PHAN A: GIOI THIEU LUAN AN

1. PAT VAN PE

Trén thé gidi, ung thu dai tryc trang ding hang thtr 3 & nam va
hang th 2 ¢ nir. Tai Viét Nam, bénh dimg hang thir 4 & nam va hang
thir 6 & nit va ¢6 xu hudng tang Ién trong nhitng nam gan day. Khoang
20-40% ung thu dai trang da di can tai thoi diém chan doan véi két qua
diéu tri khiém ton (ty 1¢ séng sau 5 nam 1a 11%). Cac thudc diéu tri dich
c6 chi phi diéu tri cao. Do vdy, & Viét Nam hién nay, 5-Fluoro-
Uracil, Oxaliplatin va Irinotecan van 1a 3 loai thudc “xuong sdng”
trong diéu tri UTPT di cin.

Theo két qua ctia mot phan tich gop thi thoi gian séng thém cia
bénh nhan UTDT di cin lién quan mot cach c6 y nghia thong ké voi
su sir dung ca 3 loai thudc nay trong tong thoi gian diéu tri cia nguoi
bénh. Néu phdi hop hai thudc trong mét phac do (FOLFOX/XELOX,
FOLFIRI/XELIRI) thi khong phai 100% s6 bénh nhan dugc diéu tri voi
ca 3 loai thudc do bo do diéu tri. Vi vy, cac nghién ctru phdi hop ca ba
thudc ngay tir bude mot (phac dd FOLFOXIRI) da duoc tién hanh va c6
két qua kha quan. Nam 2010, phac dd nay da duoc dua vao khuyén cao
diéu trj cua td chitc NCCN.

Tai Viét Nam, FOLFOXIRI duoc ap dung tir 2013. Tuy nhién,
cho t6i nay, chua c6 mdt nghién ctru nao danh gia hiéu qua cling nhu
doc tinh cia phic d6. Chinh vi vdy, chung toi tién hanh dé tai
“Nghién ctru két qua diéu tri ung thw dai trang di cin bang héa
chit phac @6 FOLFOXIRI” v4i hai muc tiéu sau:

1. Nhdn xét mot s6 dac diém lam sang, cdn lam sang cua ung thu
dai trang di can khéng con khd ndng phdu thudt triét can.

2. Padnh gid két qud va déc tinh cia phic do FOLFOXIRI trong
diéu tri ung thu dai trang di can.

2. TINH CAP THIET, Y NGHIA THUC TIEN CUA DE TAI

Ung thu dai trang di can ngay tir dau chiém ty 1¢ khong nho va co
xu hudéng nay cang gia ting, két qua diéu tri ciia nhém bénh nhan nay
con khiém tén.

Céc thude diéu tri sinh hoc ¢ gia thanh cao v6i dai bo phan bénh
nhan ¢ Viét Nam. Viéc nghién ctru, 4p dung nhimg phac d6 méi vira co
hi€u qua tdt, vira c6 muac do doc tinh & mirc chép nhén duoc 1a rat can
thiét tai Viét Nam.



3. NHUNG PONG GOP MOI CUA LUAN AN

Luén an da néu duoc nhitng dac diém 1am sang, can lam sang, dot
bién gen KRAS, NRAS cuia nhém bénh nhan ung thu dai trang di cin
ngay tir ddu ma khong con chi dinh phau thut triét cin.

Luén an cling néu duoc ty 1€ dap g, ty 18 kiém soat bénh, cac
yéu td tién luong dap u'ng voi phac dod FOLFOXIRI thoi gian song
thém benh khong tién trién, cac yéu to tién luong sdng thém va thoi
gian séng thém toan b ciia nhém bénh nhan nghién ctru duoc diéu tri
bang phac do6 FOLFOXIRI Ludn 4n ciling néu lén dugc céc tic dung
khong mong mubn ciia phac d6
4. CAU TRUC CUA LUAN AN

Luan an c6 152 trang, bao gom: it vin dé (2 trang)

Téng quan tai liéu (34 trang)

Dbi twong va phuong phép nghién ctru (18 trang)

Két qua nghién ciru (44 trang)

Ban luan (51 trang), Két luan (2 trang), Kién nghi (1 trang)

Luan an c6 38 bang, 28 biéu dd, 1 so dd, 10 hinh, 2 phy luc va
148 tai liéu tham khao (tiéng Anh, tiéng Viét)

Phin B: NQI DUNG LUAN AN
CHUONG 1: TONG QUAN TAI LIEU

1.2. CHAN POAN UNG THU PAI TRANG DI CAN
1.2.1. Chin dodn xdc dinh

Triéu chirng co ning: cé thé gip

fa mau. Réi loan luu thong rudt. Pau bung. Hoi chiing ban tic
rudt kiéu Koenig. Hoi chimg tic rudt hay gip o ung thu dai trang trai.
Hoi cerng ly (hay gap o ung thu dai trang Sigma).

Tién siv gia dinh: it nhit 2 nguoi than trong gia dinh thudc thé hé
trude bi ung thu dai truc trang hoac mdt ngudi mac bénh trudc 45 tudi.

Triéu chirng thue thé: c6 thé gap

Khéi u trén thanh bung, viing chau. Gan to do di cin gan, so thiy
gan dudi bo suon kém vang da. Bung 16n nhon do di cin phic mac kém
theo ¢6 dich ¢ truéng. Hach thuong don trai. Tham truc trang: Co thé so
thdy u dai trang sigma (thdng xudng) va kiém tra u truc trang phdi hop.

Triéu chirng toan than: Thay dbi thé trang, sut can, thiéu mau



Cén lam sang

- Ngi soi két hop sinh thiét ton thirong

- Cdc xét nghiém chan dodn hinh anh:

+ Siéu am 6 bung: phat hién cic ton thwong di cin gan,
budng tring.

+ Chup X-quang bung khong chuan bi: chi dinh trong cap ctru.

+ Chyp XQ 16ng nguc: phat hién nhimg t6n thuong di can phoi.

+ Chup cit 16p vi tinh: nhay hon siéu am, danh gia mirc xdm l4n
u vao t6 chirc xung quanh va hach, di cin cic tang trong 6 bung.

+ Chup PET/CT: C6 d6 nhay cao hon so v&i cac phuong phap
chan doan hinh anh khac. Tuy nhién gia thanh con rat cao.

Cdc xét nghiém sinh hoc:

+ Xét nghiém CEA:C6 vai tro quan trong trong ti€n lugng, theo
doi tai phat di can va dap ng trong qua trinh diéu tri.

Cac xét nghiém sinh hoc phan tir

+ Xét nghiém dot bién gen RAS: Khoang 30% - 50% s bénh
nhan c6 dot bién gen KRAS, 6% dot bién NRAS. Dot bién KRAS,
NRAS 1a mot yéu td tién doan khang thudc voéi Cetuximab hoic
Panitumumab. Xét nghiém dot bién mot s6 gen khac: BRAF, MMR,
DDC, ,.. dang dugc nghién ciru.
1.4. KY THUAT XET NGHIEM PQT BIEN GEN KRAS, NRAS
1.4.1. Ky thudt gidi trinh tw truc tiép: Pugc coi 13 tiéu chuin co ban
nhung c6 do nhay thap va mét nhiéu thoi gian thyuc hién hon.
1.4.2. Ky thudt Scopions amplification refractory mutation system
(Scopions ARMS): Co6 chi phi cao, chi phat hién dugc cac dang dot
bién c¢6 chu dinh trudc theo thiét ké ciia mdi, nhung thoi gian thuc hién
ngan va noi bat 13 c6 d nhay cao ngay ca voi nhig mau c6 ty 16 té bao
dot bién rét thip (t6i 1%).
1.5. PIEU TRI UNG THU PAI TRANG DI CAN
1.5.1. Phéiu thudt: Ung thu dai trang di can dugc chia lam 3 nhom 16n
dwra vao kha nang phau thudt : Cac bénh nhén c6 thé phiu thuit triét cin
ngay duoc tir dau (ty 1é song thém 5 nim khoang 20%), Cac bénh nhan
c6 thé phau thuat triét can dugc néu dap tmg véi diéu tri hoa chat, cac
bénh nhan khong bao gio o kha ning phau thuat triét can (phau thuat
tam thoi @ cit u triéu ching hdu moén nhan tao, ndi tat, thoi gian séng 5
nam khoang 5%).
1.5.2. Piéu tri tia xq: Tia xa giam dau: khi di can xuong,..



1.5.3. Cdc can thiép tai ché: Dt song cao tan, tiém codn cac ton thuong
di can gan, tic mach bang vi cau phong xa, héa chat dong mach gan.
1.5.4. Piéu tri héa chit ung thuw dai trang di can.

1.5.4.1. Mét 56 hod chat chinh dwoc siv dung diéu tri ung thw dai trang
giai doan di can

Fluorouracil (5 FU): Thudc nhom thude chong chuyén hoa, c6 thoi
gian ban huy 10 phit, tic dong vao phase S ciia chu ky té bao, duoc gan
v6i enzym Thymidylate Synthase, ngin can sy tong hgp Thymine ciu tao
nén DNA. Tac dung ngoai y 1a ha bach cu, ia chay, viém loét miéng.

Calcium folinate : La mot mudi can xi hoa tan cua acid folinic,
c6 thoi gian ban huy 1a 7 gio, cing voi SFU no te ché kéo dai hoat
dong enzym Thymidylate synthase.

Oxaliplatin Hinh thanh cac lién két chéo trong va giita cic
chudi DNA déan dén cac dot bién do 16 ghép cdp sai trong qua trinh
nhan doi ciia phan tir DNA, gay ra céi chét theo chuong trinh cua té
bao. Tac dung hiép dong véi SFU. Thude dugc bai tiét chi yeu qua
nuée tiéu. Téac dung phu: Boc tinh than kinh, gay thiéu mau hong cau
nhé nhuge sic.

Irinotecan: Thudc nhém e ché hoat dong cua enzyme DNA
topoisomerase I, trc ché sy chia d6i cia DNA, dan dén trc ché qua trinh
phan bao. Thubc con trc ché men cholinesterase (gdy nén hoi chimg
cholinergic cap). Chuyén hoa & gan, chat chuyén hoa chinh c¢6 hoat tinh
la SN-38. Tac dung phu ndi bét: tidu chay.
1.5.4.2. Nhitng nghién ciru kinh dién diéu tri héa chat ung thw dai trang
di can

Nam 2004, nghién ctru N9741: gilp FOLFOX4 dugc cong nhén boi
FDA 1a phéc d6 tiéu chuan budc 1 cho ung thu dai trang di can & Hoa Ky.

Mot phan tich gép 7 nghién ctru pha III nhén ra ring thoi gian
song thém toan bd lién quan mot cach cd y nghia théng ké voi phan
tram s6 bénh nhan duoc st dung ca 3 thude trong téng thoi gian diéu tri
cua ho.
1.5.4.3. M4t s6 huéng nghién ciru gan day diéu tri héa chat ung thw dai
trang di can

* Két hop cé ba thudc hoa chit (FOLFOXIRI) ngay tir budc mdt

Hai nghién ctru phase II cua Souglasko va Falcone, FOLFOXIRI
cO ty 1¢ dap ung 1a 58,1% va 69%, thoi gian song thém bénh khong tién
trién 1an luot 13 11 va 10,4 thang, thoi gian séng thém toan bo 14 22,5 va
26,5 thang.



Nghién ciru pha III cua Falcone (2007) trén 244 bénh nhan va cua
Azmy (2012): cho thay phac 6 FOLFOXIRI da chimg t6 sy vuot troi
hon so véi FOLFIRI vé ty 1& dap tmg (66% so véi 41%, p = 0,0002 va
60% so v&i 33%, p=0.007 ), thoi gian sdng thém bénh khong tién trién
(9,8 so voi 6,9 thang, p = 0,0006 va 10 thang so v6i 7,5 thang,
p=0,0099) va thoi gian séng thém toan bd (22,6 so véi 16,7 thang,
p = 0,032 va 22,6 thang so vé6i 16,7 thang, p= 0,032).

* Piéu trj dich:

- Bevacizumab: Nam 2004, Avastin-FOLFOX duoc chdp nhan
diéu tri budc 1 cho UTDT di can.

- Cetuximab va Panitumumab: Ca Cetuximab va Panitumumab chi
hiéu qua trén nhom bénh nhan khong dot bién gen KRAS (u6c tinh khoang
30-50% tong s bénh nhan ung thu dai truc trang).

* Mot s6 nghién ctru trong nwée gin diy vé ung thw dai trang
di can.

Nghién ctru ctia Nguyén Thu Huong (2008) trén 34 bénh nhan
bang phac ¢6 FOLFOX4 va ctia Nguyén Vin Ta (2015) trén 64 bénh
nhan bang phac 6 XELOX c6 ty 18 dap ung lan luot 12 41,2% va
46,9%, ty 1¢ kiém soat bénh lan luot 12 76,5% va 77%. Nguyén Vin
Hiéu va cong su (2016) cong bd két qua nghién ctru cia phac do
Avastin-FOLFOX trén 34 bénh nhan c0 ty 1¢ dap tng toan bd la
57,1% va thoi gian song thém bénh khong tién trién trung binh 12 6,9
* 4,8 thang.

CHUONG 2: POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU

GoOm 39 bénh nhan UTDT di cin xa ngay tai thoi diém chan doan,
khong phau thuat triét can ngay tir du, mé bénh hoc 14 ung thu biéu mo
tuyén. Pugc diéu tri it nht 1a 3 chu ky phac &0 FOLFOXIRI & budc 1 tai
khoa Ung budu va Cham soc giam nhe, Bénh vién truong Pai Hoc Y Ha
Noi tir thang 09 ndm 2013 dén thang 04 nam 2017.
2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Thiét ké nghién ciru:

Nghién ctru tién ciru can thiép 1am sang khong ddi ching, st
dung md hinh so sanh két qua trudc - sau.



2.2.2. Cé' méu:

Str dung cong thirc tinh ¢& mau wdc tinh mot ty 1¢:

n= Z4(1-a/2) _D%ZL

Trong do:

Z(1-0/2): HE ) gi61 han tin cdy. Chon a = 0,05, tra bang ta c6 gia tri

Z(1-a/2): La 1,96. P: ty 1& song thém toan bo tai thoi diém 12
thang ctia phac d6 FOLFOXIRI trong cic nghién ciru khac, gia tri nay
dao dong tir 0,82-0,97. Léy p trung binh = 0,89. d: d¢ sai 1éch mong
muén, chon d = 0,1

Thay s6 vao cong thic tinh dugc ¢d mau tbi thiéu 1a 37 bénh
nhan. Trong qua trinh nghién ctu, ching t6i thu thdp dugc 39 bénh
nhén théa man tiéu chuan lua chon.

2.2.3. Quy trinh nghién ciru:
2.2.3.1. Thu thdp cdc ddc diém vé lam sang, cdn lam sang:

- Khai thac bénh nhan, ngudi nha bénh nhan dé ghi nhan: tudi,
gidi, thoi gian dién bién bénh trude khi nhép vién, 1y do vao vién, triéu
chung co néng, cac triéu chiing toan than.

- Kham d4nh gi céc tridu chung thyc thé.

- Ghi chi dinh va ghi nhan két qua ndi soi dai trang, chup cit 16p vi
tinh nguc, bung, néng do Albumin tai thoi diém chan doan. Cac xét
nghiém co ban dé chuén bi mdt cudc mo, tinh trang dot bién gen KRAS
va NRAS.

- Bénh nhan duoc phiu thuat cat khdi u nguyén phat dé tranh
bién chung tac rudt, chay mau hodc thing.

- Nhimng trudng hop vao trong tinh trang cip ctru (tic rudt) thi
dugc kham 1am sang, chup cit 16p vi tinh nguc-bung, 1am Albumin va
cac xét nghiém mau co ban trude khi md cép ciru.
2.2.3.2. Piéu tri héa chit phdac do FOLFOXIRI

- Piéu trj phac dd FOLFOXIRI ngay & budc 1 véi liéu lugng cu thé:
Irinotecan: 165 mg/m2, truyén tinh mach trong 1 gio. Ngay 1, 15
Oxaliplatin: 85 mg/m2, truyén tinh mach trong 2 gio Ngay 1, 15
Calcium folinat 200 mg/m2, truyén tinh mach trong 2 gio Ngay 1, 15
SFU 3200 mg/m2, truyén tinh mach lién tuc trong 48 gio Ngay 1, 2, 3,
15, 16, 17

Chu ky mdi 4 tuan. Mdi chu ky c¢6 2 dot truyén héa chit, dot thir
1 1a ngay 1, dot thir 2 1a ngay 15.



2.2.3.3. Panh gid djc tinh ciia phéc do theo tieng chu ki va sau 3 chu
ky, 6 chu ky diéu tri.

Chi sd Performance status (PS), doc tinh véi hé¢ tao huyét, doc
tinh ngoai hé tao huyét
2.2.3.4. Pdnh gia ddp g diéu tri sau 3 chu ky, sau 6 chu ky diéu tri:

Theo tiéu chuan RECIST phién ban 1.1 cua tac gia Eisenhauer
va cong su ndm 2009. Nhitng bénh nhan c¢6 bénh tién trién sau 3 chu ky
hoic sau 6 chu ky dugc chuyén sang phac dd khac.
2.2.3.5. Theo déi bénh nhdn sau diéu tri phdc d6 FOLFOXIRI.

- Nhitng bénh nhan ¢ bénh con 6n dinh hoic tiép tuc dap ung
sau 6 chu ky duoc chuyén sang giai doan diéu tri duy tri bang thudc
Capecitabin (Xeloda) dang udng. Bénh nhan dugc tai kham trudc moi
dot diéu tri.
2.2.3.6. Pdnh gid két qua diéu tri qua thoi gian song thém bénh khong tién
trién:

- Tham kham truéc mdi lan cap thude diéu tri duy tri, bao gdm:

Danh gia tac dung phu ctia thude va tinh trang 6n dinh bénh.
2.2.3.7. Phdn tich thoi gian song thém

- Thoi gian song thém bénh khong tién trién trung binh.

Phan tich thoi gian sdng thém theo:

+ S6 luong ton thuwong dich trude didu tri, nong do Albumin
trude diéu tri, vi tri di can, dd md hoc, néng dd6 CEA trudc, sau diéu tri,
phéan trim lidu hoa chit sir dung, mirc dd dap mg, toan trang, tinh trang
sUt can, tinh trang tic rudt tai thoi diém chan doan, vi tri u nguyén phat.

+ Tinh trang dot bién gen KRAS va NRAS

- Ty 1 sng thém toan bo tai thoi diém 12 thang, 24 thang
2.3. XU LY SO LIEU: Phan tich va xir Iy sb liéu bang phan mém
SPSS 16.0.

2.4. CAC TIEU CHUAN PAO PUC TRONG NGHIEN CUU

Nhfrng bénh nhan c6 du tiéu chuan lya chon s& dugc gii thich
chi tiét v& nghién ctru, nhitng bénh nhan ddng y tham gia nghlen cuu s€
duogc ky tén vao phleu tinh nguyén tham gia nghién ctru. Tt ca cac
thong tin chi tiét vé tinh trang bénh tat cia nguoi bénh dugc ma hoa va
bao mat k§ cang. Bénh nhan c6 quyén rat khéi nghién ctru.



2.5. SO PO NGHIEN CUU
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CHUONG 3: KET QUA NGHIEN CUU

3.1. MQT SO PAC PIEM LAM SANG, CAN LAM SANG UNG THU
PAI TRANG TRANG DI CAN KHONG CON KHA NANG PHAU
THUAT TRIET CAN

Nam 66,7%
Gidi N 33,3%
Dudéi 40 20,5%
Tudi 45-60 66,7%
Trén 65 13,8%
Dau bung 74,4%
Co nang la mau 25,6%
la long 23,1%
Thi€u mau 46,2%
Toan than PS1 82,1%
PSO 7,9%
Téc rudt 43,6%
Thuyc thé So thay u bung 15,4%

Dai trang Sigma 41%
Vi tri u dai trang Dai trang gbéc gan 17,9%
Vi tri khac 41,1%
Giai doan T T4 89,7%
T3 10,3%
Di can gan 64,1%
Vi tri di can Di can phoi 17,9%
Di can phic mac 25,6%
Di can hach sau phtic mac 30,8%
Mo bénh hoc UTBM tuyén biét hoa vira 66,7%
UTBM tuyén ché nhay 33,3%
Dot bien KRAS 35,9%

Dot bién gen Dot bién NRAS 0

Khong dot bién KRAS/NRAS 64,1%

- Ung thu biéu mé tuyén ché nhay co ty 18 di can phuc mac cao
hon céc bénh nhan ung thu biéu mo tuyén bi¢t hoa vira.
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- 33,3% sb bénh nhan trude diéu tri cd néng d6 CEA 16n hon 20
ng/ml.
- Khong tim thidy méi lién quan giita tinh trang dot bién gen
KRAS va vi tri khéi u cling nhu thé mé bénh hoc.
3.2. KET QUA PIEU TRI CUA PHAC PO FOLFOXIRI

Y, a0
Tyle%e 76.9

80 4
70
60
50
40

30 4
20 4 5.1

5.1

Hoan toan Mot phén Bénh gitr Tién trién
nguyén

12.8

Biéu dd 3.1: Phan bé mirc dp dap tng sau 3 chu ky

Nhén xét:

Chiing t6i ghi nhéan 5,1% sb bénh nhan dap tng toan bd sau 3 chu
ky va da phan cac bénh nhan c6 dap tng mot phan (76,9%); c6 5,1% sb
bénh nhan bénh tién trién.

Ty 1& %
73.5
80
70 4
60 -
50
40 -
30
20 | 5o 11.8 2.8
| o ;) =
Hoan toan Mot phan Bénh gitr nguyén  Tién trién

Biéu dd 3.2: Phan bé mirc d§ dap tng sau 6 chu ky

Nhén xét:

Chung t6i ghi nhan 5,9% s6 bénh nhan dap tng hoan toan sau 6
chu ky; 73,5% s6 bénh nhan c6 dap Gng mot phan; 11,8% bénh giir
nguyén va 8,8% bénh nhan c6 bénh tién trién sau 6 chu ky.
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Bang 3.2: Cac yéu to tién lwong dap &ng sau 3 chu ky

Yéu to Pap wng | Khéong dap rng P
Licu dung >90%
Lidu dung < 90% <005
UTBM tuyén 25 1
UTBM ché nhay 8 5 0,011
C6 dot bien KRAS 10 4 0.196
Khong dot bién KRAS 22 3 '

Nhan xét: Phan tram liéu ding héa chat va loai md bénh hoc 12 yéu t6 tién
luong dap ung sau 3 chu ky. Khdng tim thiy méi lién quan giira mirc do
dap tmg sau 3 chu ky diéu tri véi tinh trang dot bién gen KRAS.

Bang 3.3: Cac yéu to tién lwong dap ng sau 6 chu ky

Yéu to Pap iwng | Khéng dap ng P
Liéu dung >90%
Lidu dung < 90% <005
UTBM tuyén 23 2
UTBM ché nhay 4 5 0,024
C6 dot bién KRAS 10 3 0.778
Khong dot bién KRAS 17 4 ’

Nhan xét: Phan trim liéu dung hoa chat va loai md bénh hoc 12 yéu tb tién
lugng dap ung sau 6 chu ky. Khéng tim thay moi lién quan gitta mic do
dap ung sau 6 chu Ky diéu tri vai tinh trang dot bien gen KRAS.

0.9

0.8

Ty I& phin trim

T T T T T T T T T
4 8 12 16 20 24 28 32 368 40
Thé&i gian séng thém bénh khéng tién trién (thing)

Biéu d6 3.4: Song thém bénh khong tién trién
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Nhin xét: Thoi gian song thém bénh khong tién trién bénh trung binh 13
13,37 £ 9 thang.
Bang 3.4: Cac yéu to tién lwong thoi gian song thém bénh khong

tién trién

Yéu to Tién trién | Chura tién trién P
Liéu ding >90% 11 23
Liéu dung < 90% 4 1 0,005
UTBM tuyén 8 18 0,012
UTBM ché nhay 7 6
Albumin > 30 12 24
Albumin<30 3 0 0,036
Pap ung hoan toan sau 3 chu ky 0 2
Dap tng mot phan sau 3 chu ky 11 19
Bénh giit nguyén sau 3 chu ky 2 3 <
Bénh tién trién sau 3 chu ky 2 0 0,001
PSO 2 6
PS1 13 18 0,03
Khong sut can 3 19
Sat > 5% trong lugng co the 12 5 0,023
Tong so ton thuong dich > 5 13 13
Tong s0 ton thuong dich <5 2 11 0,043
Khong di cén phic mac 8 21
Co6 di can phiic mac 7 3 0,015
C6 dot bién KRAS
Khong dot bién KRAS 0,782

Nhan xét: Phan tram liéu hoa chét, loai md bénh hoc, néng do Albumin
huyét thanh trudc didu tri, mic do dap tng sau 3 chu ky, toan trang
bénh nhan, tinh trang sut trén 5% trong lugng co thé, tong sd ton
thwong dich trugc diéu tri, tinh trang di cdn phic mac 14 cac yéu t6 tién
lugng thoi gian séng thém bénh khong tién trién. Khong tim thiy mdi
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lién quan giira thoi gian séng thém bénh khong tién trién va tinh trang
dot bién gen KRAS

1.0
05
08

Tj I phan trim

T T T T T T T T T T
a E 12 15 20 24 E 32 36 40
Thé&i gian séng thém toan b (thang)

Biéu @6 3.5: Thoi gian song thém toan b
Nhan xét:
Ty 18 sdng thém toan b tai thoi diém 12 thang va 24 thang la
90% va 76%.
3.3. MOT SO TAC DUNG KHONG MONG MUON CUA PHAC
PO FOLFOXIRI
Bang 3.5: Pjc tinh hé tao huyét

P60 (%) DO 1/2(%) Do63/4(%)  Tong

Ha bach cau hat 51,1 25,5 23,4 100
Ha tiéu cau 96,8 3,2 0 100
Thiéu méau 91,7 8,3 0 100

Nhan xét:

Ty 1& ha bach cdu hat n6i chung 1a 48,9%, trong d6 chu yéu 12 ha
do 1, do 2 (25, 5%) ha do 3 va ha do 4 chiém ty 16 thap 14,1% va 9,3%.
Ha tiéu cau va thiéu mau trong nghién ctru chiém ty le rat thap lan luot
1a 3,2%, tat ca déu 1a ha tiéu cAu do 1 va 8,3%, chu yeu 1a thiéu méu do
1.
Bing 3.6: Pjc tinh ngoai hé tao huyét

D60 Do 12 (%) Do 3/4(%) Téng

Nén 81,7 18,3 0 100
Ti€u chay 93,1 6,9 0 100
Viém miéng 96,57 3,63 0 100
Doc tinh gan 475 52,5 0 100
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Poc tinh than 96,9 4,1 0 100

Ddc tinh than kinh 95 5 0 100

Nhén xét:

Doc tinh non do hoa chét trong nghién ciru chiém ty 1¢ 18,3%, tat ca
déu 1a nén do 1 va do 2. Tiéu chay trong nghién ctru chiém ty 18 6,9%
tat ca déu 1a tiéu chay do 1 va do 2. Doc tinh viém miéng chiém ty 18 rat
thp 3,63%, tat ca déu la do 1. Poc tinh gan do diéu tri hoa chat chiém
ty 18 52,5%, da phan 1a doc tinh @ 1. Poc tinh than chiém ty 18 rat thap
4,1%, tat ca déu la doc tinh do 1. Poc tinh than kinh chiém ty 1¢ thap
5%, tat ca déu 1a do 1.

CHUONG 4: BAN LUAN

4.1. MOT SO PAC PIEM LAM SANG, CAN LAM SANG CUA
BENH NHAN UTPT DI CAN KHONG CON KHA NANG PHAU
THUAT TRIET CAN.

4.1.1. Tuéi, giéi

Quan thé nghién ctru ciia chiing toi c6 sd lugng bénh nhan ¢ Ita tudi
tir 40 - 65 chiém ty 1& cao nhit (67%), lira tudi dudi 40 chiém ty 18 thap
nhét (20,5%). Ty 1é bénh nhén tir 40-65 tudi ciing twong tu véi quan thé
nghién ctru ctia Vi Tran Doanh (2005) 1a 55,7%, ciia Nguyén Vin Hiéu
(2016) 14 50,6%. Ty 1¢ bénh nhan nam chiém 66,7% nhiéu hon so véi sb
bénh nhan nir la 33,3%; ty 1¢ nam /nit 1a 2/1. Ty 1€ nam /nit nay cao hon so
VvOi ty 1& clia mot sb tac gia khac nhu cia Nguyén Van Hiéu 1a 1,33, cta
Nguyén Thu Huong la 1,43 nhung twong dong véi két qua caa Nguyén Thi
Hang 14 1,89.

4.1.3. Ly do vao vién:

Pau bung 13 1i do vao vién hay gip nhét (61,5%). Nghién ctru cua
Nguyén Vin Hiéu ciing ¢6 50,6% s6 bénh nhan dau bung. Nghién ciru
clia Tran Thing ciing c6 dén 81,7% s truong hop di kham do dau
bung.

4.1.5. Tri¢u chirng co ning:

- Pai tién phan c6 mau: gip & 25,6% sd bénh nhan nghién ctru. Ty
1é triéu chirng nay cua ching toi twong duong véi tac gia Nguyén
Thi Hang nghién ctru 42 bénh nhan ung thu dai truc trang di cin ¢
27,6% ia mau.

- Ddu hiéu phdn nhay miii : gap trong 12,8% sb bénh nhan nghién
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ctru. Triéu chung nay ciing c6 thé bao hiéu ung thu, xuit hién & 6-29%
bénh nhan ung thu dai truc trang.
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- Réi loan lweu théng rudt: 12 biéu hién cua 30,8% sb bénh nhan
nghién ciru. Nghién ctru ciia cac tac gia trong nude ciing co diu hiéu
rdi loan luu thong rudt twong ddi phd bién.Ty 1é nay ciia Nguyén Vin
Hiéu 14 61,9% va ciia Nguyén Thi Hang 13 51,8%.

4.1.6. Tri¢u chirng toan thin:

- Thiéu mau: Triéu ching ndy xuat hién véi ty 1¢ 46,2% s6 bénh
nhan nghién ciru. Thiéu méau cung 1a d4u hiéu thuong gap trong nghlen
clru ciia cac tic gia khac: Nguyén Vian Hiéu 32,4%. Nguyén Thi Hang:
thiéu mau (33,3%).

- Toan trang chung (PS: Performation status) C6 17,9% sé bénh
nhan toan trang PSO va 82,1% toan trang PS1. Khong c6 bénh nhan nao
PS 2.Su phan bd toan trang chung cua céc tac gia khac 1a tuong ty va
1an luot 1a: Nguyén Vin Hiéu: ¢6 97,1% s6 bénh nhan toan trang PS 0-
1. Nguyén Thu Huong: c6 79,4% s6 bénh nhan cé thé trang (PS) 0-1,
20,6% co PS 2.

- Gdy sut can: Gy sut can gip ¢ 46,2% s bénh nhan nghién ctru.
Gay sut ciing 1 ddu hiéu thudng gip ¢ céc tac gia khac. Nguyén Quang
Thai co ty 1é gay sut can 63,35% , Vi Tran Doanh 37,5%.

4.1.7. Trleu chzmg thue thé:

- Tdc rugt: Xuat hién 43,6% trong quan thé nghién ctru. CAc tac gla
trong nudc ciing co ty 1& tic rudt twong dwong voi chung t6i: Nguyén
Thi Hang. 51,9%. Vi Tran Doanh: 36,7%.

- So' thdy u bung: C6 15,4% bénh nhéan so thiy u bung. Nguyén Thi
Hang: so thay u ( 33,3%) 14 tridu chimng thuc thé hay gip nhat ctia ung
thu dai trang.

4.1.8. Pic diém cgn lim sang ciia UTPT di can khong con chi dinh
phdu thudt trigt cin

- Phdn bé theo vi tri ung thu nguyén phdt: Quan thé nghién ctru ctia
ching t6i c¢6 ung thu dai trang trai chiém ty 1& cao nhat 61,5%. Trong d6
ung thu dai trang sigma chiém ty 1¢ cao nhat (41%). Phan bd vé vi tri u
nguyén phét ciia nghién ctru chiing t6i tuong dong véi tac gia Nguyén
Thi Hang: ung thu dai trang trai 54,8% trong d6 ung thu dai tring sigma
chiém 40,5%.

- Vi tri di can xa ciia UTPT di can: Nhiéu tac gia déu c6 chung nhan
dinh 1a ty 1€ di can gan cao hon nhiéu so v&i cac vi tri khac. Nghién ctru
ctia Nguyén Vin Hiéu co6 70% di cin gan; 32,7% di cin phic mac,
10,9% di can mac ndi 16n. Céc vi tri di can thuong gip theo thtr tu: gan
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(64,1%), hach sau phuc mac (30,8%), phuc mac (25,6%), phéi (17,9%),
budng trimg (2,6%).

- Pdc diém u trén néi soi dai trang: Ty 1€ bénh nhan c6 kich thudc u
chiém toan bd chu vi long rudt chiém ty 18 cao nhat véi 86,36%. Nguyén
Vin Hiéu c6 ty 1& u chiém toan bg long rudt Ia 75,8%.

- Mikc xdm ldn thanh rugt: Ching t6i nhan thdy trén nhimng bénh
nhan UTDT giai doan IV, giai doan ciia khdi u ciing thudng mudn vai
ty 1& T4 chiém cao nhét (89,7%). Nguyén Vin Hiéu ciing ghi nhan ty 1¢
T4 14 cao nhat (51,8%).

- Thé mé bénh hoc: Theo két qua nghién ctru ciia chiing toi, ung thu
biéu mé tuyén 1a thé hay gip nhat (66,67%) sau d6 dén ung thu biéu mo
tuyén nhay (33,33%). S6 liéu ciia chung t6i cling pht hop voi két qua
clia cac tac gia khac. Theo Nguyén Vin Hiéu, 79,6% 13 ung thu biéu mo
tuyén; 17,3% ung thu biéu mo ché nhay.

- Tinh trang d@ét bién gen KRAS va NRAS: Ty Ié dot bién gen KRAS
ctia chung t6i 1a 35,9%, chua phat hién bénh nhan nao c6 dot bién gen
NRAS. Ty & nay phu hop véi tinh hinh dét bién duoc bao céo trong y
vin, voi 30-50% bénh nhan ung thu dai truc trang ¢ dot bién KRAS va
chi mét ty 18 nho, dudi 10%, c6 dot bién NRAS.

- Tinh trang dét bién gen KRAS va mét s6 ddc diém bénh hoc

Trong nghién ciru ndy chidng t6i khong quan sat thiy méi lién quan
giita tinh trang dot bién gen KRAS véi vi tri khéi u. Samowitz 12 tac gia
dau tién néu lén mai lién quan gitra tinh trang dot bién gen KRAS Vi vi
tri trai phai cua khéi u. Nhiéu nghién ciu khac pha nhan su phu thudc
cua tinh trang dot bién gen KRAS vao vi tri trai phai cua khéi u.Tuy
nhién, nghién ciru cua tdc gia Andreyev va nghién ctu cua Feng lai
khang dinh su doc 1ap cua tinh trang dot bién gen KRAS vai vi tri trai
phai cta khéi u dai trang qua mot nghién ciru 3439 bénh nhan.

Trong nghién ctu nay, ching téi khdng tim thiy méi lién quan giira
tinh trang dot bién gen va cac thé mé bénh hoc. Mbi lién quan giira tinh
trang dot bién gen va md bénh hoc dugc néu Ién lan dau tién boi Banza
trong mot nghién ctru cdng bé nam 2002. Tuy nhién, Nghién ctu tac gia
Huang nam 2013 va tac gia Morris nam 2014, tac gia Hu nam 2016
khong tim duoc méi lién hé nay
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4.2. KET QUA VA PQC TiNH CUA PHAC PO FOLFOXIRI
PIEU TRI UNG THU PAI TRANG DI CAN
4.2.1. Ty I¢ dap vrng

Ty 1€ dap tng toan bd cia nghién ciru nay la 82% sau 3 chu ky.
Trong d6 5,1% dap tmg hoan toan, 76,9% dap ung mot phan, 12,8%
bénh 6n dinh bénh va 5,1% bénh tién trién. Ty 1& kiém soat bénh 1a
94,8%. Ty 18 dap ung toan bd, hoan toan, mot phan va kiém soat bénh
sau 6 chu ky diéu tri lan luot 1a 79,4%-5,9%-73,5%-91,2%.

Ty 1é dap ng ctia nghién ctru nay cao hon ciia Nguyén Thu Huong,
(FOLFOX4 c6 ty 1& dap {mg toan bo 1a 41,2%, ty 1é kiém soat bénh 1a
76,5%), cao hon cua Tran Xuan Vinh (FOLFIRI c6 ty 1& dap ung toan
bo 1a 12,6%, ty 1& kiém soat bénh 1a 59,8%) va cao hon cia Nguyén
Vin Ta (XELOX c6 ty 1¢ dap ung toan bo 12 46,9%, ty 1¢ kiém soat
bénh 1a 77%)

Ty 1€ dap ung ctua nghién ctru nay twong duong véi cac nghién cuu
sir dung céc thudc khang ting sinh mach. Nghién ctru cia Nguyén Vin
Hiéu (Avastin-FOLFOX c0 ty 1é d4p mg toan bo la 57,1%), nghién ciru
TREE (phac d6 FOLFOX, bFOL, CapeOx c6 két hop thém
Bevacizumab cho ty 1é dap trng toan bd tuwong tng 1a 52%, 39%, 46%).
Ty 1€ dap tng cta nghién ciru nay tuong duong vdi cac nghién ctiu st
dung cac thudc khing EGFR. Nghién ctu CRYSTAL (phic do
Cetuximab-FOLFIRI c0 ty 1€ dap Gng 1a 57%). Nghién ctru OPUS ( phac
d6 Cetuximab-FOLFOX4 cho ty 1¢ dap tmg 13 61%). Nghién ctru PRIME
(phac d6 Panitumumab-FOLFOX4 cho ty 1& dap tng 1a 55%)

Trong khi d6, chi phi diéu tri ciia phac &6 FOLFOXIRI lai thip hon
nhiéu so vé6i cac phac dd sir dung cac thude diéu tri sinh hoc. Vay trong
hoan canh kinh té thr?ip cua dai b phan cac bénh nhan ung thu Viét
Nam, chiing ta c6 thé lya chon mét phac dd hiéu qua ma phu hop véi
diéu kién kinh té ctia nhiéu ngudi bénh.

Ty 1¢ dap tmg cua nghién ciru nay twong duong voi cac nghién cuu
nudc ngoai st dung phac dd tuwong tw. Nghién ctru cua Falcone nim
2002, ¢6 11,9% dap tng hoan toan 59,5% dap tmg mot phan, ti 1& dap
ung chung 1a 71,9%. Nghién ctru ctia Souglakos nam 2002 c6 6,5% dap
{rmg hoan toan, 51,6% dap tmg mot phan, ti 1 dap tng chung 1 58,1%
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MGi lién quan giiva ty I¢ dip iing va phan tram liéu héa chat
st dung

Trong nghién ciru ctia chiing t6i, phan trim liéu hoa chat dung trong
nhom dap tng hoan toan sau 3 chu ky 1a cao nhat (100%), giam dan &
nhoém dap tmg mot phan 1a 90,65 + 2,49%, nhom bénh gitr nguyén
86,25 * 2,5% va nhom tién trién bénh 85,00 + 0,00%. Su khac biét cua
gia tri nay gitta cac nhom 1a c6 y nghia thong ké voi p<0,001. Sau 6 chu
ky truyén hoa chét, két qua nay mot lan nita dugc gitr nguyén va la
minh ching rd rang cho mdi quan hé giita mic do dap ung va phan
tram liéu hoa chit sir dung.

Méi lién quan giika 1y 1¢ ddp ikng va thé mé bénh hoc

Trong nghién ctru cua ching toi, 13 bénh nhan ung thu biéu md ché
nhay sau 3 chu ky diéu tri ¢6 5 bénh nhén khong dap u’ng (38,46%) cao
hon nhiéu so véi ty 1& nay ¢ nhoém ung thu biéu md tuyén biét hoa vira
(3,84%), su khéc biét nay c6 y nghia thong ké véi p=0,011. Sau 6 chu ky
diéu tri, trong sb 9 bénh nhan ung thu biéu mé ché nhay, khong c6 bénh
nhén nao dap umg hoan toan, chi co 4 bénh nhan dap tng mot phan
(44,44%), 3 bénh nhan bénh giit nguyén (33,33%), ty 1¢ kiém soat bénh 1a
22,22%. Céc gia tri nay thdp hon so voi cac gia tri twong ng ctia nhom
ung thu biéu mé tuyén biét hoa vira 8%-84%-4%-96% véi p<0,05.

Méi lién quan giiva 1y 1¢ ddp teng va vi tri di can

Trong nghlen clru cta chang toi, ton thu’ong di can gan dép tng rat tt
v6i hoa chat, kich thudc trung binh ctia ton thuong di cin gan trude diéu tri
13 66,84 + 60,88 giam dang ké sau 3 chu ky con 36,16 + 31,43 va sau 6 chu
ky con 33,58 + 28,14, su khac biét c6 ¥ nghia thng ké véi p<0,001.

Trong nghién ciru ctia chung t6i, ton thuong phic mac giam déng ké
sau 3 chu ky diéu tri. Tuy nhién , sau 6 chu ky diéu trj thi kich thuéc
nay lai c6 xu hudng tang Ién téi mic tuong duong nhu trude khi diéu tri

M@i lién quan giiva 1y 1¢ ddp trng va djt bién gen KRAS

Chiing t6i khong tim dugc mdi lién quan gitra tinh trang dot bién gen
KRAS voéi dap g diéu tri phac d6 FOLFOXIRI. Chung t6i ciing
khong tim dwoc méi lién quan giira hai dang dot bién cua gen KRAS
trén codon 12 va codon 13 véi mirc d¢ dép mg diéu tri sau 3 chu ky va
sau 6 chu ky. Phan Ién cac nghién ctru ciing khong xac dinh duoc gid tri
tién doan dap tng cua dot bién gen KRAS véi cac phac do khong co
thudc khang EGFR.
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4.2.2. Thoi gian séng thém bénh khéng tién trién

Thoi gian séng thém bénh khong tién trién trung binh ciia quan thé
nghién ctu la 13,37 £ 9 thang.

So véi cac nghién ctru nudc ngoai str dung phac do twong tu, thoi
gian séng thém bénh khong tién trién cua ching toi la twong dwong.
Nghién ciru Falcone, nim 2002, ¢6 thoi gian song thém bénh khong tién
trién trung binh 1a 10,4 thang. Nghién ctru ctia Souglakos c6 thoi gian
song thém bénh khong tién trién 1a 13 thang.

Tham khéo cac phac dd hai thudc két hop thudce diéu tri sinh hoc,
chung toi nhan thdy rang phac d6 FOLFOXIRI tuy c6 gia thanh thap
hon nhung thoi gian séng thém bénh khéng tién trién tuong duong.
Nghién ctru cia Nguyén Vin Hiéu (phac d6 FOLFOX-Avastin c¢6 thoi
gian séng bénh khong tién trién 12 6,9 + 4,8 thang). Nghién ctru pha 2
TREE-2 (phac d6 Bevacizumab két hop hoa tri phac dd ¢ Oxaliplatin
va FU cho thdy thoi gian séng thém bénh khong tién trién I 8,3-10,3
thang). Nghién ctru NO16966 (phac do Bevacizumab- XELOX c6 thoi
gian song thém khong tién trién bénh la 10,8 thang). Nghién ciru
CRYSTAL (phac d¢6 FOLFIRI- Cetuximab c6 thoi gian séng thém bénh
khong tién trién 1a 9,9 thang). Nghién ciru OPUS (phac d6 Cetuximab-
FOLFOX4 cho thoi gian song thém bénh khong tién trién 1a 7,7 thang).
Nghién ctru PRIME (phic d6 Panitumumab-FOLFOX4 cho thoi gian
song thém bénh khong tién trién 9,6 thang)

Méi lién quan giiva thoi gian séng thém bénh khéng tién trién va
phan tram liéu héa chit

Trong nghién ctru cta ching t6i, nhém duoc ding > 90% liéu hoa
chat so vai liéu tiéu chuin co thoi gian sdng thém bénh khong tién trién
dai hon dang dé nhém ding < 90% lidu, p=0,005.

Méi lién quan giia thoi gian séng thém bénh khéng tién trién va
thé mé bénh hoc

Trong nghién ciru nay, 13 bénh nhan ung thu biéu mé ché nhay c6 7
truong hop (53,84%) bénh tién trién tai thoi diém theo ddi 36 thang. Ty
1¢ ndy cao hon mét cach c6 y nghia thong ké so v6i nhom bénh nhan
ung thu biéu mé tuyén (30,76%), p<0,05.

Moi lién quan giita thoi gian song thém bénh khong tién trién va
néong dp Albumin huyét thanh truéce diéu tri

Trong khuén kho nghién ciru nay, chiing ti ciing ghi nhan thoi gian
song thém bénh khong tién trién cua nhom bénh nhan c6 nong do
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Albumin huyét thanh dudi 30 g/l thip hon dang ké so voi nhém bénh
nhan con lai, p<0,005.

Méi lién quan giiva thoi gian séng thém bénh khong tién trién va
mire do dap wng

Trong khudn khd cia dé tai nay, ching t6i tim thdy mbi lién quan
giita thoi gian séng thém bénh khong tién trién va murc d6 dap tmg sau
3 chu ky. Tuy nhién, ching toi chua tim thdy mdi lién hé nay & thoi
diém sau 6 chu ky diéu tri.

Méi lién quan giiva thoi gian séng thém bénh khong tién trién va
toan trang.

Nghién ctru ciia chung ti ciing nhan thiy thoi gian sdng thém bénh
khong tién trién cua nhom PS-0 dai hon dang ké so v&i nhom PS-1
(23,64 thang so véi 7,48 thang, p<0,05).

M0i lién quan giiia thoi gian séng thém bénh khéng tién trién va
sut cin

Chung t6i ciing nhan thay rang 17 bénh nhan sit trén 5% trong
lwong co thé co t6i 12 truong hop (70,58%) tién trién tai thoi diém 36
thang, cao hon mot cach ¢ y nghia thong ké so véi gi tri twong tu cia
nhém khong sut can (13,63%), p < 0,05.

Mol lién quan giita thoi gian song thém bénh khong tién trién va
tong so lwong ton thwong dich truwée diéu tri

Chung t6i nhan thay ty 1¢ bénh tién trién cia nhoém co trén 5 ton
thuong dich truéc diéu trild 50% cao hon dang ké so véi 15,38% ciia
nhom c6 dudi 5 ton thuong dich trude didu tri, p< 0,05.

Méi lién quan giiva thoi gian séng thém bénh khéng tién trién va
vi tri di cdn

Chiing t6i ghi nhan 7 trong s 10 trudng hop (70%) di can phiic mac di
tién trién bénh trong thoi gian theo ddi 36 thang, cao hon dang ké so vai 8/29
(27,58%) ctia nhom khong co di can phiic mac, p< 0,05.

Thoi gian song thém bénh khéng tién trién va tinh trang tic rugt

Trong khuén khé cua nghién ctu nay, ching t6i chua tim thdy mbi
lién quan gitra tinh trang tac rudt va thoi gian song thém bénh khong
tién trién.

Moi lién quan giia tinh trang d@ét bién gen KRAS va théi gian
song thém bgnh khong tién trién

Trong nghién ctru nay ching t6i chua xac 1ap dugc sy anh hudng
cua tinh trang dot bién gen KRAS Ién thoi gian song thém bénh khong
tien trien.
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Thoi gian séng thém toan by

Ty 1¢ sdng thém toan b tai thoi diém 12 thang va 24 thang 1a 90%
va 76%.

Hai nghién ctru pha II cua Falcone va Souglakos, nam 2002, trén 39
va 31 bénh nhén ung thu dai truc tring giai doan IV bang phac do
FOLFOXIRI ¢4 ty 18 song thém toan bo tai thoi diém 12 thang lan luot
12 96,7% va 89% . Hai nghién ctru pha III ctia Falcone, nam 2007, trén
244 bénh nhan cua tac gia Azmy, nam 2012, trén 60 bénh nhan c0 ty 1€
song thém toan bo tai thoi diém 12 thang va 24 thang 1a 82% va 65%.
Sau khi tham khao cc nghién ciru nudc ngoai véi phac do tuong tu,
thoi gian sdng thém toan bo ctia nghién ctru chung t6i 13 tuong duong.

Thoi gian séng thém toan by ciia phéc do hai thuéc két hop thuéc
diéu tri sinh hoc

Nghién ciru cia Nguyén Van Hiéu trén 34 bénh nhan ung thu dai
tryc trang di can bang phac 6 FOLFOX-Avastin co ty 18 song thém
toan bo tai thoi diém 12 thang va 24 thang 1a 67% va 54%. Nghién ctu
pha 2 TREE-2 d4nh gia hiéu qua Bevacizumab két hop hoa tri phac do
c6 Oxaliplatin va FU cho thiy ty 1& séng thém toan bd cia nhom sir
dung Bevacizumab Ia tai 12 thang 1a 88%. Nghién citu CRYSTAL,
1198 bénh nhan UTBT dugc diéu tri ngay budc 1 bang FOLFIRI két
hop hodc khong véi Cetuximab, nhom khong dot bién gen KRAS,
Cetuximab mang lai ty 1& song thém toan bo tai thoi diém 12 thang va
24 thang 1a 83% va 51%. Khi két hop Panitumumab véi FOLFOX4
ngay budc 1 trong nghién ctru PRIME d cai thién ty 1 séng thém toan
b6 tai thoi diém 12 thang va 24 thang 1a 81% va 53%. Sau khi tham
khao cac phac d6 hai thudc két hop thudc diéu tri sinh hoc, quan thé
nghién ctru ciia ching t6i ¢6 thoi gian séng thém toan bo khong thap
hon cac nghién ctru ndy. M6t 1an nira, phac d6 FOLFOXIRI tuy c6 gia
thanh thip hon nhung thoi gian séng thém toan by khong thua kém khi
dung cac thuéc diéu tri sinh hoc.

4.2.3. Mt sé tic dung khong mong muon ciia phac do FOLFOXIRI
4.2.3.1. Tac dung khéng mong muon trén hé huyét hoc

a. Ha bach cau hat

Ty 18 ha bach ciu hat no6i chung trong nghién ctru 1a 48,9%, trong
d6 chi yéu 1a ha bach cau hat do 1-2(25,5%) Ty 1¢ ha bach cau hat
do 3 12 14,1% va do 4 1a 9,3%. Khong c6 truong hop nao sét do ha
bach ciu hat.
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Ha bach cau hat cling la mot trong nhiing ddc tinh co ty 1€ cao nhét & cac
nghién ciru ciia cAc tic gia nudc ngodi. Falcone (2002): 14% s6 bénh nhan co
it nhat mot 1an s6t do ha bach cau hat.Souglakos (2002): Ha bach cau hat d6
3, d0 4 xdy ra & 14 bénh nhén (45%), hai bénh nhén c6 sot (6%). So voi cac
tac gia nudc ngoai, ty 1¢ ha bach cau hat cua ching t6i co phén thip hon.
Ngoai ly do tuyén chon bénh nhan k¥, phat hién va loai trir cac truong hop
chdng chi dinh cta thudc, con ¢o qua trinh theo doi bénh nhan sat sao.

b. Thiéu mau va ha tiéu cau

Ty 1é thiéu mau va ha tiéu cau trong nghién ctru cua chung t6i lan
lugt Ia 8,3% va 3,2%. Da phan 1a thiéu mau do 1(6,0%) va tat ca 1 ha
tiéu cau do 1. Ty 1é thiéu mau do 2 chiém ty 16 rat thap 2,3% . Khong co
mirc d6 3, dg 4 cua cac tac dung khong mong muoén nay. Ty 1€ thiéu
méu va ha tiéu ciu clia cac tac gia nudc ngoai ciing rat thap (dudi 10%).
4.2.3.2. Tac dung khéng mong mudn trén hé tiéu héa

a. Non, budn nén

C6 41/219 (18,3%) lan truyén gdy non cho bénh nhan. Trong d6
khong c6 bénh nhan nao nén do 3, do 4. Ty 1& doc tinh nay c6 phan thap
hon so v6i nghién ctru cua Falcone , trong d6 ty 1€ non do 1 1a 60%, do
2 la 53%, d6 3: 13%. Chung t6i thuong b6 sung thude giai lo au
(Diazepam) cho nhitng bénh nhan c6 tién sir nén nhiéu & dot truyén
trude. Ngoai st dung nhom thube khang 5-HT3 dé chong nén, ching
t6i con phdi hop thém 2 nhom khac mét cach thuong quy: Corticoid
(dexamethasone) c¢6 co ché chéng non trén than kinh trung wong,
Primperan ¢6 co ché chéng nén vi e ché thy thé DA4. Nhimng truong
hop nén ning (46 3) con duoc b sung Haloperidol, 1a mot thude e ché
thu thé chéat P & ving CTZ (chemo-trigger zone).

b. Tiéu chay

Ty 18 tiéu chay ctia nhém nghién ciru 13 6,9%. Hau hét cac bénh
nhan déu xuét hién tiéu chay mudn (sau 24 h truyén hoa chit). Trong do
khong c6 tiéu chay do 3 va do 4. Ty 1é tiéu chay clia ching t6i c6 phan
thip hon cac tac gia nudc ngoai. Nghién ctru cia Souglakos trén 31
bénh nhan ung thu dai truc trang giai doan IV véi phac do tuong tu, tiéu
chay d6 3, d6 4 dugc quan sat thay & 10 truong hop (32%). Ty 1é tiéu
chay do 3, d6 4 cua Falcone 1a 20%, ty 1€ nay khong khac biét voi nhém
sir dung phac d6 FOLFIRL

C. Viém miéng

Chi c6 3,63% bénh nhan c¢6 doc tinh viém miéng trong nghién ciru
nay va tat ca déu la do 1.
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4.2.3.3. Béc tinh than kinh

Doc tinh than kinh gip trong 5% cac trudng hop, nhung tat ca déu
dung lai ¢ d6 1. Day la tdc dung phu ctia Oxaliplatin. Tuy nhién, da
phan céac truong hop déu cai thién khi duoc bd sung Magne, Calci va
hdi phuc dan sau khi nging diéu trj hoa chit.
4.2.3.4. Doc tinh trén gan, than:

C6 52,5% bénh nhan c6 doc tinh trén gan, trong d6 da phan 1a doc
tinh @6 1 (50%), doc tinh d6 2 chi chiém 2,5%. Doc tinh gan trong
nghién ctru cta cac tic gia nude ngoai ciing da phan 1a do 1, ty 1 doc
tinh d6 2 rat thap.

Chung t6i ghi nhan 4,1% s6 bénh nhan c6 doc tinh than va tat ca déu
la do 1. Ty 18 doc tinh nay cta cac tac gia nudc ngoai ciing déu rat thap
(dudi 5%).

KET LUAN

1. Pic diém 1am sang va cin 1am sang ciia ung thw dai trang di cin
khong con kha ning phiu thuit triét ciin.

- Ty 1& nam/nit: 2/1. Lira tudi 40-65 1a thuong gip nhat 66,67%.

- Pau bung 1a 1y do di kham thudng gip nhat 61,5%. Ba triéu ching
co niang pho bién nhét 1a: dau bung, ia mau va ia 1ong 1an luot chiém ty
1€ 74,4%; 25,6% va 23,1%.

- C6 46,2% c6 thiéu mau tai thoi diém chan doan. Toan trang PS-1
chiém ty 1¢ cao nhét 82,1%. C6 46,2% st can trén 5% trong luong co thé.

- Téc rudt 14 triéu ching thyc thé thudng gip nhét 43,6%.

- Trén cac xét nghiém can lam sang: ung thu dai trang Sigma 1a vi tri
u nguyén phat c6 tan suat cao nhat 41%. Hau hét u nguyén phat & giai
doan T4: 89,7%. Da phan u nguyén phat chiém toan b chu vi long rudt
86,3% va hau hét 1a u dang sui 72,7%.

- Di cin gan chiém ty 1& cao nhat 64,1%.

- V& md bénh hoc, ung thu biéu mo tuyén biét hoa vira chiém ty 1€
cao nhit 66,7%. Ung thu biéu mé tuyén ché nhay c6 ty 1& di cin phic
mac cao hon cac bénh nhan ung thu biéu mé tuyén biét hoa vira.

- 33,3% s6 bénh nhan trudc diéu tri c6 ndong do CEA 16n hon 20
ng/ml.

- Ty 18 d6t bién gen KRAS 14 35,9%. Chua phét hién truong hop nao
c6 dot bién gen NRAS.
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- Khéng tim thay mdi lién quan giita tinh trang dot bién gen KRAS
va vi tri khéi u ciing nhu thé mé bénh hoc.

2. Két luén vé két qua va ddc tinh ciia phac d6 FOLFOXIRI trong
diéu tri ung thw dai trang di cin.

- Sau 3 chu ky diéu tri, ty 1& dap ing hoan toan, mot phan va bénh giit
nguyén lan luot 1a 5,1%; 76,9% va 12,8%. Ty 1é kiém soat bénh 1a 94,9%.
Sau 6 chu ky diéu tri cac ty 1& nay lan luot 13 5,9%:; 73,5% ; 11,8% va
91,2%. Céc ton thuong di cin gan dap ung diéu trj tot nhat.

- Phan tram lidu héa chat, loai md bénh hoc 13 yéu to tién lugng dap
g sau 3 chu ky va ca sau 6 chu ky. Khong tim thdy méi lién quan giita
mirc do dap tng sau 3 chu ky, 6 chu ky diéu tri v6i tinh trang dot bién
gen KRAS.

- Thoi gian séng thém bénh khong tién trién trung binh clia quan thé
nghién ctru 1a 13,37 + 9 thang. Phan trim lidu hoa chat, loai méd bénh
hoc, nong do Albumin huyét thanh trudc diéu tri, mirc d6 dap tng sau 3
chu ky, toan trang bénh nhan, tinh trang sut trén 5% trong luong co thé,
tong sb ton thuong dich trude diéu tri, tinh trang di cin phuc mac 1a cac
yéu t6 tién luong thoi gian sdng thém bénh khong tién trién. Khong tim
thiy mdi lién quan giira thoi gian song thém bénh khong tién trién va
tinh trang dot bién gen KRAS. Ty 1¢ séng thém toan b tai thoi diém 12
thang va 24 thang la 90% va 76%.

- Ha bach ciu hat 1a tac dung khong mong mudn can luu tAm nhét,
chiém 48,9%. Nhung chi yéu 1a d6 1 va do 2. Khong c6 bénh nhan nao
ha bach cau hat c6 sét.

- Poc tinh gan do diéu tri hoa chat hay gip, chiém 52,5%, nhung déu
12 d6 1. Ty 18 non do diéu tri hoa chét 1a 18,3%, khong c6 non do 3, do
4. Cac doc tinh khac déu rét thap va chi dimg & mirc do 1.

KIEN NGHI

Phac d6 FOLFOXIRI 1a mot phac d6 c¢6 hiéu qua cao thé hién bang
tang ty le dap g, ty 1& kiém soat bénh, thoi glan song thém bénh
khong tién trién va c6 cac tic dung khong mong mudn & mirc chip nhan
dugc khi diéu tri budc 1 ung thu dai trang di cin. Phac d6 co thé ap
dung rong rai tai cac co sO diéu tri bénh nhan ung thu trén ca nudc, dac
biét 1a cho nhiing bénh nhan khéng c6 kha ning st dung céc thude diéu
tri dich dit tién.



PART A: INTRODUCTION OF THE THESIS
1. Introduction

In the world, colorectal cancer is the third most common cancer in male
and the second most common cancer in female. In VietNam, the disease is
the fourth cancer in male, the sixth cancer in female and increasing
recently. About 20-40% of the colon cancer patients had distant metastasis
at the time of diagnose, those treatment outcome remains poor (5years
survival is about 11%). The targetted therapy medications are still not
affordable for majority of Vietnamese patients. So that, 3 cytotoxic drugs
(5-Fluoro-Uracil, Oxaliplatin and Irinotecan) remain back-bone in the
treatment of metastatic colon cancer.

According to one meta-analysis, the overall survival rate
significantly correlated to the use of all 3 these drugs in the treatment
time. If patients were give two drugs as the doublet in a line
(FOLFOX/XELOX, FOLFIRI/XELIRI), not 100% of patients are
treated with all 3 these drugs because some abandonned the following
treatment lines. So, the trials that give all 3 drugs in a line (first-line)
as triplet (FOLFOXIRI) were carried out and had primirily good
outcome. In 2010, FOLFOXIRI were recommended in NCCN
guideline.

In VietNam, FOLFOXIRI has been applied to treat patient since
2013. However, since then there was no clinical trial to evaluate the
efficacy and the toxicity of this combination. Therefore, we carried out
the work “Research the treatment result of metastatic colon cancer
patients treated by FOLFOXIRI” with two end-points:

1. Comment somes clinico-pathology features of metastatic colon
cancer patients whose disease was not radically resectable.

2. Evaluate the treatment result and toxicity of FOLFOXIRI in these
patients.
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2. THE NECESSARINESS AND CLINICAL SIGNIFICANCE OF
THESIS

Colon cancer with metastase in the diagnose time account for one
significant rate and has a increasing trend. The treatment result of this
patient group rests modest. The biological therapeutic treatment is still
expensive for major part of Vietnamese patients. So that, research on a
new affordable and efficacious chemotherapy combination for these
patients is extremely necessary in our country.

3.THE NEW CONTRIBUTIONS OF THE THESIS

The thesis featured the clinico-pathological picture of the metastatic
colon cancer patients whose disease was not radically resectable as well
as the KRAS, NRAS mutation characters of this patient group.

The thesis indicated also the response rate, the disease control rate,
the predictive factors for response rate as well as the progression free
survival (PFS), the survival predictive factors and the overal survival
(OS) of these patient treated by FOLFOXIRI. At last, this thesis
mentioned the toxicity of this chemotherapy combination.

4. THE STRUCTURE OF THE THESIS
The thesis contains 152 pages, including: Introduction (2 pages)
The overview (34 pages)
The patients and method (18 pages)
The results (44 pages)
The discussion (51pages)
The concludion (2 pages)
The motion (1 pages)

The thesis has 38 tables, 28 charts, 1 diaphragm, 10 pictures, 2
appendixes and 148 references (in Vietnamese and in Enghlish).
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PART B: THE CONTENT OF THESIS
CHAPTER I: THE OVERVIEW

1.2. DIAGNOSE OF METASTATIC COLON CANCER
1.2.1.Positive diagnose:

Signs:

Hematochezia, changes in bowel habit, abdominal pain, subacute
bowel obstruction (Koenig syndrome) in right colon cancer, acute
bowel obstruction in left colon cancer, dysentery sydrome in Sigmoid
colon cancer.

Family history:

At least 2 family members acquired colon cancer, one develops
colon cancer before 45 years-old.

Symptoms:

Abdominal mass, hepatomegaly due to hepatic metastase, jaundice,
ascite, left supraclavicular lymph node. Digital examination: rectal tumor in
combination (rarely).

General status: deterioration in PS, cachexia, anemia.

Exams:

- Colonoscopy and biopsy.

- Radiological exam:

+ Abdominal echography: detect metastase in liver, ovray,..

+ Abdominal x-quang: indicate in bowel obstruction

+ Chest x-ray: detect lung metastase.

+ CT-scanner: more sensitive than echography and chest x-ray in
detection of metastase.

+ PET/CT: more sensitive than CT-scanner but remains expensive.

Biological exams:

+ CEA: indicated in follow-up, detect the recurrence and evaluate
response to the treatment.

Biology molecular test

+RAS mutation test: KRAS mutation accounts for about 30%-50%
of colorectal cancer patient while NRAS does 6%. KRAS, NRAS was
predictive  factors for response to  Anti-EGFR  therapy
(Cetuximab/Panitumumab). Some others mutation test like BRAF,
MMR, DDC,... are on the way of research.
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1.4, TECHNIQUES OF KRAS/NRAS MUTATION TEST

1.4.1. Sequencing: is the basic technique but low sensitivity and waste
of time.

1.4.2. Technique of Scopions amplification refractory mutation system
(Scopions ARMS): expensive and detect only some intentionally designed
mutations but very rapid and highly sensitive (up to 1%).

1.5. METASTATIC COLON CANCER TREATMENT

1.5.1. Surgery: metastatic colon cancer patients were divided into 3
groups : initially radical resectable (5-year survival : 20%) , potentially
radical resectable if response to treatment and never radical resectable
(5-year survival :5%).

1.5.2. Radiation: indicated for pain control: ie bone metastase,...

1.5.3. Local intervention techniques: Radio frequency, ethanol
injection, arterial chemotherapy, radioactive microsphere embolisme
1.5.4.Chemotherapy for metastatic colon cancer

1.5.4.1. The main cytotocic drugs for metastatic colon cancer

Fluorouracil (5 FU): in the antimetabolite class, half-life is about
10 minutes, active in the phase S, inhibits Thymidylate Synthase, in
sequence to inhibit the synthase of Thymine. Side effects are
granulopenia, diarrhea, oral cavity toxicity.

Calcium folinate : half-life is about 7 hours, synergistic action with
5FU to inhibit Thymidylate Synthase.

Oxaliplatin: Directly bind to DNA to cause mismatch repair
mutation, in sequence to cause apotosis. Mechanism in synergy with
5FU. Elimination mainly in urine. Side effect: neurotoxicity,
hypochromic microcytic anemia

Irinotecan: Inhition the DNA topoisomerase, in sequence inhibition
the division of DNA and the mitose. It inhibits also the Cholinesterase
(cause the acute cholinergic). Metabolism in liver, the active metabolite
is SN-38. Main side effect: diarrhea.
1.5.4.2. The clinical trial milestones on metastatic colon cancer.

In 2004, N9741 trial: FOLFOX4 was approval in the first-line
treatment of metastatic colon cancer in US.

A meta-analysis containing 7 trials showed that the overal survival
significantly correlated to the treatment of all 3 drugs (5FU, Oxaliplatin,
Irinotecan) in the treatment time.
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2. Some recent progress in metastatic colon cancer treatment

* Combination 3 drugs (FOLFOXIRI) in first line

In two phase Il trial of Souglasko and Falcone, FOLFOXIRI had
response rate 58.1% and 69%, the progression free survival (PFS) were
11 and 10.4 months, overal survival 22.5 and 26.5 months, respectly.

In one phase Il trial of Falcone (2007) on 244 patients and one of
Azmy (2012): FOLFOXIRI had a better response rate in compare to
FOLFIRI (66% vs 41%, p = 0,0002 and 60% vs 33%, p= 0.007,
respectly ), longer PFS (9.8 vs 6.9 months, p = 0,0006 and 10 months
vs 7.5 months, p=0,0099 ) and overal survival (22.6 vs 16.7 months,
p = 0,032 and 22.6 months vs 16.7 months, p= 0,032).

* Targeted therapy:

- Bevacizumab: In 2004, Avastin-FOLFOX was approved for first-
line metastatic colorectal cancer.

- Cetuximab and Panitumumab: Cetuximab and Panitumumab
indicated to colorectal cancer patient with KRAS, NRAS wild-type
(about 30-50% colorectal cancer).

* Some recent clinical research on metastatic colon cancer in
Viet Nam

Research of Nguyen Thu Huong (2008) on 34 metastatic colorectal
cancer patient treated by FOLFOX4 and one of Nguyen Van Tu (2015)
on 64 metastatic colorectal cancer patients treated by XELOX had the
response rate 41.2% and 46.9%, disease control rate 76.5% and 77%,
respectly. Nguyen Van Hieu et al (2016) published the overal response
rate of 34 metastatic colorectal cancer patients to Avastin-FOLFOX
57.1% and the PFS 6,9 + 4,8 months.

CHAPTER 2: PATIENTS AND METHODS

2.1. PATIENTS

39 colon cancer patients with metastase at the diagnotic time,
impossiblity of radical resection, adenocarcinoma, treated by at least 3
cylces of FOLFOXIRI in the first-line in the Oncology and Palliative
Care Department, Ha Noi medical university hospital, from September
2013 to April 2017



2.2. METHOD:
2.2.1. Study design
Non controlled clinical trial, comparing two group in a before-after
design.
2.2.2. Sample size:
Sample size formula

n= Z%(1-0/2) —p((ljzﬂ

In which:

N: sample size

Z(1-0/2): Confidence interval. Seclect o.= 0,05, we have

Z(1-0/2): 1,96. P: 1-year overal survival rate of the other trial on
FOLFOXIRI, this rate range from 0,82 to 0,97. Select p mean = 0,89. d:
desired precision, selectd = 0,1

Application these values in the formula, n= 37 patients. In this trial
we recruited 39 patients suitable for the inclusion creteria.

2.2.3. Trial process:
2.2.3.1. Determination of the clinicopathology features:

- To question patients and family members to record age, gender,
duration of disease before admission, reasons for hospitalization, sign,
general status.

- Examination of the symptoms.

- Indications and records of colonoscopy, chest scan, abdomen,
albumin concentration at the time of diagnosis. Basic tests to prepare
for an operation, KRAS and NRAS mutation.

- Patients undergoing primary tumor resection to avoid bowel
obstruction, bleeding or perforation.

- In cases of emergency (bowel obstruction), clinical examination,
thoraco-abdominal scan, albumin and basic blood tests before
emergency surgery.
2.2.3.2. Chemotherapy with FOLFOXIRI regimen

Treatment of FOLFOXIRI regimen at first line with dosage:

Irinotecan: 165 mg / m2, intravenous infusion for 1 hour. Day 1,
15. Oxaliplatin: 85 mg / m2, intravenously for 2 hours Day 1, 15
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Calcium folinate 200 mg / m2, intravenously for 2 hours Day 1, 15

5FU 3200 mg / m 2, intravenous infusion continuously for 48 hours
Day 1, 2, 3, 15, 16, 17

Every 4 weeks. Each cycle has 2 infusion times, the first one is the
first day, the second one is the 15" day.
2.2.3.3. Assess the toxicity of the regimen in each cycle and after 3
cycles, 6 cycles of treatment.

Performance status (PS), hematologic toxicity, non-hematologic
toxicity
2.2.3.4. Evaluation of treatment response after 3 cycles, after 6 cycles
of treatment:

According to RECIST creteria version 1.1 by Eisenhauer et al.,
2009. Patients with progressive disease after 3 cycles or 6 cycles were
changed to another regimen.
2.2.3.5. Patient monitoring after FOLFOXIRI treatment.

Patients with stable disease or partial response after 6 cycles are
given the maintenance treatment with oral Capelitabine (Xeloda).
Patients are examined before each cycle of maintenance treatment.
2.2.3.6. Evaluation of the progression free survival:

- Examination before each cycle of maintenance treatment,
including:

Evaluation of drug side effects and disease stability.
2.2.3.7. Survival analysis

- Mean of the progression free survival.

Progression free survival analysis by:

+ Number of target metastatic lesions, pre-treatment albumin
concentration, metastatic location, histology, CEA concentration
before-after treatment, percentage of chemotherapy dosage, response
rate, weight loss, bowel obstruction at the time of diagnosis, primary
tumor location.

+ KRAS and NRAS gene mutations

- Overall survival
2.3. DATA ANALYSIS: using SPSS 16.0 software.
2.4. MEDICAL RESEARCH ETHICAL ISSUES

Patients recruited to the study will be explained in detail will be

required to sign a volunteer card. All detailed information on the
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patient's medical condition is encrypted and confidential. The patient
has the right to withdraw from the study.
2.5.STUDY DIAGRAM

Metastatic colon cancer patient
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CHAPTER 3: RESULTS

31. SOMES CLINICO-PATHOLOGY FEATURES OF
METASTATIC COLON CANCER PATIENTS WHOSE
DISEASE WAS NOT RADICALLY RESECTABLE.

Male 66,7%
Gender Female 33,3%
Under 40 20,5%
Age 45-60 66,7%
Over 65 13,8%
Abdominal pain 74,4%
Signs Hematochezia 25,6%
Diarrhea 23,1%
Anemia 46,2%
General status PS1 82,1%
PSO 7,9%
Symptos Bowel obstryction 43,6%
Papable abdominal mass 15,4%
Sigmoid colon 41%
Tumor location Hepatic flexure colon 17,9%
Other location 41,1%
T-stage T4 89,7%
T3 10,3%
Hepatic metastasis 64,1%
L. Pulmonary metastasis 17,9%
Metastatic site Peritoneal metastasis 25,6%
Retroperitoneal lymph node 30,8%
_ Moderately dl'fferenmated 66.7%
Histopathology adecarcinoma

Mucinous adenocarcinoma 33,3%
KRAS mutation 35,9%

Mutation NRAS mutation 0
KRAS/NRAS wild type 64,1%
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- Mucinous adenocarcinoma has higher rates of peritoneal metastases
than patients with moderately differenciated adenocarcinoma.
- 33.3% of pre-treatment patients had CEA levels greater than 20

ng/ml.

- There is no correlation between KRAS gene mutation and tumor
location as well as histopathology.
3.2. TREATMENT RESULTS OF FOLFOXIRI

v 16 %
Ty 1& % 76.9
80 -
70
60
50 4
40 -
30 12.8
20 A 5.1 5.1
10 1 i - - - >
0 Lt >
Hoan toan Mot phin Bénh giw Tién trién

Comment:

nguyén

Chart 3.1: Response rate after 3 cycles

We recorded 5.1% of patients who responded fully after 3 cycles
and the majority of patients had partial response (76.9%); 5.1% of
patients with progressed disease.
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Chart 3.2: Response rate after 6 cycles

We recorded 5.9% of patients responded completely after 6
cycles; 73.5% of the patients responded partially; 11.8% of patients
whose disease stabel and 8.8% of patients progressed after 6 cycles.
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Table 3.2: Predictive factors for response rate after 3 cycles

Factors Response Non-response P

Dosage percentage >90% 32 2 <005
Dosage percentage < 90% 0 5 '
Moderately differenciated o5 1

adenocarcinoma 0,011
Mucinous adenocarcinoma 8 5

KRAS mutation 10 4 0.196

KRAS wildtype 22 3 ’

Comment: Percentage of chemotherapy dosage and histopathological
type are prognostic factors of response rate after 3 cycles. No
correlation was found between response rates after 3 cycles of treatment
with KRAS mutation.

Table 3.3: Predictive factors for response rate after 6 cycles

Factors Response Non-response P
Dosage percentage >90% 27 5 <0,05
Dosage percentage < 90% 0 2
Moderately differenciated 23 2 0,024
adenocarcinoma
Mucinous adenocarcinoma 4 5
KRAS mutation 10 3 0,778
KRAS wildtype 17 4

Comment: Percentage of chemotherapy dosage and histopathological
type are predictors of response after 6 cycles. No correlation was found
between response rates after 6 cycles of treatment with KRAS mutation.

) D—_I_
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0.6 |
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H 15 15
Thé&i gian séng thém bénh khéng tién trién (thang)

Chart 3.4: Progression free survival
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Comment: Mean of progression free survival was 13,37 + 9 months.
Table 3.4: Prognostic factors of progression free survival

Yéu to Progression Non- P
progression
Dosage percentage >90% 11 23
Dosage percentage < 90% 4 1 0,005
Moderately differenciated 8 18 0,012
adenocarcinoma
Mucinous adenocarcinoma 7 6
Albuminemia > 30 12 24
Albuminemia <30 3 0 0,036
Complete response after 3 0 2
cycles
Partial response after 3 cyles 11 19 <0,001
Disease stability after 3 cycles 2 3
Disease progression after 3 2 0
cycles
PSO 2 6
PS1 13 18 0,03
No weight loss 3 19
Weight loss > 5% body mass 12 5 0,023
Number of target metastatic 13 13
lesions > 5 0,043
Number of target metastatic 2 11
lesions <5
Non-peritoneal metastasis 8 21
Peritoneal metastasis 7 3 0,015
KRAS mutation
KRAS wildtype 0,782

Comments: Percentage of chemotheray dosage, histopathological
type, serum albumin level before treatment, response level after 3
cycles, general status, 5% body weight loss, metastatic site, peritoneal
metastatic status are factors that prognose the progression free survival.
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No correlation was found between the free progression survival and
KRAS mutation

1 n_—‘_l_
09

08

o
1

Ty 1& phin trim

T T T T T T T T T T
4 8 12 16 20 24 28 32 36 40
Théi gian séng thém toan b (thang)

Chart 3.5: Overall survival
Comment:
12 month- survival and 24 month- survival was 90% and 76%.

3.3. SOMES SIDE EFFECTS OF FOLFOXIRI
Table 3.5: Hematotoxicity

Grade 0 Grade 1/2 Grade 3/4  Sum
(%) (%) (%)
Granulopenia 51.1 255 23,4 100
Thrombocytopenia 96.8 3.2 0 100
Anemia 91.7 8.3 0 100
Comment:

The prevalence of granulocytopenia is 48.9%, of which grades 1, 2
(25.5%), grades 3 and 4 respectively occupy a low rate of 14.1% and
9.3%. Thrombocytopenia and anemia in the study were very low at
3.2%, all were low grade 1 and 8.3%, mainly grade 1.

Table 3.6: Non-Hematoxicity

Grade 0 Grade 1/2 Grade 3/4  Sum

(%) (%)
VVommiting 81.7 18.3 0 100
Diarrhea 93.1 6.9 0 100
Oral toxicity 96.57 3.63 0 100
Hepatotoxicity 47.5 52.5 0 100
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Renotoxicity 96.9 4.1 0 100
Neurotoxicity 95 5 0 100
Comment:

Chemotherapy induced vomiting in the study was 18.3%, all of
which was grade 1 and grade 2. Diarrhea in the study was 6.9% of all
diarrhea grade 1 and 2. The oral toxicity was very low rate of 3.63%, all
are grade 1. Liver toxicity due to chemotherapy accounts for 52.5%,
most are grade 1. Renal toxicity was very low at 4.1%, all of which are
at grade 1. Neurotoxicity accounts for a low rate of 5%, all at grade 1.

CHAPTER 4: DISCUSSION

41. SOMES CLINICO-PATHOLOGICAL FEATURES OF
METASTASTIC COLON CANCER PATIENT WHOSE DISEASE
WAS NOT RADICALLY RESECTABLE

4.1.1. Age, gender

Our research population has the highest number of patients aged 40-
65 (67%), age under 40 is the lowest age group (20.5%). The proportion
of patients aged 40-65 is similar to that of Vi Tran Doanh (2005) of
55.7%, Nguyen Van Hieu (2016) of 50.6%. The proportion of male
patients was 66.7% more than the number of female patients was
33.3%; Male / female ratio is 2/1. The ratio of male / female is higher
than that of other authors such as Nguyen Van Hieu is 1.33, Nguyen
Thu Huong is 1.43 but similar to Nguyen Thi Hang's result is 1.89..
4.1.3. Administration reasons:

Abdominal pain is the most common reason for hospitalization (61.5%).
Research by Nguyen Van Hieu also has 50.6% of patients with abdominal
pain. Tran Thang's study also found that 81.7% of cases were due to
abdominal pain.

4.1.5. Signs:

- Hematochezia: occurred in 25.6% of patients studied. This
proportion of our symptoms is equivalent to author Nguyen Thi Hang
research 42 patients with metastatic colorectal cancer have 27.6% of
blood diarrhea.

- Bloody mucus stool: found in 12.8% of patients studied. This
symptom can also signal cancer, occurring in 6 to 29% of patients with
colorectal cancer.
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- Bowel movement disorders: is the expression of 30.8% of patients
studied. Research by the authors in the country also show signs of
bowel movement disorders are relatively common. This ratio of Nguyen
Van Hieu is 61.9% and Nguyen Thi Hang's 51.8%.

4.1.6. General status:

- Anemia: This symptom occurred in 46.2% of patients studied.
Anemia is also a common sign in the study of other authors: Nguyen
Van Hieu 32.4%. Nguyen Thi Hang: anemia (33.3%).

- PS: Performation status There are 17.9% of PSO patients and
82.1% of full PS1 status. There are no patients. PS 2. The overall
general distribution of other authors is similar and in turn is: Nguyen
Van Hieu: 97.1% of patients with PS 0-1. Nguyen Thu Huong: 79.4%
of patients with PS (PS) 0-1, 20.6% with PS 2.

- Weight loss: Weight loss occurred in 46.2% of the study
population. Falls is also a common sign in other authors. Nguyen Quang
Thai has a weight loss rate of 63.35%, Vi Tran Business 37.5%.

4.1.7. Symptoms:

- Bowel obstruction: Occurs 43.6% in the study population.
Vietnamese authors also had the same rate of bowel obstruction as ours:
Nguyen Thi Hang: 51.9%. Vi Tran Doanh: 36.7%.

- Palpable abdominal mass: 15.4% of patients had the palpable
abdominal mass. Nguyen Thi Hang: palpable tumor (33.3%) is the most
common symptom of colon cancer.

4.1.8. Paraclinical features of metastatic colon cancer patients whose
disease was not radically resectable

- Primary location of cancer: Our study population had colorectal
cancer accounting for the highest rate of 61.5%. Of those, sigmoid
colon cancer was the highest (41%). The distribution of the primary
tumor site of our study is similar to that of Nguyen Thi Hang: left colon
cancer 54.8% of which sigmoid colon cancer accounts for 40.5%.

- The distant metastatic sites: Many authors agree that the rate of
metastatic liver disease is much higher than in other places. Research by
Nguyen Van Hieu has 70% liver metastases; 32.7% of peritoneal
metastases, 10.9% of large metastases. Frequent metastases are liver:
64.1%, peritoneal lymph node (30.8%), peritoneum (25.6%), lung
(17.9%), 2.6%).
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- Characteristics of tumors on colonoscopy: The proportion of
patients with tumor size occupying the whole intestinal perimeter
accounts for the highest rate of 86.36%. Nguyen Van Hieu had a total
tumor occlusion of 75.8%.

- T- stage: We found that in patients with stage IV cancer, the tumor
stage was usually late with the highest rate of T4 (89.7%). Nguyen Van
Hieu also recorded the highest T4 (51.8%).

- Histopathology: According to our research, moderately
differenciated adenocarcinoma is the most common type (66.67%)
followed by mucinous adenocarcinoma (33.33%). Our data is also
consistent with the results of other authors. According to Nguyen Van
Hieu, 79.6% are moderately differenciated adenocarcinomas; 17.3% of
mucinous carcinoma.

- KRAS and NRAS Mutation: Our KRAS mutation rate was 35.9%,
no NRAS mutant detected. This rate is consistent with the mutation
situation reported in the literature, with 30-50% of patients with
colorectal cancer having KRAS mutations and only a small percentage,
under 10%, have NRAS mutations.

- KRAS gene mutation and some clinico-pathological characteristics

In this study we did not observe the correlation between KRAS gene
mutation and tumor site status. Samowitz was the first author to
correlation the mutation of the KRAS gene to the left or right side of the
tumor. Other studies deny the dependence of the KRAS gene mutation
to the left or right side of the tumor. However, the study of Andreyev
and Feng's study confirms the independence of the mutation. The
KRAS gene was located at the left and right of the colon tumor through
a 3439 patient study.

In this study, we did not find a correlation between genetic
mutations and histopathologic patterns. The correlation between genetic
mutation and histopathology was first raised by Banza in a study
published in 2002. However, Huang's study in 2013 and those of
Morris in 2014, of Hu in 2016 can not find this correlation.

4.2. THE EFFECTIVENESS AND SIDE EFFECT OF
FOLFOXIRI IN METASTATIC COLON CANCER
TREATMENT.

4.2.1. Response rate
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The overall response rate for this study was 82% after 3 cycles. Of
which 5.1% respond fully, 76.9% partially responded, 12.8% stable
disease and 5.1% progressive disease. Disease control rate was 94.8%.
The overall response rate, complete, partial and control of the disease
after 6 cycles of treatment was 79.4% -5.9% -73.5% -91.2%,
respectively.

The response rate of this study was higher than that of Nguyen Thu
Huong (FOLFOX4 had a total response rate of 41.2%, disease control
rate was 76.5%), higher than that of Tran Xuan Vinh (FOLFIRI the
overall response rate was 12.6%, the control rate was 59.8%) and higher
than that of Nguyen Van Tu (XELOX had a total response rate of
46.9%, control rate disease is 77%)

The response rate of this study is comparable with studies using
antimycotic agents. The study of Nguyen Van Hieu (Avastin-FOLFOX
had a total response rate of 57.1%), the TREE study (FOLFOX, bFOL,
CapeOx regimen added Bevacizumab for the overall response rate of
52%, 39%, 46%). The response rate of this study is comparable to
studies using anti-EGFR drugs. CRYSTAL study (Cetuximab-FOLFIRI
regimen has a response rate of 57%). The OPUS study (Cetuximab-
FOLFOX4 regimen for a response rate of 61%). PRIME study
(Panitumumab-FOLFOX4 regimen for a response rate of 55%)

Meanwhile, the cost of treatment of FOLFOXIRI regimen is much
lower than the regimen using biological therapy drugs. So in the low
economic situation of the majority of cancer patients in Vietnam, we
can choose an effective regimen that suits the economic conditions of
many patients.

The response rate of this study is comparable to that of foreign
studies using the same regimen. Falcone's research in 2002, with 11.9%
fulfilling a full 59.5% response in part, the overall response rate was
71.9%. Souglakos' research in 2002 was 6.5 percent complete, 51.6
percent responsive, 58.1 percent overall,

Correlation between response rate and percentage of
chemotherapy dosage

In our study, the percentage of chemical doses used in the group that
responded completely after 3 cycles was highest (100%), decreased in
response to a partial response of 90.65 + 2.49%, group The disease
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remained 86.25 + 2.5% and the disease progression group was 85.00 +
0.00%. The difference in these values between groups was statistically
significant with p <0.001. After 6 cycles of chemical transfer, this result is
again retained and is a clear demonstration of the relationship between the
level of response and the percentage of chemical doses used.

Correlation between response rate and histopathogy

In our study, 13 patients with mumps epithelial mucus after 3 cycles
of treatment had 5 patients who did not respond (38.46%) were
significantly higher than those in adenocarcinoma moderate difference
(3.84%), this difference was statistically significant with p = 0.011.
After 6 cycles of treatment, of the 9 patients with mucinous carcinoma,
no patients met completely, only 4 patients met part (44.44%), 3
patients kept disease raw (33.33%), the rate of disease control is
22.22%. These values were lower than the corresponding values of the
carcinoma of the adenocarcinoma carcinoma group was 8% -84% -4% -
96% with p <0.05.

Correlation between response rate and metastatic site

In our study, metastatic liver lesions responded very well to the
chemical, the average size of the hepatic metastatic lesions prior to
treatment was 66.84 + 60.88 significantly reduced after 3 cycles to 36 ,
16 £ 31.43 and after 6 cycles to 33.58 + 28.14, the difference was
statistically significant with p <0.001.

In our study, peritoneal lesions decreased significantly after 3 cycles
of treatment. However, after six cycles of treatment, this size tends to
increase to the same level as before treatment

Correlation between response rate and KRAS mutation

We did not find a correlation between the KRAS gene mutation and
the FOLFOXIRI treatment response. We also found no correlation
between the two mutant forms of KRAS gene on codon 12 and codon
13 with response rates after 3 cycles and 6 cycles. Most studies also
failed to determine the predictive value of the response of KRAS gene
mutations to regimens without anti-EGFR.

4.2.2. Progression free survival (PDS)

The median progression free survival of the study population was

13.37 £ 9 months.
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Compared to foreign studies using the same regimen, our
progression free survival is comparable. The Falcone study, 2002, had a
median follow-up of 10.4 months. Souglakos' study had a 13-month
progression free survival.

Referring to the two-drug combinations with biotherapeutic drugs,
we found that FOLFOXIRI therapy was less expensive, but the duration
of disease was not as progressive. The study of Nguyen Van Hieu
(FOLFOX-Avastin regimen has a progression free survival of 6.9 + 4.8
months). The TREE-2 Phase 2 study (Bevacizumab regimen combining
chemotherapy with oxaliplatin and FU showed an increase in
progression free survival of 8.3-10.3 months). Study NO16966
(Bevacizumab-XELOX regimen had an additional progression free
survival of 10.8 months). CRYSTAL study (FOLFIRI-Cetuximab
regimen had progression free survival 9.9 months) . The OPUS study
(Cetuximab-FOLFOX4 regimen had progression free survival was 7.7
months). PRIME study (Panitumumab-FOLFOX4 regimen had
progression free survival 9.6 months)

Correlation between PFS and percentage of chemotherapy dosage

In our study, the group used > 90% of the dose compared to the
standard dose who had a longer course of life with no more progressive
disease than the group receiving <90% of the dose, p = 0.005.

Correlation between PFS and histopathology

In this study, 13 patients with mucinous carcinoma showed 7 cases
(53.84%) had disease progressed at the 36-month follow-up period.
This rate was significantly higher than that of adenocarcinoma patients
(30.76%), p <0.05.

Correlation between PFS and pre-treatment Albuminemia

In the framework of this study, we also recorded the progression free
survival in patients with serum albumin less than 30 g / L significantly
lower than the other patients, p <0.005 .

Correlation between PFS and response

Within the framework of this study, we found a correlation between
progression free survival and response after 3 cycles. However, we have
not found this correlation at all after 6 cycles of treatment.

Correlation between PFS and performance status (PS)
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Our study also found a significantly longer progression free survival in
the PS-0 group than in the PS-1 group (23.64 vs. 7.48 months, p <0.05).
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Correlation between PFS and weight loss

We also found that 17 patients who lost 5% or more of their body
weight to 12 cases (70.58%) progressed at 36 months, significantly
higher than the baseline Self-weight loss (13.63%), p <0.05.

Correlation between PFS and number of target metastatic lesions

We found that the progression rate of the group of over 5 target
metastatic lesions was 50% significantly higher than that of 15.38% of
those with less than 5 target metastatic lesions, p <0.05.

Correlation between PFS and metastatic site

We recorded 7 out of 10 cases (70%) of peritoneal metastases whose
disease progressed during the 36-month follow-up, significantly higher
than the 8/29 cases whose disease did not have peritoneal metastasis
(27.58%, p <0.05).

Correlation between PFS and bowel obstruction status

In the framework of this study, we have not found a correlation between
bowel obstruction and PFS.

Correlation between PFS and KRAS mutation

In this study we have not established the effect of KRAS mutation
on the progression free survival.

Overall survival

The 12 month- survival and 24 month- survival were 90% and 76%.

Two Phase |l studies by Falcone and Souglakos, in 2002, in 39 and
31 patients with stage IV colorectal cancer with FOLFOXIRI regimen
had a 12 month- survival rate of 96,7% and 89%. Two Falcone Phase
Il studies, in 2007, over 244 of Azmy's patients, in 2012, over 60
patients had the 12 month- survival and 24 month- survival of 82% and
65%. After referring to foreign studies with similar regimens, the
overall lifetime of the study was comparable.

Overall survival of patients treated by chemotherapy combined the
targeted therapy

Research of Nguyen Van Hieu on 34 patients with metastatic
colorectal cancer using FOLFOX-Avastin regimen had the 12 month-
survival and 24 month- survival of 67% va 54%. Phase 2 study TREE-2
evaluated Bevacizumab's efficacy in combining chemotherapy with
oxaliplatin and FU, indicating that the 12 month- survival of the
Bevacizumab group was 88%. CRYSTAL study, 1198 patients with
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UTI received first-line treatment with FOLFIRI in combination with or
without Cetuximab, the KRAS wildtype, Cetuximab provided the 12
month- survival and 24 month- survival of 83% and 51%. When
Panitumumab was combined with FOLFOX4 at first line in the PRIME
trial, it improved the 12 month- survival and 24 month- survival 81%
and 53%. After reviewing the two combinations of biotherapeutic drug
combinations, our study population had a overall survival of no less
than these studies. Again, the FOLFOXIRI regimen is less expensive,
but the overall lifetime of the FOLFOXIRI regimen is not inferior to
that of biologically active drugs.

4.2.3. Somes side effects of FOLFOXIRI

4.2.3.1. Hematotoxicity

a. Granulocytopenia

The prevalence of granulocytopenia in the study was 48.9%, with
the majority being grade 1 or 2 neutropenia (25.5%). Grade 3
thrombocytopenia was 14.1% and Grade 4 is 9.3%. There are no cases
of neutropenic fever.

Granulocytopenia was also one of the highest rates of toxicity in
studies by foreign authors. Falcone (2002): 14% of patients had at least
one episode of neutropenic fever.Souglakos (2002): Grade 3
neutropenia, grade 4 in 14 patients (45%), two patients had neutropenic
fever (6%). Compared to foreign authors, our rate of granulocytopenia
is somewhat lower. In addition to the reason for carefully selecting
patients, detecting and eliminating cases of contraindications of the
drug, there is a close monitoring process.

b. Anemia and thrombocytopenia

The rates of anemia and thrombocytopenia in our study were 8.3%
and 3.2%, respectively. Most of anemia was grade 1 (6.5%) and all
thrombocytopenia were grade 1. The rate of anemia grade 2, was very
low 2.3% and. There is no grade 3 or grade 4 of these side effects. The
rate of anemia and thrombocytopenia of foreign authors is also very low
(less than 10%).
4.2.3.2.Side effects on digestive system

a. Vomiting, nausea

There were 41/219 (18.3%) cases of vomiting. Of which there are no
patients at grade 3, grade 4. This toxicity was somewhat lower than
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Falcone's study, in which the incidence was 1%, 60%, 53%, 3% 13%.
We usually take supplements of pills (Diazepam) for patients with a
history of severe vomiting in the previous infusion. In addition to using
the 5-HT3 class of anti-vomiting drugs, we also combined two other
groups in a routine way: Corticosteroids (dexamethasone) have anti-
vomiting mechanism on the central nervous system, Primperan has anti-
vomiting mechanism by D4 receptor blockade. Severe vomiting (grade
3) was also added to Haloperidol, a chemotherapy-induced P-receptor
blocker in the CTZ (chemo-trigger zone).

b. Diarrhea

The diarrhea rate of the study group was 6.9%. Most patients
develop diarrhea later (after 24 h). There was no diarrhea in grade 3 or
4. Our diarrhea rate was somewhat lower than that of foreign authors.
Souglakos' study on 31 patients with stage IV colorectal cancer with a
similar regimen, grade 3 and 4 diarrhea was observed in 10 cases
(32%), grade 3 diarrhea, Level 4 of Falcone is 20%, which is not
different from FOLFIRI.

c. Oral toxicity

Only 3.63% of patients had oral toxicity in this study and all were
grade 1.
4.2.3.3. Neurotoxicity

Neurotoxicity occurs in 5% of cases, but all stop at level 1. This is a
side effect of Oxaliplatin. However, most cases are improved with the
addition of magnesium, calcium and recovery after stopping
chemotherapy.
4.2.3.4. Hepatic and renal toxicity:

There were 52,5% of patients with hepatotoxicity, most of which
were toxicity grade 1 (50%), grade 2 toxicity only 2.5%. Liver toxicity
in the study of foreign authors is also mostly grade 1, grade 2 toxicity is
very low.

We recorded 4.1% of patients with nephrotoxicity and all at grade 1. This
rate of toxicity among foreign authors was also very low (less than 5%).

CONCLUSION
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1. Clinico-pathological features of metastatic colon cancer patients
whose disease was not radically resectable.

- Male / female ratio: 2/1. Age 40-65 is the most common age
66.67%.

- Abdominal pain is the most common reason for a visit. 61.5%. The
three most common functional symptoms were abdominal pain,
diarrnea and diarrhea respectively 74.4%; 25.6% and 23.1%
respectively.

- 46.2% had anemia at the time of diagnosis. PS-1 status accounts
for the highest percentage of 82.1%. 46.2% lose weight by more than
5% of body weight.

- Bowel obstruction is the most common physical symptom, 43.6%.

On paraclinical tests: Sigmoid colon cancer is the primary tumor site
with the highest frequency of 41%. Most primary tumors are T4:
89.7%. The majority of primary tumors occupy the entire circumference
of the intestinal tract, 86.3% and most of the urolithiasis is 72.7%.

- Liver metastasis accounts for the highest rate of 64.1%.

- In terms of histopathology, adenocarcinomatosis carries the highest
rate of 66.7%. Linear epithelial carcinoma has a higher rate of
peritoneal metastases than patients with moderately epithelial
carcinoma. 33.3% of pre-treatment patients had CEA levels greater than
20 ng/ ml.

- The KRAS mutation rate was 35.9%. No cases of NRAS gene
mutation have been identified.

- There is no correlation between KRAS gene mutation and tumor
position as well as histopathology.
2.The effectiveness and side effects of FOLFOXIRI in metastatic
colon cancer treament.

- After 3 cycles of treatment, the rate of complete response, partial
and complete retention was 5.1%; 76.9% and 12.8% respectively.
Disease control rate was 94.9%. After 6 cycles of treatment, these rates
were 5.9%; 73.5%; 11.8% and 91.2% respectively. Liver metastatic
lesions respond best to treatment.

- Percentage of chemical dose, histopathological type is a prognostic

factor that responds after 3 cycles and after 6 cycles. There was no
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correlation between response rates after 3 cycles and 6 cycles with
KRAS mutation.

The median survival time for the progression free survival of the
study population was 13.37 + 9 months. Percentage of chemotherapy
dose, type of histopathology, serum albumin concentration before
treatment, response rate after 3 cycles, performance status, 5% body
weight loss, number of target metastatic lesions, peritoneal metastatic
status is a factor in the prognosis of progression free survival. No
correlation was found between progression free survival and KRAS
mutation. The 12 month- survival and 24 month- survival was 90% and
76%.

- Granulocytopenia is the most considerable side effect, accounting
for 48.9%. But mostly grade 1 and grade 2. There are no patients with
febrile neutropenia.

- Liver toxicity, accounted for 52.5%, but all were grade 1. The
incidence of chemotherapy induced nausea was 18.3%, none was grade 3
or grade 4. The other toxicity was very low and all was at grade 1.

RECOMMENDATION

The FOLFOXIRI regimen is a highly effective regimen
demonstrated by an increase in response rates, disease control rates,
progression free survival and adverse effects at acceptable levels of
treatment for synchronous metastatic colon cancer patients. The
regimen can be widely used in cancer treatment facilities throughout the
country, especially for patients who are not affordable to expensive
targeted therapy.





