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MO DAU

Bénh viém gan virat C 1a mdt trong nhitng nguyén nhan chinh gay xo
gan va ung thu gan. Theo Tb chuc Y té thé gidi, ndm 2015 c6 71 triéu ngudi
trén toan thé giéi nhiém HCV man tinh. Trung binh hang nim c6 399.000
ngudi chét do cac bénh c¢6 lién quan dén virat viém gan C (xo gan, ung thu
biéu mé té bao gan va suy gan). Khac v6i viém gan virat B, hién tai van chua
c6 vac-xin phong ngira HCV [26], [51], [60].

Viét Nam chua c6 mot diéu tra hé théng dich t& hoc nhiém HCV. Két
qua nghién ctru cia cac tac gia dua trén cac d6i tuong khong mang tinh chat
dai dién véi sb lugng han ché nén ty 1¢ nhiém HCV rat khac biét tir 0,08 dén
3,9% [7], [13], [14], [19].

Theo Hiép hoi nghién ctru bénh gan ctia My, ty 1& nhiém HCV cua ving
Pong Nam A 1a 1,5-3,5% [69].

Tuy ty 1&¢ nhiém HCV ¢ Viét Nam khong cao nhu HBV (10-20%) [4]
nhung xét vé muc do trAm trong thi bénh nhan nhiém HCV phai ganh chiu
nhimng bién ching nang né hon. Theo WHO, duéi 5% nguoi 16n nhiém HBV
s& chuyén sang giai doan nhiém man tinh trong khi ty 1¢ ndy & ngudi nhiém
HCV la 60-80%. Trong s6 nay, 15-30% bénh nhan sé& bi xo gan trong vong 20
nam. Bénh nhan nhiém HCV man tinh s& 1a ngudn lay chu yéu cho cong dong
trong khi hién tai vin chua c6 san mot loai vic-xin phong ngira viém gan C
[51].

R4t may, khac vdi viém gan B, bénh nhan viém gan C c6 thé duoc chita
lanh hoan toan. Chang han, véi phac d6 Interferon-Ribavirin ty 18 dat dap tng
virlt bén vig 1a 40-76%. [43], [70]. Ngoai viéc dua vao kiéu gen HCV, gan
day cac nha khoa hoc di phat hién kiéu gen IL28B c6 lién quan dén két qua
SVR ¢ bénh nhan viém gan C man tinh khi st dung phac d6 nay. Cac bénh
nhan c6 kiéu gen tét c6 SVR cao hon hai 1an bénh nhan sé hiru kiéu gen hdn

hop hay x4u [32], [41], [78], [86], [96]. Mt khéc, dot bién ving core HCV



cling da dugc ghi nhan c6 anh hudng dén két qua diéu tri va bién chung ung
thu biéu mé té bao gan ¢ bénh nhan viém gan C man tinh [23], [47], [57],
[71].

Nhu vay, hi¢n tai c6 ba chi d4u sinh hoc anh hudng dén két qua diéu tri
bénh nhan viém gan C véi phac do Interferon-Ribavirin. Van dé dit ra 1a cac
chi d4u sinh hoc nay co lién h¢ gi véi nhau hay khong ? Hon nira, tai khu vuc
tinh Tra Vinh chua thdy cong bd mot dé tai nghién ciru vé tinh hinh nhiém
HCV nén viéc thyuc hién dé tai “Mai lién quan giita IL28B voi genotype va dot
bién ving core HCV” s& giup xac dinh ty 18 kiéu gen va dot bién ving core
HCV; ty 18 kiéu gen SNP rs12979860 cua IL28B ¢ nhitng bénh nhan viém gan
virat C man tinh khu vuc Tra Vinh, cling nhu khao sat mdi lién hé gifra ba chi
dau sinh hoc: kiéu gen SNP rs12979860, kiéu gen HCV va dot bién ving core
HCV.

MUC TIEU NGHIEN CUU

1. Xac dinh ty I¢ kiéu gen HCV, dot bién vung core HCV va kiéu gen SNP
rs12979860 cua IL28B.

2. Xac dinh mdi lién quan gitta dot bién ving core HCV vdéi kiéu gen HCV.

3. Xac dinh mbi lién quan giira kiéu gen SNP rs12979860 cua IL28B voi kiéu
gen HCV va dot bién ving core HCV.



Chuong 1: TONG QUAN TAI LIEU

1.1. MOT SO PAC PIEM CO BAN CUA HCV

1.1.1. LICH SU VIEM GAN C

Trong thap nién 70, ngudi ta nhan thay gan 90% cac viém gan virlt xay
ra sau truyén méau khong cé lién quan dén virat A ciing nhu virat B nén céc
trrong hop nay dugc goi la viém gan khong A-khdng B (non A-non B). Tur
nam 1978, qua mo hinh thuc nghiém trén khi Chimpanzee, nguoi ta da chung
minh ¢6 mot tic nhan lay truyén qua duong tiém chich c6 thé giy ra bénh
canh viém gan khong A-khong B. Mii dén nam 1989, nho vao phuong phap
tao dong vo tinh (clonage) va phan tich trinh tu (sequencing) cua genom virut,
Choo va cong sy lan dau tién da phat hién ra tac nhan d6 chinh 13 virat viém
gan C. Tuy nhién, cac hat tir ciia virat viém gan C chi méi dugc quan sat va

mé ta dudi kinh hién vi dién t& tir ndm 1994.
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Hinh 1.1. HCV
“Ngudn: Universitatsklinikum Heidelberg, 2012” [53]



1.1.2. CAU TRUC CUA VIRUT VIEM GAN C

HCV 1a virGt dau tién dugc phat hién bang k¥ thuét sinh hoc phén ti,
thudc ho Flaviviridae, giong Hepacivirus. Virat c6 duong kinh 55-65 nm,
trong luong phan tir vao khoang 4.106 daltons. Bo gen gdbm mot soi don RNA
¢6 cuc tinh dwong nam bén trong phan nucleocapsid hinh da dién. Ngoai cling
1a 16p mang boc lipid chira cac protein E1 va E2 tao thanh phirc hop dimer.

Protein E1
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« Vung core HCV

Hinh 1.2. So d6 ciu tao HCV
“Nguén: Sharma SD, 20107 [83]

Mat do cua cac hat tt HCV trong huyét thanh rat thay doi, tir 1,03 dén
1,72g/ml. S¢& di mat d6 caa HCV thay doi nhu vay la do cac virion luu hanh
trong méau dudi nhiéu dang khac nhau: hodc 1a & dang tu do c6 tinh lay nhiém
rt cao nhung chi hién di¢én & mat d twong doi thép (khoang 1,03); hoac la &
dang két hop v&i cac dai phan tir, ddc biét 1a cac lipoprotein hodc hién dién
trong cac phizc hop mién dich nhung mat d6 lai cao (khoang 1,10). Thuyc
nghiém trén khi Chimpanzee cho thay tinh 1ay nhiém cta cac hat tot HCV ty
do cao hon 13 rét so voi dang két hop voi cac dai phén ti.

Qua phuong phap khuyéch dai chudi di truyén (PCR) va phuong phap
lai ghép tai chd nguoi ta nhan thay khuynh huéng cia HCV khong chi & cac té

bao gan ma cic chudi HCV-RNA con duoc tim thiy trong céc té bao don



nhan & méau ngoai vi. HCV ¢6 thé 1y nhiém ¢ cac lympho bao B va T ciing
nhu & cac dong don bao. Viée phat hién ndy c6 nhiéu y nghia rat quan trong:

- Viée nudi cdy HCV c6 thé thuc hién duoc ¢ cac dong lympho bao.

- Céc té bao don nhan co thé 1a nguén “dy trir”” virat va dic biét co thé
12 nguyén nhan gy tai nhiém HCV sau khi ghép gan.

- Su lay nhiém ¢ cac té bao don nhan c¢6 thé chon loc nén mot vai “bién

chung” dic biét va tao diéu kién cho bénh ton tai kéo dai [1].

1.1.3. CAU TRUC CUA BOQ GEN HCV

Bd gen cua HCV la mdt sgi don RNA ¢6 cuc tinh duong, gém khoang
9.600 nucleotide, duoc chia lam ba ving:

* Pau 5’ khéng ma hoa dai khoang 341 nucleotide, 13 vi tri gin két voi
ribosome, duoc goi 1a IRES (internal ribosome entry site), dé khoi phat qua
trinh giai ma cho viéc tong hop chudi polyprotein tién chat cua virit.

* Pau 3° khong ma hoa chira mot doan 30-60 nucleotide twong dbi thay
d6i, nam phia sau codon két thiic. Tiép theo 1a mot doan poly U/UC, gém 50-
100 nucleotide rat thay d6i. Sau cung 1a mot chudi 98 base bao ton cao (ving
“3°-X”). Pay la doan bao ton nhit ciia bd gen HCV. Thtr nghiém cho thiy
tuong tac gitta vang 3’-X, ving méd héa NS5B va ving poly U/UC 1a tuyét ddi
can thiét cho sy nhan ban cua virat [95].

* Ving dugc ma hoa nam giira hai ddu 5’ va 3°. Vung nay chi c6 mot
khung doc m¢ duy nhat (open reading frame) gom 9.379-9.481 nucleotide,
duoc giai ma dé tong hop thanh mot polyprotein tién chat cta virat gdm
khoang 3.000 axit amin. Sau d6 polyprotein nay sé dugc cadc enzym protease
clia virGt va cac enzym peptidase tin hiéu ctia té bao (host signal peptidase)

phan cat thanh cac protein cau triic va protein khong cau tric.
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Hinh 1.3. Cau tric bo gen HCV

“Nguén: Zahid Hussain, 2013” [97]
Cic protein cdu tric dwge tao ra tir cac gen C, E1 va E2

- Protein 16i (21 kDa) tao nén phan nucleocapsid bao boc bén ngoai
chudi RNA cua virat. Protein 13i c6 lién quan mdt sb protein té bao va cc con
duong co tac dong truc tiép dén vong doi va sinh hoc cuia HCV, c6 vai trd
trong viéc tac dong chong virus cua Interferon thong qua viéc twong tac véi
protein té bao. Dot bién protein 18i lam thay ddi cau trdc virdt, gay ra kém dap
tmg v6i phac do Interferon-Ribavirin. Dic biét, hai dang d6t bién R70Q va
L91M giy dap tng kém v6i phac do Interferon-Ribavirin [36].

- Protein E1 (37 kDa) va E2 (61 kDa) 1a hai glycoprotein cua l6p vo,
lién két véi nhau thanh cac phirc hop dimer. Mot doan khoang 30 axit amin &
gan dau tin E2 duogc goi 1a ving siéu bién HVR-1 (hypervariable region). Day
1a doan bién d6i di truyén nhiéu nhét cua protein vo va dugc gia dinh ton tai
nhu mot vong polypeptide trén bé mit cta virion. Bénh nhan thuong c6 khang
thé phan Umg va1 cac peptid, dai dién cho trinh ty HVR-1 cua virat ma ho
dang nhiém. Viéc xuat hién khang thé tao ra nhiing bién thé chon loc ¢ chudi
HVR-1 it phan Gmg hon voi khang thé. C6 bang chimg cho thdy HVR-1 ¢
mot hodc nhiéu quyét dinh khang nguyén trung hoa va d6 1a vi tri dot bién gay
ra thoat lugi mién dich trong sudt giai doan nhiém khuan cap tinh va man tinh

[91].



- Protein p7 (7 kDa): 1a mot chudi polypeptid gdm 63 axit amin, co
chtrc ning nhu mot kénh ion, can thiét cho viéc san xuét nhiing virion lay
nhiém. Do né bi e ché boi boi nhidu hop chit khac nhau nén 13 mot muc tiéu

thich hop cho viéc phat trién cac loai thuc khang HCV [81].

Cic protein khong céu tric

- Protein NS2 (23 kDa) 1a mot cystein protease, cat polyprotein tién chat
tai chd ndi NS2/NS3 [94].

- Protein NS3 (68 kDa) c6 rat nhiéu chtc ning: men serine protease
nam ¢ dau tan N (N-terminal) vd men NTPase phu thuoc RNA/helicase ndm &
dau tan C (C-terminal). Enzym serine protease s& cit chudi polyprotein tién
chat tai cic vi tri NS3/NS4A, NS4A/NS4B, NS4B/NS5A, NS5A/NS5B.
Enzym helicase tham gia vao qua trinh nhan doéi cua virtt.

- Protein NS4A (6 kDa) la mot dong yéu td can thiét cho hoat tinh cta
men protease NS3.

Protein NS4B (26 kDa) la mdt protein mang, ky nudc, cd vai tro trong
viéc sao chép RNA ciing nhu qua trinh 1ap rép va phong thich virat [28].

- Protein NS5A (56-58 kDa) la mdt phosphoprotein, ¢6 chirc nang trong
viéc sao chép RNA. NS5A chira viing quyét dinh cho tinh nhay cam cua HCV
dbi vé6i Interferon-alpha (ISDR — Interferon sensitivity determining region).
Ving nay lam mat tac dung cua Interferon qua trung gian viéc ¢ ché men
protein kinase R (PKR). M6t khi PKR bi trc ché bai NS5A thi kha ning khang
virat va chong tang sinh virat caa Interferon bi giam di. Mat khac, NS5A ¢6
thé gay biéu hién IL-8, lam wc ché biéu hién gene kich hoat san xut
Interferon. Néu c6 dot bién xdy ra & viing NS5A c¢6 thé tao dugc dap tng tot
vai Interferon.

NS5B (65 kDa) la men RNA polymerase phu thuoc RNA, gitp tong
hop chudi RNA tir khuoén mau RNA. Vi hoat tinh enzym gidng protein NS3,



NS5B RNA polymerase hién nay 1a muyc tiéu cho viéc phat trién thudc khang
virt bang chat twong tu nucleoside, chat wc ché phan tir nhé khong phai

nucleoside va chit twong tu cyclosporin A [68].

1.1.4. SUNHAN BAN CUA HCV

Mot hé thong nudi cay té bao da gitip xac dinh toan bd chu ky séng
clia virGt tir lac xAm nhap té bao dén luc phong thich cac virion 1ay nhiém.
Nhitng nghién ctru ndy két hop véi nhiing suy luan hop 1y tir nhitng virat c6
nhanh RNA (+) khac da dwa ra gia thuyét sau. Virat c6 kha niang xaAm nhap té
bao béng cach tuong tac voi vai phan tu thu thé & bé mat té bao dic hibu;
nhitng phén tir thy thé d6 gdbm CD81, thy thé LDL, DC-SIGN, thu thé don rac
nguoi SR-B1 va CLDN-1 [46]

Sau khi bdm dinh, xAm nhép va di vao trong khong bao cua té bao, su
thay doi pH tai chd lam thay d6i hinh thé protein v3, lam tan chdy mang
khong bao. RNA cua virat dugce phong thich vao té bao chat, tai diy né hoat
dong nhu mRNA, diéu khién dich ma tao thanh chudi polyprotein cua virut.
Kha ning hodi phuc virat ldy nhiém bang cach cay truyén trong gan tinh tinh
bd gen RNA tong hop ciing nhu kha ning nhan ban ciia RNA virat ¢ té bao
lay nhiém cung cép biang ching thuyét phuc cho buéc nay trong chu ky nhan
ban. Nhan ban virt xay ra két hop v6i ludi noi bao twong thd bang qua trinh
gin két ribosome va chudi polyprotein trai qua mot chudi phan cit ly giai
protein.

Protein 15i vAn & trong t& bao chit sau khi duoc phan cat boi tin hiéu
peptid peptidase tir chudi tin hiéu & dau C tan trong khi E1, E2 duogc bai tiét
vao trong long ludi ndi bao twong, van gin két véi mang va duge glycosyl
hoa. Mot phitc hop replicase gdbm NS3, NS4A, NS4B, NS5A va NS5B tao
thanh cum “mang lu6i” cua té bao chat, bat nguodn tir ludi ndi bao twong. Phirc

hop replicase nay nhan dién cau tric va chuoi dac hiéu ¢ dau tan 3’ cua bd gen



RNA, diéu khién tong hop nhanh bd sung 4m cuia bd gen. San pham RNA kép
c6 kha ning dugc dung lam khudn tong hop nhiéu ban sao RNA ¢6 cyc tinh
duong. RNA dugc dong goi thanh nhitng hat virat méi, nh6 vao trong luéi noi
bao tuong, lam phong thich virat qua con duong bai tiét thi.

Khang nguyén dac hiéu HCV va ca hai sgi HCV-RNA c6 cuc tinh am
va duong da duoc xac dinh trong té bao gan cho thay nhan ban xay ra trong té
bao gan qua mot sgi &m trung gian. Tuy nhién ciing c6 dir liéu cho thay virat

cling c¢6 thé nhan ban & lympho bao ngoai vi hodc lympho bao ¢ tiiy xuong.
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Hinh 1.4. Chu trinh nhan ban cia HCV
“Nguén: Ploss A, Dubuisson J, 2012” [76]
Nhitng gia dinh chinh trong qua trinh nhan ban cua HCV. Nhitng budc ddc biét bao

gom: virion bam dinh va xam nhdp vao té bao gan nho mét phire hop thu thé chiea diroe mé
ta day dii, hoa mang do thay déi pH va phéng thich RNA virQt vdo té bdo chat; sy phién ma
dién ra tai vi tri gdn két ribosome (IRES) va xit Iy polyprotein ciia VirQt, tao ra protein 16i,
protein v6 E1 va E2, viroporin gia dinh p7 va 6 loai protein khéng cdu triic can thiét cho su
nhén ban ciia RNA, hinh thanh phirc hop nhan ban, ldp rdp tao thanh mang luéi tir mang
lwdi ni bao twong (qua trung gian NS4B) va phirc hop replicase & dau tin 3’ ciia RNA
virion; tong hop mét nhdnh trung gian RNA (-); tong hop nhiéu nhanh RNA (+); ldp rdp

hat vir(t & mang hedi ndi bao tuwong, bé Golgi va phéng thich virdt khdi té bao.
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1.1.5. SU KHAC BIET BEN TRONG BOQ GEN VA KHAI NIEM
“QUASI-SPECIES”

o) cung mot bénh nhan bi nhiém mot loai kiéu gen nao do, sau mdt thot
gian dién tién bénh, nguoi ta nhan thay trong huyét thanh cta bénh nhan co su
hién dién cta nhiéu “quﬁn thé” virdt véi sb lugng khac nhau. Cac “quﬁn thé”
nay gan giéng nhu “quan thé” ban dau nhung chi khac nhau < 5% vé trinh tu
nucleotide va duogc goi la hién tuong “quasi-species”.

S¢ di c6 su khac biét trong by gen nhu thé, trude tién 1a do su sai sot
cua men RNA polymerase. Thém vao do, con do sy hién di¢én cia “vung siéu
bién” HVRI (gdm 27 axit amin) nim & dau tdn —N cua protein E2. Nguoi ta
ghi nhan sy dot bién cua bod gen xay ra > 50% tai HVRI1 nay. Tuy nhién, can
luu ¥ rang trong hién twong “quasi-species”, sy dot bién néi trén khong din
dén 1am thay d6i kiéu gen ciia bénh nhan trong qua trinh dién tién cta bénh.

Ving siéu bién ciing 13 vi tri ctia epitop trung hoa virGt. Khi nhiém
HCV trong giai doan cép, HVR1 bi d6t bién rat nhanh duéi ap lyc mién dich
ctia ky chu. Do d6, chinh dap tng mién dich dich thé d3 kich thich su bién ddi
ciia HVR1. Piéu nay da duoc ching minh qua sy viéc ¢ nhitng ngudi khdng
c6 gammaglobulin huyét (agammaglobulinemia) tirc 1a co thé khong c6 kha
nang san xuat khang thé ma bi nhiém HCV thi HVR1 khong bi bién dbi.

Khi tinh trang nhiém virat tré nén man tinh, cc “quén thé” nay s& dat
dén mot trang thai can bang, c6 quan thé chiém “da s6”, o6 quan thé chiém
“thiéu s6”. Cac quan thé noi trén c6 toc d6 nhan ban khac nhau va ciing c6 do
nhay cam khac nhau ddi véi Interferon. Diéu nay giai thich duoc sy dap tng
khac nhau d6i véi Interferon giira cac bénh nhan khac nhau ciing nhu timg
giai doan dién tién bénh khac nhau trong cung mdt bénh nhan. Hién tuong
“quasi-species” cang trd nén phirc tap ¢ nhitng bénh nhan ma dién tién bénh
da lau nhu khi da bi xo gan hon la nhitng bénh nhan chi méi bi viém gan man

hoat dong [25].
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1.1.6. KIEU GEN HCV

Bén canh tinh khong ddéng nhat diy an tuong, ton tai trong trinh tu
chudi HCV & mdt nguoi bi nhiém khuan (hién tugng “quasi-species”) con c6
tinh khong dong nhét di truyén va khac biét dang ké ¢ trinh tu chudi HCV cua
nhirg bénh nhan khic nhau (khac biét vé chung va kiéu gen). Panh gia phat
sinh loai ctia nhitng trinh tu chudi HCV lay tir nhiéu khu vyc dia 1y cho thay
c6 it nhat sau kiéu gen chinh va xac dinh tam thoi kiéu gen tht bay & mot mau
c6 nguon gdc tir Trung Phi. Nhitng kiéu gen nay tham chi con da dang hon so
v6i nhitng kiéu gen gay ra dai dich HIV trén toan thé gidi, mot phan do lich sir
dich té cia HCV kéo dai hon [73].

Tuy thudc vao ving gen duoc danh gia, chudi HCV duogc xép vao cac
kiéu gen khac nhau c6 thé c6 < 50% trinh ty nucleotide gidng nhau. Tuy nhién
con biét it vé mirc d6 khac biét kiéu gen huyét thanh & cac chung HCV. Mic
du da tién hanh nhiéu nghién ctru, c6 rat it bang ching cho thay kiéu gen HCV
giy ra khac biét vé mirc d9 lay truyén, nhan ban hoic ty 1¢ tién trién dén bénh
gan. Tuy nhién, kiéu gen gay ra su khac biét trong dap tng véi diéu tri bang
Interferon va thudc trc ché phén tir nho.

Trong mot kiéu gen HCV, cac chung c6 thé dugce tiép tuc xép vao phan
typ (subtype), giéng nhau 75-85% trinh tu nucleotide & vung 18i, E1 va NS5B
ctia bo gen. Nguoc lai, bién thé quasi-species & mot bénh nhan giéng nhau 91-
99% & nhitng vung nay.

Sy phan b dia Iy cta kiéu gen HCV chua duogc xac dinh ddy da nhung
¢6 vai khuynh hudng rd rang. O My, 60-70% céac ching phan lap 1a kiéu gen
la hodc 1b. Nguoc lai, nhiém kiéu gen 4 1a phd bién ¢ Chau Phi va Trung
Pong. Chang han, hon 90% trinh tu chudi vir(t trong mot nghién ciu & Ai
Cap la kiéu gen 4.

Kiéu gen 5 va 6 dugc bao cdo & Nam Phi va Pong Nam A.
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Kiéu gen 3 xuat hién & Chau A nhung c6 lién quan dén nhimng ving dia
1y khéac do st dung ma tuy [72].
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Hinh 1.5. Kiéu gen HCV
“Nguén: Los Alamos National Laboratory” [50]
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Hinh 1.6. Phan b kiéu gen HCV trén thé gi6i
“Ngudn: Hanafiah et al, 2013” [69]
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C4c nghién ciru vé kiéu gen HCV & Viét Nam

Céc nghién ciru trude day khi thuc hién dinh kiéu gen HCV trén ving
5’ khong ma hoa déu co két qua kiéu gen HCV ¢ Viét Nam chu yéu 1a kiéu
gen 1 [6], [15], [21]. Theo H6 Tan Pat va cong su thi kiéu gen chu yéu ¢
ngudi Viét Nam 13 kiéu gen 1 chiém 60,3% (kiéu gen 1: 6,6%; la: 5,9%;
la/1b: 0,4% va 1b: 47,4%) véi ky thuat LiPA, con kiéu gen 6a la 23,2%. Con
khi giai trinh tu trén ving 5> khong ma hoa voi hé thong TruGene, tac gia HO
Tén Dat va cong su théy kiéu gen 1 chiém 59,98% (kiéu gen 1: 9,39%; la:
12,96%, 1b: 37,63%), kiéu gen 6 chiém 24,15% [48].

Con theo Nguyén Nghiém Luat va cong su khi giai trinh ty ving 5’
khong ma hoa trén hé théng Beckman Coulter thi kiéu gen 1 chiém 69,44%
(kiéu gen 1a: 25%, 1b: 44,44%) [8].

Tuy nhién nhiing nghién cru gan day khi thyuc hién viéc xac dinh kiéu
gen HCV dua trén vang 15i (core) hay ving NS5B cho két qua hoan toan
nguoc lai: kiéu gen 6 1a chii yéu ¢ ngudi Viét Nam. Theo Pham Hoang Phiét
va cong su khi thuc hién giai trinh ty ving NS5B trén hé théng may 3130 XL
Genetic Analyzer (ABI) thi kiéu gen 1 chiém 34,29% va kiéu gen 6 la
65,71%; dic biét tac gia da thuc hién dong thoi viée dinh kiéu gen bang hai k§
thuat Real-time PCR trén doan 5° khong ma hda va giai trinh tu trén doan
NS5B: Két qua trong 60 truong hop dinh kiéu gen trén ving 5’ khong ma hoa
1a kiéu gen 1 thi co 36 trudng hop 1a kiéu gen 6 khi giai trinh tu trén ving
NS5B (chiém 60%); ngoai ra khi thuc hién ddng thoi viée xac dinh kiéu gen
trén hai ving 5° khong ma héa va ving NS5B thi kiéu gen 6 cho két qua gidng
nhau déu 1a kiéu gen 6 [11]. Céc cong trinh nghién ciru trén thé gidi da ching
minh cac xét nghiém xac dinh kiéu gen HCV dua trén sy khéac biét trinh tu
ving 5° khong ma hoa 1a khong dit kha ning dé phan biét dugc nhiéu phan typ

cua kiéu gen 6 voi ki€u gen 1, vi vay s€ c6 kha nang nhiéu truong hop duoc
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xéac dinh kiéu gen 1 nhung that ra 13 kiéu gen 6. Su nham 13n nay co thé 1én
dén 40-60%.

Pham Hung Van va cong sy xac dinh kiéu gen HCV béng giai trinh tu
trén doan NS5B bang hé¢ théng ABI PRISM, tong cong c6 842 truong hop véi
két qua kiéu gen 6 chiém 54,4% va kiéu gen 1 chiém 30,4% [90].

Cao Minh Nga va cong sy xac dinh kiéu gen ciia 480 bénh nhan bang
phuong phap Real-time RT-PCR, dya trén trinh ty viung core HCV. Ty 1€ cac
kiéu gen 6, 1 va 2 lan luot 1a 52,7%; 26,9% va 19,8% [9].

Nhu vay khi xac dinh kiéu gen trén doan core hay NS5B thi kiéu gen 6

la chu yéu ¢ nguoi Viét Nam.

1.1.7. DICH TE HQC NHIEM HCV
1.1.7.1. TINH HINH NHIEM HCV TREN THE GIOI

T6 chuc Y té thé gii du doan nam 2015 ¢6 71 triéu ngudi bi nhiém
HCV man tinh va hang nim c6 khoang 399.000 ngudi chét vi cin bénh nay
[51]. Phan 16n bénh nhan khong biét dang bi nhidm virat va nhiéu bénh nhan
du da duoc chan doan van khong tiép can dugc voi ché do diédu tri [59], [62].
Pa s6 bénh nhan dugc diéu tri ¢ két qua tét va ty 1¢ thanh cong twong tu &
cac qudc gia phat trién va dang phat trién [38]. Du doan 1/3 bénh nhan nhiém

HCV man tinh sé tién trién dén xo gan hoic ung thu gan [63].
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Bang 1.1. Phan b cac vung dich bénh nhiém HCV trén thé gidi [45]

Khu vue

Asia Pacific, High Income
Asia, Central

Asia, East

Asia, South

Asia, Southeast

Australaisa

Caribbean

Europe, Central

Europe, Eastern

Europe, Western

Latin America, Andean
Latin America, Central

Latin America, Southern
Latin America, Tropical
North Africa/Middle East
North America, High Income
Oceania

Sub-Saharan Africa, Central
Sub-Saharan Africa, East
Sub-Saharan Africa, Southern
Sub-Saharan Africa, West
Khu vuc khac

Téng cong

1.1% (0.5%-1.7%)
5.4% (3.5%-6.8%)
1.2% (0.4%-1.8%)
1.1% (0.7%-1.5%)
1.0% (0.8%-1.8%)
1.4% (1.0%-1.5%)
0.8% (0.2%-1.3%)
1.3% (1.1%-1.6%)
3.3% (1.6%-4.5%)
0.9% (0.7%-1.5%)
0.9% (0.4%-1.3%)
1.0% (0.8%-1.4%)
1.2% (0.5%-2.1%)
1.2% (0.9%-1.2%)
3.1% (2.5%-3.9%)
1.0% (1.0%-1.9%)
0.1% (0.1%-0.6%)
4.2% (2.4%-9.2%)
1.0% (0.6%-3.1%)
1.3% (0.8%-2.5%)
5.3% (2.9%-9.1%)
1.9% (1.0%-3.4%)
1.6% (1.3%-2.1%)

0.8% (0.4%-1.2%)
2.3% (1.5%-3.0%)
0.7% (0.3%-1.1%)
0.9% (0.5%-1.2%)
0.7% (0.5%-1.1%)
1.0% (0.8%-1.1%)
0.6% (0.1%-0.9%)
1.0% (0.9%-1.2%)
2.3% (1.1%-3.0%)
0.6% (0.5%-1.0%)
0.6% (0.3%-0.9%)
0.8% (0.6%-1.1%)
0.9% (0.4%-1.6%)
1.0% (0.7%-1.0%)
2.1% (1.7%-2.6%)
0.8% (0.7%-1.4%)
0.1% (0.1%-0.4%)
2.6% (1.5%-5.5%)
0.6% (0.4%-2.0%)
0.9% (0.6%-1.7%)
4.1% (2.3%-6.7%)
1.3% (0.7%-2.4%)
1.1% (0.9%-1.4%)

T§ 18 Anti-HCV(+) T§ 1 HCV-RNA(+) T¥ I¢

74%
43%
60%
81%
63%
75%
70%
80%
69%
70%
70%
75%
79%
80%
66%
76%
69%
61%
62%
69%
7%
69%
70%

Dién s6 2013 Anti-HCV/(+)
€6 HCV (triéu ngudi) (triéu nguoi)

182
84
1434
1650
635
28
39
119
207
425
57
246
62
207
469
355
10
100
385
75
367
27
7162

2.0 (0.9-3.0)
45(2.9-5.7)
16.6 (6.3-25.3)
18.8 (11.3-24.5)
6.6 (5.3-11.3)
0.4 (0.3-0.4)
0.3 (0.1-0.5)
1.5(1.31.9)
6.8 (3.4-9.3)
3.7 (3.0-6.3)
0.5 (0.2-0.7)
26 (1.9-3.5)

0.8 (0.3-1.3)
2.5(1.9-2.6)
14.6 (11.9-18.2)
3.7 (3.4-6.7)
0.0 (0.0-0.1)
4.3(24-92)
3.9 (2.4-12.1)
1.0 (0.6-1.9)
19.3 (10.5-33.3)
0.5 (0.3-0.9)

HCV-RNA(+)
(triéu ngudi)

1.5(0.6-2.2)
1.9 (1.3-2.5)
10.0 (3.9-15.1)
15.2 (8.9-19.8)
42(3.4-7.2)
0.3 (0.2-0.3)
0.2 (0.0-0.4)
1.2 (1.1-1.5)
47 (2.4-6.3)
26(2.1-4.4)
0.4 (0.2-0.5)
1.9 (1.4-2.6)
0.6 (0.2-1.0)
2.0 (1.5-2.1)
9.7 (7.8-12.1)
2.8 (2.6-5.0)
0.0 (0.0-0.0)
2.6 (1.5-5.5)
2.4(1.6-7.9)
0.7 (0.4-1.3)
14.9 (8.5-24.6)
0.4 (0.2:0.7)

114.9 (91.9-148.7) 80.2 (64.4-102.9)
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Bang 1.2. Dan s6 nguy co nhiém HCV [93]

Cac nhom dan so

¢6 nguy co nhiém HCV

Nguy co

Nguoi tiém chich ma tay

Nguy co nhiém HCV cao nhat: 67%

Truyén san pham méu bi nhiém
khuan, tha thuat xam lan khong

kiém soat tot nhiém khuan

Nguy co lay nhiém HCV tiy thudc vao
tan suét thyc hién thi thuat va mic do
kiém soat nhiém khuan (nam 2015, ty 1é

nhiém HCV man tinh & Ai Cap 1a 4,4%)

Tré em sinh tir me bi nhiém HCV

Nguy co lay nhiém HCV la 4-8%
Néu me bi dong nhiém HIV, nguy co
lay nhiém HCV 1a 10,8-25%

Lay tir ban tinh bi nhiém HCV

Nguy co 1ay nhiém HCV rat thap

Lay tir ban tinh bj déng nhiém HIV

Nguy co lay nhiém HCV cao néu khong
st dung bién phap phong ngtra

Nguy co lay nhiém HCV cao néu ding

Nguoi hit cocain _

chung dung cu hit cocain

Ngudi xdm minh c6 nguy co nhiém
Xam minh HCV cao hon nguoi binh thuong (OR =

2,24, Khoang tin cay 95%: 2,01-2,50)

* LAy truyén do chim séc y té

Nhiém HCV lién quan chit ché véi bat binh dang y té. O cac nude co

thu nhap thap va trung binh, nhiém HCV thudng do thuc hién tiém chich va

cac thu thuat y té khong an toan nhu chay than nhan tao, truyén mau chua

duoc sang loc. Hang nim trén toan thé gidi thuc hién khoang 8-12 ti 1an tiém

truyén va 50% truong hop duoc xem 1a khong an toan (cha yéu ¢ ving can

Sahara-Chau Phi va Chau A). O cac qudc gia c¢6 thu nhap thap va trung binh
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nhiém HCV thuong lién quan voi viée tiém truyén khong an toan va truyén
mau chua dugce sang loc. Theo bao cdo cua Tb chitc Y té thé gioi vé an toan
truyén mau nam 2016, c6 11 qudc gia khong thé sang loc HCV cho tit ca cac
truong hop hién mau. O Ai Cap do viéc tiém truyén khong an toan nén vai
viing (lwu hanh bénh san mang) c6 ty 1& nhiém HCV 1én dén 50%. O cac nudc
c6 thu nhap cao, nguoi duoc truyén mau trude khi 4p dung xét nghiém tim
soat HCV ciing ¢6 nguy co cao. Pé truyén mau an toan can thuc hién céc
chién lugc quan trong nham dam bao c6 duoc mot ngudn cung cip mau an
toan va dﬁy du, bao gé)m ca viéc thuc hién hién méu tinh nguyén 100% va xet
nghiém toan bo cac bich mau [40], [44].
* Nguoi tiém chich ma tiay

O cac nudc co thu nhdp trung binh va cao, phan 16n cac truong hop
nhiém HCV xay ra ¢ nhitng ngudi str dung dng chich khong vo trung va chét
ma tay bi nhiém ban. Trong s6 16 triéu ngudi & 148 qubc gia tiém chich ma
tay, c¢6 10 triéu nguoi di nhiém HCV [74]. Nhitng ngudi nay c6 nguy co tir
vong cao, phan anh vai tro ctia viéc tiém chich ma tay, tinh trang kinh té xa
hoi thap, kho tiép can chiam soc y té va cac yéu to moi truong [55].
* L&y truyén me-con

Nguy co lay truyén tir me sang con khoang 4-8% & tré c6 me nhiém
HCV va 10,8-25% néu me dong nhiém HCV/HIV.
* LAy truyén qua dwong tinh duc

LAy truyén qua duong tinh duc cia HCV xay ra khong thuong xuyén ¢
quan hé khac gigi. Lay nhiém phd bién hon ¢ nhitng nguoi nhiém HIV, dic
biét khi quan hé dong tinh nam. Trong vai dot dich nhiém HCV gan déy trong
nhom dong tinh nam & Chau Au, Uc va My, lay truyén c6 lién quan dén quan
hé tinh duc cling nhu do hit ma tdy. Quan hé khac gidi v&i ban tinh déng
nhiém HIV/HCYV ciing c6 kha ning bi nhiém HCV; lay qua quan hé tinh duc,

tiép xdc voi mau hoic ding chung éng hit cocaine [29], [37], [89].
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* Nhirng dwong lay truyén khac

Cac duong lay truyén HCV khac bao gdm su dung thudc nho miii va
cac phuong thirc 1ay qua duong mau khac nhu lay nhidm tir nhan vién y té,
c4c thu thuat thim my (nhu x3m minh, xuyén da dé mang cac vat trang tri),

rach va cit bao quy dau [54].

PONG NHIEM
* Pong nhiém HIV/HCV

HIV va HCV c¢6 cac dudng iy truyén chung va nguoi ta udc tinh rang
¢ 25% nguoi nhiém HIV déng nhiém HCV [84].

Véi viée diéu trj bang thudc khang virGt 1am giam nguy co nhiém tring
co hdi, cac bénh gan do HCV da bat dau vuot qua can bénh AIDS, duoc xéc
dinh 13 mét nguyén nhan hang dau giy tir vong & mot s6 nudc cd thu nhap
Cao.

* Pong nhiém HBV/HCV

Poéng nhiém HBV va HCV thudng xuat hién trong cac qudc gia luu
hanh HBV & Chau A, can Sahara Chau Phi va Nam My. C6 dén 25% ngudi
nhiém HCV c¢6 thé bi nhiém thém HBV ¢ mot vai khu vuc [77].

* Pong nhiém lao va HCV

Nhom c6 nguy co lay nhiém HCV ciing c6 nguy co nhiém bénh lao.
Bénh lao mac phai do AIDS phé bién nhat va 1a nguyén nhan gay tir vong
hang dau sau khi nhiém HIV. Nguoi tiém chich ma tdy c6 nhiéu nguy co mac
bénh lao bét ké tinh trang nhidm HIV. Trong sb nhimg nguoi tiém chich ma
tly bi mac bénh lao, 2/3 s& c6 Anti-HCV (+). Nhirng ngudi nhiém HIV va
tiém chich ma tay c6 nguy co gip 2-6 1an bi mac bénh lao so voi ngudi khdng
ding ma tdy. Nhing t nhan c6 nguy co cao nhiém HCV ciing c¢6 nhiéu kha
nang dong nhidm bénh lao, bi giam giit co6 nguy co gap 23 lan bi bénh lao so

VGi cong dong binh thuong [42]. B6i véi nhitng nguoi dang dugc can nhic
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diéu tri viem gan C phai duoc tam soat bénh lao hoat dong. Nhitng bénh nhan
nay can phai duoc danh gia 1am sang chinh xac, ché d6 diéu tri phai can nhac
tac dung phu va tuong tac cac loai thudc duoc sir dung dé diéu tri HIV, bénh
lao va HCV.

1.1.7.2. TINH HINH NHIEM HCV TAI VIET NAM

Ty 18 nhiém HCV trong cong dong thay d6i nhiéu theo cac nghién ciru
trong nudc, dao dong trong khoang 0,08-3,9% [7], [13], [14], [19].

Theo két qua nghién ctru cia Mohd Hanafiah K va cong su (2013), ty 1
nhiém HCV cua ving Péng Nam A ¢ murc do vira (1,5-3,5%) [69].

HCV genotype 1
HCV genotype 2 -
HCV genotype 3
HCV genotype 4
HCV genotype 5
HCV genotype 6

> 10%
2,5-10%

<2,5%

Hinh 1.7. Ty 1& nhiém HCV trén thé gioi
“Ngudn: Daw MA et al, 2016” [31]

Tuy nhién, theo T6 chirc Y té thé gidi co thé 97% nhing nguoi tiém
chich ma tiy & Viét Nam bi nhiém HCV [52].
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Niam 2012, Nguyén Tién Hoa cong bd dé tai nghién ciru “Tinh trang

nhiém HIV, HBV, HCV va yéu t6 lién quan & mot sé nhom nguy co cao tai

Ha N¢i, 2008-2010”. Nhém ngudi nghién chich ma tiy (NCMT) c6 ty 1¢

nhiém HCV cao nhét, 57,3-69,3% so v&i cac nhom con lai 1a phu nir ban dam

(PNBD), bénh nhan chay than nhan tao (BNCTNT), bénh nhan truyén mau

nhiéu 1an (BNTMNL).
Nim 2008 Nim 2009 Niim 2010
PTNC
n | (+) | % n | (+) | % N | (+) | %
NCMT 200 | 120 | 60,0 | 199 | 114 | 57,3 | 199 | 138 | 69,3
PNBD 199 | 49 | 246 | 200 | 54 | 27,0 200 | 43 | 215
BNCTNT | 100 | 45 | 450 | 150 | 43 | 28,7 | 150 | 47 | 31,3
BNTMNL | 100 | 13 | 130 | 150 | 8 | 33 | 150 | 5 | 33

1.2. POT BIEN VUNG CORE HCV

HCV-RNA

Protein core

Lép vo HCV

Hinh 1.8. Vung core HCV
“Nguén: Du L, Tang H, 2016 [33]
Nam 2010, Kobayashi va cong su tién hanh khao sat 1.097 bénh nhan

« Vung core HCV

viém gan vir(t C man tinh kiéu gen 1b. Nhiing bénh nhan nay chua dugc diéu

tri khang virat. Sy thay thé axit amin arginine & vi tri 70 bang glutamine hodc




21

axit amin leucin & vi tri 91 bang methionin & ving core HCV ¢6 lién hé voi
tinh trang kém dép ung khi diéu tri bang Peginterferon-Ribavirin. Dang HCV
hoang di Arg70 va Leu91 giam theo tudi trong khi dang dot bién GIn70 va
Met91 ting (p < 0.0001). Trong s6 1.097 bénh nhan c6 464 bénh nhan
(42,3%) bi nhiém dang virat GIn70 va 633 bénh nhan nhiém virat dang
Arg70. Bénh nhan mang virtt dang GIn70 c6 bénh ly gan nang hon (p <
0,001), ting men gamma-glutamyl transpeptidase (p < 0.001) va giam tiéu cau
(p = 0,008). Bong thoi, bénh nhan nhom GIn70 dé ¢ bién chimg ung thu gan
hon [56].

Nam 2011, Hayashi va cong su cong bo dé tai “Pot bién ving core va
ving NS5 ctia HCV kiéu gen 1b va mbi lién quan v6i dap tmg diéu tri bang
Peginterferon alpha 2b/Ribavirin” [47].

Theo cac tac gia, dot bién hai ving ndy cua virGt viem gan C c¢6 anh
hudng dén dap ung diéu tri bang Interferon. Dot bién ving NS5A ctia HCV ¢6
lién quan v&i dap ing diéu tri bang Interferon, va ving nay duoc goi la ving
xac dinh tinh nhay cam véi Interferon ISDR (IFN sensitivity-determining
region). Dot bién ving core ciing di dugc bao cdo co kha ning du doan dap
tmg voi Interferon. Muc tiéu cua nghién ctru nay 1a kiém tra lidu viéc thay thé
axit amin & ving core va ISDR & nhitng bénh nhan nhiém HCV kiéu gen 1b
¢6 anh hudng dén dap ung voi Interferon hay khong. Chon ngiu nhién 213
bénh nhan d3 hoan thanh thoi gian diéu tri Interferon. TAt ca nhiing bénh nhan
nay dugc tiém Peginterferon alpha 2a mot 1an trong tuan, két hop voi udng
Ribavirin hang ngay trong thoi gian 48 tuan.

Trong s6 213 bénh nhan ¢6 117 bénh nhan (54,9%) c6 dap tng virlt
som EVR (early virologic response), HCV (-) ¢ tuan thr 12. Phan tich da bién
cho thay nhimng yéu t6 lién quan véi EVR 14 khong c6 dot bién GIn70, Leu9l
& ving core va co dot bién ISDR. 102 bénh nhan (47,9%) c¢6 dap ung virdt
bén viing (SVR). Pap tng virdt bén viing thuong xay ra ¢ bénh nhan khéng
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c6 dot bién GIn70 hon 12 & bénh nhan c6 dot bién nay (55,4% so véi 21,3%; p
< 0,0001). SVR ¢ bénh nhan c6 dot bién ISDR cling cao hon so vo1 bénh
nhan c6 dang ISDR binh thudng (62,5% so v&i 43,6%; p = 0,0227). Trong s6
34 bénh nhan khong c6 dot bién GIn70 va co dot bién ISDR, ¢6 26 bénh nhan
(76,5%) dat SVR. Phan tich da bién cho thdy yéu té lién quan dén SVR la
khong c6 GIn70 va c6 dot bién ISDR. Nhu vay, viéc thay thé axit amin & ving
core va ISDR c¢6 ich cho viéc du doan dap ung véi Interferon ¢ bénh nhan bi
nhiém HCV kiéu gen 1b.

Nam 2011, Akuta va cong su cong bd két qua nghién ctiru “Dot bién axit
amin ving core HCV du doan bién chting ung thu gan sau khi di loai bo
HCV-RNA béng thude khang virut”. Theo tac gia, dot bién axit amin 70 hodc
90 & HCV kiéu gen 1b 13 nhiing chi du sinh hoc quan trong ddi véi ung thu
gan. Co 1.273 bénh nhan tham gia nghién cru. Pay la nhitng bénh nhan viém
gan C man tinh di dat dép mg virit bén vimg, HCV-RNA (-) sau khi chdm
dut didu tri 24 tuan. Nhitng bénh nhan nay duoc theo doi danh gia anh huéng
ctia dot bién ving core dén bién chung ung thu biéu mé té bao gan. 26 bénh
nhan phat trién ung thu biéu mo té bao gan trong qua trinh theo ddi. Ty 1é tich
Ity cua nhitng ca ung thu méi 1a 3,2%, 4,8%, 8,6% tuong tng véi sau 5, 10 va
15 nam. Nhitng bénh nhan c6 GIn70 (His70) chiém ty 1& cao hon bénh nhén
c6 Arg70 (p = 0,007). Phan tich da bién cho thiy bénh nhan nhiém HCV kiéu
gen 1 ¢ ddt bién GIn70 (His70) (p < 0.001), xo' gan tién trién (p = 0,002) va
tudi cao (p = 0,066) 1a nhimg yéu té quyét dinh bién chimg ung thu biéu mo té
bao gan. Nhu vay, dot bién ¢ vang core HCV kiéu gen 1b lac bt dau diéu tri
1a chi d4u sinh hoc quan trong cho viéc theo doi bién chung ung thu biéu md
té bao gan sau khi loai bé virat viém gan C [23].

Niam 2010, Akuta N cong b dé tai “Dot bién axit amin ving core HCV
va bién thé di truyén gan gen IL28B du doan dap ng virat véi phac d6 phdi

hop Telaprevir, Peginterferon va Ribavirin”. 72 bénh nhan ngudi Nhat viém
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gan C man tinh do HCV kiéu gen 1b duoc diéu tri ba loai thubc
Telaprevir/Peginterferon/Ribavirin. Hiéu qua cao & ngudi mang SNP
rs8099917 1L28B TT (84%), bat ké c6 dot bién ving core aa 70. Nhitng bénh
nhan khong c6 kiéu gen TT, khong co dot bién aa 70, dat SVR 50%. Nhiing
bénh nhan khong cé kiéu gen TT, c6 dot bién R70Q/H dat SVR 12%. Nhu
vay, SNP rs8099917 IL28B va dot bién ving core HCV 1a chi d4u sinh hoc
cho dap ung virat bén vimg vS&i phac d6 phdéi  hop
Telaprevir/Peginterferon/Ribavirin & bénh nhan nguoi Nhat nhiém HCV kiéu
gen 1b [22].

Tém lai, dén nay cdc dang dot bién vung core HCV ¢6 lién quan dén
kém dap tGng diéu tri voi phac dd Interferon-Ribavirin va bién ching ung thu

biéu mo té bao gan gom: R70Q, R70H va L9IM.

1.3. MOT SO PAC PIEM CO BAN CUA SNP IL28B
1.3.1. Phat hién SNP IL28B

B0 gen cua loai nguoi c6 nhirng bién thé di truyén khac nhau va diém
d6 1am nén su khac nhau giita nguoi ndy vdi nguoi kia. Phan 16n trong sd
nhirng bién thé d6 1a hang tri€éu cac diém da hinh tai nhirng vi tri nuleotide
nhat dinh da 1am thay d6i ma di truyén. Nhirng diém khac biét d6 duoc goi 1a
nhitng diém da hinh don nucleotide (single nucleotide polymorphism). Nghia
la & mot vi tri nao dé trong genome nguoi nay la A nhung nguoi khac 1a T.
SNPs hién dang duoc Dy an quéc té HapMap tién hanh thong ké mot cach hé
thong [87].

V& mat tién hoa, nhimg diém khac biét nay duoc gia thuyét 1a cac dang
dot bién trung tinh tao nén sy da dang vé miat di truyén gilra cac ca thé loai
ngudi. Tuy nhién, mot s6 diém da hinh SNP c6 thé lién quan dén kha ning

man cam vo1 bénh.
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Hinh 1.9. Kiéu gen CT
“Nguén: David W. Sharp, 20117 [49]

Mot da hinh don, SNP rs12979860 nam phia trudc gen 1L28B (ma hoa
cho Interferon-A3) 3 Kb, trén nhidm sac thé 19 cd lién quan chat ché véi dao
thai virGt ty phat hay do diéu tri [41], [67], [98].

Nhim x4c dinh tac dong cua bién thé rs12979860 1én két qua cua nhiém
HCV trong dién tién tu nhién, David L. Thomas va cong su dinh kiéu gen cua
bién thé nay ¢ hai nhom bénh nhan. Nhom tht nhat gdm 388 nguoi da dao
thai HCV tu phat. Nhom tha hai gom 620 ngudi viém gan vir(t C man tinh.
Két qua cho thay kiéu gen CC ¢6 anh huéng manh mé& dén viéc dao thai HCV
& ca hai nhom bénh nhan c¢6 ngudén gdc Chau Au va Chau Phi. Ngoai ra, ty 18
kiéu gen CC & ving Dong Nam A 1a 93,6-97,9% [30].

Ty 1¢ thanh thai HCV

1007 Ngudi Chau Au g Ngudi gbe Phi
P = 4x10-7 P=004  P=3x105
804 1 f 1 [
P = 4x10-1 P=1x107 P =0.005
0- 9 — ==
0
T CT CIC  T/T CT GG T/T O GG

Hinh 1.10. Ty 1¢ dao thai HCV theo kiéu gen rs12979860
“Nguén: David L Thomas, 2009 [30]
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Nghién cau GWAS (genome-wide association studies) khao sat 1.671
bénh nhan gém nhirng bénh nhan dang dugc diéu tri thar nghiém Interferon-
Ribavirin trong nghién ctu IDEAL va nhitng bénh nhan ngudi My géc Phi
trong mot thir nghiém Iam sang [41].

Liéu phap diéu tri phéi hop peglFN véi Ribavirin & bénh nhan nhiém
HCV kiéu gen 1 thanh cbéng gap 2-3 lan néu bénh nhan mang kiéu gen
rs12979860 CC so véi kiéu gen CT hoic TT,

Mai lién hé tuong tu di duoc ghi nhan ¢ nhiéu nhém chiang toc khac
nhau bao gém ngudi My gbc Chau Au (p = 1,06 x 10%, 95% CI 1,8-2,3),
ngudi My gbc Phi (p = 2,06 x 10°, 95% CI 1,9-4,7), nguoi Tay Ban Nha va
BS Pao Nha (p = 4,39 x 10°, 95% CI 1,4-3,2). Kiéu gen CC ciing co lién hé
lam ting dao thai HCV tu phét gap ba lan, khong phu thudc vao chang toc
[88].

100
P =1.06 x 1025 P=2.06x10"3 P =439 x 103 P =137 x 1028
o i 4 i
n = 336 n =30 n =26 n = 392
— 60
§ n =35
o«
> 40 i n = 559
Py DOR n=14 n = 186
n =9
20, =102 l
I n=70
i il
T/T T/C C/C T/T T/C C/C T/T T/C C/C T/T T/C C/C
Nguoi da tring Ngudi My gbc Phi Nguoi Tay Ban Nha, BS Do Nha
rs12979860
B SVR (%) " Khéna SVR (%)

Hinh 1.11. Ty 1é SVR theo kiéu gen IL28B
“Nguén: Dongliang Ge et al, 2009” [41]
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Dang bién d6i allele C cia SNP rs12979860 giai thich sy khac biét vé
dao thai HCV ty phat ciing nhu su khac biét vé dap tng diéu tri ddi véi
peglFN-Ribavirin & c4c chung toc. Kiéu gen rs12979860 C phé bién nhat &
ngudi Pong A (> 90%) va it nhat & ngudi goc Phi (20-50%). Trong mot
nghién ciru & MY, kiéu gen thuan lgi CC tim thay & 37% ngudi da trang, 29%
& nguoi Tay Ban Nha va B6 Pao Nha va 14% ¢ nguoi My gbc Phi [88].

Ngudi Dong A g

70
Nguoi da tring

_ 50 A
= Nguoi Tay Ban Nha,
< B Dao Nha
w

30

Ngudi M§ gbc Phi
10
0.3 0.4 0.5 0.6 0.7 0.8 0.9 1.0

Hinh 1.12. Ty 1é kiéu gen IL28B CC theo chung toc

“Nguén: Dongliang Ge et al, 2009” [41]
Niam 2011, Erik Alestig va cong sy nghién ctru 50 bénh nhan nhiém
HCV kiéu gen 1. Két qua cho thdy SNP rs 12979860 c6 tac dong manh mé
dén dap ung diéu tri. 16/18 bénh nhan c6 kiéu gen CC dat dap ung vir(t bén
virng. Nguoc lai bénh nhan c¢6 kiéu gen TT hau nhu khong dat dugc dap tng

vir(t bén vimg [34].
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Medscape
SVR
Kiéu gen CC 35% l R .—p 28%
N 56%
Kiéu gen CT 50% — S50% — 25% -
Kiéu gen TT 15% — 20% 3% J

Sowurce: Liver Int @ 2011 Blackwell Publishing

Hinh 1.13. Anh huéng cta kiéu gen rs12979860 dén kha ning dat SVR
& bénh nhan nhiém HCV kiéu gen 1
“Ngudn: Manuel Romero-Gomez et al, 2011 [64]

Mot SNP thir hai, rs8099917 T/G, cling ¢ vung gen 1L28B c0 lién quan
dén dao thai HCV tu phat va do diéu tri trong mot nghién ciu & Nhat [86].
Anh hudng cua kiéu gen 18099917 T/T ciing di duwoc khing dinh trong cac
nghién ctru doc 1ap GWAS (genome-wide association studies) ¢ Uc va Thuy
Si [78], [85]. rs12979860 va rs8099917 cach nhau khoang 4.000 bases, tao ra
cac haplotype dic trung cho mot vai dan sé.

ZhiFang Jia va cong sy tong quan lai 46 nghién ctru doc 1ap cho thay
cac SNP rs12979860 cua IL28B giit vai tro tién lugng SVR ddi véi kiéu gen 1
va 4 Tu do dé nghi vi¢c xac dinh kiéu gen cua IL28B chi nén thyc hién khi
diéu tri véi kiéu gen 1, 4. Tuong ty, dong thuan 2016 cua APASL (The Asian
Pacific Association for the Study of the liver) xac nhan kiéu gen cua IL28B
tién luong cho SVR trong diéu tri kiéu gen 1 va 4 véi phac do Interferon-
Ribavirin [98].
1.3.2. Nghién ciru vé IL28B tai Viét Nam

* Nam 2012, Pham Hoang Phiét va cong su khdo sat hai SNP
rs12979860 va rs8099917 [10]. Két qua nhu sau:



- 407 bénh nhan nhiém HCV duoc xac dinh kiéu gen SNP rs12979860:

CC 78%, CT 20% va TT 2%.

- 214 truong hop dugce xac dinh kiéu gen SNP rs8099917: TT 79%, TG

28

17% va GG 4%.
- So sanh kiéu gen theo ting cip cua hai SNP rs12979860 va
rs8099917:
SNP 1L28B TT TG GG
CC 154 1 6
CT 13 33 0
TT 2 2 3

* Nam 2012, Nguyén Bao Toan va cong sy cong bd dé tai nghién ctru
“Tan suit kiéu gen IL28B (rs12979860) ¢ bénh nhan Viét Nam nhiém siéu vi
C man tinh tai Trung tdm Y khoa Medic”. Tac gid khdo sat 239 truong hop
v6i két qua nhu sau: CC 77%, CT 22% va TT 1% [18].

* Nam 2013, Pham Thi Thu Thay va cong su nghién ctru 89 bénh nhan
viém gan C c6 kiéu gen 6. Tac gia ghi nhan kiéu gen cua rs12979860 trén gen
IL28B c6 y nghia tién lwgng cho RVR nhung khong cé vai tro trong tién
lwong EVR va SVR [16].

1.4. DIEN TIEN TU NHIEN CUA NHIEM HCV VA PIEU TRI VIEM
GAN VIRUT C
Dién tién tu nhién ciia nhiém HCV
Nhiém cdp HCV

Chua c6 mot xét nghiém nao cho phép khang dinh mot truong hop viém
gan virat C cip. IgM Anti-HCV ciing thuong ton tai trong viém gan virat C
man. Céc triéu ching 1am sang chi 1 biéu hién ctia mot truong hop viém gan

cAp bdi bt ctr tic nhan virat nao ma théi. Chi ¢ thé khang dinh viém gan
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virat C cdp khi mot bénh nhan trude d6 c6 Anti-HCV (-) va/hoic HCV-RNA
(-) nhung khi nghi ngd viém gan C cap thu lai thi thiy Anti-HCV va /hay
HCV-RNA tr¢ thanh (+). Truong hop nay thuong it gap tru nhiing tai nan
nghé nghiép gay nhiém cho nhan vién y té hay sau khi phoi nhiém vdi cac yéu
t6 nguy co cao. Khang thé Anti-HCV thuong xuét hién mudn tir 8 dén 12 tuan
(tham chi c6 khi sau 24 tuan) sau phoi nhiém boi HCV. Nguoc lai, HCV-RNA
hay khang nguyén I8i (core Antigen- HCcAg) caa HCV c¢6 thé phat hién sém
tr 1 — 2 tuan sau phoi nhiém. Béi vay nhiing bénh nhan du hé mién dich binh
thuong nhung sau 1y nhiém c6 mot giai doan Anti-HCV (-) nhung HCV-
RNA lai (+). Trén thuc té, c6 20-50% ngudi bi nhiém HCV cép c6 thé tu lanh
trong vong 12 tuan sau khi xut hién céc triéu chimg 14m sang va nhirng yéu
td thuéan loi cho kha nang ty lanh bao gém: co kiéu gen tot cta vung [L.28B,
nit gi61, co tricu chung 1am sang rd. Bo1 vay xu hudng hién nay 1a sau khi co
chan doan xac dinh 13 viém gan virat C cap ngudi ta khong diéu tri ngay ma
“diéu tri tri hoan” khoang 12 tuan sau khi c6 triéu ching nhét 14 d6i voi nhiing
bénh nhan ¢ cac yéu té thuan loi cho lanh bénh ty nhién dé chod doi kha ning
tu 1anh cua bénh nhan [12].
Nhiém man tinh HCV

Sau khi bi nhiém HCV trén 6 thang ma van tdn tai HCV-RNA duoc
xem 1a nhiém man tinh HCV. Ddi véi gan, nhiém HCV 1a mdt bénh 1y sinh xo
hoa (fibrogenesis) nhanh hozc chdm cho phan 16n bénh nhan ké ca nhiing
truong hop ALT binh thudng lién tuc. Tc d6 tién trién cua xo héa gan vao
khoang 0,10 dén 0,13 don vi/nam trén thang METAVIR. Theo cac nghién ctru
trén bénh nhan nhiém HCV man tinh thi c6 khoang 20% dén 30% s& xay ra
bién chung ning 1a xo gan, suy gan hay HCC trong cudc doi va bién ching
HCC thuong xdy ra sau khi xo gan khoang 10 nim. Nhiing yéu t6 lam cho
bénh tién trién nhanh dén bién ching ning bao gdm: tudi bi nhiém > 40, udng

bia ruou c6 > 50g cén/ngéty, nam gidi, déng nhiém HIV, HBV, ALT cao,
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GGT cao, béo phi, dai thao dudng va khang insulin. Diéu tri thanh céng nhiém
HCV man ngédn chan va han ché dugce cac bién chirng va tinh trang xo hoa cua
gan c6 thé phuc hdi vé6i tée d6 khoang 0,20 dén 0,25 don vi/nam trén thang
diém METAVIR [12].

Khéng nhat thiét phai diéu tri viém gan virat C cho tit ca cac trudong
hop nhiém HCV do dap tng mién dich & mot s6 bénh nhan s& dao thai virat
va c6 truong hop bénh nhan nhiém khuin man tinh nhung khong c6 ton
thuong gan. DPéi véi nhirng bénh nhan can diéu tri, muc dich sau cung la loai
b6 virat. Ty 1& khoi bénh phy thudc vao nhiéu yéu té bao gdm ching virtt va
loai thude diéu tri.

Thudc dic trj viém gan virGt C thay d6i nhanh chéng. Sofosbuvir,
Daclatasvir va dang két hop Sofosbuvir/Ledipasvir 13 nhiing thudc dugc ua
chudng theo hudng dan diéu tri cta WHO. Céc loai thudc nay hiéu qua, an
toan va dung nap t6t hon phac do Interferon-Ribavirin. Phac d6 DAA (direct-
acting antiviral) co thoi gian diéu tri ngan 8-12 tuan, udng 1 vién/ngay, it tac
dung phu, c6 hiéu qua hon 95% trong khi phac d6 Interferon-Ribavirin hiéu
qua dudi 50%, phai chich hang tuan trong 12 thang, ¢ nhiéu tic dung phu va
tham chi gay tir vong [51].

Cic thudc diéu tri viém gan virit C

Trude khi HCV dugce xac dinh nhu 1a tdc nhan gdy bénh viém gan non-
A non-B [Choo, 1989], Interferon (IFN) gitip binh thuong hoa transaminase
va cai thién mo hoc gan. Sau khi xac dinh HCV, nguoi ta co thé danh gia duogc
mic d6 thanh cong cta diéu trj bang sy bién mat HCV-RNA trong huyét
thanh. Tir d6, ty 16 SVR di tang 1én, tir 5-20% véi IFN don tri liéu dén 40-
50% khi két hop Interferon va Ribavirin (RBV). Sy xuat hién PEG IFN 1a mot
budc chuyén bién 16n trong diéu tri viém gan C man. Hién nay c6 2 loai PEG
IFN: PEG IFN a-2a (PEGASYS, Hoffmann La-Roche) va PEG IFN a-2b
(Peg-Intron, MSD). Nho su thay ddi duoc dong hoc, cac thude nay chi can
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tiém moi tudn mot 1an. Gan day, xudt hién cac thude e ché protease gilp rat
ngan thoi gian diéu tri va dua ty 18 SVR 1én dén hon 95%.
* PEG IFN alpha

Ca hai loai PEG IFN a-2a va PEG IFN a-2b di dugce Cuc kiém nghi¢m
thudc va duge pham Hoa Ky (FDA) va céc co quan y té Chau Au chip thuan
cho diéu tri viém gan C. Interferon alpha 1a mot cytokin ty nhién c6 kha ning
khang virtt, diéu bién mién dich va khang viém. Co ché chinh x4c cua hoat
dong khang HCV khong duoc biét 13, nhung né duoc cho 1 lién quan dén
viéc kich hoat gen kich thich Interferon (Interferon-stimulated genes, 1SGs), la
tac nhan bao vé vat chi tu nhién chéng lai nhiém virat. Tac dung ciia ISGs la
thai trir HCV, nhung mit khac c6 thé gy ra nhiéu tic dung phu lién quan dén
thudc nay.

PEG IFN la sy gin két mot polyme tan trong nudc ctia polyethylene
glycol vao phan tir IFN trong mot chudi thang (linear-chain), loai PEG IFN o-
2b hoidc chudi nhanh (PEG IFN a-2a). PEG IFN cai thién dugc dong hoc va
thoi gian ban hily ctia thudce, 1am ting hiéu qua diéu tri va cho phép chi tiém
mdi tuan 1 lan.

Liéu dung:

PEG IFN a-2a:  180ug/tudn
PEG IFN a-2b:  1,5ug/kg/tuan

Mic du mot s6 nghién ctru nhé & Nam Au goi ¥ c6 thé dat SVR cao hon
mot chit & nhom diéu tri bang PEG IFN a-2a (Rumi; Ascione), mot nghién
ctru 16n, da trung tam & Hoa Ky khong phat hién sy khac nhau nao c¢6 y nghia
& hai nhom diéu tri bang hai loai PEG IFN va RBV vé phuong dién dat SVR
[McHutchinson, 2007].
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* Ribavirin

Ribavirin dugc chép thuan dé diéu tri viém gan C man tinh khi dugc su
dung két hop véi Interferon a-2a hoic PEG IFN. Ribavirin 1a mét chét twong
tu guanosine, cé tdc dung cai thién thai virat, gidm ty I¢ tai phat va nang cao ty
1¢ dap ung virat bén vig (SVR) khi str dung két hop v6i PEG IFN so voi
PEG IFN don tri liéu. Méc du da dugc st dung ¢ nhitng bénh nhan viém gan
virat C trong hon 10 ndm, co ché chinh xac cua Ribavirin giup cai thién két
qua van con chua rd.

Nguoi ta cho ring RBV c¢6 tac dung @c ché inosine monophosphate
dehydrogenase, thiic diy phan tng mién dich Thl, dot bién va cam Gng gen
kich thich Interferon. Pén nay, Ribavirin vin 13 mot phan quan trong trong
diéu tri viém gan C, ké ca v6i cac thudc khang virat truc tiép (DAAs)
[Hézode, 2009; Kwo, 2010]. Nghién ctu gin day voi Telaprevir va
Boceprevir di cho thay phac d6 diéu tri bao gém Ribavirin 1am giam su xuét
hién nhirng bién thé khang thude va cai thién 1o rét ty 1€ SVR. Tuy nhién li¢u
viéc sir dung Ribavirin s& con can thiét vdi DAAs trong tvong lai hay khong
chua duoc biét rd.

RBV can dugc chi dinh véi liéu lugng tuy theo trong lugng co thé bénh
nhan. Mot nghién ctru hodi ciru cho thay liéu RBV thich hop 1a 11 mg/kg
[Manns, 2001]. Mot nghién ctru tién ciru da trung tim xac dinh PEG IFN o-2b
két hop RBV dua trén trong lugng bénh nhan c¢6 hiéu qua hon RBV liéu
khong thay doi, nhat 1a d6i v6i bénh nhan c6 kiéu gen 1 [Jacobson, 2007]. Khi
két hop v6i PEG IFN a-2a, liéu RBV dugc khuyén céo 1a 1000 mg néu trong
lwong co thé thip hon 75 kg va 1200 mg néu cao hon 75 kg. Ddi véi kiéu gen
2 va 3, liéu RBV 1a 800 mg cho tit ca bénh nhan [Hadziyannis, 2004].
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* Cac thude e ché protease

Nam 2011, cac thubec méi Boceprevir va Telaprevir da duoc Cuc quan
Iy dugc va thue pham Hoa Ky (FDA) va cac Co quan y té Chau Au phé duyét
két hop v6i PEG IFN/Ribavirin dé diéu tri nhitng bénh nhan viém gan C man
kiéu gen 1, diéu tri ban dau hodc da that bai diéu tri. Pay la budc khoi dau cho
su xuét hién ctia mét loai thubc méi, tao mot sy dot pha 16n trong diéu tri
viém gan virat C. Ca hai thudc nay 13 chat (rc ché NS3/4A va co tac dong
chbng lai mot protease can thiét cho su phan tach polyprotein cua virGt trong
va sau khi dich ma. Bing cach ngin chin budc quan trong nay trong vong doi
clia virat, ca hai loai thube déu trc ché sy nhan 1én cia HCV. Phac d6 mdi
gitp cai thién ty 18 SVR & kiéu gen 1 1én dén 75% & nguoi chua diéu tri va 29-
88% ¢ nhimg ngudi di diéu tri. Ca hai loai Telaprevir va Boceprevir ¢ thé
két hop v6i PEG IFN a-2a va 2b.

Nam 2013, Simeprevir (thudc trc ché NS3/4A thé hé hai) va Sofosbuvir
(thudc e ché polymerase twong ty nucleotide) duoc chap thuan dwa vao diéu
trj viém gan C. Phac d6 c6 hai thudc nay dua ty 16 SVR 1én dén 90-100% va
gitp raut ngin dang ké thoi gian diéu tri.

Ledipasvir 1a thudc (rc ché NS5A, dung liéu ¢é dinh 90 mg, mdi ngay 1
lan. Afdhal va cong sy di thuc hién nghién ctu két hop Ledipasvir va
Sofosbuvir dé diéu tri bén nhan kiéu gen 1 ¢ hodc khong kém RBV trong 12
hodc 24 tuan. Két qua cho thdy phac dd nay c6 hiéu qua rat cao trong diéu tri
bénh nhan viém gan C kiéu gen 1. Ty 1é dap Gng bén viing 1én dén 99% va
98% & nhom 12 tuan va 24 tuan khong kém RBV, 97% va 99% & nhom 12
tuan va 24 tuan c6 RBV. Phac do két hop Ledipasvir va Sofosbuvir ciing c6
hiéu qua ddi v6i bénh nhan xo gan con bu hoic nhimg bénh nhan chwa c6 dap

g hoan toan trong nhimg diéu tri trudge do [3].
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1.5. MOI LIEN QUAN GIUA IL28B VOI KIEU GEN HCV VA POT
BIEN VUNG CORE HCV

1.5.1. Méi lién quan giira IL28B véi kiéu gen HCV
- Nam 2011, Christoph Sarrazin va cong su khao sat “Tam quan trong cta da
hinh gen IL28B & bénh nhan viém gan virat C kiéu gen 2 va 3”. Tham gia
nghién ctru gom 267 bénh nhan viém gan virGt C kiéu gen 2 va 3, 378 bénh
nhan viém gan virGt C kiéu gen 1 va nhém chirng gom 200 nguoi khée manh.
Két qua dinh kiéu gen rs12979860 IL28B CC nhu sau: nhiém HCV kiéu gen 1
(33,9%), nhiém HCV kiéu gen 3 (38,9%), nhiém HCV kiéu gen 2 (51,9%) va
nhom chimg (49,0%), p < 0,01. Nhu vdy, tan suit kiéu gen rs12979860 IL28B
CC cua bénh nhan nhiém HCV kiéu gen 1 thap hon so v6i bénh nhan nhiém
HCV kiéu gen 2 va 3 [82].
- Nam 2016, Fateme Zare cong bd dé tai “Tac dung ciia da hinh gen IL28B 1én
dap ung diéu tri & bénh nhan Iran nhiém HCV”. Cé 75 bénh nhan tham gia
nghién ciru, bi nhiém HCV kiéu gen 1 va 3. Két qua ghi nhan khong co su lién
quan giita cc kiéu gen HCV va SNP rs12979860 IL28B [35].
- Ciing trong nam 2016 Maryam béo cao dé tai “Khong c6 mdi lién hé giira da
hinh gen 1L28B (1rs8099917G/T, rs12979860 C/T) vé&i kha ning nhiém HCV &
Tehran, Iran”. Pay l1a nghién ctru bénh-ching véi 288 bénh nhan viém gan C
man tinh va 250 ngudi khoe manh. Két qua cho thdy khong ¢ su khéac biét co
y nghia clia tin suit va phan bd kiéu gen SNP rs12979860 IL28B trong ca hai
nhom bénh nhan nhiém HCV kiéu gen la va 3a [66].
1.5.2. Moi lién quan giira IL28B véi dot bién vang core HCV
- Nam 2010, Mariko Kobayashi va cong sy nghién ciru dé tai “Mbi lién quan
gilta SNP IL28B va dot bién axit amin & ving core HCV cuia bénh nhan ngudi
Nhat viém gan C man tinh”. Tac gia két luan tan suat dot bién dang R70Q
chiém uu thé & nhém bénh nhan nir mang kiéu gen CT, TT:

. Ty 1€ dot bién R70Q & bénh nhan nir mang kiéu gen CT, TT: 59,3%
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. Ty 18 dot bién R70Q & bénh nhan nam mang kiéu gen CT, TT: 52,0%

. Ty 1€ dot bién R70Q & bénh nhan nir mang kiéu gen CC: 32,1%

. Ty 18 dot bién R70Q & bénh nhan nam mang kiéu gen CC: 21,6% [65].

- Nam 2011, Alestig cong bd dé tai “Pot bién ving core, da hinh IL28B va
dap tmg va&i phac d6 peglnterferon/ribavirin & bénh nhan Thuy Pién viém gan
virat C kiéu gen 17. Trudc khi diéu tri bang phac d6 Peginterferon/Ribavirin,
nhém nghién ctru da xac dinh dot bién vung core HCV cua 50 bénh nhan.
Déng thoi tién hanh dinh kiéu gen SNP rs12979860 IL28B cua tat ca cac bénh
nhan. Két qua cho thdy khong c6 mdi lién quan giita rs12979860 voi dot bién
vung core HCV [34].

- Nam 2016, Danesh Kadjbaf va cong sy khao sat dé tai “Tan suat dot bién
axit amin 70 ving core HCV va kiéu gen cua da hinh gan gen IFNL3 ¢ bénh
nhan viém gan virat C man tinh”. C6 429 bénh nhan tham gia nghién ctru
trong s6 d6 426 bénh nhan dugc dinh kiéu gen rs12979860. Két qua co 75
bénh nhan mang kiéu gen TT. Tac gia két luan dot bién axit amin 70 ving
core HCV pho bién hon & nhém bénh nhan mang kiéu gen rs12979860 TT so
v6i nhom bénh nhan khong mang kiéu gen nay (17,3% so véi 8,5%, p =
0,022) [27].

1.5.3. Moi lién quan giira cac kiéu gen HCV véi dot bién vang core HCV

- Nam 2011, Yasumi Furui va cong sy khdo sat 114 nguoi hién méau tinh
nguyén nhiém HCV cap. Dot bién ving core HCV xay ra & nhom bénh nhan
nhiém HCV kiéu gen 1b, khong xuat hién & cac kiéu gen HCV khac [39].

- Nam 2012, Rossana C Jaspe va cong sy tién hanh xac dinh dot bién ving
core HCV & bénh nhan Venezuela, c6 266 ngudi tham gia véi cac kiéu gen
HCV gém la, 1b, 2a, 2b, 2c, 2j va 3a. Két qud ghi nhan c6 hai dang dot bién
R70Q va L/C91M va cha yéu xuat hién ¢ kiéu gen 1b (lan lugt 1a 30/38-79%
va 26/38-68%) [80].


https://www.ncbi.nlm.nih.gov/pubmed/?term=Kadjbaf%20D%5BAuthor%5D&cauthor=true&cauthor_uid=27630727
https://www.ncbi.nlm.nih.gov/pubmed/?term=Jaspe%20RC%5BAuthor%5D&cauthor=true&cauthor_uid=22995142

36

Chwong 2: POI TUQONG VA PHUONG PHAP

NGHIEN CUU

2.1.THIET KE NGHIEN CUU: nghién ctru mé ta cit ngang
2.2. POI TUQNG NGHIEN CUU
2.2.1. DAN SO MUC TIkU

Nguoi nhiém HCV
2.2.2. DAN SO CHON MAU

Bénh nhan nhiém HCV dén kham va diéu tri tai Bénh vién Tinh

Tra Vinh chua duoc diéu tri thude khang virut,

2.2.3. CO MAU

La nghién cru md ta cat ngang nén ¢& mau tdi thiéu duoc tinh

theo cong thuc:

n = Z% (1012 X P X (1-p)/d®
Z-a) = 1,96 (d6 tin cay 95%, a = 0,05)
p = 90% (ty 1¢ kiéu gen IL28B CC) [30]
d = 5% (sai s6 cho phép)
n = 138
2.3. TIEU CHi CHON MAU
2.3.1. Tiéu chi chon

Bénh nhan c6 Anti-HCV (+).

2.3.2. Tiéu chi loai tru

Khéng c6 tiéu chi loai trir. Tuy nhién d6i v6i nhitng trudng hop khdng
xac dinh duoc kiéu gen HCV do tai lwong HCV-RNA qua thap (< 1000
IU/ml) s& khong dua vao phan tich két qua.
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2.4. KY THUAT CHON MAU

- Chon mau thuén tién, khong xac suat. Bénh nhan thoa tiéu chi chon va
khong c6 ti€u chi loai trir s€ duoc tuyén chon lién tuc.

- Do trong nhom bénh nhan tham gia nghién ctru s€ c6 truong hop
HCV-RNA (-) (< 27 1U/ml) nén sé& tién hanh ldy mau cho dén khi nhém bénh
nhan nay > 30 ngudi va ¢d mau > 138 ngudi.

2.5. PHUONG PHAP NGHIEN CUU

2.5.1. LIET KE VA PINH NGHIA CAC BIEN SO

2.5.1.1 CAC BIEN SO PINH TiNH

* Kiéu gen HCV

Kiéu gen HCV la bién sb dinh tinh c6 sau gia tri:

- Kiéu gen 1 - Kiéu gen 2
- Kiéu gen 3 - Kiéu gen 4
- Kiéu gen 5 - Kiéu gen 6

* Pt bién vang core HCV
Dot bién ving core HCV 1 bién s6 dinh tinh c6 hai gi tri:
- C6 dot bién

- Khéng c6 dot bién
Dén nay, cac dot bién ving core HCV thudng gip la:
- R70Q - R70H
- R70P - R70L
- L91IM - L91C [27], [75]
* Kiéu gen IL28B

Kiéu gen IL28B 14 bién s6 nhi gia c6 hai gi tri:
- Kiéu gen IL28B CC.
- Kiéu gen CT, TT
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* Gidi
Gidi 1a bién s nhi gia co hai gia tri:
- Nam
- N
2.5.1.2. BIEN SO PINH LUQONG
* Téi lugng HCV la bién sb dinh luong, dugc tinh theo don vi Ul/ml.
* Tudi 12 bién sb nhi gia c6 hai gia tri:
-<60
->60
2.6. QUA TRINH THU'C HIEN
2.6.1. MO TA PIA PIEM NGHIEN CUU
* Tinh Tra Vinh
Tra Vinh 12 mot tinh thuéc dong bang séng Ciru Long, nam giira song
Tién va song Hau, cach Thanh phé H6 Chi Minh 130 km, cach Thanh phd
Can Tho 100 km, giap véi cac tinh Bén Tre, Vinh Long va Séc Tring. Tinh
Tra Vinh gém c6 Thanh phé Tra Vinh, Thi x3 Duyén Hai va 7 huyén véi 100
x4, phuong va thi trn. Dan s6 Tra Vinh khoang trén 1 triéu nguoi, trong dé co
30% la nguoi dan toc Khmer.
* Bénh vién da khoa Tra Vinh
Toa lac & s6 27, dudong Pién Bién Phu, phudng 6, Thanh phd Tra Vinh,
1a bénh vién da khoa hang 2 v&i quy mo 500 givong bénh. Bénh vién hién co
700 cong nhan vién vaéi trén 150 béac si.
* Phong xét nghiém Nam Khoa-Biotek
Pugc dit tai sé 793/58 Tran Xuan Soan, phuong Tan Hung, Quéan 7,
Thanh phé H6 Chi Minh. Phong xét nghiém duoc trang bi cac loai may hién
dai, dac bi¢t cac may xét nghiém PCR, giai trinh tu, co thé tién hanh cac xét

nghi¢m PCR tu dong véi do chinh xéc cao.
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2.6.2. CAC BUOC CHUAN BI

* Bénh vién tinh Tra Vinh

Thang 3 nam 2012, sau khi trinh dé cuong nghién ctru cho Ban giam
ddc Bénh vién tinh Tra Vinh, dé tai nghién ctru da dugc su déng ¥ va ho tro
ctia lanh dao bénh vién. Gép phan quan trong cho dé tai nghién ctru 1a céc
thanh vién thudc Khoa xét nghiém va Phong kham Bénh vién tinh Tra Vinh.
Nhiing thanh vién nay s& gitip NCS trong viéc tu van, thu thap bénh pham va
tra két qua xét nghiém cho bénh nhan.

* T4p huan cho cac thanh vién trong nhém nghién ciru

NCS tap huan cho cac thanh vién trong nhom nghién ctru vé cc noi
dung:

- Kién thirc co ban vé HCV dé sin sang giai thich cac thic méc, tu van
cho bénh nhén khi can thiét,

- (Gidi thich cho bénh nhan lgi ich cta vi¢c tham gia nghién curu.

- Thu thap thong tin ciia bénh nhan.

- Thu thap va bdo quan mau thur.

2.6.3. CAC BUOC THUC HIEN CHINH
* TAI PHONG KHAM BENH VIEN PA KHOA TRA VINH

Bénh nhan dén Phong khdm Nhiém BVPK Tra Vinh (c6 Anti-HCV
(+)) duge truc tiép NCS hodc cac thanh vién trong nhom nghién ciru giai thich
rd vé muc tiéu va chuong trinh nghién ctru. Nhitng bénh nhan dong ¥ tham gia
nghién ctiru va ky vao ban dong thuan (phu luc 1) duoc ldy 3 ml mau tinh
mach, cho vao dng EDTA, sau d6 quay ly tm tach huyét tuong va bao quan &

ta dong — 35°C.
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* TAI PHONG XET NGHIEM SINH HQC PHAN TU
Nghién ctru sinh cing véi cac k¥ thudt vién tién hanh ly trich HCV-
RNA va thyc hién 4 xét nghiém:

- Pinh lvong HCV-RNA bang ky thuat real-time PCR sir dung
Tagman probe.

- Pinh kiéu gen HCV bang k¥ thuét giai trinh tu ving NS5B.

- X4ac dinh d6t bién ving core HCV bang k¥ thuat giai trinh tu.

- Pinh kiéu gen IL28B bang k¥ thuat real-time PCR str dung Tagman
probe.

Sau khi c6 két qua xét nghiém, nghién ctru sinh truc tiép thong bao
cho bénh nhan vé tinh trang nhiém HCV.

Nghién ctru sinh kiém soat va diéu phéi nhan lyc, vat luc trong toan
bd qua trinh nghién ctiru ké tir khi bat dau tién hanh tai Phong kham Nhiém,
Bénh vién da khoa Tra Vinh cho dén khi c6 két qua xét nghiém. Nghién ctru
sinh truc tiép tra 101 cac két qua xét nghiém, giai dap thic mac, tu van cho

bénh nhan trong hau hét cac truong hop.
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Phong kham BVDK Tra Vinh

-

Xét nghiém Anti-HCV

-

Thu dung bénh nhan c6 Anti-HCV (+), chua duoc diéu tri

-

Chuyén mau huyét twrong dén Phong xét nghiém sinh hoc phan tir

-

Thuc hién 4 xét nghiém:

- Binh lvgng HCV-RNA

- Dinh kiéu gen HCV

- Xéc dinh dot bién ving core HCV
- Dinh kiéu gen IL28B

So dd 2.1. M6 ta cac budc thuc hién chinh trong nghién ctru
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2.7. CAC PHUONG TIEN THU'C HIEN NGHIEN CUU
2.7.1. XET NGHIEM Anti-HCV

* Nguyén tic

Anti-HCV trong huyét thanh ctua bénh nhan dugc xdc dinh bang
phuong phap ELISA. Xét nghiém Anti-HCV duogc thuc hién bing bd sinh
pham chan doan Monolisa™ HCV Ag-Ab ULTRA cia Cong ty BIO-RAD
v6i do nhay 1a 100%, do chuyén biét 99,83%.

* Cac buéc tién hanh

Xét nghiém Anti-HCV duoc thuc hién bang mdy mién dich tu dong
EVOLIS. Sau day 1a cac budc cuia qua trinh xét nghi¢m:

- Nho 100 ul conjugate 1 (R6) vao cac giéng.

- Nho 50 ul huyét thanh kiém chimg am (R3) vao giéng Al.

- Nho 50 ul huyét thanh kiém chtng duong (R4) vao cac giéng B1, C1,
D1

- Nho 50 ul dung dich sir dung kiém chimg dwong khang nguyén (R5a +
R5b) vao giéng El.

- Nho 50 ul huyét thanh bénh nhéan vao cac giéng con lai.

- Léc déu 5 gidy, u 6 37°C/ 90 pht.

- Rra bang dung dich rira 5 lan.

- Nhé 100 ul dung dich conjugate 2 (R7) vao cac giéng. U ¢ 37°C/ 30°.

- Rira bang dung dich rtra 5 lan.

- Nh6 80 ul dung dich hién mau (R8 + R9) vao cac giéng. U & 30°C/30°.

- Nhoé 100 ul dung dich ngirng phan tng (R10) vao cic giéng.

- Poc méat do quang (OD) & budc song 450/620-700 nm.

- Tinh toan va dién giai két qua
. Mét d§ quang trung binh cua chirng duong;:

Mean OD R4 = (B1+C1+D1)/3
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. Gia tri ngudng;:
CO = Mean OD R4/4
. Két qua:
Mau thir c6 OD < CO duoc xem la (-).
Mau thir c6 OD > CO dugc xem 1a (+).

Hinh 2.1. May Evolis tai Khoa xét nghiém BVDK Tra Vinh
2.7.2. Dinh lwgng HCV-RNA
* Tach chiét HCV-RNA bing may tw dong Fisher
- Khay mau : 10 ul chiing noi tai
200 ul huyét trong
20 ul proteinase K (pha mang té bao)
- Khay Wash 1. Isopropanol + GuanidinSCN + Tris HCI (700 ul)
- Khay Wash 2:  Ethanol 70% (700 ul)
- Khay Wash 3:  Ethanol 100% (700 ul)
- Khay Elution: 100 ul Tris, EDTA
Cai may, u 15 phut.
Cho: 700 ul dung dich ly gidi Binding Fisher
20 ul hat tur
U tiép 45 phut, c6 dugc HCV-RNA.
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Hinh 2.2. May ly trich RNA
* Pinh lwgng HCV-RNA
Téng hop cDNA tir RNA
- 15 ul RNA + 5 ul Master Mix
- Chu ky nhiét: ~ 25°C/5 phat
42°C/30 phit 40 chu ky
85°C/5 phat

Dinh lvong HCV
- 5 ul cDNA + 15 ul Master Mix
- Chu ky nhiét: ~ 95°C/15 phat
94°C/15” 40 chu ky
60°C/1 phut
Chup hinh & 60°C
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Hinh 2.3. May PCR Real-time
2.7.3. Xac dinh kiéu gen HCV dwa vao viing gen NS5B

Gom cac bude nhu sau:
1. Chay HCV out:
- 5 ul cDNA + 15 ul Master Mix
- Chu ky nhiét: 95°C/15°
94°C/30”
45°C/30” 40 chu ky
72°C/1 phut
72°C/10 phut
2. Chay HCV in:
- 1 ul HCV out + 15 ul Master Mix
- Chu ky nhiét: ~ 95°C/15°
94°C/30”
50°C/30” 40 chu ky
72°C/1 phat
72°C/10 phat

3. Chay dién di kiém tra xem c6 vach san pham khong ?
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4. Tinh sach san pham PCR:
- Load: 1 ul llustrate™ Alkalin phosphatase
1 ul lHustrate™ Exonuclease 1
5ulHCV in
- Chu ky nhiét:
37°C/15 phut (enzym cit DNA thira)
80°C/15 phit (Huly enzym cat)
5. Chay Maxter Mix sequencing (chira dTTP, 1 mdi)
1 ul san pham tinh sach + 20 ul Master Mix
Chu ky nhiét: 96°C/1 phut
96°C/10”
50°C/5” 25 chu ky
60°C/4 phut
6. Tia DNA:
- Ly tdm san pham PCR sequencing 500 RCF (rotation centrifugation
force) trong 1 phat
1 Mix gdm: 2 ulEDTA 125 mM
2 ul Na Acetate 3M
20 ul san pham PCR sequencing
50 ul EtOH 100%
- Tron EDTA va Na Acetate
- Load mau vira chay Mix Sequencing 20 ul
- Hat 50 ul EtOH bing Multipipette
- Tron déu
- Load vao giéng, u 25°C/ 15 phut
- Ly tam 1700 RCF/15°
- Up plate nguoc, co 16t gidy tham
- Ly tdm 185 RCF
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- Cho 70 ul EtOH 70%
- Ly tdm 1700 RCF/15 phut
- Up nguoc plate, ly tam 185 RCF
- Lam khd trong vacuum khoang 15 phut
- Load 20 ul HIDI vio giéng
- U 20 phat 6 RT
- Ly tdm 185 RCF
7. Pién di mao quan bang may 3130 XL Genetic Analyzer ABL
8. So sanh véi trinh tir chudi Wild kiéu gen trén gen Bank (HCV blast).
May cho ra két qua kiéu gen, ty 1é bét cip, so sanh bat cip cta trinh tir

chuan (wild kiéu gen) va trinh ty HCV ctia bénh nhan.

Hinh 2.4. May giai trinh ty
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2.7.4. Xac dinh dot bién ving core HCV
1. Chay core out:
- 5 ul cDNA + 15 ul Master Mix (chtra primer out F va primer R)
- Chu ky nhiét: ~ 95°C/15°
95°C/30”
57°C/30” 40 chu ky
72°C/1 phut
72°C/10 phut
2. Chay core in:

- 2 ul core out + 18 ul Master Mix (chtra primer in F va primer R)

- Chu ky nhiét: ~ 95°C/15°
95°C/30”
50°C/30” 40 chu ky
72°C/1 phat
72°C/10 phut
3. bi¢n di xem c6 band khong ?
5. Tinh sach san phdm
6. Giai trinh tu
7. Dung phan mém SeqScape dé phat hién dot bién ving core.
Khao sat vi tri axit amin 70 va 91, so v&i chudi chuan xem c6 dot bién

khong ?
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2.7.5. Xac dinh kiéu gen IL28B
* Nguyén tic

Phuong phap dua trén PCR khuyéch dai mot doan dic hiéu dai khoang
66 bp, chira SNP (A) trén gen IL28B, r6i san pham khuyéch dai s& dugc phat
hién nho su ly giai ctia tagman probe dic hiéu SNP (A)-IL28B. Nguyén tic 1a
mot khi co san phém khuyéch dai ddc hiéu xuit hién trong 6ng PCR thi
taqman probe dic hiéu véi trinh ty dich s& bat cip vao san pham khuyéch dai
va s€ bi thuy giai boi men taq polymerase (nho hoat tinh 5°-3° exonuclease)
khi tong hop soi bd sung ¢ giai doan kéo dai. Sy thuy giai tagman probe s&
lam tach roi chat phat huynh quang (fluorophore) & dau 5 khoi chat hap phu
huynh quang (quencher) & dau 3’ cua probe, nhd viy Ong phan tGng s& phat
huynh quang khi bi chiéu tia cuc tim hay laser va sy phat huynh quang nay s&
dugc ghi nhan bai dau doc real-time ctua may. Pé phan biét duoc kiéu gen
C/C, C/T hay T/T, c6 hai tagman probe dac hiéu SNP (A) dugc su dung.
Tagman probe dic hiéu C dugc danh ddu FAM, con probe dic hiéu T duoc
danh dau HEX. Chinh nhd vy ma néu san pham khuyéch dai 1a C/C thi chi ¢6
probe dic hiéu C bi ly giai. Nho vay ma chi c6 kénh FAM c6 dudng biéu dién
khuyéch dai. Néu san phém khuyéch dai 1a T/T thi chi c¢6 probe dac hiéu T bi
ly giai. Nho vy ma chi c6 kénh HEX c6 duong biéu dién khuyéch dai. Con
néu san phém khuyéch dai 1a C/T thi ca hai probe dac hi¢u C va probe dac
hiéu T déu bi ly giai. Nho vy ma ca hai kénh FAM va kénh HEX déu co
duong biéu dién khuyéch dai.
* Tach chiét DNA nguoi bang b kit Quiagen
1. Cho 20 ul Quiagen protease vao tube ly tam 1,5 mi.
2. Cho 200 ul huyét twong vao tube.
3. Cho 200 ul Buffer AL vao tube. Tron bang cach vortex 15”.
4. U 56°C/10 phut.
5. Ly tim nhanh dé lam lang giot dinh & nip tube.
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6. Cho 200 ul Ethanol 96-100% vao tube, vortex 15”. Ly tim nhanh dé lam
ling giot dinh & nap tube.
7. Rot dung dich vao cot (dugc dat trong mot tube 2ml). Day n:flp, ly tam
8.000 rpm/1°. Léy cOt cho vao mot tube 2ml khac. Vit bo tube chira dich loc.
8. Cho 500 ul Buffer AW1. Pay nap, ly tam 8000 rpm/1°. LAy c6t cho vao mot
tube 2ml khac. Vut bé tube chira dich loc.
9. Cho 500 ul Buffer AW2. Pay nip, ly tim 14.000 rpm/3’.
10. Cho c6t vao mot tube 2ml khac.Vut bé tube chira dich loc. Pay nép, ly
tam 14.000 rpm/1°.
11. bat ¢dt vao tube ly tam 1,5 ml.Vut bé tube chira dich loc. Cho vao cot 200
ul Buffer AE hodc nuéc cat. U ¢ nhiét d6 phong (15-25°C) trong 1 phdt. Ly
tam 8.000 rpm/1°. Vit bd cot. Bao quan tube chira DNA & - 20°C.

* Pinh kiéu gen IL28B

- 5 ul DNA + 20 ul Master Mix.

- Chay chu ky nhiét:
1 chu ky 95°C/3 phut
94°C/15” 40 chu ky

68°C/1 phut
Chup hinh tin hi€u huynh quang & giai doan nay
2.8. XU LY DU LIEU
Nhép va xur 1y dit liéu bang cic phan mém EXCEL va EPI-INFO 7.2.
2.9. PHAN TiCH DU LIEU
2.9.1. BIEN SO PINH LUQNG
2.9.1.1. Mo ta
Trong dé tai c6 mot bién sb dinh luong 1a tai luong HCV-RNA, duogc

trinh bay qua gia tri trung vi va gia tri trung binh.
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2.9.1.2. Phan tich

Trong trudng hop viéc bién ddi so lidu bang ham logarith 1a khong phu
hop, bién s6 dinh lugng HCV-RNA s& duoc so sanh qua kiém dinh phi tham
s6 Mann Whitney test [5], [20].
2.9.2. CAC BIEN SO PINH TiNH
2.9.2.1. Mo ta

Qua cac bang phan b tan s, ty 18.
2.9.2.2. Phan tich [5]

- Kiém dinh chi binh phuong hodc kiém dinh Fisher’s exact test néu
kiém dinh chi binh phuong cho thay khong phu hop do ¢6 1 & trong bang
Crosstab c6 vong tri nhé hon 5.

- Kiém dinh ¥ nghia so sanh hai ty 1¢ theo cong thirc:

+
| p1—P2 | - (1/2ny + 1/2ny) r+r

Ny + Ny

Jp(1—p)(1/nl + 1/n2)
(ng + N> 40)
Khoang tin cdy 95% dugc tinh theo cong thirc:

(p1—Pp2) £1,96,/p1(1 — p1)/nl + p2(1 — p2)/n2

Tat ca cac kiém dinh dugc sir dung trong nghién ctru nay déu c6 y nghia

thong ké & mic a = 0,05.
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2.10. VAN PE Y PUC TRONG NGHIEN CUU

Pé cuong nghién ctru d3 trinh qua Pai hoc Y Duoc Thanh phd Ho Chi
Minh. Nghién ctru cling da dugc Hoi déng Khoa hoc Ky thuat cia Bénh vién
da khoa Tinh Tra Vinh thong qua. D¢ tai nay khong vi pham y dirc vi cac 1y
do sau:

1. Pinh lugng HCV-RNA, dinh kiéu gen HCV va IL28B la can thiét
cho viéc quyét dinh diéu tri va theo ddi dap Gmg diéu tri nén co thé xem day la
nhirng xét nghiém thuong quy ddi véi bénh nhan c6 Anti-HCV (+). Tét ca cac
chi phi xét nghiém sinh hoc phén tir déu duoc mién phi tir ngudn kinh phi do
tinh Tra Vinh hd tro va tir c4 nhan nghién ciru sinh.

2. Viéc léy mau bénh nhan xét nghiém duoc tu van trudc va nhan duge
su déng thuan cia bénh nhan khi tham gia nghién ctru. Bénh nhan hiéu rd mau
mau cua minh dugc str dung dé lam cac xét nghiém phuc vu cho viéc diéu tri
va nghién ctru khoa hoc.

3. Mau méau dugc bdo quan can than trudc va trong quéa trinh xét
nghiém. Sau khi d3 hoan thanh cac xét nghiém, mau méau dugc tiéu hity theo

quy dinh.

2.11. CAC LQI iCH MONG PQI TU NGHIEN CUU

1. Tim mébi lién quan giita IL28B v&i kiéu gen HCV va d6t bién ving
core HCV. Tir d6 c6 thé ap dung vao viéc diéu tri va theo ddi bénh nhan viém

gan virit C man tinh.

2. La nghién ctru dau tién tai Tinh Tra Vinh vé dot bién ving core HCV
va khao sat phan bd ty 18 kiéu gen IL28B & nhitng ngudi c6 Anti-HCV (+) va
HCV-RNA (-) (c6 kha nang di dao thai HCV tu nhién). Két qua nghién ctru s&
cung cap cac dit liéu vé kiéu gen IL28B, kiéu gen HCV va d6t bién ving core

HCV, c6 ich cho cac nghién clru vé viém gan virtt C.
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Chuong 3: KET QUA NGHIEN CUU

Ty 18 (%)

Kiéu gen HCV:
HCV-6: 43,3
HCV-2: 40,3
HCV-1: 16,4

Lién quan
HCV-core véi kiéu gen HCV

Dot bién HCV-core:
R70H L91C: 40,8
R70Q L91C: 27,6

L91C: 14,5
L91M: 6,6
R70Q L91M: 6,6
R70Q: 3,9

Kiéu gen IL28B:
CC:811
CT: 17,7
TT: 1.2

A 4

Lién quan giira IL28B

véi HCV-core va kiéu gen HCV

Dot bién HCV;-core: 90,9%
bot bi@n HCVsg-core: 94,8%
bot bien HCVy,-core: 1,9%

v

Khong tim thay

So d6 3.1. Tom tit cac két qua nghién ciru
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Trong nghién ctru cua chung tdi c6 164 bénh nhan nhiém HCV, trong
d6 30 bénh nhan khong phat hién dugc RNA cua virdt va 134 bénh nhan phat
hién s6 lugng RNA cua vir(t bang k¥ thuét real time PCR.

3.1. MOT SO PAC PIEM MAU NGHIEN CUU, n=164
3.1.1 Giéi tinh

Ty 1é nhiém | 120.00 -
HCV (%)

n=164

100.00 -

80.00 -

BN

m Nam

60.00 -

40.00 A

20.00 -

0.00 -
HCV-RNA + HCV-RNA - Tong HCV-RNA

Biéu d6 3.1. Phan bd gidi trong mau nghién ciru
Phén tich dich t& hoc vé gidi tinh ghi nhan nam cé 71 truong hop,
chiém ty 1& 43,3%, nit ¢6 93 trudng hop, chiém ty 1& 56,7%.
Xét nhom bénh nhan ¢c6 HCV-RNA (+): nit ¢6 78 truong hop (47,6%),
nam c6 56 truong hop (34,1%).
Xét nhém bénh nhan ¢6 HCV-RNA (-): nit ¢6 15 truong hop (9,1%),
nam c6 15 truong hop (9,1%).



3.1.2. Tudi

Tv 1& nhiém HCV (%)

55

m<60 m>60

Biéu d6 3.2. Phan bé tudi trong miu nghién ciru
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5

0

20,1%

14,0%

4,3%

n=164

Nam

> 60

> 60

B HCV-RNA (+)
B HCV-RNA (-)

Nhom tudi

Phan tich theo tudi ghi nhan dugc bénh nhan nho nhat 14 26 tudi, bénh
nhan 16n tudi nhét 1a 95 tudi, tudi trung binh 1a 58,7 + 11,7. Trong do, tudi
trung binh ¢ nam 1a 57,6 £ 12,0 va tudi trung binh & nit 1a 59,5 + 11,4. Nhém

tudi < 60 tudi chiém ty 1 cao hon vé6i 91 truong hop, chiém 55,5%, nhom tudi

> 60 tudi chiém 44,5% véi 73 truong hop.

Biéu d6 3.3. Phan bd tudi theo gidi trong mau nghién ctru
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3.2. TY LE CAC KIEU GEN HCV, CAC POT BIEN VUNG CORE HCV
VA CAC KIEU GEN SNP rs12979860 CUA 1L28B

3.2.1. Ty 1é cac kiéu gen HCV trong nhém bénh nhan c6 HCV-RNA (+)
Bang 3.1. Ty 18 kiéu gen HCV cuia 134 bénh nhan c6 HCV-RNA (+) (n=134)

Kiéu gen HCV n Tong | TV 18 (%)

la 7 5,2
22 16,4

1b 15 11,2
2a 54 54 40,3

6a 16 11,9

6e 30 22,4

6h 1 0,8
58 43,3

6l 6 4,5

60 4 2,9

6p 1 0,8
Tong cong 134 100

Trong 134 bénh nhan c6 HCV-RNA (+), nhém bénh nhan ¢ HCV kiéu
gen 6 chiém ty 1& cao nhat 43,3% (58 truong hop), ké dén 1a nhém bénh nhan
cd HCV kiéu gen 2a chiém ty Ié 40,3% véi 54 truong hop. Thap nhat 1a kiéu
gen 1 vai 16,4% (22 truong hop).



57

%nﬁm_onina.nn

OO 1ATHCY 28
[ Gty 2a
CHATHCY 20
[ G041 HGY 2a
CFI08HCW2a
FoH31sHCY 28
b cocara oy 2a
[ cozimncvaza
CU118 HEY 20
TN 2a FULL
Conza
DO64SHCV2a
CO1044 HOV 2
f cose1 ovae
CHA12 HOW 2a
[ cosearicvas
CHI14HCWZa
G583 HOY 22
mrh: S1THCY 22
DATEIHEVZa
| cosesnovza

n..m_m.:ﬂ..um
[ corancrza
f coamincyae
C6 11 HCV 28
CL1 38 HOY 28
CGSEAHCY2a
f oerenicya
DOBI4HCYZa
CGSSAHCY2a

©G1 120HTY 28

Wémi,ﬁ

DATTIHEV2a

SIS 11 HOV 2a
CLI3SHCVZa
CHE18HCV 2
CL133HCV2a
DES2aHCW2a

CER1D4HCY 2

G2 195 HOV B
=
CHATTHCVEe
CHIS2SHTV G
CLIITHOVE
CHE 16 HEV 10
CHIZ1 HCV 1
CH33 HCW Ba
CHIIZHCVER

én cuau

trong nghié

t sO mau

0

°

Hinh 3.1. Cay phan loai dudi kiéu gen HCV m

3\

N

dugc vé bang phin mém MEGA 7

r

t bién vung core HCV

9

3.22.Tylé d

HCV

\

cn vung core

/4
A

Bang 3.2. Ty 1€ dot bi

g
5
S
t)
S
L BN
= BN
=
S o N~ e s ™
< 2 |0 o | Qa8 oS8
g =
'
<y
g~
@ =
=
<QDe
—
o
3
o &
~
on 5
= g
mb
- &
S Nio|lR lo|©QLlo| 2
28 o |Q|w|N|lolS
o &
d.m.
@ e
-
= B
1
N
c dlw | Ao d v L
Iﬁm
2 @) O\l
- — - |-
< o o | o
o0 - N [ |
= O|l=Z|IT | OO O
g | J|lgd 0|0 |O | O
=) o | o |~ |~ |~ |~
- | 4| | X | x|

ty 1& 56,7%

cm

/4
A

HCV, chi

én vung core

14
A

an c6 dot bi

Co6 76 bénh nh

(76/134). T

by

ay

HCV duogc trinh b

\

€n vung core

dang dot bi

¢ cac

an sO va ty 1

N
A

trong bang 3.2.



ETummary
Variants

Index

Feference

Feference-id
w Gpecimenst

1514-IN-26B_al

Summary

NT Variants

Index

Reference

Reference-id
w Specimenll

132-26B_HOE

Summary

MNT Variants

Index

Feference

Reference-ad
W Specimenl

778-26B_E06_2

SUNmMALT

T Variants
Index
Feference
Feference-Ad
w Lpecimend

58

TGGRAGGCGHMCARCCYATCCCCAARGHMTCGSC

R

fYEERHKGGEARGKEETGGGSHHREECHG
Tll

TGGAAGGCGACAACCTATCCCCAAGGCTCGCC
TGG GGCGAC CCTATCCCC GGCTCGCC

781-26B_EO7

Ml A AR AN A AT A AR
Hinh 3.2. Dot bién

GCCCCTCTATGGCAACGAGGGCR
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CCCGAGGGCAGGGCLCTGGGCTCAGCCCG
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M e
R70Q

TGGGGTGGGCAGGATGGCTCCTGTCACCCOGCGEGE

GCCCCTCTATGGCAACGAGGGCE
GCCCCTCTATGGC CGALAGGGC
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Hinh 3.3. Dot bién

iy

:

CCEAGRCGYIARCCYATNCCEALAARGHECGEC

GGGGETGGGECAGGATGGCTCCTGTCACCCCGCLEGE
GGEGGTGGEGC

A Mol tiniens

GGATGGCTCCTGTCACCCCGCCGE
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Hinh 3.4. Dot bién R70H

ACCCTTGGCCCCTVTATGGSAATGAGGGHY

KELGGSRTGGGCRGGATGGCTCCTGTCCCC

251 261 2 a7E 281 291
ACCCTTGGECTETCTATGGLCAATGAGEGTTIGEGETGEGCAGGATGGCTCCTGTCALCCE
¥ P 1) P L ¥ & ) E 8] L 8] 0] 4 &) 0] L L 3

ACCCTTGGCCCCTCTATGGCAATGGAGGGCT
CCCTTGGCCCCTCTATGGE TGAGGEGCT

A A A A

FEGGGTGGGCGGEEATGGCTCCTGTCCCE
FEGGGTGGGCGGEATGGCTCCTGTCCCC

sl

Hinh 3.5. Dot bién LI1C
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Bang 3.3. Tan suit dot bién vung core HCV theo gidi va tudi,

¢ nhém bénh nhan c6 HCV-RNA (+) (n=134)

Pot bién viing
Khéng Co Tong OR
n (%) n (%) (n) | (KTC 95%) g
Nix 40 (51,3%) | 38 (48,7%) | 78
Nam 18 (32,1%) | 38 (67,9%) | 56 0,45 0,04
Téng (n) 58 76 134 (0,220-0,920)

Khac biét giita cdc nhom c6 ¥ nghia thong ké voi p = 0,04 < 0,05 (chi binh

phuong test). Dot bién ving core HCV chu yéu xay ra & phai nam.

< 60 24 (32,9%) | 49 (67,1%) | 73
> 60 34 (55,7%) | 27 (44,3%) | 61 2,571 0,01
Téng (n) 58 76 134 |(1,273-5,191)

Khac biét giita cac nhém co ¥ nghia théng ké, p = 0,01 < 0,05 (chi binh phuong

test). Dot bién viing core HCV chii yéu xdy ra ¢ nhitng bénh nhan < 60 tudi.
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Bang 3.4. Tan suit dot bién vang core HCV theo tudi,

6 nhém bénh nhan nam va nit, c6 HCV-RNA (+) (n=134)

Pot bién )
Khéng Co Tong OR
n (%) n (%) (n) KTC 95% P
Nam
<60 8 (24,2%) | 25 (75,8%) | 33
2,404
> 60 10 (43,5%) | 13 (56,5%) | 23 0,22
. (0,764-7,562)
Tong (n) 18 38 56

Khac biét giira cac nhom khong co ¥ nghia thong ké, p = 0,22 > 0,05

(chi binh phuong test)
Nir
<60 16 (40,0%) | 24 (60,0%) | 40
2,571
> 60 24 (63,2%) | 14 (36,8%) | 38 0,06
7 (1,031-6,411)
Tong (n) 40 38 78

Khac bi¢t gitta cdc nhom khong c¢6 y nghia théng ké, p =0,06> 0,05

(chi binh phuong test)
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Bang 3.5. Tai luong HCV-RNA cua hai nhém bénh nhan viém gan C

man tinh c6 dot bién va khong dot bién viing core HCV (n=134)

HCYV core n Trung vi tai lwgng | Trung binh tai lwgng
Dot bién 76 5,8 x 10° 1U/m 14,9 + 27,8 x 10° 1U/ml
Khong dot bién 58 1,9x10° IlU/ml | 11,6 + 29,6 x 10° IU/ml

134 p =0,1> 0,05 (Mann Whitney test)

Khac biét giira cac nhém khong co ¥ nghia théng ké, p > 0,05.

Bang 3.6. Tai lwong HCV-RNA theo tudi, c6 dot bién va khdng co

d6t bién ving core HCV
n Trung vi tai lwgng Trung binh tai lwgng
Pt bién ving core HCV
< 60 tudi 49 3,1x10°1U/ml | 16,6 32,3 x 10° IU/m
> 60 tudi 27 9,2x10° 1IU/mI | 11,9 +17,1x 10° IU/ml
76 p = 0,56 > 0,05 (Mann Whitney test)
Khong dét bién viing core HCV
< 60 tudi 24 2,6 x10° IU/ml  [13,8 +355x10° IU/mI
> 60 tudi 34 1,7x10° IU/ml [ 10,1 =+ 25,0 x 10° IU/ml
58 p = 0,35 > 0,05 (Mann Whitney test)

Khac biét giira cac nhom khong co ¥ nghia thong ké, p > 0,05.




Ty 16
nhiém
HCV
(%)
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Bang 3.7. Tai lugng HCV-RNA theo gidi, co dot bién va khong c6

dot bién ving core HCV
n Trung vi tai lwgng Trung binh tai lwgng
Pt bién ving core HCV
Nam 38 1,9x 10° lU/ml | 14,7 +33,1 x 10° IU/ml
Nir 38 7,7x10°1U/ml | 15,2 +21,8 x 10° IU/m
76 p =0,11 > 0,05 (Mann Whitney test)
Khong cé dot bién vang core HCV
Nam 18 1,9x10° IlU/ml | 16,9 +41,4 x 10° IU/ml
Nir 40 1,9 x 10° IU/ml 9,2 + 22,7 x 10° IU/ml
58 p = 0,53 > 0,05 (Mann Whitney test)

Khéc biét giita cac nhom khong cé ¥ nghia thong ké, p > 0,05

3.2.3. Ty 1¢ céc kiéu gen SNP rs12979860 ciia IL28B
3.2.3.1. Khao sat nhom bénh nhan c6 Anti-HCV (+) (n=164)

90%

80%

60%

50%

40%

30%

20%

10%

0%

100% -

70% -

i 81,1%

CC

n= 164

17,7%

1,2%

CT

TT Kiéu gen IL28B

Biéu @6 3.4. Ty 18 kiéu gen IL28B ¢ bénh nhan nhiém HCV
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Bénh nhan nhiém HCV c6 IL28B kiéu gen CC chiém ty 1é cao nhat
(81,1%) so v6i hai nhom kiéu gen con lai.

Ty 1& nhiém
HCV (%)

100 93,3% n=164
90 -
80 -
70 -
60 -
50 - B HCV-RNA (-)
40 - B HCV-RNA (+)
30 ~
20 -

10 -

0 -
cc CT/TT Kiéu gen 1L.28B

Biéu d6 3.5. Ty 18 kiéu gen IL28B & nhém bénh nhan nhiém HCV
¢ HCV-RNA (+) va HCV-RNA (-)
Khac biét vé ty 18 kiéu gen IL28B giita hai nhém HCV-RNA (+) va
HCV-RNA (-) khong c6 ¥ nghia théng ké, p = 0,1 > 0,05 (chi binh phuong
test), (OR = 0,259; KTC 95%: 0,058-1,150).
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Bang 3.8. Ty 1é kiéu gen IL28B ¢ nhom bénh nhan c6 Anti-HCV (+) theo gidi

va tudi
Kiéu gen CT, , ,
T Kiéu gen CC Tong OR
n (%) (n) KTC 95% P
n (%)
Nu 19 (20,4%) 74 (79,6%) 93
0,792
Nam 12 (16,9%) 59 (83,1%) 71 0,71
. (0,356-1,762)
Tong (n) 31 133 164
Khac biét giira cac nhom khong co ¥ nghia thong ké, p = 0,71 > 0,05
(chi binh phuong test)
< 60 tudi 20 (22%) 71 (78%) 91
; 0,629
> 60 tuoi 11 (15,1%) 62 (84,9%) 73 0,36
i (0,280-1,417)
Tong (n) 31 133 164

Khac biét giita cac nhom khong co ¥ nghia théng ké, p = 0,36 > 0,05

(chi binh phuong test)
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Bang 3.9. Ty 1¢ kiéu gen IL28B theo tudi, & nhom bénh nhan nam va ni,

c6 Anti-HCV (+)

Kiéu gen CT, TT |Kiéu gen CC| Tong OR
n (%) n (%) (n) KTC 95% g
Nam
< 60 tuoi 9 (21,9%) 32 (78,1%) 41
. 0,395
> 60 tuodi 3 (10%) 27 (90%) 30 0,31
: (0,097-1,608)
Tong (n) 12 59 71
Khac biét giira cac nhom khong c6 ¥ nghia thong ké, p = 0,31 > 0,05
(chi binh phuong test)
Nir
< 60 tudi 11 (22%) 39 (78%) 50
. 0,810
> 60 tuoi 8 (18,6%) 35 (81,4%) 43 0,88
i (0,293-2,244)
Tong (n) 19 74 93

Khac biét giira cac nhom khong co ¥ nghia thong ké, p = 0,88 > 0,05

(chi binh phuong test)
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3.2.3.2 Khéo sat nhom bénh nhan ¢é kha ning da thanh thai virat (n=30)
Bang 3.10. Ty 1& kiéu gen IL28B theo tudi va gi6i, & nhém bénh nhan
c6 Anti-HCV (+), HCV-RNA (-) (n=30)

Kiéu gen CT, TT Kiéu gen CC| Tong OR
Y
n (%) n (%) (n) KTC 95%
< 60 tudi 0 (0%) 18 (100%) | 18
- Khéng
> 60 tudi 2 (16,7%) 10 (83,3%) | 12 . 0,15
, xac dinh
Tong (n) 2 28 30
Khac biét giira cac nhém khong co ¥ nghia théng ké, p = 0,15 > 0,05 (Fisher’s
exact test)
Nir 1 (6,7%) 14 (93,3%) | 15
1,000
Nam 1 (6,7%) 14 (93,3%) | 15 1
i (0,057-17,622)
Tong (n) 2 28 30

Khac biét giita cac nhém khong c6 ¥ nghia théng ké, p = 1> 0,05 (Fisher’s

exact test)
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Bang 3.11. Ty 18 kiéu gen IL28B theo tudi, & nhém bénh nhan nam va
nit, c6 Anti-HCV (+), HCV-RNA (-)

Kiéu gen CT, TT |Kiéu gen CC| Tong OR
n (%) n (%) (n) |KTC 95% g
Nam
< 60 tudi 0 (0%) 8 (100%) 8
. Khéng
> 60 tudi 1 (14,3%) 6 (85,7%) 7 0,47
i xac dinh
Téng (n) 1 14 15

Khac biét giira cac nhom khong co ¥ nghia thong ké, p = 0,47 > 0,05 (Fisher’s

exact test)

Nir
< 60 tudi 0 (0%) 10 (100%) 10
: Khéng
> 60 tudi 1 (20%) 4 (80%) 5 0,33
] xac dinh
Tong (n) 1 14 15

Khac biét giira cac nhom khong co ¥ nghia thong ké, p = 0,33 > 0,05 (Fisher’s

exact test)
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3.2.3.3 Khao sat nhém bénh nhan chwa thanh thai virat, c6 HCV-RNA

(+) (n=134)

Bang 3.12. Ty 1& kiéu gen IL28B theo tudi va gidi, & nhém bénh nhan

c6 HCV - RNA (+)

Kiéu gen CT, TT |Kiéu gen CC| Tong OR
n (%) n (%) (n) KTC 95% P
< 60 tudi 20 (27,4%) 53 (72,6%) 73
, 0,459
> 60 tuodi 9 (14,8%) 52 (85,2%) 61 0,12
. (0,191-1,100)
Tong (n) 29 105 134
Khac biét giita cac nhom khong co ¥ nghia théng ké, p = 0,12 > 0,05
(chi binh phuong test)
N 18 (23,1%) 60 (76,9%) 78
0,815
Nam 11 (19,6%) 45 (80,4%) 56 0,79
i (0,350-1,895)
Tong (n) 29 105 134

Khac biét giira cac nhom khong co ¥ nghia thong ké, p = 0,79 > 0,05

(chi binh phuong test)
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Bang 3.13. Ty 18 kiéu gen IL28B theo tudi, & nhém bénh nhan nam va
ntt, c6 HCV - RNA (+)

Kiéu gen CT, TT | Kiéu gen CC | Tong OR
n (%) n (%) (n) | KTC 95% g
Nam
< 60 tudi 9 (27,3%) 24 (72,7%) 33
7 0,254
> 60 tudi 2 (8,7%) 21 (91,3%) 23 0,1
: (0,049-1,309)

Téng (n) 11 45 56

Khac biét giita cac nhém khong c6 ¥ nghia théng ké, p = 0,1 > 0,05 (Fisher’s

exact test)
Nir
< 60 tudi 11 (27,5%) 29 (72,5%) 40 0,595
> 60 tudi 7 (18,4%) 31 (81,6%) 38 [(0,203-1,743) 049
Tong (n) 18 60 78

Khac biét giira cac nhom khong co ¥ nghia thong ké, p = 0,49 > 0,05

(chi binh phuong test)
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3.2.3.4. Méi lién quan giira IL28B véi tai lugng HCV-RNA theo tudi, gidi.

Bang 3.14. Tai lugng HCV-RNA cia hai nhém bénh nhan viém gan C
man tinh ¢6 IL28B CC va IL28B CT, TT (n=134)

IL28B

n Trung vi tai lwgng

Trung binh tai lugng

Kiéu gen CC

105 2.3 x 10° IU/ml

11,9 + 29,5 x 10° 1U/ml

Kiéu gen CT, TT

29 7.8 x 10° IU/ml

19,1 + 24,1 x 10° 1U/mll

134 p = 0,057 > 0,05 (Mann Whitney test)

Khac biét giira cac nhom khong co ¥ nghia thong ké, p > 0,05.

Bang 3.15. Tai luong HCV-RNA theo gidi v tudi ctia bénh nhan viém

gan C man tinh (n=134)

n Trung vi tai lwgng Trung binh tai lugng

Nam 56 1,9 x 10° IU/ml 15,3 + 35,6 x 10° IlU/mll

Nir 78 4,0 x 10° IU/ml 12,1 + 22,3 x 10° IU/ml
134 p =0,5395 > 0,05 (Mann Whitney test)

> 60 tudi 61 2,2 x 10° IU/ml 10,9 + 21,8 x 10° IU/ml

< 60 tudi 73 2,6 x 10° IU/ml 15,7 + 33,2 x 10° IU/ml
134 p = 0,5689 > 0,05 (Mann Whitney test)

Khac biét giira cac nhdm khong co ¥ nghia thong ké, p > 0,05
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Bang 3.16. Tai luong HCV-RNA theo tudi ciia bénh nhan nam va nir

viém gan C man tinh

n Trung vi tai lwgng Trung binh tai lwgng
Nam
> 60 tudi 23 2,2 x 10° IU/ml 10,7 £ 17,3 x 10° IU/ml
< 60 tudi 33 1,8 x 10° IU/ml 18,6 + 44,1 x 10° IU/m
56 p =0,91 > 0,05 (Mann Whitney test)
Nir
> 60 tudi 38 3,2 x 10° IU/ml 10,9 + 24,3 x 10° IU/ml
< 60 tudi 40 4,0 x 10° IU/ml 13,2 + 20,5 x 10° IU/ml
78 p = 0,44 > 0,05 (Mann Whitney test)

Khac biét giita cac nhém khong c6 ¥ nghia thong ké, p > 0,05
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Bang 3.17. Tai luong HCV-RNA theo gi6i va tudi, ciia bénh nhan
viém gan C man tinh, c6 [L28B CC

n Trung vi tai lwugng Trung binh tai lugng

Nam 45 1,5 x 10° 1U/ml 14,6 + 38,4 x 10° 1U/ml

Nir 60 4,0 x 10° U/ml 9,9 + 20,7 x 10° IU/ml
105 p = 0,33 > 0,05 (Mann Whitney test)

> 60 tudi 52 1,9 x 10° IU/ml 9,1 +20,9 x 10° IU/ml

< 60 tuodi 53 2,6 x 10° IU/ml 14,7 + 36,1 x 10° IU/m
105 p = 0,52 > 0,05 (Mann Whitney test)

Khac biét gitta cac nhom khong c6 ¥ nghia thong ké, p > 0,05

Bang 3.18. Tai luong HCV-RNA theo tudi, cia bénh nhan nam va nir
viém gan C man tinh, c6 IL28B CC

n Trung vi tai lwgng Trung binh tai lwgng
Nam
> 60 tudi 21 1,7 x 10° IU/ml 8,6 + 15,7 x 10° IU/ml
< 60 tudi 24 1,4 x 10° IU/ml 19,8 + 50,7 x 10° IU/ml
45 p = 0,87 > 0,05 (Mann Whitney test)
Nir
> 60 tudi 31 2,0 x 10° IU/ml 9,4 + 24,1 x 10° IU/ml
< 60 tudi 29 4,2 x 10° 1U/ml 10,5 +16,8 x10°1U/ml
60 p = 0,37 > 0,05 (Mann Whitney test)
Khac biét giita cac nhom khong co ¥ nghia thong ké, p > 0,05
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Bang 3.19. Tai luong HCV-RNA theo gidi v tudi clia bénh nhan viém gan C
man tinh, ¢6 IL28B CT, TT

n Trung vi tai lwgng Trung binh tai lwgng
Nam 11 14,8 x 10° IU/ml 18,7 +21,3 x 10° IU/ml
Nir 18 5,2 x 10° IU/ml 19,3 +26,3 x 10° IU/ml
29 p =0,7 > 0,05 (Mann Whitney test)
> 60 tudi 9 13,1 x 10° lU/ml 21,2 + 24,7 x 10° IU/ml
< 60 tudi 20 2,9 x 10° IU/ml 18,2 + 24,4 x 10° IU/ml
29 p = 0,57 > 0,05 (Mann Whitney test)

Khac biét giira cac nhom khong co ¥ nghia thong ké, p > 0,05
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3.3. MOI LIEN QUAN GIUA POT BIEN VUNG CORE HCV VOI CAC
KIEU GEN HCV
Bang 3.20. Tan suét cac dang dot bién ving core HCV theo kiéu gen HCV

ang dot
bién
R70H R70Q R70Q .,
L91C | L91IM R70Q Tong
L91C L91C L91M
7 0 0 0 0 0
la 7
(100%) | (0%) (0%) (0%) (0%) (0%)
0 5 0 3 0 5
1b 13
(0%) |(38,5%) | (0%) |(23,1%)| (0%) | (38,5%)
1 0 0 0 0 0
2a 1
(100%) | (0%) (0%) (0%) (0%) (0%)
i 3 0 31 0 21 0 -
(5,5%) (0%) | (56,4%) | (0%) |(38,2%) | (0%)
, 11 5 31 3 21 5
Tong 76
(14,5%) | (6,6%) | (40,8%) | (3,9%) | (27,6%) | (6,6%)

Khéc biét giita cac nhém co y nghia thdng ké véi p < 0,0001 (Fisher’s
exact test). Kiéu gen 6 c6 ty 1& dot bién ving core cao nhat 72,4% (55/76) ké
dén 13 kiéu gen 1b chiém ty 18 17,1% (13/76) trong khi kiéu gen 2a c6 dot bién
ving core chiém ty 1¢ thap nhat 1a 1,3% (1/76) va kiéu gen la chiém 9,2% (7
/76). Dot bién ving core dang R70H L91C chiém ty 1& cao nhat 40,8% (31
truong hop), ké dén 1a dot bién dang R70Q LIIC va LI1C cb ty 16 27,6% (21
truong hop) va 14,5% (11 truong hop). Hai dang dot bién L9IM va R70Q
L9IM déu c6 ty 18 6,6% (5 trudng hop). Chiém ty 1& thap nhat 1a dang dot
bién R70Q, 3,9% (3 trudng hop).
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Bang 3.21. Tan suat dot bién viing core HCV theo kiéu gen HCV,
& nhom bénh nhan c6 HCV-RNA (+) (n=134)

Pt bién
ving core | Khong Co Tong
Kié (%) w o | P
€u gen n (Yo n (Yo n
. KTC 95%
HCV
20 47,8
1 2 (9,1%) 22
(90,9%) (0,764-0,102)
2a 53(98,1%) | 1(1,9%) | 54
0,0001
55 49,9
6 3 (5,2%) 58
(94,8%) (0,861-0,997)
Tong (n) 58 76 134

Khac biét giira cac nhom c6 y nghia thong ké véi p = 0,0001 < 0,05 (chi

binh phuong test). Dot bién ving core HCV chu yéu xay ra ¢ nhitng bénh

nhan nhiém HCV kiéu gen 1 va HCV kiéu gen 6.
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Bang 3.22. Tan suét dot bién ving core HCV theo kiéu gen HCV,
& nhom bénh nhén c6 1L28B CC va IL28B CT, TT

Dot bién )
Khéng Co Tong
ung core PR p
. n (%) n (%) (n)
Kiéu gen H KTC 95%
IL28B CC
37,7
1 2 (13,3%) | 13(86,7%) | 15
(0,667-1,021)
2a 43 (97,7%) 1 (2,3%) 44
0,0001
41,6
6 2 (4,3%) 44 (95,7%) | 46
(0,861-1,007)
Téng (n) 47 58 105

Khac biét giita cac nhém c6 ¥ nghia théng ké, p = 0,0001 < 0,05 (chi binh

phuong test). Dot bién viung core HCV cha yéu xay ra ¢ nhitng bénh nhan

nhiém HCV kiéu gen 1 va HCV kiéu gen 6

IL28BCT, TT
1 0 (0%) 7 (100%) 7
2a 10 (100%) 0 (0%) 10 Khong
o 0,0001
6 1(8,3%) | 11(91,7%) | 12 xéac dinh
Téng (n) 11 18 29

Khac biét giira cdc nhom co ¥ nghia thdng ké, p = 0,0001 < 0,05 (Fisher’s

exact test). Dot bién ving core HCV chi yéu xay ra & nhiing bénh nhan nhiém
HCV kiéu gen 1 va HCV kiéu gen 6
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3.4. MOI LIEN QUAN GIUA CAC KIEU GEN SNP rs12979860 CUA
IL28B VOI CAC KIEU GEN HCV VA POT BIEN VUNG CORE HCV

Bang 3.23. Ty 1é SNP rs12979860 cua IL28B theo kiéu gen HCV,

& nhém bénh nhén co6 HCV- RNA (+) (n=134)

Kiéu gen IL28BCC | IL28BCT, TT Tong cong
HCV n (%) n (%) n (%)
1 15 (68,2%) 7 (31,8%) 22
2a 44 (81,5%) 10 (18,5%) o4
6 46 (79,3%) 12 (20,7%) 58
134

105

29

Khac biét giita cac nhom khong cé y nghia théng ké, p = 0,43 > 0,05

(chi binh phuong test).




Bang 3.24. Ty 18 kiéu gen HCV theo tudi va gidi, & nhém bénh nhan

c6 1L28B CC (n=105)

1 2a 6 Tong PR
n (%) n (%) n (%) (n) KTC 95%
<60 tudi | 9 (16,9%) | 16 (30,2%) | 28 (52,9%) 53
> 60 tudi | 6(11,5%) | 28 (53,8%) | 18 (34,7%) 52 1,78
Tong (n) 15 44 46 105 (0,055-0,417)

Khéc biét giita cac nhom cé y nghia thong ké, p = 0,048 < 0,05 (chi binh

phuong test). Nhitng bénh nhan > 60 tudi chii yéu nhiém HCV kiéu gen 2a

Nir 7 (11,7%) | 30 (50%) | 23 (38,3%) 60
Nam 8 (17,8%) | 14 (31,1%) | 23 (51,1%) 45
Tong (n) 15 44 46 105

Khac biét giita cac nhom khong co ¥ nghia thong ké p = 0,14 > 0,05

(chi binh phuong test)
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Bang 3.25. Ty 1€ kiéu gen HCV theo tudi, & nhom bénh nhan nam va ni,

c6 1L28B CC
1 2a 6 Tong PR
n (%) n (%) n (%) (n) KTC 95%
Nam
<60tudi | 6(25%) | 6 (25%) 12 (50%) 24
> 60 tudi | 2 (9,5%) 8 (38%) | 11 (52,5%) 21
Toéng (n) 8 14 23 45
Khac biét giira cac nhom khong c6 ¥ nghia thong ke,
p = 0,34 > 0,05 (Fisher’s exact test)
Nir
< 60 tudi | 3 (10,3%) | 10 (34,5%) | 16 (55,2%) 29 244
(0,093-0,559)
> 60 tudi | 4 (12,9%) | 20 (64,5%) | 7 (22,6%) 31 LT
(0,059-0,541)
Tong (n) 7 30 23 60

Khéc biét gitta cac nhom c6 ¥ nghia thdng ké,

p =0,03 < 0,05 (Fisher’s exact test):

* Nhirng bénh nhan < 60 tudi chu yéu nhiém HCV kiéu gen 6

* Nhirng bénh nhan > 60 tudi chu yéu nhiém HCV kiéu gen 2a
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Bang 3.26. Tai luong HCV-RNA theo IL28B, cia nhém bénh nhan

viém gan C man tinh thudc kiéu genl,2avab6

n Trung vi tai lwugng Trung binh tai lwgng
HCV kiéu gen 1
Kiéu gen CC 15 3,9 x 10° lU/ml 6,1 + 6,7 x 10° IU/ml
Kiéu gen CT, TT 7 2,6 x 10° lU/ml 6,8 + 7,4 x 10° IU/ml
22 p =0,8 > 0,05 (Mann Whitney test)
HCV kiéu gen 2a
Kiéu gen CC 44 1,4x 10° IU/ml | 10,9 + 32,8 x 10° IU/ml
Kiéu gen CT, TT 10 1,2x10° lU/ml | 17,4 19,0 x 10° IU/m
54 p = 0,06 > 0,05 (Mann Whitney test)
HCV kiéu gen 6
Kiéu gen CC 46 6,6 x 10° IU/ml 11,9 +31,0 x 10° IU/ml
Kiéu gen CT, TT 12 9,9 x 10° 1U/ml 27,7 +31,2x10° IU/ml
58 p = 0,27 > 0,05 (Mann Whitney test)

Khac biét giira cac nhom khong ¢ ¥ nghia théng ké, p > 0,05.
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Bang 3.27. Tai lugng HCV-RNA cua ba nhom bénh nhéan viém gan C
man tinh thudc kiéu gen 1, 2a, 6, c6 1L28B CC

N | Trung vi tdi lwgng | Trung binh tii lwgng

Kiéu gen 1 15 3,9 x 10° lU/ml 6,1+ 6,7 x10° IU/ml

Kiéu gen 2a 44 1,4 x 10° IU/ml | 10,0 + 32,8 x 10° IU/ml

Kiéu gen 6 46 6,6 x 10° lU/ml | 14,8 + 31,0 x 10° 1U/ml

105 Mann Whitney test

Khéc biét gitta cac nhom kiéu gen 1 va 6 khong c6 ¥ nghia théng ké,
p = 0,43 > 0,05,
Khéc biét gitta nhom kiéu gen 1 va 2a khong c6 ¥ nghia théng ké,
p=0,19 > 0,05.
Khéc biét gitta nhom kiéu gen 2a va kiéu gen 6 c6 ¥ nghia thong ké,
p =0,01<0,05:
Doi véi nhitng bénh nhan mang kiéu gen IL28B CC, tai luong HCV-
RNA ¢ kiéu gen 6 nhiéu hon tai luong HCV-RNA & kiéu gen 2a.
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Bang 3.28. Ty 16 IL28B theo gidi va tudi, & nhom bénh nhan

c6 HCV kiéu gen 1, 2ava 6

Kiéu gen CT, TT | Kiéu gen CC | Tong OR
Y
n (%) n (%) (n) KTC 95%
HCYV Kkiéu gen 1
Nir 3 (30%) 7 (70%) 10
1,167
Nam 4 (33,3%) 8 (66,7%) 12 1
- (0,191-7,117)
Tong (n) 7 15 22
Khac biét giira cac nhém khong c6 ¥ nghia thong ké, p = 1 > 0,05 (Fisher’s exact test)
< 60 tudi 4 (30,8%) 9 (69,2%) 13 1o
> 60 tudi 3 (33,3%) 6 (66,7%) 9 ’ 1
(0,183-6,935)
7 15 22

Khéc biét giita cac nhom khong c6 ¥ nghia thong ké, p =1 > 0,05 (Fisher’s exact test)

HCYV kiéu gen 2a

Nir 9 (23,1%) 30 (76,9%) 39 0238
Nam 1 (6,7%) 14 (93,3%) 15 ’ 0,25
7 (0,027-2,067)

Tong (n) 10 44 54

Khac biét giita cac nhom khong c6 ¥ nghia thong ké, p = 0,25 > 0,05 (Fisher’s exact test)

< 60 tudi 6 (27,3%) 16 (72,7%) 22 0,381

> 60 tudi 4 (12,5%) 28 (87,5%) 32 ’ 0,28
: (0,093-1,555)

Téng (n) 10 44 54

Khac biét giira cac nhém khong c6 ¥ nghia thong ké, p = 0,28 > 0,05 (Fisher’s exact test)
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Kiéu gen CT, TT | Kiéu gen CC Tong OR
n (%) n (%) (n) KTC 95% P
HCYV Kkiéu gen 6

Nir 6 (20,7%) 23 (79,3%) 29 £ 000

Nam 6 (20,7%) 23 (79,3%) 29 ’ 1

, (0,281-3,563)
Tong (n) 12 46 58

Khac biét giita cac nhom khong c6 ¥ nghia thong ké, p = 1 > 0,05 (chi binh phuong test)

< 60 tuodi 10 (26,3%) 28 (73,7%) 38 0311
> 60 tudi 2 (10%) 18 (90%) 20 ’ 0,18

, (0,061-1,587)
Tong (n) 12 46 58

Khac biét giira cac nhom khong c6 ¥ nghia thong ké p = 0,18 > 0,05 (Fisher’s exact test)

Bang 3.29. Tan suat IL28B theo dot bién ving core HCV,
¢ nhom bénh nhan c6 HCV-RNA (+) (n=134)

IL28B 2
, CT, TT CC Tong OR
Dot bie p
. n (%) n (%) (n) KTC 95%
vling core
Khong 11 (19%) | 47 (81%) 58
0,754
Co 18 (23,7%) | 58 (76,3%) 76 0,65
i (0,325-1,752)
Tong 29 105 134

Khac biét giira cac nhém khong co ¥ nghia théng ké, p = 0,65 > 0,05

(chi binh phuong test).




Bang 3.30. Ty 18 d6t bién ving core HCV theo tudi va gidi, ctia hai nhom
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bénh nhan mang kiéu gen IL28B CC va IL28B CT, TT

Khong dot Pot bién Tong OR
bién n (%) n (%) (n) KTC 95% P
IL28B CC
<60tudi | 17 (32,1%) 36 (67,9%) 53
>60tudi | 30 (57,7%) 22 (42,3%) 52 2,888 0,04
Tong (n) 47 58 105 (1,301-6,408)

Khac biét giita cac nhom cé ¥ nghia thong ké, p = 0,04 < 0,05 (chi binh phuong test).

O nhimg bénh nhan mang kiéu gen IL28B CC, dot bién ving core HCV chu yéu xay ra &
nhimg nguoi < 60 tuoi.

N 31 (51,7%) 29 (48,3%) 60
Nam 16 (35,6%) 29 (64,4%) 45 0,516 0,14
Tong (n) 47 58 105 (0,234-1,141)
Khac biét giira cac nhom khong cd ¥ nghia thong ké, p = 0,14 > 0,05 (chi binh phuong test)
IL28BCT, TT
< 60 tudi 7 (35%) 13 (65%) 20
> 60 tudi 4 (44,4%) 5 (55,6%) 9 1,486 0,69
Tong (n) 11 18 29 (0,299-7,389)
Khac biét giira cac nhém khong cé y nghia thong ké, p = 0,69 > 0,05 (Fisher’s exact test)
Nir 9 (50%) 9 (50%) 18
Nam 2 (18,2%) 9 (81,8%) 11 0,222 0,12
Tong (n) 11 18 29 (0,037-1,330)

Khac biét giita cac nhém khong co y nghia thong ké, p = 0,12 > 0,05 (Fisher’s exact test)
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Bang 3.31. Tai luong HCV-RNA theo dot bién viing core HCV,
c6 IL28B CC va IL28B CT, TT
n Trung vi tai lugng Trung binh tai lwgng
IL28B CC
Dot bién 58 5,8 x 10° IU/ml 13 +£28 x10°IU/ml
Khong dot bién 47 1,7 x10° IU/ml 10,6 +31,6 x 10° IU/ml
105 p = 0,053 > 0,05 (Mann Whitney test)
IL28BCT, TT
Dot bién 18 8,1 x10°1U/ml |21,1+27,2x 10° IU/mlI
Khong dot bién 11 7,8 x10° IlU/ml [ 15,9 +18,7 x 10° IU/m
29 p =0,8 > 0,05 (Mann Whitney test)

Khac biét giira cac nhom khong co ¥ nghia thong ké, p > 0,05.

Bang 3.32. Tai luong HCV-RNA theo IL28B, thudc kiéu gen 1 va 6,

c6 dot bién ving core HCV

n Trung vi tai lugng Trung binh tai lwgng
HCV kiéu gen 1
Kiéu gen CT, TT 7 2,6 x 10° 1U/ml 6,8 + 7,4 x 10° IU/ml
Kiéu gen CC 13 3,0 x 10° 1U/ml 5,9 + 7,1 x 10° IU/ml
20 p =0,72 > 0,05 (Mann Whitney test)
HCV kiéu gen 6
Kiéu gen CT, TT 11 16,7 x 10° IU/m 30,1 + 31,5 x 10° IU/ml
Kiéu gen CC 44 6,9 x 10° IU/ml 15,3 + 31,6 x 10° IU/ml
55 p =0,17 > 0,05 (Mann Whitney test)

Khac biét giira cac nhom khong co ¥ nghia thong ké, p > 0,05
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Chuong 4: BAN LUAN

Trong nghién ctru ctia chung t6i c6 164 bénh nhan nhiém HCV, trong
do6 30 bénh nhan khong phat hién duoc RNA cua virat va 134 bénh nhan phat
hién s6 luong RNA cua virat bang k¥ thuat real time PCR.
4.1. MOT SO PAC PIEM MAU NGHIEN CUU (n=164)

4.1.1 Giéi tinh

Biéu d6 3.1 phan tich dich t& hoc vé gidi tinh bénh nhan trong nhom
nghién ciru ghi nhan dugc nam ¢6 71 trudng hop, chiém ty 18 43,3%, nir ¢6 93
truong hop, chiém ty 1& 56,7%. Ty 1& nit/nam = 1,31. Xét riéng nhoém bénh
nhan c6 HCV-RNA (+): nit ¢6 78 truong hop (47,6%), nam c6 56 truong hop
(34,1%). Ty 1€ nit/nam = 1,39. Xét riéng nhom bénh nhan c6 HCV-RNA (-):
ntr ¢6 15 truong hop (9,1%), nam ¢6 15 truong hop (9,1%). Ty 1€ nit/nam = 1.

Két qua thu thap duogc co ty 1& nit nhiéu hon nam, twong tu voi két qua
nghién ctru nim 2010 cua Tran Hitu Bich va cong sy trong nhom nhiém HCV
[2].

4.1.2. Tudi

Phén tich theo tudi ¢ biéu dd 3.2, ghi nhan duoc bénh nhan nho nhét 1a
26 tudi, bénh nhan 16n tudi nhat 1a 95 tudi, tudi trung binh 1a 58,7 + 11,7,
Trong d6, tudi trung binh ¢ nam 1 57,6 + 12,0 va tudi trung binh & nit 1a 59,5
+ 11,4. Nhom tudi < 60 tudi co ty 1& cao hon v6i 91 trudng hop, chiém 55,5%,
nhom tudi > 60 tudi chiém 44,5% vai 73 truong hop. Xét nhom tudi theo phai
ctia nhitng bénh nhan c6 HCV-RNA (+) va HCV-RNA (-) van cho thdy nhém
tudi < 60 chiém wu thé. Két qua thu thap duoc khac voi két qua nghién ciru
nam 2010 cta Tran Hiru Bich va cong su, ddi vai cac bénh nhan c6 Anti-HCV
(+), su khac biét gitta cac nhom tudi khong dang ké [2], khac véi két qua cua
Pham Thi Thu Thiay va H6 Tan Pat [17], va ciing khac v&i nghién ctu cia

Cao Minh Nga [9]. Nhin chung, bénh nhan trong nghién ctru cia chung t6i ¢o
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d6 tudi 16n hon cac nghién ctru trén, co thé do ¢& miu ciia nghién ctru nay
khong du 16n. Hon nira, thuc té & Viét Nam néi chung va ¢ tinh Tra Vinh noi
riéng do y thirc kham chira bénh chua cao nén da s6 bénh nhan phat hién bénh
& tudi truong thanh hodc 16n, trén nén bénh viém gan virat C dién bién am
tham, kéo dai. Viéc tam soat bénh cia nguoi dan thuong xuat hién & giai doan
mudn ciia tudi doi ciing nhu 1a thoi ky ciia bénh.

4.2. TY LE CAC KIEU GEN HCV, CAC POT BIEN VUNG CORE HCV
VA CAC KIEU GEN SNP rs12979860 CUA IL28B

4.2.1. Ty 1¢ cac kiéu gen HCV

Két qua nghién ctru & bang 3.1 cho thay khi dinh kiéu gen HCV cia
134 bénh nhan c6 HCV-RNA (+) xac dinh dugc ba kiéu gen chinh 13 6, 2 va 1
v6i ty 18 1an luot 1a 43,3%, 40,3% va 16,4%.

Khi so sanh voi két qua nghién ctru cia Pham Hung Véan nam 2011 va
két qua nghién ctru ciia Cao Minh Nga nam 2014 thi c6 sy khac biét vé ty 1¢
kiéu gen thap nhit va cung twong tu véi kiéu gen cao nhat 1a kiéu gen 6.
Nghién ctru cia Pham Hung Van xac dinh kiéu gen HCV & 842 bénh nhan
viém gan virut C. Kiéu gen 6 chiém ty 1€ cao nhat (458 bénh nhan; 54,4%),
tiép theo 1a kiéu gen 1 (256 bénh nhan; 30,4%) va kiéu gen 2 (128 bénh nhan;
15,2%). Nhu vay, kiéu gen 2 co ty 1é thap nhat [90]. Nghién ctru cta Cao
Minh Nga trén 480 truong hop, kiéu gen 6 chiém ty 1¢ cao nhat 52,7%, ké dén
1a kiéu gen 1 véi ty 18 26,9% va kiéu gen 2 ¢6 ty 1& 19,8% [9].

Trong mot nghién ctru & Nhat do tac gia Yasumi Furui tién hanh vao
nam 2011 & 114 nguoi hién mau tinh nguyén. Két qua cho thay kiéu gen 2 (2a
va 2b) chiém uu thé (78,2%), tiép theo 1a kiéu gen 1b (21,2%) [39]. Vi két
qua nghién ctru cua ching toi thi kiéu gen 6 chiém wu thé (43,3%), gdm céc
kiéu gen (6a, 6e, 6h, 61, 60, 6p), ké dén 1a kiéu gen 2a (40,3%) va thap nhat 1a
kiéu gen 1 (1a va 1b) véi ty 1& 16,4% (5,2% va 11,2%). Thuc té & Nhat, kiéu

gen | lay truyén qua duong truyén mau, kiéu gen 2 lay truyén qua céc thi
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thuat kém vé sinh nhu xdm minh hoac tiém chich ma tay. Theo Yasumi Furui,
ty 16 kiéu gen 1 thap 1a do hiéu qua cta viéc kiém soat nhiém khuan bénh vién.

Nhu vay, tai Viét Nam kiéu gen 6 vin 13 kiéu gen HCV phd bién nhat.
Riéng kiéu gen 2 chiém ty 1& cao hon kiéu gen 1 trong nghién ctru cta chung
t6i c6 thé 1a ddc diém cua dia phuong, it luu hanh kiéu gen 1. C6 kha ning ty
1¢ 1ay truyén HCV kiéu gen 1 da giam do viéc sang loc HCV tat ca cac bich
méau mau trude khi truyén. Tuy nhién, dé khang dinh can c6 mot nghién ctru
khac v6i s6 mau 16n hon, bao gom nhimng nguoi hién méau (duoc xét nghiém
HCV-RNA).

Do sb luong bénh nhan mang kiéu gen IL28B CT, TT trong nghién ctu
cua ching t61 c6 gidi han, chi thu dung duoc 29 truong hop nén chiing to1 tap
trung khao sat nhém bénh nhan mang kiéu gen [L28B CC.

Phan tich ty 1¢ kiéu gen HCV theo tudi trong nhom bénh nhan c6 IL28B
CC (n=105) & bang 3.24, nhom bénh nhan < 60 tudi va nhém bénh nhan > 60
tudi 6 sé lugng twong duong nhau (53 va 52 truong hop). Két qua phan tich
théng ké cho thay khac biét gitta cac nhoém co y nghia véi p = 0,048 < 0,05,
PR = 1,78 (KTC 95%: 0,055-0,417). Nhu vy, nhitng bénh nhan > 60 tudi chu
yéu nhiém HCV kiéu gen 2a.

Nam 2004, Lehmann M va cong su phat hién “Ty I¢é dao thai tu phat
cao cua nhitng truong hop viém gan C cip do HCV kiéu gen 3” & Buc. Tac
gia nhan thay HCV kiéu gen 3 chiém ty 1& cao hon & nhém bénh nhan dio thai
virat tu phat so véi nhdm bénh nhan bi viém gan virat C man tinh (86% so Vi
38%; p = 0,002). Ty I& viém gan man tinh cia bénh nhan nhiém HCV kiéu
gen 1 va 3 lan luot 12 93% va 63% (p = 0,006) chtng to nhitng bénh nhan
nhiém HCV kiéu gen 3 thuong ddo thai virdt ty phat hon nhitng bénh nhan
nhidm HCV kiéu gen 1 [61].

Trong nghién cau cua ching t6i, két qua phan tich ¢ bang 3.24 cho thay
HCV kiéu gen 2a chiém wu thé & nhitng bénh nhan > 60 tudi. Nhu vay c6 kha
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nang ddi voi nhitng bénh nhan mang kiéu gen 1L28B CC, khi nhiém HCV
kiéu gen 2a thi it c6 co hoi dao thai vir(t ty phat. Can c6 mét nghién ctu khac,
phan tich kiéu gen HCV cua nhiing bénh nhan dao thai virit tu phat dé 1am rd
van dé nay.

Phan tich két qua khao sat ty I¢é kiéu gen HCV theo gigi ddi voi nhitng
bénh nhan mang kiéu gen IL28B CC ¢ bang 3.24. Sé lugng bénh nhan nit
nhiéu hon nam (60 so voi 45). Nhém bénh nhan nit ¢é ty 1é nhiém HCV kiéu
gen 2a cao hon nhéom bénh nhan nam (50% so véi 31,1%). Nguoc lai, nhom
bénh nhan nam cé ty 1& nhiém HCV kiéu gen 1 (17,8%) va HCV kiéu gen 6
(51,1%) cao hon nhdm bénh nhan nir (ty 1€ twong ung la 11,7% va 38,3%).
Khéc biét gitta cac nhom khong c6 ¥ nghia thdng ké vai p = 0,14 > 0,05.

Xét riéng nhom bénh nhan nam va nit ¢ bang 3.25, duoc phan tich kiéu
gen HCV theo tudi.

Nhitng bénh nhan nam < 60 tudi cé ty I¢ nhidm HCV kiéu gen 1 cao
hon nhitng bénh nhan thuéc nhdm > 60 tudi (25% so Véi 9,5%). Nguoc lai,
nhoém bénh nhan nam > 60 tudi cé ty 1& nhidm HCV kiéu gen 2a va 6 nhiéu
hon nhom con lai (38% va 52,5% so véi 25% va 50%).

bac biét khi phan tich su khac biét gitra cac nhom, trong nhém bénh
nhan nam, su khéc biét giita cac nhom khong ¥ nghia théng ké véi p = 0,34 >
0,05, nhung khi phan tich su khac biét giita hai nhom tudi trong sé nhiing
bénh nhan nit lai c6 ¥ nghia théng ké véi p = 0,03 < 0,05. Xét riéng tirng kiéu
gen HCV nhan thay & phai nix, kiéu gen 2a chiém wu thé & nhém tudi > 60
(64,5%), voi PR = 1,87 (KTC 95%: 0,059-0,541), trong khi kiéu gen 6 xuat
hién cha yéu & nhdm bénh nhan < 60 tudi (55,2%), véi PR = 2,44 (KTC 95%:
0,093-0,559). Két qua nghién ciru caa ching t6i khac vai két qua nghién cau
ctia Zhili Nui va cong sy tai tinh Vit Han-Trung Quéc (2016). Téc gia khao sat
2.685 miu huyét thanh c6 Anti-HCV (+), trong d6 ¢6 496 mau c6 HCV-RNA
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(+). Két qua cho thay phai nir déu c6 ty Ié nhidm HCV kiéu gen 1, 2 va 6 cao

nhat & nhém tudi < 60 [99].

4.2.2. Ty 1 cac dot bién vung core HCV

Khao sat tan suit dot bién ving core HCV & bang 3.2 cho thiy ty 18
bénh nhén c6 kiéu gen HCV d6t bién 56,7% voi 76 truong hop, chiém uvu thé
hon so v&i nhom khong céd kiéu gen HCV dot bién. Trong nhém nay, dang dot
bién chiém ty 16 cao nhat 1a R70H L91C, 23,1% va ké dén 1a dang R70Q
L91C, 15,7%. Tuy nhién, dang d6t bién L9IC (n=11) duoc xem la khong co
anh huong dén két qua didu tri ciing nhu bién chung lau dai cua bénh nhan
viém gan virGt C man tinh. Do d6 ty 1& dot bién ving core HCV thuc sy 1a
65/134 (48,5%). Ty 18 nay cao hon nhiéu so véi nghién ctru ciia Yasumi Furui
va cong sy nim 2011 [39]. Tac gia chi tim thay 7/85 (8,24%) trudng hop bénh
nhan nguoi Nhat - hién mau tinh nguyén nhiém HCV giai doan cap c6 dot
bién ving core HCV (tudi trung binh ¢ nam 1 34 + 3, & nit 1a 29 + 11). Khac
biét & day c6 thé 1a do trong nghién ciru cia chung t6i, bénh nhan thudc nhoém
viém gan C man tinh, da nhiém HCV trong mot thoi gian dai (tudi trung binh
& nam la 57,58 + 12,02, & nir 1a 59,54 + 11,36). Nhu vay, duéi ap luc mién
dich dich thé, Interferon ndi sinh c6 thé vung core HCV ctia nhitng bénh nhan
nay da bi dot bién véi ty 16 cao.

Ba dang dot bién duoc quan tam nhiéu nhat R70Q, R70H va L91IM cé6
ty 18 1an luot 13 17,9%; 23,1% va 3,7%. C6 5 truong hop hién dién ca hai dang
dot bién R70Q L9IM (3,7%).

Khao sat ty 18 ot bién ving core HCV theo gidi & bang 3.3 cho thay sb
luong bénh nhan nit va bénh nhan nam c6 d6t bién ving core HCV giong
nhau (38 truong hop). Tuy nhién, nhém bénh nhan nam cé ty 1& dot bién ving

core HCV cao hon nhiéu so v6i nhom bénh nhan nit (67,9% so voi 48,7%).
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Khac biét giita cac nhom c6 ¥ nghia théng ké voip = 0,04 < 0,05, OR = 0,45
(KTC 95%: 0,220-0,920).

Ty 1¢ dot bién ving core HCV theo tudi ciing dugc khao sat ¢ bang 3.3
da cho thay sy khac biét c6 ¥ nghia thong ké vé ty 1& dot bién ving core HCV
& hai nhom bénh nhan < 60 tudi (67,1%) va > 60 tudi (44,3%) voi p = 0,01 <
0,05, OR = 2,571 (KTC 95%: 1,273-5,191).

Qua bang 3.3, cho thay d6t bién ving core HCV dic biét chiém ty 18
cao 0 nam gidi va & nhém bénh nhan < 60 tudi. Dé tim hiéu su khac biét nay
can c6 cac nghién ctru khac, phan tich cac yéu té c6 thé gay ty 18 dot bién
ving core HCV ¢ nam gi6i cao nhu uéng ruou, hit thude 14,... Ngoai ra, can
tién hanh khdo sat nhém bénh nhan viém gan C cip dugc phan theo tudi dé
tim hiéu ty 1¢ dot bién vung core cia nhom tudi dudi va trén 60.

Tiép theo, bang 3.4 khao sat tan suat dot bién ving core HCV theo tudi
nhung lai & hai nhom nam va nir riéng biét. Két qua cho thiy khong co su
khac biét gitta cac nhom, p-value 1an lugt 13 0,22 va 0,06 (> 0,05). Nhém bénh
nhan nir c6 tong s6 1a 78 ngudi, < 60 tudi co 40 trudng hop va > 60 tudi co 38
truong hop. Nhu vay ca hai nhém tudi déu c6 c& mau > 30 nén két qua phan
tich théng ké o phai nit co thé chdp nhan, khong c6 su khac biét vé ty 1& dot
bién va khong dot bién ving core HCV theo tudi. Tuy nhién, & nhém bénh
nam c6 56 ngudi, < 60 tudi c¢6 33 trudng hop va > 60 tudi chi co 23 trudng
hop. C6 thé thdy rd nhom bénh nhan > 60 tudi ¢6 ¢& mau < 30, khéng du 1on.
Do d6, két qua nay chi nén ghi nhan, cAn c6 mot nghién ctru khac véi sé mau
16n hon dé khao sat ty 1€ dot bién vung core HCV & bénh nhan nam dudi 60
tudi.

Tai luong HCV-RNA cua hai nhom bénh nhan viém gan C man tinh c6
dot bién va khong dot bién vung core HCV dugc khao sat & bang 3.5 cho théy
trung vi tai luong ctia nhdém céd dot bién vung core HCV 16n hon trung vi tai

luong cua nhom khéng ¢ dot bién ving core HCV (5,79 x 10° TU/ml so véi
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1,89 x 10° IU/m1). Tuy nhién, sy khac biét nay khong c6 y nghia thong ké, p =
0,1>0,05.

Tai lwong HCV-RNA cua hai nhom bénh nhan viém gan C man tinh
theo tudi (n=76), c6 dot bién viung core HCV, dugc khao sat & bang 3.6, cho
thdy nhém bénh nhan < 60 tudi c6 trung vi tai lwong HCV-RNA (3,09 x 10°
[U/ml) nh6 hon nhiéu so véi nhom bénh nhan > 60 tudi (9,18 x 10° 1U/ml).
Phan tich két qua cho thay su khéac biét giita cac nhom khong ¢ y nghia théng
ké voip =0,56 > 0,05.

Tai lwong HCV-RNA cuta hai nhém bénh nhan viém gan C man tinh
theo tudi (n=58), khong c6 dot bién ving core HCV ciing duoc ghi nhan &
bang 3.6, cho thdy nhém bénh nhan < 60 tudi cé trung vi tai lwong HCV-RNA
(2,57 x 10° IU/ml) 16n hon so v6i nhém bénh nhan > 60 tudi (1,67 x 10°
IU/ml). Tuy nhién, phan tich két qua cho thay khac biét giira cac nhém khong
¢ y nghia théng ké véi p = 0,35 > 0,05.

Tai lwgng HCV-RNA cua hai nhom bénh nhan viém gan C man tinh
theo gidi (n=76), c6 dot bién ving core HCV, dugc ghi nhan ¢ bang 3.7, cho
thdy nhom bénh nhan nam c6 trung vi tai lugng HCV-RNA (1,95 x 10° IU/ml)
nho hon nhiéu so véi nhém bénh nhan nit (7,71 x 10° IU/ml). Phan tich két
qua cho théy khong c6 su khac biét gitra cac nhom véi p = 0,11 > 0,05.

Khao sat tai lugng HCV-RNA cua hai nhém bénh nhan nam va nf,
khdng cé dot bién ving core HCV (n=58) ¢ bang 3.7. Trung vi tai luong virat
khong khac nhau nhidu giita hai nhém bénh nhan nam (1,97 x 10° 1U/ml) va
nir (1,89 x 10° IU/ml). Phan tich két qua cho thiy khong c6 su khac biét giita

cac nhém véip = 0,53 > 0,05.



94

4.2.3. Ty 18 cac kiéu gen SNP rs12979860 ciia IL28B
4.2.3.1. Khao sat nhém bénh nhan c6 Anti-HCV (+) (n=164)

Trong nghién ctu nay, khi xac dinh kiéu gen IL28B tai vi tri
rs12979860 ciia nhitng bénh nhan bi nhiém HCV ¢6 két qua nhu sau (biéu d6
3.3): kiéu gen CC chiém ty 1& cao nhat (81,1%), ké dén 1a kiéu gen CT
(17,7%) va kiéu gen TT c6 ty 1& thap nhat (1,2%). Két qua nay twong dong
v6i hai két qua nghién ctru khéc tai Viét Nam. Nam 2012, Pham Hoang Phiét
va cong su xac dinh kiéu gen IL28B. Két qua: CC (78%), CT (20%), TT
(2%) [10]. Ciing trong nim nay, tic gia Nguyén Bao Toan cong bd két qua
tan suét kiéu gen IL28B ¢ 239 bénh nhan: CC (77%), CT (22%) va TT (1%)
[18].

Biéu db 3.4 cho thdy trong 164 bénh nhan c6 Anti-HCV (+), nhém
mang kiéu gen CC chiém ty 1& cao nhét 81,1% (trong ca hai nhom HCV-RNA
(-) va HCV-RNA (+)). bac biét, c6 30 bénh nhan c6 Anti-HCV (+) nhung
HCV-RNA (-). C6 kha nang day la nhitng nguoi da dao thai HCV ty phat.
Khac biét vé ty 1& kiéu gen CC va CT, TT cta hai nhém HCV-RNA (+) va
HCV-RNA (-) khong c6 ¥ nghia thong ké, p = 0,1 > 0,05.

Tan suét kiéu gen IL28B CC cao ¢ bénh nhén viém gan C man tinh
nguoi Viét Nam la mot loi thé cho viéc diéu tri, nhat 1a nhitng bénh nhan
nhiém HCV kiéu gen 1. ZhiFang Jia va cong su tong quan 46 nghién ctru doc
1ap cho thay kiéu gen IL28B CC giit vai tro tién luong dat dap Gmg virat bén
virng d6i voi bénh nhan nhiém HCV kiéu gen 1 va 4 [98].

Sau khi phén tich thong ké, nghién ctru cta chiing t6i khong thé hién
duoc khac biét vé ty 18 kiéu gen IL28B CC va IL28B CT, TT giita hai nhém
bénh nhan c6 HCV-RNA (-) vd HCV-RNA (+). Két qua nay khac véi két
qua nghién ctru cua Thomas va cong su [30]. Nhém nghién ctru dinh kiéu
gen SNP 1512979860 cta IL28B ¢ hai nhom bénh nhan, nhém thir nhat gom

388 nguoi da dao thai virGt ty phat, nhom thi hai gdm 620 nguoi viém gan
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virGt C man tinh. Két qua phan tich théng ké cho thiy tan suit kiéu gen
IL28B CC ¢ nhom 1 cao hon dang ké so véi nhom 2 (80,3% so v&i 66,7% o
bénh nhan ngudi da tring, p = 7x10"°; 56,2% so v6i 37% & bénh nhan ngudi
da den, p = 1x10°). Nhu vay, kiéu gen IL28B CC c6 tac dong dang ké dén
dao thai HCV tu phat.

Nhoém nghién ctru ctia chiing t61 chi thu thap duoc 30 bénh nhan co
Anti-HCV (+) va HCV-RNA (-). C6 thé ¢& mau nay qua nhé nén chua thiy
duoc su khac biét vé tan suit kiéu gen IL28B CC so véi nhom bénh nhan
viém gan virGt C man tinh. Dé khang dinh vai trd c6 loi cua kiéu gen IL28B
CC trong viéc thanh thai HCV can c6 nhirng thiét ké nghién ctru manh va c6
¢& mau 16n hon, thu thap duoc nhiéu bénh nhan dao thai virat tu phat hon.

Nhim lam rd cac yéu t6 c6 thé anh huong dén cac chi dau sinh hoc
IL28B, kiéu gen HCV va d6t bién ving core HCV, chiing t6i khao sat hai yéu
t6 tudi va gidi cta cac bénh nhan thudc hai nhéom HCV-RNA (+) va HCV-
RNA (-).

Phén tich két qua vé ty 1é kiéu gen IL28B trong nhém bénh nhan c6
Anti-HCV (+) theo gi6i ¢ bang 3.8, chung tdi nhan thay khong c6 su khac biét
c6 ¥ nghia théng ké giita hai phai nam va nit vé kiéu gen IL28B CC va IL28
CT, TT trong mau nghién ctru, p = 0,71 > 0,05. Nam 2016, Maryam va cdng
su cong bd dé tai khao sat 288 bénh nhan Iran viém gan C man tinh. Khéc voi
nhém bénh nhan nam, nhém bénh nhéan nit ¢o tan suit kiéu gen CT va TT cao
hon nhém chimg (68,2% so v&i 48,3%, p < 0,01) [66]. Nhu vay, can c6 mdt
nghién ciru v&i ¢d mau 16n hon va c6 nhom chimg dé tim hiéu su khac biét vé
ty 1¢ kiéu gen IL28B theo gidi tinh ddi v6i nhitng bénh nhan viém gan C man
tinh.

Trong nhom bénh nhan tham gia nghién ctru, ching t6i1 cling khao sat ty
1¢ kiéu gen IL28B CC va IL28B CT, TT theo tudi, duoc phan chia theo hai
nhom (< 60 tudi va > 60 tudi). Theo két qua trong bang 3.8, hai nhom tudi
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khong c6 su khac biét co y nghia thdng ké vé ty 18 kiéu gen IL28B, p = 0,36 >
0,05. Nhu vay c6 kha ning kiéu gen IL28B hau nhu khong thay ddi trong sudt
doi song ctia mot nguoi.

Két qua bang 3.9 cho thiy hai nhom bénh nhan nam (n = 71) va nhom
bénh nhan nit (n = 93) nhiém HCV ciing khéng c6 sy khac biét c6 y nghia
théng ké vé ty 1é kiéu gen IL28B trong cic nhoém dugc chia theo tudi (< 60
tudi va > 60 tudi), p-value 1an luot 12 0,31 va 0,88 (> 0,05).
4.2.3.2. Khao sat nhéom bénh nhan c6 kha nang da thanh thai virat (n=30)

Theo két qua & bang 3.10 cho thiy trong sé nhitng bénh nhan c6 kha
ning di thanh thai virat (n=30), ty 1& kiéu gen IL28B & hai nhém tudi (< 60
tudi va > 60 tudi) khong khac biét, véi kiéu gen IL28B CC chiém wu thé (ty 16
tuong ung la 100% va 83,3%), p = 0,15 > 0,05.

Bang 3.10 ciing thé hién ty 1& kiéu gen IL28 theo gidi, trong nhom bénh
nhan c6 HCV-RNA (-). C4 hai nhom bénh nhan nam va nit déu c¢6 ty 18 nhu
nhau 15/30 (50%) va ty 18 kiéu gen IL28B ctia hai nhém déu giong nhau (kiéu
gen CC: 93,3%, kiéu gen CT, TT: 6,7%), p = 1 > 0,05.

Theo két qua bang 3.11, nhitng bénh nhan c¢6 khi ning da thanh thai
virat dugc chia thanh nhém bénh nhan nam (n=15) va nhom bénh nhan nir
(n=15), duoc khao sat ty 1¢ kiéu gen IL28B theo hai nhom tuéi (< 60 tudi va >
60 tu6i). Nhém nam va nit déu co ty 18 kiéu gen IL28B CC cao (> 80%). Pic
biét ty 1& kiéu gen IL28B CC ctia nhitng bénh nhan < 60 tudi 1a 100%. Két qua
phan tich cho thiy su khac biét vé ty 1& kiéu gen IL28B gitta hai nhom tudi
ctia hai phai khong c6 y nghia théng ké, p-value tuong ng 13 0,47 va 0,33 (>
0,05).
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4.2.3.3. Khao sat nhém bénh nhan chwa thanh thai virit, c6 HCV-RNA
(+) (n=134)

Ty 1¢ kiéu gen IL28B ctia nhém bénh nhan c6 HCV-RNA (+), duoc
khao sat theo tudi va gidi trong bang 3.12. Nhom bénh nhan > 60 tudi mang
kiéu gen IL28B CC chiém wu thé so véi nhom bénh nhan < 60 tudi (85,2% so
vGi 72,6%). Tuong tu, nhom bénh nhin nam ciing c¢6 ty 1é mang kiéu gen
IL28B CC cao hon nhém bénh nhan nir (80,4% so véi 76,9%). Két qua phan
tich cho thay sy khac biét gitta cac nhom khong c6 y nghia thong ké, p-value
1an lugt 12 0,12 va 0,79, > 0,05.

Phan tich két qua & bang 3.13, khao sat ty 1¢ kiéu gen IL28B theo tudi,
& 56 bénh nhan nam c6 HCV - RNA (+), cho thdy nhém bénh nhan < 60 tudi
coty I¢ kiéu gen IL28B CT, TT cao hon nhiéu so v&i nhom bénh nhan > 60
tudi (27,3% so véi 8,7%). Nguoc lai, nhdm bénh nhan > 60 tudi lai co ty 18
bénh nhin mang kiéu gen IL28B CC (91,3%) vuot troi so véi nhom bénh
nhan < 60 tudi (72,7%). Tuy nhién, khac biét gitta cdc nhom khong cd ¥ nghia
thong k&, p=0,1 > 0,05.

Két qua bang 3.13 ciling gdbm nhimg bénh nhan nir c6 HCV-RNA (+),
duoc phan tich ty 1& kiéu gen IL28B theo tudi. S6 lwong bénh nhén trong hai
nhom tudi (< 60 tudi va > 60 tudi) gan tuong duong nhau (40 va 38). Tuong
ty nhom bénh nhan nam, kiéu gen [L28B CC chiém wu thé & nhom tudi > 60
(81,6% so vdi 72,5%) trong khi ty 18 kiéu gen CT, TT cta nhom tudi < 60 gap
1,5 1an so v&i nhoém tudi > 60 (27,5%/18,4% = 1,5). Két qua phan tich cho
thay khac biét giira cac nhom khong c6 ¥ nghia thong ké, p = 0,49 > 0,05.

Nhu vy, theo két qua nghién ctru cua chang t6i, khong tim thidy mdi
lién quan giira cac kiéu gen SNP rs12979860 cua IL28B véi cac yéu to tudi,

gid1.
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4.2.3.4. Méi lién quan giira IL28B véi tai lugng HCV-RNA theo tudi, gidi.

Nam 2011, Labarga P va cong su khao sat 289 bénh nhan déng nhiém
HIV/HCV. Tai lugng virat HCV khac biét gitra nhom c6 allele C va nhom con
lai: CC 1.385.000, CT 848.939, TT 251.189 IU/ml (p = 0,006). Tac gia cho
rang Interferon a nodi sinh hoat dong yéu, cho phép virt sao chép manh &
nhom bénh nhan dau tién [58].

Trong nghién ctru clia chiing t6i, bang 3.14 ¢6 29 bénh nhan mang kiéu
gen IL28B CT, TT. Chung t61 so sanh tai luong virat gitra hai nhoém bénh
nhan. Nhém 1 ¢6 kiéu gen CC, nhém 2 c6 kieu gen CT, TT. Két qud cho thay
tuy trung vi tai lugng virat cda nhém 1 nhé hon trung vi tai lugng virat cua
nhém 2 (2,3 x 10° TU/ml so véi 7,8 x 10° TU/ml), nhung khac biét nay khong
c6 ¥ nghia théng ké, p-value = 0,057 > 0,05. Nam 2016, Fateme Zare va cong
su cong bd dé tai “Hiéu qua cua gen IL28B dbi voi dap tmg diéu tri ¢ bénh
nhan viém gan C”. Tac gia két luan kiéu gen rs12979860 IL28B khong c6 lién
quan véi tai luong virat cia nhom bénh nhan dap tmg diéu tri (p = 0,3) va
nhom bénh nhan khong dap tGng diéu tri véi phac d6 Interferon-Ribavirin (p =
0,2) [35].

Do chi ¢6 29 bénh nhin mang kiéu gen IL28B CT, TT nén két qua
nghién ctru ctia chung t6i chi nén ghi nhan. Bé c6 mot sy khang dinh chinh
xac can c6 mot nghién ctru bd sung co sb lwong miu 16n hon, véi sb luong
bénh nhan mang kiéu gen IL28B CT, TT nhiéu hon. Pdng thoi nén phan hai
nhom dap tng diéu tri va nhom khong dép tng diéu tri dé co két luan khach
quan, chinh xac.

Tai lugng HCV-RNA & bénh nhan viém gan C man tinh duoc xét theo
giéi & bang 3.15, s6 bénh nhan nitr (n=78) chiém wu thé hon nhém bénh nhan
nam (n=56) va co trung vi tai luong HCV-RNA cao hon nhém bénh nhan nam

(4,0 x 10° 1U/ml so v6i 1,9 x 10%). Tuy nhién, két qua phén tich cho thay tai
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luong virat khong khac biét dang ké gitra hai nhom bénh nhan nay, p = 0,54 >
0,05.

Béang 3.15 cling khao sat tai luong HCV-RNA ¢ bénh nhan viém gan C
man tinh dugc xét theo tudi. SO lwong bénh nhan < 60 tudi (n=73) chiém wu
thé hon nhoém bénh nhan > 60 tudi (n=61), trung vi tai luong HCV-RNA cua
hai nhém twong duong nhau (2,6 x 10° 1U/ml va 2,2 x 10° TU/ml). Két qua tai
luong virat khong khéc biét gitra hai nhom bénh nhan nay, p = 0,57 > 0,05.

Tai lugng HCV-RNA cia nhom bénh nam viém gan C man tinh (n=56)
& bang 3.16 dugc phan theo hai nhém tudi (< 60 tudi va > 60 tudi). Trung vi
tai lugng HCV-RNA ctia hai nhom gan bang nhau (1,8 x 10° IU/ml va 2,2 x
10° TU/ml). Khéc biét gitta cac nhom khong co y nghia thong ké, p = 0,91 >
0,05.

Khac v6i nhém bénh nhan nam, nhiing bénh nhan nir < 60 tudi, trong
nhom bénh nhan nir viém gan C man tinh (n=78), c6 trung vi tai luong HCV
RNA (4,0 x 10° TU/ml), cao hon so v6i nhoém > 60 tudi (3,2 x 10° IU/mI). Tuy
nhién, khac biét giita cac nhom khong ¢ y nghia théng ké, p = 0,44 > 0,05.

Phan tich két qua tai lugng HCV-RNA theo giéi clia nhitng bénh nhan
déu mang IL28B CC (n=105) & bang 3.17, s6 lugng bénh nhan nir nhiéu hon
bénh nhan nam (60 so v&i 45) va ¢o trung vi tai luong HCV- RNA (4,0 x 10°
[U/ml) 16n hon nhiéu so v&i nhom bénh nhan nam (1,5 x 10° 1U/ml). Tuy
nhién, khac biét giira cac nhom khong c6 ¥ nghia thong ké, p = 0,33 > 0,05.

Khao sat tai lugng HCV-RNA theo tudi, trong nhom bénh nhan co
IL28B CC (n=105), & bang 3.17, hai nhom tudi c¢6 s lugng bénh nhan gan
bang nhau, n=52 & nhém > 60 tudi va n=53 & nhém < 60 tudi nhung trung vi
tai luong ctia nhom dau tién thap hon so voi trung vi tai luong ctia nhom sau
(1,9 x 10° TU/ml so véi 2,6 x 10° TU/ml). Két qua phan tich cho thiy khac biét
gilta cac nhom khong y nghia thong ké, p = 0,52 > 0,05.
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Xét riéng nhom bénh nhan nam déu mang IL28B CC (n=45) & bang
3.18, nhém nay duoc phan theo hai nhom tudi, nhém > 60 tudi (n=21) va
nhém < 60 tudi (n=24), c6 trung vi tai lwong chénh léch khong nhiéu (1,7 X
10° 1U/ml va 1,4 x 10° TU/ml). Khac biét giira cac nhom khéng ¢ ¥ nghia
thong ké, p = 0,87 > 0,05. Vi s6 luong ctia hai nhém déu nho hon 30 nén phan
tich nay can dugc thuc hién voi nghién ctru khac, ¢6 ¢& miu 16n hon.

Bang 3.18 ciing gdm két qua phan tich tai lugng HCV-RNA theo tudi
ctia nhitng bénh nhan nit mang kiéu gen IL28B CC. Nhom tudi < 60 tudi co
trung vi tai lwgng HCV-RNA gép hai lan so v6i nhom tudi > 60 tudi (4,2 x 10°
[U/ml so v&i 2,0 x 10° TU/ml). Phén tich két qua cho thiy khéc biét giita cac
nhom khéng c6 ¥ nghia thdng ké, p = 0,37 > 0,05.

Khao sat tai lugng HCV-RNA theo gidi, & nhom bénh nhédn mang
IL28B CT, TT (bang 3.19) cho thidy nhom bénh nhan nam (n=11) c6 trung vi
tai lugng cao hon nhiéu so v&i nhom bénh nhén nit (n=18), lan luot 1a 14,8 x
10° 1U/ml va 5,2 x 10° IU/ml. Tuy nhién, khac biét giita cac nhom khéng co ¥
nghia théng ké, p = 0,7 > 0,05.

Bang 3.19 ciing phan tich tai lwong HCV-RNA theo tudi ctia nhom
bénh nhan ¢6 kiéu gen IL28B CT, TT. Sd luong bénh nhan trong nhoém tudi >
60 (n=9) chi bang mét nira sd lwong bénh nhan trong nhom tudi < 60 (n=20)
nhung trung vi tai luong 16n hon nhiéu so véi nhdém con lai (13,1 X 10° 1U/ml
va 2,9 x 10° IU/ml). Phan tich két qua cho thiy su khac biét nay khong c6 y
nghia théng ké, p = 0,57 > 0,05.

Nhu vay, trong nghién ciru nay chiing t6i khong tim thay méi lién quan

gitta IL28B v&i tai lwong HCV-RNA theo tudi, gidi.
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4.3. MOI LIEN QUAN GIUA POT BIEN VUNG CORE HCV VOI CAC
KIEU GEN HCV

Phan tich tan suit dot bién ving core HCV theo kiéu gen HCV liét ké &
bang 3.20, chung t61 ghi nhidn dugc su khac biét gitra cdc nhom cd y nghia
thdng ké vai p < 0,0001 (Fisher’s exact test). Kiéu gen 6 co ty 18 dot bién ving
core cao nhat 72,4% (55/76), ké dén 1a nhom 1b chiém ty 18 17,1% (13/76) va
Kiéu gen la chiém 9,2% (7/76). Trong khi kiéu gen 2a c6 dot bién ving core
chiém ty 1¢ thap nhét, 1,3% (1/76). Dot bién ving core dang R70H L91C
chiém ty 1& cao nhét 40,8% (31 truong hop), ké dén 1a dot bién dang R70Q
LI91C va LI91C c¢o6 ty I¢ 27,6% (21 truong hop) va 14,5% (11 truong hop).
Tiép theo 13 hai dang d6t bién L9IM va R70Q L9IM cé ty 1é bang nhau,
6,6% (5 trudng hop). Dang dot bién R70Q chiém ty 1¢ thap nhat, 3,9% (3
truong hop).

Nam 2012, Rossana C Jaspe va cong su tién hanh xac dinh dot bién
ving core HCV ¢ bénh nhan Venezuela, c6 266 ngudi tham gia véi cac kiéu
gen HCV gbm la, 1b, 2a, 2b, 2c, 2j va 3a. Két qua ghi nhan co hai dang dot
bién R70Q va L/C91M va cha yéu xuit hién ¢ kiéu gen 1b (1an lugt 1a 30/38-
79% va 26/38-68%) [80]. Két qua nay khac v6i két qua nghién ctru cta ching
t61, ty 16 dot bién R70Q (gém ba dang: R70Q, R70Q L91C, R70Q LIIM) va
L91M (gdm hai dang: L91M, R70Q L91M) lan Iuot 14 38,1% va 13,2%. Nhu
vy, nghién cru cua ching toi co ty 1& dot bién R70Q va L9IM thip hon
nhiéu. Khac biét nay co thé do két qua cua chung t6i c6 thém dang dot bién
R70H (31 trudng hop, 40,8%) va dang d6t bién LI1C (11 trudng hop, 14,5%).

Khao sat bang 3.21 vé tan suit dot bién ving core HCV theo kiéu gen
HCV trong nhom bénh nhan c6 HCV-RNA (+) cho thiy ty 1& dot bién ving
core cao & kiéu gen 1 (90,9%) va 6 (94,8%), trong khi kiéu gen 2a lai co ty 18
dot bién rat thap (1,9%) véi 1 truong hop thude dang dot bién 1a L91C (khong

anh hudng dén dap ung diéu tri va bién ching ung thu biéu moé té bao gan).


https://www.ncbi.nlm.nih.gov/pubmed/?term=Jaspe%20RC%5BAuthor%5D&cauthor=true&cauthor_uid=22995142

102

Phan tich cho thdy khac biét giita cic nhém co ¥ nghia thong ké voi p =
0,0001 < 0,05.

Theo nghién ctru cia Yasumi Furui va cong sy ndm 2011 & nhiing
ngudi hién mau tinh nguyén, dot bién ving core HCV xdy ra ¢ nhom bénh
nhan nhiém HCV kiéu gen 1b, khdng xuat hién ¢ kiéu gen khac [39]. Trong
nghién ctru cua chiing t6i, hai nhom bénh nhan bi dot bién ving core nhiéu
nhat 1an luot 13 nhom bénh nhan nhiém HCV kiéu gen 6 (72,4%) va kiéu gen
1b (17,1%). Trong d6, dot bién & kiéu gen 6 xuét hién tai ving 70Q (21
truong hop, 27,6%) va ving 70H (31 trudng hop, 40,8%). Dot bién & kiéu gen
1b xuét hién da dang hon, gdbm dot bién 91M co ty 18 6,6% (5 trudng hop),
70Q co ty 16 3,9% (3 truong hop) va quan trong nhat 13 cing xut hién dong
thoi dot bién hai vi tri 70Q 91M c6 ty 1& 6,6% (5 truong hop).

Tuong tu Yasumi Furui, két qua nghién ctru cua Rossana C Jaspe va
cong su vé “Tan suat dot bién ving core HCV va ving NS5B ¢ nhiing chiing
virat phan 13p duogc tir bénh nhan Venezuela, so sanh vo1 nhitng chung virat
phan 1ap duoc trén thé gidi” cho thdy hai dang dot bién ving core R70Q va
L9IM chi xuat hién & nhom bénh nhan nhiém HCV kiéu gen 1b (p < 0,001)
[80].

Nhu vay, do dic diém phan bd kiéu gen HCV theo dia phuwong nén
trong hai nghién ctru nay cac tac gia khong tim thay bénh nhan nhiém HCV
kiéu gen 6 trong khi nghién ciru ctia chung toi co ty 1¢ dot bién ving core
R70Q 1én dén 27,6% ¢ bénh nhan nhiém HCV kiéu gen 6. Pay la dic thu cua
su phan b kiéu gen HCV ¢ ving Pong Nam A, nhitng khu vyuc khac it khi
phan lap duoc kiéu gen 6 [92].

Trong nghién ctru cua ching toi chua thay xuat hién nhiig dang dot
bién quan trong (R70Q, R70H, L91M) & nhém bénh nhan nhiém HCV kiéu
gen la, 2a ma chi c6 dang dot bién LI1C. Nguoc lai, nhom bénh nhan nhiém

kiéu gen 1b va 6 c6 ty 1 d6t bién ving core HCV rat cao. Pbi v6i HCV-1b la


https://www.researchgate.net/profile/Rossana_Jaspe
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13/15-86,7% va dbi vai HCV-6 1a 52/58-89,7% (da loai bot 3 truong hop dot
bién dang L91C). Mic di HCV kiéu gen 6 1a nhém c6 ty 18 dot bién ving core
nhiéu nhat nhung HCV kiéu gen 1b ¢6 vai trd quan trong hon trong viéc tién
luong dap Gmg diéu tri vi tuy ty 1& dot bién thdp hon nhung lai xuét hién nhiing
vi tri d6t bién da dang, phirc tap.

Riéng nhom bénh nhan c6 IL28B CC, khi khao sat vé tan suit dot bién
trong ba nhom kiéu gen & bang 3.22 ciing cho két qua tuong tu, ty 1& dot bién
cao & kiéu gen 1 (86,7%) va 6 (95,7%) nhung nhém kiéu gen 2a lai ¢ ty 18
dot bién thap (2,3%), thudc dang L91C. Khéc biét giita cac nhom c6 y nghia
thdng ké voi p = 0,0001 < 0,05.

Khao sat tan sudt dot bién ving core HCV theo ba kiéu gen 1, 2a va 6 &
céc bénh nhan c6 kiéu gen IL28B CT, TT (bang 3.22). Ty 1é nhém bénh nhan
mang virat khong c6 dot bién ving core HCV khé thap so v6i nhém con lai
(11/29-37,9% so v&i 18/29-62,1%). Khac biét giita cac nhom c6 ¥ nghia théng
ké v&i p = 0,0001 < 0,05. Ty 1& dot bién cao ¢ hai kiéu gen 1 (100%) va 6
(91,7%) nhung lai khéng c6 dot bién & kiéu gen 2a (0%). Do s6 luong bénh
nhan mang kiéu gen IL18B CT, TT khong nhiéu (29 truong hop) nén két qua
nay chi nén ghi nhan, cin dugc khang dinh bang mot nghién ciru khac c6 ¢
mau 1ém hon.

Nam 2015, Norio Akuta va cong sy cong bd dé tai “Tac dong cua dot
bién aa70 ving core HCV kiéu gen 1b 1én ung thu biéu mo té bao gan sau khi
da loai bo HCV-RNA” [24]. Tac gia theo ddi 2.121 bénh nhan nhiém HCV-
1b, 2a, 2b d3 dat dap Gng virat bén viing (tir 1987 dén 2013). C6 43 bénh nhan
(2%) bi ung thu biéu mo té bao gan (hepacellular carcinoma, HCC). 649 bénh
nhan nhiém HCV-1b d3 duogc dinh luong mirc dot bién ving core aa70 trudc
khi bat dau diéu tri. Két qua phén tich thong ké cho thay ty 16 HCC khac biét
c6 ¥ nghia & ba kiéu gen HCV (p < 0,001). Pic biét, ty 16 HCC & bénh nhan

nhiém HCV kiéu gen 1b — c6 mirc d6 dot bién aa70 > 20% nhiéu hon so véi
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nhom bénh nhan nhiém HCV kiéu gen 1b — c6 muc d6 dot bién aa70 < 20% (p
= 0,005); déng thoi ciing nhiéu hon nhém bénh nhan nhiém HCV kiéu gen 2a,
2b (p < 0,001)

Ty 1é tich liy HCC (%) 07

HCV-1b of aa70 mutant >20% (n=206)

01 Log rank test; P<0.001
HCV-1b of aa70 mutant <20% (n=443)

—————t

HCV-2a/2b (n=1197)

5 10 15 20

" Thoi gian (Nam)
Biéu d6 3.6. Ty 18 tich liy HCC ¢ bénh nhan nhiém HCV-1b-2a-2b

Nhu vay, miac do dot bién vung core aa70 > 20% la chi dau ung thu
biéu mo té bao gan. Do do, can xac dinh méc d6 dot bién vung core aa70 &
bénh nhan nhiém HCV-1b truée khi tién hanh diéu tri loai bd HCV-RNA
[21].

Két qua nghién ctru cta chiing t6i cho thdy bénh nhan nhiém HCV kiéu
gen 2a chiém ty 18 khéa cao (40,3%), dung hang tht hai. C6 kha ning nhimng
bénh nhan nay ciing it bi bién ching ung thu biéu mo té bao gan sau khi dat
SVR. Tuy nhién, can c6 nghién ctru kiém chtng, theo ddi bién chimg ung thur
biéu md té bao gan & bénh nhan viém gan virat C man tinh ngudi Viét Nam

sau khi di dao thai HCV bang thudc khang virut.
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4.4. MOI LIEN QUAN GIUA CAC KIEU GEN SNP rs12979860 CUA
IL28B VOI CAC KIEU GEN HCV VA POT BIEN VUNG CORE HCV
4.4.1 Ty 1& SNP rs12979860 ciia IL28B theo kiéu gen HCV

Sau khi phan tich ty 16 SNP 1s12979860 cuia IL28B theo kiéu gen HCV
trong nhom bénh nhan c6 HCV-RNA (+) (n=134) ¢ bang 3.23, chung t6i nhan
thay khac biét giita cac nhom khong c6 ¥ nghia thong ké, p = 0,43 > 0,05. Két
qua nay twong tu voi két qua nghién ctru cia Maryam va cdng su nim 2016
[66], két qua nghién clru cua Fateme Zare va cong sy nam 2016 [35], khong
tim thdy mdi lién quan gitta SNP rs12979860 IL28B véi kiéu gen HCV.
Nguoc lai, két qua nghién ctru ctia chung t6i khac voi két qua ciia Christoph
Sarrazin. V&i 267 trudng hop nhiém viém gan C man tinh kiéu gen 2 va 3 va
378 truong hop nhiém viém gan C man tinh do kiéu gen 1, duoc so sanh voi
nhom chimg 200 ngudi khoe manh, tan suat kiéu gen IL28B CC lai thap hon
trong nhém bénh nhan nhiém HCV kiéu gen 1 so v6i nhom bénh nhan nhiém
HCV kiéu gen 2 va 3. Theo két luan ciia Christoph Sarrazin, trong nhém bénh
nhan nhiém HCV kiéu gen 2 va 3, kiéu gen IL28B CC c6 lién quan véi dap
{rmg virat bén virng (p = 0,01) [82].

C6 thé do khong c6 su chon loc trong qua trinh nhiém HCV theo kiéu
gen HCV va kiéu gen IL28B cuia bénh nhan nén hai chi ddu sinh hoc nay doc
1ap véi nhau. Nhin chung, nhém bénh nhan nhiém HCV kiéu gen 6 chiém ty 1€
cao trong nghién ctru cua ching t61. Tuy nhién, khong c6 su khac bi¢t gitra hai
nhom c6 kiéu gen IL28B CC va nhom c6 kiéu gen IL28B CT, TT. Nghién ciru
cua chung t6i chi dua ra nhan xét khach quan, chua thé xac dinh dugc tinh
thanh thai virat & bénh nhan c6 kiéu gen IL28B CC. Dé dua ra két luan chinh
xéac hon, can c6 nhitng nghién ctru khac véi thiét ké nghién ciru t6t hon, ¢
mau 16n hon va véi thoi gian dai hon, khao sat trén nhiéu yéu td gitp loai trir

dugc nhitng kha ning gay nhiéu.
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4.4.2. Tai lwong HCV-RNA theo ki¢u gen IL28B, ciia tirng loai Kiéu gen
HCV.

Khi khao sat tai lugng HCV-RNA cua hai nhom bénh nhan IL28B CC
va IL28B CT, TT duoc phan theo timg kiéu gen 1, 2a va 6 & bang 3.26 cho
thay khac biét giita cac nhom khong cé ¥ nghia thong ké véi p > 0,05. Trong
do6, xét riéng timg kiéu gen thi kiéu gen 1, 2a c6 trung vi tai luong virat khong
khac nhau 1am giira hai nhém bénh nhan IL28B CC va IL28B CT, TT (3,9 X
10° 1U/ml; 2,6 x 10° IU/ml & kiéu gen 1 va 1,37 x 10° 1U/ml; 1,2 x 10° 1U/m
& kiéu gen 2a). Trong khi d6 nhitng bénh nhan nhiém HCV kiéu gen 6 co6
trung vi tai lwong virat & nhoém IL28B CC thap hon so v6i nhém IL28B CT,
TT (6,6 x 10° IU/ml va 9,9 x 10° 1U/ml).

Khi khdo sat riéng nhom bénh nhan IL28B CC, so sanh tai lugng virut
gilta cc nhom kiéu gen 1, 2a va 6 & bang 3.27 cho thdy trung vi tai lugng
virat cua kiéu gen 2a thap hon nhiéu so véi hai kiéu gen 1 va 6 (1,4 x 10°
lU/ml so véi 3,9 x 10° IU/ml va 6,6 x 10° TU/ml). Két qua phan tich cho thiy
su khac biét gitra nhém kiéu gen 1 va hai nhom kiéu gen con lai khong o
nghia thong ké (p > 0,05) trong khi su khac biét giita nhom kiéu gen 2a va
nhom kiéu gen 6 co ¥ nghia thong ké, p = 0,01 < 0,05. Nhu vay, bénh nhan
nhiém HCV kiéu gen 6 c6 tai luong virat nhiéu hon bénh nhan nhiém HCV
kiéu gen 2a. Két qua nay gan gidng nhu két qua cua Xia Rong va cong su
trong mot dé tai nghién ctru duge cong bd vao nim 2012, “Tuong quan giira
tai lwong virGt va kiéu gen HCV: ngudi hién méau nhiém HCV kiéu gen 6a c6
tai luong virat cao hon cac kiéu gen khac”. Tac gia khao sat 299 nguoi hién
mau tinh nguyén bi nhiém HCV (& Vién huyét hoc Quang Chau), xac dinh
dugce bon kiéu gen 1, 2, 3 va 6 véi ty 18 lan luot 13 48,9%, 8,7%, 12,3% va
30,1%. Tai luong virat & nhém bénh nhan nhiém kiéu gen 1 va 6 (6,07 va 6,15
log;o 1U/ml) cao hon tai lwong virat cia nhom bénh nhan nhiém kiéu gen 2 va

3 (5,66 va 5,49 log;o IU/ml), p < 0,001 [79]. Do dac thu ctia Viét Nam nén
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trong nghién ctru nay ching toi khong phan 1ap duoc kiéu gen 3. Két qua cho
thdy trung vi tai lwong virat ciia nhom bénh nhan nhiém kiéu gen 6 cao hon
trung vi tai lvong cta hai kiéu gen 1 va 2a (6,6 x 10° IU/ml so v&i 3,9 x 10°
IU/ml va 1,4 x 10° TU/ml). Tuy nhién c6 thé do ¢& miu nghién cua ching toi
khong dua 16n (chi ¢6 15 bénh nhan nhiém HCV kiéu gen 1) nén khéc biét gitta
tai lugng virat ciia nhom bénh nhan nhiém HCV kiéu gen 1 véi tai lugng virat
ctia hai nhém bénh nhan con lai khong c6 y nghia thong ké.

4.4.3. Méi lién quan giira IL28B véi kiéu gen ciia HCV theo tudi, giéi.

Khao sat ty 18 IL28B theo gi6i va tudi cia ting kiéu gen (1, 2a va 6) &
bang 3.28.

Nhin chung, ty 1& kiéu gen IL28B CC ctia nhitng bénh nhan nhiém HCV
kiéu gen 1 va 6 gan giéng nhau ¢ hai phai nam va nir (ty 1& twong tng 1a
66,7%-70%/kiéu gen 1 va 79,3%-79,3%/kiéu gen 6). Riéng nhitng bénh nhan
nhiém HCV kiéu gen 2a thi phai nam c6 ty 1¢ mang kiéu gen IL28B CC nhiéu
hon phai nir (93,3% so vé1 76,9%).

Néu xét theo tuoi thi ty 1¢ kiéu gen IL28B CC cuia hai nhom tudi (< 60
va > 60) & nhom bénh nhan nhiém HCV kiéu gen 1 gan twong tu nhau (69,2%
va 66,7%). Tuy nhién, kiéu gen IL28B CC chiém wu thé ¢ nhitng bénh nhan >
60 tudi nhiém HCV kiéu gen 2a va 6 (87,5%/kiéu gen 2a va 90%/kiéu gen 6).
Phan tich thong ké cho thay khac biét gitta cic nhom khong co ¥ nghia thong
ké vaGi p > 0,05.

4.4.4. Méi lién quan giira cac kiéu gen SNP rs12979860 ciia IL28B véi dot
bién ving core HCV

Khao sat mdi lién quan giita IL28B vai dot bién ving core HCV trong
nhém bénh nhan c6 HCV-RNA duong tinh (n=134) ¢ bang 3.29, chdng toi
nhan thiy khac biét giita cdc nhom khong c6 ¥ nghia thdng ké véi p = 0,65 >

0,05. Két qua nay twong tur v6i két qua cua Alestig va cong sy ndm 2011 trén
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50 bénh nhan da tring nhiém HCV kiéu gen 1b. Erik Alestig k&t luan IL28B
va dot bién vung core HCV doc 1ap voi nhau [34]. Tuy nhién, két qua nghién
ctru ctia chiing t6i khac vdi két qua ciia hai nghién ctru sau:

- Nam 2010, Mariko Kobayashi va cong su nghién ctru dé tai “Méi lién
quan gitra SNP IL28B va dot bién axit amin ¢ ving core HCV ctia bénh nhan
ngudi Nhat viém gan C man tinh”. Tac gia két luan tan suit dot bién dang
R70Q chiém wu thé & nhém bénh nhéan nit mang kiéu gen CT, TT:

. Ty 18 dot bién R70Q & bénh nhan nir mang kiéu gen CT, TT: 19/32 (59,3%)

. Ty 1& dot bién R70Q & bénh nhan nam mang kiéu gen CT, TT: 26/50
(52,0%).

. Ty 1é @6t bién R70Q & bénh nhan nir mang kiéu gen CC: 26/81 (32,1%)

. Ty 1¢ dot bién R70Q ¢ bénh nhian nam mang kiéu gen CC: 27/125 (21,6%)
[65].

- Nam 2016, Danesh Kadjbaf va cong su khao sat dé tai “Tan suat dot
bién axit amin 70 ving core HCV va kiéu gen cta da hinh gin gen IFNL3 &
bénh nhan viém gan virat C man tinh”. C6 429 bénh nhan tham gia nghién
ctru trong s6 d6 426 bénh nhan duogc dinh kiéu gen rs12979860. Két qua ¢ 75
bénh nhan mang kiéu gen TT. Tac gia két ludn dot bién axit amin 70 ving
core HCV pho bién hon & nhdm bénh nhan mang kiéu gen rs12979860 TT so
v6i nhoém bénh nhan khéng mang kiéu gen nay (17,3% so v6i 8,5%, p =
0,022) [27].

Nhu vay, theo két qua cua hai nghién ctru trén, dot bién axit amin 70 &
ving core HCV thuong xuat hién & bénh nhan viém gan virat C man tinh c6
kiéu gen IL28B CT, TT.

Do mau nghién ciru ciia chiing t6i khong du 16m, chi thu dung duoc 29
truong hop bénh nhan co kiéu gen CT, TT nén khong thé kiém chimg két qua
ctia hai nghién ctru trén. Can c6 nhimg nghién ctru khac v6i s6 mau 16n hon,

c¢6 nhiéu bénh nhan viém gan C man tinh mang kiéu gen CT, TT hon.


https://www.ncbi.nlm.nih.gov/pubmed/?term=Kadjbaf%20D%5BAuthor%5D&cauthor=true&cauthor_uid=27630727
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Ty 16 HCV dot bién ving core theo tudi trong nhom ngudi c6 1L28B
CC (n=105) & bang 3.30 cho thay hai nhém bénh nhan < 60 tudi (50,5%) va >
60 tudi (49,5%) co s6 luong gan bang nhau (53 va 52 truong hop). Tuy nhién,
s6 lugng bénh nhan mang virus dot bién ving core HCV chiém wu thé so véi
s6 lwong bénh nhan khong mang virus dot bién viing core (58 so voi 47 trudng
hop). Pac biét, nhitng bénh nhan < 60 tudi co ty 1¢ mang virus dot bién nhiéu
hon gap ddi so v6i nhom bénh nhan c6 ving core HCV binh thudng (67,9%
so voi 32,1%).

Xét vé ty 1¢ virat dot bién nhan théy trong nhom bénh nhan c6 virat dot
bién thi ty 1¢ bénh nhan < 60 tudi (36/58 — 62,1%) cao hon nhiéu so v6i nhom
bénh nhan > 60 tudi (22/58 — 37,9%), trong khi nhom bénh nhan khong co
virat dot bién thi ty 1& bénh nhan < 60 tudi (17/47 — 36,2%) thap hon nhiéu so
v6i nhom bénh nhan > 60 tudi (30/47 — 63,8%). Phan tich két qua cho thay su
khac biét giira cac nhom cé y nghia thong ké véi p = 0,04 < 0,05, OR = 2,888
(KTC 95%: 1,301-6,408), dot bién ving core pho bién ¢ bénh nhan < 60 tudi.
Ty 1&¢ HCV dot bién ving core theo tudi, trong nhém bénh nhan ¢6 IL28B CT,
TT (n=29) & bang 3.30 cho thay nhém bénh nhan < 60 tudi c6 sd lugng nhiéu
gip d6i nhom bénh nhan > 60 tudi (20 so v6i 9). Xét vé ty 1¢ virat dot bién thi
trong nhém bénh nhan c6 virat dot bién, ty 16 bénh nhan < 60 tudi (13/18 —
72,2%) cao hon nhiéu so v4i nhém bénh nhan > 60 tudi (5/18 — 27,8%).
Tuong tu, nhém bénh nhan khong co virut dot bién thi ty 1€ bénh nhan < 60
tudi (7/11 — 63,6%) cao hon nhiéu so v6i nhom bénh nhan > 60 tudi (4/11 —
36,4%). Phan tich két qua cho thiy khong c6 sy khac biét giira cac nhom véi p
= 0,69 > 0,05. Tuy nhién, két qua nay chi nén ghi nhan do s6 lugng mau gisi
han & mirc 29 bénh nhan. Can c¢6 mot nghién ctiru khac c6 ¢& mau 16n hon dé
xac dinh 18 lidu c6 sy khac biét vé ty 1& dot bién viung core HCV theo tudi

trong nhém bénh nhan mang kiéu gen IL28B CT, TT.
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Ty 16 HCV dot bién ving core theo gidi, trong nhém bénh nhan c6
IL28B CC (n=105), & bang 3.30, ghi nhan sb luong bénh nhéan nit (60 trudng
hop) nhiéu hon sd lwong bénh nhan nam (45 trudng hop). Xét nhom bénh
nhan nit, c6 ty 1€ bénh nhan khong cé virat dot bién (51,7%) va cé virat dot
bién (48,3%) gin twong duong nhau trong khi nhom bénh nhan nam cé ty 1é
bénh nhan mang virat dot bién (64,4%) cao hon nhom b¢nh nhan khong dot
bién (35,6%). Xét nhom bénh nhan ¢ virat dot bién cho thay ty 1¢ nam va ni
bang nhau (29/58 — 50%). Trong khi & nhém bénh nhan khéng cé virat dot
bién thi ty 1& bénh nhan nit (31/47 — 66%) nhiéu hon gan gip d6i ty 1& bénh
nhan nam (16/47 — 34%). Phan tich két qua cho thiy khong c6 sy khac biét
gitra cdc nhom véi p = 0,14 > 0,05.

Ty 18 dot bién ving core HCV theo gidi, trong nhém bénh nhéan cé
IL28B CT, TT (n=29) & bang 3.30 cho thiy s6 luong bénh nhan nit (18 truong
hop) nhiéu hon sé lwong bénh nhan nam (11 trudng hop). Xét riéng nhom
bénh nhan ni¥ ¢6 ty 1€ bénh nhan mang virat dot bién va khong dot bién béng
nhau (9/18 — 50%). Nguoc lai, nhdém bénh nhan nam co ty 1€ bénh nhan mang
virat dot bién (81,8%) cao hon nhiéu so v4i nhom bénh nhan khong mang
virat dot bién (18,2%). Xét nhom bénh nhan mang virat dot bién thi ty 1¢ bénh
nhan nam va nit bang nhau (9/18 — 50%). Nhém bénh nhan khong mang virat
dot bién c6 ty 18 bénh nhan nit (9/11 — 81,8%) cao hon rat nhiéu so véi bénh
nhan nam (2/11 — 18,2%). Phan tich két qua cho thiy khong c6 su khac biét
gitta cac nhém véi p = 0,12 > 0,05.

Tai lugng HCV-RNA cua hai nhém bénh nhén viém gan C man tinh c6
dot bién va khong dot bién ving core HCV, déu mang IL28B CC, dudc khao
sat & bang 3.31, trung vi tai luong cia nhom c6 dot bién ving core HCV 16n

hon trung vi tai luong ciia nhom khoéng c6 dot bién ving core HCV (5,8 x 10°
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[U/ml so véi 1,7 x 10° TU/ml). Khac biét giita cac nhém khong c6 ¥ nghia
thong ké voi p = 0,053 > 0,05.

Tai lvong HCV-RNA cua hai nhom bénh nhan viém gan virat C man
tinh c6 dot bién va khong dot bién ving core HCV, mang kiéu gen IL28B CT,
TT ciing duoc phan tich ¢ bang 3.31, cho thiy trung vi tai lwong cua hai nhém
gin bang nhau (8,1 x 10° TU/ml so véi 7,8 x 10° IU/ml). Khac biét giira cac
nhom khong c¢6 ¥ nghia thong ké véi p = 0,8 > 0,05.

Tai lwuong HCV-RNA theo kiéu gen IL28B, c6 dot bién ving core
HCV, thudc kiéu gen 1 (n=20) va kiéu gen 6 (n=55) ¢ bang 3.32.

Pbi v6i nhom bénh nhan nhiém HCV kiéu gen 1, trung vi tai lugng
HCV-RNA gan bang nhau ¢ hai nhém bénh nhan mang 1L28B CC va IL28B
CT, TT (3,0 x 10° IU/ml so véi 2,6 x 10° TU/ml). Tuy nhién, tai lwong HCV-
RNA cia nhimg bénh nhan nhiém HCV kiéu gen 6 c6 chénh léch giira hai
nhém. Nhém bénh nhan IL28B CT, TT c¢6 trung vi tai lwong (16,7 x 10°
[U/ml) 16n hon nhiéu so v&i nhém bénh nhin mang kiéu gen IL28B CC (6,9 X
10° TU/ml). Khi phan tich két qua thi khac biét giita cic nhoém dugc xét riéng
theo kiéu gen 1 va 6 déu ghi nhan khong c6 sy khac biét c6 y nghia thdng ké
v6i p-value 1an lugt 13 0,72 va 0,17 (> 0,05). Nhu vdy, ching toi:

* Khong tim thdy mdi lién quan gitra cac kiéu gen SNP rs12979860 cua
IL28B véi kiéu gen caa HCV va dot bién viing core HCV

* Tuy nhién, dbi voi bénh nhan mang kiéu gen IL28B CC:

- HCV kiéu gen 2a chiém wu thé & nhom bénh nhén trén 60 tudi.

- Trong nhém bénh nhan nir: HCV kiéu gen 6 chiém uu thé ¢ nhom bénh
nhan < 60 tudi; HCV kiéu gen 2a chiém wu thé & nhém bénh nhan > 60 tudi.

- Tai lugng HCV-RNA & kiéu gen 6 nhiéu hon tai luong HCV-RNA ¢ kiéu
gen 2a.

- Dot bién viing core pho bién ¢ bénh nhan < 60 tu6i.
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KET LUAN
Qua nghién ctru 164 bénh nhan nhiém HCV, trong d6 c6 30 bénh nhan
khong phat hién dugc HCV-RNA va 134 bénh nhan dugc dinh luong HCV-
RNA bang k¥ thuat real-time PCR.
1. Xac dinh duoc ba kiéu gen HCV luu hanh 13 6, 2 va 1 véi ty 1é lan luot 13
43,3%, 40,3% va 16,4%.

Phat hién duoc cac dang dot bién vung core HCV voi ty 1¢ nhu sau: R70H
L91C (40,8%), R70Q L91C (27,6%), L91C (14,5%), L9IM (6,6%), R70Q
L91M (6,6%) va R70Q (3,9%).

Xéc dinh duoc ty 1& kiéu gen SNP rs12979860 cuia IL28B lan luot la: CC
(81,1%), CT (17,7%) va TT (1,2%). Khong tim thay su khac biét vé tin suét
kiéu gen IL28B CC & hai nhom bénh nhan c6 HCV-RNA (-) vd HCV-RNA
(+).

2. Ty 18 d6t bién vung core rat cao vai HCV kiéu gen 1 va 6 (90,9% va 94,8%)
nhung rét thap véi HCV kiéu gen 2a (1,9%) (p = 0,0001).
3. Khong tim thdy mdi lién quan gitra cac kiéu gen SNP rs12979860 cua
IL28B véi céc kiéu gen HCV va dot bién ving core HCV.
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KIEN NGHI

Két qua nghién ciru cua ching tdi cho thay dot bién viing core HCV phé
bién & nhdm bénh nhan nhidm HCV kiéu gen 6 va 1b. Do d6, can c6 nhiing
nghién ctru danh gia vai tro ctia dot bién ving core HCV trong viéc theo dbi
bién ching ung thu biéu md té bao gan & nhitng bénh nhan nay, sau khi da dat

dap &ng virat bén ving.



