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PAT VAN PE

1. Ly do chon dé tai:

Ung thu dau ¢6 (UTDC) 1a mot nhom bénh ung thu (UT) xuat
phat tir nhitng vi tri khac nhau & duong ho hép va tiéu hod trén. Nhiing
UT nay c6 nhiéu diém chung vé sinh bénh hoc, dich t&, 1am sang va
diéu tri. Bénh chiém 10% trong téng s6 cac loai UT

Hau hét cac khdi u 4c tinh ving dau c¢6 xudt phat tir biéu mo bé
mit nén c6 téi hon 90% s trudng hop 13 ung thu biéu mé (UTBM) té
bao vay hodc cac bién thé cua no.

Piéu tri (BT) UTDC phai tuy thudc vao vi tri giai phau va giai
doan bénh. Ddi v6i nhitng trudng hop tén thuong lan tran tai ving, dicu
trj hoa xa tri ddng thoi voi Cisplatin dem lai két qua tét va 1a chi dinh
pho bién hién nay.

Hon 95% UTBM vay dau c6 c6 boc 16 yéu t phat trién biéu bi,
lién quan téi tinh trang dap ung kém voi hoa, xa tri. Khang thé don
dong (mAb) khang thy thé yéu t6 phat trién biéu bi (EGFR) lam ting ty
1¢ dap tng va séng thém khi phéi hop voi xa tri hodc hoa xa tri.

Tai Viét Nam, mAb khang EGFR Nimotuzumab da dugc ap dung
PT phéi hop véi hoa xa tri, hoac xa tri cho UTDC tur 2009, cho dén nay
chua c6 nghién ciru nao dé cap dén hiéu qua ciing nhu tinh an toan cia
phuong phap nay.

2. Muc tiéu ciia dé tai
1. Pdnh gid két qua diéu tri ciia phdc do Nimotuzumab - hod xa
tri doi vdi ung thuw biéu mé té bao viy viing diu co giai doan
IIT, IVA, IVB tgi Bénh vién K tir 6/2010 dén 6/2013.
2. Pdnh gid tdc dung khong mong muon ciia phdc do diéu tri trén.
3. Nhirng dong goép cia luian an
- Luén 4n cho thay viéc két hgp mAb khang EGFR Nimotuzumab
vao hoa xa tri chuan lam ting ty 1& dép tng. Qua do, khi diéu tri
két hop, ty 1& dap tmg cua khéi u ting mot cach cé ¥ nghia thong
ké, tir 70,4% & nhém ddi ching (PC) 1én 90,6% & nhom can thiép
(CT). Ty 1€ dap ung hach va dap tng chung ciling cao hon ¢ nhom
két hop mAb.
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- Ty 1é séng toan b va sdng khong tién trién ciing gia ting & nhém
diéu tri két hop. Ty 1¢ song toan bo 12 thang, 24 thang 1a 75,1% va
48% & nhom can thi¢p, 54,4% va 29% & nhoém ddi chung. Ty 1€
song khong tién trién 12 thang va 24 thang 1a 64,2% va 37,4% ¢
nhom can thiép ; 39,5% va 21,3% & nhom ddi chimg. Khac biét vé
ty 1& sdng thém cua hai nhém cé ¥ nghia thong ke.

- Luéan an ciing khéng dinh dugc tinh an toan cia phac dd diéu tri
két hop Nimotuzumab - Hoa xa tri. Cac tac dung khong mong
mudn cua héa xa tri bao gém doc tinh trén hé tao huyét va ngoai hé
tao huyét khong ting 1én khi két hop thém mAb. Céc tic dung
khong mong mudn lién quan dén mAb khang EGFR nhu phan tng
truyén, ban da dang mun gap véi ty 1¢ thz"ip va & muc do nhe.

4. Chu tric caa ludn an:

Ludn an gdm 122 trang voi 4 chuong chinh: Pt van dé 2 trang,
Chuong 1 (T6ng quan) 34 trang, Chuong 2 (Di twong va Phuong phép
nghién ciru) 19 trang, Chuong 3 (Két qua nghién ctru) 32 trang, Chuong
4 (Ban luan) 32 trang, Két luan va Kién nghi 3 trang.

Luan 4n c6 37 bang, 8 hinh, anh va 12 biéu d6, 109 tai liéu tham
khao (24 tai lidu tiéng Viét, 85 tai lidu tiéng Anh).

CHUONG 1
TONG QUAN

1.1. Giai phiu viing diu cb
1.2. Yéu t6 nguy co

Ubng rugu va hit thude 14 13 hai yéu t6 nguy co chinh cta bénh.

Nhiém vi rat sinh u nha & ngudi (HPV), dic biét 1a HPV 16, 18, 1a
mot trong nhiing nguyén nhan quan trong cua ung thu khaong miéng,
hong miéng.
1.3. Dich té

UTDC dimg hang thir sau vé ty 1¢ mic bénh, chiém khoang 10%
téng s6 cac loai UT. Bénh thuong duogc chan doan & do tudi sau 50.
Nguy co mic bénh ting 1én cing vé6i tudi. Ty 1¢ nam/nit 1a khoang
2,5/1. Theo Globocan 2012, ty 1€ mic chuin theo tudi cta Ut khoang
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miéng, UT vung hong, UT thanh quén tuong tng la 3,3/100.000,
2,7/100000, va 2,7/100000.

1.4. Tién trién tw nhién ciia bénh

1.5. Chén doan xic dinh

1.5.1. Chén dodn ldm sang

Néu cac tridu chung bat thuong cua dudng ho hap va tiéu hoa trén
trén ton tai trong thoi gian trén 3 tuan khong giai thich dugc can nghi
té1 UT va nén dugc khdm bdi cac nha ung thu hoc c¢6 kinh nghiém.

- Kham u nguyén phat: can bao gdm hoi bénh, danh gia can than va
toan dién ving tai, miii, miéng, hong, quan sat gian tiép qua guong,
guan sat qua ndi soi.

- Kham hé théng hach cb
1.5.2. Can ldm sang
1.6. Chéan do4n giai doan

Chan doan giai doan bénh dua theo xép loai cia American Joint
Committee on Cancer (AJCC) — 2010.

1.7. Piéu tri
1.7.1. Phéiu thudt

Phau thuat d6i v6i u nguyén phat bao gdm cét bo u va cac td chuc co
lién quan. Sinh thiét tue thi 1a cAn thiét dé dam bao c6 mot dién cit sach &
chu vi va & day. Dé c6 mot dién cit sach, c6 thé phai loai bo ca nhiing t6
chtrc bi xam lan nhu day ludi, xuong ham, thanh quan, mot phé‘m thuc
quéan cb... PT rong rai doi hoi di kém véi cac ki thuat tao hinh va phuc
hoi chirc ning day du. Mot khéi u duge xem la khong co kha ning PT
néu d3 xam lan rong khién phau thuét vién cho ring khong thé 14y bo t6
chirc UT hoic PT khong thé gitp kiém soat bénh ngay ca khi co diéu tri
bd tro. Nhin chung, khi khéi u da thAm nhiém nén so,cac cu tric cd siu,
cac mach mau 16n, déu c6 két qua diéu tri PT kém. PT rong rai doi hoi di
keém voéi cac ky thuat tao hinh va phuc hdi chirc nang dﬁy du.

PT nao vét hach ¢b bao gé)m k¥ thuat vét hach tri€t can va vét hach
chon loc.

1.7.2. Xa tri

XT 1a phuong phap diéu tri triét can dbi véi UT giai doan som & mot

sO vi tri va cho két qua tuong duong véi PT. Dbi véi giai doan lan tran
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tai ving, XT hozc HXT sau md gitip lam giam ty 1¢ tai phat va cai thién
vé sdng thém so voi phau thuat don thuan.

Bén canh cac chi dinh diéu tri triét can, XT cling 1a mét trong céc
phwong phép gitip giam nhe triéu ching cho UT & giai doan cudi. Véi
vai trd giam dau, chdng chén ép, giam chay méau, XT gop phan khong
nho trong viéc ning cao chat lugng séng cho ngudi bénh UT.
1.7.2.1. Phwong phdp chiéu xa

Xa tri tir xa 12 phuong phép chiéu chum tia buc xa gom tia Y ( Co-
60), tia X (may phat chum dién tir) duoc tao ra tir mot ngudn xa ngoai
co thé hudng vao vung ton thuong trong co thé ngudi bénh. Phuong
phap nay duogc chi dinh cho hau hét cac UT dau cb vi vay duoge coi la
phuong phap XT co bén.

May XT gia tde: La thiét bi lam tang tdc chum hat (dién tu, proton,
alpha) dén mot gia tri ning luong nao do, tao nén cac tia birc xa him
(tia X) Photon hodc cac chum hat Electron c6 tac dung tiéu diét té bao
UT.

Nhu vay, tiy theo vi tri ton thuong ma trong qua trinh 1ap ké hoach
diéu tri c6 thé lya chon loai tia va mirc ning luong thlch hop nham han
ché t6i mirc thip nhit cac tac dung khong mong mudn va nang cao tbi
da hiéu qua ti€u diét khéi u cta tia bire xa.

Xa tri 4p sat duoc chi dinh phdi hop voi xa ngoai dbi véi giai doan
s6m ctia mot s6 UT nhu ludi, san miéng, amydal, vom miii hong,...cho
két qua t6t. Phuong phap nay cling co vai trd trong diéu tri cac truong
hop tai phat, hodc tién trién sau XT.

K§ thuat xa tri diéu bién liu (IMRT) duoc ra doi tir nhitng nim
1990, 14 phuong phap méi cho phép tap trung liéu xa vao dién u va
giam tdi da anh hudng t6i cac ving lan can . Trong XT ddi voi UT dau
co, k¥ thuat IMRT cho phép tranh dugc cic bién ching & tiy séng va
tuyén nudc bot mang tai.
1.7.2.2. Liéu chiéu xa

Liéu chiéu xa d6i v6i u nguyén phat va hach c6 phai dat khong dudi
70Gy. Trong trudng hop hach ¢6 c6 nguy co thip, lidu xa ving cb c6
thé giam xudng toi 50Gy. Phan liéu 2Gy/ngay duge ap dung phd bién
tai nhiéu trung tam.



1.7.3. Diéu tri héa chit

Hoa tri liéu ngay cang c6 thém nhiéu vai tro trong diéu tri UTDC.
Tu chi dinh diéu tri cho giai doan mudn, hoa tri da chimg minh duoc loi
ich khi phdi hop dong thoi v6i xa tri cho UT giai doan som, hay hoa tri
tan bo trg gitp tang ty 1é bao ton thanh quan trong UT ha hong, thanh
quan. T nhimg loai hoa chit cd dién nhu Cisplatin, Carboplatin,
Methotrexat, 5 Fluorouracil, nhitng hoa chat méi cling déan dan dugc thu
nghiém va chimg minh tinh hiéu qua trong diéu tri UTPC nhu
Paclitaxel, Docetaxel, Gemcitabine, ...tao nén ngay cang nhiéu lua
chon BT.
1.7.3.1. Hoa xa tri d&ng thoi

Céc nghién ctru cho thiy hoa tri 1am tang nhay cam cua té bao ung
thu voi tia xa khi dung dong thoi. Mot s6 tac nhan hoa chét ciing nhu
phac dd da hoa tri liéu da duoc 4p dung trong diéu tri hoa xa ddng thoi
va cho nhitng két qua kha quan. Bén canh d6, viéc sir dung dong thoi
hoa chit véi tia xa khong 1am ting bién ching viém niém mac cuia tia
xa, tuy nhién, tac dung phu lén hé tao huyét tang dang ké, dic biét 1a
thiéu mau.
1.7.3.2. Héa tri bé tro trude

Ho4 tri tdn cong trude cac phuong phap diéu tri tai ving da duogc
nghién ctru nhim muyc dich bao tén co quan cho cic truong hgp UT ha
hong, thanh quan lan tran tai ving.

1.7.4. Piéu tri dich

Gan day ngudi ta di tim thdy mdi tuong quan giita boc 16 EGFR va
cac bién doi trong chu trinh té bao, 1am ting kha ning xam lan, ting kha
ning sinh mach va giam kha nang ty chét ctia té bao khdi u, giam nhay
cam cua té bao u v6i cac phuong phap diéu tri.

Cetuximab, khang thé don dong tac dong vao viing ngoai té bao cia
EGFR, 1a tac nhan dugc nghién ciru nhidu nhit. Trong cic nghién ciru
tién 1am sang, cetuximab da chung té dugc kha nang chan thu thé EGF
va duong dan truyén ma né hoat dong.

Theo nghién ctru phase III da trung tdm ctia chau Au thuc hién trén
442 bénh nhan UTDPC giai doan III, IV tai phat hodac di can cua
Vermorken J B va cs, thém cetuximab vao phac d6 hoa chét co cisplatin
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giam nguy co tir vong 1én dén 20%, séng thém trung vi 1a 10,1 thang so
v6i 7,4 thang & nhom diéu tri hoa chat don thuan. Bao cao két qua 5 nim
ctia nghién ctru phase 111 ciia Bonner va cs cho thiy, thém cetuximab vao
xa tri chuan cho phép cai thién séng thém mot cach co ¥ nghia.

Véi co ché tac dung tuong tu Cetuximab, Nimotuzumab nhan ra
EGFR cuia nguoi va e ché gin EGF vao thy thé ciia nd, qua d6 c6 hiéu
qua diéu tri cho cac UT boc 16 thu thé EGF nhu UT phéi khong phai té
bao nho, Glioma, UTBM vung déu co,...

Tir nhitng bang chimg ban dau, c¢6 thé thdy Nimotuzumab khi két
hop véi XT da bude dau cho thay co hiéu qua trong diéu tri UTBM té
bao vay ving du cd bang cach giam boc 10 EGFR, giam ting sinh
mach méu, giam tang sinh u. Mirc lidu 200mg goi y 1a liéu hop 1y véi
tac dung tdt va doc tinh chép nhan duoc.

Theo bao céo cta tac gia Rodriguez, 106 BN UT té bao vay ving
dau cd giai doan lan rdng tai vung dugc chia mot cach ngéu nhién vao
hai nhom XT c6 hodc khong két hop véi Nimotuzumab. Ty 1& dap tng
hoan toan & hai nhom tuong Gng la 59,5% va 34,2%, su khac biét c6 y
nghia thong ké véi p=0,028. Song thém trung binh va trung vi lan lugt
12 20,31 va 11,77 thang. So sanh giita hai nhom, sdng thém cta nhom
diéu tri khang thé 1a 21,71 va 12,5 thang; ciia nhém gia dugc 1a 17,71
va 9,47 thang.

Theo Krishnamurthy, ty 1é dap tmg tang c6 y nghia ¢ nhom thém
Nimotuzumab vao hoa xa tri chudn (100% so v6i 70%, p =0,02) hoac
vao TX don thuin (76% so v&i 40%, p=0,023). Sau thoi gian theo dbi
30 thang, ty 1& séng con 13 69,57% Nimotuzumab — hoa xa tri; va la
21,74% & nhom hoa xa tri don thuan, véi p=0,0011.

Cac nghién ctru cling chi ra mAb khong lam tang tac dung phu cua
xa tri hodc hoa xa tri. Cac phac dd c6 mAb déu dugc dung nap tdt.

Tai Viét Nam, vi 13 thudc méi nén cho dén thoi diém nay chua co
nghién ctru nao danh gia két qua diéu tri mAb khang EGFR dbi véi
UTDC.

1.7.5. Chi dinh diéu tri theo tirng vi tri u nguyén phdt
1.7.6. Chi dinh diéu tri theo giai doan bénh
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CHUONG 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twong nghién ciru

Bénh nhan ung thu dau cb v6i chan doan mod bénh hoc 1a ung thu
biéu mé té bao vay & giai doan III, IVA, IVB.
2.1.1. Tiéu chudn lwa chon bénh nhin

-UTBM té bao vay cua cac vi tri khoang miéng, hong miéng, ha

hong, thanh quan, giai doan III, IVA, TVB theo AJCC 2002.

~Tubi 18-70

-Pugc khang dinh bang két qua MBH

-Diéu tri lan dau

- Chi s toan trang (Performance status - PS): 0-2

-Bénh nhan dong y tham gia vao nghién ctru, c6 ky gidy chap nhan

diéu tri.

2.1.2. Tiéu chudn logi trir

- Ung thu cua tuyén nudc bot, UT cic xoang mit, UT vom mili
hong, UT da, UT moi, mép

- C6 chi dinh phau thuat triét can

- Di can xa

- C6 tién st bénh UT khac

- Pi timg diéu tri hoa chat, XT hodc diéu tri cac thudc khang EGFR

- C6 bénh man tinh ning phdi hop (tiéu dudng, cao huyét ap, nhiém
HIV, viém gan virus...) dan dén chéng chi dinh diéu trj hoa chét hodc
khang thé don dong khang EGFR

- Phu nir ¢6 thai hodc cho con bt

- Puoc biét hodc nghi ngd qua min véi bat ky thanh phan nao cua
Nimotuzumab hoéc Cisplatin.
2.2. Dia diém va thoi gian nghién ciru

Bénh nhan duoc diéu tri tai bénh vién K (cho phép I?iy vao nghién
ciru nhom bénh nhéan dugc diéu tri phéi hop hoa tri tai bénh vién Hitu
Nghi do nghién ctru vién tryc tiép thuc hién va xa tri tai bénh vién K).

Thoi gian diéu tri tir 6/2010 dén 6/2013
2.3. Phuwong phap nghién ctru:
2.3.1. Thiét ké nghién ciru: Can thiép 14m sang c6 d6i chung.
2.3.2. Cé méu va chon méu
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C& mau tinh dugc tdi thiéu 1a 41 bénh nhan cho mdi nhém. Chon
mAu theo nguyén tic bat thim ngau nhién.
2.3.3. Ky thudt va cong cu thu thdp thong tin
2.3.4. Cic buéc tién hanh
2.3.4.1. Pdnh gid trudc diéu tri

- Chi s6 toan trang

- Xac dinh vi tri, kich thudc, sb luong t6n thuong u va hach.

- Chan doan mé bénh hoc

- Xép giai doan

- Pénh gia kha ning phau thuat:

Mot khéi u duoc xem 1a khong c6 kha ning PT néu da xam 14n rong
khién phau thuat vién cho rang khong thé 1y bo té chitc UT hodc PT
khong thé giup kiém soat bénh ngay ca khi co diéu tri bd trg. Nhin
chung, khi khdi u d3 thAm nhiém nén so,cac cu tric cb siu, cac mach
mau 16n, déu co két qua diéu tri PT kém va duoc cho la khong co6 kha
nang ph?lu thuat. Viéc danh gia kha nang phﬁu thuat duoc thuc hién bai
céc phau thuat vién dau co giau kinh nghiém ctia bénh vién K.

- Xéc dinh t6n thwong dich:

M&i BN sé& dugc chon tir 1 dén 3 ton thuong dich. Ton thuong dich
phai 1a ton thuong c6 kich thudce 16n nhat do dugc trén 1am sang, hodc
c6 thé dé dang do duoc kich thudc bang ndi soi hodc cic phuong tién
chan doan hinh anh nhu CT scanner hay MRI cat mdi 10mm hodc day
hon. Nhimg ton thuong dich & néng duoc do kich thudc bang thudc,
tinh don vi mm. Ut tién chon ¢ u ha hach néu c6 thé.
2.3.4.2. Tién hanh diéu tri

* Cac ché pham diing trong nghién ciru

- CIMAnher

- Cisplatin

* Phuong tién xa tri

*Céc phac db diéu trj

- Nhom can thiép:

- CIMAher 200mg hang tuan trong 6 tuan lién tuc: dugc pha trong 250ml
dung dich mudi ding truong va truyén tinh mach lién tuc trén 60 phut

- Cisplatin 30mg/m? hang tuan trong 6 tuan lién tuc: dwoc pha trong
dung dich mudi ding truong va truyén tinh mach lién tuc trén 2h.

- Xa tri: 2 Gy/ngay; 5 budi/tudn; Tong liéu dat 70 gy vao u va hach
di can trén 1am sang, dy phong hach c¢6 50 Gy.



- Nhém doi chirng

- Cisplatin 30mg/m? hang tuin trong 6 tuan lién tyc: dwoc pha trong
dung dich mudi dang truong va truyén tinh mach lién tyc trén 2h.

- Xa tri: 2 Gy/ngay; 5 budi/tuan; Tong liéu dat 70 gy vao u va hach
di can trén 1am sang, du phong hach ¢6 50 Gy.

* Pidu tri, du phong tai bién, cham séc két hop

* Xir Iy tai bién diéu tri

* Chuéan bi va 1ap ké hoach xa tri

* Tiéu chuin dung xa tri

* Tiéu chuan dimg hoa chat va mAB
2.3.4.3. Theo déi trong va sau diéu tri
2.3.5. Cdc bién so va chi so nghién ciru

- Panh gia dap wng: 8-12 tuan sau xa tri. Tiéu chuan RECIST.

- Panh gi song con: Kaplan — Meier

- Panh gi4 tac dung khéng mong mudn: theo tiéu chuin Common
Terminology Criteria for Adverse Events v3.0 (CTCAE)
2.4. Xir Iy s6 ligu

S lidu duge xur 1y bang phan mém thong ké SPSS 16.0. Phan tich
song thém theo phuong phip Kaplan-Meier. Phuong phap kiém dinh
Log rank dugc sir dung dé danh gia su khac biét cua cac ty 1& ¢ nhiing
nhom bénh nhan khac nhau. Test y? duoc sir dung cho bién sb dinh tinh
va test t dugc s dung cho cac bién s dinh lugng. Nham loai bé céc
yéu t6 nhiéu, chung t6i st dung k¥ thuat phan tich hdi quy da bién.
2.5. Han ché sai s6 trong nghién ciru

- Chon bénh nhan ngﬁu nhién.

- Pic diém bénh nhan twong dong giita hai nhom vé tudi, nhom giai
doan bénh, MBH, thé trang.

- Céc bién s6 nghién ciru c6 dinh nghia rd rang.

- Két qua nghién ciru dugce str dung phuong phép da bién dé loai bo
cac yéu t6 nhidu.
2.6. Pao dirc nghién ciru
o Cho téi nay, phac d6 HXT cé Cisplatin 1a phac d6 diéu tri phd bién

d6i véi UTBM té bao vay ving dau cd giai doan lan tran tai ving.
o Vai trd va tinh an toan ciia Nimotuzumab (CIMAher) trong diéu tri
UTDC da dugc chirng minh qua cac thir nghi¢m lam sang.
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o Nguoi bénh duoc giai thich ki vé bénh tat, phuong phap diéu tri, va
nhiing nguy co c¢6 thé xay ra. Trude khi diéu tri, BN phai ky gidy
cam két.

o Nguoi bénh dugc cham soc, dy phong, xir 1y nhitng tac dung khong
mong muén ciia PT.

o Phai dimg diéu tri ngay khi thiy c6 dau hiéu cua benh tién trién,
hodc khi c6 xudt hién cac tac dung khong mong muén nghiém
trong, hay khi dugc xac dinh 1a khong dung nap thude.

CHUONG 3
KET QUA NGHIEN CUU
3.1. Pic diém chung
Bing 3.1. Pic diém vé tuéi, gici

ez Nhom can thi€p Nhom doi chirng
Dic diém N % N % p
Nhém tuoi
30-39 4 9,3 2 4,5
40-49 9 20,9 9 20,5 >0,05
50-59 21 48,0 25 56,8
> 60 9 20,9 8 18,2
Gidi
Nam 40 93 42 95,5 >0,05
Nir 3 7 2 4,5
Bing 3.2. Vi tri khéi u
n Nhém can thiégp | Nhém ddi chirng P
N % n %
Khoang miéng 11 25,5 15 34,1
Hong miéng 10 23,3 8 18,1
Ha hong, 22 51,2 21 47,8 >0,05
thanh quan
Tong 43 100 44 100
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Bing 3.3. Chén dodn giai doan, mé bénh hoc va chi sé toan trang

2 Nhom can thiép Nhém dbi chirng
Dic diem p
n % n %
T
1 0 0 0 0
2 2,3 2,3
3 13 30,2 16 36,4 ~0.05
4A 20 46,5 20 455
4B 9 20,9 7 15,9
N
NO 13 30,2 16 36,4
N1 12 27,9 12 27,3 >0,05
N2 12 27,9 12 27,3
N3 6 14,0 4 91
Giai doan
Il 7 16,3 14 31,8
IVA 22 51,1 19 43,2
IVB 14 32,6 11 25
PO mé hoc
| 6 14 6 13,6
Il 29 67,4 34 77,3 ~0.05
Il 8 18,6 4 91
PS
26 60,5 21 47,7
13 30,2 18 40,9 >0,05
2 4 9,3 5 11,4




3.2.P4nh gia két qua diéu tri

3.2.1. Ty I¢ ddp ting

Bing 3.4. Dinh gid ty I¢ ddp vim

12

trén hai nhom bénh nhan

Nhom CT Nhom BC Hai nhém
Do dap ng
n % n % n %
Khdi u
Hoan toan 25 | 581 | 17 | 386 | 42 | 483
Mbt phin 14 | 325 | 14 | 318 | 28 | 322
Khoéng dap tng 2 47 9 | 205 | 11 | 126
Tién trién 2 4,7 4 9,1 6 6,9
Téng 43 | 100 | 44 | 100 | 87 | 100
Hach
Hoan toan 14 | 46,7 | 9 | 321 | 23 | 397
Mbt phan 11 | 367 | 14 | 500 | 25 | 431
Khoéng dap ung 2 6,6 2 7,1 4 6,9
Tién trién 3 10,0 3 10,8 6 10,3
Téng 30 | 100 | 28 | 100 | 58 | 100
Pap tng chung
Hoan toan 21 48,8 15 34,1 36 41,4
Mot phan 16 | 372 | 16 | 364 | 32 | 368
Khoéng dap (g 4 9,3 6 | 136 | 10 | 115
Tién trién 2 4,7 7 15,9 9 10,3
Téng 43 | 100 | 44 | 100 | 87 | 100
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Bing 3.5. Ty I¢ ddp iing chung theo cdc dic diém bénh hoc

Nhom can . Ao oo
Diic didm thiép Nhom doi chirng D
n % n %
U vung hong
Co dap ing 27 93,1 20 71,4 0045
Khoéng dap ung 2 6,9 8 28,6 ’
Tong 29 100 28 100
T4A,T4B
Co dap ing 23 79,3 14 51,9 005
Khoéng dap ung 6 20,7 13 48,1 ’
Tong 29 100 27 100
PO mo hoc 2,3
Co dap ing 32 86,5 26 68,4 005
Khoéng dap ung 5 13,5 12 31,6 ’
Tong 37 100 38 100
Giai doan IV
Co dap tng 32 88,9 17 56,7 0.008
Khong dap ung 4 11,1 13 43,3 ’
Tong 36 100 30 100

3.2.2. Ty I¢ song thém toan bé

1.0

o =] =]
S @ w
| 1 1

Ty I& séng con toan bd

2
i
1

0.0

p =0,015

T T
Q 5]

T
12

T T
18 24

Theéi gian (thang)

T
30

T
38

T
42

Mham
—7 Can thigp
~I1 Bé&i ching

Biéu d6 3.1. Thoi gian séng toan bé ciia hai nhém
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Bing 3.6. Thoi gian song toan by trung binh va trung vi

Trung binh Trung vi
Nhom Gia tri SD Gia tri SD p
(thang) (thang)
CT 24,6 2,35 20,0 3,79
bC 17,9 2,15 13,0 1,28 0,015
Chung 21,3 1,63 18,0 2,27

e Cac truong hop T4, u & ha hong-thanh quan, di can hach cd, giai doan IV,
d6 mé hoc 2,3: ¢6 uu thé vé séng con toan bd & nhoém can thiép.

e Phan tich da bién cho thiy tinh trang di can hach 14 yéu t& anh huong
dén két qua diéu tri khi két hop khang thé don dong vao HXT.

3.2.3. T¥ 1¢ séng bénh khéng tién trién

Nhém

Can thiép
~I7 B3 ching

p=0,016

Ty 1& séng khéng tién trién

0.0

T T T T T T T T
) & 12 18 24 30 36 42

Théi gian (thang)
Biéu d6 3.2. Thoi gian séng khong tién trién ciia hai nhém
- Ty 1¢ séng khong tién trién ctia hai nhom & thoi diém 12 va 24
thang lan luot 1a 64,2% va 37,4% & nhoém can thi€p so véi 39,5% va
21,3% & nhém dbi chimg. Khac biét ¢6 ¥ nghia thong ké p=0,016.
- O cac nhom bénh nhéan dudi 55 tudi, T4, giai doan IV, di can hach cb,
d6 mod hoc 2,3: Uu thé vé séng con khong tién trién & nhom can thiép.
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3.3. Panh gia cac tac dung khong mong mudn
Bing 3.7. Phin teng do truyén khdng thé don dong

Can thiép Doi chirng Tong
TorMM ) ) )
Pau dau 2 0 2
Nong bung 2 0 2
Ngtra 2 0 2
Sot 0 0 0
Run 0 0 0
Shock truyén 0 0 0
Tong 43 44 87
Bdng 3.8. Tac dung khong mong muén trén hé tao huyét
, A Pj L, 1L, 111, IV pj 111, IV
Tac dung kl;ong - DC cT DC
mong muon p
(%) | (%) (%) | (%)
Giam BC hat 21 31,8 | >0,05 | 0,0 0,0
Giam Hgb 30,2 | 38,7 | >0,05| 0,0 2,3
Giam tiéu cau 2,3 6,8 - 00 | 00

Bang 3.9. Tac dung khong mong mudn ngoai hé tao huyét

Téc dyng khong o 1, 11, 111, IV bé 111, IV
mm;g rubn CT | PC ) CT | PC
(%) | (%) (%) | (%)
Budn nén 372 | 36,4 |>005| 0,0 2,3
Nén 395 | 455 |[>0,05| 00 | 23
Suy than 2,3 0
Tang men gan 11,6 6,8 - 0,0 0,0

Viém da vung xa 60,5 50,0 | >0,05 2,3 0,0

Ban da 47 0,0 - 0,0 0,0

Viém niém mac 88,4 88,6 | >0,05| 25,6 | 20,5 | >0.05
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Bing 3.10. Tri hoin diéu tri do tic dung khéong mong muon

Thoi gian tri Can thiép Poi chirng
hoin diéu tri (N) (N)
Duéi 1tuan 37 (86%) 40 (90,1%)
1 -2 tuan 4 4
2-3 tuan 2 0
Dumng diéu tri 0 0
T vong 0 0
Tong 43 44
CHUONG 4
BAN LUAN

4.1. Dic diém bénh nhan

Khong c6 khéac biét co ¥ nghia thong ké giita hai nhom vé cac dic
diém chung nhu tudi, gidi, ty 1€ méc bénh phéi hop, ty 1€ nghién ruou,
thudc 14.

Cac dac diém bénh hoc nhu vi tri, kich thudc u, di can hach, T, N,
giai doan, dd mé hoc, chi sb toan trang: khong c6 khac biét c6 y nghia
thong ké.

4.2. Panh gia két qua diéu tri
4.2.1. Ty I¢ dap irng

Pap mg diéu tri dugc danh gia dua trén tiéu chuan dap g cua khoi
u dic RECIST 1.0. Theo d6, ching t6i xac dinh ton thwong dich trudc
khi diéu tri dé danh gia dap ung. Ton thuong dich 1a nhiing tén thuong
do dugc trén 1am sang, qua noi soi hay qua cic phwong tién chan doan
hinh anh nhu CT scan, MRI. S6 ton thuong dich chung t6i chon téi da
1a 3, uu tién chon ca u va hach néu c6 thé. Panh gia dap tmg duwa trén
thay d6i tong cac duong kinh 16n nhat ctia cac ton thuong dich va su c¢6
hay khong xut hién cac ton thwong méi. Tuy nhién, nhdm danh gia cu
thé hon, ching t6i ciing dua ra nhiing két qua vé mic do dap mg riéng
cua u va hach.

Dap tmg khdi u clia ca hai nhom 1a 80,5%, véi 48,3% dap tmg hoan
toan va 32,2% mot phan. Pap mg hach cta hai nhém 1a 82,8%, trong
d6 39,7% dap tmg hoan toan va 43,1% dap ng mot phan. Pap ung
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chung cta hai nhom la 78,2% véi 41,4% dap ing hoan toan va 36,8%
dap ung mot phan. Theo Krishnamurthy, trong s6 40 BN duoc diéu tri
hoa xa c6 hodc khong cdé Nimotuzumab, 34 trudng hop cé dap ting mét
phan hoic hoan toan, chiém ty 18 85%, trong dé dap tmg hoan toan la
32 trudng hop, chiém ty 1& 80%. Ty 1¢ dap (mg ctia nghién ctru nay cao
hon mét chut so vdi trong nghién ctru cua ching t6i voi khac biét o rét
1a ty 1¢ dap img hoan toan. Nguyén nhén c6 thé 1a do trong nghién ctru
nay, nhom tac gia chi thu nhén giai doan III, IVA (T1-4a, NO-2), loai di
T4b, N3, 12 nhitng truong hop u 16n va xam 1a 1an rong, kich thudc hach
l6n trén 6 cm, do vay c6 dap ung kho khan voi diéu tri tia xa, hodc héa
xa tri. Mot s6 nghién ctru trong nudc cling dé cap dén ty 1é dap Gmg véi
diéu tri hoa xa nhung 1a dbi v6i mot sb vi tri u cu thé nhu UT ha hong
thanh quan, UT amydan. Theo Ng6 Thanh Tung, ty 1€ dap tng u 1én
dén 100% (dap tng hoan toan va mot phan 1an luot 13 71,7% va 28,3%),
dap ung hach cling cao hon so vdi nghién ctru ciia ching t6i voi ty 1€ 1a
95,4% (62,8% dap (mg hoan toan va 32,6% dap tng mot phan). Trong
nghién ctru nay, viéc danh gia dap ung duoc tién hanh ngay sau diéu tri,
6 kiém tra lai sau két thiic diéu tri 4 tuan. Trong nghién ctru ctia chiing
toi, viéc danh gia dap ung dugc theo déi mudn hon nhim danh gia duoc
hét hiéu qua cua viéc DT tia xa. Theo tac gia Lam Puc Hoang, UT
amydan dat dap mg cao sau diéu tri hoa xa tri v6i 80% dap ing mot
phan va 19% déap tmg hoan toan. Mot mit vi trong nghién clru nay, cac
BN chi yéu ¢ giai doan III, IVA, mit khac UT amydan van dugc xem
12 UT c6 két qua diéu tri cao trong nhém UT biéu mé vay vung dau cd.

Viéc két hop thém mADb khang EGFR vao XT lam ting ty 18 dap tng
trén nhiéu nghién ctru. Theo tac gia Rodriguez, dap ing hoan toan cua
nhém BN diéu tri két hop Nimotuzumab véi XT 13 59,5%, so véi nhom
XT - gia duoc 14 34,2%. Khac biét c6 ¥ nghia thong ké véi p=0,028 cho
thdy viéc két hgp thém Nimotuzumab lam ting dap img hoan toan so
v6i nhém XT don thuan. Tuong ty nhu vdy, trong nghién ciu cua
Krishnamurthy va cs, Nimotuzumab lam tang dap ung hoan toan mot
cach ¢6 ¥ nghia khi két hop v6i XT (76% so véi 37%, p=0,023) .

Ngoai ra, Nimotuzumab ciing 1am ting ty 1¢ dap tmg khi phdi hop
v6i HXT trong nghién ctru ctia Krishnamurthy va cs. Véi 20 Bn mbi
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nhom, khi két hop thém Nimotuzumab, dap tmg toan bd (bao gdm dap
{rmg hoan toan va dap (mg mot phan) 1én dén 100%, so véi 70% & nhom
hoéa xa tri don thuan, p=0,02.

Trong nghién clru cta ching t6i, dap Gmg u ctia nhom can thiép va
dbi chung lan luot 1a 90,6% va 70,4%, khac biét co ¥ nghia théng ké
vdi p=0,029. Ty 1€ dap ung hach va dap tng chung cao hon & nhém can
thiép so v6i nhom ddi ching, tuy nhién khac biét khong co y nghia
thong ké. Ty 1é dap tng hoan toan ciing c6 phan cao hon ¢ nhom can
thiép nhung su khac biét khong co ¥ nghia thong ké. Do sé lwong bénh
nhan trong nghién ctru con han ché, nhimng két qua ban dau chua du sirc
thuyét phuc can dugc khang dinh thém bai nhitng nghién ctiu véi ¢
mau 16n hon.

4.2.2. Ty Ié séng con

Theo két qua nghién ciru, wru thé vé séng con toan bo di khang dinh
loi ich ciia viéc két hop thém mAb khang EGFR. Cuy thé 1a ty 1& song
con 12 thang va 24 thang la 75,1% va 48% & nhom can thiép so vdi
54,4% va 29% & nhoém d6i ching, song con trung vi 1an lugt 1 20 théang
& nhom can thiép va 13 thang & nhom ddi ching, khac biét c6 y nghia
thong ké véi p=0,015. Két qua nay duoc lap lai ddi v6i séng con khong
tién trién. Qua do cho thay ty 1& séng con khong tién trién ctia hai nhom
& thoi diém 12 va 24 thang 1an luot 13 64,2% va 37,4% & nhom can
thi€p so voi 39,5% va 21,3% & nhom dbi chung, khac biét ciia hai nhom
¢6 ¥ nghia thong ké vai p=0,016.

Mot s6 thir nghiém 1am sang 16n da chi ra hiéu qua cia cac mAb
khang EGFR khi két hop vao XT hoac hoa xa tri chuén. Theo Bonner
JA va cs, két hop Cetuximab vao XT ting séng con trung vi tir 29,3
thang 1én 49 thang, giam tr vong 27% véi p=0,018; séng con 5 nam
toan bo tir 36,4% 1én 45,6%; séng con khong tién trién trung vi ting tir
12,4 thang 1én 17,1 thang (p=0,006); ty 1¢ song khong tién trién & hai
nam tang tu 37% lén 46%.Trong nghién ciru cua minh, Rodriguez MO
va cs két hop thém mAb Nimotuzumab vao XT ciing thiy két qua tuong
ty v6i sdng thém trung binh va trung vi ciia nhom dicu tri khang thé 1a
21,71 va 12,5 thang; ctia nhom gia dugc 1a 17,71 va 9,47 thang. Nhu
vy ¢ thé noi viéc 1am ting hiéu qua khi két hop thém mAb khéang
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EGFR 14 5 rang. Két qua sdng con toan bo trong nghién ctru ctia ching
t6i thip hon trong nghién ctru cia Bonner dugc giai thich 1a do ddi
tugng nghién ciru khac nhau vé vi tri u (nghién ctru ctia Bonner khong
¢6 UT khoang miéng), ciing nhu vé giai doan bénh, trong nghién ctru
cua Bonner khong léy vao giai doan IVB, la giai doan u lan rong, hach
16n, dap ung DT hét sirc kho khan va két qua BT kém.

Déi véi viee két hop mAb khang EGFR vao phac dd hoéa xa tri, mot
nghién ctru ciing cho két qua twong ty nghién ctru cua ching t6i, d6 1a
nghién ctru pha II cia Krishnamurthy R va cs. Qua d6 sdng con 2 nim
1a 39,13 % & nhom ddi ching va 76,28% & nhom két hop thém khang
thé, p=0,007. Séng con trung binh 1a 23,69 thang ting 1én thanh 43,62
thang khi két hop thém khang thé. Vi tiéu chuan loai trir ¢ giai doan
IVB, nén nghién ciru nay co két qua séng con cao hon. Tuy nhién, vai
trd ctia Nimotuzumab khi két hop voi hoa xa tri chuén ciing dugc khing
dinh twong ty nhu trong nghién ctru cua ching toi.

Overall Survival for CT+RT+b-R3 and CT+RT treatments arms - ITT Population

0.75 4
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T T T T T T T T
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STRATA Arm=CT+RT ) Censored Arm=CT+RT
Arm=CT-RT=h-R3 Censored Arm=CT+RT-h-R3

Biéu db 4.1. Két qud thoi gian séng toan bj theo Krishnamurthy

Tuy nhién, hiéu qua cta phac d0 mAb khang EGFR - hoa xa tri
khéng dugc khing dinh trong nghién ctru mang sé hiéu RTOG 0522
ciia Ang KK va cs. Trong thoi gian tir 11/2005 dén 3/2009, 895 BN
dugc chia thanh hai nhom dé danh gia. Budc dau cho thiy khong cé su
khac biét vé séng con va song con khong tién trién. Két qua nay duoc
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giai thich 14 do khang thé don dong Cetuximab dung trong phac dd bd
ba ¢6 liéu trinh quéa ngén dé dat hiéu qua.

Tuong tu nghién ctru RTOG 0522, cling chwa cé nghién ctru nao chi
ra duoc wu thé Cetuximab so voi HT khi két hop véi XT. Theo tac gia
Ghi MG, két hop cisplatin v6i XT dem lai nhiéu sy hai 1ong hon cho
BN va it bi gidn doan DT do tac dung phu ma hi€u qua khong thua kém
phac db cetuximab - XT. Khong gidng nhu Nimotuzumab, c6 vé nhu 1a
Cetuximab chua khéng dinh dugc tinh vu viét khi so sanh véi HT trong
phac d6 két hop voi XT, ciing nhu v6i hoa xa tri. Chung ta s& cho doi
két qua cap nhat ciia nghién ctru RTOG 0522 va nghién ctru chua cong
b6 RTOG 1016.

Bing 4.1. Higu qud ciia mAb khing EGFR khi két hop véi XT hodc
héa xa tri trén song con toan by
Thoi gian  Nhom NC Nhom

Tac gia/NC

theo doi (%) ching (%)

Bonner J A 2 nam 62 55 > 0,05

Bonner J A 3 nam 55 45 0,05

Bonner JA 5 nam 45,6 36,4 0,018

RTOG 0522 2 ndm 82,6 79,7 > 0,05
Merlackode SR 30 thang 69,6 21,8 <0,02

N T T Hoa 1 ndm 75,1 54,4 0,015

N T T Hoa 2 nam 48 29 0,015

Bing 4.2. Higu qud ciia mAb khing EGFR khi két hop véi XT hodc

hoa xa tri trén song con khong tién trién

TG Nhéom NC  Nhom chirng

TacgiiNC — odsi (%) (%)

Bonner J A 2 nam 46 37 >0,05

Bonner JA 3 nam 42 31 0,04

RTOG 0522 2 nam 63,4 64,3 >0,05
Merlackode SR 30 thang 56,5 21,7 <0,02

N T T Hoa 1 ndm 64,2 39,5 0,016

N T T Hoa 2 ndm 37,4 21,3 0,016
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Mic du dic diém vé bénh hoc kha giéng nhau nhung dap ng va Kkét
qué diéu tri ciia cac vi tri u c6 nhimng diém riéng. UT hong miéng chiém
ty 1& nhiém HPV cao nhat do vay ciing 12 ndi c6 dap tng t6t vai DT.
Theo Bonner JA, UT hong miéng 14 noi ¢ hiéu qua cao nhat khi diéu
tri két hop Cetuximab va XT. Két qua cta chiing toi cho thay thoi gian
song khong tién trién trung vi cia UT hong miéng & nhom can thiép va
dbi chung c6 khac biét c6 ¥ nghia théng ké voi p=0,007. UT ha hong -
thanh quan ciing thdy vu thé vé sdng con nghiéng vé nhém can thiép.
Trai lai, d6i v6i UT khoang miéng, két qua sdng con khong c6 khac biét
khi két hop thém Nimotuzumab. Mic du khong c¢é diéu kién xac dinh
nhiém vi rat HPV trong cac miu bénh pham, nhung ty 1& nhiém HPV
cao & mot s6 vi tri ung thu dau ¢ ciing c6 thé 1a mot gia thiét giai thich
su khac biét trong két qua diéu tri nhu trén.

Trong nghién ctru cua chung t6i, BN c¢6 di can hach, T4A-B, giai
doan IV A-B c6 két qua DT cai thién 13 khi két hop thém Nimotuzumab
vao hoa xa tri. Pay 1a nhitng truong hop ¢ khdi u 16n, xam lan rong,
hach duong tinh nén c6 tién lwong x4u, kho dat dap tng hoan toan va dé
tai phat. Chinh vi vay, viéc co cai thién song con toan bd hodc sdng con
khong tién trién hodc ca hai d3 md ra mot hudng nghién ciru méi dé co
phuong phap diéu tri thich hop c¢6 thé cai thién két qua diéu tri cho
nhom BN nay. Két qua trong nghién ciru ctia ching toi phu hop véi
nhan dinh ctia Bonner JA v& cai thién hiéu qua khi thém Cituximab vao
xa tri @ nhom BN c¢6 di can hach co.

Do md hoc cao thé hién mirc do biét hoa thép ctia khéi u, thuong biéu
hién 1am sang nang né, d2 di can xa, nhung lai dap ing hon véi hoa, xa tri.
Nhu da dé cap dén ¢ trén, do mo hoc 2, 3 ¢6 ty 16 dap tmg u ting cd ¥
nghia & nhém can thiép so véi ddi chimg. Theo nghién ciru ciia chung t6i,
0 nhom bénh nhén c6 dg c tinh trung binh va cao, séng con toan by & thoi
diém 12 thang va 24 thang & hai nhom lan luot 14 74,9% va 52,7% & nhom
can thiép so véi 48,1% va 20,1% & nhom dbi chimg, khac biét vé sbng con
¢6 ¥ nghia thong ké voi p=0,001. Tuong tyr nhu vay, song con khong tién
trién & thoi diém 12 thang ctia nhom can thiép 1a 68%, ctia nhom dbi chimg
14 30%, khéc biét co y nghia thong ké voi p=0,001. Theo Vermokken JB,
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du 14 @6 mo hoc nao cling th'?iy ¢6 loti ich khi thém Cetuximab vao hoéa tri &
UTDC giai doan mudn.
4.3. Panh gia tac dung khong mong mudn

Poc tinh trén hé tao huyét bao gém giam bach cau va bach cau hat,
giam Hemoglobin (Hgb), giam tiéu cau, chii yéu 1a & d6 LII. Giam Hgb
hay gip nhét v6i 30,2% & nhom can thiép va 38,7% & nhom ddi ching.
Chi ¢6 2,3% & nhém do6i ching giam Hgb d6 I11. Giam bach cau hat chi
o muc d6 LII, voi 21% BN nhém can thi€p va 31, 8% BN nhom dbi
ching. Giam tiéu cau it gip voi ty 1é 2,3% nhom can thiép va 6,8%
nhom ddi chimg. Tuong ty nhu két qua cta ching toi, theo Nguyén
Chan Hung, doc tinh huyét hoc ciia nhom BN hoa xa tri ddng thoi chi
yéu do ¢ 2, giam Hgb thuong gip nhat. Trong nghién ctru cia Ngb
Thanh Tung véi lidu Cisplatin 100mg/m?® mdi 3 tuan, ty 1& cac doc tinh
trén hé tao huyét cao hon két qua nghién ciru ctia chung toi, tuy nhién,
tuong tu nghién cru cua ching t6i, cac doc tinh trén hé tao huyét chi
gap ¢ mic do nhe va vura.

Ty 1& non cia chung t6i thip hon cia tac gia Lam Pirc Hoang voi
51,5% truong hop c6 non, trong dé chu yéu la nén d6 I voi 45,3% cac
truong hop, nén do 11 chi chiém 6,2%. Ty 1é non cao & nghién ctru nay
c6 thé 1a do tac gia sir dung liéu Cisplatin 100mg/ m* mdi 3 tuan.

Mic du Cisplatin c6 doc tinh trén than, tuy nhién voi liéu thap dung
hang tuan va kinh nghiém diéu tri, ty 18 ting ure va creatinin huyét sau
diéu tri khong dang ké, va chi gap 0 mirc do nhe. Chi ¢6 1 truong hop,
chiém ty 1€ 2,3% & nhom ddi chung c6 suy than d6 III, tuy nhién doc
tinh c6 hoi phuc va BN chi bi tri hoan diéu tri trong thoi gian ngén.

Phan tng truyén 13 TDKMM ciia mAb cin duoc luu tam. O cac
nghién ciru co str dung Nimotuzumab, céc phan ting qua man c6 thé gap
v6i mot ty 18 nho va hoan toan c6 thé kiém soat duoc. Theo Crombet T,
nhitng TDKMM xay ra ngay sau truyén Nimotuzumab c6 thé gip 1a sot,
non, budn ndn, cao huyét ap, con rét run, dau dau, mat dinh hudng, dau
ving trudc tim, loan ngdn, dau co. Trong nghién ctru ctia ching t6i, cac
phan tmg qua méan do truyén Nimotuzumab rat it gip, chi 2/43 truong
hop & nhom can thiép ¢ xay ra dau dau, nong birng, ngtra, chiém ty 18
4,7% cho mdi loai. Khong c6 trudng hop ndo xay ra phan tmg mirc do
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ning trong luc truyén nhu shock phan vé. Két qua niay mot lan nita
khang dinh két luan cua cac nghién ctru di trudc vé d6 an toan cao cua
Nimotuzumab.

Trong nghién ctru clia chiing t6i, ban da chi gip ¢ 2 trong s6 43 BN
& nhom can thiép, chiém ty 1¢ 4,7%, ca hai BN déu ¢ d¢ 1, c6 thé kiém
so4t bang kem boi tai chd, va khong anh hudong dén liu trinh diéu tri.
Két qua nay hoan toan phu hgp v6i nhitng nghién ciru khac trén thé gisi
¢6 st dung Nimotuzumab.

KET LUAN

Qua nghién ctru 87 bénh nhan UTBM té bao vay cua dau ¢ dugc
diéu tri tai Bénh vién K tir 6/2010 dén 6/2013 bang phac d6 HXT co
hoic khong két hop voi khang thé don dong Nimotuzumab, ching t6i
rit ra nhimng két luan sau:

1. Két qua diéu tri
-Ty 1€ dap @ng:

e Ty 1é dap ung khdi u: nhoém can thiép 90,6% (dap (mg hoan toan
58,1%), nhém dbi chung 70,4% ( dap ung hoan toan 38,6%).

o Ty I¢ dap tng hach: nhom can thiép 83,4% (dap ung hoan toan
46,7%), nhom ddi chimg 73% (dap tng hoan toan 23%).

e Ty 1€ dap timg chung: nhom can thi¢p 86% (dép ung hoan toan
48,8%), nhom ddi chimg 68% (dap tng hoan toan 36%).

- Sbng con toan b:

e Ty 1¢ séng toan bo 12 thang: 75,1% nhom can thiép, 54,4% nhom
dbi ching; 24 thang: 48% va 29%.Thoi gian sdng toan bd trung
vi: 20 thang nhom can thiép va 13 thang & nhom ddi chimg.

e Cac truong hop T4, u & ha hong-thanh quan, di cin hach ¢, giai
doan IV, d6 md hoc 2,3: ¢6 wu thé vé séng con toan by & nhom
can thiép.

- Sbng con khéng tién trién:

e Ty 1¢ song khong tién trién 12 thang va 24 thang 1a 64,2% va

37,4% & nhém can thiép ; 39,5% va 21,3% & nhom ddi chimg.
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e O cac nhom bénh nhan dudi 55 tudi, T4, giai doan IV, di can
hach ¢d, 0 md hoc 2,3: Uu thé vé séng con khong tién trién &
nhém can thiép.

2. Téac dung khong mong mudn

e Phan tng do truyén khang thé don dong: gap mirc d6 nhe & 2/43
truong hop nhom can thi€p, khong co truong hop nao xdy ra
shock.

e DJc tinh tao huyét va ngoai h¢ tao huyét tuong ty gitta hai nhom,
cha yéu 1a d6 LI

e Ban da: 4,7% ¢ nhom can thiép,mirc do nhe

KIEN NGHI

1. Hoa xa tri ddng thoi v6i Cisplatin 1a diéu tri phd bién dbi véi
UTBM té bao vay ving dau cd giai doan lan tran tai ving.

2. Viéc diéu tri két hop khang thé don dong khang EGFR
Nimotuzumab vao phac dd HXT budc diu cho thiy c6 hiéu qua
va dung nap tot. Tuy nhién, do gia thanh cao, ¢& mau cia
nghién ctru con nhé nén can thém nghién ciru véi ¢& mau 1én
hon dé khang dinh loi ich cua viée didu tri két hop ciing nhu ap
dung diéu tri trén 1am sang.

INTRODUCTION
1. Reason of study:

Head and Neck Cancer (HNC) is a group of cancers derived from
different locations in the upper respiratory and digestive tracks. These
cancers have common pathogenesis, epidemiology, clinical signs and
treatment. They account for 10% of all types of cancer.

Most malignant tumors of the head and neck are derived from
epithelial surfaces, so more than 90% of cases are squamous cell
carcinoma or its variants.

Management of HNC must depend on the anatomical location and
stage of the disease. For the case of local widespread lesion,
chemotherapy with cisplatin combined with radiotherapy gives good
results and is commonly indicated nowadays.
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More than 95% of HNC with squamous cell carcinoma presents

epidermal growth factor, related to a poor response to radiotherapy and
chemotherapy. Monoclonal antibodies (mAb) anti - epidermal growth
factor receptor (EGFR) increase response rates and survival when
combined with radiotherapy or chemotherapy.

In Vietnam, anti-EGFR mAb Nimotuzumab was applied in combine

therapy with chemotherapy or radiotherapy for HNC since 2009, so far
no studies have addressed the effectiveness and safety of this method.
2. Objectives

1. Evaluate the outcomes of Nimotuzumab combined with
chemoradiotherapy for squamous cell carcinoma of the head
and neck stage 111, IVA, IVB at Hospital K from 6/2010 to
6/2013.

2. Assess the adverse drug reaction.

3. Contributions of the thesis

The thesis shows that the anti-EGFR mAb Nimotuzumab
combined with standard radiotherapy and chemotherapy increases
response rates. Thereby, with the combination therapy, the rate of
tumour response have increased significantly, from 70.4% in the
control group (CG) to 90.6% in the intervention group (IG). The
lymph note response and general response rates are also higher in
the group with mAb.

Percentage of overall survival and non-progression survival has
increased in the combination therapy group. Overall survival rate
of 12 months, 24 months was 75.1% and 48% in the intervention
group, 54.4% and 29% in the control group. Percentage of non-
progression survival of 12 months and 24 months was 64.2 % and
37.4% in the intervention group; 39.5% and 21.3% in the control
group. Differences in survival rates of the two groups is
statistically significant.

The thesis also confirmed the safety of combination therapy
Nimotuzumab — radiotherapy and chemotherapy. Unwanted effects
of radiation and chemical treatment including toxicity to
hematopoietic system and other systems does not increase when
combined with mAb. The undesirable effects related to anti-EGFR
mADb such as infusion reactions, skin rashes are presented with a
low rate and mild level.

4. Structure of the thesis:
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The thesis consists of 122 pages with 4 main chapters: Introduction 2
pages, Chapter 1 (Overview) 34 pages, Chapter 2 (Subjects and
Methods) 19 pages, Chapter 3 (Results) 33 pages, Chapter 4
(Discussion) 32 pages, Conclusions and Recommendations 3 pages.

The thesis has 37 tables, 8 pictures and photos and 12 graphs, 109
references (24 in Vietnammess and 85 in English).

CHAPTER 1
OVERVIEW
1.1. Head and neck anatomy
1.2. Risk factors

Drinking and smoking are the main risk factors of the disease.

Human papilloma virus infection (HPV), especially HPV 16, 18, is
one of the important causes of oral cavity and oropharynx cancer.

1.3. Epidemiology

HNC stands at the sixth place of all cancers’ morbidity, accounting
for about 10% of all types of cancers. The disease is usually diagnosed
after the age of 50. The risk increases with age. The ratio male/female is
about 2.5/1. According to Globocan 2012, the age-standardized
incidence of oral cavity cancer, throat cancer, larynx cancer is
3.3/100,000 and 2.7/00,000 and 2.7/100,000.

1.4. Natural progression of the disease
1.5. Positive diagnosis
1.5.1. Clinical diagnosis

If symptoms of the upper respiratory and digestive tracts exist over 3
weeks without explanation, cancer need to be mentioned and should be
examined by an experienced oncologist.

-Assess the primary tumor: include asking patients, thorough and
overall evaluation of the ear, nose, mouth, throat, indirect observation
through mirrors and endoscopic observation.

- Assess neck lymph node system.

1.5.2. Ancillary tests
1.6. Staging

The stage diagnosis is based on classification of American Joint
Committee on Cancer (AJCC) - 2010.

1.7. Treatment
1.7.1. Surgery
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Surgery for primary tumor includes tumour resection and involved
tissues. Instant biopsy is necessary to ensure a clean cut in the perimeter
area and at the bottom. To get a clean cut interface, it may be necessary
to incise invaded tissues such as tongue’s base, jaw, larynx, part of neck
esophagus... Extensive surgery requires full reconstruction techniques
and function restoration. A tumor was considered incapable of being
operated when it has made such extensive invasion that surgeons cannot
remove involved tissues or surgery cannot help control the disease even
if there are additional treatments. Generally, when the tumor infiltrates
skull’s base, deep neck structures, large blood vessels, surgery have
poor treatment outcomes.

Neck lymphadenectomy includes radical lymphadenectomy and
selective lymphadenectomy techniques.

1.7.2. Radiotherapy

Radiotherapy is a radical treatment for early stage cancer in some
locations and has equivalent outcomes to surgery. For local invasion
stage, radiotherapy or combination with chemotherapy reduces
postoperative recurrence rate and improves survival compared with
surgery alone.

Besides the radical indication, radiotherapy is also one of the
methods to help relieve symptoms for end-stage disease. As analgesic,
anti-compression and reducing bleeding treatment, radiotherapy
contributes significantly to improving the quality of life for patients.
1.7.2.1. Method of radiation

External beam radiotherapy consists of a ray beam Y (Co60), X-rays

(electron beam generator) is generated from a radiation source outsides
the body towards lesions in the human body. This method is indicated
for most of the HNC and is considered the basic method of radiation.

Accelerator for radiotherapy: A device that accelerates the beam
(electron, proton, alph ma) to a value of energy that makes up the
braking radiation (X-rays). Photon or electron beam kills cancer cells.

Thus, depending on the location of the lesion, treatment is planned to
select the appropriate type of radiation and energy levels to reduce to a
minimum the adverse effects and maximize tumour destruction effects
of radiation.

Appoaching radiation is indicated to combined with external
radiation for early stages of some cancer of the tongue, oral floor,
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amydal, nasopharynx.. with good outcomes. This method also has a role
in the treatment of recurrence or progression after radiotherapy.

Intensity-Modulated Radiation Therapy (IMRT) was brought into
application in the 1990s. It is a new method allowing to focus the
radiation dose to the tumor area and minimize the impact to the
neighborhood area. In radiotherapy for HNC, IMRT technique allows to
avoid complications in spinal cord and parotid salivary glands.
1.7.2.2. Dose of radiation

Radiation dose to the primary tumor and neck lymph nodes must not
be less than 70Gy. In the case of low-risk neck lymph nodes, neck
radiation dose can be reduced to 50Gy. 2Gy dosage / day is commonly
applied in many centers.
1.7.3. Chemotherapy

Chemotherapy has more and more role in the treatment of HNC.
From being reserved for late-stage, chemotherapy has proven benefits
in combination with radiotherapy for early stage, or neoadjuvant
chemotherapy increases larynx preservation rate in the lower throat and
larynx cancer. From the classic chemicals as cisplatin, carboplatin,
Methotrexate, 5-Fluorouracil, the new agents have gradually been tested
and proven effective in treating HNC, such as paclitaxel, docetaxel,
Gemcitabine. .. creating more treatment choices.
1.7.3.1. Concomitant chemo-radiotherapy

Study showed that chemotherapy increases the sensitivity of cancer
cells to radiation when used concurrently. Some chemical agents as well
as multiple chemotherapy protocol have been used in concomitant
chemotherapy and radiation, with positive outcomes. Besides, the
simultaneous use of chemicals and radiation does not increase
complications of radiation mucositis, however, adverse effects on the
hematopoietic system increase significantly, especially anemia.
1.7.3.2. Complementary chemotherapy

Chemotherapy before local treatments was studied in order to
reserve organs for lower pharynx and larynx cancer with regional
spread.
1.7.4. Targeted therapy

Recently, we have found a correlation between EGFR
overexpression and changes in the cell cycle, which increases the
likelihood of invasion, angiogenesis and decreases the apoptosis of
tumor cells, decreases sensitivity of tumor cells to treatment.
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Cetuximab, a monoclonal antibody, which acts on extracellular
region of EGFR, is the agent the most studied. In preclinical studies,
Cetuximab has demonstrated the ability to block EGF receptors and
pathways in which it operates.

According to the phase Il multicenter European study performed on
442 patients of HNC stage IllI, IV metastasis or recurrence of
Vermorken JB et al, Cetuximab added to the chemotherapy of cisplatin
reduced the risk of death to 20%, the median survival was 10.1 months
compared with 7.4 months in the chemotherapy group alone. The 5-year
results of the phase Il study of Bonner et al showed that Cetuximab
added to standard radiotherapy improved survival significantly.

With the same mechanism with Cetuximab, Nimotuzumab
recognizes EGFR and inhibits EGF from linking to its receptor, thereby
effectively treats the EGF receptor expressing cancers such as non-
small cell lung cancer, Glioma, head and neck epithelial carcinoma...

From the initial evidences, Nimotuzumab when combined with the
radiotherapy was initially shown to be effective in treating head and
neck squamous cell carcinoma by reducing expression of EGFR,
reducing vascular proliferation and decreasind tumour proliferative.
Dose of 200 mg is reasonable to produce good outcomes and acceptable
toxicity.

As reported by Rodriguez, 106 patients with head and neck
squamous cell carcinoma at regional spreading stage were divided
randomly into two groups of radiotherapy with or without
Nimotuzumab. Complete response rate in the two groups respectively
59.5% and 34.2%, the difference was statistically significant with p =
0.028. Survival mean and median were respectively 20.31 and 11.77
months. When compared between the two groups, survival of antibody
treatment group was 21.71 and 12.5 months; of placebo group was
17.71 and 9.47 months.

According to Krishnamurthy, response rates increased significantly
in groups treated with Nimotuzumab added to standard
chemoradiotherapy (100% versus 70%, p = 0.02) or in radiotherapy
alone (76% versus 40%, p = 0.023 ). After the follow-up period of 30
months, survival was 69.57% Nimotuzumab - chemoradiotherapy; and
21.74% in the group of radiotherapy alone, with p = 0.0011.
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Studies also showed mAb did not increase the side effects of
radiotherapy or chemoradiotherapy. The mAb protocols were well
tolerated.

In Vietnam, as this is a new agent, to this point no studies has
evaluated the outcomes of anti-EGFR mADb treatment on HNC.

1.7.5. Treatment indication depending on location of primary tumours
1.7.6. Treatment indication depending on stage of disease

CHAPTER 2
SUBJECTS AND METHOD

2.1. Subjects
Head and neck cancer patients with histopathological diagnosis of
squamous cell carcinoma at stage 111, IVA, IVB.
2.1.1. Selection criteria
- Squamous cell carcinoma of oral cavity, oral pharynx, lower
pharynx and larynx at stage Ill, IVA, IVB according to the AJCC
2002.
- Age 18-70
- Diagnosed confirmed histopathologically
- Treated for the first time
- Performance status - PS: 0-2
- Patients accepted to participate in the study, with informed
consent.
2.1.2. Exclusion criteria
- Cancer of the salivary glands, sinuses, nasopharynx, skin, lips
- Indication for radical surgery
- Distant metastases
- History of other cancer
- History of chemotherapy, radiotherapy or anti-EGFR treatment
- History of severe chronic diseases (diabetes, hypertension, HIV,
viral hepatitis ...) resulting in contraindication of chemotherapy or
anti-EGFR monoclonal antibodies
- Pregnant or breastfeeding women
- Known or suspected hypersensitivity to any component of
Nimotuzumab or cisplatin.
2.2. Venue and time of study
Location and time study
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Patients treated at hospital K (including patients treated with
chemotherapy at Huu Nghi Hospital by researchers and radiotherapy in
hospitals K).

Time of treatment from 6/2010 to 6/2013
2.3. Method:

2.3.1. Study design:Controlled clinical trial.
2.3.2. Sample size and sampling

The sample size was calculated to be at least 41 patients per group.
Sampling on the principle of randomization.
2.3.3. Data collecting techniques and instruments
2.3.4. Protocol
2.3.4.1. Pre-treatment assessment

- Performance status

- Determining the location, size, number of lesions and lymph nodes.

- Histopathological diagnosis

- Stage classification

- Assessment of surgical possibility

- ldentify the target lesion: For each patient, 1 to 3 target lesions
were selected.
2.3.4.2. Treatment protocol

* Agents used in the study

- CIMAher

- Cisplatin

* Radiotherapy

* Treatment regimens
- Intervention group:

- CIMAher 200mg every week in 6 continuous weeks: diluted in
250ml BSS with intravenous administration in over 60 minutes

- Cisplatin 30mg/m? every week in 6 continuous weeks: diluted in
250ml BSS with intravenous administration in over 2 hours

- Radiotherapy: 2 Gy/section; 5 sections/week; total dose 70 gy to
the tumour and clinically involved lymph nodes, neck lymph nodes
prophylaxis 50 Gy.
- Control group: without CIMAher

* Complications prevention, supplementary care

* Management of complications

* Radiotherapy planning and preparation

* Criteria to stop radiotherapy
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*Criteria to stop chemotherapy and mAB
2.3.4.3. Follow-up during and after treatment
2.3.5. Study variables and indicators
- Evaluation of Response: 8-12 weeks after radiotherapy. RECIST
criteria.
- Evaluation of Survival: Kaplan - Meier
- Evaluation of undesirable effects: Common Terminology Criteria
Standard for Adverse Events v3.0 (CTCAE)
2.4. Data analysis
The data were processed using SPSS 16.0 statistical software.
Analysis of survival was done with Kaplan-Meier method. Log rank test
was the method used to assess differences in the proportion of different
groups. y tests were used for qualitative variables and t test was used
for quantitative variables. To eliminate confounding factors, we used
the technique of multivariable regression analysis.
2.5. Bias prevention
- Randomization.
- Similar characteristics of patients between the two groups in age,
stage of disease, MBH, overall status
- The variables are clearly defined.
- Multivariable methods was used to eliminate confounding factors
2.6. Ethical Issue
0 To date, chemoradiotherapy with cisplatin is a common treatment
regimen for head and neck squamous cell carcinoma at regional
spreading stage.
0 Role and safety of Nimotuzumab (CIMAVher) in the treatment of
HNC has been proven through clinical trials.
0 The patient was explained about the disease, treatments and risks.
Before treatment, the patients must sign an informed consent.
0 The pertients were managed with prevention and treatment of
undesirable effects of therapy.
o Stop treatment immediately if there are signs of progression, or in
the presence of serious undesirable effects, or in intolerant cases.

CHAPTER 3
RESULTS
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3.1. General characteristics
Table 3.1. Age and gender

Intervention

Control group

Characteristics group p
n % n %
Age group
30-39 4 9,3 2 4,5
40-49 20,9 9 20,5 >0,05
50-59 21 48,0 25 56,8
> 60 9 20,9 8 18,2
Gender
Male 40 93 42 95,5 >0,05
Female 3 7 2 45
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Table 3.2. Position of tumour

. Intervention Control group
Position group P
n % n %
Oral cavity 11 25,5 15 34,1
Oral pharynx 10 23,3 8 18,1
Lower pharynx, 99 51.2 21 478 >0,05
larynx
Total 43 100 44 100
Table 3.3. Stage, Histopathology and performance status
Intervention Control group
Characteristics group p
N % N %
T
1 0 0 0 0
2 1 2,3 1 2,3
3 13 30,2 16 364 | 00
4A 20 46,5 20 45,5
4B 9 20,9 7 15,9
N
NO 13 30,2 16 36,4
N1 12 27,9 12 27,3 >0,05
N2 12 27,9 12 27,3
N3 6 14,0 4 9,1
Stage
1"l 7 16,3 14 31,8
IVA 22 51,1 19 43,2
VB 14 32,6 11 25
Histopathology
I 6 14 6 13,6
I 29 67,4 34 773 | T
i 8 18,6 4 9,1
PS
0 26 60,5 21 47,7
1 13 30,2 18 209 | 00
2 4 9,3 5 11,4
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3.2. Treatment outcomes

3.2.1. Response rate

Table 3.4. Response rate in two groups

Intervention Control
Response group group Both groups
n % n % n %
Tumour
Complete 25 58,1 17 38,6 42 48,3
Partial 14 32,5 14 31,8 28 32,2
No response 2 4.7 9 20,5 11 12,6
Progress 2 4.7 4 9,1 6 6,9
Total 43 100 44 100 87 100
Lymph nodes
Complete 14 46,7 9 32,1 23 39,7
Partial 11 36,7 14 50,0 25 43,1
No response 2 6,6 2 7,1 4 6,9
Progress 3 10,0 3 10,8 6 10,3
Total 30 100 28 100 58 100
General response
Complete 21 48,8 15 34,1 36 41,4
Partial 16 | 372 | 16 | 364 | 32 | 368
No response 4 9,3 6 13,6 10 11,5
Progress 2 4.7 7 15,9 9 10,3
Total 43 100 44 100 87 100
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Table 3.5. General response according to pathological characteristics

Intervention
Characteristics group Control group p
n % n %
Pharynx tumours
Response 27 93,1 20 71,4
No response 2 6,9 8 28,6 | 0,045
Total 29 100 28 100
T4AT4B
Response 23 79,3 14 51,9
No response 6 20,7 13 48,1 >0,05
Total 29 100 27 100
Pathological
classification 2,3
Response 32 86,5 26 684 | 5005
No response 5 13,5 12 31,6
Total 37 100 38 100
Stage IV
Response 32 88,9 17 56,7
No response 4 11,1 13 43,3 0,008
Total 36 100 30 100
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3.2.2. Total survival
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Graph 3.1. Total survival of two groups
Table 3.6. Total survival mean and median

Mean Median
Group Value SD Value SD p
(month) (month)
Intervention 24,6 2,35 20,0 3,79
Control 17,9 2,15 13,0 1,28 0,015
Total 21,3 1,63 18,0 2,27

e T4, tumour in lower pharynx - larynx, metastasis in neck
lymph nodes, stage IV, histological classification 2, 3: has
advantage of total survival in intervention group.

e Multivariable analysis shows that metastasis in lymph nodes is
a risk to treatment outcomes when combining monoclonal
antibody with radio - chemotherapy.
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3.2.3. Non-progression survival
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Graph 3.2. Non — progression survival of two groups

- Non - progression survival of the two groups at 12 and 24 months
was respectively 64.2% and 37.4% in the intervention group compared
with 39.5% and 21.3% in the control group. The difference was

statistically significant with p = 0.016.

- In the group under 55 years, T4, stage 1V, neck lymph nodes
metastasis, histological classification of 2.3: Advantages of non-

progression survival in the intervention group.
3.3. Undesirable effects

Table 3.7. Effects of monoclonal antibody

Intervention | Control group Total

Fiects | group () ) )
Headache 2 0 2
Heat 2 0 2
Itching 2 0 2
Fever 0 0 0
Shiver 0 0 0
Shock 0 0 0
Total 43 44 87
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Table 3.8. Undesirable effects in hematopoietic system

Stage I, I, 111, 1V Stage 111, IV
Effects IG CG IG CG
@ | @) | P @] @) | P
Decrease granular 21 318 | 0,05 | 00 0.0 )
leucocytes
Decrease Hgb 30,2 | 38,7 | >0,05| 0,0 2,3 -
Decrease platelets 2,3 6,8 - 0,0 0,0 -

Table 3.9. Undesirable effects outside hematopoietic system

Stage I, I, 11, IV Stage 111, IV
Effects IG CG IG CG

@ | @ | P | | o | P
Nausea 37,2 36,4 | >0,05 0,0 2,3 -
Vomit 39,5 455 | >0,05 0,0 2,3 -
Renal failure 2,3 0 -
Increase liver 116 6.8 i 0.0 0.0 )
enzymes
Mucositis 88,4 88,6 | >0,05 | 25,6 20,5 | >0.05
Dermatitis 60,5 50,0 | >0,05 2,3 0,0 -
Rash 4.7 0,0 - 0,0 0,0 -

Table 3.10. Treatment delay due to undesirable effects

Delay time Interverl(ch;n group Control group (N)
< 1week 37 (86%) 40 (90, 1%)
1 -2 weeks 4 4
2-3 weeks 2 0
Stop treatment 0 0
Death 0 0
Total 43 44
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CHAPTER 4
DISCUSSION

4.1. Characteristics of patients

No difference was statistically significant between the two groups on
the general characteristics such as age, gender, co-morbidity,
alcoholism, smoking.

The pathological characteristics such as location, tumor size, lymph
node metastasis, T, N, stage, histological classification, performance
status: no difference was statistically significant.

4.2. Evaluation of treatment outcomes
4.2.1. Response rate

Response to treatment was evaluated based on the standard response
of solid tumors RECIST 1.0. Accordingly, we define the target lesion
before treatment to assess response. Target lesions was lesions
measured on clinical examination, endoscopy, or by means of
diagnostic imaging such as CT scan, MRI. The number of target lesions
was maximum of 3, priorities to select both tumour and lymph nodes if
impossible. Review response based on change in total diameter of the
largest target lesion and the presence of new lesions. However, in order
to evaluate in more detail, we also give the results of tumour responses
and lymph nodes response seperately.

Tumor response rate of both groups was 80.5%, with 48.3%
complete response and 32.2% partial response. Lymph node response of
the two groups was 82.8%, 39.7% was complete response and 43.1%
was partial response. General response of the two groups was 78.2%
with 41.4% complete response and 36.8% partial response. According
to Krishnamurthy, among 40 patients treated with radio - chemotherapy
with or without Nimotuzumab, 34 cases had partial or complete
response, accounting for 85%, with complete response in 32 cases,
accounting for 80%. The response rate in this study was slightly higher
than in our study with the obvious difference is the complete response
rate. The reason may be in this study, the authors only took phase llI,
IVA (T1-4a, NO-2) and excluded T4B, N3, which are the cases of large
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and invasive tumors that spread, lymph node larger than 6 cm, thus
difficult to response with radiotherapy, or radio - chemotherapy.

Several domestic studies also mentioned the response rate to radio-
chemotherapy but only for some specific tumor location such as the
lower pharynx larynx, tonsil cancer. According to Ngo Thanh Tung,
tumor response rates was as high as 100% (complete and partial
response was respectively 71.7% and 28.3%), lymph node response was
also higher than in our study with 95.4% (62.8% complete response and
32.6% partial response). In this study, the assessment of response was
conducted immediately after treatment, follow-up 4 weeks after the end
of treatment. In our study, the assessment of response was later in order
to fully assess the effectiveness of radiotherapy. According to Lam Duc
Hoang, tonsil cancer had high response after radio - chemotherapy with
80% partial response and 19% complete response. On one hand because
in this study, the patients were mainly in stage Ill, IVA, on the other
hand tonsil cancer is still considered a cancer with good treatment
outcomes among the head and neck squamous cell carcinoma group.

The anti-EGFR mADb incorporated into radiotherapy increased response
rates across multiple studies. According to Rodriguez, complete response
of patients treated with Nimotuzumab combined with radiotherapy was
59.5%, compared with 34.2% of radiotherapy - placebo. Difference was
statistically significant with p = 0.028, which showed that the combination
of Nimotuzumab gave more complete response than only radiotherapy.
Similarly, in the study by Krishnamurthy et al, Nimotuzumab increased
complete response significantly when combined with radiotherapy (76%
versus 37%, p = 0.023).

Besides, Nimotuzumab also increased response rates when
combined with radio — chemotherapy, which is reported by
Krishnamurthy et al. With 20 patients in each group, when combining
with Nimotuzumab, total response (including complete response and
partial response) rised up to 100%, compared with 70% in the group of
radiotherapy alone, p = 0, 02.

In our study, tumor response rate of intervention and control groups
was respectively 90.6% and 70.4%, the difference was statistically
significant with p = 0.029. The lymph node response rate and general
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response rate was higher in the intervention group compared with the
control group, but the difference was not statistically significant. Complete
response rate is somewhat higher in the intervention group but the
difference was not statistically significant. Because the humber of patients
in the study was limited, the early results are not convincing enough and
need to be confirmed by further studies with larger sample sizes.

4.2.2. Survival rate

According to the research results, the advantage of overall survival
confirmed the benefits of anti-EGFR mAb combination. Specifically,
the survival of 12 months and 24 months was 75.1% and 48% in the
intervention group compared with 54.4% and 29% in the control group,
the survival median was 20 months in the intervention group and 13
months in the control groups, the difference with statistical significance
p = 0.015. This result was repeated for non-progression survival. The
rate of non-progression survival of the two groups at 12 and 24 months
was respectively 64.2% and 37.4% in the intervention group compared
with 39.5% and 21.3% in the control group, difference of the two
groups was statistically significant with p = 0.016.

Several large clinical trials have shown the effectiveness of anti-
EGFR mAb in combination with radiotherapy or standard radio -
chemotherapy. According to Bonner JA et al, Cetuximab in
combination with radiotherapy increased survival median from 29.3
months to 49 months, decrease mortality rate by 27% with p = 0.018;
total 5-year survival from 36.4% to 45.6%; non - progression survival
from 12.4 months to 17.1 months (p = 0.006); non - progression
survival at two years increased from 37% to 46%. In their study, MO
Rodriguez et al when incorporating mAb Nimotuzumab into
radiotherapy also found similar results with survival mean and median
of antibody group was 21.71 and 12.5 months; of placebo group was
17.71 and 9.47 months. Thus the efficiency of the anti-EGFR mAb
combination is clear. Rate of overall survival in our study was lower
than in the study by Bonner, which can be explained by different
tumour location (study of Bonner did not include oral cavity cancer), as
well as different stage disease, the study did not take IVB stage, in
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which the tumor spreads with large lymph nodes, treatment response is
extremely difficult with poor results.

For anti-EGFR mAb combination with radio - chemotherapy, a
research also showed similar results with our study, which is a Phase Il
study of R Krishnamurthy et al. 2-year survival was 39.13% in the
control group and 76.28% in the combination group, p = 0.007. Survival
mean was increased from 23.69 months to 43.62 months when
combining with antibody. With the exclusion criteria of stage 1B, the
results of this study had higher survival. However, the role of
Nimotuzumab in combination with standard radio - chemotherapy
treatment was also confirmed, similarly in our study.

Overall Survival for CT+RT+h-R3 and CT+RT treatments arms - [TT Population
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Graph 4.1. Total survival by Krishnamurthy

However, the effectiveness of anti-EGFR mAb -
chemoradiotherapy combination was not confirmed in the RTOG study
bearing number 0522 of Ang KK et al. In the period from 11/2005 to
3/2009, 895 patients were divided into two groups for evaluation. Initial
results showed no difference in survival and non-progression survival.
This result may be due to the reason that the monoclonal antibody
Cetuximab therapy used in the triple therapy was too short to be
effective.
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Similar to RTOG 0522 study, no study has shown the superiority
of Cetuximab in combination with radiotherapy compared to
chemotherapy. According to Ghi MG, combining cisplatin with
radiotherapy brought more satisfaction for patients and less
interruptions due to side effects with outcomes not inferior to
Cetuximab - radiotherapy. Unlike Nimotuzumab, it seems that
Cetuximab in combination with radiotherapy or chemoradiotherapy has
not confirmed the superiority when compared to chemotherapy. We will
wait for the update results of the study RTOG 0522 and unpublished
RTOG 1016.

Table 4.1. Outcomes of anti-EGFR mAb when combining with
radiotherapy or radio — chemotherapy in total survival

. Follow-up Study Control

Authors/Studies time group (%)  group (%)

Bonner JA 2 years 62 55 > 0,05

Bonner J A 3 years 55 45 0,05

Bonner J A 5 years 45,6 36,4 0,018

RTOG 0522 2 years 82,6 79,7 > 0,05
Merlackode SR 30 months 69,6 21,8 < 0,02

N T T Hoa 1 year 75,1 54,4 0,015

N T T Hoa 2 years 48 29 0,015

Table 4.2. Outcomes of anti - EGFR mAb when combining with
radiotherapy or chemoradiotherapy in non — progression survival

. Follow-up Study Control
Authors/Studies time group (%)  group (%)
Bonner J A 2 years 46 37 >0,05
Bonner J A 3 years 42 31 0,04
RTOG 0522 5 years 63,4 64,3 > 0,05
Merlackode S R 2 years 56,5 21,7 <0,02
N T T Hoa 30 months 64,2 39,5 0,016

N T T Hoa 1 year 37,4 21,3 0,016
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Although pathological features are quite similar, but response and
clinical outcomes of different tumor locations were different. Oral
pharynx cancer account for the highest proportion of HPV infection,
therefore responses better to treatment. According to Bonner JA, oral
pharynx cancer had the best outcomes when combining Cetuximab and
radiotherapy. Our results showed differences with statistical
significance between non - progression lifetime median of oropharynx
cancer in the intervention group and the control group with p = 0.007.
Lower pharynx — larynx cancer also had advantages in survival in favor
of the intervention group. In contrast, for oral cavity cancer, there was
no difference in survival when combined Nimotuzumab. Although we
could not identify HPV infection in the sample, but the high rate of
HPV infection at some HNC locations can be a hypothesis to explain
the difference in treatment outcome as above.

In our study, patients with lymph node metastasis, T4A-B, Phase IV
A-B had clearly improved treatment outcomes when combining
Nimotuzumab to radio - chemotherapy. These are cases with large
tumors, broad invasion, positive lymph nodes, so they should have a
poor prognosis, are difficult to achieve a complete response and easy to
recur. Therefore, the improvement in overall survival or non -
progression survival, or both has opened a new research direction for
appropriate treatments to improve treatment outcomes for this patient
group. The results of our study are consistent with the statement of
Bonner JA on improving efficiency while adding Cituximab to
radiotherapy in patients with lymph node metastasis group.

Higher histological grades present the lower degree of tumor
differentiation, often with severe clinical manifestations, predilected to
distant metastases, but more responsive to chemotherapy and radiation.
As mentioned above, the histological grade 2, 3 had higher tumor
response rate with significant difference in the intervention group
compared to control group. According to our study, among patients
with middle and high malignancy, overall survival at 12 months and 24
months respectively was 74.9% and 52.7% in the intervention group
versus 48.1% and 20.1% in the control group, there was a statistically
significant difference with p = 0.001. Similarly, non - progression
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survival at 12 months of the intervention group was 68%, of the control
group was 30%, the difference was statistically significant with p =
0.001. According to Vermokken JB, whichever the histological grade
was, there were benefits when added Cetuximab to chemotherapy in
late stage HNC.

4.3. Undesirable effects

Hematopoietic system toxicity including neutropenia and decrease in
granulocytes , decreased hemoglobin (Hgb), thrombocytopenia, mainly
at the level I and I1. Reduced Hgb was most common with 30.2% in the
intervention group and 38.7% in the control group. Only 2.3% in the
control group had decreased Hgb level 1ll. Neutropenia was only at
level 1, Il with 21% for the intervention group and 31, 8% of for the
control group. Thrombocytopenia was rare at the rate of 2.3% for the
intervention group and 6.8% for the control group. Similar to our
results, according to Nguyen Chan Hung, hematological toxicity in
radio - chemotherapy group was mainly at level 2, decreased Hgb was
most common. In the study by Ngo Thanh Tung with cisplatin 100
mg/m? every 3 weeks, the rate of the hematopoietic system toxicity was
higher than the results of our study, however, similar to our study, the
toxicity on the hematopoietic system was only mild and moderate.

The rate of vomiting in our study was lower than that of Lam Duc
Hoang with 51.5% of cases with vomiting, most of wich was level |
with 45.3%, level Il accounted for only 6.2% Il . The high rate of
vomiting in this study may be due to high dose of cisplatin 100 mg / m2
every 3 weeks.

Although cisplatin is nephrotoxic, with low-dose weekly use and
experience of treatment, the rate of increase in blood urea and creatinine
was not significant after treatment, and was only mild. Only 1 case,
accounting for 2.3% in the control group had grade Il renal failure,
however toxicity was revesible and treatment was only delayed in a
short time.

The reaction of mAb transmission needed special attention. In
studies using Nimotuzumab, hypersensitivity reactions may present
with a small percentage and can be fully controled. According to
Crombet T, this undesirable effect occured immediately after
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transmission of Nimotuzumab. Patients may experience fever, nausea,
vomiting, high blood pressure, chills, headache, disorientation, chest
pain, speech disturbances, muscle aches. In our study, the
hypersensitivity reactions were very rare, only 2/43 cases in the
intervention group had headache, flushing, itching, accounting for 4.7%
for each type of effect . No case had severe reaction such as
anaphylactic shock during transmission. This result again confirmed the
conclusions of the previous studies of the safety of Nimotuzumab.

In our study, skin rash occurs in only 2 of the 43 patients of the
intervention group, accounting for 4.7%, both patients are at level 1 and
can be controlled with topical cream, the course of therapy was not
disturbed. This result was entirely consistent with other studies around
the world which have used Nimotuzumab.

CONCLUSIONS

By studying 87 patients with head and neck squamous cell
carcinoma treated in hospital by K from 6/2010 6/2013
chemoradiotherapy with or without combination of monoclonal
antibody Nimotuzumab, we draw the following conclusions:

1. Treatment outcomes
-Response rates:

e Tumour response rate: intervention group 90,6% (complete
response  58,1%), control group 70,4% ( complete response
38,6%).

e Lymph node response rate: intervention group 83,4% (complete
response 46,7%), control group 73% (complete response 23%).

e General response rate: intervention group 86% (complete
response 48,8%), control group 68% (complete response 36%).

- Total survival:

e 12-month total survival: 75,1% intervention group, 54,4% control
group; 24-month: 48% va 29%. Total survival median: 20 months
in intervention group and 13 months in control group.
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e T4, lower pharynx — larynx, neck lymph node metastases, stage
IV, histological grade 2,3: advantage of total survival in
intervention group.

- Non — progression survival:

e Non — progression survival at 12 months and 24 months was
64,2% and 37,4% in intervention group; 39,5% and 21,3% in
control group.

e In patients under 55 years old, T4, stage IV, neck lymph node
metastases, histological grade 2,3: advantage of non -
progression survival in intervention group.

2. Undesirable effects

e Reaction during infusion of monoclonal antibodies: presented
mildly in 2/43 cases of the intervention group, no shock occured.

e Hematopoietic and outside the hematopoietic system toxicity was
similar between the two groups, mainly at level 1, 1.

e Skin rashes: 4.7% in the intervention group, mild

RECOMMENDATION

1. Concurrent chemoradiotherapy with cisplatin is a common
treatment for head and neck squamous cell carcinoma at
regionaly advanced stage.

2. The combination EGFR monoclonal antibody Nimotuzumab
with chemoradiotherapy initially showed effective and well
tolerated. However, due to the high cost, the small sample size,
so more research is needed with a larger sample size to confirm
the benefits of combination therapy as well as application in
clinical practise.



