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1
MO PAU

Céc bénh gan man tinh ludn c6 dién tién lién tuc sy pha huy va
hoi phuc chiu mé gan, cudi cung, dan dén xo hda gan va xo gan, la
nguyén nhén chinh gay tir vong ¢ nhiéu nudce trén thé gioi.

Bénh gan man tinh bao gdm mét sé cac bénh canh 1am sang c6
bénh nguyén khac nhau, trong dd, nguyén nhan do virus viém gan B,
virus viém gan C va viém gan do rugu dong vai tro quan trong. Trén
toan thé gisi, c6 khoang 400 triéu nguoi nhiém HBV. Pa sb nguoi
nhiém HBV man tinh thudc cac nude Chau A, Chau Phi va Pia Trung
Hai.

Cac nha l1am sang gio xem xo hoa gan vai cai nhin méi. Trudc
day, xo hoa gan dugc cho 12 mot qué trinh khong thé dao nguoc do cac
té bao chit md gan binh thudng dugc thay thé bai cac to chirc md giau
Collagen; Ngay nay, nho nhitng tién bo trong hiéu biét vé xo hoa gan
muc d6 phan tu trong hai thap nién qua cho phép mé ra huéng diéu tri
khang xo hoa, tién trinh xo hoa gan c6 kha ning ngiing hoic hdi phuc
néu duogc diéu trj thich hop.

Truée thuc t& ndy, viéc xac dinh mic d6 xo hoa gan sém va
chinh xac dong vai trd quan trong trong qua trinh theo ddi bénh nhén
bénh gan man tinh. Cho dén nay, dé phat hién sém xo héa gan can phai
sinh thiét gan, n6 duoc xem 13 “tiéu chudn vang” trong chan doan giai
doan xo hoa gan. Sinh thiét gan 1a mot k§ thuat xam 1an nén ca bénh
nhan va béc si déu ngai thuc hién.

Trong s cac phuong phap khong xam 14n dang duoc quan tam
hién nay, do d6 dan hdi gan thoang qua (FibroScan®) 1a mét ky thuat co
nhiéu hira hen. Do dé, chung toi thuc hién nghién ctu nay dé khao sat
tinh kha thi va tinh chinh xac cta phuong phap nay trong danh gia mac
d6 xo hoa gan.

Do d6 dan hdi gan thoang qua 1a phuong phap méi - khdng xam
I4n, nhanh chéng, d& thyuc hién va c6 thé lap lai - cho phép danh gia
muc d6 xo hoéa gan. Dua vao cac chi s6 do do dan hdi gan nham chan
doan mirc do xo hoa gan, tir d6 dua ra phuong an diéu tri chinh xéac va
du phong thich hop. Theo doi va tién lugng mirc do xo hoda gan trong
bénh ly bénh gan man tinh.



Vi ly do d6, chling t6i tién hanh nghién ciru dé tai: “Nghién ciru xo héa
gan ¢ bénh nhan bénh gan man bang do dan hoi gan thodng qua doi
chiéu vaéi mo bénh hoc” véi nhitng muc tiéu sau:

1. Xac dinh gi& tri ngudng, do nhay, do dac hiéu, gié} tri tién doan
duong tinh, gia trj tién dodn &m tinh cua do dan hoi gan thoang
qua doi chiéu vai mo bénh hoc ¢ bénh nhan bénh gan man tinh.

2. Danh gia mdi twong quan cia do dan hdi gan thoang qua theo
cac mirc do xo hoéa cta gan vai mot s6 chi s6 huyét hoc va hoa
sinh & nhdm bénh nhan nghién cu.

- Y nghia khoa hec va thuc tién ciaa luan an

+ Y nghia khoa hoc
Do d6 dan hdi gan 1a phuong phap méi - khéng xam lan, nhanh
chong, d& thuc hién va co thé lip lai - cho phép danh gia mirc do xo hoa
gan. Sir dung cac chi sé dé do d6 dan hoi gan bang siéu 4m dinh luong
trong chan doan mirc d6 xo hoa gan 1a phwong phap khoa hoc khach
quan, khéng phu thudc vao tinh chua quan ciia ngudi thuc hién cling nhu
dbi twong nghién ciru nhung lai cho ra gia tri chinh xac. Dya vao cac
chi s6 do d6 dan hdi gan nham chan doan mirc d6 xo hoa gan.
+ Y nghia thuc tién
Xac dinh gia tri ngudng dé chan doan cac mirc d6 xo hod gan
béng phuong phap do d6 dan hoi gan. Xac dinh do nhay, do dic hiéu,
gia tri tién doan duong, gid tri tién dodn am cua phuong phap do df dan
hoi gan trong danh gia mirc d6 xo hoa gan so voi sinh thiét gan. Theo
doi va tién lugng muc do xo hoa gan trong bénh gan man.
- Doéng gop méi caa luan an
Lu4n an & mot trong sb it d& tai nghién ctu vé danh gia xo hoa
gan dé cap dén ¢ Viét Nam. Luan an di c6 dong gop 16n cho chuyén
nganh noi tiéu hoa, dac biét trong linh vic chan doan muc do xo hoa
gan & nhitng bénh nhan bénh gan man tinh, nhiam c6 huéng diéu tri kip
thoi cho bénh nhan.
- Cau trdc luan an
Gom 123 trang: dit vin dé 2 trang, tong quan tai liéu 34 trang, dbi
twong va phuong phap nghién ctiu 23 trang, két qua nghién cau 26
trang, ban luan 35 trang, két luan 2 trang, kién nghi 1 trang. Luan an
c6 39 bang, 14 hinh, 17 biéu dd, c6 124 tai liéu tham khao: 27 tai
lidu tiéng Viét, 96 tai lidu tiéng Anh 1 tai liéu tiéng Phap.



Chuong 1
TONG QUAN TAI LIEU

1.1. BENH GAN MAN TiNH
1.11 Dinh nghia

Bénh gan man tinh (Chronic liver disease) dugc dinh nghia la
bénh canh c6 bang ching réi loan chirc ning gan lién tuc ca vé 1am sang
va sinh hoa kéo dai hon 6 thang.

1.1.2  Dich té hec

Viét Nam 1a nuéc thudc khu vuc Pong Nam A, noi co ty 18
viém gan virus B va C cao. C0 t6i 8,4 triéu ngudi (10,7%) nhiém HBV
man tinh & nudc ta, tin suit nay thay doi tdy theo yéu té nguy co kém
theo, kha cao & ngudi tiém chich ma tay va ngudi nhiém HIV, nhém
dung ma tay tiém chich cao hon (17,4%), nhom chay than nhan tao la
14,3%, nhom nguy co thap 1a 9,4%. Mat khac, tinh hinh lam dung ruou
ngay cang phé bién va bénh nhan nhap vién vi bénh gan do ruou ngay
cang tang.

Trong mot diéu tra cua Lavanchy, tan suat nhiém virus viém
gan C trén toan cau khoang 2,35%, anh huong dén 160 triéu ngudi viém
gan virus C man tinh. Giita cac nuéc Pong A, ti 1 luu hanh cia HCV
trong cong ddng cé su thay ddi khac nhau, khoang 0,5% tai Singapore
va Hong Kong, khoang 6% tai Viét Nam va Thai Lan, va vuot qua 10%
tai Myanma, ty 1& tai Trung Quéc khoang 2-3% (khoang 30 triéu
nguoi).

1.1.3 Nguyén nhan bénh gan man tinh

Viét Nam 1a mot nuéc thuoc khu viue Pong Nam A, noi ¢o ty 18
nhiém virus viém gan B va C cao. Nhitng nhdm nguyén nhan chinh gay
bénh bénh gan man: Virus, doc chat va thudc, chuyén hda, bénh tu mién
va nguyén nhan khac.

1.1.4  Sinh ly bénh ctia xo héa gan va xo gan

Xo hoa gan 13 hiu qua cia dap ung lam lanh tén thuong gan
truéc nhirng ton thuong lap di 1ap lai lién tyc.
1.1.4.1 Cdu tric gan binh thwong

Binh thuong, cac té bao gan duoc bao pha bai 16p noi md co
cac khe. Té bao Kupffer - con goi 1a dai thuc bao - nim trong long
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xoang, sat thanh 16p noi md. Hoat héa té bao sao c6 thé 1am tich ty chat
nén ngoai bao (ECM)

1.1.4.2 Thay déi cdu tric gan khi bj ton thirong

Tham nhiém té bao lympho viém vao chi md gan. Mot s6 té
bao gan chet theo chuong trinh. T¢ bao Kupffer dugc hoat hoa. Phong
thich hoa chat trung gian tao sgi.

Tang sinh té bao sao Ién nhiéu lan va duoc bao quanh mot
lugng l6n chat nén protein ngoai bao.

1.2. CAC PHUONG PHAP DANH GIA XO HOA GAN

Panh gia mirc d6 xo héa gan co nhiéu ¥ nghia to 16n, né khéng
nhitng chan doan giai doan xo hda gan, ma con dua ra phuong an diéu
tri chinh xac, theo doi va tién lugng trong bénh Iy bénh gan man tinh.

1.2.1. Panh gia xo héa gan xam I14n - md bénh hoc

Du d duoc ap dung tir hon 115 nam nay, nhung sinh thiét gan
hién nay van dugc xem la “tiéu chuan vang” trong danh gia mo6 hoc gan,
murc d6 bénh, nguyén nhan va xo héa gan.

Cac h¢ théng thang ﬁiém chinh danh gia tf;)n thuong mo hoc cua
gan dugc biet den nhicu nhat hién nay: Thang dieém HAI-Knodell, HAI
Ishak-Knodell (HAI-Knodell cai bién), va hé thong diém Metavir.

1.2.2. Céac phwong phap danh gia xo héa gan khong xam lian
1.2.2.1. Cac xét nghiém huyét thanh ddnh gid xo héa gan

Nhing dau 4n huyét thanh ngay cang dé cap déq viéc do luong
mot hogc nhieu phan tir trong mau hodc trong mau huyet thanh nhu la
mot chat dai dién xo hoa trong gan.

1.2.2.2 Céc phwong phdp chan dodn hinh anh danh gia xo héa gan

Trong khi van chwa c6 nhimg danh gia 14m sang va cac du 4n
sinh hoa chinh x4c hon trong chan doan xo hoa, sy phat trién nhanh
chéng ky thuat hinh anh c6 thé 1a cach tiép can khdng xam lan moi
trong bénh gan man tinh.

Siéu &m: La ky thuat d& thuc hién, khdng xam lan. Siéu am B
mode cho phép nhin thay 14 gan rét rd vé hinh thé, cdu trac duong mat,
mach méu. CTscan, MRI: Nhiing ky thuat nay cho thiy hinh anh cua



5

gan va cac cau tric 1an can. Nhiing dau hiéu chu yéu (Iach to, thily dudi
16N, gidn 16n tinh mach) c6 thé giup chan doan tiang ap luc tinh mach
ctra vai do dac hiéu cao, dac biét & bénh nhan c6 bénh gan biét trudc.

- Cac phuong phip do d9 dan hdi gan: (xem phan 1.2.2.3)
1.2.2.3. Po d¢ dan hoi gan thodng qua (Transient elastography)

- Phan loai do d dan hdi gan:
Ngoai MRE, siéu &m c6 nhiéu cach tao hinh bién dang md,
hién c6 cac may siéu am dé phan tich dinh tinh va dinh luong bién dang
mo va d6 dan hoi. Phan 1am 2 loai chinh: tinh va dong.

- Chi dinh FibroScan: chi dinh tét trong cac bénh ly sau.
Xac dinh mirc d6 xo hda gan, trong bénh ly chu mé gan man
tinh do viém gan virus: dac biét la viém gan virus B va C. Viém
gan do rugu. Gan thodi hda ma. Theo d6i dién bién phuc hoi
cuia bénh ly gan nham x4c dinh mirc d6 xo héa gan, diéu nay rat
hitu ich cho cac nha 1am sang trong chan doan ciing nhu trong
diéu tri va theo dai diéu trj.

Chuong 2

POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUOQNG NGHIEN CUU
Tu thang 7 nam 2007 dén thang 9 nim 2013, ching t6i nghién
cau trén 92 bénh nhan bénh gan man tinh.
2.1.1. Tiéu chuin chon bénh
Bénh nhan tir 16 tudi tré 1én duoc chan doan BGMT bang giai
phau bénh do 1 hay nhiéu nguyen nhan trong 4 nhém nguyen nhan
chinh sau: virus viém gan B, virus viém gan C, ruou, va khéng rd
nguyén nhan.
2.1.1.1. Chdn dodn bénh gan man
Tham nhiém té bao viém man: trén két qua giai phiu bénh c6
bach cau don nhan véi chii yéu 1a lympho bao ¢ khoang cira, c6 thé c6
x0 hoa gan.
2.1.1.2. Tiéu chudn chan dodn nguyen nhdn
2.1.1.3. Tiéu chuan chéan dodn mé bénh hoc: theo Metavir.
2.1.2. Tiéu chudn logi trir
- Bénh nhan khong dong y tham gla nghién ctu.
- R6i loan déng mau ndng: thoi gian prothrombin kéo dai (= 3-5
gidy so vai chiing); INR > 1,5; tiéu cau < 50.000/mm3.
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- Xo gan mat bu khi ¢6 bién chiing cia ting 4p TM cira nhu bang
bung, gidn TM thuc quan bénh ndo gan, hoi ching gan than.

- C6 bénh khac gay giam tiéu cau, sung huyét gan do bénh Iy tim
mach hay phol nang. Béo phi (BMI > 25).

- Mau sinh thiét gan khong dat chuan dé xac dinh mé bénh hoc: <
6 khoang cira hozc chiéu dai < 1 ,5¢m).
2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Thiét ke nghién ciu:

- M@ ta cit ngang.

- Thoi gian nghién cau: tir thang 7/2007 dén thang 9/2013.
2.2.2. Tinh co mau

Tur cac nghién ctru nudc ngoai, k¥ thuat do do dan hdi gan thoang
qua nay c6 do dac hi¢u (psp) déng ké, voi xo hoa ning va xo gan tir
85%-95%. Sai sb cua do dic hiéu dao dong trén dudi 5% (w = 0,05).
Tinh duoc n = 91,2. Chlng t6i s& tién hanh chon mau it nhat 12 92 bénh
nhan.
2.2.3. Cac blen s6 nghién céu
2.2.3.1. Tusi va phan nhém tudi
2.2.3.2. Gigi:
2.2.3.3. Tién su:
2.2.3.4. Tri¢u ching co nang:
2.2.3.4. Tri¢u ching thyec the:
2.2.3.5. BMI ,
2.2.3.6. Xét nghiem huyét hoc, héa sinh gan mat
2.2.3.7. Siéu am bung
2.2.3.8. B¢ dan hoi gan thoang qua: Don vi tinh la kiloPascal (kPa).
2.2.3.9. Mdu sinh thiét
2.2.3.10. Bién chung sinh thiét

Céc bién chimg nhu 12 dau, xuat huyét noi, nhiém tring. ..

cach xur tri cac bién ching va két qua.
2.2.3.11. Chdn dodn nguyén nhdn

Chia lam 7 nhém: do virus viém gan B, virus viém gan C, rugu,
virus viém gan B + virus viém gan C, virus viém gan B + ruqu, virus
viém gan C + ruou, va khong ré nguyén nhan.
2.2.4. Cacbuéc tién hanh nghién ciru
2.2.4.1. Chudn bj bénh nhan

Céc bénh nhan trong dién nghién ctru déu dwoc hoi ki vé bénh
str, khdam lam sang va lam cac xét nghiém theo phleu ghi nhan thong tin
bénh nhan thoa man cac tiéu chuan chon bénh va tiéu chuan loai trir:
2.2.4.2. Thuc hién cac xét nghiém
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Tién hanh dinh luong mot s6 xét nghiém mau trong nghién cau
theo dung nguyén tac va ky thuat xét nghiém.
2.2.4.3. Thuc hién ky thugt FibroScan

Tat ca cac bénh nhan dugc do d6 dan hoi gan thoang qua tai
Trung tdm Chéan Poan Y khoa (Medic) Tp.HCM bang may FibroScan
502 véi dau do M cua hing Echosen ctia Phép. Qué trinh nay duoc thuc
hién it nhat 2 gio sau khi an.
2.2.4.4. Sinh thiét gan

Tat ca cac bénh nhan trong dién nghién ctu s€ dugc sinh thiét
gan qua da tai phong siéu &m dudi huong dan cua siéu am 2D. Sinh
thiét gan duoc chinh tac gia nghién ctru va bac si khoa Tiéu héa thuc
hién, két qua mod bénh hoc duoc doc tai khoa Giai Phiu bénh Dai hoc
Y-Duoc Tp.HCM.

Mau mé gan dugc ngadm vao lo chira dung dich formol 10% va
goi dén khoa Giai Phau Bénh bénh vién DPai hoc Y-Dugc Tp.HCM
trong vong 24 gio. Mau mé gan duoc diic trong paraffin, va 16 gio sau
nhudom Hematoxylin Eosin thuong quy. va nhuém thém bang phuong
phap hdéa mé micn dich (IHC) véi dau an Vimentin va Trichrome gilp
quan sat rd hon mo lién két collagen va phan biét mé lién két voi co
tron tot hon.

2.2.5.  Phuong phap xur ly so lieu

Xt ly s6 liéu theo chuong trinh SPSS 14.0.

Déanh gia: p>0,05: Sy khac bi¢t khong c6 y nghia thong ké;
p<0,05: Su khac biét c6 y nghia théng Ké; p< 0,01: Sy khac bigt rat coy
nghia thong ké; p<0,001: Sy khac bigt rat cd y nghia thong ké rat lon.

So sanh trung binh hai tong thé va suy doan thdng ké bang cach
st dung T-test trén chuong trinh SPSS 14.0.

Néu mudn so sanh tri trung binh caa mot tong the véi mét gia tri
Cu thé nao do, ta thuc hién phép kiém dinh gia thuyét vé trung binh cua
tong thé. SPSS sir dung I¢nh One-Sample T-Test.

Néu mudn so sanh hai tri trung binh cua hai nhém téng thé riéng
biét, ta thuc hién phép Kiém dinh gia thuyét vé sur bang nhau cua 2 trung
binh tong thé dya trén hai mau doc lap rut tir hai tong thé nay. SPSS sir
dung Iénh Independent Sample T-Test.

Néu muon so sanh hai tri trung binh cua hai nhom tong thé riéng
biét co dic diém 1a mdi phan tir quan sat trong téng thé nay co sy tuong
ddng theo cap voi 1 phan tir & tong thé bén kia, ta thuc hién phép kiém
dinh gia thuyét vé su bang nhau cta 2 trung binh téng thé dya trén di
liéu mAu rdt tir hai tong thé theo cach phdi hop ting cap. SPSS sir dung
l1énh Pair-Sample T-Test.
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~ Néu muén mé rong so sanh cho tri trung binh cua nhiéu nhém
tong the doc 1ap, ta thyc hi¢n phép kiém dinh gia thuyet ve sy bang
nhau cua trung binh nhiéu tong thé. Phuong phap kiém dinh la phén tich
phuong sai (ANOVA). SPSS str dung I¢gnh One-way ANOVA.

buong cong ROC dugc thiet 1ap dé phat hién nhirng bénh nhéan

¢6 do xo hoa gan theo METAVIR giai doan 2 hoac hon (F>2), giai doan
3 hoac hon (F>3) va xo gan (F=4). Tur d6, xac dinh d6 nhay, d6 dic
hi¢u, gia tri tién doan duong (PPV), gia tri tién doan am (NPV) cua
phuong phap do d§ dan hoi gan.
2.2.6. Khong ché sai so
2.2.7  Pao duc trong nghién cuiu

Chuong 3
- KET QUA NGHIEN CUU
3.1.  PACPDIEM CHUNG CUA NHOM NGHIEN CUU
3.1.1. Pic diém vé dich t& hoc
3.1.1.1. Tubi

Bang 3.1: Tudi va Phan bd bénh nhan theo cac nhom tudi

Nhom tudi N Tansuat | Tan §uét cong Trung binh £
(ndm) (%) don (%) SD
16 - 25 5 5,43 5,43
>25 - 35 11 11,96 17,39
>35 - 45 20 21,74 39,13
>45 - 55 23 25,00 64,13
>55 - 65 14 15,22 79,35
> 65 19 20,65 100,00
92 100 50,43 + 15,03

Nhdn xét: Tudi trung binh bénh nhan trong nhom nghién ciru: 50,43 +
15,03. Tudi nho nhét: 16. Tudi 16n nhat: 79. Pa s tap trung & do tudi
trung nién: >45-55 1a 25 %. Nhom tudi >35-45 ding hang thir 2:
21,74%. Nhém tudi 16-25 1a 5,43% chiém ty 1é thap nhat. Nhom 16n
tudi nhit (>65) chiém ti 1& kha cao, 20,65%.

3.1.1.2. Gidi tinh
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Bang 3.2: Phan bd bénh nhan theo gidi tinh

n Tan sut (%)
Nam 55 59,78
Nir 37 40,22 p>005

Nhdn xét: Trong mau nghién ctru, ¢6 55 bénh nhan nam (59,78%) va 37
bénh nhan ntr (40,22%). Ty 1€ nam/nir: 1,49.

3.1.1.3. Nguyén nhan

Bang 3.3: Nguyén nhan bénh ly chi m6é gan man tinh

Nguyén nhan n Tan suat (%)
Viém gan virus B 26 28,26
Viém gan virus C 28 30,43
Ruou 6 6,52
Viém gan virus B + ruou 8 8,70
Viém gan virus C + rugu 10 10,87
Viém gan virus B + C 4 4,35
Nguyén nhan khac 10 10,87

Nhdn xét: Tan suat bénh nhan viém gan virus B va C trong nghién clru
ctia chiing toi gan twong tu nhau, chiém 28,26% va 30,43%. Viém gan
do rugu don thuan chi 6 truong hop (6,52%), viém gan virus B két hop
viém gan do ruou 1a 8 truong hop (8,7%).

3.1.14. BMI

Bang 3.4: Phan b Chi s6 khdi co thé (BMI)

BMI n | Trungbinh+SD | Nho nhit Lén nhat

92 222 +212 18,7 24,3

Nhdn xét: BMI trung binh bénh nhan trong nhém nghién ctru: 22,2 +
2,12. BMI nho nhat: 18,7. Va BMI 16n nhat: 24,3.
3.1.2. Pac diém lam sang

3.1.2.1. Triéu chwng co ning
Bang 3.5: Tri¢u chung co nang cua bénh ly chii mo gan man tinh
n Tan sut (%)

Giam kha nang lao dong 25 27,17

Pau ha suon phai 27 29,34

R4i loan gidc ngu 35 38,04

Day bung, kho ti€u 68 73,91

Mét moi, chan an 75 81,52
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Nhan xét: Cac triéu chimg co nang thuong gap ¢ bénh nhan c¢6 bénh
gan man la mét moi, chan an, 75 bénh nhén (chiém 81,52%).

3.1.22.  Tri¢u chirng thuc the
Béng 3.6: Tri¢u chung thuc thé ctia bénh ly chii m6 gan man tinh

n Tan suét (%)
Xuét huyét tiéu hoa 1 1,09
Xuat huyét da niém 8 8,70
Lach to 14 15,21
Vang da 15 16,30
Gan to 18 19,57
Sao mach 19 20,65
Long ban tay son 21 22,82
Gian mach go ma 36 39,10
Xam da 68 73,90

Nhan xét: Cac tr@éu ghl'mg thuc thé thuong gdp: xam da c6 68 bénh
nhan (73,9%). Tiép dén 1a gian mach go ma (39,10%), long ban tay son
(22,82%). Vang da va xuat huy¢et da niém chiém ti 1€ 16,3% va 8,7%.

3.1.3. Pac diéI,n cin lam sang .
3.1.3.1. Mgt s6 ddc diém sinh héa va huyét hoc
Bang 3.7: Mot s6 xét nghiém mau bénh nhan bénh gan man tinh

Trung binh | Nho nhat | Lénnhat | Pon vi
Albumine 4,39 +0,85 2,17 59 mg/dL
Tiéu cau 1719+ 71,9 57 419 G/L
Creatinin 0,93+0,19 0,5 1,42 mg/dL
INR 1,03+£0,13 0,85 1,47
AST 72,17 + 53,96 13 293 u/L
ALT 55,24 + 38,52 10 174 U/L
Biliburin toan | 8,5+11,17
phan Trung vi: 2,65 0.2 72,2 mol/L

Nhdn xét: Véi bién c6 gia tri SD 16n hon gia tri trung binh, chon gié tri
trung vi (Median) dé ban luan. Gia tri bilirubin toan phan dao dong 16n
nén ta chon gia tri trung vi dé phan tich.
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3.1.3.2.  Dic diém siéu am
Bang 3.8: Céc dic diém trén siéu 4m 2D

Pic diém si€u am n | Tan suat (%)
Binh thuong 19 20,65
CAu triic nhu mo gan tho 35 38,04
C6 2 dau hiéu siéu 4m (Cau tric nhu mo gan thd +
Bo gan khéng déu) 24 26,09
C6 ca 3 dau hi¢u siéu am (Cau tric nhumé gan |, , 15.29
tho + bd gan khong déu + lach to) '

Nhdn xét: C6 19 bénh nhan siéu am binh thuong (20,65%). Bénh nhan
¢6 hinh anh cu triic nhu mé gan tho: 35 (38,0%) va ¢ 14 truong hop
(15,22%) hoi di ca 3 dau hiéu trén siéu am.

3.1.3.3. Ngi soi thuc qudn da day

Bang 3.9: K&t qua noi soi thuc quan da day

Bénh gan man tinh n Tan suat (%)

Co 13 14,10

Gian TM thuc quan Khong 79 85,90

Nhdn xét: Bénh nhan gian tinh mach thyc quan don thuan c6 13 truong
hop (14,1%). Khong c6 truong hop nao gidn tam phinh vi.

3.2. MO BENH HQC BENH GAN MAN TiNH

Trong s6 92 bénh nhan thuc hién sinh thiét gan, c6 7 bénh nhan
chung t6i phai thuc hién sinh thiét 2 1an, chiém tan suét 7,6%, khong co
bénh nhéan nao phai thuc hién sinh thiét gan tir 3 1an tré 1én.
3.2.1. Két qua mé bénh hoc (Metavir)
Bang 3.10: Phan loai mirc d6 xo hoa gan theo thang diém Metavir

Mirc d6 xo hoa n Tan suat (%)
FO 7 7,61
F1 19 20,65
F2 24 26,09 p<0,01
F3 22 23,90
F4 20 21,75
92 100

Nhdn xét: FO chiém 7,61%. F1 ¢6 19 bénh nhan (20,65%). Xo hoa ¢ y
nghia (F2) 1a 24 (26,09%). Xo hoa nang F3 co6 22 truong hop (23,9%)
va xo gan (F4) 1a 20 truong hop (21,75%).




3.2.2. Bién chirng
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Béng 3.11: Céc bién chiing sinh thiét gan

Bién chung

Tan sut (%)

Pau

64,10

Xuat huyét ndi

Viém phuic mac mat

Ton thuong cac co quan khac

T vong

l
o|lo|o|o|Q|=

Nhdn xét: Bién ching thuong giap nhat dau. Pau tai noi sinh thiét c6 59
bénh nhan, chiém tan suat 64,1%. Vi mic do dau tinh theo thang diém
5, ¢6 50 bénh nhan (54,3%) dau muc 3/5 phai dung thudc giam dau
udng. C6 9 truong hop (9,78%) dau & muc 4/5, phai ding dén thude

giam dau tiém bap.

3.3.

PO PAN HOI GAN

3.3.1. Phén d9 mé bénh hoc Metavir twong ung voi FibroScan
Bang 3.12: Két qua gia tri d§ dan hoi gan (kPa) tmg v6i phan loai mo
bénh hoc Metavir (F) ctia sinh thiét gan

Giai doan N (%) Trung binh Dao dong | Khoang tin

Metavir (F) ° + SD (kPa) (kPa) | cay 90%(CI)
0 7] 761 7,34+2,16 53-118 | 534-9,34
1 19 | 20,65 7,08 +2,99 38-141 | 564-8,52
2 24| 26,09 | 1459+1531 | 48-72,1 | 8,12-21,05
3 22| 2391 | 2364+16,20 | 8,8-75,0 | 16,46-30,83
4 20 | 21,74 | 37,56 +20,12 1715;10_ 28,14- 46,98

92 19,64 + 18,23 3,8-75

Nhdn xét: O nhém nghién ctru, do d6 dan hdi gan thanh cong 92
truong hop, tri sb trung binh 19,64 + 18,23 kPa, dao dong: 3,8-75 kPa.
Ti 1¢ bénh nhan c6 phan loai Metavir F2 cao nhat (26,09%) vai do dan
hoi trung binh 1a 14,59 + 15,31kPa.
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3.3.2. Chi s6 FibroScan (kPa) theo tirng nguyén nhan bénh gan
man tinh
Bang 3.13: Chi s FibroScan (kPa) theo timg nguyén nhan bénh gan
man tinh

Trung binh (kPa) + Nho Lén

n SD nhat nhat

Viém gan virus B man tinh | 26 15,52 + 17,76 3,8 72,1
Viém gan virus C man tinh | 28 19,82 + 18,85 43 75
Viém gan do rugu 6 44,82 + 23,16 8,1 75
Viém gan virus B + rugu 8 15,26 + 9,27 5,6 32
Viém gan virus C + ruou 10 19,92 + 7,51 7.8 31

Viém gan virus B + C 4 22,45+ 14,34 5,9 39,8
Nguyén nhan khac 10 16,88 + 20,66 53 75

Nhan xét. Bén}l gan man do ruou co trung binh do dan hoi gan cao nhat.
Bang 3.14: Két qua gia tri do dan hoi gan (kPa) tng v&i phan loai mé
bénh hoc Metavir (F) trén bénh nhan viém gan virus B man tinh

Giai doan phén loai Metavir n Trung binh + SD (kPa)
FO 2 6,15+ 12
F1 8 576+18
F2 10 19,04 + 23,34
F3 5 22,52 + 15,34
F4 1 42,2
26 15,52 + 17,76

Nhdn xét: Gia tri trung binh d6 dan h?)i gan 13 15,52 + 17,76 kPa.
Bang 3.15: K&t qua gia tri d6 dan hoi gan (kPa) ing v6i phan loai mo
bénh hoc Metavir (F) trén bénh nhan viém gan virus C man tinh

Giai doan phan loai Metavir n Trung binh = SD (kPa)
FO 2 6,3+0,71
F1 4 6,75+ 2,54
F2 7 10,16 + 2,67
F3 8 29,72 + 21,77
F4 7 29,5+ 22,62
28 19,82 + 18,85

Nhdn xét: Ti 1¢ bénh nhéan xo gan (F4) va xo hoa nang (F3) chiém ti 1&
cao (gan 30%). Gi4 tri trung binh d6 dan hdi gan cao, dén 19,82 kPa.
Viém gan virus C man tinh chiém ti 1 cao nhét trong cac nguyén nhan
(30,43%).
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Bang 3.16: Két qua gia tri ¢ dan hoi gan (kPa) tmg voi phan loai mo
bénh hoc Metavir (F) trén bénh nhan viém gan virus B man tinh + rugu

Giai doan ph(ﬁ;l) loai Metavir N Trung binh + SD (kPa)
F1 1 5,6
F2 4 12,5 + 3,96
F3 1 8,8
Fa 2 28,85+ 4,45
8 15,26 + 9,27

Nhdn xét: Co 8 bénh nhan viém gan do rugu kém siéu vi B man tinh,
chiém ti 1€ nhd. Gia tri 0 dan hoi trung binh 15,26 kPa.

Bang 3.17: Két qua gia tri do dan hoi gan (kPa) Gmg voi phan loai mo
hoc Metavir (F) trén bénh nhan viém gan virus C man tinh + rugu

Giai doan phan loai Metavir (F) n Trung binh + SD (kPa)
F1 1 14,1
F2 3 12,87+ 4,4
F3 3 21,37+6,7
F4 3 27,47+ 3,06
10 19,92 +7,51

Nhdan xét: C6 10 bénh nhan viém gan do ruou kém siéu vi C man tinh,
chiém ti 1€ nhd. Gia tri 0 dan hoi trung binh 19,92 kPa.

Bang 3.18: Két qua gia tri d6 dan hoi gan (kPa) tmg voi phan loai mo
bénh hoc Metavir (F) trén bénh nhan viém gan do nguyén nhan khac

Giai doan phan loai Metavir (F) n Trung binh £ SD (kPa)
FO 2 9,2+ 3,68
F1 4 8,95+ 3,53
F3 3 13,2+ 0,69
F4 1 75,0
10 16,88 + 20,66

Nhan xét: C6 10 bénh nhén bénh gan man tinh chua r6 nguyén nhén,
chiém ti 1€ nho. Gia tri 6 dan hoi trung binh 16,88 kPa.
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3.3.3. Phan d) mirc d) hoat ddng viem Metavir (A) theo FibroScan
Bang 3.19: Gid tri d¢ dan hoi gan (kPa) ung vai hoat 6 Metavir (A)

Hoat do 0 Trung binh (kPa) Dao dong Khoang tin cay
Metavir (A) +SD (kPa) 90% (CI)
A0 8 8,15 + 2,45 53-121 6,1 —10,2
Al 34 15,51 £ 17,94 3,8-75 9,25-21,78
A2 45 22,9+ 17,77 38-75 17,57 — 28,24
A3 5 36,76 + 18,23 14-75 8,32 - 65,2
92 19,65 + 18,23 38-75 15,87 — 23,42

Nhdn xét: Mtrc do hoat d A theo thang diém Metavir & nhitng bénh
nhan bénh gan man tinh da sb 1a giai doan Al va A2, chiém dén 85,9%.
3.3.4. Xic dinh gia tri nguomg d9 dan hdi gan bing FibroScan
trong chan doan cac mirc dd xo héa khac nhau

3.3.5.1. Gid tri cuia FibroScan trong chan dodn xo héa gan >F2

Nhdn xét: Khi gia tri chi s6 FibroScan > 7,3 thi nguy co bi xo hoa gan
muc do F > 2 véi dién tich dudi duong cong (AUC) 0,95 (khoang tin
cay 95%: 0,91 - 0,98); do nhay 92,06% va do dac hi¢u 90,98%. PPV:
84,1%. NPV: 95,7%. p < 0,001.

3.3.5.2. Gid tri ciia FibroScan trong chan dodn xo héa niang (>F3)
Nhdn xét: Khi gia tri chi s6 FibroScan > 8,7 thi nguy co bi xo hoa gan
muc d9 F >3 véi AUC 0,93 (khoang tin cay 95%: 0,89 - 0,96); d6 nhay
100% va d¢ dac hicu 83,78%. PPV: 60,7%. NPV: 100%. p <0,001.
3.3.5.3. Gid tri cua Fibroscan trong chan dodn xo gan (F4)

Nhdn xét: Khi gia tri chi s6 FibroScan > 12,9 thi s& c6 nguy co bi xo
gan (F4) voi AUC 0,94 (khoang tin cdy 95%: 0,90-0,97), do nhay 95%
va d¢ dac hiéu 85,45%. PPV: 44,2%, NPV: 99,3%. p<0,001.

3.3.5. P9 nhay, d9 dic hi¢u, PPV, NPV, AUC ciia d9 dan hoi gan
trong chin dosn cac mirc d§ xo héa khic nhau

Bang 3.20: D6 nhay, d6 dac hiéu, PPV, NPV, AUC ctia d6 dan hoi gan

Céc gia tri >F2 >F3 F4
Gia tri ngudng (kPa) 7,3 8,7 12,9
Do nhay (%) 92,06 100 95
Do dac hiéu (%) 90,98 83,78 85,45
PPV (%) 84,10 60,70 44,20
NPV (%) 95,70 100 99,30
AUC 0,95 0,93 0,94

Nhdn xét: Do nhay va @6 dac hiéu cua phuong phép do FibroScan kha
cao, do nhay >90%, d¢ dac hi¢u > 80%. AUC ciing rat cao, > 0,9.
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3.3.6  Xic dinh gia tri nguwong do dan hdi gan trong chin doan cac
mirc d§ xo héa khac nhau trong viém gan virus B man tinh

Nhdn xét: Khi gié tri chi sé FibroScan > 7, nguy co bi xo hoa gan mic
do F > 2 v6i AUC 0,89 (khoang tin cay 95%: 0,71- 0,97), d6 nhay
83,33% va d¢ dac hi¢u 90%. PPV: 93,7%. NPV: 75%. p <0,001.

Nhdn xét: Khi gia tri chi s6 FibroScan > 9,1 thi s& c6 nguy co bj xo hoa
gan muc do F > 3 voi dién tich dudi duong cong (AUC) 0,8 (khoang tin
cdy 95%: 0,61 - 0,93), do nhay 100% va do dac hiéu 69,57%. PPV:
41,7%. NPV: 100%. p < 0,001.

Bang 3.21: Xac dinh gia tri ngudng do dan hdi gan trong chan doan cac
murc d§ xo hoa khac nhau cua viém gan virus B man tinh

Giai Ngudn bo
Mdoan_ n g bo da;: AU 95%ClI PP | NP b
etavir (kPa) nhay hiéu C \Y \Y
() '
Metavir | 1 83,3 0,8 0,71- 93, 75
F>2 | 8| 3 | O | 9| o097 |7 <0,001
Metavir 69,5 | 0,8 0,61- 41,
F>3 5 9,1 100 7 0 0,03 7 100 | <0,001

3.3.7 Xic dinh gia tri nguong d9 dan hdi gan trong chin doan cac
mirc d§ xo hoa khac nhau trong viém gan virus C man tinh

Nhdn xét: Khi gia tri chi s6 FibroScan > 8,3 thi s& ¢6 nguy co bj xo hoa
gan mirc d§ F > 2 véi dién tich dudi duong cong (AUC) 0,95 (khoang
tin cay 95%: 0,80 - 0,99), d0 nhay 86,96% va d6 dac hiéu 83,33%.
PPV: 95,2%. NPV: 62,5%. p < 0,001.

Nhdn xét: Khi gia tri chi s6 FibroScan > 11 thi s& c6 nguy co bi xo hoa
gan muc do F > 3 vdi dién tich dudi duong cong (AUC) 0,88 (khoang
tin cay 95%: 0,70 - 0,97), d6 nhay 86,67% va do dac hi¢u 78,57%.
PPV: 81,3%. NPV: 84,6%. p < 0,001.

Nhdn xét: Khi gia tri chi sé FibroScan > 12,9 thi s& c6 nguy co bi xo
gan (F = 4) véi dién tich dudi duong cong (AUC) 0,79 (khoéang tin cay
95%: 0,60 - 0,92), dd nhay 87,5% va d¢ dac hi¢u 71,43%. PPV: 53,8%.
NPV: 93,8%. p < 0,001.
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Bang 3.22: Xac dinh gia tri ngudng d6 dan hoi gan bang FibroScan trong chan
doéan cac mirc d6 xo hoa khac nhau ctia viém gan C man tinh

— Do
Giai doan Ngudng bo o AU
log : PPV | NPV | 95%CI
Metavir (F) | " | (kPa) | nhay }i:l c 0 p
Metavir 0,80-
For 23 | 83 |89 | 8333 | 095 | 952 | 625 | [ | <0001
Metavir 0,70-
Fo3 15 | 11 | eser | 7857 | 088 | 813 | 846 | [ | <0001
Metavir | o | 159 | 15 | 7043 | 079 | 538 | 938 | 8% | <0001
F=4 ' S i B B8 | g9 '

34  CAC MOI LIEN QUAN, TUONG QUAN GIUA PO PAN
HOI GAN VOI MUC PQ XO HOA THEO METAVIR VA
THONG SO HUYET HQC, SINH HOA LIEN QUAN XO GAN
3.4.1 Twong quan (hdi quy) giita chi sé FibroScan (kPa) va mirc dd
x0 héa gan F (Metavir)
Nhdn xét: Méi twong quan thuan muc d6 vira giita FibroScan (kPa) va
muc d§ xo hoa gan F (Metavir) theo phuong trinh Y = 0,0457 X +
1,9397; r = 0,6 (p < 0,01).
3.4.2 MGdi twong quan giira mirc d9 xo héa gan véi transaminase,
INR, bilirubin mau va tiéu ciu
3.4.2.1. Nhom viém gan man tinh chung
Bang 3.23: Mdi twong quan giita s6 do d6 dan hdi gan véi transaminase,
bilirubin, tiéu ciu, Albumin va INR (n = 92)
AST | ALT | Bilirubin |Tiéucau| Alb INR
Fibroscan| r | 0,379 | 0,125 0,448 -0,532 | -0,446 | 0,554
(kPa) | p |<0,001|>0,05| <0,001 | <0,001 |<0,001 |<0,001
Nhdn xét: P dan hoi gan c6 mdi twong quan vira V6i cac chi so trén,
trir ALT, tuong quan kha chat véi INR (0,554) va s6 luong tiéu cau.
Bang 3.24: Mdi tuong quan giita mic do xo hoéa gan tinh theo F-
Metavir véi transaminase, bilirubin, tiéu cau, Albumin, INR
Tiéu | Bilirubin
ciu | toan phan
Xo héa gan r | 0299|0122 | -0,441 | 0,186 |-0,196|0,416
Metavir p |<0,001| >0,05 | <0,001 | <0,05 |<0,01 |<0,001
Nhdn xét: Mirc do xo héa gan (Metavir) tuong quan rat it dén vira véi
chi s6 AST, tiéu cau, va INR. Khong twong quan véi bilirubin, ALT.

AST | ALT Alb | INR
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3.4.2.2. Nhém viém gan virus B mgan tinh

Bang 3.25:7M6‘i tuong quan giita d0 dan hoi gan véi transaminase,
bilirubin, ti€u cau, Albumin, INR & bénh nhén viém gan virus B man
tinh

AST | ALT | Tiducau | BImubin 1 | INR
toan phan

Fibroscan| r | 0,464 | 0,079 | -0,59 0,398 -0,52 | 0,737

(kPa) | p | <0,05 | >0,05| <0,01 | <0,05 | <0,01 |<0,001

Nhdn xét: Do dan hoi gan (kPa) c6 mdi twong quan rat it cho deén vira
Vai Cc&c chi s6 AST, bilirubin, va tuong quan kha chat vai tiéu cau,
albumin va INR. Khong tuong quan voi ALT.

3.4.2.3. Nhém viém gan virus C mgn tinh
Bang 3.26: 7M6§ twong quan gitta d¢ cung FibroScan vdi transaminase,
bilirubin, tiéu cau, Alb, INR & bénh nhan viém gan virus C man tinh

AST | ALT | Tiéucay | Bilirubin o p INR
toan phan

FibroScan| r | 0,389 | 0,359 | -0,487 | 0,684 | -0,719 | 0,694

(kPa) | p | <0,05 | >0,05 | <0,01 | <0,001 |<0,001 | <0,001

Nhdn xét: D6 dan ho6i gan tuong quan rat it cho dén vira voi AST, tiéu
cau. Tuong quan kha chat voi bilirubin, albumin va INR, khong tuong
guan vai ALT.

Chuong 4

BAN LUAN
4.1. PAC PIEM CHUNG MAU NGHIEN CUU
4.1.1. Dic diém vé tudi va gidi
4.1.1.1. Pdc diém vé tuoi: Do tudi trung binh trong nghién ctru cua
chung t61 (50,43 £+ 15,03) tuong tu voi két qua nghién clru cla tac gia
trong va ngoai nudc.
4.1.1.2. Pac d‘zem vé gigi: Trong nghién ctu cua chung t6i, ty 1€

nanv/nir: 1,49 - sb bénh nhan nam gép rudi lan s6 nir. Két qua nay kha
phti hgp véi mot s cac nghién ciru cua cac tac gia trong va ngoai nude.

4.1.2. Pic diém vé nguyén nhan gdy bénh Iy chii mé gan man tinh
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Trong nghién ctru cua ching t61, nguyén nhan gy bénh Iy chu mé gan
man tinh do virus chiém uu thé, gan 60%, trong do, viém gan virus B va
C gan bang nhau, 28,26% va 30,43%.

Trong nghién ciru cua ching t6i ty 1 viém gan do virus két hop ruou la
19,57%. Theo Atif Zaman, nguyén nhan xo gan do virus don thuan
khdng cao (33%), viém gan do virus C va rugu co ty 1€ cao nhat.

Trong nghién ctru cua tac gid G.Wong (Hong Kong), ghi nhan ty 1€
viém gan do virus B la 52% va virus C la 14%. Ngoai ra con c0 ty 1¢
16n bénh nhéan c6 bénh gan nhiém md& khong do rugu (26%) va nguyén
nhan khac la 9%.

4.1.3. Dic diém 1am sang

Triéu cht’mg mét moi va chan an gap o phér} 16n bénh nhan, chiém
81,52%. Dicu nay cing phu hop v6i ly thuyét vi day la nhing triéu
chung xuat hién dau tién.

4.1.4. Dic diém can 1am sang

4.1.4.1. Mot s6 xét nghiém sinh héa va huyét hoc

Trong nghién ctru cta ching t6i, AST va ALT cé thay dbi bat thudng.
AST (72,17 + 53,96), ALT (55,24 + 38,52). Day ciing 1a ly do chinh
khién bénh nhan di khdm bénh va tam soat nguyén nhan gay bénh.

Két qua nghién ciru cia cac tac gia nhu Foucher AST (59,5), ALT
(79,2), Gomez-dominguez AST (58 £ 47), ALT (86 £ 80).

4.1.4.2. Siéu &m 2D: Nhin chung, ddu hiéu nhu mé gan thé 1a dau hiéu
thuong gap trong bénh Iy chi mé gan man tinh.

4.1.4.3. Ngi soi da day thuc quan

Xo gan 1a m6t bénh thuong gap ¢ Viét Nam, trong céc dot tién trién cua
bénh, c6 thé xuat hién nhimg bién ching nguy hiém gy tir vong nhu:
hon mé gan, xuat huyét tiéu héa (XHTH).

4.2.  SINH THIET GAN

4.2.1. Tiléthanh cong

C6 4 trudong hop sb khoang ctra thu duoc khong du chuén nén bi loai.
Ty 1€ thanh cong la 95,83%. Két qua ndy cling twong tu vi nghién ctru
cua Lam Hoang Cat Tién va mdt sO cac nghién clru cla cac tac gia
Foucher va cs, Ziol va cs ty 1€ thanh cong 13 92,3%.
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4.2.2. Bién chirng trong sinh thiét gan

Pau 1a bién ching nho thuong gap,nhét trong nghién ctru cia ching t6i.
Pau tai noi siph thiét chiém tan suat 64,1% bénh nhan, mic do dau tinh
theo thang di€m 5 thuong 1a 3/5 (50 bénh nhan, 54,3%).

4.2.3. Két qua mé bénh hoc

4.2.3.1. Phan logi giai doan xo héa gan theo Metavir (F)

Qua mét sd nghién clru, ta nhan thay rang phan bd tan suit xo héa gan
theo Metavir twong tu nhau gitra cac nghién ctru. Nhin chung ty 1¢ bénh
nhan X0 hoa giai QOan FO0,1 ’chiém ty 1€ cao, xo hoa nang F3, va xo gan
F4 chiém ty 1¢ thap hon. Két qua nay cling phu hop voi két qua nghién
ctru cia Foucher, Gomez-dominguez va cs.

4.2.3.2. So sanh dién tién mirc d6 hoat do viém theo Metavir

Két qua nay ciing phit hop véi cac nghién ctru ciia Ziol, phin 16n bénh
nhan cling tdp trung & mac do hoqt do yiém Al, va A2. Cu thé trong
trong nghién 91'1'u ‘cﬁa Ziol, Al chiém gén 66,5% va A2 1a 30,3%, con
A0 va A3 chiém tan suat khong dang ké.

43. PO PO PAN HOI GAN

4.3.1. Do dj dan héi gan bang FibroScan

Trung binh d6 dan hoi ciia gan trong nghién ctru chung t6i (19,64 kPa)
cao hon so voi cac nghién ctru ciia Foucher, Ganne-Carrie va Castera
(6,3 -7,4 kPa).

4.3.2. Po dj dan hoi gan theo giai dogn mé hoc Metavir (F)

Két qua nghién ciru ciia chiing t6i cho thiy do dan hdi trung binh cua
gan ¢ giai doan FO va F1 la 7,08-7,34 kPa. Giai doai F2 la 14,59 kPa
(khoang tin cdy 90%: 8,12 - 21,05). Giai doan F3 1a 23,64 kPa (khoang
tin cdy 90%: 16,46-30,83). Va cao nhat 1a F4: 37,56 kPa (khoang tin
cay 90%: 28,14 - 46,98).

Trong nghién ctru cua Foucher, d§ dan hoi trung binh timg giai doan
theo md bénh hoc Metavir lan luot FO,1 1a 6,9 kPa, F2 14 9,2 kPa, F3 la
18,7 kPa, F4 1a 31,1 kPa.

4.3.3. Két qui do dp dan héi gan trong chin dodn cdc mirc dp xo
hoa khac nhau

4.3.3.1. Két qua do @b dan hoi gan trong chan dodn xo héa gan mire do
co y nghia (> F2)
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Trong nghién clru nay, voi viéc s dung duong cong ROC, chung t61
xac dinh dugc gia tri ngudng t6i wu nhat nham chan doan xo hoa gan
muc do c6 y nghia (> F2) 1a 7,3 kPa, dién tich dudi duong cong ROC
(AUC) tuong tng 1a 0,95. B nhay: 92,06%, do dac hiéu: 90,98%.

So véi két qua nghién ciru ciia Ziol, gia tri ngudng trong chan doan xo
hoéa gan mirc d¢ cd y nghia cua chung t6i c6 su khac biét nhe.

4.3.3.2. Két qua do d dan hoi gan trong chan dodn xo héa gan mirc dg
ndng (= F3)

Trong nghién ctru cua ching t6i, duong cong ROC xac dinh dugc gia tri
nguong toi uu nhat chan doan xo héa gan muc dd nang (> F3) 1a 8,7
kPa, va dién tich dudi duong cong ROC (AUC) tuong tng 1a 0,93.

Két qua gia trj ngudng cia chung toi (8,7 kPa) thip hon so vdi nghién
clru cua cac tac gia Foucher (12,5 kPa), Gomez (11 kPa). Trong khi do,
két qua nghién ciru ciia ching t6i gan giéng voi két qua cua Ziol va
Castera.

4.3.3.3. Két qua do dg dan hoi gan trong chin dodn xo gan (F4)
Buong cong ROC ciing gitup chung t61 xac dinh dugc gia tri ngudng tbi
uu nhat dé chan doan xo gan (F4) 1a 12,9 kPa, AUC tuong Gng la 0,94,
d6 nhay 95%, d6 dac hiéu 85,45%, PPV 44,2% va NPV 99.3%. Ta thay
gia tri ngudng chan doan xo gan trong nghién ctru cia chung toi (12,9)
gan giong voi nghién clru cia Castera la 12,5 kPa, nhung thap hon so
v6i mot s6 nghién clru cla cac tac gia khac.

4.3.4. Gia tri nguong d¢ dan !16i gan trong chin doin cac mirc dd
x0' hoa khac nhau trong mdt s6 nguyén nhan bénh gan man tinh
4.3.4.1. Gid tri nguong dé dan hoi gan trong chan doan cac mirc dg xo
hoa khac nhau cua viém gan B man tinh

Trong nghién ctru ctia ching t6i gia tri ngudng F > 2 1a 7 kPa, AUC
0,89 (khoang tin cay 95%: 0,71- 0,97), dd nhay 83,33% va do ddc hi¢u
90%, PPV la 93,7% va NPV la 75% nhin chung ciling kha tuong dong
nghién cuu trén.

4.3.4.2. Gid tri nguong dé dan hoi gan trong chan dodn cac mirc dg xo
hoa khac nhau cua viém gan C man tinh

Trong nghién ctru ciia chung t6i, voi ngudng F > 2 1a 8,3 kPa thi gia tri
AUC 1a 0,95, do nhay 86,96% , d6 dac hi¢u 83,33%, PPV la 95,2%,
NPV l1a 62,5%. Khi chon ngudng 1a 11, nguy co bi xo hdéa gan mirc do
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F >3 véi AUC 0,88, d6 nhay 86,67%, do dac hi¢u 78,57%, PPV 81,3%,
NPV 84,6%. Khi chon nguong 1a 12,9, nguy co bi xo gan (F = 4) vdéi
AUC 1a 0,79, d6 nhay 87,5% va d¢ dac hiéu 71,43%, PPV 1a 53,8% va
NPV 14 93,8%.

44.  MOI LIEN QUAN, TUONG QUAN GIUA PQ PAN HOI
GAN VOIMUC DO XO HOA THEO METAVIR VA THONG SO
HUYET HQC, HOA SINH LIEN QUAN XO GAN

4.4.1. MGdi lién quan giira d9 dan hdi gan (kPa) véi phan d6 mé
hoc Metavir(F)

Trong mdt nghién ctru tién ciru, chan doan xo gan bing phuong phap do
d6 dan hoi gan ¢ bénh nhan bénh gan man tinh do nhi€u nguyén nhén
khéc nhau, Foucher va cs da két luan rang gitra d¢ dan hoi gan (kPa) va
cég muc d6 xo hoa (F) theo Metavir co su khac biét c6 y nghia va co
moi tuong quan kha chat ch€ voi nhau (r = 0,73; p<0,05).

4.4.2. Moi twong quan giira mirc do xo' héa gan véi mot s6 chi sb
sinh hoa va huyét hoc

Do dan hoi gan ¢6 thé bi anh huong boi sy gia ting nong do ALT, BMI
va/hodc chimg nhiém md, nén gia tri ngudng do dan hoi gan ciing nén
tuy truong hop ma di€u chinh theo nhiing yeu t6 nay [89].

4.4.2.1. Nhém viém gan man tinh chung

Sagir do d6 dan hdi gan 20 bénh nhan viém gan cip va theo doi tiép sau
do. 15/20 bénh nhén trong giai doan cap do d6 dan hoi gan goi y xo
gan, nhung khong c6 bat ky dau hi¢u nao cua xo gan trén 1am sang, siéu
am hodc hinh anh mo6 hoc (thuq hién 11/15 bénh nhan). C6 6 bénh nhan
duoc tiép tuc theo doi nhén thay gia tri‘ do dan hoi cua gan giam dudi
nguong xo gan khi transaminase gidm vé binh thuong.

4.4.2.2. Nhom viém gan virus B va virus C man tinh

Tac gia Fung (2008), Hong Koéng, di tién hanh do do dan hdi gan cua
1268 bénh nhan viém gan B man voi cdc gia tri ngudng la > 8,1 kPa va
> 10,3 kPa d¢ xac dinh 1a xo hod nang (F > F2) va xo gan (F4). Két qua
dd dan hoi gan tuong quan thuén véi bilirubin, phosphatase ki€ém, GGT,
AST, ALT, globulin, AFP va nong do HBV-DNA, dong thoi ciing
tuong quan nghich véi albumin va s6 luong tiéu cau.
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KET LUAN
1. Xac dinh gia tri nguong, d6 nhay, d6 dac hiéu, PPV, NPV va 4o
chinh x4c cua do dan hoi gan thoang qua dbi chiéu voi mé bénh hoc &
bénh nhan bénh gan man tinh:
- D6 dan hdi gan trung binh 19,64 + 18,23 kPa, dao dong 3,8-75 kPa.
Xo hoa gan phan loai Metavir: 7 truong hgp FO (7,61%), F1 c6 19 BN
(20,65%), xo hoa c6 y nghia (F2) 1a 24 BN (26,09%), xo hoa nang (F3)
22 BN (23,91%) va xo gan (F4) 1a 20 BN (21,74%).
- Pé chan doan xo hoa gan c6 ¥ nghia (F >2): Véi gia tri ngudng 1a 7,3
kPa thi nguy co bi xo héa gan muc d6 F > 2 véi dién tich dudi duong
cong (AUC) la 0,95 (khoang tin cay 95%: 0,91 - 0,98). D6 nhay
92,06%, do dac hiéu 90,98%. PPV la 84,1%, NPV 1a 95,7%.
- Pé chan doan xo hoa gan mirc do ning (F > 3): Vi gia tri ngudng 1a
8,7 kPa thi nguy co bi xo héa gan muc do F > 3 véi AUC 0,93 (khoang
tin cdy 95%: 0,89 - 0,96). D6 nhay 100%, d¢ dac hi¢u 83,78%. PPV la
60,7%, NPV la 100%.
- Pé chan doan xo gan (F4): Véi gia tri ngudng 1a 12,9 kPa thi nguy co
bi xo gan (F4) voi AUC 0,94 (khoang tin cay 95%: 0,90-0,97). DS nhay
la 95% va d¢ dac hi¢u la 85,45%. PPV 1a 44,2%, NPV la 99,3%.
Gi4 tri ngudng d6 dan hodi gan trong chan doan cac mirc d6 xo hoa khac
nhau trong bénh nhan viém gan virus B man tinh:
- Trong nghién ctu cua ching t6i gia tri ngudng F > 2 1a 7 kPa, AUC
0,89 (khoang tin cdy 95%: 0,71- 0,97). P nhay 83,33% va d¢ dic hiéu
90%. PPV 1a 93,7%. NPV la 75%.
- Khi chon ngudng 1a 9,1 kPa thi nguy co bi xo hdéa gan muc d F > 3
véi AUC 1a 0,8, do nhay 100%, do ddc hi¢u 69,57%, PPV 1a 41,7%, va
NPV la 100%.
Gi4 tri ngudng d6 dan hoi gan trong chan doan cac mirc do xo hoa khac
nhau trong bénh nhan viém gan virus C man tinh:
- Véingudng F > 2 1a 8,3 kPa gia tri AUC 1a 0,95, d6 nhay 86,96% , d0
dac hiéu 83,33%, PPV 1a 95,2%, NPV la 62,5%.
- Chon ngudng 1a 11, nguy co bi xo héa gan mirc d§ F > 3 voi AUC
0,88, d6 nhay 86,67%, d6 dac hiéu 78,57%, PPV 81,3%, NPV 84,6%.
- Chon ngudng 1a 12,9, nguy co bi xo gan (F = 4) v6i AUC 1a 0,79, d6
nhay 87,5% va do dac hiéu 71,43%, PPV la 53,8% va NPV 1a 93,8%.
2. Mbi turong quan cua do dan hdi gan thoang qua theo cac mirc d6 xo
hoéa ctia gan v6i mét s6 chi so huyét hoc va héa sinh.
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- P dan hoi gan (kPa) c6 mbi twong quan vira voi cac chi sé AST,
bilirubin toan phan, albumin mau, twong quan kha chit ch& véi sb luong
tiéu cau (r=-0,53) va INR (r = 0,55). Khong twong quan vi ALT.
- C6 mdi twong quan thuan mirc d6 vira giita d6 dan hoi gan (kPa) va
murc d6 xo hoa gan F (Metavir) (r = 0,6; p<0,01).
- Mirc d6 xo héa gan theo két qua mé bénh hoc (Metavir) c6 mdi twong
quan mirc d6 réat it dén vira voi cac chi sé AST, tiéu cau, va INR. Khong
twong quan véi bilirubin va ALT.

KIEN NGHI
Viéc chan doan khong xam 1an cac giai doan xo hoa gan trong bénh 1y
chi m6 gan man tinh bang do d6 dan hdi gan 1a bién phap cé ich, nén
dugc chi dinh rong rii, ting sb chi dinh 1am Fibroscan F1, F2. Diéu nay
cing phu hop v6i xu hudng chung hién nay trong van d& chan doan
khong xam 1an cac muic do xo hoa gan trong bénh 1y gan man tinh.
Ttr nhitng han ché cua nghlen clru, ching t6i mong mudn c6 mét nghién
clru da trung tdm hon, thoi gian nghién ctru dai hon véi ¢ mau lén hon
va ¢6 thé so sanh véi mot s6 cac phuong phap khong xam lan khéc (nhu
Fibrotest) hodc két hop giita FibroScan v&i cac ddu an huyét thanh dé
c6 duoge két qua mang tinh dai dién cao va d¢ chinh xac cao hon.
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INTRODUCTION

Chronic liver diseases always have a continuous progression of
destruction and recovery of the ultimate tissue, resulting in liver fibrosis
and cirrhosis, it is known as a major cause of death in many countries
around the world.

Chronic liver diseases include some subclinical diseases with
different causes, particularly the hepatitis B virus, hepatitis C virus and
liver inflammation caused by alcohol play an important role. In the
world, about 400 million people are infected with HBV. Most people
with chronic HBV infection are living in Asian, African and the
Mediterranean countries.

Liver fibrosis is now known by clinicians with a new look.
Previously, liver fibrosis was deemed as an irreversible process because
normal liver tissue cells are replaced by collagen-based tissues; Today,
thanks to advances in the understanding of liver fibrosis, the molecular
level in two decades allows to open how to treat the fibrosis, liver
fibrosis process may be terminated or recovered if treated appropriately.

Before this fact, early and accurate detection of liver fibrosis
plays an important role in the monitoring of patients with chronic liver
diseases. Today, liver biopsy is required for the early detection of liver
fibrosis, it is considered as the "gold standard" in the diagnosis of liver
fibrosis. Liver biopsy is an invasive technique, both patients and doctors
are afraid to perform.

Among the non-invasive methods which are noticed today, the
transient liver elastography (FibroScan®) is a promising technique.
Therefore, we have performed this study to investigate the feasibility
and accuracy of this method to assess the liver fibrosis.

Transient liver elastography is a new, non-invasive, quick, easy
method and can be repeated - allows to assess the degrees of liver
fibrosis. Based on the indicators of liver elastography to diagnose the
degree of liver fibrosis, thereby a accurate treatment and appropriate
prophylaxis plan will be made. The monitoring and prognosis of the
liver fibrosis degree in patients with chronic liver diseases should be
made
Therefore, we have studied the title of "Study of liver fibrosis in
patients with chronic liver diseases by transient elastography and
comparison with histopathology™ with the following objectives:
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1. Determine the threshold value, sensitivity, specificity, positive
predictive value, negative predictive value of transient liver
elastography and compare with histopathology in patients with chronic
liver diseases.

2. Assess the correlation of transient liver elastography according to the
degrees of liver fibrosis with some haematological and biochemical
indicators in the studied patients.

- Scientific and practical significance of the thesis
+ Scientific significance

Transient liver elastography is a new, non-invasive, quick, easy
method and can be repeated - allows to assess the degrees of liver
fibrosis. The use of indicators for liver elastography with quantitative
ultrasound in diagnosis of the degrees of liver fibrosis is an objective
scientific method, not dependent on the subjectivity of the practitioner
as well as research subjects, but give correct values. Based on the
indicators of liver elastography to diagnose the degrees of liver fibrosis

+ Practical significance

Determine the threshold value for the diagnosis of liver fibrosis
degrees by liver elastography. Determine the sensitivity, specificity,
positive predictive value, negative predictive value of liver elastography
to assess the degrees of liver fibrosis compared to liver biopsy. Monitor
and predict the degrees of liver fibrosis in chronic liver diseases.

- New contributions of the thesis

The thesis is one of the few research projects on assessment of
liver fibrosis in Vietnam. It has a major contribution to the internal
digestion, especially in the diagnosis of the extent of liver fibrosis in
patients with chronic liver diseases for prompt treatment.

- Thesis structure:

Includes 124 pages: 2 pages of questioning, 34 pages of
literature review, 23 page of subjects and study methods, 26 page of
research findings, 36 pages of discussions, 2 pages of conclusions, 1
page of recommendations. The thesis has 39 tables, 14 figures, 17
charts, 124 references: 27 documents in Viethnamese, 96 documents in
English, 01 doccument in France.

Chapter 1
OVERVIEW
1.1. CHRONIC LIVER DISEASE
1.1.1 Definition
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Chronic liver disease is defined as an illness with continuous
liver dysfunction clinically and biochemically longer than 6 months.
1.1.2 Epidemiology

Vietnam is a country within the Southeast Asian region, where
the rates of hepatitis B and C are higher. Up to 8.4 million people
(10.7%) with chronic HBV infection are available in our country, this
frequency varies according to the risky factors, quite high for those who
are injecting drugs and living with HIV, group with drug injection is
higher (17.4%), hemodialysis group is 14.3%, low risk group is 9.4%.
On the other hand, alcohol abuse is increasingly common, and patients
who are hospitalized with alcoholic-based liver disease are increasing.

In a survey of Lavanchy, the frequency of hepatitis C virus
infection worldwide is about 2.35%, affecting 160 million people with
chronic hepatitis C virus. Among East Asian countries, the prevalence
of HCV in the community has various changes, about 0.5% in
Singapore and Hong Kong, about 6% in Vietnam and Thailand, and
over 10% in Myanmar, about 2-3% (about 30 million people) in China.
1.1.3 Causes of chronic liver disease

Vietnam is a country of Southeast Asia, where the prevalence
of hepatitis B and C is high. The major causes of chronic liver disease
include: Virus, toxins and drugs, metabolism, autoimmune diseases and
other causes
.1.1.4 Pathophysiology of liver fibrosis and cirrhosis

Liver fibrosis is a consequence of the healing response of liver
damages for the repeated continuously damage.
1.1.4.1 Normal liver structure

Normally, liver cells are covered by endothelium with slots.
Kupffer cell is known as macrophage which located in the cavity heart,
close to the endothelial layer. Activation of astrocytes can cause
accumulation of extracellular matrix (ECM)
1.1.4.3 Change of the damaged liver structure

Infiltration of inflammatory lymphocytes into all liver tissues.
Some liver cells are removed from the program. Kupffer cells are
activated. Intermediate fiber chemical is released.

Cell proliferation is repeated and surrounded a large amount of
extracellular matrix proteins.

1.2. METHODS OF ASSESSMENT OF LIVER FIBROSIS
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. Assessment of the degree of liver fibrosis has many of great
significances, it not only diagnose the liver fibrosis, but also gives
precise treatment methods, monitors and predicts those with chronic
liver diseases.

1.2.1. Assessment of invasive liver fibrosis - histopathology

Despite liver biopsy has been applied from more than 115
years, but it is still considered as the "gold standard" in the assessment
of liver histology, extent of disease, causes and fibrosis.
1.2.1.2. Scales of histopathology

Scales to assess the histological lesions of the liver is well
known today: HAI-Knodell, HAI Ishak-Knodell (arranged HAI-
Knodell), and Metavir scoring system.

1.2.2. Assessment of non-invasive liver fibrosis
1.2.2.1. Serological tests to assess liver fibrosis

Serum markers increasingly refer to the measurement of one or
more molecules in blood or serum sample as an agent of liver fibrosis
1.2.2.2 Methods to diagnose the liver fibrosis imaging

While there are no accurate clinical assessment and biochemical
markers in diagnosis of fibrosis, the rapid development of imaging
techniques may be a new non-invasive approach in chronic liver
diseases. Ultrasound: is an easy technique to perform, noninvasive. B-
mode ultrasound may see the appearance, biliary structures, blood
vessels of the livers. CT scan, MRI: These techniques show images of
the livers and surrounding structures. The major signs (splenomegaly,
large tail lobes, dilated veins) can diagnose the portal vein hypertension
with high specificity, particularly in patients with liver diseases which
are known in advance

Methods of liver elastography (see section 1.2.2.3)
1.2.2.3. Transient elastography

Classification of liver elastography:

In addition to MRE, ultrasound has many way to create the
deformed tissues, there are ultrasound machines to analyze qualitative
and quantitative tissue deformation and elasticity. It is divided into two
main types: static and dynamic.

FibroScan: is well indicated in the following pathologies.
Determine the degrees of liver fibrosis in chronic liver tissue pathology
cused by hepatitis viruses: especially hepatitis B and C viruses.
Alcoholic hepatitis. Hepatic steatosis. Monitoring of changes in
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recovery of liver diseases is to determine the degrees of liver fibrosis,
very useful for clinicians in the diagnosis as well as in the treatment and
supervision.
Chapter 2
SUBJECTS AND METHODS OF THE STUDY

2.1. SUBJECTS

From July 2007 to September 2013, we studied 92 patients with
chronic liver diseases
2.1.1. Patient selection criteria

Patients aged 16 and older were diagnosed with BGMT via
pathology BGMT by 1 or more of the causes of the following 4 main
groups: hepatitis B virus, hepatitis C virus, alcohol, and unknown
causes.
2.1.1.1. Chronic liver disease diagnosis
Chronic  inflammatory  cell  infiltration:  mononuclear

lymphocytes may appear liver fibrosis on the report of pathology
2.1.1.2. Criteria for diagnosis
2.1.1.3. Criteria for histopathological diagnosis: according Metavir.
2.1.2. Exclusion criteria

- Patients’ disagreement to participate in tis study

- Severe coagulopathy: prolonged prothrombin time (= 3-5
seconds compared to symptoms); INR> 1.5; platelets <50,000 / mm3

- Decompensated cirrhosis with the complications of portal vein
hypertension, such as ascites, esophageal varices, hepatic
encephalopathy, hepatorenal syndrome

- Other diseases cause thrombocytopenia, hepatic congestion due
to heart or severe lung disease. Obesity (BMI > 25)

- Liver biopsy samples are substandard to determine the
histopathology: <6 ports or length <1.5 cm)
2.2. RESEARCH METHODS
2.2.1. Study design:

- Cross-sectional description.

- Study period: from July 2007 to September 2013.
2.2.2. Same size

From foreign studies, this transient liver elastography has a
significant specificity (psp) with severe fibrosis and cirrhosis from 85%
-95%. Error of specificity fluctuates around 5% (w = 0.05). n = 91.2.
We will test at least 92 patients.



2.2.3. Study variables
2.2.3.1. Ages and age subgroups
2.2.3.2. Genders:
2.2.3.3. Health history:
2.2.3.4. Functional symptoms:
2.2.3.4. Physical symptoms:
2.2.3.5. BMI
2.2.3.6. Haematological, biochemical tests of livers and bile ducts
2.2.3.7. Abdominal ultrasound
2.2.3.8. Transient liver elastography: Unit in kiloPascal (kPa).
2.2.3.9. Biopsies
2.2.3.10. Biopsy complications
Complications includes pain, hemorrhage, infection ... and how

to manage these complications and outcomes.
2.2.3.11. Diagnosis of causes

Divided into 7 groups: hepatitis B virus, hepatitis C virus,
alcohol, hepatitis B virus + hepatitis C virus, hepatitis B virus + alcohol
+ hepatitis C virus + alcohol, and unknown causes.
2.2.4. Research steps
2.2.4.1. Patients

All patients in the study were asked about their medical history,
clinically examined and tested according to their information to meet
the medical criteria and exclusion criteria:
2.2.4.2. Tests

Some blood tests were quantified in accordance with the
principles and techniques of testing.
2.2.4.3. FibroScan

All patients were received with transient liver elastography at the
Medical Diagnostic Center (Medic) HCM City with FibroScan 502
whose M probe was produced by Echosen in France. This procedure
was carried out at least 2 hours after eating.
2.2.4.4. Liver biopsy

All patients in the study would be received with percutaneous
liver biopsy at the ultrasound room under the guidance of 2D
ultrasound. Liver biopsy was studied by the author and performed by
the gastrointestinal specialist, histopathological results were read at the
Department of Pathology of HCMC University of Medicine &
Pharmacy.
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A liver tissue sample was soaked in bottle containing 10%
formalin solution and sent to the Department of Pathology of HCMC
University of Medicine & Pharmacy within 24 hours. Liver tissue
sample was placed in paraffin, and 16 hours after routine Hematoxylin
Eosin staining and immunohistochemistry (IHC), Vimentin and
Trichrome markers can support to better observe the connective
collagen tissue and differentiate the connective tissue with the smooth
muscle.

2.2.5. Data processing methods

Data processing with program SPSS 14.0.

Assessment: p > 0.05: Difference was not statistically significant;
p < 0.05: Difference was statistically significant; p < 0.01: Difference
had a very statistical significance; p < 0.001: Difference had a greatly
statistical significance.

Average comparison of two overall groups and statistical
prediction were made by using T-test on SPSS 14.0. To compare the
average value of a group with a particular value, the testing of
hypotheses about the overall average should be made. SPSS using One-
Sample T-Test.

To compare two average values of two separate groups whose
each observable elements has the similarity in pairs with the other
element, the testing of hypotheses for the equality of 2 overall averages
should be based on data from 2 groups by coordinating each pair. SPSS
using Pair-Sample T-Test

To extend the comparison to the mean of many independent
groups, the testing of hypotheses for the equality of several overall
averages should be made. Testing method is the analysis of variance
(ANOVA). SPSS using One-way ANOVA

ROC curve was set to detect patients with liver fibrosis according
to METAVIR in phase 2 or more METAVIR (F>2), phase 3 or more
(F>3) and cirrhosis (F = 4). Thereby, the sensitivity, specificity, positive
predictive value (PPV), negative predictive value (NPV) of the method
of liver elastography would be determined.

2.2.6. Erroe control
2.2.7  Ethics in research
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Chapter 3
RESEARCH FINDINGS

3.1. GENERAL FEATURES OF RESEARCH GROUP
3.1.1. Epidemiological features

3.1.1.1. Ages
Table 3.1: Distribution of patients by age groups of patients with
chronic liver disease

Age group N Frequency | Cumulative Mean + SD

(year) (%) Frequency (%)
16 - 25 5 5,43 5,43
>25 - 35 11 11,96 17,39
>35 - 45 20 21,74 39,13
>45 - 55 23 25,00 64,13
>55 - 65 14 15,22 79,35

> 65 19 20,65 100,00

92 100 50,43 + 15,03

Comment: The average age of patients in the research group: 50,43 +
15,03. Youngest age: 16. Oldest age: 79. Mostly in middle age: 45-55
accounted for 25%. Age group> 35-45 the second position: 21,74%..
Age group 16-25 accounted for 5.43% rate with the lowest percentage.
The oldest group (> 65) accounted for a high percentage, 20.65%

3.1.1.2. Genders

Table 3.2: Distribution of patients by gender

n Frequency (%)
Male 55 59,78
Female 37 40,22 p>0,05

Comment: In the study sample, there were 55 male patients (59,78%)
and 37 female patients (40,22%). Proportion of male/female patient:
1,49.




3.1.1.3. Causes
Table 3.3: Pathological causes of chronic liver tissue

Cause n Frequency (%)
Hepatitis B virus 26 28,26
Hepatitis C virus 28 30,43
Alcohol 6 6,52
Hepatitis B virus + alcohol 8 8,70
Hepatitis C virus + alcohol 10 10,87
Hepatitis B + C viruses 4 4,35
Others 10 10,87

Comment: The frequency of patients with hepatitis B and C viruses in
our study was nearly similar, accounting for 28,26% and 30,43%.
Alcoholic hepatitis had merely 6 cases (6.52%), hepatitis B in
combination with alcoholic hepatitis had 8 cases (8,7%).

3.1.1.4 BMI
Table 3.4: Distribution of body mass index (BMI)
BMI n Mean = SD Min. Max.
92 22,2+212 18,7 24,3

Comment: Average BMI of patients in the study group: 22,2 £ 2,12.
Lowest BMI: 18.7. And the highest BMI: 24,3.

3.1.2. Clinical features
3.1.2.1 Functional symptoms

Table 3.5: Symptoms of functional liver tissues

n Frequency (%)
Low labor capacity 25 27,17
Right upper quadrant pain 27 29,34
Sleep disorders 35 38,04
Bloating, indigestion 68 73,91
Fatigue, anorexia 75 81,52

Comment: The common functional symptoms in patients with chronic
liver diseases included fatigue, anorexia, 75 patients (representing
81,52%).




3.1.2.2 Physical symptoms
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Table 3.6: Physical symptoms of chronic liver tissues

n Frequency (%)

Gastrointestinal bleeding 1 1,09
Subcutaneous 8 8.70
haemorrhage

Splenomegaly 14 15,21
Jaundice 15 16,30
hepatomegaly 18 19,57
Star-shaped vessels 19 20,65
Ochre palms 21 22,82
Cheekbone vasodilation 36 39,10
Skin darkening 68 73,90

Comment: The common physical symptoms included: 68 patients
(73.9%) with skin darkening. Cheekbone vasodilation (39.10%), Ochre
palms (22.82%). Jaundice and Subcutaneous haemorrhage accounted

for 16,3% and 8,7%.

3.1.3. Subclinical features

3.1.3.1. Biochemical and hematological features
Table 3.7: Some blood tests of patients with chronic liver diseases

Mean Min. Max. Unit
Albumine 4,39 +0,85 2,17 59 mg/dL
Platelet 1719+ 71,9 57 419 G/L
Creatinin 0,93+0,19 0,5 1,42 mg/dL
INR 1,03+0,13 0,85 1,47
AST 72,17 £ 53,96 13 293 U/L
ALT 55,24 + 38,52 10 174 u/L

. 85+11,17

Total Biliburin Trung vi- 2,65 0,2 72,2 mol/L

Comment: When SD variable was greater than the mean, the mean
(Median) was selected to discuss. Total bilirubin value had a great

fluctuation, so the mean was chosen to analyze.
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3.1.3.2. Ultrasonic features
Table 3.8: 2D ultrasound features

Ultrasound features n | Frequency (%)
Normal ultrasound 19 20,65
Raw liver parenchyma structure 35 38,04

Two ultrasonic signals (Raw liver parenchyma

structure + irregular liver bank) 24 26,09

Three ultrasonic signals (liver parenchyma 14 15.22
structure + irregular liver bank + splenomegaly) ’

Comment:. There were 19 patients with normal ultrasound (20,65%).
Their liver parenchyma structure was raw: 35 (38,0%) and 14 cases
(15.22%) met all three signs on ultrasound

3.1.3.3. Endoscopy of the esophagus, stomach.

Table 3.9: Esophagus, stomach endoscopy report

Chronic liver disease n Frequency (%)

Yes 13 14,10

Esophageal varices

No 79 85,90

Comment: Patients with esophageal varices have merely 13 cases

(14,1%). No case of aneurysm dilation was detected.

3.2.  HISTOPATHOLOGY OF CHRONIC LIVER DISEASEs
Of the 92 patients who were received with liver biopsies, 7

patients were received 2 biopsies, accounting for 7.6% frequency, no

patient with more than 3 liver biopsies was detected.

3.2.1. Histopathology report (Metavir)

Table 3.10: Classification of the degrees of Metavir

Degree of fibrosis n Frequency (%)
FO 7 7,61
F1 19 20,65
F2 24 26,09 p<0,01
F3 22 23,90
F4 20 21,75
92 100

Comment: 7 cases with histological diagnosis were FO accounting for
7,61%. 19 patients were F1(20,65%). Thus, 26 patients were diagnosed
with F0,1 (28,26%). Significant fibrosis (F2) was 24 (26,09%). 22 cases
with severe fibrosis F3 (23.9%) and 20 cases with cirrhosis (F4)
(21,75%).
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3.2.2. Complications

Table 3.11: Liver biopsy complications

Complication Tan suat (%)

Pain 64,10

Internal bleeding

Bile peritonitis

Injuries to other organs

a1
o|o|o|o|Q|=

Death

Comment: The most common complications was pain. 59 patients had
pains at the biopsy site, accounting for 64,1% frequency. 50 patients
had the level of pain of 5 (54,3%) oral painkillers should be used for
pain level at 3/5. 9 cases (9,78%) has a pain at 4/5, intramuscular
painkillers should be used.

3.3. LIVER ELASTOGRAPHY
3.3.1. Final report of liver elastography and histopathological
grading of Metavir corresponding to FibroScan

Table 3.12: Values of liver elasticity (kPa) with histopathological
grading of Metavir (F) of the liver biopsy

Metavir 0 (%) Mean Oscillation | Reliability
(F) + SD (kPa) (kPa) 90%(ClI)
0 7| 761 7,34 +£2,16 53-118 | 5,34-9,34
1 19 | 20,65 7,08 +2,99 3,8-141 | 5,64-8,52
2 24 | 26,09 | 1459+1531 | 48-72,1 | 8,12-21,05
3 22| 2391 | 2364+16,20 | 8,8-750 | 16,46-30,83
4 20| 21,74 | 37,56+20,12 | 11,1-75,0 | 28,14- 46,98
92 | 100 19,64 + 18,23 3,8-75

Comment: In the study group, the liver elastography was successful
with 92 cases, mean of 19,64 + 18,23 kPa, oscillation: 3,8-75 kPa. The
percentage of patients with the highest Metavir F2 (26.09%) with
average elasticity was 14,59 + 15,31kPa
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3.3.2. FibroScan index (kPa) by each cause of chronic liver disease
Table 3.13: FibroScan index (kPa) by each cause of chronic liver
disease

n | Mean (kPa) £ SD | Min. Max.
Chronic hepatitis B virus 26 15,52 + 17,76 3,8 72,1
Chronic hepatitis C virus 28 | 19,82+18,85 4,3 75
Alcoholic hepatitis 6 44,82 + 23,16 8,1 75
hepatitis B virus + alcohol 8 15,26 + 9,27 5,6 32
Hepatitis C virus + alcohol | 10 19,92 + 7,51 7.8 31
hepatitis B virus + C 4 22,45+ 14 34 5,9 39,8
Others 10 16,88 + 20,66 53 75

Comment: Chronic liver disease due to alcohol had the highest liver
elasticity mean.

Table 3:14: Value of liver elasticity (kPa) with histopathological
grading od Metavir (F) in patients with chronic hepatitis B virus

Metavir grading phase n Mean £ SD
(F) (kPa)
FO 2 6,15+1,2
F1 8 576+18
F2 10 19,04 + 23,34
F3 5 22,52 + 15,34
F4 1 42,2
26 15,52 £ 17,76

Comment: The mean of liver elasticity was 15,52 + 17,76 kPa
Table 3.15: Value of liver elasticity (kPa) with histopathological
grading of Metavir (F) in patients with chronic hepatitis C virus

Metavir grading phase n Mean + SD
(F) (kPa)
FO 2 6,3+0,71
F1 4 6,75+2,54
F2 7 10,16 + 2,67
F3 8 29,72 £ 21,77
F4 7 29,5+ 22,62
28 19,82 + 18,85

Comment: The proportion of patients with cirrhosis (F4) and severe
fibrosis (F3) had a high percentage (nearly 30%). The value of liver
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elasticity was up to 19,82 kPa. Chronic hepatitis C virus accounted for
the highest percentage in most causes (30,43%).

Table 3.16: Value of liver elasticity (kPa) with histopathological
grading of Metavir (F) in patients with chronic hepatitis B virus +
alcohol

Metavir grading phase (F) n Mean + SD (kPa)
F1 1 5,6
F2 4 12,5 £ 3,96
F3 1 8,8
F4 2 28,85+ 4,45
8 15,26 £ 9,27

Comments: 8 patients with chronic alcoholic hepatitis B accounting for
a small proportion. Average elasticity value was 15,26 kPa.

Table 3.17: Value of liver elasticity (kPa) with histopathological
grading of Metavir (F) in patients with chronic hepatitis C virus +
alcohol

Metavir grading phase (F) n Mean + SD (kPa)
F1 1 14,1
F2 3 128744
F3 3 21,37 +6,7
F4 3 27,47+ 3,06
10 19,92+ 751

Comment: There were 10 patients with chronic alcoholic hepatitis C
accounting for a small proportion. Average elasticity value was 19,92
kPa.

Table 3.18: Value of liver elasticity (kPa) with histopathological
grading of Metavir (F) in patients with hepatitis due to other causes

Metavir grading phase (F) n Mean * SD (kPa)
FO 2 9,2+ 3,68
F1 4 8,95+ 3,53
F3 3 13,2 + 0,69
F4 1 75,0
10 16,88 + 20,66

Comments:. There were 10 patients with unknown causes of chronic
liver disease, accounting for a small proportion. Average elasticity
value was 16,88 kPa
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3.3.3. Inflammatory Metavir Grading (A) under FibroScan
Table 3.19: Value of liver elasticity (kPa) corresponding to Metavir
activity (A)

Metavir n | Average (kPa) Oscillation Confidence
activity (A) (kPa)x SD | interval 90% (CI)
A0 8 8,15+ 2,45 53-12,1 6,1 —-10,2

Al 34 | 1551 +17,94 3,8-75 9,25 - 21,78
A2 45| 229+17,77 38-75 17,57 - 28,24
A3 5 | 36,76 18,23 14 -75 8,32 — 65,2

92 | 19,65+ 18,23 3,8-75 15,87 — 23,42

Comment: The level of activity A on the scale Metavir in patients with
chronic liver disease mostly in A1 and A2 stages, accounting for 85.9%.

3.3.4. Determine the threshold value of liver elasticity by FibroScan
in the diagnosis of various degrees of fibrosis

3.3.4.1. FibroScan value in the diagnosis of liver fibrosis with
significant (=F2)

Comment: When FibroScan index value > 7.3, the risk of liver fibrosis
F > 2 with an area under the curve (AUC) 0.95 (confidence interval of
95%: 0.91 — 0.98); sensitivity of 92.06% and specificity of 90.98%.
PPV: 84.1%. NPV: 95.7%. p <0.001.

3.3.5.2. FibroScan value in the diagnosis of serious liver fibrosis (=F3)

Comment: When FibroScan index value > 8.7, the risk of liver fibrosis
F > 3 with AUC of 0.93 (confidence interval of 95%: 0.89 to 0.96);
sensitivity of 100% and specificity of 83.78%. PPV: 60.7%. NPV:
100%. p <0.001.

3.3.5.3. Fibroscan value in the diagnosis of cirrhosis (F4)

Comment: When the index value of FibroScan> 12.9, there would be
the risk of cirrhosis (F4) with AUC of 0.94 (confidence interval of 95%:
0.90 - 0.97), sensitivity of 95% and specificity of 85.45%. PPV: 44.2%,
NPV: 99.3%. p <0.001.
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3.3.5. Sensitivity, specificity, PPV, NPV, AUC of liver elasticity in
diagnosing liver fibrosis degree
Table 3:20: Sensitivity, specificity, PPV, NPV, AUC of liver elasticity
in diagnosing liver fibrosis degree

Values >F2 >F3 F4
Threshold value (kPa) 7,3 8,7 12,9
Sensitivity (%) 92,06 100 95
Specificity (%) 90,98 83,78 85,45
PPV (%) 84,10 60,70 44,20
NPV (%) 95,70 100 99,30
AUC 0,95 0,93 0,94

Comment: Sensitivity and specificity of the method measuring
FibroScan are quite high, sensitivity> 90%, specificity> 80%. AUC is
also very high, from 0.9 upwards.

3.3.6 Determine the elasticity threshold value in diagnosing hepatic
fibrosis degree in chronic hepatitis virus B

Comment: When FibroScan index value> 7, the risk of liver fibrosis F >
2 with AUC 0.89 (confidence interval of 95%: 0.71- 0.97), sensitivity of
83.33% and specificity of 90%. PPV: 93.7%. NPV: 75%. p <0.001.
Comment: When FibroScan index value> 9.1, there will be the risk of
liver fibrosis with F > 3 with an area under the curve (AUC) of 0.8
(confidence interval of 95%: 0.61 - 0.93), sensitivity of 100% and
specificity of 69.57%. PPV: 41.7%. NPV: 100%. p <0.001.

Table 3:21: Determine the liver elasticity threshold value in diagnosing
liver fibrosis degree of chronic hepatitis virus B

. Thresh 0
'(\'/I:? tavir n | old Sens | Spe | AUC 9&/0 Ii/P NVP p
(kPa)

Metavir 0,71- | 93, | 75 | <0,0
F>2 18 7 83,33 | 90 0,89 097 | 7 o1
Metavir 69,5 0,61- | 41, <0,0
F>3 5 9,1 100 - 0,80 003 | 7 100 o1

3.3.7 Determine liver elasticity threshold in diagnosing hepatic
fibrosis degree in chronic hepatitis virus C

Comment: When FibroScan index value> 8.3, there will be the risk of
liver fibrosis F > 2 with an area under the curve (AUC) of 0.95
(confidence interval of 95%: 0.80 - 0.99), sensitivity of 86.96% and
specificity of 83.33%. PPV: 95.2%. NPV: 62.5%. p <0.001.
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Comment: When the index value of FibroScan > 11, there would be the
risk of liver fibrosis with F > 3 with an area under the curve (AUC) of
0.88 (confidence interval of 95%, 0.70 - 0.97), sensitivity of 86.67%
and specificity of 78.57%. PPV: 81.3%. NPV: 84.6%. p <0.001.
Comment: When the index value of FibroScan> 12.9, there would be
the risk of cirrhosis (F = 4) with an area under the curve (AUC) of 0.79
(confidence interval of 95%: 0.60 to 0.92), sensitivity of 87.5% and
specificity of 71.43%. PPV: 53.8%. NPV: 93.8%. p<0.001.

Table 3.22: Determine the threshold value of hepatic elasticity by
FibroScan in the diagnosis of various degrees of fibrosis of chronic
hepatitis C

Stage
C'ﬁjj;g'i?g n Th(rlf;g"d Sens | Spe | AUC | PPV | NPV | 95%CI | p
()
MESZV it 13| g3 86,96 | 8333 | 095 | 952 | 625 %%% <0,001
let;" ir |45 11 8667 | 7857 | 088 | 813 | 846 %79% <0,001
MESX" 8| 129 875 | 7143 | 079 | 538 | 9338 %%02 <0,001

3.4 IMPLICATIONS, CORRELATIONS BETWEEN LIVER
ELASTICITY AND FIBROSIS LEVEL BY METAVIR AND
HEMATOLOGY BIOCHEMISTRY PARAMETERS RELATED
TO CIRRHOSIS

3.4.1 Correlation (regression) between FibroScan index (kPa) and
the degree of liver fibrosis F (Metavir)

Comment: The agreeable relationship of moderate level between
FibroScan (kPa) and the degree of liver fibrosis F (Metavir) according
to the equation Y = 0.0457 X + 1.9397; r = 0.6 (p <0.01).

3.4.2 The correlation between the degree of liver fibrosis and
transaminases, INR, platelet and blood bilirubin

3.4.2.1. Group of common chronic hepatitis

Table 3.23: The correlation between the number of liver elastography
and transaminases, bilirubin, platelets, albumin and INR (n = 92

AST | ALT | Bilirubin | Platelet| Alb INR

Fibroscan| r | 0,379 | 0,125 0,448 -0,532 | -0,446 | 0,554
(kPa) | p |<0,001|>0,05| <0,001 | <0,001 | <0,001 |<0,001
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Comment: Liver elasticity has moderate correlation with indicators
above, except ALT, closely correlated with INR (0.554) and platelet
guantity.

Table 3:24: The correlation between the degree of liver fibrosis based
on F-Metavir and transaminases, bilirubin, platelets, albumin, INR

AST | ALT |pratetets| .FU | Ab | INR
bilirubin

Liver fibrosis| r | 0,299 | 0,122 | -0,441 | 0,186 |-0,196 0,416

according to
I\/Ietav?r p |<0,001| >0,05 | <0,001 <0,05 <0,01 |<0,001

Comment: The level of liver fibrosis (based in histopathology Metavir)
correlates from very little to moderately with indicators AST, platelet,
and INR. No correlation with bilirubin and ALT.

3.4.2.2. Groups of chronic hepatitis virus B

Table 3:25: The correlation between liver elasticity amd transaminases,
bilirubin, platelets, albumin, INR in patients with chronic hepatitis virus
B

AST | ALT |Platelets | 7Y | ab | INR
bilirubin

Fibroscan| r | 0,464 | 0,079 | -0,59 0,398 -0,52 | 0,737

(kPa) | p | <0,05 | >0,05| <0,01 <0,05 | <0,01 [<0,001

Comment: Liver elasticity (kPa) has little or moderate correlation with
indicators AST, bilirubin, and correlates quite closely with platelets,
albumin and INR. No correlation with ALT.

3.4.2.3. Groups of chronic hepatitis virus C

Table 3:26: The correlation between hardness of FibroScan and
transaminases, bilirubin, platelet, Alb, INR in patients with chronic
hepatitis virus C

Full

AST | ALT |Platelets bilirubin Alb INR

FibroScan| r | 0,389 | 0,359 | -0,487 | 0,684 | -0,719 | 0,694

(kPa) | p | <0,05 | >0,05 | <0,01 | <0,001 |<0,001 | <0,001

Comment: The elasticity of liver correlates very little or moderate with
AST, platelet. Ir quite closely correlates with bilirubin, albumin and
INR, and does not correlate with ALT.
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Chapter 4
DISCUSSION

4.1. GENERAL CHARACTERISTICS OF RESEARCH SAMPLE
4.1.1. Characteristics of old age and sex

4.1.1.1. Characteristics of old age: The average age in our study (50.43
+ 15.03) is similar to the research results of domestic and foreign
authors.

4.1.1.2. Gender characteristics: In our study, the proportion of male /
female: 1.49 - number of male patients is half as many as female. This
result is quite consistent with some studies of local and foreign authors.
4.1.2. Characteristics of the causes of chronic liver tissue

In our study, the causes of chronic liver tissue is viral predominance,
almost 60%, in which, hepatitis virus B and C are about equal, 28.26%
and 30.43%.

In our study the proportion of hepatitis due to virus and alcohol
combination is 19.57%. According to Atif Zaman, cirrhosis simply due
to virus is not high (33%), hepatitis due to virus C and alcohol has the
highest rates.

In the study by author G.Wong (Hong Kong), it is recorded that the
percentage of hepatitis due to virus B is 52% and virus C is 14%. There
is also a large proportion of patients with nonalcoholic fatty liver (26%)
and other causes of 9%.

4.1.3. Clinical features

Fatigue and anorexia occur in most patients, accounting for 81.52%.
This is also consistent with the theory, as these are the first symptoms to
appear.

4.1.4. Subclinical features

4.1.4.1. Some biochemical and hematology tests

In our study, AST and ALT change abnormally. AST (72.17 + 53.96),
ALT (55.24 + 38.52). This is also the main reason why patients seek
medical care and control pathogens.

The research results of authors such as Foucher AST (59.5), ALT
(79.2), Gomez-Dominguez AST (58 + 47), ALT (86 + 80).

4.1.4.2. 2D ultrasound: In general, signs of raw liver parenchyma are
common signs of chronic liver tissue.

4.1.4.3. Esophageal gastroscopy
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Cirrhosis is a common disease in Vietnam, in the course of disease
progression, there may appear dangerous complications causing death
such as liver coma, gastrointestinal bleeding (XHTH).

4.2. LIVER BIOPSY

4.2.1. Success rate

There are 4 cases that fail to reach standard, so they should be rejected.
The success rate is 95.83%. This result is similar to the study by Lam
Hoang Cat Tien and a number of studies of the authors Foucher et al,
Ziol et al, success rate is 92.3%.

4.2.2. Complications of liver biopsy

Pain is the most common minor complications in our study. Pain at the
biopsy site accounts for 64.1% of patients, the frequency and severity of
pain evaluated on a scale of 5 is usually 3/5 (50 patients, 54.3%).

4.2.3. Histopathological results

4.2.3.1. Stage liver fibrosis according to Metavir (F)

Through some research, we found that the frequency distribution of
liver fibrosis according to Metavir is similar between studies. Overall,
the rate of fibrosis for stages F 0, 1 in patients is high, serious fibrosis
F3, F4 is lower. This result is consistent with the findings of Foucher,
Gomez-Dominguez et al.

4.2.3.2. Compare inflammatory activity progression according to
Metavir

This result is consistent with study of Ziol, most patients also focus at
the level of inflammatory activity of Al, and A2. Specifically in the
study of Ziol, Al accounts for 66.5% and A2 of 30.3%, while A3 and
A0 occupy negligible frequency.

4.3. ELASTOGRAPHY OF LIVER

4.3.1. Measure liver elastography with FibroScan

Average elasticity of liver in our study (19.64 kPa) is higher than the
study by Foucher, Ganne-Carrie and Castera (6.3 -7.4 kPa).

4.3.2. Measure liver elastography according to histological stage
Metavir (F)

The results of our study show that the average elasticity of liver in the
period FO and F1 is from 7.08 to 7.34 kPa. Period F2 is 14.59 kPa
(confidence interval 90%: 8.12 to 21.05). Stage F3 is 23.64 kPa
(confidence interval 90%: 16.46 to 30.83). Highest is F4: 37.56 kPa
(confidence interval 90%: 28.14 to 46.98).
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In the study by Foucher, the average elasticity for each stage according
to histopathology Metavir for F 0, 1 is 6.9 kPa, F2 is 9.2 kPa, F3 is 18.7
kPa, F4 is 31.1 kPa.

4.3.3. Result of liver elastography measurement in diagnosing liver
fibrosis degree

4.3.3.1. Result of liver elastography in diagnosing liver fibrosis with
significant level (> F2)

In this study, with the use of the ROC curve, we determine the optimal
threshold value to diagnose liver fibrosis with significant level (> F2) of
7.3 kPa, the area under the curve ROC (AUC) is 0.95 respectively.
Sensitivity: 92.06%, specificity: 90.98%.

Compare with the findings of Ziol, our threshold value in the diagnosis
of liver fibrosis differ slightly.

4.3.3.2. Result of liver elastography in diagnosing liver fibrosis with
serious level (> F3)

In our study, the ROC curve identifies the optimal threshold value in
diagnosing severe liver fibrosis (> F3) of 8.7 kPa, and the area under the
ROC curve (AUC) is 0.93 respectively.

Result of our threshold value (8.7 kPa) is lower than the study of the
authors Foucher (12.5 kPa), Gomez (11 kPa). Meanwhile, the result of
our study is similar to the results of Ziol and Castera.

4.3.3.3. Liver elastography results in the diagnosis of liver cirrhosis
(F4)

ROC curve also helps us determine the optimal threshold value for the
diagnosis of cirrhosis (F4) of 12.9 kPa, respectively AUC is 0.94,
sensitivity is 95%, specificity is 85.45% , PPV is 44.2%and NPV is
99.3%. We find a threshold value of cirrhosis diagnosis in our study
(12.9) is nearly identical to the study of Castera, which is 12.5 kPa, but
lower than some studies of other authors.

4.3.4. Liver elasticity threshold value in diagnosing liver fibrosis
extent in some of the causes of chronic liver disease

4.3.4.1. Elasticity threshold value in diagnosing different liver fibrosis
of chronic hepatitis B

In our study, the threshold value F > 2 is 7 kPa, AUC 0.89 (confidence
interval 95%: 0,71- 0.97), sensitivity 83.33% and specificity 90%, PPV
93.7% and NPV 75%, generally they are quite similar with studies.
4.3.4.2. Liver elasticity threshold value in diagnosing different liver
fibrosis degree of chronic hepatitis C
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In our study, if threshold F > 2 is 8.3 kPa, the AUC values is 0.95,
sensitivity is 86.96%, specificity is 83.33%, PPV is 95.2%, NPV is
62.5%. When choosing the threshold of 11, the risk of liver fibrosis
degree is F > 3 with AUC of 0.88, sensitivity of 86.67%, specificity of
78.57%, PPV of 81.3%, NPV of 84.6%. When choosing the threshold
of 12.9, the risk of cirrhosis (F = 4) has AUC of 0.79, sensitivity of
87.5% and specificity of 71.43%, PPV of 53.8% and NPV of 93,8%.
4.4, CORRELATION, CORRELATION BETWEEN LIVER
ELASTICITY AND FIBROSIS LEVEL UNDER METAVIR AND
HEMATOLOGY, BIOCHEMISTRY PARAMETERS RELATED
TO CIRRHOSIS

4.4.1. The relationship between liver elasticity (kPa) and histologic
grading Metavir (F)

In a prospective study, diagnosis of liver fibrosis by measuring liver
elasticity in patients with chronic liver disease shows many different
causes, Foucher et al concludes that liver elasticity (kPa) and the degree
of fibrosis (F) according to Metavir differ significantly and correlate
fairly closely (r=0.73; p <0.05).

4.4.2. The correlation between the degree of liver fibrosis and some
biochemical and hematological indices

Liver elasticity can be affected by the increase in ALT, BMI and / or
steatosis, so the threshold value of liver elasticity should also be
adjusted depending on circumstances of these factors [89].

4.4.2.1. Group of common chronic hepatitis

Sagir measures liver elastography of 20 patients suffering from acute
hepatitis and monitored subsequently. 15/20 patients in the acute phase
of liver elastography suggest cirrhosis, but there are any signs of
clinical cirrhosis, ultrasound or histological images (done on 11/15
patients). There are 6 patients continuing to be monitored and then
realized the value of liver elasticity falls below the threshold of cirrhosis
when transaminases are reduced to normal.

4.4.2.2. Group of chronic hepatitis virus B and C

Author Raymond (2008), Hong Kong, has measured liver elasticity of
1268 patients with chronic hepatitis virus B, the threshold value is > 8.1
kPa and > 10.3 kPa to determine that it is severe fibrosis (F > F2) and
cirrhosis (F4). Result of liver elasticity is correlated with bilirubin,
alkaline phosphatase, GGT, AST, ALT, globulin, AFP and HBV-DNA



23

level, and is also inversely correlated with albumin and platelet
quantity.

CONCLUSIONS
1. Determine the threshold value, sensitivity, specificity, PPV, NPV,
and accuracy of measuring liver elasticity when comparing with
histopathology in patients with chronic liver disease:
- Average liver elasticity 19.64 + 18.23 kPa, oscillating from 3.8 to 75
kPa. Metavir fibrosis classification: 7 cases of FO (7.61%), F1 has 19
patients (20.65%), significant fibrosis (F2) has 24 patients (26.09%),
severe fibrosis (F3) has 22 patients (23.91%) and cirrhosis (F4) has 20
patients (21.74%).
- To diagnose significant liver fibrosis (F > 2): With threshold value of
7.3 kPa, the risk of liver fibrosis > 2 degree F with an area under the
curve (AUC) of 0.95 (confidence interval 95%: 0.91 to 0.98).
Sensitivity 92.06%, specificity 90.98%. PPV 84.1%, NPV 95.7%.
- To diagnose serious liver fibrosis (F > 3): With a threshold value of
8.7 kPa, the risk of liver fibrosis is F > 3 with AUC of 0.93 (confidence
interval 95%: 0.89 - 0.96). Sensitivity 100%, specificity 83.78%, PPV
60.7%, NPV 100%.
- To diagnose liver fibrosis (F4): With threshold value of 12.9 kPa, the
risk of cirrhosis (F4) with AUC of 0.94 (confidence interval 95%: 0.90
to 0.97). Sensitivity 95% and specificity 85.45%. PPV 44.2%, NPV
99.3%.
Liver elasticity threshold value in diagnose different hepatic fibrosis in
patients with chronic hepatitis virus B:
- In our study the threshold value F > 2 is 7 kPa, AUC 0.89 (confidence
interval 95%: 0,71- 0.97). Sensitivity 83.33% and specificity 90%. PPV
93.7%. NPV 75%.
- When choosing a threshold of 9.1 kPa, the risk of liver fibrosis is F > 3
with AUC of 0.8, a sensitivity of 100%, a specificity of 69.57%, PPV of
41.7%, and NPV of 100%.
Liver elasticity threshold value in diagnosing different hepatic fibrosis
in patients with chronic hepatitis virus C:
- With threshold F > 2 is 8.3 kPa, AUC value is 0.95, sensitivity
86.96%, specificity 83.33%, PPV 95.2%, NPV 62.5%.
- When selecting the threshold of 11, the risk of liver fibrosis is F > 3
with AUC 0.88, sensitivity 86.67%, specificity 78.57%, PPV 81.3%,
NPV 84.6%.
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- When choosing the threshold of 12.9, the risk of cirrhosis is (F = 4)
with the AUC 0.79, sensitivity 87.5% and specificity 71.43%, PPV
53.8% and NPV 93, 8%.
2. Correlation of transient hepatic elasticity according to the degree of
liver fibrosis with some indicators of hematology and biochemistry.
- Liver elasticity (kPa) is correlated with indicators AST, full bilirubin,
blood albumin, and is quite closely correlated with platelet quantity (r =
-0.53) and INR (r = 0.55). No correlation with ALT.
- There is a positive moderate correlation between hepatic elasticity
(kPa) and the degree of liver fibrosis F (Metavir) (r = 0.6; p <0.01).
- The degree of fibrosis according to histopathology (Metavir)
correlates from very little to moderately level with indicators AST,
platelet, and INR. No correlation with bilirubin and ALT.
REQUEST

The non-invasive diagnosis of liver fibrosis stages in all pathological
tissue with chronic liver elastography is a useful measure, it should be
widely specified, increased Fibroscan F1, F2. This is also consistent
with the current trend in the matter of non-invasive diagnosis of liver
fibrosis degree in chronic liver disease.
From the limitations of the study, we want a more multi-center study, a
longer duration with larger sample sizes and can compare with some of
the other non-invasive methods (such as Fibrotest ) or a combination
between FibroScan and blood markers to obtain highly representative
and higher accurate results.
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