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KHAO SAT SU TUONG QUAN GIUA CHi SO GRPI VA APRI
VOI ARFI TRONG DANH GIA XO HOA GAN

O BENH NHAN NHIEM VI RUT VIEM GAN B MAN
Nguyén Dinh Chuong, Bui Hiru Hodng'?
TOM TAT

Dt vdn dé: Dinh gid xo héa gan (XHG) rét cin thiét khi tiép cdn bénh nhin nhiém vi rit viém gan B
man (VRVGBM). Do dj dan hoi gan bang xung lyec bikc xa &m (Acoustic Radiation Force Impulse, ARFI)
dd din thay thay thé’sinh thiét gan trong viéc dianh gid XHG. Tuy nhién, khong phai tdt cd cdc co so y té'déu
dwoc trang bi. Vi the, cdc xét nghiém danh gid XHG khong xdm lan rit can thiét nhung chiwa dwoc nghién
creu nhiéu tai Viét Nam.

Muc tiéu: Khio sit gid tri ban ddu cua hai chi s6° Gama Glutamyl Transpeptidase to Platelet Ratio Index
(GPRI) va Aspartate aminotransferase to Platelet Ratio Index (APRI) trong dinh gid XHG & nguoi nhiém
VRVGBM.

Déi tuong va phuong phdp nghién citu: Nghién civu cit ngang phan tich trén 114 bénh nhan >18 tudi
duwoc chin dodn nhiém VRVGBM chua duwoc diéu tri, dén khdm tai phong khdm Viém Gan bénh vién Dai hoc Y
Duwgc TP. HCM tir 03/2019 dén 6/2019. Hai chi s6’GPRI, APRI dwegc tinh todn duya trén cic xét nghiém chitc
ndng gan thieong quy va phan tich dé'dinh gid mirc dg tiong quan v6i tinh trang XHG duwgc xdc dinh boi ARFL.

Két qua: 58% bénh nhin c6 tinh trang XHG ding ké'tro 1én (F>2). AST, GGT, va o' lugng tiéu ciu la cdc
bién so'doc lgp dy doan XHG véi ti so chénh lin lwot 1,49 (KTC 95% 1,02-1,67, p <0,001), 1,28 (KTC 95% 1,06-
1,55, p <0,001), 0,58 (KTC: 95%, 0,35-0,95, p <0,001). AST, GGT c6 moi twong quan thudn, mirc do yéu vdi
mirc d0 XHG thong qua hé so twong quan Spearman (rho) lin lwot la 0,445 va 0,447, p <0,001. Ngwoc lai, s6
lwgng tiéu ciu c6 moi twong quan nghich, mirc A9 yéu voi mire dp XHG, rho=-0,418, p <0,001. Hai chi s6’GPRI,
APRI ¢6 moi twong quan thudn, mirc d¢ trung binh voi mirc dg XHG, rho Ian lwot 1a 0,523, 0,512, p <0,001.

Két ludn: GPRI c6 moi tuong quan v6i mirc dp XHG do bang ki thugt ARFI twong tw chi s’ APRI.

Tix khéa: xo héa gan, nhiém vi rit viém gan B man
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Background: Liver fibrosis assessment is an important step in chronic hepatitis B (CHB) management.
Although the Acoustic Radiation Force Impulse (ARFI) has gradually replaced liver biopsy, it still has been
available only in center hospitals. Therefore, inexpensive non-invasive fibrosis tests are highly needed but have
been poorly studied in Viet Nam.

Objectives: to investigate the preliminary value of Gamma-Glutamyl Transpeptidase to Platelet Ratio
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Index (GPRI) and Aspartate aminotransferase to Platelet Ratio Index (APRI) in detecting liver fibrosis in
CHB patients.

Methods: In this cross-sectional study, ARFI was used as a standard to classify liver fibrosis stages based on
METAVIR score. We analyzed routine liver function tests and combined indices (GPRI, APRI) to determine if
these parameters were correlated with liver fibrosis stages and their strength of correlation.

Results: Of 114 treatment-naive patients with CHB enrolled in this study, 58% had significant fibrosis
(=F2). In multivariable analysis, AST, GGT and platelet were independent predictors of significant fibrosis with
odds ratio 1.49 (95% confidence interval (Cl), 1.02 to 1.67), 1.28 (95% Cl, 1.06 to 1.55) and 0.58 (95% ClI, 0.35-
0.95), respectively. AST, GGT showed weak positive correlation with liver fibrosis stage, Spearman’s rank
correlation coefficient (rho) 0.445 and 0.447 (p <0.001), respectively. Inversely, platelet was negatively correlated
with rho -0.418 (p <0.001). Both GPRI and APRI showed moderate positive correlation with rho 0.523 and 0.512
(p <0.001), respectively.

Conclusion: The GPRI has the same correlation with liver fibrosis stages assessed by ARFI as the APRI.

Keywords: liver fibrosis, chronic hepatitis B
DAT VAN DE

DPanh gia mic d6 xo hda gan (XHG) rat can
thiét trong quan 1y bénh nhan nhiém vi rat viém
gan B man (VRVGBM)®. Cho dén nay, sinh thiét
gan van duoc xem 1a tiéu chuan vang dé danh
gia XHG, tuy nhién day la phuwong phap xam
14n, c6 thé xay ra bién ching nguy hiém. Do d6
dan hoi gan bing ARFI (Acoustic Radiation
Force Impulse) gitp xdc dinh XHG mot cach
nhanh chéng, khong xam 1an, twong quan tot voi
sinh thiét gan va dugc FDA cong nhan vao nam
2013 nhung hién tai chi pho bién ¢ cac bénh vién
trung tam. Trong cac chi dau sinh hda, chi s6
APRI (Platelet Ratio Index) da dwgc To chirc Y t€
Thé gidi khuyén cdo c6 thé st dung dé chan
doan XHG ¢ cac qudc gia voi ngudn luc han ché
vao nam 2015@. Nam 2016, nghién cttu ¢ Chau
Phi cho thay chi s6 GPRI c6 gia tri chan doan
XHG t6t hon APRI®. Tai Viét Nam, da co nhiéu
nghién cttu danh gid vai tro caa APRI va ARFI
trong danh gia XHG nhung chua c6 dé tai khao
sat gia tri chan doan XHG cua GPRI & bénh nhan
nhiém VRVGBM.
Muc tiéu

Khao sét ti 16 XHG dang k€ trd 1én ¢ nguoi
nhiém VRVGBM bang phuong phap ARFL

Khao sat cac yéu td lam sang, can lam sang
du doan XHG 6 ngudi nhiém VRVGBM.

Khao sat si trong quan gitta GPRI, APRI va

Chuyén Dé Noi Khoa - Lio Khoa

ARFI trong danh gia XHG o nguodi nhiém
VRVGBM.
POITUONG-PHUONG PHAPNGHIEN CUU
D6i tuong nghién ciru

Bénh nhan dén kham tai phong kham Viém
Gan bénh vién Dai hoc Y Duwgc Thanh phd Ho6
Chi Minh ttr thang 3/2019-6/2019.
Tiéu chudn chon vao

Bénh nhan 18 tudi tro 1én, bi nhiém
VRVGBM (co6 xét nghiém HBsAg dwong tinh >
6 thang hoac HBsAg duong tinh va anti-HBc
IgM am tinh) va chuwa tung diéu tri thudc
khang vi rat.
Tiéu chudn loai trir

Dbng nhiém vi rat viem gan C, udng ruou
nhiéu (nam >60g con/ngay, nit >40g con/ngay),
x0 gan mat bu, dot cAp trén nén nhiém
VRVGBY, ung thu gan, gan nhiém mg, cac bénh
ly tac mat khi phat hién qua siéu &am B-mode.
Phuong phap nghién cttu
Thiét ké nghién ciiu

Cit ngang md ta c6 phan tich.
Comau

Tinh ¢ mau theo cong thikc:

o
N=3+
0,25x(In( = ))2

Vi a (sai lam loai 1)=0,01 va B (sai lam loai

107



Y Hoc TP. H6 Chi Minh * Tap 25 * S6 2 * 2021

2)=0,05 thi C=19,84. Hé s0 twong quan rho=0,589
theo nghién ctru ctia Nguyén Trung Thi®. Ta c6
n >47 bénh nhan.

Nghién ctru ching t6i thu nhan duoc 114
bénh nhan thoa tiéu chuan nghién ctru.
Thu thdp va xit Iyj s6'liéu

Bénh nhan thoa tiéu chuan, dong y tham gia
nghién ctu duoc thu thap thong tin theo mau.
Gia tri gidi han trén binh thuong caa AST, ALT
Ia 40 U/L véi nam, 31 U/Lvéi nit, con GGT 1a 40
U/L cho ca hai gidi. Chi s6 APRI va GPRI duoc
tinh nhu sau:

AST -'IIULN .
Tiéu cau(10%/L)
GGT."Ir ULN = 1 UD
Tiéu cau(10%/L) X

ULN (Upper Limit of Normal): gia tri gidi
han trén binh thuong.

Siéu Am ARFI dwoc thiee hién boi bac si chan
doan hinh anh véi mdy Siemens ACUSON
S2000 co6 cai dat tinh nang ghi hinh ARFI trén
dau do cong C1, da tan sd 1-4 MHZ va phan
mém dinh lwong so mo6 ao (Virtual Tough
Qualification).

Bang 1: Phin dp XHG theo METAVIR dwa vao vdn
toc séng bien dang do boi ki thudt ARFI

APRI= x100

GPRI=

Gia tri ngwdng ctia van téc
séng bién dang (m/s)

Phén d XHG theo =F1 2F2 2F3 FA

METAVIR 1,23 1,34 155 | 1,86

Thdng ké phan tich s3 liéu bang phan mém
R 3.5.2. Bién s0 lién tuc duwoc trinh bay duwdi
dang trung binh néu phan phdi chudn, hodac
Bang 2: Dic diém din s6 nghién cieu

Nghién cttu Y hoc

trung vi néu khong phan phéi chuan. Bién sd
dinh danh dugc trinh bay dudi dang phan tram.

So sanh trung binh cta hai nhém phéan phoi
chuan bang T-test, tir 3 nhém trd 1én bang phan
tich phuong sai 1 yéu to (one way ANOVA).

So sanh hai ti 1é bang phép kiém Chi binh
phuong. Phan tich hoi quy Logistic d€ tim yéu t&
dw doan XHG.

banh gia twong quan mét bién s6 lién tuc voi
mot bién s6 thit tw bang tiong quan Spearman.

Khac biét c6 y nghia thong ké khi p <0,05.

Y diic

Nghién citu nay duwoc thong qua boi Hoi
dong Dao duc trong nghién cttu Y sinh hoc Dai
hoc Y Duoc TP. HCM, s6 116/HDDPD-DHYD,
ngay 20/3/2019.

KET QUA

T thang 3/2019 dén thang 6/2019, c6 114
bénh nhan nhiém VRVGBM tham gia nghién
ctru. Két qua phan tich trén nhém dan s6 nghién
cttu nay nhu sau:

Dic di€ém mau nghién ciru

Da s6 bénh nhan ¢6 xét nghiém huyét hoc va
sinh hda co ban binh thuong. Giam s6 lwgng tiéu
cau la bat thuwong nhiéu nhat véi khoang 15%
treong hop. Khoang 1/3 bénh nhan ghi nhan co6
tang GGT trong khi d¢ ti 1€ bénh nhan tang AST,
ALT thap hon, xap xi 20%. Gan 2/3 dan sd
nghién cttu (58%) c6 XHG dang ké tro 1én (F>2).
Déc diém cac doi tuong nghién ctu dugc trinh
bay trong Bang 2.

Yéu té Chung N (%) Kh°';%;°'ﬁ r']‘:?\l':‘zsac xo X"":‘o?s g:az';? Iﬁzggac Giatrip
Tudi (nam) 46,55 + 11,4 44,60 + 9,81 47,97 + 11,89 0,101
Gidi nam n(%) 61 (53,5%) 21 (43,75%) 40 (60,61%) 0,115
BMI (kg/m2) 21,95 + 2,89 21,71+ 2,88 22,12 +2,91 0,452
HBeAg am 88 (77%) 41 (85,41%) 47 (71,21%) 0,119
AST (UIL) 35,37 + 14,37 24,96 + 5,81 42,95 + 16,82 <0,001
ALT (UIL) 31,69 + 21,09 24,71+ 11,74 36,77 + 24,73 <0,001
GGT (UIL) 37,16 + 26,48 25,10 + 10,54 45,92 + 30,88 <0,001
Hemoglobin (g/l) 140,55 + 15,34 138,85 + 14,29 141,78 + 16,05 0,307
Bach cAu (G/L) 7,01+1,89 7,47 +1,90 6,68 + 1,82 0,028
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Yéu té Chung N (%) Kh°';]%:°’ﬁ :;?\I:ZS@'C o Xot:‘g: g:‘:;s)’ lﬁgggac Giatrip
Tiéu cAu (GIL) 220,71 * 66,67 249,08 + 47,78 200,08 + 71,06 <0,001
Creatinin (mg/d) 0,9+0,17 0,86+ 0,16 092+0,16 0,068
HBV DNA (log 1U/ml) 4,37+1,74 4,40+1,02 4,36+0,98 0,355
FO F1 P2 | 3 | F4
Phan do XHG (n) 39 9 28 | 27 [ 1

Cac dic diém lam sang va can lam sang duw
doan XHG

Gia tri caa AST, ALT, GGT, s6 lugng tiéu
cau, bach cau mau ngoai bién dat sy khac biét
c6 y nghia thdng ké gitta nhom XHG dang ké
tro 1én va nhém khong XHG hodc XHG nhe.

Khi phan tich hoi quy logistic chi ghi nhan
AST, GGT va s luwgng tiéu cau la cac bién sd
doc lap du doan XHG véi ti s6 chénh lan luot
1,49 (KTC 95%: 1,02-1,67, p <0,001), 1,28 (KTC
95%: 1,06-1,55, p <0,001), 0,58 (KTC: 95%, 0,35-
0,95, p <0,001) (Bang 3).
Bang 3: Phan tich hoi qui logistic da biéh cdc yéu to’
lién quan dén xo héa gan ding ké'tro lén

Chi s6 APRI, GPRI déu c¢6 mdi tuong quan
thuan, mic do trung binh véi mitc 46 XHG, rho
lan luot 1a 0,512 va 0,523, p <0,001 (Bdng 5).

BAN LUAN
Dic diém mau nghién ctru

SO lwong ti€u cau trung binh trong nghién
ctu ctua chang toi la 220,71 + 66,67 G/L. Két
qua nay gan voi nghién ctu cia Wang RQ
(197,14 G/L)® va cao hon tac gia Lemoine M
(177 G/L)®. Nghién cttu ctia chung toi ghi
nhan gid tri trung binh ctia AST, ALT, GGT lan
lwot 1a 35,37 + 14,37, 31,69 + 21,09, 37,16 + 26,48
U/L tuong tw nghién cttu cua Wang RQ®
nhung thdp hon cic chi sd trong nghién ctu

Bién s6 Ponvi | OR(KTC95%) | P (LR-test) ctia Lemoine M®. Cach chon mau trong
AST SUL | 1,49 (1,02-1,67) 0,031 nghién cttu chung t6i twong dong voi nhoém
ALT 5UIL 0,95 (0,75-1,2) 0,649 Y Khi d6 tac oia L. .
GoT SUL | 1.28 (L06-1.55) 0,005 tac gia Wang I,QQ, Erong f 1 do tac gia Lemoine

Bachcdu | 1G/L | 085(064-1,12) | 0,230 M lua chon cac beénh nhan nguy co cao XHG

Tiducu | 60G/L | 0,58 (0,35-0,95) 0,028 nén dan dén nhitng khéc biét nhu trén.

AST, GGT c6 mdi twong quan thudn, muc do
yéu véi mic do XHG, rho lan luot 1a 0,445 va
0,447, p <0,001. Nguoc lai, s6 luong tiéu cau co
moi teong quan nghich, mitc d6 yéu véi mirc do
XHG, rho=-0,418, p <0,001 (Bang 4).

Bang 4: Tuwong quan giiva cdc xét nghiém va giai
doan xo héa gan do bang ki thudt ARFI

Bién sé Rho Chisép
AST 0,445 <0,001
GGT 0,447 <0,001

Tiéu cau 0,418 <0,001

MGéi twong quan giita APRI va GPRI véi mitc
ddo XHG do bang ki thuat ARFI

Bang 5: Twong quan giita APRI, GPRI va giai doan
xo héa gan do bang ki thudt ARFI

Giai doan XHG
Rho Chisép
APRI 0,512 <0,001
GPRI 0,523 <0,001

Chuyén Dé Noi Khoa - Lio Khoa

Phan tich gop nam 2019 tai Trung Qudc ghi
nhan ti 168 XHG dang ké 6 nguodi nhiém
VRVGBM 1a 58%®. Nghién cttu trong 19 nam
trén 253 bénh nhan nhiém VRVGBM ¢ Diic cho
thay ti 1é XHG dang ké 1a 36%®. Nghién cttu ctia
ching t6i ghi nhéan ti 1&¢ XHG dang ké trd 1én 1a
58% khi do bang ARFIL Chinh vi vay, khi tiép
cAn médt bénh nhan nhiém VRVGBM, mic du
AST, ALT binh thuong van nén fam soat XHG
béang cc phurong tién khong xam 1an®:

Cac dac diém 1am sang va can lam sang duw
doan XHG

Trong nghién cttu cua ching toi, AST va s0
luong tiéu cau la hai yéu t6 tién luong XHG
dang ké c6 y nghia thong ké. Diéu nay cing phu
hop va duoc chitng minh qua nhiéu nghién ctru
trén ddi twong nhiém VRVGBM béi cac tac gia
Seto WK®), Xiao L®. Khi tinh trang XHG tién
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trién dan dén hai hau qua: mot 1a giam tong hop
thrombopoetin tir 46 giam san xuat tiéu cau, hai
la ting &p tinh mach ctra dan dén ting bat gitt va
pha hay tiéu cau o lach. Ngoai ra, XHG cang
ndng lam ton thuong ty thé, tang giai phong
AST boi vi AST ¢ trong ty thé va bao twong
nhiéu hon ALT.

Bén canh AST va s6 luong tiéu cau, GGT
cing la xét nghiém dugc chitng minh la xét
nghiém dy doan XHG dang ké trong nghién ctru
cua chung t6i. Gan day, da cd nhiéu nghién ctru
xay dung mo hinh bao goém bién s6 GGT d¢€ duy
doan XHG 6 bénh nhan nhiém VRVGBM nhu
téc gia Wang Y (2013)19, Lemoine M (2015)® va
Li Q (2017)1. Didu nay ching to két qua hing
dinh gitta cac nghién cttu vé moi lién hé gitra
GGT va XHG ¢ bénh nhan nhiém VRVGBM.

Hé s0 tuong quan Spearman ctia GGT va s0
luong ti€u cau véi cac giai doan XHG trong
nghién cttu ctia ching toi lan luot la 0,447 va -
0,418, gan gidng voi nghién cttu ctia Leimone M
(0,48 va — 0,318)®. AST cling tuong ty nhw vay
vOi hé sd tuong quan la 0,445 trong nghién ctiu
ciia chuing t6i. Chinh vi méi twong quan yéu nén
trong thuc hanh 1am sang cac bién s6 thuong
duoc két hop d€ ting do chinh xac trong dw
dodn XHG.

Madi tuong quan giita APRI va GPRI v6i mixc
do XHG do bang ki thuat ARFI

Chi s6 APRI ¢6 mdi twong quan thudn, trung
binh véi mitc &6 XHG do bang ki thuat ARFI véi
rho=0,512. Két qua nay gan twong tw voi nghién
cttu cua Lé Trung Thi (tho=0,589)® va Huang R
(2017) (tho=0,404)1. Nghién ctru ctia ching toi
cting ghi nhan rho=0,523 gitta GPRI va mtc do
XHG do bang ki thuat ARFI, phu hop véi cac
nghién ctu ctia Lemoine M (tho=0,53)® va
Huang R (rho=0,511). Sy két hop gitia cac chi s&
da tang muc do twong quan so voi tung chi s6
don le.

KET LUAN

Qua nghién cttu mic d6 XHG ¢ 114 bénh
nhan nhiém HBV man bang chi s§ APRI, GPRI
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c6 d6i chiing voi Ki thuat ARFI, ching t6i ¢6 cac
két luan sau day:

Ti 1é XHG déng ké trd 1én (F >2) do bang ki
thuét ARFI 6 bénh nhan nhiém VRVGBM, chua
diéu tri la 58%.

Céc yéu td doc lap tién doan muc d6 XHG
dang ké & nguoi nhiém VRVGBM la nong d6
AST, GGT huyét thanh, s6 luwgng ti€u cau.

Chi s6 APRI, GPRI c6 méi twong quan
thuan, mirc d§ trung binh véi rho lan lugt la
0,512 va 0,523, c6 y nghia thong ké (p <0,001) véi
mtic d6 XHG do bang ki thuat ARFL

Chung t6i hy vong sé c6 nhiéu nghién ctu
khéc quy md 16n hon, c6 d6i chiéu véi giai phau
bénh d& x4c dinh ngudng cat ctia chi s5 GPRI

2

trong viéc chan doan XHG dang ké ¢ nguoi
nhiém VRVGBM.
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