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PAT VAN PE

Ung thu gan nguyén phat hay ung thu biéu mo té bao gan, dang
vi tri thur 6 ve ty I€ mac, dung thir 2 ve ty 1€ te vong do ung thu trén toan cau.
Theo Globocan 2018, mdi niam trén thé gisi c6 841.080 ca mdi méc, 83%
trong s d6 thudc vé cac nude dang phat trién. Tién lugng bénh xau, ty 18 tir
vong gan tuong duong vai ty 18 mac. Tai Viét Nam, bénh ding dau vé ty 1é
mic, ding thir 4 trén thé gioi voi ty 1é mic chuan theo tudi ¢ nam la
39,0/100.000 dan, & nit 1a 9,5/100.000 dén, da s6 bénh chan doan & giai doan
tién trién (>40%).

Trong nhimg nam gan day, nhitng hiéu biét vé dic diém sinh hoc
phan tir cia ung thu gan nguyén phat di c6 nhirng tién bo dang ké song
cac bién phap diéu tri con mang lai két qua han ché. Déi véi giai doan
s6m d1eu tri triét can bang phau thuat, ghép gan, bién phap tai chd, thoi
gian sdng cé thé dat toi 5 nam, tuy nhién 70% trong s6 d6 s& tai phat. Boi
V6i giai doan trung gian khong mo duogc, diéu tri tai chd bang nat mach
gilp cdi thi¢n thoi gian song trung binh c6 thé dén 2 nam, tuy nhién kha
nang that bai diéu tri cao va ddi dién nguy co suy gan trén nén gan xo da
c0 san. Riéng dbi voi ung thu gan giai doan tién trién néu khong diéu tri
thoi gian song chi dat 3 thang. O giai doan nay it cac lya chon diéu tri,
hoa trj toan than khong chimg minh duoc lgi ich. Cac nghién ciu dé tim
ra phuong phap diéu tri mgi dya trén dac diém sinh hoc phan tir lién tuc
dugc thuc hién tr nhimg ndm 1970, tuy nhién mai dén nam 2007
sorafenib (thudc e ché da tyrosine kynase duong uéng), thudc dau tién
chirg minh dugc lgi ich vé thoi gian song qua hai nghién cau SHARP
(Sorafenib Hepatocellular Carcinoma Assessment Randomized Protocol)
va AP (Asia-Pacific). Két qua nghién ctu cho thy sorafenib 1am giam
31% nguy co tir vong, cai thién thoi gian bénh tién trién trung binh 5,5
thang so voi nhom gia dugc 1a 2,8 thang, ting thoi gian sdng toan bo
trung binh 10,7 thang.

Sau sorafenib, nhiéu thubc mai dwoc nghién ciru song chua ¢
thuc ndo chimg minh dugc loi ich vuot troi so voi sorafenib trong diéu
tri bu6c mot ung thu gan nguyén phat giai doan bénh tién trién. Tuy nhién
ganh ndng tur chi phi diéu tri 16n, nguy co xuét hién nhiéu dgc tinh trén
nén xo gan man tinh, chi dinh sorafenib can dugc can nhic xem xét than
trong cho tung truong hop cu thé. Trai qua hon 10 nim thyc te diéu tri,
nhiéu nghién ciu trén thé gidi dugc thuc hién dé xac dinh cac yéu té anh
hudng, du béo két qua diéu tri cua thude (giai doan, chirc ning gan, tinh
trang viém gan virus, lidu thudc, doc tinh va mot sé yéu td sinh hoc), song



chua c6 yéu té tién luong nao duoc thuc sy xac dinh rd rang. Tai Viét
Nam, sorafenib dugc B Y Té cap phép sir dung diéu tri UTGNP tir nim
2009, d4 c6 1 s6 nghién ciu danh gia hiéu qua bude dau cua thude voi két
qua thoi gian séng toan b tir 5,2 dén 10,7 thang. Tuy nhién cac nghién
ctru v6i ¢& mau nho tir 15 dén 35 bénh nhan, do vay khong danh gia duoc
day du hiéu qua cua sorafenib va chua tim ra duoc cac yéu té anh huong
dén két qua diéu tri cia thudc dac biét trén ddi twong nguoi bénh Viét
Nam. Chinh vi vay, ching tdi thyc hién dé tai “Panh gia két qua diéu tri
caa thudc sorafenib trén bénh nhan ung thw gan nguyén phat” véi 2
muc tiéu:
1. Pdnh gid két qud diéu tri va mét sé tac dung khong mong muén
ciia thuéc sorafenib trén bénh nhén ung thw gan nguyén phdt
2. Nhdn xét mgt sé yéu té danh hwong dén két qua diéu tri cia
sorafenib.

PONG GOP MOI CUA LUAN AN

1. Pay 1a nghién ctru dau tién tai Viét Nam v6i ¢d mau du 16n dé cho
két qua day du nhat vé hiéu qua diéu tri cua sorafenib va cac yéu t6 anh
huong dén két qua diéu tri tai Viét Nam trén bénh nhan ung thu gan
nguyén phat va 1a nghién ctru du tién dua ra ban vé cac van dé tranh cai
trong diéu tri thudc sorafenib tai Viét Nam.

2. Két qua tir nghién ctru cho thay:

Thoi gian song thém toan bd (OS) trung vi 14 7,13 thang, ty 18 OS 1
nim va 5 nim tuong ng 1a 36% va 5%. Thoi gian song thém bénh khong
tién trién (PFS) trung vi 4,57 thang, ty 1¢ PFS 1 nim va 5 nam tuong ng
12 23% va 2%. Ty 18 dap tng thap 4,5%, ty 1& kiém soat bénh (DCR)
59%, ty 1¢ dap ung AFP dat 4,9%.

Doc tinh: ty 1€ gap doc tinh cao 78,2% tuy nhién da 6 & do 1,2, do
3 dudi 10% va khong co doc tinh do 4. Cac doc tinh thuong gap 1a phan
ung da tay chan (36,4%), mét moi (25,5%), tang men gan (32,7%). Doc
tinh gay tri hodn diéu tri 22,7%, giam lidu 26,4%, khong co truong hop
nao ngimg diéu tri do doc tinh.

Cac yéu t anh huong doc 1ap dén sbng thém khi phan tich da bién:
Cac yeu t6 anh huong x4u dén PFS 1a PS=1 (ting 2,565 lan nguy co bénh
tién trién), u gan >60 mm (tang 2,096 lan ‘nguy co bénh t1en tnen) di can xa
ngoai gan (tang 2,183 lan nguy co bénh tién trién). Cac yéu té anh huong x4u
dén OS 1a: viém gan virus B (ting 2,5 1an nguy co tir vong), u gan>60mm



(tang 2,1 1an nguy co tir vong), di cin xa ngoai gan (tang 2,7 lan nguy co tir
vong), Chlld -Pugh B (ting 2,8 lan nguy co tr vong), doc tinh tang men gan
(tang 2 1an nguy co tir vong). Tang huyét ap trong qua trinh diéu tri lam giam
84,6% nguy co tr vong.

CAU TRUC CUA LUAN AN

Luén 4n dai 132 trang, gdm cac phan: Dit van dé (2 trang), Chuong
1: Tong quan (40 trang), Chuong 2: Di tugng va phuong phap nghién
ctru (16 trang); Chuong 3: Két qua nghién ciru (32 trang); Chuong 4: Ban
luan (38 trang); Két luan (2 trang); Kién nghi (1 trang). Trong luan an c6
44 bang, 13 biéu d6 va 2 hinh. Tai liéu tham khao c6 167 tai liéu (14 tai
lidu tiéng Viét va 153 tai liéu tiéng Anh). Phan phu luc bao gom danh
sach bénh nhan, hinh 4nh minh hoa, mdt sb chi tiéu, tiéu chuin trong
nghién ciru, mau bénh 4n nghién ctru, bd cau héi danh gia, thu va phiéu tu
nguyén tham gia nghién ctru.

CHUONG 1. TONG QUAN

1.1. Dich t& hgc va nguyén nhan sinh bénh
1.2. Chan dosn

- Hudng dan chan doan: chua co sy thong nhét trén toan cau nhung da s6
ddng thuan st dung dic diém ngdm thudc cua khéi u trén cac chian doan hinh
anh co6 twong phan ma khong can sinh thiét 1am mo bénh hoc.

- Chén doan giai doan: nhiéu hé thong phéan loai chua c6 su thong nhat
tuy nhién hoi gan tuy My khuyén cao ding phan loai TNM cho bénh nhén
(BN) sau md hoic ghép gan, BCLC cho giai doan tién trién.

1.3. Piéu tri
1.3.1. Cic phwong phdp diéu tri

- Phiu thuét cit gan, ghép gan: phuong phap diéu tri triét cin voi giai
doan sém

- Cac phuong phap pha huy khdi u tai chd bao gom tiém ethanol qua da,
tiém acid acetic qua da, d6t u bang song cao tan, dot u bang vi séng, xa tri
¢6 hiéu qua dbi voi ton thuong giai doan sém khong co chi dinh phiu
thuét.

- Céc phuong phap gy tic mach bao gdm tic mach hoa chit, tic mach
phéng xa chi dinh ¢ hiéu qua ddi voi giai doan trung gian.



- Piéu tri toan than dic biét vai trd cac thuéc nhim trang dich nhu
sorafenib dé tao ra budc ngoat lon trong diéu tri UTGNP giai doan bénh
tién trién.

1.3.2. Piéu tri UTGNP giai doan bénh tién trién

- Pidu tri budc 1: cac thude dugc chi dinh bao gdm sorafenib va lenvatinb

- Piéu trj budc 2: cac thude duge chi dinh bao gém regorafenib, cabozantinib,
nivolumab, pemprolizumab va ramucirumab.

- Vai trd ctia ho chét han ché

- Vai trd diéu tri tai chd nhu nat mach hoé chit, hoa chét dong mach gan, tic
mach xa tri budc dau dang duoc danh gia trong mot s nghién ctru.

1.4. Vai tro ciia Sorafenib trong diéu tri UTGNP

- Sorafenib don tri: trudc ndm 2018 sorafenib 14 thudc duy nhat chimg minh
hiéu qua didu tri UTGNP giai doan tién trién qua 2 thir nghiém SHARP va AP
(ndm 2007). Day 1a 2 thir nghiém pha III ngau nhién, mu doi, ddi chimg, da
trung tam, két qua cho thdy thudc cai thién thdi gian song toan bo trung vi tir
6,5 thang dén 10,7 thang, giam 31% nguy co tir vong, thudc an toan khi sir
dung, cac tac dung phu co thé kiém soét.

Sau SHARP va AP, vai tro sorafenib don tri khang dinh thém trong céc nghién
ctu trén toan cau nhu nghién ciru da trung tam tai Y (2013), Nhat Ban (2015),
GIDEON (dang thuc hién voéi s6 BN lén téi 3000), nghién ciu STELLA,
INSIGHT tai Pirc. Trong cac nghién ctru nay két qua 1am rd hon sy khéc biét
vé két qua diéu tri giita cac nhom bénh nhan khac nhau nhu chirc ning gan,
tinh trang viém gan, liéu thudc str dung khoi diém.

- Sorafenib b tro sau TACE va ghép gan: it c6 bang chimg chimg minh hiéu
qua

- Sorafenib phdi hop véi cac phuong phéap diéu tri khac nhu HAIC, Yttrium-
90: da s6 mang lai két qua 4m tinh

- Cho dén nay, sorafenib don tri van khéng dinh vi tri lya chon hang du
trong diéu tri budc 1 UTGNP giai doan tién trién médc di mot s thude diéu tri
dich khac da ching minh dugc hi¢u qua.

- Cac nghién ciru trong nudc danh gia vai tro sorafenib méi dung lai & viée
d4nh gia hidu qua budc dau trén mot vai ca lam sang chua néu bét 1én dugc cic
yéu t6 anh hudng dén két qua diéu tri.

1.5. Sorafenib va cac van deé tranh cai



Su khéc nhau vé két qua trong cac quan thé khac nhau da dit ra nhiéu
cau hoi tranh cai: ¢6 lién quan gi dén nguyén nhén gay bénh? sy tranh céi vé
liéu sorafenib khéi diem? c6 lién quan gi giita doc tinh va ket qua diéu tri?

1.6. Sorafenib va cac yéu to anh huong

Céc yéu to da duge danh gia: nong do AFP, giai doan bénh, chic nang
gan, tinh trang viém gan virus, liéu thube ding khoi diém, doc tinh trong qua
trinh diéu trj va 1 s6 yéu t6 sinh hoc nhur VEGF-A, anglop0|et|n-2 cac yéu tb
vé gen. Trai qua hon 10 nim nghién ctru van chua c¢6 yéu t6 nao thuc sy xac
dinh 10 rang.

CHUONG 2. POI TUQONG VA PHUONG PHAP NGHIEN CU'U
2.1. Pdi twong nghién ciru

Bao gom 110 bénh nhan ung thu gan nguyén phat duoc diéu tri sorafenib
tai Bénh vién K va Khoa Ung budu Bénh vién Dai hoc Y Ha Noi tur 1-1-
2010 dén 31-11-2018.

* Tiéu chuén lwa chon

- Pugc chan doan xac dinh UTGNP theo hudng din chan doan cua BO Y
Té Viét Nam.

- Khong con chi dinh phiu thuét hodc st dung cac phuong phap diéu tri
tai chd nhu nat mach, dot song cao tan, cu thé 1a: giai doan C theo phén
loai Barcelona, UTGNP tai phét di can, UTGNP that bai sau diéu tri bang
céc phuong phép tai chd.

- Thé trang chung con t6t: chi sb toan trang tir 0-2 diém theo ECOG

- Chirc nang gan Child-Pugh A hodc Child-Pugh B

- Bénh nhan khong mic cac bénh cép va man tinh trdm trong

- Chua diéu trj toan than truéc d6 cho UTGNP

- Pbi voi nhitng bénh nhan tién trién sau diéu tri tai chd, tai vung cho
UTGNP, diéu tri tai chd tai viing phai két thac >28 ngay trudc khi diéu tri
sorafenib

- C6 it nhat 1 ton thuong c6 thé do ludng duoc, c¢6 thé do duge chinh xéac
duong kinh dai nhit luc ban dau >10mm trén CLVT hodc CHT

- Churc nang co quan, tuy xuong trong gidi han cho phép: hemoglobin >
90g/1, s6 lugng bach cau hat > 1,0 G/I, s6 lugng tiéu cau > 75G/1, bilirubin
toan phan < 2.0 14n gi¢i han trén ciia mirc binh thuong, ALT va AST < 5
lan gidi han trén ciia muc binh thuong, do loc cAu than > 50 ml/phat bf?lng
cong thire Cockcroft-Gault



- Bénh nhan duoc diéu tri sorafenib véi lidu thude khoi diém tdi thiéu 400
mg/ ngay
- C6 ho so luu trir day du
* Tiéu chuén loai trir

- Céc khdi u gan do di cin tir noi khac dén

- BN ¢6 di img hodc qua man véi thude nghién ctru

- BN ting huyét ap c6 triu chimg hoac khong kiém soat duoc

- Thé trang chung yéu: chi s0 toan trang 3-4 theo ECOG

- BN ¢6 nguy co tir vong gan do cic bénh tram trong khac (tim mach,
nhiém tring cap, ung thu khac dang tién trién).

- Réi loan tAm than

- Tién st mic cac bénh 1y 4c tinh khac trir bénh v6i muc tiéu chira
khoi va khong co bénh dang & trang thai hoat dong >5 nim trude khi diéu
tri sorafenib va co nguy co tai phat thip; cac ung thu tai chd da diéu tri
day di ma hién tai khong co bang ching cua bénh.

- Di can ndo hoac chén ép tuy.

2.2. Phwong phap nghién ciru

2.2.1. Thiet ké nghién ciru: nghién ctru mo ta hoi clru, tién ctru co6 theo
doi doc

2.2.2. Pia diém va thoi gian nghién ciru:

Dia diém: Bénh vién K va khoa Ung Bu6u Bénh Viéq Pai hoc Y Ha N(f)i’
Thoi gian: hoi cru tir 01/2010 dén thang 12/2015, tién ciru tr 1/2016 dén
31/11/2018.

2.2.3. C& méu nghién ciru

~ n= Z 2 1 p
Cong thire tinh ¢& mau: A-al2) o2 D

Ap dung cong thirc trén, ¢& mau tinh toan dugc 1a 86

Trong nghién ciru nay chung t6i c6 110 bénh nhan.
2.2.3. Céc budc tién hanh
- Lya chon bénh nhéan du tiéu chuan tham gia nghién ciru. Théng tin thu
thap dya trén mau bénh an nghién ciu théng nhét. TAt ca bénh nhan
nghién ctru dwoc st dung sorafenib véi lidu khoi diém téi thiéu
400mg/ngay, toi da 800 mg/ngay, danh gia doc tinh sau 2 tuan diéu tri,
diéu chinh liéu theo mtrc d6 ddc tinh. Thoéng tin dugc thu thap tai cac thoi



diém: bat dau diéu tri, trong qua trinh diéu tri, két thuc diéu tri, thoi diém
két thiic theo ddi (BN tir vong hodc thoi diém co thong tin cudi ciing hodc
ngay két thuc theo ddi 31/11/2018)
- Panh gia mot s6 dic diém bénh nhan nghién ciru: tudi, gidi, viém gan
virus, PS, diac diém u gan, dic diém chan doan, AFP trudc diéu tri, diém
Child-Pugh, do ALBI, men gan trudc diéu tri, tién sir diéu tri tai chd trudc
nghién ctru, thdng tin vé thoi gian theo ddi, dic diém diéu tri cia BN
nghién cuu.
- Panh gia két qua diéu tri bao gom: ty 1& dap tmg theo RECIST 1.1, ty 1&
kiém soat bénh, dap mg theo AFP, thoi gian PFS, thoi gian OS va danh
gia tac dung khong mong mubn (doc tinh) cua thudc theo tidu chudn cac
bién ¢ bit lgi 4.0 ctia vién ung thu quoc gia Mi.
- Nhén x¢ét anh huong ctia mot sd yéu td toi ket qua DCR, PFS, OS: gidi,
tudi, viém gan virus B, C (VGB, VGC), chi s toan trang (PS), AFP trudc
diéu tri, s lugng u, kich thude u, huyét khdi tinh mach cira, di cin xa
ngoai gan, men gan trudc diéu tri, Child-Pugh (CP), do ALBI, lidu thube
sorafenib sir dung khdi diém va anh hudng cua mot s doc tinh trong qua
trinh diéu tri.
- X tri cac tinh hudng thuong gip trong dicu tri:

+  Xr tri doc tinh theo huéng dan tuy vao muc do doc tinh

+ Bénh tién trién trong qua trinh diéu tri: diéu tri buéc 2 néu chic

ning gan va PS tét, chim séc nang d& don thuan néu chirc ning
gan va PS kém.

2.3. Phan tich s6 liéu

Céc thong tin duoc thu thip qua bénh 4n nghién ctru duogc thiét ké sin.
Phuong phap thu thap thong tin: Tham kham 1am sang, can lam sang; kham
lai, cap thudc, goi dién hodc viét thur tim hiéu két qua diéu tri. Cac s liéu
duoc mi hoa va xir Iy bang phan rnen thdng ké y hoc SPSS 20.0 véi cac thuat
toan thong k&. Tinh cac gia tri sdng thém theo phuong phap Kaplan- Meler
Phan tich don bién: Sir dung test Log-rank khi so sanh duong cong song
thém giita cac nhom. Phan tich da bién: Str dung mé hinh hdi qui Cox véi do
tin cdy 95% (p=0,05).

CHUONG 3. KET QUA NGHIEN CUU

3.1. PAC PIEM BENH NHAN NGHIEN CUU
Bdng 3.1. Bac diém chung bénh nhdn nghién ciru

Pic diém N % Pic diém N | %

Gisi | Nam 102 | 92,7 | |Vitriu |[Khongcou | 6 | 54




| Nir 8 | 73 gan Gan phai 41 | 373
Tudi trung binh 57,9 + 11,4 Gan trai 12 | 10,9
VGB 83 | 755 Ca 2 thuy 51 | 46,4
Viém | VGC 4 3,6 Kich Trung vi
gan VGB+C 1 0,9 \ >60 mm 51 | 49,0
virus | Khong thuge u
G 22 | 20,0 gan <60 mm 53 | 51,0
Ubng rugu 10 | 90 Hukhol | g2 | 38,2
BCLCC | 62 | 564 | | P4 Dicanxa | 61 | 5565
T4i phs dI‘e m lan Huyét khi
Pic aiphat 0 00 | [ TY I Tvcvadi | 20 | 182
2 di can xa o
diém can xa
chdn | Thét bai
dodn jsaucan |, | gg | | SOlugng 49 | 445
thlgp tai vi tri di
cho can
Child- | A 99 | 90,1 ngoai 1 42 | 38,2
Pugh B 11 9,9 gan 2 12 | 10,9
Po 1 39 | 354 >3 7 | 64
P 2 65 | 59,1 AFP <20 24 | 21,8
ALBI trudc
Do 3 6 5,5 diéu tri - | >=20 86 | 78,2
ng/mi
0 93 | 845 AST/AL | >80 UIL 36 | 32,7
PS 1 17 | 155 | | LIOC | goupL | 74 | 673
diéu tri

Nhan xét: Nam gidi chiém da s0, 75,5% VGB, da sd BN chan doan giai
doan BCLC C, CP A, ALBI d6 2, PS=0, u lan toa 2 thuy, kich thudc u
gan trung vi 60 mm, 38,2% c6 huyét khdi TMC, 55,5% di cin xa ngoai
gan, 78,2% AFP tang cao.

Co
Khong

Badng 3.2. Pac diém diéu tri
Pac diém

S6 BN
Tién sir diéu tri tai chd trudc nghién ciru (n=110)

51
59

%

46,4
53,6




Phuong phap diéu tri tai chd trudc nghién ctru

Phau thuat 29 26,1
TACE 33 29,7
RFA 8 7,2
Tiém con 4 3,6
Xa tri 4 3,6
Khoang thoi gian tir diéu trj ban dau 13 (1-90)
dén khi vao nghién ctru (thang)-
trung vi
S6 dot diéu tri trung vi (dot) 6,3 (0,5- 64)
S6 thang diéu tri trung vi (thang) 6,4 (0,5-65)
Liéu thudc dung khoi diém- mg
400 38 34,5
600 24 21,8
800 48 43,6
Trung binh 580 + 162 mg
Trung vi 600 (Min: 291, Max: 800)
Liéu thudc trung binh (mg/ngay) 600 + 157 mg
Liéu thudc trung vi (mg/ngay) 600 (Min: 400, Max: 800)
Tang liéu trong qué trinh diéu tri 13 11,8
Giam liéu trong qua trinh diéu tri 29 26,4
Piéu tri budce 2 6 54

N[l@n xét: 46,4% c6 tién sur can thiép tai ch(:) trudc nghién clru, s6 dot
dieu tr@ trung vi 6,3 dot, liéu thuoc khéi diém trung vi 600 mg, 11,8% BN
tang liéu va 26,4% BN giam li€u trong qua trinh diéu tri.

Bdng 3.3. Ddc diém thong tin BN va thoi gian theo dbi

Pic diém S6 bénh nhén %
Tinh trang bénh nhan

C6 thdng tin 99 90,0

Mit thong tin 11 10,0

Con song 26 23,6

T vong 73 66,4

Ra vién 89 80,9

Dang diéu trj 21 19,1



Thoi gian theo doi (thang)

Trung vi 59
Trung binh 11,0
Ngén nhat 1,0
Dai nhat 73,8

Nhin xét: thoi gian theo doi trung vi 5,9 thang, 90% BN c6 thong tin.

Pap ung S6 bénh %
RECIST 1.1 nhan

Hoan toan 0 0

3.2. KET QUA PIEU TRI
65.4% """--..‘

3.2.1. Két qua dap vng

Bang 3.4. Dap ung theo RECIST 1.1

Mot phan 5 4,5 ’
Bénh gir 60 54,5 v.
nguyén

4.9%
Bénh tién trién 45 41,0 » AFP binh thudng = AFP dap tmg
Ty 1¢ DCR 65 59,0 AFP khéng dép g
Tong 110 100

Biéu do 1.1. Pép img theo AFP

Nhin xét: Ty 1& kiém soat bénh 59%, ty 1& dap ung 1 phan 4,5%, dap tmg
theo AFP 4,9%.
3.2.2. Két qua thoi gian song thém
Bdng 3.5. Thoi gian song bénh khong tién trién
Thoi gian song bénh khong tién trién — PFS
Trung = 95% CI Min Max 1 2 3 4 5

vi (thang)  (thdng) (th&ng) nam nam ndm nam nam
(thang) (%) (%) (%) (%) (%)
4,57 3,88- 0,4 67 23 14 10 5 2

5,25

Nhén xét: Thoi gian PFS trung vi 1a 4,57 thang. Ty 1¢ PFS 1 ndm va 5
nam tuong ung 23%, 2%.

Bdng 3.6. Thoi gian song toan bé
Thoi gian song toan bd- OS
Trung  95%CIl Min Max 1 2 3 4 5
vi (thdng) (thang) (thang) nam ndm ndm nam nam
(thang) (%) (%) (%) (%) (%)
7,13 4598 1 73,8 36 20 13 5 5
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Biéu do 1.2. Biéu dé thoi gian séng bénh khong tién trién va thoi gian song toan bg

Nhén xét: Thoi gian OS trung vi 1a 7,13 thang. Ty 1¢ OS 1 ndm va 5 nam
tuong tng 36% va 0%.

Badng 3.7. Pac diém tién trién bénh

Pic diém tién trién (N=91) S6 BN %
Tai Gan
Tang kich thudc 55 60,4
Xuat hién ton thuong méi 8 8,8
Di cin ngoai gan
Tang kich thudc 20 22,0
Xuat hién ton thuong méi 20 20,9
Phoi 6 35,0
Hach 8 40,0
Phuc mac 3 15,0
Xuong 2 10,0
Huyét khdi 6 55
Child-Pugh C 23 25,3

Nhin xét: BN tién trién chu yéu tai gan 60,4%, 25,3% chtic ning gan
chuyén Child-Pugh C
3.3.2. Tac dung khong mong mudn (ddc tinh) ciia sorafenib
Bdng 3.8. Ddc diém chung vé doc tinh
}?ﬁi‘fi%‘)“ S6 BN %
Co6 dgc tinh 86 78,2

Tri hodn diéu tri do doc tinh 25 22,7



Nging diéu tri do doc tinh 0 0
Nhin xét: Ty 1¢ xuat hién doc tinh cao 78,2%, tri hodn dicéu tri do doc
tinh 22,7%

Bdng 3.9. Murc do doc tinh

Tri€éu chirng Moi mirc bo1 Do 2 bo 3 Do 4
(N=110) do

n % n | % n % n % n %
Mét moi 28 | 255 |11 /100| 9 [ 82| 8 |73| O 0
Sat can 1 0,9 1109 0 0 0 0 0 0
Tang 7 6,4 5145, 1,09 1 09 0 0
huyét ap
Khé da 1 0,9 1109 0 0 0 0 0 0
HFSR 40 | 36,4 |21 /19112 /109 7 64 O 0
Ngira, rat da, 2 1,8 2118 0 0 0 0 0 0
nd1 mun
Ban do 3 2,7 31270 0 0 0 0 0
Viém miéng 7 6,4 71640 0 0 0 0 0
Chan an 2 1,8 2 18 1,09 0 0 0 0
Ia chay 11 100 10,91 1 1 09 O 0 0 0
Tang men gan | 36 327 |19 173 14 (127 3 127, O 0
Pau bung 3 2,7 31270 0 0 0 0 0
khong dac hiéu
Giam tiéucau | 13 | 11,8 12 /109 O | 0 1 (09 O 0
Giam bach cau | 1 0,9 1109 0 0 0 0 0 0

Thiéu méu 4 | 36 218|218 0 0 0 O
Cic bién cé: sot khong ré nguyén nhin (1 BN), viem dwong mat (1
BN),viém phoi (I BN), ho mdu (I BN), nén mdu do giin tinh mach
thuc qudn (1 BN).

Nhan xét: Da s6 doc tinh dd 1, 2; doc tinh hay gap mét moi, phan ing da
tay chén, ting men gan, ia chay, ddc tinh d6 3 <10%, khong c6 doc tinh
do 4.

Bdng 3.9. Thoi gian xudt hién va kéo dai doc tinh

Poc tinh Thoi gian xuit hi¢n Thoi gian kéo dai
(N=110) (ngay) (dgt)



Mét moi

Tang huyét ap
HFSR

Viém miéng
Ia chay

Tang men gan
Gidm tiéu cau

Trung vi = Khodng dao

15
15
30
15
22,5
30
30

dong
15- 60
15- 30
5- 240
15- 60
15- 90
15- 90
15- 60

Trung vi

RlRrWweR R

2,5
2

Khoang dao
dong
1-14

1-4
0,5-34,5
1-3
1-12
1-7
1-14

Nhén xét: Thoi gian xuat hién doc tinh trung vi 15-30 ngay, kéo dai 1-2

dot

Bdng 3.10. Lién quan liéu thuoc khéi diém véi doc tinh

TDKMM

HFSR

Tang men
gan

Mét moéi
Viém miéng
Tang

huyét ap

Ia chay
Gidm tiéu ciu
Giam liéu
Ting licu

S6 Liéu thudc sorafenib khéi diém
BN = 400 mg 600 mg 800 mg
40 6 (15) 8 (20) 26 (65)
14
36 (38.9) 8(22,2) 14 (38,9)
28 6 (21,4) 6 (21,4) 16 (57,2)
7 1(14,3) 2 (28,6) 4 (57,1)
7 0 1(14,3) 6 (85,7)
11 4 (36,4) 1(9,1) 6 (54,5)
13 6 (46,2) 3(23,1) 4 (30,8)
29 2 (6,9) 8 (27,6) 19 (65,5)
13 8 (61,5) 4 (30,8) 1** (7,7)

p
0,001
0,751

0,179
0,507

0,022

0,719
0,288
0,001
0,006

Nhin xét: c6 lién quan thuan giita liéu thudc khoi diém vé6i phan img da
tay chan va tang huyét ap, ty I¢ tdng dan theo muc d6 tang cua liéu khaoi

diém.

3.3. Cac yéu t6 anh hwéng dén két qua didu tri

3.3.1. Céc yéu tb anh hudng dén két qua diéu tri khi phan tich don

bién



Badng 3.11. Cac yéu t6 anh huong dé:n DCR, PFS, OS khi phan tich don

bién
DCR PFS 0OS
Y;( A Sﬁ
eu to BN Trung Trung
% p vi p Vi P
(théang) (thang)

Tudi <40 9 | 66,7 4,5 13,5

40 101 | 584 0,457 4.7 0,109 6.8 0,184
Gidi Nam 102 | 58,8 4,6 6,8

N 8 | 626 0,574 3.7 0,310 238 0,149
Viém Khbéng 22 | 72,7 6,7 13,1
gan VGB 83 | 554 4.4 5,9
virus VGC 4 | 50,0 0,129 2,1 0,503 2,5 0,207

VGB+C | 1 | 1000 51 17,1
PS 0 93 | 65,5 51 7,7

1 17 | 235 0,001 24 0,01 29 0,184
AFP >20 86 | 53,5 4,0 5,9

<20 24 | 792 0,024 6.7 0,024 156 0,023
Solwgng | Pond | 28 | 64,3 45 7.1
u Pa 6 76 | 553 | 04 [ a5 | 0083 [ eg | 0823
Kich <60 53 | 64,2 57 6,8
thuéeu | >80 51 [ 510 0,174 34 0,004 51 0,002
HKTMC | C6 42 | 50,0 3,2 4,9

Khéng 68 | 64,7 0,127 5,2 0,215 10,4 0,045
Di cin xa | CO 61 | 54,1 4,3 6,7
ngoai Khong | 49 | 653 | 0,249 5,1 0,123 10,0 0,306
gan
Men gan | <80 74 | 66,2 5,0 10,4

=30 36 | 44.4 0,029 29 0,067 49 0,036
Child- A 99 | 60,6 4,7 8,7
Pugh B 11 | 455 0,352 2.9 0,097 27 <0,001
ALBI bo 1 39 | 64,1 5,8 10,4

bo 2 65 | 58,5 | 0,232 4,5 0,035 6,7 0,008

bo 3 6 | 33,3 1,8 18
Liéu 800mg | 49 | 63,3 5,6 10,4
sorafenib | <800 61 | 55,7 0,425 4.4 0,130 6,2 0,125




khoi mg

diém

e TR oo |57 oo | 55 ] oo
I T
e B oo | 5 s | B5 o
Elz:;égtép E?]Ong 133 g?; 0,237 j:g 0,07 465,’72 0,011
B - o i
iy e LU 00|52 00| 155 oms
Nhan xét:

- Cac yéu té anh huong dén DCR 1a PS=1, AFP>20ng/ml, men gan trudc
diéu tri >80UI/1, khong xuat hién HFSR trong qua trinh diéu tri.

- Céc yéu t6 anh huong xdu dén PFS bao gom: PS=1, AFP trude diéu tri>
20 ng/ml, u gan> 60mm, ALBI d6 3, va khong xuét hién HFSR.

- Céc yéu to anh huong xdu dén OS bao gdm AFP>20 ng/ml, u gan
>60mm, huyét khéi tinh mach cira, men gan trudc diéu tri >80 U/, Child-
Pugh B, ALBI d6 3, cac doc tinh HFSR, tdng men gan, viém miéng, ting
huyét ap trong qua trinh diéu tri.

3.3.2. Céc yéu to anh hwéng khi phan tich da bién

Bdng 3.12. Cdc yéu t6 anh hwong dén PFS, OS khi phan tich da bién
PFS- Phan tich da bién OS- Phén tich da bién

Yéu to HR | 95%CI p HR | 95%ClI p
(VC'ng%"’:)r;]gB) 1,501 %,%2281' 0,181 2,542 14’35776 0,005
(oF? Sl) 2565 152412‘; 0014 1274 02"’3593?: 0,526
'?52%"”343' 0,583 %219393 0,111 0,025 01',3??705; 0,278
R 2006 T2 0007 2125 ol 0008
(>60, < 60) : !

Sblwgngu | 0,740 0434- 0270 0616  0,353- 0,088




(Pon 6, da ) 1,263 1,075

Huyét khdi ] ]
T™C 1106 9871 g60a 0750 0437 30
A 1,822 1,319
(Co, khong)
Di can xa
ngodigan 2183 SO0 0003 2683 o 0001
(C6, khong) ’ '
Men gan
TPT-UIIL 0,892 321462 0,682 0940 01'5552' 0,836
(>80 , <80) ’ !
Child-Pugh 0,407- 1,250-
A B) 0,890 1 045 0,770 2,805 6200 0012
Liéu
Sorafenib 0,739- 0,501
(800mg, < 800 1414 550, 0295 0959 1535 0898
mg)
HFSR 0,706- 0,631-
(Cb, khong) 1223 550 0472 1,087 1g70 0763
Tang men ) i
gan 1,642 %977671 0,061 2,009 13’1129 0,011
(Co, khéng) ' ’
Viém miéng 0,310- 0,049-
(Co. khong) 0,990 3162 0,986 0,222 1,010 0,052
Ting huyét ap 0,145- 0,031-
(C6, khong) 0469 gy 0206 0154 0755 0021

Nhin xét: Cac yéu té anh huong doc 1ap dén PFS 1a PS, kich thudc u, di
cin xa ngoai gan. Céac yéu t6 anh hudng doc 1ap dén OS 1a VGB, di cin
xa ngodi gan, Child-Pugh, doc tinh ting men gan va ting huyét ap trong
qua trinh diéu tri.

CHUONG 4. BAN LUAN
4.1. Pic diém bénh nhan nghién ciru
Nghién ctru duoc thuc hién trén 110 BN, voi cac dac diém vé
tudi, dich t8 VGB tuong ddng véi cac nghién ctru trong nude. Vé dic
diém diéu tri: 46,4% that bai vé6i can thiép tai cho, s6 dot diéu tri trung vi
6,3 dot, da s6 BN dung sorafenib liéu khai diém 800 mg/ngay (43,6%),



lidu thude trung binh 570 mg/ngdy, c6 13 BN (11,8%) ting lidu trong quéa
trinh diéu tri do dung nap t6t, 29 BN (26,4%) giam liéu do tac dung phu
ctia thudc. 90% BN co thong tin theo ddi, 10% mat thong tin chu yéu
thudc nhoém hoi ctru, dbi voi nhitng BN nay chung t6i 1ay ngay co thong
tin cudi cing 1a ngay ra vién dé tinh thoi gian sdng thém. Thoi gian theo
ddi trung vi la 5,9 thang (1-73,8 thang).
4.2. Két qua diéu tri
4.2.1. Két qua ddp trng

Ty 18 dap tng 1 phan thip 4,5%, 54,5% truong hop bénh giir
nguyén, ty 1& kiém soat bénh 1a 59%. Két qua nay twong ty dbi véi cac
nghién ctru thyc hién tai Chau A nhu nghién ciru AP va thap hon so véi
nghién ciru SHARP tai Chau Au (71%). Pa sb cac nghién ctu trén thé
gidi ciing ghi nhan vé ty 18 dap tmg thap, ty 1& dap tmg hoan toan cuc ky
hiém gan nhu 14 0%; tir ndm 2008 dén nay chi c6 15 trudng hop dat dap
ung hoan toan trong cac ca lam sang dugc bdo cdo. Pay la thach thuc lon
trong viéc tim ra cac thudc méi cho két qua kha quan hon sorafenib trong
diéu tri UTGNP giai doan mudn.
4.2.2. Két qua ddp vng theo AFP

Hién nay viéc sir dung AFP trong sang loc dan trd nén it quan
trong tuy nhién van ¢ vai tro trong chin doan va tién luong dic biét trén
nhitng bénh nhan phau thuat va ghép gan. 81 BN dugc danh gia AFP tai
thoi diém sau 2 dot diéu tri cho ty 18 dap tGng thip 4,9%, 65,4% AFP
khong dap tmg, 29,6% AFP binh thuong. Tir két qua trén cho thiy AFP
khong nén st dung nhu 1 tiéu chuan don doc dé quyét dinh huéng diéu
tri, chi nén st dung trong nhiing truong hop khong c6 hoac khé danh gia
tén thuong dich, va n6 khong thé thay thé tiéu chudn chan doan hinh anh.
4.2.3. Thoi gian séng bénh khong tién trién

PFS khong phai 1a yéu t6 quan trong nhat dé danh gia hiéu qua
diéu tri song no6 1a tiéu chi quan trong. Thoi gian PFS trung vi 1a 4,57
thang, nho nhit 0,4 thang, dai nhat 67 thang. Ty 18 PFS tai cac thoi diém 1
nam, 2 ndm, 3 ndm, 4 nadm, va 5 ndm twong Ung la 23%, 14%, 10%, 5%,
va 2%. Két qua PFS khong gidng nhau trong cic nghién ciru trén toan



cﬁu, da sb thép hon ddi v&i nhoém dan s Chau A, va cao hon d6i véi cac
nghién ciru thuc hién tai Chau Au, tuy nhién cé thé nhan théy da s BN
tién trién trudc 6 thang. Su khac biét vé két qua co thé 1a do sy khac biét
vé ddi tuong nghién ctru, day cling 14 van dé tranh cii trong qué trinh diéu
tri sorafenib ma nhém nghién ciru s& di sdu vao ban luan ¢ phan sau.
Trong s6 nhitng BN tién trién da sb tién trién tai ton thwong dich, tuy
nhién ¢6 25,3% BN chirc ning gan suy giam Child-Pugh C, day 14 yéu t&
quan trong quan trong gop phan vao két qua diéu tri ctia sorafenib.

4.2.4. Thoi gian séng toan bp

Thoi gian sdng toan bd trung vi ctia bénh nhan nghién ctru 1a 7,13
thang, it nhat 1 thang, nhiéu nhat 73,8 thang, CI 95% la 4,5-9,8 thang. Da
s6 bénh nhan tir vong trong 1 nam dau. Ty 18 OS tai cac thoi diém 1 nam,
2 nam, 3 ndm, 5 ndm, va 6 nam tuong tng 1a 36%, 20%, 13%, 5%, 5%,
va 0% (Bang 3.7 va biéu dd 3.3). Két qua cua chung t6i cao hon nghién ciru
AP (7,13 thang so v&i 6,5 thang), thap hon nghién ciru SHARP (7,13
thang so voi 10,7 thang), va khong c6 sy tuong dong véi cac nghién ctru
khac trén toan ciu. Két qua nghién ctru cia ching toi va 2 nghién ctru
trong nuéc mic di co sy khac nhau nhung khong chénh 1éch nhiéu so voi
AP tai Chau A, tuy nhién thép hon nhiéu so véi SHARP tai Chau Au. Su
khac nhau vé hiéu qué cta thudc qua cac nghién ctru da dit ra nhidu ciu
hoi. Cau hdi quan trong chua c6 su tra 101 d6 1a liéu c6 sy khac nhau vé
dap ung trong cac quan thé khac nhau, c6 lién quan gi dén nguyén nhan
gy bénh, trong d6 co 1 yéu té quan trong 13 tinh trang nhiém viém gan
virus B hodc C, ching t6i s€ di sadu phan tich va ban luan sy anh hudng
cac yéu td nay toi két qua didu tri & phan sau.
4.2.5. Tdc dung khéng mong muén (dpc tinh) ciia sorafenib

Ty 1¢ xuat hién tac dung khong mong mudn cao 78,2%. Pdc tinh
gip nhiéu nhét khi diéu tri sorafenib 1a phan Gmg da tay chan (36,4%),
tiép dén 1a ting men gan (32,7%), mét moi (25,5%). Cac doc tinh khac
gip ty 18 it hon bao gdm: giam tiéu cau (11,8%), ia chay (10%), ting
huyét ap (6,4%), viém miéng (6,4%). Bén canh d6 1a cac doc tinh khac rat



it gap chiém ty 1¢ trén dudi 1% bao gdm: sit can, kho da, ngira rat da, ban
do, chan an, dau bung khong dac hi¢u, giam bach cau, thiéu mau. Pa sb
cac tac dung phu ¢ do 1, do 2, riéng phan tng da tay chan d¢ 3 gap trén 7
bénh nhan (6,4%), mét moi do 3 gap trén 8 BN (7,3%), ting men gan d6 3
gip trén 3 BN (2,7%), giam tiéu cau do 3 gap 1 BN (0,9%). Nhu vay, doc
tinh khi diéu tri sorafenib da s trén da, toan than, duong tiéu hoa, rat it
gip trén hé tao huyét, diéu nay ding véi tat ca cac thude diéu tri dich ap
dung trong linh vuc ung thu ndi chung. Ty 1€ gap ddc tinh cao cling da
dugc bao cdo trong ca nghién clru trén toan cau: trong GIDEON la 83%,
SHARP 80%, tuy nhién da s6 do 1, 2 ty 1& gap do 3,4 dudi 10%. Cac
nghién ctru trong nude trén sd lwong it BN nén khong cong bd ty 18 doc
tinh, song cac doc tinh hay gdp 1a mét moi, tiéu chdy, phan ung da tay
chan, chi yéu ¢ do 1, 2.

Mic du ty 16 gip tac dung khong mong mudn cao (78,2%), song
da phan ¢ mirc d6 nhe va gip trong nhimng thang dau cua diéu tri. Mot sb
BN biéu hién muc do 3 phai tri hodn diéu tri hodc giam liéu trong qua
trinh diéu tri. Ty 18 tri hodn diéu tri trong nghién ctru 1a 22,7%, tuy nhién
thoi gian tri hodn diéu tri ngin (chénh léch giira trung vi thoi gian diéu tri
va sd dot diéu tri it: 6,3 thang so voi 6,4 thang). Ty 1é BN phai giam liéu
trong qua trinh diéu tri do tac dung phu chiém 26,4%, chii yéu do HFSR
va mét moi. Sau khi giam liéu cac tac dung khéng mong muén déu giam
mirc d6, bénh nhan dung nap tét voi thude diéu tri.

Chung toi phén tich sau thém dnh hudng cua liéu thude khoi diém
t6i cac doc tinh thuong giap, két qua cho thay chi c6 HFSR va ting huyét
ap co lién quan y nghia dén liéu thudc sir dung khoi diém. Cu thé 1a ty 18
xuét hién HFSR ting dan tir 15% dén 20% dén 65% theo cac mirc do lidu
400 mg, 600 mg, 800mg; doc tinh d6 3 chi gap trén nhiing BN su dung
liéu 800 mg/ngay, su khac biét c6 y nghia thong ké véi p=0,001; ty 1¢
tang huyét 4p ting dan tir 0% dén 14,3% dén 85,7% theo cac muc do lidu
thudc khoi diém 400mg/ngay, 600 mg/ngay va 800 mg/ngay, su khac biét
¢6 ¥ nghia thng ké véi p=0,022.

4.3. Nhin xét mjt sb yéu to anh huwéng dén két qua diéu tri



4.3.1. Anh hwéng ciia tuéi va gii

Vé ty 1¢ kiém soat bénh va thoi gian PFS, két qua cho thay khong
c6 su khéc biét, tuy nhién riéng vé thoi gian séng toan bd, OS trung vi cao
hon & nhém BN tré dudi 40 tudi (13,5 thang so véi 6,8 thang, p>0,05), va
nhom nir gidi (23,8 thang so vai 6,8 thang, p>0,05). Mic du khong c6 su
khac biét co ¥ nghia vé két qua OS, song chiing t6i nhan thay khoang giao
dong 95%CI rét 16n & nir (21,8 dén 25,7 thang), cac ca bénh co thoi gian
song trén 2 nam da s6 ¢ nit gidi, tuy nhién do sb lugng BN nir qué it nén
rat kho danh gia su khac biét vé tién luong gitra 2 gii.
4.3.2. Anh huéng ciia tinh trang viém gan virus

Két qua thoi gian séng toan bo giam dan tir 17,1 thang, 13,1
thang, 5,9 thang dén 2,5 thang theo cac phan nhom: dong nhidm VGB+
VGC, khong viém gan, VGB, VGC tuong ung (p=0,207). Do ty 1¢ BN
viém gan C trong nghién ctru qua thip, chung toi tip trung danh gia su
anh huéng cua VGB 1a yéu té nguy co chinh tai Viét Nam. Két qua cho
thiy PFS, OS déu thip hon ¢ nhom c6 nhidém viém gan B, tuy nhién su
khac biét c6 y nghia chi dat dugc & OS (13,2 thang so véi 5,9 thang). Két
qua tir cac nghién ctru 10n trén thé gidi ciing chi ra sy khac biét vé nguyén
nhan sinh bénh chinh 1a yéu t6 anh huéng quan trong dén két qua diéu tri,
ty 16 VGB, VGC trong cac nghién ctru khac nhau dan dén két qua diéu tri
khac nhau. Trong nghién ctiru AP ty 1€ VGB trén 70%, trong khi d6 trong
SHARP 1a 18%, két qua OS & AP la 7,8 thang thdp hon SHARP 1a 10,7
thang.
4.3.3. Anh hwong ciia chi sé toan trang trwéc diéu tri

Trong nghién ctru 84,5% PS =0, 15,5% PS=1, khong c6 truong
hop nao PS=2. Két qua thoi gian séng déu cao hon & nhém PS=0 so véi
PS=1, tuy nhién sy khac biét chi dat dugc ¢ PFS (5,1 thang so véi 2,4
thang, p=0,01). Khi phan tich da bién chi s6 toan trang khong phai 1a yéu
td tién lugng doc lap toi Kkét qua diéu tri. Chuing t61 nhan théy nhitng bénh
nhan PS=1 ¢6 ty 1& cao hon Child-Pugh B. Céac nghién ctru trén thé gidi it
dé cap dén vai tro cua PS vi da sb cac nghién ciru déu thuc hién trén BN
PS=0. Nghién ctru ciia Chia-Yang Hsu cho thiy PS 1a yéu tb tién luong



ddc 1ap, nguy co tir vong ting dan tir 34% dén 130% theo PS tir 1-4, tac
gia Hiroki nhan dinh PS 12 yéu t6 tién lugng doc 1ap toi két qua thoi gian
sdng toan bd voi HR=1,773.
4.3.4. Anh hwéng ciia nong dp AFP truée diéu tri

AFP ¢6 vai tro trong sang loc, chan doan, theo doi UTGNP, tuy
nhién vai trd AFP trudc diéu tri trong tién luong bénh con tranh céi.
Trong nghién ctru 84,5% BN ting AFP, chiing t6i lay AFP 20 ng/ml lam
diém cut-off chia thanh 2 nhom binh thuong < 20 ng/ml, va > 20 ng/ml.
Két qua vé DCR, PFS, OS déu cao hon & nhom AFP < 20 ng/ml (ty 18
kiém soéat bénh 79,2% so vdi 53,5%, p=0,024; PFS trung vi 6,7 thang so
véi 4,0 thang, p=0,024; ty 1€ PFS 1 nam 36% so vadi 11%, p=0,002; OS
trung vi 15,6 thang so voi 5,9 thang, p=0,023; ty 1€ OS 1 nam 39% so vdi
18%, p=0,001). Tuy nhién khi phan tich da bién, AFP ting trudc diéu tri
khong phai 1 yéu té tién lugng doc 1ap toi két qua diéu tri. Chung toi
nhan thdy nhém AFP ting trudc diéu tri ¢ ty 1é cao hon nhimg BN ¢
huyét khdi, VGB, men gan ting cao, ddy déu 1a nhitng yéu t6 tién luong
xau anh huong dén két qua diéu tri khi phan tich don bién. M6t s nghién
ctru trén thé gioi danh gia vai tro AFP trudc diéu tri nhu 1 yéu t6 tién
lugng BN diéu trj voi sorafenib tuy nhién cac diém cut-off khac nhau, két
qua clia cac tac gia Kristin, Jack P.Silva cho thiy két qua diéu tri cao nhét
thudc vé nhom AFP binh thuong trude didu tri. AFP ting trude diéu tri ¢6
lién quan dén ting nguy co bénh tai phat, nguy co tir vong.
4.3.5. Anh hwéng ciia sé lwong, kich thuéc u gan

C6 104/110 BN nghién ctru c6 u gan, sb con lai tai phat di cin xa
sau phau thuit cit gan. Ching t6i khong nhan thy sy khac biét giira sd
luong u gan va két qua diéu tri, tuy nhién kich thudc u 1a yéu té anh
huong 16n dén két qua diéu tri. Chung toi liy diém trung vi 60mm 14 diém
mdc chia 2 nhdm: < 60mm (48,2%), > 60 mm (51,8%). Két qua cho thiy
DCR, PFS, OS déu cao hon c6 y nghia & nhém kich thude u gan < 60mm.
Cu thé 1a ty 1& kiém soat bénh 64,2 % so véi 51,0%, PFS trung vi 5,7
thang so véi 3,4 thang (p=0,004), ty 1¢ PFS 1 nam la 32% so véi 11%
(p=0,017); OS trung vi 10,7 thang so v&i 5,1 thang (p=0,002), ty 1€ OS 1



nim 1 45% so v&i 23% (p=0,002). Cac nghién ctru khac trong (Nguyén
Dai Binh, Thai Dodn Ky) va ngoai nuéc (SHARP, AP) ciing déu nhan
dinh kich thudc 1a yéu td tién luwgng quan trong dén két qua diéu tri.
4.3.6. Anh hwong ciia tinh trang huyét khoi tinh mach cira

Két qua DCR, PFS, OS déu thip hon & nhom BN c6 huyét khoi
tinh mach ctra, tuy nhién sy khac biét c6 y nghia chi dat & OS (4,9 thang
so v6i 10,4 thang, p=0,045). Co ché hinh thanh huyét khdi chua rd rang,
tuy nhién phan 16n huyét khdi xuét hién quanh u va dugc cho 1a u xam lan
tryc tiép, trén 1am sang, huyét khdi TMC lién quan nhiéu hon dén cac
khéi u kich thude 16n, CP kém, AFP ting cao. Cac nghién ctru trén thé
giéi déu nhan dinh sy c6 mit cta huyét khdi 1a yéu td tién luong xau, ty 18
dap tng chi dat <10% va thoi gian song trung vi 3,1 thang khi diéu tri
sorafenib. Michele va cong su cho rang nguy co tir vong ting gip doi ¢
nhitng BN c6 huyét khéi, két qua nay ciing twong ty nhu cic béo céo
trudc d6. Trong nghién ctiru chung t6i cling nhan dinh khéng c6 sy khac
biét vé két qua sdng thém giira cac typ huyét khoi.
4.3.7. Anh hwéng ciia tinh trang di cin xa ngodi gan

Két qua diéu tri cao hon & nhom BN khong c6 di cin xa ngoai
gan vé ca DCR (65,3% so voi 54,1%), PFS (5,1 thang so voi 4,3 thang),
OS (10 thang so voi 6,7 thang), tuy nhién su khac biét khong c6 y nghia
thong ké. Uka va cong su cho riang u gan nguyén phat dong vai tro tién
lwong quan trong hon di cin ngoai gan, trong phan tich da bién tac gia
nhan thiy trong sé nhitng BN ¢6 di cin xa, BN u gan giai doan sém tién
luong tot hon BN u gan giai doan tién trién. Mot sb tac gia khac cho rang
ton thuong tai gan nén dugc kiém soat tai chd va cac ton thuong ngoai
gan nén kiém sot bé“mg diéu tri toan than hodc két hop voi xa tri. Tuy
nhién quan diém nay chua thong nhat.
4.3.8. Anh hwéng ciia men gan trude diéu tri

Ty 1é¢ BN ting men gan (AST/ALT) >80 UI/L chiém (36/110
BN). Chung t6i nhan thiy khong c6 su khac biét c6 ¥ nghia vé két qua
PFS gilta 2 nhoém BN tang men gan >80 UI/L va <80 UI/L (PFS trung vi
5,0 thang so vdi 2,9 thang, p=0,067), tuy nhién su khac biét lai c6 y nghia



vé ty 18 kiém soat bénh, ty 18 PFS 1 nam va thoi gian song thém toan b (
ty 1€ kiém soat bénh 66,2% so voi 44,4%, p=0,029; PFS 1 nam 20% so
v&i 7%, p=0,040; OS trung vi 10,4 thang so véi 4,9 thang, p=0,036; ty 1¢
0S 1 nim 26% so v6i 16%, p=0,005). Nong d6 AST/ALT c6 thé phan
anh ton thuong té bao gan do UTGNP, trong nghién ctru AP, tic gia cho
thiy BN c6 men gan ting nhe 1,8 l4n so vdi binh thuong c6 két qua OS
tuong ty gitta 2 nhom sorafenib va gia dugc, ting 1,8-3 1an ¢6 két qua cao
hon & nhom diéu tri sorafenib, tang trén 3 1an cho két qua cao hon & nhom
dung gia dugc. Nhu vay ting men gan >80 UI/l trude diéu trj 13 yéu t6 du
bao két qua diéu tri kém voi sorafenib.

4.3.9. Anh hwéng ciia chivc ning gan

- Anh huong ciia Child-Pugh: Két qua diéu tri cao hon & nhém CP A tuy
nhién sy khac biét c6 y nghia chi dat dugc ¢ OS (8,7 thang so vdi 2,7
thang, p<0,001). Chiing t6i d4nh gia chi tiét hon sy khac biét vé két qua
theo diém CP 5,6,7,8 va 9, két qua cho thay két qua t6t nhat thudc vé CP
5,6,7 diém, tuy nhién CP 6 thip hon so v6i CP 7 diém. Day c6 thé 1a 1
diém yéu khi ap dung diém CP trong tién luong BN UTGNP, béi 18 trong
thang diém CP ¢6 2 yéu t§ chi quan 14 ¢6 chudng va hoi chimg ndo gan,
2 yéu t6 phu thudc 13n nhau 1a albumin va c¢6 chuéng, do vay déi khi kho
c6 thé danh gia chinh xac duoc chirc ning gan trén BN UTGNP, thém vao
d6 thang diém CP thiéu sy xac nhéan khi thiét 1ap trén UTGNP.

- D6 ALBI: d6 ALBI ra doi dya trén 2 yéu té khach quan 13 albumin va
billirubin, khi so sanh tuong quan giita ALBI va CP chung tbi nhan thay
phan d6 ALBI t6 ra chi tiét hon dic biét trén nhom BN c6 chirc ning gan
t6t. Két qua diéu tri giam dan theo ALBI d6 1, 2, 3 (PFS: 5,8 thang, 4,5
thang, 1,8 thang, p=0,035. OS: 10,4 thang, 6,7 thang va 1,8 thang,
p=0,008). Nhiéu nghién ctru trén thé gidi déu xac nhan ALBI la yéu tb
tién luong doc lap, két qua didu tri t6t nhat thuoc vé ALBI d6 1. ALBI
nén dugc st dung rong rdi trong tién lwong BN UTGNP diéu trj
sorafenib.

4.3.10. Anh hwéng ciia liéu sorafenib khéi diém



Két qua cho thiy ty 16 DCR, PFS, OS cao hon & nhoém diéu tri
liéu chuan 800 mg/ngay (PFS trung vi 5,6 thang so voi 4,4 thang, OS
trung vi 10,4 thang so v6i 6,2 thang), tuy nhién sy khac biét khong cod
¥ nghia thdng ké (p>0,05). Trong thyc té 1am sang liéu thudc khoi
diém sir dung rat khac nhau dao dong tir 400mg dén 800mg tuy thudc
vao kinh nghiém bac si diéu tri, trong nghién ctru da s6 BN dung liéu
khoi diém thap do men gan >80UI/l. Két qua tir cdc nghién ctru 1on
trén toan cau nhu GIDEON cho thay viéc sir dung lidu khoi diém thap
hon 50% so véi lidu chuan lam giam doc tinh va ty 1& ngimg diéu tri
trong khi d6 khong c6 sy khac biét c6 y nghia vé két qua diéu tri. Tuy
nhién viéc ting dan lidu dé dam bao licu tdi da 1a can thiét dé dam bao
két qua diéu tri.

4.3.11. Anh hwéng ciia mot sé doc tinh téi két qua diéu tri

Chung t61 danh gia anh hudng cac doc tinh hay gap: HFSR, tang
men gan, viém miéng, ting huyét 4p, mét moi va ia chay t6i két qua diéu
tri. Két qua cho thy cac yéu td anh huong cé loi téi két qua didu tri 1a
HFSR (OS trung vi 14,6 thang so véi 5,8 thang, p=0,002), viém miéng
(OS trung vi 23,8 thang so véi 6,7 thang, p=0,045), ting huyét ap (OS
trung vi 45,2 thang so v&i 6,7 thang, p=0,011). Yéu t6 anh huong xau téi
két qua diéu tri 1a doc tinh ting men gan (OS trung vi 5,9 thang so v&i
10,4 thang, p<0,05). Cac nghién ctru trén thé gidi ciing nhan dinh cac doc
tinh trén c6 vai tro tién lugng, tuy nhién cac yéu té anh huong doc lap
khac nhau trong cac nghién ctru. Nghién ctru ctia Reig, Fernanda Branco,
Masanori cho rang HFRS 1a yéu t6 tién lugng doc 1ap toi két qua diéu tri,
nhung Bettinger, Koschny lai nhan thiy c6 khong sy lién quan HFSR voi
két qua. Estfan, Akutsu nhan dinh ting huyét ap trong vong 2 tudn ké tir
khi bat dau diéu tri c6 lién quan dén két qua diéu tri t6t hon. Tom lai,
khong c6 sy dong thuan vé anh hudng ciia doc tinh ti két qua, song trong
nghién ctru ching t6i nhin thdy trén bénh nhan Viét Nam 2 yéu té anh
hudng doc 1ap t6i két qua didu trj 13 ting men gan va ting huyét ap.
4.3.12. Cdc yéu té tién lwong dpc lap khi phén tich da bién



Tir két qua nghién ctru chiing t6i nhan thay c6 rat nhiéu yéu to
anh huong dén két qua diéu tri khi phan tich don bién, tuy nhién khi phan
tich da bién cac yéu té anh huong doc lap téi PFS 1a PS, kich thudc u, di
cin xa ngoai gan, cac yéu td anh hudng doc lap téi OS 1a VGB, kich
thudc u, di can xa ngoai gan, Child-Pugh, ddc tinh tang men gan va tang
huyét ap. Cac yéu t6 anh hudng x4u téi PFS 1a PS=1, u gan>60mm, di
cin xa ngoai gan (ting gap 2 lan nguy co bénh tién trién). Yéu té anh
hudng xau toi OS 1a VGB (ting 2,5 lan nguy co tir vong), u gan>60mm
(tang 2,1 14n nguy co tir vong), di cin xa ngoai gan (ting 2,7 1an nguy co
tir vong), Child-Pugh B (ting 2,8 1dn nguy co tir vong), ddc tinh ting men
gan (ting 2 1an nguy co tir vong). Tang huyét ap lam giam 84,6% nguy co
tr vong.

KET LUAN
Qua nghién ctu trén 110 bénh nhan UTGNP diéu trj sorafenib tir

1-2010 dén 11-2018 tai bénh vién K va khoa Ung budu bénh vién Pai hoc

Y Ha Noi, chung t6i rat ra mot s két ludn sau:

1. Két qua diéu tri

- Thoi gian sdng toan bo trung vi 1a 7,13 thang, ty 16 OS 1 nam, 5 ndm
tuong tng 36% va 5%.

- Thoi gian song bénh khdng tién trién trung vi 4,57 thang, ty 1 PFS 1
nam, 5 nam tuong tng 23% va 2%.

- Ty lé dap ng theo RECIST 1 4,5%, ty & kiém soat bénh 1a 59%, ty
1¢ dap tng AFP 1a 4,9%.

- Ty lé gap doc tinh cao (78,2%) tuy nhién da sb doc tinh & do 1 va do
2; doc tinh d6 3 thip (<10%) va khong c6 doc tinh do 4.

- Cac doc tinh thuong gap: phan tng da tay chan (36,4%), mét moi
(25,5%), tang men gan (32,7%).

- Ty & tri hodn diéu tri, giam liéu thuéc do doc tinh tuwong Gng la
22,7% va 26,4%, khong cé bénh nhan ngung diéu tri do doc tinh.

- Thoi gian xuét hién doc tinh trung vi 15-30 ngay, kéo dai 1-3 dot.



C6 mébi lién quan thuan giira liéu thudc khoi diém voi doc tinh phan

g da tay chan va ting huyét ap.

2. Mt s6 yéu té anh hwéng dén két qua diéu tri

PS=1, AFP trudc diéu tri >20ng/ml, men gan trude diéu tri >80 UI/I,

khong xuat hién doc tinh phan ung da tay chan la cac yéu t6 anh

hudng xau dén ty 1é kiém soét bénh.

- PS=1, AFP truéc diéu tri >20 ng/ml, u gan> 60mm, ALBI d¢ 3,
khong xuat hién doc tinh phan &ng tay chan 1a cac yéu té anh husng
xau dén thoi gian sbng bénh khdng tién trién khi phan tich don bién.
Khi phén tich da bién, chi c6 PS=1, u gan >60 mm, di cin xa ngoai
gan la cac yéu té anh huong doc lap dén thoi gian séng bénh khdng
tién trién (tang tir 2 dén 2,5 lan nguy co bénh tién trién).

- AFP trudc didu tri >20 ng/ml, u gan >60mm, huyét khéi tinh mach

clra, men gan trude diéu tri >80 UI/I, Child-Pugh B, ALBI d¢ 3, doc

tinh ting men gan, khong xuat hién cac doc tinh ting huyét ap, phan
ng da tay chan, viém miéng, ting huyét &p la cac yéu t6 anh huong
xau dén thoi gian song toan bo khi phan tich don bién. Khi phan tich
da bién, chi ¢ viém gan virus B, u gan >60mm, di cin xa ngoai gan,

Child-Pugh B, doc tinh ting men gan, khong xuat hién doc tinh ting
huyét ap la céc yéu té anh hudng doc lap dén thoi gian song toan bo
(tang tir 2,1 d&én 2,8 lan nguy co tir vong).

KIEN NGHI

1. b6 ALBI nén duoc st dung rong rdi trong danh gia tién lugng
bénh nhan UTGNP khi diéu trj sorafenib, thudc co hiéu qua tdt nhét trén
nhitng BN ALBI d6 1.

2. Viéc dung liéu sorafenib khai diém thap hon 800 mg/ngay cho két
qua thdp hon khong co y nghia vé ty 1& kiém soat bénh, thoi gian sdng
bénh khong tién trién va thoi gian séng toan bo. Khi dung lidu khai diém
thip, viéc tang liéu dat dén 800 mg/ngay néu dung nap tdt 13 can thiét dé
dat hiéu qua t6i wu trong diéu tri.
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INTRODUCTION

Primary liver cancer or hepatocellular carcinoma (HCC) is the sixth
most common cancer worldwide and is the second leading cause of cancer-
related death worldwide. According to Globocan 2018, each year, there are
841,080 new cases in the world, of which 83% are in developing countries.
Vietnam, where HCC ranks first in terms of incidence rate, takes the fourth
place worldwide, after Mongolia, Egypt, and Gambia. In Vietnam, HCC
standardized age incidence rates are 39.0/100 000 people in males and 9.5/100
000 people in females.

Although there have been many advances in diagnosis and treatment of
HCC, the treatment outcome has still been limited. The prognosis is extremely
poor, with the mortality rate being roughly equivalent to the incidence, and the
mean overall survival in all stages is from 6 months to 20 months. The
combination of cancer and preexisting cirrhosis might lead to serious
complications and add significant complexity to treatment.

HCC is often diagnosed at an advanced stage, in which curative
treatment by surgical resection or liver transplantation are not feasible. In this
stage, treatment options are limited and systemic chemotherapy cannot prove its
benefits. Sorafenib, an oral multi-tyrosine kinase inhibitor, is the first drug to
demonstrate survival benefits through 2 studies: SHARP (the Sorafenib
Hepatocellular Carcinoma Assessment Randomized Protocol trial) and AP (the
Asia- Pacific trial) in 2007. The result showed that sorafenib reduced the risk of
death by 31%, improved the progression-free survival to 5.5 months compared
to 2.8 months in the placebo group, as well as increased the overall survival
(OS) by an average of 10.7 months. Since 2008, many new drugs have been
studied but there have been no agents that could demonstrate a significant
benefit compared to sorafenib in the first-line treatment of advanced-stage
HCC. However, because of the remarkable financial burden of treatment as
well as the risk of toxicities on patients with an underlying chronic liver
disease, the indication of sorafenib should be carefully considered in each case.
In Vietnam, the use sorafenib has been approved by Vietnamese Ministry of
Health since 2009. There have been several studies assessing the initial efficacy
of the drug with the OS ranging from 5.2 months to 10.7 months. However,
these studies only had a small sample size of 15 to 25 patients, thus the efficacy
of sorafenib could not be fully assessed and the predictive factors of treatment
outcome have not been identified especially in Vietnamese patients. Hence, we
performed this study: “Assessment of treatment efficacy of HCC patients
treated with sorafenib” with two objectives:



2

1. Assessing the efficacy and adverse events of sorafenib treatment in
HCC patients
2. Evaluating some factors affecting the treatment outcome of sorafenib

NEW CONTRIBUTION OF THESIS

1. This is the first study in Vietnam with an adequate sample size to
provide the most sufficient result of sorafenib treatment and factors
affecting the treatment efficacy in HCC patients in Vietnam, and also
the first study discussing controversial issues in terms of sorafenib
treatment in Vietnam.

2. The results showed that:

The median overall survival was 7.13 months, the proportions of 1-year
and 5-year OS were 36% and 5%, respectively. The median progression-free
survival (PFS) was 4.57 months. The percentages of 1-year and 5-year PFS were
23% and 2, respectively. The response rate was low (4.5%), the disease control rate
(DCR) reached 59% and the response rates according to AFP was 4.9%

Toxicities: toxicities were very common (78%), however the majority
of which were level 1 and 2, level 3 was found in lower than 10% of patients
and level 4 toxicities were not recorded. Common toxicities includes hand-foot
skin reaction (36.4%), fatigue (25.5%) and elevated liver enzymes (32.7%).
Toxicities delayed treatment in 22.7% patients, led to dose decrease in 26.4%,
and there was no case of treatment cessation due to toxicities.

Factors affecting survival: Multivariate analysis of negative affecting
PFS are PS = 1, liver tumors > 60 mm, distant external hepatic metastases.
Multivariate analysis of negative factors affecting OS include hepatitis B virus,
liver tumors> 60 mm, distant external hepatic metastases, Child-Pugh B,
increase AST/ALT toxicity; the positive factor affecting OS is hypertension
during treatment.

STRUCTURE OF THESIS

The thesis includes 132 pages and consist of: Introduction (2 pages),
Chapter 1. Overview (40 pages), Chapter 2: Subjects and methods (16 pages),
Chapter 3: Results (32 pages), Chapter 4: Discussion (38 pages), Conclusion (2
pages), Recommendation (1 page). In this thesis, there are 44 tables, 13 graphs
and 2 figure. References contain 167 documents (14 in Vietnamese and 153 in
English). The appendix includes patient list, illustration pictures, study
parameters and standards, case report form, questionaire, letters and informed
consent of patients.



3

CHAPTER 1: OVERVIEW
1.1. Epidemiology and etiological factors
1.2. Diagnosis

- Diagnosis guideline: there hasn’t been any consensus in the world but
the majority agreed with using hyper-enhancement feature of tumours on
contrast imaging techniques as a diagnosis method without biopsy
confirmation.

- Staging: while there is no universally accepted staging system, the
Americas Hepato- Pancreato- Biliary Association proposes to use TNM
classification for patients after operation and liver transplant and Barcelona
Clinic Liver Cancer (BCLC) for advanced stage.

1.3. Treatment
1.3.1. Treatment methods

- Surgical resection, liver transplant: curative methods with early stages.

- Local ablation methods include percutaneous ethanol injection (PEI),
percutaneous acetic acid injection, radiofrequency ablation (RFA), microwave
ablation, radiation therapy; which are effective for lesions at early stages not
amenable to surgery.

- Embolization methods including transarterial chemoembolization
(TACE), radioembolization are effective with intermediate stage HCC.

- Systemic therapy, especially targeted agents (sorafenib) is a turning-
point of advanced HCC treatment.

1.3.2. Advanced HCC treatment

- First-line: sorafenib and lencatinib can be indicated

- Second-line: regorafenib, cabozantinibm nivolumab, pemprolizumab and
ramucirumab.

- The role of chemotherapy is limited

- Local treatments (TACE, radioembolization) are initially assessed in
several studies.
1.4.The role of sorafenib in HCC treatment

- Single-agent Sorafenib: before 2018, sorafenib was the only drug
demonstrating treatment efficacy in advanced HCC through 2 trials the SHARP
and AP (2007). These were 2 randomized double-blind, controlled, multi-center
phase 111 trials. Results showed that sorafenib improved median OS from 6.5
months to 10.7 months and educed mortality risk by 31%. This drug was safe
and its adverse effects could be controlled.

After the SHARP and AP trials, the role of sorafenib continued to be
demonstrated in other trials worldwide such as some multicenter studies in Italy
(2013), Japan (2015), GIDEON (ongoing with the number of patients up to
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3000), STELLA and INSIGHT studies in Germany. In these studies, the results
more clearly demonstrate the differences in treatment efficacy among patients
with different status of liver function, degree of hepatitis and starting dose.

- Adjuvant sorafenib after TACE and liver transplant: evidence
demonstrating efficacy is limited.

- Sorafenib combined with other methods such as HAIC, Yttrium-90: a
majority of studies had negative results

— So far single-agent sorafenib has still demonstrated its role as main

choice in first-line treatment of advanced HCC although some other

targeted agents also prove their efficacy.

- Domestic studies assessing the role of sorafenib have just stopped in
the assessment of initial treatment efficacy in some clinical cases, thus
they have not identify factors significantly affecting treatment results

1.5. Sorafenib and contorversial issues

The differences in treatment result of different populations lead to a lot of
questions: is there any relationship with etiological factors? What about the
initial dose of sorafenib? The relationship between toxicities and treatment
result?
1.6. Sorafenib and prognosis factors

Assessed factors: AFP concentration, stage, liver function, viral hepatitis
status, initial dose, toxicities during treatment and several biological factors
such as VEGF-A, angiopoietin-2, genesis factors. Over 10 years of study, there
have not been any clearly determined factors.

CHAPTER 2. PARTICIPANT AND STUDY METHOD

2.1. Study participant

This study included 110 HCC patients treated with sorafenib in Vietnam
National Cancer Institute and Hanoi Medical University hospital from January
15 2010 to November 315 2018.

* The eligibility criteria included:

- Diagnosed based on the diagnosis guideline of Vietnamese Ministry of
Health.

- Unresectable HCC or failure after local treatment methods such as
TACE, radiofrequency ablation, i.e.: Barcelona stage C, metastatic or recurrent
HCC and failure after local therapy.

- Good overall health status: ECOG PS 0-2

- Liver function was Child-Pugh A or Child-Pugh B

- Patients did not suffer from severe acute or chronic diseases
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- Patients were not treated with systemic therapy before

-With patients with progressive disease after HCC loco-regional treatments,
sorafenib treatment had to start at least > 28 days after loco-regional treatments.

- There was at least 1 measurable lesion of which the longest diameter
could be measured correctly > 10mm at first on CT scan or MRI

- Functions of organs and bone marrow were in permitted limit:
hemoglobin > 90g/1, number of granulocytes > 1.0 G/, number of platelets > 75
G/l, total bilirubin < two-fold upper limit of normal range, ALT and AST < 5-
fold upper limit of normal range, GFR > 50 ml/min (according to the
Cockeroft- Gault formula)

- Patients were treated with sorafenib with the starting dose being at least
400 mg per day.

- Medical charts were stored sufficiently
* Exclusion criteria

- Metastasis from other sites

- Patients were allergic to studied agents

- Patients had symptomatic or uncontrollable hypertension

- Overall health status: ECOG PS 3-4

- Patients were at risk of death in near future due to other severe diseases
(disease of cardiology, acute infection, and other advanced cancers)

- Psychiatric disorders

- History of other malignant diseases except diseases with curative goal,
no disease in active status (at least 5 years before sorafenib treatment) and low
risk of recurrence; local-stage cancers that were treated sufficiently and there is
not any evidence of disease at the moment.

- Brain metastasis or spinal cord compression.
2.2. Study methods
2.2.1. Study design: this was a retrospectively and prospectively descriptive
study with longitudinal follow-up
2.2.2. Study setting

Location: Vietnam National Cancer Hospital and Department of
Oncology, Hanoi Medical University Hospital

Time: retrospect from January 2010 to December 2015 and prospect
from January 2016 to November 31 2018

2.2.3. Sample size of study
The formula to calculate the sample size: n Z(z1 1—_p

Applying the above formula, sample size is 86.
In this study, we included 110 patients.



2.2.4, Study process

2.3.

Enroll eligible patients. Information was collected based on a
consensus medical record sample. All patients participating in this
study were treated with sorafenib with the starting dose at least 400 mg
per day, at maximum 800 mg per day. The toxicities were evaluated
after 2 weeks of treatment, the dose would be adjusted according to
toxicity level. Data were collected at the following moments: starting
point of treatment, during treatment, ending of treatment and ending of
follow-up (time of death or when final information was collected or
when follow-up was ended (November 31 2018)).

Assessment of several characteristics of study patients: age, gender,
viral hepatitis, PS, characteristics of liver tumour, diagnosis
characteristics, AFP before treatment, Child-Pugh score, ALBI grade,
liver enzyme before treatment, history of local treatment before the
study, information of follow-up time, treatment characteristics of study
participants.

Assessment of treatment efficacy included: response rate according to
RECIST 1.1, disease control rate, response according to AFP, PFS, OS
and assessment of adverse events (toxicity) of agents according to
Common Terminology Criteria for Adverse Events (CTCAE) 4.0 of
National Cancer Institute (America).

Evaluate several factors affecting DCR, PFS and OS: gender, age,
hepatitis B, C virus, PS, AFP before treatment, number of tumours,
dimension of tumour, portal vein thrombosis, extra-hepatic metastases,
liver enzyme before treatment, Child-Pugh, ALBI grade, the starting
dose of sorafenib and effects of several toxicities during treatment
process.

Management of common adverse events during treatment

+ Treat toxicities according to guidelines, based on toxicity level

+ HCC was progressive during treatment process: treat with second-
line drug if patients had good liver function and PS, palliative care only
if patients had bad liver function and PS.

Data analysis

Information was collected based on designed case report forms. Data

collection methods: clinical examination, laboratory test, follow-up
examination, prescription, call or write letter to the patients to record
treatment efficacy. Data were processed and analyzed on SPSS 20.0
software with statistical algorithms. Survival was estimated by the Kaplan-
Meier method. The univariate analysis: use log-rank test when comparing
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survival curves among groups. The multivariate analysis: use Cox
proportional hazards models with 95% confidence interval (p=0.05).

CHAPTER 3. RESULTS
3.1. CHARACTERISTICS OF PATIENTS

Table 3.13. Characteristics of patients

Characteristics N % Characteristics N %
10
Gende Male 5 92,7 None 6 54
' Female 8 | 7.3 Location | Right lobe 41 33?'
of
57.9+ 10,
Mean age 114 tumours | Left lobe 12 9
HBV 83 | 755 Bilobular | 51 42'
;':pa“ HCV 4|36 Median
virus THCES/V 1 0.9 >60 mm 51 48'
infecti N Tumour
on he0 atitis size 51
status | P 22 | 20.0 <60 mm 53 '
virus 0
infection
Portal vein 38
Alcohol intake 10 | 9,0 tumour 42 '
2
thrombus
BCLCC | 62 | 564 | | Extentof | Metastasis | 61 5;"
disease Portal vein
. spread
Diseas Recurrence tumour 18
e . 44 | 40.0 thrombus 20 '
/ Metastasis 2
charac and
teristic metastasis
S Failure
after local 44,
interventio 4 3.6 Number of_ 0 49 5
N extrahepati
¢ 38
Child- | A 99 | 90.1 metastases | 1 42 2'
Pugh g 11 | 9.9 2 12 | 10
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Grade 1 39 | 354 >3 7 6.4

Grade 2 65 | 59.1 Pretreatme | <20 24 21.

ALBI 8
nt AFP 78

Grade 3 6 | 55 ng/ml >20 86 2'

0 03 | 845 | |Prereat |>sounL | 36 | 3%

7

PS ment

1 17 | 155 '.IA.‘ST/AL <80 UI/L 74 63? '

Comments: The majority of patients were male, and 75.5% had HBV
infection. Almost all patients were in BCLC stage C, had CP level A, ALBI
Grade 2, PS=0, bilobular tumor. The median of tumour size was 60 mm. Portal
vein tumour thrombus (PVTT) was found in 38.2% patients. 55.5% had
extrahepatic metastases, 78.2% had elevated AFP.

Table 3.14. Characteristics of treatment

Characteristics Number of %
patient
History of local intervention before study (n=110)
Yes 51 46.4
No 59 53.6
Local interventions
Surgery 29 26.1
TACE 33 29.7
RFA 8 7.2
Percutaneous ethanol injection 4 3.6
Radiotherapy 4 3.6
Time from initial treatment to take part in 13 (1-90)
research (month)
Number of cycle 6.3 (0.5- 64)
Median duration of treatment (month) 6.4 (0.5-65)
Starting dose (mg)
400 38 34.5
600 24 21.8

800 48 43.6



Mean dose 580 + 162 mg

Median dose 600 (Min: 291, Max: 800)
Mean daily dose (mg/day) 600 + 157 mg
Median daily dose (mg/day) 600 (Min: 400, Max: 800)
Dose increased during treatment 13 11.8
Dose reduced during treatment 29 26.4
Second-line treatment 6 54

Comments: 46.4% of patients had history of local intervention before study,
median number of cycle was 6.3 . Median starting dose was 600 mg. Dose of
sorafenib was increased in 11.8% and reduced in 26.4% patients.

Table 3.15. Characteristics of patient’s status and follow-up duration

Characteristics Number of %
patient
Availiable data 99 90.0
Missing data 11 10.0
Survived 26 23.6
Dead 73 66.4
Discharged 89 80.9
Under treatment 21 19.1
Follow-up duration (months)
Median 5.9
Mean 11.0
Shortest 1.0
Longest 73.8

Comments: Median of follow up time was 5,9 months, 90% of patients had
available follow-up information.

3.2. OUTCOME OF TREATMENT

3.2.1. Treatment response
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Table3.16. Response according to
RECIST 1.1
Response Number %

RECIST 1.1 | of patient Q
Complete 0 0 5 \
response 05.4% .
Partial response 5 4.5 4.9%
Stable disease 60 54.5 » AFP binh thuong = AFP dap img
Progressive 45 41.0 AFP khong ddp img
disease
DCR 65 59.0 Graph 1.1. AFP response

Total 110 100

Comments: DCR was achieved in 59% patients and partial respone was seen in
4,5%, AFP response was 4,9% of patients.

3.2.2. Progression-free survival
Table 3.17. Progression-free survival

Progression free survival — PFS

Median  95%CI Min- Max- 1 2 3 4 5
- -months  months months year years years years years
months (%) (%) %) (%) (%)

457 | 3.88-5.25 0,4 67 23 14 10 S) 2

Comments: Median PFS was 4,57 months. The 1 years and 5 years PFS were
23% and 2% repsectively.

Table 3.18. The overall survival

The overall survival- OS
Median = 95%CI  Min - Max - 1 2 3 4 5
- - months months year years years years years
months = months %) ) @) () (%)
7.13 45-9.8 1 73.8 36 20 13 5 5
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Graph 1.2. Progression free survival and the overall survival

Comments: Median time of OS was 7,13 months. The 1 year and 5 years OS
were 36% and 0% respectively.

Table 3.19. Characteristics of natural history

Characteristics of natural hisotry Number of %
(N=91) patient
Local
Tumour growth 55 60.4
New lesion 8 8.8
Extrahepatic metastasis
Tumour growth 20 22.0
Metastasis 20 20.9
Lung 6 35.0
Lymph node 8 40.0
Peritoneum 3 15.0
Bone 2 10.0
Thrombosis 6 55
Child-Pugh C 23 25.3

Comments: Localized liver cancer was seen in 60.4%, the proportion of poor
liver function (Child-Pugh C) was 25.3%

3.3.2. Adverse events (AEs) of Sorafenib
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Table 3.20. Characteristics of AEs

Characteristics Numt_)er of %
(N=110) patient
Occurrence of AEs 86 78.2
Treatment delayed due to AEs 25 22.7
Permanent discontinuation due to 0 0

AEs

Comments: AEs rate was high at 78.2%. 22.7% patients had treatment delayed
due to Aes.
Table 3.9. Grades of AEs

Symptoms All Gradel | Grade2 | Grade | Grade
(N=110) grades 3 4
n % n % n % n| % n| %
Fatigue 28(255/11|/100, 9 1 82 8 73 /0|0
Weight loss 109 1|09 0 0 0,0 00
Hypertension 7164 5451 ,09 109 00
Xerosis 1,09 1|09 0 0 0, 000
HFSR 40 1 3641 21|19.1/12|109 7,64 0|0
Dysesthesia/ 218|218 |0 0 0,000
pruritus
Red rash 3127|3270 0 0,0 00
Stomatitis 7 64 |7 640 0 0, 000
Anorexia 2,18 2,18 1,09 0f0 00
Diarrhea 11 /10020, 912|109 (0| 0 OO
Elevated liver 36 1327 19|173 14 |127 3,27 0|0
enzymes
Abdominal pain 3127|3270 0 0,0 00
Thrombocytopenia | 13 | 11.8 | 12 | 10.9 0 0 '1/09/0/0
Leukopenia 1,09 1|09 0 0 0, 000
Anemia 4 136|218 |2 18 (0| 0 0|0

AEs: idiopathic fever (1 patient), cholangitis (1 patient), pneumonia (1 patient),
hemoptysis, (1 patient), hematemesis due to portal vein hypertesion (1 patient).
Comments: The majority was Grade 1/ 2 AEs; the most frequent of AEs were

fatigue, HFSR, Elevated liver enzymes, diarrhea, grade 3 AEs <10%, there
were no grade 4 AEs.
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Table 3.21. Timing of occurrence and toxicity duration

AEs Timing of occurrence Duration
(N=110) (days) (cycles)
Median Range Median Range
Fatigue 15 15- 60 1 1-14
Hypertension 15 15- 30 1 1-4
HFSR 30 5-240 3 0.5-34.5
Stomatitis 15 15- 60 1 1-3
Diarrhea 22.5 15- 90 1 1-12
Elevated liver 30 15- 90 2.5 1-7
enzymes
Thrombocytopenia 30 15- 60 2 1-14

Comments: The median onset of AEs was 15-30 days, lasted for 1-2 cycles of
treatment
Table 3.22. Correlation between starting dose and toxicity
Number  Starting dose of Sorafenib

AEs of 400 p
patient mg 600 mg 800 mg
HFSR 40 6 (15) @ 8(20) 26 (65) = 0.001
Elevated liver 14 14
enzymes 36 (38.9) 8(222) (38.9) 0.751
. 6 16
Fatigue 28 (21.) 6 (21.4) (57.2) 0.179
. 1
Stomatitis 7 (14.3) 2(28.6) = 4(57.1) 0.507
Hypertension 7 0 1(14.3) | 6(85.7) | 0.022
. 4
Diarrhea 11 (36.4) 1(9.1)  6(4.5 0.719
Thrombocytopenia 13 ( 4§ 2) 3(23.1)  4(30.8) 0.288
19
Dose reduce 29 2 (6.9) | 8(27.6) (65.5) 0.001
Dose i 13 8 4(30.8 - 0.006
ose increase (61.5) (30.8) (7.7) .

Comments: There was a positive correlation between starting dose and HFSR
and hypertension. The proportion of these events increased as the starting dose
increased.

3.3. Factors that affected treatment outcome
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3.3.1. Univariate analysis factors that affected outcomes
Table 3.23. Univariate analysis factors associated with DCR, PFS, OS

DCR PFS (O8]
Number _
Factors of Mﬁd'a Medi
atient | 9 edian,
P /o P (months P fmonths P
)
Ade <40 9 66.7 | 0.457 45 0.109 | 13.5 (0.184
g >40 101 | 584 47 6.8
Gender Male 102 58.8 | 0.574 4.6 0.310 | 6.8 (0.149
Female 8 62.6 3.7 23.8
No 22 72.7 | 0.129 6.7 0.503 | 13.1 |0.207
HBV 83 55.4 4.4 5.9
Hepatitis virus | HCV 4 50.0 2.1 25
HBV+ 1 1000 51 17.1
C
PS 0 93 65.5 | 0.001 5.1 0.01 7.7 10.184
1 17 235 24 2.9
AFP >20 86 53.5 | 0.024 4.0 0.024 | 59 (0.023
<20 24 79.2 6.7 15.6
Number of Single 28 64.3 | 0.504 45 0.683 | 7.1 (0.823
tumour Multiple| 76 55.3 4.5 6.8
Tumour size <60 53 64.2 | 0.174 5.7 0.004 | 6.8 |0.002
> 60 51 51.0 3.4 51
Portal vein Yes 42 50.0 | 0.127 3.2 0.215| 4.9 10.045
tumour No 68 64.7 5.2 104
thrombus
Extrahepatic Yes 61 541 | 0.249 4.3 0.123 | 6.7 |0.306
Liver enzvm <80 74 66.2 | 0.029 5.0 0.067 | 10.4 (0.036
ST eNzZymes g0 36 | 44.4 2.9 49
) A 99 60.6 | 0.352 4.7 0.097 | 8.7 Kk0.001
Child-Pugh =g 11 | 455 29 27
ALBI (13rade 39 64.1 | 0.232 5.8 0.035 | 10.4 {0.008
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Grade 65 58.5 4.5 6.7
2
Grade 6 33.3 1.8 1.8
3
Starting dose 800 mg 49 63.3 | 0.425 5.6 0.190 | 10.4 |0.125
<800mg 61 55.7 4.4 6.2
HESR Yes 40 77.5 | 0.003 6.7 0.001 | 14.6 |0.002
No 70 48.6 3.1 5.8
Elevated liver | Yes 36 52.8 | 0.348 3.5 0.108 | 5.9 |0.028
enzymes No 74 66.2 5.1 10.4
Stomatitis Yes 7 714 | 0.493 | 108 | 0.628 | 23.8 |0.045
No 103 58.3 4.6 6.7
Hypertension Yes 7 85.7 | 0.237 4.7 0.07 | 45.2 |0.011
No 103 57.3 45 6.7
Fatigue Yes 28 81.8 | 0.517 45 0.941 | 6.8 |0.744
No 82 56.6 4.6 7.1
Diarrhea Yes 11 81.8 | 0.106 5.8 0.340 | 15.6 [0.099
No 99 56.6 4.5 6.7
Comments:

- Factors that affected DCR were PS=1, AFP>20ng/ml, pretreatment liver
enzymes >80Ul/I, and without HFSR .
- Factors that were associated with poor PFS were : PS=1, pretreatment AFP >
20 ng/ml, tumour size > 60mm, ALBI Grade 3, and without HFSR.
- Factors that were associated with poor OS were : AFP>20 ng/ml, tumour size
>60mm, portal vein tumour thrombus, pretreatment liver enzymes >80 U/I,

Child-Pugh B, ALBI Grade 3,

enzymes, stomatitis, and hypertension.

3.3.2. Factor in multivariate analysis

Table 3.24. Factors affected PFS, OS in multivariate analysis

Factors

HBV

(Yes, No)

PS
(0,1)

AFP-ng/ml

analysis

HR = 95%ClI
1.501 02872281
2.565 15%112‘;
ose3 320

(>20, <20)

PFS- Multivariate

p
0.181

0.014

0.111

OS- Multivariate analysis

p

HR 95%_Cl
2.542 14?5776
Al
oos %%

AEs of treatment: HFSR, elevated liver

0.005

0.526

0.278
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Tumour size —mm 1.226- 1.221-

(560, < 60) 2006  Jcg, | 0007 2125 3605  0:008
oo 0740 SR% o0 osms G ome
Portal vein tumour 1.106 0.671- 0694 0759 0.437- 0.328
thrombus (Yes, no) 1.822 1.319
metaE.s):;rsa;rs]e(F\)?;LC, no) 2.183 13%%% 0.003 | 2683 14488473 0.001
prlt;(:xe:%renr:azri{(EJeIS/L 0802 O3S 0682 0940  0%Z 083
>80, <
Ch(i"o‘f"'gl)‘gh 0.890 (_,)L'g% 0.770 = 2.805 16.22586 0.012
(gggﬁg f%g"ge:]i; 1.414 %.77%%1_ 0.295 = 0.959 g:ggé 0.898
(\'("e';sﬁo) 1.223 271%% 0.472  1.087 01'?83712' 0.763
Elgﬁi;eg%ver 1.642 2977671 0.061 = 2.009 13'.147% 0.011
es, no
?:?:s‘aﬂg)s 0900 330 oo 0222 %% 0052
H%ﬁ’(eerste:‘;')o” 0469 I 0206 o01s4 4B ooz

Comments: Factors that independently affected PFS were: PS, tumour size,
and extrahepatic metastasis. Factors that were independently associated with
OS were HBV, extraheptatic metastasis, Child-Pugh, AEs of treatment:
elevated liver enzymes and hypertension.

CHAPTER 4: DISCUSSION
4.1. The characteristics of patients in the study:

The study was conducted on 110 patients, with age, epidemiological
characteristics of HBV similar to those of domestic studies. About the treatment:
46.4% failed with local intervention, the median number of treatments: 6.3
sessions, the majority of patients using sorafenib starting dose of 800 mg / day
(43.6%), dose on average 570 mg / day, 13 patients (11.8%) increased dose during
the treatment due to good tolerance, 29 patients (26.4%) reduced dose due to side
effects. 90% of patients had the follow-up information, 10% had lost information
mainly in the retrospective group, for these patients we took the last day having
information as the discharged date to calculate extra time. Median follow-up time
was 5.9 months (1-73.8 months)
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4.2. The treatment result:
4.2.1. The responsible result:

The partial response rate is low 4.5%, 54.5% of cases remain the same while
the rate of controlled diseases is 59%. This result is similar to studies conducted in
Asia such as the AP study and lower than the SHARP study in Europe (71%). Most
studies in the world also recorded low response rates, even full response rates is
extremely rare (almost 0%); Since 2008, only 15 cases have met the full response
in the reported clinical cases. This is a big challenge in finding new drugs that have
better results than sorafenib in the treatment of advanced stage UTGNP.

4.2.2. The response rate following the AFP

At the moment, the use of AFP in screening gradually becomes less
important but still plays a role in diagnosis and prognosis especially in patients with
surgery and liver transplant. 81 patients assessed AFP at the time after 2 treatment
periods represented a low response rate of 4.9%, 65.4% AFP did not respond, and
29.6% normal AFP. From the above results, it is recommended that AFP should not
be used as a single criterion to determine the direction of treatment, it should be
used only in cases where there is no or difficult to assess target damage, and it
cannot replace the image diagnostic criteria.

4.2.3. Progression — free survival (PFS)

PFS is not the most important factor to evaluate treatment effectiveness, but
it is an important criterion. The median PFS time is 4.57 months, the shortest is 0.4
months, the longest is 67 months. PFS ratios at 1 year, 2 years, 3 years, 4 years, and
5 years are 23%, 14%, 10%, 5%, and 2% respectively. PFS results were not the
same in the global studies, the majority were lower for the Asian population, and
higher for the studies conducted in Europe, however, it was noticeable that most
patients progressed before 6 months. The difference in results may be due to
differences in the study subjects, this is also a controversial issue during sorafenib
treatment that the research team will get into the discussion in the following
section. Among patients with advanced progression, the majority was at the target
lesion, however, there were 25.3% of patients with impaired hepatic function
Child-Pugh C, this is an important factor contributing to sorafenib treatment results.
.4.2.4. Overall survival:

The median overall survival time of patients in the study was 7.13 months,
ranged from 1 month to 73.8 months, 95% CI was 4.5-9.8 months. Most patients
die in the first year. OS ratios at 1 year, 2 years, 3 years, 5 years, and 6 years are
36%, 20%, 13%, 5%, 5%, and 0% respectively (Table 3.7 and chart 3.3 ). Our
results were higher than the AP study (7.13 months versus 6.5 months), lower than
the SHARP study (7.13 months versus 10.7 months), and there was no similarity
with other studies globally. The results of our study and the two domestic studies,
though different, are not much different from AP in Asia, but much lower than
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SHARRP in Europe. Differences in the effectiveness of the medication across studies
have raised many questions. The key unanswered question is whether there is a
difference in response in different populations, related to the etiologic cause, of
which one important factor is hepatitis infection B or C virus, we will deeply
analyze and discuss the influence of these factors on the outcome of treatment in
the following section.

4.2.5. Adverse Drug Reactions (toxicities) of sorafenib:

The proportion of occurrence of adverse drug reaction is high at 78.2%. The
most common toxicity during sorafenib treatment is a skin-limb reaction (36.4%),
followed by elevated liver enzymes (32.7%), fatigue (25.5%). Other less common
toxicity includes: thrombocytopenia (11.8%), diarrhea (10%), hypertension (6.4%),
canker sores (6.4%). Besides, the other less common toxicity accounts for less than
1%, including weight loss, dry skin, skin irritation, erythema, anorexia, nonspecific
abdominal pain, leukopenia, anemia. The majority of side effects were at 1st level,
2nd level,while particularly third-degree limbs skin reactions were observed in 7
patients (6.4%), third degree fatigue in 8 patients (7.3%), men increased Grade 3
liver in 3 patients (2.7%), thrombocytopenia degree 3 in 1 patient (0.9%). Thus, the
toxicity of sorafenib is mostly on the skin, body, gastrointestinal tract, very rare on
the hematopoietic system. This is true for all target drugs applied in the field of
cancer in general. High rates of toxicity have also been reported in the global
studies: in GIDEON is 83%, SHARP 80%, AP ...%, but the majority was of level 1
and 2, the level of 3,4 was below 10%. The domestic studies on a small number of
patients should not publish the proportion of toxicity, but the common toxicity is
fatigue, diarrhea, skin and limb skin reactions, mostly in grades 1 and 2.

Although the incidence of adverse drug reactions is high (78.2%), the
majority was mild and encountered in the first months of treatment. Some patients
expressing level 3 have to delay treatment or reduce the dose during treatment. The
proportion of delay in treatment in the study was 22.7%, but the duration of
treatment delay was short (the difference between the median duration of treatment
and the number of treatment periods was small: 6.3 months compared to 6.4
month). The proportion of patients who had to reduce the dose during treatment due
to side effects accounted for 26.4%, mainly due to HFSR and fatigue. After
reducing the dose of undesirable effects is reduced, patients well tolerated with
treatment.

We further analyzed the effect of the starting dose on the common toxicity,
the results showed that only HFSR and hypertension were significantly related to
the starting dose. Specifically, the incidence of HFSR gradually increases from
15% to 20% to 65% according to the dose levels of 400 mg, 600 mg, and 800 mg;
Grade 3 toxicity was only seen in patients using 800 mg / day, the difference was
statistically significant with p = 0.001; the rate of hypertension increased from 0%
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to 14.3% to 85.7% according to the starting dose levels of 400 mg / day, 600 mg /
day and 800 mg / day, the difference was statistically significant with p = 0.022.
4.3. Comment on some factors that affect the outcome of treatment

4.3.1. The effects of age and gender:

About the disease control rate and PFS time, the results showed no
difference, however, in terms of overall survival time, median OS was higher in
patients younger than 40 years (13.5 months compared to 6.8 months, p> 0.05), and
female group (23.8 months compared to 6.8 months, p> 0.05). Although there was
no significant difference in OS results, we found that the 95% CI range was very
large in women (21.8 to 25.7 months), cases with a survival time of over 2 years.
However, due to the large number of female patients, it is very difficult to assess
the difference in prognosis between two genders.

4.3.2. The effects of viral hepatitis:

The results of overall survival time reduce from 17.1 months, 13.1 months,
5.9 months to 2.5 months according to the subtypes: HBV + HCV co-infection,
non-hepatitis, HBV, and HCV respectively (p = 0.207). Because the proportion of
hepatitis C patients in the study was too low, we focused on assessing the impact of
HBV as a major risk factor in Vietnam. Results showed that PFS and OS were
lower in the group infected with hepatitis B, but the significant difference was only
achieved in OS (13.2 months compared to 5.9 months). Results from major studies
in the world also show that the difference in the etiology of the pathogen is an
important factor affecting the outcome of treatment, the prevalence of HBV, HCV
in different studies leads to different treatment result. In the AP study, the HBV rate
was over 70%, while in SHARP was 18%, the OS result in AP was 7.8 months
lower than SHARP was 10.7 months.

4.3.3. The effect of overall condition index before treatment

In the study 84.5% PS = 0, 15.5% PS = 1, there is no case PS = 2. The
survival time results were higher in the PS = 0 group compared to the PS = 1,
however the difference was only achieved in PFS (5.1 months compared to 2.4
months, p = 0.01). In multivariate analysis, the overall index is not an independent
prognostic factor to the outcome of treatment. We found that patients with PS = 1
had a higher incidence than Child-Pugh B. Studies in the world rarely mentioned
the role of PS because the majority of studies were conducted on patients with PS =
0. Research by Chia-Yang Hsu showed that PS is an independent prognostic factor,
the risk of death increases from 34% to 130% according to PS from 1-4, Hiroki said
that PS is an independent prognostic factor to the total lifetime result with HR =
1,773.

4.3.4. The effect of AFP concentration before treatment

AFP has a role in screening, diagnosing and monitoring HCC, but the role of
AFP before treatment in prognosis is still controversial. In the study 84.5% of
patients with increased AFP, we chose AFP 20 ng / ml as a cut-off point divided
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into 2 groups <= 20 ng / ml, and> 20 ng / ml. Results of DCR, PFS, OS were all
higher in the group with AFP <= 20 ng / ml (disease control rate 79.2% compared
to 53.5%, p = 0.024; median PFS 6.7 months compared to 4,0 months, p = 0.024; 1-
year PFS rate of 36% compared to 11%, p = 0.002; median OS 15.6 months
compared to 5.9 months, p = 0.023; 1-year OS rate 39% compared to 18%, p =
0.001). However, in multivariate analysis, an increase in AFP before treatment is
not an independent prognostic factor for treatment outcome. We found that the
increased AFP group before treatment had a higher rate than patients with
thrombosis, HBV, elevated liver enzymes, which are all bad prognostic factors
affecting treatment results. Some studies in the world evaluate the role of AFP
before treatment as a prognostic factor for patients treated with sorafenib, but the
cut-off points differ. The results of the authors Kristin, Jack P. Silva showed that
the highest result of treatment belonged to the normal AFP group before treatment.
Increased AFP hefore treatment is associated with an increased risk of disease
recurrence and death.

4.3.5. The effect of the number and size of liver tumor:

In the study, there were 104/110 patients with liver tumors, the remaining is
recurrent distant metastases after liver resection. We did not see the difference
between the number of liver tumors and the outcome of treatment, however, the
size of the tumor was a major factor affecting the outcome of treatment. We take
the 60mm median point as a landmark dividing into 2 groups: <= 60mm (48.2%),>
60 mm (51.8%). Results showed that DCR, PFS, OS were significantly higher in
the group with the liver tumor sizes <= 60mm. Specifically, the disease control rate
was 64.2% compared to 51.0%, median PFS 5.7 months compared to 3.4 months (p
= 0.004), 1-year PFS rate was 32% compared to 11% (p = 0.017); The median OS
is 10.7 months compared to 5.1 months (p = 0.002), the 1-year OS rate is 45%
compared to 23% (p = 0.002). Other domestic studies (Nguyen Dai Binh, Thai
Doan Ky) and abroad studies (SHARP, AP) also identified size as an important
predictor of treatment outcomes.

4.3.6. The effect of portal vein thrombosis:

Results of DCR, PFS, OS were lower in patients with portal vein thrombosis,
but the significant difference was only achieved in OS (4.9 months compared to
10.4 months, p = 0.045). The mechanism of formation of thrombosis is unclear, but
most of the thrombosis appears around the tumor and is thought to be a direct
invasive tumor, clinically, portal vein thrombosis is more related to large-size
tumors, poor CP, increased AFP. Studies all over the world have identified the
presence of thrombosis as a poor prognostic factor, response rate is less than 10%
and median survival time is 3.1 months during sorafenib treatment. Michele and
assistants suggested that the risk of death doubled in patients with thrombosis,
which result was similar to previous reports. In the study, we also found that there
was no difference in the extra survival results between the types of thrombosis.
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4.3.7. The effect of distant metastases beyond the liver

Treatment results were higher in patients who had no metastases outside the
liver for both DCR (65.3% versus 54.1%), PFS (5.1 months versus 4.3 months), OS
(10 months versus 6.7 months), however the difference is not statistically
significant. Uka and assistants suggested that primary liver tumor played a more
important role in prognosis than metastases, and in the multivariate analysis the
author found that among patients with distant metastases, early- stage liver tumors
had a good prognosis than patients with advanced- stage liver tumors. Other
authors suggest that liver damage should be controlled locally and that extra liver
damage should be corrected with systemic treatment or in combination with
radiation therapy. However, this view is not consistent.

4.3.8. The effects of liver enzymes before treatment

The proportion of patients with elevated liver enzymes (AST / ALT)> 80 Ul
/ L accounts for 36/110 patients. We found no significant difference in PFS results
between the two groups of patients with elevated liver enzymes> 80 Ul / L and
<=80 Ul / L (median PFS 5.0 months compared to 2.9 months, p = 0.067),
however, the difference was significant in terms of disease control rates, 1-year
PFS rate and overall lifetime (66.2% control rate compared to 44.4%, p = 0.029; 1-
year PFS 20% compared to 7%, p = 0.040; median OS 10.4 months compared to
4.9 months, p = 0.036; 1-year OS ratio 26% compared to 16%, p = 0.005 ). AST /
ALT levels may reflect hepatocyte damage related to HCC; in the AP study, the
author showed that patients with liver enzymes had a slight increase of 1.8 times
higher than normal with similar OS results between sorafenib groups and placebo,
an increase of 1.8-3 times had higher results in sorafenib treatment group, an
increase of 3 times higher for a placebo group. Thus, elevation of liver enzymes>
80 Ul / | before treatment is a predictor of poor treatment results with sorafenib
4.3.9. The effect of liver function:

Effects of Child-Pugh: Treatment results were higher in group CP A but
significant differences were only achieved in OS (8.7 months versus 2.7 months, p
<0.001). We assessed in more detailed by CP points 5,6,7,8 and 9, the results
showed that the best results belonged to CP 5,6,7 points, but CP 6 was lower
compared with CP 7 points. This may be a weakness when applying CP scores in
prognosis of patients with HCC, because in the CP scale there are 2 subjective
factors: ascites and hepatic encephalopathy, 2 dependent factors are albumin and
ascites Because of the obstruction, it is sometimes difficult to accurately assess
liver function in patients with HCC. In addition, the CP scale lacks of confirmation
while establishing on HCC.

ALBI level: ALBI level was born based on two objective factors: aloumin
and billirubin, when comparing the correlation between ALBI and CP, we found
that ALBI level was more detailed, especially in patients with good liver function.
Treatment results gradually decreased according to ALBI at levels 1, 2 and 3 (PFS:
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5.8 months, 4.5 months, 1.8 months, p = 0.035. OS: 10.4 months, 6.7 months and 1,
8 months, p = 0.008). Many studies in the world have confirmed that ALBI is an
independent prognostic factor, the best treatment result belongs to ALBI level 1.
ALBI should be widely used in prognosis of patients with HCC for sorafenib
treatment.

4.3.10. The effect of the starting dose of sorafenib:

The results showed that the rate of DCR, PFS, OS was higher in the standard
treatment group of 800 mg / day (median PFS 5.6 months compared to 4.4 months,
median OS 10.4 months compared to 6.2 month), however the difference is not
statistically significant (p> 0.05). In clinical practice, the starting dose varies widely
from 400 mg to 800 mg depending on the experience of the physician, in the study,
the majority of patients used a low starting dose due to liver enzymes> 80Ul / I.
Results from large global studies such as GIDEON showed that using a starting
dose 50% lower than the standard dose reduces toxicity and treatment
discontinuation rates while there is no significant difference in treatment results.
However, gradually increasing the dose to ensure the maximum dose is necessary
to guarantee treatment results.

4.3.11. The effect of some toxicity on the outcome of treatment

We assessed the effects of some common toxicity: HFSR, elevated liver
enzymes, stomatitis, hypertension, fatigue and diarrhea to the outcome of treatment.
Results showed that the factors affecting the treatment outcome were HFSR
(median OS 14.6 months compared to 5.8 months, p = 0.002), stomatitis (median
0OS 23.8 months compared to 6.7 months, p = 0.045), hypertension (median OS
45.2 months compared to 6.7 months, p = 0.011). Factors adversely affecting the
outcome of treatment were hepatotoxicity (median OS 5.9 months compared to
10.4 months, p <0.05). Studies around the world also identify the above toxicity as
a prognosis role, but the independent influence factors vary in the studies. Reig's
research, Fernanda Branco, Masanori suggested that HFRS was an independent
prognostic factor for treatment outcomes, but Bettinger and Koschny found that
there was no relation between HFSR and results. Estfan, Akutsu pointed out that
hypertension within 2 weeks of starting treatment was associated with better
treatment outcomes. In summary, there is no consensus on the effect of toxicity on
results, but in the study we found that in Vietnamese patients, two independent
factors affecting treatment results are elevated liver enzymes and hypertension.
4.3.12. Independent prognostic factors for multivariate analysis:

From the research results, we realize that there are many factors affecting
treatment results in univariate analysis, but in multivariate analysis, independent
factors affecting PFS are PS, tumor size, distant hepatic metastases, independent
factors affecting OS are HBV, tumor size, distant hepatic metastases, Child-Pugh,
elevated liver enzyme toxicity and hypertension. Factors adversely affecting PFS are
PS =1, liver tumors> 60mm, metastases spreading outside the liver (doubling the risk
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of disease progression). Factors that adversely affect the OS are HBV (2.5 times the
risk of death), liver tumors> 60mm (2.1 times the risk of death), metastases spreading
outside the liver (2.7 times the risk death), Child-Pugh B (2.8 times the risk of death),
elevated liver enzymes’ toxicity (2 times the risk of death). Hypertension reduces
84.6% risk of death.

CONCLUSION

After conducting research on 110 HCC patients treated with sorafenib from
January-2010 to November-2018 in NHC and Department of Oncology, Hanoi
Medical University Hospital, we have come to the conclusion:

1. Outcomes of treatment
- Treatment with Sorafenib: median OS was 7,13 months, the 1 year and 5 year-OS
were 36% and 5% respectively; meadian PFS was 4,57 months, the 1 years and 5
year-PFS were 23% and 2% repsectively.
- Partial response rate was 4,5%, DCR rate was 59%.
- The proportion of AFP response was 4,9%
- Sorafenib is safe in patients: although AEs were common (78,2%), the majority
was Grade 1, 2; Grade 3 was found in less than 10% patients and there were no
Grade 4 AEs:

+ The most frequent AEs: HFSR (36,4%), fatigue (25,5%), elevated liver
enzymes (32,7%).

+ The effect of AEs: treatment delayed 22,7%, dose reduce 26,4%. There were
no permanent discontinuation due to AEs

+ The median onset of AEs was 15-30 days, lasted for 1-2 cycles of treatment.

+ There was a positive correlation between starting dose and HFSR or
hypertension.

2. Factors were associated with outcome
2.1. Univariate analysis of factors:

- Factors that were associated with poor DCR were : PS=1, pretreatment AFP
>20ng/ml, pretreatment liver enzymes >80UI/I, and without HFSR.

- Factors that were associated with poor PFS were: PS=1, pretreatment AFP >
20 ng/ml, tumour size > 60mm, ALBI Grade 3, and without HFSR.

- Factors that were associated with poor OS were : AFP>20 ng/ml, tumour size
>60mm, portal vein tumour thrombus, pretreatment liver enzymes >80 U/I, Child-
Pugh B, ALBI Grade 3, AEs: HFSR, elevated liver enzymes, stomatitis,
hypertension.

2.2. Multivariate analysis of independent factors:
- Factors that were associated with poor PFS were: PS=1, tumour size >60mm,
extrahepatic metastasis (2-fold higher risk of disease progression).
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- Factors that were associated with poor OS were: HBV (2,5-fold higher mortality
risk), tumour size >60mm (2,1-fold higher mortality risk), extrahepatic metastasis
(2,7-fold higher mortality risk), Child-Pugh B (2,8-fold higher mortality risk), AEs
elevated liver enzymes (2-fold higher mortality risk) and hypertension (reduce
84,6% mortality risk)

RECOMMENDATION

1. ALBI grade should be used widely to prognose HCC patients treated with
sorafenib, in which patient with ALBI Grade 1 had better outcome.

2. The initiation of sorafenib therapy at reduced dose below 800 mg/day was
associated with lower (but not statistically significant) DCR, PFS and OS. When
patients had low starting dose of sorafenib, increment of the dose to 800 mg/day if
patients are tolerant is neccessary to achieve optimised treatment result.
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