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Ung thu dai truc trang 1a mot bénh 1y 4c tinh thuong gap. Theo thong ké
ctia to chic ghi nhan ung thu toan cau Globocan nim 2012, UTPTT ding
hang thir ba trong s6 cac ung thu & nam va dimg hang thi hai & nir. Nam
2012, wdc tinh ¢6 694.000 ca tir vong do bénh ung thu nay, chiém 8,5% tit ca
cac nguyén nhan tr vong do ung thu. Tai Viét Nam, theo s6 lieu ghi nhéan tai
sadu vung dia 1y giai doan 2004-2010, UTDTT ding hang tht tu ¢ nam va tha
hai & nit voi ty 16 mic chuén theo tudi 1a 19,0 va 14,7/ 100.000 dan. Mdi nim
c6 khoang 8700 bénh nhan mic méi va 5900 trudng hop tir vong [1], [2].

Do dic diém giai phau, hé théng tinh mach cua dai truc trang d6 vé gan,
nén ty 18 di can gan cia UTDTT la rit cao. Udc tinh c6 20-25% bénh nhan
UTDTT duogc phat hién di can gan cung véi thoi diém chin doan u nguyén
phat va ciing khoang 20-30% sb trudng hop tién trién di can gan trong vong 3
nam sau diéu tri triét cin ban dau. Di cin gan duoc coi 1a nguyén nhéan gy tir
vong chinh trong bénh nay [3], [4], [5], [6]. Nhitng bénh nhan UTPTT di can
gan ma khong c6 di cin ngoai gan thi phiu thuat cat bo toan bd u nguyén phét
va ton thuong di can gan dugc coi 1a diéu tri triét cin. Tuy nhién, chi c6
khoang 20% cac bénh nhan con kha ning phiu thuat, khi tén thuong di cin
con don doc hodc khu tra [5]. B6i v6i bénh nhén di can khong con kha nang
phau thuat triét can, thi hoa chét toan than 1a diéu trj tiéu chuén. Trong do,
FOLFOX4 va FOLFIRI la nhiing phac dd dugce sir dung rong rai va da dugc
chting minh hiéu qua vé kéo dai thoi gian séng thém trong nhiéu nghién ciru
[7] [8] [9]. Trong hon mot thap ky qua, da c6 nhiéu tién bo trong cac k¥ thuat
can thip nham kiém soat tai chd khéi u nhu: tiém ethanol, vi song, nhié¢t lanh,
tdc mach két hop hoéa chét, tic mach két hop xa tri chiéu trong... DPét nhiét
song cao tan 1a mot phuong phap pha huy khéi u tai chd bang nhiét dang dugc



nghién ctru va ting dung trong diéu tri di cin gan tir UTDTT & nhiéu nudc
trén thé giéi. Ky thuat can thiép nay co6 thé duoc tién hanh trong phiu thuat,
qua ndi soi 6 bung, hoic qua da duéi hudéng dan cua chan doan hinh anh.
Trong d6 DNSCT qua da dudi huéng dan cia siéu am la k¥ thuat it xam lan
va mang lai hi¢u qua cao. Hién nay, ky thuat nay duoc dé xuit nhu mot
phuong phap diéu tri di cdn gan trong UTDTT ma khong con chi dinh phiu
thuat [7], [10], [11], [12].

Két hop DNSCT véi hoa chét toan than 13 mot trong nhirng phwong phap
diéu tri da mé thic, phéi hop diéu trj tai chd va toan than. Trong d6, DPNSCT
trude nhim pha huy toan bd hodc phﬁn 16n md u, hoa chit toan than theo sau
dé diét cac vi di can va phan mo u con sot lai. Su phédi hop nay da duoc ching
minh trong mot s6 nghién ctru va thir nghiém 14m sang vé tinh an toan va kha
nang kéo dai thoi gian song thém khi so sanh véi diéu tri hoa chat don thuan
[13], [14], [15]. O nuéc ta hién nay, dd c6 nhiéu nghién ctru ciing nhu tng dung
PNSCT diéu tri ung thu gan nguyén phat. Tuy nhién, chua c6 mot cong trinh
nghién ctru nao vé hiéu qua ciing nhu tinh an toan cua DNSCT cho di cin gan
trong UTDTT. Dic biét 1a khi két hop DNSCT véi hoa chét toan than. Vi vy,
ching t6i tién hanh nghién ctru dé tai: “Nghién ciru két qua bude dau diéu tri di
can gan trong ung thir dai truc trang bang dot nhiét séng cao tan két hop héa
chat toan than” nham hai muc tiéu.

1. Nhin xét mét so dic diém lam sang, cin lim sang & bénh nhén di cin
gan trong ung thw dai truc trang.
2. Ddnh gid két qua dot nhigt séng cao tan két hop héa chit toan théan 6 cdc

bénh nhan di can gan trong ung thw dai truc trang.



Chuong 1
TONG QUAN

1.1. Tinh hinh dich t& ung thw dai truc trang trén thé giéi va Viét Nam
1.1.1. Tinh hinh dich té ung thw dai truc trang trén thé gidi.

Theo Globocan 2012, trén toan thé gidi c6 khoang 1.360.056 trudong hop
méi mac UTDTT, chiém khoang 10% tong sb cac bénh 1y ung thu va ude tinh
c6 694.000 nguoi tir vong do UTDTT. Khoang 55% céc truong hop ung thu
dai tryc trang & cac nude phat trién. Ti 16 mac UTDTT thay ddi tiy theo ving
dia 1y, cao nhit & New Zealand (ty 1¢ mic chuan theo tudi la 44.8 va
32.2/100.000 & nam va ni¥), thap nhat & Tay Phi (4,5 va 3,8/100.000 dan). Ty
1¢ mac cac nuéc Pong Nam A 1a 15,2 va 10,2/100.000 dan twong g & nam
va nit [1]. Tat My, ndm 2016 udce tinh c6 khoang 95.270 truong hop ung thu
dai trang va 39,220 truong hop ung thu truc traing méi méc. Trong cung nim,
c6 49.190 trudng hop tir vong. Ty 16 mic UTPTT giam trung binh 3% mot
nam tinh tir 2003 dén 2012 [7].

Tubi 13 yéu t6 anh huong dén ty 1& mic UTDTT hon bat ky yéu td nao
khac. Tai My, ty 16 mic ¢ do tudi 15-39 1a 3,2/100.000 dan trong khi d6 do
tudi 70-74 1a 161,7/100.000 dan. O hau hét cac qudc gia, ty 1é mic ¢ nam cao
hon & nit cung do tudi [1]. Mot nghién ctru tai My cho thdy mot chiéu hudng
moi, d6 13 ty 16 mac UTPDTT ¢ nhom tudi tré ¢6 xu hudng gia ting. Mic du,
ty 16 mic UTPTT chung giam ké tir ndm 1998 nhung ty 1& méic ¢ do tudi dudi
50 tang 1én. Tac gia ciing chi ra dén nim 2030 ty 16 mac UTDTT & nhom tudi
20-34 s& tang tir 90-124,2%. Nguyén nhan cua hién tuong nay dén nay van

chua duoc 10 [16].



Mot sb nghién ctru thiy rang nhimg ngudi di cu tir ving c6 ty 1& mic
thp t6i viing co ty 18 méc cao thi ty 16 mac s& ting cao trong vong mot thé hé.
Nhimng ngudi Trung Qudc di cu téi My ¢o ty 1¢ mac UTPTT cao hon cu dan
ban dia. Piéu nay dugc cho 13 do thay ddi ché d6 an va 16i séng. Chung toc
cling 4nh huong téi ty 16 mac UTDTT, ngudi My gbc Phi ¢6 ty 1é mic cao
hon ngudi My da tring. Piéu nay duoc cho rang dot bién di truyén gen sta
chira 16i DNA phd bién hon ¢ ngudi My gbe Phi.

Nhin chung, ty 1€ mic cia UTDTT cao ¢ cac nudce c6 didu kién kinh té
phat trién. Piéu nay co thé lién quan dén ché do tiéu thy luong thit nhidu hon
va giam bat cac hoat dong thé luc. Ty 1é tir vong cao nhat & Pong va Trung
Au 20,3 va 11,7/100.000 dan & nam va nit), thip nhat & Tay Phi (3,5 va
3,0/100.000 dan). Cac nudc Pong Nam A, ty 1é tir vong do ung thu dai truc
trang ¢ nam va nir 14 9,7 va 6,4/100.000 [1].
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Hinh 1.1. Bin d6 phin bé ty 1¢ méic UTDTT trén toan thé giGi
(Nguon: Globocan 2012 [1])



1.1.2. Tinh hinh dich té ung thw dai truc trang tai Viét Nam

Tai Viét Nam, theo s liéu cong bd cta td chirc ghi nhin ung thu toan
cau (Globocan 2012- IARC), ty 1¢ mac UTDTT dung hang th 6 trong sb cac
ung thu, ding sau ung thu phdi, gan, va, da day va ¢ tir cung. Mdi nim ¢
khoang 8700 ca bénh nhan mac méi va 5900 ca tir vong. Mac du ty 1é tir vong
do ung thu dai tryc trang giam dan tir nhitng nam 1990 nhung day van la cin
bénh gay tr vong hang thir 4 trong s cac ung thu [1].

Theo sb liéu ghi nhan ung thu tai sdu vung dia 1y giai doan 2004- 2010,
ung thu dai truc trang dung hang thr tv & nam va thar hai & nit véi ty 16 méc
chuan theo tudi 12 19,0 va 14,7/ 100.000 dan. Tai cac ving khac nhau cta
Viét Nam cling co ty 1€ mic khac nhau. Tai Ha Noi, ung thu dai truc trang
dung hang tht tu & nam va th hai ¢ nit, véi ty 16 mac chuan theo tudi la 26,9
va 15,6/100.000 dan. Ung thu dai truc trang ding hang thtr ba & nam va thu
tu & nit voi ty 16 mic chuan theo tudi 13 13,6 va 8,7/100.000 dan, tai Thanh
Phd H6 Chi Minh [2].

Két qua nghi nhan ung thu quan thé tai Thanh Phé H6 Chi Minh niam
2014, UTDTT chiém 16% trong tong sb cac loai ung thu, ding hang tht ba ¢
ca nam va nir. Khi phan tich theo nhém tudi va gidi thi ty 1¢ mac UTDTT cao
nhat trong tat ca cac loai ung thu ¢ nam do tudi 25-34 [17].

1.2. Sinh 1y bénh va co ché di ciin ciia ung thw dai true trang
1.2.1. Sinh ly bénh ung thw dai tryc trang

Céc yéu t6 lién quan dén sinh bénh hoc UTPTT gém: yéu t6 dinh

dudng, yéu td di truyén va cac ton thuong tién ung thu.
Ché dp dinh dudng
Ung thu dai truc trang lién quan chat ché voi ché d6 an nhiéu thit, m&

dong vat. Béo phi 1a yéu td nguy co doc 1ap lam tang ti 16 mic bénh. Ché do



an it chat xo, lam giam khéi lugng phan dan t6i kéo dai thoi gian phan & lai
trong rudt, sinh ra céc chét ung thu noi sinh. Thiéu Vitamin dic biét 1a thiéu
Vitamin D, Vitamin C 1am ting nguy co mac UTDTT, vi nhiing chét nay c
tac dung lam giam nguy co méac ung thu [18], [19].

Cdc ton thwong tién ung thu

- Viém dai trang chdy méau va bénh Crohn: cdc bénh nhan bi viém dai
tryc trang chay mau va bénh Cronh ting nguy co miac UTDTT [18].

- Polyp dai truc trang 13 mot trong nhimg ton thuong tién ung thu. C6
nhiéu loai polyp: polyp tuyén, polyp ting san va polyp loan san phoi
(Hamatomatous polyp). Nguy co ung thu héa cua polyp tuy theo kich thude va
loai mo6 hoc. Loai polyp tang san it &c tinh hoa hon, trong khi polyp nhung mao
cd nguy co ung thu hda 25-40%. Polyp c6 kich thudc > 2 cm c6 nguy co ung thu
hoa cao [19].

Yéu t6 di truyén

- Yéu t6 di truyén c6 vai trd quan trong trong sinh bénh UTDTT véi cac
gen sinh ung thu va cac hoi ching di truyén bao gom:

+ Bénh da polyp dai truc trang gia dinh (Familial Adenomatous Polyposis):
lién quan dén dot bién gen APC, day la gen chodi nam trén nhidm sic thé
thuong. Dai truc trang c6 hang tram, hang ngan polyp, c6 thé gip & moi lta
tudi. Ty 18 ung thu hoa ciia bénh téi 100% néu khong duoc diéu tri phau thuat
cat bo [19], [20].

+ Hoi ching ung thu dai truc trang di truyén khong c6 polyp (Hoi chimg
Lynch): tién sir gia dinh c6 nhiéu ngudi mic UTDTT hodc cic ung thu biéu
mo da day, budng trimg, than [18], [19].

+ Hoi chimg Peutz — Jeghers: di truyén gen trdi nam trén nhiém sic thé
thuong. Bénh nhan c6 nhidu polyp trong dng tiéu hoa kém theo cac vét sic td

¢ da, niém mac miéng [19], [20].



+ Hoi chimg Gardner: gdm da polyp kém theo u bo sgi (Desmoid tumor).

- Gen sinh ung thu: qua trinh sinh bénh ung thu lién quan chit ché& dén t6n
thuong hai nhdm gen; gen sinh ung thu va gen khang ung thu. Hai nhém gen
nay binh thuong trong té bao dong vai tro quan trong trong kiém soat qua trinh
sinh san, sy biét hoa va chét theo chuong trinh cua té bao, tao nén su 6n dinh
sinh hoc ctia co thé. Tién gen sinh ung thu (proto- oncogen) la dang binh thuong
ctia gen sinh ung thu. Pay 13 cac gen c6 chiic ning sinh 1y trong té bao 1a dicu
hoa duong dan truyén tin hiéu dé té bao nhan cac kich thich cho su phan bao va
chét theo chuong trinh. Khi gen nay bj dot bién tao ra cic gen sinh ung thu gay
ra sy ting sinh cta cac t& bao khong kiém soat dwoc. Trai ngugc voi gen sinh
ung thu, gen khang ung thu (tumor suppressor genes) c6 vai tro lam cham su
phan chia t& bao. Hoat dong ctia hé théng gen nay cing v6i hé thdng sira chira
DNA 1a cén thiét cho sy on dinh vén liéng di truyén. Khi cac gen nay bi dot bién,
khiém khuyét thi c6 thé dugc di truyén qua té bao mdm. Ching 13 nguyén nhan
clia cac hoi ching di truyén dé bi ung thu. Trong ung thu dai tryc trang, nguoi ta
da phat hién ra mot sb gen bi dot bién:

+ Gen APC: 1a mot gen khang ung thu ndm trén nhanh ngan ciia nhiém
sdc thé s6 5. Gen ndy md hoa cho mot loai protein c6 chirc ning lam két dinh
giita cac té bao. Trén 90% bénh nhan da polyp dai truc trang gia dinh c6 dot
bién gen nay.

+ Gen K-Ras: 1a mot tién gen ung thu nam trén nhiém sac thé s6 12, ma
hoa cho mdt loai protein co chirc ning truyén tin hiéu phan bao. Khoang 40-70%
cac u tuyén cé kich thudc 16n hon 1 cm va nhiing ung thu biéu mé co dot bién
gen K-Ras.

+ Gen DCC: 13 mot gen khang ung thu nim ¢ nhanh dai cta nhiém sic thé
18. ot bién gen nay thiy ¢ khoang 50% cac u tuyén va hon 70% UTDTT.



+ Gen p53: 1a gen khang ung thu ndm ¢ nhanh dai ctia nhiém sac thé 17.
Céc bénh nhan UTDTT di cin c6 ty 1é dot bién gen p53 cao.

+ Gen hMSH, va gen hMSH, 14 nhimg gen nam trén nhiém sic thé 2, 3
kiém so4t viéc sira chita ADN. Khi cac gen nay bi dot bién lam kém bén viing
cau trac ADN, thiic day dot bién gen sinh ung thu va gen khang ung thu. Cac
gen ndy lién quan t6i loai UTDTT di truyén khong polyp.

Co ché sinh ung thu DTT ngay nay di duoc sang t6 qua co ché gen sinh
ung thu. Qu4 trinh sinh UTDTT trai qua nhiéu giai doan, lién quan dén ton
thuong nhiéu gen do tac dong cia cac yéu td gay ung thu. Mot sd nghién ciru
cho thay, gen hMSH1 va hMSH2 1a nhitng gen kiém so4t sira chita DNA, khi
bi dot bién dan dén cac gen sinh ung thu mat bén viing, trd nén dé bi bién doi

khi c6 tac dong ciia cac yéu td gay ung thu [18], [19], [20].
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(Nguén Sandra Van Schaeybroeck [19])



1.2.2. Co ché di cin ciia ung thw dgi truc trang

Ung thu dai truc trang di cin theo 3 con dudng chinh: lan tran tai chd,
theo dudng mau va dudng bach huyét. Trong d6 di cin theo dudng mau va
duong bach huyét dong vai tro quan trong.

Di can hach 1a hién twong c6 mit té bao ung thu trong xoang cua cac
hach bach huyét. Té bao ung thu xam lan 16p bach mach dudi niém roi dén
hach bach huyét canh dai trang, tiép theo 1a cac hach trung gian, cac hach doc
than mach (hach trung wong). Qué trinh di cin cua té bao ung thu nhin chung
theo thur tu cac chang hach nhung do6i khi c6 trudng hop nhay céc [21].

Con duodng di can theo dudng mau chi yéu 1a qua duong tinh mach. Hé
théng tinh mach cua toan bo dai trang va phﬁn trén cta tryc trang duoc dan vé
tinh mach mac treo trang dudi, 10l cung dd vao tinh mach ctra [22]. Nhu vay,
gan 13 noi dén dau tién cta cac té bao ung thu di can theo dudng tinh mach.
CAu truc hé théng xoang tinh mach trong gan khong c6 hang rao dé ngin can
cac té bao ung thu xam nhap, tao diéu kién thuan loi cho ching xuyén qua va
cu tra lai. Hon nita, vi mdi truong tai gan rat phi hop cho céc té bao ung thu
phat trién. Day chinh 13 nhitng nguyén nhan dan t6i UTDTT di cin gan véi ty
1é rét cao [21], [23].

1.3. LAm sang va nhirng tién bd trong cin lAm sang chan doan ung thw
dai truc trang hién nay
1.3.1. Lam sang ung thw dai truc trang

Ung thu dai truc trang giai doan sém thuong khong c¢o triéu chung. Cac
triéu chimg 1am sang khong dic hiéu, xuit hién khi bénh da tién trién va thay
ddi theo vi tri ciia khéi u [24].

- Tri¢u chirng toan than: mét mai, chan an, géy sat can.

- Triéu ching co ning: dau bung, diy bung, di ngoai nhiéu lan, phan det,

cam giac di ngoai khong hét phan, di ngoai phan den hoic phan 1dn mau.
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- Triéu chimg thuc thé: kham bung cé thé so thdy khdi u trong 6 bung,
tham truc trang c6 mau, so thdy hach to.

- Tri¢u chirng do di can cia ung thu.

+ Di cin gan: dau ha sudn phai, diy bung, kho tiéu, vang da, so thiy
khéi u ving gan.

+ Di can phéi: ho, ho ra mau, khoé tho, dau nguc.

+ Di cin xuong: dau xuong, dic biét 1 xuong chau, xwong cling cut ,cot sdng.

+ Di can ndo: dau dau, rdi loan van dong, r6i loan y thue.
1.3.2. Nhiing tién bj trong cdn lin sang chin dodn ung thw dgi truc trang

hién nay

Trong nhirg nim gan ddy, da c6 nhiéu tién bo trong chan doan UTDTT.
Ty 1é dugc chan doan sém ngdy cang ting 1én di mang lai loi ich sbng con
cho bénh nhéan. Giai doan bénh 13 mot trong yéu td tién lugng quan trong nhét
dbi v6i UTDTT, phat hién va chan doan sém 1a mot trong nhitng yéu té quyét
dinh dén két qua diéu tri. Ngay ca khi da & giai doan di cin, thi viéc danh gia
chinh xac mirc do lan tran cta ung thu ciing gop phan xay dung ké hoach diéu
trj phtt hop nhat cho timg bénh nhan cu thé. Véi sy ra doi va phat trién cta
noi soi PTT dng mém, chup cét 16p vi tinh xoén 6¢ da diy, chup cong hudng
tir st dung chit dbi quang tir va PET/CT ngady cang nang cao tam quan trong
ctia chan doan hinh anh trong quan 1y va diéu tri UTDTT.
1.3.2.1. Ngi soi dai truc trang 5ng mém

Pay 1a phuong phap c6 gia tri cao trong chan doan khdi u DTT. Qua
ndi soi cho phép quan sat truc tiép tén thuong, xac dinh duoc hinh dang, vi
tri, kich thudc khdi u, u 1 6 hay nhiéu 6, & 1 vi tri hay nhiéu vi tri. Noi soi
khong nhitng phat hién UTDTT & giai doan sém, 1am sinh thiét dé chan
doan x4c dinh vé mat giai phau bénh ma con co thé tham do duoc toan bod

dai trang dé phat hién cac ton thuong phdi hop [25], [26]. Do vay, ndi soi
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dai trang 6ng mém 1a phuong phap thim do duy nhat dé khang dinh hoac
loai trit UTPTT mdt cach chic chin. Sau phau thuat UTDTT, ndi soi dai
tryc trang dé phat hién tai phat tai chd [27].

Trong nhitng nam g?m day, véi sy phat trién cua khoa hoc k¥ thuat, viéc
ung dung cac thanh tyu dé vao ndi soi dai trang nhu ndi soi nhudm mau, ndi
so1 v&1 may c6 dO phan giai cao, ndi soi véi dai dnh sang hep giup cho ndi soi
dai trang c6 két qua t6t hon, dic biét trong viéc phat hién ung thu dai trang

giai doan som [26].

Hinh 1.3. Hinh danh ung thw dai trang giai doan som trén ngi soi thwong va
nhuém mau. (Nguon Hiroyuki Kato [26])

1.3.2.2. Chup cdt I6p vi tinh da day

Chuyp cat 16p vi tinh 6 bung, tiéu khung va 16ng nguc dé danh gia tinh
trang di can hach tai viing va di can xa la can thiét [28], [29]. Hién nay, CLVT
da diy (Multidetector Computed Tomography) dd gan nhu thay thé hoan toan
CLVT don diy trong chan doan giai doan va theo ddi tai phat sau diéu tri.
Khoang 20-25% bénh nhan UTDTT da c6 di can xa tai thoi diém chan doan.
Vi tri di can thudng gip nhat 1a gan, do vay khao sat hinh anh hoc cua gan
nén duoc thuc hién cho tit ca cac bénh nhan UTDTT. Vi nhiing khéi di can
gan 16n hon 1 cm thi CLVT c6 do nhay 16n hon 90% va do nhay gidm con
56% khi u nho hon 1 cm [29]. Chup CLVT da diy c¢6 wu diém la thoi gian
quét nhanh, truong quét rong, lat cit mong va cho phép str dung thude can

quang duong tinh mach dé danh gia dic diém tudi mau cta khdi u. Ky thuat
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nay co thé tai tao hinh anh trén khong gian ba chiéu, do vay co thé tao duoc
hinh anh timg khdi u va mdi lién quan cua chiing v6i mach mau va dudng mat
mot cach 16 nét, tinh dugc thé tich khdi u va phan gan lanh con lai dé dinh
hudng cho phau thuét ciing nhu diéu tri can thiép tai chd [28]. Chup CLVT da
day 3 thi (thi dong mach, thi tinh mach ctra va thi mudn) duoc coi la k¥ thuat
tiéu chuan trong chan doan di cin gan. Thi dong mach gitp phat hién cac ton
thuong ting sinh mach, trong khi thi tinh mach ctra cho phép phat hién cac ton
thwong giam sinh mach. Két hop hinh anh cua hai thi dong mach va tinh mach
clra 1am tang thém kha nang phat hién va mo ta dic diém cta cac ton thuong
tang sinh mach. Thi mudn gitp phan biét giita u mach va ton thuong di can.
Phan 16n di can gan trong UTDTT la mét khéi u dic. Trong thi tinh mach cura, di
can dé phat hién do it ngdm thudc hon so véi ving nhu mé gan lanh. Hinh anh &
thi dong mach lam rd hon dic diém cua mét ton thuong di can, dac biét véi
nhimg t6n thuong nhé hon lem. Hinh anh di cin gan biéu hién ting ngdm thudc
ving vién do hién tuong tang sinh mach & ving chu vi ctia khéi u [30].

Chup CLVT c6 han ché trong kha niang danh gia mirc xdm 1an ctia khdi u
vao thanh DTT va khdi u nguyén phat co kich thudc nho. Do chinh xac vé
phat hién khdi u nguyén phéat khoang 75%. Chup CLVT ciing cho phép phat
hién nhiing hach c6 d6 lon bét thuong trong R bung va khung chau. Mac du
cac hach bach huyét c6 do 1on dudng kinh ngang hon 1 cm thudng 13 hach di
cin nhung hach c6 kich thudc binh thuong ciing c6 thé da c¢6 di can ung thu
vi thé. Do vay chup CLVT c6 do dac hi€u cao trong phat hién hach di can
96%, nhung d6 nhdy lai thap. Mot s6 vi tri di cin xa ngoai gan thuong gip
gdém phoi, tuyén thuong than va xuong. Vi type biéu md tuyén nhay cua dai
trang thuong gip di cin phic mac. Cac di can trén c6 thé phat hién bang
CLVT, tuy nhién di can phiac mac chi phat hi¢n dugc trén CLVT khi n6 tao
nén dang khéi day 1én trén bé mat [29].
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Hinh 1.4. Hinh anh CLVT bénh nhan UTDTT di cdn gan;

(a) thi dong mach, (b) thi tinh mach cira, (c) thi mugn.
(Nguén Lorenzo Capussotti [30])

1.3.2.3. Chup cong huong tu

Chup cong hudng tir ¢ d6 nhay cao hon CLVT vé phat hién di can gan,
di can hé than kinh trung wong va c6 kha ning danh gia tét hon vé mirc do
xam 14n ctia khoi u truc trang. Di véi cac khdi u dai trang, chup CHT thudng
khong dugc danh gia cao vi gap rat nhiéu han ché do nhu dong rudt. Do vay,
chup CLVT chinh 14 phwong phap hiéu qua dé khao sat khu vuc nay. Trai lai,
CHT duoc tmg dung nhu mot phuong phap tiéu chuan trong danh gia khdi u
O truc trang. Do & truc trang it bi anh huong boi nhu dong rudt, chup CHT co
thé danh gia dugc sy xam 14n ra cac to chirc xung quanh [31], [32]. Bén canh
d6, néu dung CHT dé danh gia hach ving ciing rat hiéu qua. Mot sb truong
hop suy giam chirc ning than hodc di tng véi thude can quang thi chup CHT
1a Iyra chon thay thé chup CLVT. Chyp CHT tiéu khung dénh gia xadm 14n cua
khéi u truc trang va di can hach c¢6 d nhay 1a 95%, do dac hiéu 90% [24].

Chup CHT cung cép hinh anh twong phan cta khdi u so véi nhu mé gan
lanh t6t hon so voi chup CLVT. Ngoai ra sy phat trién hinh anh d6i xung lan
téa cling nhu cac chat d6i quang tir da 1am ting hiéu qua phat hién va mo ta
dic diém khéi u gan. Hinh anh di cin gan trong UTDTT giam tin hiéu trén

xung T1 va ting tin hiéu trén xung T2. Sau khi tiém chat dbi quang tir cac ton
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thuong di can dugc phat hién tdt hon & thi tinh mach cira, biéu hién 1a vung
giam cuong dd tin hi€u so véi nhu moé gan lanh xung quanh, tang cuong do

tin hi€u vung vién ¢ thi dong mach.

Hinh 1.5. Hinh anh CHT di can gan tir UTDTT (a) giam cwong dj tin hié¢u
trén xung T1, (b) ting cwong dj tin hiéu trén xung T2.
(Nguon Lorenzo Capussotti [30])

1.3.2.4. Chup PET/CT

Chup PET/CT sur dung F18-FDG la mot trong cac phuong phéap co gia tri
cao trong chan doan, danh gia giai doan, phat hién tai phat va danh gia két qua
diéu trj trong nhiéu loai ung thu khac nhau, trong d6 ¢6 UTDTT. Khac véi
cac phuong phap chan doan hinh anh ciu trac giai phiu nhu chup CLVT hay
CHT thi PET/CT ghi lai hinh anh dinh tinh va dinh luong qua trinh chuyén
hoa ctia cac bénh 1y thong qua duoc chat phong xa. V& nguyén 1y, bat ctr dong
vi phong xa nao c6 kha niang phat positron déu c6 thé dung lam chat danh dau
trong chup hinh PET. Su két hop PET/CT cho phép khai thac téi vu cac loi
thé cua PET la xé4c dinh chuyén ho4 cta to chire két hop véi cac thong tin xéac
dinh vi tri, bién ddi ciu trac cua ton thuong trén hinh anh CLVT. Hién nay,
18F-FDG 1a mdt chét co cdu tric twong ty nhu glucose dang duoc sir dung
phd bién nhat nhu mot chat danh dau sit dung cho chup PET/CT. Do gia
thanh cao nén PET/CT it dugc chi dinh & thoi diém chan doan ban dau. Tuy
nhién PET/CT dugc chi dinh trong mét sd trudng hop sau:
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TAm soat vi tri ti phat, di can & cac bénh nhan chi c6 ting CEA don thuan
ma céc bién phap chan doan thong thuong khong phat hién dugc ton thuong.
PET/CT gitip phat hién va dinh vi cac di cin, c6 thé & giai doan sém, con chi
dinh phiu thuat mang lai loi ich sdng con cho nguoi bénh [33].

Trong truong hop bénh nhan dugc xéac dinh c6 ton thuong di cin gan hoic
phdi bang cac phuong phap chan doan thong thudng, thi PET/CT c6 thé gitp phat
hién thém céc ton thuong lan tran khac ngoai gan hodc phdi dé co chi dinh phau
thuat hop 1y, va tranh dugc phiu thuat cit gan, phoi khong phu hop [28], [32].

1.4. Piéu tri di cin gan trong ung thw dai truc trang
1.4.1. Piéu tri di cin gan trong ung thw dgi truc trang cé khd ning phiu
thudt triét can.

Mot thoi gian dai, cac BN ung thu dai truc trang di can gan dugc coi la
c6 tién luong rat xdu. Tuy nhién, trong vong hon 30 nim qua, vai tro ciia phau
thuat va diéu tri toan than dwoc xac dinh di 1am thay doi tién luong & nhoém
bénh nhan nay [8]. Khoang 20-25% bénh nhan UTDTT dugc phat hién di can
gan cung v4i thoi diém chan doan khéi u nguyén phat, 20-30% tién trién di
can gan sau diéu tri triét cin ban ddu & 3 nam tiép theo. Trong sé nay chi
khoang 20% céac bénh nhan con kha nang phéu thuat triét can, phﬁn con lai dat
duoc loi ich chu yéu tlr cac tién bod trong diéu tri toan than véi cac thude cbd
hoat tinh tac dung cao [3], [4], [5].

Hién nay, cac bénh nhan UTDTT di cin gan déu nén dugc xem xét phiu
thuét cit bo dua trén ciu trac giai ph?lu, tinh trang toan than va sy dam bao
chtrc nang gan trudce khi chon lwa cac phwong phéap diéu tri khac. Cac bao co
cho thiy thoi gian sdng thém ngay cang duoc cai thién. Mot phan tich hau
kiém gan day di bao cdo ty 1é song thém 5 nam la 38% & nhiing bénh nhan

duoc phau thuat cit bo di can gan [34].
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Tiéu chuan luya chon bénh nhan phﬁu thuat khac nhau dbi véi tung trung tam
va phu thudc vao trinh d6 phiu thuit vién. Trong cac trudng hop giap ranh do
kich thuée, vi tri va sb luong di can thi cit gan hai thi hoac hoéa tri tan bo tro
trudc phiu thuat 1 nhitng bién phap duge lwa chon gitp gidm bét kich thudce
u tao diéu kién thuan loi hon cho phau thuat [30], [35].

Trong truong hop di can gan dugc phat hién dong thoi véi khdi u nguyén
phat, phiu thuat cit bo khdi u nguyén phat va di can gan c6 thé thuc hién ¢ mot
thi hodc hai thi khac nhau. Cac phuong thirc phau thuat mot thi ct bo ca khdi u
nguyén phat va di cin, phau thuat khéi u nguyén phat trudc hoic cat bo di cin
gan trudc khong co su khac biét vé ty 1& tir vong va két qua séng thém. Tuy
nhién, phau thuat di cin gan trudc khdi u nguyén phat sau d6 diéu tri hoa chat bd
trg dang dugc chip nhan phd bién hién nay [7], [36], [37].

1.4.2. Pidu tri di cin gan trong ung thuw dai truc trang khéng con khd ning phiu
thudt triét can.

Mac du ph?lu thuat 1a lya chon t4i uu cho di can gan trong UTDTT,
nhung phan 16n cac bénh nhan khong con chi dinh phau thuat do di cin gan
lan tran hodc do tinh trang toan than khéng cho phép. Trudc day, néu khong
dugc diéu tri gi thi thoi gian séng thém toan bd trung binh khong qua 12
thang [38]. Ngay nay, thoi gian sdng thém cua nhom bénh nhan nay dugc kéo
dai voi chét luong cudc séng t6t hon phan 16n 1a do nhiing tién bd trong hoa
tri va cac phuong phéap kiém soat khdi u tai chd nhu: DNSCT, vi séng, hoa
chat dong mach gan, tdc mach hoa cht, tic mach xa trj ...
1.4.2.1. Tién bé trong diéu tri héa chat

Trong vong 40 nim qua, di co rat nhiéu tién bd trong hoa tri ung thu dai
tryc trang di can. Thoi ky dau, fluorouracil 13 hoa chat duy nhat co hiéu qua
trong ung thu dai truc trang, thoi gian séng thém chi dat dugc 8-11 thang.

Ngay nay v6i cac thudc méi ra doi, thoi gian song thém kéo dai gap doi,
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nhiéu bénh nhan séng trén 2 nam [12]. Véi phﬁn 16n cac bénh nhan, muc dich
diéu tri 1a giam nhe triéu ching, ting thoi gian séng thém va duy tri chit
lwong cudc sdng tot hon. Hién nay, c6 7 nhoém thude cha yéu duge st dung
trong ung thu dai tryc trang di can:

- Fluoropyrimidines va cac dan chét: dugc tong hop boi Heidelberger nam
1967, 1a dan chat dau tién dugc ghi nhan c6 hiéu qua trong hoa tr1 UTDT. Thude
duogc dua vao dudi dang tién chét, trong qua trinh chuyén hoa tao ra dang c6 hoat
tinh, (rc ché su hoat dong cua cac enzym téng hop trong t& bao, sau d6 gin voi
enzym thymidylate synthase, 1am ngan can su tong hop thymidin dén t6i tc ché
tong hop DNA, RNA.,

- Calciumfolinat: mdt mudi canxi hoa tan cta acid folinic, 1a dang co
hoat tinh cua acid folic, yéu t6 dinh dudng can thiét cho con nguoi. Acid folic
tham gia qua trinh chuyén hoa nhu tong hop purin, tong hop pyrimidin -
nucleotid chuyén hoa acid amin. Khi phdi hop voi 5-Flourouracil,
calciumfolinat 1am ting dang ké tac dung ciia n6, ngan can kéo dai hoat dong
enzym thymidylate synthase, dan dén can trd qua trinh téng hop DNA va
RNA, anh huéng dén sy phan bao.

- Oxaliplatin: thudc nhém dan xuét platinum thé hé tht ba tac dong nhu
mot phén tir gin chit vao DNA, e ché sy tong hop DNA, va lam chét té bao.
Oxaliplatin c6 tac dong hiép luc cao voi S5-Flourouracil.

- Irrinotecan: 1 dan xuét ban tong hop tir Camptothecin (hoat chét chiét
xudt tir cdy Camptotheca), c6 tac dung gdy doc té bao qua co ché bat hoat men
Topoisomerase I, lam ton thuong chudi don DNA, gy doc té bao.

- Khang thé don dong khang yéu t6 phat trién biéu bi EGFR: cetuximab
va panitumumab gan vao phan ngoai bio cia thu thé yéu td ting truong biéu
bi EGFR, ngin chin su truyén thong tin vao trong t& bao cho su sao chép cua

nhan, din dén chét theo chuong trinh.
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- Khang thé khang yéu t6 phat trién tao mach VEGF: bevacizumab la
khang thé don dong khang yéu td ting truong ndi mé mach mau VEGF, ¢
vai tro can thiét cho qua trinh tan sinh mach méau nuéi khéi u.

- Thudc truyén tinh mach aflibercept: c6 tic dung khang cac thy thé noi
mach va ngoai mach VEGF-A, VEGF-B, va yéu td phat trién bao thai PIGF.

- Regorafenib: 1a mot chat wc ché nhiéu kinase (multi-kinase) nham
trang dich qua ba co ché ting trudng cua khoi u: e ché sy ting sinh cua té
bao u, trc ché trong tac cta vi moi trudng khéi u, tre ché tan tao mach méi.

Xét nghém tinh trang dot bién gen RAS gitip dy doan tinh trang dap tng
v6i cac thude khang yéu té phat trién biéu bi EGFR. Cho dén nay, van chua
c6 ddu 4n sinh hoc nao dy bao kha ning dap tmg v6i bevacizumab va céac
thudc doc té bao [39].

Hién tai c6 3 hoat chat gay doc té bao dang duogc sir dung trong ung thu
dai truc trang giai doan di can la: 5-fluorouracil, irrinotecan va oxaliplatin. Su
phéi hop ca 3 thude diéu tri mang lai loi ich séng thém & mot sé nghién ctu,
tuy nhién do doc tinh cao nén chi duoc can nhéc sir dung trong mot s6 truong
hop bénh nhan c6 thé trang tét. Néu diéu tri budce 1 voi oxaliplatin két hop 5-
fluorouracil that bai, c6 thé tiép tuc st dung irrinotecan két hop 5-fluorouracil

trong budc 2.

Nghién ciru FOCUS, tién hanh trén 2135 bénh nhan UTDTT di cin
khong con kha niang phau thuat, dugc chia ngau nhién vao 3 nhém. Nhém 1:
diéu tri 1an luot cac cac hoa tri 5-fluorouracil/leucovorin va irrinotecan khi
bénh tién trién. Nhém 2: héa tri fluorouracil/leucovorin sau d6 phdi hop
fluorouracil va irrinotecan hodc oxaliplatin khi tién trién. Nhom 3: Diéu tri phdi
hop ngay tir dau véi phac @6 FOLFOX4 (oxaliplatin/5-fluorouracil/leucovorin)
hoic FOLFIRI (irrinotecan/5-fluorouracil/leucovorin). Thoi gian sdng thém

trung vi lan luot 14 13,9, 15,0 va 16,7 thang cho timg nhom, su khéac bi¢t c6 ¥
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nghia thong ké chi thiy duoc gitra nhom 1 va 3. Cac nha nghién ctru két luan
rang phac d6 phdi hop nén duge sir dung ngay tir dau. Piéu trj timng budc véi ban
dau 1a don hoa chat sau d6 1a phdi hop 2 hoa chét nén dugc ap dung & mot sd
bénh nhan phu hop [40].

Nghién ciru CAIRO, thu nhan 820 bénh nhan UTDTT di can chua diéu
tri, phan bod ngau nhién vao 2 nhém: hoa tri lan luot capecitabin, irinotecan
don thuin va phéi hop theo phac 46 XELOX (capecitabin/oxaliplatin) khi
bénh tién trién so v6i hoa tri phdi hgp XELIRI (capecitabin/irrinotecan) ngay
tir dau va XELOX khi bénh tién trién. Thoi gian séng thém trung vi tuong tu
giita 2 nhém 16,3 va 17,4 thang mic du thoi gian song thém khong tién trién
bénh cao hon & nhom diéu tri phdi hop. Chi 6 53 dén 62 % bénh nhan dugc
diéu tri bude 2. Ty 1¢ doc tinh gdy tiéu chay do III, IV cao hon ¢ nhém diéu
tr1 XELIRI so v&1 nhom don hoa tri (22% so vaoi 10 %) [41].

Tur cac két qua cac nghién ctu trén, hoa tri phéi hop budc dau 1a lua
chon hop 1y v6i muc dich tao diéu kién dé bénh nhan c6 thé dugc diéu tri ca 3
thudc. Cac phac dd thuong dugc st dung 13 FOLFOX, XELOX hoic
FOLFIRI. Phan 16n cac truong hop, phac d6 phdi hop 2 thuée nhu FOLFOX,
XELOX, FOLFIRI duoc uu tién st dung hon phac d6 don hoa tri lan luot
hodc phac dd phdi hop 3 thudc nhu FOLFOXIRI. Phac d6 FOLFOX va
FOLFIRI cho hiéu qua tuong tu trong diéu tr1 budce 1 [42]. Su lya chon phac
dd tuy thudc vao nguy co doc tinh cua thude. Tai My va Viét Nam, phac do
FOLFOX uu tién duoc sir dung budc 1 ¢ phan 16n cac bénh nhan, trong khi
phac dd FOLFIRI duoc su dung ¢ cac bénh nhan da cé bénh ly than kinh
ngoai vi trude d6 hodc cac trudng hop cd thé bi anh huéng 16n do doc tinh
than kinh ngoai vi nhu hoa sy, nghé sy choi dan hodc & cac bénh nhan da

dugc hoéa tri b trg phac d6 co oxaliplatin trong vong 12 thang.
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Hinh 1.6. Tién bj trong héa tri dén téi cdi thién thoi gian song thém &
nhom bénh nhin ung thuw dai trang di cin. (Nguon Goldberg [9])
1.4.2.2. M4t s6 phwong phdp diéu tri tai ché di cin gan trong ung thw dai

truc trang hién nay.

Chi khoang 20% bénh nhéan di can gan trong UTDTT con c6 kha ndng
diéu tri triét can bang phiu thuat. Hién nay, c6 mot so phuong phap diéu tri
tai chd di duoc ap dung trong thyc hanh 14m sang ciling nhu dang duoc
nghién ctru trong cac thir nghiém lam sang, htra hen 1a nhitng lya chon phu
hop cho nhém bénh nhan khong con chi dinh phau thuat. Cac phuong phap
nay duoc chia 1am ba nhom chinh bao gdm; cac phuong phéap tiéu hily khéi u
qua da, cac phuong phap can thiép qua dudng dong mach va xa tri.

* Cdc phwong phdp tiéu hity khoi u qua da

Céc phuong phap tiéu huy khéi u gan qua da 1a mot lya chon cho ca ung
thu gan nguyén phat va thtr phat khong phu hop véi phau thuat. Pay 1a nhom

cac k¥ thuat tuong ddi an toan, it xAm nhap, chi phi diéu tri thép, thot gian
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nam vién ngan ngay. Cac phuong phap nay duoc thyc hién qua da dudi
huéng dan cta siéu am 1a chinh. P6i khi dugc thuc hién trong phau thuat

hoac qua ndi soi 6 bung.

- Tiéu hiy khoi u gan bang laser (Laser-induced thermotherapy): 1a
phuong phap sir dung nhiét sinh ra tir ning luong 4nh sang laser dé pha huy
khéi u. Nhiét duoc hip thu truc tiép sau khi anh sang dugc tin xa vao mo u.
Sy mé rong duong kinh ton thuong phu thudc vao ngudn ning luong, thoi
gian, d dai cua song anh sang va dic diém hap thu cua mo. Ty 1é gip tai bién
khoang 7,5% bao gbém: tran dich, tran khi mang phdi, 4p xe gan, chay mau
trong 0 bung, tic mach phdi, rdi loan nhip tim. Ty 18 tr vong trong vong 30
ngay sau can thiép 1a 0,1%. Ty 1é kiém soat duoc khdi u 97% trong 6 thang
sau can thi€p. Thoi gian séng thém toan by trung binh dat dugc 41,8 thang
[43], [44], [45]. Trén thyc té, dé danh gia hiéu qua cua phuong phap nay can
phai c6 thém nhiéu thir nghiém 14m sang.

- Diéu tri bang vi séng (Microwave ablation): ciing 1a mot phuong phap
sir dung nhiét dé tiéu hiry khdi u. Nhiét sinh ra tir chuyén dong xoay ciia cac
phan tr ludng cuc, dic biét tir cac phan tir nude trong md u. Uu diém cua
phuong phap nay 1a c6 thé tao ra duoc ving ton thuong nhiét 10n, thoi gian
tién hanh thu thuat ngan, khong bi anh hudng bdi hién twong mét nhiét theo
dong mau (heatsink). Liang. P va cdng su nghién ctru 128 bénh nhan ung thu
di cin gan duogc diéu tri bang vi séng qua da, duéi hudng din cua siéu am. Ty
1¢ séng thém tai thoi diém 3 ndm va 5 nam 13 51,09% va 31,89% [46]. Nghién
ctru cua Shono. Y va cOng sy, so sanh diéu tri UTPTT di cin gan khong con
kha ning phiu thuat bang vi song va két hop vi song v6i hoa chat. Nhom diéu
tri két hop dat duoc thoi gian song thém dai hon nhém diéu tri vi song don

thuan c6 ¥ nghia thong ké [47].
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- Phuwong phap ap lanh (Cryotherapy): phuong phap ndy st dung nhiét
do am nho tac dung ctia Ni-to long dua truc tiép vao md u. Nhiét do co thé
giam siu dén am 180°C gy chét t& bao u. Ty 1é tai bién duoc bao cao dén
30%, bao gém chay mau duong mat, &p xe gan, suy than, tic mach va tran
dich mang phoi [12]. Nghién ciru ciia Chen YY trén 61 bénh nhan UTDTT di
cin gan cho thiy; thoi gian séng thém toan bd trung binh 1a 26 thang, ty 1&
song thén ¢ thoi diém 3 nam 1a 37% [48]. Viéc ap dung phuong phap nay trén
1am sang con nhiéu han ché do ty 1¢ tai bién va tai phat tai chd cao va ciing

nhu chua c6 dii bang ching qua cac thir nghiém 1am sang.

- Siéu am hoi tu cuong do cao (High intensity focused ultrasound): day
1a phuong phép tiéu huy khdi u tai chd mdi, hoan toan khong xam nhap.
Phuong phap nay st dung nang luong soéng si€u am tdp trung cuong do cao
tai vi tri khdi u, sinh nhiét dé tiéu diét cac té bao ung thu. Do khong can choc
kim vao khéi u nén tranh dugc bién chimg chay mau va gieo ric té bao ung
thu. Két qua ban du véi 22 bénh nhan di cin gan tir UTDTT cho thay 100%
c6 hién tuong hoai tir khdi u, véi cac tac dung khéng mong mudn ¢ mirc do
nhe hon khi so sanh véi cac phuong phép can thi¢p khac [49]. Tuy nhién,
phuong phap nay can thém céc thir nghiém 1am sang dé danh gia day da hon

vé kha nang va loi ich thuc té cua no.

- Tiém ethanol qua da (percutaneous ethanol injection): dua trén tac
dong gay dong von té bao va tic cac mach mau nho hodc gy doc té bao lam
cho té bao chét trc thi. Phuong phap nay duoc ap dung cho ca ung thu gan
nguyén phat va thir phat. Chi dinh phi hop cho cac khdi u kich thudc nho.
Véi khbi di can c6 kich thude nhoé hon 4 cm cho ty 18 hoai tir khdi u hoan toan
dat 50% [50]. Uu diém ctia phuong phap nay 13 an toan, gia thanh ré, dé thuc
hién, khong doi hoi nhiéu trang thiét bi k¥ thuét phuc tap do vay c6 thé ap

dung rong rai nhat 13 cac tuyén y té co sd [7], [51].
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* Cac phwong phap can thiép qua dwong dong mach

Phuong phap diéu tri nay duwa trén nguyén 1y: cac khéi di cin gan dugc
cAp mau tir dong mach gan, trong khi d6 t6 chtrc gan lanh duoc cip mau chu
yéu tir hé théng tinh mach ctra. Pay 13 co so dé dua hoa chat hodc két hop vira
dua hoa chét vira gdy tic mach dé diéu tri khdi u ma van bao toan dugc nhu
mo gan lanh xung quang [12], [52].

- Truyén héa chat ndi dong mach gan (Hepatic arterial infusion): dugc
thuc hi€n qua mot catheter dat tam thoi vao dong mach gan. Néng d6 hoa chat
tai khdi u c6 thé tang 1én dén 16 1an so v&i truyén hoa chat toan than. Céc tac
dung phu c6 thé gap gdm: chay mau, nhiém tring, viém tai mat, do dong
mach mat. Ngay nay, v6i su phat trién cua cac phuong phap can thiép va hoa
chat méi da 1am giam ap dung phuong phap nay [12].

- Gdy tdc déng mach gan (Transarterial embolization): ddy 1a phuong
phap giy tic nghén dong mach cung cip méau cho khdi u lam hoai tir khdi u.
Ngay nay, phuong phap tic mach don thuan nay it so dung vi di ra doi
phuong phap tic mach két hop voi hoa chat hiéu qua hon [12].

- Hod tiic mach qua dwong dong mach gan (Transarterial chemoembolization):
nguyén 1y chung ctia phuong phap hoa tic mach qua duong dong mach 1a két
hop sir dung hoa chat gay doc té bao bom truc tiép vao dong mach nudi khoi
u, tiép theo 14 bit tic dong mach. Tac nhan tic mach lam tic nghén dong mau
nudi khéi u, gy ra su thiéu mau nudi dudng cia té bao ung thu, déng thoi
1am tiang thoi gian tiép xtic cua té bao ung thu voi hod chat. Su thiéu mau nudi
dudng cua té bao ung thu ciing lam thay ddi tinh thAm ctia mang té bao, dan
dén 1am ting kha nang thadm nhap hoa chat vao trong ndi bao. Tac mach hoa
dau 1a k¥ thuat héa tic mach c6 st dung thém lipiodol ling dong chon loc
trong khéi u gan nhiéu tuan nhung bj loai bo nhanh chéng trong nhu mé gan

lanh. Chat dau nay c6 thé tron véi hoa chat chdng ung thu tao thanh hdn dich
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giit lai trong khoi u, 1am ting thoi gian tiép xuc cta hoa chat véi té bao ung
thu va giam ndéng do hoa chat trong huyét thanh. Hoa tic mach vé6i hat vi cau
tai hoa chit 1a mot phuong phap hod tic mach cai tién sir dung cac tic nhan
tac mach dong thoi ciing 1a chat mang va phong thich thudc. D6 1a cac hat vi
nang cau, cho phép duy tri ndng d6 thudc 6n dinh trong khéi u, giam nong do
thude khuyéch tan ra tuan hoan ngoai vi [7], [12].

- Tdc mach xa tri (Radioembolization): st dung cac hat vi cau co gin
dugc chat phong xa (Ytrium-90). Day ciing 1a mot phuwong phap tic mach cai
tién, dang duoc ap dung ngiy cang phd bién trong nhing nim gan day nho
nhiing tién bo cta chuyén nganh y hoc hat nhan. K thuat nay 1a mot hinh
thirc chiéu xa trong chon loc két hop véi tic mach dé tiéu diét khéi u [7], [12].
* Xa tri

Xa tri ngoai (external beam radiotherapy): 1a mot phwong phap diéu tri
khong xam nhép, c6 thé duoc lua chon cho cic bénh nhan khéng phu hop cho
ph?lu thuat hodc cac phuong phap diéu tri loai bo khdi u khac. Trude day, xa tri
it co vai tro trong diéu tri cic bénh nhén di cin gan trong UTDTT. D6 1a do liéu
dung nap tbi da vdi tia xa clia toan bd gan thép va su nhay cam voi tia xa cua cac
co quan lan can. Cac tién bo ctia xa tri dé cho phép diéu trj 1iéu cao mot cach kha
an toan cho cac bénh nhan di can khu tra tai gan déng thoi van bao vé dugc nhu
md gan lanh. Céc k¥ thuét nay bao gdm: xa tri dudi huéng dan hinh anh (image-
guided radiotherapy), xa tri 1ap thé dinh vi than (stereotactic body radiotherapy)
va kiém soat di dong cuia khéi u theo nhip thé [12].

- Xa tri toan bg gan (Whole-liver radiation therapy): dugc sit dung chu yéu
nhu mot phuong phap diéu tri giam nhe triéu chimg cho cac bénh nhan ung thur
di can gan c6 dau khu tri. Mot trong nhimg bién chimg ning nhat cua xa tri toan
bd gan la bénh 1y gan giy ra boi tia xa (radiation-induced liver disease), 1a hoi

chimg 14m sang bao gdm gan to khong vang da, cd trudng, ting men gan va suy
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chirc ning gan xay ra trong vong 3 thang sau khi két thuc xa tri. Hoi ching nay

duogc ghi nhan sau khi xa tri phan liéu toan b gan 30 — 35 Gy [12].

- Xa tri ldp thé dinh vi than (stereotactic body radiotherapy): thudng st
dung mot vai phan lidu véi liu xa tri 16n trong timg phan liéu. Thuét ngit “lap
thé dinh vi - stereotactic” miéu ta mdi lién hé gitra vi tri khéi u can diéu trj véi
cic moc danh dau chuin dung dé xac dinh mot hé toa d6 duoc st dung dé
dinh vi chinh xac khdi u, dinh huéng cho qua trinh 1ap ké hoach va huéng dian
cho viéc diéu tri dung vi tri mong mudn trong co thé BN. Do dé, phuong phap
nay bao gém nhiéu yéu td: phan liéu xa tri c¢6 hiéu qua loai bd khéi u, xac
dinh chinh x4c thé tich diéu tri, khic phuc sy di dong cia khdi u, hudng din
hinh anh, phan bd liéu xa tri theo hinh dang khdi u va kiém soat chat luong xa

tri mirc d6 cao [12], [53].

- Xa tri dp sat (brachytherapy): xa tri ap sat suét lidu cao st dung ky
thuat nap ngudn sau dudi hudng dan cia chup cat 16p vi tinh. Iridium-192,
duoc coi nhu mdt ngudn phong xa, di chuyén doc theo cac catheter ¢ bén
trong hodc canh khdi u. Ky thuat diéu tri xAm nhap tdi thiéu nay cho phép xa
trj suat lidu cao giéi han xung quanh khéi u, tao ra sy giam liéu nhanh chéng
& bén ngoai thé tich diéu tri, két qua 13 cac t6 chtrc lanh xung quanh khdi u s&
nhén liéu chiéu it hon va khéc phuc duogc sy di dong cua khdi u theo cac qua
trinh sinh 1y nhu su di dong theo nhip thd. Viéc lap ké hoach 3D theo s6
luong va hudng di ctia cac catheter, v& thé tich diéu tri, phac thao phan bé lidu
ban dau va bao vé cac md lanh xung quanh dugc thuc hién béng cach sir dung
cac hinh anh cong hudng tir ctia gan ¢ ddi chiéu véi hinh anh chup cat 16p vi
tinh xodn dc. DAy la phuong phap diéu tri hira hen cho cac khéi u 4c tinh tai

gan [12], [54].
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1.4.2.3. Piéu tri di can gan trong ung thi dai tryc trang bang phuong phdp
dot nhiét séng cao tan.
* Nguyén [y ky thuat

Nam 1891, dong dién cao tan duoc sir dung trong y hoc va D’ Arsonval da
nhén thiy rang khi song cao tan di vao td chiic s& gy ting nhiét 0 mé ma
khong gy kich thich than kinh co. Tir d6, phuong phap diéu tri ap nhiét va dao

md dién dd duoc ra doi va duogc tng dung t6i tin ngdy nay.

Nguyén 1y co ban cua k¥ thuat DNSCT 1a sir dung dong dién xoay chiéu
c6 tan s6 300-500 kHz duoc giai phong ra tir may radiofrequency ndi véi kim
dién cuc, tao ra dong dién di tir dién cuc dat trong khéi u gan dén tAm dién cyu
phén tan dit trén da bénh nhan. Vi xuét hién tr& khéng ctia mo u so véi kim dién
cuc bang kim loai ddn dén su ndo dong cac ion trong khdi u xung quanh dau kim
dién cuc va giai phong nhiét ning tai chd béi luc ma sat giita chiing. Kha ning
hoai tir té bao phu thudc vao ngudng nhiét do tao ra trong khéi u:

- Nhiét d6 dudi 40°C: khong gy chét té bao.

- Nhiét d6 tir 40°C- 45°C: té bao ting nhay cam véi tia xa va hoa chét
chéng ung thu.

- Nhiét do 45°C- 60°C trong thoi gian 4- 6 phit: ton thuong té bao
khong thé hdi phuc.

- Nhiét do tir 60°C- 100°C: t6 chirc hoai tir dong tac thi.

- Nhiét d6 trén 100°C: xay ra hién tugng bdc hoi va ddt thanh than to
chtrc, gay han ché dan dién, dn nhiét va tdng tré khang mo.

Muc tiéu cua phuong phap 13 lam ting nhiét d6 trong khéi u gan, dua té
bao u vao moi trudng nhiét do trén 60°C dé giy thodi bién té bao tirc thi,
khong thé dao nguogc. Tuy nhién, khong duoc phép dé nhiét d6 trong khdi u
dat trén 100°C, s€ gay ra hién tuong boc hoi va d6t thanh than td chuc, tang
tro khang, ngit mach dong dién, giam kich thudc ton thuwong toi da [55], [56].
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Hinh 1.7. So @6 minh hoa PNSCT qua da diéu tri khéi u gan
(Nguon Steven A. Curley [57])

Thoi ky dau ap dung k¥ thuat DNSCT véi kim dién cuc don thi dudng
kinh 6 hoai tr dong tao ra khong vuot qua 1,6cm, khéng dap tng duoc yéu
cau diéu tri triét can 1a pha huy thém vién nhu mé gan lanh xung quanh tir
0,5-1cm. Dé ting duong kinh pha huy khdi u gan, nguoi ta da sir dung nhiéu
bién phap khac nhau bao gdbm:

- Tang cuong su phat tan nhiét ning trong khdi u gan: sir dung nhiéu kim
dién cuc véi chidu dai dau d6t khac nhau nhu Bipolar, Cluster hoac kim chum, 1a
loai kim gdm tir 4-12 dién cuc nhod xép hinh gong 6. Khi kim d3 di vao trong
khéi u cac dién cuc ndy sé mo bung ra. Tat ca cac cach thirc trén déu c6 muc
dich la tao ra déng thoi nhiéu ton thuong nhiét tir dau céc dién cuc phan bd déu
trong khdi u dé tao ra ton thuong co kich thudc 16n hon bang tong cac ton
thuong nhod cong lai.

- Lam mat hién twong bdc hoi va dét thanh than t6 chirc tiép xuc véi dau
kim dién cuc bang st dung hé théng lam lanh dau kim bén trong hay bén ngoai.
Nhiét d6 khong dat dén 100°C trong phin mé gan kim dién cuc 1a yéu t rat

quan trong dé phan 16n ning luong song cao tan duge dan truyén di xa hon [55].
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Hinh 1.8.Hinh dnh kim Cool-tip ¢é hé thong lam ngudi dau dién cuc bang
dong nuwoc lanh chay trong thdn kim va kim chum Boston Scientific Le Veen.
(Nguon Mulier S. [58])
-Tang din nhiét trong khdi u: sir dung nudc mudi dé ting kha ning dan

nhiét va 1am ting mat d6 ion trong to chirc (Hé thong Berchold).

Hinh 1.9. Hinh anh kim dién cuwc cé dong nudc muéi chay bén trong cua
hé thong Berchold. (Nguon Mulier S. [58]).

Hinh 1.10. Pwong kinh nhu mé gan hogi tir 10 cm sau khi sir dung dong
thoi 6 kim dién cwe. (Nguon Mulier S. [58])
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* Cdc hé thong may dot nhiét séng cao tan hién nay

H¢ thong ndy Berchtold: hé thdng may nay st dung kim dién ¢ vo cach
dién, bén trong 1a mgt dién cuc, dau dién cuc dé tran tir 2-3 cm c6 nhiéu 15
cho dong nuéc mudi di qua. Mot bom tiém dién day dong nude mudi qua cac
16 & dau dién cuc nham giam nhiét dau kim va tang dan truyén nhiét trong mo
u. Méy c6 hé thong hién thi cong suit va tro khang gitra kim dién cuc véi tam
dién cuc phan tan. Tuy nhién, hé thong may nay dén nay da kha lac hau, boc
16 nhiéu han ché trong khi tién hanh thi thuat, dic biét 1a hién tugng ngat
mach dong dién.

He¢ théng may RITA: st dung kim dién cuc chum voi 7-12 dién cuc nho,
cau trac khong gian gidng nhu chiée 6, mdi dién cuc nho 1a mot dau d6t hoan
chinh, cho phép phét tan nhiét ning trong pham vi 16n hon, ton thuong nhiét
c6 thé dat duoc 3,5-4,5 cm.

Heé tho”hg mady Radionics: kim dién cyc c¢6 hé théng lam ngudi dau dién
cuc bang dong nudc lanh di trong than kim 1am giam tré khang mé, tranh
hién tuong chay thanh than mé xung quanh dau kim, ting cudng dan dién va
dan nhiét trong md u tao ra duong kinh tén thuong nhiét 1én nhat. May Cool-
tip Covidien series E, dugc san xut tai My 1a hé thong may méi nhat hién

nay st dung cac kim dién cuc theo nguyén 1y nay.

My va kim Radionics May va kim Rita® Mdy va kim Berchtold®
Hinh 1.11. Cac hé thong may DNSCT hién nay
(Nguon Mai Hong Bang [55])
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* Dot nhiét séng cao tan véi hé thong mdy Cool-tip Covidien series E.

May c6 cong suat d6t 200W véi nhiéu ché do d6t khac nhau, theo
chuong trinh tu dong hodc cai dat bang tay. Hé théng nay co ché do dot
duong ra dé giam bién ching reo rac té bao ung thu trong qué trinh rat kim.
Uu diém cua hé théng may nay la cé thé st dung kim di¢n cuc don, kim
Cluster gém 3 than kim dién cuc trén mot tay cam, hodc sir dung bo nhiéu
kim dién cuc (Multiple electrode) gém 2 hodc 3 kim dién cuc voi tay cAm
riéng biét. Cac loai kim nay c6 chiéu dai than va dau hoat dong khac nhau dé
phu hop véi kich thudce, vi tri va hinh dang ting khdi u. Thiét ké thang cua
kim gitip ching dé dang dinh vi va phan bd vi tri khéng gian trong mé u. Pic
biét loai kim thang nay t6 ra wu thé hon so véi kim chum khi dinh vi vao céc
vi tri kho tiép can nhu & vom gan, goc dudi gan phai, u sat vo, sat ron gan.

Thuc nghiém chi ra rang, ton thuong nhiét sau DPNSCT véi 1 kim don
Cool-tip tao ra 13 mot hinh elip véi dudng kinh hoai tr xa hon dau kim 1a
0,5cm. Vo1 hé théng nay, viéc su dung loai kim Cluster hoac déng thoi nhiéu
kim dién cuc cho kha ning tiéu hiy khéi u véi kich thude 16n hon nhiéu so
v6i dung kim don. Khi st dung nhiéu kim thi c6 thé dot déng thoi cac ton
thuong khac nhau trong mot chu trinh dbt [59]. Trén dong vat thuc nghiém,
v6i gan bo ¢ nhiét d6 20°C, st dung kim don c6 chiéu dai dau hoat dong 2 cm
trong thoi gian 6 phit cho duong kinh hoat tir trung binh 1a 2,3 cm, nhung khi
d6t dong thoi 3 kim co chidu dai dau hoat dong 4 cm trong thoi gian 25 phut
thi duong kinh hoai tir trung binh 1én t61 6,7 cm [60].

Mot wu diém cta hé thong Cool-tip d6 1a thoi gian thyc hién ky thuat
ngan hon cac hé théng khac. Nghién ciru cua tac gia Pao Viét Hang so sanh
giita hai hé théng kim Cool-tip va hé thong kim chim nhiéu dau dbt LeVeen
trén cac bénh nhan ung thu biéu mo té bao gan da nhan thay: hé thong kim
Cool-tip rat ngan dugc thoi gian dot tir d6 1am giam thoi gian can thiép cho

bénh nhan, giam ti 1¢ tai bién va tac dung khong mong mudn [61].
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Hinh 1.12. Di¢n hogi tir tao dwoc khi dot bang kim don, kim cluster va bé

ba kim vdi chiéu dai ddu hoat dpng va thoi gian khdc nhau [62]

Mot s6 nghién ctru gan day so sanh hiéu qua cia PNSCT véi phiu thuét.

Phan 16n céc nghién ctru cho thay, phau thuét cho két qua tét hon vé thoi gian

song thém. Tuy nhién, mot s6 nghién ctru lai chi ra rang: nhitng BN ¢6 khoi u

kich thuéc nhé hon 3 cm thi khong co su khac biét giita phau thuat va

DNSCT. Kyung Ho Kim va cong su nghién ctru so sanh hiéu qua ctia phau
thuat va BPNSCT st dung h¢ théng Cool-tip cho 455 bénh nhan UTDTT di

can gan cho thay: khong c6 sy khac biét vé thoi gian séng thém toan bo giira
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hai phuong phdp & nhém BN c6 kich thudc u < 3cm, nhém BN c¢o6 kich
thudc u > 3cm, phiu thuat cho két qua tot hon ca vé thoi gian séng thém
khong tién trién va sdng thém toan bo [11], [63].

Nghién clru tién ciru cua Rues T va cong su, so sanh DPNSCT vo1 hoa
chat toan than trén 201 bénh nhan UTPTT di phiu thuat u nguyén phat, c6 di
can gan va khong co di can ngoai gan, cac bénh nhan nay khong con chi dinh
phau thuét cit bo di can gan. Nném DNSCT cho ty 18 séng thém tai thoi diém
2 va 5 ndm 13 56% va 27%, thoi gian séng thém toan bo trung binh 1a 31
thang. Nhom diéu tri hoa chat c6 ty 1é séng thém tai thoi diém 2 va 5 nam
tuong ung 14 51% va 15%, thoi gian séng thém toan bo trung binh 1a 26 thang
(p = 0,252). Nhém DNSCT c6 thoi gian séng thém khong tién trién trung binh
1a 9 thang va co chit luong cudc séng cao hon nhom diéu tri hoa chat theo
thang diém quéc t&€ QALY s (p < 0,001) [64].

*Chi dinh, chong chi dinh cia phwong phdp dét nhiét séng cao tan.

K§ thuat nay da duoc ap dung diéu trj ca ung thu gan nguyén phat va thir
phat. DPNSCT c6 thé thuc hién bﬁng can thiép qua da, trong ndi soi b bung,
trong phau thuat ndi soi, hoic phau thuit bung mo va co thé duogc ap dung
diéu tri don thuan hodc két hop véi cac phuong phap diéu tri khac. Pudng can
thiép khdi u gan qua da hay duoc vu tién lya chon vi it xAm 14n nhat. Chi khi
nguoi ta khong thé tién hanh k§ thuat bang can thiép qua da thi méi thyc hién
dudi ndi soi 6 bung hodc két hop ph?lu thuat noi soi [55].

Dén thoi diém hién tai, van chua c6 mot khuyén céo qudc té nao hudng
dan mét cach cu thé tiéu chuan lya chon bénh nhan vé sb luong, kich thudc,
vi tri di can gan cho DNSCT. Nhin chung, cac nghién ctru déu dua ra tiéu
chuan lya chon bénh nhan khong con pht hop cho phau thuat. Vién nghién
ctru va chiam soc strc khoe cua Vuong qudc Anh dua ra mot hudng dan dé ap

dung trong nudc. Theo d6, DPNSCT duoc chi dinh cho cac BN UTDTT di can
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gan khong phu hop cho phiu thuat va viéc lya chon bénh nhan phai do mot
nhom bac si chuyén vé ung thu gan mat. Tuy nhién, khuyén céo ndy van chua
dua duoc ra tiéu chuan cu thé vé kich thudce, sb lugng, vi tri u [65]. Phan 16n
cac tac gia déu gidi han chi dinh DNSCT cho nhirng bénh nhan c6 kich thudc
u 16n nhat < 5 cm va sb lwong < 5 u [66], [67], [68], [69], [70], [71].

D6t nhiét séng cao tan con duge chi dinh nhu 13 mot phan ndm trong tong
thé ctia phuong phap diéu tri da mo thirc va thudng duoc két hop voi hoa tri va
cac thudc diéu tri nhim trang dich, nhim nang cao hiéu qua diéu tri. Trong
treong hop nay, DNSCT c6 vai tro 1am giam bt phan 16n khdi luong u, tao
thuan 1oi cho diéu tri toan than [15], [56].

May tao nhip nhay cam véi dong dién trong DPNSCT, do vay nha thiét
ké san xuat may khuyén cao chong chi dinh tuyét ddi véi nhitng bénh nhan
mang may tao nhip. Nhitng bénh nhan dét sten kim loai, dung cu két hop
xuong, khau ndi may trong phau thuat, di vat kim loai trong co thé c6 nguy co
bong sau trong khi thuc hién BPNSCT, nhéat 1a khi chung nam gén cac tim dién
cuc phéan tan. Néu tién hanh DNSCT trén cac bénh nhan nay thi phai dit tim
dién cuc phan tan xa cac vat liéu kim loai trong co thé va ching khong duoc
nam trén duong ndi kim dién cuc v6i tAm dién cuc phan tan [72].

*Tai bién, bién chitng va tdc dung phu ciia dot nhiét séng cao tan.

Ty 1¢ tai bién, bién ching cia DNSCT trén 1am sang 1a rat thap, nhat 1a
dbi véi nhitng truong hop can thiép qua da, chi khoang 2-6%. Ty 1é tir vong
lién quan dén can thiép duéi 0,5%. Cac bién ching tai gan bao gon: suy chtc
ning gan, ap xe gan 1,1%, chay mau trong 6 bung 1,6%, ton thuong duong
mat 1%, reo ric té bao ung thu trén duong di ciia kim. Cac bién ching ngoai
gan goém: thung 6ng tiéu hoa, tran dich, tran khi mang phdi, huyét khéi tinh
mach, bong da tai vi tri dat tam dién cuc [73], [74].

Nhitng khdi u ndm sat vo gan, gan dng tiéu hoa hodc co hoanh thi nguy

co lam ton thuong cac co quan nay nhu gy thing, tran dich mang phdi. Dé
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khic phuc cac bién chimg nay, nguoi ta c6 thé bom nudc mudi sinh 1y hodc
glucose 5% vao khoang mang bung hodc mang phoi dé tach cac co quan tiép
giap voi khéi u, tranh bi ton thuong nhiét trong qua trinh tién hanh k¥ thuat.
Hoi ching sau DPNSCT bao gébm mot nhom triéu chimg dau ving gan,
s6t, non gay ra boi hién tuong hoai tir khdi u. Muc d6 nang nhe cia hoi chung
nay phu thudc vao thé tich u bi hoai ttr. Nhitng khéi u nhé thuong chi dau
ving gan mirc dd nhe hodc vira, it khi c6 sét va non. Véi khdi u 16n thuong giy
dau, non, sbt, mét moi. Hoi chung nay, chi can diéu tri ndi khoa thong thuong,
giam dau, ha sot, bu nudc dién giai néu can thiét. Tuy nhién, cAn chan doan phan

biét véi ap xe hoa tai viing khdi u sau DPNSCT hoic nhiém tring huyét,

@ 4
Hinh 1.13. Mt sé tai bién sau PNSCT (Nguon S. Mulier [74])

(1) Hinh anh xudt huyét dudi vé gan trén phim CLVT

(2) Hinh anh dp xe héa khoi u sau PNSCT trén phim CLVT

(3) Hinh anh bong da tai vi tri dat tan dién cuc phdn tan

(4) Hinh anh gieo rdc té bao ung thu trén dwong di cvia kim trén phim CLVT
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1.4.2.4. Diéu tri di can gan trong ung thi dai truc trang bang dot nhiét song
cao tan két hop véi héa chdt toan than.

Hién nay, phau thut vin duoc coi 1a phuong phap diéu tri hiéu qua nhat
cho bénh nhan di cian gan trong UTDTT. Nhung c6 dén 80% s6 bénh nhan
khong con chi dinh phau thuat do di can gan da 6, kich thudc khéi u 16n, u ¢
vi trf trung tAm cua gan. Mic du, cac hdéa chit méi nhu trong phac dd
FOLFOX, FOLFIRI va cac khang thé don dong nhu cetuximab, bevacizumab
c6 thé dat duoc ty 1& dap ung dén 70%, nhung phan 16n chi dat duoc dap tmg
mot phan. Ty 1& dat dugc dép tng hoan toan vé mit bénh hoc va/hoidc dap
mg 1au dai vé 1am sang thuc sy thap [8], [75], [76]. PNSCT ngay cang duoc
ap dung mot cach rong rii cho UTDTT di cin gan khong con chi dinh phiu
thuat véi ty 1é séng thém tai thoi diém 5 nam dat téi 18-40% [77]. Pay 1a mot
phuong phap diéu tri tai chd cac ton thuong di cin gan nhung trén thuc té, ty
1€ ta1 phat va di can vi tri mé&i con kha cao, ma nguyén nhan la do céc vi di
can va sy phé huy khdi u chua triét dé. Diéu tri hoa chét toan than dugc coi
1a phwong phap diéu tri tiéu chuan cho bénh nhan UTDTT giai doan di can.
Két hop DNSCT trudc, tiép theo 1a hoa chat toan than 1a mét trong nhiing
phuong phap phdi hop diéu tri da mé thirc. Vai trd cta hod chat 1a diét
phan khdi u con sot lai sau DNSCT va cac vi di can. Pay 1a co sé khoa hoc
cho viéc két hop BDNSCT véi héa chit toan than v&i muc dich b sung dé
khic phuc cac nhugce diém cua ting phuong phéap khi diéu tri don 1é. Cho
t6i nay, chua co bang chimg vé loi ich sbng thém ¢ nhém bénh nhéan di co
di cin ngoai gan. Do vdy, khuyén cdo cta phwong phap diéu trj nay 1a chi
nén ap dung trén nhitng bénh nhan UTDTT di can gan nhung chua co6 di
can ngoai gan [12], [15].

Piéu tri két hop DNSCT va hoa chét toan than c6 thé theo hai cach khac
nhau. DNSCT trudc v6i muc dich pha huy phan 16n khdi u, lam giam khdi
luong té bao ung thu tao thuan lgi cho diéu tri hoa chit. Cach phéi hop thu
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hai 1a hoa chat toan than trudce lam giam kich thude khdi u, giam giai doan
bénh, tao diéu kién thuén loi hon cho DNSCT theo sau. Cho dén nay, chua cé
bang ching dé khang dinh sy phdi hop nao 14 hiéu qua hon. Co6 thé do s6
luong cac nghién ctru con it va chua c6 nghién ciru so sanh ngu nhién nao vé
hai cach phéi hop nay duogc béo céo [15].

Mot nghién curu tai Pan Mach ciia Knudsen va cOng sy trén 36 bénh
nhan duogc diéu tri hoa chit toan than truéc dé giam giai doan tiép theo 1a
DNSCT cho két qua; thoi gian séng thém toan b trung binh 14 39 thang, ty 18
sdng toan bd va khong bénh 5 nam 1a 34% va 14% [78].

Tai Hoa Ky, Siperstein nghién ctru 292 bénh nhan di can gan tr UTDTT
da duoc diéu tri hoa chat FOLFOX4 hoic FOLFIRI. Trong s6 d6, co 234
bénh nhan tiép tuc duoc diéu tr1 DNSCT. Céan luu v réng 80% sb bénh nhan nay
dap g kém hodc khong dap tmg voi hoa chat. Nnom dap Gmg v6i hoa chat sau
d6 DNSCT c¢6 thoi gian séng thém toan bd trung binh 1a 32 thang. Nhém dap
mg kém hodc khong dép tmg két hop vdi DNSCT c6 két qua 14 24 thang. Trong
khi d6, nhém dép tmg kém véi hoa chit va khong duge didu tri DNSCT c6 thoi
gian sdng thém toan b trung binh chi dat 12 thang [79]. Nghién ctru cua Luigi
Solbiati va cong su trén 117 bénh nhan UTDTT d3 duoc phau thuat khéi u
nguyén phat, c6 di can gan tai thoi diém chan doan u nguyén phat hodc tai phat
di can gan vai kich thude u 0,9-9,6 cm. DPNSCT dugce thyce hién qua da véi hé
thong Cool-tip, trong d6 c6 17% bénh nhan diéu tri hoa chat toan than trudc
DNSCT, hoa chét ca trude va sau DNSCT 1a 72% va 11% khong duoc diéu tri
hoa chat. Thoi gian séng thém toan bd trung binh 36 thang. Thoi gian trung binh
xuét hién di can méi 1a 12 thang. Tac gia cling nhan thay, c6 su lién quan giita
thoi gian va ty 1& tai phat tai chd véi kich thude u [80]. Waleed Shady nghién
ctru 162 bénh nhan vdi tong sb 233 khéi di can gan duge DNSCT qua da két hop
v6i hoa chét toan than. Ty 1& dap tng khéi u 1a 94%, thoi gian séng thém khong
tién trién va toan bo trung binh 13 26 va 36 thang [81].
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Mot nghién ctru tai Dirc cua tac gia Axel Stang trén 88 bénh nhan, véi
thoi gian theo ddi trung binh 8,2 nim. Két qua cho thiy: nhimg bénh nhan c6
it hon 3 vi tri di can gan v&i dudng kinh 16n nhat nho hon 3cm, chi s6 CEA &
mirc d6 thap 13 nhimg yéu t5 tién luong tdt cho diéu tri PNSCT két hop voi hoa
chat toan than. Trong sb nhitng bénh nhan nay, c6 t6i 25% dat duoc sdng thém
khong bénh tai thoi diém 5 nam [68]. Danh gia két qua lau dai trén 100 bénh
nhan di cin gan tir UTDTT khong con chi dinh phau thuat tai Ha Lan. Tac gia
Van Tilborg di dén két luan: DNSCT két hop voi hoa chat 1a phuong phap diéu
tri an toan va hiéu qua. Khong co truong hop nio tir vong lién quan téi diéu tri, ti
1¢ tai bién 1a 8%, thoi gian séng thém toan bd trung binh dat té1 56 thang [10].
Tai Han Qudc, Kyung Ho Kim nghién ctru so sanh hiéu qua ctia phau thuat va
DNSCT sir dung hé thong Cooltip cho 455 bénh nhan di cin gan tir UTDTT cho
thdy: khong c6 su khac biét vé thoi gian séng thém toan bo va song thém khong
bénh gitra hai phuong phap ¢ nhom bénh nhan c¢6 kich thudéc u < 3em. Ty 1€
song thém toan b va khong bénh tai thoi diém 5 ndm cia nhom DNSCT 1a
51,1% va 33,6%, nhom phau thuat 51,2% va 31,6% [63].

Thir nghiém 1am sang pha II, da trung tdm cta hoi ung thu chau Au,
EORTC-NCRI CCSG-ALM Intergroup 40004 (CLOCC) la nghién ctru dau
tién so sanh ngau nhién gitra DPNSCT két hop véi hoa chéat voi hoa chat toan
than don thuin dugc bdo céo tai hoi nghi ASCO nam 2015. Nghién ctru dugc
tién hanh trén 119 bénh nhan UTDTT c6 it hon 10 di cin gan va khong c6 di cin
ngoai gan. Cac bénh nhin duoc chia ngiu nhién thanh 2 nhém. Nhom 1:
PNSCT trudc sau d6 diéu tri hoa chdt FOLFOX4 trong d6 ¢6 13,3 % duoc két
hop v6i bevacizumab. Nhom 2: diéu tri FOLFOX4 trong do 22% bénh nhan co
két hop bevacizumab. Két qua, thoi gian séng thém toan bd ciia nhom 1 13 45,6
thang, thoi gian séng thém khong tién trién 16,8 thang so v6i nhom 2 1a 40,5 va
12,9 thang, su khac biét c6 y nghia vdi p=0,01 va p=0,005 [13].
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Biéu dé 1.1. So sanh thoi gian song thém toan b va song thém khéng tién
trién giita diéu tri héa chit don thudn va héa chit két hop véi PNSCT
(Nguon Ruer. T [82])

DNSCT két hop voi hoa chét toan than dang dugc ap dung & nhiéu nude
trén thé gigi. Hau hét cac nghién ctru déu cho thiy day 1a phuong phap co ty
1¢ tai bién, bién chimg thap. Két qua song thém lau dai con khac nhau va phu
thudc vao lya chon dau vao cua tirng nghién ctru. Nhin chung, cac nghién ctru
v6i ¢& mau chua 16n, mot s6 1a nghién ciru hdi ctru. Cho t6i thoi diém hién
tai, duy nhat thir nghiém 1am sang pha II ciia hoi ung thu chau Au c6 so sanh
ngau nhién, nhung sé luong bénh nhan nghién ciru con han ché (119 bénh
nhan). Nam 2009, hoi 1am sang ung thu Hoa Ky tong hop cac nghién ciru vé
DNSCT cho bénh nhan di cin gan tr UTDTT da dua ra két luan: day la
phuong phap diéu tri an toan, nhung can thiét phai co thém cac nghién ciru dé
danh gia hiéu qua ctia phuwong phap nay vé két qua séng thém lau dai [83].

O nuéc ta, cac bénh nhan UTDTT gian doan di cin gan khéng con chi
dinh phiu thuat chu yéu duoc diéu tri hoa chat don thuan. Chi c6 mot sb co sd
y té 16n méi bat dau ap dung két hop hoa chét véi cac phuong phap diéu tri tai
chd nhu PNSCT, tic mach, vi song, tiém ethanol cho cac bénh nhan di can

gan tr UTDTT. D3 c6 mdt vai bao céo truong hop 1am sang véi két qua ban
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dau kha kha quan (Trung tdm Y hoc hat nhan va ung budu Bénh vién Bach
Mai bao céo 2 truong hop UTDTT di cin gan da 6 dugc didu trj bang tic
mach, tic mach xa tri két hop véi diéu tri tring dich). Cho dén thoi diém hién
tai, chung t61 chua tim dugc mét nghién ctru nao vé DNSCT két hop v6i hoa
chét didu tri di cin gan trong UTDTT dugc cong bd. Do vdy, can co cac
nghién ciru dugc thiét ké c6 gia tri khoa hoc, dé c6 thé danh gia hiéu qua thyc
té cling nhu d6 an toan cua phwong phap nay ddi véi cac bénh nhan UTDTT

di can gan & nudc ta hién nay.
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Chuong 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. P6i twong nghién ciru

Gom 61 bénh nhan UTDTT di duoc phau thuat khdi u nguyén phat, co
di can gan ngay tir dau hodc tai phat di can gan, duoc duoc diéu tri DPNSCT
két hop véi hoa chit phac dd FOLFOX4 hodc FOLFIRI tai Bénh vién Trung
Uong Quan doi 108. Thoi gian nghién ciru tir thang 9/2012 dén nam 06/2017.
2.1.1. Tiéu chan lwa chon bénh nhin

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

- Céc bénh nhan UTDTT, ¢6 di cin gan ngay tir dau, da duoc phau thuat
khéi u nguyén phat, khong phau thuat dwgc di can gan.

- C6 chén doan xé4c dinh di can gan tt UTDTT béng mo bénh hoc.

- Khéng ¢6 di can ngoai gan.

- Khéng c6 chi dinh phiu thuat (do di cin gan da 6, kich thudc u gan 16n, vi
tri trung tdm va/hodc do tinh trang toan than khong cho phép phau thuat).

- C6 tong sb khong qua 5 ton thuong di cin gan

- Puong kinh 16n nhét cua di can gan khong qua 5 cm

- Chi s6 thé trang co thé ECOG < 1

- Pong y tham gia nghién curu.
2.1.2. Tiéu chudn loai triv

- Cac bénh nhan da duoc diéu tri bang cac phuong phap can thiép gan
trude do.

- C6 bénh nang két hop: suy tim, suy than, dit may tao nhip, sten dong

mach hodc bénh nhan qua gia yéu, phu nit c6 thai.
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- Céc bénh nhan c6 r6i loan dong mau: ti 1€ prothombin < 60%, $6 lugng

tiéu cau < 50 G/L.
- Céc bénh nhan khong theo doi duogc.
2.2. Phwong phap nghién ctru

2.2.1. Thiét ké nghién ciru: nghién ciru tién ctru, can thiép khong do6i ching,

co theo doi doc.
2.2.2. C& méu nghién civu

- Ap dung cong thirc tinh c& mau cho viéc udc luong mot ty 1€

q—z Pa-p)
2" (pe)’
Trong do:

+ n: s6 bénh nhén t4i thiéu can dat dugc trong nghién ciru.

+ p: ti 16 séng thém toan bo & thoi diém 30 thang, theo cac nghién ciru

trudc khoang tir 0,60 dén 0,65 [13], [67].
+ a: la mire ¥ nghia ctia théng ké, chon o= 0,05
+Z 1-a/>: hé s6 gi61 han dg tin cay 95%, tra bang = 1,96

+ &: gid tri tuong ddi, 1a mot ty I¢ nao do so voi ty 1€ bénh, thuong chon

tr 0,1- 0,4. Trong nghién ctru nay chon € = 0,25.

Lay ty 1 song thém toan bd & thoi diém 30 thang theo thir nghiém 1am
sang pha II cua T. Ruers 1a 0,617 [13].

Thay s6 vao ta c6 n =40

Nhu vy, ¢& mau t6i thiéu can cho nghién ciru 1a 40. S6 lwong BN trong

nghién ctru cia chung t61 1a 61.
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2.2.3. Phuong tién nghién ciru
2.2.3.1. Cac phuong tién ky thuat

- Hé théng may DNSCT The New Cool-tip RE Ablation System E Series
cua hang Covidien (M¥) dat tai Bénh vién TUQD 108.

- May monitor, hé thong cung cip oxy

- Kim dién cuc don, Cluster va by nhi€u kim dién cuc voi1 chiéu dai than

kim va dau hoat dong khac nhau, tam dién cuc trung tinh dan ngoai da.
- May si€u am Philips Sonos 7500 ctua hang Providien.

- May chyp CLVT 16 day Brivo CT385 cua hang GE Healthcare, may
chup CLVT 320 day cua hang Aquilion One.

- Cac may xét nghi¢m huyét hoc, sinh hoa, mién dich.

Hinh 2.1. May DNSCT The New Cool-tip RF Ablation System E Series, kim
dién cwe va miéng dién cwc trung tinh ddn ngodi da.
2.2.3.2. Céc héa chdt sir dung trong nghién ciru
* Oxaliplatin: (Oxaliplatin 50mg, Ebewe Pharma, Ao)

* Irinotecan: (Campto 100mg, 40 mg, Pfizer Pharma, Australia)

* 5-Flourouracil: (5-Flourouracil 500mg, Ebewe Pharma, Ao)
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* Calciumfolinat: (Calciumfolinat 50mg, Ebewe Pharma, Ao)
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Hinh 2.2. Céc héa chit sir dung trong nghién ciru

2.2.4. Céc bwéc tién hanh nghién ciru
2.2.4.1. Chudn bi bénh nhan

Tham kham Iam sang, can lam sang.

* Kham lam sang:

- Hoi va kham bénh toan dién nham xac dinh: tién s, thoi gian bi bénh,
tridu chimg co ning, thuc thé ciia bénh nhan, tinh trang toan than, bénh két hop.

- Panh gia tong trang bénh nhan theo chi sé ECOG

* Can lam sang:

+ Xét nghiém mau:

- Cong thirc mau toan bo

- Xét nghiém dong mau: prothrombin, APTT

- Sinh hoa: ure, creatinin, GOT, GPT, protein, albumin, bilirubin toan

phan, bilirubin truc tiép.
- Xét nghiém CEA
+ Chén doan hinh anh:

- Chyp CLVT da day 6 bung c6 tiém thudc can quang.
- Chyp CLVT da day 16ng nguc



44

- Siéu 4m 6 bung

- X quang tim phdi thang

* Cdc théng so khéi u duwa trén cdc ky thudt chan dodn hinh anh:

- S6 lugng khéi u

- Vi tri u gan: thuy phai, thuy trai hodc ca hai thuy.

- Kich thudc khdi u: dudng kinh 16n nhat cua khdi u danh gia trén hinh
anh chyp CLVT (don vi tinh cm).

* Bénh nhéan duoc giai thich vé phuong phap diéu tri, viét gidy cam doan.

* Sinh thiét u gan qua da du6i huéng dan cia siéu 4m dé c6 chan doan xac
dinh bf:fmg mo bénh hoc.
2.2.4.2. Tién hanh ky thudt DNSCT: theo cac budc co ban cia quy trinh k¥
thuat dot nhiét séng cao tan [55], [70].

- Cac truong hop c6 4 hoac 5 vi tri di cén, kich thudc u 16n, du kién thoi
gian tién hanh k¥ thuat kéo dai thi chia lam hai 1an thuc hién k¥ thuat.

- Chuén bj ngay lam k¥ thuat: bénh nhan co thé an nhe néu thuc hién
DNSCT véi gy té tai chd. Trong trudong hop gy mé tinh mach thi bénh nhan
phai nhin an tuyét dbi.

- bat duong truyén tinh mach ngoai vi, mic may monitor dé theo doi
trong qua trinh tién hanh k¥ thuat.

- Chuén bi may DNSCT, nudc da sach va hé théng lam lanh kim.

- Chon lya kim dién cuc, cai dat thoi gian, ché @6 dét theo protocol cua

nha san suat may CONVIDIEN [60].
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Bing 2.1. Protocol huéng din lwa chon kim dot, thoi gian dot theo kich
thwdc u (thé tich, dwong kinh doc, dwong kinh ngang, chiéu cao)

(Nguon Valleylab RF Ablation Switching Controller with Cool-tip
Technology tissue verification testing protocol [60])

.y Dau d6t | Thoi gian The;t.wh ]?uong ’Du’()‘ng Chiéu cao
Loai kim £ , khoiu | kinh doc |kinh ngang
(cm) |dot (phut) (cm? (cm) (cm) (cm)
Kim don 2 6 7,9 2,6 2,3 2,6
Kim don 3 12 21,4 3,6 3,1 3,7
Kim Cluster| 2,5 12 48,9 5,0 4,2 4,5
D6t 3 kim 3 16 93,7 6,2 5,5 5,22
D6t 3 kim 4 16 111,8 6,4 5,6 5,9
D6t 3 kim 4 25 164,4 7,2 6,7 6,5

- Dan tdm dién cuc phan tan trén da lung hoac mat trudc dui bénh nhan,
ndi v6i may DNSCT béng soi day dan.

- Kiém tra lai siéu am 6 bung, xac dinh vi tri khdi u gan va mbi lién quan
ctiia nd, danh dau vi tri choc kim trén da.

- Chon va cai dat ché do d6t cho may: dbi véi DNSCT str dung kim don
thi thoi gian d6t cai dat khong qua 12 phut. Khi sir dung nhiéu kim dién cuc
thi str dung ché d6 d6t luan phién.

- Sat trung da vung choc kim.

- Vo cam duogc thyc hién bang giy té tai chd két hop tiém thude giam
dau trung wong Dolargan va an than Seduxen. Cach phdi hop nay cho phép
gy té va giam dau manh, kéo dai 20-30 phut trong qua trinh tién hanh k¥
thuat. Vi cac bénh nhéan c6 kich thudc u 16n, sd lwong 2-3 u trong 1 1an dét,
du kién thoi gian kéo dai trén 30 phut, viéc vo cam dugc thuc hi¢n bé'tng gay
m¢é tinh mach do kip gdy mé dam nhiém.

- Choc kim dién cuc vao trong khdi u gan dudi sy huéng dan cia siéu
am. Vé6i khoi u 16n, st dung nhiéu kim dién cuc thi cac kim duoc phan bd can

ddi dé dat dugce thé tich hoai tir 16n nhat.
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- B4t nhiét song cao tan theo chuwong trinh d3 cai dit.

- Theo ddi qua trinh DNSCT trén siéu 4m: xuat hién hinh anh ting am
tuc thi va lan rdng ra ngoai vi tr vi tri dau kim dién cuc. Kich thuéc va hinh
dang cta vung tang am phan anh ving mé u va nhu md gan lan can bi tac
dong boi nhiét. Khi ving ting 4m bao tram toan bd khdi u va khong ting

thém vé kich thudc nira 13 thoi diém c6 thé két thuc can thiép.

(D )
Hinh 2.3. (1) Sir dung mdy siéu am dé hwéng dén choc kim dign cue vao
khéi u va theo déi trong qud trinh tién hanh ky thudgt.
(2) Sir dung dong thoi 3 kim dién cuc cho khéi u kich thwdc lén.

0N 2)

Hinh 2.4. Dién bién ciia qud trinh PNSCT trén siéu dm

(1)

(1) Hinh anh khéi u gan trén man hinh may siéu dm
(2) Hinh anh kim dién cuc choc vao khoi u dudi huong dan cia siéu am.
(3) Hinh anh viing tang ém bao phii hoan toan khéi u twong dwong voi

viing mé u va mét phan mé gan lanh bi tac dong boi nhét.
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- Chuyén vé ché d6 d6t duong ra, dén khi nhiét do dau kim tang 1én trén
80°C thi thyc hién rat kim.

- Sat trung va bang v6 khuan diém choc kim.
2.2.4.3 Theo déi va danh gid ddp vmg sau dot nhiét séng cao tan

- Ngay sau khi thuc hién k¥ thuat, bénh nhan dugc bat dong tai giuong
bénh trong vong 3 gio.

- Theo di tinh trang toan than va cac tic dung khéng mong mudn:
mach, nhiét 6, huyét ap, mic 46 dau ving gan, ndn, sot.

- Xét nghiém chirc nang gan, than vao ngay thr 2 sau BPNSCT, sau do
tiy ting truong hop cu thé dé co chi dinh xét nghiém va theo ddi tiép theo.

- Theo ddi cac bién ching sém sau DNSCT: tran dich-khi mang phdi,
chay méu trong 6 bung, thing rudt, viém phtc mac, suy chtrc ning gan, ton
thuong dudng mat, nhiém khuan.

- Siéu am gan danh gia két qua sau can thiép mot tuan. Cac truong hop
khdi u con sét lai trén hinh anh siéu am duogc chup CLVT dé xac chan,
DNSCT bb sung duoc can nhic dwa vao co s phan tich dic diém hinh anh
trén phim chup CLVT.

- Theo ddi cac bién chimg mudn sau DNSCT: 4p xe gan, gieo ric té bao
ung thu trén duong choc kim.

- Tai thoi diém 1 thang sau can thiép, cac bénh nhan dugc chup CLVT
gan 3 thi. Panh gia d4p Ung theo hudéng dan cia hoi dién quang can thiép
qudc té (the International Working Group on Image-guided Tumor Ablation)
[84], [85], [86], [87], [88].

+ Ddp vmg hoan toan hay khoi u dwoc phd hity hoan toan (Complete
ablation): mat hoan toan cac ddu hiéu ting sinh mach cta tit ca cac ton

thuong muc tiéu trén phim chyp CLVT gan 3 thi.
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+ Pdp g mot phan hay khéi u dwoc phd hiy chua hodn todn
(Incomplete ablation): con ton tai mot phan md u c6 dau hiéu ting sinh mach
& cac ton thuong muc tiéu trén phim chup CLVT gan 3 thi.

+ Khoi u con sot lai sau can thiép (Residual tumor tissue): bao gom
téng cic phan md u con ddu hiéu ting sinh mach & cac ton thuong muc tiéu

trén phim chyp CLVT gan 3 thi.

Hinh 2.4. Hinh dnh khéi u dap irng hoan todn sau PNSCT
(a) Hinh anh khéi di can gan truée DNSCT trén CT scan
(b) Hinh khéi u ddp vmg hoan toan sau PNSCT 1 thang

(Nguon Haesun Choi [87])

1 month i 2 months

Hinh 2.5. Hinh dnh khéi u dap irng khéong hoan toan sau DPNSCT
(Con ddu hiéu tang sinh mach ving ria khoi u tai thoi diém 1 va 2 thang)

(Nguon Haesun Choi [87]).
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2.2.4.4. Diéu tri hda chdt toan than sau PNSCT 2 tuan, khi cdc téc dung phu
ciia dot nhiét séng cao tan da binh phuc.

- Céc bénh nhan chua dugc hoa tri, va mot sd trudng hop da diéu trj bo tro
bang 5-fluorouracil va canxiumfolinat nay tai phat thi duoc lya chon phac d6

FOLFOX4 12 chu k.

+ Phdc 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
- Céc bénh nhan da diéu tri hoa chét bd tro bang phac d6 FOLFOX4, nay tai
phat thi dugc lya chon budce 2 theo phéc dd FOLFIRI 12 chu ky.

+ Phdc 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 ngayl.

5-fluorouracil 2400 mg/ m? truyén tinh mach trong 48 gio.

Chu ky 14 ngay

- Theo ddi tinh trang toan than, chirc ndng tao mau, gan, than trudc va
sau mdi chu ky hoa chat.

- Tai thoi diém 3 va 6 thang, 1a thoi diém két thic 6 va 12 chu ky héa
chét, cac bénh nhan duoc chup CLVT 6 bung, 16ng nguc dé danh gia dap
ung, theo doi tai phat. Cac truong hop khong dat dap ung hoan toan sau
DNSCT 1 thang, phan khdi u con sot lai duoc danh gia dap tmg theo tiéu
chuan dap tng khéi u rin (Response Evaluation Criteria in Solid Tumors-

RECIST 1.1) [85], [89].
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+ Ddp g hoan toan (Complete Response-CR): mat hoan toan tat ca
cac ton thuong muc tiéu.

+ Pdp g mét phan (Partial Response-PR): giam it nhat 30% tong
duong kinh ctia cac tén thuong muc tiéu.

+ Bénh tién trién (Progressive Disease-PD): tang it nhat 20% tong
duong kinh ctia cac tén thuong muc tiéu.

+ Bénh on dinh (Stable Disease-SD): khong dap tmg cac tiéu chuin
trén (khéng dap tng cling khong tién trién).

- Nhitng BN dat dap ng hoan toan sau 12 chu ky héa chat thi theo doi
sat, khi bénh tién trién thi diéu tri theo cac hudng din dong thuan dugc ban
hanh ctia Bo Y Té Viét Nam va qudc té.

- Nhitng BN dat dap tng mot phan thi dwoc tiép tuc didu tri hoa chit duy
tri theo huéng dan cta Viét Nam va quéc té.
2.2.4.5. Theo déi sau khi hoan tdt dot nhiét séng cao tan va 12 chu ky héa chat

- Theo ddi dinh ky mdi 3 thang: kham 1am sang, xét nghiém CEA, x
quang tim phoi, chup CLVT 6 bung dé dénh gia tai phat tai gan va ngoai gan.

- Nhitng truong hop bénh tién trién, tai phat duoc diéu tri cac budc tiép
theo, dya trén cac hudng dan dong thudn ctia Viét Nam va qudc té néu tinh
trang toan than cho phép, chi s6 ECOG <2. Nhitng bénh nhan qua yéu, chi sd
ECOG > 2 dugc diéu tri chim soc giam nhe.

2.3. Cac chi tiéu nghién ciru
2.3.1. Cdc thong sé lam sang va cdn lim sang ciia bénh nhén truée diéu tri

* Lam sang:

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

- Gi6i: nam/ntr.

- Vi tri ciia ung thu nguyén phat: ung thu truc trang hay dai trang.
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- Piac diém di cin gan: cung thoi diém chan doan ung thu nguyén phat

hodc bénh di dugc diéu tri triét cin trude d6, nay tai phat di can gan.

- Cac phuong phép da diéu tri trudc khi vao nghién ciru.
- biéu tri hoa chit budc 1 hay budc 2.
- Triéu chimg co ning;: dau bung, sdt, gay sut can, chan an, rdi loan tiéu hoa...
- Triéu chimg thyc thé: di ngoai ra mau, u ving bung, gan to...
- Tong trang bénh nhan theo chi sé6 ECOG
Bdng 2.2. Chi s6 tong trang ECOG [90]

Chi s6 thé trang ECOG
bo ECOG

0 Hoat dong binh thuong, c6 kha nang thyc hi¢n tat ca nhiing cong viéc
nhu trude khi bi bénh ma khong bi han ché.

1 Han ché nhiing cong viéc ndng nhoc nhung van c6 thuc hién duge cac
cong viéc nhe nhang (nhu viéc nha, van phong...)

) bi lai d}lqc va tu cham séc ban than dugc nhung khong thé thuc hién
duogc bat cir cong viee gi, > 50% gio thirc.

3 Chi cham so6c¢ duoc ban than mot cach han ché, phai nim trén givdng
hoac ghé hon 50% gio thirc

4 | Tan phé hoan toan, khong thé tu chim soc duogc ban than, phai nam liét
giuong

5 | Chét

* Cac xét nghiém cdn lam sang:
- Hong cau, huyét sac to, bach cau, ti€u cau.
- Xét nghiém churc nang dong mau: prothrombin, APTT.

- Xét nghiém sinh héa: GOT va GPT, ure, creatinin, bilirubin toan phﬁn

va truc tiép, protein, albumin huyét thanh.

- Xét nghiém dinh luong CEA trudc diéu tri, chia 1am ba nhom: binh

thuong (<5 [U/ml), tang (5 -30ULl/ml) va tang cao (>30ng/ml).
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* Cdc théng sé khéi u diea trén hinh dnh chup CLVT:

- S6 luong u

- Vi tri di cén: thuy phai, thuy trai, ca hai thuy.

- Kich thudc khdi u: dudng kinh 16n nhét ciia khoi u.

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

- S6 1an can thiép DPNSCT

- Thoi gian DPNSCT: thoi gian d6t/lan, thoi gian dbt theo kich thude u

- Tac dung khong mong muén va bién ching sau can thiép, duoc danh
gia theo huéng din cua hoi dién quang can thiép qudc té (the International
Working Group on Image-guided Tumor Ablation) [88].

+ Pau ving gan: danh gia mirc do dau nhe, vira, ning bang thang diém
danh gia dau qubc té. Thang diém nay dua trén sy ty danh gid mirc 46 dau cia
bénh nhan va dugc chia tir 0 dén 10 diém: dau nhe; 0-3 diém, dau vira; 4-7
diém, dau ning; 8-10 diém [91].

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

+ Nén: nhe < 2 lan/ngay, trung binh 3-6 1an/ngay, ning > 6 lan/ngay.

+ Tran dich-khi mang phoi: dua vao 1am sang, x quang, chup CLVT.

+ Chay mau trong 6 bung: 14m sang, siéu 4m, xét nghiém huyét hoc.

+ Cac bién chimg: thung rudt, viém phiic mac, viém tai mat cép, ton
thuong duong mat: dya vao 1am sang, si€éu am, x quang b bung, chup CLVT.

+ Suy chirc nang gan: 1am sang, xét nghiém danh gia chirc nang gan.

+ Cac bién chirng mudn sau DPNSCT: 4p xe gan, gico ric té bao ung thu
trén duong choc kim, dua vao l1am sang va chan doan hinh anh.

+ Tt vong lién quan dén k¥ thuat can thiép: tr vong trong vong 1 thang

dau tién do bat ké nguyén nhan gi.
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2.3.3. Cdc théng sé vé djc tinh do diéu tri héa chit

Trudc va sau moi chu ky hoéa tri, bénh nhan dugc kham lam sang, xét

nghiém dé danh gia doc tinh, tac dung khéng mong mudn cua hoa chét (theo

tiéu chan cia WHO).

+ Doc tinh trén hé tao huyét: dua vao cac chi s6 hong cau, huyét sac to,

bach cau, tiéu cau.

+ Ddc tinh trén gan, than: dugc danh gia qua xét nghiém sinh héa mau

ure, creatinin, GOT, GPT.

+ Poc tinh trén hé ti€u hoa: dugce danh gia dya trén mirc dg di ngoai cia

bénh nhan, s6 lan non.

+ Poc tinh trén hé than kinh: dya vao mirc d6 biéu hién cta bénh 1y than

kinh ngoai vi.

+ Doc tinh toan than: danh gia thong qua mirc do cua triéu chimg co

nang mét moi.

Bang 2.3. Doc tinh cua hoa tri theo tiéu chudn ciia WHO trén hé tao mdu,

gan thin va tiéu héa (nguon WHO Toxicity Grades [92], [93])

Poc tinh Do 0 P 1 Poll | POIII | PHIV
Bach ciu >4,0 |3,0-39]20-29|1,0-19| <1,0
fhlfl;:f Tidu chu BT |75.0-BT|50,0-74.9(25.0-49.9| <25.0
Huyét sic tb BT |10,0-BT|8,0-89|65-79| <65
Creatinin Binh |<1,514n [1,5-314n(3,1 - 614n| > 6 lan
Gan (mmol/]) thuong BT BT BT BT
than | Transaminase | Binh | <2,51in | 2,6-5 1an |5,1-20 1an| > 20 I4n
(SGOT/SGPT) | thuong BT BT BT BT
. \ N 2-5 6-10 >10
Hg Non Khong | T1an/24h | 1 oah | 1An24h | 1n/24h
tieu fa chi Khone | .23 4-6 79 >10
hoa y € | 14n/24h | 1an/24h | 1in/24h | 14n/24h
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Bang 2.4. Doc tinh cua hoa tri theo tiéu chudn ciia WHO trén hé than kinh va
toan than (nguon WHO Toxicity Grades [92],[93])

Poc tinh Do 0 bo 1 bo 11 boIIl | bolIV
Dicam | Dicam k}]? éncartr}ll 2
3 3 hogc nang chiu §u’n
Hé thin | Doc tinh than | . . giam | va/hoge | ChnCHnEl
) : Khong \ X va’/hoac Liét
kinh kinh phan xa | yéuco mAt van
gan muc dg dong dé’mg
xuong vua R
Anh
hudng té1 N .
Nh@’ c6 |hoat dong Thoi gian I;iELlrr(‘r)l’ntgl
. thé hoat | binh s A
Toan Ap oo A n \ nam > | khong tu
. M¢ét moi Khong | dong | thuong, o/ 17 D
than : N 50% lac | cham soc
binh | thoi gian thirc ban than
thuong. | nam < ' duoc
50% luc s
thirc.

2.3.4. Céc thong sé vé két qua diéu tri
* Ty 1¢ dap vng khoi u tai cdc thoi diém 1, 3 thang va 6 thang sau can thiép
lan dau.
* Panh gid tdi phdt tai cdc thoi diém thong ké theo hwdng dan cuia hoi dién
quang can thiép quéc té (the International Working Group on Image-Guided
Tumor Ablation) [88]:

- Téi phat tai chd (local recurrence): 1a sy xuat hién khbi u gan méi tai vi
tri khdi u gan da dugc danh gid hoai tir hoan toan sau diéu tri [88].

- Tai phat khdi méi (new nodal recurrence): 1a sy xuat hién khdi u méi &
khac thuy, khac ha phan thuy cia khdi u gan cii hodc cung ha phan thuy

nhung khong c6 sy lién tiép véi vi tri khéi u gan cii [88].
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* Pdnh gid di can ngodi gan tai cdc thoi diém thong ké:

- Di can hach dua trén 1am sang, siéu am, CLVT

- Di can phoi: dya trén phim chup tim phéi quy udc hodc CLVT long nguc.

- Di can xuwong: 1dm sang c¢6 dau xuong, cung véi két luan cua chup x
quang xuong, chup CLVT.

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

hop v6i chan doan hinh anh.
* Pdanh gid ty 1é séng thém tai cdc thoi diém: 6 thang, 12 thang, 18 thang, 24
thang, 30 thang, thoi gian song thém todn b va song thém khéng tién trién
bénh trung binh, theo hudng dan cia héi dién quang can thiép quoc té (the
International Working Group on Image-Guided Tumor Ablation) [88].

- Thoi gian sdng thém khong tién trién bénh (progression-free survival):
1a khoang thoi gian tinh tir khi bt dau diéu trj PNSCT dén thoi diém xac dinh
khéi u tién trién va/hodc xuét hién thém ton thuong mdi [88].

- Thoi gian séng thém toan bd (overall survival) (duoc tinh bang thang):
1a khoang thoi gian tinh tir khi bat dau diéu tri DPNSCT dén khi bénh nhan tir
vong, hoic dén thoi diém két thuc nghién ctru [88].

* Ddnh gid ty 1é tir vong va nguyén nhan tir vong tai cdc thoi diém thong ké
2.4. Phén tich va xir Iy s6 liéu

S liéu dugc xir Iy bang phan mém théng ké y sinh hoc SPSS 20.0.

- Kiém dinh T v6i mau doc 1ap (Independent- samples T test) duge sir dung dé
danh gia sy khac biét vé gia tri trung binh ctia cing mot thong s gitta cac nhom.

- Kiém dinh T véi mau cip (Paired- samples T test) duogc st dung dé

danh gia su thay doi cua cac thong s6 sau di€u tri so voi trudc dicu tri.
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- Kiém dinh T v&i mdt mau (One- samples T test) dugc str dung dé danh
gia su khac biét giira 1 s6 trung binh cua nghién ctru so vé6i 1 sd trung binh Iy
thuyét hodc cta 1 nghién ctru khéc.

- Phan tich phuong sai (4nalysis of variance= ANOVA) duoc st dung dé
so sanh trung binh cua cac bién dinh lugng khi s6 mau 16n hon 2.

- Kiém dinh khi binh phuong (X2 Test) duoc st dung dé danh gia su
khac biét vé ty 1é ctia cling mot thong sd gitra cac nhom.

- Kiém dinh twong quan nhi bién Pearson (Pearson bivariate correlation
test) dugc str dung dé danh gia méi twong quan gitra 2 thong sé dinh luong.

- Thoi gian séng va ty 1& séng ¢ ting thoi diém duge tinh theo phuong
phap Kapplan- Meier (Kapplan-Meier survival curve).

- Test log-rank duogc st dung dé so sanh su khéc biét vé thoi gian va ty 1€
séng thém cua cac nhom va phan nhom.

- Két qua kiém dinh duoc coi 1a c6 ¥ nghia théng ké véi gia tri p < 0,05
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SO PO THIET KE NGHIEN CUU
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Chuong 3
KET QUA NGHIEN CUU

3.1. Pic diem lam sang, can 1Am sang cia bénh nhan nghién ciu truwéce
diéu tri.

Bdng 3.1. Bdc diém tudi, gidi

; ; S6 lwgng BN
Pic diém tudi, gioi Ty 18 (%)

(n=61)
<40 5 8,2
40-60 35 57.4

Nhom tudi

>60 21 34.4
Tong 61 100

Tudi trung binh 55,57+9,40
Nam 49 80,3
Gibi Nir 12 19,7
Téng 61 100

Nhan xét:

- Tudi trung binh 55,57 + 9,40
- Nhom tudi thudong gip nhat: 40-60 (57,4%)
- Nam chiém chu yéu (80,3%), ty 1¢ nam/nir ~ 4/1.
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Bang 3.2. Mot s6 ddc diém chung cua BN

Pic diém S6 BN (n=61) | Ty 1¢ (%)

Vi trf ung thur UT tryc trang 24 393
ban dau UT dai trang 37 60.7
Pic diém di can Ngay tir dau 24 39,3
gan Tai phat di can gan 37 60,7
Phau thuat u nguyén phat 32 52.5

Céc phuong N

. Phau thuat u nguyén
phép diéu tri , 21 34,4
phat+hoa chat
trude khi vao
nghién clru Phau thuat u nguyén phat

. 8 13,1
+ hoa chat + tia xa

Nhdn xeét.
- Ung thu nguyén phat tai dai trang nhiéu hon tryc trang.
- C6 39,3% bénh nhan co di can gan ngay tir thoi diém chan doan ung
thu nguyén phat; 60,7% bénh nhan ti phat di can gan.

- T4t ca cac bénh nhan déu da duoc phau thuat ung thu nguyén phat.
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Ty 18 %
60 52.5
50 -
37.7
40 - - 32.8
P |
30 -
19.7
20 A 13.1 14.8
10 | ' 1.6
a—
O 1 I I 1 1 1 I
Dau Rébiloan Ganto Métméi Chanin Sutcin Khong
HSP  tiéu hoa co triéu
chung
Biéu @6 3.1. Triéu chitng lam sang ciia BN trwéc diéu tri
Nhdn xét:

- C6 52,5% BN khong biéu hién triéu chimg 1am sang
- Triéu chiing 1am sang thuong gdp la dau ha suon phai (37,7%), mét
moi (32,8%), sut can (14,8%).

mECOG-0
BECOG-1

Biéu d6 3.2. Chi so thé trang (ECOG) truwdc diéu tri
Nhan xét:
- Phan 16n cac BN trong nghién ctru c6 thé trang tot.
- C6 41% sd bénh nhan ECOG = 1.
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Bang 3.3. Mot $6 xét nghiém can lam sang trudc diéu tri

, Gia tri Gia tri B

Cac chi so XN ) X+ SD

nhoé nhat I6m nhat

Bach cau (G/1) 3,23 13,00 6,76+ 1,98
Hong cau (T/1) 3,79 7.26 4,66 + 0,56
Huyét sic td (g/1) 94,00 172,00 136,15 + 15,98
Tiéu cau (G/1) 89 514 244,49 + 83,24
Ure (mmol/I) 2,40 7,90 5,05+1,29
Creatinin (mmol/l) 33,00 117,00 76,91 + 18,26
Protetin (g/1) 68,30 88,00 77.52 +4,87
Albumin (g/1) 37,00 49,20 42,71 + 2,95
GOT(U/N) 12 147 30,72 +20,92
GPT (U/l) 6 178 29,21+ 25,39
Bilirubin TP (mmol/I) 5,30 17,20 11,72 +4,22
Prothrombin (%) 78 115 08,24+6,41
APTT (gidy) 31 38 35,34+2,24

Nhin xét: Gia tri trung binh cta cac chi sé xét nghiém trong gii han

binh thuong.
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m 5-30ng/ml

= > 30ng/ml

® Binh thudng (< Sng/ml)

Biéu d6 3.3. Xét nghiém CEA trudc diéu tri

Nhdn xét:

- C0 67,2% s6 trudong hop ting CEA.
- Ty 1€ CEA tang cao trén 30 ng/ml 1a 43,4%

Bang 3.4. Tang CEA theo tong dwong kinh u 1om nhdt

Tang CEA
Nhém tong duong
< >
Kinh u 1én nhat CEA<S5ng/ml | CEA>5 ng/ml P

S6 BN (%) S6 BN(%)

<5cm 14 (53,8%) 12(46,2%)

5-10 cm 6(28,6%) 15(71,4%)

0,002
>10cm 0(0%) 14(100%)
Téng 20(22,8%) 41(67,2%)
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Nhan xét:
- Nhom téng duong kinh u 16n nhat <5cm c6 46,2% ting CEA >5 ng/ml
- Nhom téng duong kinh 16n nhat u gan 5-10 cm ¢ 71,4% ting CEA>5 ng/ml
- Nhém téng duong kinh 16n nhat u gan >10 cm ¢6 100% ting CEA>S ng/ml
- C6 su khéc biét vé ty 1é ting CEA>5 ng/ml giira cac phan nhom theo
tong duong kinh 16n nhat ctia u gan.

Bang 3.5. Mot s6 ddc diém di can gan truoc diéu tri

oz S6 lwgng BN -
Dac diém u gan Ty 1€ (%)
(n=61)
Thuy phai 31 50,8
., Thuy trai 1 1,6
V1 tri
Ca 2 thuy 29 47,5
lu 14 23,0
2u 16 26,2
S6 lugng u 3u 11 18,0
4u 13 21,3
S5u 7 11,5
Téng s6 khdi u 166
S6 lugng u trung binh/ BN 2,72+1,34
, 1-3u 41 67,2
Nhom so luong
4-5u 20 32,8
Nhom duong kinh u 16n nhat <3cm 21 34,4
3-5cm 40 65,6
Nhom tong dudng kinh u <5cm 26 42,6
5-10 cm 21 34,4
>10 cm 14 23,0
Trung binh tong dudng kinh u 7,20 +£3,95
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Nhan xét:
- Di can thuy phai 50,8%, ca hai thily 47,5% di cin da 6 77%.
- C6 65,6% sb truong hop, duong kich khéi u 16n nhat trén 3 cm.

J )
Hinh 3.1. Di cin gan da 6 trén CLVT
(1) BN Trin Thi Nh BANC s6 44 di can 4 6 lan tran 2 thity gan
(2) BN Nguyén Thi Th BANC sé 11 di can 5 6 hai thity gan.
3.2. Pic diém vé k§ thuit can thi¢p va diéu tri héa chat

Bang 3.6. Mot s6 ddc diém vé kj thudt DPNSCT

Pic diém S6 lwong (n=61) Ty 18 (%)
S 1an 1 1an 44 72,1
DNSCT 2 14n 17 27,9
Tong s6 1an DPNSCT 78
S6 1an DNSCT trung binh 1,28+0,45
Vo cim Gay té tai chd 45 73,8
Gay mé 16 26,2
Thot gian DNSCT trung binh (phut) 19,57 £ 5,12

Nhdn xét:

- C6 72,1% sb trudng hop duoc thuc hién DNSCT 1 lan, 27,9% phai

thuc hién 2 1an can thiép.
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- C6 73,8% s6 BN vo cam duoc thyc hién bang giy té tai chd két hop
giam dau toan than.

Bdng 3.7. Thoi gian DNSCT theo tong dwong kinh u

Nhém tong dwong Thoi gian DNSCT
kinh u (phit) P
<5cm 15,08 £2,28
5-10cm 21,14 £ 3,01 <0,001
>10 cm 25,57+ 5,13

Nhan xét:

Téng dudng kinh u ludn hon thi can thoi gian dbt 1au hon hon.

Bang 3.8. Thoi gian DNSCT theo s6 liong u

i Thoi gian DNSCT
SO lwgng u p
(phut)
lu 14,57+2,41
2u 17,63+3,52
3u 20,55+4,39 <0,001
4u 23,08+3,97
S5u 26,00+3,27

Nhdn xét:

S6 luong u nhiéu hon thi can thoi gian d6t 1au hon.



66

Bang 3.9. Dac diém cua diéu tri hda chat

Pic diém S6 lwong (n=61) Ty 18 (%)
‘ Budc 1 32 52,4
biéu tri HC
Budc 2 29 47,6
Téng 61 100
‘ FOLFOX4 40 65,5
Phac ¢4 HC
FOLFIRI 21 34,4
Téng 61 100
Nhan xét:

Ty 1¢ bénh nhan diéu trj hoa cht budce 1 16n hon budce 2.

S6 bénh nhan diéu tri phac 46 FOLFOX4 nhiéu hon FOLFIRI.

3.3. Dién bién 1am sang, déc tinh, tai bién sau diéu tri

Badng 3.10. Tac sung khéng mong muén sau DNSCT

Dién bién | S6 BN Mirc do S6 ngay bi
lam sang Y% Nhe Via | Ning trung binh
. 601 2 49 10
Pau vung gan 1,62 +0,77
100% | 3,3% | 80,3% | 16,4%
P 8 8 0 0
Sot 2,1+£0,58
13,1% | 13,1% | 0% 0%
4 4 0 0
Non 1,12 +0,32
6,6% | 6,6% 0% 0%
Nhan xét:

- Pau ving gan gip ¢ tat ca cac BN, nhung chi yéu ¢ mirc d6 trung binh.

- S6t va non gip voi ty 18 thap va ¢ mirc do nhe.

- Thoi gian cua cac tac dung khéng mong mudn trung binh 1-2 ngay.
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Bdng 3.11. Bién doi cdc xét nghiém ngay thir 2 sau PNSCT

- Céc chi sb men gan GOT, GPT ting sau DNSCT.

- Khong co6 su thay doi cac chi s6 hong cau, bach cau, ti€u cau, ure,

creatinine, bilirubin trudc va sau DPNSCT.

Cac chi sb Trudc DPNSCT Sau DNSCT P
Bach cau (G/1) 6,76+1,98 6,34+2,25 0,22
Hong cau (T/1) 4,66+0,56 4,59+0,55 0,37
Hemoglobin (g/1) 136,15+15,98 137,84+15,25 0,35
Tiéu cau (G/1) 244,49+83,24 201,33+71,77 0,10
Ure (mmol/1) 5,05+1,29 6,77+8,73 0,14
Creatinin (pmol/l) 76,91+18,26 79,34+15,67 0,20
Albumin (g/1) 42,7142,95 42,97+2,92 0,59
GOT (U/) 30,72+20,92 196,49+88,76 <0,001
GPT (U/) 29,21425,39 181,57+78,95 <0,001
Bilirubin (umol/l) 11,71+4,22 11,77+11,77 0,96

Nhdn xét:
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Bdng 3.12. Bién chitng sau can thiép

Bién ching 50 BN Ty 18 (%)
(n=61)
Tran dich mang phoi 2 3,2
Reo ric té bao ung thu trén duong choc kim 1 1,6
Tu vong lién quan dén ki thuat DNSCT 0 0
Tong 3 4,8

Nhdn xét:
- Ty 1¢ BN gap tai bién, bién chung thép 4,8%
- C6 2 BN (3,3%) tran dich mang phdi sau can thiép
- Bién chimg gieo ric té bao ung thu gip & 1 BN (1,6%)

- Khong c¢6 truong hop nao tir vong lién quan t6i ky thuat can thiép.

68.9
70 -
=D5 0
60.7
60 - Dol
49.2 mPo II
50 A
mDj 111
40 - 36.1 mDo IV
30 A 24.6
21.3
20 1 14.8
.8
6.6
10 A 9 33
Q
0 T - ' .
Giam bach cau (%) Giam tiéu cau (%) Giam huyeét sac to (%)

Biéu db 3.4. Péc tinh ciia héa chit véi hé tao mdu
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Nhan xét:

- Bdc tinh trén hé tao mau chu yéu 0 do I hoaclIl

- Tan xuat gip tac dung phu & d6 III thap, khong c6 bénh nhan nao cd
doc tinh @0 IV.

-Poc tinh gay giam bach cau la thuong giap nhat: 50,8%.

Bdng 3.13. Béc tinh ciia héa chdt véi hé tao mdu theo tirng phdc do.

S6 bénh nhan (%) .
Tong
Murc do doc tinh P6 p
P60 | P61 | PoII |Po III v (100%)
2 1 2
FOLFOX4| 20 > 3 0 40
Giam bach (50%) |(37,5%)| (7.5%) | (5%) |(0%)|(100%)
- 0,86
cat oLl | 10 7 3 1o | 21
49,2%)((33,3%)|(14,3%)|(4,8%)| (0%) | (100%
(49,2%)|(33,3%)|(14,3%)|(4,8%)| (0%) | ( )
FoLFox4| 2! 9 8 2 0 21
Giam tidu (52,5%)((22,5%)((20,0%)(5,0%)| (0%) | (100%)
3 0,20
cau
16 4 1 0 21
FOLFIRI 0 (0%
(76,2%)((19,0%)| (4,8%) (0%) (0%01 (100%)
0
g FOLFOX4 270 100 30 (3 400
Gigm (67,5%)|(25,0%)| (7.5%) | (0%) |(0%)|(100%)
huyét sac 0,90
5 1 1 0 21
© lfoLFri | 2 . 0 .
(71,4%)|(23,8%) | (4.8%) | (0%) |(0%)|(100%)
Nhdn xét:

Khong c6 su khac biét vé doc tinh trén hé tao mau gitra hai phac 6 hoa

chit FOLFOX4 va FOLFIRI.
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Ty 1é %

100 1 90.2

90

80 1 70.5

70 1
Do 0

=D5 1
50 - =D II
40 - = D6 I
24, “bolv

60 - 54.1

30

20 - 1 131

10 - 3 49

Téng men gan (%) Téng creatinin (%) Tiéu chdy (%)

Biéu dé 3.5. Pjc tinh ciia héa chit véi gan, thin va tiéu héa
Nhan xét
- Bdc tinh cua hoa chét trén gan voi ty 1€ cao: do 1 54,4%, do 11 (13,1%),
do6 111 (3,3%), 46 IV (4,9%).
- Bdc tinh trén than véi ty 1€ thép va nhe: 9,8% dg I, khong c6 BN nao &
do II, 111, I'V.
- Tiéu chay do I (16,4%), do 11 (13,1%), khong gap d6 111, IV.
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Bang 3.14. Péc tinh ciia héa chat véi gan, thdn va tiéu héa theo timg phdc do.

S6 bénh nhan (%) .
Tong
Mirc d¢ doc tinh Do P
P60 | POI | oIl Po IV [(100%)
I
9 23 4 2 2 40
FOLFOX4
Tang (22,5%)| (57,5) | (10%) |(5%)| (5%) |(100%)
0,66
men gan 6 10 4 0 1 21
FOLFIRI
(28,6%)((47,6%)| (19%) [(0%)|(4,8%)[(100%)
37 3 0 0 0 40
FOLFOX4
Tang (92,5%)| (7,5%) | (0%) [(0%)| (0%) |(100%)
0,39
creatinin 18 3 0 0 0 21
FOLFIRI
(85,7%)|(14,3%)| (0%) |(0%)| (0%) |(100%)
39 0 1 0 0 40
FOLFOX4
Tiéu (97.5%)| (0%) | (2,5%) |(0%)| (0%) |(100%)
q <0,001
chay 4 10 7 0, 0 21
FOLFIRI
(19%) [(47,6%)((33,3%)|(0%)| (0%) |(100%)
Nhan xét:

-Ddc tinh trén gan va than 1 twong dwong gitra hai phac 6 FOLFOX4
va FOLFIRI.

- Tac dung khong mong mudn gay tiéu chay cua phac d6 FOLFIRI cao
hon FOLFOX4.
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60 -

50

40

30 -

20

10 -

TV 18 %
70 A

67.2

55.7

37.7

24.6

6.6 8.2

65.6

31.1

33
0

Mét méi (%) Non (%)

Péc tinh than kinh (%)

EDj 0
EPj1
"D Il
EPj 11
mPo IV

Biéu dé 3.6. Péc tinh ciia héa chit trén hé than kinh va toan thin

Nhan xét:

- Boc tinh trén hé than kinh va toan than chu yéu ¢ muc d6 nhe.

- Mét méi d6 1(37,7%), d6 11 (6,6%), khong gap do 111, TV.

- N6n d6 T (24,6%), do 11 (8,2%) khong gip do I va IV.
- Péc tinh than kinh d6 I (31,1%), d6 11 (3,3%), khong c6 dé 111, TV.
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Bang 3.15. Péc tinh ciia héa chat trén hé than kinh va toan than theo timg

phdc @6 héa chat.
S6 bénh nhan (%) Té
ong
Mire d§ doc tinh P6 | Po P
P60 | Pol | bolIl ) T 1(100%)
I | 1v
8 11 2 0 0 21
FOLFOX4
" (38,1%) (52,4%)| (9,5%) | (0%) | (0%) | (100%) | 13
&t mo1 ’
26 12 2 0 0 40
FOLFIRI
(65,0%)((30,0%)| (5,0%) | (0%) | (0%) | (100%)
28 10 2 0 0 40
FOLFOX4
(70,0%) [(25,0%)| (5%) | (0%) | (0%) | (100%) | ( 45
Non ’
13 5 3 0 0 21
FOLFIRI
(61,9%)((23,8%)|(14,3%)| (0%) | (0%) | (100%)
20 18 2 0 0 40
At 1o, |FOLFOX4
Bénh ly OLFO (50%) (45%) | (5,0%) | (0%) | (0%) | (100%) | 4 001
than kinh
ngoai vi 20 1 0 0 0 21
g FOLFIRI
O (95,2%) | (4,8%) (0%) (0%) | (0%) | (100%)
Nhdn xét:

-Poc tinh gdy mét méi va gdy non giita hai phac d6 FOLFOX4 va
FOLFIRI la tuong duong.
-Pac tinh trén hé than kinh ciia BN diéu tri phac 6 FOLFOX4 cao hon
phac d6 FOLFIRL
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3.4. Két qua diéu tri

TYIE %

80 - 70.8 73.5

70 -
60 -
50 1 41
40 -

59

m | thang (n=61)

29.2 m 3 thang (n = 61
30 214 g (n=61)

6 thang (n=61)
20 A
10 - >l
a—
0 T . :

Pang ung hoan DPap ting khong Bénh tién trién
toan hoan toan

Biéu dé 3.7. Pap vng khéi u tai cdc thoi diém théng ké
Nhdn xét:
Ty 18 dap tmg hoan toan & cac thoi diém 1 thang, 3 thang, 6 thang twong
g 13 59%, 70,8%, 73,5%.

C6 21,4% s6 bénh nhan tién trién bénh sau 6 thang.

= () B
Hinh 3.2. Khéi u dép irng hodn todn sau PNSCT
Bénh nhdn Cao Tho H BANC sé 02
(1) Hinh anh khéi u trieée DNSCT kich thuée 3.8 x 4,3 cm
(2) Hinh anh sau BDNSCT 1 thang, dap ung hoan toan, kich thudc 4,6 x 5,3 cm,
khong con déu hiéu tang sinh mach.

(3) Khoi u gan dép iing hoan todn sau 6 thang, kich thuée 3,3 x 3,6 cm.
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Bdng 3.16. Pdp tmng khoi u theo cdc phdn nhém

Pap &ng u gan sau can thiép Pap g Pap rng mot b
(n=61) hoan toan phan
Kich thuéc <3cm 21 (100%) 0 (0%)
, £ < 0,001
u lon nhat >3cm 15 (37,5%) 25 (62,5%)
) 1-3u 26 (63,4%) 15 (36,6%)
S6u 0,23
4-5u 10 (50,0%) 10 (50,0%)
<5cm 19 (73,1%) 7 (26,9%)
Tong dudng
5-10cm 14 (66,7%) 7 (33,3%) 0,04
kinh u
>10 cm 3 (21,4%) 11 (78,6%)
) <30ng/ml 33 (82,5%) 7 (17,5%)
Chi s6 CEA 0,06
>30ng/ml 10 (47,6%) 11 (52,4%)
Nhan xét:

-Nhom c6 duong kinh u 16n nhit <3cm c6 ty 18 dép tng hoan toan cao

hon nhom > 3cm.

- Nhém c6 téng duong kinh u nhd hon c6 ty 1& dap tmg hoan toan 16n hon.

-Nhom c6 s6 lwgng u 1-3 ¢6 ty 1& dap tmg hoan toan cao hon nhém 4-5

u chura ¢ ¥ nghia théng ké (p= 0,23).

-Nhém c6 chi s6 CEA< 30ng/ml cé ty 1& dap tung cao hon nhém cé

CEA> 30ng/ml chua c6 y nghia thong ké (p=0,06).
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Bang 3.17. Cdc bién cé tdi phdt di cin va tir vong

Bién c6 lau dai sau diéu tri S6 lwong Ty 18 %
Tai chd 7 15,6
Khdi moi tai gan 16 35,6
Tai phat sau
khi dat Khéi méi ngoai gan 18 40,0
DUHT
Téng 41 91,2
(n=41/45)
Thoi gian tai phat
17,46 £1,55 thang
trung binh
< 6 thang 0 0
6-12 thang 4 16,6
Ti vong 12-18 thang 7 29,2
(n=24) 18-24 thang 2 8,4
24-30 thang 7 29,2
>30 thang 4 16,6

Nhdn xét:

- Trong s6 45 bénh nhan dat dap (g hoan toan thi ¢ 41 bénh nhan tai
phat (91,2%) sau thoi gian theo doi trung binh 23,57 thang, trong do tai phat &
vi tri méi la 75,6%, tai phat tai chd 15,6%.

- Téng s6 bénh nhan tir vong dén thoi diém két thic nghién ciru 1a 24

chiém 39,3%.
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)
Hinh 3.3. Tdi phat tai ché va di cin xa sau diéu tri

- BN Tran Van H, BANC s6 33, (1) bénh tién trién di can phdi sau 15

thang diéu tri.
- BN D4 Vin T, BANC s 22, (2) dap tung hoan toan sau DNSCT, (3) tai
phat tai chd sau thag 31 thang diéu tri.

9 16 % Ty 1¢ song thém toan bd
’ 100
100 - 932
80 - 70 70
56
60 -
44.5
40 -
20 -
0 I I I 1 1 I
6 thang 12 thang 18 thang 24 thang 30 thang 36 thang
Biéu dé 3.8. Ty Ié song thém tai cdc thoi diém théng ké
Nhan xét:

Ty 1é song thém toan bo giam déan tir thoi diém 12 thang.
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== *Survival Function

Mo | " 0F
- i~ Censored

ey

o
™
1

Song thém khdng tién trién bénh

0.6 H PFS= 14,21+ 1,34 thang

p
-
|

i

0.0

10 20 30 40
Thei gian theo doi (thang)

(=

Biéu dé 3.9. Pwong cong séng thém khong tién trién (PFS)
(Thoi gian theo doi trung binh 23,57+10,92 thang)
Nhan xét:
Thoi gian séng thém khong tién trién bénh trung binh ctua nhom bénh

nhan nghién ctru 1a 14,21 + 1,34 thang.
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e -« " Survival Function
Ll ey —t— Censored
4:'0-'
i~
0.8+ ¥
+ OS= 36,77 = 2,86 thang
S o06-
2 °° :
E .
s Sets
> 0.4- S——
=]
w
0.2
0.0
I 1 L L 1 1 U
0 10 20 30 40 50 60
Thei gian theo doi (thang)
Biéu dé 3.10. Puong cong song thém toin bé (0S)
(Thoi gian theo doi trung binh 23,57+10,92 thang)
Nhan xét:

Thoi gian séng thém toan bd trung binh ctia nhém bénh nhan nghién ctru

14 36,77 + 2,86 thang.
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Bang 3.18. Mot s6 yéu té anh hwéng dén thoi gian song thém khéng tién trién

bénh cua cac BN nghién cuu

Song thém khong tién trién
Phan nhém (PFS) trung binh (thang) P
95%Cl1
. 1-3u (=41) 17,71£1,72
SO luong u <0,001
4-5u (n=20) 7,2+0,97
{ : <3 cm (n=21 20,11+2,34
chp thu(gc u ( ) <0.001
16n nhat > 3cm (n=40) 10,69+1,21
i <5cm (n=26) 19,76+2,24
Tongdudng sy (n=21) 12,1941,39 <0,001
kinh u
>10cm (n=14) 5,93+0,96
) Truc trang (n=24) 15,72+2,11
V1 tri ung thu : 0,24
Dai trang (n=37) 12,97 £1,59
L Tir dau (n=24) 11,35+1,37
bac diém di can - 0,10
Tai phat (37) 15,70+1,89
. Budce 1 (n=32) 12,52+1,35
Hoa chat 0,48
Budc 2 (n=29) 15,09+2,04
Phac dd hoa FOLFOX4 (n=40) 14,80+1,66 056
chat FOLFIRI (n=21) 12,78+2,22 ’
ECOG truge E=0 (n=36) 17,62+1,77 0.0]
dicu tri E=1 (n=25) 8,88+1,35 ’
CEA trude didu | <30ng/ml (n=40) 17,79+1,69 0.001
. < b
trl >30 ng/ml (n=21) 6,95+0,83
Nhdn xét:

C6 su khac biét vé thoi gian séng thém khong tién trién giita cac phan
nhém: sb luong u, kich thudc u 16n nhét, téng duong kinh u, chi s6 ECOG,

noéng d6 CEA trude diéu tri.
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1.0

0.87

0.67

0.4

Song thém khong tién trién bénh

0.0

-=*1-3u

- 4.5 u
: ~4+—=1-3 u-censored
Seennly +— 4-5-censored

p< 0,00

O =

T T T T
10 20 30 40

Thei gian theo doi (thang)

Biéu db 3.11. Puong cong song thém khong tién trién theo nhém so lwong u

Nhan xét:

- Nhom bénh nhan c6 1-3 u c6 thoi gian sdng thém khoéng tién trién

trung binh 17,71 £+ 1,72 thang.

- Nhém bénh nhan c6 4-5 u co thoi gian séng thém khong tién trién

trung binh 7,20 + 0,97 thang.

- Nhém bénh nhan ¢ 1-3 u ¢6 thoi gian séng thém khong tién trién dai

hon nhoém 4-5 u.
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1.0 ===na TR
5----;-—“»: -=" <= 3Jcm

= : -~ " >3cm

& - s —+— <= 3cm-censored

‘S 08 i {— >3cm-censored

= :
- :

= i T
_:E 0.6

= | PDS= 20,11+ 2 40 thang
‘g -----

=

> 0.4 o L

=3

e 5 ey e

£ : S -

o | e
s 021 & :

w R :

= Ll St
PDS= 10,69+1,21 thang +
0.0 p< 0,00
L] L L] L L
o 10 20 30 40

Thei gian theo doi (thang)

Biéu dé 3.12. Puong cong séng thém khéng tién trién theo phian nhém

dwong kinh u lén nhit.
Nhdn xét:
- Nhom c6 kich thuéc u 16n nhat < 3cm c6 thoi gian séng thém khong
tién trung binh 17,71 + 2,40 thang.
- Nhém c6 kich thude u 16n nhat > 3cm c6 thoi gian song thém khong
tién trung binh 10,69 + 1,21 thang.
- Nhém c6 kich thude u 16n nhat < 3cm c6 thoi gian song thém khong

tién trién dai hon nhdm > 3 cm.
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1.0 ====y====:
._ - Tra=5Ccm
: - "*5.10cm
-E - -« =10Ccm
g' 0.87 : & ) —t+— <=5cm-censored
= . - . 4= 5-10cm-censored
" : - —— >10cm-censored
= = iy : B
@ 0.6 P :  PDS= 19.76%2.24 thana
= : : .
= o . _n
= -
©
f 0.4 : I eeeeeea.
£ : =i +-
@ S
s || FEees - -
= . | z =
s 92 : -3 R e
. : ! PDS= 12,19+1,39 :
e thang -4
PDS=5,93+096 +
0.0 théng p(O.OO
T T T T T

Thei gian theo doi (thang)

Biéu d6 3.13. Puong cong song thém khéng tién trién theo phin nhém tong
dwong kinh u.

Nhan xét:

- Nhom c6 tong duong kinh u < Scm c6 thoi gian song thém khong tién
trién trung binh 19,76 £2,24 thang.

- Nhom c6 tong duong kinh Scm<u <10cm cé thoi gian séng thém
khong tién trién trung binh 12,19 + 1,39 thang.

- Nhém c6 téng duong kinh u > 10 cm c6 thoi gian séng thém khong
tién trién trung binh 5,93 + 0,96 thang.

- Nhém c6 tong dudng kinh u nho hon thi ¢6 thoi gian séng thém khong

tién trién dai hon.
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Thei gian theo doi (thang)

Biéu d6 3.14. Puong cong song thém khong tién trién theo nhém ting CEA
Nhan xét:

- Nhém bénh nhan c¢6 ndng d6 CEA < 30 ng/ml ¢6 thoi gian song thém
khéng tién trién trung binh 17,79 + 1,69 thang.

- Nhém bénh nhan c¢6 ndong dd6 CEA > 30 ng/ml ¢ thoi gian sdng thém
khong tién trién trung binh 6,95 + 0,83 thang.

- Nhom bénh nhan c6 néng d6 CEA < 30 ng/ml c6 thoi gian séng thém
khong tién trién dai hon nhém c6 CEA> 30ng/ml.
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Thei gian theo doi (thang)
Biéu d6 3.15. Puong cong song thém khéng tién trién theo phin nhém nguén
gdc ung thw nguyén phat.
Nhdn xét:

- Nhém bénh nhan di cin gan tir truc trang c6 thoi gian séng thém khong

tién trién trung binh dai hon nhém di can tir dai trang.

- Tuy nhién su khac biét chua c6 ¥ nghia thdng ké voi p = 0,24.
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Bang 3.19. Mot s6 yéu t6 lién quan dén thoi gian song thém toan bé ciia cdc

BN nghién curu

Song thém toan b

Phin nhom (OS) trung binh P
(thang) 95%CI

<40 tudi (n=5) 39,80+9,25

Tubi 40-60 tudi (n=35) 34,32+2,39 0,66
>60 tudi (n=21) 27,29+2.65
. 1-3u (=41) 41,56+3,39

So luong u 0,01
4-5u (n=20) 24,404+2,49
Kich thudc u lon <3 cm (n=21) 43,26+4,09

. 0,02
nhat > 3cm (n=40) 27,96+2.23
< 5cm (n=26) 43,50+3,94

Tong duong kinhu | 5-10 cm (n=21) 30,65+2,77 <0,001

>10cm (n=14) 22,16+2,83
Truc trang (n=24) 28,48+2,51

Vi tri ung thu 0,26
bai trang (n=37) 39,95+3,55

) Tt dau (n=24) 34,16+3,27

bac diem di can 0,69
Tai phat (n=37) 34,96+3,86
. . FOLFOX4 (n=40) 39,15+3,51

Phéc d6 hoa chat 0,34
FOLFIRI (n=21) 28,35+2,51
ECOG trudc diéu E=0 (n=36) 42.4243,30

: <0,001

tri E=1 (n=25) 24,2242 33
. <30ng/ml (=40) 40,31 3,33

CEA trudc diéu tri 0,05
>30 ng/ml (n=21) 25,50+2,45
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Nhdn xét:

- C6 su khac biét vé thoi gian séng thém toan b cua cac phan nhoém theo
s6 lwong u, kich thude u 16n nhat, tong dudng kinh u, chi s ECOG, ndng do
CEA trudc diéu tri

- Cac phan nhom theo tudi, vi tri ung thu, thoi diém di can, phac d6 hoa

chét: chua c6 su khéac biét vé thoi gian séng thém toan bd.

1.07 e e -t e,
g -=1-3u
e B -t 45U
+§_ +— 1-3 u-censored
0.8 b = +— 4-5 ucensored
s :
pes Femem : OS= 41,56+ 3,39 thang
-0 0.6 H :__*__ e
2 " R
=E 1 Jpecccce== ‘!——h ------- - +
T
= .
A -
=D 0.4 % das
= OS= 24 40+3 .39 thana
w
0.2 -+
p<0.00
0.0+
T T T T T T T
(s] 10 20 30 40 S0 60

Theri gian theo doi (thang)
Biéu dé 3.16. Puong cong song thém toan bé theo nhém soé luwong u
Nhin xét.

- Nhém bénh nhén s6 luong 1-3 u c6 thoi gian séng thém toan bd trung
binh 41,56 £3,39 thang.

- Nhom bénh nhén s6 lugng 1-3 u ¢6 thoi gian song thém toan bo trung
binh 24,40 + 3,39 thang.

- Nhom bénh nhan sé luong 1-3 u ¢ thoi gian sdng thém toan b dai

hon nhém c6 s6 luong 4-5 u.



88

10— ---‘-o—.-:'-:----o—-:
= B gt - " <= 3cm
B < >3cm
= : +— <= 3cm-censored
0.8 4— : —+— >3cm-censored
- =fs .
O . --H-:
= : :
S 06" 3 f-4: OS= 43,2624 ,09
S L SRR, : thang
s :
r— OS=27,96+2,33 e S .
-5 - —
o> 0.4- thang
“g L----f«-b---—q
w
0.2
p=0,02
0.0
] L 1 1 1 ] T 1
0 10 20 30 40 50 60

Thei gian theo doi (thang)

Biéu d@é 3.17. Pwong cong séng thém toan bé theo nhom kich thwéc u
I6n nhit
Nhdn xét:

- Nhém c6 kich thude u 16n nhat < 3cm c6 thoi gian sdng thém toan bo
trung binh 43,26 + 4,09 thang.

- Nhém c6 kich thuée u 16n nhat > 3cm c6 thoi gian sdng thém toan bo
trung binh 27,96 + 2,33 thang.

- Nhém c6 kich thude u 16n nhat < 3cm c6 thoi gian sdng thém toan bo

dai hon nhom > 3 cm.
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Thei gian theo doi (thang)

Biéu dé 3.18. Puong cong song thém toan bé theo nhém tong dwong kinh
Nhan xét:

- Nhom bénh nhan c¢6 tong dudng kinh u <5cm c6 thoi gian séng thém
toan trung binh bd 43,50 + 3,94 thang.

- Nhom bénh nhén ¢ téng duong kinh 5cm <u <10cm c6 thoi gian séng
thém toan bd trung binh 30,65+ 2,77 thang.

- Nhoém bénh nhan c6 tong duong kinh u >10cm c6 thoi gian song thém
toan bo trung binh 22,16 + 2,83 thang.

- Nhoém bénh nhéan c6 téng dudng kinh u nho hon thi ¢6 thoi gian séng

thém toan bd dai hon.
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Biéu dé 3.19. Puong cong song thém toan bé theo nhém ting CEA

Nhan xét:

- Nhom bénh nhan c6 ndng do CEA < 30 ng/ml c6 thoi gian séng thém

toan b trung binh 40,314+2,45 thang.

- Nhém bénh nhan c6 néng d6 CEA > 30 ng/ml c6 thoi gian song thém

toan bo trung binh 25,50+3,33 thang

- Nhém bénh nhan c6 néng d6 CEA < 30 ng/ml c6 thoi gian song thém
toan bg dai hoi nhom c6 CEA> 30ng/ml.
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Biéu dé 3.20. Puong cong song thém toan bé theo phin nhém ECOG trude
diéu tri
Nhan xét:
- Nhom bénh nhan ECOG =0, c¢6 thoi gian séng thém toan bd trung binh
42,42 £3,30 thang.
- Nhém bénh nhan ECOG =1, ¢6 thoi gian séng thém toan b trung binh
24,22 £2,33 thang.
- Nhom bénh nhan ¢6 néng do ECOG =0 c6 thoi gian song thém toan bd

dai hoi nhom c6 ECOG=1.
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Bdng 3.20. Phan tich da bién cdc yéu t6 anh hwéng tdi thoi gian song thém toan bo

o Phan tich don bién Phén tich da bién
Cac yéu to
OR (95%Cl) p OR (95%Cl) P
<40
Nhom
i 40-60 1,34 (0,6-2,7) 0,41 | 1,63(0,7-3,6) | 0,24
>60
Ung thu | Truc trang
nguyén 0,64 (0,2-1,4) 0,27 | 0,54(0,2-1,3) | 0,18
phat Dai trang
Di can gan
bac to dau
diém di 1,18 (0,51-2,7) | 0,69 | 2,08(0,5-7,7) | 0,26
can Tai phat di
can
Sé lugng 1-3
o 2,85 (1,2-6,4) 0,01 | 2,91(1,1-7,4) | 0,02
di can 4.5
Kich <3cm
thuéc u 2,74 (1,0-7,0) 0,03 | 4,72 (1,54-14,4) | <0,001
16n nhat 3-5cm
.+ | FOLFOX4
E‘a‘f?t 1,46(0,6-3,3) 0,35 | 1,15 (0,36-3,66) | 0,88
oachal | pOLFIRI
< <30 ng/ml
Eg‘f 2,22 (0,9-5,1) 0,05| 1,73(0,6-4,5) | 025
>30 ng/ml
Nhdn xét:

S6 lwong di can va kich thudc u 16n nhat 13 hai yéu té c6 tién lugng doc

1ap anh huong t6i thoi gian song thém toan bo.
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Chuong 4
BAN LUAN
4.1. Mt s6 dic diém 1am sang, cin 1am sang ciia bénh nhan nghién ciru
4.1.1. Tuéi va gidi

Tudi 14 mot trong nhitng yéu t6 nguy co mac UTPTT, vi tudi phan anh
qué trinh tich iy voi cac tdc nhan gay ung thu. Cac BN trong nghén ctru cua
chung ti, chii yéu & tudi trén 40 (91,8%), trong d6 nhom tudi 40-60 chiém
57,4%. Chi c6 8,2% bénh nhan & d6 tudi < 40, bénh nhan tré nhét 14 27 tudi,
bénh nhan nhiéu tudi nhét 1a 70, tudi trung binh cia nhém nghién ctu 1a
55,57. Két qua nay phu hop véi nhiéu nghién ctru trong va ngoai nudc.
Nghién ciru ctia Nguyén Xuan Hung, Trinh Hong Son cho thiy dé tudi méc
cao nhét 1a 50-60 tudi [94]. Theo nghién ctru ctia Lé Dinh Roanh, Ngb Thu
Thoa, d0 tudi mic trung binh trong UTDTT 1a 51,8 [95]. Theo sb liéu cua
SEER nim 2014, ty 1& mic va chét cia UTDTT ting theo tudi, & nhom tudi
trén 50 ty 1& nay twong tmg 1a 90% va 93% [96]. Tir két qua phan bd bénh
nhan theo tudi, cac nghién ctru da chi ra: ltra tudi > 40 dugc coi 1a mot yéu td
nguy co méc bénh. Do vdy, trong chuong trinh sang loc UTDTT can tap trung
kham cho dbi tugng trén 40 tudi trong cong dong, nham phat hién bénh sém
dé diéu tri c6 hiéu qua.

Céc nghién ctru vé UTDTT cho thdy: ty 1é mic ¢ nam cao hon nit. Trong
nghién ctru cua chung t6i chl yéu 13 bénh nhan nam, ty 18 namv/nir 1a 4,08. Két
qua ctia ching t6i cao hon két qua nghién ctru ciia Nguyén Xuan Hung, Trinh
Hong Son 1a 1,24 [94], Huynh Quyét Thing 1a 1,13 [97]. Theo ghi nhan cia
SEER 2014, tai Hoa Ky, ty 1& nam/nit 1a 1,31 [96]. Chung t6i cho rang c6 thé
do c& mau nghién ctru chua du 16n, cho nén ti 1 gitra mam va nir con c6 khac

biét so vai cac nghién ctru khac.
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4.1.2. Mt sé ddic diém ung thw nguyén phdt va di cin.

Trong 61 BN nghién ctru, ¢6 24 BN u nguyén phat ¢ truc trang va 37
trudng hop tai dai trang. C6 24 BN di cin gan ngay cung thoi diém chin
doan khdi u nguyén phat. Chi dinh phau thuat cat bo khbi u nguyén phat &
cac truong hop nay 1a do u 16n, d3 co biéu hién gy tic rudt hodc de doa
gay tic rudt. Tat ca 24 bénh nhan déu duoc phau thuat ung thu nguyén phat
nhung khéng cit bo duoc di can gan, do di cin da 6 va/hodc khdi u 16n,
nam & vi tri trung tam cuia gan. V&1 37 bénh nhan con lai, tai thoi diém
chan doan ung thu nguyén phéat van chua cé di cin gan. Sau khi phau thuat
triét can, nhom bénh nhan nay dugc diéu tri bo tro theo cac hudng dan déng
thuan quéc té: cic bénh nhan ung thu truc trang duoc diéu tri tia xa va hoa chit,
cac BN ung thu dai trang duoc diéu tri hoa chét theo giai doan bénh. Sau mot
thoi gian 6n dinh, bénh tai phat di can gan.

Céc nghién ctru trén thé giéi vé DNSCT két hop hoa chit cho UTDTT di
can gan cho thay: ddc diém vé hinh thai, s6 luong va vi tri cta di can 1a yéu td
quan trong nhat quyét dinh két qua diéu tri. Cac truong hop co ca di can gan va
ngoai gan thi chua c6 bang chimg mang lai loi ich vé thoi gian séng thém. Do
vay, hau hét cac nghién clru déu lwa chon cac bénh nhan ung thu dai trang hoac
trire trang dd duoc phau thuat khéi u nguyén phat, chi c6 di cin tai gan, khong c6
di can ngoai gan. Mot nghién ctru tai Pic cia Axel Stang trén 88 bénh nhan
UTDTT di cin gan dugc diéu tri két hop DNSCT va hoa chét, c6 78% ung thur
nguyén phét tir dai trang, 22% tir truc trang. Co 25% sb truong hop di cin gan
duoc chan doan ngay tir dau cung thoi diém véi ung thu nguyén phat, 75% sb
BN tai phat di can gan [68]. Nghién ctru ctia Eren Berber trén 135 bénh nhan, co6
101 bénh nhan di can gan tir dai trang va 34 truong hop di can gan tir truc trang,
64 trudng hop di cin gan phat hién dong thoi ciing khdi u nguyén phat, 71 bénh

nhan bénh tai phét di can gan [98]. Tiéu chudn lya chon dau vao nghién ciru cta
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chung t6i cling twong ty nhu cac nghién ctru khac trén thé gidi. D6 1a cac bénh
nhan ung thu dai true trang di dwoc phau thuat khdi u nguyén phat, o thoi diém
chon vao nghién ctru chi c6 di can gan, khong c6 di can ngoai gan. Pay la nhiing
yéu t6 rat quan trong nham mang lai loi ich séng con cho bénh nhéan tham gia
nghién cuu.

4.1.3. Triéu chirng lim sang va mét so xét nghigm cin lim sing

Di can gan tir UTDTT thuong tién trién thim ling, khi c6 biéu hién triéu
chimg thi thuong khdi u da c6 kich thude 16n hodc di can da 6. Trong nghién
ctru ctia chung t6i c6 47,5% sb trudng hop c¢6 biéu hién triéu ching 1am sang,
trong d6 dau ha sudn phai 1a triéu chimg co ning hay gip nhat 37,7%. Céc triéu
chung khac khong dac hi¢u va gap voi tan sut thép; mét moéi 32,8%, chan an
19,7%, sat can 14,8%, rdi loan tiéu héa 13,1% va gan to 1,6%. C6 t6i 52,3% sb
truong hop khong cé triéu chimg 1am sang, dugc phat hién bénh tinh co hodc
qua kham dinh ky. Ketan R va cong su cho thdy biéu hién triéu ching 1am sang
di can gan tr UTDTT ngheo nan, céc tri¢u ching thuong gap la: dau ha suon
phai, sbt, mét moi, sat can [99]. Hirotoshi Kobayachi va cong sy, phan tich 6
nghién ciru ngau nhién véi 5.230 bénh nhan UTPTT di dugc phau thuat triét
can thi co 16-66% bénh nhan ¢ biéu hién tridu ching 1am sang tai thoi diém
tai phat bénh. Tac gia dua ra khuyén cdo can thiét phai kham dinh ky mdi 3
dén 6 thang trong 2 nim dau sau phau thuat ung thu dai tryc trang dé c6 thé
phat hién dugc nhitng trudng hop tai phat sém [100].

Phan 16n cac BN trong nghién ctru ciia chung t6i co cac chi sb xét
nghiém mau ngoai vi trong giéi han binh thuong. Mot sb it co chi sb
transaminase tang nhe trudc diéu tri. Mot s ¢6 thiéu mau va giam tiéu clu &
murc d0 nhe. Gia tri trung binh cua cac chi sb xét nghiém albumin, protein va
bilirubin trong gidi han binh thudng, phan anh tinh trang chirc nang gan con

tot cia nhom BN nghién ctru. Cac xét nghiém ure, creatinine cling cho thay



96

chirc ning than trong gii han binh thudng. Chirc ning gan va than tét 1a diéu
kién can thiét dé bénh nhan c6 thé dung nap duogc cic phac dd phdi hop da
hoa chat nhu FOLFOX4 va FOLFIRI. Bénh nhan trong nghién ciru ctia chiing
t6i déu co chirc ning tao mau, gan, than trong trong gidi han cho phép diéu tri
can thiép va héa chit, twong tir nhu cac nghién ctru trén thé gidi [101], [102].

Khang nguyén ung thu bao thai CEA 13 mdt trong nhiing chét chi diém
chinh trong UTDTT. Nhiing nghién ctru vé CEA trong huyét thanh nguoi cho
thdy ndng d6 CEA 5 ng/ml 1a giéi han cao nht & ngudi binh thudng. Trong
nghién clru cua chung t6i, ty 1& tang chi s6 CEA chiém 67,2%, trong d6 s6
truong hop c6 CEA > 30 ng/ml chiém 43,4%. Khi phan tich ty 1 ting chi sd
CEA vo1 cac nhom téng duong kinh u l6n nhét < 5¢cm, 5-10cm va > 10 cm,
chung t6i nhan thiy co6 su khac biét giita cac phan nhém voi p=0,002. Nong do
CEA ting cao dugc xem la mot yéu tb tién lugng khong thuén lgi ctiia cac bénh
nhan UTPDTT di can gan [68]. Trong UTDT c6 su twong quan gitra ty 1¢ CEA
véi kich thuéce khéi u, muc do lan tran ctia bénh. Xét nghiém CEA dugc st
dung pho bién trong theo ddi bénh nhan sau phau thuat, nhim phat hién som tai
phat, vé1 d§ nhay khoang 80%. Ty 1€ tang CEA trong nghién ctru cua ching t61
cling twong ty nhu cac nghién ctu khac cho nhom bénh nhan UTDTT giai
doan di can [100], [103].

Hién nay, xét nghiém CEA mang lai nhiéu ich loi trong chan doan va
diéu tri UTPTT. CEA c6 gia tri trong viéc phat hién bénh sém, theo doi tai
phat, ciing nhu tién luong bénh. Tuy nhién, ndng do CEA ciing chi c¢6 gia tri
tham khao, phai phdi hop véi 1am sang, va chan doan hinh anh trong qua trinh
chan doan va diéu tri, vi khong phai tit ca bénh nhan UTDTT déu c6 CEA
tang cao. Hon nita, CEA tang khong chi & nhitng bénh nhan UTDT ma con &
mot sb truong hop ung thu khac.



97

4.1.4. Mt sé ddic diém hinh thdi di ciin gan ciia bénh nhén nghién ciru

Pic diém hinh thai cta di can gan 1a yéu td quan trong nhat dé chi dinh
phuong phap diéu tri phu hop. Cac thong sb vé khéi u s& anh huong dén két qua
dap (mg ciing nhu két qua séng thém lau dai, nhat 13 cac thong sd vé sb luong,
kich thudc u. Trong truong hop di can gan con khu tru, tinh trang toan than cho
phép thi phiu thuat cat gan 1a phuong phap mang lai hidu qua cao nhat. Chéng
chi dinh cua phdu thudt 13: phan gan con lai sau phau thuat khéng dam bao
chtrc nang hoac khong c6 kha nang dat dugc mdt dién cit an toan hét té bao
ung thu. Vi vay, nhiing bénh nhan di can lan tran ca hai thuy, da 6 & thuy phai
hodc khdi u & vi tri trung tAm cua gan, u kich thudc 16n 14 nhiing chdng chi
dinh cta phau thudt cit gan truyén thong [104]. Di vé6i cac truong hop nay,
hoa chit toan than 1a diéu tri tiéu chuan va tiy theo dic diém hinh thai khéi u
ma c6 thé két hop véi cac phuong phap diéu tri tai chd nhu DNSCT, vi song,
tac mach. ..

Trong nghién ctru ctia chiung t61 29 truong hop (47,5%) di can lan tran ca
2 thily gan, c¢6 47 bénh nhén (77%) di cin da 6, 20 truong hop c6 4-5 6 di can
(32,8%), 14 trudng hop di can 1 6 nhung kich thudc 16n va & vi tri trung tim
ctia gan. Mot truong hop duy nhét ¢6 di can ¢ thuy trai nhung két hop mic
bénh phdi tic nghén man tinh. Nhém bénh nhan c6 dudng kinh cua khdi u 16n
nhit < 3 cm chiém 34,4%, nhom c6 dudng kinh 3-5 cm 14 65,6%. S6 luong di
can trung binh 1a 2,72 vi tri, téng duong kinh 16n nhét u trung binh 1a 7,20
cm. Cac nghién ctu diéu trj DNSCT két hop véi hoa chat cho bénh nhan
UTDTT di can gan, thuong dugc ap dung cho nhiing truong hop di can gan
da 6. Thir nghiém 1am sang ngau nhién da trung tim pha II cia hoi ung thu
chau Au so sanh DNSCT két hop v6i hoa chat va hoa chat don thuan cho
nhom bénh nhan UTDTT di cin gan khong con chi dinh phau thuét c6 75% sb
truong hop di cin gan da 6 vé6i kich thudc u 16n nhat 1a 4 cm [13]. Nghién
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ctru cua Axel Stang lua chon 76% sb6 bénh nhan c6 1-3 u va 24% cac truong
hop 4-5 u, kich thudc u 16n nhét 3-5 cm chiém 35% [68]. Mot nghién ciru tai
Ha Lan Iya chon 100 bénh nhan UTDTT di can gan voi 237 khéi di can, kich
thude khdi u 0,2-8,3 cm [10]. Nhin chung cac nghién ctru vé DPNSCT cho
UTDTT di cin gan déu lya chon bénh nhan c6 dic diém hinh thai cia khéi u
khong con phu hop phiu thuat [105].
4.2. Mt s6 dic diém vé phwong phap diéu tri
4.2.1. Mt sé dic diém vé ky thudt dot nhigt séng cao tin

Trong qué trinh lua chon bénh nhan vao nghién ctru va trude khi tién
hanh k¥ thuat can thiép chiing toi ludn tinh todn dé tat ca cac ton thuong di
can déu duogc diéu tri va dat duoc hoai tir khéi u téi da. Nhitng trudong hop
kich thudc khéi u 16n, s6 luong 4-5 u, du kién thoi gian tién hanh can thiép
kéo dai s& dugc chia 1am 2 1an can thiép dé giam bét thoi gian gy mé tinh
mach. Sau DNSCT 1 thang, cac bénh nhan s¢ dugc chup CLVT c6 tiém
thuc can quang dé danh gia muc d6 dap Gmg khoi u. Cac trudng hop
khong dat hoai tor hoan toan, ma phén u con lai khu tra s& duge DNSCT bb
sung. Trong 61 bénh nhan nghién ctru, 44 trudng hop DNSCT 1 lan, 17
bénh nhan (27,9%) trai qua 2 lan can thiép. Trong d6 c6 9 bénh nhan dugc
chia lam 2 1an dét ngay tir dau, 8 trudng hop do u khong dat hoai tir hoan
toan & lan tht nhat. Nghién ctru ciia Van Tilborg trén 100 bénh nhan, c6 26
truong hop (26%) dugc chia 2 1an can thiép PNSCT. Waleed Shady nghién
ctru 162 bénh nhan, trong d6 20,6 % can tién hanh 2 1an can thiép [81].

Thoi gian ctia mdi 1an DNSCT chinh 13 khoang thoi gian t6 chire mo u

tiép xuc tryc tiép voi ning luong nhiét toa ra tir kim dét. Pay 1a yéu td hét
stc quan trong, co vai trd quyét dinh toi két qua cua k¥ thuat. Thoi gian
thuc hién ky thuat kéo dai c6 thé 1am ting nguy co xuét hién céc tai bién,

bién chimg. Nguoc lai, thoi gian tién hanh ky thuat ngan s& khong giy ra
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dugc mot vung hoai tr rong, din dén hoai tir khéi u khong hoan toan. Mot
s6 nghién ctru thuc nghiém di chi ra rang: khi sir dung kim don Cool-tip,
néu kéo dai thoi gian ddt trén 12 phut ciing khong tao duoc vung hoai tir
16n hon nita [106], [107]. Tac gia Chen nghién ctru trén 110 bénh nhan cho
thay: thoi gian pha huy hoan toan khéi u c¢6 duong kinh 5 cm tir 25-30 phut
[108]. Nghién ciru thuc nghiém ciia Keivin v6i kim don c6 chiéu dai dau
dbt lcm, 2cm, 3cm & thoi diém 8 phat, 12 phat da tao dugc tén thuong
nhi¢t véi duong kinh tuong Ung 2cm, 2,9cm, 3,4cm va 2,4cm, 3,3cm,
3,8cm. Nghién ctru nay thyc hién trén hé théng Cool-tip voi chu ky dot
duogc cai dit 12 phat, nhung tadc gia nhan théy véi 1 kim don cuc ¢ chiéu
dai dau dét 3cm co thé pha huy hoan toan khéi u < 2cm véi bo vién an toan
lcm chi trong 8 phut [109]. Trong nghién ctru cua chung to1 c6 té1 77% la
di can da 6, khi tién hanh d6t dong thoi nhidu u ching toi lua chon ché do
dbt luan phién. Day 1a ché do d6t da duoc ching minh c6 hiéu qua nhat
trong trudng hop dét dong thoi nhiéu kim cho nhiéu khéi u. Thoi gian dbt
cho mdi khéi u phu thudc vao kich thudce u dya trén hudéng dan cua nha san
xuat may COVIDIEN [60]. Thoi gian trung binh cho mdi 1an dbt cua chung
t6i 1a 19,57 phat. Khi so sanh thoi gian dbt theo tong duong kinh va sd
lugng u, ching t6i thdy tong dudng kinh 16n hon thi can thoi gian dot dai
hon, s6 luong u nhiéu hon can thoi gian dbt 1au hon, véi su khac biét co y
nghia thong ké.

Lua chon kim dién cuc trong DNSCT 1a yéu t6 quan trong, anh hudng
dén thanh cong cua k¥ thuat. Vé mit nguyén tic, dé pha huy toan bo khéi u
cong thém vadi bo vién mé rong tur 0,5-1cm s€ phai chon kim di¢n cuc co
chiéu dai dau dét 16n hon kich thudc u 0,5-1 cm. Dua vao hudng dan cua
nha san xuat mdy, ta co thé lya chon kim dbt phu hop cho phan 16n cac

khdi u [60]. Tuy nhién, & mot sb vi tri khéi u cu thé can can nhic giita giy
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hoai t&r véi bd vién mé rong véi vige dam bdo an toan tranh ton thuong cac
co quan lan can, do d6 viéc chon kim ddt co thé thay ddi. Khi thuc hién k¥
thuat nhitng vi tri nay, kinh nghiém cta bac si can thiép 1a hét sirc quan
trong. Vi vi tri u sat vo hodc tiép gidp v6i ron gan, tii mat thi chi gay hoai
tir bang kich thudc u ma khong mo rong thém. Tuy vao vi tri khdi u nong
hay sdu ma ma chon kim c6 chiéu dai 15cm hay 25c¢m.

D6t nhiét song cao tan qua da dudi hudng din cua siéu 4m 13 phuong
phép it xaAm nhap so vé&i thuc hién qua ndi soi 6 bung hodc qua phau thuat
m¢. Tuy nhién, day cling la mot k¥ thuét can thiép gay dau, mdt khac nhiét
nang tir dau kim ddt gay hoai tir t6 chuc ciing 1a mot tac nhan khién nguoi
bénh c6 cam giac kho chiu. Do vay, su hop tac ciia nguoi bénh 1a can thiét
trong qué trinh tién hanh ky thuat. PNSCT qua da truyén théng duogc tién
hanh dudi giy té tai chd két hop véi cac thudc giam dau, an than trung
wong nhu senduxen, dolacgan, fentanyl. Tuy nién trén thuc té, c6 mot sb
bénh nhan lo lang, cing thang va dau nhiéu, lam cho thoi gian tién hanh
tha thuat khong thé kéo dai din dén anh huong toi két qua diéu tri. Khac
voi gy té tai chd két hop voi giam dau toan than, gy mé qua dudng tinh
mach lam cho bénh nhan mé sau hon, thuan lgi hon trong qué trinh can
thiép. Tuy nhién, gdy mé ciing tiém an nhiing bién ching nhu tut huyét ap,
nhip tim chiam, d6t quy, suy hé hidp. Theo Nupur Chakravort, lya chon
phuong phap giy té tai chd hay mé tinh mach can xét dén yéu té nguoi bénh,
vi tri va kich thudc u. Nghién ctru cling so sanh anh hudng cua hai phuong
phap vo cam t6i két qua pha huy khdi u cho thdy; tat ca cac khéi u <3cm déu
bi pha hily hoan toan, nhém gay té tai chd c6 ty 1& pha hiy u khong hoan
toan cao hon véi nhitng khéi u co kich thuéc 3-5cm. Tat ca cac khdi u co
kich thuéc >5cm déu khong bi pha hiy hoan toan trong 1 1an dét ¢ ca hai

phuong phap [110]. Trong nghién ctu cua ching té1 c6 45 bénh nhan
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(73,8%) duoc tién hanh dudi gay té tai chd két hop véi giam dau toan than,
16 trudng hop (26,2%) dwgc tién hanh dudi gdy mé tinh mach. Trude khi
tién hanh ky thuat DNSCT, tit ca cac bénh nhin déu dugc dua ra hoi chan
trudc mot hoi dong gdm cac bac si can thiép va bac si chuyén vé ung thu gan
mat dé thong nhét vé chi dinh, tién lwong truéce nhitng kho khan co thé xdy ra,
va quyét dinh phwong phép vo cam. Nhing trudng hop khéi u 16n 4-5 cm va
di can da 6, du kién thoi gian tién hanh kéo dai hodc nhitng bénh nhan c6
vi tri u sat vo gan thuong gdy dau manh thi dugc tién hanh dudi mé tinh
mach. T4t ca 61 bénh nhan trong nghién ctru ciia ching t6i déu hoan thanh
t6t qua trinh PNSCT theo dting ké hoach di duoc tinh toan trudec.

4.2.2. Mgt sé dic diém vé diéu tri héa chit.

Hoéa chit toan than 1a phuwong phap diéu tri tiéu chuidn cho UTDTT
giai doan di cin khong con kha niang phau thuat. Trong bon thap ky qua, da
c6 rat nhiéu tién bo trong diéu tri hoa chit cho UTPTT. Véi cac thudc mai
ra doi nhu Oxaliplatin, Irrinotecan va cac khang thé don dong nhu
Bevacizumab, Cetuximab thoi gian sdng thém ctua BN da dugc kéo dai gap
d6i. Cac huéng dan ddng thuan tai chdu Au va My hién nay déu théng
nhat, phac 46 FOLFOX4 va FOLFIRI c6 hoic khong két hop véi cac khang
thé don dong 1a phac dd tiéu chuan cho diéu tri UTDTT giai doan di cin &
ca budc 1 va bude 2 [111], [112]. Thir nghiém lam sang pha III so sanh
hiéu qua cua hai phac d6 FOLFOX4 va FOLFIRI trén cic bénh nhan
UTDTT giai doan di cin, két qua cho thy khong c6 su khac biét vé ty 1é
dap ung ciing nhu thoi gian sdng thém. Tac dung khong mong mudn cia
hai phac dd c6 su khéac biét; ty 1¢ bénh nhan bi ti€éu chdy cao & nhom BN
diéu tri voi phac do FOLFIRI, trong khi d6 doc tinh ciia phac d6 FOLFOX4
1a trén hé than kinh [102]. Trong thuc hanh 1dm sang can chu ¥ t6i doc tinh

dic trung ciia timg phac dd hoa chat dé lya chon phu hop cho timg BN cuy thé.
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Do gia thanh cta cac khang thé don dong qua cao, mic du da dugc bao hiém
y té chi tra 50%, nhung chi c6 mot s6 luong it BN & Viét Nam c6 kha ning ap
dung diéu tri. Vi vy, FOLFOX4 va FOLFIRI van 1 hai phac d6 ph6 bién
dugc ap dung cho bénh nhan UTDTT giai doan di cdn ¢ nudc ta hién nay.

Trong nghién ctu cua ching t6i, c6 40 bénh nhan (65,5%) diéu tri
phac d6 FOLFOX4 va 21 truong hop (34,5%) diéu tri phac dd6 FOLFIRI.
Ty 1& diéu tri hoa chit bude 1 1a 52,4%, budc 2 1a 47,6%. Tt ca cac bénh
nhén diéu tri hoa chat bude 1 va mot sb bénh nhan da diéu tri héa chat bo
tro véi phac dd6 FUFA nay tai phat duoc sir dung phac ¢6 FOLFOX4. Cac
truong hop da hoa chét bo trg bude 1 véi FOLFOX4 tai phat thi dugc hoa
tri bude 2 véi phac d6 FOLFIRI.

Mot xu hudng tat yéu trong diéu tri ung thu nodi chung va UTDTT noi
riéng 1a diéu tri phu hop véi giai doan bénh va ca thé hoa trong diéu tri.
Quyét dinh hoéa trj lién tuc hodc ngit quing tuy thudc vao hoan canh 1am
sang va mot sd yéu t6 nhu kha nang dung nap héa tri, mic do dap tng véi
phéac dd, tinh trang toan than. Mot yéu t quan trong nita 1a cin can nhic
gilra 1¢1 ich cta hoa tri va cac tac dung phu do diéu tri trén tung bénh nhan
cu thé. Theo hudng din cua hoi ung thu My (NCCN): v6i nhém bénh nhin
dat dap irng mot phan thi tiép tuc diu trj duy tri bang 5-fluorouracil hodc
capecitabine c6 hodc khong két hop véi bevacizumab. Bénh nhéan co thé
nging hoa tri néu dat dugc dap tmg hoan toan, theo ddi sat mdi 3 thang va
nén tién hanh diéu tri lai ngay khi c6 dau hiéu bénh tién trién tro lai [111].

Trong nghién ctru ctia chung t6i sau khi két thuc 12 chu ky héa tri, mot
s6 BN duoc tiép tuc diéu tri, gém nhiing bénh nhan diéu tri hoa chat duy tri
sau khi dat dap mg mot phan va nhitng bénh nhan tién trién sau khi dat dap
g hoan toan. Mot sé bénh nhan thé trang yéu, khong thé tiép tuc hoa tri thi

chuyén sang diéu tri chim soc giam nhe. Cac truong hop dat dap tng hoan
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toan thi theo ddi tich cyc va dugc tai diéu tri khi bénh tién trién theo huéng
dan diéu tri ctia BO Y Té, va cac hudng dan dong thuan qudc té.
4.3. Dién bién 1am sang va két qua s¢ém sau diéu tri
4.3.1. Dién bién lam sang, va bién chitng sau dot nhiét séng cao tin
DNSCT qua da cho cac khéi u 4c tinh & gan néi chung va cho di can
tr UTDTT néi riéng 1a mot k¥ thuat it xam nhép, an toan da duoc bio cdo
qua nhiéu nghién ctru. Mot nghién ctiru gdp trén 3.670 bénh nhan duoc tién
hanh DNSCT qua da, qua ndi soi 0 bung va qua phau thuat méo c6 ty 18 tai
bién va tac dung khong mong muén tuong tng véi timg phuong phap 13;
7,2%, 9,5% va 9,9% [74]. Tac gia Courtney Scaife phan tich 1.393 bénh
nhan diéu tri DPNSCT cho cac khdi u gan ac tinh cho thay: ty 1& chét lién
quan dén ky thuat 1a 0,5%, cac bién chimg ¢ mtc d6 niang 1a 2%, mic do
nhe 6%. Cac bién chimg ning gdm co; chay méu trong 6 bung & muc do
can can thiép cAm mau, thung éng tiéu hoa, tran dich mang phdi can phai
dan luu, ton thuong dudng mat, ap xe hoéa khdi u, suy gan cép, reo ric té
bao ung thu trén dudng choc kim, nhiém khuan huyét. Bién ching ¢ muc
do nhe bao gém; dau vung gan, sbt, non, chdy mau va tran dich mang phéi
khong can can thiép diéu tri. Nguyén nhan giy tir vong thudng gip la
nhidm khuin huyét, suy gan, hoai tir co hoanh, nhdi mau co tim [73].
Nghién ctru 100 truong hop di cin gan tir UTDTT khong con chi dinh phau
thuat, dugc DPNSCT sau d6 duogc diéu tri hoa chat, Van Tilborg va cong su
thay khong c6 bénh nhan nao tir vong lién quan t&i k¥ thuat can thiép. Cac
bién ching ning gdm c6: chay mau (1%), bong tai cac vi tri dan tdm dién
cuc (2%), tén thwong co hoanh (1%). Cac tic dung khong mong mudn
nhung véi thdi gian kéo dai trén 4 ngdy gdm: dau ving gan (16%), sbt

(8%), budn ndn (6%), non (4%).
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Theo doi trén 1am sang cho thdy, cac triéu ching thudng gip sau
DNSCT la dau vung gan, sbt, non, duogc goi l1a hoi ching sau ddt nhiét. Su
xuat hién cta hoi ching nay duogc giai thich 1a do cic cytokine giai phong
ra tir cac t& bao mo u bi hoai tir do tac dong cua nhiét gay tén thwong mo.
Trong nghién ctru cia ching toi, tit ca 61 bénh nhan (100%) déu c6 dau
vung gan sau khi can thi€p ¢ cac mirc d0 khac nhau. C6 8 truong hop
(13,1%) s6t va 4 bénh nhan (6,6%) noén & mic dd nhe. Thoi gian trung binh
ctia hoi chimng sau dot nhiét: sét 2,1 ngay, noén 1,12 ngay. Tat ca cac trudng
hop co sbt va non déu tu hoi phuc hoac sau khi diéu trj ndi khoa bé‘mg cac
thubc ha sét. Chung toi st dung thang diém danh gia dau quéc té dé do
luong mirc @0 dau: dau nhe 2 bénh nhan (3,3%), dau vira 49 (80,3%), dau
nang 10 truong hop (16,4%). Thot gian dau trung binh cua cac bénh nhéan
1,62 ngay. Phan 16n cac bénh nhan chi can s dung cic thubc giam dau
thong thuong nhu paracetamol. Chi c6 16,4% s6 bénh nhan dau ¢ mic do
ning can phai dung dén cac thudc giam dau nhoém opioid. Pay 1a cac
trudng hop c6 u gan kich thudce 16n thoi gian dt kéo dai, va cac khdiu ¢ vi
trf sat vO gan noi tap trung cac thu cam thé cam nhan dau. Nhu vy, ty 1é
bénh nhan c6 dau & muc do ndng cua chung to6i cling tuong duong voi
nghién ctru cua tac gia Van Tilborg (16%) [10]. Nghién ctru ciia Ruers. T
c6 ty 1& s6t sau DNSCT 1a 16,7% [13]. Nghién ctru ciia Courtney Scaife, ty
1¢ bénh nhén c6 triéu chimg sbt 1 7,5% [73].

Sau DNSCT chang t61 gdp 2 truong hop (3,3%) co tran dich mang
phéi 0 muc do nhe, khong can phai choc hut hodc dan luu ma tu hép thu
hét. Pay 1a nhitng trudng hop c6 khéi u 16n sat co hoanh, trong qua trinh
DNSCT nhiét ning téa ra tir kim dét kich thich gay tran dich mang phdi.
Nhitng bién ching tran khi, tran dich mang phdi c6 thé xay ra khi khéi u
nam sat vom hoanh, do d6 khi mét bénh nhan sau DPNSCT xuit hién kho

thd, dau nguc thi can cho bénh nhan chup xquang hoic CLVT 10ng nguc giup
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chan doan va diéu tri mot cach phu hop. Dé giam thiéu tai bién nay can boc 16
vi tri va dudng choc kim vao that rd, chon cd kim va dinh vi ching vao trong
khéi u sao cho trong qua trinh can thiép khong giy ton thuong téi vo gan va
co hoanh. Tén thuong bong nhiét cac co quan lan can 1a mot bién chimg co
thé gip & nhitng khdi u sat vo gan véi ty 1é khoang 0,5% [74]. Bién ching
ndy cang dé xay ra khi thu thuat vién ) géng dat duoc hoai tir hoan toan va
mo rong thém bo vién 0,5-1 cm. Pai trang ngang 1 co quan d& bi thung nhat
do thanh méng va sat voi gan. Trong qué trinh nghién ctru, chung to1 khong
gip truong hop ndo xay ra bién ching nay. Mot sb tac gia dd co cai tién vé
mat k¥ thuat bang cach bom dich vao khoang mang bung, mang phoi nham
tach co hoanh va cic tang voi gan 1am giam tai bién ton thuong co hoanh va
rudt da duoc nghi nhan qua mot s6 bao cao [113], [114].

Bién ching muodn sau DNSCT la gieo ric té bao ung thu trén dudng
choc kim, véi ty 1€ 0,2- 4% [73], [74]. Trong nghién clru nay ching t61 gap
mot bénh nhan, dugc phat hién ¢ thoi diém 7 thang sau khi tién hanh k¥
thuat can thiép. Nguyén nhéan ciia bién chimg nay 1a do c6 mot sé té bao u
con séng bam dinh vao kim dién cuc sau d6 chang lan theo dudng rat kim.
Dé khic phuc hién tuong nay, hé thdng Cool-tip c6 ché d6 dbt trong qua
trinh rt kim, nhiét do dau kim dién cuc ¢ thé 1én t6i 90° C. Tuy nhién,
trén thuc té ching ta khong thé phan biét dugc nguyén nhan giy ra bién
chirmg nay 1a do DPNSCT hay do qua trinh sinh thiét chan doan gy ra (néu
trude d6 c6 tién hanh thu thuat sinh thiét).

Chay mau trong 6 bung, chay mau dudi bao gan 1a tai bién it gap voi
ty 1¢ khoang 1,6% [74]. Tuy nhién, trong qua trinh nghién ctru chung t61
khong gip trudng hop nao. Cac nha can thiép cho rang; bién chimg nay xay
ra do qua trinh choc kim vao khdi u gy ton thuwong mach méau cht khong

phai tac dong boi nhiét. Do d6, can phai lua chon duong di cia kim can
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than va can thiét c6 da nhu md gan lanh bao quanh kim dé tién hanh d6t
cAm mau trong thi rat kim. Chung t6i ciing khéng c6 bénh nhan nao bi cac
bién chung suy gan, ton thuong duong mat va bong da vi tri dan cac tim
dién cuc phan tan. Trong sudt qué trinh trién khai nghién ciru, chung toi
khong gip bénh nhan nao tir vong lién quan t6i diéu tri.

4.3.2. Thay déi cdc xét nghigm cin lim sang sau dot nhiét séng cao tin

Vao ba ngay dau tién sau DNSCT, cac bénh nhan s& duoc xét nghiém
cong thirc mau, sinh hdéa mau dé danh gia chirc ning gan, than, tinh trang
nhiém khuan. Két qua tir bang 3.11 cho thay; cac chi s6 hong cau, huyét
sdc to, bach cau, tiéu ciu déu trong gidi han binh thudng va khong cb sy
thay doi so véi trude diéu tri. Két qua nay ciing phu hop voi 1am sang 1a
khong c6 bénh nhan nao bi nhiém khuan sau can thiép. Xét nghiém ure,
creatinine dé danh gia chirc niang than déu trong gidi han cho phép va
khong co su thay ddi trudc va sau can thiép. Ching toi khong gip bénh
nhan ndo bi suy than cip sau khi tién hanh can thiép.

Trong k¥ thuat DPNSCT, ngudi ta gdy ton thuong nhiét rong thém 0,5-
lcm & phan nhu md gan lanh giap ranh véi bo vién khéi u dé dat duoc hoai
tir hoan toan. Do vay, c6 mdt lugng té bao gan lanh bi hoai tr cung mé u,
dan t6i ting men gan tam thoi trong vong tuan dau sau can thiép. Piéu nay
da duoc ching minh trén dong vat thuc nghiém ciing nhu trén lam sang
[115], [116]. Vao ngay thtr 2 sau can thi¢p, cac BN dugc xét nghiém sinh
héa dé danh gia chirc nang gan, than. Két qua nghién ctru cta chung toi cho
thay tat ca cac BN déu c6 ting men gan & cac mirc dd khac nhau, ndng do
GOT va GPT tang trung binh khoang 6 1an so vdi trudc can thiép. Tuan tht
2 sau BDPNSCT cac bénh nhan dugc xét nghiém lai trude khi hoéa tri, hau hét
cac bénh nhan men gan da trd vé binh thuong. Chi s bilirubin toan phan

trong gidi han binh thuong va khong cé su thay ddi so vdi trude can thiép.
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Piéu nay ciing pht hop véi két qua khong c6 bénh nhan nao bi ton thuong
duodng mat.
4.3.3. Pjc tinh trong diéu tri héa chit

Céc hoa chat gay doc té bao nham tidu diét nhiing té bao ac tinh trong co
thé ngudi bénh. Tac dong ciia hoa chit mang tinh chat toan than. Hoa chat
khong chi tic dong 1én té bao ung thu ma con ca té bao lanh, trong d6 c6 nhitng
té bao sinh san cta hé tao huyét, hé ti€u hoa... Trong nghién ctru cia ching t61,
diéu tri hoéa chét dugc tién hanh sau DPNSCT 2 tudn, khi ma céc tic dung khong
mong mudn di hoi phuc hoan toan. Chung toi nghi nhan tat ca cac tac dung phu
trong qua trinh diéu tri hoa chat ctia hai phac 46 FOLFOX4 va FOLFIRI trong
12 chu ky, mdi chu ky cach nhau 14 ngay. Trudc va sau mdi chu ky, cac bénh
nhan déu duoc kham 1am sang k¥ cang, 1am cac xét nghiém cén 1am sang dé
danh gia cac doc tinh do hoa chat gy ra.
4.3.3.1 Déc tinh ciia héa chat trén hé tao mdu

Gidm bach cau: 1a mot tac dung khong mong mudn gap phd bién trong
qua trinh hoa tri. Tinh chung cho ca nhom nghién ctru gdm 40 bénh nhan diéu
tri phac d6 FOLFOX4 va 21 trudng hop hoa tri v6i phac 6 FOLFIRI, co6
36,1% giam bach cau do I, 9,8% giam d6 II va 4,9% giam bach cau do III,
khong gip trudng hop nao giam bach cau do IV. Thir nghiém 1am sang cua T.
Ruers va cong su, diéu tri DNSCT két hop véi FOLFOX4 hoic FOLFIRI c6
ty 1& giam bach cau do III va IV 1a 27,5%, nhom hoa tri don thuan 20,3%, ty
1¢ ndy cao hon trong nghién ctru cua ching t6i. C6 thé do tudi trung binh
trong thtr nghiém nay cao hon so véi nghién ctru ctia chung t6i (65,00 so véi
55,57 tudi) [13]. Phan tich duéi nhom, chiing toi thay doc tinh gy giam bach
cau cua hai phac dd FOLFOX4 va FOLFIRI khong c6 su khac biét voi
p=0,86. Két qua nay ciing twong ty nhu trong thir nghiém 1am sang pha III

cua Giuseppe Colucci va cong su, so sdnh tac dung cia FOLFOX4 va
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FOLFIRI trong diéu tri UTDTT giai doan di can. Ty 1¢ giam bach cau d6 I, 11
trong ung cho ting phac do 1a 35%, 32%, doi III, IV 10% va 10% [102].
Giam bach cau muac d6 IIL, TV 1a mot tac dung phu nang né néu khoéng duoc
phat hién va diéu tri. Hién nay khong quéa khé khan trong viéc kiém soat doc
tinh nay néu bénh nhan dugc theo ddi phat hién kip thoi, nho vao tac dung
ctia khang sinh va yéu t6 kich thich dong bach ciu hat.

Gidm huyét scc t6: ty 1& giam huyét sic t6 do I 1a 24,6% do II 6,6%,
khong co6 truong hop nao giam do III, I'V. Phan tich dudi nhom tac dung phu
giam huyét sic to cta hai phac d0 FOLFOX4 va FOLFIRI, két qua tuong
ng; 46 1; 25,0% va 23,8%, do II 7,5%, 4,8%. Chung t6i nhan thdy khong
c6 su khac biét vé ty 18 giam huyét sic td gitra hai phac dd, vai p=0,90. Két
qua nghién ctru cua Giuseppe Colucci: giam huyét sic td cua phac dod
FOLFOX4; @6 I, I 1a 38%, do III, IV 1a 3%, phac d6 FOLFIRI; do 1,11
33%, do I1I, IV 2% va khi so sanh gitta hai phac d6 sy khac biét khong co ¥
nghia thong ké [102]. Nguyén Thu Huong va cong sy nghién ciru hiéu qua
cua phac dd FOLFOX4 trén nhém bénh nhan UTDTT giai doan IV tai bénh
vién K cho thdy doc tinh gdy giam huyét sic t6 chi gap ¢ d6 I, I véi ty 1¢
3,8% [117]. Tac gia Maiello. E phan tich tong hop 3 nghién ciru diéu tri
UTDTT giai doan di cin bang phac dd FOLFIRI cho thay ty 1& giam huyét
sdc to tir 42-59%, trong d6 do IIL, IV 1-3% [101].

Gidm tiéu cau: két qua nghién ctru ctia chiing t6i cho thdy: giam tiéu cu
do 11a 21,3%, do II 14,8%, do III 3,3%, khong gap truong hop nao do IV.
Chung t6i nhan thiy khong c6 sy khac biét giita hai nhom bénh nhan diéu trj
phac d6 FOLFOX4 va FOLFIRI v6i p= 0,20. Thtr nghiém 1am sang cua
Giuseppe Colucci cho két qua giam tiéu cau d6 I, II cta nhom diéu tri
FOLFOX4 1a 42%, d6 III, IV 3% va c6 su khac biét v6i nhom diéu tri
FOLFIRI; do I, IT 15%, d¢ III, IV 1% (p< 0,0001). M4t nghién ctru gop cua
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Braun. M cho két qua: ty 1¢ giam tiéu cau do III, IV ctia nhém bénh nhan
UTDTT diéu trj phac d6 FOLFOX4 1a 2,5% [118]. Phan tich tong hop cua
Maiello. E va cong su cho thiy ty 1& giam tiéu cau ctia cac bénh nhan UTDTT
di can diéu trj phac d6 FOLFIRI tir 15-18% [101]. Trong nghién ctru cia
chung toi tit ca cac bénh nhan giam tiéu ciu déu hoi phuc sau mot thoi gian
ngan tam nghi hoa tri.

4.3.3.2. Péc tinh ciia héa chdt véi gan, than va tiéu hoa

DPéc tinh cia héa chdt trén gan: ting men gan 1a mot tac dung phu
thuong gap trong qua trinh diéu tri héa chat, nhat 1a nhiing truong hop co
mac bénh 1y gan tiém tang. Trong nghién ciru ciia ching toi, ty 18 ting men
gan do I, IL, 111, IV l1an luot 1a 54,1%, 13,1%, 3,3% va 4,9%. Khi so sanh ty
1¢ tang men gan & hai nhom bénh nhan diéu trji FOLFOX4 va FOLFIRI
ching t6i khong thay su khac biét (p=0,66). Két qua nghién ctru ctia Nguyén
Thu Hudng va cong sy cho thay; c6 30,8% ting men gan d I, 5,9% ting men
gan d6 I, khong gap d6 111, IV [117]. Két qua nay thap hon trong nghién ciru
ctia chung t6i. Co thé tat ca cac bénh nhan trong nghién ciru ctia ching t6i déu
c6 di can gan, va chinh nhirng t6n thuong nhu mé gan do di can ciing gdy nén
tinh trang ting men gan. Mot s6 truong hop ting men gan d6 III, IV trong
nghién ctru cua chung t6i thuong do BN viém gan vi rat B hodac C man tinh.
Nhitng bénh nhan nay déu dat duoc 6n dinh, men gan tré vé binh thudng
sau khi diéu tri vdi cac thudce diéu tri vi rat.

Doc tinh cua hoa tri trén thdn: duoc thé hién béng tang chi $b
creatinine huyét thanh. Trong nghién ctru cua ching toi, chi gip ting
creatinine d6 I & 9,8% sb bénh nhan. Tac dung khong mong mudn nay gip
& 7,3% cac bénh nhan diéu tri phac 46 FOLFOX4 va 14,3% cac trudng hop
diéu tri FOLFIRI. Khi so sanh ddc tinh nay & hai phdn nhom chung t6i thay
su khac biét khong co ¥ nghia thong ké (p=0,39). Nghién ctru cua Ruers. T
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trén nhom bénh nhan di cin gan dugc diéu tri bang DNSCT két hop hoa
chat (phac 6 FOLFOX4, FOLFIRI) c6 2,0% doc tinh trén than do IIL,
nhom ddi ching chi héa tri don thuan 13 1,7% [13]. Két qua cia Nguyén
Thu Huong doc tinh trén than do I1a 11,8%, khong gap do 11, IIL, IV [117].
Cac truong hop gap tac dung phu trén than trong nghién ctru cua chiang toi
déu hoi phuc sau mot thoi gian ngan diéu tri ndi khoa.

Tiéu chdy: 12 mot tac dung khong mong mudn trong diéu tri hoa chit trén
hé tiéu hoa, day la doc tinh ddc trung cia hoa chat irrinotecan trong phac dd
FOLFIRI. Nghién ctru cua Maiello. E trén 287 bénh nhan UTDTT giai doan
di cin duoc diéu tri bang phac d6 FOLFIRI, két qua cho thay c6 dén 65%
bénh nhan bi tiéu chay sau diéu tri, trong d6 d6 III, IV 1a 9% [101]. Két qua
thir nghiém 14m sang pha III cua cho thay: tac dung gy tiéu chay cua phac do
FOLFIRI d9 I, 11 1a 53%, d III, IV 10%, trong khi d6 phac d6 FOLFOX4 co
ty 1€ tiéu chay do I, 11 1a 41%, do 111, IV 1a 5% va sy khac biét nay c6 y nghia
thong ké (p= 0,0007). Trong nghién ciru ciia chung toi, tinh chung cho ca
nhom nghién ctru thi ty 1€ ti€u chay do I 1a 16,4%, do II 13,1%. Nhung khi
phan tich dudi nhom, ching t6i thay ty 18 tiéu chay do I & phan nhom diéu tri
FOLFIRI 13 47,6%, do 11 33,3%, trong khi d6 & nhom diéu tri FOLFOX4 chi
6 2,5% do 11, sy khac biét co ¥ nghia thong ké v6i p< 0,001. Nhu vay, doc
tinh gay tiéu chay cua chung t6i kha thap, c6 thé do cic bénh nhan déu duoc
dung atropin trudc khi truyén irrinotecan dé du phong hoi chimg Cholinnergic
gdy tiéu chay sém. Chung t6i cling diéu tri doc tinh tiéu chay do hoa tri ngay
sau khi xay ra bang loperamide, do vdy khong c6 bénh nhan nao bi tac dung
phu & mirc d6 nang phai tri hoan diéu tri.
4.3.3.3. Péc tinh cia hda chat trén hé than kinh va toan than

Mét moi va nén: ty 1€ m¢t moi do 11a 37,7%, do 11 6,6%, nén do 1 24,6%
do II 8,2%. Chung t61 khong gadp céac tdc ddc tinh nay & do III va IV. Khi so
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sanh ty 1& mét moi va non gitra hai phac d6 FOLFOX4 va FOLFIRI, ching toi
khong thay su khac biét. Trong thir nghiém 1am sang cta Ruers. T ¢6 13,7%
bénh nhan mét moi dé III va 9,8% non do III va IV. Nghién clru cua
Giuseppe Colucci cho két qua: nhom diéu tri FOLFIRI c6 ty 1é nén 71%
nhiéu hon nhoém diéu tri FOLFOX4 59% vé&i p = 0,009 [13], [102]. C6 thé
tudi trung binh ctia bénh nhén trong thir nghiém nay cao hon trong nghién ciru
ctia ching t6i, nén kha ning dung nap héa chit kém hon. Hon nita tit ca cac
bénh nhan trong nghién ctru cua ching t6i déu duoc didu tri du phong nén,
trudc va trong qua trinh truyén hoa chét.

Bénh Iy thin kinh cam gidc ngoai bién: diy 1a mot doc tinh ctia hoa chat
anh huong Ién hé than kinh gay loan cam, di cam dau chi. Cac triéu ching cua
bénh c6 thé giy dau, anh hudng dén kha ning van dong va stc khoe, tinh than
cua nguoi bénh va thuong khaoi phat do lanh. Pay la tic dung khong mong
mudn khé ning né dugce gy ra boi mot sb loai héa chét chdng ung thu, trong
d6 oxaliplatin trong phac d6 FOLFOX4 1a mot héa chat dién hinh. Poc tinh
nay co tinh chat tich liiy theo lidu cta oxaliplatin, va day la nguyén nhan
chinh gidi han liéu diéu tri cta thudc. Két qua nghién ctru cia ching t6i, tinh
chung cho ca hai phac 6 FOLFOX4 va FOLFIRI, doc tinh than kinh d6 I 1a
31.1%, d6 11 1a 3,3%, khong c6 bénh nhan nao d6 III hodc IV. Chung t6i nhan
thiy doc tinh nay xuat hién voi ty 1é cao hon & nhém bénh nhén diéu trj phac
d6 FOLFOX4 so véi FOLFIRI véi p<0,00. Thir nghiém 1am sang ctia Giuseppe
Colucci ciing cho két qua twong tu: doc tinh than kinh giy ra boi phac do
FOLFOX4 cao hon cia FOLFIRI (45% so v61 5% véi p<0,0001) [102]. Mot
nghién ctru gdp cua Michael. S cho thdy doc tinh than kinh do III, IV cua phac
d6 FOLFOX4 1a 18,2% trong khi d6 khong bénh nhan nao diéu tri FOLFIRI gap
phai doc tinh nay ¢ do II1, IV [118].
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4.3.4. Pdp irng khéi u va cdc yéu té lién quan.

Su thay d6i kich thudc u sau diéu tri danh gia trén hinh anh cét ngang
duoc xem 1a mot chi tiéu quan trong dé danh gia hiéu qua diéu tri bang cac
phuong phap xa tri hodc hoa chét (chi tiéu danh gia dap ung khéi u ran-
RECIST). Tang kich thuéc u phan anh bénh tién trién, trong khi giam kich
thudc u dugc cho 1a dap ung véi diéu trj. Trong k¥ thuat BPNSCT, dé dat duoc
hoai tir hoan toan khdi u cAn mo rong bo vién tir 0,5-1 cm ra vung gan lanh
xung quanh khéi u [63], [68]. Do vay ¢ thoi gian som sau diéu tri (1-3 thang),
su giam sb lugng té bao u séng sot khong hoan toan duge phan anh thong qua
gidm kich thudce khdi u. Cac khéi u dat hoai tir hoan toan s& thu nho dan kich
thude theo thoi gian. Sau diéu tri bang cac phuong phéap can thiép qua duong
doéng mach hodc bang cac phuong phap can thiép qua da, ngudi ta quan tdm
dén ving hoai tir hon 1a giam kich thuéc khéi u. Ching t6i danh gia dép ung
khéi u theo tiéu chuan cua Hoi dién quang qudc t& ap dung cho danh gia dap
trmg khdi u gan sau DPNSCT. Theo d6, mirc d6 dap ung sau diéu tri dugc chia
thanh dap tng hoan toan va dap tng mot phan dya vao dau hiéu ting sinh
mach trén chup CLVT c6 tiém thudc can quang [87], [85], [86]. Cac nghién
ctru vé DNSCT két hop hoa chat trén thé gioi déu danh gia dap Gmg khdi u
theo tiéu chuan nay [14], [80], [68], [98].

Sau DNSCT 1 thang, chung t6i chup CLVT c6 tiém thdc can quang dé
danh gia dap ung khéi u, két qua co 59% sd truong hop dat dap ing hoan
toan, 41% dap tmg mot phan. Phan khéi u con sét lai tiép tiép tuc c6 dap ung
do tac dung ciia hoa chat va dugce danh gia theo tiéu chuan dap tng khdi u ran
RECISTI.1. O thoi diém 3 thang sau can thi¢p, cling la khi ma cac bénh nhan
da diéu tri dugc trung binh 6 chu ky hoa chat, thi ty 1& dap ing hoan toan ting
1én t6i 70,8%. Thoi diém 6 thang, cic bénh nhan da diéu tri du 12 chu ky héa
chat, ty 1¢ dap ting hoan toan 1a 73,5%. Nhu vy chiing ta thdy, sau 12 chu ky
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hoa chat ty 1¢ dap mg hoan toan da dugc ting lén tir 59% Ién 73,5%. Nhung
cling tai thoi diém 6 thang sau diéu tri dd c6 21,4% BN c6 tién trién ma chu
yéu 1a 6 tién trién vi tri m&i. DAy la nhom BN dap tmg kém véi diéu tri hoa
chat. Luigi Solbiat va cong su nghién ctru 99 bénh nhan véi thiét ké nghién
ctru tuong tu nhu ching t61, sau DPNSCT cac bénh nhan dugc diéu tri hoa chét
két hop phac d6 FOLFOX4 hoiac FOLFIRI. O thoi diém 1 thang sau can thiép
ty 1¢ dap ung hoan toan 1a 88,1%. Ty 1€ dap ung cua nghién ctru ndy cao hon
két qua cua chung t6i [119]. C6 thé do nghién clru nay lya chon cac bénh
nhan c6 kich thudc u nhoé hon cua chung t61 (0,8-4cm). Kich thudc u 1a mot
yéu t6 lién quan chat ché téi dap tng va thoi gian séng thém va s& dugc
chung t6i phan tich & phan sau. Két qua nghién ctru cua Tito Livraghi cho ty
1¢ dap tmg hoan toan 1a 60%. Ty 1& nay thap hon cua chung t6i, co thé do
trong nghién ctru nay chi c6 80% s6 bénh nhan duoc diéu tri két hop véi hoa
chét [120]. Tac gia Jung-Hye Choi nghién ctru DNSCT két hop véi hoa chit
cho cac bénh nhan UTDTT di cdn gan véi kich thude u 1,7-13 cm. Nghién
ctru nay lga chon bénh nhan c6 kich thude u 16n nhét 16n hon trong nghién
ctru cua chung t6i cho ty 1¢ dap ung hoan toan 70,8% [71].

Chung t6i phan tich don bién méi lién quan gitra ty 1é dap ung khéi u voi
cac yéu t6 dudng kinh u 16n nhit, sé lwong u, tong duong kinh khdi u, chi sb
CEA trude didu tri. Két qua thu duoc tir phan tich ndy 1a: nhitng bénh nhén co
kich thudc u 16n nhat < 3cm c6 ty 1¢ dap g hoan toan cao hon céc truong hop
> 3 cm (p<0,00). Cac nhom c6 tong duong kinh u < 5cm, 5-10cm va >10cm thi
nhoém co6 kich thudc nho hon c6 ty 1€ dap timg hoan toan cao hon (p=0,04).
Nhom c6 s luong u 1-3 ¢o dap ung hoan cao hon nhém 4-5 u, va nhém cé
CEA<30 ng/ml c6 dap tmg hoan cao hon nhom CEA > 30ng/ml, tuy nhién su
khac biét nay chua c6 y nghia thong ké (p>0,05).
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Nhiéu nghién ciru phan tich cic yéu t6 anh hudng toi két qua cua
DNSCT két hop véi hoa chat da khang dinh, kich thudce u 1a yéu t c6 lién
quan chit ché véi ty 1& dap ung va thoi gian séng thém [98], [81]. Theo tac
gia Solbiati, ty 1& dap ing hoan toan ¢ nhém cé kich thudc u 1én nhat < 3cm
1a 80,9% cao hon c6 y nghia so voi nhom > 3cm la 54,5% [119]. Nghién ctu
ctia Jung-Hye Choi ciing cho thay: ty 1& dap ung hoan lién quan t6i kich thudc
ctia khdi u [71]. Trong nghién ctru cua ching toi, van c6 26,5% trudng hop
khong dat dap tng hoan toan, phan anh sy han ché cia phuong phap diéu tri.
Chung t6i nhan thiy day 1a cac trudng hop u 6 kich thudc 16n 4-5¢cm, & vi tri
trung tm ctia gan hodc tiép giap véi cac mach mau 16n.

4.4. Két qua lau dai sau dot nhiét song cao tin két hop héa chit toan than.
4.4.1. Cdc két qud vé tdi phdt, di cin va tiv vong

Mot trong nhimng van dé dang quan tam khi diéu tri di cin gan trong
UTDTT la ty 1¢ tai phat cao sau diéu tri, ké ca dbi véi phau thuat cit gan 1a
phuong phép t6i uu nhat. Cac bao cdo vé phau thuat cit gan cho thay: ty 1é tai
phat sau phau thuat di cin gan tir UTDTT 1én t6i 50-70% trong vong 2 nim
dau [121], [122]. Ty 1¢ tai phat sau DNSCT két hop vé6i hoa chat toan than
khac nhau trong cac bdo cao: tai phat tai chd 1,8 - 20,9%, tai phat vi tri méi
27,6 - 66.0% [123]. Chung t61 danh gia tai phat trén cac bénh da dat dép tng
hoan toan dwa vao hinh anh chup CLVT gan 3 thi. Két qua tir bang 3.17 cho
thdy: v6i thoi gian theo ddi trung binh 23,57 thang, trong 45 truong hop dat
dap tmg hoan toan thi c6 41 bénh nhan tai phat chiém 91,2%, trong d6 co
15,6% tai phat tai chd, 35,6% tai phat khdi moi tai gan va 40% di cin toi co
quan khac ngoai gan. Thoi gian tai phat trung binh 1a 17,46 £1,55 thang. Nhu
vay, ty 1& tai phat tai chd cua chiing ti twong ty nhu cac nghién ciru khac,
nhung tai phat chung kha cao. Diéu nay co thé c6 thé giai thich nhu sau: ngoai

nhiing di can tai gan dugc chan doan thi con céac vi di can ma qua chan doan
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hinh anh khong thé phat hién dan toi ty 18 tai phat vi tri méi cao. Hon nita thoi
gian tién hanh nghién ctru cua chung thoi kéo dai 57 thang, thoi gian theo di
trung binh 13 23,57 thang, du diéu kién dé cho cac bién cb di can, tai phat xut
hién. Thir ba, mic du cac k¥ thuat chan doan hinh anh danh gia dap ung hoan
toan, nhung déy chi 1a hinh anh gian tiép khong thé phan anh chinh xac ¢ muc
d6 vi thé. Ngay ca sau phau thuat di cin gan, két qua giai phau bénh dién cit
am tinh & mirc dd vi thé, sau d6 dugc hoa tri bd tro thi van con mot ty 1€ tai
phat tai chd 2-10% sau diéu tri 5 nam [124], [125].

Piéu chung toi quan tam 1a ty 18 tai phat tai chd, vi n phan tryc tiép vai
tro ciia DPNSCT. Hau hét cac tac gia déu thong nhét rang: kich thudc u gan la
yéu t6 nguy co cua tai phat tai chd. Ngoai ra cac yéu té khac nhu vi tri u, bd
vién mo rong sau can thiép ciing 1a nhimg yéu té c6 lién quan. Nghién ctru
ciia Tobias F. Jakobs voi tiéu chuan lua chon bénh nhan nghién clru tuong tu
nhu chiing t6i, c6 ty 1& tai phat tai chd 1a 18% [67]. Tac gia Tanis. E so sanh
ty 1¢ tai phat tai chd sau DPNSCT voi phiu thuat cho két qua 14,5% so vai
7,4%. Tuy nhién, day khong phai 14 so sanh ngiu nhién nén khong biét duoc
su khac biét nay c6 ¥ nghia théng ké hay khong [126].

Tai phat vi tri mdi tai gan va di cin ngoai gan sau DPNSCT két hop hoa
chat da dugc dé cap trong nhiéu bao cdo. Tai phat vi tri méi phan anh sy han
ché cua diéu tri héa cht toan than. Mic du phdi hop da hoéa chit nhung van
c6 mdt ty 1€ bénh nhan dép timg kém vai hoa tri, dan dén bénh tién trién va di
can tdi vi tri moi. Trong nghién ctu ctua ching t61, 35,6% bénh nhan cé tai
phat khdi méi tai gan, 40,0% di cin t6i co quan khac. Trong nhitng truong
hop di cin xa chung t6i thuong gip nhat 1a phdi, hach 6 bung va phuc mac.
Mot nghién ciru cia Boame. N so sanh DNSCT don thuan va két hop DPNSCT
v6i hoa chét. Két qua cho thdy nhom két hop cho ty 18 tai phat thap hon, thoi

gian séng thém khong tién trién va séng thém toan bd dai hon [127]. Tac gia
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Tito Livraghi va cong su nghién ctru 88 bénh nhan UTDTT dugc DPNSCT két
hop véi hoa chit toan than. Trong sb 53 bénh nhan dat dap ung hoan toan cé
70% truong hop co tai phat tai gan, 11% tai phat ngoai gan va 19% tai phat ca
tai gan va ngoai gan [120].

Tai thoi diém két thiic nghién ctru c6 24/61 bénh nhan di tr vong chiém
39,3%, trong do6 4 truong hop tir vong trong vong 12 thang do khong dat dap
rmg hoan toan, bénh tién trién sém. Nguyén nhan tir vong cia tit ca cac
truomg hop déu do bénh tién trién. Bénh nhan tr vong sém nhat sau 7 thang 1a
mot truong hop ung thu truc trang, tién trién tai vi tri trudc xuong cung va di
can phuc mac. Ty 1é séng thém toan b tai cac thoi diém 12, 24, 30 va 36
thang tuong ung 1a 93,2%, 70%, 56% va 44,5%. Nghién ctru cia Ruers. T va
cong su so sanh gitta DNSCT két hop vé6i hoa chit va hoa chit don thuan &
bénh nhan UTDTT di can gan, co ty 1¢ séng thém toan bo tai thoi diém 30
thang ctia nhém két hop 14 61,7%, va nhom hoa chat don thudn 1a 57,6% két
qua nay cao hon ctia chung toi. C6 thé trong diéu tri hoa chét toan than da
thém vao khang thé don dong bevacizumab & mot s6 truong hop dan dén lam
tang thém hiéu qua kiém soat bénh. Nghién ctru ciia cta Luigi Solbiati trén
cac bénh nhan cé kich thudc u nhé hon cia chung t61 (0,8-4cm) cho ty 1€
song thém & thoi diém 36 thang 1a 47,8% [13], [119].

4.4.2. Két qud thoi gian song thém khong tién trién bénh, séng thém toan bé
Trong diéu tri cac bénh ung thu, két qua séng thém lau dai 1a tiéu chi
quan trong nhat dé danh gia hiéu qua cua mot phwong phap. Déi véi UTDTT
di cin gan, phau thuit cit gan van la phuong phap diéu trj toi wu nhat mang
lai két qua song thém l1au dai cho ngudi bénh. Tuy nhién, ty 1& bénh nhan phu
hop voi chi dinh diéu tri nay thap do phan 16n cac trudng hop duoc phat hién
bénh ¢ giai doan di can da lan tran. Chinh vi vay, diéu trj hoa chit toan than

co vai tro quan trong trong cac truong hop nay. DPNSCT ngay cang duoc ung
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dung rong rdi & nhiéu nudc trén thé gidi. Viéc két hop DPNSCT véi hoa chét
lam tang thém thoi gian séng, dd duge ching minh qua thir nghiém 1am sang
da trung tim, ngau nhién c6 dbi chimg cua hoi ung thu chau Au. Tuy nhién,
day mai 1a nghién ctru c6 so sanh ngau nhién duy nhat cho t6i thoi diém hién
nay [13], [82]. Nhiéu nghién ciru khong c6 ddi chimg khac cling cho két qua
vé thoi gian séng thém hét stc kha quan (tir 36 dén 56 thang) tuy thudc vao
tiéu chudn lya chon dau vao cua tirng nghién ctru [10], [80], [67], [81].

Thoi gian sdng thém khong tién trién phan anh hiéu qua kiém soat bénh
ciia phuong phap diéu tri. Trong nghién ctru cia chung toi, thdi gian séng
thém khong tién trién trung binh 13 14,21 +1,34 thang. Tac gia Luigi Solbiati
nghién ctru trén 117 bénh nhéan véi1 duong kinh u 16n nhét 0,9-9,6 cm cho két
qua thoi gian séng thém khong tién trién trung binh 13 12 thang [80]. Nghién
ctru cua Joseph Sgouros vé6i kich thudc u 16n nhit 1én t6i 6,5 cm, va dugce chia
1am 2 nhom. Nhom DNSCT trude, sau d6 diéu tri hoa chit c6 thoi gian séng
thém khéng bénh 1a 13 thang, trong khi d6 nhom diéu tri hoa chit trude cho
thoi gian song thém khéng bénh 10 thang [14]. Thoi gian séng thém khong
tién trién cta hai nghién ctru trén thip hon cua chung t6i. C6 thé do céc
nghién ctru nay da lya chon bénh nhéan c6 kich thude u 1én hon. Bé danh gia
hiéu qua cia DNSCT két hop véi hoa chit trong viéc kiém soat su tién trién
ctia bénh, Ruers. T so sanh ngiu nhién thoi gian séng thém khong tién trién
bénh ctia hai nhém bénh nhan. Két qua, thoi gian song thém khong tién trién
& nhom DNSCT két hop hoa chét 1a 16,8 thang, trong khi d6 nhom hoa chit
don thuan chi dat 9,9 thang (p=0,025) [13]. Trong nghién ctru nay, phac do
hoa chat FOLFOX4 va FOLFIRI duoc két hop thém khang thé don dong
bevacizumab & mot s bénh nhan dé tang hi¢u qua diéu tri. Nhu vay, két qua
thoi gian song thém khong bénh trong nghién ciru ciia ching toi thap hon
nhom két hop cua nghién ctru trén, nhung cao hon nhém diéu tri hoa chat

don thudn mic du da duoc dua thém khang thé don dong vao diéu tri.
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Thoi gian séng thém toan bd trung binh trong nghién ciru ciia chung toi
1a 36,77 + 2,86 thang. Ty 1¢ sdng thém toan b ¢ cac thoi diém 6, 12, 18, 24,
30 va 36 thang tuong tng 1a; 100%, 93,2%, 70%, 70%, 56% va 44,5%. Day la
két qua kha quan cho UTDTT ¢ giai doan di cin khong con chi dinh phiu
thuat. Néu nhu trude day, nhitng bénh nhan UTDTT di cin gan khéng duoc
diéu tri gi thi thoi gian séng thém toan b khoang 5-13 thang [38], [128].
Nhitng ndm gan day, véi su phat trién cua cac hoa chat mai, thoi gian séng
thém toan bd ¢ nhom bénh nhin nay dugc nang 1én dén 21,5 thang [129].
Cac nghién ciru gan ddy cho thay: thoi gian song thém toan bd ¢ nhom
bénh nhan UTDTT di can gan khong con chi dinh ph?lu thuat tiép tuc duoc
tang 1én dén 37-45 thang nhd sy két hop giira diéu tri hoa chét toan than va
cac phwong phap diéu trj tai chd [13], [130]. Thtr nghiém 1am sang cua Hoi
ung thu chau Au do Ruers. T va cong su nghién ciru d3 phan chia ngiu
nhién cac bénh nhan UTPTT di cin gan khong con chi dinh phau thuat
thanh hai nhém. Mot nhom diéu tri DPNSCT két hop hoa chat FOLFOX4
hoac FOLFIRI cung v6i bevacizumab va mgt nhom chi diéu tri hoa chat
don thuan véi phac d6 tuong tu. Két qua séng thém toan bo trung binh cua
nhom két hop 1a 45,6 thang, trong khi d6 nhém héa chat don thuan 1a 40,5
thang véi p=0,01. K&t qua nghién ctru cia Luigi Solbiati trén 117 bénh
nhén cho thoi gian séng thém toan bo 1a 36 thang [119]. Nhu vy két qua
ctia ching t6i twong ty nhu cua Luigi Solbiati, nhung thdp hon ciia Ruers.
T. C6 thé trong nghién ctru cia Ruers. T d bd sung thém bevacizumab vao
trong phac do hoa chat lam ting thém hiéu qua.
4.4.3. Cic yéu té anh hwong téi thoi gian song thém khéng tién trién va
song thém toan bé.

Khi phén tich don bién cac yéu td lién quan t&i thoi gian séng thém

khong tién trién: tir két qua bang 3.18 ching toi thdy cac yéu té s luong u,
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kich thudc u 16n nhat, tong duong kinh u, chi s6 ECOG va nong do CEA
trude diéu tri anh huong téi thoi gian séng thém khong tién trién. Trong khi
d6, cac yéu td vi tri cuia ung thu nguyén phat, di cin gan ngay tir dau hay tai
phat, phac d6 hoa chat, lién quan chwa c6 ¥ nghia thong ké. Céc truong hop tién
trién som trong nghién ctru ctia chung toi thudng gip & cic bénh nhéan c6 kich
thudc u > 3 cm, s6 lugng u > 3, tong duong kinh > 5 cm, ndng d6 CEA huyét
thanh trén 30ng/ml, chi s6 ECOG = 1. Nghién ctru cia Axel Stang trén 88 bénh
nhan vdi tiéu chuén lya chon vao nghién ciru twong ty chiing toi ciing nhan thay:
s6 lugng u, chi s6 CEA, kich thudc u c6 anh huong c6 ¥ nghia toi thoi gian
khong tién trién. Ngoai ra, tac gia ciing thdy: cac truong hop dap tmg kém véi
hoa trj ciing ¢ thoi gian séng thém khong tién trién thip hon nhom dap tng tot.
Van Tilborg nghién ciru cac yéu td tién luong anh huong toi két qua séng thém &
bénh nhan UTPTT di cin gan dugc diéu tri bang DNSCT két hop voi hoa chat
cho thiy: s6 lwong, kich thudc va vi tri di cin c6 anh hudng t6i thoi gian song
thém khong tién trién bénh [10], [68].

Nghién ctru danh gia cac yéu to anh hudng t6i thoi gian sdng thém toan
bo cua bénh nhan UTDTT di can gan duoc diéu tri bé‘mg DNSCT két hop véi
hoa chat di duoc dé cap trong mot sd bao cao. Theo Eren Berber, cic yéu tb
kich thudc u 16n hon hoac nhoé hon 3 cm, néng do CEA 16n hon hoac nho hon
200 ng/ml, anh hudng c6 ¥ nghia toi thoi gian séng thém toan bd (34 thang so
v6i 16 thang voi p=0,01). Tac gia Axel Stang cling nhan thay kich thudc, sd
lwong va nong do CEA 1a cac yéu t6 anh hudng cd ¥ nghia t6i thoi gian sdng
thém [68], [98]. Két qua phén tich don bién trong nghién ctru cia Waleed
Shady cho thay: kich thuéc u 16n hon 3 ¢cm, CEA > 30ng/ml, 14 cac yéu to
lién quan toi thoi gian séng thém toan bd ¢d ¥ nghia. Nhung khi tac gia phan
tich da bién thi chi c6 yéu t6 kich thudc u 1a anh hudng c6 ¥ nghia téi thoi gian

song thém toan bo [81]. Nghién cira ctia Van Tilborg cho thiy ngoai cac yéu td
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kich thudc va sb lugng u, vi tri khdi u tai trung tAm ciia gan cling 13 mot yéu t6
c¢6 anh hudng xau t6i thoi gian séng thém [10]. Nghién ciru cta ching t6i ciing
twong tu, két qua phan tich don bién tir bang 3.19 cho thiy: cac yéu td kich
thude, s6 luong, chi sé CEA lién quan c6 y nghia téi thoi gian sbng thém toan
bd. Nhitng bénh nhan c6 sb luong 1-3 u o thoi gian séng thém toan bd trung
binh 41,56 thang, trong khi d6 nhom cé sd luong 4-5 u 1a 24,40 thang véi
p<0,001. Nhém c6 kich thudc u 16n nhit <3cm so véi nhom >3cm 1a 43,26
thang so v&i 27,96 thang (p=0,02). Trong khi d6 cac yéu td tudi, vi tri ung thu
nguyén phéat & dai trang hay truc trang, phac d6 héa chat FOLFOX4 hoic
FOLFIRI chua thdy c6 mdi lién quan c6 y nghia thong ké. Dé tim hiéu xem
yéu t6 ndo c6 gia tri tién lugng doc 1ap t6i thoi gian séng thém toan bo, ching
t6i tién hanh phan tich da bién. Két qua bang 3.20: chi c6 yéu td kich thudc
va $6 lugng u la c6 anh hudng téi thoi gian séng thém toan bo mot cach doc
1ap. Chung t6i nhan thay thoi gian sdng thém toan b kha tét & cac bénh nhan
c6 kich thudc u < 3cm va 6 tong s6 di can < 3, véi thoi gian song thém toan
b0 trung binh dat té1 trén 43,26 thang.

Nhu vay, két qua nghién ctru cua ching t6i da cho thdy DPNSCT két hop
v6i hoa chat toan than 14 mot phuong phap mang lai hidu qua tt vé song
thém lau dai cho cac bénh nhan UTDTT di can gan khong con chi dinh phau
thuat. Tuy nhién, két qua ciing phu thudc vao mot sb yéu tb tién lwong trude
diéu tri. Ching t6i nhan thay, can thiét tiép tuc nghién ciru vé van dé nay véi
cac nghién ctiru ¢6 ¢ mau 1on hon, ngdu nhién c6 ddi chimg, da trung tim dé
chting minh hiéu qua thue té ctia phuwong phap nay trong diéu tri di cin gan

trong UTDTT & nudc ta hién nay.
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KET LUAN

Qua nghién ctru 61 bénh nhan di can gan tr ung thu dai truc trang,
khong con chi dinh phau thuat, diéu tri bang phuong phap dbt nhiét song cao
tan két hop véi hoa chét toan than tai Bénh vién Trung Uong Quéan Doi 108
tir thang 9/2012 dén thang 6/2017, chung t6i rat ra mot s6 két luan sau:

1. Mot s6 dic diém 1am sang, cin lAm sang ciia bénh nhin di cin gan
trong ung thw dai truc trang.

+ Nhom tudi mic cao nhit 40-60, tudi mac trung binh 55,57.

+ T§1 1¢ nam nic cao hon nir.

+ Ty 1€ di can gan tir ung thu dai trang cao hon tur ung thu truc trang.

+ Triéu ching 1am sang nghéo nan 52,5% bénh nhan khong biéu hién
triu chirng 37,7% c6 dau ha suon phai 32,8% mét moi 19,7% chéan an 14,8%
stt can 13,1% rdi loan tiéu hoa 1,6% sd thay gan to.

+ Pic diém hinh thai di can 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 b 77%, kich
thudc u gan 16n nhéat > 3cm chiém 65,6%

+ Ty 1é tang chi s6 CEA 1a 67,2% c6 su lién quan giita chi sé CEA v&i
kich thudc khéi u gan.

+ Gia tri trung binh céc chi sé xét nghiém danh gia chirc ning tao mau,
gan, than trong gio1 han binh thuong.

2. Két qua ciia phwong phap ddt nhiét séng cao tin két hop héa chit toan
than cho bénh nhan ung thw dai truc trang di can gan khong con chi dinh
phiu thuit.

2.1. Dot nhiét séng cao tan két hop véi héa chit toan thén cho ti 1¢ ddp ting khoi
u kha cao.

+ 100% céac bénh nhan c¢6 dap ung khdi u sau dbt nhiét song cao tan
trong d6 dap (mg hoan toan 59% va dap ing mot phan 14 41% theo tiéu chuin

cua hoi dién quang can thi¢p quoc té.
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+ Khi két hop voi didu tri hoa chit toan than ti 16 dap tmg hoan toan
dugc tang 1én: 70,8% & thoi diém 3 thang va 73,5% thoi diém 6 thang.

+ Cac yéu td kich thudc va sb luong di cin anh hudng ¢ ¥ nghia téi ty
1¢ dap tng hoan toan khdi u.

2.2. Phwong phdp diéu tri cho két qud song thém lau dai dang kich I¢.

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

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

+Tylé séng thém sau 1 ndm, 2 ndm va 3 nim lan luot 14 93,2%, 70,0% va 44,5%.

+ Két qua sdng thém lau dai co lién quan dén mot sé yéu td tién luong
trude diéu tri 1a kich thudc va sé lwong di cin, chi s6 CEA. Trong d6 kich
thude va sd lwong u 13 hai yéu t6 c6 tién luong doc 1ap.

2.3 Phwong phdp c6 dé an toan cao, ty 1¢ tai bién thp.

+ Hoi chimg sau dbt nhiét song cao tin thudng gip nhung chu yéu &
murc d0 nhe va vira: dau ha suon phai 100%, trong d6 muc dd nhe, vira 1a
3,3% va 80,3% sbt 13,1%, ndén 6,6%. Cac triéu ching dién bién trung binh
trong thoi gian 1-2 ngay sau can thiép.

+ Céc chi s6 men gan ting so véi trudc can thiép c6 ¥ nghia ngay sau
DNSCT nhung tré vé binh thudng ¢ tuan thir 2 sau can thiép.

+ Ty 1é bién ching thip (4,8%) trong do6: tran dich mang phdi 2 trudng
hop (3,3%) reo ric té bao ung thu trén dudng choc kim 1 bénh nhan (1,6%)..

+ Khong c6 bénh nhan tir vong lién quan dén k¥ thuét can thiép.

+ Trong qua trinh diéu tri hoa chat: doc tinh trén hé tao huyét chu yéu do
I va II, giam bach cau, tiéu cau do I twong ung 4,9% va 3,3%, khong co
truong hop nao do IV.

+ Poc tinh trén gan do 111, IV véi ty 1& thap 8,2%. Chi c¢6 9,8% s bénh
nhan doc tinh trén than dod I, khong gap do II, III, IV.

+ Tiéu chdy va bénh 1y than kinh ngoai bién gip phai véi ty 1¢ kha cao
(29,5% va 34,4%). Trong d6, nhém diéu tri FOLFIRI c6 ty 1& doc tinh giy
tiéu chay cao hon, ngugc lai nhom FOLFOX4 lai ¢6 ty 1& cao hon méc phai
doc tinh than kinh.
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KIEN NGHI

1. DNSCT két hop hoa chét toan than 1a phuong phap an toan va c6 hiéu
qua trong diéu tri ung thu dai tryc trang di can gan khong con chi dinh
phau thuat. Phuong phép nay nén duogc trién khai ap dung rong rai tai
cac bénh vién lon & nudce ta noi céd du trang bi va phuong tién.

2. Vi két qua séng thém lau dai con phu thudc vao mot sb yéu td tién
lwong trude diéu tri, nén ciing can xem xét chi dinh & mdi mdt bénh

nhan cu thé dé dam bao t61 uu gitra loi ich va chi phi.
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39 | Vi Vian Th Nam 49 1115-2013
40 | Nguyén Phan H Nam 61 1701 - 2015
41 | Tran Pong H Nam 69 1310 - 2015
42 | Tran Kim Tr Nir 54 533 -2014
43 | Lé Thanh H Nam 39 946 - 2014
44 | Tran Thi Nh Nir 42 75-2016
45 | Lé Tung L Nam 55 1078 - 2013
46 | Nguyén Puc Ph Nam 65 98 - 2016
47 | Pham Van M Nam 47 874 - 2015
48 |Bui Van H Nam 64 91 -2016
49 | Luu Van Ch Nam 66 61-2016
50 | Nguyén Ngoc U Nam 63 1237 -2013
51 | Phi Thi Th Nir 57 356 - 2016
52 | Pham Xuan M Nam 63 332-2015
53 | Nguyén Vin Gi Nam 66 7112 -2014
54 | Bui Pinh C Nam 52 1909 - 2013
55 | Nguyén Minh T Nam 63 15842 - 2015
56 |Pham Dinh T Nam 71 28616 - 2016
57 |BuiLé H Nir 65 1446 - 2014
58 | Nguyén Vin A Nam 58 755 -2016
59 | Nguyén Thi M Nir 62 742 -2016
60 | Nguyén Vin H Nam 56 590 - 2016
61 | Hoang Minh Th Nam 65 276 - 2015

Ha Noi, ngay thang nam 2017

Xac nhén ciia thay hwéng din Xac nhan cia Phong KHTH
Bénh vién TUQD 108

GS.TS. Mai Hong Bang
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CAC CHU VIET TAT

: Bénh nhan

BV TUQD108: Bénh vién Trung wong Quan Ddi 108

CEA
CHT
CLVT
DTT
DNSCT
EGFR
ECOG

FOLFOX4

FOLFIRI

PET/CT

SEER

UTDT
UTDTT
UTTT
XELOX
XELIRI
VGGF
WHO

: Carcinoma Embrynic Antigen
: Cong huong tur
: Cat 10p vi tinh
: Pai tryc trang
: Dt nhiét séng cao tan
: Epidermal growth factor receptor (thu thé phat trién biéu bi)
: Easterm Cooperative Oncology Group
(nhém hop tac ung thu mién Péng — Hoa ky)
: Oxaliplatin, 5-fluorouracil, Calciumfolinat
(phac do hoa chat FOLFOX4)
: Irrinotecan, 5-fluorouracil, Calciumfolinat
(phac d6 hoa chat FOLFIRI)
: Positron Emission Tomograpgy/ Computed Tomography
(Chup cit 16p vi tinh phét xa positron)

: Surveillance Epidemiology and End Results

(chuong trinh ghi nhan ung thu ctia vién nghién ctru ung thu
qudc gia Hoa Ky)

: Ung thu dai trang

: Ung thu dai truc trang

: Ung thu tryc trang

: Xeloda, Oxaliplatin (phac d6 hoa chat XELOX)

: Irrinotecan, Capecitabine (phac d6 hoa chat XELIRI)

: Vascular endothelial growth factor (yéu td phat trién ndi mach).

: World Health Organization (t6 chirc Y té thé gioi)
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