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Piéu tri da mé thirc nham dat muc tiéu diéu tri triét cin &
bénh nhan ung thw biéu mo té bao gan kich thudc lon qua
chi dinh phau thuat: Bao cao mot truong hop

Multimodal treatment aimed at achieving curative treatment in patients
with large hepatocellular carcinoma beyond surgical indication: A case
report

Nguyén Thi Huyén Trang, Tran Thi Anh Tuyét, Bénh vién Trung wong Qudn déi 108
Tran Tung Lam, Nguyén Thi Hué, Nguyén Vin Manh,
Nguyen Hai Ha, Hoang Nghia Quoc va Mai Thanh Binh

Tom tat

Dt vdn dé: Ung thu biéu mé té bao gan (HCC) la bénh ac tinh gan thudng gdp nhat tai Viét Nam,
phan I6n bénh nhan (BN) dugc chan doan & giai doan trung gian hodc tién trién, qua chi dinh phau
thuat'. Chién lugc diéu tri chuyén déi da mé thic, bao gém diéu tri toan than, can thiép tai ché va phau
thuat, c6 thé tao co hoi diéu tri triét can cho nhdm bénh nhan nay?. Trudng hgp 1am sang: BN nit 29 tudi,
tién st viém gan B man, phat hién khéi u gan phai kich thudc rat 16n (165x97x156 mm), AFP 36976
ng/mL, PIVKA-II: 1704mAU/mL, khong c6 huyét khoi tinh mach ctra, PS 0, Child-Pugh A, qua chi dinh
phau thuat. Hoi chan da chuyén khoa, BN dugc diéu tri Atezolizumab 1200 mg + Bevacizumab 15 mg/kg
m®i 3 tuan. Sau 3 chu ky, khéi u dap ting mot phan theo mRECIST. Sau d6, BN dugc thuc hién TACE siéu
chon loc hai lan, khéi u tiép tuc thu nhd dang ké (39x98x85 mm), két hap vaéi 5 chu ky mién dich. Cudi
cung, BN dugc phau thuat that tinh mach clra (tang thé tich gan trai tir 23% lén 47%), va phau thuat cat
gan phai triét can sau 20 ngay. Hién tai, gan trai khong c6 tai phat, chiic ndng gan bao tén t6t, AFP va
PIVKA Il trong gidi han binh thudng. Két luan: Diéu tri chuyén déi da mé thic bang Atezolizumab -
Bevacizumab va két hgp TACE c6 thé gitp diéu tri bac cau ha giai doan bénh dé BN HCC kich thuéc 16n
c6 ca hoi thuc hién diéu tri triét can ung thu bang phau thuat, cai thién tién lugng séng lau dai. Day la
mot minh ching cho tinh kha thi va hiéu qua cta chién lugc da mé thic trong diéu tri HCC tai Viét Nam.

Tt khéa: Ung thu biéu mé té€ bao gan; diéu tri chuyén déi; da mo thuc; Atezolizumab; Bevacizumab;
TACE; nat tinh mach cta; cat gan triét can.

Summary

Case Presentation: A 29-year-old female patient with a history of chronic hepatitis B was found to
have a large hepatic mass in the right lobe, measuring 165 X 97 x 156mm, without portal vein
thrombosis. Her performance status was 0 and liver function was Child - Pugh class A. She was treated
with atezolizumab (1200 mg) plus bevacizumab (15mg/kg) every 3 weeks. After three cycles, the tumor
showed near-complete necrosis and achieved a partial response according to mRECIST criteria. The
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patient subsequently underwent two sessions of super-selective TACE, resulting in further significant
tumor shrinkage. To prepare for surgery, right portal vein ligation was performed, leading to an increase
in future liver remnant volume from 23% to 47% after 20 days. She then underwent curative right
hepatectomy. The postoperative course was uneventful, liver function remained well preserved, and AFP
levels returned to within the normal range. Conclusion: Multimodal conversion therapy using
atezolizumab-bevacizumab, TACE, PVE, and curative surgery successfully converted an initially
unresectable large HCC into a resectable lesion, enabling curative treatment. This case highlights the
feasibility and potential benefits of stepwise multimodal strategies for advanced HCC in Viet Nam.

Keywords: Hepatocellular carcinoma; conversion therapy; multimodal treatment; atezolizumab;
bevacizumab; TACE; portal vein embolization; curative resection.

1. DAT VAN BE

Ung thu biéu mé té bao gan (HCC) la mét trong
nhiing nguyén nhan hang dau gay t&r vong do ung
thu trén toan cau chiém khoang 75 - 85% cac ung thu
gan nguyén phat'. Viét Nam nam trong vung dich té
¢4 ty Ié luu hanh virus viém gan B cao, do d6 HCC la
mét trong nhiing loai ung thu phé bién nhat, véi ti [é
mac va tir vong thudéc nhém cao clia thé giGi.

Phau thuat cat gan triét can la phuong phap
diéu tri uu tién cho bénh nhan HCC giai doan sém.
Tuy nhién, trén 70% s& bénh nhan tai thai diém phat
hién & giai doan qua chi dinh phau thuat c6 khoi u
kich thudc I6n hodc da 6, huyét khéi tinh mach cua
hoac di can ngoai gan. Doi véi nhém bénh nhan nay,
diéu tri toan than bang cac thudc tc ché mién dich
két hgp khang tan sinh mach, dién hinh la phac do6
atezolizumab - bevacizumab, da dugc chiing minh
cai thién ro rét thoi gian song thém toan bo va ty lé
dap ung khéach quan trong nghién ctru IMbrave150°.

Gan day, khai niém “diéu tri chuyén doi”
(conversion therapy) dugc dé xuat, véi muc tiéu thu
nhd hodc kiém soat khéi u bang liéu phéap toan than,
sau dé két hgp cac phuong phép can thiép tai ché
(TACE, RFA, MWA) va tham chi phau thuat cat gan
dé dat muc tiéu triét can. Cac bao cdo tir Nhat Ban va
Han Quéc da cho thay ti 1é dang ké bénh nhan HCC
ban dau khéng phau thuat dugc cé thé dat trang
thai “cancer-free” hodc “drug-free” sau chién lugc
diéu tri da mé thuc theo tling busc®.

Tai Viét Nam, di liéu vé chién lugc diéu tri
chuyén d6i van con han ché va chua c6 nhiéu bao
cdo lam sang céng bé. Vi vay, chiing téi xin trinh bay
mot truong hgp bénh nhan HCC kich thudc [6n,
vuot chi dinh phau thuat, dugc diéu tri bang phac

do atezolizumab - bevacizumab két hgp TACE, phau
thuat nut tinh mach ctra va cudi ciing la phau thuat
cat gan triét can. Truong hgp nay minh hoa ré tinh
kha thi, an toan va hiéu qua cla chién lugc diéu tri
da mo thuc trong thuc hanh lam sang.

Il. TRUGNG HOP LAM SANG

Bénh nhan n, 29 tudi

Tién si: Viém gan B man tinh diéu tri thuoc
khang virut déu dan, bénh nhan mai mé lay thai 20
ngay trudc khi phat hién ra bénh.

Li do vao vién: Dau tic vung ha sudn phai.

Bénh si: Vao vién ngay 21/12/2023 véi triéu
chiing chu yéu la dau tiic ndng ving ha sudn phai,
s& thdy khéi cliing chac & ha suon phai. Khong gay
sut can. Tiéu hoéa binh thudng.

Kham thay:

Thé trang gay, ECOG: 0 diém.

HOi ching huiy hoai té bao gan: AST/ALT:
93,6/86,1 U/I.

H6i ching suy gidm chdc ndng gan am tinh:
Bilirubin TP: 8,4umol/l; Prothrombin: 79%. Albumin:
40,2g/1.

Hoi chiing tang ap luc tinh mach clra: Am tinh.

Can lam sang:

Cong thic mau: Hong cau 5,08 T/L, huyét sac t6
142g/L, ...

Hinh dnh ndi soi da day: Viém ban d6 rai rac
than vi, khéong c6 gian tinh mach thuc quan hay gian
tinh mach phinh vi.

D&u an ung thu gan: AFP 36976 ng/mL, PIVKA-II:
1704mAU/mL; dinh lugng HBV-DNA 2.11x10?
copies/ml.
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Bang 1. K&t qua xét can 1am sang cta bénh nhan tai thai diém phat hién bénh

HC HST (g/L) BC Neu (%) Tc PT HBV DNA
(T/L) (G/L) (G/L) (%)
5,08 142 5,83 56,6 265 101 2,11 x 102
Glucose Ure Creatin AST ALT GGT Bilirubin Albumin
(mmol/L) (mmol/L) (umol/L) (U/L) (U/L) (U/L) TP/TT (g/L)
(umol/L)
4,01 4,56 42 93 86 316 8,4/1,9 40
Cortisol CK CK-MB TSH FT4 AFP PIVKA -1l
(nmol/L) (U/L) (U/L) (ulu/mL) | pmol/L (ng/mL) (mAU/mL)
237 47 44 1,86 54 36976 1704

CT- scan: Hinh anh u gan phai kich thuéc 165x97x156mm, ngam thudc manh thi déng mach, thai thudc
nhanh thi tinh mach. Khong c6 huyét khoéi tinh mach cira (Hinh 1),

Hinh anh u gan phai kich thudc 16n, tinh chat ngdm thudc va thai thudc dién hinh cta ung thu biéu mé
té bao gan, chiém gan toan b gan phai chua xam 1an mach mau.

Tai thoi diém nay bénh nhan dugc xac dinh chdn doan: Ung thu biéu mé té bao gan kich thudc I16n, giai
doan trung gian (BCLC-B), Child- Pugh A 5 diém/ HBV (+).

Két qua hoi chan da chuyén khoa:

U gan kich thudc khéng 16, khéng cé chi dinh phau thuat.

U gan I&n ndm ngoai tiéu chuin Up-to-Seven: khéong phu hop TACE.

Chi dinh diéu tri phac dé Atezolizumab + Bevacizumab.

Qua trinh diéu tri:

Bénh nhan dugc diéu tri theo phac dé Atezolizumab 1200 mg két hgp Bevacizumab 15 mg/kg, truyén
tinh mach méi 3 tuan, bat dau tur ngay 10/01/2024. Sau 3 chu ky diéu tri, toan trang bénh nhan cai thién ré
rét, chi s6 AFP gidm con 28984 ng/mL, khéi u giam kich thuéc dang ké trén hinh anh hoc (Hinh 2).

Tuy nhién, sau 4 chu ky (khodng 12 tuan diéu tri), AFP tang tr& lai 41784ng/mL, PIVKA-II tang lén
4162mAU/mL. Chup CT 6 bung ngay 02/04/2024 cho thay khéi u gan giam tang sinh mach, kich thuéc thu
nhé rd, khong xuat hién tén thuong mdi. Mac du cac chi dau sinh hoc (AFP, PIVKA-II) c6 xu hudng tang tré
lai, hinh anh hoc van ghi nhan khoi u gidm ré rét vé tang sinh mach va kich thudc, ggi y bénh nhan van dang
dap ung diéu tri vé mat hinh anh. Theo tiéu chuidn RECIST va mRECIST, tinh trang bénh dugc danh gia la
bénh én dinh (SD).
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Hinh 2. Hinh anh CT scan ctia bénh nhan tuan thi 12
(Sau diéu tri 4 chu ki diéu tri phac d6 Atezolizumab+Bevacizumab).
U gan giadm kich thudc con khodng 10x12cm, gidm ting sinh mach, dap Ung tiéu chuan Mrecist

Bang 2. Chi sé can lam sang va marker ung thu gan tai tuan thu 12

HC HST (a/) BC Neu (%) TC PT
u
T/L) g (G/L) e | o)
4,4 121 6,74 43,4 149 96%
. Bilirubin .
Glucose Ure Creatin AST ALT GGT TP/TT Albumin
(mmol/L) (mmol/L) (umol/L) (U/L) (U/L) (U/L) (g/L)
(umol/L)
5,01 4,49 40 45,6 351 57,9 6,6/1,5 37,8
. ) TSH
Cortisol CK CK-MB Troponin wlu/ FT4 AFP PIVKA -1
(nmol/L) (U/L) (U/L) T ! ) M (pmol/) | (hg/mb) (MAU/mL)
200 37 15,6 3,67 1,47 13,3 41784 4162

Bénh nhan dugc hoi chan da chuyén khoa va chi dinh diéu tri DEB-TACE lan 1 ngay 05/04/2024, st dung
hat kich thudc 100-300um vdi liéu doxorubicin 75mg (Hinh 3). Sau nat mach, bénh nhan chi xuat hién tang
men gan thodng qua (AST/ALT: 125,7/57,9 U/L) nhung chtic ndng gan van dugc bao ton, Child-Pugh A trong
subt qua trinh theo doi.

Mot tuan sau can thiép (11/04/2024), bénh nhan tiép tuc diéu tri Atezolizumab-Bevacizumab chu ky 5
dung lich. Banh gia sau nat mach 1 thang (08/05/2024) cho thay khoi u gidm kich thudc nhe, chi con mét
phan nho ngadm thudc ngoai vi. Xét nghiém marker ung thu giam ré rét (AFP: 3483I1U/mL, PIVKA-II:
312mAU/mL).

Bénh nhan tiép tuc diéu tri phac dé mién dich chu ky 6 va dugc thuc hién DEB-TACE lan 2 siéu chon loc
ngay 11/06/2024. Thu thuat thuan Igi, khong bién ching.

=> Sau téng cdng 8 chu ky mién dich két hgp 2 |an DEB-TACE, bénh nhan 1am sang én dinh, ting can 4
kg, AFP gidm con 10561U/mL. Hinh anh CT thang 8/2024 (Hinh 4) cho thay gan khéng to, nhu mé ha phan
thuy IV va VI ¢6 6 gidm ty trong kich thudc 39,7x98,3x85,5 mm, sau tiém con tang sinh mach nhe thi déng
mach, c6 cac 6 hoai ti gidm ty trong kém nhiéu nét véi héa ngoai vi; tén thuong ranh gidi khéng ré véi
thanh tdi mat. Trong qua trinh diéu tri, ghi nhan suy thugng than nhe khéng triéu ching, xét nghiém
cortisol gidam con 165nmol/L nhung ACTH khdng gidm. Bénh nhan dugc khuyén cao nghi ngai, tam ding
diéu tri mién dich.
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Hinh 3. Diéu tri DEB-TACE lan 1

Hinh anh chup déng mach gan DSA, thay khéi u gan phai tang sinh mach, dugc diéu tri DEB- TACE lan 1,
st dung hat kich thuéc 100 - 300 um véi liéu doxorubicin 75mg.

Hinh 4. Hinh anh CT scan sau 8 chu ki diéu tri phac do6 (Atezolizumab + Bevacizumab) va 2 lan DEB-TACE.

U gan thu nhé dang ké, chu yéu la vung hoai tl, con tang sinh mach ving ngoai vi, khdng ghi nhéan tén
thuong méi

Bénh nhan dugc hoi chan MDT va dugc phau thuat ndi soi that tinh mach clra phai tai, sau 20 ngay thé
tich gan trai tang tur 23%-47%. Ngay 11/11/2024 bénh nhan dugc phau thuat cat gan phai triét can. Két qua
gidi phau bénh ly thay rang: hoai t&r gan hoan toan mé u; dién cat nhu mé gan khong cé u.

e 1 ol oy

Hinh 5. Hinh anh dai thé cla u gan sau phau thuat.
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Téi kham 03 lan sau phau thuat, danh gia phan
gan trdi khéng cé tai phat, chuc nang gan trong gigi
han binh thudng, cac marker ung thu gan trong gigi
han binh thudng. BN hién chi diéu tri duy tri viém
gan virut B bang thuéc khang virut hang ngay.

Nhu vay, bénh nhan da dugc diéu tri triét can, dat
dugc muc tiéu diéu tri: “Drug free” va “Cancer free”.

lll. BAN LUAN

Ung thu biéu moé té€ bao gan (HCC) 1a mot trong
nhing nguyén nhan ti vong hang dau do ung thu
tai Viét Nam. Phan 16n bénh nhan dugc chan doan &
giai doan trung gian hodc tién trién, qua chi dinh
phau thuat, dan dén co hoi diéu tri triét can han ché.
Hién nay, phau thuat cat gan va ghép gan van la cac
phuong phap diéu tri triét can duy nhat, nhung chi
khoang 20 - 30% bénh nhan du diéu kién phau thuat
ngay khi chdn doan. Do d6, chién lugc diéu tri
chuyén déi (conversion therapy) ngay cang dugc
quan tdm nham thu nhé khéi u, phuc hoi chi dinh
phau thuat va cai thién tién lugng lau dai °.

Nghién ctu IMbrave150 da xac lap phac dé
Atezolizumab két hgp Bevacizumab la liéu phéap
diéu tri budc moét chudn mai cho HCC tién trién, vdi
ty |é dap ung khach quan (ORR) khodng 30% va ty Ié
ki€m soat bénh (DCR) trén 70%, vugt trdi so vdi
Sorafenib *. Diéu nay mé ra ca hoi cho cac chién lugc
“ABC conversion” & nhiing bénh nhan trugc day
khéng con chi dinh diéu tri triét can. Khai niém “ABC
conversion” do Kudo va cong su dé xuat bao gom:
(1) Diéu tri ban dau bang Atezolizumab-
Bevacizumab, (2) danh gid dap ung bang mRECIST,
(3) Néu dat PR hodc CR, chuyén sang diéu tri tai chd
hoac phau thuat nham dat tinh trang “cancer-free”
va “drug-free” ’. Theo béo cdo da trung tam tai Nhat
Ban, khodang 30% - 40% bénh nhan giai doan
intermediate khéng phu hop TACE c6 thé dat dap
ing sau du dé chuyén déi sang phau thuat hoac
RFA/MWA, va nhém nay c6 thai gian séng thém dai
han dang ké°>.

Trong y van, cac bao cdo vé HCC “khéng 16/siéu
khéng 16” (=10 - 15cm) cho thay phau thuat triét can
van kha thi néu ap dung chién lugc da mé thuc
nham tao dap Ung du sau va téi uu thé tich gan con

lai (FLR). Nhiéu ca va loat ca gan day ghi nhan
“conversion surgery” sau liéu phap mién dich khang
PD-L1 + khang VEGF, dac biét Atezolizumab-
Bevacizumab, v6i mét s6 trudng hgp dat dap ung
bénh hoc hoan toan hodc cat gan RO mac du ban
dau khéng mé duac.

TACE van gil vai trdo quan trong nhu mot “mat
xich” trong chién lugc downstaging, dac biét & cac
khéi u = 10cm’. Cac dir liéu da trung tam gan day
cho thay TACE tién phau giup gia tang kiém soat tai
ché, thu nhé u va duy tri “ctia s6” chuyén mé, tir do
cai thién ty lé cat gan triét can va kéo dai thoi gian
s6ng thém °. O nhiing bénh nhan da c6 dap tng
moét phan véi diéu tri toan than, bé sung TACE siéu
chon loc gitp dat thém hoai tir khoi u va giam nguy
cd tién trién trong thai gian chuan bi phau thuat.

Trong ca bénh cta chidng t6i, bénh nhan cé
HCC kich thuéc rat 16n (165mm), Child-Pugh A,
khong huyét khéi tinh mach clra. Sau 9 chu ky
Atezolizumab-Bevacizumab, bénh nhan dat dap
Ung mot phan rd rét theo mRECIST. Hai lan TACE
siéu chon loc dugc thuc hién gitp khai u tiép tuc thu
nhd. Do thé tich gan con lai ban dau chi dat 23%,
bénh nhan dugc chi dinh phau thuat that tinh mach
cla phai, gitp tang FLR 1én 47%, vuot ngudng an
toan va da diéu kién dé tién hanh cat gan phai triét
can. Pay la minh ching ré rang cho hiéu qua cla
chién lugc da mé thuc theo ting budc (stepwise
multimodal therapy), gitp chuyén mét trudng hop
HCC ban dau khéng phau thuat dugc thanh c6 thé
phau thuat véi muc tiéu triét can.

Vai tro ca hoi chdn da chuyén khoa (MDT) dac
biét quan trong trong ca bénh nay. MDT da tham gia
G tat ca cac budc: lua chon phac d6 mién dich - khang
VEGF cho muc tiéu chuyén mé, quyét dinh thuc hién
TACE khi da c6 dap ting mot phan dé t6i uu kiém soét
tai chd, danh gia thé tich gan va chi dinh phau thuat
that tinh mach clra, va xac dinh thai diém cét gan t6i
uu. Cac nghién ctu da chiing minh MDT giup tang ty
|é tiép can diéu tri triét can va cai thién séng con &
HCC giai doan trung gian/ tién trién®,

Diém dang chu y la bénh nhan tré, duy trir gan
tét, khong di can ngoai gan, nén kha nang huéng loi
tu chién lugc nay cao. Suy tuyén thuong than khéng
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triéu chiing dugc phat hién trong qua trinh diéu tri
nhung dugc kiém soat én, khéng anh hudng dén
kha ndng phau thuat.

Han ché cla ca lam sang nay la thoi gian theo doi
codn ngan, chua thé danh gia ty Ié tai phat sau phau
thuat va thoi gian song thém dai han. Tuy nhién, két
qua hién tai cho thay chién lugc diéu tri chuyén déi da
mé thuc la kha thi trong diéu kién thuc hanh lam sang
tai Viét Nam, dac biét & nhiing trung tam cé kha nang
trién khai dong bo cac phuang phap diéu tri hé théng,
can thiép va phau thuat.

IV.KET LUAN

Chién lugc diéu tri chuyén déi da mo thrc, két
hop Atezolizumab - Bevacizumab, TACE, nut tinh
mach clra va phau thuat, da gitip bénh nhan ung thu
biéu mé té bao gan kich thudc 16n, qua chi dinh
phau thuat ban dau c6 co hoéi diéu tri triét can ung
thu. Ca bénh minh hoa tinh kha thi, hiéu qua va an
toan clia phuong phap nay trong thuc hanh lam
sang tai Viét Nam. Viéc phoi hop da chuyén khoa va
lua chon dung thai diém can thiép ddng vai tro then
chét trong thanh cong cta diéu tri. Nghién cdu
thém trén s6 lugng bénh nhan I6n va theo doéi dai
han la can thiét dé chuan héa tiéu chi lua chon va tdi
uu hoa chién lugce diéu tri chuyén déi.
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