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Theo to chtrc ghi nhan ung thu toan cau IARC (Globocan 2018),
trén thé gidi ude tinh mdi ndm c6 1,85 triéu bénh nhan ung thu dai truc
trang m&i méc (trong d6 ung thu tryc trang chiém khoang mét phéan ba),
va c6 gan 881.000 bénh nhan chét do cin bénh nay. O Viét nam, ciing
theo GLOBOCAN 2018, mdi nim c¢6 14.733 bénh nhan mic moi, 8104
bénh nhan chét do bénh ung thu dai tryc trang.

Diéu tri ung thu truc trang (UTTT) di cdn cho thiy sy phat trién 4n
tuong trong vong 20 ndm qua, cung voi sy xudt hién cia nhitng thude
thudc hoa chat thé hé méi va thude diéu tri nhdm trang dich da gop phan
cai thién déng ké thoi gian sdng thém ting 1én gip doi véi thoi gian trung
binh trén 2 nam cho bénh nhan UTTT di can. Bevacizumab (Avastin
TM) 1a mot khang thé don dong khang yéu t6 ting truong ndi md mach
(VEGF) d3 duoc phé duyét & My va Chau Au trong sir dung két hop véi
phac dd hoa tri FOLFOX hodc FOLFIRI cho UTPTT di can.

Tai Bénh vién K va khoa Ung Budu va cham soc giam nhe Bénh
vién truong Pai hoc Y Ha Noi, diéu tri ung thu tryc trang giai doan di
cin v6i phac d6 FOLFOX4 phéi hop bevacizumab (Avastin) da dugc ap
dung, budc dau cho thiy co su cai thién tot két qua didu tri. Tuy nhién
cho téi nay, cac nghién ciru vé diéu tri dich két hop véi hoa chit trong
ung thu tryc trang di can con it va chua day da. Chinh vi vay, ching t6i
thuc hién dé tai nhim 2 muc tiéu:

Muc tiéu nghién curu:

1. Nhgn xét mét sé dic diém 1am sang, cgn 1am sang cia ung thu
biéu mo tuyén truc trang di cin xa.

2. Ddnh gid két qua va mgt sé tac dung khéng mong muén trong
diéu tri bénh nhdn ung thw biéu md tuyén truc trang di cin bang
phdc do bevacizumab két hop FOLFOXA4.

Dong gop méi cua luin an:

1. Pay la nghién ctru diu tién tai Viét Nam nghién ciru vé két qua diéu tri
ctia phac do két hgp hoa chat va khang thé don dong trong UTTT di can
2. Két qua tir nghién ctru cho thay:
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Chat luong cudc séng ctia nhom BN dugc cai thién & hau hét cac
mat chirc nang: thé chat, hoat dong, cam xuc, xa hdi. Stc khde toan dién,
cac triéu ching sau diéu tri cai thién hon so véi trude diéu tri.

Dap tmg diéu tri: Nong d6 CEA sau dicu tri giam rd so voi trude
diéu tri. Sau 6 chu ky dap mg hoan toan dat 7,7%; dap (mg mot phan 13
55,8%; bénh tién trién 1 21,1%; ty 1¢ dap ting toan bo sau 3 dot va 6 dot
déu 1a 63,5%; ty 1& kiém soat bénh sau 6 chu ki dat 78,8%. Nhom bénh
nhan c6 di cin gan va ndng d6 CEA trude diéu tri < 30 ng/ml c6 ty 1& dap
g cao hon, sy khac biét 14 c6 y nghia thong ké véi p<0,05.

Vi thoi gian theo ddi trung binh 26,8 thang: Thoi gian PFS
trung vi 11,5 thang, trung binh: 12,1 + 2,8 thang (ti thiéu: 2,0; ti da:
36,0). Ty 1& PFS 6 thang 81,7%, 1 nam la 45,2%.Thoi gian OS trung vi
19,0 thang, trung binh: 22,4 + 3,6 thang (thdp nhét: 3,0; Cao nhét: 59,0).
Ty I¢ OS: 1 nam: 56,9%; 2 nam: 27,6%.

Phan tich da bién cac yéu t6 anh hudng tot dén sdng thém khong

tién trién va séng thém toan bo 1a dap tng véi diéu trj va c6 diéu trj duy
tri bang bevacizumab.
Tac dung khong mong mudn cia phac do: hay gip nhat trén hé tao huyét
ctia phac do 1a ha bach ciu va trén hé tiéu hoa 1a tiéu chay. Cac tac dung
khong mong mubn khic gip & do 1, 2 it anh hudng dén diéu tri. Tac
dung khong mong mudn cia bevacizumab bao gdm ting huyét ap do 1, 2
14 21,2%, chay mau gap 15,4% ¢ muc d9 nhe. Khong gép truong hgp nao
tri hodn hay ngimg diéu tri do tic dung phu lién quan téi bevacizumab.

Qua trén ta thiy phac do bevacizumab phdi hgp FOLFOX 4 diéu
tri bénh nhan UTTT di cén an toan va hi€u qua.

Céu tric ciia ludn 4n

Luan an dai 127 trang, gdm cac phan: Pat vin dé (2 trang),
Chuong 1: Téng quan (38 trang), Chuong 2: Dbi twong va phuong phap
nghién ctru (22 trang); Chwong 3: Két qua nghién ctru (30 trang);
Chuong 4: Ban luan (41 trang); Két luan (2 trang); Kién nghi (1 trang).
Trong luan 4n c6 34 bang, 28 biéu d6 va 03 hinh. Tai liéu tham khao c6
105 tai liéu (13 tai lidu tiéng Viét va 92 tai liéu tiéng Anh). Phan phu luc
bao gém danh sach bénh nhan, hinh anh minh hoa, mot sd chi tiéu, tiéu
chuén trong nghién cru, mau bénh an nghién ciru, bd cau hoi danh gia,
thu va phiéu ty nguyén tham gia nghién ctru.
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CHUONG 1: TONG QUAN
1.1. Dich t& hoc ung thwr truc trang
1.2. Giai phau truc trang
1.3. Su hinh thanh mach mau trong UTTT
1.4. Chan doan ung thw truc trang
- Chédn doan 1am sang, can 1am sang va chan doan xac dinh
- Chéan doan giai doan

1.5. Piéu tri toan than ung thwr truc trang
1.5.1. Vai tro hoa tri
1.5.2. Vai tro khdng thé don dong doi véi tec ché yéu té ting truéng ndi mé
mach mdu: Hiéu qua diéu tri bevacizumab két hop hoa chit
1.6. Mt s6 nghién civu diéu tri ung thw trec trang di can 6 Viét Nam

Tir nhitng ndm 2000 trd lai ddy, voi sy xuat hién thém nhiéu thude
moi nhu Oxaliplatin, Irinotecan va dac biét gﬁn day la cac thudc diéu trj dich
nhu Bevacizumab, Cetuximab, Pannitumumab cac nghién ctru da tap trung
nhiéu hon cho UTDTT di cin va da c¢6 nhimg két qua kha quan.

Nam 2003, Tran Thing béo cdo két qua nghién ciru 68 bénh nhéan &
nhém UTDTT tai phat, di cin duoc diéu tri bang 2 phac d de Gramont (32
BN) va FUFA (36 BN) c6 ty 1& dap ung sau 6 dot diéu tri cia 2 phac db
twong Gng nhu sau: Pap Gmg hoan toan 9,3/5,6; Pap Gmg mot phan
31,3/19,4; Bénh 6n dinh 31,3/44,4; Bénh tién trién 28,1/30,6; Pap ung toan
bd 40,6/26,0. Nam 2007, Mai Thanh Cuc va CS nghién ctru hdi ctru trén 76
bénh nhan UTDTT tai phat, di can thy ty 1& phiu thudt cit dugc budu hoidc
cat doan rudt chi ¢ 17.1%, con 71,1% bénh nhan dugc diéu tri héa chét va
c6 dén 28,9% chi diéu tri chiam séc giam nhe tridu chimg (bao gdbm ca phau
thuat ndi tit, lam hau moén nhan tao). Ty 18 dap mg toan bd chung cho nhém
duoc héa tri 1a 66,7%, trong d6 dap ing mot phan 1a 11,1%, bénh giit
nguyén 55,6%, khong c6 bénh nhan nao dat dap ting hoan toan. Thoi gian
song thém trung binh & nhom dugc hoa tri 1a 14,4 thang, trong khi & nhém
chi dugc cham séc giam nhe chi dugc 6,3 thang. Nam 2008, nghién clru cia
Nguyén Thu Huong béo céo két qua diéu tri budc mot UTDTT tai phat, di
can, khong con kha ning phau thuat bang phac 46 FOLFOX4 tai Bénh vién
K tir 01/2006 dén 6/2008. Két qua: Sau 6 dot hoa chét, ty 1¢ dap ing hoan
toan 1a 5,9%; mot phan 35,3%; bénh giit nguyén 35,3%; bénh tién trién
23,5%; dap tmg toan bd 41,2%. Nghién ciru khong nhic dén thoi gian song
thém. Nam 2013, tac gia Nguyén Thi Kim Anh nghién ciru diéu tri budc mot
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UTDTT giai doan tai phat, di cin, khong con kha ning phau thuét bang phac
d6 FOLFOX4 ¢ Bénh vién E Ha Noi tir 01/2007 dén 08/2013. Két qua: 67
bénh nhan tham gia trong nghién ctu, trai qua 6 chu ky hoa chit phac do
FOLFOX4 véi ty 1& dap tmg hoan toan 1,5%, mot phan 44,8%, bénh giit
nguyén 31,3%, bénh tién trién 22,4%, dap ung toan bd 46,3%.Thoi gian
song thém trung binh ciia bénh nhan trong nghién ciru 1a 17,8 thang + 4,3
thang, ty 1€ séng thém 1 nam 1a 55,6%. Nam 2014, Tran Théng va CS théng
bao két qua diéu tri hoa chat cho 23 BN UTDTT chi ¢ di cin gan diéu tri tai
Bénh vién K tir 2012 dén 2013, phac db duoc dung gdm mot trong cac phac
d6: FOLFOX, FOLFIRI, XELOX, XELIRI Két qua d4p tng sau 6 dot diéu
tri: Pap tmg hoan toan 13 8,7%, mot phan 14 60,9%, bénh 6n dinh 13% va
bénh tién trién 17,4%. Dic biét, trong s6 d6 co 4 bénh nhan c6 thé chuyén
phau thuat cit bo duoc nhan di can gan. Poc tinh cla cac phac dd trén hé tao
huyét va gan than chi ¢ d6 1-2 va hoan toan c6 thé kiém soat duoc. Tac dung
phu trén 14m sang chu yéu gip tiéu chay 1a 26,3% va hoi ching than kinh
ngoai vi: 26,3%, day la nhimg tac dung phu cua Oxaliptatin va 5FU, tuy
nhién nhitng tac dung nay chii yéu gip ¢ do 1-2, c6 thé khic phuc duoc.

Nam 2015, V& Vian Kha va CS béo cdo két qua didu tri 108 BN
UTDTT di cian dugc diéu tri bude 1 phac d0 XELOX tai Bénh vién Ung
budu Can Tho tir 01/2012 dén 12/2014 cho thdy: Ty 1¢ d4p tmg toan bd
49,1%, hoan toan 0,9%, mot phan 48,1%, bénh on dinh 26,9%, bénh tién
trién 18,5%. Thoi gian song thém trung binh dén khi bénh tién trién 1a 9,6
thang; séng thém toan b trung binh 14 22,3 thang. Ty 1¢ song thém khong
bénh tién trién thoi diém 1 ndm 1a 74%, séng thém toan bd sau 1 nam la
81,2%. Tac dung phu chil yéu 1a non, budn non 48,2%; tiéu chay 28,7%; té
tay chan 52,8%; hoi chimg ban tay, ban chan 12,9%. Cac doc tinh vé huyét
hoc chu yéu la giam bach cau hat chiém 16,6%, trong do giam do 3/4 la
5,6%. Giam tiéu cau 5,6%, trong d6 2,8% giam do 3/4.

Nim 2017, Trinh Lé Huy bao cao két qua diéu tri 39 BN UTDT di
can dugc didu tri budc 1 phac d6 FOLFOXIRIL Két qua DFS: trung binh
13,37 thang OS: 12 thang 1a 90%; 24 thang |a 76%. Tran Nguyén Ha nghién
ctru diéu tri bevacizumab phdi hop hoa chét véi cac phac do khac nhau, diéu
tri budc 1, 2 cho bénh nhan ung thu DTT giai doan tién xa tai Bénh vién
Ung Buéu thanh phd Ho Chi Minh, két qua cho thay ty 1& dap (mg hoan toan
14 1,1%, mot phan 33,7%, bénh gitt nguyén 1a 59,6%; trung vi thoi gian séng
thém khong bénh tién trién 13 12,1 thang.



5

Nam 2018, Nguyén Viét Long béo cao két qua diéu tri 61 BN
UTDTT di cin gan duoc phau thuat 1y u nguyén phat, d6t song cao tin u
gan, didu tri héa chat toan than phac d6 FOLFOX hodc FOLFIRIL. Két qua
DFS: trung binh 14,21 thang, OS: trung binh 36,77 thang. L& Van Quang
bao cao két qua diéu tri 43 BN UTDTT tai phat di cin khong con kha ning
phau thuat triét can duoc diéu tri tai Trung tdm Ung Budu Bénh vién 19-8
cho két qua: ty 1& dap tmg toan bo 1a 48,9%, trong d6 dap (mg hoan toan 1a
4,7%; thoi gian séng thém toan bo trung binh 1a 17,8 thang.

Nam 2019, Nguyén Quang Trung béo cdo hiéu qua diéu tri hda chat
cho 42 bénh nhan UT DTT co6 di can gan tai Bénh vién Ung Budu Nghé An,
thay ty 1¢ kiém soat bénh 1a 78,6%, trong d6 dap (mg hoan toan 1a 11,9%.
Nghién ctru khong néi dén két qua song thém.

CHUONG 2: POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Pbi twong nghién ciru
52 bénh nhan dugc chan doan UTTT di cin xa dugc diéu tri hoa chat

phac dd bevacizumab két hop FOLFOX4 tai Bénh vién K va khoa Ung budu
va chdm soc giam nhe Bénh vién Dai hoc Y Ha Noi tr 10/2011 dén 12/2017.
* Tjéu chuin lwa chon
- Pugc chan doan xac dinh UTTT b?mg md bénh hoc 1a ung thu biéu mo
tuyén, bénh ¢ giai doan mudn (di can hodc tai phat di can) véi mot hodc
nhiéu thuong t6n do duoc trén tham kham I4m sang hodc cin lam sang
(chyp XQ, sié am, C.T.Scanner, MRI hoac PET/CT), khong con chi dinh
phau thuat triét cin.
- Piém toan trang theo ECOG: PS = 0-1.
- Puoc diéu tri it nhat 6 dot (3 chu ki).
- Bilan trude diéu tri chire nang gan, than, huyét hoc & gidi han binh thuong
- Dong y tham gia nghién ctru va c6 hd so luu trir day du.
* Tjéu chudn loai trir
-Bénh nhan UT TT di cin con kha ning phiu thudt triét can tir dau.
-bi diéu tri hoa chit bo trg phac do c6 Oxaliplatin hodc phac do c6 5FU
trudc do trong vong 6 thang.
-C6 ton thuong di can ¢ ndo hodc mang nio.
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-Bénh nhén khong c6 chi dinh diéu tri hoa chat va khang thé don dong (bénh
toan than nang nhu: bénh ho hap, bénh tim khong on dinh hodc mét bu, bao
gdm cé loan nhip, bénh gan hoic than).
-Xuat huyét dang ké (>30ml/ mét 1an trong 3 thang trudc) hodc ho ra mau
(>5 ml mau tuoi trong 4 tuan trude) hodc c6 ting huyét ap khong kiém soat
duoc, dang ding thude chéng déng mau nhur aspirin >325 mg/ngay.
-Chua du thoi gian sau 28 ngay ké tir khi ¢6 can thiép phau thuat 16n ving
bung hodc nguc hoac mot thu thuat dugc coi la c6 nguy co dang ké chay
méu hoc c6 vét thwong phiu thuat chua lanh han.
-Phy nir c6 thai hodc dang cho con bu.
-Tién str médc bénh ung thu khac.
-Khéng dép tmg cac tiéu chuén Iya chon.
2.2. Phwong phap va ndi dung nghién ciru
2.2.1. Phuong phdp nghién ciru:Nghién ciru can thiép 1am sang khong ddi chimg,
theo ddi doc, so sanh két qua trude - sau
2.2.2. C¢ méu nghién ciru: Cong thirc tinh ¢& miu:
gz Bl=D)
(-al2) 2
(pe)

Ap dung cong thirc trén, ¢& mau tinh toan dugc 1a 51.
Trong nghién ctru ndy ching t6i c6 52 bénh nhan.
2.2.3. Céc budc tién hanh
- Thong tin 1am sang, xét nghiém can 1am sang trude diéu tri.
- Pidu trj theo phéc dd bevacizumab (Avastin) va FOLFOX4:
+ Bevacizumab (Avastin) 5mg/kg can ning truyén TM 90p Ngay 1
+ Oxaliplatin 85 mg/m2/ngay truyén TMC 2h Ngay 1

+ Calcium folinate 200 mg/m2/ ngay truyén TMC 2h Ngay 1, 2
+ 5FU 400 mg/m2/ ngay bom TMC 15 phut Ngay 1, 2
+ 5FU 600 mg/m2/ ngay truyén TMC lién tuc 22h Ngay 1, 2

Mdi dot diéu tri cach nhau 2 tudn. Mdi chu ki diéu tri gdm 2 dot.

- Thoi gian diéu tri: hoa tri liéu budc dau s& duoc dung cho t6i khi

+ Bénh tién trién (hodc dap tmg cac tiéu chuin ngimg tri lidu khac)

+ Hoan thanh 12 dgt (6 chu ki)

+ Bénh nhan c6 doc tinh khong thé dung nap dugc thude.

- Theo dbi sau két thuc 12 dot didu tri phac d0 bevacizumab va
FOLFOX4. Thoi gian theo ddi 2-3 thang/lan, ghi nhén:
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+ Diéu tri duy tri v6i bevacizumab: ¢ hay khong

+Tinh trang diéu tri tiép c6 hay khong, phac do diéu tri sau do.

+ Tinh trang bénh (tién trién, 6n dinh).

+ Tinh trang sdng con ctia nguoi bénh. Néu bénh nhan khong 1én kham
lai: goi dién hodc viét thu hoi thong tin.

- Xir Iy tac dung phy va diéu tri phdi hop
2.2.4. Ddnh gid két qud diéu tri va tic dung phu:

- Panh gia chat luong cudc song ciia bénh nhan thong qua bd cau hoi
EORTC QoL — C30, va CR 29 danh cho bénh nhan ung thu dai truc trang

- Panh gia dap ung theo tiéu chuan RECIST 1.1:ty 1& dap tmg, ty 18
kiém soat bénh, lién quan dap tng véi mot s6 yéu td.

- Thoi gian séng thém khong tién trién, thoi gian song thém toan bd.

- Phan tich don bién, da bién dé tim ra cac yéu t6 lién quan anh
huong dén sng thém.

- Mt s6 tac dung phy theo tidu chudn dénh gia doc tinh ctia NCI phién ban 4.0
2.3. Xir Iy s6 liéu

Céc thong tin dugc thu thap qua bénh 4n nghién ctru dugc thiét ké
san. Phuong phap thu thap thong tin: Tham kham ldm sang, cin lam
sang; kham lai, cép thude hoac viét thu tim hiéu két qua diéu tri; goi dién.
Céc s liéu dugc ma hoa va xir Iy bang phan mén thong ké y hoc
SPSS 16.0 voi cac thudt toan théng ké.Tinh cac gia tri song thém theo
phuong phap Kaplan-Meier. Phan tich don bién: Sir dung test Log-rank
khi so sanh duong cong séng thém giira cac nhom. Phan tich da bién: Sir
dung mé hinh héi qui Cox véi do tin cay 95% (p=0,05).

CHUONG 3: KET QUA NGHIEN CUU
3.1. PAC PIEM LAM SANG, CAN LAM SANG
Bing 3.1: Piic diém vé tudi, gici

Pic diém n %
<30 2 3,8

30-39 3 5,8
Nhom tudi 40-49 6 11,6
50-59 23 44,2
60-69 18 34,6
Gi6i Nam 33 67,3
N 19 32,7




Nhgn xét: Tudi trung binh 1a 54,5 + 9,7.Tudi cao nhat 1a 69 va
thap nhat 1 28 tudi.
Do tudi gap nhiéu nhat 1a 50 - 59 tudi chiém 44,2%. La tudi dudi 30
tudi 1a it gap, chiém 3,8%.
Trong 52 bénh nhan c6 33 nam chiém 67,3% va 19 nix chiém 32,7%. Ti
1€ nam/nix la 2,64/1.

Bing 3.2: Tri¢u chitng lim sang truéc diéu tri

Triéu chirng n %
Dau bung 43 82,7
Triéu chimg co DPau nguc 2 3,8
nang Ho 10 19,2

Kho tho 0 0

Triéu ching thuc Hach ngoai vi 4 6,7
thé Dich 6 bung 2 3,8
Chi s6 toan trang ECOG 0 30 57,7
ECOG 1 22 42,3

Nhan xét ) ) )

- Toan trang BN theo thang diém ECOG: ¢ 0 diém la 57,7%, va 1 diém
42,3%. - Pau xuat hién & 11 BN (21,2%), dau bung ¢ vi tri khu trd
(5,8%) thuong lién quan dén tén thuong di cin gan. Pau thuong gip ¢
muc d6 vira va it, chi 1 BN ¢6 dau & muc 7 diém. - Ho va dau nguc xuit
hién & mot sb it BN (19,2% va 3,8%), khong c6 BN nao khé tho.

- C6 4 BN c06 hach ngoai vi, trong d6 ¢6 3 BN (5,8%) hach ¢ vi tri
thugngdon trai.

Vi tri u tryc trang

|
Cao 40.3%

Trung binh 38.5%

Théap f 21.2%

Biéu dé 3.1. Phén bé vj tri u nguyén phit
Nhén xét: UTTT cao va trung binh hay gap nhat chiem ty I¢ 78,8%.
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Bing 3.3. Pic diém di cin

Pic diém di cin n %
S6 luong co quan DC D@ can < 2 Vl tr{ 4l 67,3
; Di can > 2 vi tri 11 32,7

Gan 30 57,7

Phoi 15 28,8

P Hach ngoai vi 4 7,7
Vi di can Phic mac 6 | 115
Hach 6 bung 9 17,3

Khac 5 9,6

Nhan xét: Di cén gan la ton thuong hay gap nhat voi 30 BN chiem
57,7%. Tiép theo la di can phoi gap ¢ 15/52 BN (28,8%). Ton thuong it
gap trong NC nay c6 DC xuong, Amidal.

Bing 3.4: Xét nghiém can lim sang truwge diéu tri

X quangnguc n %
L 4z Khéng cé u 47 90,4

Pac diem Cou 5 0.6
Chup CLVTnguc n %
o 42 Khéng co u 37 71,2
bac diem Cou 15 | 288
Dic diém ton Mot 6 5 25
thuong phoi Pa o 10 75
Chup CLVT bung n %
o 42 Khéng c6 u 11 21,2
bac diem Cou 41 | 788
Dic diém ton Mot b 8 26,7
thuong gan Pa o 22 73,3
M&é bénh hoc n %
A in UTBM tuyén 40 76,9
Mo benh hoc UTBM tuyén ché nhiy 12 | 231
Thap 8 20,0
Do biét hoa Vira 29 72,5
Cao 3 7,5

Chi diém u CEA truéc diéu tri n %
N R <5ng/ml 8 15,4
':'r‘l’;;% ‘;‘l’eﬁ'ff 5-30 ng/ml § | 154
: > 30 ng/ml 36 69,2
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Nhén xét:X-quang phoi, CLVT nguc dugc tién hanh dong loat trén 52
BN.Co6 5 BN dugc phat hién u trén X-quang ph01 CLVT phat hién u
phéi ¢ 15 'BN(28,8%), trong do t6n thuong da 6 chiém 2/3 86 cac BN ¢co6
di can phoi. CLVT bung phat hién 41 BN c¢6 hinh anh ton thuong DC 6
bung, trong d6 chu yéu la ton thuong u gan ¢ 30/52 BN (57,7%). Tén
thuong gan thuong gap da 6 6, chiém 73,3% trong tong s6 BN di cin gan.
Ung thu biéu mé tuyén biét hoa vira 1a hay gip nhit chiém ty 1& 72,5%.
Bénh nhan co CEA =5 ng/ml chiém ty 1¢ 84,6%, trong do ty 1¢ bénh nhan
c6 CEA =30 ng/ml. chiém 69,2%.
3.2. KET QUA PIEU TRI
3.2.1. Panh gia chit lugng cudc song

Bdng 3.5. Pdnh gid chit lwong CUiC song trude va sau diéu tri

Trwéc diéu tri  Sau diéu trj
Diém trung Di€ém trung p
binh binh

Linh vuc

*Céc mit chirc ning (diém cao hon ci thién hon)

Thé chat 64,5+ 18,5 76,1+ 17,3 0,04
Hoat dong 65,3 £ 21,3 76,7 £ 19,6 0,03
Nhan thirc 56,9 +29 4 61,7 +31,4 0,56
Cam xuc 18,7+151 39,9+£221 0,021
X4 hoi 31,0+17,9 520+164 0,018
*Céc triéu chirng va tic dung phu (diém thap hon cai thi¢n hon)
Mét moi 36,4 £21,3 275+189 0,074
phénIa mau hoge mau trong 49 1, 197 16,3+157 0,012
Dau 39,3+18,1 21,3+157 0,032
Kho tho 34,5+ 16,3 21,8+179 0,003
Chan in 50,0 + 20,6 41,7173 0244
N6n, budn nén 31,0 £11,9 257+104 0,310
ROi loan gidc ngil 35,3+275 424+269 0321
Tac dong tai chinh 51,0 + 23,6 62,2+19,8 0,041
*Sirc khoe toan dién
(Piém cao hon cai thién  42,5+132 61,1+129 0,001

hon)

Nhén xét:Sau diéu tri, chat luong cudc song duoc cai thién & hau hét cac
mat chirc nang, cac triéu chirng cling duoc cai thién. Stirc khoe toan dién
ciing dugc cai thién. Sy khéc biét 1a co y nghia thdng ké véi p<0,005.
Anh huéng dén tai chinh d6i v6i bénh nhan sau diéu tri 1a co y nghia
thong ké vai p = 0,041.



3.2.2. Pap ung diéu tri

* Ddp vmg diéu trj theo RECIST
Bdng 3.6. Ty I¢ dap vng

11

Sau 3 chu ki Sau 6 chu ki

Dap tng - % - %

Pap ung hoan toan 3 5,8 4 7,7
Pap trng mot phan 30 57,7 29 55,8
Bénh gilt nguyén 15 28,9 8 15,4
Bénh tién trién 4 7,7 11 21,1
Ty 1€ dap ing toan bo 33 63.5 33 63.5
Ty 1¢ kiém soat bénh 48 92,3 41 78,8

Nhdén xét: C6 3/52 BN (5,8%) dat dugc dap (tng hoan toan sau 3 chu ky
va 4 BN (7,7%) dap wng hoan toan sau 6 chu ky diéu tri.C6 4 BN (7,7%)
tién trién bénh sau 3 chu ky.Ty & dap tng toan bo sau 3 va 6 chu ky déu
& mirc 63,5%.
* Lién quan dap ¥mg véi mgt so yéu to

Bing 3.7. Lién quan dép iing véimot sé yéu t6

Tinh trang dap wng| Dap ing | Khong dap ing Téng
p

Yéu t6 lién quan n % n % n %
, Cé 21 | 70,0 9 30.0 | 30 100

Di cin gan — 0,04
Khéng 12 | 545 | 10 | 455 | 22 100

CEA truéec |CEA<30ng/ml| 12 | 75,0 4 250 | 16 100 0.011

dieutri |CEA>30ng/ml | 21 | 583 | 15 | 41,7 | 36 100 |

Cao 14 | 66,7 7 33,7 | 21 100

Vitriu Trung binh 13 | 65,0 7 350 | 20 100 | 0,749
Thap 06 | 545 | 05 | 455 | 11 | 100
. Nam 22 | 66,7 | 11 | 33,3 | 33 100

Gioi 0,714
Nir 11 | 57,9 8 42,1 | 19 100
UTBMtuyén | 26 | 650 | 14 | 350 | 39 | 100

Mo bénh hoc - 0,09
Khéc 7 58,3 5 41,7 | 12 100
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Nhin xét: Ty 1& dap ung ctia nhém c6 di can gan va nong 6 CEA< 30
ng/ml 1a cao hon. Sy khac biét 1a ¢6 ¥ nghia thong ké véi <0,05

Khong c6 mbi lién quan giita ti 1& dap ung diéu tri v6i gioi, vi tri, va
ddc diém mo bénh hoc, p > 0,05.

3.2.3. Thei gian séng thém khdng tién trién (PFS)

1.0+

= = =
i T b

T¥ 1é séng thém

=
‘7

0.0+

T T T T
0 12 24 36
Thai gian song thém bénh khong tién trién (thing)

Biéu d6 3.2. Thoi gian song thém khéng tién trién

Bing 3.8. Séng thém khéng tién trién

Séng thém khong tién trién (PFS)

Trung binh | Trung vi Min Max 6 thang 1 nim
(thang) (thang) (thang) (thang) (%) (%)
12,1 11,5 2,0 36,0 81,7 45,2

Nhdn xét:\/6i thoi gian theo ddi trung binh 1a 26,8 thang.
Thoi gian PFS trung binh la: 12,1+2,8 (thang), trung vi la: 11,5 (thang)
(min: 3,0; max: 36,0). PFS 6 thang la: 81,7%; 1 nam: 45,2%.
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3.2.4. Thei gian séng thém toan bg (OS)

1.0
2 0
g
g. 0.6
£
gnn 4
0.04
0 12 24 36 48 50
Thei gian séng thém toan ba (thang)
Biéu do 3.3. Thei gian séng thém toan bé
Bing 3.9. Séng thém toan bj
Song thém toan bd (OS)
TbrIL:]T? Trung vi Min Max 1 ndm 2 nam
. . . 0 0
(thang) (thang) (thang) (thang) (%) (%)
22,4+ 3,6 19,0 3,0 59,0 56,9 27,6

Nhan xét: Vi thoi gian theo ddi trung binh 14 26,8 thang. Thoi gian séng
thém toan b trung binh la: 22,4 + 3,6 (thang), min: 3,0; max: 59,0. Trung
vi 19,0 thang. Ty 1€ song thém toan by 1 ndm la: 56,9%; 2 nam: 27,6%

Phin tich da bién céc yéu'té lien PFS
Bing 3.10. Phdn tich da bién cdc yéu to lién quan PFS

véu té P da bién Tycs(‘),“(‘in‘;;b‘“y Khz’%‘:,itg‘l)c?y
Tudi (<60,>60) | 0726 | 1,229 0,388 — 3,890
CEA | 0899 | 0954 0,464 — 1,965
S6lwongdican | 0390 | 1,714 0,502 — 5,859
Di cén gan 0195 | 0582 0,257 - 1,319
Dapimgdiéuti | 0003 | 2329 1,366 — 4,058
Didutriduytdi | 0010 | 1758 1,145 - 2,700
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—s—Tudi (< 60, = 60) ol -

—e—CEA S
Sé lwong di can
Di can gan

—e—Dap (rng diéu tri S m—

—e—Didutri duy tri ——

Biéu db 3.4. Phén tich da bién cdc yéu té lién quan dén thoi gian song
thém bénh khéng tién trién (PFS)
Nhén xét: Pap Gng diéu tri va diéu tri duy tri 1a yéu td yéu t6 thuc su
anh huong dén PFS cta BN khi phan tich da bién (p<0,05).
Phén tich da bién céc yéu té lién quan OS
Bing 3.11. Phén tich da bién cdc yéu t6 lién quan OS

Yéu tb \ Paabién | TYSubt neuy  Khodng in chy
Tudi (<60,>60) | 0248 | 2687 0,502 — 14,377
CEA | 0,642 1,224 0,522 — 2,872
Solwongdican | 0128 | 2,392 0,778 - 7,536
Di cin gan 0284 | 1,702 0,643 — 4,506
Pap mgdidutri | 0007 | 2372 1,264 — 4,452
Didutriduyti | 0009 | 2164 1,212 -3,862

—e— Tudi (< 60, = 60)

Sé lwong di can
Di can gan
—e—Pap rng diéu tri —

—e— Didutri duy tri

Biéu db 3.5. Phén tich da bién cdc yéu té lién quan dén théi gian
song thém toan bj (0S)
Nhén xét: Dap tng diéu tri va diéu tri duy tri 1a yéu t6 thuc su anh
huéng dén OS cua BN khi phan tich da bién (p<0,05).
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3.3. MOT SO TAC DUNG KHONG MONG MUON CUA PHAC PO
3.3.1. Pjc tinh trén hé tao huyét .
Bdng 3.12. Djc tinh trén hé tao huyét

Khongco DO L II Pj 111, IV ]
Péc tinh n (%) n (%) n (%) Tong

Sau3CK  32(615) 16 (30.8) 4(7.7) 52

Habachedu o gox 23479  18(375) 7 (14,6) 48
Téng B5(550)  34(34%) 11(11%) 100
Sa3CK  40(769)  12(23.0) 0 52

Hatitucau o 60k 37(77.0) 11 (22,9) 0 48
Téng 77(77%)  23(23%) 0 100
Sau3CK 34 (654) 18 (34.6) 0 52

Thicumiu o 6ck  31(646)  16(33,3) 12,1) 48
Téng 65(65%)  34(34%) 1(1%) 100

Nhan xét: Giam bach cau hay gap 6 d0 1, 2 voi ty 1€ 34%. C6 11% giam
bach cau d6 3, 4 sau 6 chu ky. C6 23% ha tiéu cau do 1,2 sau 6 chu ky.
Sau 6 chu ky diéu tri, thiéu mau do 3, 4 gap 2,1% trong sb cac BN.
3.3.2. Pgc tinh trén hé tiéu hoa

Bdng 3.13. Djc tinh trén hé tiéu hoa

Khongco DO L II P 111, IV

Poc tinh n (%) n (%) n (%) Tong
Tiu chiy Sau3CK  41(78,8) 8(15,4) 3(5,9) 52
Sau 6 CK 36(75) 9(18,7) 3(6,3) 48
Tong 77(77%) 17(17%) 6(6%) 100
Nén,buén  Sau3CK  43(82,7) 7(13,5) 2(3,9) 52
nén Sau6CK  40(83,3) 7(14,6) 1(2,1) 48
Téng 83(%) 14(%) 3(%) 100
Viem mitne S SCK  49(942) 3(5,8) 0 52
M2 Sau6CK  46(95,8) 2(4,2) 0 48
Tong 95(95%) 5(5%) 0 100

Nhin xét: Tiéu chay gip 23% cac truong hop, do 3 chiém 6,0%. Non,
budn nén d6 1, 2 gap 13,5% & 3 chu ky dau, 14,6% & 3 chu ky sau. Do 3
gip 6% sau 6 chu ky.Viém miéng it gip (5%) sau 6 chu ky diéu tri,
khong gap ¢ do 3, 4.
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3.3.3. Poc tinh trén gan, thin, thian kinh .
Bdng 3.14. Déc tinh trén gan, thdn, than kinh

Khongcé  Dj 1,2 Do 3, 4
Poc tinh n (%) n (%) n (%) Tong
Tingmen Sau3CK 37(71,2)  14(26,9) 1(1,9) 52
gan Sau6CK 33(68,8)  15(31,2) 0 48
Tong 70(70%)  29(29%) 1(1%) 100
Ting Sau3CK  48(92,3) 4(7,7) 0 52
Creatinin ~ Sau6 CK  43(89,6) 5(10,4) 0 48
Tong 91(91%) 8(8%) 0 100
Poctinh  Sau3CK  38(73,1)  14(26,9) 0 52
than kinh  Sau6 CK 33(68,7)  15(31,3) 0 48
Tong 71(71%)  29(29%) 0 100

Nhan xét:Sau 3 chu ky diéu trj c6 26,9% tang men gan do 1, 2; ty 1 nay
sau diéu tri 1a 29%. C6 1 BN (1,9%) ting men gan d6 3. Chi gip 8% co
Creatinin cao do 1, 2 trong cac dot diéu tri.Doc tinh than kinh ¢ d6 1, 2
gap 29%, khong c¢6 bénh nhan nao ¢ do 3, 4.
3.3.4. Tac dung khong mong muén lién quan bevacizumab

Bing 3.15. Tac dung khéng mong mudn lién quan bevacizumab

Poc tinh Szﬁé@r‘:h TV 18 (%)
Cao huyét ap
Khéng cao 41 78,8
Cao huyét ap sau dung thudc 11 21,2
Chiy mau
Co chdy mau 8 15,4
Khong chay mau 44 84,6
Vi tri chay mau
Miii 3 5,8
Chan rang 3 5,8
Am dao 2 3,8
Thiing dwong tiéu héa 0 0
Chém lién vét thwong 0 0
Huyét khdi 0 0

Nhin xét: Tang huyét ap hay gap nhét v6i 21,2%. Tat ca tang ¢ do 1, 2 kiém
soat dugc.Chay méau gip 15,4%, cac truong hop déu ¢ do 1, ngoai ri méau
khong gay triéu chirmg 1am sang nao khac.Cac tac dung phu khac: thung
dudng tiéu hoa, cham lién vét thuong hay huyét khoi déu khong co.
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CHUONG 4: BAN LUAN

4.1. PAC PIEM CUA NHOM BN TRONG NGHIEN CUU

4.1.1. Tudi va gi6i: Trong nghién ctru clia chung toi, tudi trung binh 1a
54,5+ 9,7; tré nhat 1a 28 va 16n nhét 12 69 tudi. Luong BN & d6 tudi 50-
59 chiém ty 18 cao nhit 1a 44,2%. Pa sb cac BN trén 40 tudi (90,4%).
Bénh gap 6 nam nhiéu hon nir, ty 1€ nam/nir 1a 2,64/1. Ty 1€ BN nam gioi
cao hon nhiéu so véi nir ¢6 thé do ddi twong lua chon vao nghién ciru nay
v6i PS = 0-1 thi thuong nhiéu BN nam déap ng dwoc hon nit.

4.1.2. Thoi diém chin dodn va cic diéu tri trwée d6: Trong 52 BN
nghién ctru, c6 46 BN (88,5%) phat hién bénh 1an dau khi bénh da & giai
doan di cin, con lai 6 BN (11,5%) xuét hién tai phat, di cin sau diéu tri
UTTT trudc d6. Nghién ctru trén 100 BN UTDTT di can gan cuia tac gia
Lé Vian Luong c6 két qua ty 168 BN UTDTT c6 di can ngay tai thoi diém
chan doan dau tién 1a 89%. Trong khi d6, két qua nghién ciru ciia Nguyén
Thu Huong (2008) c6 ty 16 BN tai phat, di cin sau diéu tri chiém da sb
(67,6%).

4.1.3. Ly do vao vién

Trong nghién ctru ciia chiing t6i, c6 su khac biét rd vé hoan canh
chan do4n bénh giita nhom UTTT di can ngay thoi diém phat hién bénh
va nhém BN téi phat di can sau diéu tri. Véi nhém BN dau tién, phan 16n
dén kham bénh vi triéu ching do u nguyén phat (di ngoai phan nhay
mau) chiém 73,9%, chi c6 2/52 BN (4,3%) vao vién voi triéu chung lién
quan dén ton thuong di can 13 hach ngoai vi to. Nguoc lai, v6i nhitng BN
tai phat di can sau diéu tri, hoan canh phat hién thudng gip qua kham
theo doi dinh ky (4/6 BN) chlem 66,6%, khong c6 truong hop nao c6 rdi
loan dai tién, tridu ching tai ton thuong di can khién 33,4% (2/6 BN) dén
vién kham bénh. Nghién clru cta tac gid Lé Van Lugng (2008) trén
nhimg BN UTDTT di can gan diéu tri tai Bénh vién Viét Puc, voi dbi
tuong nghién ctru chi yéu 1a UTDTT di di can ngay tai thoi diém phat
hién bénh, ty 1€ s6 BN vao vién vdi cac triéu chung r6i loan dai tién do u
nguyén phat chiém dén 81%.
4.1.4. Triéu chirng 1am sang truée diéu tri
- Toan trang PS 1a chi s6 quan trong, can thiét phai dugc danh gia chinh
Xac trudc va trong qua trinh didu tri dé co thé lya chon hay diéu chinh
cach thuc diéu tri, phac dd hoa chét va lidu luong thuéc cho phu hop véi
bénh nhan. Trong 52 BN ciia nghién ctru ndy, cac bénh nhan c¢6 chi s6 PS
tot, mre 0 chiém 57,7% va mic PS = 1 chiém 42,3%. Céc bénh nhéan ¢6
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chi s6 PS 16n hon khong nim trong tiéu chuan lya chon nghién ctu.
Nguyén Thu Huong trén nhom UTDTT di can duoc diéu tri bang phéac
d6 FOLFOX, ty 1& nhém BN co chi sb toan trang PS 0-1 la
79,4% Nghién ctru cua Giantonio trén tong s6 286 bénh nhan dugc didu
tri bang phac d6 FOLFOX-Avastin c6 48,9% bénh nhan c6 PS bang 0;
46,9% bénh nhan c6 PS bing 1, va PS bang 2 chi ¢6 4,2%.

- Dau bung: Pau bung la triéu chiing kha thuong gap trong UTTT, tuy
nhién con tily thude vao vi tri, kich thudc ton thwong ma biéu hién dau
khac nhau. Nghién ctru ctia Nguyén Thi Kim Anh cho biét dau bung gip
& 22 bénh nhan (32,8%), nhiéu nhit 1a dau ving ha vi (45,5%) sau do 1a
vung ha sudn phai va bung cao (36,4%).

- Céc tridu chting hd hap:Ho khan, ho kéo dai khong r& nguyén nhéan ¢
bénh nhan da didu tri UT 1a triéu chimg nghi ngd can nghi téi bénh nhan
c¢6 tén thuong di can phdi. chung t6i gip ho gip ¢ 10 BN trong sb 15
bénh nhan c6 di cin phdi. Tuong tu, Nguyén Thu Hwong gip ho ¢ 4
bénh nhén trong s 10 bénh nhan c6 di cin phdi, bao céo ciia Nguyén Thi
Kim Anh , s6 bénh nh4n c6 ho gip nhiéu hon véi 8 bénh nhan trong tong
s6 10 bénh nhén di cin phdi.

- Hach thuong don:UTTT di can chi yéu theo hai duong 1a dudng mau
va duong bach huyét. Di cin theo dudng bach huyét thuong gip di cin
hach viing, khi di can dén hach ngoai vi dwoc tinh 14 di cin xa. Theo Tran
Thang, ty 1& di can hach ngoai vi 1a 8,8%, trong d6 di can hach c6 va
hach ben c6 ty 18 nhu nhau, cung chiém 4,4%.

4.1.5. Pic diém can 1am sang trudc diéu tri

4.1.5.1. Xquang va CLVT nguc: Tt ca 52 BN trong nghién ctru déu
dugc thyc hién Xquang, CLVT nguc, ciing nhu siéu am 6 bung, CLVT 6
bung - tiéu khung, 16ng nguc nham phat hién cac ton thuong di cin tai
phdi, hach trung tht, tai gan, hach 6 bung hay cac co quan khac. Trong
nghién ciru cua chung t61, Xquang thuong qui chi phat hién 5 truong hop
cou phéi, chup CLVT nguc phat hién tat ca 15 BN ¢o di can phéi. Trong
s6 15/52 (28,8%) BN c6 di can phdi, ton thuong da 6 chiém 10/15 BN
(75%), thuong céac tén thuong cé kich thude dudi 2cm, chinh vi vy ma
Xquang thudng qui di bo x6t. Qua ddy ching t6i thdy viéc chup CT long
nguc cho BN UT TT nén duoc chi dinh thuong qui trong chan doan ban
dau ciing nhu theo ddi sau diéu tri, tranh bo x6t ton thwong di can phoi.
4.1.5.2. Siéu 4m 6 bung va CLVT h) bung tléu khung: Toan by bénh
nhan trong nghién ctru dugc tién hanh siéu 4m 6 bung, qua do phat hi¢n
36 truong hop (69,2%) cb ton thuong bét thuong trong 6 bung, trong d6
phat hién dugc di cén gan la chi yéu vdoi 25/36 bénh nhan, si€u am phat
hién tén thuong hach 6 bung bit thuong trong 3/9 BN di cin hach &
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bung. Két qua CLVT 6 bung va tiéu khung c6 hinh anh bt thuong ¢ 41
truong hop, trong doé riéng di can gan phat hién thém 5 BN khong duoc
phat hién qua siéu am. 30/52 BN (57,7%) trong nghién ctru ¢6 di can gan,
trong d6 22/30 BN (73 3%) c6 tén thuong di can gan da b.
4.1.5.3. Vi tri va s6 luwong vi tri ton thwong di cin: Di cin gan 13 ton
thuong gip nhiéu nht trong nghién ctru chiing t6i véi 30 BN (57,7%), di
can phéi ¢6 15 BN chiém 28,8%, trong s6 do 5 truong hop co6 ca di can
gan va phéi; di can hach 6 bung gap & 9/52 BN, chiém 17,3%. Trong 52
BN dugc lua chon vao nghién ctru nay, da s6 BN c¢6 di can tai 1 - 2 co
quan, vi tri, chiém 67,3%, ¢6 11 BN di can trén 2 vi trf co quan (32,7%).
4.1.5.4. Khang nguyén biéu md phoi (CEA):

Khang nguyén ung thu biéu mo6 phodi (CEA) 1a chat chi diém
chinh cia UTDTT, mét yéu té quan trong trong tién lugng va theo ddi
sau diéu tri, dugc sir dung thuong quy trong theo ddi dap tmg diéu trj va
tai phat sau diéu tri. Trong nghién ciru cua ching toi trén nhém UTTT
giai doan di cin, da s6 BN ¢6 chi s6 CEA ting trén muc binh thuong
(5ng/ml) chiém ty 1 84,6%, trong d6 c6 36 BN (69,2%) c6 ndong do CEA
trén 30 ng/ml.
4.2. KET QUA PIEU TRI
4.2.1. Chét lrgng cudc sdng: Trong nghién ciru nay, ching t6i sir dung
bd cau hoi danh gia chét luong cudc sbng EORTC QOL — C30 — CR29
ctia hiép hoi ung thu chau Au nham danh gia chét luong cudc sdng cia
bénh nhan trude diéu tri va sau khi két thic diéu tri d6i v6i bénh nhan
dugc diéu tri hoa chit phac dd két hop FOLFOX4-bevacizumab. Day 1a
bd cau hoi tiéu chuan, duoc ap dung rong rai trén khap thé giéi dé danh
gia chit lugng cudc séng cua bénh nhan ung thu truc trang. BO cau hoi
danh gia gdm rat nhiéu tiéu chi. Bao gdm cac tiéu chi danh gia strc khoe
chung, cac van dé khac vé chirc ning va triéu chimg bénh, anh hudng cua
phuong phap diéu tri &én chét luong cudc sdng ctia bénh nhan. Dbi véi
tiéu chi triéu chimg bénh, chung t6i chu dong lwa lwa chon mét sd cau hoi
nham lugng gia dap tmg chu quan cua bénh nhan ung thu tryc trang bao
gdm céc tridu ching: di ngoai phan mau, dau bung, dau nguc do bénh.

Tai thoi diém sau két thuc diéu tri 6 chu ki héa tri, ching toi
danh gia muc d6 cai thién diém sb trung binh cua cac tri€u ching theo bd
cau hoi chat luong cude séng Theo cach danh gia clia bang danh gia chat
luong cudc song, diém sb trung binh cac triéu chung cang cao, mirc do
anh huong cua tri¢u ching dén chét lugng cudc song cang tang. Theo
biéu d6 biéu dién két qua _phén tich diém trung binh chat lugng song
trudc va sau diéu tri cho thay chi s6 danh gia chét lugng cudc séng trung
binh duoc cai thién & hau hét cac mat. Céc triéu ching cta bénh déu dat
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muc cdi thién, trong d6 cai thién triéu ching di ngoai phan méu dat cao
nhat.

Sau diéu tri, nhom bénh nhan nghién ctu co diém sb cao hon
trude diéu tri & hau hét cac mat chuc nang: thé chét, cam xtc, xa hoi. Su
khéc biét 1 ¢6 y nghia thong ké sau diéu trj so vdi trude diéu tr.

Anh hudng vé mit tai chinh, trong nghién ctru cua ching toi, khi
danh gia bang bo cau hoi danh gia chat lugng cude song, két qua cho
thdy anh huong cta van dé tai chinh sau diéu tri so véi trude diéu tri 1a
c¢6 y nghia. Piéu nay 1a hoan toan d& hiéu, do chi phi diéu tri cao, khong
phai tit ca cac bénh nhan déu c6 kha ning tiép can. Hon nira gia thude
hién con cao hon mat béng chung thu nhap cta bénh nhan dan t6i viée
diéu tri bang thudc dich két hop ciing mang lai nhitng kho khin véi
ngudi bénh. Pic biét 1a khi didu tri duy tri sau d6. Chinh vi vy chi c6
37% bénh nhén trong nghién ctru cua chung toi c6 khi ning diéu tri tiép
duy tri bang bevacizumab.

Céc nghién ctu trén thé gidi danh gia chét luong cude séng cua
bénh nhan tryc trang ciing déu danh gia vé chirc ning dai tién cta bénh
nhan. Trong nghién ctru cua chung t6i, do lugng bénh nhan con han ché,
hon nita cdc tri¢u ching chu yéu bao gom ia nhéy mau nén khi danh gia
chat lugng cudc song bang b cau hoi, chu yéu thu thap dugc thong tin
vé triéu chimg nay. Két qua nghién ctru cho thy, vé tridu chimg ia nhay
mau thyc sy c6 cai thién sau dleu tri so v6i trude didu tri.

Céc tridu chimg khac vé anh hudng cua diéu trj nhu mét moi,
ndn budn ndn, chan an cling khong c6 su khac biét. Co thé nhan théy, vé
mat co nang, viée diéu tri hau nhu khong anh huong dén chét lugng cudc
song ciia bénh nhan. Cac tac dung phu ciia phac do chung téi xin phan
tich ki hon trong phan tac dung phu cua thude.

4.2.2. Pap ung diéu tri theo RECIST

Ty 1€ dap tmg toan bd sau 3 chu ky ctia nghién ctru nay la 63,5%.
Trong do 5,8% dap trng hoan toan; 57,7% dap Ung mot phﬁn, 28,9%
bénh 6n dinh va 7,7% bénh tién trién; ty 18 kiém soat bénh 1a 92,3%. Sau
6 chu ky ty 1¢ dép tng toan bg, hoan toan, mot phan va kiém soat bénh
1an luot 13 63,5% - 7,7% - 55,8% - 78,8%. Céc nghién ciru déu ching to
rang khi thém Bevacizumab vao phac d6 hoa chat diéu tri UTDTT di cin
cung cho mot ty 1 dap tng toan b cao hon so véi diéu tri hoa chat don
thuan. Béo céo cua chung t6i co ty 1€ dap ung toan b cao hon mot )
béo céo khac c6 thé do chung t6i chi c6 bénh nhan PS = 0 — 1 nén thé
trang chung cta bénh nhan t5t hon so v&i mot sé nghién ctru co ca bénh
nhan PS = 2.

4.2.3. Thoi gian séng thém
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4.2.3.1. Thoi gian song thém bénh khong tién trién (PFS): Vi
thoi gian theo doi trung binh 26,8 thang, PFS trung binh trong nghién
ctu nay la 12,1 thang. Ty 1é PFS sau 6 thang la 81,7%, sau 12 thang la
45,2%. Tran Nguyén Ha trong bao cao nghién ctru diéu tri bevacizumab
phdi hop hoa chat véi cac phac d6 khac nhau, diéu trj bude 1, 2 cho bénh
nhan UT DTT giai doan tién xa cho biét trung vi PFS & nhém co
bevacizumab phdi hop hoa chat phac dd c6 Oxaliplatin 13 9,4 thang,
nghién ctru nay bao gom ca BN diéu trj buéc 2. Theo két qua nghién
ctru BEAT, trong s6 552 BN diéu tri Bevacizumab - FOLFOX, thoi gian
song thém khong tién trién bénh 1a 11,3 thang.

4.2.3.2. Thoi gian song thém toan bd (OS):  Thoi gian OS trung binh
trong nhdm BN nghién ctru ctia chung t6i la 22,4 thang, ty 16 OS 1 nam
la 56,9%; 2 nam la 27,6%.Nghién ctu TREE danh gia hiéu qua
Bevacizumab két hop hoa tri phac db c6 Oxaliplatin va FU cho thay thoi
gian séng thém toan bd trung binh 1a 23,7 thang so v6i 18,2 thang ¢
nhom khong duogc két hop Bevacizumab.

Phan tich da bién cdc yéu té lién quan dén thoi gian song thém: Dap
g diéu trj va diéu tri duy tri 1 yéu t6 thuc su anh huong dén thoi gian
song thém bénh khong tién trién ciing nhu thoi gian song thém toan bo
ciia BN khi phan tich da bién (p<0,05). Két qua nghién ctru nay cia
chung t6i hoan toan 1a phu hop so voi két qua nghién clru cua cac tac gia
trén thé gioi, khong chi dbi voi bénh ung thu truc trang noi riéng ma voi
nhleu bénh 1y ung thu khac. Thuc sy yéu tb dap umg voi didu tri tién
quyét anh huong dén thoi gian séng thém cia bénh nhan. Viéc diéu tri
duy tri véi bevacizumab thuc sy dem dén hiéu qua trong diéu trj bénh,
kéo dai thoi gian séng thém ciia bénh nhan.

43. POC TINH VA TAC DUNG KHONG MONG MUON CUA
PHAC PO

4.3.1. Pac tinh trén h¢ tao huyét

- Ha bach cau:Trong nghién ctru ctia chiing t6i, ha bach cdu do 1, 2 chiém
34%; d6 3, 4 1a 11%, khong co6 truong hop nao ha bach cAu c6 kem sdt.
-Ha tléu cau:Trong nghién ciru, ca 6 dot diéu tri c6 23% bénh nhan c6 ha
tiéu cau d6 1,2 khong co ha tleu cau do 3, 4, khong c6 bénh nhan nao
phai ding diéu tri do ha tiéu cau.

4.3.2. Djc tinh trén hé tiéu hoa

- Tiéu chay: Ti 1€ tiéu chay do 1,2 gap 17% va 3, 4 gép 6% trong nghién
clru ndy, tiéu chay do 1,2 ¢6 xu huéng gip nhiéu hon & 3 chu ky sau. Ty
1¢ nay tiéu chay d§ 1,2 trong nghién ctru ctia Nguyén Thu Huwong khi
diéu tri phac 0 FOLFOX4 cho thiy twong dwong véi chung toi, gap
17.6%.Theo nghién ctru NO16966 (2011) cho thiy & nhom sir dung phéac
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d6 FOLFOX4 phéi hop bevacizumab gip tiéu chdy & cac mirc d6 1a 64%
trong do d6 3,4 1a 13%.

-N6n va budn nén: Nghién ctru cta chung toi gip ndn, budn nén & cac
muc d6 la 17%, trong d6 d6 3,4 1a 3%.

4.3.3. Poc tinh trén gan: Trong 6 dot diéu tri, ty 1¢ men gan cao d6 1, 2
chiém 29%; khong c6 d6 4, d6 3 co 1 BN, bénh nhan nay c6 xét nghiém
HBsAg duong tinh, da phai gian doan diéu tri hoa chat dé diéu tri cho
men gan tré vé binh thudng.

4.3.4. Poc tinh trén than: Trong nghién ctru chung toi gap creatinin tang
d6 1 voi 8%. Khong co truong hop nao creatinin ting d6 2, 3, 4. Khong
¢6 BN ndo trong nghién ciru phai ngimg diéu tri hay giam liéu do doc
tinh khong chép nhén duoc trén than.

4.3.5. Pjc tinh trén h¢ thin kinh: Trong nghién ciru, ching toi khong
gdp truong hop nao cé doc tinh trén hé than kinh & do 3, 4. Poc tinh do
1, 2 hay gip nhit véi ty 1 26,9% & 3 chu ky dau va 31,3% & 3 chu ky
sau, ty 1€ trung binh cd 6 chu ky 1a 29%. Pay la tac dung phu lién quan
dén oxaliplatin. Tuy nhién, da phan cac truong hop déu cai thién khi
dugc bd sung Magne, Calci va hdi phuc dan sau khi ngimg diéu tri hoa
chat.

4.3.6. Tac dung khong mong muén lién quan dén Bevacizumab: Cao
huyét 4p 1a tac dung khong mong mudn hay dugc nhic toi cua
Bevacizumab, trong bao cao nay chung toi ghi nhan c6 21,2% cac bénh
nhan xuit hién cao huyét ap, nhitng truong hop nay déu & do 1, 2 c6 thé
kiém soat t6t bang thudc ha ap, khong c6 bénh nhan nao cao huyét ap do
3, 4. Nghién ctru BEAT thiy & nhém bénh nhan UTDTT di can ding
phac @6 FOLFOX4 - bevacizumab c6 ty 1¢ cao huyét ap do 1,2 1a 23%
va d0 3, 4 1a 3%. Chay mau ciing 1a tac dung khong mong muon dugc ké
dén cuia bevacizumab, chung t6i ghi nhan c6 8 bénh nhan xuét hién chay
méu (15,4%), hay gip nhat 1a chay mau miii va chay mau chan ring
chiém 5,8% cho mdi vi tri, con lai gip 2 bénh nhan chay mau am dao
(3,8%), tuy nhién tit ca déu & muc do nhe, khong anh hudng dén lidu
trinh diéu tri va khong gay cac tri¢u chig nao khéc.
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KET LUAN
Qua nghién ctu trén 52 bénh nhan ung thu tryc trang giai doan
di cin duwoc didu tri hoa chat phac dd két hop FOLFOX4 va
bevacizumab, chung t6i rit ra mot s6 két luan sau:
1. Pic diém lam sang, cin 1am sang

—  Tudi trung binh 12 54,5 + 9,7; ty 1¢ nam/ni 1a 2,64/1.

—  Pic diém di cin: Vi tri di cin hay gip nhit 1a gan (57,7%) va
phéi (28,8%). Di cian < 2 vj tri chiém 67,3%, di can > 2 vi tri chiém
32,7%.

- N@)ng dd CEA truge diéu tri: < 30 ng/ml chiém 30,8%; > 30
ng/ml chiém da sb véi 69,2%.

2. Két qua diéu tri

Chit lwong cudc song: Puoc cai thién & hau hét cac mit chic nang: thé
chét, hoat ddng, cam xuc, xa hoi. Suc khoe toan dién, céc tri€u chung sau
diéu tri cai thién hon so véi trude diéu tri.

Ddp trng diéu tri

—  Sau 6 chu ky dap ung hoan toan dat 7,7%; dap tng mot phan 1a
55,8%: bénh tién trién 1a 21,1%; ty 18 dap Gmg toan bo sau 3 dot va 6
dot déu 1a 63,5%; ty 1 kiém soat bénh sau 6 chu ki dat 78,8%.

—  Di can gan va ndng d6 CEA trudc diéu tri < 30 ng/ml c6 ty 18
dap (mg cao hon c6 ¥ nghia thong ké véi p<0,05.

—  87,5% bénh nhan dugc didu tri tiép sau két thuc 6 chu ki,
37,5% bénh nhan duoc diéu trj duy tri béng bevacizumab.

Thoi gian song thém: véi thoi gian theo ddi trung binh 26,8 thang.

—  Thoi gian séng thém bénh khong tién trién trung vi 11,5 thang,
trung binh: 12,1 + 2,8 thang (t6i thiéu: 2,0; téi da: 36,0). Ty 1& song thém
bénh khong tién trién 6 thang 81,7%, 1 nam 1a 45,2%.

—  Thoi gian sdng thém toan bo trung vi 19,0 thang, trung binh:
22,4 + 3,6 thang (thap nhat: 3,0; Cao nhét: 59,0). Ty 1¢ song thém toan
bo: 1 nam 1356,9%; 2 nam: 27,6%.

Cic yéu to anh hwéng dén song thém

Phén tich don bién cac yéu t6 anh hudng tot dén thoi gian song
thém khong tién trién va thoi gian séng thém toan bd goém: néng d6 CEA
true didu tri <30ng/ml, di can gan, s6 lugng co quan di can < 2, md
bénh hoc ung thu biéu md tuyén, dap tng vé6i diéu trj va didu tri duy tri
bevacizumab.

Phan tich da bién cac yéu t6 anh huong tot dén song thém khong
tién trién va séng thém toan bo 1a dap tmg véi diéu trj va c6 diéu trj duy
tri bang bevacizumab.
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Tac dung phu ciia phac do

Tac dung phu hay gap nhét trén hé tao huyét cua phac dd 1a ha
bach cau (do 1, 2 1a 34%; d0 3, 4 1a 11%) va trén hé ti€u hoa 1a tiéu chay
(do 1, 2 1a 17%; do 3, 4 1a 6%). Cac tac dung phu khac gap ¢ do 1, 2 it
anh huong dén diéu tri.

Tac dung phu ciia bevacizumab bao gém ting huyét ap do 1, 2 1a
21,2%, chay gap 15,4% & mirc d6 nhe. Khong giap truong hgp nao tri
hodn hay ngimg diéu tri do tac dung phu lién quan t6i bevacizumab.

Qua theo ddi sir dung bevacizumab phdi hop hoa chat phac do
FOLFOX4 diéu tri bénh nhan UTTT di can, ching t6i thdy kha nang
dung nap thudc tot, cac doc tinh & mic d6 chip nhan dugc, phac dd
tuong dbi an toan, khong cé bénh nhén tir vong do ddc tinh cua thude.

KIEN NGHI
1. Nén mé rong chi dinh thuong qui chup CT ldng nguc cho BN
UT TT trong chan doan ban dau ciing nhu theo ddi sau diéu tri,
tranh bo X6t ton thuong di can phoi.

2. Bevacizumab nén duogc tiép tuc diéu trj duy tri cho bénh nhan
ung thu truc trang di can xa nham toi uu hoa két qua song thém
bénh khong tién tri€n va song thém toan bd.
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INTRODUCTION
According to global cancer organization IARC (Globocan 2018), in the
world, it is estimated that 1.85 million newly infected colorectal cancer
patients (in which rectal cancer accounts for about one third), and
nearly 881,000 patients died from the disease. In Vietnam, according to
GLOBOCAN 2018, there are 14,733 new patients each year, 8104
patients die from colorectal cancer.

Treatment for rectal cancer has shown impressive growth over
the past 20 years, including second-generation chemotherapy drugs and
new biological therapies, especially the era of targeted treatment, the
survival of patients with metastatic colorectal disease doubled with an
average duration of more than 2 years. Bevacizumab (Avastin TM) is a
monoclonal antibody resistant to approved endothelial growth factor
(VEGF) in the United States and Europe in combination with FOLFOX
or FOLFIRI chemotherapy regimens for metastatic colorectal cancer.

At K Hospital and Department of Oncology and palliative care
of Hanoi Medical University Hospital, treatment of rectal cancer in
metastatic stage with combination of FOLFOX4 and bevacizumab
(Avastin) regimens was applied, initially for see good improvement in
treatment results. However, to date, studies on target treatment
combined with chemicals in metastatic colorectal cancer are still few
and incomplete. Therefore, we carry out the project with two
objectives:

Objectives:

3. Review some clinical and subclinical characteristics of rectal
adenocarcinoma of distant metastases.

4. Evaluation of results and some unwanted effects in the treatment
of patients with metastatic colorectal carcinoma using
bevacizumab combination with FOLFOX4.

These new findings of the thesis:

1. This is the first study in Vietnam to study the treatment results of
regimens combining chemicals and monoclonal antibodies in metastatic
colorectal cancer.

2. Results from the study show that:
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The quality of life of patients is improved in most aspects: physical,
active, emotional and social. Comprehensive health, symptoms after
treatment improved than before treatment.
Treatment response: Post-treatment CEA levels were significantly lower
than before treatment. After 6 cycles, the total response was 7.7%; partial
response is 55.8%; progressive disease is 21.1%; the overall response
rate after 3 times and 6 times is 63.5%; disease control rate after 6 cycles
reached 78.8%.
The group of patients with liver metastases and pre-treatment CEA
concentrations <30 ng / ml had higher response rates, the difference was
statistically significant with p <0.05.
With an average follow-up of 26.8 months: Median PFS duration of 11.5
months, average: 12.1 £ 2.8 months (minimum: 2.0; maximum: 36.0).
PFS rate of 6 months 81.7%, 1 year is 45.2%. OS time averaged 19.0
months, average: 22.4 + 3.6 months (lowest: 3.0; Highest: 59.0). OS rate:
1 year: 56.9%; 2 years: 27.6%.
Multivariate analysis of non-progressive and well-respected factors that
complement the overall response to treatment and maintenance therapy
with bevacizumab.
Side effects of the regimen: most common on the haematopoietic system
of the regimen is leukopenia and on the digestive system is diarrhea.
Other side effects encountered in degrees 1 and 2 have little effect on
treatment.
Side effects of bevacizumab include hypertension 1, 2, 21.2%, bleeding
15.4% mildly. There were no cases of delay or discontinuation of
treatment due to bevacizumab-related side effects.
Structure of the thesis

The thesis is 127 pages long, including the following sections:
Introduction (2 pages), Chapter 1. Overview (38 pages), Chapter 2:
Subjects and research methods (22 pages); Chapter 3: Research results
(30 pages); Chapter 4: Discussion (41 pages); Conclusion (2 pages);
Recommendation (1 page). In the thesis, there are 34 tables, 28 charts
and 03 figures. References have 102 documents (13 Vietnamese
documents and 89 English documents). The appendix includes patient
lists, illustrations, a number of criteria, research standards, research
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medical records, evaluation questionnaires, letters and voluntary votes
for research.

CHAPTER 1: OVERVIEW

1.6. Epidemiology of rectal cancer
1.7. Anatomy of anal
1.8. Vascular formation in rectal cancer
1.9. Diagnosis of rectal cancer
- Clinical, subclinical diagnosis
- Stage diagnosis
1.10. Systemic treatment
1.5.1. Role of chemotherapy
1.5.2. The role of monaclonal antibodies to inhibiting vascular endothelial
growth factor: The efficacy of bevacizumab combined with chemical
treatment
1.6. Some studies of metastatic colorectal cancer treatment in Vietnam

Back in the 2000s, with the emergence of more new drugs such as
Oxaliplatin, Irinotecan and especially recently the target drugs such as
Bevacizumab, Cetuximab, Pannitumumab studies have focused more on
metastatic colorectal cancer and have have better results.

In 2003, Tran Thang reported the study results of 68 patients in the
relapsing and metastatic colorectal cancer group, treated with 2 regimens of
de Gramont (32 patients) and FUFA (36 patients) with the response rate after
6 treatment periods. The treatment of the two regimens is as follows:
Complete response of 9.3 /5.6; Meeting part 31.3 / 19.4; Stable disease 31.3
[ 44.4; Progressive disease 28.1 / 30.6; Meet all 40,6 / 26,0. Although the
results showed that the de Gramont regimen had a higher response than the
FUFA regimen, the difference was not statistically significant with p = 0,
3259. The study did not evaluate the survival time of the two regimens. This
is in the treatment of metastatic colorectal cancer.

In 2007, Mai Thanh Cuc et al retrospectively studied over 76 patients
with recurrent and metastatic colorectal cancer found the rate of surgical
removal of tumor or intestinal segment was only 17.1%, while 71.1% of
patients were treated. substance and up to 28.9% only treatment for palliative
care symptoms (including bypass surgery, artificial anus). The overall
response rate for the chemo group was 66.7%, of which the partial response
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was 11.1%, the disease retained 55.6%, and no patients achieved complete
response. The average survival time in the group receiving chemotherapy
was 14.4 months, while in the group receiving only palliative care, it was
only 6.3 months.

In 2008, Nguyen Thu Huong's study reported the treatment results of
a recurrent and metastatic colorectal cancer, no longer able to operate with
FOLFOX4 regimen at K Hospital from January 2006 to June 2008. Results:
After 6 batches of chemicals, the complete response rate was 5.9%; one part
35.3%; the disease remains 35.3%; disease progression 23.5%; meet the
entire 41.2%. Research does not mention the extra life time.

In 2013, author Nguyen Thi Kim Anh studied the treatment of a stage
of colorectal cancer in the period of relapse, metastasis, no longer able to
operate with FOLFOX4 regimen at Hospital E Hanoi from January 2007 to
August 2013. Results: 67 patients participated in the study, underwent 6
cycles of FOLFOX4 chemical regimen with a complete response rate of
1.5%, part 44.8%, the disease remained 31.3%, disease 22.4% progress,
46.3% overall response. The average survival time of patients in the study
was 17.8 months + 4.3 months, the 1-year survival rate was 55.6%. .

In 2014, Tran Thang et al announced the results of chemical treatment
for 23 patients with colorectal cancer who only had liver metastases at K
Hospital from 2012 to 2013, the regimen used included one of the regimens:
FOLFOX, FOLFIRI, XELOX, XELIRI. Response results after 6 treatments:
complete response was 8.7%, partial 60.9%, stable disease 13% and
progressive disease 17.4%. In particular, of which 4 patients can switch
surgery to remove the liver metastasis. Toxicity of regimens on
hematopoiesis and hepatic and renal systems is only 1-2 degrees and
completely manageable. The main clinical side effects of diarrhea are 26.3%
and peripheral neurological syndrome: 26.3%, these are the side effects of
Oxaliptatin and 5FU, but these effects are mainly encountered in 1-2
degrees, can be overcome.

In 2015, Vo Van Kha et al reported results of treatment of 108
patients with metastatic colorectal cancer who were treated in step 1 of
XELOX regimen at Can Tho Cancer Hospital from 01/2012 to 12/2014
showed that: Full response rate set 49.1%, totally 0.9%, part 48.1%, disease
stable 26.9%, disease progression 18.5%. The average survival time until the
disease progresses is 9.6 months; The whole life is an average of 22.3
months. The rate of survival without disease progressed at 1 year time was
74%, total survival after 1 year was 81.2%. Side effects were mainly
vomiting and nausea 48.2%; diarrhea 28.7%; numb hands and feet 52.8%;
Hand and foot syndrome 12.9%. The major hematological toxicity is
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granulocytopenia accounting for 16.6%, of which the reduction of 3/4 is
5.6%. Thrombocytopenia was 5.6%, of which 2.8% decreased by 3/4.

In 2017, Trinh Le Huy reported the treatment results of 39 metastatic
malaria patients treated step 1 of FOLFOXIRI regimen. DFS results: an
average of 13.37 months OS: 12 months is 90%; 24 months is 76%. Tran
Nguyen Ha studied the treatment of bevacizumab combining chemicals with
different regimens, treatment steps 1 and 2 for advanced stage cancer
patients at Ho Chi Minh City Cancer Hospital, the results showed. the rate of
complete response was 1.1%, one part 33.7%, the disease remained
unchanged at 59.6%; median duration of non-progressive disease is 12.1
months.

In 2018, Nguyen Viet Long reported the results of treating 61 patients
with metastatic liver cancer patients who had surgery to remove primary
tumors, burn high frequency liver tumors, chemotherapy whole body of
FOLFOX or FOLFIRI regimens. DFS results: average 14.21 months, OS:
average 36.77 months. Le Van Quang reported the results of treatment of 43
patients with metastatic recurrent cancer of diabetes without the possibility
of surgery.

CHAPTER 2: PATIENTS AND METHOD

2.1. Patients

52 patients diagnosed with distant metastatic colorectal cancer
were chemotherapy treated with bevacizumab combination of FOLFOX4
at K Hospital and Oncology and Oncology and Palliative care
Department of Hanoi Medical University Hospital from 10/2011 to 12/
2017.
* Selection criteria
- To be diagnosed with rectal cancer by histopathology of
adenocarcinoma, late stage disease (metastatic or metastatic recurrence)
with one or more measurable lesions on clinical or near examination
Clinical (XQ, syllable, CTScanner, MRI or PET / CT scan), no longer
indicated radical surgery.
- Overall score according to ECOG: PS = 0-1.
- Be treated for at least 6 episodes (3 cycles).
- Pre-treatment of bilane on liver, kidney and hematological functions at
normal limits. Agree to participate in research and have a complete
record.
* Exclution criteria
- Rectal cancer patients metastasize also the ability to radical
radiotherapy from the beginning.
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- Has chemotherapy supplemented with Oxaliplatin regimen or 5FU

regimen earlier in 6 months.

- There are metastatic lesions in the brain or meninges.

- The patient has no indication for treatment of monoclonal chemicals

and antibodies (severe systemic diseases such as respiratory disease,

unstable or decompensated heart disease, including arrhythmias, liver or

kidney disease).

- Significant bleeding (> 30ml / once in the previous 3 months) or

coughing up blood (> 5 ml of fresh blood in the last 4 weeks) or have

uncontrolled hypertension, taking anticoagulants such as aspirin> 325 mg

/ day.

- Not enough time after 28 days after a major surgical intervention in the

abdomen or chest or a procedure that is considered to be a significant risk

of bleeding or a surgical wound that has not healed yet.

- Women who are pregnant or nursing.

- History of another cancer.

- Does not meet the selection criteria.

2.2. Method

2.2.1. Research methods: Non-controlled clinical follow-up study, vertical follow-

up,

comparison of previous - after results

2.2.2. Sample size: Formulation g 0.(l- p)
(1-al2)

Applying the above formula, the calculated sample size is 51.

In this study, we had 52 patients.

2.2.3. Steps to proceed

- Pre-treatment clinical and clinical information.

- Treatment according to bevacizumab (Avastin) and FOLFOX4
regimens:

+ Bevacizumab (Avastin) 5mg/kg 1V 90m Day 1
+ Oxaliplatin 85 mg/m2/day IV 2h Day 1
+ Calcium folinate 200 mg/m2 IV 2h Day 1,2
+ 5FU 400 mg/m2 IV 2h Day 1
+ 5FU 600 mg/m2 IV 2h Day 1

Each course of treatment is 2 weeks apart. Each treatment cycle consists
of 2 phases.

- Duration of treatment: Initial chemotherapy will be used until

+ The disease progresses (or meets other standards for stopping
treatment)
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+ Complete 12 waves (6 cycles)

+ Patients with toxicity cannot tolerate drugs.

- Monitoring after the end of 12 treatment cycles of bevacizumab and
FOLFOX4. Tracking time every 23 months, recorded:

+ Maintenance treatment with bevacizumab: yes or no

+ The status of the next treatment whether or not (step 2, step 3 ...), the
treatment regimen after that.

+ Disease status (progressive, stable).

+ Survival status of patients.

+ If the patient does not come back for a check-up: call or write a letter
asking for information.

- Handling side effects and combination treatment

2.2.4. Evaluate treatment results and side effects:

- Evaluate the quality of life of patients through questionnaire EORTC
QoL - C30, and CR 29 for colorectal cancer patients

- Evaluation of response according to RECIST 1.1 standard: response
rate, disease control rate, related response to number of factors.

- Progression free survival and overall survival

- Univariate and multivariate analysis to find out the relevant factors
affecting survival

- Some side effects according to NCI toxicity assessment version 4.0

2.3. Data analysis

The information is collected through a pre-designed research medical
record. Methods of information collection: Clinical and subclinical
examination; re-examination, drug delivery or writing letters to find out
the treatment results; call. The data are encoded and processed by SPSS
16.0 medical statistical software with statistical algorithms. Calculate
survival according to Kaplan-Meier method. Univariate analysis: Use
Log-rank test when comparing additional curves between groups.
Multivariate analysis: Using Cox regression model with 95% confidence
level (p = 0.05).

CHAPTER 3: RESEARCH RESULTS

3.1. CLINICAL CHARACTERISTICS
Table 3.1: Characteristics of age and gender

Characteristics n %
Age <30 2 3,8
g 30-39 3 5.8
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40-49 6 11,6
50-59 23 44,2
60-69 18 34,6
Gender Male 33 67,3
Female 19 32,7

Comment: The average age is 54.5 = 9.7. The highest age is 69 and the
lowest is 28 years old. The most common age is 50 - 59 years old,
accounting for 44.2%. Ages under 30 years of age are rare, accounting
for 3.8%. In 52 patients, 33 men accounted for 67.3% and 19 women
accounted for 32.7%. The male / female ratio is 2.64 / 1.

Table 3.2: Symptoms

Symptoms n %
Abdomen pain 43 82,7

Symptom Chest pain 2 3,8
Cough 10 19,2

Dyspnea 0 0

. Peripheral lymp node 4 6,7

Sign Acite 2 3,8
Personal Status ECOG 0 30 57,7
ECOG 1 22 42,3

Comment: The entire patient's score on ECOG scale: at 0 points is
57.7%, and 1 point is 42.3%. Pain occurs in 11 patients (21.2%),
abdominal pain in localized position (5.8%) is often related to liver
metastatic lesions. Pain is usually moderate and less, only 1 patient has
pain at 7 points. Cough and chest pain occur in a few patients (19.2% and
3.8%), no patients have difficulty breathing. There are 4 patients with
peripheral lymph nodes, of which 3 patients (5.8%) lymph nodes in the
upper left position.

Graph 3.1. Tumorlocation

Tumor location

. 40.3%

R 38.5%

R 21.2%
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Comment: The most common high and medium rectal cancer accounts for

78.8%.

Table 3.3. Metastatic characteristics

Metastatic characteristics n %
Metastasis < 2 positions 41 67,3
Number of metastatic Metastasis> 2 positions 11 32,7
organs

Liver 30 57,7

Lung 15 28,8

Peripheral lymph node 4 7,7

Organs Peritoneal 6 11,5
Mesential lymph node 9 17,3

Others 5 9,6

Comment: Liver metastasis is the most common injury with 30 patients
accounting for 57.7%. Next is lung metastasis in 15/52 patients (28.8%).

Less common injuries in this study are bone, amidal.

Table 3.4: Pretreatment test

Chest X ray L %
o Normal 47 90,4
Characteristics Node 5 9,6
Chest CT scan n %
N Normal 37 71,2
Characteristics Node 15 28,8
_ Single lesion 5 25

Number of lesions Multi lesions 10 75
Abdomen CT scan n e
. Normal 11 21,2
Characteristics Node 41 78,8
_ Single lesion 8 26,7
Number of lesions Multi lesions 22 73,3
Pathology n i
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Histopathology Adenocarcinoma 40 76,9
Mucious adenocarcinoma 12 23,1

. . 1 8 20,0
leftzrre;dt(laatlon 5 29 725

3 3 7,5

Tumor marker CEA n %
Pre-treatment <5ng/mi 8 15,4
CEA 5-30 ng/ml 8 15,4
concentration > 30 ng/ml 36 69,2

Comment: Chest X-ray and chest CT scans were conducted
simultaneously in 52 patients. There were 5 patients detected tumors on
X-ray of lung, CT scans detected lung tumors in 15 patients (28.8%), in
which multifocal lesions accounted for 2/3 of patients with lung
metastases. Abnormal lesions detected 41 patients with abdominal CT
scans, of which mainly liver lesions in 30/52 patients (57.7%). Common
liver lesions multifocal, accounting for 73.3% of total liver metastatic
patients. Moderately differentiated adenocarcinoma is 72.5%. Patients
with CEA >5 ng / ml accounted for 84.6%, of which patients with CEA >
30 ng / ml accounted for 69.2%.

3.2. TREATMENT RESULT
3.2.1. Quality of life
Table 3.5. Evaluate the quality of life before and after treatment

Pre-treatment Post treatment

Field
Average score  Average score

* Functional aspects (higher scores improve)

Physical 64,5+18,5 76,1+173 0,04

Activities 65,3+21,3 76,7 +£19,6 0,03

Knowledge 56,9+ 294 61,7 £31 4 0,56

Emotional 18,7 +15,1 399+221 0,021

Social 31,0+17,9 52,0+16,4 0,018
* Symptoms and side effects (lower score improves)

Fatigue 36,4+ 21,3 275+18,9 0,074

Bloody stools 31,1+19,7 16,3 + 15,7 0,012
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Pain 39,3+18,1 21,3+ 15,7 0,032
Dyspnea 345+16,3 21,8+17,9 0,003
Cachexia 50,0 + 20,6 41,7+ 17,3 0,244
Nauseous 31,0+11,9 25,7+10,4 0,310
Sleep disorders 353+275 42,4 £26,9 0,321
Financial impact 51,0+ 23,6 62,2 +19,8 0,041
*Total health 425+132  61,1+129 0001

(Higher score improves)

Comment: After treatment, the quality of life is improved in most
aspects of the function, the symptoms are also improved.

Comprehensive health is also improved. The difference is statistically
significant with p <0.005.

The financial impact on patients after treatment is statistically significant
with p = 0.041.

3.2.2. Response

* Response to treatment RECIST

Table 3.6. Response rate

3 cycle 6 cycle
Response n % n %
Complete response 3 5,8 4 7,7
Partial response 30 57,7 29 55,8
Stable disease 15 28,9 8 15,4
Progressed disease 4 7,7 11 21,1
Total response rate 33 63.5 33 63.5
Disease control rate 48 92,3 41 78,8

Comment: 3/52 patients (5.8%) achieved complete response after 3
cycles and 4 patients (7.7%) fully responded after 6 cycles of treatment. 4
patients (7.7%) developed the disease after 3 cycles. The overall response
rate after 3 and 6 cycles is 63.5%.

* Relevant response to several factors

Table 3.7. Relevant response to several factors

Efficacy| Response |No response Total
Factors n % [0 % | 0w | "
i Yes 21 | 700 9 |30.0( 30 | 100
Liver met 0,04
No 12 | 545 | 10 | 455 | 22 | 100
Pre-treatment |CEA <30 ng/ml 12 75,0 4 25,0 16 100 0.011
concentration |CEA >30ng/ml | 21 |583 | 15 | 41,7 | 36 | 100 |
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Upper 14 | 66,7 | 7 |337| 21 | 100

Tumor location Middle 13 | 650 (| 7 |350| 20 | 100 |0,749
Low 06 |545 | 05 |455| 11 | 100
Male 22 | 66,7 11 |333| 33 | 100

Gender 0,714
Female 11 | 579 | 8 |421| 19 | 100
Adenocarcinoma| 26 | 650 | 14 | 350 | 39 | 100

Pathology y 0,09
Khac 7 |583| 5 41,7 | 12 | 100

Comment: The response rate of the group with liver metastasis and

CEA concentration <30 ng / ml is higher. The difference is statistically
significant with <0.05. There was no relationship between the response

rate of treatment with gender,

characteristics, p> 0.05.
3.2.3. Progression free survival (PFS)
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Graph 3.2. Progression free survival

Table 3.8. Progression free survival

and histopathological

Progression free survival (PFS)

Average Median Min Max 6 month 1 year
(month) (month) | (month) | (month) (%) (%)
12,1 11,5 2,0 36,0 81,7 45,2

Comment: With an average follow-up of 26.8 months.
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The average PFS time is: 12.1 + 2.8 (month), median is: 11.5 (month)
(min: 3.0; max: 36.0). 6 months PFS is: 81.7%; 1 year: 45.2%.

3.2.4. Overall Survival (OS)
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Graph 3.3. Overall Survival
Table 3.9. Overall Survival
Overall Survival (OS)
Average Median Min Max 1 year 2 year
(month) | (month) | (month) | (month) (%) (%)
22,4 +3,6 19,0 3,0 59,0 56,9 27,6

Comment: With an average follow-up of 26.8 months.

- The average overall survival time is: 22,4 + 3,6 (month), min: 3,0;
max: 59,0. Median 19.0 months. The 1-year overall survival rate is:
56.9%; 2 years: 27.6%

Multivariate analysis of PFS
Table 3.10. Multivariate analysis of PFS

Factors Multivariate P Haz?lr'oFIz;atlo Confl(%%r;/coeér:;erval
Age (<60,>60) | 0,726 1,229 0,388 — 3,890
CEA | 0899 | 0954 0,464 — 1,965
Number of organs met| 0,390 | 1,714 0,502 - 5,859
Liver met | 0195 | 0582 0,257 - 1,319
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Response |
Maintenance treatment|

0,003
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Graph 3.4. Multivariate analysis of PFS
Comment: Treatment response and maintenance treatment are factors
that actually affect PFS of patients when multivariate analysis (p <0.05).
Multivariate analysis of OS
Table 3.11. Multivariate analysis of OS

Hazard ratio

Confidence interval

Factors Multivariate P (HR) (95% CI)
Age (<60, >60) | 0,248 | 2,687 0,502 — 14,377
CEA 0642 | 1224 0,522 — 2,872
Number of organs met| 0,128 | 2,392 0,778 -7,536
Liver met 0284 | 1,702 0,643 — 4,506
Response . 0007 | 2372 1,264 — 4,452
Maintenance treatment | 0.009 2,164 1,212 — 3,862
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Graph 3.5. Multivariate analysis of OS

Comment: Treatment response and maintenance treatment were the real
factors affecting the OS of patients when multivariate analysis (p <0.05).

3.3. SOME OF THE NON-WANTED EFFECTS OF DISCOS

3.3.1. Toxicity on hematopoietic system
Table 3.12. Toxicity on hematopoietic system

None Grade I, Grade I,
Toxicity n (%) 1 v Total
n (%) n (%)

_ 3cycle  32(615) 16(30,8) 4 (7,7) 52

Neutropenia g . oo 23(47.9) 18(37.5)  7(146) 48
Total 55(55%)  34(34%)  11(11%) 100

3 cycle 40(76,9)  12(23,1) 0 52

Thrombocytopenia ¢ e 37 (77.1) 11 (22,9) 0 48
Total TITT%)  23(23%) 0 100

_ 3cycle 34 (654) 18 (34,6) 0 52

Anemia 6cycle 31(646) 16(333)  1(21) 48
Total 65(65%)  34(34%) 1(1%) 100

Comment: Common leukopenia in levels 1 and 2 at the rate of 34%.
There were 11% neutropenia at levels 3 and 4 after 6 cycles. There is
23% thrombocytopenia at level 1.2 after 6 cycles. After 6 treatment
cycles, anemia level 3, 4 met 2.1% of patients.
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Table 3.13. Toxicity on the digestive system

None Grade I, Il  Grade lll, IV
Toxicity n (%) n (%) n (%) Total
. 3cycle  41(78,8) 8(15,4) 3(5,9) 52
Diarrhea 6 cycle 36(75) 9(18,7) 3(6,3) 48
Total 7707%)  17(17%) 6(6%) 100
. 3 cycle 43(82,7) 7(13,5) 2(3,8) 52
vomiting  govcle  40(833)  7(14.6) 1(2.1) 48
Total 83(%) 14(%) 3(%) 100
- 3cycle  49(94,2) 3(5,3) 0 52
Mucotitis g vele  46(95.8) 2(4.2) 0 48
Total 95(95%) 5(5%) 0 100

Comment: Diarrhea met 23% of cases, 3% accounted for 6.0%.
Vomiting, nausea level 1 and 2 met 13.5% in the first 3 cycles, 14.6% in
the following 3 cycles. Level 3 met 6% after 6 cycles. Stomatitis is less
common (5%) after 6 cycles of treatment, not seen in degrees 3, 4.
3.3.3. Hepatotoxicity, kidney, Neuro-toxicity

Table 3.14. Hepatotoxicity, kidney, Neuro-toxicity

None Grade I, Grade 111,
Toxicity n (%) I v Total
n (%) n (%)
Increased 3cycle 37(71,2) 14(26,9) 1(1,9) 52
liver enzymes 6 cycle 33(68,8) 15(31,2) 0 48
Total 70(70%) 29(29%) 1(1%) 100
Increased 3cycle 48(92,3) 4(7,7) 0 52
Creatinin 6 cycle 43(89,6) 5(10,4) 0 48
Total 91(91%) 8(8%) 0 100
. 3 cycle 38(73,1) 14(26,9) 0 52
Neurotoxicity g vole  33(68,7)  15(31.3) 0 48
Total 71(71%) 29(29%) 0 100

Comment: After 3 treatment cycles, 26.9% increase in liver enzymes
level 1 and 2; This rate after treatment is 29%. There was 1 patient
(1.9%) with elevated liver enzymes level 3. Only 8% had high creatinine
levels 1 and 2 during treatment sessions. Neurotoxicity at levels 1 and 2
met 29%, there were no patients at level 3, 4.
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3.3.4. Toxicity associated with bevacizumab

Table 3.15. Toxicity associated with bevacizumab

Toxicity n %
High blood pressure
Normal 41 78,8
Hyoertention 11 21,2
Bleeding
Yes 8 15,4
None 44 84,6
Location of bleeding
Nose 3 58
Gums 3 58
Vaginal 2 3,8
Perforation 0 0
Slowly wound 0 0
Throbosis 0 0

Comment: Hypertension is most common with 21.2%. All increase in
control level 1, 2. Bleeding was 15.4%, all cases were in level 1, in addition to
bleeding without causing millions. Other clinical evidence. Other side effects:
gastrointestinal perforation, slow wound healing or thrombosis are not
available.

CHAPTER 4: DISCUSSION

4.1. CHARACTERISTICS OF POPPULATION

4.1.1. Age and gender: In our study, the average age was 54.5 £+ 9.7; the
youngest is 28 and the largest is 69 years old. The number of patients
aged 50-59 accounted for the highest proportion of 44.2%. The majority
of patients are over 40 years old (90.4%). The disease is more common
in men than in women, the male / female ratio is 2.64/1. The proportion
of male patients is much higher than that of women, probably because
the subjects selected for this study with PS = 0-1 are more likely to
respond to man than women.

4.1.2. Time of diagnosis and previous treatment: In 52 study patients,
46 patients (88.5%) detected the disease for the first time in the
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metastatic stage, the remaining 6 patients (11.5%) appeared relapsed and
metastatic after the treatment of rectal cancer first. there. Research on
100 patients with liver metastatic cancer of Le Van Luong authored the
result that the rate of cancer patients with metastatic metastasis at the
time of first diagnosis was 89%. Meanwhile, the research results of
Nguyen Thu Huong (2008) had the majority of patients relapse and
metastasis after treatment (67.6%).

4.1.3. Reason for admittion hospital: In our study, there is a clear
difference in the diagnosis of disease between metastatic cancer patients
at the time of detection and the group of patients who have metastasized
after treatment. For the first group of patients, most of them came for
medical examination because of the symptoms of primary tumors (apart
from bloody stool) accounted for 73.9%, only 2/52 patients (4.3%) were
hospitalized with related symptoms. to metastatic lesions are large
peripheral lymph nodes. On the contrary, for patients with metastatic
relapses after treatment, the common detection situation through routine
monitoring (4/6 patients) accounted for 66.6%, there was no case of
defecation disorder, million evidence at metastatic lesions caused 33.4%
(2/6 patients) to go to the hospital for examination. Research by author
Le Van Luong (2008) on patients with metastatic liver cancer metastasis
at Viet Duc Hospital, with the main subjects of colorectal cancer
metastasized at the time of detection of disease, the number of patients
hospitalized with defecation symptoms due to primary tumor accounted
for 81%.

4.1.4. Pre-treatment clinical symptoms:

- PS status is an important indicator, it is necessary to be evaluated
accurately before and during the treatment process to be able to choose or
adjust treatment methods, chemical regimens and dosages to suit patient.
In 52 patients of this study, patients had good PS, level 0 accounted for
57.7% and PS = 1 accounted for 42.3%. Patients with a higher PS index
are not included in the study selection criteria. In the research on prostate
cancer, the group of researched patients with chemical treatments had the
majority of patients with a good PS score of 0-1, in accordance with the
criteria for selection of patients to be able to experience. Chemotherapy.
In Nguyen Thu Huong's study on metastatic colorectal cancer group
treated with FOLFOX regimen, the proportion of patients with PS 0-1
overall index was 79.4%.

- Abdominal pain: Abdominal pain is a common symptom in rectal
cancer, especially when the disease is in the late stage, has invaded and
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metastasized. However, depending on the location, the size of the lesion
manifests differently. Nguyen Thi Kim Anh's study reported that
abdominal pain was seen in 22 patients (32.8%), the most common was
pain in the lower body (45.5%) followed by the right upper and lower
abdomen (36.4 %).

- Respiratory symptoms: Dry cough, unexplained persistent cough in
patients who have been treated for cancer is a suspected symptom to
think of patients with lung metastatic lesions. In this study, cough was
found in 10 patients out of 15 patients with lung metastases. Similarly,
Nguyen Thu Huong met cough in 4 patients out of 10 patients with lung
metastases, reported by Nguyen Thi Kim Anh, the number of patients
with cough met more with 8 patients out of 10 metastatic patients. lung.

- Thrombosis: Rectal cancer metastasizes mainly in two ways: blood
sugar and lymph sugar. Metastatic lymphatic pathway is often metastatic
lymph node metastasis, when metastasis to peripheral lymph nodes is
calculated as distant metastasis. According to Tran Thang, the rate of
peripheral lymph node metastasis is 8.8%, in which the metastatic lymph
nodes and inguinal lymph nodes have the same rate, accounting for 4.4%.
4.1.5. Preclinical characteristics before treatment

4.1.5.1. Chest X-ray and CT scan: All 52 patients in the study were
performed X-ray, thoracic CLV, as well as abdominal ultrasound,
abdominal laparotomy - small frame, chest to detect metastatic lesions in
the lungs, lymph nodes ventricular, hepatic, abdominal lymph nodes or
other organs. In our study, routine Xquang only detected 5 cases of lung
tumors, chest CT scan detected all 15 patients with lung metastases.
Among 15/52 (28.8%) patients with pulmonary metastasis, multifocal
lesions accounted for 10/15 patients (75%), often lesions less than 2cm in
size, so that regular X-ray was removed. mercy Here we see that chest
CT scan of patients with TT should be assigned routinely in the initial
diagnosis as well as follow-up after treatment, avoiding neglecting lung
metastasis.

4.1.5.2. Abdominal ultrasound and CT scans: All patients in the study
were conducted abdominal ultrasound, which detected 36 cases (69.2%)
had abnormal abdominal lesions, in which liver metastases were mainly
detected with 25 / 36 patients, ultrasound detected abnormal abdominal
lymph nodes in 3/9 patients with abdominal lymph nodes. The results of
abdominal laparoscopy and fractions have abnormal images in 41 cases,
in which liver metastasis alone detected 5 more patients not detected by
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ultrasound. 30/52 patients (57.7%) in the study had liver metastases, of
which 22/30 patients (73.3%) had multifocal liver metastatic lesions.
4.1.5.3. Location and number of metastatic lesions: Liver metastases
are the most common lesions in our study with 30 patients (57.7%), lung
metastasis with 15 patients, accounting for 28.8%, of which 5 cases have
both liver and lung metastases; lymph node metastasis met in 9/52
patients, accounting for 17.3%. In 52 patients selected for this study, the
majority of patients metastasized at 1-2 organs, position, accounting for
67.3%, 11 patients metastasized on 2 positions (32.7%) .

4.1.5.4. Tumor marker CEA: Embryonic carcinoma antigen (CEA) has
been confirmed as the primary marker of colorectal cancer, an important
factor in prognosis and post-treatment monitoring, used routinely in
monitoring treatment response and relapse after treatment. In our study
on metastatic cancer of the metastatic stage, the majority of patients with
CEA index increased above normal (5ng / ml), accounting for 84.6%,
including 36 patients (69.2%). have CEA concentrations above 30 ng /
ml.

4.2. TREATMENT RESULTS

4.2.1. Quality of life

In this study, we used a questionnaire to assess the quality of life of the
European Cancer Association's EORTC QOL - C30 - CR29 to assess the
quality of life of patients before treatment and after the end of the article.
treatment for patients receiving chemotherapy with FOLFOX4-
bevacizumab combination regimen. This is a standard set of questions,
widely applied around the world to assess the quality of life of colorectal
cancer patients. This set of questions consists of 2 parts: 30 C30
guestions are a common set of questions for all cancers. CR29 is a set of
guestions specifically for rectal cancer. Initially the questionnaire
consisted of 38 questions CR38, which was reduced to 29 and now this
questionnaire is widely used around the world to assess the quality of life
of rectal cancer patients. The set of evaluation questions includes many
criteria. Includes criteria for assessing general health, other problems
with the function and symptoms of disease, the effects of treatment on
the quality of life of patients. For the criteria of disease symptoms, we
actively selected a number of questions to assess the subjective response
of rectal cancer patients including symptoms: go away from blood,
abdominal pain, chest pain due to sick.
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At the end of treatment for 6 cycles of chemotherapy, we assessed the
improvement in the average score of symptoms according to the question
of quality of life. According to the evaluation of the table assessing the
quality of life, the higher the average score of symptoms, the more the
effect of symptoms on the quality of life increases. According to the
chart, the results of the analysis of average quality of life before and after
treatment show that the index of average quality of life is improved in
most aspects. The symptoms of the disease all improve, which improves
symptoms beyond the highest blood stool.

After treatment, the group of study patients had higher scores than before
treatment in most functional aspects: physical, emotional, social. The
difference is statistically significant after treatment compared to before
treatment.

The financial impact, in our study, when assessed by the questionnaire
assessing the quality of life, the results show that the effect of the
financial problem after treatment compared to before treatment is
significant. means. This is completely understandable, due to the high
cost of treatment, not all patients have access. Moreover, drug prices are
still higher than the average income of patients, resulting in combined
drug treatment also brings difficulties for patients. Especially when
treatment is maintained later. Therefore, only 37% of patients in our
study had the ability to continue treatment with bevacizumab.

Studies in the world assessing the quality of life of rectal patients also
evaluated the patient's defecation function. In our study, because the
number of patients is limited, moreover, the main symptoms include
bloody mucus, so when assessing the quality of life with the
questionnaire, the main information about symptoms is collected. this.
The study results showed that the symptoms of bloody mucus actually
improved after treatment compared to before treatment.

Other symptoms of treatment effects such as fatigue, nausea and
vomiting, and anorexia are not different. It can be seen that, technically,
treatment hardly affects the quality of life of patients. The side effects of
our regimen would be further analyzed in the side effects of the drug.
4.2.2. Response accessed by RECIST

The overall response rate after 3 cycles of this study was 63.5%.
Of which 5.8% responded completely; 57.7% partially responded, 28.9%
stable disease and 7.7% progressive disease; The rate of disease control
is 92.3%. After 6 cycles, the overall response, complete, partial and
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disease control were 63.5% - 7.7% - 55.8% - 78.8% respectively. The
studies have shown that when adding Bevacizumab to the chemical
regimen for the treatment of metastatic colorectal cancer, the overall
response rate is higher than that of chemotherapy alone. Our report has a
higher overall response rate than some other reports because we only
have patients with PS = 0 - 1 so the overall condition of the patient is
better than some studies have patient PS = 2.

4.2.3. Survival time
4.2.3.1. Progression free survival

With an average follow-up of 26.8 months, the average non-
progressive disease survival period in this study was 12.1 months. The
survival rate of disease does not progress after 6 months is 81.7%, after
12 months is 45.2%.

Tran Nguyen Ha in the study of treatment of bevacizumab for combining
chemicals with different regimens, treatment steps 1 and 2 for patients
with advanced stage cancer indicates median time to live without disease
progresses. 9.4 months for bevacizumab with Oxaliplatin-containing
combination therapy, this study included patients treated with step 2.
According to the BEAT study, among 552 patients treated with
Bevacizumab - FOLFOX, the progression of non-progressive survival
was 11.3 months.

4.2.3.2. Overal survival: The average overall survival time in our study
group was 22.4 months, the 1-year overall survival rate was 56.9%; 2
years is 27.6%. The TREE study evaluated the efficacy of Bevacizumab
in combination with Oxaliplatin and FU regimens and showed an average
overall survival of 23.7 months compared to 18.2 months in the non-
Bevacizumab combination.

Multivariate analysis of factors related to survival: Treatment response
and maintenance treatment were the real factors affecting the progression
of disease-free survival and overall survival of patients when multivariate
analysis (p <0.05). Our research results are completely consistent with
the research results of the authors in the world, not only for rectal cancer
in particular but with many other cancers. In fact, the factor that responds
to prerequisite treatment affects the patient's survival. The maintenance
treatment with bevacizumab is really effective in treating the disease,
prolonging the patient's survival.

4.3. TOXICITIES
4.3.1. Toxicity on hematopoietic system
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- Leukopenia: In our study, leukocytosis of levels 1 and 2 accounted for
34%; degree 3, 4 is 11%, there is no case of leukopenia with fever.

- Thrombocytopenia: In the study, all of the 6 treatment cycles had 23%
of patients with platelet level 1,2 without platelet level 3, 4, no patients
had to stop treatment due to thrombocytopenia.

4.3.2. Toxicity on the digestive system

- Diarrhea: The rate of diarrhea at level 1.2 meets 17% and 3, 4 meet 6%
in this study, diarrhea at level 1.2 tends to be more in the next 3 cycles.
This rate of diarrhea at level 1.2 in the study of Nguyen Thu Huong when
treating FOLFOX4 regimen showed that it was equivalent to that of us,
meeting 17.6%. According to the NO16966 (2011) study, in the group
using the combination of bevacizumab and FOLFOX4, diarrhea was
found to be 64%, of which 3.4 was 13%.

- Vomiting and nausea: Our study experienced nausea and vomiting at
levels of 17%, of which 3.4 was 3%.

4.3.3. Hepato-Toxicity: In 6 courses of treatment, the rate of high liver
enzymes 1 and 2 accounted for 29%; Without degree 4, level 3 with 1
patient, this patient had a positive HBsAg test, had to interrupt
chemotherapy to treat liver enzymes back to normal.

4.3.4. Renal toxicity: In the study, we found creatinine increased by 1%
with 8%. There were no cases of creatinine level 2, 3, 4. No patients in
the study had to stop treatment or reduce the dose due to unacceptable
toxicity in the kidney.

4.3.5. Neuro-toxicity: In the study, we had no cases of neurotoxicity in
degrees 3 and 4. Grade 1 and 2 toxicity was most common at 26.9% in
the first 3 cycles and 31.3% In the next 3 cycles, the average of all 6
cycles is 29%. This is the side effect associated with oxaliplatin.
However, most cases improved when supplemented with magnesium and
calcium and recovered gradually after stopping chemotherapy.

4.3.6. Toxicity related to Bevacizumab: High blood pressure is the
undesirable or mentioned side effect of Bevacizumab, in this report we
note that 21.2% of patients have high blood pressure, these cases are in
degrees 1 and 2 good control with antihypertensive drugs, no patients
with hypertension 3, 4.

The BEAT study found that in patients with metastatic colorectal cancer
using the FOLFOX4 - bevacizumab regimen, the rate of hypertension
was 1, 2 was 23% and 3, 4 was 3%. Bleeding is also the undesirable side
effect of bevacizumab, we noted that 8 patients appeared bleeding
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(15.4%), the most common were nosebleeds and bleeding of teeth that
accounted for 5.8 % for each position, the remaining 2 patients with
vaginal bleeding (3.8%), but all are mild, do not affect the treatment
course and do not cause other symptoms, These patients did not receive
any evidence related to hypertension, the patients were sent for
specialized examination such as endoscopic endoscopy, gynecological
examination but there was no clear and specific injury.

CONCLUSION
Through the study of 52 patients with colorectal cancer
metastatic stage of chemotherapy with FOLFOX4 and bevacizumab
combination, we draw some conclusions.:

3. Clinical and subclinical characteristics

— Average age is 54.5 + 9.7; male / female ratio is 2.64 / 1.

— Metastatic characteristics: The most common metastatic location is
liver (57.7%) and lungs (28.8%). Metastasis < 2 positions
accounted for 67.3%, metastasis> 2 positions accounted for 32.7%.

— Pre-treatment CEA concentration: < 30 ng / ml accounted for
30.8%; > 30 ng / ml is the majority with 69.2%.

4. Treatment results

Quality of life: Improved in almost all aspects of function: physical,

active, emotional, social. Total health, symptoms after treatment

improved than before treatment.

Response

— CEA concentration after treatment decreased significantly
compared to before treatment: average pre-treatment CEA level of
38.5 ng / ml decreased to 9.2 ng / ml after 3 cycles of treatment and
11.3 ng / ml after 6 cycles.

— After 6 cycles, the response was 7.7%; partial response is 55.8%;
progressive disease is 21.1%; the overall response rate after 3 times
and 6 times is 63.5%; disease control rate after 6 cycles reached
78.8%.

— Liver metastasis and pre-treatment CEA concentration <30 ng / ml
had a higher response rate with statistical significance with p
<0.05.

— 87.5% of patients were treated after the end of 6 cycles, 37.5% of
patients received maintenance treatment with bevacizumab.

Survival: with an average follow-up of 26.8 months.
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— Survival time of median non-progressive disease 11.5 months,
average: 12.1 + 2.8 months (minimum: 2.0; maximum: 36.0). The
survival rate of disease does not progress 6 months 81.7%, 1 year
is 45.2%.

— Total median survival time of 19.0 months, average: 22.4 *+ 3.6
months (lowest: 3.0; highest: 59.0). Total survival rate: 1 year is
56.9%); 2 years: 27.6%.

Factors affecting survival

— Univariate analysis of the factors that affect the progression of
non-progressive survival and overall survival include: pre-
treatment CEA concentration <30ng / ml, liver metastasis, number
of metastatic organs <2 , histopathology of adenocarcinoma,
response to treatment and maintenance treatment of bevacizumab.

— Multivariate analysis of non-progressive and well-respected factors
that complement the overall response to treatment and maintenance
therapy with bevacizumab.

Side effects

The most common side effect on hematopoietic system of the regimen is

neutropenia (degree 1, 2 is 34%; degree 3, 4 is 11%) and on the digestive

system is diarrhea (degree 1 and 2 is 17% ; degrees 3 and 4 are 6%).

Other side effects encountered in degrees 1 and 2 have little effect on

treatment.

Side effects of bevacizumab include hypertension 1, 2, 21.2%, and mild

15.4%. There were no cases of delay or discontinuation of treatment due

to bevacizumab-related side effects.

By monitoring the use of bevacizumab in combination with the

FOLFOX4 regimen for treatment of metastatic cancer patients, we found

good tolerability, acceptable toxicity, relatively safe regimen, no Patients

die due to drug toxicity.

RECOMMENTDATION

1. It is recommended to expand the routine design of chest CT
scans for patients with metastatic rectal cancer in the initial
diagnosis as well as follow-up after treatment, avoiding neglect
of lung metastatic lesions.

2. Bevacizumab should be maintained for patients with metastatic
rectal cancer to optimize the outcome of the disease without
further progression and overall survival.



