DACDIEM LAM SANG, CAN LAM SANG G BENH NHAN
VIEM GAN VI RUT B MAN TIEN TRIEN UNG THU GAN NGUYEN PHAT
TAI BENH VIEN BENH NHIET DI TRUNG UONG

Pinh Ngoc Hung!, Nguyén Nguyén Huyén? Pham Ngoc Thach'2.

Muc tiéu: md ta dic diém 1am sang, can lam sang cta ung thu gan nguyén phat (HCC) ¢ bénh
nhan viém gan vi rat B man nhan duoc diéu tri thuc khang vi rat. Poi tugng va phwong phap:

nghién ctru md ta hoi ciru 39 bénh nhan xuét hién HCC trong qué trinh diéu tri thuc khang vi
rit tai Khoa Kham bénh Bénh vién Bénh Nhiét doi Trung wong tir 01/2013 - 12/2019. Két qua:
74,4% bénh nhan nam. P tudi trung binh 1a 58,0 + 10,0. Chii yéu cac bénh nhéan séng & ving
nong thon (66,7%). Bénh 1y nén thuong gip 1a dai thao duong (10,3%). 59% bénh nhén co sir
dung nhiéu ruou. Hau hét cac bénh nhan duoc diéu tri béng thuéc TDF (71,8%). Phan 16n cac
bénh nhéan khi bat dau diéu tri thudc khang vi rit khi da c6 dau higu xo gan (82,0%), trong d6
¢6 33,3% c6 ddu hiéu xo gan mat bu. Triéu ching 1am sang thuong gap nhat 1 mét moi va chan
an (82,1%). Cac bénh nhan ¢ xét nghiém tiéu cau thap hon so vai gia tri binh thuong (131,1 £
85,5). Chi sb xo hoa gan trén Fibroscan cao (26,7 +22.9). Gia tri thang diém dy doan HCC: CU
- HCC & mtc nguy co cao (16,8 £ 15,1). Két ludn: cac bénh nhan xuat hién HCC trong qua
trinh diéu tri thudc khang vi rat ¢ dic diém: tudi cao, gidi nam, sbng & ndéng thon, c6 théi quen
su dung ruou, diéu trj thudce khang vi rat mudn khi da c6 xo gan va xo gan mét bu. Can 1am sang

lién quan chu yéu den biu hi¢n cua xo gan.

Twr khoa: Viém gan vi rat B man tinh, ung thu gan nguyén phat.

DAT VAN BE

Viém gan vi rit B I3 bénh truyén nhiém quan trong,
ph& bién toan cau, do vi rit viém gan B (HBV) gy ra.
Bénh ¢6 nguy co tr vong cao do bién chitng xa gan va
ung thu gan néu khdng dugc chan doan va diéu trilt),

Ngugi ta udc tinh rang han 50% bénh nhan HCC trén thé

gidi la cd lién quan dén HBV va tdi 89% HCC lién quan
dén HBV la tir cac nudc dang phat triéni2l, Hién nay, phan
I6n cac bénh nhan dugc diéu tri bang mot thudc khang vi
rut dudng udng va lua chon dau tay la cac thudc
nucleot(s)ide analogues (NAs). Cac yéu to lién quan dén
t&ng nguy cd méc HCC & nhitng ngudi bi nhiém HBV man
tinh bao gébm ddc diém nhan khiu hoc, yéu t6 nquy cg,
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yéu to lién quan dén vi rdt, giai doan bénh lam sang va
anh hudng cla 16i sdng hodc mai trudng. Tuy nhién, da co
nhiéu nghién clfu béo céo réng HCC van cd thé phét trién
& nhitng bénh nhan CHB dugc diéu tri bang NAsB34, HCC la
dién bién nghiém trong va I3 thach thic trong quan ly bénh
nhan CHB. Vi vay, ching toi tién hanh nghién cltu nay
nham muc tiéu: md ta ddc diém 1am sang, can 1am sang
clia ung thu gan nguyén phat (HCC) & bénh nhan viém gan
vi rit B man nhan dugc diéu tri thudc khang vi rut.

POI TUQNG VA PHUONG PHAP

Pai tugng: 39 bénh nhan dugc chan doan HCC mdi xuét
hién trong qua trinh diéu tri thudc khang (Hepatitis B
virus) HBV tai Khoa Kham bénh, Bénh vién Bénh Nhiét ddi
Trung uang (NHTD) tir 01/2013 - 12/2019.
Phuang phap
Thiét k€ nghién ctu: nghién cru moé ta hoi cau.
Tiéu chuén chon bénh nhén:

39 bénh nhan dugc chdn doan ung thu' gan nguyén



phat xudt hién trong qua trinh diéu tri thudc khang HBV.

Céc bénh nhan dugc chan doan HCC theo tiéu chuin
B Y T€ Viét Nam ndm 201251 va viém gan vi rdt B man
theo tiéu chudn chan doan cla Bd Y t&€ Viét Nam ndm
2014l

Tudi > 18, diéu tri va theo ddi tai NHTD.

Khong phai I3 phu nir mang thai, khéng dong nhiém
HCV, HDV, HIV.

Céc chi s6 nghién cuu:

Déc diém chung: tudi, gidi, nghé nghiép, dan toc,
trinh do hoc van, dia du, tién st bénh.

Déc diém [dm sang: mét moi, chan &n, vang da, phu
chén, cd chudng, xudt hién bénh...

D3c diém can I&m sang: cdng thic mau, sinh hoa
mau, HBV DNA, Fibroscan, siéu am, CT, MRI,...

Tim hiéu mét s6 yéu t6 nguy ca: vé dic diém chung,
Idm sang, can 1dm sang, danh gia qua cac thang diém du
doan HCC: CU - HCC, GAG - HCC, REACH - B, PAGE - B.
Thu thdp s6 liéu: bing mau bénh an.

Xur'ly s6 liéu: theo phuong phap théng ké y hoc thudng
quy va phan mém SPSS 20.0.
KET QUA

Trong thai gian nghién cltu, 39 bénh nhan dugc thu
thap thong tin qua hd sc bénh an quan ly tai Khoa Kham
bénh NHTD. Trong dd, c6 74,4% bénh nhan nam, 25,6%
bénh nhan nir. D3 tudi trung binh 13 58,0 + 10,0. Nhém
tudi chiém ty Ié cao nhat 1a > 50 - 60 (41%).

Bang 1. Pac diém chung ctia déi tugng
nghién ciru

Pic diém | N=39 | %

Nghé nghiép

Nong dan 16 41

Cong nhan 2 51

Nhan vién vdn phong 0 0

Khac 21 53,9
Pia du

Thanh thi 13 33,3

Nong thon 26 66,7
Bénh ly nén

Tang huyét ap 2 51

Dai thao duGng 4 10,3

Bénh ly khac 4 10,3

Khong c6 bénh ly nén 29 74,4

Pic diém N=39 %
Yéu td nguy co
Uéng rugu nhiéu 23 59
HUt thudc 1a 14 35,9
Khong co 02 51
Tién st gia dinh
C6 ngudi than bi viém gan B 16 41
C6 ngudi than bi xd gan, HCC 12 30,7
Khdng co tién sir bénh ly gan 11 28,2
Loai thudc diéu tri
TDF 28 71,8
Khac 11 28,2
Tong s6 39 100

Nhén xét: 39 bénh nhan trong nhdm bénh chu yéu la
néng dan (41%), chu yéu cac bénh nhan séng & vling
ndng thon (66,7%). Bénh ly nén thudng gap la dai thao
dudng (10,3%). 59% bénh nhan co st dung nhiéu rugu.
Ty & bénh nhan tién st gia dinh cd ngudi bi viém gan vi
rut B man don thuan la 41%. Hau hét cac bénh nhan
dugc diéu tri bing thubc TDF (71,8%).

Bang 2. Dac diém 1dm sang ciia d6i tugng nghién
cru khi bat dau diéu tri

Pic diém | N=39 [ %
Hoan canh
Co triéu ching lam sang 32 82,1
Khdng triéu chiing 1am sang 7 17,9
Giai doan bénh
CHB tién trién 7 17,9
CHB cd xd gan con bu 19 48,7
CHB ¢ xa gan mat bu 13 33,3
Triéu chirng Iam sang
Mé&t moi 32 82,1
Chan an 32 82,1
Dau ha suGn phai 4 10,3
Vang mat vang da 19 48,7
Gan to, lach to 5 12,8
Ban xudt huyét 4 10,3
Phu 2 chan 3 7,6
C6 chudng 13 33,3
Tong s6 39 100

Nhan xét: bénh nhan dén vién diéu tri cht yéu khi da
xuat hién triéu ching 1am sang (82,1%), 17,9% s6 bénh
nhan tinh cgd phat hién. Phan I6n cac bénh nhan khi bét
dau diéu tri thu6c khang vi rdt khi da c6 dau hiéu xa gan
(82,0%) trong dé cd 33,3% c6 dau hiéu xa gan mat bu.
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Triéu chirg lam sang thudng gap nhat & cac bénh nhan
la mét mdi va chan an (82,1%); cac triéu ching it gap
hon la vang mat vang da (48,7%), 6 chudng (33,3%).

Bang 3. Dic diém can 1dm sang cua doi tugng nghién ciru

. e Khi bét dau diéu tri (n = 39) Khi xudt hién HCC (n = 39)
Pac diém - - p
X * SD Min - Max X+ SD Min - Max
Hong cau (T/1) 45+0,8 2,2-63 4,6 £0,7 2,8-5,7 0,64
Huyét sic t5 (g/l) 141,5 £ 18,8 78 - 172 143,8 + 18,5 92-171 0,45
Bach cau (G/l) 6,222 3,57 - 14,5 57+1,9 2,7-10,4 0,17
Tiéu cau (G/I) 131,1 £ 85,5 33-513 133,7 + 88,2 34-431 0,68
INR 12403 1,0 -2,16 12403 09-19 0,13
AST 59,4 + 37,7 22-181 58,6 + 40,6 18,0 - 204,0 0,97
ALT 52,4 % 30,3 20- 150 45,8 + 32,4 11,0 - 200,0 0,13
GGT 93,8 £ 105,9 8- 555 105,4 £ 160,6 10,8 - 814,0 0,55
Bilirubin TP(mmol/l) 32,1 +30,1 6,5- 110 28,7 32,0 58-121,0 0,29
Albumin (g/1) 40,1 £ 6,4 28 - 51 40,1 £ 8,1 20,2 -50,0 0,64
Nhén xét: cac bénh nhan cd xét nghiém tiéu cau thap Dic diém N=39 %
han so vdi gia tri binh thudng (131,1 + 85,5 va 133,7 £ PEACH - B
88,2). Xét nghiém men gan AST, ALT, GGT va bilirubin TP 0-11 24 632
tang. Cac xét nghiém hong cau, huyét séc7t6, bact\ c?u, 12-18 14 36:8
INR, albumin cta bénh nhan tai hai théi diém khi bat dau X £ SD 10,1 £33
diéu tri va khi xuat hién HCC trong gigi han binh thudng PAGE - B
va khdng cd su khac biét co y nghia (p > 0,05). <18 27 71,1
Bang 4. Pac diém do xo hoéa gan trén fibroscan > 18 1 28,9
cua doi tuong nghién ciru khi bt dau diéu tri X £ SD 13,5 £ 5,1

Pic diém | N=39 | %
Fibroscan
FO - F3 15 46,8
F4 17 43,2
X + SD 26,7 £ 22,9

Nhén xét: cac bénh nhan cé chi s6 xa hda gan trén Fi-
broscan cao (26,7 £ 22,9).
Bang 5. Dic diém cac thang diém du doan
su’ xuét hién HCC thgi diém bat dau diéu tri
thuodc khang vi rat

Pic diém | N=39 | %
CU - HCC
<5 10 34,5
5-15 11 37,9
> 15 8 27,6
X £ SD 16,8 £ 15,1
GAG - HCC
< 100 14 43,8
> 100 18 56,2
X+ SD 96,0 + 24,7
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Nhén xét: gié tri thang diém du’ doan HCC: CU - HCC
¢ mirc nguy cg cao cho HCC (16,8 + 15,1).
BAN LUAN

Trong thdi gian nghién cfu tir 01/2013 dén 12/2019,
ching t6i thu thap dugc 39 bénh nhan vao nghién cdu,
tui trung binh 58,0 + 10,0. Chll y&u bénh nhan thudc
nhém > 50 tudi (79,5%). Tuong dong véi tac gia
Paptheodoridist®) nguy cd HCC téng Ién dang k& trong
nhém tudi 50 - 60 va > 60 (HR: 6,5 va 13,17; p < 0,001).
Trong khi cac bénh nhan chl yéu sng & viing ndng thon
(66,7%) va hoc van trung hoc phd théng trd xudng
(97,4%). Nhdm bénh str dung rugu nhiéu han (p < 0,05).
Ty & cac bénh nhan co triéu chirng xa gan mat bl trong
nhdm bénh cao han (p < 0,001). M6t nghién clru veé tinh
trang nhiém HBV & ndng thdn clia Viét Nam, qua khao sat
bang cau hdi va xét nghiém mau, tac gia Hong Thail”) tim
ra mot yéu t6 nguy cd ti€m an Iy truyén HBV I3 trinh do
van hoa thap. Mot tac gia khac la Lida - Ueno va cong suf®!
so sanh nguy cd HCC & bénh nhan HBV ¢d va khong ¢ st



dung rugu két qua la: ubng nhiéu rugu lam tang nhanh
dang ké& su tién trién clia bénh gan dén xd gan va cudi
clng la HCC, véi nguy cd tang tlr 1,3 lan dén 8,4 lan. Theo
Jae - Jun Shim va cong su®: Ty Ié HCC dugc danh gia &
nhitng bénh nhan CHB, LC ma khdng gian tinh mach thuc
quén (giai doan 1), gian tinh mach (giai doan 2) va véi cd
chudng (giai doan 3). M(c ty Ié hang ndm cta HCC &
nhitng bénh nhan véi CHB hodc LC trong giai doan 1, 2,
va 3 13 0,4%, 2,6%, 9,8% va 6,7%, tudng (ng. Trong
tdng quan nghién cirul!, nhan thay khdng cd su’ khac biét
dang ké gilta ETV va TDF lién quan dén ty & méc HCC (p
= 0,08), phan (tng sinh héa (p = 0,39), dap ng vi rut (p
= 0,31), chuyén déi huyét thanh (p = 0,38), hodc khang
thudc (p = 0,95).

43% bénh nhan cd gia tri ti€u cau < 100. Gid tri trung
binh tiu cau la: 131,1 + 85,5. Cac bénh nhén c6 chi s§
XG hda gan trén Fibroscan cao (26,7 + 22,9). Theo tac gia
Papatheodoridis va cong sutil: ty € tich Iy HCC sau 1, 3,
va 5 ndm 3 0,8%, 2,3% va 7,0% dbi véi bénh nhén tiéu
cau = 100 000/mm? va 6,5%, 15,6%, 30,2% doi Vi
nhiing bénh nhan bi tiéu cdu < 100.000/mm3 (p < 0,001).
Dbanh gia vé Albumin cua chlng t6i tuong dong véi cac
nghién ctru tuang tu. Theo tac gia Papatheodoridis va
cong sut3l: chi sd albumin thap cé chi s6 nguy cd HR =
0.39 (0.30 - 0.52), p < 0.001. Ciing trong cling nghién

cltu nay, su thay ddi vé bilirubin tdng so gia tri binh
thuGng. Cac bénh nhan trong nhém bénh c6 chi s6 xa héa
gan trén Fibroscan cao.

Theo mo6t nghién cltu clia Papatheodoridist®!: gia tri
trung binh + SD gia tri clia s8 diém GAG - HCC trong tdng
s6 bénh nhan 13 89,9 + 23,3, gia tri clia s6 diém CU - HCC
ld 11,6 £ 9,6 va gia tri cia sd di€ém REACH - B 14 9,7 +
2,9. Trong phan tich don bién, ca ba diém lién quan dang
k€ v6i kha ndng phat trién HCC trong tdng s& bénh nhan
(GAG - HCC - HR: 1,05, 95% CI: 1,03 - 1,06, p < 0,001;
CU - HCC - HR: 1,08, 95% CI: 1,05 - 1,10, p < 0,001;
REACH - B HR: 1,15, 95% CI: 1,05 - 1,26, p = 0,002). Khi
bénh nhan dugc phan thanh cac phan nhdm véi thap va
cao nguy cd HCC theo GAG-HCC (thap: < 101, cao: P101),
CU - HCC (thdp: < 5, trung gian: 5 - 20, cao > 20) va
diém REACH - B (thap: < 8, cao: > 8), bénh nhan cd nguy
€6 HCC thap thudng dudc tim thay cé mot xac suat thap
hon dang ké nguy cd cho HCC.

KET LUAN

Céc bénh nhan xuat hién HCC trong qua trinh diéu tri
thudc khang vi rit c6 déc diém: tudi cao, gidi nam, song
@ nong thon, trinh d6 van hoa thap, cd thdi quen st dung
rugu, diéu tri thudc khang vi rat mudn khi da co xd gan
va xd gan mat bu.
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CLINICAL AND SUBCLINICAL CHARACTERISTICS OF HEPATOCELLULAR CARCINOMA
IN CHRONIC HEPATITIS B PATIENTS TREATED IN NATIONAL HOSPITAL
FOR TROPICAL DISEASE

Summary

Objective: Describe the clinical, subclinical character-
istics of hepatocellular carcinoma (HCC) in chronic hepa-
titis B patients receiving antiviral therapy. Objects and
methods: Retrospective descriptive study of 39 patients
appearing HCC during antiviral treatment at the outpa-
tients of National Hospitalfor Tropical Diseases from Jan-
uary 2013 to December 2019. Results: 74.4% of male
patients. The average age was 58.0 = 10.0. Most of pa-
tients live in rural areas (66.7%). The most common un-
derlying disease was diabetes (10.3%). 59% of patients
used alcohol. Most patients were treated with TDF
(71.8%). The majority of patients, when starting antiviral
therapy, showed signs of cirrhosis (82.0%), of which

33.3% showed signs of decompensated cirrhosis. The
most common clinical symptoms were fatigue and
anorexia (82.1%). Patients had a platelet test that was
lower than normal values (131.1 + 85.5). Fibroscan index
of liver fibrosis was high (26.7 £ 22.9). HCC prediction
scale value: CU - HCC at high risk level (16.8 + 15.1). Con-
clusion: Patients who develop HCC during antiviral treat-
ment had the following characteristics: old age, male,
living in rural areas, habit of alcohol use, late treatment of
antiviral drugs when available cirrhosis and decompen-
sated cirrhosis. Subclinical tended to have features of cir-
rhosis.

Key words: Chronic hepatitis B, hepatocellular carcinoma (HCC).
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