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PAT VAN DE

Ung thu vom miii hong (UTVMH) 1a bénh 1y 4c tinh cta t& bao biéu mo
ving vom hong. Pay 1a ung thu thuodng gip nhét & ving dau c6. Do vi tri giai
phau dic biét va 14 loai ung thu nhay cam véi birc xa ion héa nén xa tri van 1a
phuong phap diéu tri chi yéu. Giai doan (GD) I - I ty 1é séng thém toan bo 5
nam sau xa tri don thuan 1a 80 - 85% [1]. GDPIII - IVb ty 1¢ nay chi con 34 -
56%, co tir 40 - 47% tai phat tai chd va di cin xa trong vong 2 nim sau xa tri don
thuan [2], [3]. Tl nhitng nam 70 thé ky XX hoa tri da chimg to vai tro quan trong
trong diéu tri UTVMH GD lan rong, tién xa tai vung dac biét 1a trén thé khong
biét hoa (typ IIT). Pén nhiing ndm 1990, cisplatin phdi hop dong thoi véi xa tri
da dugc ap dung rong rdi. Su phdi hop nay di giup lam giam ca ty 18 tai phat tai
chd, tai ving, 13n di can xa va cai thién c6 y nghia vé song thém toan bo,ting
thém tir 15-20% sau 5 nam [4],[5],[6],[7],[8],[9],[ 10]. Thir nghi€ém 1am sang pha
11T cua My (1998) dua ra phac d6 hoa xa tri dong thoi véi cisplatin 100mg/m? da
truyén theo chu ky 3 tuan trong qué trinh xa tri, sau do la bd trg 3 chu ky
cisplatin + SFU cho UTVMH GD 1II - IVb dén nay da tr¢ thanh hudng dan diéu
tri cia NCCN [11]. Hau hét cac nude Au, My ap dung theo phac d6 nay. Thach
thirc 16n nhét ctia phac dd nay 1a ty 1& doc tinh cip gia ting, s6 ngudi bénh hoan
tat liéu trinh diéu tri thap [9],[10],[12],[13]. Mot sb thir nghiém ngau nhién tir
Singapore, Hong Kong, Pai Loan va Nam Trung Qudc di diéu tra y nghia cia
hoa xa tri déng thoi, c6 hodc khong c6 hoa tri b tro cho théy cai thién dang ké
song thém toan bo véi mot ty 1& doc tinh gdp 48%, sdng thém 5 nam tang 20%
[14],[15],[16],[17]. Dién dan hop tac hat nhan Chau A thanh lap 1990 da xay
dung phac do hoa xa dong thoi voi cisplatin lidu thdp hang tudn (30mg/m? da/
tudn x 6 tudn xa tr1) tiép theo c6 hoac khong c6 hoa tri bd tro phéc dd CF cho
UTVMH GB III-1V. Két qua 93% ngudi bénh hoan tat it nhat 4/6 chu ky truyén
cisplatin hang tuan, 85% hoan tat it nhat 2 chu ky CF, kiém soat tai viing 3 nam,
khong di can xa, séng thém toan bo twong tng 13 89%, 74% va 66%, cac doc
tinh cap do IIL, IV: ndn, budn ndn, giam bach cau déu 1a 4% [18].



Nhu vay, khi 4p dung huéng dan diéu tri NCCN trén 1dm sang & cac nudc
Chau A: Trung qudc, Hongkong, Singapo, Pong nam 4 va Viét nam thiy phac do
giy doc tinh ning, tuan thu diéu trj thip. Con phac dd ctia FNCA viéc tuan tha
diéu tri t5t hon nhung ty 1& tai phat va di cin xa con kha cao nén viéc tiép tuc tién
hanh thém cac TNLS dé tim lidu hoéa tri thich hop van tiép tuc. Theo NC co ban
thdy hoa tri trudc 1am ting ti 1& dap Gmg gan 90%, giam ti 1¢ di can xa [19]. D6 1a
Iy do ma FNCA tiép tuc nghién ctru phac d6 méi véi viée dua trude 3 chu ky CF,
tiép theo 12 hoa xa tri dong thoi véi cisplatinliéu thip hang tuan nhu phac do
trude. Két qua bude dau cua phac do nay rat kha quan [20].

Tai Viét Nam, UTVMH loai khong bi¢t hoa chiém trén 90%. Loai nay dap
ung t6t voi ca hoa tri va xa tri. Do do, hién nay hoa xa tri déng thoi cho UTVMH
GD tién xa tai chd, tai ving 13 diéu tri tiéu chuan. Dic biét GD di cin hach N2,3
la GD c6 nguy co cao di can xa nén sir dung hoa tri trude 1a hop ly. Viét Nam la
nudc dang phat trién, han ché vé thé chat, kho khin trong theo ddi, chdm soc va
Xt tri cac ddc tinh lién quan diéu tri nén viéc tim ra mot phéc dd hoa xa tri vira co
hi€u qua trong kiém soat bénh, vira c¢6 thé kiém soat an toan cac doc tinh 1a rat
can thiét. Tt két qua dang khich 1& cua cac nghién ctru trén va tong quan lai cac y
van lién quan, chiing t6i thay tai Viét Nam chua c6 cong trinh NC nao, danh gia
mot cach toan dién 1¢i ich cling nhu doc tinh cta hoa xa tri déng thot ¢6 hoa tri
trudc cho UTVMH c6 md bénh hoc 1a typ 111, GP di can hach N2,3M0. Vi vay,
chung t6i thyuc hién & tai: “Nghién ciru phdc do héa xa tri dong thoi ¢é héa tri
truoc cho ung thw vom miii hong giai doan di can hach N2,3 MO tai bénh vién
K’ vo1 muc tiéu:

1. Pdinh gid két qua phdc do héa xa tri dong thoi cé héa tri trwde
cho ung thw vom miii hong co mo bénh hoc la typ 111, GD co di
can hach N2, 3 M0.

2. Ddnh gid mot sé dic tinh ciia héa xa tri trong phdc do nay.



Chuong 1
TONG QUAN TAI LIEU

1.1. DICH TE HQC UNG THU VOM MUI HONG

UTVMH la loai ung thu xuat phat tir 16p biéu mé cta vom hong noi c6
su chuyén tiép tir biéu mé vay sang lympho biéu mé. Pay 1a loai ung thu co
nhitng nét dac trung riéng vé mit dich té hoc.
1.1.1. Sw phén bo theo viing dia ly

Theo Parkin & CS, UTVMH c6 thé gip ¢ nhiéu qudc gia. Dya trén ty 16
mic cia UTVMH, ngudi ta phan chia cac ving c6 ty 1é mac cao, trung binh
va thip. Nhimg vung c6 ty 1é mic cao 1a mién nam Trung Qudc, Hong Kong.
Quang Pong co ty 1& mic cao nhat thé gidi véi 20 - 50/100.000 & nam gidi.
Theo sb liéu ciia Co quan nghién ciru ung thu qudc té, hang ndm trén toan thé
gidi co khoang 80.000 ca UTVMH mdi va 50.000 ca tir vong, Trung Qubc
chiém 40%. Nhimng ving c6 ty 16 macé muc trung binh bao gdm cac nudc

DPong Nam A, Viét Nam, dan Eskimos, Béac Phi va Trung dong [21].

Incidence of Nasopharynx cancer: ASR (World)-Male [All ages)

St

L

\d
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GLOBOCAN 20.10.2011

Hinh 1.1: Bin dé phén b6 ung thw vom miii hong ciia globocan [22]



1.1.2. Sy phén b theo tudi va giéi
UTVMH gip nhiéu & nam hon nit. Theo Parkin & CS ty 1 nay 1a 2-3:1

[21]. Theo Chien & CS, & cac nudc ngoai vung dich t&, UTVMH gia ting theo
tudi, trong khi d6 & cac nudc trong ving dich &, ty 16 mic UTVMH gia ting tir
sau tudi 30, dinh tudi cao nhét 13 40 - 59 tudi, va giam dan sau d6 [10].
1.1.3. Sw phén bo theo chiing toc

UTVMH gip nhiéu nhét & dan da vang, ké dén 1a dan da sdm mau, cubi
cung 1a dan da tring. Trong cing mot ving, kha ning mic bénh UTVMH
cling khac nhau gitra cac chung tdc. Theo Parkin & CS, nhitng nguoi di cu tur
ving dich t& cia UTVMH dén sinh sbng tai cac nudc co ty 1& mac thap nhu
My, Uc, Chau Au...van gilr nguyén ty 1¢ méc méac bénh, ludn cao hon so véi dan dia
phuong [11].
1.1.4. Yéu tb gia dinh

UTVMH la loai ung thu c6 yéu té gia dinh. Néu c6 mot thanh vién trong
gia dinh mdc bénh UTVMH thi kha ning mic bénh UTVMH cua cac thanh
vién con lai c6 thé ting 4 - 10 lan so véi gia dinh khong c6 ngudi mic
UTVMH [11].
1.1.5. Vai tro caa Epstein Barr Virus trong ung thu vom miii hong

Epstein - Barr virGt ngay cang duoc khang dinh 13 mot trong nhitng yéu
t6 nguyén nhan quan trong nhat cia UTVMH. Mdi lién quan giira EBV va ung
thu du da duoc dé cap lan dau tién vao nim 1964 khi Epstein nhan thdy c6 su
hién dién cua EBV trong céc té bao lymphd B cua bénh nhan bi lymphom
Burkitt. Tuy nhién, chi vao khodng thap nién 90, vdi su tién bo cua mién dich
hoc va sinh hoc phan tir nguoi ta méi ¢ thé 1am sang té méi lién quan nay.
Bang k¥ thut lai tai chd ngudi ta tim thay su hién dién cia DNA virdt trong

nhan t& bio UTVMH. Pay 1a chtng c6 rd nét va viing chic nhat vé mdi lién



quan gitta EBV va UTVMH. Nguoi ta phat hién EBV hién dién trong ca 3 loai
té bao UTVMH. Tuy nhién, theo Chan s phién ban DNA cua EBV do duoc
& ung thu biéu md vay stng hoa thip hon rat nhidu so véi loai khong simg
hoa va kém biét hoa. Nhiing nghién ciru sau nay ciing cho thay it phat hién
dugc DNA cua EBV ¢ nguoi bénh UTVMH c¢6 loai m6 hoc 1a ung thu biéu
md vay stmg hoéa. Muroko va cong sy dung phuong phap PCR dé do sb phién
ban DNA trong té bao UTVMH thi khong phat hién trudng hop ung thu biéu
mo vay sung hdéa nao c6 DNA cua EBV, trong khi d6 & bénh nhan c6 loai mé
hoc khong stng hoa va kém biét hoa, ty 1€ duwong tinh 1én to1 97 - 100%. Mat
khac, nguoi ta cling nhan thiy sy gia ting nong do khang thé khang thanh
phan Viral Capsid Antigen (VCA) va thanh phan DNAse ctia EBV duoc xem
1a yéu t6 du bao nguy co mic bénh UTVMH. Nghién ciru ciia Chien va cong
su vao nam 2003 cho thay néu c6 sy gia tang cta 02 loai khang thé nay thi kha
nang dy bao nguy co mic bénh UTVMH c6 thé ting gip 32,8 lan (D9 tin cay
95%, khoang tin cay 7,3 — 147,2). Vao ndm 2007, Jin va cong su cling bdo céo
cho thay giai doan cira so tir lic phat hién c¢6 phan tng huyét thanh duong
tinh voi 02 loai khang thé nay dén luc phat bénh UTVMH 1a 03 nim. Mic du
EBV t0n tai va gay nhiém trong hau hét dan sb, nhung chi c6 mot ty 1é nho dan
s6 mic bénh UTVMH, diéu nay c6 nghia raing UTVMH la mét bénh 1y do nhiéu
cin nguyén gy ra. Theo Friborg, nhiéu yéu té c6 thé gy kich hoat EBV, nhu
cac tac nhan sinh ung trong méi truong, khoéi thude 14 hodc tinh trang suy
giam mién dich. Co ché xdm nhap cia EBV vao trong t& bao biéu mé vom

miii hong con chua 0.



1.2. SO LUQC GIAI PHAU HQC CUA VOM HONG
1.2.1. Giéi han giai phiu ciia vom hong

Vom hong 13 phan cao nhat cta hong. Pay 13 mot khoang can mac gin
két gitra hdc mii va hong mi¢ng. Vom hong nhu mét hinh hop véi cac gidgi han
gidi phiu nhu sau:

Nér so (priin nén xuong chim)
Hanh nhén hiu

MG trim

Vach mii

Ger v

L& hdu véi mi (Eustact

Has v =4 Ngach héu

Tuyén mang tai
Nép oo néng Man
khiu chi

Nép vol-hdu

Hhiu cai mém

Goc ham

Tuyén dudi ham

Ludi ga

Hanh nhén khau cai

R ludi

~— '--\_,'5__“_ Cung khilu cai-héu

5 L8i sirng Ién xuong mbng
‘ Nép thanh mén
\ Budng vao thanh quan
Lii aung l6n sun glap

Nép phéu-ndp thanh médn
Ngach hinh &
Ch chém
NSp thidn kinh thanh guan rén
N . " U sung
e = e \ §e = s g il
. L&I syn nndn

Hiu meBng -1

H&u thanh quén -l
(ha héu)

Thuc quan .q

Kilv qui=

Hinh 1.2: Dinh khu phdn doan vung vom hong
"(Nguon: Atlas of Human Anatomy)" [23]



Hinh 1.3: Céu tric lién quan cdc thanh ciia vom hong

"Nguén: Atlas of Human Anatomy" [23]

1. Xoang buom, 2. Ngach miii trén, 3. Ngdach miii giita, 4. Go voi, 5. Hanh nhdn
héu, 6. L6 voi Eustach, 7. Go loa voi, 8. Ngach hdu, 9. Khédu cdi mém, 10. Ludi a4,
11. Xoang tran, 12. Ngach buom sang, 13. Xodn miii trén, 14. Xodn miii gitta, 15.
Xodn miii dudi, 16. Tién dinh miii, 17. Ngach miii dwoi, 18. Xuwong khdu cdi cung,
24. Tién dinh ngdch miii giiva.

- Thanh trén cua vom hong con goi la noc vom hong, chi 1a mot 16p ni€m
mac day d6 2 mm. Qua I6p niém mac, vom hong tiép giap véi day so va than
xuong buém. Ving ndy ¢ nhiéu day than kinh chui ra khoi day so: Khe trén hdc
mat: day III, IV, nhanh mat day V, VI; L3 tron: noi chui ra ctia nhanh ham trén
day V; L6 bau duc: nhanh ham dudi day V. LS gai: nhanh quit nguoc cta diy V;
L& don nam trong xuong thai duwong, c6 day IX, X, XI chui ra khoi day so. Day
XII chui ra day so qua 6ng ha thiét cia xuong thai duong.

- Thanh bén: mdi thanh bén ciia vom hong c6 mot dng voi nhi hay 6ng
Eustache. UTVMH in lan bit 16 voi nhi s& gay ra cic triéu chimg gidm thinh
luc, U tai. HS Rosenmiiller 1a mot hd duoce tao ra tir chd tiép giap niém mac
thanh bén va thanh sau ciia vom hong. Pay duoc xem 14 noi xuit phat diém
dau tién cia UTVMH. HS Rosenmiiller chi ¢6 duy nhat 16p niém mac va 1a

diém y€u nhat cua vom hong.



- Gidi han trudc ciia vom hong: tiép giap phia trudc v6i cira mili sau va vach miii.
- Thanh sau: qua 16p niém mac vom hong tiép giap vai khdi co trudc cot song co.
UTVMH c6 thé xam 1an khdi co ndy gay triéu chimg cimg gay trén 1am sang.
- Gidi han dudi ciia vom hong: 13 mit trén ctia vom khau cai mém, qua d6 vom
hong lién quan v6i hong miéng.
1.2.2. D4n lwu bach huyét ciia vom hong

La cira ngd cua duong hd hip trén nén mang ludi bach huyét cua vom
hong rat phong phi va day dic. Tir vom hong, dan Iuu bach huyét s& d6 vé 3
nhém hach bach huyét chinh, d6 1a: chudi hach bach huyét tinh mach canh trong,
chudi hach nhom gai va chudi hach sau hong. Do dén luu bach huyét phong pht
nén UTVMH thuong rat som cho di can hach va thuong 1a hach 2 bén. Hach
Kiittner hay con goi 1a hach canh cao hodc hach canh - nhi than hach nay thuong
1a hach di can sém ctia UTVMH. Hach sau hau 1a nhom hach ndm ¢ nén so ngay
thanh sau vom vi vay UTVMH ciing thuong sém di can vao nhom hach nay va
chi c6 thé phat hién duoc qua chup cong hudng tir hodc PET/CT. Ngoai ra nhém
hach bach huyét thanh sau hong cling 1a nhom hach sém bi di can dén.
1.3. TRIEU CHUNG LAM SANG CAN LAM SANG
1.3.1. Lam sang

Tri€u chimg 1am sang cua UTVMH dac trung la céc tri¢u ching “muon”
Cac triéu ching cia UTVMH cé thé chia thanh cic nhom duya trén vj tri giai
phau bi anh hudéng, gdm: triéu ching tai hay gip nhét 1a viém tai thanh dich,
tri¢u chung hach cd, triéu ching mili, triéu ching mit, triéu ching than kinh,
nhirc dau, hoi chimg can ung thu va cac triéu ching khac.
1.3.1.1. Hach cé

Pay 14 triéu ching thudng gip nhét va 1a Iy do khién ngudi bénh di kham
bénh. 43% nguoi bénh c6 hach cd mét hodc 02 bén luc kham 1am sang. Hau
hét cac trudong hop khoi dau bang hach ¢6 nhém cao trude khi xudt hién hach ¢
nhém giita va nhom thap. Nhom hach ¢ cao thuong c6 khuynh hudng to hon
nhiéu so v6i nhém hach c6 thip, néi 1én khuynh hudng phat trién di can hach tudn
tur tir cao xudng thap. Hach thuong khong dau trir khi c6 viém nhiém kém theo.



1.3.1.2. Triéu chirng miii

Hay gdp nhat 1a chay mau mii, kém theo nghet miii moét hodc hai bén,
va khoang 30% ngudi bénh chiay mau mii 4m i tir thanh sau, chay xudng
hong khién ngudi bénh khac ra nhay mau qua duong miéng. Mot s6 ngudi bénh
c6 thé biéu hién bang cac triéu chimg kich thich nhu hét hoi, chay nhay mii 13n
méu hodc ho khac ra mau vao sang sém, diéu nay duoc giai thich do mau chay
tir mili vo tinh chay vao dudng hd hap vao ban dém khi ngu, sang ra kich thich
phan tmg ho tir dudng ho hap. Do bi nghet miii, nhiéu nguoi bénh dén bénh vién
no6i giong miii, va cir nghi rang do bi viém miii xoang lau ngay.
1.3.1.3. Triéu chivrng tai

Thuong gip nhat 1a giam thinh luc, thudng giam thinh luc 01 bén hay
gip & ngudi 16n hon tré em. Céc tridu chimg tai khac bao gdm u tai,
thuong 1a mot bén, gip ¢ 1/3 nguoi bénh UTVMH. Can phan biét khi u
xam lan ddy than kinh thiét hdu, ngudi bénh c6 thé bi dau tai di kém.
1.3.1.4. Triéu chirng than kinh

Bi anh huéng nhiéu nhit 1a day than kinh V va day VI, gy triéu chimg
di cam hodc t& ' mat, hodc nhin d6i. Ton thuong cac diy nay 1a déu hiéu
xoang hang d4 bi u xdm lan. Day III ciing 1a ddy dé& bi ton thuong khi u an lan
rong xung quanh, tuy nhién hiém khi nao day III bi anh huéng don doc ma
khong c6 ton thuong ddy V va day VI di kém (Li & CS) [24]. Céc day IX, X,
X1, XII ciing c6 thé bi tén thuong khi bénh tién xa tai chd. Hoi chung Horner ¢
thé di kém véi ton thuong cia 01 trong 4 day than kinh nay. Trong mot sd
tinh hudng it gip, cac soi giao cam quanh dong mach canh trong, trong 6ng
canh bi t6n thuong, hoi chirmg Horner c6 thé xay ra don doc.
1.3.1.5. Triéu chirng mdt

Nhin d6i 13 ddu hiéu liét day VI do xoang hang bi u xdm 14n. Trong mot
sO truong hop it gip, ngudi bénh co thé bi 16i méit do u xam 14n vao hoc mét

qua khe hdc mit.
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1.3.1.6. Nhiic diu

Nhirc dau béo hiéu u xam l4n nén so, thuong vu thé vé mdt bén cua vung
cham thai duong. Nhirc dau trong UTVMH la triéu chimg dau do than kinh nhénh
2 cta than kinh V bi kich thich. Ngudi bénh ¢6 cam giac dau khi ngira dau do xam
nhiém ctia u ra phia sau vao khéi co trude séng, hodc do di can hach sau hau.
1.3.1.7. Hji chirng cdn ung thw

Tuy it gap, nhung NC ctia Teo & CS nim 1989 cho thdy c¢6 1% ngudi
bénh UTVMH c¢6 biéu hién viém da co di kém va ct 10 nguoi bénh cd viém
da co thi 03 trong s6 ndy s& c6 UTVMH sau nay. Céc ton thuong da bao gdm
ting stmg, bong nudc hong li ti. Vi tri dau tién thudng ¢ mit va mi mat, ké
dén xubng cb, vai va chi trén. Yéu co thudng xay ra sau cac biéu hién vé da.
1.3.1.8. Cac tri¢u chirng khac

Lee [25], 1-5% nguoi bénh co biéu hién di cin xa trudce khi c¢6 cac triéu
ching ctia vom hong. Biéu hién di cin xa thudng gip nhét 1a cac triéu chimg
cua cOt séng nguc, tri¢u ching cua di can phéi va gan.
1.3.1.9. Cic hi chirng than kinh
H¢i chitng Jacod: Pau mit (t6n thuong than kinh sinh ba), sup mi mot bén (ton
thuong day III), li¢t van nhan (day III. IV, VI) va quang ga (day II).
H¢i chitng Villaret: Khé nudt (day IX, X), mat vi giac 1/3 sau cta ludi (ddy IX),
ting, giam hodc mat cam giac ving vom khau cai mém, hong, thanh quan, kho
khan ho hap va tiét nude bot (dayX), liét va teo co trc don chiim, khiu cai mém
mdt bén do tén thuong day X1, liét va teo ludi mot bén do ton thuong day XII.
Hpi chitng Trotter: Diéc va dau mit mot bén do ton thuong cic nhanh cua
than kinh sinh ba, han ché van dong cua khau cai mém do u xam lan vao hd
Rosenmuller. C6 thé c6 cac triéu chung khit ham, hodac dau khi nhai di kém.
1.3.1.10. Ngi soi vom miii hong
Ni soi vom bang éng soi mém: 13 mot trong cac phuong phap tot dé danh gia

ton thuong qua d6 sinh thiét u mot cach chinh xac. Dudi sy phong dai ctia dng soi
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mém cho phép ta quan sat danh gia ky, va phat hién cac u khi con nhd, tham nhiém,
vét loét trot ndng & bé mat niém mac [26].
Nji soi vom hong béing éng cirng phéng dai

Phuong phap nay doi hoi trang thiét bi gdm bo ngudn, dng ndi soi loai
mii xoang 0°, 30°. Noi soi phong dai co thé duoc thu va phong dai trén man

hinh dé cung hoi chan, thao luan va hoc tap [26].

Hinh 1.4: Hinh anh ngi soi UTVMH [27]
Sinh thiét:

Sinh thiét khdi u vom la can thiét dé chan doan xac dinh UTVMH. Véi
dic diém vom hong nam & vi tri siu, cac ton thuong & dang u sui, hoai tr hay
& dang tham nhiém dudi niém mac nén sinh thiét c6 thé phai 1am nhiéu lan
moi co két qua mo bénh hoc duong tinh.

1.3.2. Can lam sang
1.3.2.1. Chin dodn hinh dnh

Vai tro chinh cua chan doan hinh anh déi véi UTVMH la xac dinh
chinh xac sy lan rong cua u nguyén phat. Diéu nay 1a rat quan trong vi
UTVMH diéu tri ch yéu br?mg xa tri va truong chiéu xa phai bao gém toan bo
khéi u nguyén phat va hach bach huyét ving c6 thé di cin. Ngoai ra chan
doan hinh anh c6 vai trd quan trong trong chan doan d6i véi thé dudi niém ma

ndi soi khong thé phat hién duogc.
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Chup XQ qui woc

- Thuong sir dung 2 tu thé chup 14 tu thé Blondeau va Hirtz.

- Chup XQ phoi phat hién di cin phoi.
Siéu Am ving ¢

Phat hién cac ton thuong hach ving c6: hinh anh ton thwong tron hay
bau duc, b gon hay dinh véi nhau tao thanh khdi 16n, cu trac 4m thay dbi c6
thé ting am, ddng 4m, hay giam am. Huéng din choc do sinh thiét hach. Siéu
am Doppler dugc thuc hién dé khao sat mach canh, mach séng ¢ khi nghi
ngd UTVMH x4m l4n phdn mém thanh bén hong, t6 chic phan mém quanh
b6 mach canh [28].
Chup CT

Phuong phap nay c6 thé xac dinh chinh xac hinh anh khdi u vom hong:
kich thudc, vi tri, su lan rng cia khdi u va ton thuong hach vung, n6 dic bi¢t
c6 gia tri khi danh gia ton thuong xwong nén so. Chup CT gbp phan quan
trong trong danh gia GP bénh, tién lugng, gitip cac nha xa tri 1ap ké hoach
diéu tri tia xa va theo ddi sau diéu tri [27],[29],[30].

Khi khdi u nho cé thé thdy su khac nhau giita 10p niém mac va dudi
niém mac bj thAm nhiém ¢ thi tiém thudc can quang. H5 Rosenmuller co thé
hoi phinh rong. Su mit can doi thanh bén miii hau. Sy lan ra phia trudc cta u
lién quan t6i voi Eustachi, khi u to ra lam phinh rong khoang khi miii hau &
giita d6i khi phinh rong sang phia bén va khoang canh hau, ton thuong ngam
thudc can quang manh, khong déu. Khi khéi u 16n, hinh anh day 1én cua cac
héc miii hau, kém phinh rong cia to chitc mém vao trong khoang chira khi,
day goc gitra thanh sau va bén. Xo6a va che 1ap voi Eustachi. Bo trong ctia miii
hau bi dé day boi u nguyén phat va bd sau bi dé ddy boi hach sau hau. Hach
to tiép gidp voi khoang canh va 1ap diy hoc gitta mém chdm va u cham.
Céac té bao chiim c6 thé bi md mot phﬁn hay toan by, mot bén hodc hai bén.

Su lan rong cua khoi u qua duodng gitra l1am day 1én té6 chirc phan mém trudc
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cot song, xung quanh co dai cd dau. Su lan rong cia khdi u 1én phia trén co
thé thiy rd trén cac 16p cat tran, khi u lan xudng phia duéi dé phat hién hon
do su phinh rong vao khoang khi.

Khéi u ¢ thé to ra cac hudng: phat trién ra phia trude vao hde mili co
thé 1ap ddy héc miii, thuong kém theo md xoang budm, xoang sang, xoang
ham. U lan rong sang bén, chén ép miii hau, lan t6i ranh gidi sau ciia co budm
trong. ThAm nhiém céc co buém va cac co nay bi day ra trudc. Thin xuong
budm bi pha hiy, u lan qua khe chan buém ham vao hd duéi thai dwong. Pha
hay thanh sau bén xoang ham hodc 16 tai. U phat trién ra phia sau lan vio
khoang giita mém chidm va u cham. Sau khi qua khoang canh sang dé dy
dong mach canh hodc tham nhiém thanh dong mach, tinh mach canh co thé bi
chén ép hodc huyét khbi. U co thé lan vao dng sdng qua cac 15 lién d6t song.
Sy lan rong cua u 1én trén truc tiép hay qua ving noéc vom, gy huy hoai
xuong va thim nhiém xuong nén so.

Tham nhiém xoang hang biéu hién céc triéu chimg tén thuong cac day
than kinh so nao III, IV, V, VL Vé phia trudc: u cé thé xam 14n vao hdc mit.
V& phia bén: ¢ thé pha hiy 16 bau duc, xam 14n 15 nén so gitra va thuy thai
duong. V& phia sau: u thAm nhiém pha hay dinh xuong da va than trudc 16

tinh mach canh trong.

Hinh 1.5: Hinh dnh phim chup CT vom: khoi u xam lin hé chin buom khdu cdi [26]
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Hinh 1.6: Hinh dnh phim chup CT vom: Hach sau hiu bén trdi hogi tir [26]

Chup MRI

Pbi v6i UTVMH, nho dic diém di quang cta to chirc phan mém rat cao
va c6 thé tao hinh anh trén nhiéu mit phang khac nhau nén hinh anh cia MRI
vu thé hon nhiéu k¥ thuat khac trong chan doan va danh gia GD bénh. Chup
MRI c6 gié tri trong danh gia ton thuong phﬁn mém, nd dic biét cd gia tri khi
chan doan sy xAm nhiém ciia té bao ung thu vao hé thong bach huyét ¢ ving
6. Chup MRI cho cac hinh anh giai phau chi tiét nhat & T1, trong khi T2 cho
ra anh c6 d6 d6i quang cao giira cac to chirc khac nhau, vi vdy cho phép nhan
biét & gidi han u va nhét 1a danh gia xam 1an t6 chirc phan mém lan cén.

Hinh anh cia UTVMH trén phim chuyp MRI: Trén T1 khdi u thuong
giam tin hiéu it va néu tin hiéu tang thi thuong khong dong nhat. Ton thuong
gilta cac phan mém khac nhau ciia khbi u c6 thé nhan thay trén T1.Trén T2

cac khéi u thuong hoi ting tin hiéu (phu né), d6i quang manh véi to chic ma

lan can (m6 md tang tin hi€éu manh) [31],[32].

/’H

Hinh 1.7: Hinh inh khoi u vom hong xém lin thanh bén trén T1 phim chup
MRI cé tiém thuoc can quang (miii tén den)[27]
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Hinh 1.8: Hinh anh phim chup MRI vom hong co tiém thuoc cin quang trén
T1 I6p cit truc: nhiéu hach cé di cin trong dé c6 1
hach hoai tir trung tam (miii tén trd'ng) [27]
Chup SPECT (Single Photon Emission Computerized Tomography -
Chup cit 16p bang birc xa don photon)

May xa hinh SPECT la mot trong nhiing thiét bi chan doan hinh anh hién
dai hién nay. V& nguyén 1y tao anh, SPECT ciing giébng nhu CT (K§ thuat
SPECT phat trién trén co s& CT - Scanner), chi khac & chd, voi CT thi chum
photon dugc tao ra bén ngoai, xuyén qua co thé va duoc ghi nhin ¢ detector
phia ddi dién nguén tia X. Con v61 SPECT, chum buc xa photon dugc phat ra
tir bén trong co thé do phat ra dong vi phong xa dugce dua (udng, tiém..) vao
noi can chup anh va chum buc xa phét ra dugc ghi nhén d@)ng tho1 bo1 hé
detector quay quanh ngudi bénh. Cac duge chat phong xa duge st dung véi
mot lugng nho s& tip trung vé cic co quan can ghi hinh tuan theo cc dic diém
sinh 1y va bénh 1y cua anh thu dugc cho ta thong tin vé& chirc ning cua co quan
mudn thim kham. Phuong phap nay gitp phat hién cac thay d6i vé bénh hoc &
mirc d0 phan tir trwde khi hoan thanh nén su thay dbi cdu trac giai phau dé co thé
nhin thiy dwoc trén hinh anh CT, MRI... May SPECT cho phép hién thi hinh anh
khong gian 3 chiéu 16 rét danh gia chirc ning cic bd phan trong co thé, chuyén
hoa té bao. May SPECT c6 thé chup toan than, tinh hodc dong, 3 Pha, anh cit
16p tomo... Déi véi UTVMH chyup SPECT gitp danh gia cac ton thuong, dic

biét 1a cac ton thuong di can xwong [33],[34].
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Hinh 1.9: Hinh danh di can xwong trén phim chup spect.
PET/CT (Positron Emission Tomography — Computed Tomography)

May PET/CT la mot hé thong két hop gitra may PET (Positron Emission
Tomography: May chup cét 16p bang birc xa Positron) va may chup cit 16p vi
tinh (CT: Computed Tomography). D6 khong chi 1a su két hop vé nguyén tic
vat 1y, nguyén tic hoat dong, PET/CT ciing 1a su két hop giira hinh anh chirc
nang, chuyén hoa & murc d6 té bao, muc do phan tur, giup chan doan sém, dic
hiéu caa PET véi hinh anh ciu trac giai ph?lu r0 nét cua cac co quan, dinh vi
chinh xéac cua CT. Do vay PET/CT c6 kha ning phat hién ton thuong va céac
bién d6i bat thudng trong co thé & nhitng GD rat sém (mtrc d6 phan ttr) dic
biét 1a sy hinh thanh, phat trién va di cin cta cac khdi u. Cac két qua ghi
bang may PET/CT gop phan ning cao chit lwgng chan doan va diéu tri ung
thu; dic biét 1a danh gia duoc dap Gmg cua bénh sau mdi dot diéu tri, giup cac
nha xa tri lya chon céc thé tich can tia mot cach tdi wu dam bao hiéu qua diéu tri
cao nhét cho ngudi bénh. Ghi hinh khéi u bang PET/CT ¢6 d6 nhay va do dic
hiéu cao hon nhiéu so véi cac phuong phap chan doan hinh anh khac, dic biét 1a
kha ning phat hién cac khdi u & G rat sém khi ma cac phuong phap chan doan
khac chua phat hién thay. Déi voi UTVMH, PET/CT gitp chan doan sém ung
thu, phan loai GD ung thu, phat hién va danh gia tai phat, di can, danh gid hi¢u
qua & muc do dap umg cta cac phuwong phap diéu tri, giup dé ra hoic thay ddi
cac quyét dinh diéu tri hop 1y va chinh xac nhat sau khi duoc 1am PET. Céc két
qua nghién ctru cho thdy 89 - 96% ngudi bénh c6 duge cac quyét dinh phuong
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phap diéu tri ding, 45 - 60% ngudi bénh da duge thay doi phuong phap diéu tri
sau khi chup hinh PET, PET/CT [35],[36].

cancer of the nasopharynx with
spread to bilateral neck nodes

cancer

Hinh 1.10: Hinh énh chup PET/ CT nguoi bénh UTVMH di cin hach cé 2 bén
1.3.2.2. Huyét hoc
Danh gia tinh trang toan than qua cong thirc mau, xét nghiém sinh hoa

méau danh gia chirc ning gan, than. Cac phan tng huyét thanh tim hiéu gia
khang nguyén - khang thé véi virus Epstein - Barr trudc, trong, va sau diéu tri
dé danh gia tién luong bénh:

IgA/VCA: khang thé khang khang nguyén vo cia EBV

IgA/EA: khang thé khang khang nguyén sém ctia EBV

IgA/EBNA: khang thé khang khang nguyén nhéan ciia EBV

Trong cic ngudi bénh UTVMH thiy c6 ting ndng do khang thé khang
cac khang nguyén qua xét nghiém Elisa test nd ¢ gid tri dé sang loc, phat
hién sém trong nhitng quan thé ngudi & ving ¢6 nguy co cao mic UTVMH.
Vi phan tmg PCR c6 thé tim thay DNA cua EBV & trong md sinh thiét. Cac
xét nghiém nay c¢6 do nhdy va do dac hi€éu rat cao, hién nay dugc coi la tiéu
chuan vang cing vdi mé bénh hoc dé chan doan xac dinh UTVMH.
1.3.2.3. Chén dodn mé bénh hoc

UTVMH 13 ung thu biéu mé phat sinh tir biéu mé bé mit va duoc xép
loai theo T6 chirc y té thé gigi (WHO) thanh hai loai mé hoc, simg hoa (WHO
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I) va khong stmg hoa. Loai khong simg hoa dugc chia tiép thanh biét hoa
khong sung hod (WHO II) va khong biét hoa khong sung hoa (WHO III).

Hinh anh dai thé cia UTVMH c6 thé thay ddi tir chd chi 12 phong niém
mac v&i mot biéu md lanh 13n phu trén, td1 mot khdi c6 thé théy ro dugc voi
su lan rong cua biéu m6 bé mat, hoac lai 1a mot ton thuong hoan toan khong
thé xac dinh dugc va chan doan mé bénh hoc duge xac dinh nho viée léiy bénh
pham mot cach ngiu nhién.

Ba loai md hoc duge xac dinh dua trén hinh anh chiém wu thé.

a. Ung thu biéu mo té bao vay thong thuong sing hoa ¢ dic diém 1a
su sung hod va cac cau ndi gian bao va dugc Xép loai thanh cac loai biét hoa
cao, vira hodc kém biét hoa. Phan (mg xo v6i hinh thai phét trién xdm nhap
cua loai mé hoc nay cua UTVMH la dién hinh. Viét Nam loai nay chiém ty 1€
rat thap [27],[26].

b. Ung thu biéu mo khéng stmg hod c6 it hodc khong simg hoa va c¢6 hinh
thai phat trién giéng ung thu biéu mé chuyén tiép ctia bang quang, bao gdm cac té
bao 1at tAng va dudng gidi han & voi md dém xung quanh. Trong nhimg trudng
hop dién hinh u khong c6 phan tng xo v6i su phat trién xdm nhdp cua u. Cac u
nay c6 thé tao thanh cac nang co hoai tir két hop va c6 thé di can téi ving co. Tai
Viét Nam loai ndy ciing chiém ty 1& thap [27],[26].

c. Loai khong biét hod cua UTVMH chiém khoang 63% cac loai
UTVMH & MY, trong khi ¢ Viét Nam hau hét cac UTVMH thudc loai nay.
Céc té bao u c6 dic diém boi cac nhan tron, hat nhan uva toan ndi rd, chét
nhiém séc ctia nhin phan tan va bao twong nghéo nan, wa toan dén wa ca hai
mau. Khong c6 simg hoa, nhan chia ting, bao gdm ca cac thé khong dién
hinh. Thanh phan lympho bao khong phai u chiém uu thé két hop véi sy xam
nhap cua céc té bao biéu mé 4c tinh. Loai u nay co6 thé c6 hinh thai phat trién

hop bao véi cac té bao dinh nhau va tao thanh 6 hodc c6 thé c6 hinh thai xAm
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nhép t& bao lan toa cua cac té bao khong dinh nhau. Cac loai Rigaud va
Schmincke cia UTVMH tuong tmg v6i cac u ¢o cac hinh thai phat trién xam
nhap cla cac té bao hop bao hay riéng 1¢, theo thir tw. Cac cach dit tén nay
khong mang ¥ nghia sinh hoc cua bénh. Hinh thai phat trién cua loai u nay noi
chung khong giy nén phan tng sinh xo cta tic chi. Su thiéu phan tng sinh
X0 nay c6 thé gy kho khin trong chan doan khi cac mdu sinh thiét nho vi u
c6 thé bj xdm nhép lan tran cua cac lympho bao va mé bao lanh tinh va dé bj
b6 qua. Tuong tu nhu vay, cac di cin tdi hach ¢6 ¢6 thé khong gay nén phan

ung xo trong hach bi xam nhap [27],[26].

Hinh 1.11: Hinh anh nhu¢om HE UTBM khong biét hoa [27]

Viéc phan biét trén mo hoc gitta ba loai UTVMH thuong khong rd rang.
Shanmugaratnam & CS da tim théy nhiéu hon mot loai mé hoc & 26% cac
UTVMH céc tac gia nghién ciru. Trong trudng hop nhu vay viée xép loai mo
hoc phai theo thanh phan chiém wu thé. O Viét Nam ty 18 ung thu biéu mo
khong bi¢t hoa: 86,6%.

1.4. CHAN POAN XAC PINH UNG THU VOM MUI HONG
- Triéu chimg 1am sang: soi thay u bang truc tiép hodc gian tiép.
- Hinh anh khi u trén CT, MRI, PET/CT.
- Két qua mod bénh hoc tai u va hach.
1.5. CHAN POAN GIAI POAN UNG THU VOM MUI HONG
Phén logi TNM theo UICC 2010
U nguyén phat (Tumor - T)
Tis U tai chd & 16p niém mac vom

T1.U khu tri & vom hong.
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T2. U xadm l4n m6é mém: T2a: xam l4n hong miéng, hdc mii,
T2b: U xam l4n khoang canh hong.
T3. U xam l4n céc cu trac xuwong hodc cac xoang canh miii.
T4. U xam l4n noi so va/hodc tén thuong than kinh so ndo, hd thai duong, ha
hong, hdc mét, co can.
Hach vung (lympho node - N)
Nx. Hach viung khong thé xac dinh duoc.
NO. Khong c6 hach vung di can.
N1. Di can hach 1 bén, nhé hon hoac b@fmg 6cm, trén hd trén don, va hodc hach
sau hau cung bén hay ca 2 bén duong kinh < 6cm
N2. Di can hach 2 bén, nhé hon hoac bé'mg 6 cm, trén hé trén don .
N3. Hach 16n hon 6¢m, hodc di can hach thuong don:
N3a: Hach 16n hon 6¢cm.
N3b: Di can hach thugng don.
Di can xa (Metastase - M)
Mx. Khong xac dinh di can xa; M0. Khong c6 di can xa; M1. Di can xa.

Xép theo GD
Gb 0: Tis NOMO
GP I TINOMO
GDb II: T1 N1 MO
T2 NO,1 MO
GPIII:  TIN2MO
T2 N2 MO
T3 NO,1,2, MO

GPb IVa T4NO0,1,2 MO0
Gb IVb T batky N3 MO
GP IVc  TbatkyN batky M1
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1.6. PIEU TRI UNG THU VOM MUI HONG
1.6.1. Xa tri

Xa tri 14 phuong thirc diéu tri chit yéu cho UTVMH vi day 1a loai ung thu
nhay vdi tia xa, dac biét 1a loai khong biét hoa rat nhay véi xa tri [37],[38].
1.6.1.1. Xa tri tir ngoai vao

Nam 1896 ca dau tién dung tia X trong diéu tri giam dau mot ngudi
bénhung thu vom dugce Voight bao cdo tai Ptrc. Phai dén nhitng nam 1920
UTVMH méi duoc coi 1a loai bénh ¢ thé diéu tri béng phong xa. Giai doan
1950 dén 1970 1a giai doan sir dung rong rii cac mdy xa trj tir xa ding ngudn
Cobalt 60 va cac may tia X hang tri¢u von.

Khoang nhimg nim 70 cac may gia toc thang da ra doi. Ngay nay viéc
xa tri ngudi bénh ung thu néi chung va xa tri UTVMH néi riéng hau nhu da
dugc thuc hién bang may gia tdc thay thé gan nhu hoan toan may Cobalt 60.
Thé tich Xa tri

Bao gdm toan b cac cdu tric nhu sau : u nguyén phat va thé tich in lan
clia u vao cac ciu trac 1an can, 1/3 sau cua hdc miii, xoang sang sau, toan bo
xoang budm, 1/3 sau ctiia xoang ham, 1/3 sau cua hdc mat, day so, hai bén va
thanh sau hong mi¢ng, hach sau hong, hach ¢b va trén don hai bén [39].

Liéu xa

UTVMH la loai ung thu nhay véi xa tri. Liéu xa thuong phai dat dén murc kha
cao dé co thé tiéu diét toan bd thé tich u va hach thudng kha 16n vao lac chan doan.
Néu liéu xa < 60 Gy, thuong két qua kiém soat tai chd tai ving kém. Tuy nhién,
liéu xa > 70 Gy ciing khong dem lai loi ich thém, nguoc lai lam tang thém bién
chimg. Liéu xa thong thudng theo nhiéu tac gia phai tir 65 - 70 Gy, kéo dai trong
6,5 - 7 tuan, véi phan liéu chuan 1,8 - 2 Gy [39],[37],[40]. Khi u pha hay day so
hodc xam 14n noi so, thuong lidu xa phai cao vi tai nhitng vi tri nay u thuong
dap tmg kém véi xa tri. P6i v6i UTVMH ¢ tré con va thiéu nién dat ra nhiing
kho khian vé k¥ thuat va lidu xa nham tranh bién chtrng chim phat trién cua tré.

N6i chung liéu xa thuong thip hon nguoi 10n, va thong thuong liéu 60 Gy la
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lidu duoc lya chon & nhiéu tac gia. Dbi voi hach b, lidu xa d6i véi hach so
thay 1 65 - 70 Gy, néu hach khong so thy trén 1am sang liéu khuyén céo chi la
50 Gy. Nhiéu tac gia khuyén nén ap dung k§ thuat thu nho trudng chiéu trong
truong chiéu nghia 1a thu nhé nhiéu 1an khu trG vao hach nhidm tranh bién
chtrng mo lanh va tang liéu vao hach so thiy trén 1am sang [37],[39].
Ky thuat xa tri

Ngay nay xa tri UTVMH duoc thuc hién biang mdy gia téc nang lugng tir
6 - 10 MV. Véi may xa tri gia toc thi viéc tranh tity song o, bo sung liéu xa vao
chudi hach cb sau bing chum tia electron rat thuan loi. Hon nita, voi may gia tdc,
néu duoc trang bi hé thdng dng chuan truc da 14 (multi leaf comilator - MLC) ¢
thé cho phép thuc hién cac k¥ thuat xa tri phtic tap, nhu xa tri diéu bién liéu
(IMRT) nham tranh bién ching trén mé lanh, han ché ton thuong cac tuyén nudc
bot va tdi uu hod su phan bd liéu tai thé tich xa tri [39].
Xa tri dong dang thé tich (xa tri 3D)

Xa tri phu hop thé tich 13 phuong phap xa tri tap trung liéu tdi da vao md
u, han ché dén murc tdi thiéu trén mo lanh qua viéc khao sat 1ap ké hoach diéu
tri theo khong gian 3 chiéu. Phuong phap nay co thé ap dung ngay tir dau cho
diéu trjf UTVMH, nhung doi hoi do chinh x4c cao, phai c6 CT mé phong c6
can quang. Két qua vé mat 1am sang rat tot dong thoi giam lidu dang ké trén
cac mo lanh lan can. Sau khi xa tri bao trim thé tich u, thé tich hach trén dai thé
ciing nhu thé tich an lan vi thé tir 40 - 50 Gy, sé tiép tuc bd sung vao u va hach
dén liéu triét dé 66 - 70 Gy bang k¥ thuat phu hop thé tich (3D)[40].
Xa tri diéu bién liéu (Intensity modulated radiation therapy - IMRT)

Mot tién b khac trong xa tri UTVMH 1a k§ thuét xa tri diéu bién liéu cho
phép phdi hop xa tri bang nhiéu truong chiéu tir nhidu goc do khac nhau. Nho
vay dem lai sy phan bd tét hon, giam bién ching trén mod lanh, dac biét &
tuyén nudc bot. Xa tri diéu bién liéu 1a phuong phép rat hidu qua cho diéu tri

ung thu ving dau c6 néi chung va UTVMH néi riéng. Tuy nhién, mudn thuc
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hién k¥ thuat ndy can c6 su trg giup ctia phan mém dic biét cung véi dng
chinh truc nhiéu 14 [37], [40].
Xa tri ting the

UTVMH la loai ung thu phat trién nhanh, nhiéu NC st dung xa tri tang tdc,
nhiéu phan lidu trong ngay cho thdy ¢ cai thién séng thém ciing nhu kiém soat
tai chd. Tuy nhién, cling co6 nhiéu NC cho rﬁng xa tr1 tang tbe khong dem lai lg1
ich nhiéu vé séng thém (Sanching & CS). Do con nhiéu tranh cii, nén ki thuat
nay van chua duoc xem la mdt trong cac k¥ thuat xa tri quy udc cho cho
UTVMH [41].
1.6.1.2. Xa tri ap sat

Xa tri &p sét 1a phuwong phap dua ngudn phong xa tryuc tiép vao md dich.
Trong xa tri cho UTVMH, day la k¥ thuat nham tap trung lidu xa cao vao ving
vom hong, cho phép tiang lidu xa vao u nguyén phat, han ché bién chimg mo
lanh nhu tuyén nudc bot mang tai, xwong. K¥ thuét ndy thuong it khi sir dung
riéng 1¢, ma thuong phdi hop véi xa tri ngoai. Ngoai ra, xa ap sat ciing c6 thé
dugc chi dinh cho nhiing truong hop u con so6t sau xa tri ngoai ding murc hodc u
tai phat mot thoi gian ngdn sau xa tri. Ngudn xa st dung c6 thé 1a xudt liéu thap
nhu césium, va tr nam 1992 xa tri trong xuét lidu cao vai nguén xa Iridium
192 d3 duoc st dung phd bién cho t6i nay [37].
1.6.1.3. Xa tri ung thw vom miii hong tdi phdt tai ché - tai ving

UTVMH la mét trong s it 61 cac ung thu dau cd, khi bi tai phat thi xa tr1
lai van c6 thé dem lai ty 1€ séng thém cao [37]. Do vay, can thiét co su theo doi
sat dé sém phat hién tai phat. Kham 1am sang, soi tai mii hong truc tiép va
chup MRI 14 nhitng phuong tién chil yéu phat hién tai phat. Theo Oksuz [42],
dbi véi u tai phat GD T1, T2, xa tri lai véi lidu 60 Gy, ty 1& dap ung 1a 32 -
41%. Séng thém 5 nim sau tai phat ddi véi hach N3 1a 34%. K§ thuat xa tri
giéng nhu xa tri lan dau, nhung tai cdc trung tam xa tri tién tién, nguoi ta co

khuynh huéng sir dung xa tri dudi toa d6 véi su huéng dan cta hinh anh hoic
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xa tr1 voi ky thuat diéu bién cuong do nham giam bién ching mo lanh. Tuy
c6 nhiéu tién bo trong cai thién sdng thém, nhung cac ngudi bénh UTVMH
tai phat & GD mudn (T4) thi két qua diéu tri vAn con han ché. Do vay phai
can nhéc xa tri lai voi muc dich vot vat hay triét can, can nhéc gitra két qua va
bién chimg cua xa tri, vi co tir 10 - 30% cac truong hop xa tri lai co bién
chung trim trong. Poi voi hach tai phat sau xa tri thi phau thuat 1a phuong
phap duoc lwa chon néu co thé cét bo duoc [40].
1.6.1.4. Cac doc tinh cua xa tri
Cac doc tinh cap

Viém niém mac miéng 1a doc tinh cdp thudng gip nhat, khéi dau tir tudn
18 thtr 2 - 3 ctia xa tri. Gan nhu 100% nguoi bénh c6 doc tinh nay va day 1a doc
tinh anh hudng 16n nhat dén chét luong séng ctia ngudi bénh. Ngoai ra, do viém
niém mac miéng ma van dé dinh dudng ciia ngudi bénh ciing nhu viée hoan tat
xa tri ludn gap nhiéu khé khan. Poc tinh nay cang ting khi ¢ phdi hop hoa tri
[5],[8],[9],[10],[12]. Kh6 miéng ciing 13 mot ddc tinh rat thuong gip (85 - 95%)
trong va sau xa tri [37],[39],[43]. Mtc d6 nang nhe cua kho miéng tuy thudc thé
tich tuyén nudce bot mang tai bi xa tri nhiéu hay it. Ngoai ra, cac bién chung nhu
mat vi gidc, dau hong, khé nudt thuong xay ra sau tudn 1& thir 4 ca xa tri. Cac
tridu chimg nay giam 6 - 8 tuan sau xa. Giam thinh luc do nghén 18 voi Eustache
va viém tai thanh dich cua tai gitta thuong it gap.
Cac dgc tinh mun

Céc doc tinh mudn thuong xay ra sau xa tri 6 thang [44]. Thuong gap nhét
1a khé miéng va mit vi gidc. Vao nim thtr 2 sau xa, c6 thé hong va rung ring
hang loat. Trudc thoi ky c6 may xa tri gia toc, bién ching viém tity sdng co gay
liét 13 mot trong nhitng bién ching nghiém trong de doa tinh mang nguoi
bénh. Ngay nay, bién ching nay tré nén rat it gip nho ky thuat xa tri ngay
cang tién tién va chinh xac hon. Tinh trang xo ctmg ving c6, xo ctng, khit

ham do xo hda co can cling ¢ thé gap tir nam thr 3 sau xa. Teo va hoai ti
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thuty thai duong hai bén thuong xay ra tir ndm thr 4 sau xa néu xa tri liéu cao,
va dac biét & nhitng ngudi bénh tai phat, dugc xa tri lai véi phan lidu cao.
1.6.1.5. Nhitng tién bé trong xa tri

IGRT (Images Guide RT). Xa tri duéi sy hwéng din ciia hinh dnh: Thyc
té cho thdy, nhiéu khéi u c6 thé bi cir dong, xé dich trong qua trinh chiéu xa,
chéng han do nhip thé, hay su déy, Vo1 cua bang quang... Pé khic phuc tat ca
nhimg diéu do, cong nghé méi vé kiém soat hinh anh di xuat hién. Bang viéc
stt dung thiét bi ghi nhén truc tiép nhitng di dong cua hinh anh goi 13 Cone
Beam CT duogc gan trén khung clia may gia toc xa tri. Ngay trudc mdi lan
phat chum tia diéu tri, sy hiéu chinh can thiét vé vi tri, toa do khdi u s& duoc
tién hanh truc tuyén - on line

VMAT (Volumetric — Modulated Arc Therapy)- Xa tri hinh cung, diéu
bién liéu theo thé tich: VMAT sir dung phwong phap phat chum tia lién tuc
khi quay than may qua mdt hay nhiéu cung. Trong khi quay, hé¢ MLC chuyén
dong, tao hinh dang chum tia; suat lidu may “dose rate” thay doi lién tuc; toc
d6 quay cta than may va goc nghiéng ctia hé MLC ciing thay doi.

BioART (Biological Adaptive Radiation Therapy)-Xa tri dap wng sinh
hoc: V&i myc dich nay, nguoi ta ¢ gang dwa mot liéu luong trong toan bo
thé tich bia c6 su khac nhau bén trong vé cac yéu td sinh Iy va loai té bao...
Véi xa tri dap tmg sinh hoc - BioART, ap dung k¥ thuat diéu chinh su phan
b6 liéu burc xa tai timg ving thé tich (nho) thudc khdi u tiy theo su khac nhau
vé mure d6 nhay cam tia xa, hay su thiéu OXy V.V.. cua té bao.

Tomotherapy- xa tri cit 16p: Tomotherapy, hiéu theo nghia k¥ thuat 1 “xa
tri quét (cit 16p) theo ting day” (nhu chup CT chin doan). Tomotherapy la
thiét bi xa trj kiéu moi st dung su ghép ndi hé may théng may tinh tinh x4o
diéu khién collimator dinh dang chum tia voi may CT scanner cung trén mot

tb hop. C6 thé chinh, stra ké hoach xa trj tai bat ky vi tri nao khi can thiét.
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Xa tri bang chiim hat Proton: Diéu tri bang Proton 13 g dung dic trung liéu
sau phan trim duy nhat ctia cic hat Proton ning luong cao, dung phan bé liéu
lwong hop 1y tai khéi u, giam thiéu liéu c6 hai cho cac mé lanh & phia trudc va
phia sau thé tich bia. Hién nay, trén thé gidi chi mot vai qudc gia phat trién, giau
c6 nhu Hoa Ky, Nhat...dugc trang bi mdy Cyclotrons, Synchrotrons va
Synchrocyclotrons dé tao ra cac chum tia c6 dic tinh ap dung k¥ thuat nay.
SRS/SRT (Stereotactic Radio-Surgery/ Stereotatic RT) — Xa phiu dinh
vi/Xa tri dinh vi: V& ban chit, hai k¥ thuat nay déu c6 thé dung thiét bi voi
ngudn phéng xa Co-60 (goi 1a Gamma Knife) hodc may gia toc (Linacs,
Cyberknife...) cung nhiing cong cu dinh vi tinh x4o di kém. Khac biét can
ban cua SRS 1a 4p dung trén nhimg khdi u lanh tinh, u ung thu kich thuéc
nho (< 3mm) bang mot hodc vai muc lidu 16n buc xa, trong sb it budi chiéu.
Xa tri hat niing ion Carbon 14. St dung mét hé thong phtic tap gia toc vong
dé tang tdc cho chum ion carbon 14 tao gia mot nang lwong 16n 6n dinh chinh
xéc tmg dung vao xa tri cac khoi ung thu.
1.6.2. Hoa tri ung thu vom miii hong

UTVMH la loai ung thu nhay véi hoa tri, dac biét typ 2 va 3. V& mit lich
str, hoa tri UTVMH duoc str dung dau tién vao nhimg nim 70 cho nhimg truong
hop UTVMH tai phat hodc di cin xa nhim muc dich v6t vat [45]. Tuy nhién, két
qua cho thiy c6 khoang 10% nguoi bénh c6 thoi gian 6n dinh bénh kha 1au, kéo
dai > 3 nam. Mic du véi xa tri don thuan ty & kiém soat tai chd - tai vung va ty 1¢
song thém kha cao dbi v6i ngudi bénh UTVMH GP 1, II. Nhung & cac ngudi
bénh Gb III, IVa,b, typ mo hoc II, III, nhiéu nghién ctru cho théy, néu chi xa tri
don thuan c6 tir 30 - 45% nguoi bénh bi di can xa sau diéu tri, véi trung vi thot
gian song thém chi 12 - 18 thang (Ma & CS) [3]. Ngay nay, hoa tri di khang dinh
vai trd quan trong khong thé thiéu trong diéu trj cho UTVMH GD tién xa.
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1.6.2.1. Cic phdc d6 héa tri trong ung thu vom miii hong

Héa tri don chat
Cisplatin: La thudc c6 do dap tmg cao nhat trong diéu tri UTVMH va 1a thudc
can ban trong cac phac do hoa tri két hop [1],[3],[19].[37].[43],[45],[46]. Néu
dung phdi hop dong thoi véi xa tri, co truong phai sir dung cisplatin véi liéu 80-
100mg/m’* da mdi 03 tudn xen ké véi xa tri [6], cO truong phai st dung liéu
cisplatin thay d6i tir 30 - 40 mg/m? da [8],[10], 1ap lai mdi tuan. Néu cisplatin
dugc dung nhu hoa tri bd tro trude, hodc bo tro sau xa, lidu st dung thuong la
80 - 100 mg/m? da, 1ap lai mdi 3 - 4 tudn [4],[5]. Hién nay nguoi ta chua xéc
dinh duoc mdi lién quan giita lidu cisplatin va d6 dap tng.
Carboplatin: carboplatin it ddc tinh trén than, tai, hé than kinh va niém mac
duong tiéu hoa hon cisplatin nhung ty 1& dap tng thap hon [1],[43]. Mot vai
nghién ctru st dung carboplatin don thuin dong thoi voi xa tri [47]. Cac dan
xudt platin thé hé thir 3 nhu oxaliplatin, Iproplatin chua 1 rang c6 hiéu qua
dap g cling nhu giam doc tinh trong diéu tri UTVMH. Tuy nhién, budc dau
cling duoc vai tac gia nhu Freyer [48] va Zhang khing dinh vai trd hiép dong
tang dap tng khi phéi hop voi xati.
5 Fluoro-uracil: 1t khi duoc sir dung don thuan déng thoi véi xa tri. SFU c¢6 tac
dong hiép dong vdi cisplatin va thuong dugc phdi hop véi cisplatin nhu 1a mot
trong cac phac dd didu tri bd tro trude, bd tro hodc déng thoi vé1 xa tri
[4],[5],[10],[25],[49]. Liéu 5FU duoc str dung thuong 13 1000 mg/m2 da chich
tinh mach mdi ngay, trong 5 ndm ngay lién tyc. Pdc tinh thuong gip 1a suy tay.
Viée st dung SFU truyén tinh mach lién tuc trong 96 - 120 gid cho thay c6 do
dung nap t6t hon, giam bién ching suy tay, ting d6 dap ung nhung lai ting doc
tinh trén niém mac.
Cic Taxanes: Paclitaxel thudng duoc dung véi lidu 175 - 210 mg/m2 da moi 3
tuan. Ty 1& dap Gng tir 15 - 40% va chua cho thiy loi ich rd rét trén thoi gian
song thém. Docetaxel cho ty 1& dap tmg 30 - 33%, lidu khuyén céo 60 - 75
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mg/m2 mdi 3 tudn. Céc thube khac nhu ifosfamide, mitomycine C,
vinorelbine, gemcitabine, topotecan thudng cho dap tng thap. Do vay it dugc
st dung [1].
Hoa tri két hop

Phbi hop cisplatin - SFU 1a phac d6 thuong dugc sa dung nhét cho
UTVMH, ty 1¢ dap tmg toan b thay doi tir 50-85%. Paclitaxel phdi hop cisplatin
hoic carboplatin cho ty 18 dép mg khiém ton, chi vao khoang 32 - 39%. Mot vai
NC cho thdy, thém Paclitaxel vao phac do cisplatin - 5FU ciing khong tang thém
ty 1& dap ung. Trong khi d6, néu cho docetaxel thém vao phéc db cisplatin - 5SFU
thi co tang thém ty 1€ ddp tmg toan bd (75 - 85%), nhung lai tang doc tinh gidm
bach cau trAm trong va cac bién chung than kinh. Do vay kiéu phdi hop nay it
duoc sir dung. Mot sb kiéu khac nhu phdi hop docetaxel va carboplatin (Johnson
& CS) [50] hodc paclitaxel va gemcitabine ciling dugc nghién ctru, tuy nhién ty 1¢
dap tmg chi thay di tir 41 - 52%. Nhin chung phéac d6 hoa tri két hop cisplatin-5
FU la phac d6 pho bién nhat hién nay trong diéu tri UTVMH.
1.6.2.2. Cdc kiéu phéi hop héa tri v xa tri trong ung thw vom miii hong

C6 nhiéu kiéu phdi hop héa tri va xa tri khac nhau, tuy nhién kiéu phdi hop
tdi wu c6 thé giam tai phat tai chd ciing nhu ting ty 1& séng thém hién van con
dang duoc nghién ctru. Nhin chung, hoa trj c6 thé phdi hop véi xa tri theo cac
kiéu sau: hoa tri bd tro trude + xa tri,hoa xa tri d@)ng thoi + hoa tribd tro, xa
tri + hoa tribd tro, hoa tri bo tro trude + hoa xa tri déng thoi + hoa tribd tro.
Héa tri bd tre trude: Day 1a phuong thirc str dung hoa trj trude khi tién hanh
xa tri, dugc st dung 1am sang tur dau nhitng nam 1980 tai Hongkong. C6
nhiéu phac dd hoa tri bd trg truéc khac nhau, thuong dua trén cisplatin lam
cin ban: nhu phdi hop cisplatin (100mg/m?) truyén ngdy 1 va 5-FU
(1000m/m?) truyén lién tuc 5 ngay, thuc hién lap lai mdi 03 tu?m, hoac

cisplatin (100mg/m?) phdi hop vdi bleomycin va epirubicin (Bachouchi &
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CS) [51], hodc cisplatin (60mg/m?) phéi hop 5- FU, leucovorin, epirubicin va
mitomycin (Hong & CS) [52]. Tuy nhién, phac d0 té ra c6 nhiéu hiéu qua nht
1a phac @6 phdi hop 2 chu ky cisplatin (100mg/m?) truyén ngay 1 va 5-FU
(1000mg/m?) truyén lién tuc 5 ngay, lap lai chu ky mdi 03 tuan. Hoa tri bo tro
truécap dung chu yéu cho UTVMH c¢6 u va hach 16n, véi e ngai rang néu
khong hoa tri trudc thi truong chiéu xa sé qua 16n bac si xa tri s& khong dam bao
trum u va hach mot cach an toan vi s¢ nguy co gia tang ddc tinh cua xa tri trén
cac co quan lan can [53],[54]. Mat khac, hoa tri bo tro trudce cling dugc cho
rang gitp lam giam di cin xa & cac nguodi bénh ¢ u va hach 16n
[55],[56],[57]. Tdi nay, phan 16n cac nghién ctru pha III so sanh giita xa tri don
thuan va hoa tri b tro trudc xa tri déu cho thay héa tri bd tro trude khong dem lai
nhiéu loi ich vé séng thém [45],[58],[59],[60],[61],[62].

Hoa xa tri dong thoi: Stir dung hoa tri dong thoi xa tri cho UTVMH GP III-1V
chua c6 di can xa dua trén 02 Iy 1€ sau: héa tri ¢o thé kiém soét cac di cin xa vi thé
vao thoi diém chan doan, va hoa tri gop phan lam tang tinh nhay xa cua cac té
bao ung thu [63],[64]. Vao dau nhitng nam 1970, Zak va Drobnik, qua thuc
nghiém da chirmg minh cisplatin lam tang nhay cam tia xa. Theo Crissman,
quan diém nay sau do tiép tuc dugc nhiéu tac gia nhu Wodinsky; Richmond va
Douple khang dinh. Mai t6i nhitng niam 1990 cisplatin méi dugc sir dung gan
nhu 14 tidu chuan trong cac phac d6 hoa tri phéi hop dong thoi voi xa tri. Ké tir
khi bao céo nghién ctru cia nhém Intergroup 0099 nam 1998 duoc dua ra, thi
tiéu chuan thue hanh diéu tri cho UTVMH giai dgan tién xa tai chd & cac nude
ving Bic M 1a héa xa tri ddng thoi voi cisplatinl00mg/m? da mdi 3 tuan
trong 3 chu ky, sau do6 tiép ndi diéu tri bang 3 chu ky hoa tri bo tro bang
cisplatin 80mg/m? da truyén ngdy 1 va 5-FU 1000mg/m* da ngay 1-4 cach
nhau mdi 3 tudn. Ngay nay, nhiéu nghién ctu pha III & cic nudc trong va

ngoai vung dich t& so sanh giita xa trj don thuan voi hoa xa trj dong thoi nhu
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cac nghién ctru ciia Al-Sarraf [4], Chan [8], Lee [2], Lin [65]. Thudc sir dung
trong cac nghién ctru nay ciling rat thay d6i. Kiéu phéi hop ciing khac nhau: co
tac gia str dung cisplatin liéu thdp mdi tudn nhu Chan & CS, hodc Cisplatin liéu
cao mdi 03 tuan nhu Al-Saraff, Wee, Lee, Lin, Kwong, Zhang.. ., hodc phéi hop
02 thtr thude v6i cin ban 1a cisplatin (Lin & CS). Cac nghién ciru cho thy, loi ich cia
hoa xa tri dong thoi trén séng thém ciing nhu doc tinh thay ddi rat nhiéu theo
phac d6 hoa tri. Theo mot s6 tac gia Chau A, do yéu to thé chat han ché cua
nguoi A dong, néu hoéa xa tri déng thoi theo cac phac dd Au-My thi ty 1& doc
tinh va nguy co tir vong cao. Do vdy da c6 vai nghién ctru thtr st dung
cisplatin liéu thap 30 - 40 mg/m* mdi tuan nham danh gia doc tinh va dap ung.
Céc két qua budc dau cho thdy hoa xa tri ddng thoi véi cisplatin liéu thip mdi
tudn c6 kha ning dung nap tot hon va it doc tinh hon. Tuy nhién, loi ich ddi véi
song thém chua dugc xac dinh rd [46]. Mot s6 nghién ctru phdi hop da hoa chat
ddng thoi véi xa tri cho thiy c6 cai thién sbng thém toan bo va song thém khong
bénh [6],[8],[65]. Tuy nhién doc tinh cta kiéu nay thudng ning né, giam bach
cau, non, viém niém mac miéng nghi€ém trong. Cho dén nay, vi¢c xac dinh phac
d6 hoa tri tdi uu trong hoa xa tri dong thoi van con dang duoc nghién ciru danh
gia. Tuy c6 su khac biét trong kiéu phdi hop hoa xa tri, nhung cac nghién ciru
déu cho két luan hoa xa tri ddng thoi cai thién co y nghia théng ké vé sdng thém
toan bo, séng thém khong tai phat, sbng thém bénh khong tién trién hon han so
voi xa tri don thudn.

Hoéa tri bb trg: Vai nghién ctru sir dung hoa tri bd trg sau xa tri don thuan cho
UTVMH GD tién xa tai chd - tai ving cho thdy it c6 y nghia vé mat 1am sang.
Mot s6 NC khac cho thdy, néu héa tri dugc thuc hién sau hoa xa tri dong thoi thi
két qua co vé kha quan hon.

Héa tri vét vat: Chi dinh thuong nhat cua hoa tri 13 trong cac tinh hudng

UTVMH téi phéat hodc di cin xa ma khong thé trong mong vao cac phuong
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tién diéu tri tan géc tai chd nhu xa tri lai hodc ph?lu thuat cit bo vom hong. Vao
dau nhitng ndm 1990 mot sd nghién ctu pha 2 sir dung cisplatin cho cho
UTVMH tai phat hodc di cin xa cho thay trung vi sng thém toan bo thay doi
tir 11 - 19 thang, trung vi thoi gian bénh tién trién tr 5 - 10 thang
[3],[45],[51]. Khong c6 cac nghién clru so sanh giira cac phac d6 hoa tri khac
nhau, do d6 khé c6 thé dua ra két luan dau la phac dd chuén. Lua chon thudc
chu yéu dua vao cac yéu td nhu téng trang, bénh di kém, tién can doc tinh, dic
thi cta noi nghién ctru. .. Tuy nhién cac phac d6 dua trén cisplatin ¢6 phdi hop
5-FU, taxanes, hodc gemcitabine 1a nhiing phac do phé bién tai nhiéu nudc
Chau A.
1.6.3. Piéu tri dich

Céc nghién ctru sinh hoc phén tir cho thay c¢6 t6i 94% UTVMH biéu hién
qua mirc EGFR. Sy gia tang biéu hién nay lién quan t6i tién luong x4u vé sdng
thém khong bénh cling nhu toan bd. Trong thuc nghiém, C225 (Cetuximab)
mot khang thé don dong chimg to hidu qua cao trong tiéu diét cac té& bao
UTVMH va di dugce st dung trong cac TNLS nhu 13 mot phwong phép bd tro
sau xa tri. Cetuximab thuong dugc dung véi lidu 400mg/m? da & lidu dau tién,
sau d6 duy tri véi lidu 250mg/m* mdi tuan. Cetuximab it khi duoc dung riéng
1¢ ma thudng phéi hop véi cisplatin hodc carboplatin AUC 5 ngay 1, lap lai
modi 21 ngay, trong 8 chu ky [66].
1.7. CAC YEU TO TIEN LUQNG TRONG UNG THU VOM MUI HONG
- GD u nguyén phat: U nguyén phat 1a yéu t6 tién lugng quan trong [53],[67].
u cang to tién luong cang xau. Nguoi ta nhan thay khong cé su khac biét rd
nét vé y nghia tién lugng cia u T1 va T2 [68]. tuy nhién tién luong s& xau di
néu u 1a T3 hoic T4.
- GD hach: Theo Liu [67] mtc d6 di can hach 14 yéu td tién lugng quan trong

nhat anh huong séng thém. Hach cang 16n nguy co di cin xa cang cao, va dap
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g tai chd cang giam [68]. Di can xa ting néu c¢6 di can hach trén don. Nhiéu
nghién ctru cho thdy mirc d6 di dong hach c6 anh hudng téi tién lwong kiém
soat tai chd, hach dinh thuong dap tmg kém véi didu tri [69]. Hach ¢ 2 bén
thuong c6 tién luong x4u hon 1 bén.

- Tubi: Mot vai nghién ctru cho thiy tudi tré tién luong tdt hon 16n tudi.
UTVMH ¢ tré nho thuong & vao GP tién xa hon nguoi 16n nhung tién
lugng thuong lai tot hon [67].

- Gi6i: Nhiéu nghién ctru cho thdy gidi tinh 13 yéu t6 tién luong quan trong
trong UTVMH. Nir gi6i thuong c6 tién lugng tot hon nam gidi cing GB [67].

- Céc yéu td tién lwong méd hoc: Loai md hoc cia UTVMH 1a yéu t6 tién
lwong doc 1ap. Ung thu biéu mo khong biét hoa co tién luong tot hon ung thu
biéu mo té bao vy ca vé ca vé kiém soat tai chd, tai ving ciing nhu séng thém
sau diéu tri. Trén vi thé néu u cang co su thAm nhép nhiéu céc lympho bao, dai
thue bao, bach cau 4i toan thi ¢6 tién luong t6t [65].

1.8. CAC NGHIEN CU'U VE HOA XA TRI PONG THOI TRONG PIEU
TRI UNG THU VOM MUI HONG

1.8.1. Cac nghién ctru nwdc ngoai

Vao dau nhitng nim 1970, Zak va Drobnik, qua thyc nghiém da chung
minh cisplatin 1dm tdng nhay cam tia xa. Theo Crissman, quan diém nay sau
d6 tiép tuc dugc nhiéu tac gia nhu Wodinsky; Richmond va Douple khing
dinh. Mai t6i nhitng nam 1990 cisplatin méi duoc sir dung gan nhu 13 tiéu
chuén trong cac phac dd hoa tri phdi hop ddng thoi véi xa tri.

Ngay nay, c6 rat nhidu nghién ctru pha III & cic nudc trong va ngoai
vung dich t& nhu: Chua DT & CS (2004). NC hoa xa tri dong thoi véi
cisplatin sau do6 1a hoa tri li¢u bd tro v6i ifosfamide, 5-fluorouracil, va
leucovorin cho UTVMH GP IV. Khong c6 tir vong do diéu tri. Ty 1¢ khong tai
phat 3 ndm 1 60%, ty 1& sdng thém toan bd 3 nim 1a 74%, ty 18 khong di cin 3
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nam la 66% [70]. Al-Amro A & CS (2005, Saudi Arabia) danh gia hi¢u qua
ctia hoa tri bo trg trude cisplatinva epirubicin ké tiép theo 1a hoa tri cisplatin
dong thoi voi xa tri ¢ nhitng ngudi bénh UTVMH tién trién. Két qua: dap ung
hoan toan va dap tng mot phan twong tng 79% va 21%. Theo ddi 37 thang
44% da diéu tri that bai. Ty 1€ séng thém toan b 3 nam, ty 1¢ séng thém
khong tai phat, sy kiém soat tai chd, va ty 1& sdng thém khong di cin xa la
89%, 78%, 88% va 89% & nguoi bénh GD 11B; 71%, 70%, 89%, va 74% & GD
111; 68%, 49%, 61% va 77% ddi voi GD IVA; va 70%, 45%, 60% va 69% doi
v6i GD IVB. 82% ngudi bénh hoan thanh hai hodc nhiéu chu ky hoa xa tri dong
thoi cua cisplatin. [71]. Mostafa E & Cs (2006). Hoa tri cam Umg v1i paclitaxel
va cisplatin, tiép theo 1a cisplatin va xa tri déng thoi diéu tri UTVMH tién
trién tai chd tai ving. Két qua dép tng sau khi hoa tri cam g va héa xa tri
ddng thoi dong thoi twong tmg 13 80% va 89%. Ty 1& sdng thém toan bo 3
nam ude tinh 1a 68%. C6 36% that bai tai chd va/hodc khu vuc va 14% di can
xa [72]. Hu QY & CS (2007). Panh gia hiéu qua ctia hoa xa tri dong thoi va
hoa tri b6 tro trén UTVMH GD III - IVa. Két qua: sau khi diéu trj ty 1& dap
{rng hoan toan ctia hach ¢ & nhom thir nghiém cao hon dang ké so v6i nhom
d6i chimg (92,5% so v&i 75,0%, P < 0,05). Ty 1& séng thém chung 1, 3, 5 nim
nhom thtr nghiém cao hon dang ké so v6&i nhom ching (92,7% so vai 81,2%,
78,6% so voi1 52,7%, 64,2% so voi 42,3%, P < 0,01). Ty 1€ séng thém 1, 3,5
nam khong c6 bénh nhém thtr nghiém cao hon déng ké so v6i nhém doi
ching (91,2% so voi 78,2%, 76,7% so voi 51,9%, 63,5% so vaoi 40,3%, P <
0,01). Ti 1& di cin xa 5 ndm & nhém thir nghiém thdp hon dang ké so véi
nhom dbi chung (15,0% so véi 35,0%, P < 0,05) [73]. Ponzanelli A &
CS (2008) NC hoa4 tri trudc sau do xa tri xen k& hoéa tri trong UTVMH khong
biét hoa tién trién tai chd tai vung. Su tuan thu tdi wu va két qua htra hen 4
nam. Két qua tat ca cac nguoi bénh déu nhan dugc 3 dot diéu tri hoa chit cam

mg. Ty 1& séng thém khong bénh tién trién 4 nam va ty 1é séng thém chung 1a
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71% va 81% [74]. Xie FY & Cs (2009 - Trung Qudc), so sanh hoa tri trudc
bang docetsxel va cisplatin (TP) sau d6 hoa xa tri ddng thoi TP véi nhém hoa
tri trudc bang docetsxel va cisplatin (TP) sau d6 hoa xa tri dong dong thoi
bang cisplatin (DDP). Két qua: Tét ca cac ngudi bénh déu duoc xa tri. Sau khi
diéu tri bang hoa tri liéu dong thoi, ti 16 dap ing hoan toan tai vom hong va
cac hach bach huyét khu vuc 1a 93,3% va 92,9% & nhom TP, va 96,3% va
91,3% ¢ nhém DDP (p > 0,05) [75]. Lee CC & CS (2009). Piéu tri bang héa
xa tri dong thoi véi hoa tri bd xung cho UTVMH cé nguy co cao. Céc tac gia
xéac dinh & ngudi bénh ¢ hai hodc nhiéu hon cac yéu t tién luong co nguy co
cao c6 ty 1 séng thém khong di can 3 nam, 1an luot 1a 100% va 69.6% tuong
mg theo nhom c6 va khong c6 hoa chét b trg, (P = 0.02). Ti 1& song thém
khong tai phat 3 nim & nhém c6 va khong c6 hoa chat bo trg tuong ung la
93,3% va 70,2% (P = 0,09) [76]. Kong L & CS (2010, Thuong Hai - Trung
Quéc) sir dung phac dd hoa tri bo tro trude tiép theo 1a hoa xa tri déng thoi
cho UTVMH tién trién: Tat ca céac nguoi bénh déu d3 hoan thanh xa tri voi
lidu theo quy dinh va 2 dot ctua hoéa tri bb trg trude, 86,4% hoan thanh 3 chu
ky. Co 84,7% va 66,1% ngudi bénh da hoan thanh 4 tuan va 5 tuan dung
cisplatin trong sudt qua trinh héa xa tri déng thoi. Ty 1& dap tng & vi tri u va
hach o la 94,9% sau khi hoan thanh hoa tri. Sau 3 thang két thuc xa tri, ty 1€
dap umg hoan toan tang 1an luot 14 96,6% va 90,2%. Ty 18 séng thém toan bd
1 nim, ty 1¢ song thém sau khi di cin xa va ti 1¢ sbng thém khong tai phat theo
vung 1a 100%, 95,7% va 97,7%. Ty 1¢ biéng an / non mia 6 muc do III, IV
trong GD hoa tri trude 1an luot 14 55,9% va 16,9%. Ty 1¢ twong Gmg 1a 11,9%
va 23,7% trong subt qua trinh hoa xa tri déng thoi. Viém niém mac do 111, IV,
bong troc da va khé miéng xay ra lan luot 1a 6,8%, 44,1% va 27,1% [77]. Bae
WK & CS (2010, Han Quéc) NC xac dinh tinh kha thi va tinh an toan cta hoa
tri bd tro trude két hop ba thude docetaxel, cisplatin, va 5 - fluorouracil (5-

FU) tiép theo sau 13 hoa xa tri ddng thdi cho UTVMH tién trién tai chd. Két
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qua: 15,2% ngudi bénh dap tmg hoan toan, 81,8% dap tmg mdt phan sau hoa tri
trude. Sau 6 tudn sau khi hoa xa tri dong thoi, 69,7% co dap umg hoan toan va
27,3% dép tmg mot phan. Ty 18 séng thém khong tién trién 3 nam 13 75,6% va ty
1¢ séng thém chung 3 niam 1a 86,1% [78]. Park KH & CS (2010). Nghién ctru
hoéa xa tri dong thoi tiép theo 13 hoa trj bd tro & ngudi bénh UTVMH tién trién
& Han Qudc. Ty 1é dap tmg chung sau khi hoa xa tri dong thdi 95% va sau héa tri
bo tro 1 100% [79]. Lee AW & CS (2010), thyc hién thir nghiém ngau nhién
vé hoa xa tri déng thoi voi xa tri don thuan déi voi UTVMH tién trién
vung. Thay viéc bd sung hoa tri liéu c6 ¥ nghia thdng ké 1am cai thién dang ké
song thém toan bo 5 nam. Ty 1¢ ddc tinh cap ting 1én khi diéu tri hoa chat 1a
30%. Ty 1& doc tinh mudn 5 nam khong ting ddng ké vé mat thong ké. Ty 1¢
tir vong vi su tién trién ctia bénh giam 14%, nhung ty 1é séng sot chung 5 nim
la 68% so véi 64%; P = 0,22 [80]. Chen QY & CS (2011) thuc hién thu
nghiém ngau nhién phase III so sanh hoa xa tri déng thoi voi xa tri don thuan
cho UTVMH & GP II. Két qua: séng thém & nhom hoa xa tri ¢c6 cai thién
dang ké: ty 1¢ séng thém 5 nim (94,5% so véi 85,8%,P = 0,007), song thém
khong bénh (87,9% so véi 77,8%, P = 0,017) va ty 18 song thém khong di can
O xa (94,8% so voi 83,9%, P = 0,007); Tuy nhi€n, khong c6 su khac biét cd y
nghia thong ké vé ty 1¢ song thém trén 5 ndm sau tai phat (93,0% so véi
91,1%, P = 0,29). Phan tich da bién cho thay sé chu ky hoa tri liéu 1a yéu t6
doc 1ap duy nhét c6 lién quan dén song thém va sdng thém khong bénh, va su
kiém soat xa trong ung thu vom hong GP II. Nhom hoa xa tri dong thoi co
nhiéu doc tinh cp hon c6 ¥ nghia théng ké (P = 0,001) [81]. Komatsu M &
CS (2012) so sanh phac dd hoa xa tri déng thoi vo1 hoa tri trede theo sau la xa
trji don thuan & ngudi bénh UTVMH. Két qua: Ty 1& dap tng chung sau khi
hoa xa tri dong thoi 1a 96%. Ty 18 sdng thém 3 nim va 5 nam 1a 75,6% va
60,1%. O nhitng ngudi bénh dung hoa trj trudce sau dé xa tri, ty 1& sdng thém

3 nam va 5 nam 1a 84,1% va 67,3%. Khong c6 su khac biét vé ty 1& séng thém
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giita nhom dung hoa xa tri dong thoi va hoa tri trude sau do6 xa tri [82]. Kong
L & CS (2013, Thuong Hai - Trung Qudc) da nghién ctru hiéu qua cta hoa trj
b tro trude bang taxan, cisplatin, va 5-fluorouracil (5-FU) tiép theo 13 hoa xa
trj ddng thoi, trong 2 thir nghiém 1am sang pha 2 cho UTVMH GP III va IVA
/ TVB. Két qua: ti 1& séng thém toan bd 3 nam 1a 94,8% va 90,2% ddi véi
nhom GP III va nhém GD IVA / IVB. Ty 1é séng thém khéng tién trién 3
nam, ty 1 séng thém khong di cin & xa, va ti 1é séng thém khong tién trién tai
chd 13 78,2%, 90,5%, va 93,9% ddi v6i ngudi bénh GB 111 va 85,1%, 88% va
100%, twong tmg, dbi v6i ngudi bénh GP IVA / IVB. Cac ddc tinh vé huyét hoc
va ngoai huyét hoc nghiém trong (d6 111, IV) 1a giam bach cau trung tinh 55,2%
va budn nén / ndn 19,8% [83]. Zhong YH & CS (2013, Vii Han - Trung Qudc)
danh gia tinh kha thi va hiéu qua cta phac d6 hoa tri bo tro trudc bang
docetaxel va cisplatin tiép theo sau d6 1a xa tri diéu bién liéu (IMRT) clng véi
cisplatin ddng thoi ¢ nhimg nguodi bénh UTVMH GP III dén IVB. Ty 1é dap
g hoan toan va dap tmg mot phan 1a 28,3% va 56,5% sau khi hoa tri bo tro
trude va 91,3% , 8,7% sau hoa xa trj dong thoi. Ty 18 sdng thém toan bd va ty 18
song thém khong bénh 3 nam 1an luot 14 94,1% va 72,7% [84].

Trong sb cac nghién ctru trén mot sd nghién ciru so sanh giira xa trj don
thuan véi hoa xa tri déng tho1 nhu cdc nghién ctu ctia Al - Sarraf [4], Chan
[8], Lee [2], Lin [65]. Thudc sir dung trong cac nghién ctru ndy ciing rat thay
dbi. Kiéu phdi hop ciing khac nhau: c6 tac gia str dung cisplatin liéu thap mdi
tudn nhu Chan & CS, hodc cisplatin liéu cao mdi 03 tudn nhu Al - Saraff,
Wee, Lee, Lin, Kwong, Zhang..., hodc phdi hop 02 thtr thudc voi cin ban 1a
cisplatin (Lin & CS). Cac nghién ctru cho théy, loi ich cua hoa - xa tri déng
thoi trén sdng thém ciing nhu ddc tinh thay doi rat nhiéu theo phac do hoéa tri.
Tuy c6 sy khéc biét trong kiéu phdi hop hoa xa tri, nhung cac nghién ciru déu
cho két luan hoa xa tri dong thoi cai thién c6 ¥ nghia thong ké vé séng thém toan

b, séng thém khong tai phat, séng thém bénh khong tién trién hon hén so véi xa
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tri don thun. Tuy nhién hoa xa tri déng thoti lai lam tang mure d§ ddc tinh cép va
muon cua xa tri trén niém mac nhu viém niém mac mi¢ng, kho miéng, viém va
x0 hoa da. Tty vao phac d6 hoa tri st dung ma murc d cac doc tinh ndy sé ning
nhe khac nhau. Nam 2004, FNCA tién hanh nghién ctru danh gia phac dd NPC
II — hoa xa tri dong thoi véi cisplatin lidu 30 mg/m? da mdi tuan trong 6 tuin
xa tri. Két qua budc dau cho thiy 96% nguoi bénh hoan tat diéu tri, dap tGng
toan bo 86%. Tir nam 2005 dén 2009 nhom nghién ctru: ciaTatsuya O, Pang
Huy Qudc Thinh, Ngo Thanh Tung & CS [18] thyc hién nghién ctru 4p dung
NPC I - hoa xa tri dong thoi véi cisplatin lidu 30 mg/m? da/ tuan trong 6 tudn xa
tri tiép theo 1a 3 chu ky hoa tri b trg cisplatin va SFU, trén 121 ngudi bénhtai 7
quéc gia: Viét nam, Malaysia, Indonesia, Thai Lan, Philippines, Trung Quéc va
Bangladesh két qua 1a: 93% nguoi bénh hoan tat it nhat 4 chu ky diéu tri
cisplatin hang tuan, 85% hoan tat it nhat 2 chu ky CF, kiém soat tai vung 3 nam,
khong di cin xa, song thém toan b twong tmg 14 89%, 74% va 66%, doc tinh
cép do IIL, IV cua, non/ budn nén, giam bach cau déu 1a 4%. Mot sb nghién clru
moéi gin day ap dung phac dd hoa tri trude sau d6 hoa xa tri dong thoi véi ky
thuét xa tri diéu bién lidu cho két qua rat kha quan [85],[86].

Nhin chung, trong vong gan hai thap nién qua c6 nhiéu nghién ctru khac
nhau cing di dén két luan ranghoa xa tri dong thoi cho cho UTVMH GD tién
trién tai chd, tai vung dem lai két qua lam sang tdt hon so véi xa tri don thuan.
1.8.2. Mt s6 nghién ciru trong nuéc

Tran Hung (2010) thuc hién theo NCCN cho két qua dap umg hoan toan
93,8%, nhung chi c6 55,5% nguoi bénh truyén du 3 ngay cisplatin, 28,5%
tham gia du 3 chu ky CF b6 tro, 61% xuét hién doc tinh [87].

Bui Vinh Quang (2012) 4p dung phac dd6 NCCN két hop k¥ thuit xa trj 3D
cho két qua: dap g hoan toan 89,3%, sdng thém 3 ndm toan bd 85,1%, doc tinh
giam bach cau do 11, IV 5,1%, c6 57,1% ngudi bénh hoan tat day du didu tri[22].

Ding Huy Qudc Thinh (2012) 4p dung theo phac dd FNCA két qua dap
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ung hoan toan 72%, séng thém toan bd 3 nam 80,6%, séng thém toan bd 5 nam
64%. Tuy nhién, ty 1¢ that bai sau diéu tri do di cin xa con cao 23,1%[88].

Ngé Thanh Tung & CS (2014) danh gia két qua cta phac d6 NPC III
theo FNCA cho nguoi bénh UTVMH GD 111, IVb tai bénh vién K. Ty 1¢ dap
mg hoan toan 13 91,0%, mot phan 5,6%, khong dap tng 1a 1,1%, tién trién
2,2%. Séng thém toan bd 12 thang 1a 91,0%, 20 thang 1a 80,1%, thoi gian séng
thém toan bd dén luc dimg NC trung binh 16,0 thang. Ty 1¢ tai phat 9,0%, ty 18
di can 16,9%. Ty 1€ chung c¢6 tai phat hodc di can hoac ca hai 1a 18,0% [89].

Ng6 Thanh Tung, Tran Hung & CS (2016) danh gia song thém 3 nim
cho ngudi bénh UTVMH GP 1III, IVb (N2-3,M0) diéu tri phac do hoa tri
trude sau d6 hoa xa tri dong thoi tai bénh vién K tir 2011 dén 2014. Véi thoi
gian theo ddi trung binh 28,84 thang, tinh trén nhitng nguoi bénh con soéng, ty
1¢ séng thém toan bd 3 nam dat 82%. Poc tinh do III, IV trén 1am sang khi
hoa tri cam tng khong c6. Pdc tinh d6 111, IV khi xa tri voi cd/khdng hda xa
ddng thoi gap ¢ niém mac 1a 2,3% va nodn, budn nén chiém 0,6%. Poc tinh &
hé tao huyét d6 III, IV thuong gip nhat & bach ciu trung tinh (6,3%). Poc
tinh man d6 III, IV trén niém mac va da dién tia déu chiém 0,6 % trén téng )
ngudi bénh xa tri du lidu [90].

Bui Cong Toan & CS (2016). Panh gia két qua budc dau phac dd hoa
xa tri déng thoi ¢6 hoa tri trude cho nguol bénh UTVMH GD 111, IV(N2,3M0)
tai bénh vién da khoa tinh Phti Tho tir thang 2014 dén thang 2016. Két thuc hoa
tri bo trg trude co 83,0% dap ing mot phan, 11,9% dap tmg hoan toan. Sau diéu
tri két thuc: ty 16 dap timg hoan toan 94,9%, mot phan 3,4%, tién trién 1,7%. Cac
doc tinh cap trén huyét hoc va ngoai huyét hoc ca GP hoéa tri trude va GD hoa xa
tri dong thoi déu thip va nhe chi yéu 1a d6 I, II. Bién chimg man tinh cha yéu 1a
d6 I trén da va trén tuyén nudc bot. Ty 1é tai phat 10,7%ty 1¢ di cin 6,9%. Ty 18
chung c6 tai phat hodc di can hoac ca hai 1a 13,8% [91].
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Chuong 2
POI TUONG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CU'U

Ngudi bénh UTVMH GD 1II - IVb (N2, 3 M0) mo6 bénh hoc 1a ung thu
biéu mo6 khong biét hoa dugc diéu tri tai Khoa Xa I va ndi I Bénh vién K
trung wong tir thang 9/2011 dén thang 11/2015 bang phac db hoa tri trudc tiép
theo 13 hoa xa tri dong thoi voi cisplatin liéu thdp mdi tuan.
2.1.1. Tiéu chuin chon nguoi bénh

- Nguoi bénh UTVMH c¢6 mé bénh hoc 1a ung thu biéu md khong biét hoa

-Gb 111, IVa, b (N2, 3 M0) theo UICC 2010.

- Chi s6 thé trang PS: theo phan loai ECOG tir 0 - 2

- Chirc nang gan, than va tiiy xuong, thoa man céc tiéu chuan sau:

Bach cau > 3000/ mm*Hb > 10g/ mm’

Tiéu cau > 100 000/ mm’

Bilirubin toan phan < 1,5 mg/ dl; AST/ ALT < 2 l4n giéi han binh thuong,

Creatinine < 1,5 mg/ dl.

- Tudi: dudi 70 tudi

- Chép nhan diéu tri theo phac d6 héa tri trude 3 chu ky CF tiép theo 1a hoa
xa tri dong thoi voi cisplatin lidu thip 30mg/m? da hang tuan trong 6 tuan xa tri
téng liéu xa tri 70 Gy trong 7 tun.
2.1.2. Tiéu chuén loai trir

- C6 hoa tr1 hodc xa tri trude day.

- Phu nit mang thai hodc cho con bu.

- Bénh nang di kém: tim mach, tiéu duong va r6i loan tim than khong
kiém soat, nhiém trung cap, ung thu thi 2.

- Nguoi bénh bo diéu tri khéng vi 1y do chuyén mon.
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2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Thiét kénghién ciru
Phuong phap can thiép 1am sang c¢6 theo ddi doc khong d6i chimg.
2.2.2. C& miu
C& mau du kién duoc tinh theo cong thic sau:
p-(1-p)
ey

n=Z%1u2)
Trong do:
n: s ngudi bénh can dugc nghién ciru dé dam bao sd liéu nghién ctru ¢6 du
do tin cay
&: mirc sai léch tuong ddi giita tham s6 mau va tham sd quan thé, liy & =
0,15.
o: mirc nghia thong ké = 0,05
Z-ap): gia tr1 thu dugce tir bang Z,twong ung o = 0,05 thi Zj.w2= 1,96
p: ty 1& sdng thém toan bd 3 nim cua nghién ciu trude v6i phac d6 diéu tri
gan tuong tu (p=0,66) [18].
Qua tinh toan ching t6i xac dinh ¢& mau du kién t6i thiéu 1a 88 ngudi bénh.
2.2.3. M ta quy trinh thao tac chuin sir dung trong nghién ciru
2.2.3.1. Quy trinh tuyén chon nguwoi bénh
Ngudi bénh UTVMH c¢6 giai phdu bénh 13 ung thu biéu mo khong biét hoa,
Gb III, IV (N2,3M0) theo phan loai UICC 2010 duogc diéu tri tai khoa xa I va khoa
Noi I Bénh vién K trung wong tir thang 9 nim 2011 dén thang 11 nim 2015.
2.2.3.2. Lam sang, cdm ldm sang
* Dich té:
Tudi: nhom tudi dbi trong nghién ciru

Gidi: Ty 1€ theo gidi tinh
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* Lam sang:

- Thoi gian tir khi ¢6 triéu chimg co ning dau tién dén khi vao vién.

- Co nang;:

Pau dau: khong, vira, ndng;

U tai, nghe kém: Giam nghe, diéc hoan toan.

Ngat miii: khong hoan toan, tdc hoan toan;

Chay mau mii: Ning c6 thiéu mau, nhe khong thiéu méau.

Tén thuwong than kinh so: cac day ILILIIL IV,V, VI, IX, X, XIL
- Toan than: danh gia diém theo chi s6 toan trang PS.

Bang 2.1. Chi s6 PS theo ECOG

0 | Hoan toan khong co6 tri¢u chirng gi.

1 | C6 triéu chimg nhung van di lai duoc dé dang.

2 | Co6 triéu chimg va nam giudng tir 50% thoi gian trong ngay tré xudng.

3 | Co tridu ching nhung nam givong bénh trén 50% thoi gian trong ngay nhung
khong liét guong.

4 | Nam liét giwong.

- Thuc thé:

Kham vom miii hong, soi gian tiép qua guong Hopkin, soi truc tiép bang
ndi soi dng mém hoic éng cing danh gia cac ton thuong:

Thé u: u sui, dang loét, u dudi niém, u phdi hop sui loét

Vitriu: 1 vitri, 2 vitri, trén 2 vi tri

Xam 1an u trén 1am sang: xam 14n hong miéng, xaAm lan cira mili sau

Hach ngoai vi: mo ta vi tri, kich thudc, tinh chét ctia hach

Nbi soi vom vom miii hong éng mém hoic ng cimg mo ta :

Vi tri u.

Tinh chat u: u sui, loét, u dudi nién mac.
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Muc do xam lan: xam lan hong mi¢ng, xam 14n ctra miii sau.

Sinh thiét lam m6 bénh hoc chuin doan x4c dinh.
* Can lam sang:

- Huyét hoc: héng cAu , bach cdu, bach cau hat, tiéu ciu, hematocrit,
hemoglobin...

- Sinh héa: Ure, creatinine, ALT, AST, Bilirubine TP, Bilirubine TT,
Bilirubin GT....

- M6 bénh hoc lya chon 100% ngudi bénh c6 mo bénh hoc 1a typ IIT

- Chéan doan hinh anh:

Chup CT hodac MRI; M6 ta vi tri u, kich thudc, murc do xam 14n, hach
cd, hach sau hau, tinh trang hach.

CTsim giup 1ap ké hoach diéu trj.

- Siéu am hach c6: M6 ta vi tri, kich thudc, mic do xam 14n, hach cd,
cAu trac hach.

- Siéu am 6 bung; di can gan chua, bénh phdi hop khong

- X quang phéi: tim di cin phoi

- Xa hinh xwong: tAm so4t di can
2.2.3.3. Chan dodn

Chéan doan xé4c dinh: dyu vao 1am sang, can lam sang, mé bénh hoc tai
vom hodc tai hach

Chan doan phan loai TNM, theo UICC 2010
Chung t6i1 chi dua va nghién ctru nhom nguoi bénh sau:

+ GDIII: T1,2a, 2b. N2 MO va T3N2, MO

+ GDIVa: T4 N2 MO

+ GDIVb: T bat ky N3 MO
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2.2.3.4. Diéu tri
Hoa tri trude
Bang 2.2. Phéc d6 héa tri trudc
Thudc Liéu dung Duong dung Thoi gian

Cisplatin | 80mg/m?/ngay Truyén tinh mach Ngay 1

5Fu 1000mg/m?/ngay | Truyén tinh mach Ngay | dén ngay 4

Céch dung vdi cisplatin:

+ Nguoi bénh dugc truyén 2 lit Glucose 5% va 40mEq KCL/L va
12,5mg manitol trudc truyén cisplatin.

+ Cisplatin truyén trong vong 20 - 30 phut sau d6 truyén 1 lit Glucose
5%, 40mEq KCL, 25mg manitol trong 4h tiép sau d6 1 lit Glucose 5%,
40mEq KCL, MgSO, trong 8h

+ Ngudi bénh dugc dung Ondanxetron va Dexamethasone tru¢ va sau
truyén hoa chét du phong nén va di tng thudce

+ C6 thé st dung thudce nang bach cAu khi doc tinh ha bach cau xuét hién

Céch st dung 5FU:

+ Liéu 5FU 1000mg/m?/24h truyén lién tuc trong 96h sau dot truyén
manitol thir 2 hoan thanh. Chu ky 21 ngay dung 3 chu ky sau d6 str dung hoa
xa tri déng thoi.

Héa xa tri dong thoi

Hoa tri: cisplatin 30 mg/ m2 mdi tudn, bat dau tir tudn 1 dén tudn 6 lién tiép
cua xa tri

Céch dung vdi cisplatin:

+ Ngudi bénh dugce truyén 2 lit Glucose 5% va 40mEq KCL/L va

12,5mg manitol trude truyén cisplatin.
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+ Cisplatin truyén trong vong 20 - 30 phut sau d6 truyén 1 lit Glucose
5%, 40mEq KCL, 25mg manitol trong 4h tiép sau d6 1 lit Glucose 5%,
40mEq KCL, MgSO, trong 8h

+ Nguoi bénh duge dung Ondanxetron va Dexamethasone trudc va sau
truyén héa chit dy phong non va di ung thube

Xa tri: Xa tri ngoai bang may gia toc tuyén tinh Primus Siemens véi 6
muc nang lugng Electron khéac nhau (5, 6, 8, 10, 12, 14 MeV) 2 muc ning
luong Photon 6, 15 MV

Heé théng tinh licu PROWESS-3D gitp tinh toan chinh x4c sy phan bb liéu
luong theo khong gian 3 chiéu cho cac thé tich diéu tri mot cach tot nhat,
khao st va dua ra nhiéu thong sb giup thay thudc lwa chon dudng dong licu
phtt hop, tap trung liéu t6i wu vao u giam tdi da ton thuong vao to chirc lanh.

Tién hanh ngay sau khi truyén cisplatin 2 - 2,5h

Thé tich xa tri: bao gdm toan bd u nguyén phat va cac cau tric lan cn
nhu 1/3 sau cua hdc miii, xoang sang sau, toan bd xoang budm, 1/3 sau cua
xoang ham, 1/3 sau cua hdc me“it, day so, hai bén, thanh sau hong miéng, hach
sau hau, hach ¢6 va trén don hai bén.

Liéu xa: Tong lidu xa triét dé vao u nguyén phat va hach c6 cao 1a 70 Gy, phéan
lidu 2 Gy, xa tri 5 lan/tuan. Liéu xa cho hach c6 nhoém thép va trén don 2 bén
12 50 Gy/25 lan (néu khong c6 hach di cin), hodc tang liéu xa khu tra vao
hach di cin s thay trén 1am sang 1én 70 Gy. Dbi véi k¥ thuat xa tri bang may
gia toc, lidu xa vao PTV nim trong khoang 95% - 105% liéu quy udc. Muc
nang lugng sir dung 13 6 MV. Sau 40 Gy tranh tiy, c6 thé bo sung vao nhoém
hach cb sau bang cac trudng chiéu electron v6i mirc nang luong tir 9 - 12
MeV.

Xa tri bing may gia toc
Céc budc tién hanh (theo RTOG)

- Tién hanh 1am thiét bi c6 dinh dau - c¢6 ngudi bénh bang mit na nhiét
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- Mb phong danh diu trudng chiéu.

- Trén co s& md phéng chyp phim CT mo6 phong (CTsim), phim CT
duoc cét tir trén nén so dén hét trung that trén. Do dﬁy cac lat cit 5 mm tai
ving ¢6 3 mm tai ving vom.

- Chuyén hinh anh cta phim CT mé phong tir hé théng CTsim sang hé
thdng 1ap ké hoach diéu tri.

- Xac dinh thé tich cAn tia theo 1993 ICRU 50 (International
Commission on Radiation Units)

Thé tich khéi u théd (Gross Tumor Volum — GTV): la thé tich thé hién su
lan rong cua khdi u 4c tinh dugc xac dinh dya trén 1am sang ndi soi hac hinh
anh CT, MRI cac hach di can duoc xac dinh khi ¢6 kich thudec > 1 cm hoac co
hoai tir trung tam hach.

Thé tich bia 1am sang (Clilical Target Volum- CTV): 1a thé tich khéi u
va nhimg ving bao quanh khéi u ma té bao ung thu c6 thé xam lan t6i. C6 3
thé tich bia 1am sang can xac dinh CTV 70 cho thé tich khdi u thé, CTV 60
cho hach nguy co di cin cao, CTV 50 cho hach nguy co di cin thap.

Thé tich bia 14p ké hoach (Planning Target Volum - PTV): 1a khai niém
hinh hoc va dugc xac dinh dé danh gia chum tia pht hop. Trong d6 can tinh dén
hiéu qua cao nhit cua tit ca nhiing thay doi hinh hoc c6 thé xay ra, dam béo ring
lidu lwgc duoc chi dinh phan bé t6i wu bén trong thé tich bia 1am sang.

Thé tich diéu tri (Treatment Volum - TV): la thé tich bao quanh boi
duong déng lidu trén bé mit dd duge cac nha xa tri lya chon va dinh 1o dé dat
muc tiéu diéu tri.

Thé tich chiéu xa (Irradiated Volum - IV): 1a mét thé tich cac md nhan
duoc mot lidu luong c6 y nghia trong viéc lién quan dén tong lidu chiu dyng

cua cac mo lanh.
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Thé tich khoi u tho

Thé tich bia [am sang

Thé tich bia lap k& hoach

Thé tich diéu tri

| Thé tich chiéu xa

\. J
Hinh 2.1: Céc thé tich cin tia xa theo 1993 ICRU 50

T6 chiic nguy cap (Organ at Risk - OR): 14 cic m6 lanh noi ma do nhay
cam tia ciia chung c6 thé anh huéng mot cach co ¥ nghia dén viée 1ap ké
hoach diéu trj va liéu lugng duogc chi dinh.

Céc t0 chure can tia va cac t6 chitc nguy cap dugc xac dinh trén ting lat
cit ctia phim CTsim.

Sau khi x4c dinh thé tich can tia va cac to chirc nguy cp bac sy xa tri va
k¥ su vat 1y 1ap ké hoach khao st cac truong chiéu, goc chiéu va mirc ning
luong thich hop, che chan hop 1y cac ving cua t chirc lanh. Dya vao biéu do
thé tich - liéu lwong (Dose Volum Histogram - DVH) kiém tra sy phan b liéu
luong d6i voi thé tich bia 1am sang va cac td chirc nguy cp sao cho liéu vao u

va hach 14 tdi da, liéu tai td churc lanh 12 tdi thiéu.
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LT OPTIC NERVE 1.5 0.0 4.0 5.3 4.8 0.0 00 0.0 34 32.5 141 14.5 5.1 =
JAW 1639 3.0 1.3 1.4 43 0.0 30 70 049 1225 35.0 30.7 1.7 =
R PAROTID 215 0.0 2.7 45 5.1 0.0 00 00 25 75.8 20,0 9.8 4.4 =
L PAROTID 21.0 0.0 5.4 6.1 9.4 0.0 00 15 &1 97.6 24.4 17.2 6.4 =
NODE NECK 839 0.0 0.7 1.3 1.1 0.0 00 00 D04 74.0 6.5 1.7 1.0 =

(SRR pRE e e e e R S A

Hinh 2.2: Biéu dé thé tich liéu lwong
(hé thong tinh liéu xa Prowess-3D)

GTV: bao gdbm u nguyén phat, hach sau hau, hach di can trén phim CT, MRL

CTV 70 = GTV

CTV 60: bao gém toan bd vom, xuong buon, nén S0, hd chan budm,
thanh bén hong, thanh dudi xoang budm, 1/3 sau héc miii, xoang ham trén.

CTV 60: bao gébm cac hach c6 nguy co di cin cao nhu hach canh cao,
hach dudi co nhi than, hach canh gitra hach cd sau.

PTV 70 = CTV 70 + 5mm s& nhan duoc lidu 70 Gy trong 35 budi tia 2
Gy/ngay (u nguyén phat va hach di can).

PTV 60 = CTV 60 + 5mm sé& nhan duogc liéu xa 30 Gy trong 30 budi tia
2 Gy/ngay.
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Tia du phong cho hach c¢6 thip c6 thé st dung trudng chiéu thing cd

thap 1ay d6 sau 3cm véi lidu 50 Gy trong 25 budi, 2 Gy/ ngay.

Prowess Panther 4.50.3416: LANLETHI / CT Series - 07/21/2008 (52 Images) / HEAD & NECK 1 1 Fxternal Plan #1

Patiert  Images Modsls Volumes  Contours  Plans Beams Dose  Views  Help

8|8 @ 5] BB || B2 x| [Eromar
44> » A

Transverse Slice Position;

[ 0s0( 186cm) =]

] | [EETE ] |

b

| L'L.l

Hp/' LP

scl

R1#)
|

fGS] S
el /I g

Contour | Image | Beam |

Dose | an | Beam Shape |
CALCULATIONS
\ i) -l
I¥~R Rl
=

W

LR
Mormalize 1
ISODOSE

Max lsodose
Ry &, fioam

Isodose Lines Are
* Ralative  © Absolute

20 30

v oo o [T

V¢ mml 05

Vo mll [0

P | [958

P ¢ (%

R | [

rc m @

i | [70

r o mm [&0

F c ma [5

r oo (@

rc m[x
Prowess” Panther | Machine rimus 20 fs-nci | Gantry \ Dag I I Select Beam

VRS | 3DCAT | JIMAT | FUS Energy emv-cvs Collimator Deg | | [1 - q D

Glas -
m————
For Help, press FL [View A] Pos (cmb +L10,22, -1163 Scale 100% CT: 106 Dersiy: 1,[AVG Frae Edition - Test Conter |
Tistarh O~ ® [ Dsangecdehvang., | O GegeMealafi, | 3 WidowsSecurky € | (34 Fospershy ant e oL

Hinh 2.3: Sw phén bé liéu lwong xa tri truong chiéu vom BN UTVH
- Liéu xa vao cac to chirc nguy cép:

+ Than ndo chiju lidu < 50 Gy

+ Tay sdng chiu lidu < 45 Gy

+ Than kinh thi gidc va ddy tam hoa chiu liéu < 50 Gy

+ Xuong ham dudi chju liéu < 70Gy

+ Mit: vong mac chiu liéu < 45 Gy

+ Thily tinh thé chiu liéu < 10 Gy

+ Thanh quan chiu liéu < 45 Gy
Tiéu chudn tam ngung xa tri: Xa tri tam ngung trong cac trudng hop sau:

Doc tinh ngoai huyét hoc d6 IV; viém niém mac, viém da do tia 3o III, IV.

Doc tinh huyét hoc do III, IV; KPS < 60
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Khi cac doc tinh duge khic phuc bang cac bién phap diéu tri hd trg hoi
phuc vé d6 II thi s& xa tri lai.

Tiéu chudn tam ngung héa tri: Hoa tri s& tam hodn trong cac truong hop sau

Ddc tinh huyét hoc d6 3 tré 1én: bach cau < 2000/mm? hay tiéu cau <
50000/mm?,

Nong d6 huyét sic t6 < 8g/dl ; Sbt > 38°C ; PS > 3 (KPS <70)

Doc tinh ngoai huyét hoc d6 4; Creatinine mau > 2.0mg/dl

S¢€ hoa tri tré lai khi cac doc tinh huyét hoc va ngoai huyét hoc hdi phuc
vé do IL.

Tiéu chudn ngirng hén phdc dé héa tri trude khi c6 mot trong cic dpc tinh sau:

Ddc tinh huyét hoc d6 III tré 1én: bach cau < 2000/mm? hay tiéu cau <
50000/mm’, hoic ndng d6 huyét sic t6 < 8g/dl.

St > 38°C.

PS >3 (KPS <70)

Doc tinh ngoai huyét hoc do 4.

Creatinine mau > 2.0 mg/dl.

Céc doc tinh nay khong hoi phuc vé dudi do 11 sau hai tuan diéu tri hd tro.
Tiéu chudn ngung hén phdc do héa - xa tri dong thoi:

Dirng hén phéac dd hoa xa tri ddng thoi trong cac truong hop sau:

Bénh tién trién, di can xa; Gian doan xa trj kéo dai qua 2 tuan do doc
tinh d6 111, IV khong hoi phuc vé do II sau khi da duoc diéu tri hd tro thé
trang; nguoi bénh tir chdi tiép tuc hoa tri.

Nhimg ngudi bénh budc phai ngimg han phac d6 do doc tinh cap do 111, IV
khong hdi phyc sau 2 tuan diéu tri hd trg s& duge chuyén sang phac db diéu tri
thich hop.

Nhitng ngudi bénh nay sau d6 van tiép tuc xa tri da liéu 70 Gy vao

u va hach.
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Céach xir tri mot s6 ddc tinh ciia héa tri va xa tri
Xir tri ddc tinh cap ciia héa tri
- Chéng nén, budn nén:

Str dung cac thude chéng ndn, giam tiét e ché H, nhu cimetidin, ranitidin,
cac thdc trc ché chdng non theo co ché than kinh trung wong nhu ondansetron,
priperam, Atropin....Str dung thudc chéng di tmg, corticoid va cac thudc chéng
nén du phong trude truyén hoa chit, trong lic truyén, sau khi truyén héa chit.
Tam 1y lidu phap giup bénh nhan yén tdm an than dé giam cing thang tam Iy
cling ¢o tac dung
- Tiéu chay cip

Khi bi tiéu chay cip phai bu nudc dién giai day du kip thoi, dung khang
sinh duong tiéu hoa néu c6 boi nhiém, ding thude cam tiéu chay khi chac chin
khong c6 nhiém tring dudng tiéu hoa va tiéu chay do III, TV kéo dai kho cam.

- Viém nién mac miéng:

Khi xuat hién viém niém mac miéng can phat hién sém. Huéng dan nguoi
bénh xtc miéng bang dung dich sat khuan nhu Betadine 10% pha lodng, bdi cac
gel chdng viém giam dau vao cac vi tri loét nhu Zytee, khi dung hong miéng
bang khang sinh, chéng viém, giam dau...

- Giam bach ciu:

Néu nguoi bénh gidm bach cau, bach ciu hat tuy theo murc do co thé dung
thudc kich bach cu khi bach ciu da nhan trung tinh giam tr do II tré 1én, st
dung khang sinh du phong bdi nhiém co hoi, bo xung dinh dudng.

- Giam hong cu:

Ty muc d6 truyén mau, bo xung dinh dudng
- Giam tiéu cau:

Truyén khdi tiéu cau, bd xung dinh dudng.

- Tang ure, creatinine:

Tuy mirc do dung loi tidu, chay than nhan tao.
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- Tang men gan, Bilirubine:

Khi xuat hién ting men gan va billirubine s& str dung cac loai thudc bd
gan, 1g1 mat, truyén dich, loi tiéu.
Xir tri cac bién chimg xa cap
- Bong da dién tia:

Nguoi bénh phai duge dung kem bdi da dién tia Biafine boi da dién tia
trude va sau xa tri hang ngdy, bong siu gy loét phai ngimg xa diéu tri bang
phac d6 bong khi da hdi phuc méi xa tiép.

- Kho miéng:

Pé giam kho miéng ngudi bénh phai thuong xuyén van dong ham va
khoang miéng dé kich thich tiét nudc bot nhu nhai keo cao su, dung nudc bot
nhan tao...

- Viém thyc quan:

Khi nguoi bénh xuét hién cac dau hiéu viém thuc qua phia sir dung khang
sinh chdng viém, udng nuéc am, in thirc an mém, ngudi...
- Viém thanh quan cip:

Néu ngudi bénh c¢6 viém thanh quan cép phai dugc st dung khi dung
chéng viém, giam dau khang sinh, chéng phu né, corticoid...
Xir tri cac bién chirng xa man

- Kho miéng: an, uéng nhiéu nudc, mém, dung nudc bot nhan tao, nhai
keo cao su kich thich tiét nuée bot

- Ctg ham: tap nhai lién tuc, tAp phuc hdi chirc nang khép thai dwong ham

- Teo co, ctng cd: vat Iy tri liéu xoa bop phuc hdi chirc ning cot séng cd...

- X0 teo da, to chirc dudi da dién tia: boi kem dudng da, vitamin A, E, xoa
bop massage giup lam mém da.

2.2.4. Tiéu chuin danh gia
2.2.4.1. Tiéu chudn ddinh gid chinh
- Pap ung diéu tri:
+ Mirc d6 hoan thanh phac do diéu tri.
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+ Gian doan diéu tri.

+ Ly do gian doan

+ Pap g vé toan trang

+ Dap ung co nang

+ Pap ung thyc thé

+ Sbng thém toan bo

+ Sbéng thém khong bénh

+ Ty 1€ tai phat va di can xa.

- Ty 1€ cac ddc tinh cép va mudn:

+ Poc tinh huyét hoc

+ Poc tinh ngoai huyét hoc.

+ Bién ching man tinh.
2.2.4.2. Tiéu chuén dinh gid phu

-Pic diém dbi twong nghién ctru

+ Tudi, gidi
+ Pic diém u, hach
+ Giai doan bénh

- Mot s6 yéu t6 anh hudng dén séng thém.
2.2.4.3. Cach danh gia

Thoi gian theo ddi dugc tinh tir lac bit dau diéu tri cho dén 1an tai kham
sau cliing, c6 tin tirc sau cing, hay tir vong do bat ky nguyén nhan nao. That bai
didu tri dugc xac dinh khi: Bénh tién trién hay tai phat tai chd va/ hodc di cin xa
sau khi két thic diéu tri, hay tr vong do dc tinh ctia diéu tri.

Theo cac nghién ctru cia FNCA ngudi bénh tham gia da 3 chu ky hoa tri
trudc va trong qua trinh hoa xa tri dong thoi nguoi bénh tham gia du tir 4 tuan
hoéa xa trj trd 1én déu duoc chép nhan dua vao danh gia hi¢u qua, doc tinh cia
phac do. Vi vy trong nghién ctru ndy chiing toi ciing chap nhan dua nhiing

bénh nhan tham gia du 3 chu ky hoa tri trude va tur 4 tuan hoéa xa tri tré 1én
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vao danh gia hiéu qua, doc tinh cta phac 6. Con nhitng ngudi bénh chi tham
gia hoa tri trudc hodc hoda tri trude sau do diéu trj dudi 4 tudn hoa xa tri phai
chuyén phac dd khac do doc tinh do III, IV khong hoi phuc sau 2 tuan diéu tri
hd tro thi chi dwa vao danh gia dap tmg, danh gia doc tinh cua phac dd & ting
giai doan ngudi bénh tham gia phac dd ma thoi.

Panh gia song thém: chiing toi tinh séng thém cta tit ca ngudi bénh dua
vao nghién ctru, muc dich s& cho thdy hiéu qua thuc su ciia phac dd khi ngudi
bénh tham gia day di hay khong.

Ddnh gid djc tinh cdp

Poc tinh cép s& duge danh gia hang tuan trong sudt qua trinh diéu tri va
dugc danh gia theo tiéu chuan CTCAE cua Vién Ung thu qudc gia Hoa ky,
phién ban 12/2003, cap nhat thang 8/2006, chi ghi nhan & mot thoi diém va
muirc d6 doc tinh cao nhét [92],[10],[44].

Nhitng djc tinh ddnh gid, bao gom:
Céc doc tinh huyét hoc cap.

Cac doc tinh ngoai huyét hoc cép.
Céc bién chtng xa cap.

Danh gid doc tinh muon

Doc tinh mudn dugce danh gia tir thang thur ba sau diéu tri, theo hé théng
phan loai bién chirng mudn do xa tri cia RTOG/ EORTC va chi ghi nhan murc
dd cao nhat tai mot thoi diém. Cac doc tinh mudn danh gia bao gém: kho,
viém nién mac miéng, xo hoa da, td churc dudi da, tén thuong tuyén nudc bot,
viém xo thuc quan.

Danh gia dap vrng

Panh gia dap tmg theo tiéu chuan RECIST 1.1(2010) [1],[37]. O nghién
ctru ndy, chung t6i danh gia dép Gmg ctia u nguyén phat va hach ¢ vao thoi
diém 3 thang sau két thuc diéu tri. Noi dung danh gia bao gom: kham 1am
sang, nodi soi tai mii hong truc tiép éng cimg hodc éng mém, chup CT scan

vung vom hong, si€éu am vung cd va bung chiu.
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Bang 2.3: Tiéu chuin danh gia dap ing theo RECIST 1.1

Dap ung Mo ta

Pap @ng hoan toan | U bién mat hoan toan, dugc kh.'fmg dinh lai sau 4 tuan.

Pap tng mét phan | Giam > 30% tong khdi u trong it nhat 4 tuin va khong

xuat hién budu moi

Bénh 6 dinh U giam kich thudc < 30% hoic ting kich thudc < 20%
tong khoi u

Bénh tién trién U tang kich thude > 20% tong khéi u.

2.2.5. Theo do6i

Lan tai kham theo ddi dau tién 1a vao thoi diém 1 thang sau két thic diéu
tri. Sau do tai kham mdi 3 thang trong vong 2 nam dau; mdi 6 thang vao nim
thir 3-5. Sau d6 mdi nam 1 1an, ndi dung kham theo ddi dinh ky gom:

Kham danh gia toan dién vom, TMH bang soi gian tiép hodc ndi soi
vom, kham ving dau co tim hach tai phat.

Chup X - quang phdi, siéu 4m 6 bung, siéu 4m hach c6 xét nghiém cong
thirc mau, chirc ning gan than 6 thang mot 1an trong 3 nim dau.

Chup CT hodc MRI vom 6 thang 1 1an 2 ndm dau, mdi nam 1 1an nhiing
nam tiép theo.

Sinh thiét vom khi c6 ton thuong nghi nghd tai phat tai vom, sinh thiét
hach khi c6 hach c6 chéc ton tai trén 4 tuan.

Danh gia tai phat tai chd, tai vung, di cdn xa, phat hién cac bién ching
ctia xa tri, doc tinh cta héa chat. Panh gia chat lugng cudc séng tinh trang suc
khoe chung cua ngudi bénh. Qua theo ddi rit ra dugc thoi gian sdng thém
khong bénh, thoi gian séng thém toan bg, thoi gian kiém soat bénh tai chd tai

ving, ty 1& tién trién, tai phat, di can.
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Phan tich thoi gian sdng thém

Sbng thém toan bd (OS: Overall survival) dugc tinh tir thoi diém bat dau
diéu tri dén thoi diém theo ddi cudi ciing hodc dén khi ngudi bénh tir vong.

Séng thém khong bénh (DFS: Disease free survival) dugc tinh tir thoi
diém bénh dap ing hoan toan dén thoi diém bénh tai phat, di can.

Mat dau: duoc dinh nghia 1a nguoi bénh 15 hen hon 6 thang ké tir lan tai
kham cudi, khong lién lac dugc dién thoai, thu tir dé biét thong tin cudi.
2.2.6. Thong k&, xir 1y s6 liéu

Sau khi thu thap s6 liéu va cac thong tin can thiét chiing toi tién hanh xu
1y s6 liéu ban phan mém xir 1y dir liéu SPSS 20.0 va STATA 10.0. So sanh két
qua gitra cac bién lién tuc bang thuat toan kiém dinh test t - sudent.

Céc bién dinh tinh thir tw roi rac duoc trinh bay dudi dang ty I¢ %. So sanh
két qua ctia cac bién dinh tinh bang thuat toan kiém dinh 2, cac truong hop gia
trituyét d6i nho dung testy? c6 hiéu chinh Yates.

Phan tich thoi gian song thém theo phuong phap udc lugng thoi gian song
thém theo su kién ctia Kaplan - Meier.

So sanh thoi gian séng thém giita cac nhom bang phép kiém Log-rank. Su
khac biét giita cac nhom véi p < 0,05 duoc xem 1a khac biét co ¥ nghia thong ké.
2.3. THOI GIAN VA PIA PIEM NGHIEN CUU

Nghién ciru dugc thuc hién tir 9/2011 két thuc 8/2017. Dia diém tai khoa
Noi 1 va khoa Xa 1 Bénh vién K trung wong.

2.4. PHUONG TIEN NGHIEN CUU

- Céc phwong tién chin doan hién dai siin c6 tai bénh vién K trung wong:
+ Noi soi, X-Quang, Siéu am, CT, MRI, SPECT...
+ Cac phong xét nghiém mé bénh hoc, hda md mién dich, sinh hoc phan tir

+ Xét nghiém sinh héa, huyét hoc ...
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- Céc phwong tién diéu trj sin c6 tai bénh vién K trung wong:
+ May gia tdc tuyén tinh Primus Siemens véi 6 murc ning lwong Electron
khac nhau (5, 6, 8, 10, 12, 14MeV) 2 muc nang lugng Photon 6, 15 MV,
+ Hé théng tinh liéu PROWESS-3D,
+ Céc loai hoa chét chinh hang duogc khoa dugc bénh vién cung cép dﬁy du.
- Cac phuong tién ghi nhén s6 liéu thong tin bénh nhén:
+ Bénh 4n diéu tri
+ MAu bénh 4n nghién ctru
+ Thu tham hoéi
+ Goi dién thoai
+ May anh dé chup sao thong tin tir bénh an diéu tri
- Cac phuong tién phan tich sb liéu viét bao cao:
+ May tinh xach tay
+ Phan mém thdng ké y hoc SPSS 20.0, STATA 10.0
+ Gidy but myc, van phong phan lién quan
2.5. CAC TIEU CHUAN PAO PUC TRONG NGHIEN CUU
- Quyén loi nguoi bénh duoc kham tu van giai thich day du vé Iya chon
phac do diéu tri.
- Puoc kham, lam cac xét nghién va diéu tri kip thoi khi o tai phat bién
ching.
- Ngudi bénh s& duoc chuyén sang phac do thich hop khi phai bat budc
ngimg han phac do do doc tinh do III tro 1én, PS 3 khong hdi phuc sau
2 tuan diéu tri hd trg.
- Nguoi bénh hoan toan ty nguyén khi tham gia vao NC.
- Ngién ctru da nhan duoc su déng y cho phép cua lanh dao bénh vién K
- Két qua NC s& phuc vu tét hon cho cong tac chan doan va diéu tri cac

nguoi bénh UTVMH GD 111, IV.
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2.6. TOM TAT THIET KE NGHIEN CUU

C6 thé tom tat thiét ké nghién ctru ciia chung t6i qua so dd sau:

SO PO NGHIEN CUU CUADE TAI

Nguoi bénh dii tiéu chuan chon (n = 97)

v

- Hoa trij trwéc CF 3 chu ky
- Panh gia dgc tinh cap qua moi chu ky

A

- Panh gia dap wng sau 3 chu ky (n =97)

v

A 4

- Dung nap dwgc phac do (n = 90) Doc tinh cap do 3, 4, PS3
- Hoa xa tri dong thoi theo tudn khong hoi phyc sau 2 tuén
- Panh gia dc tinh cap sau moi tuan HXT diéu tri ho tro (n =7)
\ 4 v v
H‘F‘“ thanh t}‘r 4 Hoép thanh -Xa tri don thuan da 70 Gy vao
tuan HXT tr¢ dudi 4 tuan u va hach ¢ di can (n=12)
1én (n = 85) HXT (n=5) '

l

-Xa tri ning du liéu 70 Gy vao u
va hach co di cin (n = 85)

- Panh gia dap tng sau két thic xa tri (n = 85)

- Panh gia dap tng sau két thic xa tri 3% (n = 85)

- Ty 1€ tai phat, di can (n = 85)

- Panh gia bién chirng man sau diéu tri 6™ (n = 85, 12 (n = 83)

l |

- Tinh thoi gian song thém toan b (n = 97)
- Thoi gian song thém khong bénh (n = 97)
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Chuong 3
KET QUA NGHIEN CUU

3.1. PAC PIEM POI TUQNG NGHIEN CUU
3.1.1. Tudi va gi6i

E Nam

BN

Biéu d6 3.1. Pic diém gidi (n=97)
Nhdn xét:

Nguoi bénh nam chiém 74,2%, nit chiém 24.8%

10— —

Maan =40 5
Std. Dew, =13 768
— 1 M =37
. - \
\

- a1 !

3' I

) T T As
10 0 0 40 =0 &0 70 Tuoi

So luong
=50
e

Biéu d6 3.2. Pé tuéi déi twong nghién civu
Nhdn xét:
Do tudi trung binh cta ddi tuong nghién ciru 13 40,9 + 13,8. Tudi thip nhat
14 13 tudi 16n nhét 13 65 tudi.



59

3.1.2. Thoi gian phat hién, ly do kham va cac triéu chlirng co’ ning

Bang 3.1. Thoi gian tir khi 6 triéu chimg dau tién dén khi vao vién

Thoi gian (thang) S NB (n) Ty 18 (%)
Tir 1 — 6 thang 69 71,1
Trén 6 thang 28 28,9
Tong 97 100
Trung binh 6+6,3
S&m nhat — Mudn nhét 1-36
Nhdn xét:

Thoi gian tir khi c6 triéu chimg dau tién dén khi vao vién 13 tir 1 — 6 thang
1a 71,1%, trén 6 thang 1a 28,9%.

TV 1§ %

90 -
80.4
80 -
70 -
60 -
50 -
40 -
30 -
20 -
9.3

10 - 6.2 3.1 |

0

Tu so thafly Hach Pau diu U tai Ngat miii Chay mau mii

co Triéu chirng

Biéu @6 3.3. Trigu chieng dau tién (n =97)
Nhdn xét:
Pa s6 ngudi bénh UTVMH tham gia vao nghién ctru ¢6 triéu chimg

dau tién 1a ty so thay hach c6 (80,4%).



TV 18 %
70 -
60 -

57.7 553

50 -

40 - 37.7 34.1

30 -

20 - I 12.4
10 .
0 - . . . .

U tai

Paudau  Chay maumii  Ngat mili

Triéu chirng

diu hiéu TK

Biéu dé 3.4. Ty Ié cdc triéu chitng co néing hay gip

Nhdn xét:

Triéu ching co ning hay gip nhit ciia ngudi bénh 13 U tai (57,7%); dau
dau (55,3%); chay mau mii (37,7%); ngat mii (34,1%); chi ¢6 12,4% ngudi

bénh co cac dau hiéu ton thuong day than kinh so.

3.1.3. Dic diém u nguyén phat

Bang 3.2. Pic diém u vom

Pic diém u vom S6 NB (n) Ty 18 (%)
Tran vom 17 17,5
Thanh tréi 25 25,8
Vitiu Thanh phai 28 28,9
- Hai thanh 24 24,7
Thanh sau 3 3,1
Tong 97 100
Toan by vom 85 87,6
s Hong miéng 3 3,1
Xamlan i sau 18 18,6
Than kinh 12 12,4
Sui 82 84,5
o Loét 2 2,1
Tinh chatu o e h6i hop 13 134
Tong 97 100
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Nhdn xét:

Vi tri u thanh phai (28,9%); thanh tréi (25,8%) hai thanh (24,7%);va tran
vom (17,5%); chi ¢6 3,1% nguoi bénh ¢o vi tri u tai thanh sau.

Pa s6 cac khéi u xam 14n toan bd vom (87,6%); khdi u xam 1an cira
mui sau 18,6%; 12,4% khéi u xAm 14n than kinh va chi co 3,1% khéi u xam
14n hong miéng.

Pa s6 cac khdi u co tinh chat sui (84,5%); c6 13,4% khdi u ¢ thé phdi hop
va chi ¢6 2,1% khoi u c6 tinh chat loét.

3.1.4. Dic diém di ciin hach ¢6 trén IAm sang

Bang 3.3. Pic diém hach c6 di ciin trén 1am sang

Pic diém hach co di cin SONB ()| Ty Ié (%)
Mot bén 29 29.9
Vi tri hach Hai bén 68 70,1
Tong 97 100
Nhoém 1 55 56,7
Nhom 2 87 89,7
Nhom 3 46 47,4
Nhom hach Nhom 4 12 12,4
Nhém 5 28 28,9
Nhom 6 1 1
Thuong don 11 11,3
Kich thudc hach 16n nhat | Trung binh 54+19
(cm) Nho nhat — Lén nhat 2-10

Cling 9 9,3

Tinh chit hach Chéc 88 90,7
Tong 97 100

Di dong 2 2.1

D6 di dong Dinh thanh khéi 70 72.2
ST Cb dinh 25 25.8
Tong 97 100

Khong dau 67 69.1

Pau Pau 30 30.9
Tong 97 100
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Nhdn xét:

Pa s6 ngudi bénh c6 hach nam ¢ hai bén (70,1%); nhém hach phd bién
12 nhom 2 (89,7%); kich thuéc hach trung binh 1 5,4 + 1,9 cm; tinh chit chic
(90,7%); dinh thanh khdi (72,2%) va khong dau (69,1%).
3.1.5. Piic diém ton thwong trén cin lim sang

Bang 3.4. Ton thwong trén trén phim chup MRI (n = 97)

Sw xam 14n ciia khoi u trén phim chup MRI | S6NB (n) | T¥ Ié (%)
U con khu trt tai vom 20 20,6
U xam l4n phan mém quanh vom 71 73,2
Hach sau hiu 22 22,7
T6n thuong xuwong 17 17,5
T6n thuong xoang 4 4,1
Tén thuong than kinh 12 12,4
T6n thuong hdc mét 1 1,0
Nhdn xét:

Két qua trén phim chup MRI cho thiy chi c¢6 20,6% ngudi bénh c6 khdi u
con khu tra tai vom con phan 16n cac khéi u dd xam 14n; trong d6 da sd khéi u
xam 1an phan mém quanh vom (73,2%); ton thuong xuong (17,5%); ton thuong
than kinh (12,4%); chi c6 mot s0 it nguoi bénh ton thuong xoang (4,1%) va ton
thuwong hdc mét (1%). Ty 16 ¢6 hach sau hau (22,7%).
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3.1.6. Xép loai TMN va GP theo UICC 2010
Bang 3.5. Phan loai theo TNM

Phén loai theo TNM S6 NB(n) Ty 18 (%)
Tl 13 13,4
T2 60 61,9
Phan loai theo T T3 8 8,2
T4 16 16,5
Tong 97 100
N1 0 0
N2 29 29.9
Phan loai theo N
N3 68 70,1
Tong 97 100
11 27 27,8
IVa 6 6,2
Gb
IVb 64 66,0
Tong 97 100
Nhdn xét:

Giai doan T2 (61.9%) va N3 (70.1%). Trong nghién ctru ctia ching t6i tiéu
chuan chon chi nguoi bénh di can hach N2, 3 nén khong ¢ ty 18 N1. GP chu yéu
la giai doan IVb (66.0%); c6 27.8% nguoi bénh ¢ giai doan III va chi c6 6.2%

nguoi bénh ¢ giai doan [Va.



3.2. KET QUA PIEU TRI
3.2.1. Ty I¢ hoan thanh phac d6 diéu tri

Nhdn xét:

O GD hoa trj trude 100% nguoi bénh hoan thanh 3 chu ky hoa tri
CF. O GD hoa xa tri dong thoi c6 87,3% nguoi bénh hoan thanh it nhat 4 tudn
hoa xa tri déng thoi, 73,2 % nguoi bénh hoan thanh 6 tuan hoa xa tri, 12%

hoan thanh 4 tuan héa xa tri, 2,1% hoan thanh 5 tuan héa xa tri déng thoti, co
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Bang 3.6. Ty 1¢ hoan tat so tuin héa xa tri

S6 tuin S6 NB Ty 18 %
0 tuin 7 7,2

1 Tuén 2 2,1

2 Tuin 3 3,1

4 Tuén 12 12,4

5 Tuan 2 2,1

6 Tuén 71 73,2
Tong 97 100

10,3% ngudi bénh hoan thanh tir 2 tuan hoa xa tri déng thoti tro xuéng,

3.2.2. T¥ 1¢ ngudi bénh khéong thuc hién di chi dinh du kién

Bang 3.7. Ty 1¢ dirng han phac do

i . Hoa tri trudc Hoéa xa tri dong thoi
Dirng han phac do i i
S6 NB Ty 1€ % S6 NB Ty 1€ %
Khong 90 92,8 85 87,6
Co 7 7,2 5 5,2
Tong 97 100 90 92,8
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Nhdn xét:

Két thic giai doan héa tri trude 100% nguoi bénh duogc truyén 3 chu ky
héa tri, sau chu ky thir 3 c¢6 7 ngudi bénh (7,2%) xuat hién doc tinh cap d6 111,
IV khong hoi phiic vi vay budc phai dimg phac d6 hoa xa tri dong thoi ma chi
xa tri don thuan.

Theo cac nghién ctru cia FNCA trong qua trinh hoa xa trj déng thoi
nguoi bénh tham gia du tu 4 tuan hoa xa tri tré 1én déu duge chép nhan dua
vao danh gia hiéu qua cta phac do nén trong nghién ctru niy ching t6i ciing
chép nhan dua nhitng ngudi bénh tham gia du tir 4 tudn hoa xa tri trd 1én vao
danh gia hiéu qua, doc tinh cta phac d6, vi vay chi c6 05 (5,2%) ngudi bénh
tham gia dudi 4 tuan hoa xa tri moi duoc coi 1 khéng hoan thanh phac do.

Nhitng ngudi bénh nay s& chuyén sang xa tri don thuan.

3.2.3. Gian doan diéu tri

Bang 3.8. Gian doan hoa tri trudc

Gian doan diéu trj So NB Ty 18 %
Gian doan Khong 87 96,7
Co 3 3,3
Tong 90 100
Ly do gian doan Bién chimg cap 2 2,1
Ly do khac 1 1.0
Thoi gian trung binh gian doan (tuan) 3+£0

Nhan xét:

Trong giai doan hda tri trudc c6 3 ngudi bénh gidn doan diéu tri
(3,3%). Hai ngudi bénh gian doan 2 tuan do doc tinh sau d6 hdi phuc (2,1%),
mot nguodi bénh gidn doan 5 tuan do dén mudn (1,0%) vi vay trung binh gian

doan diéu tri cua giai doan nay 1a 3 tuan.
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Bang 3.9. Gian doan hoa xa tri dong thoi

Gian doan diéu tri S0 BN Ty 18 %
Khong 51 60,0
Gian doan Co 34 40,0
Tong 85 100
Bién chimg cap 18 21,2
Ly do gian doan Ly do khac 16 18,8
Tong 34 40,0
Thoi gian gian doan trung binh (tuan) 1,1+1,8

Nhan xét:
O giai doan hoa xa tri déng thoi ¢6 40% nguoi bénh cd gidn doan diéu tri.
Do bién chtng cap 1a 21,2%, do nguyén nhan khéc 1 18,8%. Thoi gian gian
doan trung binh 1a 1,1 + 1,8 tuan.
3.2.4. Pap tig sau diéu tri
Bang 3.10. Chi s6 toan trang

Chi s toan trang
STT| Thoidiém | PSO PS1 PS2 | PS3 p
NB (%) | NB (%) | NB (%) |NB (%)
1 | Trude didu tri | 62 (63,9) |34 (35,1) | 1(1,00 | 0 | pl,2=0,842
2 |Sauhdatri |53(54,6)|35(36,1)| 9(9,3) o | pl3=0,020
3 | Sauhoa xa tri | 40 (44.4) | 45 (50,0) | 1(1,1) | 4(aa) | PLA= 0001
p2,3 = 0,009
4 ﬁg;éiéutrﬁ 77.90.6) | 8 (9.4) 0 0 p2,4<0,001
p3,4 <0,001
Nhan xét:

Trude diéu tri, co 63,5% nguoi bénh co chi s6 toan trang PSO; 35,3%
nguoi bénh PS1 va 1,2% nguodi bénh PS2. Sau diéu tri 3 thang, c6 90,6% nguoi
bénh PSO va 9,4% nguoi bénh PS1. C6 su khac biét co y nghia théng ké gitra chi

s toan trang cua ngudi bénh & cac thoi diém nghién ctru (p < 0,05).
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Ty 18 %
100% -
90% -
80% -
70% -
60% -
50% -
40% -
30% -
20% -
10% -

0% -

p < 0,001
B Mot phan
B Hoan toan

Sauhdatri  Thoidiém  Sauhoda xa tri
Biéu dé 3.5. Pdp teng co ning
Nhdn xét:

Tai thoi diém sau hoa tri trude, da sd nguoi bénh dép g co ndng mot
phan (90,7%), chi c6 9,3% ngudi bénh dap tmg co ning hoan toan. Sau hoa
xa tri dong thoi, ty 1é dap umg co ning hoan toan ting 1én 95,3% va déap ung
co nang mot phan con 4,7%. Su khac biét co y nghia thong ké giita mirc do
dap tmg co ning tai thoi diém sau hoa tri voi thoi diém sau hoa xa tri p <
0,001 (p <0,05).

Bang 3.11. Pap ng thue thé

Sau hoa tri Sau héa xa
Pip g thuc thé (n=97) tri(n=85) p
S6 NB (%) S6 NB (%)
bép ung tai Hoan toan 9(9,3) 76 (78,4)
hach Mot phan 86 (88,7) 9(9.3)
p <0,001
Khong dép img 1(1) 0
Tién trién 1(1) 0
Paptmgtaiu| Hoén toan 14 (14,4) 84 (86,6) p <0,001
Mot phan 83 (85,6) 1(1)
Doi phac d6 12( 12,4)
Tong 97(100) 97(100)
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Nhdn xét:

Tai thoi diém sau hoa tri trude, da sd nguoi bénh d4p tng thuc thé mot
phan: tai hach (88,7%), tai u (85,6%).

Dén thoi diém sau hoa xa tri ddng thoi, da sé ngudi bénh dap ung
thuc thé hoan toan: tai u (86,6%), tai hach (78,4%). Su khac biét c6 y nghia
théng ké giita mirc do dap Gmng thyuc thé tai thoi diém sau hoa tri véi thoi diém

sau hoéa xa tri (p <0,05).

0

3.1§

B DPap trng hoan toan

® Dép g mdt phin

Chuyén phac d6

Biéu dé 3.6. Pdp iing chung sau diéu tri 3 thdng
Nhdn xét:
Sau diéu tri, da s6 cac ngudi bénh dap tmg hoan toan (84,6%), chi ¢6 3,1%
nguoi bénh dép tmg mot phan, 12 ngudi bénh chuyén phac db khac chiém 12,4%
(n=97).
Bang 3.12. Pap g chung sau két thic diéu tri 3 thang
theo kich thuwéc khoi u (T)

Mot phan Mot phan
bap ung
NB (%) NB (%)
T1 11(91,7) 1(8,3)
. T2 55 (100) 0
T3 7(100) 0
T4 9 (81,8) 2 (18,2)
Téng 82 (96,5) 3(3,5)
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Nhan xét:
Sau két thuc diéu trj 3 thang dap ing hoan toan tai u c6 ty 1é cao nhat 1a &

giai doan T2, T3, (100%), T4 d&p tng hoan toan chi c6 81,8%.

Bang 3.13. Pap g sau diéu tri 3 thang theo giai doan hach (N)

Hoan toan Mot phan
bap tng
NB (%) NB (%)
N N2 25(92,6) 2(74)
N3 57(98,3) 1(1,7)
Tong 82(96,5) 3(3,5)

Nhdn xét:

Nguodi bénh cé hach N3 c6 ty 1€ dép ung hoan toan (98,3%) cao hon ngudi
bénh c6 hach N2 (92,6%).
3.2.5. Thoi gian song thém

Trong s6 97 ngudi bénh tham gia nghién ctru ¢6 85 ngudi bénh hoan thanh
diéu tri day du 3 chu ky hoa tri trude, va it nhét 4 tudn hoa xa tri, xa trj da lidu 70
Gy vao u va hach. Muoi hai nguoi bénh con lai budc phai dimg han phac d6 doi

sang phac dd xa trj don thun do doc tinh cép do III, IV hoac PS 3 khong hi

phuc.
Bing 3.14. Tinh trang nguoi bénh & thoi diém két thiic nghién ciru
Tinh trang nguwoi bénh S6 NB (n) Ty 1€ (%)
Con séng 80 82,5
Tinh trang song thém (n = 97)
Da chét 17 17,5

Nhdn xét:

Tai thoi diém két thic nghién ctru, c6 80 ngudi bénh con séng chiém
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82,5% va 17 ngudi bénh d chét chiém 17,5%.
3.2.5.1. Song thém toan bé.

Séng thém toan bd

104 .
Lt"u-rr-
°\° 0.6
‘(i‘)-
gﬁ 0.4
0.2
0.0
1 I.CI Z.IU 3 !D 4 k.D 5 .‘U EI.U
Bibu d6 3.7. Séng thém toan bé.
Nhdn xét:

Ty 1¢ song thém toan bo 3 nam dat 84,6%
Ty 1¢ song thém toan bo 5 nam dat 76,3% (n = 97)
3.2.5.2. Song thém khong bénh.

Sdng thém khong bénh

1.0 G
f_'_hﬂ*_
B T al] +
0.8~
O\o 0.6
2.
o> 0.4
=
0.2+
0.0
0.00 1.00 2.00 300 4.00 5.00 5.00
Bibu db 3.8. Ty I¢ séng thém khéng bénh
Nhan xét:

Ty 1€ séng thém khong bénh 3 nam dat 82,4%

1 Survival Function
#— Censored

Nam

eeeeee

Nam
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Ty 1é séng thém khong bénh 5 nam dat 68,5% (n=97)

3.2.5.3. Mt s6 yéu té anh hwéng dén thoi gian song thém

Ty 16 %

Nhan xét:

Séng thém toan bo

1.0 S
Lty
0.8
+

0.6
0.4-
0.2
0.0

T T T T T T

10 2.0 3.0 40 50 6.0

nhom tuoi

% duod 40 tuoi

40 tuoi tro len

#— duoi 40 tuoi-censored
T 4o tuoi tro len-censored

Nam

Biéu dé 3.9. Ty Ié song thém toan b theo nhom tuéi

Ty 1é sdng thém toan bd & nhoém nguodi bénh dudi 40 tudi luén cao hon

nhom ngudi bénh tir 40 tudi trd 1én. C6 mbi lién quan c6 ¥ nghia théng ké

giita ty 18 song thém toan bd va nhom tudi p = 0.015 (p < 0,05),

Ty 16 %

Séng thém khong bénh

1.0

0.8-

0.6—

0.2

0.0

T T
1.0 20

T
3.0

T
4.0

T
5.0

T
6.0

nham tuoi

—I T duoi 40 tuoi

"7 4o tuoi tro len

+= dluoi 40 tuoi-censored
—f— 4o tuoi tro len-censored

Nam

Biéu dé 3.10. Ty 1¢ song thém khong bénh theo nhom tudi

Nhan xét:
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Ty 1é séng thém khong bénh & nhoém dudi 40 tudi luén cao hon nhom tir

40 tudi tré 1én. Sy khac biét c6 ¥ nghia thong ké p = 0,019 (p < 0,05).

Song thém toan bd

o4 = o Muc do sut can
T~ -y % —duci 10 % can nang
| 4 PO + B e e T tu 10% tro len

L duoi 10 % can nang-
- censored
i P —1u 10% tro len-censored
=) 0E—

SN

«O-

—

b>\ 0.4

0.2
0.0 I Iv
T T T T T T a
1.0 20 30 4.0 5.0 6.0

Biéu @6 3.11. Ty 1¢ song thém toan bj theo mirc dj sit cin
Nhdn xét:
Ty 1¢ séng thém toan by & nhoém sut dudi 10% can nang luén cao hon nhoém
stt tr 10% can ndng tré 1én trong qué trinh diéu tri. Sy khac biét khong c6 ¥
nghia théng ké p = 0,166 (p > 0,05).

Song thém toan bd

1.0 = xa don thuan

ey s =
'--d_ b b i "Thoa xa tri dong thoi
| - L2y i chuyen xa con thuan

: ey | | hoa xa tri dong thoi-
it | censored

\O o | i chuyen xa don thuan-
o 1 # censored
Q- 2
—
o> 0.6

0.4

0.2+

0.0

Nam

Biéu dé 3.12. Séng thém toan bj theo mirc dé hoan thanh phdc do
Nhan xét:

Ngudi bénh hoan thanh hoa tri trude va it nhat 4 tudn hoa xa tri dong thoi co
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thoi gian song thém toan bd tot hon nhitng nguoi bénh phai chuyén sang xa tri
don thuan. Su khac biét co ¥ nghia thong ké p < 0,0001.

Séng thém toan bd

1
chuyan phac do
L dac tinh cap hoa
Rl tn
x RS khang
a Ay #— kihong-censoned
as e em-cermorad
o5
(=4
X
<«O-
—
it
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. 1 T r ; T — Nam
oo 1.000 200 300 4.00 00 &S00

Biéu dé 3.13. So sanh song thém toan bé gia ngwoi bénh chuyén phdc do
sau héa tri truwéc va nguwoi bénh hoan thanh phéc do
Nhan xét:

Ngudi bénh hoan thanh hoa tri trudc va it nhét 4 tuan hoa xa tri déng
thoi co thoi gian séng thém toan bd tot hon nhitng ngudi bénh phéi chuyén
sang xa tri don thuan sau 3 chu ky hoa tri trudc. Su khac biét c¢o ¥ nghia thong
ké (p <0,015).

Song thém toan bd

dl chuyen phac de
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B hoa xa ti dong
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Biéu dé 3.14. So sanh song thém toan bé giva ngwoi bénh chuyén phdc do
trong qud trinh héa xq tri dong thoi va ngwoi bénh hoan thanh phdc dé
Nhan xét:
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Nguoi bénh hoan thanh hoa tri trudc va it nhat 4 tudn hoa xa tri dong thoi
c6 thoi gian sdng thém toan b tot hon nhimg nguoi bénh phai chuyén sang xa tri
don thuan trong qua trinh hoa xa tri ddng thoi. Su khac biét c6 ¥ nghia thong ké (p
<0,0001).

Bang 3.15. Ty 1¢ song thém toan b theo T, N

Séng thém toan bd 3 nam Séng thém toan by 5 nam
GD bénh (n=61) (n=29)
Con sbng Chét Con sbéng Chét

T1 9@81,8%) | 2(18,2%) | 3(50,0%) | 3(50,0%)

T2 35(94,6%) | 2(5,4%) | 9(64,3%) | 5(35,7%)
! T3 4 (100%) 0 2 (100%) 0

T4 7(77,8%) | 2(22,2%) | 4(57,1%) | 3 (42,9%)

N2 16 (94,1%) | 1(5,9%) | 5(71,4%) | 2 (28,6%)
A N3 39 (88,6%) | 5(11,4%) |13(59,1%) | 9 (40,9%)

Nhdn xét:

Tai thoi diém 3 nam, theo GP T, ty 1€ nguoi bénh con séng 0 nhom T3
cao nhat (100%) sau d6 13 nhom T2 (94,6%), nhom T1 (81,8%) va thip nhét &
nhom T4 (77,8%). Theo GD N, ty 1€ nguoi bénh con séng 0 nhom N2 dat
94,1% cao hon & nhém N3 (88,6%). Theo GD bénh, ty 1€ ngudi bénh con
séng & nhom GP IVa cao nhat (100%) sau d6 dén nhom GD 111 (93,8%), thap
nhit & nhom GP IVb dat 88,4%.
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Tai thoi diém 5 nam, theo GP T, ty 1€ nguoi bénh con séng 0 nhom T3
cao nhat (100%) sau d6 1a nhom T2 (64,3%), nhom T4 (57,1%) va thap nhét &
nhém T1 (50,0%). Theo GBb N, ty 1€ nguoi bénh con séng 0 nhom N2 dat
71,4% cao hon & nhém N3 (59,1%).

Séng thém toan bd

1.0 = giai doan
== == I n
he o — s Va
Vb
o5 T N
I'j-’h.censcded
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-
—
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02
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10 20 30 40 5.0 60
Biéu a6 3.15. Ty 1¢ séng thém toan bé theo GD
Nhdn xét :

GD III ¢6 song thém toan bd tot nhit. GD IVb c6 sdng thém toan b thap

nhét, tuy nhién sy khéc biét nay chua c6 y nghia théng ké p=0,366 (p > 0,05).
Séng thém toan bd
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Biéu @6 3.16. Ty 1¢ song thém toan b theo ddp vrng chung
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sau diéu tri 3 thdng.

Nhdn xét:

Ty 1é séng thém toan b & nhom dap tmg hoan toan ludn cao hon nhom

dap rmg mot phan. Co6 mbi lién quan ¢ y nghia thong ké giita ty 1é séng thém

toan bo va dap tmg chung sau diéu trj 3 thang p = 0,029 (p < 0,05).

Bang 3.16. Anh hwéng ciia giai doan bénh dén séng thém toan b qua

phén tich dom biénbing test Log Rank

Yéu t6 anh huéng

pl (3 nam)

P2 (5 nam)

Tl

T2

T3

T4

0,293

0,685

N2

N3

0,530

0,528

111

IVa

IVb

0,750

0,946

Nhdn xét:

Chua tim thay mdi lién quan c6 y nghia thong ké gitta song thém toan bo

3 ndm, 5 nam vo1 GP bénh (p > 0,05).
Bang 3.17. Ty 1¢ séng thém toan b theo chi sé PS

Song thém toan bd 3 nim | Song thém toan bd 5 nim
PS (n=61) (n=29)
Con sbéng Chét Con song Chét
PSO | 35(94,6%) 2(5,2%) | 10(71,4%) | 4 (28,6%)
PS trude | PS1 | 20(87,0%) | 3(13,0%) | 8(53,3%) | 7(46,7%)
PS2 0 1(100%) 0 0
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PSsau | PSO | 36(94,7%) | 2(53%) | 11(64,7%) | 6 (35,3%)
hoatri | PS1| 19(82,6%) | 4(17.4%) | 7(583%) | 5(41,7%)
PS sauhéa | PSO | 28(90,3%) | 3(9,7%) | 8(53,3%) | 7 (46,7%)
xatri | PSI| 27(90,0%) | 3(10,0%) | 10 (71,4%) | 4 (28,6%)
PSsau3 | PSO| 51(91,1%) | 5(8,9%) | 17(63,0%) | 10 (37,0%)
thang | PS1 | 4(80,0%) | 1(20,0%) | 1(50,0%) | 1(50,0%)

Nhdn xét:

Tai thoi diém 3 nam, ty 1¢ con séng & nhom PSO luén cao hon & nhom
PS1 tinh theo ca chi sb toan trang trudc diéu tri, chi sb toan trang sau hoa tri,
sau hoa xa tri va sau 3 thang.

Tai thoi diém 5 nam, ty 1€ con séng 0 nhom PSO cao hon ¢ nhom PS1
tinh theo ca chi sb toan trang trudc diéu tri, chi s6 toan trang sau hoa tri va sau
3 thang két thac hoa xa tri. Con theo chi sd toan trang sau hoa xa tri thi ty 1€
con sdng & nhom PSO thap hon nhém PS1.

Bang 3.18. Anh hwéng ciia chi s6 PS dén song thém toan b qua phén tich
don bién bang test Log Rank

Yéu t6 anh hwéng pl 3nam) | p2(5nim)

PSO

PS trudce PS1 0,012 0,330
PS2
PSO

PS sau hoa tri 0,133 0,679
PS1
PSO

PS sau hoa xa tri 0,972 0,433
PS1

PS sau 3 thang PSO 0,385 0,516
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PS1

Nhdn xét:
C6 mdi lién quan c6 y nghia thong ké giira ty 1¢ song thém toan bo 3

nim va chi sd toan trang trudce didu tri p = 0,012 (p < 0,05).
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Bang 3.19. Anh hwéng ciia dap ing diéu tri véi sdng thém toan bd qua

phén tich don bién bing test Log Rank

Yéu t6 anh hwéng pl 3nam) | p2 (5 nim)
Dap ung co nang sau Hoan toan
: < 0,329 0,485
hoa tri Mot phan
Hoan toan
Dap tng tai hach sau Mot phan
_ <0,001 <0,001
hoa tri Khong dap timg
Tién trién
Hoan toan
Dap g tai u sau hoa tri _ 0,880 0,024
Mot phan
bép tng co nang sau Hoan toan
. - 0,111 0,226
hoa xa tri Mot phan
Dap tng tai hach sau Hoan toan
. . 0,520 0,926
hoa xa tri Mot phan
Dap tng tai u sau Hoan toan
hoa xa tri Mot phﬁn
Hoan toan
DPap tng chung - 0,018 < 0,001
Mot phan
Nhdn xét:

C6 mdi lién quan c6 y nghia théng ké (p < 0,05) giita ty 1¢ séng thém
toan bd 3 nam dap ung tai hach sau hoa trj va dap ung chung sau diéu tri. Co
mdi lién quan c6 ¥ nghia thong ké (p < 0,05) giita ty 1& sdng thém toan bd 5

nam voi dap ung tai hach, tai u sau hoéa tri va dap irng chung sau di€u tri.
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Bang 3.20. Mt s6 yéu t6 anh huéng dén song thém 3 nim

qua phén tich hdi quy da bién Cox

Yéu t6 anh huéng Hazar ratio, P 95%CI
. < 40 tudi
Nhom tudi 0 wot 3,77 | 0336 0,25-5639
>40 tud1
Chi sb to3 PSO
150 toan trang PSI 223 | 0376] 038-13.16
trude diéu tri
PS2
Bap tmg chung Hoan toan 1405 | 0,034 122-16227
sau diéu tri Mot phan

Nhdn xét:

Két qua phan tich hdi quy da bién Cox cho thiy dap ung chung sau dot
diéu tri 13 yéu td tién luong cd ¥ nghia théng ké ddi véi sdng thém 3 nam cua
nguoi bénh sau diéu tri (p < 0,05).

Bang 3.21. Mt s6 yéu t6 anh huéng dén song thém 5 nim

qua phén tich hdi quy da bién Cox

Yéu t6 dnh huong Hazar ratio| P 95%CI
. < O
Nhom tudi 40 tuoi L6l |0,515] 0,38-6,74
>40 tudi
., . .. Hoan toan
Dap tng tai u sau hoa tri Mot ph N 0,38 0,251 | 0,07-2,00
Hoan toan
bép Umg tai Mot phan
hach sau hoa tri Khong dap tng 0,29 0.0611 0,07-1,06
Tién trién
. Hoan toan
Dap tng chung Mot phan 119,43 0,007 |3,69-3867,89
Nhdn xét:

Két qua phan tich hdi quy da bién Cox cho thay dap tmg chung sau diéu tri
1a yéu t4 tién luong co ¥ nghia thong ké ddi véi sdng thém 5 nim ciia ngudi bénh

sau diéu tri (p < 0,05).



3.2.6. Tai phat va di can.

Bang 3.22. Tai phat va di can
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Tinh trang nguoi bénh Tén s6 (n) | Ty 16 (%)
Khéng 85 87,6
Tai phat Co B 124
Tong 97 100.0
Taiu 16,7
Vi tri tai phat (n=11) Tai hach 75.0
Cauvahach 8.3
Tong 12 100
Tho gian phat hién tai phat (thang) | oo = 5D 29,7+218
Min — Max 49— 63
Di can Khong 31 835
Co 16 16,5
Tong 97 100.0
Vi tri di cin (n=10) Xu’({ng 2 12,5
Phoi 7 43.8
Gan 1 6,2
Nhiéu vi tri 4 25,0
Vi tri khac 2 12,5
Tong 14 100
Thos gian phit hién di cin (thang) | oo+ >0 258+ 185
Min — Max 6,13 — 65

Nhan xét:

Ty 18 tai phat 12,4%, Di can 1a 16,5 %. Trong s6 tai phat, vi tri tai phat

pho bién 1a tai hach (75,0%), trong s6 di can vi tri di can phd bién 1a phoi

(43,8%). Thoi gian trung binh phat hi¢n tai phat 1a 29,7 + 21,8 thang; thoi

gian trung binh phat hién di can 1a 25,8 &+ 18,5 thang.
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3.3. PANH GIA MOQT SO PQC TiNH CUA PHAC PO

3.3.1.Pjc tinh cap
Bing 3.23. Pjc tinh cp ciia héa chit téi hé tao huyét
Binh thwong| D¢ 1,2 b6 3 bo 4
Poc tinh , , . .
So ca (%) | Soca(%)| Soca(%)| SO ca (%)
Gidm hong cau
GD hoa tri (n=97) 78 (80,4) 19(19,6) 0 0
GD hoa xa tri (n=90) 28 (31,1) | 62(68,9) 0 0
Giam bach cau
GD hoa tr1 (n=97) 71(73,2) | 25(25,7)| 1(1,0) 0
GD hoa xa tri (n=90) 25(27,8) | 64(71,1)| 1(1,0) 0
Giam BC hat
GD hoa tr1 (n=97) 49 (50,5) | 38(39,2)| 8(8,2) 2(2,1)
GD hoa xa tri (n=90) 41 (45,6) | 47(52,2)| 2(2,2) 0
Giam Hgb
GD hoa tri (n=97) 53(54,6) | 42(43,3)] 2(2,1) 0
GD hoa xa tri (n=90) 15(6,7) | 74(82,2)| 1(L1) 0
Gidm tiéu cau
GD hoa tr1 (n=97) 92 (94,8) 4 (4,1) 0 1(1,0)
GD hoa xa tri (n=90) 78 (86,7) 10(11,1) | 1(1,1) 1(1,1)

Nhdn xét:

GP hoa trj trude: doc tinh giam hong cau cha yéu do I, 1T 14 19,6%, khong co
giam do I11, IV. Giam Hgb chu yéu lado 1, IT (43,3%), giam do III 2,1%, khong
c6 d6 TV.Giam bach cau d6 1, IT 1a 25,7 %, do 11T 1a 1% khong c6 do IV.Giam
bach cau hat d6 1, 11 (39,2%), d6 111 (8.2%), 46 IV (2,1%). Nguoi bénh giam tiéu
cau do I1a 4,1%, d6 IV 13 1,0%. Khong c6 d II, I11. O GP hoa xa tri trj dong
thoi: co 68,9% ngudi bénh giam hong cau do6 1, 11, khong c6 do III, IV. Co
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82,2% nguoi bénh giam HgB do LI1. do 11 1,1, Khong c6 IV. Giam bach cau
do I, I'1a 71,1%, do III 1a 1,1%. Khong c6 do IV. Giam bach ciu hat d0 I, 11
13 52,2%, @6 III 1a 2,2%. Khong c6 do IV. Nguoi bénh giam tiéu cau do I, 11 1
11,1%, do Il 1a 1,1%, do IV 1a 1,1%.

Bang 3.24. Pjc tinh cip ngoai hé tao huyét

Poc tinh Bin,h thuong ,D(f) 1 D,(f) 2,34
So ca (%) S6 ca (%) | So ca (%)
Tang ure
GD héa tri (n=97) 83 (85.6) 14 (14.4) 0
GD hoa xa tri (n =90) 76 (84,4) 14 (15,6) 0
Tang creatinin
GD hoéa tri (n=97) 90 (92.8) 7(7.2) 0
GD hoa xa tri (n =90) 69 (76,7) 21(23,3) 0
Tang AST
GD hoéa tr1 (n=97) 96(99.0) 1(1,0) 0
GD hoa xa tri (n =90) 90 (100) 0 0
Tang ALT
GD héa tri (n=97) 95 (97.9) 2(2,1) 0
GD hoa xa tri (n =90) 89 (98.,9) 1(1,1) 0

Nhdn xét:

Nguoi bénh chi gap phai cic doc tinh trén gan than & muc do 1. Co
14,4% tang ure sau hoa tri va sau hoa xa tri déng thoi 1a 15,6%. Co6 7,2%
tang creatinin sau hoda tri va 23,3% nguoi bénh tang creatinin sau hoa xa tri
dong thoi. CO 1% ngudi bénh ting AST sau hoa tri. C6 2,1% ngudi
bénhtang ALT sau hoa tri va 1,1% ngudi bénh tang ALT sau hoda xa tri

ddng thoi.
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Bang 3.25. Pjc tinh cip khac

Bién chiing Binh thwong| D9 1,2 b63 Do 4
S6 ca (%) | Soca(%)| So ca(%)| S6 ca (%
Buon nén
GD héa tri (n=97) 35(36.1) 52(53,6)| 6(6.2) 4(4,1)
GD hoa xa tri (n = 90) 43 (47,8) 42(46,7) |  5(5,2) 0
Non
GD hoéa tri (n=97) 53 (54.6) 33(3340)| 9(9.3) 2(2.1)
GD hoa xa tri (n = 90) 56(62,2) | 29(32,2)| 3(3,3) 2(2,2)
Viem miéng
GD hoéa tri (n=97) 78 (80.4) | 19(19,6) 0 0
GD hoa xa tri (n =90) 5(5,6) 83(92,2) 2(2,2) 0
la chay
GD hoéa tri (n=97) 71 (73.2) 19 (19,6)| 7(7.2) 0
GD hoa xa tri (n =90) 90 (100) 0 0 0
Rung toc
GD hoéa tri (n=97) 0 95(97.9) | 2(2.1) 0
GD hoa xa tri (n =90) 0 48(53,3) | 42(46,7) 0
Da
GD hoa xa tri (n =90) 0 90 (100) 0 0
Niém mac
GD hoéa xa tri (n =90) 0 87(96,7)| 3(3,3) 0
Tuyén nude bot
GD hoa xa tri (n =90) 0 88(97,8)| 2(2,2) 0
Hong thuc quan
GD hoéa xa tri (n =90) 27 (30,0) 73 (70,0) 0 0
Thanh quan
GD hoda xa tri (n =90) 5(5,6) 85(94,3) 0 0

Nhdn xét:

GP hoa trj trude: budn ndn chi yéu 1a d6 1, d6 11, do 111 1a 6,2%, 46 IV
14 4,1%. Nén ciing chu yéu 1a d6 1, d6 11, d6 III 13 9,3%, d6 IV 1a 2,1%. Viém
miéng d6 I, IT 1a 19,6%, khong co do 111, IV. Ia chay do I, II 1a 19,6%, do III
1a 7,2%, khong ¢6 d6 IV. Rung toc d6 1, II 1a 97,9%, @6 111 1a 2,1%, khong co
d6 IV. O GD hoéa xa tri trji ddng thoi: budn nén d6 I, II 1a 46,7%, do 111 1a
5,2% khong c6 6 IV. Non do I, 1114 32,2%, 46 111 1a 3,3%, do IV 12 2,2%
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. Viém miéng 46 I, II 1a 92,2%, do la Il 2,2%, khong c6 do IV. Khong co
tiéu chay tr do 1 dén V. Rung toc do 1, 1T 1a 53,3%, do III 46,7%, khong co
do IV. Bdc tinh 1én da 100% 1a d0 I, IT khong c6 do III, IV. Poc tinh 1én
niém mac 4o I, I 1a 96,7%, do III 1a 3,3%, khong c6 do IV. DPoc tinh 1én
tuyén nuéc bot do I, I (96,7%), d6 111 (3,3%), khong co do IV. Doc tinh 1én
hong thyc quan do I, 11 (70,0%), khong c6 do III, IV. Poc tinh 1én thanh quan
do I, 1114 94,3%, khong co do 111, IV.

3.3.2. Mt s6 bién chirng muén.

Bang 3.26. Bién chimg mugn

Binh ) A A
Bién chimg thuong Dg 12 D3 Do 4 P
S6 NB (%) |S6 NB (%)| S6 NB (%) | S6 NB (%)
Da
Sau 6 th (n=85) 31(36,5) | 54(63.5) p1,2<0,001
Sau 12 th (n=83) 0 83 (100)
16 churc dudi da
Sau 6 th (n=85) 46 (54,1) | 39(45,9) p1,2<0,001
Sau 12 th (n=83) 0 83 (100)
Niém mac
Sau 6 th (n=85) 51(60,0) | 34 (40,0) 0 0 p1,2=0,016
Sau 12 th (n=83) | 67(80,7) | 16(19,3) 0 0
Tuyén nudc bot
Sau 6 th (n=85) 13 (15,3) | 72 (84,7) 0 0 p1,2<0,001
Sau 12 th (n=83) 0 69 (73,1) | 14(16,9) 0
Thuc quan
Sau 6 th (n=85) 54 (63,5) | 31(36,5) 0 0 p1,2=0,516
Sau 12 th (n=83) | 56 (67,5) | 27 (32,5) 0 0
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Nhdn xét:

Vé bién chimg da, khong c6 do III, IV. Khi kham lai sau 6 thang, da sb
ngudi bénh gip bién chimg da do I, 11 (63,5%) va 36,5% ngudi bénh khong gip
bién chimg da. Khi kham lai sau 12 thang c6 100% nguoi bénh gip bién chimg
da d6 I, II. C6 su khac biét co ¥ nghia thong ké gitta mirc d6 bién chimg vé da tai
cac thoi diém (p < 0,05). Bién chimg t6 chirc dudi da, khong c6 bién ching do
I, IV. Khi khéam lai sau 6 thang, cé 54,1% nguoi bénh binh thuong va 45,9%
ngudi bénh gap bién chimg d6 1, 2. Khi kham lai sau 12 thang, 100% ngudi bénh
gip bién chimg d0 1, 2. C6 sy khac biét c6 y nghia thong ké giita mirc do bién
chimg tai cac thoi diém (p < 0,05). Bién chimg niém mac, khong co bién
chimg do¢ III, IV. Khi kham lai sau 6 thang ty 1€ viém niém mac do I, II 1a
40% , sau 12 thang viém ni€ém mac dd I, I chi con 19,3%. C6 su khac biét
c6 ¥ nghia thong ké gitra mirc d6 bién ching tai cac thoi diém (p < 0,05).
Bién chung tuyén nudc bot chi yéu 1a d6 I, II. Do III xuét hién sau 12 thang
(16,9%), khong c6 bién chung do 1IV. Thoi diém sau 6 thang do I, II (84,7%) va
sau 12 thang 1a (73,1%). C6 su khac biét c6 ¥ nghia théng ké (p < 0,05) giira mirc
d6 bién chimg tai cac thoi diém sau 6 thang va sau 12 thang. Vé bién chimg thuc
quan, c6 dudi 36,5% nguoi bénh gap bién ching dd I, khong c6 nguotl bénh
nao gip bién ching do II, IIL, IV. Khong c6 su khac biét c6 y nghia théng ké

(p > 0,05) gitra ty 1& bién chimg tai cac thoi diém sau 6 thang va sau 12 thang.
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Chuong 4
BAN LUAN

UTVMH loai ¢c6 md bénh hoc 13 ung thu biéu moé khong biét hoa dap
ung tdt v4i ca hoa trj va xa tri. Tai Viét Nam, typ nay chiém dén 90% trong
cac loai UTVMH [93]. Do dd, hién nay hoéa xa tri déng thoi cho UTVMH Gb
tién xa tai chd, tai vung dugc xem la diéu tri tiéu chuén. Tuy nhién, bén canh
viée cai thién két qua diéu tri, hoa xa tri déng thot cling gy ra nhiéu doc tinh cép,
c6 thé chiém tir 15 - 25%. Mirc do gia ting doc tinh thay d6i theo cach phdi hop
hoa xa tri déng thoi voi hoa tri xen k& hay lién tuc mdi tudn, don hoa chat hay
da hoa chat, lidu thép hay lidu cao. Viét nam 1a mot nudce dang phat trién, do han
ché vé thé chat ciing nhu kho khin trong theo ddi, cham soc va xir tri cac doc
tinh lién quan diéu trj thi viéc tim ra mot phac dd hoa xa tri vira c6 hiéu qua
trong kiém soat bénh vira c¢6 thé kiém soat an toan cac doc tinh 1a rat can
thiét. Gan day, theo cic bao cdo TNLS ciia FNCA, ngudi bénh UTVMH GD
IIIB - IVB duoc diéu tri theo phac dd hoa chat bd tro trude voi cisplatin
(80mg/m? da) va 5FU (1000mg/m? da), sau d6 hoa xa tri hang tudn véi lidu
thap cisplatin (30mg/m? da). Thir nghiém phase II d3 dem lai hiéu qua kha
cao vé ty 1 kiém soat tai chd va tai ving cho nguoi bénh, ty 1& dap ung kha
cao v6i diéu tri va han ché cac doc tinh ma hoa chét va xa tri gay ra [20]. Tu
két qua dang khich 1 cua nhitng nghién ctru trén chiing t6i d3 manh dan lan
dau tién 4p dung phac dd nay ctia FNCA tai bénh vién K trung wong tir nim
2011 déng thoi thuc hién nghién ctru nay véi muc dich tim ra dugc mdt phac
dd phu hop nhat cho ngudi bénh UTVMH c¢6 mé bénh hoc 1a typ III, GD di
can hach N2,3 MO tai Viét Nam.

Trong nghién cua chiung t61, c6 97 nguoi bénh UTVMH c6 md bénh hoc
1a typ III G HI-IVb (N2,3 M0) duogc diéu tri bang phac d6 hoa xa tri v6i 3
chu ky cisplatin (80mg/m2 da) va SFU (1000mg/m2 da) cho trude tiép theo 1a
hoa xa tri dong thoi véi cisplatin lidu thip 30mg/m2 da/tuan x 6 tuan. Tét ca
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cac ngudi bénh nay déu thoa mén céc tiéu chuin nghién ciu dé ra. Véi c&
mau tinh toan can phai co 1a 88 ngudi bénh, thi s6 97 nguoi bénh nhu trén dap
g yéu cau dé co thé phén tich danh gia nghién ctiru mot cach khoa hoc.

4.1. PAC PIEM POI TUQNG NGHIEN CU'U.

Khi khao sat 97 ngudi bénh UTVMH trong nghién ctru chung t6i thay
ndi bat mot sé dic diém sau:
4.1.1. Dich t&

Tubi va gi6i

Tudi mac ung thu vom gip ¢ moi lta tudi, trong nghién ciru nay do tudi
trung binh cta d6i twong nghién ctru 14 40,9 + 13,8 tudi. Tudi thap nhat 1a 13
tudi va cao nhat 1a 65 tudi. Két qua nay tuong dong véi nhidu két qua nghién
cliru trong va ngoai nudc:

Pham Thuy Lién ty 186 mic cao nhat & d6 tudi 40 - 49 [94]. Tuong tu
nghién ctru ciia Nguyén Chan Hung & CS (1980) [95]. Theo Vil Vin Vi tudi
trung binh cia UTVMH Ia 45 [49]. Nghién ctru cia Pham Chi Kién (1993 —
1997) ciing cho thdy tudi trung binh cia UTVMH 1a 49 [96]. Tran Hitu Tudc ty
1é méc cao nhit & d6 tudi 41-50 [97]. Nguyén Htru Thot bénh hay gap & do tudi
30 - 60 [98]. Bui Vinh Quang (2012) ty 1& mic bénh cao nhit tir 40 dén 59
(66,2%) [22]. Tac gia Pang Huy Qudc Thinh (2012) cho trung vi tui mic bénh
nam & 40 - 50 tudi [88]. Nghién ciru cia Nguyén Bich Thao & CS tai bénh vién
da khoa tinh Phtt Tho nim 2014 phan 16n ngudi bénh ung thu vom chu yéu tir 41
tudi trd 1én chiém 89,5% trong d6 tudi tir 41 - 60 tudi chiém 68,4% Tudi thip
nhét 14 20 tudi, cao nhit 1a 83 tudi va trung binh 1a 53,3 tudi [99].

Nhiéu nghién ctru cua céac tac gia nude ngoai nhu Chua & CS ciing cho
thay tudi thudng gip cia UTVMH dao dong trong khoang 40 - 49 tudi [12].

V& gi6i trong 97 ngudi bénh UTVMH tham gia vao nghién ctru c6 72
ngudi bénh 14 nam chiém 74,2% va 25 1a nir chiém 24,8% ty 18 nam/nir 14 x4p
xi 2,9/1. Ty 1& nay khong khac biét nhidu so véi nhitng NC trude day cta cac

tac gia Viét Nam nhu:
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Ng6 Thanh Tung ty 1¢ nam/nt 1a 2,7/1 [100], Pham Chi Kién ty 1€
nam/nir 1a 2,2/1 [101], Tran Quang Thuén ty 1& nam/nir 1a 3/1 [102]. Ping
Huy Qudc Thinh ty 1& nay l1a 2,2/1 [88], Nguyén Bich Thao & CS Ty 1&
nam/ntt = 2,8/1 [99].

Theo Parkin & CS ty 1€ nay la 2-3/1, Ang & CS ty 1€ nay l1a 3,1/1 [103],
Chua & CS ty I¢ nay 1a 2,4/1 [12].

C6 thé giai thich diéu nay do thoi quen sinh hoat cia nam giéi hay hut
thude, uéng rugu nhiéu, lao dong trong moi trudong doc hai nang nhoc nhiéu
hon nit gidi nén ty 1¢ ung thu vom chiém cao hon nir gioi.

Ly do dén kham va thoi gian phat hién bénh

Theo y van so thy hach co 1a triéu chimg thudng gip nhét va 1a 1y do
khién nguoi bénh di kham bénh. T4t ca cac NC d3 thuc hién cling chi ra réng
do vi tri vom hong & cao va & sau bi che 1ip bai nhiéu co quan nén khé thay,
kho kham. Dau hiéu bénh & GD sém lai khong dac hiéu nén nguodi bénh
UTVMH thuong dén kham khi dd c6 cac dau hiéu 1am sang nhu: xuét hién
hach ¢, dau dau, U tai hay triéu chimg ngat mii. Trong NC cta ching toi da sb
ngudi bénh UTVMH c¢6 triéu ching co ning dau tién 1a so thdy hach cb
(80,4%). Ty 1& niy cao hon so vdi cac tic gia trong nudc nhu Tran Hitu Tuan la
60% [104], Ng6 Thanh Tung 1a 53,3% [100], Bui Vinh Quang (2012) 1a 60,3%
[22], Nguyén Bich Thao & CS (2014) 1a 66,7% [99], nhung twong ddng véi cac
tac gida nudc ngoai nhu NC cua Perez & CS ty 1€ nay 1a 60-85% [105].

Phan 16n ngudi bénh c6 thoi gian tir khi xut hién triéu chimg dau tién
dén khi vao vién 1a tir 1 — 6 thang (71,1%), s6 con lai 13 trén 6 thang (28,9%).
Trung binh 12 6 £ 6,3. S6m nhat 1a 1 thAng mudn nhat 1 36 thang.

So véi cac tac gia khac nhu Ngé Thanh Tung ty 1€ phat hién bénh trong 3
dén 6 thang 1a 31,1% tir 7 dén 12 thang 13 32,2% [100], Tran Hitu Huan phat
hién bénh trude 6 thang 1a 32% [104], Bui Vinh Quang phat hién bénh phd
bién & GD tir 3 - 6 thang (40%), trude 3 thang 13 36% [22], Nguyén Bich
Thao & CS phat hién bénh dén vién trong khoang thoi gian duéi 6 thang 1a
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61,4% ngudi bénh, khoang thdi gian tir 6 thang dén 1 niam 13 28,1% va ¢
10,5% nguoi bénh phat hién bénh sau 1 nam [99].

Qua két qua trén chiing ta c6 thé thay ring & GD trudc ngudi dan chua
thuc sy quan tdm dén strc khoe ban than, su hiéu biét vé bénh ung thu chua
tdt. Ho chua thuc su tin tudng vao su phat trién, tién b va nhitng phuong
phap diéu tri méi cho nguoi bénh ung thu, nén hau hét ngudi bénh déu tri
thudc nam sau bénh ning méi t6i vién. Diéu nay thé hién & viéc ngudi bénh
chi dén kham va diéu trj khi bénh da xuét hién rat 1au va & GD muon la chu
yéu. Theo NC ciia chiing t6i cling nhu céc tac gia mdi NC ¢ thoi ky sau nay
thi thay c6 su tién bo trong viéc phat hién bénh so véi thoi ky trude. Didu nay
da ching to dugc vai trd cua cong tac tuyén truyén, pho bién kién thirc, hiéu
biét vé& bénh ung thu néi chung, UTVMH néi riéng dén ngudi dan va sy phat
trién ctia cac phuong tién chan doan UTVMH.

4.1.2. Tri€éu chirng 1am sang va can lam sang
Tri¢u ching co' nang

Khi tim hiéu vé tiréu chimg co ning cua 97 ngudi bénh trong NC chung
t6i thay. Triéu chimg co ning hay gip nhit ctia ngudi bénh 1a U tai (57,7%);
dau dau (55,3%); chay mau mii (37,7%); ngat mii (34,1%); chi co 12,9%
nguoi bénh gip phai cac ddu hiéu than kinh. Nhiing ty 1¢ vé su xuét hién cac
triéu chirng co nang trén nguoi bénh trong NC cua ching t6i cling kha phu
hop véi két qua ctia nhiu tac gia trong va ngoai nudc nhu: trong NC cia Bui
Vinh Quang c6 69,4% ngudi bénh cé u tai, 59,2% nguoi bénh cd dau dau,
44.,9% ngat mili, 40,8% chay mau mii, 18,4% nguoi bénh co ton thuong day
than kinh so [22]. Lé Chinh Dai thay ty 1¢ nguoi bénh U tai 75,59%, ngat mili
48,03%, chay mau mili 13 46,7%, ton thuong ddy than kinh so 1a 27,56%
[106]. Lee & CS NC trén 4768 nguoi bénh cho két qua ngat tic mii 73%, u
tai nghe kém 62%, dau dau 35%, ton thuong cac day than kinh so 1a 20%
[107]. Piéu nay mdt 1an nita khang dinh cac triéu chimg co ning nhu : dau

dau mot bén, u tai, ngat tac miii, chay mau hodc khit khac ra mau mi, liét cac
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day than kinh so 1 cac triéu chimg twong dbi dic hiéu trén nhitng ngudi bénh
UTVMH nhét 14 nhitng nguoi bénh & GD mudn.
Chi s6 toan trang

Ciing gidng nhu cac NC di trude trong NC nay chung t6i str dung bang
danh gia chi s toan trang ctia T6 chtrc Y té thé gidi vi su don gian va d& sir
dung, dong thoi phu hop véi nhidu NC cla cac tac gia nudc ngoai vé
UTVMH. Chung tdi chi dua vao NC cac ngudi bénh c6 chi sb toan trang tt,
vé6i chi s6 toan trang PS tir 0 - 2. Day 1a yéu t6 quan trong dam bao kha ning
dung nap ciia ngudi bénh déi véi didu tri. Trong s6 97 ngudi bénh & NC cia
ching t61 63,5% c6 chi sb toan trang PS 0; 35,3% nguoi bénh PS 1 va 1,2%
nguoi bénh PS 2
Pic diém u

Pic diém u vom trén 1am sang dugc danh gia qua soi gian tiép bang
guong kham, noi soi dng cting hoic dng mém. Trong NC cua ching toi vi tri u
ctia ngudi bénh phéan bd kha déng déu tai thanh phai (28,9%); thanh trai (25,8%)
hai thanh (24,7%); v trin vom (17,5%); chi c6 3,1% ngudi bénh ¢6 vi tra u tai
thanh sau. Theo NC ctia Bui Vinh Quang khdi u khu tra trén 2 vi tri ctia vom
chiém ty 1& cao nhét (69,4%), chi ¢6 9,2% u & 1 vi tri [22], Nguyén Bich Thao
& CS chu yéu 1a u vom & 2 bén thanh chiém t6i 70,2%, trong d6 u vom thanh
phai chiém 38,6% va u vom thanh trai chiém 31,6% [99].

Vé hinh thai cta khéi u vom ching t6i thdy da s cac khdi u co tinh chat
st (84,5%); ¢6 13,4% khdi u ¢ thé phdi hop va chi ¢6 2,1% khéi u c6 tinh chat
loét. Chung t6i khong gip thé dudi niém 1a thé giy khé khin cho chan doan
nhat. Két qua nay cua ching toi ciing kha twong dong véi két qua ciia nhiing
NC trudc. V6 Tén cho thé sui 1a 85,8% [108], Tran Hiru Huén va Ngd Thanh
Tung ty 16 thé sui it hon mot chit 1an luot 14 79,4% va 58,9% [104],[100]. Bui
Vinh Quang thé sui chiém ty 1& 85,7% [22]. Nguyén Bich Thao & CS thiy u
hay gap 1a dang u sui voi 68,4% sau d6 1a u thé loét voi 14% va hiém gip u

dusi niém [99].
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Khao sat vé su xam lan cua khéi u vom khi kham 1am sang chung t6i
théy da s6 cac khdi u cia nguol bénh xam 14n toan bd vom (87,6%); khéi u xadm
l4n cia miii sau 18,6%; 12,4% khdi u xam 14n than kinh va chi ¢6 3,1% khéi u
xam l4n hong miéng. Ty 1¢ nay gan twong dwong v6i NC cia Bui Vinh Quang
ty 16 xam 1an cira miii sau 1a 35,7%, xam l4n than kinh 13 18,4%, u xam lan
hong miéng 1a 6,1% [22].

Pic diém hach c6 di ciin cia UTVMH

UTVMH dic biét 13 ung thu thé khong biét hoa c6 ty 1¢ di cin hach ving
rat 1on do cdu tao giai phau viung vom hong c6 hé théng bach huyét cuc ky
phong phi, UTVMH c6 thé di cin hach c6 ngay tir khi com & GD rat som. Co
rat nhiéu NC da ghi nhan diéu nay. NC cta Bui Vinh Quang c6 60,3% ngudi
bénh ndi hach ¢6 nhu 13 mot triéu chimg dau tién khién ngudi bénh dén kham,
khi thdm kham 1am sang thi ty 18 hach c6 1én dén 97,8%, ty 1¢ hach c6 hai bén
1a 52% [22]. Nguyén Bich Thao & CS ty 1& c6 hach chiém téi 84,2%, trong d6
42,1 % cb hach & 1 bén va 42,1% c6 hach 2 bén [99]. Céc tac gid khac nhu
Nguyén Hiru Thoi 12 98% [98], Tran Hitu Tuén 1 82.8% [104]. Trong NC
ctia chiing t6i thay ngudi bénh dén vién vi ndi hach cb 1a 98,8% qua tham
kham théy 100% nguoi bénh cé hach cd, da sb nguoi bénh c6 hach nam & hai
bén (70,1%). Ty 18 xuét hién hach c6 theo NC cila chung t6i, cling nhu céc tac
gia khac trong nudc twong duong voi céng b clia cac tac gia nudc ngoai nhu
Perez (90%) [105], Ang & CS (79%) [109]. Piéu nay mot lan nita khang dinh
UTVMH néi riéng va ung thu ving dau c¢6 néi chung thudng di cin hach co.
V& vi tri hach: nhom hach phé bién 14 nhém II (89,7%). Ty 1é nay twong dong
v6i NC cuia Bui Vinh Quang hach nhém 2 1a 83,7% [22], Nguyén Bich Thao
c6 to1 84,2% nguoi bénh c6 hach canh cao [99].Cac NC ctuia nudc ngoai cling
cho két qua tuwong ty nhu Ng SH, Chang JT & CS niam 2004 ty 1& hach nhém
2 1a 95,5% [110], Mao & CS nam 2008 ty 1€ di can hach nhém 2a 42,7%,
nhom 2b 13 65% [111]. V& kich thudc thi thiykich thudce hach trung binh 13
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5,4 £+ 1,9 cm. Tinh chat hach: hach chéc (90,7%); dinh thanh khdi (72,2%) va
khong dau (69,1%).
Nhu vay, ching ta thdy rang do mang lu6i bach huyét vom hong phong
phu va day dic nén UTVMH thuong di can hach sém va thuong 1a hach 2
bén. Hau hét cac truong hop khoi dau bang su xuét hién hach canh cao trudce
nhom hach canh thap, diéu nay néi 1én khuynh huéng phét trién di can hach
tudn ty tir cao xudng thap. Hach thudng chic va it dau trir khi c6 viém hodc
nhiém trung di kém.
Tén thwong diy than kinh so
Do vom hong nam tai vi tri la nén sQ noi ¢o cac day than kinh so nao di
qua cho nén khi bénh & GP mudn khdi u vom thuong xam lan vao cac day
than kinh so gy ra cac t6 thuong biéu hién trén 1am sang 13 cac hdi ching
than kinh so nhu: Hgi chitng Jacod: dau mit (ton thuong than kinh sinh ba),
sup mi mot bén (ton thuong day III), liét van nhan (ton thuong day IIL IV,
VI) va quang ga (t6n thuong day II). Hgi chitng Villaret: Kho nudt (ton thuong
day IX, X), mat vi giac 1/3 sau cia ludi (ton thuong day IX), ting, giam hodc
mat cam giac ving vom khau cai mém,hong, thanh quan, kho khan ho hap va tiét
nudc bot (tén thuong dayX ), liét va teo co trc don chiim, khau c4i mém mot
bén do ton thuong day XI, liét va teo ludi mot bén do ton thuong day XII. Hgi
chirg Trotter: Diéc va dau mit mot bén do tén thuong cac nhanh cua than
kinh sinh ba, han ché van dong cua khau cai mém do u xam l4n vao hé
Rosenmuller. Cé thé c6 céac triéu chung khit ham, hodc dau khi nhai di kém.
Trong NC cta ching toi ¢6 12,4% ngudi bénh gip phai cac déu hiéu ton
thuong cac day than kinh so. Ty 1é nay ciing twong dong véi cac NC khéc

trong va ngoai nudc.
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Bang 4.1. Ty 1¢ ton thwong day than kinh so trong mét so nghién ciru

Tén tac gia NC So NB Ty 18 %
Leung & CS (1990) HK[112] 564 12
Lee & CS (1992) HK[113] 5037 18
Heng & CS (1999) Singapore[69] 677 12
Chang & CS (2005) Dai loan [114] 3871 10
Ng6 Thanh Tung (1995) [100] 367 37,3
L& Chinh Dai (2003) [106] 381 27,8
Bui Vinh Quang (2012) [22] 98 18,4
Nghién ctru nay 85 12,4

Pic diém ton thwong ciia UTVMH trén phim chup céng hwéng tir.

Trong NC nay cta chiing t6i tit ca ngudi bénh déu duoc chup CTscaner
c¢6 thudc can quang dé phyuc vu chan doan ban dau va trude khi diéu trj 100%
ngudi bénh cua chung t6i duge chup MRI dé chan doan xac dinh dung GD,
1ap ké hoach xa tri. Diéu nay thuc sy ¥ nghia trong viéc danh gia chinh xac sy
xan 1an, lan rong cta khoi u va GD bénh. Két qua trén phim chup MRI cho thay
chi ¢6 20,6% ngudi bénh ¢ khdi u con khu tréi tai vom con phan 16n cac khdi u
da xam lan; trong d6 da s6 khdi u xam l4n phan mém quanh vom (73,2%); ton
thuong xuong (17,5%); ton thuong than kinh (12,4%); chi c6 mot sé it nguoi
bénh t6n thuong xoang (4,1%) va ton thuong héc mit (1%). Ty 18 c6 hach sau
hau (22,7%). Ngo Thanh Tung sb ngudi bénh c6 u vom xam lan ddy so va pha
hay xuong 13 12,4% [100]. Bui Vinh Quang (2012) ¢6 15,3% ngudi bénh c6 ton
thuong xuong, 5,1% ngudi bénh c6 tén thuong xoang, 3,3% ngudi bénh c¢6 ton
thuong hc mat, ton thwong than kinh 18,4%, hach sau hau 53,1% [22]. Ty 1&
tén thuong xwong trong NC cua chung tdi cao hon Ngo Thanh Tung, twong
duong véi Bui Vinh Quang. Cac tén thuong khac cia ching t6i va Bui Vinh
Quang khé tuong duong nhau, riéng ty 1& hach sau hau va ton thuong cac day

than kinh so néo ctia chung ti thap hon cia tac gia Bui Vinh Quang.
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Mo bénh hoc

Mb bénh hoc cia UTVMH c¢6 rat nhiéu loai xong theo phan loai cua to
chtrc y té thé gigi WHO tir 1978 [115],[116],[117] thi cha yéu 1a ba typ: Typ I
(ung thu biéu mé dang biéu bi simg hoa). Typll (ung thu biéu mod dang biéu
bi khong stng héa). Typ III (ung thu biéu mé khong biét hoa). Ty 1é cac loai
mo bénh hoc nay c6 sy khac nhau theo phan vung dia ly. Nhu & Hongkong ty
1& typ I 14 3% con typ IT 1a 10% con lai 1a typ 11T [113]. Mién nam Trung Qudc
NC 5037 truong hop UTVMH thi thay chi ¢6 0,3% 1a typ 1[113]. Con tai Béc
My ty 1€ typ I 1a 20%. Tai Viét Nam Hoang Xuan Khoang da phan loai 2759
truong hop UTVMH tir nam 1968 - 1982 tai bénh vién K trung wong theo
phan loai cia WHO cho két qua typ III chiém dén 86,67% [93]. Trong NC
clia tac gia Bui Vinh Quang (2012) typ III chiém 99% [22]. Loai md hoc ciia
UTVMH c6 y nghia rat quan trong doi véi dap ung diéu tri va tién luong.
Theo cac NC di trude trong va ngoai nudc thi typ III 1a typ dap ung rét tot v6i
c4 tia xa va hoa chat va ¢ Viét Nam theo thong ké thi typ nay chiém dén 90%
trong cac loai UTVMH. Vi vay trong NC cua chting t6i chi chon 100% nguoi
bénh 1a typ 3 dé ap dung phac d6 diéu tri nay.
4.1.3. Chén do4n
Phan loai theo TNM

NC cua ching t61 ching t61 phan loai TNM UTVMH theo UICC/ AJCC
2010 cho két qua lada sd ngudi bénh tham gia vao nghién ciru ¢ giai doan T2
(61.9%), T4 1a 16,5%, T3 1a 8,2%.NC cua Bui Vinh Quang phan loai theo
UICC/AJCC 2002 coty 1¢ T1 1a 36,7%, T2 1a 25,2%, T3 la 16,3%, T4 la
21,5% [22]. Tac gia Dang Huy Qubc Thinh NC trén hai nhom: ¢ nhom héa-
xa tri dong thoi ty 16 nay 1an luot T3 13 58%, T2 13 24,8% va T4 chiém 21,5%
,T1 chi chiém 5,8%; & nhém xa tri don thuan T2 va T3 1a 34,2% va 34,2%, T4
14 19,3%, T1 (12,3%) [88]. Nguyén Bich Thao & CS (2014) thiy cha yéu l1a
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T3 va T4 chiém t&i 86%; T2 1a 14% [99]. Qua so sanh thdy ty 1& T2 cia
chung t6i cao hon cac NC trude. Nhiéu NC cho thiy c6 sy lién quan giira ty 18
thét bai tai chd v6i GD ctia u nguyén phat. Ngudi bénh c¢6 T3 va T4 ty 16 tai
phat tai chd cao hon ngudi bénh c6 u & GP sém hon.

Vé Gb hach trong NC cua chung t6i ¢6 hach N3 1a 70,1%, N2 1a 29,9%.
Trong nghién ctru ctia chiing t61 tiéu chuén chon chi chon nguoi bénh di can hach
N2, 3 nén khong c6 ty 16 N1. Ty 1& nay trai nguoc véi nhom hoa-xa tri dong
thoi trong NC cua tac gia Pang Huy Qudc Thinh, ty 1& nay lan lugt N2 1a
62,8% va N3 1a 37,2% [88], gan tuong dong v4i mot sé tac gia khac nhu Bui
Vinh Quang ty 1¢ N2 1a 45,9%, N3 1a 37,7% [22]. Lé Chinh Dai ty 1¢ N2 Ia
48,56%, N3 1a 34,12% [106]. Cac NC cua cac tac gid nudc ngoai cling nhu
trong nude trude ddy da ghi nhan mdi quan hé chit ché giita ty 1& di can xa va
GD hach cb hach N2,N3 ¢c6 ty 1€ di can cao hon han hach NO,N1.

Phan loai theo G, khi khdo sat 97 ngudi bénh UTVMH trong NC
chung t6i thdy GP chu yéu 1a giai doan IVb (66.0%); c6 27.8% ngudi bénh &
giai doan III va chi c6 6.2% ngudi bénh & giai doan IVa. Ty 1é nay gan tuong
ddng véi NC cua Dang Huy Qudc Thinh chu yéu cac ngudi bénh thuoc GD
11T va IVb, lan luot ty 1¢ niy & nhoém hoa xa tri dong thoi 1a 41,3% va 37,2%,
& nhém xa tri don thudn 13 45,6% va 35,1% [88]. Tac gia Bui Vinh Quang c6
cac ty 1& nay lan luot 13 GD IV 1a 51%, GD III 1a 49% [22]. Cho dén thoi
diém hién nay tai bénh vién K trung wong noéi riéng va tai cac bénh vién lon
trén toan qudc tai Viét Nam noéi chung ngudi bénh UTVMH thuong dén kham
& GD rit mudn. Sy cham ché nay anh hudng rat 16n dén két qua diéu tri va
tién lugng cuia ngudi bénh. Chinh thyuc trang nay da thoi thiic chiing t61 khong
ngimg NC dé chon ra mot phac dd phu hop nhét dé diéu tri cho nguoi bénh
UTVMH GD lan rong tién trién tai chd tai vung ¢ Viét nam.
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4.2. KET QUA PIEU TRI

Do vi tri giai phdu dic biét nén UTVMH rét khé dé phau thuat, hon nia,
day ciing 13 loai ung thu nhay cam véi xa trj nén xa tri van 13 phuong phép diéu
tr1 chinh va chu yéu. Tur nhitng nam dau cua thap nién 70 hoa tri da dugc xac
dinh c6 vai trd quan trong trong diéu tri UTVMH GD lan rong va tién xa tai
ving. Pén nhitng nam 1990 cisplatin phbi hop dong thoi voi xa tri dugc ap dung
rong rai. Nam 1998 tir thanh cong cua mot TNLS (TNLS) pha 3 cua My[11]
theo phac dd hoa xa ngay 1, 22, 43 véi cisplatin 100mg/m? tiép theo 1 3 chu ky
héa trj CF bo tro, ap dung cho UTVMH GD II-IVb sau d6 da dugc st dung
nhu mot hudng dan diéu tri cia NCCN. Tuy nhién, thach thirc 16n ciia phac d6
nay 1a ty 1 doc tinh cip gia ting, s6 ngudi bénh hoan tit duoc toan bo liéu trinh
diéu tri twong ddi thap. Dién dan hop tac hat nhan Chau A thanh 14p nam 1990
da 1an luot tién hanh ciac TNLS phdi hop hoa xa tri cho UTVMH GP III-IV
v6i cisplatin lidu thip hang tuin c6 hodc khong ¢ hoa tri bd tro. Nam 2004,
FNCA tién hanh NC danh gia phac d6 NPC II — hoa xa tri dong thoi voi
cisplatin li¢u 30 mg/m? da mdi tuan trong 6 tudn xa tri. Két qua budc dau cho
thiy 96% ngudi bénh hoan tit diéu tri, dap ung toan bd 86%. Tir nam 2005
dén 2009 nhom NC: cuaTatsuya O, Pang Huy Qudc Thinh, Ngé Thanh Tung,
cung cac cong su thuc hién NC ap dung NPC I - hoa xa tri déng thoi voi
cisplatin liéu 30 mg/m? da/ tuan trong 6 tuan xa tri tiép theo 1 3 chu ky hoa tri
bo tro cisplatin va 5FU, trén 121 nguoi bénh tai 7 quéc gia: Viét nam,
Malaysia, Indonesia, Thai Lan, Philippines, Trung Qudc va Bangladesh két
qua 1a: 93% nguoi bénh hoan tt it nhat 4 chu ky diéu tri cisplatin hang tuan,
85% hoan tét it nhat 2 chu ky CF, kiém soat tai vung 3 ndm, khong di can xa,
song thém toan bd twong Gmg 1a 89%, 74% va 66%, doc tinh cap do III, IV
ctia, nén/ budn nén, giam bach cau déu 1a 4% [18]. O viét nam NC cua bang

Huy Qudc Thinh (2012) ap dung NPC - II cho két qua dap tmg hoan toan
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72%, séng thém toan bo 3 nam 80,6%, séng thém toan bd 5 ndm 64%. Tuy
nhién, ty 1¢ thit bai sau diéu tri do di cin xa con cao (23,1%) [88]. Nhu vay,
khi 4p dung huéng dan diéu tri cia NCCN & cac nudec ma UTVMH c6 ty 18
dich t& tan sudt cao nhu: Trung qudc, Hongkong, Singapo, Viét nam va chi
yéu 1a loai ung thu biéu mé khong biét hoa cho thiy phac d6 gy nhiéu doc
tinh nang, kha niang thuc hién theo dung phac do diéu tri con thap. Vi cac
phac @6 NPC I, NPC II kha ning thuc hién theo dang phac dd diéu tri tot hon
nhung ty 1¢ tai phat va di cin xa con kha cao nén viéc tiép tuc tién hanh thém
cac TNLS dé tim liéu héa tri thich hop van tiép tuc. NC co ban cho thiy hoa
tri trude 1am ting ti 1¢ dap ung gan 90% va giam ti 1¢ di can xa, do d6 FNCA
tiép tuc NC phac d6 NPC III véi viée sir dung ba chu ky hoa tri cisplatin va
5FU trudc, tiép d6 1a hoa xa tri dong thoi voi Cisplatin lidu 30 mg/m? da mbi
tuan trong 6 tuan xa tri cho két qua rat kha quan [20].

Tét ca 97 ngudi bénh trong NC cua ching t6i d3 dwoc ap dung phac do
NPC III theo FNCA véi li¢u trinh quy dinh nhu trén. Két qua thu dugc tir viéc
ap dung phac do trén cho 97 ngudi bénh trong NC ciia ching t6i nhu sau:

4.2.1. Ty 1¢ hoan thanh phac do diéu tri.

O GD hoa tri trude 100% nguoi bénh hoan thanh 3 chu ky hoéa tri CF.
O GD hoa xa tri déng thot ¢6 87,3% ngudi bénh hoan thanh it nhét 4 tun hoa
xa tri déng thoi, 73,2 % ngudi bénh hoan thanh 6 tuan hoa xa tri, 12% hoan
thanh 4 tuan hoéa xa tri, 2,1% hoan thanh 5 tuan hoa xa tri déng thoti, ¢6 10,3%
ngudi bénh hoan thanh tir 2 tudn hoa xa tri déng thoi tré xudng, 100% ngudi
bénh duoc xa tri du lieu 70 Gy vao u va hach di can. GD héa tri trudc c6 7
ngudi bénh (7,2%) phai chuyén phac d6 do doc tinh cdp d6 III, IV, PS =3
khong hdi phuc sau 2 tuan diéu tri hd trg. GD hoa xa tri déng thot ¢6 5 nguoi
bénh (5,2%) phai chuyén phac d6 do doc tinh cip d6 III, IV, PS =3 khong hoi

phuc sau 2 tuan diéu tri hd tro.
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So sanh véi cac nghién ctru khac chiing toi thay ty 1& hoan thanh phac db
ctia chung t6i t6t hon nghién ciru trude ctia Bui Vinh Quang (2012) ¢6 100%
xa tri da liéu 70 Gy vao u va hach, Truyén du 3 ngay cisplatin khi hoa xa tri
ddng thoi 71,4%, chi co 57,1% ngudi bénh diéu tri du 6 dot diéu tri hoa chat
[22]. Thap hon so v&i nghién ctru ciia Pang Huy Quédc Thinh (2012) ghi nhan
s6 nguoi bénh hoan tit diy du 6 chu ky cisplatin chiém 85,1%. Co6 8,3%
nguoi bénh nhan 05 chu ky cisplatin va 6,6% ngudi bénh nhan 4 chu ky
cisplatin. Nhu vay, khong c¢6 ngudi bénh nao nhan dudi 4 chu ky cisplatin
[88]. Su khéc biét nay 1a do tac gia Bui Vinh Quang st dung phac d6 theo
huéng dan cia NCCN 1a phac d6 dugc danh gid 1a phac d6 ning hoéa tri liéu cao
nén doc tinh nhiéu, ngudi bénh kho tuan thu diéu tri, con phac do ciia Pang Huy
Qudc Thinh 14 phac d6 NPC II ctia FNCA str dung phac do hoa xa tri dong thoi
v6i cisplatin hang tuan lidu thip nén ngudi bénh dé chap hanh hon. Phac d6 cua
chung toi sir dung ca hoa tri trude va hoa xa tri dong thoi liéu thip hang tudn nhu
vay liéu hoa chat nhe nhang hon phac d6 cia NCCN nhung ning hon phac do
NPC II cia FNCA vi vay thu duge két qua tudn thu diéu tri nhu trén. Két qua
nay cling tuong duong voi cac nghién ctru nudc ngoai nhu:

Chua DT & CS (2004). NC hoéa xa tri dong thoi voi cisplatin sau d6 1a
ho4 tri liéu bd tro voi ifosfamide, 5-fluorouracil, va leucovorin cho UTVMH
GD IV. Tét ca cac nguoi bénh déu duoc xa tri, 66% da hoan thanh tat ca cac
chu ky hoa tri. Ty 1& tuan thu cho hoéa tri liéu dong thdi va bo tro 1a 1an luot 1a
71% va 80% [70].

Al-Amro A & CS (2005, Saudi Arabia) danh gia hiéu qua va két qua cua
hoa tri bo tro trudc cisplatin va epirubicin ké tiép theo 14 héa tri cisplatin dong
thoi voi xa tri & nhitng nguoi bénh UTVMH tién trién. Co 82% hoan thanh

hai hodc nhiéu chu ky hoa xa tri dong thoi véi cisplatin [71].
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Kong L & CS (2010, Thuong Hai - Trung Qudc) st dung phac d6 hoa tri
bo tro trudce tiép theo 1a hoa xa tri déng thoi cho UTVMH tién trién. TAt ca
cac ngudi bénh déu di hoan thanh xa tri vé6i lidu theo quy dinh va 2 dot cua
hoa tri b tro trude, 86,4% hoan thanh 3 chu ky. Tong cong 84,7% va 66,1%
d3 hoan thanh 4 tudn va 5 tuan dung cisplatin trong suét qua trinh hoa xa tri
ddng thoi [77].

4.2.2. Gian doan diéu tri

Diéu tri phdi hop hoa xa tri trong UTVMH néi riéng va bénh ung thu noi
chung & mot qua trinh diéu tri kéo dai nhiéu thang c6 rat nhidu cac yéu t6 chu
quan, khach quan lam anh huéng dén sy lién tuc diéu tri ciia nguoi bénh nén
su gian doan 14 tit yéu xay ra, anh huéng mot phan toi két qua diéu tri tuy vao
khoang thoi gian gian doan dai hay ngén. Trong nghién ctru cua chung toi.
Trong giai doan hoa tri trudc ¢ 3 ngudi bénh bi gian doan diéu tri (3,3%). Hai
ngudi bénh gian doan 2 tuan do doc tinh sau d6 hoi phuc (2,1%), mot nguoi
bénh gian doan 5 tuan do dén mudn (1,0%) vi vay trung binh gian doan diéu trj
cta giai doan nay 1a 3 tuan. O GP hoa xa tri dong thoi c6 40% ngudi bénh cd
gian doan diéu tri. Do bién ching cdp 1a 21,2%, do nguyén nhan khac 1a
18,8%. Thoi gian gian doan trung binh 1a 1,1 + 1,8 tuan. Nhu vay ty 1é gian
doan diéu tri ctia ngudi bénh trong nghién ctru cua ching t6i kha cao, nhung
do nguyén nhan khach quan di chiém 17,4%, chi c6 19,6% do doc tinh cap.
Thoi gian trung binh gian doan ciling ngan nén anh huéng khong nhiéu dén qua
trinh, két qua diéu trj.

4.2.3. Sw dap g ciia chi s6 toan trang

Truée diéu tri, ¢6 63,5% nguoi bénh cé chi sb toan trang PSO; 35,3%
nguoi bénh PS1 va 1,2% nguot bénh PS2. Sau diéu tri 3 thang, c6 90,6%
ngudi bénh PSO va 9,4% nguoi bénh PS1. C6 sy khac biét co ¥ nghia thong

ké gifra chi s0 toan trang cia ngudi bénh & cac thoi diém nghién clru (p <
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0,05). Chi sd toan trang phan sy anh hudng cta cac triéu chimg ciing nhu cac
doc tinh cia phac dd diéu tri tac dong dén su chiu dung cua nguoi bénh trong
qua trinh diéu trj né cho thiy tic dong cta phuong phap diéu tri 1én chat
luong cudc sdng clia nguoi bénh. Trong NC nay chiing toi thdy c6 su thay d6i
vé chi sb toan trang trong mdi GP ctia qua trinh diéu tri. Sau khi hoa tri trudce
chi s6 toan trang thay d6i khong nhiéu. Nhung sau khi két thic hoa xa tri
ddng thoi thay rang ty 16 PS 0 giam PS 1 ting chung t6 rang su phdi hop hoa
xa tri dong thoi da phan nao l1am ting ganh ning 1én chét luong cude sdng cia
nguoi bénh trong qua trinh diéu tri nhung khong tram trong, ngudi bénh van &
murc do toan trang t6t va hoan thanh dugc phac dd diéu tri. Theo cac NC kinh
dién thi tac dung cua tia xa van con kéo dai sau khi két thac diéu tri tir 4 dén
12 tudn. Vi vay chiing t6i danh gia chi s toan trang sau 3 thang két thic diéu
tri, thay co su khac biét c6 y nghia théng ké (p < 0,05) giira chi s6 toan trang
cua nguoi bénhd cac thoi diém NC. Truéc diéu tri, co 63,5% nguoi bénh co
chi sb toan trang PS 0; 35,3% PS 1 va 1,2% nguodi bénh PS 2. Sau két thic
diéu tri 3 thang, c6 90,6% ngudi bénh PS 0 va 9,4% ngudi bénh PS 1.

Trong NC cua Bui Vinh Quang (2012) 4p dung theo huéng dan cia
NCCN cho thay ngay sau khi két thuc diéu tri chi sb toan trang tinh theo
Karnofsky < 80 twong tmg véi PS 2 ¢o ty 18 50% [22]. Piéu nay chimg to doc
tinh cua phac dd ma chung t6i 4p dung nhe hon nhiéu so véi doc tinh cua
phac db theo hudng dan cia NCCN.

4.2.4. Dap ung co nang

Viéc giam cac triéu chung co nang la su thé hién mot phﬁn cua su dap
mg diéu trj cling nhu kha ning dung nap phac dd ctia ngudi bénh. Tai thoi
diém sau hoéa trj trude, da sd nguodi bénh dap timg co niang mot phan (90,7%),
chi ¢6 9,3% nguoi bénh dap tmg co ning hoan toan. Sau hoa xa tri dong thoi,

ty 1& dap mg co nang hoan toan ting 1én 95,3% va d4p ung co nang mot phan
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con 4,7%. Su khéac biét c6 y nghia théng ké giita mirc do dap ung co ning tai
thoi diém sau hoa tri trudce véi thoi diém sau hoa xa tri ddng thoi (p < 0,05).
4.2.5. Pap ung thuc thé

Pé danh gia dap Gng thuc thé, tit ca nhiing ngudi bénh trong NC cia
chung toi déu duoc danh gia béng viéc kham 1am sang, ndi soi vom miii hong,
chup CTscaner c6 thudc can quang hodc MRI sau mdi GP diéu tri gdbm: Sau
khi két thuc diéu tri hoa tri trude, sau khi két thic hoa xa tri dong thoi va sau
khi hoan thanh diéu trj 3 thang. Két qua cho thiy, sau hoa tri trudc dap ung
hoan toan tai hach (9,3%), dap ung mot phﬁn tai hach (88,7%), khong dap
tmg (1,0%), tién trién (1,0%). Pap tng hoan toan tai u (14,4%), dap Gmg mot
phan tai u (85,6%). Sau hoa xa tri dong thoi dap ung hoan toan tai hach
(78,4%), dap tng mot phan tai hach (9,3%), dap tng hoan toan tai u (86,6%),
dap (mg mot phan tai u (1,0%). C6 12 ngudi bénh (12,4%) budc phai ding
han phac dd do ddc tinh cép dé III, IV, khong hoi phuc sau diéu tri hd tro 2
tuan, s& chuyén sang xa tri don thuan. C6 su khéc biét co ¥ nghia théng ké (p
< 0,05) gitra mtrc d dap tng thuc thé tai thoi diém sau hoa tri trude véi thoi
diém sau hoa xa tri déng thoi. Tai thoi diém sau héa tri trude, da sb nguoi
bénh dap tGng thuc thé mot phan. Pén thdi diém sau hoa xa tri, da sé nguoi
bénh dap tng thuc thé hoan toan. Ty 1é dap Gng chung sau diéu tri 3 thang: da
sd cac ngudi bénh dap tmg hoan toan (84,6%); chi c¢6 3,1% nguoi bénh dap
g mot phan. Sau két thuc diéu tri 3 thang dap tmg hoan toan tai u co ty 1é
cao nhat 1a & giai doan T2, T3, (100%), T4 dap ung hoan toan chi c6 81,8%.
Nguoi bénh cd hach N3 c¢6 ty I¢ dap ung hoan toan (98,3%) cao hon nguoi
bénh c6 hach N2 (92,6%).

So sanh véi mot s6 NC trudce cua tac gia & trong nude: Pang Huy Qudc
Thinh (2012) Ap dung phac d6 NPCII ciia FNCA c6 ty 1é dap tng hoan toan

cua u nguyén phat & nhom hoa xa tri d@)ng thoi cao hon nhém xa tri don thuan
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(85,1% so vo1 74,6%). Sy khac biét co v nghia (p = 0,04), ty I¢ dap tng hoan
toan ctia hach gan twong dwong nhau giita 02 nhoém hoa xa tri dong thoi va xa
trj don thuan (75,2% so véi 77,2%). Su khac biét khong cd ¥ nghia (p = 0,7),
Ty 1é dap (mg hoan toan chung sau diéu tri 1a ty 16 dap ung gdp chung cia
budu nguyén phat va hach, & nhém hoéa xa tri déng thoi 1a 75,2%, trong khi
d6 & nhom xa tri don thuan, chi c6 54,4%. Nhu vay, ty 1& dap ing hoan toan
sau diéu tri & nhom hoa xa tri déng thoi cao hon nhém xa tri don thuan. Su
khac bi¢t nay c¢6 y nghia (p = 0,0008) [88].

Tac gia Bui Vinh Quang (2012) ap dung phac d6 theo huéng din cua
NCCN cho két qua ty 1& dap tng hoan toan tai u 1a 91,1%, dap (mg mdt phan
tai u 1a 8,9%. Pap tmg hoan toan tai hach 1a 92,8%, dap tmg mot phan tai
hach 1a 7,2%. Péap tng hoan toan sau diéu tri 1 89,3%, dap tng mot phan la
10,7% [22].

Ng6 Thanh Tung, Tran Hung & CS (2014) ap dung thir nghiém 1an sang
NPCIII theo hudng dan cua FNCA cho guoi bénh UTVMH Gb I-IVb tai
bénh vién K trung wong cho két qua, két thic hoa chat bo tro trude co 79,8%
dap ung mot phan, 14,6 % dap g hoan toan, sau diéu tri két thiuc dap ung
hoan toan 91,0%, mot phan 5,6% [90].

Bui Cong Toan & CS (2016) ap dung thir nghiém lan sang NPCIII theo
huéng dan ciia FNCA cho ngudi bénh UTVMH GP III-IVD tai bénh vién da
khoa tinh Phu Tho cho két qua. Két thuc hoa chat bd tro trude c6 83,0% dap
g mot phan, 11,9% dap tmg hoan toan. Sau diéu tri két thiic dap tng hoan
toan 94,9 %, mot phan 3,4%. Tién trién 1,7% [91].

Tran Hung (2010) thuc hién theo NCCN cho két qua dap umg hoan toan
93,8% [87]. Pang Huy Qudc Thinh & CS NC hoa tri tan hd tro + xa tri
UTVMH thuc hién tai Bénh vién Ung buéu TpHCM vao nam 2006. Trong
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NC hdi ctru nay, ty 18 dap tng hoan toan cta budu nguyén phat & nhom hoa
tri tan h tro + xa trj rt cao, 1én dén 97,8% [88].

Céac NC xa hon, Ngé Thanh Tung NC 376 ngudi bénh diéu tri xa tri don
thuan tai bénh vién K trung wong tir 1993 - 1995 ¢6 48,2% déap mg hoan toan,
42% dap g mot phan, khong dap tng 1 9,8%[100]. Bui Vinh Quang (2001-
2004) NC 105 nguoi bénh diéu tri xa tri béng may gia tdc tai bénh vién K
trung wong cho két qua 78% dap tmg hoan toan, 18% dap ung mot phan, 4%
khong déap ang [118].

Mot s6 NC cua céc tac gia nudc ngoai: Chua & CS (1998) so sanh hoa
xa tri déng thot cua 47 nguoi bénh véi xa tri don thuan cho 94 nguoi bénh
UTVMH cung GD 111, IV tai Hongkong tir 1997 - 2000 cho két qua ty 1¢ dap
g cua hoa xa tri dong thoi 1a 96%, xa tri don thuan 1a 79% (p = 0.013)[12].
Lin JC & CS (2003) NC tai DPai loan (1993 - 1999) trén 287 nguodi bénh
UTVMH GP IILIV, chia 1am hai nhém, mot nhom xa tri don thudn, mot
nhom hoa xa tri déng thoi phac do 20mg cisplatin/m? da/ngay, SFU 400mg/m?
da trong 4 ngdy vao tudn 1 va tuan 5 cua chu trinh xa tri. Két qua ty 1¢ dap
g hoan toan ctia nhém hoéa xa tri dong thoi 13 95% [64].

Nim 2005 Wee J & CS thyc hién NC tai Singopore so sanh két qua
diéu tri phdi hop hoa xa tri va xa tri don thun cho ngudi bénh UTVMH GD
I, IV. Két qua & nhom hoa xa tri dap iing hoan toan tai u la 86%, tai hach la
91%, ty 18 dap ting hoan toan sau diéu tri 1a 83% [119].

Al Amro A & CS nam 2005 NC 110 nguoi bénh UTVMH GD lan tran
tai chd cua Saudi Arabia bing phac dd hoa tri bo tro trude gém cisplatin va
epirubicine sau d6 héa xa tri dong thoi ty 1& dap ung hoan toan sau diéu tri 1a
79% [120].

Nam 2004, FNCA tién hanh NC danh gia phac d6 NPC II — hoa xa tri

dong thoi véi cisplatin lidu 30 mg/m> da mdi tuan trong 6 tuan xa tri. Két qua
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budc dau cho dap tng toan bd 86%. Tir nim 2005 dén 2009 nhom NC cia
Tatsuya O, Ngé Thanh Tung & CS thuc hién NC ap dung NPC I - hoa xa tri
ddng thoi véi cisplatin lidu 30 mg/m? da/ tuan trong 6 tuan xa tri tiép theo 13 3
chu ky hoa tri bd trg cisplatin va 5FU, trén 121 nguoi bénh tai 7 qudc gia:
Viét nam, Malaysia, Indonesia, Thai Lan, Philippines, Trung Quéc va
Bangladesh két qua 1a: kiém soat tai ving 3 nam, khong di cin xa, song thém
toan b tuong ung 1a 89%, 74% va 66% [18].

Mostafa E & CS (2006). Ho4 tri cam tng véi paclitaxel va cisplatin, tiép
theo la cisplatin va xa tri déng thoi diéu tri UTVMH tién trién tai chd tai
vung. Két qua 80% nguoi bénh dap tng sau khi hoa tri cam tng va (89%) sau
hoéa xa tri dong thoi [72].

Xie FY & CS (2009 - Trung Qudc). So sanh phac d6 héa tri trudc bang
docetsxel va cisplatin (TP) sau d6 hoa xa tri déng tho1 TP véi phac dd hoa tri
truéc bang docetsxel va cisplatin sau d6 hoa xa tri ddng thoi bang cisplatin
(DDP). Két qua: sau khi diéu tri bang hoa xa tri dong thoi, ti 1¢ dap ung hoan
toan tai vom hong va cac hach bach huyét khu vuc 1a 93,3% va 92,9% o
nhom TP, va 96,3% va 91,3% & nhém DDP (p > 0,05) [75].

Komatsu M , Tsukuda M & CS (2012). So sanh phac dd hoa xa tri
ddng thoi v6i phac dd hoa tri trude theo sau 1a xa tri don thuan & ngudi
bénh UTVMH. Két qua: ty 1é dap Gmg chung sau khi hoa xa tri déng thoi 1a
96% [82].

Nhu vy qua so sanh voi cac NC trong va ngoai nude chiing toi thiy ty
1¢ dap ng hoan toan sau diéu tri cua ching t6i cao hon tit ca cac NC trudc
cach day khoang 10 nim, twong dong véi cac nghién ctru gan day. Diéu nay
c6 thé duoc 1y giai bo1 mot s6 luan diém sau:

Tht nhét trong NC cua chtng t6i da lya chon mot nhom 97 ngudi bénh

UTVMH c6 md bénh hoc thuin nhét 1a typ khong biét hoa. Typ nay theo y
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van va tit ca cac NC trén thé gi6i déu khang dinh 1a dap tng tét voi tia xa va
hoéa chit. O cac NC khac mo bénh hoc 1a khong thudn nhét bao gom tat ca cac
typ mé bénh hoc.

Thir hai 12 NC ctia chung t6i chi chip nhan nguoi bénh hoan thanh day
da phac dd6 NC dé ra khong bo diéu tri vi 1y do khong phai lién quan dén
chuyén mén vi du nhu doc tinh cap, cac NC khac khong nhu vay ngudi bénh
c6 thé chi hoan thanh mét phan phac d6 rdi bo diéu tri vi bat ky mot Iy do chi
quan, khach quan nao trong qua trinh diéu tri.

Thir ba 1a nhiing tién bo vé khoa hoc k¥ thuat sir dung trong chan doan
va diéu tri, hd trg diéu tri UTVMH tai thoi diém hién tai da phat trién va phd
cap rat nhiéu so véi thoi diém ma cac NC trude da thue hién cd thé léy mot s6
vi du dé minh hoa so sanh nhu: May xa tri gia toc da tré 1én rat phd bién, k§
thuat xa tr1 3D-CRT, IMRT hién dai, chinh xac dugc ap dung rong rai thuong
quy trong diéu tri UTVMH, trude day chu yéu st dung may xa tri Coban-60
va k¥ thuat chii yéu 1a k¥ thuat 2D nén it nhiéu anh huong dén két qua diéu tri
do ddc tinh cép cla xa tri nang né hon anh huong dén toan trang nguo1 bénh,
su tuan tha diéu tri déy du cua nguoi bénh. V& mit hoa tri, cac hang duoc
cling khong ngimg cai tién cong nghé cung cdp cac san phan chat luong hon
han ché bét cac doc tinh khong mong mudn. Céc thube hd tro diéu tri ung thu
n6i chung ciing phat trién manh mé hon, gbp phan gitip ngiroi bénh giam bét
dugc ganh ndng doc tinh cua thube tir 4 ma hoan thanh tt phac do diéu tri...

Thi tu ¢ thé néi day 1a sy thé hién cac hiéu qua cia phac d6 ma chung

toi lya chon cho nhém ngudi bénh nay.
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Bing 4.2. Két qua dap wng sau diu tri ciia mét so6 nghién ctu

Dap ung
GD . S6 | hoan
Té Tén phac do
en NC bénh en phac do NB | toan sau
diéu tri
Cisplatin-XT
Al-SarrafRTOG 8117 1990 | M-IV | (Cisplatin 100mg/m2 | 27 89%
mdi 3 tuan)
VGH (Pai Loan) Cisplatin /5-FU —
141 1009
12/93 — 4/99 L1V XT o
Chua & CS (1998) HK II-1v HXT 47 96%
CUKH cua Chan & CS Cisplatin mdi tuan-
IIL, IV 174 | 87,8%
4/94 —11/99 : XT o7
Lin & CS (2003) bai loan II-1v HXT 141 95%
SQNOI (Singapore) Cisplatin -XT-
IIL, IV 111 | 78,3%
9/97 — 5/03 ’ >Cisplatin /5FU °
Wee & CS (2005) Singapore | III-IV HXT 111 83%
, I, IV | Cisplatin /tuan-XT -
Tha én 7/02 - 9/05 158 | 84,59
am Quyen 7 >Cisplatin /5SFU 70
. Cisplatin -XT
bang H oc Thinh
06 ‘go?;)oc H IL-IVb (Cisplatin 121 752
30mg/m2/tuin)
HXT theo NCCN
Bui vinh Quang (2007-2009) | TI-IV ° 56 | 89,3%
guiline
FNCA nam 2004 III-IVDb NPC II 86%
Tatsuya O, Ngbé Thanh Tung
III-IVDb NPC 1 121 89%
& CS (2009) °
Ngd Thanh Tung,Tran Hing, | |\ |\ NPC 1II 89 | 91,0%
& CS[90] (2014)
Bui Cong Toan & CS[91] I11-
NPC III 59 | 94,9 %
(2016) Vb ’
‘ 11-
NC nay NPC I 97 | 84,6%

IVb
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4.3. THEO DOI SAU PIEU TRI
4.3.1. Thoi gian song thém

Song thém toan b, song thém khéng bénh

Trong s6 97 ngudi bénh tham gia NC ¢6 85 nguoi bénh hoan thanh diéu tri
day du 3 ck hoa tri trude, va it nhat 4 tudn hoa xa tri, xa tri ¢ lidu 70 Gy vao u va
hach. Muoi hai ngudi bénh con lai budc phai dimg han phac d6 d6i sang phac do
xa tri don thudn do doc tinh cip d6 3, 4 hodc PS 3 khong hdi phuc sau 2 tuan diéu
trj ho tro. Tai thoi diém két thuc nghién ctru, ¢6 80 ngudi bénh con séng chiém
82,5% va 17 nguoi bénh da chét chiém 17,5%. Ty 1é séng thém toan bo 3 ndm dat
84,6%. Ty 1€ séng thém toan bg 5 nam dat 76,3%. Ty I¢ séng thém khong bénh 3
nam dat 82,4%. Ty 1¢ sdng thém khong bénh 5 nam dat 68,5%

Nhin lai so luge lich stt cac NC vé diéu tri UTVMH trong va ngoai nuoc
chiing toi thay.Tai Viét Nam, NC ctia Nguyén Hitu Thoi (1995) thi qua cac GD
1955-1961 theo ddi trén 232 ngudi bénh ty 16 song thém 3 nam 14 28,4% va 5
nam 13 15,5%. Tir 1961-1980 trén 3440 nguoi bénh ty 1& song thém 5 nam 1a
33%, 8-9 nam 1a 20%. Tir ndm 1983-1986, ty 1¢ sdng thém 3 nam 1a 42,6%[98].

Ng6 Thanh Tung (2001) NC trén 367 nguodi bénh tir nam 1993-1995, ty 1€
song thém 3 nam 1 49,9%, 5 nam 1a 33%. Thoi gian song thém trung binh 14 40,5
thang, thoi gian sdng thém khong bénh 3 nam 14 39,23%, 5 nam 14 28,6 %[100].

Lé Chinh Pai (2007) NC phac db cisplatin liéu thap 30mg/m? da/tuan phdi
hop tia xa dong thoi tai bénh vién K trung wong cho ty 1¢ song thém 3nim toan
bd 1a 51,82% [106].

Bui Vinh Quang (2012) NC phéc d6 héa xa tri dong thoi theo hudéng dan
cia NCCN véi ky thuat xa tri gia toc 3D - CRT cho két qua ty 1 séng thém
3 ndm, 4 nam toan bo 13 luot 12 85,1% va 72,2%. Thoi gian sdng thén trung
binh 14 46,6 thang. Ty 1& sdng thém 3 niam, 4 nim khong bénh tuong tng 1a
81,3% va 65,2% [22].

Dang Huy Quéc Thinh (2012) NC so sanh phac d6 hoa xa tri déng thoi
NPC 1I theo huéng dan cua FNCA voi Xa tri don thudn cho két qua:Song
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thém toan bd 03 nam & nhém hoa xa tri déng thoi cao hon nhom xa tri don
thuan: 80,6% so vai 72,9%. Su khac biét nay 1 ¢6 ¥ nghia (p = 0,0097). Song
thém toan bd 05 nam & nhém hoa xa tri déng thoi cao hon nhom xa tri don
thuan: 64% so v6i 47,1%. Su khac biét nay 1a c¢6 ¥ nghia (p = 0,0032) [88].

Ngbé Thanh Tung, Tran Hung & CS (2014) ap dung thir nghiém 1am sang
NPCIII theo hudng dan ctia FNCA cho nguoi bénh UTVMH GbD 1II-1Vb tai
bénh vién K trung wong véi thoi gian theo doi chi dugc hon 20 thang véi 77
ngudi bénh con sdng cho két qua. Ty 1¢ sdng thém toan bo 12 thang 1a 91,0%.
Ty 1¢ sdng thém toan b 20 thang 1a 80,1%. Song thém khong bénh 12 thang
14 91,0%, séng thém khong bénh 20 thang 1a 77,1% [90].

Trén thé gidi, Lin & CS. NC trén 284 ngudi bénh UTVMH GP 111, TV tix
nam 1993-1999 tai Dai Loan, chia lam hai nhdém, mdt nhom xa trj don thuén,
mot nhom héa xa tri dong thoi phac do 20mg cisplatin/m?da/ngay, SFU
400mg/m2da trong 4 ngay vao tuan 1 va tudn 5 cta chu trinh xa tri. Két qua ty
1¢ séng thém 5 nam toan bo & nhém phdi hop 13 72,3%, ¢ nhom tia xa don
thuan 1a 54,2% (p = 0,0022). Ty 1¢é séng thém khong bénh 5 nim twong tmg 1a
71,3% va 53% [64].

Chan & CS (2002) thyc hién tai Hongkong so sanh két qua diéu trj tia xa
don thuan véi hoa xa tri déng thoi trén nhirng ngudi bénh c¢6 hach N2,3
hoidc N1 c¢6 duong kinh > 4cm bang cisplatin 40mg/m?da/ tuan x 8 tuan tia
xa lién tiép cho két qua ty 1¢ sdng thém khong bénh 2 nam 1a 76% & nhom
phdi hop, 69% & nhom tia xa don thuan. Tong két vao nim 2005 thay thoi
gian séng thém toan bd 5 nam 1a 79,3% & nhom phdi hop, 58,6% & nhom
xa tri don thuan.

Lee & CS (thir nghiém 9901) tai Hongkong nim 2004-2005NC diéu tri
phéi hop hoéa xa tri va tia xa don thuan trén nguoi bénh UTVMH GbD 111, IV
cho 348 nguoi bénh UTVMH T1-4, N2-3,M0. Nguoi bénh NC dugc chia [am
hai nhém, ca 2 nhém cing duge xa tri tong lidu 70Gy. Nhom diéu tri phdi hop
duoc truyén hoa chat cisplatin 25mg/m3da ngay 1- 4 hang tuan trong tuan 1
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dén 7 trong chu trinh xa tri sau do diéu tri bd trg cisplatin 20mg/m?da va 5FU
100mg/m?da tir ngay 1- 4, chu ky 4 tuan x 3 chu ky. Két qua cho thay ty 1&
séng thém 3 nam khong bénh tuwong tmg 1a 72% va 62% (p = 0,027). Khong
khac biét vé ty 18 song thém toan bo [121].

Wee & CS (2005) NC tai Singapore so sanh pha III diéu tri phdi hop hoa
xa tr1 va tia xa dong thuan trén nguoi bénh UTVMH GD 111, IV nhu phéc dd
& trén (thir nghiém 9901). Téng s ¢6 221 ngudi bénh duge NC. Két qua, ty 18
song thém 2 nam, 3 ndm toan bd & nhoém xa tri don thuan va nhom phdi hop
tuong ung 1a 78%, 85%va 65%, 80%, ty 1& séng thém 2 nim, 3 nim khong
bénh & 2 nhom tuong Umg 1a 57% va 72%,53,7% va 72%. Ho dua ra két luan
rang két qua NC nay co thé dua ra ap dung vao cac ving dich t& mac
UTVMH [119].

NC cta nhom US intergroup 0099 1a TNLS dau tién cho thay phac do
diéu tri hoa xa tri dong thoi giup kéo dai thoi gian sdng thém cho Ngudi bénh
UTVMH cu thé 14 ting thém 25% ty 1¢ song thém 2 nim toan bd so véi nhom
xa tri don thuan. Sau dé phac dd da dugce sir dung nhu mot huéng dan diéu tri
cia NCCN. Ké tir d6, mot s6 thar nghiém ngdu nhién tai Singapore, Hong
Koéng, Pai Loan va Nam Trung Qudc di diéu tra y nghia cua hoa xa tri dong
thoi, c6 hodc khong ¢ héa tri bo tro cho thiy cai thién dang ké séng thém
toan b voi mot ty 1€ ddc tinh gop 1a 48%, twong Umg voi loi ich séng thém
sau 5 nam ting thém 20%. Hau hét cac NC ciia Au, My ap dung héa xa tri dong
thoi theo da hoa chat, liéu cao, xen k& mdi 3 tuan. Tuy nhién, thach thuc 16n
ctia cac NC nay 1a ty 1& doc tinh cép gia ting, s6 nguoi bénh hoan tat duge toan
b6 liéu trinh diéu tri twong dbi thap [122].

FNCA di lan luot tién hanh cac TNLS phdi hop héa xa tri cho UTVMH
GD III-1V vdi Cisplatin liéu thip hang tudn c6 hodc khéng c6 héa trj bd tro.
Nam 2004, FNCA tién hanh NC danh gia phac d6 NPC II — hoa xa tri dong
thoi véi cisplatin liéu 30 mg/m® da mdi tuan trong 6 tuan xa tri. Két qua budc

dau cho thiyséng thém toan bd 3 nim 80,6%, song thém toan bd 5 nam 64%.
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T nam 2005 dén 2009 nhom NC: cuaTatsuya O, Pang Huy Qudc Thinh,
Ngo6 Thanh Tung & CS thuc hién NC ap dung NPC I - hoa xa tri déng thoi
vé6i cisplatin lidu 30 mg/m? da/ tudn trong 6 tuln xa tri tiép theo 1a 3 chu ky
hoéa tri bo tro cisplatin va 5FU, trén 121 ngudi bénh tai 7 qudc gia: Viét nam,
Malaysia, Indonesia, Thai Lan, Philippines, Trung Qudc va Bangladesh két
qué 1a: kiém soat tai ving 3 nam, khong di cin xa, séng thém toan bd twong tng
1a 89%, 74% va 66% [18].

Chen & CS (2008) NC tai Quang Chau Trung Qudc da so sanh két qua xa
trj don thuan vé&i héa tri bd tro sau diéu tri hoa xa tri déng tho1 UTVMH. Téng
s6 ¢6 316 nguo1 bénh dugc NC chia 1a hai nhém: xa tri don thuan va nhom héa
xa tri phéi hop. Ca hai nhém déu duoc xa tri 70Gy trong 7 tuan. Nhom hoa xa
tri phdi hop s& dugc truyén cisplatine 40mg/m2da/ tudn vao ngdy dau tuan trong
xubt qua trinh xa tr1, sau d6 nguoi1 bénh dugc diéu tri 3 chu ky hoa chét bd tro
béng cisplastin 80mg/m2da va SFU 800mg/m’da truyén tir ngay 1-5 chu ky mdi
4 tuan. Két qua ty 1& song thém 2 nim toan bo, sdng thém khong bénh, séng
thém khong di can ¢ hai nhom hoa xa tri phdi hop va xa tri don thuan twong Gng
la 89,8% va 79,7% (p=0,003), 84,6% va 72,5% (p=0,001), 86,5% va 78,7%
(p=0,007). Céc tac gia nay dd két luan phac d6 hoa xa tri phdi hop 1am ting thoi
gian séng thém cho ngudi bénh UTVMH GP lan tran [15].

Ponzanelli A & CS (2008). Hoa tr1 trude sau do xa tri xen k& hoéa tri trong
UTVMH khong biét hoa tién trién tai chd tai ving. Ty 1 song thém khong bénh
tién trién 4 ndm va ty 1& song thém chung 14 71% va 81% [74].

Lee CC, Chu ST, Chou P (2009). Diéu tri bang hoa tri liéu dong thoi véi
hoéa tri bd xung cho UTVMH c¢6 nguy co cao. Ty 1& song thém khong di cin 3
nam, & nhém c6 va khong c6 hoa chét bo tro, 1an lugt 1 100% va 69.6% (P =
0.02). Ti 1& sdng thém khéng tai phat 3 ndm, c6 va khong c6 héa chét bo tro,
12 93,3% va 70,2%. Tuy nhién (P = 0,09) va ¢& mau nho [76].

Bae WK, Hwang JE, Shim HJ, Cho SH, Lee JK, Lim SC, Chung WK,
Chung IJ (2010, Han Qudc) nghién ctru xac dinh tinh kha thi va tinh an toan
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cta hoa tri bd tro trude két hop ba thubc docetaxel, cisplatin, va 5-fluorouracil
(5-FU) tiép theo sau la hoa xa tri dong thdi cho ung thu vom hong tién trién
tai chd. Két qua ty 18 sdng thém khong tién trién 3 niam 1a 75,6% va ty 1¢ sdng
thém toan bd 3 nam la 86,1% [78].

Komatsu M & CS (2012), so sanh phac d6 hoa xa tri dong thdi véi phéc
dd hoa tri trudc theo sau 1a xa trj don thuan ¢ nguoi bénh UTVMH. Két qua y
1¢ séng thém 3 ndm va 5 nim & nhom hoa xa tri dong thoi 1a 75,6% va
60,1%. O nhirng nguoi bénh dung hoa tri trudc sau do xa tri don thuan, ty 1€
Séng thém 3 nam va 5 nam 1a 84,1% va 67,3% [82].

Zhong YH & CS (2013, Vii Han - Trung Qudc) danh gia tinh kha thi va
hiéu qua cua phac db héa tri bd tro trude bang docetaxel va cisplatin tiép theo
sau do 13 xa tri diéu bién liéu cing véi cisplatin dong thoi ¢ nhitng ngudi bénh
UTVMHGD 111 dén IVB. Két qua ty 1¢ séng thém toan bo va ty 1é song thém
khong c6 tién trién 3 nam 1an luot 12 94,1 va 72,7% [84].

Kong L & CS (2013, Thuong hai Trung Qudc) di nghién ctru hiéu qua
ctia hoa tri bd trg trudc bing taxan, cisplatin, va 5-fluorouracil (5-FU) tiép
theo 1a héa xa tri dong thoi, trong 2 thir nghiém 1am sang pha 2 cho UTVMH
GP III va IVA / IVB. Ty 1¢ séng thém chung 3 niam 1a 94,8% va 90,2% dbi
v6i nhom GP III va nhém GD IVA / IVB. Ty 1é séng thém khong tién trién 3
nam, ty 18 sdng thém khong di can & xa, va ti 1é séng thém khong tién trién tai
chd & nhém GD IVA / IVB 1a 78,2%, 90,5%, va 93,9% ddi voi ngudi bénh
GD 11 1a 85,1%, 88% va 100% tuong ung [83].

Qua tim hiéu so luge cac NC, TNLS & ca trong va ngoai nudc thoi gian da
qua chung ta thay rang két qua ctia cac NC, TNLS déu cho thdy phac d6 hoa xa
tri phdi hop dong thoi giup kéo dai thoi gian séng thém cho ngudi bénh
UTVMH GD lan tran, tién trién tai chd tai ving (GP III, IV).

NC cuia chung t6i cho két qua vé thoi gian sdng thém toan bo va thoi gian
song thém khong bénh kha twong dong véi cac NC va TNLS thoi gian gan day

nhung cao hon rat nhiéu so vdi hau hét cac NC trong va ngoai nudc thoi gian
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cach xa ddy. Diéu ndy da chung to sy uu viét cia phac d6 nay d6i véi UTVMH
GD 111, IVb (N2,3M0) c6 typ mo bénh hoc 1a typ III tai Viét Nam.
Bang 4.3. So sanh vé thoi gian séng thém véi mét sé NC khac vé
phdi hop héa xa tri UTVMH

- 54 Song thém
e Phic db ® 1 toanbp
NC NB v —
Nam | Tyl¢
Rischin IL Vb Cisl.)la‘tin-Sl'jU- Epix 3 SK ->£{(’)a- 35 4 90%
2002 xa triCisplatin 100mg moi 5 tuén x 2

Chan III- Carbo-paclitaxel x 2 CK ->Ho6a-xa

\ A 31 2 92%
(2004) | IVb tr1 Cisplatin 40mg/tuan x 6-8 tuan °

Al- Cisplatin-Epi x 2CK ->Hoéa-xa tri
Amro | II-IVb | Cisplatin 100mg/m2/mdi 03 tuanx 3 | 110 | 3 71%
(2005) CK
Cisplatin-5FU x 3 CK -> Hoa-xa
Lee IVa- . : x. A
triCisplatin 100mg/m2/moi 03 tuan | 49 3 71 %
2005 IVb
x 2-3 CK
Cisplatin-Gemcitabin x 3 CK ->
Yau IVa- , . . x.
(2006) | Vb Hoa-xa tri Cisplatin 100mg/m2/moi | 37 3 76%
03 tuan x 2-3 CK
CF 3ck-> hoa xa tr1 voi Cisplatin 3 82,4%
NCnay | [ILIVb P 97
el e 30mg/m2da/tudn 6 tudn xa tri 5 168,5%

4.4.2. Mot s6 yéu to anh huomg dén thoi gian song thém
4.4.2.1. Nhém tuéi

Khi NC mét sé yéu té anh huong dén thoi giam sdng thém ching toi
thiy.C6 méi lién quan co ¥ nghia théng ké (p < 0,05) giita ty 1& séng thém
toan bd 3 nim va nhom tudi. Ty 1¢ séng thém toan bd & nhom ngudi bénh
dudi 40 tudi ludn cao hon nhom ngudi bénh tir 40 tudi tré 1én. P6i v6i séng

thém 5 niam toan bd chung toi ciing thiy c6 mbi lién quan c6 ¥ nghia thong ké
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(p < 0,05) gitra ty 1& song thém toan bd 5 nim va nhém tudi. Ty 1& séng thém
toan by & nhom ngudi bénh dudi 40 tudi ludn cao hon nhom nguoi bénh tir 40
tudi tro 1én.
Chi s6 toan trang

Dbi voi chi sd toan trang chung toi cling thiy c6 mbi lién quan c6
nghia thong ké (p < 0,05) giira ty 1¢ séng thém toan bd 3 ndm va chi sd toan
trang trudc diéu tri, PSO ludn cao hon PS1, PS2
Sut cin

C6 mdi lién quan co ¥ nghia thong ké (p < 0,05) giita ty 1& song thém
toan bo 3 nam va mic do sut cin, mic d sut can cang tang thi ty 1¢ song
thém cang giam.

Chua tim thdy méi lién quan c6 ¥ nghia thong ké (p > 0,05) giira ty 1
séng thém toan bd 5 nam va muirc do sut can.
Giai doan bénh

Trong NC cua chung t6i chua tim thay méi lién quan c¢6 y nghia thong ké
(p > 0,05) giira song thém toan bd 3 ndm, 5 nam véi GD bénh.
Mirc @ hoan thanh phdc do

Chung toi thay rang nhitng ngudi bénh hoan thanh it nhat 4 tuan hoa xa

trj dong thoi co thoi gian song thém toan bd tt hon nhig nguoi bénh phai
chuyén sang xa trj don thuan do ddc tinh cap @6 III, IV khong hdi phuc sau
diéu tri hd tro 2 tudn. Su khac biét c6 ¥ nghia théng ké (p < 0,05). Cu thé
hon ching to61 théy, nguoi bénh hoan thanh it nhat 4 tuan hoa xa tri déng
thoi c6 thoi gian séng thém toan bo tét hon nhirng ngudi bénh phai chuyén
sang xa tri don thuin sau 3 chu ky hoéa trj trudc. Su khac biét ¢ ¥ nghia
théng ké (p < 0,015). Ngudi bénh hoan thanh it nhat 4 tun hoa xa tri dong
thoi c6 thoi gian séng thém toan bo tét hon nhirng ngudi bénh phai chuyén
sang xa tri don thuan trong qua trinh hoa xa tri déng thoi. Sy khéac biét co y

nghia thdng ké (p < 0,0001).
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Ddp iing diéu tri
Khi NC vé mbi lién quan giira ty 1 song thém v6i dap ung diéu tri chung
t6i thdy c6 mdi lién quan co y nghia thong ké (p < 0,05) giita ty 18 séng thém
toan bd 3 nam dap ung tai hach sau hoa trji va dap ung chung sau diéu tri. Co
mdi lién quan c6 y nghia thong ké (p < 0,05) giita ty 1é song thém toan bo 5
nam voi dap ung tai hach, tai u sau hoa tri va dap tng chung sau diéu trj. Co
mdi lién quan c6 ¥ nghia thdng ké (p < 0,05) giita ty 1& song thém toan bo 3
nam va dap tng chung sau diéu tri, ty 1¢ séng thém toan bd & nhom nguoi
bénh dap ing hoan toan cao hon nhém dap g mot phan.Cé mdi lién quan co
v nghia thong ké (p < 0,05) gitra ty 1& sdng thém toan bd 5 nim va dap tng
chung sau diéu tri, ty 1¢ sdng thém toan bd & nhom ngudi bénh dap tmg hoan
toan cao hon nhém dap img mot phan.
Phan tich hdi quy da bién Cox
Két qua phan tich hdi quy da bién Cox cho thiy dap tmg chung sau dot diéu
tri 14 yéu td tién luong c6 y nghia thong ké (p < 0,05) déi véi séng thém 3 nim
ctia nguoi bénh sau diéu tri. Di v6i sdng thém 5 nam két qua phan tich hoi quy
da bién Cox ciing cho thdy dap tng chung sau diéu tri 13 yéu t5 tién lwong co ¥
nghia théng ké (p < 0,05) dbi v6i séng thém 5 ndm ciia ngudi bénh sau diéu tri.
4.4.3. Tai phat di can
Trong NC ciia chiing t0i sau diéu tri ¢c6 11 nguoi bénh tai phat chiém
12,4%. Trong s6 nhimg ngudi bénh tai phat thay tai u 16,7%, tai hach 75,0%, ca
u va hach 8,3%. Thoi gian trung binh phat hién tai phat 1a 29,7 + 21,8 thang.
Thoi gian phat hién tai phat sém nhét 13 4,9 thang, muon nhit 13 63 thang.
So sanh v6i mot s6 cac NC trong thoi gian gan day nhu: NC cua Bui
Vinh Quang (2012) thdy c6 7,1% tai phat tai u, 3,6% tai phat hach [22].
Ngbé Thanh Tung, Tran Hung & CS (2014) ap dung thir nghiém lan sang
NPCIII theo huéng dan cia FNCA cho nguoi bénh UTVMH GB III-1Vb tai

bénh vién K trung wong véi thoi gian theo doi chi duwgc hon 20 thang véi 77
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ngudi bénh con sdng cho két qua ty 18 tai phat 1a 9,0%. Ty 1é chung c6 tai
phat hodc di can hoac ca hai 1a 18,0% [90].

NC cua Bang Huy Qudc Thinh (2012) cho thay & nhom hoa xa tri ty 1é
tai phat 1a 13,2%, ty 1€ tai phat tai vom la 9,9% [88].

Tac gia Bui Cong Toan & CS (2016) cho két qua ty 1é tai phat 10,7%. Ty
1€ chung c¢6 tai phat hodc di can hoac ca hai 1a 13,8% [91].

Céc nghién ctru nude ngoai: Chua DT, Sham JS & CS (2004 ). Nghién
ctru hoa xa tri dong thoi véi cisplatin sau d6 1a hoa tri liéu bd tro véi
ifosfamide, S5-fluorouracil, va leucovorin cho UTVMH GbP IV. Kha nang
kiém soat tai chd va hach vung 1a rat tot, v6i ty 1€ khong tai phat tai chd tai
ving sau 3 nam 14 91% va 83%. C6 31% phat trién di cin xa, va ty 1¢ khong
di can ¢ 3 nam 1a 66% [70].

Mostafa E & CS (2006). Hoa tri cam tng véi paclitaxel va cisplatin, tiép
theo 1a cisplatin va xa tri dong thoi diéu trj UTVMH tién trién tai chd tai
vung. Théy 36% ngudi bénh co cac yéu td that bai tai chd va / hodc khu vuc
va 5 nguoi bénh (14%) codicanxa [ 72 ].

Qua so sanh v6i mot s6 NC trén chiing t6i thdy rang ty 1¢ tai phat trong
NC cua chung t6i cao hon cua Bui Vinh Quang, thip hon cua Ding Huy Quéc
Thinh, twong duong voi két qua ciia nhom tac gia Bui Cong Toan, Ngd Thanh
Tung. Va diém chung cia NC nay va cac NC trén 1a ty 1¢ tai phat thap hon
nhiéu so v&i cac NC c6 thoi gian cach xa thoi diém hién nay nhu ctia Nguyén
Htru Thoi [98], Lé Chinh DPai [106], Lee & CS [123], Fu (1999) [124].

Khi tim hiéu vé ty 1& di cin chung t6i thiy c6 16 ngudi bénh di cin
chiém 16,5%. Trong s6 nhig ngudi bénh di can vi tri phd bién 13 phdi
(43,8%), Xuwong (12,5%), Gan (6,2%) nhiéu vi tri (25,0%). Vi tri khac
(12,5%). Nhu vay vi tri di cin xa thudng gip nhat 13 phoi, ké dén 1a xuong,
nhiéu vi tri cudi cing 13 gan va vi tri khac. Thoi gian trung binh phat hién
di can 1a 25,8 + 18,5 thang. Thoi gian phat hién di can sém nhat 1a 6,13
thang, mudn nhit 1 65 thang.
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NC cua Bang Huy Qudc Thinh (2012) cho thiy ¢ nhém hoa xa trj ty 1¢ di
can xa la 23,1%. Di can xuong (14,9%), 9 ngudi bénh bi di can gan (7,4%) va 4
ngudi bénhbi di can phéi (3,3%). Vi tri di cin xa thudong gip nhét 1a xwong, ké
dén 1 gan va phoi [88].

Ng6 Thanh Tung, Trin Hung & CS (2014) cho két qua ty 1& di can 1a
16,9%. Ty I¢ chung co tai phat hoac di can hodc ca hai 1a 18,0% [90].

Bui Vinh Quang (2012) thay c6 16,1% di cin, 8,9% di cin xuong, 3,6%
di cin gan, 1 ngudi bénh di can phdi, 1 ngudi bénh di cin ndo [22].

NC ctia Bui Cong Toan & CS (2016) thay ty 1é di can 13 6,9%. Ty 18
chung c6 tai phat hodc di cdn hoac cd hai 1a 13,8% [91].

Mostafa E & CS (2006). Hoa tri cam tng voi paclitaxel va cisplatin, tiép
theo 1a cisplatin va xa tri dong thoi diéu trj UTVMH tién trién tai chd tai
vung. Thiy 14% ngudi bénh c6 di cin xa [72].

Hu QY & CS (2007). Panh gia hiéu qua cua hoa xa tri déng thoi va hoa
tri bd trg trén UTVMH GD III - IVa. Ty 1€ di can xa 5 nam & nhém tha
nghiém thap hon dang ké so v6i nhom déi ching (15,0% so véi 35,0%, P <
0,05) [73].

Nhu vay khi so sanh ty 1¢ di can xa ctua ching t6i v&i cac NC mai thuc
hién gan day ching ta thiy rang ty 1 di cin xa trong NC cua ching toi tuong
duong véi NC cua Bui Vinh Quang va nhom tac gia Bui Cong Toan, Ngb
Thanh Tung, thdp hon nhiéu so véi Pang Huy Qudc Thinh. Pic biét khi so
sanh voi cac NC c6 thoi gian xa hon thi ty 18 di cin cua chung t6i con thap
hon rét nhiéu. Nhu NC ctia Nguyén Hitu Thoi (1983 - 1986) di cin xa 46,37%
[98], Ng6 Thanh Tung (1993-1995) di can xa 17% [100], Kwong & CS
(1994) di can xa 46,37% [126], Lee & CS (1992) di can xa la 29% [25],
Huang & CS (1996) 52% di cin xa xay ra trong nam thir nhat, 23% di can xay
ra trong nam tht hai, 20% di can xay ra trong nam thtr 3 [125]. Piéu nay

ching té cho dén nay da co6 rat nhiéu tién bd vugt bac trong viéc ap dung cac
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phac d6 diéu tri giup kiém soat di cin xa & ngudi bénh UTVMH GD lan tran,
tién trién tai chd tai ving.

Két qua trong NC ciia chiing t6i cho thay c6 ty 1¢ tai phat va di cin sau
diéu tri thdp hon hau hét cac NC trong va ngoai nudc trude ddy. Didu nay da
ching to vai trd quan trong cia phac dd nay ap dung cho nguoi bénh
UTVMH giai doan III, IVb c6 m6 bénh hoc 1a typ III tai Viét Nam la gitp
lam giam ty 18 tai phat va di can xudng muc thap co thé chap nhan dugc.

4.4. PANH GIA MOQT SO POC TiNH CUA PHAC PO

Pé danh gia hiéu qua cia mot phac do thi ngoai ty 1& dap tmg diéu tri,
ching ta con rat can phai quan tam dén cac doc tinhcuia phac do gay ra cho
nguoi bénh trong, cling nhu sau qua trinh diéu tri. Nhung doc tinh nay anh
huéng khong nho dén kha ning dung nap cua ngudi bénh véi phac d6 va 1a
mot yéu té quan trong dé ngudi bénh quyét dinh co tiép tuc diéu tri theo phéc
dd nira hay khong. Trong NC nay chung t6i dd danh gia nhitng doc tinh hay
gip nhét va c6 tac dong nhiéu nhat tdi thé trang ngudi bénh trong va sau qua
trinh diéu tri. N6 anh huéng dén chét lvong cudc sdng cua ngudi bénh trong
qua trinh diéu tri, cling nhu cudc sdng cta ho vé sau. Trong nghién ctru ciia
chung t6i c¢6 97 ngudi bénh, 100% duoc truyén da 3 chu ky CF, ¢6 90 ngudi
bénh tham gia va giai doan hoa xa tri déng thoi. Nén khi danh gid doc tinh
ctia phac dd trong giai doan hoa tri trudc s& c6 97 nguoi bénh, con trong giai
doan hoa xa tri dong thoi chi ¢6 90 nguoi bénh.
Pic tinh ciia héa chit téi hé tao huyét

Trong NC nay chung t6i thay rang: GD hoa tri trudc: doc tinh giam hong
cau chit yéu do I, 11 1a 19,6%, khong c6 giam do 11, IV. Giam Hgb chu yéu 13 do 1,
IT (43,3%), giam do III 2,1%, khong c6 do IV.Giam bach cau do I, II 1a 25,7
%, d6 III 1a 1% khong c6 do IV.Giam bach cau hat do 1, II (39,2%), do III
(8.2%), d6 IV (2,1%). Ngudi bénh giam tiéu cau do I 1a 4,1%, do IV 1a 1,0%.
Khong ¢6 do I1, I11. O G hoa xa tri tri dong thoi: ¢ 68,9% ngudi bénh giam
héng cau do I, II, khong co do III, IV. C6 82,2% ngudi bénh giam HgB do
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LII. 6 III 1,1, Khong c6 IV. Giam bach cau do I, 11 1a 71,1%, dd 11T 1a 1,1%.
Khong c6 do IV. Giam bach cau hat d6 I, 1T 1a 52,2%, do III 1a 2,2%. Khong
c6 do IV. Nguoi bénh giam tiéu cau do I, T 1a 11,1%, do T 1a 1,1%, d6 IV 14 1,1%.
Poc tinh cip ngoai hé tao huyét

Ngudi bénh chi gdp phai cac doc tinh trén gan than ¢ mirc do 1. Co
14,4% tang ure sau hoa tri va sau hoa xa tri déng thot 1a 15,6%. Co6 7,2% tang
creatinin sau hoa tri va 23,3% ngudi bénh ting creatinin sau hoa xa tri dong
thoi. Co 1% ngudi bénh tdng AST sau hoa tri. C6 2,1% ngudi bénh tang ALT
sau hoa tri va 1,1% nguoi bénh tang ALT sau hoa xa tri déng thoi.

GD héa tri trude: budn noén chu yéu 1a do I, do 11, d6 11 1a 6,2%, do IV
13 4,1%. Nén ciing chu yéu 1a d6 I, do 11, do 111 149,3%, do IV 13 2,1%. Viém
miéng d6 I, 11 1a 19,6%, khong c6 d6 111, IV. Ia chay do I, 11 13 19,6%, d¢ III
1a 7,2%, khong c6 d6 IV. Rung toc do 1, 11 1a 97,9%, a6 III 1a 2,1%, khong co
d6 IV. O GD hoéa xa tri trj ddng thoi: budn nén d6 I, II 1a 46,7%, do III 1a
5,2% khong c6 do IV. Non do I, 1T 14 32,2%, do III 1a 3,3%, do IV 1a 2,2%.
Viém miéng do I, I 1a 92,2%, d¢ 1a IIT 2,2%, khong c¢6 do IV. Khong c6 tiéu
chay tur o 1 dén IV. Rung toéc @60 1, II 1a 53,3%, do 111 46,7%, khong c¢6 d6 IV.
Doc tinh 1én da 100% la dd I, IT khong c6 do II1, IV. Doc tinh 1én niém mac
do 1, 11 1a 96,7%, d¢ III 1a 3,3%, khong c6 d IV. Bdc tinh lén myén nudc
bot do I, II (96,7%), do III (3,3%), khong c6 do IV. Boc tinh 1én hong thuc
quan dg I, II (70,0%), khong c6 do 111, IV. Doc tinh 1én thanh quan do I, 11 1a
94,3%, khong c6 do 111, TV.
Bién chirng muén

Vé bién chimg da, khong c6 ngudi bénh nao gip phai bién chimg do 111, IV.

Khi kham lai sau 6 thang, da s6 nguoi bénh gip bién ching da do I, 1T (63,5%) va
36,5% nguoi bénh khong gap bién ching da. Khi kham lai sau 12 thang ¢ 100%
ngudi bénh gip bién chimg da d6 1, II. C6 su khac biét c6 ¥ nghia théng ké giira

mirc d6 bién chimg vé da tai cac thoi diém (p < 0,05).
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Vé bién chiig t6 chirc dudi da, khong c6 ngudi bénh nao gip phai bién
chimg do IV. Khi kham lai sau 6 thang, c6 54,1% nguoi bénh binh thuong va
45,9% ngudi bénh gip bién chimg do 1, 2. Khi kham lai sau 12 thang, 100%
ngudi bénh gip bién chimg d6 1,2. Co su khac biét c6 ¥ nghia théng ké gitta mirc
d6 bién ching tai cac thoi diém (p < 0,05).

Vé bién ching niém mac, khong c6 ngudi bénh nao gip phai bién
chimg do¢ III, IV. Khi kham lai sau 6 thang ty 1€ viém ni€ém mac do I, II 1a
40%, sau 12 thang viém ni€ém mac dd I, II chi con 19,3%. C6 su khac biét co
y nghia thong ké gitta mirc d6 bién chung tai cac thoi diém (p < 0,05).

Vé bién chimg tuyén nudc bot cha yéu 1a do I, I1. D6 111 xuét hién sau 12
thang (16,9%), khong c6 nguoi bénh nao gip phai bién chung do IV. thoi
diém sau 6 thang do I, IT (84,7%) va sau 12 thang 13 (73,1%). C6 su khac biét
c¢6 ¥ nghia thong ké (p < 0,05) giita mirc do bién chimg tai cac thoi diém sau 6
thang va sau 12 thang.

V& bién chung thuc quan, co dudi 36,5% nguoi bénh gip bién ching
d6 I, khong c6 ngudi bénh nao gip bién ching @6 II, III, IV. Khong co su
khac biét c6 ¥ nghia théng ké (p > 0,05) gitta ty 1& bién ching tai cac thoi
diém sau 6 thang va sau 12 thang.

So sanh véi mot s6 NC trong va ngoai nwéc:

NC ctia Bui Vinh Quang (2012) thdy ddc tinh cap trén huyét hoc: Ha
bach cau do I, 11 55,4%, d6 111, IV 1a 5,4%. Ha bach cau hat d6 I, 11 37,5%, do
111 5,4%. Ha huyét sic to do I 41,1%, do 11 7,1%, 4o III 1,8%. Ha tiéu cau do
LII 14 12,5%. Poc tinh cip ngoai huyét hoc gdbm: doc tinh trén than 5.4% chu
yéu 1a nhe, trén gan 10,7% chil yéu do 1. Nén do I, 11 53,9%. Viém tuyén
nudce bot do 1, II 89,3%, do III 10,7%. Bién chung da dién tia do I, II 53,5%,
do 111, IV 46,5%. Viém ni€ém mac miéng do 1, II 1a 59%, d¢ III, IV 41%. Bién
ching xa man trén da do I 51,8%, d6 II 12,5%. Trén tuyén nudc bot do 1
76,8%, do 11 23,2% [22].
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NC cua Ding Huy Qudc Thinh (2012) danh gia doc tinh cia hoa xa tri
dong thoi voi cisplatin liéu thdp mdi tudn cho ung thu vom miii hong G 111-
IVb cho thdy doc tinh huyét hoc cap do III, IV & nhom hoa-xa tri déng thoi
37,2%, thap hon so v6i nhiéu NC khac nhu cia NC Tham Quyén 1 62,6%,
NCSQNOI1 cua Singapore 1a 45%, NC 0099 cuar My 1a 76%, NCVGH cua
bai Loan 1a 54%. Bdc tinh ngoai huyét hoc d¢ Il 1a 37,2%. NC ciing ghi nhén,
0 nhom hoa xa tri déng thot, sb nguoi bénh c6 ddc tinh mudn do 111, IV chiém ty
1€ 66,9% [88].

Ngé Thanh Tung & CS (2014). GD hoa tri trude doc tinh cap trén huyét
hoc, giam bach cau cha yéu 1a do I chiém 15,7%. Giam bach cau hat 46 I 1a
19,1%, @6 11 11,2%. Giam Hb cha yéu d6 I chi 4,5%. Giam tiéu cau chi c6 2
truong hop do I chiém 2,2% 1 trudng hop d6 II 1,1% . Poc tinh cip ngoai huyét
hoc: ting ure chi thiy do I co 2 truong hop 2,2%. Tang creatinine, AST, ALT
déu chi thdy 1 trudng hop ting do I cing 13 1,1%. O GP hoa xa dong thoi doc
tinh cép trén huyét hoc: Giam bach cau d6 I 27,6%, d0 II 12,6%. Giam bach cau
hat d6 121,8%, 46 11 19,5%. Giam Hb d6 T 11,2% d6 1T 1,1%. Giam tiéu cau do I
1,1%, @6 II va do III déu 1a 2,2%. Bién ching cip ngoai huyét hoc: trén chirc
nang gan than it gap va & muc do nhe: ure tang do 1 1,1%, Creatinine tang do I
2,3%, d6 11 1,1%, ALT tang do I 1,1%, AST tang d6 I 1.1%. Béng da do I 1a
70,1%, do 11 21,8%. Viém niém mac do I 64,4%, do 11 19,5%, do III 1,1%. Kho
miéng do 1 62,1 %, do 11 25,3 %. Non do 1 44,8% do 11 4,6%. Bién ching man
tinh: trong sd 77 ngudi bénh dugc kham lai thdy bién ching man tinh trén da
14,1%, trén tuyén nudc bot 71,4% déu 1a d6 1[90].

Bui Coéng Toan & CS (2016), & GP hoa tri trude doc tinh cap trén huyét
hoc: Giam bach cau chu yéu 12 d6 I chiém 27,1%. Giam bach cau hat do I 1a
33,9%, do 11 10,2%. Giam Hb chu yéu d6 I chi 8,5%. Giam tiéu cau chi c6 2
truomg hop d6 I chiém 3,4% 1 trudong hop d6 II 1,7%. Tang ure chi thdy do I
c¢6 4 truong hop 6,8%. Tang creatinine, AST, ALT déu chi thdy 1 truong hop
tang d6 I ciing 1a 1,7%. G hoa xa tri dong thoi gam bach cau do 130,0%, do II



122

13,5%, giam bach cAu hat 6 I 32,2%, do 11 16,9%, giam Hb do I 16,9% do 11
1,7%, giam tiéu cau do 1 1,7%, do II va do III déu 1a 3,4%. Bién chung cap lén
churc nang gan than it gdp va & mirc dé nhe: ure tang do I 3,4%; Creatinine tang
do 1 3,4%; do 11 1,7%; AST tang do I 1.7%; ALT tang do I 1,7%, Bong da do 1
1a 86,4%, d9 11 6,8% .Viém niém mac do I 76,3%, do 11 15,3%, do 111 8,5%. Kho
miéng do 1 79,7%, do Il 13,6%. Non do 1 54,2% 4o 11 6,8%. Bién chirng man
tinh: Trong sd nhimg ngudi bénh duogc kham lai thay bién chimg man tinh trén
dado I 18,9%, trén tuyén nudc bot do 170,7%, do 11 12,0% [91].

Chua DT, Sham JS, Au GK (2004) thdy viém niém mac do III xay ra &
37%, va viém da dg III xay ra trong 11,5% trong khi xa tri. Gidm bach cau
trung tinh do 11T xay ra & 17% trong khi diéu tri hoa xa tri dong thoi, va giam
bach cau & muc d6 111, IV xay ra ¢ 48,5% trong hoa tri li¢u bb tro [70].

Al-Amro A & CS (2005, Saudi Arabia). Ty 1€ doc tinh cép do III va IV
sau khi hoa tri bd trg trude nhu sau: thiéu mau 1% va 0%, giam bach cau 8% va
4%, budn ndén 27% va 0%, non 25% va 0% va viém nhiém 4% va 4% tuong
mg. Cac doc tinh cap do III va IV ciing dugc ghi nhan trong qué trinh tri liéu
bang hoa xa tri dong thoi: thiéu mau 1% va 0%, giam bach cau 31% va 4%,
budn nén 35% va 0%, ndn 26% va 2%, viém nhidm 4% va 2%, viém niém mac
49% va 0%, va phan tng da 1an luot 1a 39% va 0% [71].

Mostafa E & CS (2006). Ho4 tri cam tng véi paclitaxel va cisplatin, tiép
theo la cisplatin va xa tri déng thoi didu tri UTVMH tién trién tai chd tai
vung. Théy doc tinh do III, IV: 25% thiéu mau, viém niém mac 22%, non
mura 20%, trong hoa tri trude. Viém ni€ém mac 36%, viém da 28%, budn non,
non déu 1a 14% la cac doc tinh nhiéu nhat do III va IV trong sudt qué trinh
hoéa xa tri dong thoi [72].

Ponzanelli A & CS (2008) thiy rang doc tinh tir héa trj liéu cam tng 1a
viém niém mac cip III hodc IV (2%), III / IV budn ndn / ndn mira (22%), doc

tinh huyét hoc cép III hoac IV (6%). Bdc tinh do xa tri xen k& 1a viém niém
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mac cip III hay IV (30%), III / IV budn nén / ndn mira (III) hodc IV (8%),
doc tinh huyét hoc cap III hodc IV (24%) [74].

Xie FY & CS (2009-Trung Qudc), cho két qua doc tinh chi yéu ciia héa tri
trude 1a doc tinh huyét hoc; cac ddc tinh chinh cua hoa xa tri déng thot 1a doc
tinh huyét hoc va viém niém mac. Ti 1é xuét hién cta giam bach cau hat do IIL,
IV va giam bach cau d¢ III, IV ¢ nhém TP cao hon ¢ nhém DDP (p < 0,05) [75].

Kong L & CS (2010, Thuong Hai-Trung Qudc) thay ty 1é biéng an / non
o muc do III, IV trong GD héa tri trude lan luot 1a 55,9% va 16,9%. Ty 1€
tuong ung 1a 11,9% va 23,7% trong sudt qué trinh hoa xa tri dong thoi. Viém
niém mac do 111, I'V bong troc da va kho miéng xay ra lan luot 1a 6,8%, 44,1%
va 27,1% nguoi bénh. Khong cé tir vong do diéu tri [77].

Bae WK & CS (2010, Han Qudc) thiy giam bach cau hat (9,1%), va
budn nén (9,1%) 1a nhiing tri¢u chiing ndng nhét (do III, IV) trong hoa tri bod
trg trude, va viém niém mac (39,4%), mét moi (15,2%) va budn non (9,1%) 1a
nhirng doc tinh phd bién nhét (46 IIL, IV) trong sudt qua trinh hoa xa tri [78].

Zhong YH & CS (2013, Vii Han - Trung Qudc). Giam bach cau trung
tinh (37,0%) va ndn mura (28,3%) 13 nhitng doc tinh cap @6 III, IV phd bién
nhit trong GP hoa tri bd trg trude. Trong khi viém niém mac (30,4%), kho
miéng (30,4%) va ton thuong da do tia xa (21,7%) 1a doc tinh cap trong qua
trinh hoa xa tri ddng thoi. Kho miéng (73,9%), kho nudt (56,5%), mit nghe
(30,4%) va phan g trén da (21,7%) 1a nhitng tdc dung mudn do I, II. Khong
c6 ddc tinh mudn & do 111, IV [84].

Nhu viy qua su so sanh & trén thi trong NC cua ching t6i ty 1& xuét hién
cac doc tinh nang da thép hon rat nhiéu so v6i cac NC trude, dic biét 1a khi so
sanh véi cac phac dd phdi hop da hoa chat va hoa chit lidu cao. Nhung n6 ciing kha
twong dong véi cac NC gan ddy theo cac phac d6 ciia FNCA. O NC cua chiing t6i
ciing nhu cac NC méi dy theo hudng dan ctia FNCA thay cac doc tinh cha yéu 1a
do 1, 11 hiém khi xuét hién do III, do TV. Sy khac biét nay c6 1& do cach phdi hop

khac nhau gitra cac phac do va chung t6 ¢ su vuot tri cuia phac do nay.
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Bang 4.4. So sanh djc tinh cAp huyét hoc niing giira mét s6 NC

GP S6 |Poc tinh
Tén NC N Phac db nguoi| do 3,4
bénh A " A
) bénh |cong gop
CISPLATIN-XT
Al-Sarraf RTOG 9117
(1990) -1V (CISPLATIN 27 76%
100mg/m2 mdi 3 tuan)
VGH (Pai Loan)
I, IV |CISPLATIN/5-FU — XT| 141 | 54%
12/98 — 4/99
Quang Chau 1/01 — 1/03 | I IV |  Oxa mdi tudn-XT 59 | 39%
NC 0099 5/89 — 1205 | LTV | Cor LATIN-XT - 78 | 76%
N ’ >CISPLATIN/5FU °
SQNO1 (Singapore CISPLATIN-XT -
QNO1 (Singapore) 1L, IV 111 | 45%
9/97 - 5/03 >CISPLATIN/5FU
Tham Quyén AJCC Lan CISPLATIN/tuan-XT -
I, IV 158 | 62,6°
thir 5 7/02 — 9/05 ’ >CISPLATIN/5FU 0%
Ping Huy qubc Thinh CISPLATIN-XT
II-IVb : 121 | 37,2%
(2012) (30mg/m2/tudn) °
Bui vinh Quan HXT theo NCCN
Quang -1V ° 08 | 12,2%
(2007-2009) guiline
Bui Cong Toan, Ngb
Thanh Tung, Pham Tién |IHI-IVb NPC III 89 2,2%
Chung [90] (2014)
Bui Cong Toan, Ngb
Thanh Tung, Pham Tién |III- IVb NPC 111 59 3.4%
Chung [91] (2016)
NC nay II-IVb NPC III 97 | 10,7%
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KET LUAN
Qua nghién ctru 97 nguodi bénh UTVMH GD 111, IVb (N2,3 M0) c6 mo
bénh hoc 13 ung thu biéu mé khong biét hoa vao diéu tri tai bénh vién K trung
wong tir thang 9 nam 2011 dén thang 11 ndm 2015 bang phac dd hoa xa tri
déng thoi co hoa tri trude. Chuang toi rat ra mot s6 két luan sau:

V& hi¢u qua diéu tri ciia phac dd. Chung toi thiy phac do c6 ty 1¢ hoan
thanh phac dd diéu tri tot: 100% ngudi bénh hoan thanh 3 chu ky hoéa tri
trude, 100% ngudi bénh dugce xa tri du lidu 70Gy vao u va hach ¢6 di can. Co
87,7% ngudi bénh hoan thanh it nhit 4 tuan héa xa tri dong thoi, 73,2 %
nguoi bénh hoan thanh 6 tuan hoa xa tri. Ty 1é dap ung, ty 1¢ séng thém toan
bd va khong bénh 3 nim, 5 nim cao: Ngay sau diéu tri dap tmg hoan toan tai
u 13 86,6%. tai hach 1a 78,4%. Sau khi két thuc hoa xa tri dong thoi 3 thang
dap ung hoan toan chung 1a (84,6%). Ty 1¢ séng thém toan bd 3 nam dat
84,6%, 5 nam dat 76,3%. Ty I¢ séng thém khong bénh 3 nam dat 82,4%, 5
nam dat 68,5%. Ty I¢ tai phat, di can giam: Ty 1€ tai phat 1a 12,4%, ty 1€ di
can la 16,5 %. Thoi gian trung binh phat hién tai phat 1a 29,7 + 21,8 thang,
thoi gian trung binh phat hién di can 1a 25,8 = 18,5 thang. Qua phan tich don
bién ching to1 théy cac yéu t6: Nhom tudi, chi sd toan trang, mirc d§ hoan
thanh phac do, dap umg diéu trj 1 cac yéu td tién luong anh hudng dén thoi
gian séng thém co6 ¥ nghia thong ké (p < 0,05). Khi phan tich hdi quy da bién
Cox chiing t6i thiy, dap Gmg chung sau diéu tri 1 yéu t tién lwong co ¥ nghia
théng ké (p < 0,05) d6i voi thoi gian sdng thém 3 ndm va 5 nim sau diéu tri.
Vé djc tinh ciia phac d6, Chang toi thiy doc tinh cia phac d6 & mirc d6 nhe
va ty 1¢ thap thé hién: Poc tinh 1én hé tao huyét: GD hoa tri trudc: giam Hgb
d6 I11 2,1%, giam bach cau d6 III 1a 1%, giam bach cau hat do III (8,2%), 46 IV
(2,1%), giam tiéu cau d6 IV(1,0%). O GD hoa xa trj tri dong thoi: gam bach
cau do III 1a 1,1%, giam bach cau hat do III 1a 2,2%, giam tiéu cau do III 1a
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1,1%, d6 IV 1 1,1%. Pdc tinh ngoai hé tao huyét: GD hoa tri trudc, ting ure
do I1a 14,4%, tang creatinin do I 1a 7,2%, 1% nguoi bénh tang AST, 2,1%
taing ALT d6 I, budn noén do 111 13 6,2%, d6 IV 1a 4,1%, nén do 111 1a 9,3%,
do IV 1a 2,1%, rung toc do III 1a 2,1%, ia chay do III 1a 7,2%; GP hoa xa tri
déng thoi: tang ure do I 1a 15,6%, tang creatinin do I 1a 23,3% va 1,1%
nguoi bénh tang ALT 4o I, budn ndn d6 111 1a 5,2%, nodn d6 111 1a 3,3%, do IV
1a 2,2%,viém miéng do I1I (2,2%), rung toéc do 111 (46,7%), viém ni€ém mac do
11T (3,3%), viém tuyén nudc bot d6 III (3,3%). Bién chirng man tinh, sau 6
thang: bién chimg da d6 I, II (63,5%); t6 chirc dudi da do I, IT (45,9%); viéem
niém mac d6 I (40,0%); bién ching tuyén nudc bot do I, I (84,7%); bién
chung thuc quan do 1 (36,5%); Sau 12 thang: bién chimg trén da do I,
11(100%); t6 chtrc dudi da d6 I, I (100%); viém niém mac doI (19,3%); bién
ching tuyén nudc bot do I, 11 (83,2%), do 111 (16,8%); bién chirng thuc quéan
do 1(32,5%).
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KIEN NGHI

Phac dd hoa xa tri ¢6 hoa tri trudce tiép theo sau la hoa xa tri déng thoi
v6i cisplatin liéu thip mdi tuan trong 6 tuan diéu tri cho ngudi bénh UTVMH
Gb 111, IVb (N2,3 MO0) c6 typ mo bénh hoc 1a typ III nén duoc &p dung rong
rdi trong cac co s& diéu trj tai Viét Nam nham gillp nang cao két qua diéu tri,
kéo dai thoi gian séng thém, giam ty 18 tai phat, di can, dong thoi giam nhe

ddc tinh trong qua trinh diéu tri.
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Phu luc

Bing 1: Ddnh gid déc tinh cap huyét hoctheo CTCAE

bo1 D52 bo3 bo4
Hb (g/dl)| > 10g/dl 10 -8g/dl 8-6,5g/dl <6,5g/dl
Bach cau | >3000/mm3 | 3000 -2000/mm3 | 2000 -1000/mm3 | <1000/mm3
BChat | >1500/mm3 | 1500 -1000/mm3 | 1000 -500/mm3 | <500/mm3
Tiéu cdu | >75000/m3 | 75000-50000/mm3| 50000-25000/mm3| <25000/mm?
Doc tinh ngoai huyét hoc.
Poc tinh véi gan than
Doc tinh Do 0 bol bo 11 bo 11 bo IV
SGOT BT <25BT | 2,6-5BT | 5,1-20BT >20BT
SGPT BT <25BT | 2,6-5BT | 5,1-20BT >20BT
Ure <175 7,6 -10,9 11-18 > 18 > 18
Creatinine BT <1,5BT 1,5-3BT | 3,1-6BT > 6BT
Tac dung khong mong muon khac
Doc tinh bo 1 bo 11 bo 111 bo IV
Viémda |Hoi do da, | Do da trung binh | Troc vay uot vung da | Hoai tir da
troc vaykh6 | nhiu, troc vay dm | ngoai nép gap, de chay | hoac loct sau
udt, nhat 1a ¢ cac | mau do sang channhe | hét 16p bi,
nép gap, phu né chay mau
nhitu vung da sang thuong
xung quanh nhiéu
Viém boniémmac. | Loét loang 10, | Loét 16n hodc c6 gid | Hoai tur,
niém nho hodc co gia | mac, chay mau voi| chay mau tu
mac mac. sang chan nhe. nhién, de
miéng doa tinh
mang.
Kho Co tri¢u | Phai  thay doi| Anh hudng dang ké
miéng chimg nudc |sang ché do an|dén ché do an, phai
bot keo dac léng, mém 7 am, | dinh dudng thuan tay
hon, khong | nhiu dau dé boi | bang thirc an long
lam thay d61 | tron. qua sond hodc duong
dang ké ché tinh mach
do an.




Noén 0l lan/ngdy. |2-5 lan/ngdy. |6- 10 lan /ndy , can|> 10
Can truyén dich > 24h lan/ngay
truyén dich < can truyén
24 gio. dich > 24h

Buon C6 thé an | Khoan Khong thé an dugc

non duoc

Rung Rung nhe Rung gan hét Rung toan bd

toc

Tiéu 2-31an/ngay |4 -6 lan/ngay 7- 9 lan/ngay >10 lan /ngay

chay

Sutcan | Giam 5-10% | Giam 10-20% | Giam trén 20% céan

can nang. can nang, can hd tro dinh
ning, can hd tro | dudng qua sond, hodc
dinh dudng. TM.
Cic bién chimg xa cap
Doc tinh bo 1 bo 11 bo 11 bo IV
Da Tao nang, ban Ban do6 phon Tréc vay udt lién Loét  chay
dd mo hoac phét hodc 19, da ké trr chd nép mau hoai tir
nhat, rung 16ng troc vay udt rai gip, phu thiing
troc vay kho,rac, phu vira thanh hdc
giammo hoi | phai
Nién mac Sung huyét cd| Viém niém mac Viém niémmac | Loét  chay
thé dau nhelrai rac co thé to huyét mang, c6| mau hoai tir
khong doi hoi giy viém chay thé dau ning can
gidm dau méau xuat huyét| t6i thudc giam
c6 thé dau vira dau
can t6i thude
giam dau
Tuyén nude bot | Khé miéng nhel Khd nudc  bot Hoai tuy
nudc bot hoi vira nudc bot tuyén nudc
quénh, c6 thé quanh dinh, thay] bot cap tinh
hoi thay d6i vi doi vi gidc rd
gidc khong anh
huong to1 thoi
quen in udng




Hau va thuc H6i noi kho| Néi kho hodc N6i khé hodd Tac  hoan
quan hoac nuot dau, nuot dau vira, c nuét nang, kem toan loét,
co theé can té tail thé can giam| theo mat nudc thung, ro
cho, gidm dauf dau gady ngu,| hodc sut can >
khong gay ngu, can ché do an 15% thé trong
cO thé can ché tinh trude diéu tri doj
do an mém héi an bang sond
truyén dich ting
cuong nuoi
dudng.
Thanh quan Khan giong nhel Khan giong dai Giong thi thao, Kho khan vé
hodc gian doan | dang co6 thé phat dau tai, hong, can ho hap 19,
am, dau taiy thuéc gidm dau tieng thd rit
hong, khac day gdy ngu, khac hodc ho ra
huyét hodc phu mau nhi€u, phuj mau
nhe sun phéu, né sun phéu rd
khong can giam|
dau gay ngu, ho
can thudc giam|
ho
Bdng 2: Danh gia cac doc tinh mudn theo RTOG/EORTC
Co A A A A A A
Do 0 bo1 bo2 bo3 bo4 boS
quan
Kho |, . | Doamhoc Matdoam,nude) e 54, | Mardoam
A khong| miéng binh | bot gidm léng . .| loét miém
miéng . . nudc bot dai
thuong. ,dinh mac
An uong
quanga
favii, | e, | O
, An kho, khoang | khoang cach ne cu, | Aue tiep
Khit . . , . y phai dat |lien quan
\ khong| Gidéihanit | cach 02 cung | 02 cung rang X X 1A
ham g ong, dén bién
rang 1-2cm. 0,5-1cm ) .
khoang chiing
cach 02 muon
cung rang
<0,5cm.
Hoai tir > 2 cm hoac Gilv xuon
xuong |khong <2cm huy xuong Y XUong
\ . ham
ham ham




Ning (phai

Giam Nhe ( thinh Tgl}? L%otr)lmh noi to hodc
thinh |khong| Binh thuong | thoang phai 1ap HUong dung dung
S, xuyén 1ap lai
luc lai cau hoi) cau hoi) cu trg
thinh)
Teo nhe thay T?g;ﬁ;?hrﬁﬁg ’| Teo dang ke,
Da |khong| doisdc to, dgé vita. rune hét gian mach Loét
ryng itnong | - lg)n;g £ murc do nang.
Xocing vua | Xo cung nang
T4 chite Xo cimg nhe | nhung khong c6 | va mat t6 chuc
Judi da khong| vamatmd | triéuching co | dudidavung | Hoai tur
dudida |cingnhe, giamsd| xo cimg do
luong <10% duoc > 10%
Teo muirc do vira | Teo dét ro va
Niém 1hén Xocimgnhe| vagianmao  |kho hoan toan. Loét
mac &l vakho mach, it chat Gian mao
nhay. mach ndng
Phat hién dau Lidt mot
Ty | g el i NN 2
song & Hermitti’s nang |, < . . | dudihoac
nhe bén dudi mic .
R hoai tir chi
tuy bi tia
Khé miéng Kho micng
Tuvén nhe d4b tm Khé mi¢ng vira | hoan toan
nuéZbo t khong St v (’)’pi sug dap tmg kém véi| khong déap Xo hoa
¥ Kich thich su kich thich ung voi su
kich thich
Xo hoa nhg Khégrzi;h e;nnhdo Xo hoa péng
Thue hoi kh6 nuot | %S TE | chi e thé nudt| - Hoai i
_ |khong| doancing, | L . & X0 do an léng, dau| thung gay
do an h X
quan . 0 an hoi cting., . A :
khong dau A a i e | khinudt, gian o
S co thé thay gian -
khi nuot \ thuc quan
thuc quéan
Khamtiéng | , . 3 ~ | Phuthiing
Tl:iar:lh khong| phu né r3h¢ Phi l’lerSIl_;n phen nang, Viém~ Hoai tir
d sun phéu ndng sun phéu




Bing 3: Tiéu chudn ddnh gid ddp iing theo RECIST

Pap ung Mo ta
Pip tng hoan toan | U bién mat hoan toan, dugc khang dinh lai sau 4 tuan.
Pap tng mét phan | Giam > 30% tong khéi u trong it nht 4 tuan va khong xus
hién budu méi
Bénh 6 dinh U giam kich thuée < 30% hodc ting kich thudc < 20%

tong khoi u

Bénh tiéen trién

U tang kich thude > 20% tong khéi u.

Chi s6 PS theo ECOG
0 Hoan toan khong c¢ triéu chiing gi.
1 Co triéu ching nhung van di lai dugc dé dang.
2 C6 triéu chimg va nam giuong tir 50% thoi gian trong ngay tré xudng.

3 C6 triéu ching nhung ndm givdng bénh trén 50% thoi gian trong ngay

nhung khong liét guong.

4 Nam liét giuvong.




PHIEU TINH NGUYEN THAM GIA NGHIEN CU'U

Ho va tién doi tuong nghién clru ..., Tuoi.........

Dia Chi. . o
Sau khi dugc bac sy thong bao vé muc dich, quyén loi, nghia vu, nhitng nguy
co tiém tang va loi ich cua d6i twgng tham gia vao nghién ctru: “Nghién ciru
phdc @6 héa xa tri dong thoi cé héa tri trude cho ung thie vom mili hong GP

di can hach N2,3M0 tai Bénh vién K

T6i va gia dinh dong ¥ tw nguyén tham gia vao nghién ctru nay. Toi xin

tuan thu cac quy dinh ctia nghién curu.
Ha noi, ngay ....thang....nam.......

Ho tén nguoi lam ching Ho tén cua d6i tuong



THU THAM DO THEO DOI BENH NHAN

Bs: Pham Tién Chung Ha Noi ngay.....thang.....nam...........
Khoa Xa 1 — Bénh vién K S6 bénh &N
43 Quan Su - Ha Noi
S6 dién thoai: 0986361443
Email: ptchung68@gmail.com

Kinh @O ONE (BA) .o
Dé theo ddi stc khoe cua ong (ba) va két qua diéu tri, phuc vu cho cong tac
NC diéu tri ung thu vom tai bénh vién K, gop phén mang lai hi€u qua diéu trj
t6t hon cho ngudi bénh. Xin dng (ba) hodc nguoi nha vui long cho biét tinh
hinh bénh tat ciia 6ng ba trong thoi gian qua.
Xin trd 1oi cdc cdu héi sau bang cach danh dau(X )vao cdc é thich hop, va
dién vao ché dé trong(......)
Nguodi bénhhién nay: Consébng O D3 chét m

Neéu nguoi bénhcon song, xin tra loi cac cau hoi dwdi day:

1. Khéi u hoan toan bién mat: Cé o khong m
2. Khéi u moc trd lai : Taiu Co [ khong O
Taihach Co [J khong [

Sau didutri ........ounen thang
3. Xuét hién u ¢ vi tri xa khac: Co [ khong O

Vitri: U gan [ phdi [ nao [ xuong! | vitri khac [

Thoi gian: Sau diéu tri ...thang......

* Néu c6 thé, xin moi éng (ba) dén phong 308 hodic 310 Nha E, hay dén
truec tiép khoa Xa 1 ting 3 nha B bénh vién K Co sé 1-Qudn siv Ha ni vao
cdc ngay thir 5 hang tudn tiv thang 12 nam 2016 dén thdng 10 nam 2017.
Hodc lién lac v6i Bdc si Chung qua sé dién thoai: 0986361443 dé dwoc

khdm, xét nghi¢m lai .Khi dén khim xin mang theo Gidy ra vién, cdc phim



chup cii, két qua khdam cii ban chinh hodc bin photé. Ngwoi bénh sé dwoc
hé tro tién di lai, tién chup CT vom hong, tién néi soi vom.
2. Néu khong may ngwoi bénhda mit, xin chan thanh chia budn cung gia

dinh va xin ngwdi nha vui long tra 1oi cac cau héi sau:

- M4t vao ngay..... thang..... nm.................. (Am lich hay duong lich)
- Theo kién gia dinh nguoi bénhmat 1a do:
+Bénh k vom da diéu tri tai vién K O
+ Bénh khac hoac tai nan 0
+ Gia yéu m

- Xin ké 16 vé tinh trang strc khoe trude khi mat (U viing vom hong, ving
mang tai hoac hach ) sung to, kho thd, ho ra mau, dau nguc, dau xuong, suy
kiét, cac biéu hi¢n

KAC. .. ) ettt et e e e eabe e e raeeenree e e
- Néu c6 gidy to' kham chira bénh tai cic co sé' y té cho dén khi méat xin

giri kem theo thw nay.

Ngudi tra 10i(Ghi 6 ho tén)

Sau khi tra 1&i xin vui 1ong bd vao phong bi dd dédn tem sin kém theo day, giri

cho chiing t6i cang som cang tot.

Xin tran thanh cam on!



MOT SO HINH ANH MINH HQA

Hinh 1. Nguoi bénh: Nguyén Vin Q, SHS: 9086-11
Chéan doan: K Vom T4N3MO

Hinh 2. Hinh dnh ndi soi UTVMH



Hinh 3. Hinh danh CT vom: khoi u xAm 14n hé chan buém khau cai.

" ,

Hinh 4: Hinh anh chup CT vom: khéi u xAm 1in khe hdc mit bén T.

Hinh 5: Hinh dnh UTVMH GD sé'm trén T2 phim chup MRI

(khéi u diu * & thanh T ciia vom)



Hinh 7. Hinh anh khéi u vom hong xam ldn thanh bén trén T1

phim chup MRI



Hinh 8. Hinh dnh khéi u vom hong xAm lan ra phia sau trén T1 16p phim

chup MRI

cancer of the nasopharynx with
spread to bilateral neck nodes

[e==pled=]p

Hinh 9. Hinh inh chup PET/ CT nguéi bénhUTVMH di ciin hach ¢6 2 bén



Hinh 11. Tr/ chiéu déi véi bwéu T1-2 Hinh 12. Tr/chiéu ddi véi buéu

T3-4



Hinh 14. Truong chiéu bén thu nhé tranh tiy- Xa trj 3D



Hinh 16. Truong chiéu electron boots vao dién hach co



Hinh 17. Xa tri phu hgp mo dich (3D)

e ]

i

Cisplatin Hospira
T mg/ml

Blaatiny HeH
1 mg/m

W™

Hinh 18. Thuéc Cisplatin do Hospira ciia Australia san xuit

| 5-Fluorourac !
- SO0
Ebewe ™

Hinh 19. Thudc 5 FU do Ebewe ciia Ao sin xuat



BENH AN UNG THU VOM NPC III (GDIII, IV- N2,3,M0)

I. HANH CHINH ) 5 S
1 HO TEN: oo 2.Tubi .....3.Gidi...
4. NGHE NERIEP. ..o,
S.BHA CHI e Sdat: ...........
6. Ngay vao VIEN .....eevveeveriiieeeeeeenennn. T.NgAY 1a VI€N....oeoeeeeeiieeeieeeeee.
II. LAM SANG:

1. Tién st :

B1 mdt ung thu khéac. [

Gia dinh c6 nguo1 bi ung thu. [
2.Toan than:

3. Tri€u chimg co nang.
- Ly do vao vién:
- Triéu ching dau tién:
- Triéu chimg co ning khac: Pau dau [, u tai [], Ngat tic mii[l,
Chay méau miil]
DAu hiéu than kinh[1, Hach c6 [
- Thoi gian tir khi ¢6 triéu dén khi vao vién (ThAng)..........occovveeeeen...
4. Triéu ching thyc thé:
* Khdm u qua noi soi:
- Vitriu: 1Tran vom(], 2. Thanh trai[7, 3.Thanh phaill,
4 Hai thanh [1,5.Thanh sau [
- Xam lan: Toan bo vom[], hong mi¢ng [,  ctra miii saul|
- Tinh chatu :1.Suil),  2.Loét[],  3.Thé phdi hop(],4.Thé dudi niém!(]
* Hach co:

- Mt bén ] Haibén [ Pbibén [



- Nhém hach: nhém 107, nhém 207, nhém 377,nhém 4[7,nhém 507, nhém 617,
TP [
- Kich thuéc hach 16n nhét: cm
- Tinh chét: 1. mém 11, 2. cung [, 3. chicl, 4. Loét [
-Po di dong: 1.di dong [, 2. dinh thanh khéi (1, 3. ¢b dinh [,
- Pau : Pau [ khong dau [
* Ton thuong than kinh: (]
III. Can lam sang:
- Chan doan hinh anh:
CT hodc MRI: 1,con khu tra tai vom(J, 2 x4m lan phan mém quanh
vom(], 3 tén thuong xuongl/, 4 Xoang [, 5 than kinh(J,
6 hdc mit[1,7 hach sau hau
XQ phdi: BT [
Siéu am 0 bung BT [
- Giai phau bénh: Typ 3
- Xét nghiém khéac danh gia tinh trang bénh chung: BT O

V.  Chan doan:
KvomT N MO GbD
VL. Diéu tri:
- Ngay bat dau diéu tri. Ngay két thuc diéu trj.
- Gian doan diéu trj héa tri trwée. . tuan
- Ly do: 1, Bién chimg cipl! 2.do ngudi bénhdén muon] 3, 1y do
khéc[]

- Gian doan diéu tri hoa xa tri trudc dong thoi. ............... tuan



- Ly do: 1,Bién chung cdpl] 2.do ngudi bénhdén mudnl] 3,1y

khac[] ( thiéu thudc hodc may hong, nghi tét)
Tai hach:

- Tong liéu xa:

Tai u:

Cic chi s6 sinh héa , Huyét hoc trong qua trinh diéu tri

do

Chi s CLS

Huyét hoc

Sinh hoa

HC

BC

BCH

HST

TC

Ure

Crea

Billtp |GOT

GPT

Lan XN1

Thoi diém

Két
qua

Lan XN 2

Thoi diém

Két
qua

Lan XN 3

Thoi diém

Két
qua

Lan XN 4

Thoi diém

Két
qua

Lan XN 5

Thoi diém

Két
qua

Lin XN 6

Thoi diém

Két
qua

Lin XN 7

Thoi diém

Két
qua

Lan XN 8

Thoi diém

Két
qua

Lin XN 9

Thoi diém

Két
qua




VIIIL Panh gia két qua diéu tri:

A. Két qua gan:
Panh gia triéu ching 1am sang, can 1am sang sau moi chu ky héa chat b tro
trudc, hang tuan trong dot hoa xa déng thoi, két thue diéu tri hoa chat bd tro
trude, két thuc diéu tri hoa xa déng thoi. Gom 3 dot : dot 1 sau hoa chat bd trg

trude, dot 2 sau hoa xa dong thoi, dot 3 sau khi hoan thanh phac d6 diéu tri 3

thang.
) Két qua Két qua Két qua
Dﬁll hiéll ) . ) . oA .
dieu tri b1 diéu tri B2 dieu tri B3
1. Lam sang
Toan than
Can nang

Tri€u ching co nang

Tri€u chung thuc thé |U

Hach

2. Can lam sang

P/ tinh hé tao huyét(Pd)

HC

BC

BCH

Hb

TC

P/T ngoai hé tao huyét(Do)

SGOT

SGPT

Ure




Creatinine

Doc tinh (D)

Budn ndén

Non

Viém miéng

Tiéu chay

Rung toc

B/ chirng xa cap(Pd)

Da

Niém mac

Tuyén nuéc bot

Hau thyc quan

Thanh quéan

B/chirng xa man(D9)

Da

To chirc dudi da

Niém mac

Tay song

Tuyén nuéc bot

Thanh quéan

Thuc quan

IX. Két qua xa (t6i thoi diém thu thap sé liu)

- Con sdng khoe manh O

- Tai phat: Taiu O Ngay...thang....... a
Taihach  [J Ngay...thang....... a

- Di can xa:




Vi tri

Thot gian : Ngay...thang....... nam

- Tavong..... T[] ngay...thang....... nam
-Ttr vong do:

+ Bénh tai chd trong qué trinh diéu tri O
+ Bénh tai phat O
+ Di can xa O
+ Bénh ca tai phat va di can O
+ Bénh ung thu khac [
+ Nguyén nhéan khac khong phéai ung thuy [

Ngay thu thap thong tin: Ngay......thang......nam........



DANH SACH BENH NHAN NGHIEN CUU

TT Ho va Tén Tuoi Gioi tinh S6 hd so
1 | Nguyén Vin Q 24 Nam 9086-11
2 |LéThiH 36 Nir 9212-11
3 |Nguyén ThiL 50 Ni 9949-11
4 |LéHong T 16 Nam 8442-11
5 | Phi Hitu A 61 Nam 11403-11
6 | Nguyén Thi M 65 Nit 11368-11
7 | Luc Viét Ng 52 Nam 11631-11
8 | Poan Thé K 22 Nam 51-12
9 | Bui Thi Ch 51 Nir 352-12
10 | Nguyén Xuan Th 58 Nam 512-12
11 | Hoang Trung C 30 Nam 1188-12
12 | Nguyén Duy D 35 Nam 1706-12
13 | Tran Vin Ng 62 Nam 1511-12
14 | Pam Pic Th 48 Nam 1796-12
15 |LéPucH 24 Nam 1800-12
16 | Hoang Minh T 50 Nam 2680-12
17 | Phan Vin N 42 Nam 122732
18 |Pham Thi T 61 Nir 122862
19 | Pham Héng Tr 54 Nam 122991

20 |TaVanL 27 Nam 4363-12

21 | Pang Vin Ch 62 Nam 125900

22 | ViLongB 49 Nam 6864-12

23 | Phan Vian D 47 Nam 1218088

24 | Nguyén Trong Ng 45 Nam 1217610

25 | Nguyén Vin T 26 Nam 1217297

26 |Pham Vin T 26 Nam 1218606

27 | Nguyén Van Th 24 Nam 1217803

28 | bang Xuan Nh 47 Nam 1218762




29 | Nguyén Thi Ng 54 Nit 1218065

30 | Nguyén Trung H 19 Nam 1219402

31 | Viibinh B 36 Nam 1219546

32 |LéVan$S 39 Nam 1210001

33 |Ha Van Tr 39 Nam 12110942
34 | Phan Puc Ng 65 Nam 12111157
35 |Hoang Van H 30 Nam 12111290
36 | Nguyén Thi My L 37 Ni 13200034
37 |BuiVanD 20 Nam 13100767
38 |HO Ngoc H 40 Nam 13100947
39 | Vuong ThiL 25 Nir 13101164
40 |Lé Thi Th 30 Nir 13101432
41 | Hoang Thanh Tr 59 Nam 13101417
42 | Bui Thai S 42 Nam 13102619
43 | Vil Xuan Ph 31 Nam 13103700
44 | Nguyén Dtrc Th 49 Nam 13105182
45 |Nguyén Vian D 57 Nam 13107010
46 | Vii Thi Th 23 Nir 13107182
47 | Truong Hai B 64 Nam 13107699
48 |Nguyén Vian H 38 Nam 13107873
49 | Truong Vian Kh 49 Nam 13110314
50 |LéVinD 43 Nam 13110011
51 | Vii Thi Th 48 Nir 13110662
52 | Pham Ptic Th 45 Nam 13110987
53 | Ngbd Vian Kh 37 Nam 14100403
54 | Duong Thi H 32 Nir 14101001
55 |Pham Van T 45 Nam 14101497
56 | Nguyén Quang H 58 Nam 14102502
57 |Bui ThiN 26 Nir 14103597
58 | Luu Xuan Th 30 Nam 14104906
59 | Nguyén Thuy D 24 Nir 14105662




60 |Lo VinB 54 Nam 14105341
61 Nguyén Vin B 52 Nam 14106002
62 | Tran Vin D 60 Nam 14106664
63 | Tran Thi Ch 54 Nir 14106866
64 | Hoang Van C 57 Nam 14107186
65 | Thiéu Van T 34 Nam 14107424
66 | Pang Thi Ngoc L 31 Nir 14107502
67 |Hoang Van T 55 Nam 14106681
68 | Tran Quéc Gi 26 Nam 14107834
69 | Hoang Ngoc K 43 Nam 14108512
70 | Nguyén Hiru M 23 Nam 15100002
71 | Nguyén Vin T 48 Nam 15100249
72 | Hoang Van Th 40 Nam 15100909
73 | Nguyén Vin Ch 45 Nam 15101006
74 | ViVinQ 36 Nam 15101013
75 | Trinh Thi Mai Ph 14 Nit 15101036
76 | Lé Hong Ng 15 Nam 15101374
77 | Nguyén Thi L 22 Nit 15101385
78 | Nguyén Vin D 36 Nam 15101515
79 | VO Quang H 25 Nam 1511525

80 |CaVanCh 47 Nam 15102319
81 | Bui Trung B 60 Nam 15102295
82 | Pham Thij Tr 20 Nit 15103269
83 | Tran Van H 53 Nam 15103078
84 | Giang Vin Q 38 Nam 15103513
85 | TaVanT 48 Nam 15104381
86 |NgoVanb 54 Nam 14103629
87 | CaVanTh 45 Nam 15102570
88 |PhamBaN 50 Nam 14105789
89 | Tran Thi H 38 Nit 14106651
90 | Ly Thi Th 13 Nir 15100434




91 | Bui Qudc Th 17 Nam 15100289
92 |P6VanT 38 Nam 15101369
93 | Nguyén Thi T 52 Nam 14106964
94 | Bui Van G 46 Nam 13107751
95 | Nguyén Thi Hong Ng 32 Nit 14107994
96 | Nguyén Vin N 57 Nam 13111045
97 |Lé VanC 50 Nam 15100971

Xac nhan caa

Thay hwéng din

Xac nhan caa

Phong KHTH Bénh Vién K Trung wong




