PAT VAN DPE

Ung thu dai tryc trang 13 mot trong nhing loai ung thu phd bién
& nudc ta ciing nhu cac nudc khac trén thé gioi. Do dic diém giai
phau, hé théng tinh mach cua dai tryc trang dd vé gan, nén ty 1¢ di
cin gan cua UTDTT la rit cao. Udc tinh co 20-25% bénh nhan
UTDTT dugc phat hién di cin gan cing v6i thoi diém chan doan u
nguyén phat va ciing khoang 20-30% s trudng hop tién trién di can
gan trong vong 3 nam sau diéu tri triét can ban dau. Phau thuat la
phuong phap diéu tri tdi wu nhung chi 4p dung duoc cho khoang 20%
s6 bénh nhan khi ma cac di can con khu tri. D6i véi bénh nhan (BN)
di cin gan khong con kha nang phau thuét triét can, thi hoa chit toan
than 1a diéu tri tiéu chudn. Trong d6 FOLFOX4 va FOLFIRI la
nhimg phac d6 dugc st dung rong rdi. DSt nhiét song cao tin
(DNSCT) qua da duéi huéng dan cia siéu 4m 1a mot phuwong phap
pha hity khdi u tai chd bang nhiét it xam ldn dang dugc nghién ciu
va tng dung trong diéu tri di cin gan tir UTDTT & nhiéu nude trén
thé gidi. Két hop DNSCT vai hoa chit toan than 1a mot trong nhing
phuong phap diéu tri da mé thire, phdi hop diéu tri tai chd va toan
than. O nudc ta hién nay, da c6 nhiéu nghién ctru tmg dung PNSCT
diéu tri ung thu gan nguyén phat. Tuy nhién, chua c6 mot cong trinh
nghién ctru ndo vé hiéu qua ciing nhu tinh an toan cia DNSCT két
hop vé6i hda chat toan than cho di cin gan trong UTDTT.
Muc tiéu:
1. Nhdn xét mot sé dac diém lam sang, can lam sang ¢ bénh nhan di

can gan trong ung thu dai truc trang.
2. Ddnh gid két qua dot nhiét song cao tan két hop héa chat toan than

0 cac bénh nhdn di can gan trong ung thu dai truc trang.

PONG GOP MOI CUA LUAN AN

Pay 1a mot nghién ctru tmg dung phuong phap méi trong diéu tri
di cin gan trong ung thu dai tryc trang & nudc ta. Két qua nghién ctru
cho thay: phuong phap c6 két qua tot va an toan, ty 1 dap tmg hoan
toan khdi u 73,5%, thoi gian song thém toan b trung binh dat
36,77+2,86 thang va thoi gian sdng thém khong tién trién trung binh
dat 14,21+1,34 thang. Hoi chtng sau ddt nhiét chii yéu & muc do nhe
va dién bién trung binh 1-2 ngay sau can thiép. Ty 1& bién chimng thip
(4,8%) va khong c6 BN tir vong lién quan dén can thiép.

CAU TRUC CUA LUAN AN
Luan 4n c¢6 122 trang, gdm: dat van dé va muyc tiéu nghién ctru
(2 trang), tong quan (36 trang), d6i tuong va phuong phap nghién
ctru (17 trang), két qua nghién ctru (36 trang), ban luan (27 trang),
két luan (2 trang) va kién nghi (I trang). Luan an c6 20 bang, 20 biéu
dd, 21 muc hinh anh, 126 tai liéu tham khao, trong d6 11 tai li¢u
tiéng Viét va 115 tai lidu tiéng Anh.

Chuwong 1
TONG QUAN TAI LIEU

1.1. Dich té hoc UTTDTT trén thé gi6i va Viét Nam

UTDTT la mot trong nhimg loai ung thu thuong gip nhat trén
thé giéi. Ty 1é méc khac nhau giita cac khu vuc, UTDTT mic cao &
cac nudce phat trién. Theo GLOBOCAN niam 2012, trén toan thé giéi
c¢6 khoang 1.306.056 truong hop méi mic, chiém khoang 10% tong
s6 cac bénh Iy ung thu. O nudc ta UTDTT hang thir 6, voi s6 méi
méc khoang 8.700 ngudi va tir vong ciing khoang 5.900 nguoi.
1.2. Lam sang va nhitng tién b trong cdn lim sang chin doan
ung thw dai trwe trang hién nay
1.2.1. Lam sang ung thw dai tryc trang

Ung thu dai tryc trang giai doan sém thuong khong c6 tri€u
chung, cac tri¢u chiig 1am sang khong dac hiéu, xuét hién khi bénh
d tién trién va thay doi theo vi tri ctia khdi u.

- Tri¢u chiing toan than: mét moi, chan an, gﬁy sut can.



- Triéu chimg co ning: dau bung, day bung, di ngoai nhiéu lan,
phan det, cam giac di ngoai khéng hét phan, di ngoai phan den hodc
phan 13n mau.

- Triéu chtg thyc thé: kham bung c6 thé so thiy khdi u trong 6
bung, tham tryc trang c6 mau, so théiy hach to.

- Triéu ching do di can ctua ung thu.

+ Di cin gan: dau ha suon phai, diy bung, khoé tiéu, vang da,
s& thay khdi u ving gan.

+ Di can phéi: ho, ho ra mau, khoé thd, dau ngyec.
1.2.2. Nhiing tién b trong cdn lin sang chin dodn ung thw dai
tryc trang.
1.2.2.1. Noi soi dai truc trang 5ng mém

Day 1a phuong phap co gia tri cao trong chan doan khdi u
DTT. Qua ndi soi cho phép quan sat tryc tiép ton thuong, xac dinh
duoc hinh dang, vi tri, kich thudc khdi u. Noi soi khong nhiing
phat hién UTDTT ¢ giai doan s6m, lam sinh thiét dé chan doan
xac dinh vé& mat giai phau bénh ma con cé thé tham do duoc toan
bo dai trang dé phat hién cac tén thuong phdi hop.
1.2.2.2 Chup cdt I6p vi tinh da day

Chup cit 16p vi tinh (CLVT) 6 bung, tiéu khung va 16ng nguc dé
danh gia tinh trang di can hach tai ving va di can xa 1a can thiét.
Hién nay chup CLVT da diy 3 thi duoc coi 1a k¥ thuat chuin trong
chan doan di can gan. Hinh anh dién hinh cia UTDTT di cin gan la
ngim thubc can quang thi dong mach, thai trir thuéc nhanh & thi tinh
mach ctra va thi mudn.
1.2.2.3. Chup cong huong tir

Chup cong hudng tir c6 d6 nhdy cao hon CLVT vé phat hién di
can gan, di can h¢ than kinh trung wong va c6 kha nang danh gia t6t
hon vé mirc d6 xam 14n ciia khdi u tryc trang. Hinh anh di can gan
trong UTDTT giam tin hiu trén xung T1 va ting tin hi¢u trén xung
T2. Sau khi tiém chit d6i quang tir cac tén thuong di can dugc phat
hién t6t hon ¢ thi tinh mach cira, biéu hién 1a vung giam cuong do tin
hi€u so voi nhu mo gan lanh xung quanh, ting cuong do tin hi¢u
ving vién & thi dong mach.
1.2.2.4. Chup PET/CT

Chup cit 16p vi tinh phat xa positron (PET/CT) ciing 1a mot
phuong phap c6 gia tri trong chén doan UTDTT, dic biét 1a danh gia
su lan tran cua bénh.

1.3. Diéu‘tri di can gan trong ung thu dai truc trang
1.3.1. Diéu tri di can gan trong ung thw dai truc trang co kha ning
phdu thudt triét can.

Hién nay, cac bénh nhan UTDTT di can gan déu nén duoc xem
xét phiu thuat cit bo dua trén ciu tric giai phau, tinh trang toan than
va su dam bdo chuc nang gan trude khi chon lya cac phuong phap
diéu tri khac. Céc bao céo cho thay thoi gian séng thém ngiy cang
dugc cai thién. Mot phan tich hau kiém gan day da bao cdo ty 1& séng
thém 5 nam 1a 38% & nhitng BN duoc phau thuat cit bo di can gan.
Trong truong hop di cin gan duoc phat hién dong thoi voi khdi u
nguyén phat, phau thudt cit bo khéi u nguyén phat va di can gan co thé
thuc hién & mot thi hodc hai thi khac nhau. Cac phuong thiic phau thuat
mot thi cit bo ca khdi u nguyén phat va di cin, phiu thuat khdi u nguyén
phat trude hodc cit bo di can gan trudc khong c6 sy khac biét vé ty 16 tir
vong va két qua song thém. Tuy nhién, phau thuat di cin gan trudc khbi
u nguyén phat sau do diéu tri hoa chét bd tro dang dwoc chap nhan phd
bién hién nay.

1.3.2. Diéu tri di can gan trong ung thw dgi truc trang khéng con
khd ning phéu thudt tri¢t cdn.
1.3.2.1. Tién bé trong diéu tri héa chit

Trong vong 40 nam qua, da c6 rat nhiéu tién bo trong hoa tri ung
thu dai tryc trang di can. Thoi ky déau, fluorouracil 12 hoa chat duy
nhit hiéu qua trong ung thu dai truc trang, thoi gian séng thém chi
dat dwoc 8-11 thang. Ngay nay véi cac thudc méi ra doi, thoi gian
song thém kéo dai gap doi, nhiéu bénh nhan séng trén 2 nam. Hién
nay, hhac d6 FOLFOX va FOLFIRI dang duoc ap dung phd bién cho
cac bénh nhan UTDTT giai doan di can.
1.3.2.1 Cdc phwong phdp tiéu hity khéi u qua da

Tiéu huy khdi u tai chd 1a phuong phap didu tri dang duoc
nghién ciru va ing dung cho UTDTT di can gan khong phu hop voi
phau thuat ¢ nhiéu nudc trén thé giéi. Cac phuong phap hién nay
dang ap dung la tiém ethanol qua da, d6t nhiét song cao tan, siéu 4m
hoi tu cudong do cao, pha huy bang vi song hodc bang lazer... trong
d6 DNSCT la phuong phap duoc ap dung rong rii nhat.



Ty 18 tai bién, bién ching ciia DNSCT trén 1am sang 1a rat thap,
nhét 1a d6i v6i nhimng truong hop can thiép qua da, chi khoang 2-6%.
Ty 1& tir vong lién quan dén can thiép dué6i 0,5%. Cac bién ching tai
gan gon: suy chirc ning gan, ap xe gan 1,1%, chay méau trong 6 bung
1,6%, ton thuong dudng mat 1%, reo ric té bao ung thu trén dudng
di ctia kim. Cac bién chimg ngoai gan gdm: thing éng tiéu hoa, tran
dich, tran khi mang phdi, huyét khéi tinh mach, bong da tai vi tri dat
tdm dién cuc. Hoi ching sau DPNSCT bao gém nhom triéu chimg dau
vung gan, s6t, non gdy ra boi hién tugng hoai tir khéi u. Mt do nang
nhe cua hdi chig nay phu thudc vao thé tich u bi hoai tu.
1.3.2.2. Cdc phwong phdp can thiép qua duong dong mach

Tac mach hoa chat, hoa chat dong mach gan, da dugc chap nhan
nhu 13 14 phuong phap diéu tri tam thoi cho cac truong hop di cin
gan tir UTDTT khong con chi dinh phau thuat, véi hi¢u qua 1am sang
da duogc chu’ng minh la kiém soat dugc su phat trién cua khéi u va
kéo dai thoi gian song thém cho bénh nhan. Gan day, ‘gac mach két
hop xa tri chi€u trong xa tri dang dugc ap dung & nhi€u trung tam
trén thé gidi.
1.3.2.3. Piéu tri di can gan trong ung thw dai truc trang bdng
phurong phdp dot nhiét séng cao tan két hop héa chit toan than.

DNSCT ngay cang dugc ap dung mdt cach rong rdi cho UTDTT
di can gan khong con chi dinh phau thuat véi ty 18 séng thém tai thoi
diém 5 nam dat t6i 18-40%. Trén thyc té, ty 18 tai phat va di can vi tri
méi con khéa cao, ma nguyén nhan 1a do cac vi di can va sy pha huy
khdi u chua triét dé. Hoa chit toan than duoc coi 1a phuong phép
diéu tri tiéu chudn cho bénh nhan UTDTT giai doan di can. Két hop
DBNSCT trudc, tiép theo 1a hoa chit toan than 1a mot trong nhiing
phuong phap phéi hop diéu tri da mé thie. Vai trd cua hod chét 1a
diét phan khéi u con sot lai sau PNSCT va céc vi di can. Day 1a co s
khoa hoc cho viéc két hop DNSCT véi hoa chit toan than véi muc
dich bo sung dé khic phuc cac nhugce diém cua timg phuo‘ng phap
khi ap dung don 1¢. Cho t6i nay, chwa c6 bang chimg vé loi ich séng
thém ¢ nhom BN da c6 di cin ngoai gan. Do viy, khuyén cao cua
phuong phép diéu tri nay 1a chi nén ap dung trén nhimg trudng hop
UTDTT di can gan nhung chua c6 di can ngoai gan.

) . Chuwong2 . .
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Pbi twong nghién ciu: Gom 61 bénh nhan UTPTT di dugc
phau thuat khdi u nguyén phat, ¢6 di cin gan ngay tir dau hodc tai
phat di cin gan, dugc dugce didu tri DNSCT két hop véi hoa chit
phac dd FOLFOX4 hodc FOLFIRI tai Bénh vién Trung Uong Quan
d61 108. Thoi gian nghién ctru tir thang 9/2012 dén nam 06/2017.
2.1.1. Tiéu chuén chon bénh nhin

- Cac bénh nhan UTDTT da duoc phﬁu thuét triét can trudce do,
nay tai phat di can gan.

- Cac bénh nhan UTDTT, c6 di cin gan ngay tir diu, da duoc
phau thuat khéi u nguyén phat, khong phau thuét duoc di can gan.

- C6 chén doan xéc dinh di can gan tr UTDTT béng mo bénh hoc.

- Khéng ¢6 di can ngoai gan.

- Khong c6 chi dinh phiu thuat (do di can gan da 6, kich thudc u
gan lon, vi tri trung tAm va/hodc do tinh trang toan than khéng cho phép
phau thuat).

- C6 tong s6 khong qua 5 ton thuong di can gan

- Puong kinh 16n nhat cta di can gan khong quéa 5 cm

- Chi s6 thé trang co thé ECOG < 1

- Ddng y tham gia nghién ciu.

2.1.2. Tiéu chudén logi triv

- Cac BN da dugc diéu tri bang cac phuong phap can thiép gan
trude do.

- C6 bénh nang Kkét hop: suy tim, suy than, dat may tao nhip,
sten dong mach hodc bénh nhan qua gia yéu, phu nit ¢6 thai.

- Cac BN ¢ rdi loan d6ng mau: ti 1€ prothombin < 60%, tiéu
cau <50 G/L.

- Cac bénh nhan khong theo doi dugc.

2.2. Phwong phap nghién ctru
2.2.1. Thiét két nghién ciru: nghién ctru tién ctru, can thiép khong
dbi chimg, c6 theo ddi doc.



2.2.2. Phu’g’ng tién nghién ciru
H¢ thong may DNSCT The New Cool-tip RF Ablation System E
Series ctia hang Covidien. Cac may moc xét nghiém, cac phuong tién
chén doan hinh anh hién dai duogc sir dung thuong quy tai Bénh vién.
Hoéa chét Oxaliplatin, 5-Flourouracil, Calciumfolinat, (Ebewe
Pharma, Ao), Campto 100mg, 40 mg (Pfizer Pharma, Australia).
2.2.4. Cic bude tién hanh nghién ciru
2.2.4.1. Chudn bi bénh nhén: Tham kham 1am sang, can lam sang.
*Can ldm sang:
- Xét nghiém méu thudng quy (cong thirc mau, sinh hoa, mién dich).
- Chén doan hinh anh: chup CLVT da day 6 bung, 16ng nguc.
* BN duoc giai thich vé phuong phap diéu tri, viét gidy cam doan.
2.2.4.2 Tién hanh ky thudt: theo cac budc co ban cta quy trinh ky
thuat DPNSCT.
2.2.4.3. Theo doi sau can thiép:
* Theo do6i hdi chirng sau DPNSCT
* Theo ddi cac bién chung cua can thiép
* Tai thoi diém 1 thang sau can thi€p, cac bénh nhan dugc chup
CLVT gan 3 thi. Panh gid dép tng theo huéng dan cta hoi dién
quang can thiép qudc té (the International Working Group on Image-
guided Tumor Ablation)
2.2.4.4. Piéu tri héa chat toan than sau PNSCT 2 tuan, khi cdc tac
dung phu ciia dot nhiét séng cao tan da binh phuc.
- Cdc bénh nhan chwa dwoc héa tri, va mot so6 truong hop da diéu tri
bé tro bang 5-fluorouracil va canxiumfolinat nay tdi phat thi dwoc lua
chon phic do FOLFOX4 12 chu ky.
+ Phac d6 FOLFOX 4
Oxaliplatin 85mg/m? truyén tinh mach ngay 1.
Canciumfolinat 200 mg/ m”> truyén tinh mach ngay 1, 2.
5-fluorouracil 400 mg/ m? truyén tinh mach nhanh ngay 1, 2.
5-fluorouracil 600 mg/ m*>  truyén tinh mach 22 gio ngay 1, 2.
Chu ky 14 ngay
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- Cdc bénh nhan da diéu tri héa chat b6 tro bang phac do6 FOLFOX4,
nay tai phat thi dwoe lwa chon budc 2 theo phéac do FOLFIRI 12 chu ky.
+ Phéac d6 FOLFIRI

Irinotecan 180 mg/ m? truyén tinh mach ngay 1.
Canciumfolinat 400 mg/ m? truyén tinh mach ngay 1.
5-fluorouracil 400 mg/ m* truyén tinh mach nhanh ngay]1.
5-fluorouracil 2400 mg/ m? truyén tinh mach trong 48 gio.

Chu ky 14 ngay

- Theo déi tinh trang toan than, chltc nang tao mau, gan, thin
trude va sau mdi chu ky hoa chét.

- Tai thoi diém 3 va 6 thang, 1a thoi diém két thic 6 va 12 chu
ky hoa chit, cac BN duoc chup CLVT 6 bung, 16ng nguc dé danh gia
dap tng, theo doi tai phat. Cac truong hop khong dat dap ng hoan
toan sau DPNSCT 1 thang, phan khéi u con sot lai duge danh gia dap
tmg theo tiéu chuan dap ung khdi u rin (Response Evaluation
Criteria in Solid Tumors-RECIST 1.1)
2.2.4.5. Theo déi sau khi hoan tat DNSCT va 12 chu ky héa chdt

- Theo ddi dinh ky mdi 3 thang: kham l1am sang, xét nghiém
CEA, x quang tim phdi, chup CLVT & bung dé danh gia tai phat tai
gan va ngoai gan.

- Nhiing truong hop bénh tién trién, tai phat dugc diéu tri cac
budc tiép theo, dua trén cac hudng dan dong thuan cia Viét Nam va
qudc té néu tinh trang toan than cho phép, chi s6 ECOG <2. Nhimng bénh
nhan qua yéu, chi s6 ECOG > 2 dugc diéu tri cham séc giam nhe.

2.3. Cac chi tiéu nghién ciru

2.3.1. Cdc thong sé lam sang va cdn lim sang ctia bénh nhén truée
diéu tri

* Ldm sang:

- Tudi: chia thanh 3 nhom: < 40 tudi, 41-60 tudi va > 60 tudi.

- Gi6i: nam/nir.

- Vi tri cua ung thu nguyén phat: ung thu truc trang hay dai trang.

- Pic diém di can gan: cing thoi diém chan doan ung thu
nguyén phat hodac bénh da dugc diéu tri triét can trude do, nay tai
phat di can gan.
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- Cac phuong phép da diéu tri trudc khi vao nghién ctu.

- Diéu tri hoa chit budc 1 hay budc 2.

- Triéu ching co nang: dau bung, sdt, gﬁy stit can, chan an, rdi loan
tiéu hoa...

- Triéu chimg thyc thé: di ngoai ra méau, u ving bung, gan to. ..

- Téng trang bénh nhan theo chi s6 ECOG
* Cac xet nghiém can lam sang:

- Héng clu, huyét séc t, bach cau, tiéu cau.

- Xét nghiém chtrc ndng dong mau: prothrombin, APTT.

- Xét nghiém sinh hoa: GOT va GPT, ure, creatinin, bilirubin
toan phan va truc tiép, protein, albumin huyét thanh.

- Xét nghiém dinh lugng CEA trudc diéu tri, chia 1am ba nhom:
binh thuong (<5 IU/ml), tang (5 -30Ul/ml) va tang cao (>30ng/ml).

* Cdc thong s6 khéi u dwa trén hinh anh chup CLVT:

- S lugng u

- Vitri di can: thuy phai, thuy tréi, ca hai thuy.

- Kich thudc khdi u: duong kinh 16n nhét cta khdi u.

2.3.2. Cdc thong sé vé kj thudt can thiép va tic dung khong mong
muén, tai bién, bién chirng.

- S6 1an can thiép DNSCT

- Thoi gian DNSCT: thoi gian d6t/lan, thoi gian ddt theo kich
thuéc u

- Kim dién cyc st dung: loai kim, s6 kim.

- Tac dung khong mong mudn va bién ching sau can thiép,
dugc danh gia theo hudng dan cua hoi dién quang can thiép qudc té
(the International Working Group on Image-guided Tumor Ablation).

+ Pau ving gan: danh gia mic do dau nhe, vira, ning bang
thang diém danh gia dau qudc té. Thang diém nay dwa trén sy tu
danh gia mirc d6 dau ciia bénh nhan va duoc chia tir 0 dén 10 diém:
dau nhe; 0-3 diém, dau vira; 4-7 diém, dau nang; 8-10 diém.

+ Muc do sdt: nhe; 37-38°C, vira; 38,1-39°C, nang > 39°C.

+ Non: nhe <2 lan/ngdy, trung binh 3-6 lan/ngay, ning > 6
15n/ngély.
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+ Tran dich-khi mang phdi: dua vao 1am sang, x quang, chup CLVT.

+ Chay mau trong 6 bung: lam sang, siéu am, xét nghiém
huyét hoc.

+ Céc bién chimg: thung rudt, viém phtc mac, viém tii mat
cép, ton thuong duong mat: dya vao 1am sang, siéu 4m, x quang &
bung, chup CLVT.

+ Suy chiic ndng gan: lam sang, xét nghiém danh gia chuc
nang gan.

+ Céc bién chimg mudn sau DNSCT: 4p xe gan, gieo ric té
bao ung thu trén dudng choc kim, dya vao 14m sang va chin doan
hinh anh.

+ T vong lién quan dén k¥ thuat can thiép: tir vong trong
vong 1 thang dau tién do bét ké nguyén nhan gi.

2.3.3. Cdc thong sé vé djc tinh do diéu tri héa chit

Trude va sau mdi chu ky hoa tri, BN dugc kham 1am sang, xét
nghiém dé danh gia doc tinh, tic dung khong mong mudn cta hoa
chét (theo tidu chan cia WHO).

+ Boc tinh trén hé tao huyét: dua vao cac chi so: héng cau,
huyét sdc td, bach cau, tiéu cau.

+ Ddc tinh trén gan, than: dugc danh gia qua xét nghiém sinh
hoéa mau ure, creatinin, GOT, GPT.

+ DJc tinh trén hé ti€u hoa: duge danh gia dya trén muc do di
ngoai cia bénh nhan, s6 1an nén.

+ Ddc tinh trén hé than kinh: dwa vao mtc do biéu hién ciia
bénh Iy than kinh ngoai vi.

+ Doc tinh toan than: danh gia thong qua muc dd cia tri€u
ching co nang mét moi.

2.3.4. Cdc thong sé vé két qud diéu tri

* Ty 1é ddp vmg khoi u tai cdc thoi diém 1, 3 thang va 6 thang sau
can thiép lan dau.

* Panh gid tdi phat tai cdc thoi diém thong ké theo hwéng dan ciia
héi dién quang can thiép quoc té (the International Working Group
on Image-Guided Tumor Ablation):
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- Tai phat tai chd (local recurrence): 1 sy xuat hién khbi u gan méi
tai vi tri khoi u gan da dugc danh gia hoai ti hoan toan sau diéu tri.

- Tai phat khdi méi (new nodal recurrence): 1a sy xuét hién khoi
uméi & khac thuy, khac ha phan thuy cta khéi u gan cii hodc cing ha
phan thuy nhung khong c6 su lién tiép véi vi tri khdi u gan cil.

* Danh gid di cdn ngodi gan tai cdc thoi diém thong ké:

- Di can hach dya trén 1am sang, si€u am, CLVT

- Di can phéi: dya trén phim chyp tim phdi quy uéc hoic CLVT
10ng nguec.

- Di can xuong: 1am sang c6 dau xuong, cung v6i két luan cia
chyp x quang xuong, chup CLVT.

- Di can & cac vi tri khac (thanh bung, phiuc mac, ndo...): 1am

sang két hop véi chén doan hinh anh.
* Pdanh gia 1y 1é séng thém tai cac thoi diém: 6 thang, 12 thang, 18
thang, 24 thang, 30 thang, thoi gian song thém toan b va song thém
khéng tién trién bénh trung binh, theo hwdng dan cia hoi dién quang
can thiép quoc té (the International Working Group on Image-
Guided Tumor Ablation).

- Thoi gian séng thém khong tién trién bénh (progression-fiee
survival): 1a khoang thoi gian tinh tir khi bit dau diéu tri dén thoi diém
xac dinh khéi u tién trién va/hodc xudt hién thém ton thwong méi.

- Thoi gian song thém toan bd (overall survival) (dugc tinh bang
thang): 1a khoang thoi gian tinh tir khi bat dau diéu tri dén khi bénh
nhan tir vong, hodc dén thoi diém két thuc nghién ciru.

* Danh gid ty 1é tr vong va nguyén nhédn tir vong tai cdc thoi diém
thong ké
2.4. Phén tich va xir Iy s6 liéu
S6 liéu dwge xir Iy bang phan mém thong ké SPSS 20.0.
- Két qua duoc coi 1a 6 y nghia thong ké véi gia tri p < 0,05.
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) Chuong 3A .
KET QUA NGHIEN CUU

3.1. Dic diém LS, CLS ciia bénh nhin nghién ctru truée diéu tri
3.1.1. Myt s6 diic diém chung ciia BN nghién civu

Tudi trung binh 55,57 + 9,40, nhém tudi thudng gip nhit: 40-60
(57,4%), nam chiém chu yéu (80,3%), ty 1& nam/nit ~ 4/1. Ung thu
nguyén phét tai dai trang (60,7%) nhiéu hon tryc trang (39,3%). Co
39,3% BN di cin gan ngay tir thoi diém chan doan ung thu nguyén
phat 60,7% bénh nhan tai phat di cin gan. Tt ca cic bénh nhan déu
da duoc phau thuat ung thu nguyén phat.

Ty 1& 2%
60 ‘ 52.5
50 p
40 1 T 32.8
30 19.7
20 ! 15.1 14.8
o | - -
o 5 : — . i = .
Dau RG0 Gan to Mét Chan St can Khong
HSP loan moi an cO trigu
tiéu chirng
hoa

Biéu d6 3.1. Triéu ching l1am sang ciia bénh nhén
Co 52,5% BN khong biéu hién triéu chung lam sang, triéu
chiing thuong gép 1a dau ha suon phai (37,7%), mét moi (32,8%), stt
can (14,8%).
Badng 3.1. Mot s6 dac diém di can gan truoc diéu tri

Pic diém u gan So l(l;Eg%BN Ty 1€ (%)

Thuy phai 31 50,8

Vi tri Thuy trai 1 1,6

Ca 2 thuy 29 47,5

& 1-3u 41 67,2

Nhom s0 lugng 50 20 3.8

Nhoém duong kinh u <3cm 21 34,4

16n nhat 3-5cm 40 65,6

<5cm 26 42,6

Nhom téng duong kinh u 5-10 cm 21 34,4

>10 cm 14 23,0

Trung bln’h tong duong 7.2043.95

kinh u




13

3.2. Di5n~bié'n,lﬁm sang, doc tinh, tai bién sau diéu tri
3.2.1. Dién bién ldm sang va tai bién sau DNSCT
Bang 3.2. Hoi chung sau DNSCT

Dién bién | S6 BN Mikrc dd S6 ngay bi

lam sang % Nhe Via Ning | trung binh
Dau ving gan 10601% 3,5% soég% 161,2% 1.62:£0,77
ot 13,81% 13,81% of;, 024 2,1+0,58
Non 6,2% 6’;‘% o | o | 1122032

Tat ca bénh nhan déu c6 dau ving gan sau can thi¢p nhung chu yéu
o murc do nhe va vira. SOt va non gap voi ty 1€ thap va & mic do nhe.

Bdng 3.3. Bién chimng sau can thiép

X . S6 BN Ty 1€
Bién chung (n=61) (%)
Tran dich mang phoi 2 3,2
Reo ric té bao ung thu trén dudng choc kim 1 1,6
Tir vong lién quan dén ky thuat DNSCT 0 0
Téng 3 4,8

Ty 18 BN gip tai bién, bién chung thip 4,8%, trong d6 2 BN
(3,3%) tran dich mang phéi sau can thi¢p. Bién ching gieo ric té bao
ung thu gap 6 1 BN (1,6%) va khong cé truong hgp nao tir vong li€n
quan toi ky thuat can thiép.

3.2.2. Pjc tinh ciia héa chit

- Pgc tinh trén hé tao mau chi yéu ¢ d6 I hodc II. Tan xuét gip
tac dung phu o do Il thép, khong ¢6 BN nao c6 doc tinh o IV. Boc
tinh gy giam bach cau 1a thuong gip nhat 50,8%. ,

- Ty 1€ ting men gan d¢ 1, II, 111, IV lan luot 12 54,1%, 13,1%,
3,3% va 4,9%. Trong nghién cuu cua ching t6i, chi gip ting
creatinine do I & 9,8% sb bénh nhan.

- Déc tinh trén hé tiéu héa cia nhém bénh nhan diéu tri
FOLFIRI (63%) cao hon nhém diéu tri FOLFOX4 (46%).
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- Mét moi 46 1(37,7%), d6 11 (6,6%), khong gap do III, IV. Non
do 1(24,6%), do 11 (8,2%) khong gap do 111 va IV. Pdce tinh than kinh
d6 1(31,1%), d6 11 (3,3%), khong ¢ d6 111, IV. Ddc tinh trén hé than
kinh cta nhom bénh nhan diéu tri FOLFOX4 cao hon nhém diéu tri
FOLFIRI.

3.3. Két qua diéu tri
3.1.1 Cic bién ¢é tdi phdt di can va tir vong

Trong s6 45 BN dat dap tng hoan toan thi c6 41 bénh nhén tai
phat (91,2%) sau thoi gian theo ddi trung binh 23,57 thang, trong d6
tai phat & vi tri méi 1a 75,6%, tai phat tai chd 15,6%. Tong s BN tir
vong dén thoi diém két thuc nghién ctru 1a 24 chiém 39,3%.

3.3.2 Pdp iing khoi u sau diéu tri

TF1é %

80 1

60 -
® ] thang (n=61)

21.4 ® 3 thang (n=61)

6 thang (n=61)
0 _0 :
e /

Dangimg hoan Dapimgkhong Bénhtién trién
toan hoan toan

Biéu d6 3.2. Pap ung khdi u tai cac thoi diém théng ké

Dap tmg hoan toan sau DPNSCT 1a 59,0%, sau diéu tri 12 chu ky
hoa ty 1€ dap tng hoan toan tang Ién 73,5%.

Nhom duong kinh u 16n nhat <3cm c6 ty 1& dép tng hoan toan
cao hon nhém > 3cm (p<0,00). Nhom c6 tdng dudng kinh u nhé hon co
ty 16 dap tmg hoan toan 16n hon (p=0,04). Nhém c6 sb lwong u 1-3 ¢o ty
1¢ dap mg hoan toan cao hon nhom 4-5 u chua c6 ¥ nghia théng ké
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(p=0,23). Nhom c6 chi s6 CEA< 30ng/ml ¢6 ty 18 dap tmg cao hon
nhoém c6 CEA> 30ng/ml chwa ¢6 ¥ nghia théng ké (p=0,06).

916 100 Ty 1€ séng thém toan bd
93.2
100 +
80 - 70 70
56
60 44.5
40 -
20 A
- = ==
0 = T . T T T :
6 thang 12 18 24 30 36
thang thang thang thang thang

Biéu dd 3.3. Ty 1¢ séng thém tai cic thoi diém théng ké.

1 .0 S— == % Surwival Function
H t— Cenzored

ol S PFS= 14,21+ 1,34 thang

Sang thém khong tién trién bénh

0.0}

T T T
o 10 20 30 40

Thei gian theo d&i (thang)

Biéu d6 3.4. Puong cong song thém khong tién trién (PFS)

Thoi gian sdng thém khong tién trién bénh trung binh ctia nhém bénh
nhan nghién ctru 14 14,21 + 1,34 thang. Thoi gian song thém khong tién
trién co lién quan dén sé lugng di cin, kich thude u 16n nhét, tong
duong kinh u, chi s6 ECOG va CEA trudc diéu tri. Thoi gian séng
thém khong tién trién khac nhau khong co y nghia & cac phan nhom
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ung thu nguyén phat tir dai trang hodc tryc trang, nhom tai phat di
cin gan hoidc di cin gan ngay tir dau.

1.0 b == Suwrwival Furcticn
e T t— Censored
o
0.5 e,
s OS= 36 77 + 2 86 thang
acn- RS
- :
= oe
2 o
£ Feey
E =] Sons
o 04— R e s =
(=
=
L]
0.2
0o
T T T T T T T
o 10 20 30 a0 = =]

R . Theri gian th?o d&i (thang)
Biéu do 3.10. Pwong cong song thém toan by (OS)

Thoi gian song thém toan bd trung binh ctia nhom bénh nhén nghién
ctru 1a 36,77 + 2,86 thang. Thoi gian séng thém toan b ¢6 lién quan
dén s6 luong di can, kich thudc u 16n nhat, tong dudng kinh u, chi sb
ECOG va CEA truéc diéu tri. Thoi gian séng thém khong tién trién
khéac nhau khong cé y nghia ¢ cdc nhém ung thu nguyén phat tir dai
trang hodc truc trang, nhom tai phat di can gan hodc di cdn gan ngay
tir ddu. Khi phan tich da bién chi c6 kich thudc va sb lwong di can 1a
hai yéu t6 lién quan t6i thoi gian sdng thém toan bo.

Chuwong 4
BAN LUAN
4.1. Mot s6 dic diém I1am sang, cin lim sang cia bénh nhin
nghién ciru i
4.1.1. Mgt 50 dac diém chung cuia BN nghién ciru i

Tuoi 1a mdt trong nhiing yeu to nguy co mac UTDTT, vi tudi
phén anh qua trinh tich lily véi cac tac nhan gay ung thu. Cac BN
trong nghén ctru ctia chiing toi, chi yéu & tudi trén 40 (91,8%), trong
d6 nhom tudi 40-60 chiém 57,4%. Chi c6 8,2% BN ¢ do tudi < 40,
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tré nhét 1a 27 tudi, BN nhiéu tudi nhét la 70, tudi trung binh cua
nhom nghién ctru 1a 55,57.

Trong 61 BN nghién cttu, c6 24 BN u nguyén phat ¢ truc trang va
37 trudng hop tai dai trang. C6 24 BN di cin gan ngay cung thoi diém
chan doan khdi u nguyén phat, 37 truong hop tai phat di cin gan sau
didu tri triét can.
4.1.2. Triéu chirng 1Am sang va mét sé xét nghiém cén 1am sang

Di cin gan tir UTDTT thudng tién trién tham ling, khi c6 biéu hién
triéu chimg thi thuong khdi u da c6 kich thuéc 1on hodc di can da 6.
Trong nghién ctru ctia ching i ¢6 47,5% sb trudong hop c6 biéu hién tridu
chiing lam sang, trong d6 dau ha suon phai la triéu chung co nang hay gap
nhét 37,7%. Céc triéu chimg khac khong dic hiéu va giap voi tAn suét
thap; mét moi 32,8%, chan an 19,7%, sit can 14,8%, rdi loan tiéu hoa
13,1% va gan to 1,6%. C6 téi 52,3% s6 trudng hop khong c6 trigu chimg
lam sang, dugc phat hién bénh tinh cd hoac qua kham dinh ky

Khéng nguyén ung thu bao thai CEA 1a mot trong nhiing chat chi
diém chinh trong UTDTT. Nhimg nghién ctru vé CEA trong huyét thanh
ngudi cho thdy nong ¢ CEA 5 ng/ml 14 giéi han cao nhét & nguoi binh
thuong. Trong nghién ciru clia chung t6i, ty 18 ting chi sé CEA chiém
67.,2%, trong d6 s6 truong hop c6 CEA > 30 ng/ml chiém 43,4%. Khi
phan tich mi lién quan giira ting chi s6 CEA véi tong duong kinh
khdi u, ching t6i nhan thdy sy lién quan c6 y nghia théng ké véi
p=0,002. Nong do CEA ting cao dugc xem la mot yéu t6 tién luong
khong thuan lgi ctia cac bénh nhan UTDTT di can gan

Dic diém hinh thai di can gan trén hinh anh chyp CLVT la mot
trong nhimg yéu td quan trong dé xét chi dinh diéu tri. Trong nghién
ctru cda chung t6i 29 truong hop (47,5%) di can lan tran ca 2 thuy
gan, c6 47 bénh nhén (77%) di cin da 0, 20 truong hop c6 4-5 6 di
cin (32,8%), 14 trudong hop di can 1 6 nhung kich thudc 16n va & vi
tri trung tAm cia gan. Mot truong hop duy nhét c6 di cin & thuy trai
nhung két hop méc bénh phdi tic nghén man tinh. Nhém bénh nhan
c6 duong kinh cua khéi u 16n nhit < 3 cm chiém 34,4%, nhom c6
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duong kinh 3-5 cm 13 65,6%. S6 lugng di cin trung binh 1a 2,72 vi
tri, tong dudng kinh u trung binh 1a 7,20 cm.
4.2. Mt s6 dic diém vé ky thuit can thiép va diéu tri hoa chit

Trong 61 bénh nhén nghién ctu, 44 truong hop DNSCT 1
lan, 17 bénh nhéan (27,9%) trai qua 2 lan can thiép. Thoi gian
trung binh cho mdi lan d6t ciia ching t6i 1a 19,57 phit. Trong
nghién cru cia chung t6i c6 45 bénh nhan (73,8%) duoc tién hanh
dudi gay té tai chd két hop voi giam dau toan than va an than, 16
truong hop (26,2%) dugc tién hanh dudi gy mé tinh mach.

Trong nghién ciru ctia ching t6i, c6 40 bénh nhan (65,5%)
diéu tri phac @6 FOLFOX4 va 21 trudong hop (34,5%) diéu tri phac
d6 FOLFIRI. Ty 1¢ diéu tri hoa chat budc 1 1a 52,4%, budc 2 la
47,6%. Tat ca cac bénh nhan diéu tri hoa chit budc 1 va mot sb
bénh nhéan di diéu tri hoa chit bd trg véi phac d6 FUFA nay tai
phéat dugc st dung phac d6 FOLFOX4. Cac trudng hop da hoa
chét bd trg budc 1 vai FOLFOX4 tai phat thi duoc héa tri budc 2
voi phac dd FOLFIRI.

4.3. Dién bién 1am sang va két qua sém sau can thiép
4.3.1. Dién bién IAm sang, va bién chimg sau dt nhiét song cao tin

DNSCT qua da cho cac khéi u 4c tinh & gan nodi chung va cho
di can tr UTDTT noi riéng la mét ky thuat it xdm nhap, an toan da
dugc bao cao qua nhidu nghién ctru. Trong nghién ciru clia chung
t61, tat ca 61 bénh nhan déu c6 dau vung gan sau khi can thi€p &
cic mirc do khac nhau. Co 8 truong hop (13,1%) sot va 4 bénh
nhan (6,6%) ndén ¢ mic do nhe. Thoi gian trung binh cua hoi
chting sau dot nhiét: sot 2,1 ngay, non 1,12 ngay. Tat ca cac trudng hop
c6 sbt va non déu tr hdi phuc hodc sau khi didu tri ndi khoa bang cac
thude ha sdt. Chung i sir dung thang diém danh gia dau quic t& dé do
luong mirc d¢ dau: dau nhe 2 bénh nhan (3,3%), dau vira 49 (80,3%),
dau nang 10 truong hop (16,4%). Thoi gian dau trung binh cia cac bénh
nhén 1,62 ngay. Phan 16n cac bénh nhan chi can sir dung cac thudc giam
dau thong thuong nhu paracetamol. Chi ¢6 16,4% s6 bénh nhan dau &



19

murc d6 ning can phai dung dén cac thudc giam dau nhom opioid. Pay
1a cac truong hop c6 u gan kich thudc 16n thoi gian dét kéo dai, va cac
khéi u & vi tri sat vo gan noi tap trung cac thy cam thé cam nhén dau.

Sau BDNSCT ching t6i gap 2 truong hop (3,3%) cé tran dich
mang phdi & muc d6 nhe, khong can phai choc hut hodc dan luu
ma ty hip thu hét. Pay 1a nhimg truong hop c6 khdi u 16n sat co
hoanh, trong qua trinh DNSCT nhiét ning toa ra tir kim dét kich
thich gy tran dich mang phdi. Trong nghién ciru nay chung toi
gdp mot bénh nhan c6 bién ching reo ric ung thu theo dudng choc
kim, dugc phat hién ¢ thoi diém 7 thang sau khi tién hanh k§ thuat
can thiép. Trong sudt qua trinh trién khai nghién ciru, chung toi
khong gap bénh nhan nao t& vong lién quan tdi can thiép.

4.3.2. Pjc tinh trong diéu tri héa chit

Céc hoa chat giy doc té bao nham tiéu diét nhing té bao cac
tinh trong co thé ngudi bénh. Tac dong cta hoa chit mang tinh chét
toan than, khong chi tac dong 1én t& bao ung thu ma con ca té bao lanh,
trong d6 c6 nhiing té bao sinh san cia hé tao huyét, hé tiéu hoa. Poc
tinh trén hé tao mau chu yéu & d6 1 hodc 11, tin xuét gap tac dung phu
& d6 III thap, khong c6 BN nao c6 doc tinh do IV. Pdc tinh gdy giam
bach cau la thuong gap nhat 50,8%. Ty 1€ tang men gan d¢ I, 11, III,
IV lan luot 1a 54,1%, 13,1%, 3,3% va 4,9%. Trong nghién ctru cua
ching t61, chi gap doc tinh trén than d6 I ¢ 9,8% s6 bénh nhan.
Déc tinh trén hé tiéu hoa clia nhom bénh nhan diéu tri FOLFIRI
(63%) cao hon nhém diéu tri FOLFOX4 (46%). Mét moi do I
(37,7%), d¢ 11 (6,6%), khong gap do 111, IV. Non d6 1 (24,6%), do 11
(8,2%) khong gap do I1I va IV. Poc tinh than kinh d6 I (31,1%), d6 II
(3,3%), khong c¢6 do 111, IV, nhém bénh nhan diéu tri FOLFOX4 gap
phai doc tinh nay cao hon nhom diéu tri FOLFIRI.
4.3.3.Ddp teng khoi u va cdc yéu té lién quan.

Trong k¥ thudt DNSCT, dé dat duoc hoai tir hoan toan khdi u
can mé rong bd vién tir 0,5-1 cm ra ving gan lanh xung quanh khi
u. Do vay 6 thoi gian som sau diéu tri (1-3 thang), sy giam sb luong
té bao u sdng sot khong hoan toan dugce phan anh thong qua giam
kich thudc khdi u. Céc khéi u dat hoai tir hoan toan s& thu nhé dan
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kich thudc theo thoi gian. Sau didu tri béng cac phuong phap can
thiép qua dudong dong mach hodc bang cac phuong phap can thiép
qua da, nguoi ta quan tAm dén ving hoai tir hon 1a giam kich thuéc
khéi u.

Sau DNSCT 1 thang, cac BN duoc chyp CLVT c6 ti€ém thdc can
quang dé danh gia dap ung khéi u, két qua c6 59% sb truong hop dat
dap mg hoan toan, 41% dap tmg mot phan. Phan khéi u con sot lai
tiép tiép tuc co dap ung do tac dung cia hoa chit va duoc danh gia
theo tiéu chudn dap tmg khéi u rdn RECISTI.1. O thoi diém 3 thang
sau can thi¢p, cling 1a khi ma cac bénh nhan da diéu tri duoc trung
binh 6 chu ky hoa chét, thi ty 1& dap tmg hoan toan ting 1én téi
70,8%. Thoi diém 6 thang, cac bénh nhan da dicu tri di 12 chu ky
hoa chat, ty 1& dap tmg hoan toan 1a 73,5%. Nhu vdy ching ta thiy,
sau 12 chu ky hoa chat ty 1& dap ing hoan toan di dugc ting lén tir
59% 1én 73,5%. Nhung ciing tai thoi diém 6 thang sau diéu trj da co
21,4% BN ¢ tién trién ma cha yéu 1a c6 tién trién vi tri moi. Pay 1a
nhom BN dép tmg kém véi diéu tri hoa chit. Chung t6i nhan thay c6
su lién quan gitra ty 18 dap tmg khdi u voi cac yéu t6 dudng kinh u 16n
nhét, s6 luong u, tong duong kinh khdi u, chi sé CEA trude diéu tri.

4.4. Két qua lau dai sau diéu tri
4.4.1. Céc két qud vé tdi phdt, di cin va tiv vong

Chung t61 danh gia tai phat trén cac BN da dat dap tmg hoan
toan. Két qua cho thiy: v6i thdi gian theo ddi trung binh 23,57
thang, trong 45 truong hop dat dap ng hoan toan thi c¢6 41 bénh
nhan tai phat chiém 91,2%, trong d6 c6 15,6% tai phat tai chd, 35,6%
tai phat khéi méi tai gan va 40% di can t&i co quan khac ngoai gan.
Thoi gian tai phat trung binh 1a 17,46 £1,55 thang. Ty 1€ tai phat tai
chd cua chiing t6i tuong tu nhur cac nghién ciru khac, nhung tai phat
chung kha cao.

Tai thoi diém két thuc nghién ctru c6 24/61 bénh nhan da tir
vong chiém 39,3%, trong d6 4 truong hop tir vong trong vong 12
thang do khong dat dap mg hoan toan, bénh tién trién som. Nguyén
nhan tir vong cua tat ca cac truong hop déu do bénh tién trién. Bénh
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nhan tir vong sém nhit sau 7 thang 1a mdt truong hop ung thu tryc
trang, tién trién tai vi tri trudc xwong cung va di cin phiic mac.

4.4.2. Két qud thoi gian song thém khong tién trién bénh, song thém
toan bj

Trong diéu tri cac bénh 1y ung thu, két qua song thém lau dai 1a
tidu chi quan trong nhat dé danh gia hiéu qua cia mot phuong phap
diéu tri. Thoi gian séng thém khong tién trién phan anh hiéu qua
kiém soat bénh cua phuong phap. Trong nghién ciru cua ching toi,
thoi gian sdng thém khong tién trién trung binh 1a 14,21 £1,34 thang.
Ty 1& sdng thém toan bd & cac thoi diém 6, 12, 18, 24, 30 va 36 thang
tuong ung 1a: 100%, 93,2%, 70%, 70%, 56% va 44,5%. Thoi gian
song thém toan bo trung binh trong nghién ctru ciia chung t6i 1 36,77
+ 2,86 thang. Cac nghién ctru gan dy cho thdy, thoi gian sdng
thém toan bd trung binh tir 31-45 thang tiiy thudc vao tiéu chuan
lga chon BN vao nghién cuu.

4.4.3. Cic yéu to anh hwéng t6i thoi gian song thém khéng tién
trién va séng thém toan bé.

Khi phén tich don bién cac yéu t6 lién quan tdi thoi gian sdng
thém khong tién trién: ching toi thiy cac yéu td sb luong u, kich
thudc u 16n nhat, tong dudng kinh u, chi s6 ECOG va nong do CEA
truge diéu tri anh hudng toi thoi gian sdng thém khong tién trién.
Trong khi dé, cac yéu t vi tri cta ung thu nguyén phat, di cin gan
ngay tir dau hay tai phat, phac d6 hoa chit, lién quan chua c6 y nghia
théng ké.

Nghién ctru dénh gia cac yéu t6 anh huong t6i thoi gian séng
thém toan bd ciia bénh nhan UTDTT di cin gan duogc diéu tri bing
DNSCT két hop véi hoa chét d3 duoc dé cap trong mot s6 bao céo.
Két qua phan tich don bién cta ching t6i cho thay: cac yéu td kich
thudc, sd lugng, chi sé CEA 1a nhimg yéu t6 lién quan c6 y nghia toi
thoi gian séng thém toan bd. Trong khi d6 cac yéu 6 tudi, vi tri ung thu
nguyén phat ¢ dai trang hay truc trang, phac do hoa chiat FOLFOX4
hodc FOLFIRI chua thiy c6 méi lién quan ¢ y nghia thong ké. Dé tim
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hiéu xem yéu t6 ndo c6 gia tri tién lwong doc lap i thoi gian sdng thém
toan bd, ching toi tién hanh phén tich da bién. Két qua: chi ¢ yéu td
kich thudc va sb lwong u 14 co anh huong toi thoi gian sdng thém toan
bd mét cach doc lap. Chung t6i nhan thr?iy thoi gian séng thém toan bo
kha t6t & cac bénh nhan c6 kich thudc u < 3cm va c6 tong s6 di cin < 3,
vé6i thoi gian séng thém toan bo trung binh dat téi trén 43,26 thang.

Nhu vay, két qua nghién ciru ctia chung t6i di cho thiy PNSCT
két hop véi hoa chit toan than 1a mot phuong phap mang lai hiéu qua
t6t vé sdng thém lau dai cho cac bénh nhan UTDTT di cin gan khong
con chi dinh phau thuat. Tuy nhién, két qua ciing phu thudc vao mot
s6 yéu 6 tién luong trude didu tri.

KET LUAN

Qua nghién ctu 61 bénh nhan di can gan tr ung thu dai truc
trang, khong con chi dinh phau thuat, diéu tri bang phuong phap dt
nhiét song cao tan két hop voi hoa chit toan than tai Bénh vién Trung
Uong Quén Doi 108 tir thang 9/2012 dén thang 6/2017, chung i rit
ra mot s6 két ludn sau:
1. Mt s6 dic diém 1am sang, cin 1am sang ciia bénh nhén di cin
gan trong ung thw dai trwe trang.

+ Nhéom tudi méc cao nhét 40-60, tudi méc trung binh 55,57.

+ T§1 1 nam néc cao hon nit.

+ Ty I€ di can gan tir ung thu dai trang cao hon tir ung thu tryc trang,

+ Tri€u chung 1am sang nghéo nan 52,5% bénh nhan khong
biéu hién triéu chung 37,7% c6 dau ha suon phai 32,8% mét moi
19,7% chén &n 14,8% sut can 13,1% rdi loan tiéu héa 1,6% so thiy
gan to.

+ Pic diém hinh thai di cin gan trén phim chup CLVT: di cin
thuy gan phai 50,8% di can ca hai thuy 47,5% thuy trai 1,6%, di can
da 6 77%, kich thudc u gan 16n nhat > 3cm chiém 65,6%

+ Ty 1¢ tang chi s6 CEA 13 67,2% c6 sy lién quan giira chi sb
CEA véi kich thudc khéi u gan.
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+ Gia tri trung binh céac chi s6 xét nghiém danh gia chtc ning
tao mau, gan, than trong gidi han binh thuong.

2. Két qua ciia phwong phap dot nhiét séng cao tin két hop héa
chét toan than cho bénh nhan ung thw dai trye trang di cin gan
khéng con chi dinh phiu thuit.

2.1. Dét nhiét séng cao tin két hop véi héa chit toan thin cho 6 I¢ ddap
teng khoi u khd cao.

+ 100% céc bénh nhan c6 dap tmg khdi u sau dot nhiét séng cao
tin trong d6 dap tmg hoan toan 59% va dap tmg mot phan 1a 41%.

+ Khi két hop véi diéu tri hoa chét toan than ti 16 dap img hoan toan
duoc tang 1én: 70,8% & thoi diém 3 thang va 73,5% thoi diém 6 thang.

+ Céc yéu td kich thudc va sb luong di cin anh huong c¢6 ¥
nghia t6i ty 16 dap tmg hoan toan khéi u.

2.2. Phuwong phap diéu tri cho két qua song thém lau dai dang
kich 1¢.

+ Thoi gian séng thém toan bo trung binh: 36,77 £2,86 thang.

+ Thoi gian séng thém khong tién trién trung binh: 14,21
+1,34 thang.

+ Ty 1€ séng thém sau 1 ndm, 2 ndm va 3 nam lan luot 1a
93,2%, 70,0% va 44,5%.

+ Két qua séng thém lau dai co lién quan dén mot sb yéu td
tién luong trudc diéu tri 1a kich thude va sb lugng di can, chi )
CEA. Trong d6 kich thuéc va sé lwong u 1a hai yéu t c6 tién luong
doc lap.

2.3 Tac dung khong mong muén va bién chirng ciia phwong phap.

+ Hoi chimg sau d6t nhiét song cao tan thudng gip nhung chi
yéu o muc do nhe va vua: dau ha suon phai 100%, trong d6 muc do
nhe, vira 1a 3,3% va 80,3% st 13,1%, nén 6,6%. Cac triéu ching
di&n bién trung binh trong thoi gian 1-2 ngay sau can thiép.

+ Céc chi s6 men gan ting so v6i trude can thiép c6 y nghia ngay
sau DNSCT nhung tré vé binh thuong nhanh sau can thiép 1 tuan.
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+ Ty 1¢ bién chimg thap (4,8%) trong do: tran dich mang phoi
2 trudng hop (3,3%) reo ric té bao ung thu trén dudng choc kim 1
bénh nhan (1,6%)..

+ Khéng ¢6 bénh nhan tir vong lién quan dén ky thuat can thiép.

+ Trong qua trinh diéu tri hoa chit: doc tinh trén hé tao huyét
chii yéu do I va II, giam bach cu, tiéu cau d¢ III twong tng 4,9% va
3,3%, khong co truong hgp nao d6 IV.

+ Dgc tinh trén gan d¢ 111, IV vai ty 1€ thélp 8,2%. Chi ¢6 9,8%
s6 bénh nhén doc tinh trén than do I, khong gap do 11, 111, I'V.

+ Tiéu chay va bénh Iy than kinh ngoai bién gip phai vai ty 16
kha cao (29,5% va 34,4%). Trong d6, nhom diéu tri FOLFIRI ¢6 ty 1&
doc tinh gay tiéu chay cao hon, ngugc lai nhom FOLFOX4 lai c6 ty
1é cao hon mic phai doc tinh than kinh.

KIEN NGHI

1. DNSCT két hop hoa chét toan than 1a phuong phap an toan va co
hiéu qua trong diéu tri ung thu dai truc trang di cin gan khong con
chi dinh phiu thuat. Phuong phap nay nén duoc trién khai ap
dung rong rai tai cac bénh vién 16n ¢ nudc ta noi c6 du trang bi va
phuong tién.

2. Vikét qua séng thém lau dai con phu thude vao mot s6 yéu t6 tién
luong trudc diéu tri, nén cling cAn xem xét chi dinh & mdi mot
bénh nhan cy thé dé dam bao ti wu giita loi ich va chi phi.
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INTRODUCTION

Colorectal cancer (CRC) is one of the most
common cancer in Vietnam and worldwide.
Metastatic liver disease 1S common in most CRC,
because of hepatic portal venous drainage from the
gastrointestinal tract. In 20-25% of patients with
colorectal cancer (synchronous) liver metastases are
present at the time of diagnosis of the primary tumour.
Another 20-30% of patients develop (metachronous)
liver metastases, which usually arise within 3 years of
initial treatment of the primary tumour. Surgery is
considered as the golden standard in the treatment of
colorectal liver metastases (CLM). Nevertheless, only
20% of patients with CLM are eligible for surgical
resection in terms of the extent and location of the
disease. For non-resectable disease, systemic therapy
is the standard of care and FOLFOX4 and FOLFIRI
are the most common used regimens.
Ultrasonography-guided percutaneous radiofrequency
ablation (RFA) has become a widely used local
therapy for unresectable CLM. Radiofrequency
ablation combined with systemic therapy is one of
multimodality treatment. In Vietnam, there were many
studies on RFA to treat hepatocellular carcinoma but
there were no any research on the effectiveness and
safety of the RFA for CRL liver metastases. This is
the first report of RFA combined with systemic
chemotherapy therapy for CLM patients.

Aims of our study were:
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1. To evaluate some clinical and paraclinical
characteristics in patients with metastatic liver
disease from colorectal cancer.

2. To assess result of RFA combined with systemic
chemotherapy therapy in liver metastases from
colorectal cancer patients.

THESIS STATEMENT

* Structures of the Thesis

The thesis was presented on 122 pages, including
Introduction part (2 pages), Background part (36 pages),
Subject and Method part (17 pages), Result part (36
pages), Discussion part (27 pages), Conclusion part (2
pages) and Recommendation (1 pages). There were 20
tables, 20 figures and 21 images in the thesis. There
were 126 referrence sources, in which 11 in Vietnamese
and 115 in English.
* The new main scinetific contribution of the thesis

This is a clincal study on application of a new
treatment modality for patients with liver metastases
from colorectal cancer in Vietnam. The results of the
study have shown that the treatment is safe and
effective: the complete tumor response rate was 73,5%.
The overall survival was 36,77 + 2,86 months and the
progression-free survival was 14,2 1+ 1,34 months. Post
radiofryquency ablation syndrome was almostly mild
and lasted only 1-2 days. There was 4,8% procedure-
related complication and no case of treatment-related
death.
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Chapter 1. BACKGROUND

1.1. Epidemiology of coloretal cancer in Vietnam

and worldwide

Colorectal cancer is one of the most common
cancer in Vietnam and worldwide. Incidence was
different between regions, the developed countries
had hight rates of CRC. According to GLOBOCAN
2012, CRC is the leading cancer with the incidence of
approximately 1,306,056 accounts for about 10% of
all types of cancer. CRC is the sixth most common
cancer in Vietnam with the incidence of
approximately 8,700 and the mortality of nearly 5,900.

28

1.2.1.Clinical symptom of CRC

Colorectal cancer is usually quite insidious in its
development. Symptoms of CRC are a result of the
growth of the tumor into the lumen or adjacent organs.

Systemic symptoms: fatigue, anorexia, weight loss,
abdodminal pain, flat stool, increased frequency of
bowel dysfunction-constipation, abdominal dis-
comfort, bloody stool.

Physical symptoms: abdominal examination may
indicate tumor in the abdominal cavity, blood in the
rectum, palpable lymph nodes. Symptoms due to
metastases of cancer including liver metastases may
show right upper quadrant pain, abdominal pain,
indigestion, jaundice, palpable liver tumors. Lung
metastases may have cough, coughing up blood,
difficulty breathing, chest pain.

1.2.2. Advances in imaging diagnosis of CRC
1.2.2.1. Endoscopic diagnosis of colorectal carcer

Colonoscopy is the gold standard for diagnosis of
CRC. Because of its ability to differentiate between
benign and malignant lesions. Colonoscopy allows
direct observation of the lesion, determining the shape,
location and size of the tumor. Methods can make
virtual biopsy and other minimally or non-invasive
techniques.
1.2.2.2 Multislice Spiral Computed Tomography
(MSCT)

Contrast-enhanced helical Computed tomography
scan of the thorax/abdomen/pelvis is considered the
mainstay of imaging of colorectal cancer patients. In
addition, Computed Tomography scan combines a
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high sensitivity for the detection of lung and liver
metastases with availability, safety, and the ability to
aid in the detection of peritoneal disease and
metastatic lymph nodes. Today triple phase- MSCT is
considered as the standard imaging diagnosis for CRL.
A hypervascular mass with washout patterns at portal
veinous phase and delayed phase is typical for CRL
on MSCT.

1.2.2.3. Magnetic Resonance Imaging (MRI)

Compared with Computed tomography , MRI is
probably slightly more sensitive and specific for
detection and characterization of colon cancer
metastase in the liver and central nervous system.
MRI is also indicated in evaluating invasion of rectal
tumor. Most metastases are hypo- to isointense on T1
and 1so- to hyperintense on T2-weighted images. MR
contrast agents provide critical tumor characterization.
Coloretal cancer i1s the most common tumors causing
hypovascular liver metastases, and typically show
perilesional enhancement.
1.2.2.4. Positron Emision Tomography/Computed
Tomography (PET/CT)

PET/CT is also a valuable diagnosis modality for
CRC, especially for staging, because it can detect
extrahepatic metastasis better than other modalitites
do.

1.3 Hepatic metastasis treatment in colorectal
cancer.

1.3.1. Available patients for radical surgical
treatment
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Nowadays, most patients should be considered to
receive radical surgical treatment, based on anatomy
structure, systemic state, and liver function. The large
number of reports show the overall survival is
improved. For example, a recent report showed the
five year overall survival of patient received surgical
treatment is 38%. In case, synchronicity of liver
metastases are found out, it is considered to give the
one or two phase surgical treatment. There is no
difference between the two ways of surgical with the
prolonged survival and mortality rate. However, the
two phase and chemotherapy later is widely accepted.
1.3.2. Unavailable patients for radical surgical
freatment
1.3.2.1 The progression in chemotherapy

Over 40 years, there is a huge progression in
chemotherapy for colorectal cancer. Primarily,
fluorouracil was the unique agent showing the
efficacy, the prolonged overall survival lasts 8-11
months. Recently, the appearance of new agents helps
to last more than 2 years. FOLFOX and FOLFIRI are
widely applied for colorectal cancer with metastasis.
1.3.2.1 Percutaneous local ablation therapies

Percutaneous local tumour ablation is also
considered a treatment for CRL that not suitable for
resection. The ablation therapies include percutaneous
ethanol injection, radiofrecquency ablation, high
intensive focus ultrasound, microwave ablation and
lazer ablation. RFA has been applied most common so
far.

The morbidity rates associated with hepatic RFA
are generally low, only 2% of all patients undergoing
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RFA for CRL su ered a major treatment-related side
e ect, whereas 6% of all patients developed a minor
procedure-related complication. Major complications
following RFA are frequently associated with
thermal injury to surrounding structures, including
the colon, stomach, anddiaphragm, but also include
bile duct stula or stricture, hemorrhage requiring
surgical intervention, and portal vein thrombosis. The
mortality rate following hepatic RFA is less than
0,5% in the published reports. The most common
minor RFA-associated complications include
postablation syndrome, small asymptomatic pleural
e usions, and transiently elevated liver function
studies. Postablation syndrome is a transient self-
limiting symptom or sign complex of low-grade fever,
liver pain and vomiting.

1.3.2.2. Transarterial therapies

Hepatic arterial infusion chemotherapy and
transarterial chemoembolization has been accepted as
basical paliative treatment for unresectable CRL
which clinical result is proved to controll tumour
progression and prolong survival time of patients.
Recently, Y-90 radioembolization have been applied
widely in many centers in the world.
1.3.2.3 Radio frequency ablation combined with
chemotherapy in hepatic metastasis from colorectal
cancer.

RFA i1s widely indicated with prevalence of
prolonged survival year more than 5 years reaching
18-40%. In fact, the prevalence of recurrence and
metastasis are significantly high because of micro-
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metastasis and incomplete tumor ablation. Therefore,
the chemotherapy is standard of treatment for CRL.
The chemotherapy following RFA is one of the
multidisciplinary treatments. The chemical agents
destroy the residual tumor tissue and micro-metastasis.
Until now, there is no benefit evidence of over hepatic
metastasis. However this approach is recommended in
hepatic metastasis in colorectal cancer without any
other metastasis.

Chapter 2. SUBJECTS AND METHODS

2.1 Objects: 61 colorectal cancer patients performed
surgical removal of primary tumor with hepatic
metastasis primarily or secondarily, were received
RFA and chemotherapy FOLFOX 4 or FOLFIRI at
Military center hospital 108, from 9/2012 to 06/2017.
2.1.1 The criteria for patient selection:

- The colorectal cancer performed radical surgery
primarily, and then hepatic metastasis later

- The colorectal patients with hepatic metastasis at
the moment of primary tumor diagnosed, was
performed to remove primary tumor, but non-
available for hepatic tumor removal.

- Histopathology shows the hepatic metastasis.

- Without extra metastasis, except hepatic
metastasis.

- Contraindication of surgery (multitumor, large
tumor size, unapproachable location, systemic
condition)

- No more than 5 lesions of hepatic tumors.

- The largest dimension of tumor under 5 cm
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- ECOG performance status < 1

- Acceptable to participate the research.
2.1.2. Exclusion criteria.

- Patients received previous hepatic intervention.

- Comorbidity: heart failure, renal failure,
coronary artery stent, elderly patients, pregnancy.

- Coagulation disturbances: prothrombin under
60%, platelets count under 50 G/1

- Non-observable patients
2.2 Methodology
2.2.1 Research design: consecutive, intervention
without control, follow-up study
2.2.2 Facilities

The RFA machine The New Cool-tip RF ablation
System E Series of Covidien. The lab machine, and
imagine diagnostic machine in Military central
hospital 108. Chemotherapy with Oxaliplatin, 5-
Flourouracil, Calciumfolinat, (Ebewe Pharma, Ao),
Campto 100mg, 40 mg (Pfizer Pharma, Australia).
2.2.4. The protocol of research
2.2.4.1. Patients preparation: Clinical examination
and lab tests
* Lab tests (subclinical test)

-Formal blood test (total blood count, biochemical,
immunology)

- Imaginary diagnosis: abdominal and pelvis
MSCT
* Explanation of treatment and paper working
2.2.4.2 Intervention: according to protocol of RFA
2.2.4.3 Observation after intervention
* Post-intervention syndrome
* Complications of intervention
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* One month after intervention: hepatic MSCT 3
phases. Evaluation of response according to the
International Working Group on Image guided Tumor
Ablation)
2.2.4.4 Chemotherapy indicated 2 weeks later, when
side effects of RFA were healed
- Non-chemotherapy patients, recurrence patients
who received 5-fluorouracil and calciumfolinat, are
indicated FOLFOX 4, 12 periods
+ FOLFOX 4
Oxaliplatin 85mg/m? IV the first day.
Canciumfolinat 200 mg/ m?> IV the first and
second days.
5-fluorouracil 400 mg/ m?
second days.
5-fluorouracil 600 mg/ m?> IV 22:00 the first and
the second days.
Each period lasts 14 days
-Recurrence patients treated with FOLFOX4 are
indicated FOLFIRI 12 periods

IV the first and

+ FOLFIRI
Irinotecan 180 mg/ m? IV  the
first day
Canciumfolinat 400 mg/ m? v
thhe first day
5-fluorouracil 400 mg/ m? IV  the
first day
5-fluorouracil 2400 mg/ m? IV in 48
hours

Each perioid lasts 14 days
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Observation of systemic state, hemopoesis
function, hepatic and renal function before and after
each period.

At the third and sixth month, patients were
indicated abdominal and chest MSCT to evaluate the
response and recurrence. With patients who
incomplete ablation after RFA 1 month, the residual
tumor tissue was evaluated by Response Evaluation
Criteria in Solid Tumors — RECIST 1.1)
2.2.4.5 Observasion after RFA and 12 period of

chemotherapy

- Observation each three months: clinical
examination, CEA, chest Xray, abdominal MSCT to
evaluate recurrence.

- In case of disease progression or recurrence,
next step was indicated according to concensus of
Vietnam and International guideline if systemic state
could be acceptable, ECOG under 2. Poor condition
patients or ECOG more than 2 are indicated for
paliative treatment.

2.3. The study index
2.3.1. Clinical and subclinical of patients befor
receiving treatment

* Clinical:

- Age: 3 groups < 40 years olds, 41-60 years olds va
> 60 years olds

- Gender: Male/Female

- Location of primary tumor: Colon or rectum

- Characteristic ~ of  hepatic  metastasis:
Contemporary with diagnosis of primary tumor, or
radical treatment before and now recurrence.

- The treatment before study

- Chemotherapy one or two step
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- Clinical symptoms

- Clinical signs

- ECOG performance index

* Laboratory test:

- Red blood cells, Hemoglobin, White blood cells,
Platelets

- Coagulation function: Prothrombin, APTT

- Biochemical test: GOT and GPT, ure, creatinine,
bilirubin totalm and direct, protein, albumin

- CEA measurement: normal (<5 IU/ml),
moderate (5 -30UI/ml) va high (>30ng/ml).

* The index of tumor based on MSCT

- The number of tumors

- Location: left, right lobe or both

- Size of tumor: Largest dimension
2.3.2 The index of intervention, and side effects,
complications

- The number of intervention

- Time of RFA

- The needle for RFA: number, size

- Side effects, and complication according to
International Working Group on Image-guided Tumor
Ablation

+ Pain of liver area: According to VAS scale
ranging from 0-10; light pain 0-3 di€ém, moderate pain
4-7 diém; severe pain 8-10 diém.

+ Fever: light 37-38°C, moderate 38,1-39 °C,
severe > 39 °C.

+ Vomiting: light <2 times/day, moderate 3-6
times/day, severe > 6 times/day.

+ Pneumothorax or pleral effusion: Xray and CT

+  Intra-abdominal = hemorrahage:  clinical,
ultrasound, total blood count
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+ Complication: perforation of aliment tube,
peritonitis, acute cholescystitis based on ultrasound,
Xray, CT

+ Late  compication:  hepatic  abscess,
dissemination of cancer cells based on clinical and
imaginary diagnosis.

+ Mortality related with intervention: mortality in
the first month because of any reason.

2.3.3 Toxicity index because of chemotherapy

According  WHO standard, all patients was
evaluated before and after treatment

+ Hematopoiesis: red blood cells, hemoglobin,
white blood cells, platelets

+ Liver and kidney toxicity: biochemical tests

+ Digestive toxicity: bowel habit of patients

+ Neurologic system toxicity: appearance of
peripheral nerves

+ Systemic toxicity: based on symptoms of
patients
2.3.4 Index of treatment results
* Prevalence of tumor response at 1%, 3™ and 6%
month after primary intervention
* Assessment of recurrence at the times according to
the International Working Group on Image-Guided
Tumor Ablation

- Local recurrence: the appearance of new hepatic
tumor at the site of previous tumor which totallu
necrosis after treatment.

- New nodal recurrence: the appearance of
new hepatic tumor at other location of previous
tumor (another lobe), or in the same lobe but
without sharing border.
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* Evaluation of extra hepatic metastasis at the
indicated times:

- Lympho nodal metastasis: clinical, ultrasound,
CT

- Lung metastasis: chest Xray, CT

- Bone metastasis: bone pain, coadherent with
Xray and CT

- Other sites: clinical, and imaginary diagnosis.
* Evaluation of prolonged survival prevalence at: 6™
month, 12" month, and 18" month, 24" month, 30®"
month, the overall survival, the progression-free
survival according to International Working Group on
Image-Guided Tumor Ablation

- The progression-free survival: the duration from
starting treatment to the decision of development of
tumor or appearance of new lesion.

- Overall survival: the duration from starting
treatment to death or study ended
* Evaluation of mortality prevalence and causes of
mortality at the indicated time.
2.4. Statistical analysis.

Data were entered using SPSS 20.0. The
comparision is statistical significance whether p <0.05

Chapter 3. RESULTS

3.1 Clinical and paraclinical characteristics of the
patient group before the RFA therapy
3.1.1. Basic characteristic of the patient group

Mean age of the patient group were 55.57 = 9.40
years old, popular age were 40-60 years old (57.4%),
proportion of male was 80.3%, rate of male:female
was 4:1.
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Proportion of primary colon cancer was higher
than rectal cancer (60.7% versus 39.3%,
respectively). There were 39.3% patients who had
synchronicity of liver metastases at diagnosis of
primary tumour and 60.7% patients who had recurrent
liver metastases after curative treament. All patients
were resected their primary colorectal tumor.

Proportion
60 ‘ 52.5
50 -
a0 ] 222 Soih
|
30 + 19.7
20 i 13.1 1458
TR - .
o 4+=—" o — i C— AT
AU Digestive Big  Fatigue Vomiting  Losing No
Sthin  disturbance  Liver weight symtomps
al pain

40
) tuin(?;rs 41 67.2
Quantity of tumor 4.5
20 32.8
tumors
Diameter of the <3cm 21 344
biggest tumor 3-5cm 40 65.6
Sum of diameter <5cm 26 42.6
tumors 5-10 cm 21 344
>10cm 14 23.0
Mean of total 7.20 £3.95
diameter tumors
(cm)

Figure 3.1. Clinical characteristics of the patients
Proportion of patients having no symtomps was
52.5%. Popular signs were right abdominal pain
(37.7%), fatigue (32.8%), losing weight (14.8%).
Table 3.1. Characteristics of liver metastases before
the RFA therapy

Characteristic of liver Patients | Proportion
tumor (n=61) (%)
Right | 5 50.8
liver
Position Left 1 16
liver
All 29 47.5
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3.2. Clinical presentations, toxicity, side effects and complications
after treament.
3.2.1. Clinical presentations and scomplications after RFA
Table 3.2. Post RFA therapy Syndrom

Grade Mean

Clinical n Mild |Medium| Severe | date of
o n (%) | n(%) | n (%) | having

symtomps| (%) the sign
(day)

Liver nain |61 2 49 10 | 1.62+
PR (100%) | (3.3%) [(80.3%) |(16.4%)| 0.77

8 8 0 0

Fever 113 100)(13.1%)| (0%) | (0%) |18
Vomitting| 4 0 0 | L12
81 (6.6%) | (6.6%) | (0%) | (0%) | +£0.32

All patients sufferred from mild and medium pain in liver after the
intervention. Fever and vomitting accounted for the little and mild
proportion.

Table 3.3. Complicaitons after RFA therapy

Complicaitons Patients | Proportion
P (n=61) | (%)
Pleural infusion 2 3.2
Disseminate of cancer cells 1 1.6
Mortality related the
0 0

therapy

Total 3 4.8

Proportion of patients having complications were
low (accounted for 4.8%), in which 2 patients (3.3%)
having pleural infusion, 1 patient (1.6%) having
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transmitting oncologic cell by way of injection needle.
None of patients death involved in the intervention.
3.2.2. Toxicity of chemicals

- Toxicity on hematology were grade I and II
popularly. Toxic rate of III grade was low. There was
no patient having toxicity of IV toxic grade.
Decreasing white blood count was popular that
accounted for 50.8%.

- Rate of elevated liver transmitations with I, II,
Il and 1V grade were respectively 54.1%, 13.1%,
3.3% and 4.9%. In our results, there were 9.8%
patients having creatinine serum with I grade.

- Toxicity on digestion in the patient with
FOLFIRI (63%) was higher than in the patient with
FOLFOX4 (46%).

- Fatigue with I grade (37.7%), 1I grade (6.6%).
No patient had fatigue with III and IV grade.
Vomitting of I and II grade accounted for 24.6% and
8.2%, respectively. There was no patient having
vomitting of III and IV grade.

On nervous system, toxicity of I and II grade were
respectively 31.1% and 3.3%; no patient had toxicity
of III and IV toxic grade. oxicity on nervous system in
the patient with FOLFOX4 was higher than in the
patient with FOLFIRI.

3.3. Results of treatment
3.1.1. Recurrent metastasis and mortality

There were 45 patients achieved complete
response. 41 patients (91,2%) had recurrent tumor
after 23.57-month fllow- up after RFA therapy, in
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which 75.6% patients had tumor of new position and
15.6% patients had local recurrence. Total of mortality

were 39,3% (24 patients).

3.3.2 Response of tumor after the RPA therapy

73.5 = ] thang (n=61)
80 70.8
m 3 thang (n=61)
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Figure 3.2. Response of tumor in the follow-up time
Rate of complete response tumor after RFA
therapy and after 12-cyclic therapy accounted for

he patlents having dlarneter of the biggest tumor
lower than 3cm and smaller total diameter of
- were rate of complete response tumor higher
‘he other patients (> 3 cm) (p<0.00 and p=0.04,
s ctively). No significance of complete responding
vas between the patient having 1-3 tumors and
ther one (4-5 tumors) (p= 0.23) and the patient
having level of CEA serum was lower than 30ng/ml
and the other group (p=0,06).
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igure 3.4. Prolonged survival function (PFS)
an of PFS were 14.21 £+ 1.34 months. PFS was
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serum before the RFA therapy. No signficance of the
PFS was the patients having colon or rectum and
having liver metastasis as soon as beginning of the
RFA therapy or recurrent liver metastasis in the
follow-up time.

Overall Survival (OS)
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Mean of Overall suvival (OS) were 36.77 = 2.86
months. OS was related count of metastatic tumor, size
of tumor, sum of diameter tumors, ECOG index and
level of CEA serum before the RFA therapy. No
signficance of the OS was the patients having colon or
rectum and having liver metastasis as soon as
beginning of the RFA therapy or recurrent liver
metastasis after curative treatment. In the model of
multivariant analysis, size and number of tumor were
related survival time of the patients.

Chapter 4. DISCUSSION
4.1. Some of clinical and paraclincal characteristics in the
patients
4.1.1. General characteristics in the patients

Because age expresses acculumulation of
oncologic agent, is a risk factor of colorectal cancer.
In the results, age of the patient group mostly were
over 40 years old (91.8%) versus the other one were
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8.2%. The patients who were from 40 to 60 years old
accounted for 57.4%. The youngest patient was 27
years old and the oldest was 70 years old. The average
age of the patients was 55.57 years old.

There were 61 patients in the study in which 24
rectal cancer patients and 37 colon cancer subjects.
There were 24 patients with synchronicity of liver
metastasesand 37 ones metachronous metastases.

4.1.2. Signs of clinical and paraclinical

Liver metastasis of colorectal cancer usually
progresses slowly and silently. When patient have
symtomps of the tumor, it means big tumor or
multimetastasis. In the results, there were 47.5% patients
with clinical signs such as right abdominal pain (37.7%),
fatigue (32.8%), anorexia (19.7%), losing weight
(14.8%), diarrhea (13.1%) and hematomegaly (1.6%).
However, the patients with no symtomp accounted for
52.3% that diagnosed by chance.

CEA is one of tumor markers in the colorectal
cancer. Many studies desmonstrate that normal level of
CEA serum in adult is lower than 5 ng/ml. In the study,
there were 67.2% patients with elevated CEA serum in
which 43.4% patients having CEA serum over 30ng/ml.
There was positive correlation between CEA serum and
sum of diameteric tumors, with p = 0.02. So that
elevated CEA serum had a severe prognostic factor for
colorectal cancer patient with liver metastasis

Characteristics of liver metastatic form by CT
Scan also is one of important fators for establishing
planning of treatment. In the study, there were 29
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patients (47.5%) with spreading metastasis in all liver,
47 multi-metastatic patients (77%), 20 patients
(32.8%) with four-to-five metastases and 14 patients
with one centered-big-metastasis. One patient had left-
liver-metastasis and COPD. The patients had the
biggest diameter of tumour under 3cm and and from
three-to-five centimeter its accounted for respectively
34.4% and 65.6%. Mean of metastatic tumors were
2.72 ones and mean of tumour diameter were 7.2cm.
4.2. Characteristics of RFA technique and
chemotherapy

There were 61 patients in the study in which 44
one-time RFA cases and 17 two-time-RFA cases.
Mean time of the technique duration were 19.57mins.
There were 45 patients (73,8%) with local anaesthetic
combined systemic relieving pain and 16 patients
(26.2%) with injected-vein-anaesthesis in the study.

Rate of patients being used FOLFOX4 and
FOLFIRI regiment were respectively 40 patients
(65.5%) and 21 patients (34.5%). There were 52,4%
patients with treating 1°' line of chemotherapy and
47.6% patients with treating 2" line of
chemotherapy. All patients with treating 1° line of
chemotherapy and patients using FUFA regiment
were recurrent tumour were used FOLFOX4. The
patients who were used FOLFOX4 that were
recurrent were applied FOLFIRI regiment.
4.3. Clinical presentations and early results after treatment
4.3.1. Clinicals presentation and complications after
the RFA technique
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Many studies proved that RFA on liver tumor
including metastases from colorectal cancer is few-
invasive technique and safe.

In the study, all patients (61 ones) also pained
area of liver after the technique. There were 8
patients (13.1%) with fever and 4 patients (6.6%)
with mild vomitting. Mean time of this syndroms
included fever having 2.1 days, vomitting having 1.12
days. All the patients with fever or vomitting removed
themselve or used acetaminphen for relieving fever. We
used international visual analog scale to assess pain. The
results demonstrated that 2 patient (3.3%) with light
pain, 49ts patients (80.3%) with medium pain and 10
cases (16.4%) severe pain. Mean time of pain were 1.62
days. Most of patients only were taken acetaminophene
to relieve pain. 16.4% patients with severe pain were
used opioid had bigger tumor in the cover of liver that
many pain receptor and duration of time were longer.

After the RFA technique, there were 2 patients
(3.3%) with little pleural infusion that had itself
absorbtion. It were big tumor nearly the diaphragm.
One patient suffered from transmitting oncologic cell
by way of injection needle was diagnosed at the 7
month therapy. No one had died related the technique
duration of the follow-up study.

4.3.2. Toxicity of the chemotherapy

Chemocals act but also on malign cells not only
normal cells in hematosystem and digestion... Toxicity
on hemato-system were appeared popularly in I or II
grade, rarely III grade. No patient was toxicity of IV
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grade. Decreasing white blood cell was the most popular
sign accounted for 50.8%. Rate of elevated liver
transmitation of I, IL, IIT and IV grade respectively were
54.1%, 13.1%, 3.3% and 4.9%. Only 9.8% patients had
renal toxicity grade I.

Toxicity on digestion in the patient with FOLFIRI
(63%) was higher than in the patient with FOLFOX4
(46%). Anorexia with I grade (37.7%), II grade (6.6%).
No patient had anorexia with III and IV grade.
Vomitting of I and II level accounted for 24.6% and
8.2%, respectively. There was no patient having
Vomitting of III and IV grade.

On nervous system toxicity of I and II grade were
respectively 31.1% and 3.3%; no patient had toxicity
of III and IV grade. Toxicity on nervous system in the
patient with FOLFOX4 was higher than in the patient
with FOLFIRI regiment.

4.3.3. Response of tumor and its related factors

In the RFA technique, we had dilation of the
tumor border from 0.5 to lcm to make complete
necrosis its. After one-to-three-month RFA therapy,
decreasing of tumour size did not reflect its cells .
Sothat people concerned with necrosic area of tumor
largrer than tumour size.

After one-month RFA therapy, all patients were
examined Computer tomography scan  with
intravenous contrast to response of tumor. The results
proved that 59% patients with complete response,
41% patients with partial response. The left of tumor
were assess the following response by chemography
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based on RECIST1.1 criteria of solid. After 3"-month
the intervention, rate of complete response were up to
70.8%. At the 6"-month the intervention, there were
up to 73.5% patients who were treated enough 12
cyclic-chemotherapy had complete response. However
at the same time, 21.4% patients who were responded
bad by chemotherapy had new metastasis. There were
correlation between level of tumour response and
some risk factors such as diameter of tumor, quantity
of tumor, sum of tumor diameter and level of CEA
serum before the treatment.

4.4. Long-term results after treatment

4.4.1. Recurrences, metastasis and death

45 patients having entire response with the therapy
were assessed recurrency of tumor. On 23.57-month
follow-up time, there were 41 patients were recurred
tumor accounted for 91.2% in which 15.6% patients
with local recurrence, 35.6% patients having new
tumor in liver and 40% patients having metastasis
extra liver. Mean of recurrent time were 17.46 £1.55
moths. Rate of local recurrency in the our study were
the same of other studies, but rate of general
recurrence were high.

At the end of the study, there were 24 patients
(39.3%) died in which 4 patients who died in 12-
month-follow up time for no response the therapy. All
these patients died by reason of progressive cancer.
4.4.2. Time of survival
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Survival is one of important criteria to assess
effectiveness of one therapy. PFS reflects control of
cancer by one therapy.

In the study, mean of PFS were 14.21 + 1.34 months.
Rate of overall survival (OS) at the 6 months, 12months, 18
months, 24 months, 30 months and 36 months rexpectively
were 100%, 93.2%, 70%, 70%, 56% va 44.5%. Mean
of overall suvival (OS) were 36.77 & 2.86 months.

Some of recent studies demonstrated that mean of OS
were from 31 to 45 months and based on collecting criteria
of patient.

4.4.3. Some factors affected to survival

When analysis of one-varient, the results
demonstrated that quantity of tumors, size of the
biggest tumor, sum of tumour diameter, ECOG index
and level of CEA serum at the diagnosis of tumor
correlated with PFS, significantly. In while, position
of tumor, status of liver metastasis, model of
chemotherapy did not relate to PFS, insignificantly.

Similarly, with one-varient model, quantity of
tumors, size of the biggest tumor, level of CEA serum
at the diagnosis of tumor -correlated with OS,
significantly. Age, position of primary tumor that
colon or rectum, model of chemotherapy (FOLFOX4
or FOLFIRI) did not relate to OS, insignificantly. In
multi-varient analysis the results demonstrated that size
and quantity of tumor related to OS, independently. The
patient having good OS (mean of OS were 43.26
months) had size of tumor under 3cm and quantity of
tumour metastases < 3 ones.
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Conclusion, the results demonstrated that RFA
combined with chemotherapy made to good
effectiveness on survival for patient with colorectal
cancer.

CONCLUSION

After studying 61 patients hepatic metastasis of
colorectal cancer without surgical indication, treated
by RFA combined with chemotherapy at Military
center hospital 108 from 9/2012 to 6/2017, there are
some conclusions
1, Clinical and paraclinical characteristic in
hepatic metastasis of colorectal cancer patients

+ The highest risk in 40-60 years old group,
average 55.57 years old

+ Male more than female

+ Colon cancer more prevalent than rectal cancer

+ Poor clinical symptoms 52.5% patients without
any symptom; 37.7% patients with upper right
quadrant pain; 32,8% patients with fatigue; 19.7%
patients with anorexia, 14.8% patients with weight
loses, 13.3% patient with change bowel habit, 1.6%
patients with hepatomegaly.

+ Characteristic of hepatic metastasis in
Computer tomography: right lobe metastasis 50.8%,
both two lobes 47.5%, left lobe 1.6%, multifocal
metastasis 77%, the longest dimension > 3 cm 65.6%.

+ The average of hepatic and renal function in
normal range.
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2. The result of RFA combined with chemotherapy
in patients with hepatic metastasis of colorectal
cancer without surgical indication

2.1 RFA in combination with chemotherapy leads to
proper tumor response

+ 100% patients responsed, 59% complete
response, 41% partial response

+ In combination with chemotherapy, the
prevalence of complete response increased: 70.8% at
the 3™ month, and 73.5% at the 6" month

+ Size and number of tumors significantly affect the
response rate.

2.2. The treatment leads to prolonged survival

+ The mean overall survival time: 36.77 + 2.86
months

+ The progression-free survival: 14.21 + 1.34
months

+ The prevalence of prolonged-survival after 1%
22" or 3" years are 93.2%; 70.0%; and 44.5%
respectively.

+ The overall survival relates to many factors
before treatments are size, number of lesion, and
CEA. The tumor size and number are two independent
prediction factors.

2.3.. Side effects and complications

+ Post intervention syndrome: high prevalence, in
light and moderate level: upper quadrant abdominal
pain 100%, light and moderate 3.3% and 80.3%, fever
13.1%, vomitting 6.6%. The symptoms last in 1-2
days after intervention.
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+ Liver enzymes significantly elevate after
intervention, but return to normal after 1 week.

+ Low complication prevalence (4.8%): pleural
effusion 2 patients (3.3%), disseminate of cancer cells
1 patient (1.6%)

+ No death relates to intervention

+ Hematopoiesis toxicity mainly at grade I and II,
leukopenia, thrombocytopenia grade III 4.9% and
3.3% respectively, no patient at grade IV

+ Liver toxicity grade III and IV are low 8.2%.
Only 9.8% patients have renal toxicity grade I,
without grade II, III, IV

+ Diarrhea and peripheral nervous diseases are
high prevalence (29.5% and 34.4% respectively).
FOLFIRI mainly leads to diarrhea, and FOLFOX 4
mainly leads to peripheral nervous toxicity.

PROPOSAL

1. RFA in combination with chemotherapy is the
safety and effective treatment method for hepatic
metastasis of colorectal cancer without surgical
indication. It should be applied widely in center
hospitals which fully equipped.

2. The prolonged survival depends on some
prediction factors before treatment, therefore the
indication should be thoroughly evaluated in
particular patient, to balance the benefits and
treatment fee.
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