi bang
xét nghiém polymerase chain reaction
(PCR) nhay cdm, thuong dugc thuc hién
moi 3-6 thang [1]. VR la diém mau choét
cla tat cd cac phuong phap diéu tri hién
nay va cé vai tro quan trong trong viéc dat
cac muc tiéu cha quéa trinh diéu tri, bao
gom cai thién khd nang song cing nhu
chat lugng cudc song, ngan chan su tién
trién cla bénh va han ché cac bién ching
nguy hiém nhu xo gan va ung thu biéu mé
té bao gan.

Cac xét nghiém nhu HBV-DNA, HBsAg,
HBeAg hoac HBcrAg hién dugc s dung
phé bién trong diéu tri VGBMT, tuy nhién
chidng cé gidi han trong viéc dy bao sém
dat tinh trang VR khi diéu tri bang NAs.
Néng d6 HBV DNA huyét tuong thudng
gidm manh khi dugc diéu tri bang cac
thuéc thé hé mdéi nhu entecavir hay
tenofovir [2], nhung dé dang phuc héi sau
khi nguing thudc [3]. HBsAg thuong dugc
tao ra moét cach du thua trong mau ngoai
vi, do dé da lam gidm vai tro cia nong dé
HBsAg trong céc tién lugng vé su nhan I1én
clUa HBV [4]. HBcrAg chu yéu thé hién vai
tro kha tot trong tién lugng chuyén dao

HBeAg huyét thanh va nhitng théng so
duong tinh gia, am tinh gid cua xét
nghiém can dugc tié€p tuc lam sang té [5].
Chinh vi vay, viéc bd sung nhiing xét
nghiém mdi déng vai tro quan trong goép
phan cai thién hiéu qua theo doi diéu tri
va tién lugng bénh.

Gan day, cac nghién cltu da xac nhan
HBV-RNA huyét tuong cé nguén goc tir HBV
pregenomic RNA va cé vai tro tiém nang
trong theo doi dap Ung diéu tri, du bao
chuyén ddo HBeAg va tai hoat dong cua
virus sau khi ngung thudc NAs [6], [7]. Viét
Nam la mot trong nhitng nudc cé ty Ié luu
hanh HBV trong cdng dong & mudc cao trén
thé gidi [8], tuy nhién, hién chua cé nghién
clru danh gia vai tro cia HBV RNA doi véi
du bdo dap Ung diéu tri & bénh nhéan
VGBMT nguai Viét. Do vay, ching toi tién
hanh nghién cdu nay véi muc tiéu: Panh
gid kha nang du bao ctia néng dé HBV-RNA
huyét tuong trudc diéu tri déi véi tinh trang
VR Jd nhitng bénh nhdn VGBMT duoc diéu
tri bang TDF. Tu d6, gilp cung cap thém
cac thong tin vé vai tro cia dau an HBV-
RNA trén doi tugng nguoi Viét Nam, lam co
sd cho cac nghién clu tuong lai vé Ung
dung cla dau an méi nay trong thuc hanh
lam sang.

2. Poi tuong va phuong phap
2.1. Déi tuong
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Doi tugng la 77 bénh nhan VGBMT diéu
tri tai Khoa Truyén nhiém, Bénh vién Quan
y 103, Hoc vién Quan y; thai gian tU nam
2017 dén nam 2020. Tiéu chudn lua chon
gém: (1) BN dugc chdn doan xac dinh mac
bénh VGBMT,; (2) Bénh nhan chua tung
dugc diéu tri thudc khang virus; (3) Bénh
nhan dugc chi dinh s& dung TDF; (4) Bénh
nhan dong y tham gia nghién cltu. Tiéu
chuén loai trir gom: (1) Phu nir dang mang
thai hodac cho con bu, tré em dudi 15 tudi;
(2) Bénh nhan mac cac bién ching nang vé
gan nhu xo hoac ung thu gan; (3) Bénh
nhan bi dong nhiém HIV hodc HCV; (4)
Bénh nhan cé tién st dung thudc khang
virus; (5) BEnh nhan khong hgp tac.

Bénh nhan dugc theo ddi trong vong 6
thang véi 3 1an thu thap mau méau ngoai vi,
tai thoi di€m bat dau, sau 3; 6 thang diéu
tri TDF.

2.2. Phuong phap

Thiét ké nghién ctu: S dung phuong
phdp tién ctu va chon mau theo phuong
phap thuan tién.

Dinh luong HBV-RNA huyét tuong: Su
dung quy trinh dinh lugng HBV-RNA huyét

3. Két qua

tuong, la san pham clda dé tai nghién ciu
ma so 01C-0808-2017-3 do Sé& KH&CN Ha
NGi tai trg. Théng tin ngan gon: Quy trinh
dua trén co sé phadn ung realtime RT-PCR,
st dung cap moi dac hiéu vung gen S cla
HBV, thi nghiém dugc thuc hién lap lai hai
lan cho m6i mau bénh pham, st dung hé
thong Rotor Gene Q (Qiagen). Ngudng phat
hién cta phan Ung la 100 copies/ml.

2.3. Xu ly sé liéu

St dung phan mém MedCalc version
20.019 (MedCalc Software Ltd, Ostend, Bi).
Su khac biét cia cdc nhédm dugc danh gia
bang cac phép th& ki€ém dinh phu hgp nhu
Mann-Whitney hoac t-Student. Phan tich
duong cong ROC dugc sir dung dé xem xét
gia tri du bdo cla cac yéu td. Hé sé nguy
co tuong doi (Relative Risk) dugc tinh toan
dé mo6 td muic do lién quan gilta cac bién
s0.

2.4. Pao duc nghién citu

Toan bd ho so quy trinh nghién ciu déu
dugc théng qua HOi dong Pao dic trong
nghién ctu Y sinh cla Hoc vién Quéan vy, so
780/QD-HVQY ngay 28/03/2018.

3.1. Pac diém cua déi tuong tham gia nghién ciru

Bang 1. Pac di€m vé tinh trang dap ing virus theo thoi gian diéu tri

e e Nhom HBeA Nhom HBeA
Thoi diem am tinh ° duong t|'nhg Chung P
T3 (n = | Khbéng dap Ung 24 (88,89%) 34 (94,44%) 58 (92,06%) 0.64
63) Pap Ung virus 3(11,11%) 2 (5,56%) 5 (7,94%) '
T6 (n = | Khéng dép Ung 6 (24,00%) 17 (50,00%) 23 (38,98%) -
59) Pap Ung virus 19 (76,00%) 17 (50,00%) 36 (61,02%) '

Nhén xét: Ty |& bénh nhan VR theo thoi gian diéu tri cé xu hudng tang dan. Bén canh
dé, ty 1& bénh nhan VR & nhdm HBeAg duong tinh thap hon so véi nhém HBeAg am tinh
tai thang th& 6 (p<0,05) nhung khéng c6 su khac biét tai thoi diém thang th( 3 cda qua

trinh diéu tri.
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Bang 2. Mdi lién quan giita nong dé HBV-RNA huyét tuong doéi véi tinh trang
dap ung virus
tai thang tha 6 sau diéu tri

(log copies/mi/thang)

y iin , .. Nhom khong VR Nhom VR
Chi tiéu danh gia (n = 23) (n = 36) p
HBYV DN.A (T0) 6,67 £ 1,43 5,98 + 1,37 0,07
(log copies/ml)
Toéc do giam HBV DNA (TO-T3) 1,12 (0,75-
j . , ,65-1,44 4
(log copies/ml/thang) 0,99 (0,65 ) 1,33) 0.48
HBV RNA (TO) 4,57 (3,16-
12 ’ -71 4 y 2
(log copies/ml) 6,29 (3,39-7,04) 5,43) 0.0
Toc do giam HBV RNA (T0-T3) 0,46 + 0,46 042 +0,34 | 074

Nhén xét: Trong cac yéu té dugc xem xét, chi nong d6 HBV-RNA huyét tuong thai
diém trudc diéu tri cd su khac biét cé y nghia théng ké gilta hai nhém bénh nhan VR va
khéng VR tai thai diém sau 6 thang diéu tri (p=0,02<0,05).

Bang 3. Méi lién quan giita nong dé HBV-RNA va HBV-DNA huyét tuong trudc

diéu tri
véi tinh trang dap ung sau 6 thang, phan nhém theo dac diém HBeAg TO (n =
59)
Chi t';;;da"h HBeAg Khéng VR VR >
(log copies/ml) (T0) (n=23) (n = 36)
, _ (n=17) (n=17)
HBV DNA TO Duong tinh (n = 34) 6,81 + 1,48 6,34 + 1,27 0.31
(X£ SD) A _ (n=6) (n = 19)
Am tinh (n = 25) (6,24 + 1,30) 5,67 + 1,42 0,39
, _ (n=17) (n=17)
H_BV RNA TO Duong tinh (n = 34) (6,01 + 1,77) 4.48 + 1,49 0,01
(X SD) (n=6) (n=19)
Median-IQR Am ti = ~ B
( QR) Am tinh {n = 25) 3,83 (2,00-5,01) | 4,51(2,09-5.43) | 07

Nhé&n xét: Chi duy nhat néng d6 HBV-RNA huyét tuong trudc diéu tri & nhitng bénh
nhan HBeAg duong tinh cé su khac biét gilra hai nhém bénh nhan VR va khéng VR sau 6
thang diéu tri (p=0,01<0,05). Trai lai, nong do HBV-RNA huyét tuong trudc diéu tri &
nhitng bénh nhan HBeAg am tinh khéng cé su khéac biét gira nhitng bénh nhan khong
dap Ung va VR sau 6 thang (p>0,05).

Bang 4. Gia tri du bao cua néong dé HBV-RNA huyét tuong trudc diéu tri doéi véi
tinh trang dap ung virus sau 6 thang diéu tri, phan chia theo dac di€ém HBeAg
(TO) (n = 59)

Chi tiéu danh

HBeAg TO

| AuC |

95%Cl

Cut-off value

P

10




TAP CHi Y DUQC LAM SANG 108
https://doi.org/10.52389/ydIs.v18i4.1844

Tap 18 - S6 4/2023

DOI:

‘s (log
gta copies/ml)
Duong tinh (n = 34) 0,62 0,44-0,78 7,34 0,22
HBV DNA (TO0) ——
Am tinh (n = 25) 0,60 0,39-0,79 6,43 0,47
Duong tinh (n = 34) 0,77 0,59-0,89 6,17 0,003
HBV RNA (TO) —
Am tinh (n = 25) 0,58 0,37-0,77 2,69 0,58

Nhé&n xét: Nong do HBV-RNA huyét tuong trudc diéu tri

c6 gia tri du bdo kha tét doi

véi VR sau 6 thang diéu tri, nhung chi & bénh nhan HBeAg ban dau duong tinh (AUC =
0,77, 95%Cl: 0,59-0,89), véi diém cat t6i uu la 6,17 log copies/ml, do nhay 94,12% va do
dac hiéu 70,59%. Trai lai, & nhdom HBeAg ban dau am tinh, néng dé6 HBV-RNA huyét
tuong trudc diéu tri khong cé gia tri du bdo tinh trang VR sau 6 thang diéu tri (p>0,05).
Khac véi HBV RNA, nong do HBV-DNA huyét tuong trudc diéu tri khéng cé gia tri du bao
VR sau 6 thang diéu tri & ca hai nhom bénh nhan HBeAg ban dau duong tinh va am tinh

(p>0,05).

Bang 5. Muc dod lién quan gilta nong d® HBV-RNA huyét tuong truéc diéu tri
va tinh trang dap ung virus sau 6 thang diéu tri  nhém HBeAg (T0) duong tinh

(n = 34)
i HBV RNA TO (log copies/ml
Tinh tram_ij VR (log copies/ml) RR 95% Cl p
sau 6 thang <6,17 = 6,17
Khéng VR 5 12
9,90 1,48-66,10 0,02
VR 16 1
Chung 21 13

Nhan xét: Nhém bénh nhan cé muc
nong d6 HBV RNA huyét tuong trudc diéu
tri thap hon 6,17 log copies/ml cé kha nang
dat tinh trang VR sau 6 thang diéu tri cao
gap 9,90 lan so vGi nhitng bénh nhan cé
muc HBV RNA trudc diéu tri cao hon 6,17
log copies/ml (RR = 9,90, 95% CI. 1,48-
66,10, p=0,02 <0,05).

4. Ban luan

Nhu vay, nghién clru clia chdng téi ¢ 77
bénh nhan VGBMT dugc diéu tri bang TDF
cho thay, néng doé HBV-RNA huyét tuong
tai thoi diém trudc diéu tri cé gia tri du béo
3 muc kha toét doi véi VR sau 6 thang diéu
tri & nhirng bénh nhan cé HBeAg duong
tinh, nhung khong thé hién gia tri du bao &
bénh nhan HBeAg am tinh. Hon n{ra, nhiing

bénh nhan HBeAg duong tinh va cé néng
dd HBV-RNA huyét tuong trudc diéu tri
thap hon 6,17 log copies/ml cé thé dat tinh
trang VR sau 6 thang diéu tri dé dang hon
so v&i nhirng bénh nhan con lai véi nong d6
HBV-RNA huyét tuong trudc diéu tri I6n hon
hodc bang 6,17 log copies/ml.

Tac giad I-chin Wu nghién clu trén 171
bénh nhan VGBMT cling két luan tuong tu
vé khd nang du bdo cla néng do HBV-RNA
huyét tuong trudc diéu tri doéi véi tinh trang
VR sau diéu tri (nong do HBV-RNA < 6,4 so
vGi = 6,4 log copies/mL: HR = 1,57; 95%Cl:
1,06-2,31; p=0,023) [9]. Tréi lai, mai lién
quan gitra nong do HBV-DNA trudc diéu tri
va tinh trang VR trong qua trinh diéu trj
khong cé y nghia thong ké (HR = 1,28;

11
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95%Cl: 0,86-1,92; p=0,23>0,05). Tuy
nhién, I-chin Wu khong dé cap dén y nghia
cla HBV-RNA déi véi tién lugng VR 6 hai
nhém bénh nhan cé6 HBeAg am tinh va
duong tinh.

Téc gia Jiandan Qian va céng su, nghién
clu 6 63 bénh nhan VGBMT cé ALT & muc
binh thuong, ciing cho nhiing két qua
tuong tu nghién clru cda chdng téi khi két
luan HBV-RNA chi c6 y nghia du bao VR &
nhém bénh nhan HBeAg duong tinh, ma
khong c6 y nghia @ nhédm bénh nhan
HBeAg am tinh [10]. Hon n(ra, gia tri du
bdo cla nong d6 HBV-RNA huyét tuong
trudc diéu tri déi vdi tién lugng VR sau 78
tuan & muc kha tot (AUROC = 0,751; 95%
Cl: 0,573-0,929, p=0,019) vai gia tri cut-off
la 4,47 logio copies/mL (d6 nhay = 0,533;
do dac hiéu = 0,933). Tuy nhién, két qud
cUa Jiandan va co6ng su chi dp dung cho
nhitng bénh nhan cé hoat do6 ALT trong
mau ngoai vi 8 mdc binh thuong, khéng
bao gébm nhiing bénh nhan véi ALT tang
cao, mot trong nhiing chi dinh dung thuoc
khang virus.

Trai lai, Xin Ji va c6éng su nghién clu
trén 66 bénh nhan VGBMT cé tai lugng
virus & muc cao (HBV-DNA > 1,90 x 10°
copies/ml) cho két qua khac biét vé nong
do HBV-RNA trudc diéu tri khéng cé kha
nang tién lugng VR sau dé [7]. K&t qua cho
thdy, nong dé HBV-RNA huyét tuong tai
thai diém sau 3 thang diéu tri c6 gia tri tién
lugng chac chan déi véi tinh trang VR tai
thoi di€ém sau 24 thang diéu tri (OR 1,908;
95% ClI: 1,115-3,265; p=0,018). Néng do
HBV-RNA huyét tuong tai thoi diém sau 3
thang diéu tri la mét yéu to6 tién lugng doc
lap d6i véi tinh trang VR (AUC = 0,736,
p=0,011), v6i gid tri cut-off la 9,05 logio
copies/mL (d6 nhay = 0,583; d6 dac hiéu =
0,91). Trong khi dé, néng do HBV-RNA
huyét tuong tai thoi diém trudc diéu tri
khong lién quan véi tinh trang dap ung

12

virus. Su khac biét nay c6 thé la do nhém
doéi tugng nghién clu cé tai lugng virus
cao, gay anh hudng ca vé xt ly thong ké vi
sy mat can doi cua dir liéu dau vao va ky
thuat dinh lugng HBV-RNA huyét tuong do
anh hudng cla tin hiéu nhiéu tr HBV-DNA
sau tach chiét,

5. Két luan

Néng dé HBV-RNA huyét tuong tai thoi
diém trudc diéu tri cé gia tri du bdo déi vai
tinh trang dap Ung virus sau 6 thang diéu
tri & nhirng bénh nhan cé HBeAg duong
tinh. Bénh nhan cé HBeAg duong tinh va
néng d6 HBV-RNA ban dau thap hon 6,17
log copies/ml cé kha nang dat tinh trang
VR sau 6 thdng dé dang hon so véi nhiing
ngudi con lai. Vi vay, HBV-RNA |la mot dau
an c6 gia tri trong theo doi diéu tri va tién
lugng bénh viém gan virus B man tinh diéu
tri bang tenofovir disoproxil fumarate.

Loi cam on

Nghién cldu nay dugc tai trg béi S&
Khoa hoc va Cong nghé Ha Noi, trong dé
tai c6 ma s6 01C-0808-2017-3. Bong thai,
nghién ctu dd nhan dugc su hd trg quan
trong cta Ong Pham Van Quyén, Ba Vi
Nguyén Quynh Anh (Phong Cong nghé Gen
va Di truyén, Vién Nghién cGu Y Dugc hoc,
Hoc vién Quéan y) va Ba D6 Thi Lé Quyén
(Khoa Truyén nhiém, Bénh vién Quan y
103, Hoc vién Quan vy).
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