PAT VAN PE

Ung thu ha hong thanh quan c6 ty 1& bénh mic cao, udc tinh nim
2012 c6 khoang 115.130 bénh nhan mdi méc trén toan cau. Tai Viét Nam,
bénh dung thir hai trong cac ung thu ving dau cd, sau ung thu vom. Phan
16n bénh nhén ung thu ha hong thanh quan dén vién khi bénh di &
giai doan mudn (I11-IV) u 16n lan rong, da di can hach, hodc di can xa
nén diéu tri it hidu qua, tién lugng xAu.

Trudc day, didu tri chu yéu 1a phiu thudt cit bo toan bo thanh quan,
mét di kha nang phat am, anh huong 16n dén chat lugng sbng, ti 18 tai
phat va di can cao. Trong 30 nim gan ddy, hoa tri két hop xa tri 1a
nhitng phéc dd co ban trong ung thu ha hong thanh quén.

Luciano de Souza Viana (2015) cho thay Taxane va Platin la
phac do co tinh dap tng cao, it doc tinh & bénh nhan ung thu dau co.
Andreas Dietz (2009) thiy phac dd cisplatin va paclitaxel ciing cho
théy tinh an toan va it ddc tinh trén bénh nhan ung thu ha hong thanh
quan. Mic du véy, cac nghién ctru trén chua danh gia day da vé dap
ung, doc tinh, cac yéu td tién lugng.

O Viét Nam, hién chua co nghién ciu ndo st dung phac dd
paclitaxel — cisplatin & bénh nhén ung thu ha hong thanh quan. Tim
kiém phac d6 diéu trj dap Gmg tdt, it doc tinh va an toan 13 rat cn thiét.
Do d6, dé tai nghién ctru: “Nghién ciru img dung héa tri trwée phdi
hop hoéa xa tri dong thoi ung thu ha hong thanh quén giai doan I1I,
IV(M0)”’ v6i hai muc tiéu:

1. Pdnh gid két qud diéu tri ung thw ha hong thanh qudn giai doan
III, IV (M0) bang héa tri treée phéc do paclitaxel va cisplatine
két hop héa xa tri dong thoi.

2. Nhdn xét mot s6 yéu 6 lién quan dén két qua diéu tri.

Nhitng dong gép méi ciia dé tai

Lan dau tién tai Viét Nam, nghién ciru hoa tri truéc phac dd
paclitaxel va cisplatin két hop véi hoa xa dong thoi trén bénh nhan
UT HHTQ giai doan mudn. Két qua cho thay hiéu qua t6t cua phac
dd, chét lugng cudc séng bénh nhan dugc cai thién. Pap ung chu
quan sau hoa tri trudc (HTTr) 100%. Pap tng khach quan theo
RECIST 1.1, sau diéu tri 61%. Séng thém sau 3 nim theo doi la
31,7%. Nghién ctru ciing d3 chi ra mot s6 yéu té anh huong dén dap
tmg khach quan, chu quan sau HTTr va sau hoa xa dong thoi
(HXTDT). Két qua nay cho thiy phac db c6 tinh hiéu qua cao.

Nghién ctru cho thiy ty 1& doc tinh thdp 1én huyét hoc, chirc
ning gan, than va doc tinh ngoai hé tao huyét khac. Nghién ctru ciing
cho thay ty 18 di cin va cac yéu td anh hudng dén tir vong & bénh
nhan. Tir 6 cho thdy mirc d6 an toan cua phéc db.

B0 cuc cia luin an

Ludn an gdom 123 trang, 38 bang, 17 biéu do; 120 tai lidu
tham khéo trong d6 c6 114 tai lidu nudc ngoai. Phan dit van dé 2
trang, tong quan tai liéu 30 trang, ddi twong va phuong phap
nghién ctru 19 trang, két qua nghién ctru 34 trang, ban luan 36
trang, két luan 2 trang.

CHUONG 1. TONG QUAN TAI LIEU

1.1. PAC PIEM UNG THU HA HONG THANH QUAN
1.1.1. Ty 1¢ mic ung thw ha hong thanh quin

Ung thu biéu mé thanh quan trén thé gidi woc tinh khoang 1,7%
tong s6 moi mic.
1.1.2. T§ 1& mic theo tudi va giéi:

Tudi hay gip 1a 40- 60 tudi, hiém gip & nguoi tré dudi 40 tudi.
Nam va nir ty 1€ khoang tur 4:1 va 20:1.



1.1.3. Yéu t6 nguy co

Ubng ruou va hat thude va mot sé yéu té nguy co khac: amiang,
khoi diesel, cao su, bui ban, acide,...

1.2. CHAN POAN UNG THU HA HONG THANH QUAN
1.2.1. Chén do4n lim sang

1.2.2. Cac phwong phap chin dosn cin 1im sang

1.2.3. Dang lan tran cia bénh ¢ giai doan mudn (I1I-1V)

-Ung thu thanh quan: Thugng thanh mén; Thanh mén; Ha thanh mén

-Ung thur ha hong: Xoang 18, Viing sau nhan phéu, Thanh sau hong.
1.2.4. Phén loai giai doan

Phén loai giai doan TNM theo tiéu chuan AJCC-2010
1.3. PIEU TRI UNG THU HA HONG THANH QUAN GIAI POAN MUON
1.3.1. Chi dinh diéu tri theo giai doan bénh

- Giai doan IIL, IVa, IVb: HXTDT véi cisplatin 1la phuong
phap phé bién hodc héa tri trudc sau d6 HXTDT

- Giai doan IVe: Chii yéu 1a ding hoa tri vét vét voi phéc db c6 platinum.
1.3.2. Phiu thuit ung thw ha hong thanh quén giai doan muén

PhAu thuét triét can cit ha hong thanh quan toan phé‘ln.

1.3.3. Xa trj ung thw ha hong thanh quéin giai doan mudn

Xa tri 1én u 70Gy, 1én hé thong hach 50Gy phén lidu 2Gy/ngay.
1.3.4. Héa trj ung thu ha hong thanh quan giai doan mudn

- Héa tri truwde xa tri: Didu tri hoa chit (don hodc da chit) mot
s6 chu ki trude xa tri.

- Héa tri trude sau d6 héa xa dong thoi: diéu tri ndy 1am giam
nguy co di can xa, cling nhu giam kich thudc u va hach, tao thuan loi
cho cac diéu tri triét can vé sau.

- Héa xa tri dong thoi: Chi dinh dong thoi c¢6 thé theo tuan hodc
theo chu ky 3 tuan/lan.

1.3.5. Liéu phap trung dich (Target Therapy)

Khéang thé don dong khang EGFR méi duoc ap dung diéu trj UT

biéu mo té bao vay ving dau ¢d nhu: Cetuximab, Nimotuzumab. ..

1.3.6. Nghién ctru héa xa tri ung thu ha hong thanh quén tai Viét Nam

Nghién ctru ctia Ngd Thanh Ting, Pham Hiru Nhan diéu tri HXTDT
v6i Cisplatin 30mg/m? bénh nhan ung thu ha hong giai doan 111, IV(Mo).
1.4. MOT SO NGHIEN CUU HOA TRI BO TRUOC PHAC PO
PACLITAXEL VA CISPLATIN KET HQP HOA XA PONG THOI

Nghién curu cia Luciano de Souza Viana (2015), Cmelak AJ va
cs (2007), Andreas Dietz va cs (2008) bénh nhan UT HHTQ hoa tri
trude phac do TC két hop hoa xa tri dong thoi cho két qua tbt.

CHUONG 2.pOI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU
Go6m 41 BN duogc chin doan 13 ung thu ha hong thanh quan giai
doan 111, IV chua di can xa. BN diéu tri dit 3 dot HTTr sau d6 dugc
HXTDT. Tai Bénh vién K (17 BN) va Bénh vién Ung budu Ha Noi
(24 BN) tir thang 1/2012 dén thang 12/2016.
2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Thiét ké nghién ciru
Thiét ké nghién ctru can thi¢p lam sang, khong c6 nhém chimg
2.2.2. C& miu nghién ciru
C& mAu can thiép dugc ude tinh 1 ty 18 theo phan mém tinh
¢& miu cta T6 chire Y té thé gidi (Simple Size), nhu sau:
n= 7% pd-p)
&
Trong do:
n: 12 s bénh nhan t6i thiéu can co.
Zi.an = 1,96 (tng v6i d0 tin cdy 95%)
d=0,1 (sai s6 t6i thiéu cho phép)
p=0,89: ty 1€ dap rng vdi hoa tri trude, tham khao nghién ciu
cua Cmelak AJ (2007).



Thay sb:
n=1,96 0,89 x (1-0,89)
0,1
2.3. PHUONG TIEN NGHIEN CUU
2.3.1. Phuong ti¢n chin doan: Kham 14m sing va kham cin 1dm sang
2.3.2. Phuong tién diéu tri

May gia téc SIEMENS, May CLVT md phong c6 ndi mang véi
phong vat 1y
2.4. CAC BIEN SO NGHIEN CUU

- Tudi, gi6i tinh. Thoi quen sinh hoat: tién sir uéng ruou, hut thudc.

- Ly do vao vién. Thoi gian tir khi xuét hién triéu chimg dau tién
dén khi vao vién. Cac triéu chimg co ning

- Céc triéu chung thuc thé. Céc triéu chung toan than

- Chyp CLVT vung co, siéu am ving ¢6; cac chi sd huyét hoc,
sinh h6éa mau.

- Panh gia giai doan TNM chinh xéc trude diéu tri (AJCC-2010)
2.5. CAC BUGC TIEN HANH

HTTr (neoadjuvant chemotherapy) phdc do TC

+ Paclitaxel 175 mg/m? da, ngay 1.

+ Cisplatin 75 mg/m? da, ngay 1.

(chu ky 21 ngay x 3 chu ky)

Sau 3 chu ky TC, BN dugc danh gia dap ung va ddc tinh.

HXTDT (concurent chemoradiotherapy)

Cac BN c6 chi dinh dugc HXTDT: cisplatin 40 mg/m® da hang
tuan cua liéu trinh diéu tri. Déng thoi vai thoi gian hoa tri liéu, BN
duoc xa tri bang may gia tc.

2.5.1. Quy trinh truyén héa chit 03 dot bo tro trude
2.5.2. Quy trinh HXTDT véi may gia tdc

2.5.3. Panh gia dap tng diéu tri va dc tinh

- Panh gia thay dbi toan trang

- Déanh gia chat lugng cudc séng: theo EORTC QLQ - H&N35.

- Banh gia dap ung chu quan.

- banh gia dap tng khach quan: Theo RECIST

- Banh gia doc tinh cua diéu tri: Theo CTCEA 3.0
2.5.4. Panh gia song thém

- Theo ddi tbi thiéu 6 thang sau khi két thiic liéu trinh diéu tri,
danh gia sdng thém, nguyén nhan tir vong va cac yéu td anh hudng
dén tir vong.
2.6. QUAN LY VA PHAN TICH SO LIEU

Xir Iy s6 liéu bang phan mém STATA 12.0
2.7.PAO PUC TRONG NGHIEN CUU

Nghién ciru tuan thu cac nguyén tic dao dirc va dam bao sy bi mét
thong tin bénh nhén theo quy dinh.

CHUONG 3. KET QUA NGHIEN CUU

3.1. KET QUA PIEU TRI BENH NHAN UNG THU HA HONG
THANH QUAN GIAI POAN III, IV (Mo)
3.1.1. Pic diém bénh nhan
3.1.2. Hiéu qua ciia hoa tri truéc phac dd6 TC két hop hoa xa tri
dong thoi
“Chdp hanh liéu trinh diéu tri

Bing 3.1.M¢ khi quan, phiu thuit mé thong da day

Chi dinh S6 BN (n) Ty 18 (%)
Mo khi quan 4 9,8
Mo thong da day 3 7,3
Khong dong y md 3 7,3
Khoéng ¢6 chi dinh 31 75,6
Téng 41 100




Bing 3.2. Chip hanh li¢u trinh diéu tri Bing 3.5. Thay déi diém chét hrong cudc song sau diéu tri
Tuan thi diéu tri S6 BN n) | Ty & (%) . Truéc | Sau HTTr | Sau HXTDT
Van dé didu tri (1 Q) 3)
Tuan thi HTT Bing dot 35 85,4 gip phii f6u tri (1) p(1.2) | PG4
uan thu T 4
Kéo dai 6 14.6 . Mean| SD |Mean| SD |Mean| SD
— Ding ngly 30 732 Carfl gidc dau 11,6 [ 105| 57 | 7,1 | 6,5 | 80 |<0,001|<0,001
Tuéan tha HXTDT —— Nubt khé 652 | 178 | 25,8 [23,6| 32,3 | 32,0 |<0,001 |<0,001
Kéo dai 11 26,8 -
Gi4c quan 0,8 | 3.6 | 195 | 11,7| 24,0 | 20,4 |<0,001 |<0,001
* Ddp ting chii quan, thay déi thé trang qua qud trinh dié‘u‘tr'i Noi 67,8 | 25,7 | 33,6 [29,8| 36,0 | 34,1 [<0,001|<0,001
Bang 3.3. Mirc do dap wng chii quan qua qua trinh dieu tri Giao tiép 24,1 | 16,5 16,3 | 17,7 | 20,0 | 21,6 |<0,001 | <0,001
Mirc df Sau HTTr Sau HXTDT Giam tinh duc 71,5 | 14,1 | 943 [ 11,6 | 94,7 | 10,8 [<0,001 | <0,001
dap ung chi S5BN | Tylé | S6BN | Tylé p Khé miéng 0 0 | 89 |167] 146 | 279 | - -
quan (n) (%) (n) (%) Nude botnhaydinh | 2,4 | 8,8 | 7.3 [15,8] 13,8 | 27,9 | 0,0124 | 0,0046
Hoan toan 15 36,6 12 29,3 | 0,4807 Ho 67,5 | 253 | 28,5 [27,5| 31,7 | 34,1 [<0,001 |<0,001
Mot phan 26 63,4 15 36,6 | 0,0152 Mét moi 41,5 | 19,4 | 49,6 | 21,2 553 | 26,5 |<0,001 |<0,001
Khong thay déi 0 0 14 34,1 - “Ddp ting khdch quan hod chat truéc phic do TC két hgp héa xg
7 2 tri dong thoi
Tién t 0 0 0 0 - ! " .
1;en fien Bang 3.6. Panh gia dap trng ton thwong theo chup cit 16p vi tinh
Tong 41 100 41 100 - Théi diém MeansSD | Min Max
Bine 3.4 Thav déi thé ¢ trinh didu tri Trude diéu tri (1) 32,8+15,8 12 100
oo 3
;“g e a S‘" H"T:’“ q“asq“a an1 e Sau HTTr (2) 20,0+14,1 0 70
rwoc dieu au r au
o tri (1) 2 HXTDT (3) Sau HXTDT (3) 17,8+17,4 0 66
€ Z , Z , £
trang 8o T?/ 8o TY 56 Ty 1€ Pan | Pay Béng 3.7. Pap trng khich quan qua qua trinh di€u trj
: BN | l¢ | BN | 1¢ | BN '
(%) Sau HXTPT Tén Sé
m | ) | @) | %) | ) Sau HTTr Hoan | Mot | Khéng [ Tién | o %(y)
PS=0| 30 | 732 | 6 |146]| 5 | 12,2 |<0,001|<0,001 toan | phan | thay doi | trién ’
ps=1| 11 |268 | 19 [463] 10 [ 244 0,162 | 0,655 Hoan todn ! 0 0 0 | 124
— Mot phan 3 21 7 0 31(75,6)
PS=2| 0 | 0 | 10 |244] 19 | 463 | - - Khong thay doi 0 0 0 9 9(22)
PS=3| 0 0 6 |146| 7 | 171 - - Tién trién 0 0 0 0 0
Téng | 41 | 100 | 41 | 100 | 41 | 100 Ao oA 0 4 21 7 9 41
TongsOBNCY) | 0,9 [ s120] a6 [ @1.9) | (100)




3.1.3. Tac dung khong mong mudn ciia phac dd hoa chit trude

TC két hop ho4 xa tri dong thoi ,
* Tac dung khong mong muon lén hé tao huyét

Bing 3.8.T4c dung khong mong mudn hé tao huyét sau didu tr

Miic do b1 b6 2 b3

So Ty 1é So Ty 1é < .
CHI SO BN (ZA,) BN (ZA)) SOBN | Ty ¢ (%)
Sau HTTr
Bach cau 0 0 0 0 0 0
Lymphocyte 0 0 0 0 0 0
Neutrophil 2 4.9 0 0 1 2,4
Hong cau 16 39,0 0 0 0 0
Hemoglobin 37 90,2 0 0 1 2,4
Tiéu cau 2 4,9 0 0 0 0
Sau HXTDT
Bach cau 4 9,8 2 4,9 1 2,4
Lymphocyte 6 14,6 12 29,3 3 7,3
Neutrophil 3 7,3 2 4,9 1 2,4
Hong cau 25 65,8 0 0 0 0
Hemoglobin 31 75,6 5 12,2 0 0
Tiéu cau 6 14,6 1 2,4 1 2,4

* Tdc dung khong mong muén lén gan, thin va sinh hod mdu
Béng 3.9. Tac dung khong mong muon lén gan, thian sau di€u tri

Mikc do bé 1 b6 2 bé 3
So Tyl¢ | So | Tyle | So | Tyl¢

Chi s BN | (%) | BN | (%) | BN | (%)
Sau HTTr
Tang AST 2 4,9 0 0 0 0
Tang ALT 3 7,3 1 24 0 0
Tang Ure 3 7,3 0 0 0 0
Tang Créatinine 3 7,3 0 0 0 0
Sau HXTPT
Tang AST 2 4,9 0 0 0 0
Tang ALT 2 4,9 1 2,4 0 0
Tang Ure 0 0 0 0 1 2.4
Tang Créatinine 1 2,4 0 0 0 0
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* Tdc dung khéng mong muén ngodi hé tao huyét .
Béang 3.10. Tac dung khong mong muon ngoai hé tao huyet

Mite do bo1 Pj 2
Chi s6 S6BN (n) | Ty1é(%) | S6 BN (n) | Ty 1é (%)
Sau HTTr
Budn nén 12 29,3 0 0
Nén 3 7.3 0 0
Viém miéng 2 4,9 0 0
Tiéu chay 0 0 0
Rung toc 31 75,6 0 0
Sau HXTDPT
Budn nén 15 36,6 1 24
Noén 12,2 0 0
Viém miéng 12,2 0 0
Tiéu chay 12,2 0 0
Rung toc 32 78,0 0 0

3.1.4. Theo dbi di ciin va séng thém sau diéu tri
3.1.4.1. Theo doi di cin

V‘“f’“g
di can,

73,2%

Biéu d6 3.1. T 1¢ bénh nhén c6
di can sau diéu tri
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Biéu d6 3.2. Thoi gian bénh nhan cé di
cin sau di€u tri

C6 11 BN chiém 26,83% di can sau qué trinh diéu tri. Thoi gian

di can trung binh 1a 33,99 thang.
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3.1.4.2. Theo doi song thém

Séng Béang 3.11 Nguyén nhin ti
khong vong chinh & bénh nhin

bénh, ,

9.8% Séng Nguyén |S0BN | Tylé

Y nhin (n) (%)
) bénh,
: R Di can 10 35,7
T
vong, Tai phat 5 17,9
68.3%

2 o e & R Suy kiét 13 46,4
Biéu do 3.3. Theo doi song thém

sau diéu tri Téng | 28 | 100
& Bing 3.12 Séng thém toan b
theo thoi gian theo do6i
£ Thoi gian | S0 BN | Ty 1€
song (n) (%)
Saul2 o041 | 488
thang
Sau2d |y | 342
thang
S % % Sau36 | 341 | 317
Phén tich theo thri gian (thang) thang

Biéu d6 3.4. Thoi gian séng thém
Thoi gian séng thém trung binh 1a 20,2 thang.
3.2. MOQT VAI YEU TO ANH HUONG PEN KET QUA PIEU TRI
3.2.1. Mt vai yéu t6 lién quan dén hiéu qua hoa tri truée phac
dd TC két hop hoa xa tri dong thoi
*Yéu to anh hwéng dén dap vng khdach quan sau HTTr
Bang 3.13. Yéu t6 anh hwéng dap g khach quan sau HTTr

Pap ing | Khong Cé OR
Pic diém n| % |n| % | P (95%CI)
PS  khi [PS=1 [5[455]6 [545] o 5,42
nhapvien |[PS=0 |4 [ 133 [26]86,7]" (1,11-26,47)
Tong 9 [ 220321780
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Biéing 3.14. Yéu t6 anh huwéng dén dap vmg khich quan sau héa xa tri

Pap tng| Khéng Co OR
Pic diém n| % |n] % | P | 95%CDH
Pap ung khach|Khong | 7 |77.8] 2 [222] - 8,94
quan sau HTTr  [Co 9 [28,1]23]719] " (1,28-100,0)
bap tng chi quan|Co 11 |78,6]3 |214 <0.001 16,13
sau HXTDT Khong | 5 [18,5]22[81,5] 7 [(3,24-80,22)
Tong 16 [39,0 |25 61,0

3.2.2. Mt s6 yéu td lién quan dén nguy co tir vong va song thém
* Lién quan gitka tudn thu diéu tri voi nguy co tiw vong va ST
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Biéu d6 3.5. Phan tich song thém Biéu dd 3.6. Phin tich séng thém

theo viéc tudn thii didu tri HTTr  theo viéc tudn thi diéu tri HXTDT
* Lién quan gitka ddp irng chii quan, thé trang voi nguy co tir vong va
song thém
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—— Dép ung hoan toan sau HXTET-
—— Khong dap Gng sau HXTOT

[ Pap ng hoan toan sau HTTr

Pép (rng ot phan sau HTT]

Biéu d6 3.7. Phan tich song thém  Biéu do 3.8. Phan tich song thém
theo dap wng chii quan sau theo dap wng chi quan sau HXTPT
HTTr
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[ 1 20 30 50 Phén tich theo thoi gian (thang)
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Biéu do 3.9. Phéan tich song thém Biéu do 3.10. Phan tich song
theo PS lic nhap vién thém theo PS sau HXTDT

* Lién quan giita ddp iing khach quan véi nguy co tir vong va song
thém
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Biéu d 3.11. Phén tich song thém theo mirc dd dap vimg khach quan

Knhong dap tng vei HTTr |
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Biéu d6 3.12. Phén tich song thém theo giai doan T
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* Lién quan gitta dic diém bénh nhdn véi nguy co tir vong va
song thém

SR T T T T T
0 10 20 30 40 50
Phén tich theo th&i gian (thang)

<3 thang 3-6 thang >6 thang ‘

Biéu d6 3.13. Phén tich song thém theo thoi gian tir lic cé biéu
hién bénh dén khi vao vién

CHUONG 4. BAN LUAN

4.1. KET QUA PIEU TRI BENH NHAN UNG THU HA HONG
THANH QUAN GIAI DPOAN III, IV (Mo)
4.1.1. Pic diém bénh nhan
4.1.2. Hiéu qua cia hoa tri trwéc phac dd TC két hop hoa xa tri
dong thoi
*Chap hanh li¢u trinh diéu tri

Tir chdi phiu thuat mo khi quan va mo thong da day, thuong
dan toi cac truong hop bénh nhéan tir vong sém, co thé bi suy ho hép,
khong an dugc din téi suy kiét. Didu nay anh huong dén ty 1& song

va thoi gian song thém trong nghién ctru cua chung toi.
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* Ddp ting chii quan, thay déi thé trang qua qud trinh diéu tri

- Thay déi chi s6 toan trang trong qud trinh diéu tri

Tuong tu Tran Bao Ngoc (2011) st dung phac dd TCF. Khéc
biét voi Ngo Thanh Tung (2011), ban dau 100% bénh nhan PS=0,
sau HXTDT véi PS=0 1a 13,3%.

- Pdnh gid mire dp dap vmg chii quan trong qud trinh diéu tri

Bap iing chii quan sau HTTr TC: Tuong tu Tran Bao Ngoc (2011),
dap (mg sau HTTr 14 63,71%, thuyén giam 34% va khong thay d6i 3,5%.

Pdp iing chii quan sau diéu tri HXTDT: So sanh v6i Ngd Thanh
Tung (2011) dép tng hoan toan 56,7%. Két qua nay cao hon chiing
t6i vi tac gia chi nghién ctru trén cac ddi tuong sau khi c6 dép tng
sau giai doan hoa tri trudc. Trong khi chung t6i nghién ciru trén ddi
tuong ca dap ung va khong dap rng sau hoa tri phac dd TC.

- Chdt heong cudc song qua qud trinh diéu tri

Nghién ctru ciia chung ti twong ty so véi Tran Bao Ngoc (2011)
diém QoL sau diéu tri van dé vé ngui, ném tir 23,4 dén 31,2, diém noi
chuyén sau diéu tri 1a 27,7, diém biéu hién ho 14 19,5, diém kho miéng
60,2, dinh nuéc bot 51,1 .

Nhuw vdy, dap vng chu quan trong nghién cuu cua chung téi cao
hon so véi cdc phdc do HXT véi TCF ciia Tran Bio Ngoc va phdc do
HXT ciia Ng6 Thanh Ting. Phéc do TC trong nghién ciru ciia chiing
16 bénh nhdn it mét méi hon, cam nhdn sw thay doi tét hon. Pdc biét
la sit dung héa tri TC khéng phdu thudt, bénh nhdn van cé thé giao
tiép dwoc trong va sau khi diéu tri, Piéu nay c6 y nghia tich cwc doi

voi nguoi bénh vi ho giao tiép dwroc voi xa hoi.
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“Pdp ikng khdch quan hod chit trwée phdc do TC két hop héa xa
tri dong thoi

- Murc do dap vng khach quan sau HTTr

Nghién ctru cta chung téi cao hon Luciano de Souza Viana
(2016) dap tmg hoan toan 5%, mot phan 50%, dap tng nodi chung
55%. Két qua chung t6i thip hon Prakash B (2008) v&i dép tmg hoan
toan 65%, mot phan 1a 26%.

Nhie vdy, ty 1¢ dép ig khoi ton thuong sau héa tri bo tro so sanh
v6i TAX 323 thi twong dwong véi phic do TCF, va cao hon phic do CF.

- Murc do dap vng khach quan sau HXTDT

Cung mot phac dd két qua cia chung t6i thdp hon Prakash B
(2008), sau HXTDT dap tng 1a 91%. Luciano de Souza Viana (2016),
dap (g hoan toan 1a 40%. Nghién ctru TAX 323 cho thay dép timg sau
HXTDT nhém diéu tri TCF 1a 72%, nhom diéu tri CF 1a 59%.

Nhuw vdy, ty ¢ dap vng sau HXTDT cua chung t6i tuong dwong voi
phdc do TCF ciia TAX 323, nghién ciru ciia ching t6i ciing cho thay ty ¢
dap 1img la cao hon so véi Véi cae nghién civu sir dung phdc do CF.
4.1.3. Tac dung khong mong mudn ciia phac dd hoa chit truéc
TC két hop hoa xa tri dong thoi
* Tdc dung khéng mong muon 1én hé tao huyét

Két qua ching t6i thap hon Tran Bao Ngoc ha bach cu sau
HTTr va HXTDT lan luot 13 51,3% (59 BN) va 59,1% (68 BN). Két qua
cta chung toi cling thdp hon Ngd Thanh Tung (2011) ha bach cau la
43,4% (d06 3, d6 4 chiém 5%), ha bach cau hat 28,3% (3,3% do 3).
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Két qua cua ching t6i twong tu Prakash B (2008) phac ¢ HXT
tudn tu paclitaxel va carboplatin bénh nhan giam bach cau trung tinh 1a
5/12 bénh nhan. Nghién ciru cia chung t6i tha‘ip hon Lauren C (2014).
Nghién ctru ciia chung ti thap hon nhiéu so véi nghién ciru TAX 323,
trong d6 sau hoa chét ddc tinh nhom CF 1a 52,5%, nhom TCF 12 76,9%.
* Tdc dung khong mong muén lén gan, thin va vai chi sé sinh
hod mau

Dic tinh lén chirc ndng gan: Nghién ciru cua chung t6i cao hon
Trin Bao Ngoc (2011). Nghién ciru cta ching t6i thdp hon Ngb
Thanh Tung (2011)

Déc tinh chirc ning thin: Két qua cia ching t6i thp hon Tran
Bao Ngoc (2011). Nghién ctru cua chung téi cao hon Ngoé Thanh
Tung (2011).

* Tdac dung khong mong muén ngoai hé tao huyét

Nén/buén nén: So sanh Luciano de Souza Viana (2015) giai
doan hoa tri TC ty 1& ndén/budn non 1a 25%, trong d6 muc 1 1a 21,7%
mure 2 1a 3,3%.

Cac doc tinh ngoai hé tao huyét déu ¢ mirc d6 kiém soat duge
do BN nhan sy cham séc diéu tri sém tai vién. Tai nghién cuu thi
nghiém ciia Hitt (2005), ty 1¢ viém niém mac hong miéng cao hon nhiéu
& nhom str dung phac d CF do liéu 5-FU cao hon so véi lidu & nhém
TCEF, tir d6 cac BN ciing bi tri hoan thoi gian diéu tri do doc tinh.

Nhitng goi y tir cdac nghién cuu ¢ nwoc ngodi da goi mo mot
hwong nghién ciru moi tai Viét Nam vi thuc 1é hién nay cdc nghién
cibu vé cham séc diéu tri dé tang chdt luong cudc song cia nguoi

bénh chua duoc quan tam dung muc.
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4.1.4. Theo dbi di ciin va song thém sau diéu tri
* Theo doi di can

Nghién ctru ctuia ching tdi cao hon so véi Prakash B. Chougule
(phac db paclitaxel va carboplatin) c6 ty 1& di can 1a 21% (9/43 bénh
nhan). Két qua cua chiing t6i cao hon Ngé Thanh Tung (2011) véi ty
1& 13,3%. Theo Ngo Thanh Tung (2011), can phdi chiém 1 nira s6
bénh nhan ung thu ha hong thanh quan diéu tri ngay bang phac d6
HXTDT cisplatin.

* Theo doi song thém

* Ty I¢ tir vong: So sinh voi HXTDT phac d6 TC cua Andreas
Dietz (2009) théy ty 1¢ séng sau 36 thang 1a 43%, tuong tng véi ty 18
tor vong sau 36 thang 1a 57%. Nghién curu cua chiing t6i c6 ty 1¢ ti
vong cao hon c6 thé do cac bénh nhan trong nghién ctru cta ching
t6i déu O giai doan muodn hon, giai doan III va IV, trong d6 giai doan
IV chiém da s.

So sanh voi Luciano de Souza Viana (2015) trong d6 15%
séng va 85% tir vong sau 3 nam theo doi, toan bd 15% bénh nhén
séng thém nay déu 1a bénh nhan séng thém tién trién.

So sanh véi Prakash B va céc cs (2008) & phac d6 hoa xa tri tudn
tu (phac do paclitaxel va carboplatin), két qua nghién ciru cho thiy
sau 3 nam theo ddi (49 thang) ty 1¢ con sdng 19/44 bénh nhan twong
duong vai 43,18%.

Két qua ciia chung t6i co ty 1é sdng sau 36 thang cao hon khi so
sanh v6i phac d6 HXTDT ciia Ngd Thanh Tung (2011), két qua cho
thiy ty 1& séng sau 36 thang 1a 14%, trong d6 séng khong bénh 1a 5%
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Nguyén nhdn tir vong chinh:

So sanh voi Ngd Thanh Tung (2011) nguyén nhan tr vong chinh do bénh
tién trién chiém 38,5%; ti phat 15,4%; di ciin 15,4%; suy kiét 20,5%.

Nhu vay, v6i bénh nhan UT HHTQ khi diéu tri phac d6 TC thi
can ¢6 sy cham soc vé dinh dudng dac biét, bén canh do can quan
tam cham séc dam bao thong thoang dudng ho hip. Pam bao thé
trang tot cho ngudi bénh chinh 13 giam dwoc nguy co tir vong.

Thoi gian song thém:

Thoi gian sdng thém toan bd trong nghién ctru ctia chung t6i cao
hon so v6i nghién ctru cia Luciano de Souza Viana (2015), thoi gian
song thém trung vi 1a 13 thang.
4.2.MOT VAI YEU TO ANH HUONG PEN KET QUA PIEU TRI
4.2.1. Mot vai yéu t6 lién quan dén hiéu qua hoa tri trwéc phac
dd TC két hop ho4 xa tri dong thoi
* Yéu té lién quan dén ddp ieng chii quan sau diéu tri

C6 mébi lién quan giita thoi gian tr e co biéu hién dén khi vao
vién véi dap tmg chu quan sau diéu tri HTTr. Nguoi bénh duoc phat
hién sém hon d& diéu tri hon khéng chi dép tmg co nang tdt, ma con
dam bao strc khoe tot hon. Do d6 viée phat hién som va diéu tri kip thoi
1 rét can thiét trong viéc dam bao hiéu qua diéu tri.

Qua két qua phan tich trong nghién ctru chung ti thay cac yéu
t6 anh huong dén dap tmg chu quan sau HXTDT gom c6 thoi gian tir
lac c6 biéu hién dén khi nhap vién, PS khi nhap vién va dap tng chu
quan sau HTTr (p<0,05).
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Nhue vy, tinh trang sirc khée ngieoi bénh la yéu té quan trong
g6p phan dam bdo két qua diéu tri dwoc tot. Do do, viéc phat hién va
diéu tri sém ¢6 vai tro quan trong gép phan dam bdo két qua diéu tri
dwoc 16t hon.

* Yéu té anh hwéng dén ddap vng khdach quan sau HTTr

Phan tich két qua trong nghién ciru chung t6i cho thiy giai doan
T, giai doan bénh, do tudi, tién sur uéng rugu va hat thude, thoi gian
tir lc 6 biéu hién bénh dén khi vao vién khong anh huong dén dap
khach quan theo RECIST (p>0,05), trong d6 PS khi nhap vién cé anh
huong dén dap tung khach quan (p<0,05). So sanh véi Luciano de
Souza Viana (2016), cac yéu t6 anh huong dén dép ung trong diéu
tri gdm tudi (p=0,038), giai doan T (p=0,037) va mirc do calcium
(p=0,038). Khac véi nghién ciru cta ching t6i 1a cac ddi twong déu &
giai doan mudn, khéi u lan rong va dugc chi dinh uu tién HTTr,
khong con chi dinh phiu thuat.

Nhue vy, két qua nghién ciru ciia ching téi cho thdy sirc khoe
nguwoi bénh khi nhdp vién c6 vai tro quan trong trong ddp vmg khoi u
sau diéu tri héa chat.

* Mot 56 yéu to anh huong dén ddp vmg khdch quan sau HXTDT

Két qua nghién ctru cho thdy sau diéu tri HXTDT, cac yéu td nhu
giai doan N, giai doan T, giai doan bénh, tién sur uéng rwou va hut thude,
thoi gian tir khi ¢6 biéu hién dén khi vao vién, PS khi nhap vién, PS sau
HTTr khong anh huéng dén murc d6 dap tng theo RECIST 1.1 (p>0,05).
Trong khi d6 dap ung khach quan sau HTTr, ddp ung chu quan sau
HXTDT c6 anh huéng dén dap ting khach quan sau HXTDT (p<0,05).
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Tuong ty véi nghién ciru ciia Luciano de Souza Viana (2016)
cho thiy dép tmg sau diéu tri sau héa tri trudc co anh hudng dén dap
tng sau diéu tri HXTDT (p<0,001).

Céc yéu t6 anh huong dén dap tmg khach quan sau HXTDT trong
nghién ciru cta chung t6i ciing trong ty nhu voi phac 6 TCF ciia Tran
Béo Ngoc (2011). Trong d6 tudi, gidi, thoi gian phat hién dén khi vao
vién, hit thude va uéng rugu, giai doan T, giai doan N, mo bénh hoc
khong c6 mdi lién quan ¢6 y nghia thong ké dén dap g khach quan sau
HXTDT. Nghién ctru cia Ngd Thanh Tung (2011) cho thay cac yéu
t6 anh huong dén két qua diéu tri phac dd xa tri cisplatin bao gdm giai
doan u, giai doan TNM, dat xong da day, PS, ) ngay diéu tri, s6 chu ky
cisplatin (p<0,05) .

4.2.2. Mot s6 yéu to lién quan dén nguy co tir vong va song thém
* Lién quan gitka tudn thi diéu tri voi nguy co tir vong va ST

Phén tich cuia ching t6i cho thiy vai trd quan trong cua viéc tuan
thu dung phac dd diéu tri. Két qua nay twong ty véi Tran Bao Ngoc
trén bénh nhan ung thu dau cd, trong d6 viéc tuan thi phac dd diéu tri
lam tang thoi gian séng thém & bénh nhan.

*Lién quan gita dép vmg chii quan, thé trang véi nguy co tir vong va ST

Két qua nghién ctru cho thiy diéu tri khéi u can chu ¥ t6i cac
biéu hién 1am sang. Thuc té, khdi u chén ép gay ra kho tha, lam cho
bénh nhan khong thé hodc kho an uéng sinh hoat binh thuong duogc.
Nhitng biéu hién nay kéo dai gdy ra tinh trang suy dinh dudng, thé

trang kém, va bénh nhén c6 nguy co tir vong sém hon.
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* Lién quan gitka dap vng khach quan voi nguy co tie vong va ST

Tuong tu v6i Prakash B (2008) sir dung phac d6 carboplatin va
palitaxel, két qua cho thiy dap ung c6 anh huéng dén thoi gian séng
thém ciia nguoi bénh. Trong d6 thoi gian sdng thém trong 5 nim &
nhém dap tng hoan toan so véi nhom dap tng khong hoan toan lan
luot 1a 59% va 34% voi p=0,015.

Nhu véy, két qua nghién ctru nay chi ra tinh hiéu qua cta dap
g véi thude va tir vong & bénh nhan. Qua d6 c6 thé gitp cho cac
nha 1am sang lya chon phuong phap diéu tri khac néu ¢ giai doan dau
ctia héa tri bd tro trude khong hidu qua.
* Lién quan gitta giai doan bénh voi nguy co trvong va ST

Sanh v6i Andreas Dietz (2009) trén bénh nhan UT HHTQ duoc
diéu tri bang hoa xa tri tuan tu phac dd TC, két qua cho thay song
thém khong c6 mdi lién quan dén giai doan bénh.

Giai doan T anh hudng dén nguy co tir vong cho thiy chan doan
som s€ giam dugc nguy co tu vong & bénh nhan UT HHTQ.
* Lién quan giita ddc diém bénh nhén véi nguy co tir vong va ST

Nghién ciru ciia chung t6i tuong ty véi két qua ctua Trin Bao
Ngoc (2011). Nhu vdy, BN dugc phat hién bénh sém < 6 thang co
thoi gian ST trung binh dai hon c¢6 y nghia so véi cac truong hop

phat hién bénh sau 6 thang.
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KET LUAN

1. Két qua diéu tri hoa tri truwéc phac dd TC két hop héa xa tri
dong thoi.

- Hiéu qua hoa tri trude phac dd TC két hop hoa xa tri dong thoi:

+ Pap tng chu quan va thé trang: sau HTTr tit ca thay giam
hodc hét triéu chimg co ning. Thé trang sau HTTr 73,2% PS=0, sau
HXTDT con 12,2% PS=0. Chét luong cudc séng déu co xu hudng tot
1én sau HTTr va sau HXTDT & cac chi sb cam giac dau, kho nudt,
giac quan, noi, giao tiép, ho va mét moi.

+ Dép ung khach quan: Dap tng toan bg sau HTTr 78% (dap
(g hoan toan 2,4%, dap tmg mot phan 75,6%); dap tmg sau HXTDT
61% (9,8% dap tmg hoan toan va 51,2% dap Gmg mot phan).

- Tac dung khong mong mudn:

+ HE tao huyét giam mirc d§ nhe: sau HTTr khong c6 truong
hop nao giam bach cau, lymphocyte, giam bach cau neutrophil 7,3%;
giam hong cdu 39%. Sau HXTDT giam bach cau 17,1%, giam
neutrophil 14,6%; giam hong cau 65,8%.

+ Chtc ning gan, than anh huong khong dang ké va binh phuc
sau khi ngung diéu tri.chi s6 sinh hoa mau it bi anh huong

+ Tac dung khong mong mubn ngoai hé tao huyét muc do nhe.

- Theo di di can va séng thém: Di cin: Ty 1é 26,8%; Thoi gian
di can trung binh 1a 33,9 thang, chu yéu di can phdi. Bénh nhan con
song sau 3 nam theo ddi 31,7%, trong d6 séng khong bénh 9,8%, c6
bénh 21,9%. Thoi gian sdng thém trung binh 1a 20,2 thang,
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2. Mjt s yéu t6 lién quan dén két qua diéu tri.

- Lién quan dén dép tmg chii quan sau diéu tri: Tir khi co biéu
hién dén khi vao vién (trén 3 thang so v6i dudi 3 thang OR=6,23); PS
khi nhap vién (PS=1 so v6i PS=0 OR=5,75); dap Gmg chu quan sau
HTTR (khong dap tng dap tng OR=14).

- Lién quan dén dap ung khach quan sau HTTr: PS khi nhap
vién (PS=1 so v&i PS=0, OR=5,42).

- Lién quan dén d4p tmg khach quan sau HXTDT: Dép tmg khach
quan sau HTTr (Khong dap ung so voi dap ung OR= 8,94); dap ung chu
quan sau HXTDT (Khong dép ung so voi dap ung OR= 16,13).

- Lién quan dén nguy co tir vong sau diéu tri: Tuan tha HTTr; tudn
thu HXTDT; dap tng chi quan sau HTTr, dap ung chi quan sau
HXTDT; thé trang khi nhap vién, thé trang sau HXTDT, dép tng khach

quan sau HTTr; giai doan T. Thoi gian biéu hién dén khi vao vién.

INTRODUCTION
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Hypopharyngeal cancer has a high incidence and it was reported
in 2012 with about 115,130 new patients in the worldwide. In
Vietnam, this disease is ranked second in the head and neck cancer,
after nasophanyngeal cancer. Most patients with hypopharyngeal
cancer have been gone to the hospital when the disease was at the
late phase (III-IV) with the spread large tumors, metastatic node,
nodal blood vessels or distant metastasis; therefore the treatment will
be less effective and bad quality in consequence.

In fact, synergy and cutting of thyroid cartilage have been applied
in treatment of hypopharyngeal cancer at phase III-IV (Mo). Therefore,
the patient has been losen the speech capacity, high rate of relapse and
metastasis. In the past 30 years, chemoradiaotherapy has been the
basic treatment for hypophanyngeal cancer.

Luciano de Souza Viana (2015) reported that Taxane and Platin
have had high responsiveness and less toxic for the patient in head
and neck cancer. Andreas Dietz (2009) demonstrated that cisplatin
and paclitaxel has been more safety and less toxic to the
hypophanyngeal cancer patients. However, these previous studies
have not completely assessed about responses, toxicity and
prognostic factors.

In Vietnam, there have been no studies using paclitaxel-cisplatin
regimen in patients with hypophazyngeal cancer. Therefore, development
of the regiments with good response, less toxic and safe to patients is
necessary. The present study is aim to: Study on application induction
chemotherapy followed by chemoradiotherapy hypophazyngeal cancer
in phase II1, IV (Mo). The objectives are to:

1. Evaluate the results of induction chemotherapy with paclitaxel
va cisplatine regime in combination to the chemoradiotherapy for
hypophazyngeal cancer in phase III, IV (MO0)

2. Assessment of some related factors to treatment outcomes
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New contribution of the present research

In Vietnam, it was the first time using induction chemotherapy
with paclitaxel va cisplatin regimen in combination to
chemoradiothrapy for hypophazyngeal cancer patients in the late
phases. The results demonstrated the good response of regimen and
living quality of patients was improved. The subjective response of
induction chemotherapy was 100%. The onjective response
according to the RECIST 1.1 was 61% after treatment. Life
expectancy was extended 3 years was 31.7%. The present study also
indicated that the subjective and objective responses of induction
chemotherapy and chomoradiotherapy were affected by some factors.
The results demonstrated that the regimen has high effectively.

The results of this research showed the low toxicity to
hematologic, liver and kidney function and other outside
hematopoietic systems. This research also indicated the metastatic
rate and factors affecting to the mortility of patients. As a
consequence, this research demonstrated the safety of the regimen.

Outline of this thesis

Thesis has 123 pages, 38 tables, 17 figures and 120 references in
which it has 114 international publications. The introduction included
2 pages. Literature review 30 pages. Material and Methods had
19pages. Results and discussion of the present research was 34 and
36 pages, respectively. Finally, conclution was presented in 2 pages.

CHAPTER L. LITERATURE REVIEW
1.1. CHARACTERISTICS OF HYPOPHAZYNGEAL CANCER
1.1.1. Rate of hypophazyneal cancer

Laryngeal carcinoma in the world has been estimated at 1.7% of

the total new incidence.
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1.1.2. Incidence by age and sex:

The most common age group is 40 to 60 years old. It is rare in
young people under 40 years of age. Overall male and female ratio
was between 4: 1 and 20: 1.

1.1.3. Risk factors

Drinking and smoking and some other risk factors: asbestos,
diesel smoke, rubber, dirt, acide, ...

1.2. DIAGNOSTIC OF HYPOPHAZYNGEAL CANCER
1.2.1. Clinic diagnostic methods

1.2.2. Subclinic diagnostic methods

1.2.3. Spread of the disease in the late phases (III-1V)

-Laryngeal cancer: Supraglottic, Glottic and Subglottic spaces

-Hypophazyngeal cancer: Pyriform sinus, Post cricoid region
and Posterior pharyngeal wall
1.2.4. Phase clarification

Classification of TNM stages based on the AJCC-2010 standards
1.3. TREATMENT OF HYPOPHAZYNGEAL CANCER AT THE
LATE PHASES
1.3.1. Indications for treatment by disease stage

- Phase III, IVa, IVb: chemoradiotherapy with cisplatin is
common method to treat the hypophazyngeal cancer or using
induction chemotherapy and then radiotherapy

- Phase IVc: Mainly using rescue chemotherapy with platinum
1.3.2. Surgery for hypophazyngeal cancer patients in the late phase

Surgical is to cut down hypophazynx
1.3.3. Radiotherapy for hypophazyngeal cancer in the lae phases

Radiotherapy to tumor has been 70Gy, to node systems about
S0GT with dosage of 2Gy/day
1.3.4. Chemotherapy for hypophazyngeal cancer in the late phase

- Chemotherapy before radiotherapy: chemotherapy (single
chemical or multichemicals) for some periods before radiotherapy.
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- Induction chemotherapy and then chemoradiotherapy: This
treatment reduces the risk of distant metastasis as well as reducing the size
of tumors and nodes; which facilitates the subsequent radical treatment.

- Chemoradiotherapy: Chemoradiotherapy can be prescribed
weekly or every 3 weeks.

1.3.5. Target Therapy

New EGFR-monoclonal antibodies have been used to treat
certain types of cancer including cancer of head neck in recent years
such as Cetuximab and Nimotuzumab
1.3.6. Research on chemoradiotherapy for hypophazyngeal
camer in Vietnam

Ngo Thanh Tung and Pham Huu Nhan have studied
chenoradiothrapy ~ treatment ~ with  Cisplatin ~ 30mg/m®  for
hypophazyngeal cancer patients in the phase III, IV(Mo).

1.4. SEVERAL STUDIES ON INDUCTION CHEMOTHERAPY
WITH PACLITAXEL AND CISPLATIN REGIMEN IN
COMBINATION TO CHEMORADITHERAPY

Luciano de Souza Viana (2015), Cmelak AJ et al. (2007) and
Andreas Dietz et al. (2008) studied on patient with head and neck
cancer to be treated by chemoradiotherapy with TC regimen showed
the good responses

CHAPTER 2
MATERIAL AND METHODS

2.1. PATIENTS

4] patients were diagnosed with hypophazyngeal cancer at
phase III, IV and not be distant metastatic. Patients were treated 3
times by chemotherapy and then were treated by chemoiiradiotherapy
at the K hopital (17 patients) and at Hanoi Oncology hopital from
January 2016 to December 2016.
2.2. DESIGN AND SAMPLE SIZE
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2.2.1. Design
Design of clinical intervention study without control group.
2.2.2. C& miu nghién ctru

The intervention sample size was estimated by 1 ratio according
to the World Health Organization sample size (Simple Size), as
follows:

n =271 %

In which:

n: number of patients needed.

Zi-an = 1,96 (confidential 95%)

d=0,1 (Minimum allowable error)

p=0,89: ratio responses to induction chemotherapy. According
to the research of Cmelak et al. (2007), 44 patients were treated three
cycles with TC chemical (paclitaxel and carboplatin) at the date 1, 22
and 43 as the regimen of the present research.

Repladed by number:
0,89 x (1-0,89)

n= 1,96
0,1°

2.3. METHODS
2.3.1. Diagnostic facilities

Clinical and subclinical examinations.
2.3.2. Treatment methods

SIEMENS accelerator, CLVT simulator connected to the
physical room
2.4. PRESEARCH ARAMETERS

- Age and sex. Living habits: history of drinking, smoking.

- Reason for hopitalization. The time from the onset of
symptoms to the hospital. Functional symptoms

- Physical symptoms. Systemic symptoms

30

- CLVT of neck area, neck ultrasound; the hematological
index, biochemical blood.

- Assessment of accurate TNM before treatment (AJCC-2010)
2.5. TREATMENT STEPS

Induction chemotrerapy (neoadjuvant chemotherapy) with TC
regimen

+ Paclitaxel 175 mg/m? skin, date 1.

+ Cisplatin 75 mg/m? skin, date 1.

(Period of 21 days x 3 cycles)

After 3 TC cycles, patients were evaluated for response and
toxicity.

Chemoradiotherapy (concurent chemoradiotherapy)

Patients were assigned chemoradiotherapy: using cisplatin 40
mg/m? skin weekly treatment. At the same time using chemotherapy,
the patient was treated radiotherapy by accelerator.

2.5.1. Procedures of 3 times of induction chemotherapy
2.5.2. Procedures of chemoradiotherapy with accelerator
2.5.3. Assessment of response and toxicity

- Assessment of overall change: based on the Eastern
Cooperative Oncology Group (ECOG) scale of after treatment in
comparition to before treatment.

- Assessment of living quality: according to EORTC QLQ - H & N35.

- Assessment of the subjective response.

- Assessment of objective response: According to RECIST
standards

- Assessment of toxicity of treatment: According to CTCEA 3.0
2.5.4. Assessment of over survival

All patients were monitorred for at least 6 months after the end
of treatment and the end of the study. Assessment of life expectancy
included the additional life expectancy, cause of death and factors
affecting death



2.6. Statistical analysis
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Using software of STATA 12.0 for statistical analysis of data

2.7. Ethics

Studying in compliance with ethical principles of Hanoi Medical
University and ensuring the confidentiality of patient information as

prescribed

CHAPTER 3 RESULTS

3.1. RESULTS OF TREATING THE HYPOPHAZYNGEAL CANCER

IN PHASE III, IV (Mo)

3.1.1. Patients characteristics

3.1.2. Treatment results of induction chemotherapy in combination

with chemoradiotherapy

* Accepted the executive therapy
Table 3.15.0pening trachea and synergy to open stomatch
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* Assessment of subjective response and personal status through

treatment

Table 3.3. Level of subjective response after treatments

Level of subjective | Induction chemotherapy | Chemoradiotherapy
response Number (n) (%) Number (n)| (%) P
Complete Response 15 36,6 12 29,3 10,4807
Partial Response 26 63,4 15 36,6 10,0152
Stable Disease 0 0 14 34,1 -
Progressive Disease 0 0 0 0 -
TONG 41 100 41 100 -

Table 3.17 Changes in life quality during treatment

Treatment No. of patients (n) Percentage (%)
Opening trachea 4 9,8
Opening stomach 3 7,3
Not agree to synergy 3 7,3
No treatment 31 75,6
Total 41 100
Table 3.16. Executive therapy
No. of patients | Percentage
Follow treatment (n) (%)
Treated by On time 35 85,4
induction Extended 6 14,6
chemotherapy
Treated by On time 30 73,2
chemoradiotherapy | Extended 11 26,8

; .
Before nduction Chemoradioth
treatment (1) chemotherapy erapy (3)
PS 2) Y Pay | Pay
No. No. No.
(%) (%0) (%)
() (n) ()
PS=0 | 30 | 73,2 6 14,6 5 12,2 |<0,001 [<0,001
PS=1 11 | 26,8 19 | 46,3 10 | 244 |0,162 |0,655
PS=2 0 0 10 | 244 | 19 | 463 - -
PS=3 0 0 6 14,6 7 17,1 - -
Téng | 41 100 41 100 | 41 100
Table 3.18 Changes in life quality after treatment
Before Induction | Chemoradi
treatment |chemothera| otherapy
Tssue ) py ) G |[p12) | pGd)
M M M
“lsp [ sp | sD
n n n
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* Assessment of objective response
Table 3.6. Assessment of lesion response by computerized

tomography
Time Mean+SD Min Max
Before treatment 32,8+15,8 12 100
After induction chemotherapy | 20,0+14,1 0 70
After chemoirradiotherapy 17,8+17,4 0 66

Table 3.7. Obbjective reposnse after treatments
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Pain 11,6 [105] 57 | 7.1 | 65 | 80 |<0,001 ]| <0,001
Swallow hard | 65,2 | 17.8 | 25.8 | 23.6 | 32,3 | 32,0 | <0,001 | <0,001
Sense 0.8 | 3.6 | 19,5 | 11,7 | 24,0 | 20,4 | <0,001 | <0,001
Speaking | 67,8 | 25,7 | 33,6 | 29.8 | 36,0 | 34,1 | <0,001 | <0,001
Communication| 24,1 | 16,5] 16,3 | 17,7 | 20,0 | 21,6 | <0,001 | <0,001
Sex 715 | 14,1] 943 | 11,6 | 94,7 | 10,8 | <0,001 | <0,001
Drymouth | 0 | 0 | 89 | 167 | 146 | 27.0| - ]
Sticky mueus | 1 g | 73 | 15.8 | 13.8 | 27.9 | 0.0124 | 0.0046
saliva
Cough | 675|253 28,5 | 27.5 | 31,7 | 34,1 | <0,001 | <0,001
Tired 415 |19.4] 496 | 212 | 553 | 26,5 | <0,001 | <0,001

Chmoradiotherapy
Induction ) Progressi
Complete | Partial Stable Total
Chemotherapy ) ve
Response | Response | Disease .
Disease
Complet
orwpete 1 0 0 0 1
Response
Partial
artia 3 21 7 0 31
Response
Stable Disease 0 0 0 9 9
P ;
rlogresswe 0 0 0 0 0
Disease
Total 4(9,8) [21(52,2)|7(16,1)| 9(21,9) 41
b > 2 b (100)
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3.1.3. Side effects of induction chemotherapy in combination with

chemoradiotherapy

* Side effects on hematopoietic system
Table 3.8. Side effects on hematopoietic system after treatments
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* Side effects on liver, kidney and biochemical blood after

treatments

Table 3.9. Side effects on liver and kidney after treatments

Grade 1 Grade 2 Grade 3
Indicators No. | (%) | No. | %) | No.| (%)
Induction chemotherapy
Increase AST 2 49 0 0 0 0
Increase ALT 3 73 1 2.4 0 0
Increase Ure 3 7,3 0 0 0 0
Increase Créatinine 3 7.3 0 0 0 0
Chemoradiotherapy
Increase AST 2 4.9 0 0 0 0
Increase ALT 2 4.9 1 2.4 0 0
Increase Ure 0 0 0 0 1 2.4
Increase Créatinine 1 2.4 0 0 0 0

* Side effects outside the hematopoietic system
Table 3.10. Side effects outside the hematopoietic system after

Grade 1 Grade 2 Grade 3
Grade
Indicators No ol N L em | N | s
(1) (1) (V]
() () (n)
Induction
0 0 0 0 0 0
Leukocytes | chemotherapy
Chemoradiotherapy 4/41 | 9,8 | 2/41 | 49 | 1/41 | 2,4
Induction
0 0 0 0 0 0
Lymphocyte |chemotherapy
Chemoradiotherapy 6/41 |14,6|12/41129,3| 3/41 | 7,3
Induction
. 2/41 | 4,9 0 0 | 1/41 | 2,4
Neutrophil  |chemotherapy
Chemoradiotherapy 3/41 | 7,3 | 2/41 | 4,9 | 1/41 | 2.4
Induction
» 16/41139,0| 0 0 0 0
Hemophilia |chemotherapy
Chemoradiotherapy 25/41165,8| 0 0 0 0
Induction
. 37/41190,2( 0 0 | 1/41 |24
Hemoglobin |chemotherapy
Chemoradiotherapy 31/41|75,6| 5/41 (12,2 O 0
Induction
Thrombocyte 2/41 | 4,9 0 0 0 0
chemotherapy
s
Chemoradiotherapy 6/41 |14,6| 1/41 | 2,4 | 1/41 | 24

treatments

Grade Grade 1 Grade 2
Indicator No. (n) | (%) No.(n) | (%)
Induction chemotherapy
Vomitted 12 29,3 0 0
Noén 3 7,3 0 0
Nausea 2 49 0 0
Ti€u chay 0 0 0 0
Mucositis 31 75,6 0 0
Chemoradiotherapy
Vomitted 15 36,6 1 2,4
Noén 5 12,2 0 0
Nausea 5 12,2 0 0
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Tiéu chay 5 12,2

[
[e)

Mucositis 32 78,0 0 0

3.1.4. Metastatic and over survival monitoring
3.1.4.1 Metastatic monitoring

Metast
atic, y

F |

1.00

0.75

0.50

0.25

V°
metast

atic, a
73,.2% 0

20 30 50
Phan tich theo thor gian (thang)

Fig. 3.14. Percentage of Fig. 3.15. Duration for
metastatic patients after metastatic patients after
treatment treatment

After treatment, 11 patients (26,83%) have been metastatic. It
took about 33.99 months for metastatic
3.1.4.2. Survial monitoring

survival Table 3.11. Main cause of death
without of patients
Causes No (n) (%)
Metastatic 10 35,7
Recur 5 17,9
Exhausted 13 46,4
Total 28 100

Fig 3.16. Survival duration after
treatment
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& Table 3.19. Survival monitoring
R after treatment
s Time No. | (%)
| (n)
° After 12 months | 20/41 | 48,8
. to be treated
° After 24 months | 14/41 | 342
sl to be treated
B et © ® [After 36 months | 13/41 | 31,7

Fig 3.17. Survive more after to betreated

treatment
The average of over survival of patients was about 20.2 months.
3.2. FACTORS IMPACTING THE RESULTS OF TREATMENT
* Factors affecting subjective response after treatment
Table 3.13. Factors affecting subjective response after treatment

Response No Yes
P p OR
Symptom N| % |[N| %
PS=1| 5 | 455 | 6 | 54.5 5.42
PS hospitalize 0.0419
P PS=0| 4 | 13.3 | 26| 86.7 (1.11-26.47)
Total 14| 9 22| 32 78.0
Table 3.14. Factors affecting the objective response after
chemoirradiotherapy
Response No Yes OR
Tterms N| % | N| % P (95%CI)
Subjective No 71 77,8 | 2 22,2
response after 0,017 8,94
Yes 9 | 281 23| 71,9 ’ (1,28-100,0)
chemotherapy
Subjective Yes 11| 78,6 | 3 21,4
response after <0.001 16,13
chemoirradioth |No 5 18,5 | 22| 81,5 ’ (3,24-80,22)
erapy
Total 16 | 39,0 | 25| 61,0
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Fig 3.20. Relationship between Fig 3.21. Relationship between \
subjective response, PS, with subjective response, PS, with over
over survival after induction survival after chemotherapy

chemotherapy

bap irng véi HTTr Khéng dap (rng v&i HTTr ‘

Fig 3.24. Relationship between objective response with over
survival
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Fig 3.26. Over survival from having symtomps to hopitalization
CHAPTER 4. DISCUSSION

4.1. TREATMENT RESULTS OF HYPOPHAZYNGEAL CANCER IN

PHASE 111, IV (Mo)

4.1.1. Characteristics of patients

4.1.2. Efficiency of induction chemotherapy with regime of TC in

combination with chemoradiotherapy
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*Accepted the executive therapy

Patients rejected the surgery to open the trachea and to open the
stomach could been died early, respiratory failure and exhausted
because of inability in eating. Therefore, it would affect the rate of
survival and survival duration in this research.

* Assessment of the subjective response and changing the personal
status during treatment
- Changing the personal status during treatment

The results are similar with Tran Bao Ngoc (2011), In contrast,
in the research of Ngo Thanh Tung (2011), 100% of of patients was
in PS=0 and PS=0 was 13.3% after treating by chemoradiotherapy.

* Assessment of the subjective response during treatment

Subjective response after treating by induction chemotherapy
TC: the results of this research was agreed with previous research by
Tran Bao Ngoc (2011), response to induction chemotherapy was
63.71%, reduced by 34% and no change about 3.5%.

Subjective response after treating by chemoradiotherapy:
Compared with Ngo Thanh Tung (2011), it had the completed
response about 56.7%. Those results are higher than this research
because authors only studied on patients who had response after
induction chemotherapy. In the meanwhile, the present study was
implemented on the patients who were response and non-response to
chemotheraphy with TC regimen.

- Quality of life through treatment

Our research is similar to that of Tran Bao Ngoc (2011). QoL score
after treatment for tasting, tasting from 23.4 to 31.2, talk point after
treatment was 27.7, cough score is 19.5, dry mouth 60.2, saliva spray
51.1.

In conclusion, subjective response in our study was higher than
that of chemoradiotherapy using TCF regimen of Tran Bao Ngoc and
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chemoradiotherapy of Ngo Thanh Tung. The TC regimen in our study
was less tiring and felt better. In particular, using non-surgical TC
chemotherapy, patients can still communicate during and after
treatment. This has positive implications for patients as they
communicate with the society.
* Assessment of objective response of induction chemotherapy with
TC regimen in combination with chemoradiotherapy
- Level of objective response after induction chemotherapy

The results of this study were higher than that of the study of
Luciano de Souza Viana (2016), with complete response of 5%,
partial response of 50%, and general response of 55%. However, the
results of this study were lower than that in the research of Prakash B
(2008), with complete response of 65% and partial response of 26%.

In conclusion, response rates of induction chemotherapy were
comparable to TCF regimen and were higher than CF regimen, if
they were compared with TAX 323.

- Level of objective response of chemoradiotherapy

Although this study and previous study of Prakash B (2008)
used the same regimen, the results of this study were lower, with
91% of response of chemoradiotherapy. In the study of Luciano de
Souza Viana (2016), the complete response was 40%. Studies in
TAX 323 showed that responses of chemoradiotherapy of TCF group
was 72% and 59% for CF treatment group

In conclusion, response rate of chemoradiotherapy in this study
was similar to the TCF regimen of TAX 323. This study also showed
that the response rate was higher than that in the previous studies
using CF regimen.
4.1.3. Side effects of induction chemotherapy with TC regimen in
combination with chemoradiotherapy
* Side effect on hematopoietic system

The results of this study were lower than those of Tran Bao
Ngoc, leukemia reduced aproximately 51.7% (59 patients) for
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induction chemotherapy and 59.1% (68 patients) for
chemoradiotherapy treatment. These results were also lower than
Ngo Thanh Tung (2011), the rate of reducing white blood cell was
43.4% (3 and 4 level about 5%). The reducing rate of granulocytes
was about 28.3% (3.3% at level 3).

The reducing rate of neutrophil in this study (5/12 patients) were
similar to that of Prakash B et al. (2008) study who used
chemoradiotherapy with paclitaxel and carboplatin regimen. This
result was also lower than Lauren C et al. (2014). This study was
much lower than the TAX 323 study, in which CF toxicity was
52.5% and 76.9% for TCF group.

* Side effect on liver, kidney and some biochemical indicators of
blood

Toxicity to liver function: This research was higher than Tran
Bao Ngoc (2011). However, it was lower than that in Ngo Thanh
Tung (2011).

Toxicity to kidney function: The results in this study were lower
than that of Tran Bao Ngoc (2011). However, it was higher than that
of Ngo Thanh Tung (2011).

*Toxicity to non-hematopoietic system

Vomiting / nausea: Compared with Luciano de Souza Viana
(2015), the rate of vomit was 25% during treatment of chemotherapy
with TC, in which 21.7% of level 1, 3.3% of level 2.

Non-haematopoietic toxicities were controlled at the time of
initiation of treatment. In the trial of Hitt (2005), the rate of oral
mucositis was significantly higher in the CF group due to higher
doses of 5-FU compared with the TCF dose; thus patient was
postponed to treat due to toxicity.

Suggestions from overseas studies have suggested a new
direction for research in Vietnam because of the fact that research on
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treatment and care to improve the quality of life of patients has not
been properly considered.

4.1.4. Over survival and metastatic after treatment

* Metastatic monitoring

The results of this study was higher than that of Prakash B.
Chougule et al (paclitaxel and carboplatin regimen) with a metastatic
rate of 21% (9/43 patients). The results also were higher than that in
Ngo Thanh Tung (2011) with the metastatic rate of 13.3%.
According to Ng6 Thanh Tung (2011), lung metastatic accounts for
half of patients in hypophazyngeal cancer who were treated by
chemoradiotherapy with cisplatin regimen.

* Over survival after treatment

* Mortality rate: Compared with chemoradiotherapy using TC
regimen of Andreas Dietz et al. (2009), the survival rate after 36
months was 43%, corresponding to the 36-month mortality rate of
57%. This study had a higher mortality rate as the patients were at the
later stages 11, IV, in which most of patients were in stage IV.

Compared to Luciano de Souza Viana (2015), 15% of alive and
85% of dead after 3 years of follow-up and all 15% of patients live
on progressive disease.

Compared with the research of Prakash B et al. (2008) using
regimen of paclitaxel and carboplatin, it showed that after 3 years of
monitoring (49 months), the survival rate was 19/44 (43.18%).

The present results showed that the survival rate after 36 months
was higher compared with chemoradiotherapy using in study of Ngo
Thanh Tung (2011) for hypophazyngeal cancer patients in stage III,
IV 14%, in which survival duration of 36 months after treatment was
14% and disease-free survival was 5%.

Major reasons of mortality:

Compared with the previous study of Ngo Thanh Tung (2011),
the main cause of death from progressive disease accounted for
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38.5%; recurrence of 15.4%; metastatic 15.4%; and exhausted
20.5%.

Thus, patients with hypophazyngeal cancer should receive
special nutritional care while treating patients with TC regimen. In
addition, carefulness should be taken to ensure breathing for
respiratory tract. It would reduce the risk of mortality for patients if
the patient's health has been taken carefully.

Survival duration after treatment.

Complete survival duration after treatment in this study was
slightly lower than that in the study of Luciano de Souza Viana
(2015), average survival duration was 13 months.

4.2. FACTORS AFFECTING THE TREATMENT OUTCOMES

4.2.1. Factors affecting the treatment outcomes using TC regimen
in combination with chemoradiotherapy

* Factors affecting subjective response after treatment

There was a relationship between detection time of disease to
admission in hopital and subjective response of induction
chemotherapy. Patients who are diagnosed early have been more
likely to treat because, it was not only better functional response but
also for ensuring the better health. Therefore early detection and
timely treatment have been necessary to ensure effective treatment.

The results of this study showed that factors affected the
subjective response of chemoradiotherapy were detection time of
disease until hopitalization, PS when hopitalized and subjective
response of induction chemotherapy (p<0.05).

Thus, the health of patients has been an important factor
contributing to ensuring good treatment outcomes. The early
detection and treatment have played an important role in ensuring
better treatment outcomes.

*  Factors affecting objective response after induction
chemotherapy

Results in our study showed that stage T, stage of disease, age,
history of drinking and smoking, time from to detect disease to
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hopitalization did not affect objective response of RECIST (p> 0.05);
in constrast, PS when hospitalized had an effect on objective
response (p <0.05). Compared with Luciano de Souza Viana (2016),
factors affecting treatment response included age (p = 0.038), T-stage
(p = 0.037) and calcium level (p = 0.038). It is unlikely with this
study, all patients were in the late phase of disease, the tumor was
widespread and induction chemotherapy was assigned priority and no
surgery was designated for those patients.

It can be seen that this study demonstrated that the patient
conditions would play an important role in treating cancer after
chemical treatment.

* Factors affecting objective response after chemoradiotherapy

Results showed that after treatment with chemoradiotherapy,
factors such as N stage, T stage, disease stage, alcohol and smoking
history, duration from onset to hospitalization, PS when
hospitalization and PS after induction chemothrapy did not affect the
level of response according to RECIST 1.1 (p > 0.05). In the
meanwhile, objective response of induction chemotherapy and
subjective response of chemoradiotherapy were affected objective
response of chemoradiotherapy (p<0.05).

Similar with study of Luciano de Souza Viana et al. (2016), this
study showed that induction chemotherapy treatment afftected to
response of chemoradiotherapy (p<0.001).

Factors affecting objective response of chemoradiotherapy in
this study were similar with previous study of Tran Bao Ngoc (2011).
Factors include age, gender, time to detect disease and
hospitalization, smoking and drinking, T stage, N stage and
histophathology did not have any significant effect on the objective
response of chemoradiotherapy. Ngo Thanh Tung (2011) also
showed that factors such as cancer stages, phase TNM, putting
nasogastric, PS, number of treatment days and cycle number of
cicplatin would affect to regimen of radiotherapy with cisplatin
(p<0.05).
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4.2.2. Factors affecting on over survival and risk of death

* Relationship between treatment adherence with o risk of death
and over survival

Results shows the important role of adherence to the treatment
regimen. This result is similar to Tran Bao Ngoc in head and neck
cancer patients, where adherence to treatment regimens increases the
over survival for patients.

* Relationship between subjective response, personel status and
over survival

Research results show that tumor treatment should pay attention
to clinical manifestations. In fact, squeezing tumors causes shortness
of breath, making the patient unable or unable to eat normal food.
These long-term symptoms cause malnutrition, poor physiology, and
patients are more likely to die prematurely.

* Relationship between objective response with risk of death and
over survival

Similar with study of Prakash B (2008) that using regimen of
carboplatin and palitaxel, the results indicated that objective response
affected to survival of patients. The percentage of patients who could
be over survival within 5 years for response group was about 59%
and 34% for non-response group (p=0.015).

Thus, the results of this study showed the effectiveness of
response to medicine and mortality in patients. This may help
clinicians to select other treatments if the early stage of induction
chemotherapy is not effective.

* Relationship between disease stage and risk of death and over
survival

Comparison with Andreas Dietz (2009) in patients with
hypophazyngeal cancer patients was treated with sequential
chemotherapy with TC regimen, the results suggested that over
survival did not have any relationship with disease stage.

Stage T affected the risk of death indicating that early diagnosis
reduces the risk of death in hypophazyngeal cancer patients.
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* Relationship between patient characteristics and risk of death and
over survival

This research is similar to that of Tran Bao Ngoc (2011). Thus,
patients who were diagnosed early < 6 months had significantly
longer over survival compared to those who were diagnosed after 6
months.

CONCLUSION

1. Assessment of treatment outcomes using TC regimen in
combination with chemoradiotherapy

- Efficiency of chemotherapy in combination with
chemoradiotherapy:

+ PS and subjective response: after induction chemotherapy,
decrease or disappear of functional symptoms. The personal status was
73.2% PS = 0, after the chemoradiotherapy was 12.2% PS = 0. The
quality of life tended to improve after induction chemotherapy and after
chemoradiotherapy indices of in pain, dysphagia, sensory, speech,
communication, cough and fatigue decreased.

+ Objectively response: overall response was 78% after induction
chemotherapy (complete response 2.4%, partly response 75.6%);
response after chemoradiotherapy was 61% (9.8% complete response
and 51.2% partly response).

- Side effects:

+ Lightening hematopoietic system: after indction chemotherapy,
there was no case of neutropenia, lymphocytic neoplasia; neutrophil
neoplasia decreased by 7.3%; hemoglobin decreased by 39%. After
chemoradiotherapy, white blood cell decreased by 17.1%, 14.6% of
neutrophil; 65.8% of hemoglobin.

+ Liver and kidney function are negligible and recovery after
treatment was discontinued. Blood biochemistry index is less affected.

+ Side effects outside hematopoietic system

- Metastatic and over survival: Metastatic: 26.8%; Average
metastatic time was 33.99 months, mainly metastatic lung. Patients
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survived after 3 years of follow-up 31.7%, in which disease-free survival
9.8%, disease 21.9%. The average time of over survival was 20.2
months.

2. Some factors related to treatment outcome.

- Relative to subjective response after treatment: From appearance
of disease to hospitalization (over 3 months vs. less than 3 months OR =
6.23); PS upon admission (PS = 1 vs. PS = 0 OR = 5.75); subjective
response after induction chemotherapy (not response to OR response =
14).

- Related to subjective response after induction che;otherapy: PS
upon admission (PS = 1 versus PS = 0, OR = 5.42).

- Related to objective response after chemoradiotherapy:
Compliance with induction chemotherapy (Not responding to OR
response = 8.94); objective response after chemoradiotherapy (not
responding to OR response = 16.13).

- Related to the risk of death after treatment: adherence to induction
chemotherapy; complying with chemoradiotherapy; subjective response
after  induction  chemotherapy, subjective  response  after
chemoradiotherapy; personel status after hospitalization, personel status
after chemoradiotherapy, objective response after induction
chemotherapy; Stage T. Time to detect disease to hospitalization.



