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PAT VAN PE
1. Ly do chon dé tai

Ung thu dai trang 1a 1 trong 5 bénh 1y ung thu phd bién nhat
tai Viét Nam va trén thé gi¢i. Khoang 80% cac bénh nhan ung thu
dai trang s& tién dén giai doan di can khong con kha ning phiu
thuat triét can.

Trong thap ky qua, c6 nhiéu tién bo trong diéu tri ung thu dai
trang di can vé6i sy ra doi cua nhiéu thude diéu trj trang dich méi
trong d6 c6 thudc tre ché tao mach bevacizumab két hop véi hoa tri
gitip cai thién két qua didu tri, kéo dai thoi gian séng thém cho
nguoi bénh. Phac do bevacizumab két hop FOLFOX4 da duoc ap
dung trong diéu tri ung thu dai trang di cin tai Viét Nam va trén
thé gidi tir nim 2009, tuy nhién dén nay chua cé tac gia nao béo
céo day di két qua diéu tri, tinh an toan cua phac dd diéu tri nay.

2. Muc tiéu cia dé tai

2.1. Muyc tiéu 1: Xac dinh két qua dap (mg va tac dung khéng mong
mudn phac @6 FOLFOX4 két hop bevacizumab trong diéu tri budc
1 ung thu dai trang di can.

2.2. Muyc tiéu 2: Danh gia thoi gian song thém khong tién trién,
song thém toan bd va mot s6 yéu t6 lién quan.

3. Nhirng dong gop cia luan an

— Tir cac két qua nghién ctru cho thdy phac d6 bevacizumab két
hop hoa tri phac 6 FOLFOX4 trong ung thu dai trang di cin cho
ty 1€ kiém so4t bénh cao 91,7% va 87,5%, ty 1€ dap ung toan bg dat
72,9% va 68,8% sau 3 va 6 dot diéu tri.

— Luan an khéng dinh dugc tinh an toan cua diéu tri voi kha
nang dung nap hoa tri tdt, cac doc tinh hé tao huyét hodc ngoai hé
tao huyét chu yéu & do 1-2 va c6 thé kiém soat dugc, khong giy
anh huong dén lidu trinh va lidu diéu tri. Phin 16n cac bénh nhan
duoc diéu tri du 100% lidu du kién, chi c6 5/48 bénh nhén _phai
giam 11eu do ha tiéu cu. Nguyén nhén ngimg diéu tri chu yéu do
bénh tién trién. Do vdy phac d6 bevacizumab két hop FOLFOX4
¢6 thé duoc chi dinh cho ca cac bénh nhan c6 thé trang chung
khong tot nhu PS 2.

— Thoi gian sdng thém khong tién trién trung vi 1a 11,9 thang,
song thém toan bo trung vi 1a 23,5 thang. Cac yéu t6 anh huong
dén két qua diéu tri dugc xac dinh 13 tudi (>60 va <60), ndng do
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CEA (>30 so véi <30), vi tri u nguyén phat (phai>< trai), s6 luong
tang di can (<1 so véi >1). Cac yéu t6 khac mic du da dugc ghi
nhan nhung chua thiy c¢6 sy khac biét trong nghién ciru ctia chung
t6i nhu tinh trang di cin ngoai gan, chan doan tai phat/di can ngay
tir dau, c6/khong co phau thuat u nguyén phat.
4. B6 cuc luin 4n

Luan an gdm 106 trang vé6i 4 chuwong chinh. Ngoai phan dat van
& (2 trang), phan két luan (1 trang) va phan kién nghi (1 trang) con c¢6
4 chuong bao gdbm: Chuong 1 (Tong quan) 34 trang; Chwong 2 (D6i
twong va phuong phap nghién ctru) 15 trang; Chuong 3 (Két qua
nghién ctru) 24 trang; Chuong 4 (Ban luén) 29 trang.

Luan an ¢ 31 bang, 2 hinh, 22 biéu d6, 121 tai liéu tham khao
(Tiéng Viét: 3, Tiéng Anh: 131).

CHUONG 1: TONG QUAN

1. Chién lwgc diéu tri ung thw dai trang di cin
1.1. Phiu thudt
1.2. Hoa tri trong ung thw dai trang giai doan mugjn
1.2.1. Muc dich hoa tri

— Muc dich diéu tri triét cin: tao diéu kién phau thuat (bd tro
trude hodc chuyén dbi)

— Muc dich diéu tri triéu chung: kéo dai thoi gian song, cai
thién chat luong cudc Séng.
1.2.2. Nguyén tdc héa tri

—Piéu tri ngay tai thoi diém chan doan gitp cai thién PFS va OS.

—Phoi hop hoa trj va diéu trj dich cai thién OS va PFS.

—Diéu trj ngat quang oxaliplatin gip giam doc tinh ma khong
anh huong két qua diéu tri.

—Phdi hop 3 thudc thuong dp dung cho cac bénh nhan can dat
ty 1& dép tng cao do doc tinh ciing nhiéu (nghién ctiru TRIBE).

—Piéu tri duy tri (don tri c6/khong két hop bevacizumab) giup
cai thién thoi gian séng thém khong tién trién, wu tién sir dung cho
cac trudng hop bénh lan tran sau khi dat dap ung tbi da véi budc 1.
1.2.3. Xéc dinh phéc do buée 1 t6i wu

- Phéc dd oxaliplatin va irinotecan két hop 5 Fluorouracil cho
Kkét qua tuong ty, lya chon tuy thudc nguy co ddc tinh.

- Ung thu dai trang phai: bevacizumab két hop hoa tri.



3

- Ung thu dai trang trai: néu b ba gen 4m tinh (nras, kras va
braf): khang EGFR (panitumumab hoic cetuximab) két hop hoa tri
hoic bevacizumab két hop hoa tri.

M@t s6 nghién ciru hoa tri FOLFOX két hop Bevacizumab

Muc tiéu va cac thiet ké nghién ciru khac nhau, mét so két luan
da duogc dua ra kha rd rang, mot s6 cau hoi con nhiéu tranh cai va
1a cac hudng nghién clru trong tuong lai.

— Oxaliplatin don tri khong c¢6 hoat dong khang u nén khong chi
dinh oxaliplatin don tri.

— Oxaliplatin ¢6 tac dung hiép ddng véi SFU nén sit dung phdi
hop FOLFOX4, FOLFOX6, mFOLFOX6 (truyén) hodc udng
(SOX, XELOX, CAPOX....).

Két qua nghién ctru bevacizumab két hop héa tri c6 oxaliplatin
Bdng 1.1. Hiéu qud va doc tinh cdc phéc do (nghién ciru TREE)

FOLFOX6 bFLOX CAPOX

Doc tinh TREE-1 TREE-2 TREE-1 TREE-2 TREE-1 TREE-2
(n=49) (n=71) (n=50) (n=70) (n=48) (n="72)

TLDU 39 52 20 39 27 46
TTP 8,3 99 69 8,3 5,9 10,3
0s 204 26,1 17,9 204 172 24,6
Ha BC 53 49 18 19 15 10
Chan tay 8 0 2 0 19 10
RLTK 18 9 10 9 21 11
Cao HA 0 13 0 13 2 15
HK siu 6 1 2 1 0 3

CHUONG 2: POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Dia diém va thoi gian nghién ciru

-bia diém nghién ctru: Bénh vién K.

- Thoi gian nghién ctru: 01/2011-12/2013.
2.2. Pbi twong nghién ciru

Thu nhén toan bd cic bénh nhan duoc didu tri phac dd bevacizumab
két hop FOLFOX4 cho ung thu dai trang giai doan mudn.
2.3. Tiéu chuin bénh nhan
2.3.1. Tiéu chuén lwa chon

—Nam hodc nit trén 18 tudi.

—Ung thu biéu mo tuyén (tai u nguyén phat hodc tai vi tri di can).
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—Giai doan mudn (tai phat hodc di can) khong con kha nang
phiu thuat, c¢6 ton thuong dich theo tiéu chuan RECISTSs.

—Chua hoa tri cho ung thu dai trang giai doan mudn.

—Piém toan trang PS = 0-1.

—Uéc tinh thoi gian song thém trén 3 thang.

—Xét nghiém huyét hoc, chirc ning gan than cho phép diéu tri.
2.3.2. Tiéu chudn logi triv

— Piéu trji 5FU trong vong 6 thang.

— Pi diéu tri oxaliplatin.

— Di can nao hodc mang nio.

— Bénh 1y phdi hop ning hoic khong kiém soat dugc.

— Phu thuat 16n <28 ngay c6 nguy co dang ké chay mau, vét
thuong phau thuat chua hoan toan lanh.

— Xuét huyét dang ké (>30ml/ mot lan trong 3 thang trudc)
hodc ho ra mau (>5 ml mau tuoi trong 4 tuan trudc).

— Phy nit ¢6 thai hodc dang cho con bu.

— Bénh 4c tinh khéc trir cac bénh coi nhu diéu tri khoi (ung thu
vi thé thuén loi da két thuc didu tri noi tiét >2 nim, ung thu da da
phau thuat triét can).

— Tiang huyét 4p khong kiém soat dugc, dang dung thube chdng
dong liéu cao (Aspirin >325 mg/ngay).
2.4. Phuwong phap nghién ciru
2.4.1. Thiét ké nghién ciru

Nghién ctru thir nghiém 1dm sang khong ddi chimg, mé ta cat
ngang c6 theo doi.
2.4.2. C& mdu nghién civu

Tinh theo cong thirc thir nghiém 1am sang mé ta cit ngang
(1=

Trong do: n=Zia) . (AZ g

p: ty 18 séng thém 5 nam khong bénh tién trién (p = 0,10)

A: Khoang sai 1éch mong muén (A = 0,09)

a: mirc y nghia théng ké = 0,05

Z: gia tri thu dugc tr bang Z Gmg véi gia tri (o = 0,05)

U tinh sb lwong bénh nhan can cho nghién ciru:

N =43 bénh nhan.
2.4.3. Cic buéc tién hanh

1. Chon lwa bénh nhén: theo tiéu chuin nghién clru.
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2.Piéu tri hoa chét phac dd bevacizumab (Avastin®) va CHUONG 3 : KET QUA NGHIEN CUU
FOLFOX4.
3.Danh gia bénh nhan: Trudc, sau 3 va 6 dot hoa tri. 3.1. Pic diém chung ciia ddi twong nghién ctru
4. Thu thép céc tiéu chuan danh gia: Bang 3.1. Bdc diém lam sang cia doi twong nghién civu
— Lam sang: co ning, thyc thé. Théng s6 n %o
— Dung nap didu trj: tri hodn, liéu diéu tri..... Tudi 55,96+9,81(28-75)
— Poc tinh diéu tri theo CTCAE ctia WHO 2001. Gidi
— Pép g diéu tri theo RECIST ban 1.0 sau mdi 3 chu ky. Nam 31 64,6
— Poc tinh diéu tri (theo CTCAE ctia WHO 2001). Nir 17 354
— Thoi gian song thém khong tién trién va séng thém toan bo. Triéu chirng co nang
— Yéu t6 anh huéng song thém: Khong triéu chimg 12 25,0
v Tubi (< 60 va> 60 tudi). C¢ triu ching . 36 75,0
v/ Nbdng d6 CEA (< 30 va > 30 ng/mL). Tri€u chirng thye thé
v D 4c tinh qua chan doan giai phiu bénh. Khong tri¢u chimg 39 81,2
v/ Vi tri u nguyén phat (dai trang phai va dai trang trai). CoTC 9 18,8
v’ S6 luong tang di can (< 2 va > 2 tang c6 di cin). Piém toan trang (PS)
v Tinh trang di can gan (chi di can gan, ¢6 di can ngoai gan). PS=0 33 68,8
v Dép tng diéu tri (co dap tmg va khong dép tng). PS=1 15 31,2

2.6. So'do nghién ciru Nhan xét: Tubi thuong gip nhat 12 55-65 tui, thé trang chung con

t6t (100% PS 0-1)

BN UTDTT di can

1 Lam san Bdng 3.2. Bdc diém cdn lam sang bénh nhdn nghién ciru
I - 9 7
v 2. CEA Thong so n %
| Avastin + FOLFOX4 x 3 | 3. CLVT, SA, XQ Nong 39 CEA (ng/mL)
v <30 27 56,3
LS, CEA, Chup CT, Siéu am, XQ >30 21 43,8
2 SZﬁh”g"iZ f}ii?.:r?tcua phac db Do biét hoa trén GPB
Y — AC biét hoa rd 2 4,2
C6 ddap img Khéng DU/ Tién AC bi€t hoa vira 21 43,8
AC kém biét hoa 17 35,4
v v Thé nhdy 8 16,7
Avastin - FOLFOX4 x3 dot BT budc 2 Tinh trang gen KRAS
v T Khong xac dinh 16 33,3
bénh gia dap trng —— Dot bien 16 333
1. Lamsang E Hoang dai 16 33,3
l v Nhan xét: Chu yéu gip thé kém biét hoa va biét hoa vira, 1/3 cac

bénh nhan c6 KRAS khong dot bién

Theo d6i
TGST khong tién trién (1,2,3 ndm)




3.2. Dap irng sau diéu tri .
3.2.1. Ddp veng vé chi diém u sau diéu tri .
Bang 3.3. Dap wrng vé chi diém u (CEA) sau diéu tri
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3.3. Tac dung khong mong muéq va dgc tinh
3.3.1. Tac dung khong mong muon )
Bdng 3.6. Tac dung khong mong muon

Nong dp CEA (ng/ml)  Trung vi (25%-75%) p
Trude diéu tri | 22.5
' (6,0 — 56,93) p (1-2) < 0,001
Sau diéu tri 3 dot 2 8,5
PO (4.0 24.5) p (2-3) < 0,001
Sau diéu tri 6 dot ® 11,3

(3,25-22,25) p (1-3)=0,195

Pic tinh So dot PT So bénh nhan

3.2.2. Pdp iing dau sau diéu tri .
Bang 3.4. Bap wng dau sau diéu tri

Mirc d dau Trwéce Sau 3 dot % (n) Sau 6 dot % (n)

Khong dau 60,4 (29) 81,2 (39) 89,1 (41)
Pau nhe 22,9 (11) 14,6 (7) 10,9 (5)
Dau vira 16,7 (8) 42(2) 0

Nhan xét: Khong co bénh nhan dau nang trong sudt qua trinh diéu
tri, mirc d¢ dau giam hon sau diéu tri.
3.2.3.Dap wrng theo RECIST

Bang 3.5. Pdp ing diéu tri theo RECIST

Pap irng diéu tri Sau 3 dot Sau 6 dot
Pap trng hoan toan 4,2 (2) 12,5 (6)
Pap tng mot phan 68,8 (33) 52,1 (25)
Bénh 6n dinh 18,8 (9) 12,5 (6)
Bénh tién trién 8,3 (4) 22,9 (11)

= Péap tmg hoan toan

25 B Pép Gtng mot phan

Bénh on dinh

®Bénh tién trién

(&)

Dap g sau 3 dot Daép tng sau 6 dot

Biéu do 3.1. Pdp ing diéu tri theo RECIST

% (n =1050) %(n = 48)

Budn non

Budn nén d6 1 14,5 (153) 68,8 (33)

Budn nén d6 2 1,5 (16) 12,5 (6)
Noén

Non dg 1-2 8,1 (85) 58,3 (28)

Non do6 3-4 6,7 (70) 10,4 (5)
ia chay

la chay d¢ 1-2 9,2 (97) 33,3 (16)

Ia chay d¢ 3-4 1,5 (16) 10,4 (5)
Doc tinh than kinh

Bién ching than kinh d¢ 1 9,6 (101) 29,2 (14)

Bién chung than kinh d¢ 2 2,5(26) 229(11)
Phin tng truyén .

Co phan ing truyen 97,7 (1026) 20,8 (10)

Khoéng c6 phan tng 2,3 (24) 79,2 (38)
3.3.2. Djc tinh )

Badng 3.7. Doc tinh trén hé tao huyeét

Déc tinh S6 dot % (n=1050) S6 BN % (n=48)
Bach cau hat

Hado 1-2 5,2 (55) 31,2 (15)

Ha d¢ 3-4 1,4 (15) 14,6 (7)
Tiéu ciu

Hado 1-2 6,6 (69) 20,8 (10)

Ha d6 34 1,6 (17) 20,8 (10)
Thiéu mau

Thiéu mau 46 1-2 6,2 (65) 37,5 (18)

Thiéu méu do 3-4 <1% 4,2 (2)

Nhan xét: Boc tinh hé tao huyét chu yéu & do 1,2 va c6 thé kiém
soat duoc.
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Bdng 3.8. Béc tinh ngodi hé tao huyét
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Bang 3.11. Giam liéu diéu tri

Déc tinh n=48 %
Men gan
Tang do 1-2 16 33,3
Tang d¢ 3-4 1 2,1
Creatinin
Tang do 1-2 0 0
Téang do 3-4 2 4,2

Lieu diéu tri

Nhan xét: Chi ¢6 6,3% cac bénh nhén cé doc tinh gan than do 3-4
lam anh hudng dén diéu tri.
Badng 3.9. Doc tinh lién quan Bevacizumab

Poc tinh % (n=48)
Cao huyét ap
Khoéng cao 64,6 (31)
Cao HA do diéu tri 29.2 (14)
Cao HA khong do diéu tri 6,2 (3)
Chiy mau
Khoéng chay mau 82,8 (39)
C6 chay mau 18.8 (9)
Thiing dwong tiéu héa 0(0)
Huyét khdi 0 (0)

Nhan xét: Khong gép thung dudng tiéu hoa va huyét khoi.
Bang 3.10. Tuan thu diéu tri

Théng sb % (n)
Tri hodn
Co 41,7 (20)
Khong 58,3 (28)
S6 ngay tri hoin TB/hrot truyén 7,92 + 3,64
(3,5-16)
Nguyén nhén tri hoian
Dung nap kém 15,1 (5)
Ha cau hat 33,3 (11)
Ha tiéu cau 36,4 (12)
Tang men gan 6,1 (2)
Khac 9,1 (3)

Liéu trung binh 98,53 + 4,60
(50-100)
Nguyén nhéin giam liéu
Khoéng 87,5 (42)
Ha tiéu cau 10,4 (5)
Than kinh 2,1(1)
Bang 3.12. Cdc nguyén nhin gdy ngirng diéu tri
Nguyén nhan % (n)
Khéng 75,0 (36)
Do ha tiéu cau 2,1(1)
Do ddc tinh than kinh 2,1(1)
Do suy than 4,2 (2)
Do suy gan 2,1 (1)
Do tién trién 10,4 (5)
Khac 4,2 (2)

Nhan xét: 25% bénh nhan phai ngimg diéu tri truéc du kién
(10,4% do tién trién va 10,1% do doc tinh).
3.5. Thoi gian séng thém ‘

Bang 3.13. Thoi gian song thém khéng tién trién

Song thém khong tién trién (thang) Gia tri

Trung binh (X + SD) 12,68 + 7,53
Trung vi (25%-75%) 11,00(7,54 — 16,05)

08 '|_l

L
" ]
I
\_‘t

T y T T T T
0.00 1000 20.00 30.00 4000 5000
Théei gian séng thém khéng bénh tién trién

Biéu do 3.2. Thoi gian séng thém khéng tién trién
Nhan xét: Thoi gian song thém khong tién trién trung vi 1a 11 thang.
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Bdng: Song thém khong tién trién 6, 12, 18 va >18 thing

PFS (thang) n % (tich liiy)
0 - 6 thang 6 87,5
6 - 12 thang 20 45,8
12-18 thang 15 14,6
> 18 thang 7 0
Bang 3.14. Thoi gian song thém todn bg
OS (thang) Gia tri
Trung binh (X + SD) 26,02 £ 12,80
Trung vi 22,56 (16,44 —31,43)
08— -_‘ LI
L

‘gﬂﬂ* 7|

£ L

= 04 _11 L

Thé&i gian séng thém toan b
Biéu do 3.3. Thoi gian séng thém toan bé
Bang : Song thém toan bo 1, 2 va 3 nam

OS (thang) n %
0 - 12 thang 3 93,8
12 - 24 thang 22 48,0
24 - 36 thang 14 18,8

Bang 3.15. Thoi gian dap vung

Thoi gian Gia tri

Thoi gian dap ang (DoR) ) i
Thoi gian cho dén khi bénh tién trién (TTP)

Thoi gian cho dén khi thét bai diéu tri (TTF) 10,57 + 6,98

5,93(0,92-10,41)
12,75 +7,62
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3.6. Méi lién quan ciia OS va PFS véi mét sb yéu td

3.6.1. Méi lién quan ciia PFS va OS véi tudi

0,271

T T T T T T
0.00 10.00 2000 30.00 4000 5000

Thei gian séng thém khéng bénh tién trién

Biéu do 3.5. Méi lién quan gitta PFS va tudi

I - p=0,271
084 L; ~M<60
160
1 Tudi OS (Trungvi) P
o
E H >60 21,18 thang
£ o] ] (14,8-31,4)
1 L <60 25,58 thang
o] - (18,3 -40,8)
L
L1
009
i} EIU ZU‘UU 40, ‘UU B0, ‘UU
Théi gian séng thém toan b
Biéu d6 3.4. Moi lién quan gitta OS va tuéi
107 ‘
[t p=0,131 B
j o
069 L
1 |
6 06 1
° L Tubi PFS p
(trung vi)
@ >60 10,61
= 04 ) (6,93-15,84) 0,131
"L <60 14,09
- (10,44-19,18)
0. '
L
009 “
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3.6.2. Moi lién quan OS va PFS véi nong djp CEA

b L p<0,001 rew
l B +a30
067 L L
CEA OS- thang p
§ 61 (ng/mL) (trung vi)
2 <30 27,55
s (21,3-36,0)
= 230 17,27~ <0001
" ‘ (13,9-21,1)
0.2 _‘—‘ .
1 L.
0.0+ ‘
1] IDD 20‘00 40!00 60!00
Théi glan séng thém toan bé
Biéu do 3.6. Moi lién quan giita OS va nong d¢ CEA
11 WH p<0,001 e
=30
. B
0.5 1
L
. 1
Fos]
2 H :
5 1 CEA PFS- thang p
@ il (ng/mL)  (trung vi)
F o4 <30 14,52
(8,97-17,6)
4 > 30 10,11 < 0,001
0] ‘ | (6,6-13,1)
| S —
0.0
0.‘00 10‘00 20‘00 30!00 40‘00 50‘00

Thei gian sdng thém khéng bénh tién trién

Biéu do 3.7. Méi lién quan gitta PFS va nong dé CEA
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3.6.3. Méi lién quan ciia thoi gian séng thém toan by va thoi
gian song thém khéng tién trién voi vi tri u nguyén phdat

| p=0,007

T T T
200 4000 6000

Thoi gian séng thém toan bd

10 aitring phii
U datringtra

Vi tri OS- thang p
u NP (trung vi)
Trai 28,11
(20,3-44,9)
Phai 20,07 0,007
(15,5-24,1)

Biéu do 3.8. Moi lién quan OS va vi tri u nguyén phat

Til% séng cén

p=0,037

nm

T T T T
100 ;nm N0 Ty

Thirl gian séng thim khang bénh tién trién

st

L iy
Ui iy

Vi tri PFS- thang p
u NP (trung vi)
Trai 11,76
(8,8-20,4) 0,170
Phai 10,67
(6,9-14,9)

Biéu do 3.9. Méi lién quan gitta PFS va vi tri u nguyén phdt
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3.6.4. Phén tich héi quy da bién COX o
Bang 3.16. Lién quan giita PF'S va mét so yéu to

Yéu té (Lién quan PFS) HR (95%CI)
Tudi (ndm) 1,448 (0,671 — 3,125)
CEA 2,012 (0,965 — 4,194)
Vi tri u nguyén phat 1,523 (0,669 — 3,470)
S6 luong di can 0,824 (0,427 — 1,590)
Vi tri gan 0,659 (0,301 — 1,443)
Phan loai biét hoa 0,848 (0,436 — 1,648)
Dap ung diéu tri 2,948 (1,282 - 6,780)
Bdng 3.17. Lién quan gitta OS v6i mot s6 yéu to
Yéu to (lién quan OS) HR (95%CI)
Tudi (ndm) 1,458 (0,689 — 3,086)
CEA 2,319 (1,150 — 4,679)
Vi tri u nguyén phat 1,533 (0,611 — 3,848)
S6 lugng di can 0,796 (0,419 — 1,515)
Vi tri gan 1,507 (0,652 — 3,483)
Phan loai biét hoa 0,611 (0,313 —1,193)
Dap tmg diéu tri 3,367 (1,368 — 8,289)

Nhan xét: hai yeu t6 lién quan dén thoi gian song thém 13 nong do
CEA trudc diéu tri va dap ung véi diéu tri.

3.7. Diéu tri sau tién trién
Bang 3.18. Thuoc diéu tri sau tién trién

Thudc % n
5-Fluorouracil 100 42
Irinotecan 97,6 41
Oxaliplatin 28,6 12
Cetuximab (Erbitux®) 19,0 8
Bevacizumab(Avastin®) 50,0 21
Khac 23,8 10
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u Khong diéu tri bude 2 DT bude 2
DT bude 3 “ DT sau budce 3

o 12%

Biéu do 3.21. Piéu tri sau budc 1

CHUONG 4: BAN LUAN

4.1. Xac dinh ty 1 dap ing va ddc tinh ciia phac do Avastin két
hop FOLFOX4 trong diéu tri ung thw dai trang di cin
4.1.1. Pic diém lim sang

Tudi trung binh trong nghién ctru cua chung toi 1a 56 tudi, tudi
tré nhat 1a 28, 16n nhét 1a 75. Pay ciing 1a lra tudi thuong gip nhét
ciia ung thu dai trang. Tudi trung binh trong nghién ctru cia
Leonard B. Slatz 12 60 (19-83 tudi). Nam gip nhiéu hon nit vdi ty
1¢ 1a 1,7. Nghién clru cua Saltz ty 1€ 1a 1,5.

Phan 16n cac bénh nhan trong nghién ciru cé thé trang con tdt
PS 0 c6 33 bénh nhan chiém 68,8%, PS 1 ¢6 15 bénh nhan chiém
31,2%. Nghién ctru cta Saltz & nhanh diéu tri phac dd Avastin va
FOLFOX4, 60% c6 PS 0 va PS 1 chi c6 40%.

4.1.2. Pdc diém cin lam sang

CEA < 30 ng/mL chiém ty 1¢ 33,3% (16/48 bénh nhan) va CEA >
30 1a 43,8%. Trong nghién ciru ciia Prager GW nong d6 CEA trung
binh 1a 26,8 ng/mL, trong 46 CEA >26,8 ng/mL chiém ty 1& cao
49,7% (84/169 truong hop). Trong nghién clru cua ching to6i, chi co
mot s6 it bénh nhan dugc xét nghiém CA19-9 do tai thoi diém 2011,
xét nghiém ndy chua dugce sir dung thuong quy trong danh gia va theo
ddi sau diéu tri ung thu dai tryc trang vao thoi diém nghién ciru.

Ung thu biéu mé tuyén biét hoa vira chiém 43,8% (21/48 truong
hop), kém biét hoa 1a 35,4% (17/48 truong hop), thé nhay chiém
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16,7% (8/48 truong hop). Tinh trang kras dugc danh gia trén 32
bénh nhan, trong d6 kras thé ty nhién chiém 50% (16/32 truong
hop) va kras dot bién chiém 50% (16/32 trudng hop). Ty 18 kras
dot bién da dugc ghi nhan trong cac nghién ciru dao dong tir 30%
dén 45%. Theo Maurie Markman, khoang 30-50% bénh nhan ung
thu dai tryc trang c6 dot bién gen KRAS va 5-10% c6 dot bién braf.

Di can nhidu tang chiém ty 18 35,4%, trong d6 di can gan
thuong gip nhét (40%), hach ngoai vi hach trén don (13,8%), phuc
mac (10,8%), phdi (9,2%). Trong nghién ctru cia Emmanouilides
C. va cs, ty 1& di can gan 1a 64,2%, di can hach 32%, di can phdi
34%. Ty 1& di can gan trong nghién ciru cta ching toi thip hon so
véi cac nghién ciru khac do trong nghién ciru nay chi c6 cac bénh
nhan di cin gan khong con kha ning phiu thuat, co mot sb bénh
nhan di cin gan nhung c6 kha ning phiu thuat hodc c6 tiém ning
phau thuat dugc da bi loai ra khoi nghién ctru (chiém khoang 10 —
15 % cac bénh nhan ung thu dai truc trang di can).
4.1.3. Ddp iing diéu tri
4.1.3.1. Ddp tng vé triéu chitng co nang

Trong nghién ctru cua chiing t6i, 39% bénh nhan cé dau trudce
didu tri, phan 16n & muc d6 nhe, dau vira 16%, khong c6 truong
hop nao dau ning. Sau diéu tri 3 dot va 6 dot, ty 18 khong dau ting
tr 61 % 1én 81% va 85% sau diéu trj 3,6 dot. Dic biét khong co
bénh nhan dau ning trong sudt qué trinh diéu tri ngay ca véi nhom
bénh nhan tién trién sau diéu tri 3 chu ky.
4.1.3.2.Thay doi nong @é CEA trong diéu tri

Sau didu tri n6ng do CEA giam rd rét. Trung vi CEA trudc didu trf 1a
22,5 ng/mL, sau didu trj 3 dot1a 8,5 ng/mL, sau 6 dot CEA c6 xu hudng
tang lén 11,3 ng/mL. Sy khac biét ndng d6 CEA trudc va sau diéu trj 3
dot 14 ¢6 ¥ nghia thong ké. Sau 6 dot, nong d6 CEA c6 xu hudng ting tro
lai do mot s bénh nhén tién trién sau 3 dot voi nf)ng d6 CEA tang cao rat
nhanh va dap tmg CEA chu yéu thiy & 3 dot dleu tri ddu. Co rat nhiéu
nghién ctru cho thiy c6 sy tuong quan gilra ndng d6 CEA va giai doan
bénh ciing nhu tién lwong dap g diéu tri. Vai trd ciia CEA trong theo
ddi dap ung diéu tri da duoc dé cap trong nhiéu nghién ctru va dugc coi la
ton thuong khéng phai dich khi theo doi dap (g diéu tri.
4.1.3.3. Pap ing diéu tri ‘

Trong nghién ctru cia ching toi, ty 1€ kiém soat bénh sau diéu tri
3 va 6 thang lan luot 12 91,7%, 77,1% véi 4 bénh nhan tién trién sau
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diéu tri 3 dot. C6 2 bénh nhan dat dap ting hoan toan sau 3 dot va
sau 6 dot co6 thém 4 bénh nhan dat dap mg hoan toan. Ty 1€ dap g
hoan toan trong nghién ctru cua chiing t6i cao hon so véi nghién ctiru
cua Hochester va N.V.Q, ¢6 1€ do cac bénh nhan trong nghién ctru
cta chiing toi thé trang con t6t dung nap véi héa tri va tuan thu diéu
trj t6t hon dan dén dap umg diéu trj t5t hon. Ty 1& dép tmg toan bd
ctia phac &6 FOLFOX4 két hop bevacizumab (64,6%) cao hon phac
d6 bevacizumab két hop IFL (44,8%) nhu trong nghién ctru ctia
Herbert Huwitz va phac d6 FOLFIRI két hop bevacizumab (49%)
nhu trong nghién ctru cua J. Ocvirk & cs 2011. Tuy nhién khi danh
gia thoi gian séng thém ciia phac d6 bevacizumab két hop FOLFOX
hoac FOLFIRI khong ¢6 su khac bi€t. Sy lya chon tuy thude va muc
tiéu diéu tri va nguy co doc tinh cua phac do.

4.1.4.Djc tinh diéu tri

4.1.4.1. Tac dung khéng mong muon

Céc tac dung phu trén hé tiéu hoa thuong gap budn nén chlém
80,3, chu yeu d6 1 khong lam anh huong dén tinh trang 4n udng
ctia bénh nhan. Nén chu yéu d6 1-2 gip 58,3%. Theo ghi nhén
trong nghién ciru NO16966 cua J.Cassidy va cs, tac dung phu budn
n6én/ndn ciia phac @6 FOLFOX4 trong ung thu dai trang giai doan
mudn 12 70% trong d6 chi c6 7% muc d6 nang 3-4. Tuy nhién ty 1€
non/buon nén chi & mirc 15% trong tong sb cac dot didu tri.

Ia chay gap 43,7% trong d6 do 1-2 1a 33,3% va d6 3-4 1 10,4%
(5 bénh nhan). Trong nghién ctru ciia Cassidy va cs, ty 1¢ ia chay 1a
61%, trong d6 do 3-4 chi 11%. Tac dung phu ia chay cling duoc
ghi nhan, tuy nhién do cac bénh nhan di dugc hudng dan s dung
loperamid 2 mg ngay khi c6 tridu ching xuit hién nén khong bénh
nhan nao phai ngimg diéu tri do doc tinh ia chay, chi c¢6 2 truong
hop phai vao vién truyén djch va bu dién giai.

Réi loan than kinh ngoai vi (ngtra, té bi, cam giac kim cham va
dau vung, dau chi, ddu ngén tay va chén) gap 52,1% tir mirc 4o nhe
29,2% dén vira 22,9%. Ty 1é doc tinh than klnh ngoai vi trong
nghién cuu chi 12,1% do bénh nhan dugc dung oxaliplatin sau 6
chu ky. Nghién ctru NO16966, J. Cas51dy va cs ghi nhan ty 1€ doc
tinh roi loan cam giac than kinh ngoai vi cao hon la 80% (515/648
bénh nhan) trong d6 ddc tinh d¢ 3-4 1é€n dén 17%.

Phan tng truyén do oxaliplatin (cam giac néng bung mit, cam
giac nghet thd hodc kho thé do co thit thanh quan) 20,8%, tuy
nhién ty 1¢ phan tng trén tong s6 dot truyén chi 1a 2,3% (24/1050
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lan truyén). Phan Gmg truyén c6 thé xay ra ¢ bat ky dot truyén nao,
néu nhe c6 thé chi thoang qua va truyén lai nhu binh thuong.
4.1.4.2. Doc tinh trén hé tao huyét

Ha bach céu hat chiém 45,8%, chi yéu d6 1-2 13 31,2% va do
3-4 1a 14,5%, it gay anh huong diéu tri. Cassidy va cs ghi nhan ty
1¢ ha bach cau hat 59% trong do ha bach cAu hat do 3-4 1a 7%, chi
6 < 1% bénh nhén ha bach cau hat c6 bién chimg sét

Ha tiéu cau chiém 41,6%, mot trudng hop ha tiéu cau do 4 va
keo dai dan dén bénh nhan phai nging diéu tri, mot trudng hop ha
tiéu cau do 3 phai giam liéu diéu tri oxaliplatin xudng 75%, 50%
sau truyén lan thtr 14. Hoschter va cs ghi nhén ha tiéu cau 21% véi
phac d6 bevacizumab két hgp mFOLFOX6.

C6 12,5% bénh nhan xuat hién thiéu mau ngay tir trudc diéu tri
nhung thuong & mirc do nhe khong can can thiép truyén mau. Sau
diéu tri ¢6 2 bénh nhan thiéu méau nang 1én d§ 3-4 co thé lién quan
dén bénh tién trién.
4.1.4.3. Boc tinh ngoai hé tao huyét

Tang men gan d0 1-2 1a 33,3%. 1 bénh nhan ting men gan d¢ 4
do viém gan B tai hoat dong sau 5 dot diéu tri. Nghién ctru
L.B.Saltz két hop ghi nhén ting men gan 13 6%,

Hai bénh nhan xuat hién suy than d6 3 dan dén phai ngimg hoa tri
truée du kién ma khong phai do nguyén nhén bénh tién trién. Mot
bénh nhan c6 s dung thudc dong y khong rd ngudn gdc kém theo,
mdt bénh nhan c6 kém gidn dai bé than phai khong rd nguyén nhan.
4.1.4.4. Péc tinh lién quan dén bevacizumab

Cao huyét ap sau diéu tri 14.6%, trong d6 da c6 2 bénh nhan
cao huyét ap trudc didu tri va duoc kiém soat tot v6i thude ha ap.
Trong nghién ctru c6 mdt bénh nhéan cao huyét ap khong kiém soat
duoc bang thube ha 4p theo phac dd chuin din dén phai ngimg
diéu trji bevacizumab. Hoschter ghi nhan cao huyét 4p 7 % & nhom
diéu tri mFOLFOXG6 va bevacizumab.

Chay méu gip 18,8% (9 truong hop), vi tri thuong gip nhat 1a
chay mau mili (4 trudng hop), di ngoai méau (2 trudng hop), xuét tinh
méu (1 trudng hop) va ra mau 4m dao (1 trudng hop), mirc d6 mat
méu thudng it ¥ nghia 1dm sang va khong anh huong dén diéu tri.

Chua ghi nhén truong hop nao bi thung dudng tiéu hoa hodc
huyét khoi siu lién quan dén bevacizumab, tuy nhién ty 1& nay
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cling rat hiém gip nhu trong nghién ctru LB.Saltz (2008) va
J.Ocvirk (2011) chi gap ty 1€ <1%.

4.1.5. Tuan thu dleu tri

4.1.5.1. Tri hodn diéu tri

Ty 1¢ bénh nhan phai tri hoan diéu tri 41,7% (20/48 bénh nhan),
s6 ngay tri hodn trung binh 1a 7,9 ngay. Nguyén nhan tri hodn do
ha tiéu cau (12 truong hop), ha bach cau hat khong bién ching (11
truong hop) va tang men gan (2 trudng hop).
4.1.5.2. Lieu diéu tri

Liéu diéu tri trung binh cua oxaliplatin 1a 96,5%, chi c6 6
truong hop phal giam lidu oxaliplatin trong d6 5 bénh nhan giam
lidu do ha tiéu cau do 3 (10,4%) va 1 truong hop do doc tinh than
kinh (giam liéu t&i da 50%). Diéu nay cho thiy phac do diéu tri co
kha niang dung nap tot, c6 thé chi dinh ngay cho ca nhom bénh
nhan c6 thé trang chung PS 1-2. Trong nghién ctru cia Hochster va
cs, lidu trung binh cuia oxaliplatin trong phac 6 mFOLFOX6 két
hop bevacizumab la 94%.

Liéu diéu tri 5FU trong nghién ctru ctia chiing t6i 1a 92%, khong
¢6 bénh nhan phai giam liéu do tac dung phu cia 5FU, liéu 5SFU
trung binh trong nghién ctru ctia Hochster 1a 85% [71], lidu tha
hon so véi du kién co thé do 5FU trong phac 6 mFOLFOXG6 rét
cao (tong lidu 2800 mg/m2/46h) trong khi téng lidu 5FU trong
phac do FOLFOX 4 chi 14 2000 mg/2 ngay. )

Licu bevacizumab Smg/kg la licu toi thiéu dugc chap nhan st
dung trong nghién ctru nén khong co6 chi dinh giam li€u d6i véi
bevacizumab. Néu ¢6 doc tinh xay ra, bénh nhan phai ngirng truyen
hodc tam tri hoan bevacizumab. Trong nghién clru cta ching t6i,
chi ¢6 mot bénh nhan phai ngimg diéu tri bevacizumab do bién
chung cao huyét ap khong kiém soat dugc bang thudc.
4.1.5.3. Ngung diéu tri

C6 12 bénh nhén phai ngimg diéu tri trudc du kién, do bénh tién
trién 41,7%, do doc tinh 41,7 % va 16% do bénh nhan tir chdi tlép
tuc didu tri. Theo ghi nhén cua L.B.Saltz, nguyén nhan ngiing diéu
tri bao gom bénh tién trién 29%, doc tinh 62%, va mot sb nguyén
nhan khac 9%.

4.2. Thoi gian séng thém khong tién trién va song thém toan b
va mdt s6 yéu t6 lién quan két qua diéu tri
4.2.1. Thoi gian song thém khéng tién trién
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Thoi gian séng thém khong tién trlen trung vi 1a 12,3 thang.
Tuy thugc cac nghién ctru, thoi gian song thém khong tién trién co
thé thay doi tir 10,3 thang dén 15,2 thang, cho thay su vuot trdi néu
chi cham séc triéu ching don thuan 5-6 thang.

4.2.2. Song thém toin bp

Sbng thém toan bo trung vi 22,5 thang. Thoi gian song thém bj
anh huong boi nhiéu yeu tb khéc ddc biét la st dung cac phac dd
budc 2 va 3 sau khi tién trién voi phéc dd bude 1. Trong nghién
ctru cua chung t6i, ty 1€ bénh nhan ,dleu tri dich sau khi that bai véi
hoa tri budc 1 1a 60,7% (43,8% ti€ép tuc diéu tri bevacizumab sau
tién trién, 16,7% chuyén diéu tri khang EGFR). Thoi gian song
thém cua cac nghién cuu khac c6 thé dai hon so véi nghién ciu
ching t6i (21-31 thang tily thudc nghién ctru), c6 thé do trén 90%
dugc hoa tri phdi hop diéu tri dich di kém sau bude 1.

4.2.3. Mt s6 yéu to lién quan dén séng thém
4.2.3.1. Lién quan song thém va tuoi

Tubi 1a mot yéu t6 da duoc ching minh lién quan nhiéu dén séng
thém, tudi cang cao thi song thém cang giam do tudi lién quan dén
dung nap thuoc, cac bénh 1y kém theo tang theo tudi. Két qua nghién
ctru ciia chung t6i cho thiy déi v6i nhom tudi trén 60 thi thoi gian
song thém khong tién trién va séng thém toan bo 14,09 va 25,58
thang, dudi 60 tudi 1a 10,61 va 23,8 thang nhung chua c6 khac biét co
¥ nghia thng ké & ca 2 nhém véi p twong tmg p = 0,271 vap = 0,131.
4.2.3.2. Lién quan song thém va nong do CEA

Két qua nghién ctru cho thay ndng do CEA <30 ng/mL, cho thoi
gian thoi gian sdng thém khong tién trién va séng thém toan bo kéo
dai hon so v&i nhém c6 CEA > 30 mg/mL (lan lugt 14 10,11 thang,
17,27 thang so véi 14,52 va 27,55 thang). Prager va cs ciing ghi
nhan nf”)ng d6 CEA truge diéu tri cling anh thoi gian séng thém
khong tién trién va thoi gian song thém toan bd. Nhom bénh nhan
¢6 nong do CEA dudi va trén mire trung vi (26,8 ng/mL) ¢6 thoi
gian song thém khong bénh va thoi gian séng thém toan bo 1an luot
12 9,1 thang, 23,4 thang so vdi 8,5 thang va 16,7 thang.
4.2.3.3. Lién quan séng thém va vi tri u nguyén phat

Nghién ciru hoi ciru ciia NCI tir thir nghiém 1am sang pha III
CALGB/SWOG 80405 (trén 44.000 mau bénh pham danh cho
chan doan sinh hoc) cho thay thoi gian séng thém sau didu tri giai
doan di can ctia u nguyén phat dai trang trai cao hon khoang 1 ndm
so voi u dai trang phai. Su khéac biét nay c6 thé lién quan dén dic
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tinh sinh hoc phén tir cua khdi u do d6 lién quan dén tién luong va
¢6 thé anh hudng dén quyét dinh diéu tri.

Trong nghién ciru cua chung to1, ung thu dai trang trai cho thoi
gian song thém khong tién trién kéo dai hon so voi ung thu dai
trang phai voi thdi gian sdng thém toan bo lan luot 1a 20,07 va
28,11 thang (p<0,007), thoi gian khong bénh tién trién trung vi lan
lugt 1a 10,67 va 11,67 thang (p=0,170). Tuy nhién, phén tich nhi
blen cho thdy vi tri u nguyén phat chua c6 anh huong dén nguy co
tién trién vao thoi diém 12 thang, OR 1a 1,17, p =0,79, ¢6 thé s6
Iwgng bénh nhan cua chiing t6i con nho chua du dé dua ra su khac
biét c6 v nghia théng ké.
4.2.3.4. Phan tich da bién lién quan cdc yéu té vd song thém

Mot sb yéu td anh huong dén thoi gian song thém cda bénh
nhén ung thu dai trang giai doan mudn: 1la thé trang chung (PS),
thé giai phiu bénh (kém biét hoa), co di cin phic mac, dap tmg
diéu tri bude 1, ndng do chi diém u trude dléu tri (CEA hodc CA
19-9), vi tri u nguyén phat (dai trang phai), nong do LDH, thoi gian
6n dinh bénh sau diéu trji budc 1..

Trong nghién clru, ching t6i lu’a chon 6 yéu td phan tich hoi
quy da bién bao gdm: tudi (< 60 va > 60 tudi), ndng do CEA (< 30
va >30 ng/mL), vi tri u nguyén phat (dai trang trai va dai trang
phai), s6 lugng tang di can (<2 va >2 vi tri), ton thuong gan (c6 va
khong c6 ton thuong ngoai gan), do biét hoa trén gidi phau bénh
(bi€t hoa cao va biét hoa kém), dép ung vai diéu tri (c6 va khong
c6 dap ung). Két qua cho thay c6 dap tmg voi dleu tri ¢6 anh
huong dén thoi gian song thém khong tién trlen va sdng thém toan
b v6i nguy co bénh tién trién cao gap 2,95 lan (HR =1,282-6,780)
& nhém khong c6 dap tng véi didu tri.

Nong d6 CEA truée diéu tri >30 ng/mL c6 nguy co bénh tién
trién cao gép 2 1an nhung lai chua c6 ¥ nghia (HR= 0,965 —4,194).
Trong bang phén tich da bién x4c dinh yéu to lién quan thoi gian
song thém, nong d§ CEA cao > 30 ng/mL s€ tang nguy co tr vong
do ung thu dai trang gap 2,3 1an so véi nhom CEA < 30 ng/mL
(HR= 1,150 - 4,679). Diéu nay cling phu hgp véi bang phan tich
nghién ctru don bién, cho thidy nhém CEA >30 ng/mL c6 thoi gian
song thém trung vi 1a 27,55 thang kéo dai hon c6 y nghia théng ké
so v6i nhom CEA <30 ng/mL la 17,27 thang (p<0,001).

4.2.4. Diéu tri sau tién trten
4.24.1. Tyle benh nhén diéu tri sau tién trién
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13% khong diéu tri budc 2, 83% tiép tuc diéu tri (54% budc 2,
19% budc 3 va 15% sau bude 3).V6i sy xudt hién cac thudc mous
(regorafenib, TAS 102, thudc e ché diém mién dich), thoi gian
song thém cang duoc cai thién tr 6-7 thang vdi cham soc triéu
chimg 1én dén 31 thang (nghién ctru FIRE).
4.2.4.2. Phac do dleu tri sau tién trién

Khi bénh tién trién, tuy thudc khoang thoi gian 6n dinh bénh,
tac dung phu cta phac d6 bevacizumab két hop FOFLOX4 trudc
d6 dé dua ra phac do diéu tri méi. 5 Fluorouracil van 13 hoa chét
nén, 100% bénh nhan duogc st dung lai phac dd ¢6 5 Fluorouracil
(dang udng nhu capecitabine hodc dang tiém truyén), 97,6%
chuyén phac dd hoa tri v6i irinotecan két hop, chi c6 26,8% dugc
diéu tri lai voi oxaliplatin.

KET LUAN

Tir cac két qua nghién ctru phac dd bevacizumab két hop
FOLFOX4 trong ung thu dai trang di cin, chung t6i thay:

1. Tyl¢ kiém soat bénh cao 91,7% va 87,5% sau 3 va 6 dot, ty
1¢ dap Umg toan bo dat 72,9% va 68,8%.

2. Dung nap hoa tri tot voi doc tinh chi yéu ¢ do 1-2 va co thé
kiém soat dugc, khong gy anh huong dén licu trinh va lidu diéu
tri. Nguyén nhan ngimg diéu tri chu yéu do bénh tién trién.

3. Thoi gian song thém khong tién trién trung vi 1a 11,9 thang,
song thém toan b trung vi 1a 23,5 thang.

4. Cac yéu té anh huong dén thoi gian sdng thém qua phan tich
log-rank duoc xac dinh 1a tudi (>60 va <60), ndng d6 CEA (>30 so
voi <30 ng/mL), vi tri u nguyén phét (phai>< trai), s6 luong tang di
cin (<1 so v6i >1), do biét héa qua gidi phau bénh (biét hoa><
khong biét hoa), tinh trang dap tmg diéu tri (c6><khéng dap tng).

5. Su dung mo hinh phén tich hdi quy da bién COX cho thiy
dap tmg diéu tri la yéu tb thuc sy anh huong thoi gian song khong
tién trién va séng thém toan bd véi nguy co bénh tién trién cao gap
2,95 lan 0 nhom khong c6 dap tng, nong do CEA cling anh hudng
dén séng thém tuy nhién lai chwa co ¥ nghia théng ké.

6. 83% dugc diu tri sau bude 1 véi hoa ti nén van 1a 5 FU
duong ubng hodc truyén (100%), 69% diéu tri dich phdi hop va chi
¢ 7% diéu tri lai véi oxaliplatin.
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KIEN NGHI

Tir két qua nghién ctru trén nhém bénh nhéan ung thu dai
trang di can, phiac d6 bevacizumab két hop FOLFOX4 nén dugc
can nhac chi dinh 1a phac d6 budc 1 chuan trong diéu tri ung thu
dai trang di can. V&i mot s6 nhoém bénh nhan ¢o nguy co cao nhu
nong d6 CEA > 30 ng/mL, tudi tré <60.
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INTRODUCTION

4. Reasons for research

Colon cancer is one of the most 5 common cancers in Vietnam
and world wide. 80% will experience inoperable advanced stage.

During last decade, there have been a lot of improvements in
treating metastatic colon cancers including new targeted agents
such as bevacizumab- an angiothesis inhibitors. Since 2009,
bevacizumab in combination with FOLFOX4 regimen has been
indicated for metastatic colon cancer in Vietnam, though we still
lack adequate research on the efficacy and toxicity of the regimen.
Purpose of the study:

2.1. Determine response rate and adverse events of first line
FOLFOX4 —bevacizumab for inoperable metastatic colon cancer.
2.2. Evaluate progression free survival, overall survival and some
factors that affect outcomes.

5. Contribution of thesis

—FOLFOX4 combined with bevacizumab bring high disease
control rate (DCR) 91,7% and 87,5% after 3, 6 months of treatment.
Complete response (CR) are 72,9%, 68,8% after 3, 6 months relatively.

—We concluded that FOLFOX4 combined with bevacizumab was
well tolerated with acceptable hematologic toxicities mainly grade 1-
2. Most patients were given full dose of chemotherapy except for 5
patients needed dose reduction due to thrombocytopenia.

—Progression disease (PD) was the most common reason for
early discontinuation of this regimen.

—Median progression free survival, median overall survival is
11.9 and 23,5 months.

—Some factors affect the outcome are: age (=60 & <60), CEA
level (=30 & <30 ng/mL), primary tumor location (right & left),
pathologic differentiation (differentiated & poorly differentiated),
number of metastatic organs (<2 & >2), response to treatment
(responsive & non-responsive).

4. Thesis’ layout

This thesis include 106 pages with 4 main chapters: overview
of metastatic colon cancer 34 pages, patient selection and method 15
pages, results 24 pages, discussion 29 pages. Introduction 2 pages,
conclusion 2 pages, recommendation 1 page. There are 31 tables, 2
figures, 22 charts and 121 references (Vietnamese and English)
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CHAPTER 1: OVERVIEW

1. Treatment strategy for metastatic colon cancer
1.1. Surgery

1.2. Systemic treatment

1.2.1. Purpose

—Curative: to facilitate surgery (neoadjuvant or conversion)

—Palliative: prolong survival and improve quality of life
1.2.2. Principle

—Immidiate treatment at diagnosis improves progression free
survival and overall survival.

— Cytotoxic chemotherapy in combination with targeted therapy
improves outcome.

—“On and off” strategy with oxaliplatin reduces the neurologic
toxicity but maintains the treatment outcome.

— 3-drug regimen improves response rate but increase
toxicities, this regimen should be indicated for selected patients
who need response (TRIBE trial).

— Maintenance therapy (single agent with/without bevacizumab)
improves PFS, preferably used in disseminated disease achieving
maximum response to induction chemotherapy.

1.2.3. Determination of optimal first line regimen

-5 FU based chemotherapy with either oxaliplatin or irinotecan
gives similar results, choice of treatment depends on potential toxicities
of each agent (neuropathy, hepatic steatose, digestive alteration....).

- Right colon cancer: bevacizumab with chemotherapy had the
best results

- Left colon cancer: choice between anti EGFR (cetuximab or
panitumumab) with chemotherapy if triple negative (nras, kras,
braf) or anti-angionesis (bevacizumab).

Some trials on bevacizumab with FOLFOX

There are several trials to determine efficacy of treatment with
bevacizumab and FOLFOX4 for metastatic colon cancer. Some
conclusions have been well established, some questions are still
controversial and needs more well designed trials to be answered.

— Sinlge agent with oxaliplatin is not effective against cancer
cell and should not be indicated as monotherapy.
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— Oxaliplatin and 5FU have synergic effects, some regimens
have been well studied: FOLFOX4, FOLFOX6, mFOLFOX6
(intravenous) or SOX, XELOX, CAPOX....(orally).

— Optimal 1st line chemotherapy plus targeted therapy is not
confirmed. Choice of regimen depends on potential toxicities,
availability and preference.

Results of some trials on bevacizumab and FOLFOX
Table 1.1. Efficacy and toxicities of bevacizumab and oxaliplatin
based chemotherapy (TREE 1 & 2 trials)

FOLFOX6 bFLOX CAPOX

TREE-I TREE2 TREE-1 TREE2 TREE-l  TREE-2
(m=49) (=71) (=50) (=70) (n=48) (n=72)

ORR 39 52 20 39 27 46
TTP 8,3 9,9 6,9 8,3 5,9 10,3
oS 20,4 26,1 17,9 20,4 17,2 24,6
Neutropenia 53 49 18 19 15 10
HFS 8 0 2 0 19 10
Per neu 18 9 10 9 21 11
HPT 0 13 0 13 2 15
Deep throm 6 1 2 1 0 3

CHAPTER 2: PATIENT’S SELECTION AND METHODS

2.1. Location and time
- Location: National cancer hospital (K hospital).
- Time: 01/2011-12/2013.
2.2. Patients
2.2.1. Inclusion criteria
— Male/female over 18 years old
— Confirmed adenocarcinome (primary or metastatic tumor).
— Inoperable advanced colon cancer with targeted lesions (RECISTS criteria)
— No previous systemic therapy for advanced stage.
- PS=0-1.
— Estimated survival over 3 months.
— Adequate haematologic, liver and renal function.
2.3.2. Exclusion criteria
— Treated with 5 Fluorouracil within 6 months.
— Treated with oxaliplatin.
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— Cranial or meningial metastases.

— Uncontrolled comorbidities.

—Major surgery <28 days with significant risk of bleeding,
surgical wounds not fully healed.

— Significant bleeding within 4 weeks

— Pregnant or breast feeding women.

—Malignant disease other than curative treated favourable
breast cancer, curatively operated skin cancer).

— Uncontrolled hypertension, using high dose Aspirin
2.3. Methods
2.4.1. Trial design

Descritive clinical trial, non randomized one sided

2.4.2. Sample size p(=p)

n= Z(zl—a/Z) e
p: 5-year PFS (p =0,10).
A: Expected deviation (A = 0,09).
ou: Statistically significant = 0,05.
Z: 1,96 (0. = 0,05). n=43.
2.4.3. Steps taken
4. Enroll patients according to selection criteria.
5. Treat with bevacizumab (Avastin®) and FOLFOX4.
6. Patient evaluation: Before, 3 and 6 cycles after chemotherapy.
7. Collect patient charateristic:
— Clinical: objective and subjective symptoms.
— Treatment tolerance: delayed, dose given....
— Toxicities with CTCAE (WHO 2001).
— Treatment response (RECIST version 1.0) every 3 cycles.
— Progression free survival (PFS) and overall survival:
— Factors affect outcome:
Age (<60 vs> 60).
CEA level (<30 vs > 30 ng/mL).
Pathologic differentiation
Primary tumour location (right vs left colon).
Number of metastatic organs (<2 vs >2).
Extrahepatic lesions (liver only vs extrahepatic metastases).
Treatment response (yes vs no).

+ 4+ + + + ++
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CHAPTER 3: RESULTS

3.1. Patients’ charateristics

Table 3.1. Patients’ clinical charateristics
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3.2. Response with treatment
3.2.1. CEA response
Table 3.3. CEA response

Criteria n %o

Age 55,96+9,81(28-75)
Sex

Male 31 64,6

Female 17 35,4
Subjective symtomps

Asymptomatic 12 25,0

Symptomatic 36 75,0
Objective symtomps

Asymptomatic 39 81,2

Symptomatic 9 18,8
Performance status

PS=0 33 68,8

PS=1 15 31,2

CEA (ng/ml) Median (25%-75%) p
Pre-treatment’ 22,5 p (1-2) <0,001
(6,0 —56,93)
3cycles post-treatment? 8,5 p (2-3) < 0,001
(4,0-24.5)
6cycles post-treatment® 11,3 p (1-3)=0,195

(3,25-22,25)

3.2.2. Pain relief after treatment
Table 3.4. Pain response post-treatment

Pretreatment 3 cycles post 6 cycles post

Pain % (n) Tx % (n) Tx % (n)
No pain 60,4 (29) 81,2 (39) 89.1 (41)
Mild pain 22,9 (1) 14.6 (7) 10.9 (5)
Medium pain 16,7 (8) 42 (2) 0

Comment: Common age 55-65, good PS (100% PS 0-1).
Table 3.2. Patients’ paraclinical charateristics

Comment: No patients suffered from heavy pain, pain level reduce
after treatment.
3.2.3. Response rate (RECIST)

Bdng 3.5. RECIST response

Criteria n %

CEA level (ng/mL)

<30 27 56,3

>30 21 43,8
Pathologic differentiation

Well differentiated 2 42

Medium differentiated 21 438

Poorly differentiated 17 35,4

Mucinous 8 16,7
KRAS mutation

NA 16 33,3

Mutated 16 33,3

Wild type 16 33,3

Comment: One third of patients don’t carry KRAS mutation.

Response After 3 cycles  After 6 cycles
Complete response 4,2 (2) 12,5 (6)
Partial response 68,8 (33) 52,1 (25)
Stable disease 18,8 (9) 12,5 (6)
Progression 8,3 (4) 22,9 (11)

100% I
80% 9
60%
40%
20%
0%

After 3 cycles After 6 cycles

®mCR ®mPR ®mSD ®mPD

Chart 3.1. Response evaluation with RECIST
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3.3. Side effects and toxicities Table 3.8. Non-hematologic toxicities
3.3.1. Side effects e Num of cycles Num of pts
Table 3.6. Side effects Toxicities % (n =1050) %(n = 48)
Side effects Num of cycles  Num of pts Transamines
% (n =1050) % (n = 48) Grade 1-2 16 33,3
Nausea Grade 3-4 1 2,1
Grade 1 14,5 (153) 68,8 (33) Creatinemia
Grade 2 1,5 (16) 12,5 (6) Grade 1-2 0 0
Vomissement Grade 3-4 2 4,2
Grade 1-2 8,1 (85) 58,3 (28) Comment: Only 6,3% experienced grade 3-4 non-heamatologic toxicities.
Grade 3-4 6,7 (70) 10,4 (5) Table 3.9. Bevacizumab-related toxicities
Diarhea Toxicities Num of cycles
Grade 1-2 9,2 (97) 33,3 (16) % (n =1050)
Grade 3-4 1,5 (16) 10,4 (5) Hypertension
Neuropathy No HTP 64,6 (31)
Grade 1 9,6 (101) 29’2 (14) Treatment related HPT 29,2 (14)
Grade 2 2,5 (26) 22,9 (11) Non treatment related 6,2 (3)
. . Bleeding
Infusion reaction No 82,8 (39)
No 2.3 (24) 79,2 (38) Perforation 0(0)
3.3.2. Toxicities Deep embolism 00
Table 3.7. Heamatologic toxicities Comment: No patient with perforation and embolism reported.
Toxicities Num of cycles Num of pts Table 3.10. Treatment adherence
% (n =1050) % (n = 48) Criteria % (n)
Neutropenia Delayed Tx
Grade 1-2 5,2 (55) 31,2 (15) Yes 41,7 (20)
Grade 3-4 1,4 (15) 14,6 (7) No 58,3 (28)
Thrombocytopenia Median delayed days/cycle 7,92 +3,64
Grade 1-2 6,6 (69) 20,8 (10) (3,5-16)
Grade 3-4 1,6 (17) 20,8 (10) Reasons for delayed
. Poorly tolerance 15,1 (5)
Anemia Neutropenia 33,3(11)
Grade 1-2 6,2 (65) 37.5(18) Thrombocytopenia 36’4 (12)
Grade 3-4 <1% 42 (2) ytopent ’
Elevated transaminase 6,1 (2)

Comment: Hematologic toxicities are mostly in grade 1-2. Others 9,1 (3)
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Table 3.11. Dose reduction
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Table 3.14: Progression Free Survival at time points

Treatment dose

Medium dose 98,53 +4,60

PFS (months) n % (cummulative)
0 - 6 months 6 87,5
6 - 12 months 20 45,8
12-18 months 15 14,6

Table 3.15. Overall Survival

OS (months) Value

Medium (X + SD) 26,02 £ 12,80

(50-100)
Reason for dose reduction
No dose reduction 87,5 (42)
Thrombocytopenia 10,4 (5)
Neuropathy 2,1 (1)
Table 3.12. Reason for treatment discotinuation
Reason % (n)
Full course 75,0 (36)
Thrombocytopenia 2,1 (1)
Neuropathy 2,1 (1)
Renal failure 4,2 (2)
Liver failure 2,1 (1)
Progression 10,4 (5)
Others 4,2 (2)

Comment: 25% discontinue treatment (10,4% due to progression

and 10,1% toxicities).

3.5. Survival

Table 3.13. Progression Free Survival (PFS)

PFS (months)

Value

Medium (X + SD)

12,68 = 7,53

Median (25%-75%)

11,00(7,54 — 16,05)
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Thei gian séng thém khéng bénh tién trién

Chart 3.2. Progression Free Survival (PFS)
Comment: Median PFS is 11,6 months.

Median 22,56 (16,44 — 31,43)
] |
|Tl_
H L
g
Chart 3.3. Overall Survival
Table 3.16 : 1,2 and 3 year Overall Survival
OS (months) n %
1 year 3 93,8
2 years 22 48,0
3 years 14 18,8
Table 3.17. Duration of Response

Time Value (months)
Duration of Response (DoR) 5,93(0,92-10,41)
Time to Progression (TTP) 12,75+ 7,62
Time to treatment failure (TTF) 10,57 £ 6,98

3.6. Correlation of some factors to PFS and OS
3.6.1. Age and PFS - OS
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3.6.4. Identified some factors colerated with survival

Chart 3.4. Age and OS (multivariable analysis COX regression model)
Table 3.16. Factors colerated with PFS
Factors HR (95%CI)
Chart 3.5. Age and PFS Age (years) 1,448 (0,671 — 3,125)
Age OS (Median) p CEA . 2,012 (0,965 — 4,194)
Primary location 1,523 (0,669 — 3,470)
= 60 211»}‘8 m‘in;hs Number of metastases 0,824 (0,427 — 1,590)
3.6.2. Correlation between CEA level — _ 2(5 Ségrﬁorjltl)ls 0,271 Extrahep.atic.lesion o 0,659 (0,301 — 1,443)
and OS - PFS (1,8 3 -40.8) Pathologic differentiation 0,848 (0,436 — 1,648)
. . Treatment response 2,948 (1,282 - 6,780)
Table 3.17.
Chart 3.6. CEA level and OS Factors HR (95%CT)
Chart 3.7. CEA level and PFS Age (year) 1,458 (0,689 = 3,086)
7.6.3. 4.6.3. The relationship of total survival time and extra CEA 2,319 (1,150 - 4,679)
life time did not progress to the primary tumor site Primary location 1,533 (0,611 —3,848)
Number of metastases 0,796 (0,419 —1,515)
Extrahepatic lesion 1,507 (0,652 — 3,483)
Pathologic differentiation 0,611 (0,313 —1,193)
Chart 3.8. Primary location and OS
Treatment response 3,367 (1,368 — 8,289)
Comment:
Chart 3.9. Primary location and PFS 3.7. Treatment after progression
Table 3.18. Treatment after progression
Drugs %o n
5-Fluorouracil 100 42
Irinotecan 97,6 41
Oxaliplatin 28,6 12
Cetuximab (Erbitux®) 19,0 8
Bevacizumab(Avastin®) 50,0 21
Others 23,8 10

CHAPTER 4: DISCUSSION



37

4.1. Determination of response rates and toxicities of bevacizumab
in combination with FOLFOX4 metastatic colon cancer
4.1.1. Clinical features

The average age in our study was 56 years, the youngest is 28,
the eldiest is 75. This is also the most common age of colon cancer.
The average age in the study of Leonard B. Slatz was 60 (19-83
years). Men are more likely than women with ration 1.7. Saltz's
ratio is 1.5.

Performance status were good. 33 patients with PS 0, 15
patients with PS 1. Saltz's study recorded 60% PS 0 and 40% with
PS 1.

4.1.2. Paraclinical features

CEA <30 ng / mL accounted for 33.3% (16/48 patients) and
CEA > 30 was 43.8%. In the Prager GW study, the mean CEA was
26.8 ng / mL, with CEA> 26.8 ng / mL accounting for 49.7%
(84/169 cases). In our study, only a few patients were tested for
CA19-9 because it’s not routinely used in 2011 for colon cancer.
Well, medium and poorly differentiated adenocarcinoma were
43.8% (21/48 cases), 35.4% (17/48 cases) and 16.7% (8/48 cases)
relatively.

Kras test were evaluated in 32 patients, in which kras wild type
accounted for 50% (16/32 cases) and kras mutated accounted for
50% (16/32 cases). The kras rate observed in others studies ranged
from 30% to 45%.

Multiple metastases accounted for 35.4% of cases, with the
most common liver metastases (40%), peripheral lymph node
(13.8%), peritoneum (10.8%), lung (9.2%). In the study of
Emmanouilides C. et al, the rate of liver metastasis was 64.2%,
32% lymph node metastasis, 34% lung metastases. Liver
metastases in our study were lower than in other studies because
only inoperable patients were enrolled in this study, operable or
potentially operable were excluded (10 to 15% of patients).
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4.1.3. Response with treatment
4.1.3.1. Subjective symptom response

In our study, 39% of patients had mild to medium pain prior to
treatment. After 3 and 6 cycles, the pain-free rate increased from
61% to 81% and 85% relatively. In particular, there was no severe
pain during treatment even in patients who had progressed after 3
cycles.
4.1.3.2. CEA level response

CEA level after treatment decreased markedly. The pre-
treatment CEA was 22.5 ng/mL, after 3 cycles of 8.5 ng/mL, after
6 cycles, CEA tends to increase to 11.3 ng/mL. Differences in CEA
concentrations before and after 3 treatments were statistically
significant. After 6 cycles, CEA levels tended to increase again as
some patients progressed after 3 cycles. There are a number of
studies showing a correlation between CEA levels and stage of
disease as well as predictive factor for treatment response. The role
of CEA in follow up treatment has been addressed in many studies
and is considered non-target lesion.
4.1.3.3. Response rate

In our study, disease control rate (DCR) after 3 and 6 cycles
were 91.7 and 77.1%. Two patients obtained the complete response
after 3 cycles and after 6 additional 4 patients met the complete
response. The overall response rate (ORR) in our study was higher
than that of Hochester and N.V.Q, partially because patients’
general status and treatment tolerance in our study were better, this
leads to better response to treatment. The ORR of FOLFOX4 plus
bevacizumab (64.6%) was higher than the combination of
bevacizumab plus IFL (44.8%) as in the study by Herbert Huwitz
and FOLFIRI plus bevacizumab (49% ) as in the study by J.
Ocvirk et al. However, survival of these regimen was not
significantly different. The choice depends on treatment’s goals
and the risk of toxicity.
4.1.4. Toxicity of treatment
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4.1.4.1. Unwanted effects

Gastrointestinal side effects are usually nausea mostly grade 1
which does not affect the patient's diet. As noted in J.Cassidy et al.,
the nausea/vomissement side effects of FOLFOX4 in late-stage
colon cancer is 70%, with only 7% of severe grade 3-4. However,
the incidence of nausea/vomissement was only 15% of the total
number of cycles given.

Diarrhea was 43.7% in which 1-2 grade was 33.3% and degree
3-4 was 10.4% (5 patients). In Cassidy et al., diarrhea rate was
61%, in which the grade 2-3 was only 11%. Side effects of diarrhea
have also been documented, however, as patients have been
instructed to use loperamide 2 mg as soon as the symptoms appear,
no patients should stop treatment due to diarrhea toxicity, only 2
patients needed to be hospitalized for electrolyte compensation.

Peripheral neuropathy (pruritus, numbness and tenderness in the
extremities, fingertips and legs) was 52.1% from mild (29.2%) to
severe 22.9%. The incidence of peripheral neurotoxicity in the
study was only 12.1% as patients were discontinued after 6 cycles
of oxaliplatin. Study NO16966, J. Cassidy et al. reported a higher
incidence of peripheral neuropathy (80%) (515/648 patients), with
grade 3-4 up to 17%.

Oxaliplatin-induced reactions (flushing, choking, or shortness
of breath caused by laryngospasm) were 20.8%, however, the
incidence was 2.3% (24/1050 cycles given). Reaction may occur
at any cycles, may be transient and recovered without treatment.
4.1.4.2. Hematologic toxicities

Neutropenia accounted for 45.8%, mainly grade 1-2 (31.2%)
and grade 3-4 (14.5%). Cassidy and colleagues reported 59%
neutropenia with only <1% of patients had febrile neutropenia.

Thrombocytopenia accounted for 41.6%, 1 case with grade 4
leading to early discontinuation, one patient with grade III
thrombocytopenia needs to reduce oxaliplatin dose to 75%, 50%
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afterward. Hoschter et al. reported 21% thrombocytopenia with
bevacizumab plus mFOLFOX6 regimen.

12.5% of patients develop anemia at the beginning of treatment
but wusually at a mild level without interventional blood
transfusions. After treatment, 2 patients with severe anemia needed
transfusion. This may be associated with progressive disease.
4.1.4.3. Non hematologic toxicities

Elevate transaminase grade 1-2 are 33.3%. One patient with
elevate transaminase grade 4 due to hepatitis B reactivation after 5
cycles. L.B.Saltz recorded 6% elevated ALT. Two patients
developed grade 3 renal failure leading to discontinuation of
chemotherapy, not related to progressive disease. One patient with
an unknown herbal products, one patient with pyelonephritis with
unknown reason.
4.1.4.4. Bevacizumab related toxicities

Hypertension rate after treatment is 14.6%, in which 2 patients
with hypertension pretreatment and  well controlled with
antihypertensive drugs. In the study, a patient with uncontrolled
hypertension with standard antihypertensive medication led to
discontinuation of bevacizumab therapy. Hoschter reported high
blood pressure of 7% in the mFOLFOX6 and bevacizumab
treatment groups.

Bleeding occurred in 18.8% (9 cases). The most common site
was nasal bleeding (4 cases), anal bleeding (2 cases), ejaculation (1
case) and vaginal bleeding (1 case), the level of blood loss is
usually unsignificant and does not affect treatment.

No case of bevacizumab related gastrointestinal perforation or
deep venous thrombosis has been recognized. Incidence is very
rare in the LB.Saltz (2008) and J.Ovvirk (2011) studies (<1%).
4.1.5. Adherence with treatment
4.1.5.1. Delayed treatment

Proportion of patients delayed treatment 41.7% (20/48 patients),
medium delayed days is 7.9 days per cycle. Main reason for delay
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is thrombocytopenia (12 cases) and neutropenia (11 cases),
elevated thrombocytopenia (2 cases).
4.1.5.2. Treatment dose

The average oxaliplatin dose was 96.5%, with only six cases
requiring oxaliplatin reduction, in which 5 patients due to
thrombocytopenia (10.4%) and one due to neurotoxicity (maximum
dose reduction of 50%). This indicates that the treatment regimen is
well-tolerated and may be indicated to poor status patients with PS
1-2. Hochster et al reported the mean dose of oxaliplatin in the
mFOLFOX6 regimen with bevacizumab was 94%.

The 5FU treatment in our study was 92%, no patient have dose
reduction due to SFU side effects, the average dose of 5FU in the
Hochster study was 85% much lower than in our study because of
very high dose in mFOLFOX6 regimen (2800 mg/m*/46 h ><
2000 mg m?/44 h).

The dose of bevacizumab 5 mg/kg was the lowest accepted
dose used in the study, so there was no indication of a dose
reduction for bevacizumab. If toxicity occurs, the patient must stop
or delay bevacizumab until recovery. In our study, only one patient
stopped bevacizumab because of uncontrolled hypertension with
standard treatment.

4.1.5.3. Treatment discontinuation

Twelve patients had to be discontinued treatment including
disease progressed (41.7%), unaccetable toxicities () and patient’s
decision (16%). As noted by L.B.Saltz, the causes of
discontinuation include: progressive disease 29%, toxicity 62%,
and some other causes 9%.
4.2. Factors collerated with overall survival and progression
free survival
4.2.1. Progression Free Survival (PFS)
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The median PFS was 12.3 months. Depending on the study, the
PFS may vary from 10.3 to 15.2 months, great superior to
supportive care alone (5-6 months).

4.2.2. Overall Survival (0S)

Median OS was 22.5 months. OS was influenced by a number
of other factors, particularly 2™ and 3" regimens after progression
to 1* line therapy. In our study, 60.7% treated with targeted
therapy after failure of 1* treatment. (43.8% continued on
bevacizumab, 16.7% on EGFR inhibitors). The survival of other
studies may be longer than our study (21-31 months depending on
the study) partially because over 90% would received 2™ with
targeted therapy and chemotherapy.

4.2.3. Some factors related to survival
4.2.3.1. Age and survival

Age has been shown to be related to survival. Age affects
patients’ treatment tolerance and adherence. Our results show that
for over 60, the PFS and OS was 14.09 and 25.58 months, under
60 was 10.61 and 23.8 months relatively. There was no
statistically significant difference in both groups with p = 0.271
and p = 0.131 respectively.
4.2.3.2. CEA levels and survival

In our study, with pretreatment CEA levels <30 ng / mL, PFS
and OS was longer than CEA >30 ng/mL (10.11 vs 14.52 months
and 17.27 vs 27.55 months). Prager et al also noted that mean pre-
treatment CEA levels is 26.8 ng/mL. Patients with mean CEA
levels below and above the median (26.8 ng / mL) had better PFS
and OS (9.1 vs 8.0 months and 23.4 vs 16.7 months).
4.2.3.3. Primary tumor location and survival

The NCI retrospective study from the Phase III clinical trial
CALGB/SWOG 80405 (over 44,000 specimens for biological
diagnosis) showed an improved outcome with left colon cancer at
metastatic stage (it is about 1 year better than the right colon). This
improvement may be related to the molecular biology of the
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tumor, which is associated with prognosis and may influence the
regimen decision.

In our study, left colon cancer had much longer survival than
right colon with overall survival is 20.07 and 28.11 months
respectively (p <0.007), median progression free survival was
10.67 and 11.67 months (p = 0.170). However, bivariate analysis
showed that the primary tumor site did not significantly affect the
risk of progression at 12 months with OR was 1.17, p = 0.79,
possibly due to small sample size..
4.2.3.4. Multivariate analysis to determine factors related to survival

Some factors are well established affecting survival in
metastatic colon cancer. PS, age, peritoneal carcinoma, response to
Ist line treatment, pre-treatment tumor markers (CEA or CA 19-9),
primary tumor location, LDH level,

In the study, we selected six multivariate regimens including
age (< 60 vs > 60 years), CEA level (< 30 vs > 30 ng/mL),
primary tumor location (left vs right) , number of metastatic organs
(£ 2 vs > 2 sites), liver-only metastase (hepatic vs extra-hepatic
lesions), pathological differentiation (high and poorly
differentiated), response to treatment (with and without response).

Results showed that response to treatment associated with
improved progression free survival with increase risk of
progression disease 2.95 times in non-responsive group (HR =
1.282 to 6.780).

The pre-treatment CEA level > 30 ng / mL was twice as likely
to have progression disease but not statically significant (HR =
0.965 - 4.194). In the multivariate analyzes identifying factors
related to survival, an additional survival factor, high CEA levels
30 ng/mL increased the risk of colorectal cancer death by 2.3 times
compared to the CEA group < 30 ng / mL (HR = 1,150 - 4,679).
This was consistent with a single study analysis, indicating that the
CEA group> 30 ng / mL had a median survival time of 27.55
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months which was significantly longer than the CEA group < 30
ng / mL was 17.27 months (p <0.001).
4.2.4. Treatment beyond progression
4.2.4.1. Post progression treatment

13% don’t get further treatment, 83% continued treatment (54%
with 2nd line, 19% 3rd line and 15% more than 3 lines). With the
emergence of new agents: TAS 102, TS One, Checkpoint
inhibitors, overall survival improved from 6-7 months with
supportive care up to 31 months (FIRE study).
4.2.4.2. Treatment regimen after progression

As the disease progresses, decision for further chemotherapy
depends on the duration of stable disease, the side effects with 1st
line treatment. 5 Fluorouracil was the mainstay chemotherapeutic
agent, 100% of patients were re-treated with 5 fluorouracil (oral
formulations such as capecitabine or infusion), 97.6% switched
chemotherapy regimens to irinotecan, only 8% retreated with
oxaliplatin.
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CONCLUSION

Results from bevacizumab combined with FOLFOX4 in

metastatic cancer we found:

1.

High disease control rate with 91.7% and 87.5% after 3 and 6
cycles, the overall response rate was 72.9% and 68.8%
respectively.

. Good chemotherapy tolerance with major manageable

toxicities grade 1-2, without affecting treatment dose and
schedule. Progressive disease is the main cause for treatment

discontinuation.

. The median PFS was median 11.9 months, median OS was

23.5 months.

. Factors colerated to survival by log-rank analysis were age

(>60 and <60), CEA level (>30 vs <30 ng / mL), primary
tumour location (left vs right), the number of metastatic
organs (<2 vs > 2), pathologic differentiation (differentiated
vs poorly differentiated), treatment response (responsive vs

non responsive).

. Using the COX multivariate regression model, the treatment

response was a real factor that affected PFS and OS.
Pretreatment CEA level also related to survival but not

statistically significant.

. 83% received further treatment. 100% retreated with SFU,

69% got targeted treatment and only 7% retreated with

oxaliplatin.
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RECOMMENDATION

Based on the results of the study in patients with inoperable
metastatic colorectal cancer, bevacizumab and FOLFOX4 should
be considered as the standard first-line therapy for metastatic

colorectal cancer with good outcome and well treatment tolerance.



