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1. Thong tin chung:

- Tén dé tai: Nghién citu hiéu qua xa tri phdi hop dong thoi véi Cisplatin

trong ung thuw vom miii hong giai doan IIB tai bénh vién K
- M s6: DPH2016-TN05-03
- Chu nhiém d8é tai: Tran Thi Kim Phuong
- To chire chi tri: Truong Pai Hoc Y Duoc - Pai hoc Thai Nguyén
- Thoi gian thyc hién: tir thang 01/2016 dén thang 12/2017
2. Muc tiéu: .

1. Panh gia két qua xa tri phdi hop dong thoi voi Cisplatin trong ung thu

vom miii hong giai doan 11B
2. Panh gia céac tac dung phy cua phac do
3. Tinh m¢i va sang tao:
Pay 1a dé tai dau tién nghién ctiru vé hiéu qua cua hoa xa dong thoi voi
Cisplatin dua trén Cisplatin hang tudn trén ung thu vom miii hong giai doan

1B tai bénh vién K.
4. Két qua nghién ciru:
Nghién ctru da dua ra dugc mot sb két qua sau:

- Ty 1€ dap img hoan toan cua bénh nhan ung thu vom miii hong giai doan

IIB diéu tri hoa xa dong thoi véi Cispatin lidu thap hang tuan 1a 96,8%, dap ung



mdt phan 1a 3,2%. Ty 18 séng thém 3 nim toan bd 1a 88,7%. Thoi gian séng thém
trung binh 1& 37,5 thang. Ty 1¢ séng thém 3 nam khong bénh 14 86,0%. Cac yéu td
nhu xam lan khoang can hau, kich thudc hach, tri hodn diéu tri > 2 tudn la cac yéu

t6 tién lwong anh hudng dén thoi gian sng thém mét cach ¢ ¥ nghia.

- Tac dung phu cua phac dd bao gémz Pdc tinh ctia hoa chat ddi voi hé tao
huyét do 3-4 gé)m: giam bach cau 1a 9,7%; giam bach cau hat 9,7%. Ddc tinh
ngoai hé tao huyét do 3-4 gdm viém da 1a 17,7%; viém niém mac 1a 24,2%; nén
12 9,7%. Bién ching mudn: khé mi¢ng do 3 1a 21,5%, khit ham d¢ 1-2 1a 16,1%;
x0 hoa da do 1-2 1a 48,2%. Khong gdp doc tinh trén gan va than.

- V& diém chét luong cudc séng, mic du con mot sd chi sd x4u nhu kho
miéng (59,3), nudc bot quanh (49,3), rang miéng (34,5), gidm can (31,5),
diém chat luong cudc sdng tong thé nédi chung & mirc chap nhan dugce (61,1).

Két ludn: Phac d6 hoa xa dong thoi véi Cisplatin hang tuan c6 hiéu qua
trén bénh nhan ung thu vom miii hong giai doan IIB v&i d6 dung nap chap

nhan duoc
5. San pham:
5.1. San pham khoa hoc: 03 bai bao

1. Tran Thi Kim Phuong, VO Van Xuan, Ta Van To (2017), "So sanh déap
g diéu tri va doc tinh cdp ctia hoa xa dong thoi véi Cisplatin hang tuan
va mdi ba tuan trong ung thu vom miii hong giai doan IIB", Tap chi Y
hoc Viét Nam, 452 (1), tr.175-179.

2. Tran Thi Kim Phugng, V6 Van Xuan, Nguyén buc Loi (2017), "Séng
thém cua bénh nhan ung thu vom miii hong giai doan 11B diéu tri hoa xa

d6ng thoi tai bénh vién K", Tap chi Ung thu hoc Viét Nam, (4), tr. 79-84.



3. Tran Thi Kim Phuong (2018), "Chat luong cudc sdng ctia bénh nhan ung
thu vom mii hong giai doan II diéu tri hoa xa déng tho1 tai Bénh vién
K", Tap chi Y hoc Viét Nam, 466 (1), tr. 74-79.

5.2. San pham dao tao:

Tran Thi Kim Phuong (2018), Pdnh gid két qua héa xa tri dong thoi
trong ung thu vom miii hong giai doan II tai bénh vién K, Luan an tién si y hoc,

Truong DPai hoc Y Ha Noi.
5.3. San pham wng dung:

San pham: Phac d6 hoa xa dong thoi véi Cisplatin hang tuan trong diéu

tr1 ung thu vom miii hong giai doan IIB.

6. Phuong thirc chuyén giao, dia chi ing dung, tac dong va loi ich mang

lai ciia két qua nghién ciru:

Trién khai ap dung phac dd nghién ctru cho cac bénh nhan ung thu vom
mili hong giai doan IIB & cac khoa, trung tdm Ung budu trén toan qudc

(Trung tam Ung budu - Bénh vién TW Thai Nguyén).
Ngay 25 thang 4 nam 2019
Té chirc chi tri Chii nhiém dé tai

(ky, ho va tén, déng dau) (ky, ho va tén)

Ths. Tran Thi Kim Phwong



INFORMATION ON RESEARCH RESULTS

1. General information:

Project title: Study on the outcome of cuncurrent chemoradiotherapy in

nasopharyngeal carcinoma stage 1B at K Hospital.
Code number: BPH2016-TN05-03
Coordinator: Tran Thi Kim Phuong

Implementing institution: Thai Nguyen University of Medicine and

Pharmacy
Duration: from 01/2016 to 12/2017
2. Objective(s):
1. Evaluate the outcome of concurrent chemoradiotherapy in
nasopharyngeal carcinoma stage I1B.
2. Evaluate the toxcicities of this regiment.

3. Creativeness and innovativeness:

This is the first study on the outcome of of concurrent
chemoradiotherapy based on wekkly Cisplatin in nasopharyngeal carcinoma

stage 11B at K Hospital.
4. Research results:

- The outcome of the regiment. The complete response rate: 96,8%;
partial response rate: 3,2%. 3 year overall survival rate: 88,7%; 3 year disease
free survival rate: 86,0%. Parapharyngeal space invasion, the node size and

interrupted time of treatment > 2 weeks affect the overall survival rate.



- The side effects: Acute toxicities grade 3-4:. leukopenia: 9,7%;
neutropenia: 9,7%; dematitis: 17,7%; mucositis: 24,2%; vomoting: 9,7%.
Chronic toxicities: xerostosmia grade 3: 21,5% ; skin fibrosis grade 1-2: 48,2%;
trismus grade 1-2: 16,1%.

- Although there were several poor quality of life scale scores (dry
mouth: 59.3, sticky saliva: 49.3, teeth: 34.5; weight loss: 31.5), the global
health status

score was acceptable (61.1).

Conclusion: Concurrent chemoradiotherapy based on weekly Cisplatin

Is effective for nasopharyngeal carcinoma stage 1B with acceptable tolerance.
5. Products:
5.1. Scientific products: 03 publications

1. Tran Thi Kim Phuong, Vo Van Xuan, Ta Van To (2017), "Preliminary
outcome and acute toxicity of weekly vesus three weekly cisplatin based
concurrent chemoradiotherapy in nasopharyngeal carinoma stage 1I1B",
Vietnam Medical Journal, 452 (1), pp. 175-179.

2. Tran Thi Kim Phuong, Vo Van Xuan, Nguyén Purc Loi (2017), "Surviaval
of Nasopharyngeal carcinoma stage I1B patients treated with concurrent
chemoradiotherapy at K Hospital", Vietnam Oncology Journal, 4, pp. 79-
84

3. Tran Thi Kim Phuong (2018), "Quality of life of nasopharyngeal carcinoma
stage Il patients treated with concurrent chemo radiotherapy at K Hospital",
Vietnam Medical Journal, 466 (1), pp. 74-79.



5.2. Training products:

Tran Thi Kim Phuong (2018), Evaluate the outcome of concurrent
chemoradiotherapy in nasopharyngeal carcinoma stage Il at K Hospital,

Doctoral dissertation, Hanoi Medical University.
5.3. Application products:

Product: Concurrent chemoradiotherapy based on weekly Cisplatin

regiment in treating nasopharyngeal carcinoma stage I1B.

6. Transfer alternatives, application institutions, impacts and benefits of

research results:

Aplication the study regiment for the nasopharyngeal carcinoma stage
1B patients at Oncology Departments or Oncology Centers of Vietnam

(Oncology Center of Thainguyen National Hospital).
Thai Nguyen, 25" April , 2019

Implementing institution Coordinator

Master of Medicine. Tran Thi Kim Phuong
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PAT VAN PE

Ung thu vom mili hong (UTVMH) 1a mot trong nhitng ung thu phd
bién ¢ Viét Nam va mot s6 nudc ving Nam A nhu Trung Québc, Hong Kong,
bai Loan, Singapore... Theo Globocan 2012, tai Viét Nam, UTVMH ¢ nam
gidi ¢6 ty 16 méc chuén theo tudi 1a 7,7/100.000 dan, dimg hang thir 4 trén thé
gidi, & nlr gidi ty 1€ nay 1a 3,4/100.000 dan, dung hang thu 2 [23].

Mic du UTVMH la mot bénh kho phat hién sém va chan doan, bénh
luén ¢6 xu hudng xam 14n tai chd, tai vung nén con nhiéu bénh nhan dén vién
& giai doan tién trién va giai doan mudn, nhung tién lugng chung cua
UTVMH da duoc cai thién qua ba thap ky gan ddy nho cac tién bo trong chan

doan, quan 1y ciing nhu diéu tri bénh.

Vé diéu tri, UTVMH nhay cam véi ca xa tri (XT) va hoa tri, trong do,
XT dugc coi 1a phuong phap chinh. Véi giai doan I, XT don thuan c6 thé
kiém soat duoc bénh voi ty 1€ séng thém 5 nam, 10 nam dat duoc trén 90%
[18],[40]. Két hop hoa xa tri dugc chi dinh cho cac giai doan tién trién tai chd,
tai ving (IIB-1VB). Theo hudng din thyc hanh diéu tri ung thu cia Mang ung
thue qudc gia Hoa ky (National Comprehensive Cancer Network-NCCN),
Hiép hoi dau c6 chau Au (European Head and Neck Society - EHNS) - Hiép
hoi ung thu chau Au (European Society for Medical Oncology - ESMO) -
Hiép hoi xa tri va ung thu chau Au (European Society for Radiotherapy and
Oncology - ESTRO), hoa xa dong thoi (HXDT) két hop hay khong két hop
v6i hoa trj bd tro duge chi dinh nhu 14 mot phac dd chuan cho UTVMH giai
doan 1IB-1VB [46]. Céach thuc két hop ndy duoc ching minh ¢6 hiéu qua
trong kiém soat tai chd tai ving va phong di cin xa di voi giai doan I1I-1VB

boi rat nhidu cac thir nghiém pha IIT [11],[13].



Dé6i voi UTVMH giai doan 1B, tir viéc nhan dinh vé cac yéu t6 nguy
co quan trong lién quan dén di cin xa 1a T2B (xdm lan khoang cn hau) va N1
(di can hach), héa trj ciing d3 dugc bd sung vao phac do diéu tri nhung bang
chting vé vai tro cta hoa xa két hop con chua da manh [16],[36]. Két qua cua
thir nghiém 14m sang ngiu nhién dau tién so sanh HXDT véi xa tri 2D don
thuan cua tac gia Chen (2011) trong UTVMH giai doan II cho thay HXPT cai
thién ty 1€ 5 nam séng thém toan bo va 5 nam séng thém khong di can xa
[15]. Nhung mét sb nghién ctru khac cho thiy hoa xa két hop khong cai thién
song thém toan bd cho UTVMH giai doan nay [12],[52],[69],[71]. Bén canh
nhimg quan diém tng ho phdi hop héa xa tri cho bénh nhan giai doan IIB thi
van c6 cac tic gia cho rang cach thirc diéu tri ndy c6 thé 1a khong phu hop do
khong thuc sy cai thién két qua séng thém toan bo so v&i xa tri don thuan, dic
biét so voi cac ky thuat xa tri hién dai nhu xa tri diéu bién liéu (IMRT), xa tri
dudi hudng dan cua hinh hanh (IGRT)...; hoa xa tri phdi hop con co thé lam
tang ty 1& cac doc tinh cap va man tinh, anh hudng t6i chat lugng cudc song,
mot van dé rat quan trong d6i véi cac bénh nhan c6 co hoi song thém kéo dai

nhu ¢ giai doan nay [25],[49],[52],[53],[72],[74].

Tai Viét Nam, da c6 mot sb nghién ctiu vé két qua diéu trj UTVMH bé‘lng
hoa xa tri phdi hop, tuy nhién chu yéu tap trung vao giai doan III-1V, con thiéu
cac nghién ctru phdi hop hoa xa tri cho giai doan IIB. Pé gop phan cung cap
thém béng chung khoa hoc vé vai tro ctia hoa xa tri d6i véi UTVMH giai doan
1, chting t6i tién hanh dé tai “Nghién ciru hiéu qua xa tri phoi hop dong thoi
vai Cisplatin trong ung thu vom miii hong giai doan IIB tai bénh vién K”

vO1 muc tiéu sau:

1. Ddnh gid két qua xa tri phoi hop dong thoi véi Cisplatin trong ung thu

vom miii hong giai doan IIB.

2. Bdnh gid cac tic dung phu ciia phéc do.



CHUONG 1: TONG QUAN TAI LIEU

1.1. Dich té hoc

Ung thu vom miii hong gdp rat nhiéu ¢ cac nuéc Pong Nam A, cac nudc
vung Pia Trung Hai, ving Bic cuc va cac vung can Bic cuc cta cac nudc Béc
My va Grrenland. Vung dich t& chinh gdm khu vue nam Trung Qudc, cic nudc
Béc Phi noi tiéng Amazigh va A rap, ngudi Eskimo. UTVMH c6 ty 1é méc cao
(tir 30-50/100.000 dan) ¢ nhitng cong dong dén tir Quang Pong Trung Qudc va
thuong gip & nhitng cu dan mién nam Trung Qudc di cu sang Hong Kong,
Singapore, Malaysia, Hoa Ky. Ty 1& mic ¢ nhom trung gian (5-15/100.000
dan) gip & ving Pong Nam A, trong d6 ¢6 Viét Nam. Nhom trung binh (1-
5/100.000 dan) gip & Thuong Hai, va mot sb ving thudc mién Bic Trung
Qudc. O chau Au, ty 16 mac UTVMH < 2/100.000 dan/nam [22].

Tai Viét Nam, theo Globocan 2012, tai Viét Nam UTVMH & nam gigi
c6 ty 1é mac chuan theo tudi 1a 7,7/100.000 dan, dimg hang thtr 4 trén thé gidi,
& nir gidi ty 1€ nay 1a 3,4/100.000 dan, ding hang thir 2 [23].

Tubi va giéi: O vung c6 tan suat méc cao, ty 16 méc ting dan 1én tir 20
tudi va dat dinh cao & 40-50 tudi. O ving c6 tan suat mic thap, tudi mic cao
hon, dinh cao trén 60 tudi. Ving c6 tan sudt mic trung gian thuong gip nhiéu

& ltra tudi 10-20. V& gidi: nam mac nhiéu hon nix, ty 16 2-3/1[1],[22].
1.2. Chéan do4n

1.2.1. Tri¢u chirng 1am sang

*Giai doan som: Cac tricu ching sém thuong ngheo nan, bénh nhéan
(BN) khong dé ¥ va hay nham véi céc triéu ching bénh tai miii hong thong
thuong khac. Cac diu hiéu thuong 1a dau dau Am i khong thanh con, u tai mot

bén, u ti€ng tram nhu tiéng xay thoc, ngat tac miit mot bén, c¢6 thé chdy mau



miii mot bén. Cac dau hiéu nay co6 tinh chit mot bén va tang dan, d6i khi xuit
hién hach c6 ngay tir dau, hach nho, di dong [43].

*Giai dogn mugn: Cac tri¢u chiing lam sang cua bénh phu thudc vao vi
tri, marc d6 xam l4n cta khéi u va tinh trang di can xa.

- Hach c6: la triéu chimg phd bién nhat khién BN di kham va khoang
43% BN ¢6 hach ¢b khi dén vién. Hach ¢ thuong gap cung bén ¢ vi tri cao,
trong d6 hach Kuttner bi ton thuong sém nhat. Mot sé truong hop noi hach
cd 2 bén hoidc hach c6 bén ddi dién [43].

- Triéu ching miii: Ngat tic miii mot bén thoi ky dau khong thuong
xuyén, thoi gian sau lién tyc. Co thé c6 chay mau mili, xi ra nhay 1an mau
do hoai tiru [43].

- Triéu chimg tai: Nghe kém do tran dich tai giita gdy ra bdi tic nghén
6ng Eustachian, hay gap kém theo U tai tiéng trim ¢ mot bén [2],[43].

- Triéu chimg mat: Giai doan mudn u xam lan rong gy chén ép ton
thuong day than kinh II, III, IV,V, VI, bénh c6 biéu hién: nhin doi, lac, sup
mi, giam thi luc...[2],[43].

- Triéu ching than kinh: Triéu trimg than kinh thuong gip ¢ giai doan
mudn. Ton thuong cac day than kinh thuong gip nhét 1a day V,VI . Tuy thudc vao
vi tri xdm lan cta khéi u, c6 thé gip cac hoi chimg liét than kinh khac[2],[43].
1.2.2. Kham lam sang

* Soi vom hong gidn tiép qua gwong

Str dung phuong phap soi vom gian tiép qua guong ctia Hopkin dé phat
hién u tai VMH ddng thoi sinh thiét u chan dodn mé bénh hoc.

* Noi soi vom miii hong

Noi soi truyén théng str dung anh sang phtic hop, c¢6 dai tin phan b tir



wéc song 380 nm dén 780 nm. Céc ki thuat gdm noi soi éng cling va ng mém.
Noi soi dng cting c6 hiéu qua trong phat hién cac truong hop ton thuong nho va
c6 thé cung cp cho hinh anh t6t hon khi so sanh véi noi soi 6ng mém. Noi soi

ong meém hi¢u qua hon trong vi¢c quan sat tot moi vi tri gidi phau ciia vom.

1.2.3. Can lam sang

1.2.3.1. Chan dodn hinh danh

* Siéu am: Siéu am giGp phat hién cac ton thuong hach ving cd voi
cac dic diém: vi tri, kich thudc, hinh anh, ranh gioi, thay doi cAu trac am,
muc do hoai tir, canxi hoa cta hach. Siéu 4m con cé gia tri huéng dan sinh
thiét hach. Siéu 4m Doppler giup khao sat mach canh, mach séng c6 khi nghi

ngd UTVMH xam l4n thanh bén hong, phan mém quanh bé mach canh.

*Chup CT Scanner: Chup cat 16p vi tinh (CT Scanner) c6 thé xac dinh
chinh x4c hinh anh khéi u vom hong, kich thudc, vi tri, su lan rdng ctia khdi u
va hach vung. CT Scanner dic biét c6 gia tri khi danh gia ton thuong xuwong
nén so. Chup CT Scanner gop phan quan trong trong danh gia giai doan bénh,

tién luong, giup 1ap ké hoach XT va theo ddi sau diéu tri.

*Chup MRI: MRI 1a phuong thtic chan doan duoc ua chudng trong xéac
dinh giai doan cia UTVMH, dic biét trong danh gia xam l4n cta ton thuong
vao céc to chirc phan mém lan can, than kinh, khoang can hau, xuong va cic
cAu trac 1an can khac nhu xoang, hodc so ndo . Nho dac diém ddi quang cua
t6 chirc phan mém rat cao va c6 thé tao hinh anh trén nhiéu mit phang khac
nhau trén MRI ma giup phan biét chinh xac hon cac khdi u tir cac to chirc
phan mém. MRI vu thé hon nhiéu k¥ thuat khac trong chan doan va danh gia
giai doan bénh.

* PET/CT: PET/CT la mét hé thong két hop giita may PET (Positron
Emission Tomography) va may chup cét 16p vi tinh, 1a phuong phép ghi hinh

hién dai str dung cac hoat chét phong xa gén két v&i cac chat tham gia vao qua



trinh chuyén hoa cua té bao. Dugc chat phong xa dung cho ghi hinh duoc st
dung rong rai 1a 18F- FDG. So v6i CT Scanner, PET/CT c6 gia tri hon trong danh
gia giai doan u. MRI lai wu thé hon PET/CT trong xéc dinh giai doan u . PET/CT
c6 gia tri cao trong danh gia di can hach co, c6 do nhay va do dic hiéu cao hon khi
déanh gia di can hach ¢d so v6i MR, tuy nhién do chinh xéc cua PET/CT tuy thude
vao vi tri hach. PET/CTdac biét c6 gia tri trong chan doan di can hach ¢ thép,

nhung han ché trong chén doan di can hach sau hiu so véi MRI .
1.2.3.2. Xét nghiém té bao hoc

Pay 1a xét nghiém don gian dé lam va co thé thuc hién dugc & ca hai vi
tri khéi u VMH va hach c6. Chan doan té bao hoc chi c6 tac dung gitup dinh

huéng chan doan khong c6 vai trd quyét dinh trong chan doan.
1.2.3.3. Mo bénh hoc

Phén loai quéc té dau tién cta t6 chic y té thé giéi (WHO) tir nam
1978 chia m6 bénh hoc UTVMH lam 3 thé chinh: ung thu biéu mé té bao vay
(WHO 1), ung thu biéu mo khong stng héa (WHO II) va ung thu biéu mé
khéng biét hoa (WHO III). Pén nim 1991, WHO d4 sira d6i, phan loai thanh
loai stng hoa va khong stmg hoa. Loai khong stmg hoa dugc chia tiép thanh
bi¢t hoa va khong biét hoa. Pén nam 2005, phan loai dugc cap nhat va stra doi
lan cudi cho dén nay. Phan loai nay van bao gom ung thu biéu mo khong biét
hoa va biét hoa nhung thém vao mot loai hiém gip hon 1a ung thu biéu mo té

bao vay dang day (basaloid squamous cell carcinoma) [47].

1.2.4. Chan do4n giai doan

T trude dén nay c6 khoang 20 hé théng xép giai doan khac nhau ddi véi
UTVMH, trong d6 duoc st dung nhiéu nhat 1a hé théng cia Ho va
UICC/AJCC. Phién ban phan loai luén dugc cap nhat cé lién quan dén cac
tién bo vé k¥ thuat chan doan hinh anh. Phan loai 1an tht 6 d3 duoc st dung

rong rai tir khi ra doi nam 2002, day la phan loai dugc str dung trong nghién



ctru [64]. Trén 1am sang hién nay dang str dung 13 phan loai lan thir 7 (2010).
So v6i phan loai nam 2002, phan loai 2010 ¢6 mot s6 thay doi. Duya trén sb
lidu cac nghién ctru cho thay, cac truong hop UTVMH xam 1an dén hc mii
hay hong miéng (T2 theo phan loai lan thi 6) ma khong c6 xam 1an khoang
can hau c6 tién luong tuong tu véi cac truong hop giai doan T1. Vi vay, giai

doan II trong phan loai 2010 tuong duong véi 11B trong phan loai 2002.
Phan loai TNM va giai doan theo UICC 2002.
1.2.4.1.Phan loai TNM
*U nguyén phat (T)
Tx: c6 té bao ung thu nhung khong thay u.
To: Khong c6 u nguyén phat.
Tis: Ung thu tai chd.
T1: u nam trong gi¢i han vom.
T2: u lan dén t6 chirc phan mém ngoai vom hong
T2a: xam l4n khoang miéng/hdc mili nhung khong lan vao khoang can hau
T2b: xam lan khoang can hau
T3: u xam lan cac ciu triic xwong hodc cac xoang canh mili.

T4: u xam lan vao trong so ndo hodc xam lan cac day than kinh so ndo, u

xam 1an vao ho thai duong, ha hong hodc héc mat, khoang co nhai
*Hach vung (N):
No: khong ¢6 di can hach vung.
Nx: khong danh gia dugce hach vung.
N1: di can hach c6 mdt bén duong kinh <6cm trén hd thuong don.

N2: di can hach c6 hai bén duong kinh < 6¢m trén hé thuong don.



N3: di cin hach ¢6 > 6cm hodc hach thuong don.
*Di can xa (M):

Mx: khong danh gia dugc di can.

Mo: khong c6 di cén xa.

M1: di cén xa.

1.2.4.2. Phan logi giai dogn

0 Tis, No, Mo

I T1, No, Mo

Ila T2a, No, Mo

b T1, 23, 2b N1, Mo

11 T1,2,N2, Mo va T3; No, 1, Mo

IVa T4, bat ky N, Mo
Vb bat ky T, N3, Mo.
Ve bat ky T, bat ky N, M1

1.3. Piéu tri

1.3.1. Xa tri

Xa trj 1a phuong phap diéu tri chinh cho BN UTVMH. C6 thé kiém
soat bénh tai chd va tai vung c6 hi€u qua ¢ giai doan sém bo1 XT don thuan.
Xa tri ¢6 thé diéu trj khoi 70-90% giai doan I, I va 45% giai doan 111, 15% &
giai doan IV. Xa tri tri¢t can thuong chi dinh cho nhiing ton thuong khu tra &
giai doan twong d6i sém (T1,2 NO MO - Giai doan I, I1a). Trong thé ky XX,
XT 1a vii khi duy nhét dé diéu tri khoi UTVMH. Bén nhiing thap nién 90 cua
thé ky XX, két hop hoa xa tri dugce chi dinh cho céc truong hop tién tién tai

chd, tai viing, mang lai hiéu qua trong diéu tri triét can UTVMH.



1.3.1.1.Cac phwong phap xa tri

*Xa tri ngoai (External Beam Radiotherapy): St dung cac may XT
Cobalt 60 hoic may XT gia tdc tuyén tinh dé diéu tri cho BN.

*Xa tri trong (Brachytherapy): St dung ngudn xa nhu Radium,
Cesium, Iridium &p sat hodc cam truc tiép vao ton thuong. Trong UTVMH, xa
ap sat diéu tri cac ton thwong tai vom, phdi hop véi XT ngoai trong cac
truong hop tai phat tai chd. Xa tri trong c6 vai tro quan trong trong viéc phdi

hop véi XT ngoai vao dé diéu tri UTVMH [9].
1.3.1.2. Cac ky thudt xa tri

*Xa tri 3D: Viéc lap ké hoach XT duoc thuc hién bang hé théng lap ké
hoach theo khong gian 3 chiéu. Hé thong 1ap ké hoach theo 3D 1a mot tién bo
trong tinh toan phan bd t6i uu liéu luong va cai thién cho cdc md lanh lién
quan. K§¥ thuat XT 3D cho biét cac thong tin rd rang vé téng lidu diéu tri, lidu
luong mdi budi chiéu, lidu lugng tai cac to chirc nguy cp (than kinh thi giéc,
than ndo, tuy song hay cac thuy thai duong...) va su khac nhau vé liéu luong
trén timg vung thé tich trong diéu tri UTVMH, g6p phan nang cao chat lugng
diéu tri. Lap ké hoach XT bang 3D gitp che phtt khdi u hiéu qua hon trong khi
lam gidm ton thuong t6 chue lanh. Xa tri 3D lam tang ty 1¢ kiém so4t tai chd, giam
ty 18 bién chimg mudn, ting chét luong cudc séng cho BN c6 ¥ nghia sau diéu tri
nhu cai thién cac tri¢u chimg dau, chan an, khé miéng, cac tac dung phu trén rang,

miéng...[26].
*Xa tri diéu bién liéu (IMRT)

IMRT 14 mot phuong thire XT tién tién voi do chinh xac cao khi str dung
may tinh diéu khién may gia toc dé cung cap lidu xa chinh xé4c t&i khoi u hodc
mot vung cu thé cua khdi u. IMRT gém nhiéu chum tia rat nho téi khdi u tir
nhiéu huong. Trong thoi gian diéu tri, cuong do tia cua mdi chum tia duoc

di€u chinh, va hinh dang cua chum tia thay d61 hang tram lan moi lan diéu tri.
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IMRT cho phép cung cip liéu xa thich hop va chinh xac hon theo hinh dang
3D cuia khéi u bang cach diéu chinh cuong do cua chum tia theo timg thé tich
nho ctia khdi u. IMRT ciing cho phép cung cép lidu xa véi do tap trung cao téi
nhimg ving bén trong khdi u trong khi giam téi muc nho nhat lidu téi nhiing

t6 chuc lanh xung quanh.

1.3.2. Hoa tri

Kiém soat khdi u nguyén phat va phong di cin xa la cac muc dich chinh
trong diéu trjf UTVMH. Véi viéc ap dung cac k¥ thuat XT hién nay, viéc kiém
soat tai chd hoan toan co thé thuc hién duoc voi két qua kha quan thi van dé
di cin xa trd thanh nguyén nhan that bai chinh trong diéu tri UTVMH . Pé
tang hiéu qua kiém soat tai chd, tai ving va loai trir vi di cdn xa, hoa tri (HT)
da duoc két hop v6i XT trong phac dd diéu tri UTVMH. Viéc tinh thoi diém
t6i wu dé phdi hop hai phuong thirc nay 14 yéu té quan trong cho thanh cong

ctia diéu tri. Hién c6 cac cach thic phéi hop hoa xa tri nhu sau.
- Hoéa tri b6 trg trude (HTBTT)
- Hoa xa tri dong thoi (HXDT)
- Hoa tri bb trg (HTBT)
- Hoa trj bd tro trudce tiép theo sau 1a hoa xa tri dé)ng thot

Céac hudng dan thyc hanh 1am sang vé ung thu cia NCCN vé ung thu
dau cb (2015, phién ban 1) va EHNS-ESMO-ESTRO déu khuyén cdo XT
don thuan cho UTVMH giai doan I va HXPT cho céc giai doan khac. Tuy
nhién c6 chat khac biét vé thoi diém dung HT. NCCN huéng ddn HXDT +
HTBT, HXDT (phan loai 2B) va HTBTT + HXDT (phan loai 3) cho giai
doan II-IVB. Huéng dan cia EHNS-ESMO-ESTRO cu thé hon chi dinh dua
trén giai doan: HXDT don thuin cho giai doan II (phan loai 2B) ; HXDT+/-
HTBT cho giai doan III-IVB (phan loai 1A); va HTBTT + HXDT cho giai
doan IVA-B (phan loai 2B) [46],[55].
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Cac huéng dan trén co ban khong co su khac biét. Mic du co it su bat
dong vé quan diém két hop hoa tri véi XT trong diéu tri UTVMH giai doan
tién trién tai chd, tai vung, nhung van chua cé su déng thuén vé viéc lya chon
phac d6 nao 13 t6i wu va lam thé nao dé lya chon mot cach khach quan

phuong an diéu tri cho timg cé thé [55].
1.4. Tac dung phu va chét lwgng cudc song ciia bénh nhan sau diéu tri

* Phdn irng cdp va bdn cdp: Viém tuyén nudc bot mang tai thudng
xdy ra trong 24 gid dau cua xa tri. Budn non, ndn, mét moi, chan an. Phan
tmg da tir d6 da dén viém da bong vay kho, viém da xuét tiét, hoai tir da.
Viém niém mac mi¢ng la doc tinh thuong gap nhét, khoi dau tir tuan 18 tha 2-
3 cua xa tri. Mat vi giac, dau hong, kho nudt thuong xay ra sau tuan tht 4 cua
XT. Giam thinh lgc do nghén voi nhi va viém tai thanh dich cua tai gitra

thuong it gap [9],[59] .

* Bién chirng mudn: Phi né mit vang dudi cam c6 thé xuat hién va
kéo dai tir 3-8 thang sau diéu tri. Cam giac kién bo thoang qua va t& nhu
shock dién do xa tr1 vung tay co gap & s6 it BN, c6 thé ty mat di sau 2-36
tuan. Hoai tir thuly thai duong véi céc triéu ching mo ho (giam tri nhd, thay
d6i tinh cach, dong kinh). Than kinh ngoai vi dic biét 1a than kinh so c6 thé bi
liét ma khong c6 bang ching bénh tai phat. Hé théng doi thi - tuyén yén bi
anh huong s¢€ gay roi loan vé noi tiét trén cac hormon tdng trudng, sinh duc,
tuyén giap... Viém tai giita hodc tai ngoai truong dién sau XT, ning c6 thé
dan dén viém mang ndo, diéc. Viém giac mac, duc thuy tinh thé, nhoi mau
dong mach vong mac. M6 mém va xuong sau XT liéu cao c6 thé xo hoa, ning
hon sé& hoai tir. Niém mac ving XT (héc miii, vom hong) bi teo giy gidn mao
mach, dé xuat huyét ma khong phai do tai phat. Loét vom miéng do XT. Kho

miéng do teo tuyén nudc bot, gdy sau, hong ring. Khép thai dwong ham ton
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thuong gay khit ham. Ung thu thir hai, phd bién 13 ung thu xwong ving tia va

ung thu biéu mo té bao vay ctia vom miéng va da [9],[59].
*Bién chitng két hop héa, xa tri

Hoa tri co thé e ché tiy xuong giy thiéu mau, ha bach cau, hong
cau,tiéu cau. Cac bién chung ngoai hé tao huyét nhu doc tinh trén tim, than,
than kinh, nén, rung toc, viém ni€ém mac, viém tinh mach do huyét khoi. bang
chu ¥ 1a khi két hop véi hoa tri, ty 1& doc tinh do 3 ciling ting dang ké [9],[59].

Doc tinh d§ 3 thuong gap nhét 13 viém niém miéng, ha bach cau va budn nén .
1.5. Pic diém va két qua diéu tri UTVMH giai doan IIB

1.5.1. Pic diém bénh hoc cia UTVMH giai doan 11B

Theo phén loai ciia UICC/AJCC 2002, giai doan IIB gom T1N1MO,
2AN1IMO, T2BNOMO, T2BN1MO. Trong d6 T2B (xam lan khoang can hau -
XLKCH) va N1 1a hai yéu t6 yéu t6 nguy co di cin xa & BN UTVMH giai

doan som.

Su quan trong ctia viéc XLKCH nim & chd khoang can hau rat giau
cac mach mau, va trong d6 13 t6 chirc m& long 1éo. Ton thuong ung thu tir
VMH c6 thé lan rong va xam lan sang khoang can hau. Khi ton thuong lan vé
phia nén so va bé mit 16ng 1éo cua khoang can hau thi ty 1& di cin xa s& ting
1én mot cach co y nghia. Mtrc ¢ XLKCH cang nhiéu thi nguy co di cin xa

cang cao [43].

Xam lan khoang can hau 1a nguy co ciia di can xa da dugc nhiéu tac gia
khang dinh. Theo mét s nghién ciru, thoi gian 5 nam séng thém khong di can
xa cua cac BN ¢c6 XLKCH thap hon khoang 12,6%-19% so v6i nhimg BN
khong c6 xam lan dén khu vuc nay. Con d6i véi cac truong hop N1 ¢6 ty 18 3
nim sng thém khong di can xa thip hon 18% so véi cac trudng hop khong co

di can hach c6 trong phan nhém c6 XLKCH [58],[67].
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Tac gia Teo (1996) quan sat thay trong nhom NO, BN T2B ¢6 ty 18 3
nim STKB thip hon 18% so vdi T2A (4% so véi 22%) [58]. Cheng (2005)
cling thdy mic du déu co di can hach c¢d (N1) nhung cac BN T1-2A c6 thoi
gian song thém 5 ndm STKB cao hon c6 y nghia so véi T2B mic du ca hai

phan nhom déu thudc giai doan IIB (theo phan loai UICC/AJCC 2002) [16].

Cac két qua trén khang dinh BN ¢6 XLKCH c6 nguy co di can xa cao hon
so voi BN khong c6 XLKCH, ca khi két hop vé6i di can hach c6 hay khong.

Khoang can hau vé1 su tip trung cua mang ludi mao mach duong nhu 1a nguyén
nhan gay di can xa nhiéu hon so véi di can hach.

1.5.2. Két qua diéu tri UTVMH giai doan IIB
1.5.2.1. Xa tri don thuan

Xa tri don thuan 13 mét sy lua chon dau tién cho UTVMH, day la
phuong phap chuan va truyén thong cho giai doan sém (1,11). Tuy nhién, khi
phan tich dudi nhom, cac tac gia déu nhan dinh XT mang lai mot két qua rat
t6t cho UTVMH giai doan sém, nhung két qua khac nhau theo mdi phan

nhém va that bai chinh ctia XT 1a di cin xa, dic biét 1a & giai doan II.

Tac gia Hong (2000) xa tri don thuan cho bénh nhan UTVMH giai doan II
(UICC/AJCC 1997) ¢6 két qua 5 ndm STTB 1a 73% [31]. Ciing v6i giai doan 11
(UICC/AJCC 1997), Lee va cs (2005) xa tri don thuan cho 5 nim STTB dat
84% [40]. Tac gia Xiao va cs (2009) XT2D cho 362 BN UTVMH giai doan sém
(T1-T2NO-N1MO). 5 ndm STTB cho ca nhom 1a 85%; STTB cua BN T1NO,
T2NO, TINI 12 96,6% ; 91,3% ; 85,8% (p>0,05); 5 nam STTB ctia nhom T2N1
chi dat 73,1% va 5 ndm song thém khong di cin xa 1a 81,2 (p<0,05). Tac gia két
luan: XT don thuan mang lai hiéu qua cho BN TINO, T2NO, TIN1 nhung x4u
hon & giai doan T2N1. Ly do chinh cta thét bai 1a di cin xa [68].

Wong va cs (2010) diéu tri cho 175 BN UTVMH (38 BN giai doan I1B-
UICC/AJCC 2002) bing IMRT ¢6 3 nim STTB 14 90,9%[66]. Tuy nhién, Xu
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(2011) XT2D cho cac BN N1 thi 5 ndm sdng thém khong di can xa chi 1a 81,5%
[71]. Theo Lee va cs (2005), vi lam ting ty 1¢ kiém soat tai ving nén k¥ thuat
IMRT d3 1am ting thém 11% song thém khong di cin xa 5 ndm so voi nhém
XT2D [40]. Nghién ctru hoi ctru ciia Lee (2012) trén UTVMH giai doan 11, XT
3D hodc IMRT khong két hop HT ¢6 ty 1é sdng thém dic hiéu 1a 95% [39].

Su va ¢s (2012) diéu tri 198 ca UTVMH giai doan sém bang IMRT (141 ca
giai doan IIB-UICC/AJCC 2002). Két qua: 5 nim STTB, song thém khong tai
phat tai chd - tai ving, séng thém khong di can xa lan luot 13 97,3%; 97,7% va
97,8%. 5 nam song thém khong di cin xa theo cdc phan nhom TINO, T2NO,
TINI va T2N1 1 100%; 98,8%:; 100%; va 93,8% (p=0,125). S liéu trén cho thay
hiéu qua ciia IMRT ddi voi giai doan IIB va I 14 tuong duong. Nhung T2B va N1
van 1a 2 yéu t6 nguy co cta di cin xa. Ty 1¢ that bai & nhém nay 13 6% véi di can

xa hodc tai phat tai ving chiém 9% (12 BN) va 7 trong 12 BN tir vong [53].

Guo va cs (2016) nghién ctru trén 311 BN UTVMH giai doan II (IMRT
hay IMRT+HT). Tac gia nhan dinh, IMRT cho két qua diéu tri hoan hao cho
giai doan II. Tuy nhién, cac BN ¢ phan nhom khéc nhau s& c¢6 két qua diéu tri
khac nhau. sdng thém khong di cin xa 1a mot that bai chinh, dic biét v6i phan

nhom T2N1 [25].
1.5.2.2. Hod xa déng thoi

Xu va ¢s (2011) nghién ciru trén 392 BN UTVMH T2N1MO (HXDT so
v6éi XT don thuan). Két qua: 5 nam STTB va STKB cao hon ¢ nhém HXPT
mic du khong ¢ ¥ nghia théng ké (80,2% so véi 76,6%; p=0,778 va 70,5%
s0 v4i 64,2%: p=0,413). 5 nam sdng thém khoéng tai phat cao hon & nhém
HXDT (91,5% so véi 77,3%; p=0,007) [71].

Chen va cs (2011) cho thay bénh nhan UTVMH giai doan II ¢6 ty 1& 5
nam STTB, sdng thém khong tai phat tai chd - tai ving, song thém khong di

cin xa & nhém HXDT cao hon c6 ¥ nghia so véi nhém XT don thuan. Ty 1¢
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nay 1an luot 13: 94,5% so véi 85,8%, p=0,007; 87,9% so voi 77,8%, p=0,017,
94,8% so vdi 83,9%, p=0,007. Hoa xa déng thoi cling lam tang ty 1€ doc tinh rd
rang trén hé tao huyét va niém mac ciing nhu duong tiéu hoa nhung & mirc do

chap nhan dugc [15].

Cap nhat nghién cdu MAC-NPC cua Collaborative Group (MAC-
NPC2) (2015) cho thiy két qua hoa trji c6 tac dong theo giai doan nhu sau:
LII(hau hét 1a giai doan I1) HR=0,95 (95% CI: 0,65-1,44). Hiéu qua 5 nim
STTB twong tng voi 3,6%. Két qua nghién ctiru khong ung ho viéc két hop
hoa xa tri cho giai doan som. Hon nita, viéc bd sung thém HT khong nhiing

1am gia tdng chi phi diéu tri ma né con 1am giam sirc nghe ctia BN [12].

Véi céc tién bo trong xa tri, cac sO liéu gan day cho thay IMRT c6 thé
cai thién dang ké két qua diéu tri va nang cao chat luong song cua BN
UTVMH giai doan II so v6i XT 2D hay 3D . Bén thoi diém hién tai di co két
qua ctia mot s6 nghién ciru két hop hoa tri véi IMRT trong diéu tri UTVMH

giai doan II.

Luo va cs (2014) bao cao két qua diéu tri 69 BN UTVMH giai doan sém
(UICC/AJCC 2002) & Trung Qudc, trong d6 c6 31 BN giai doan 1IB. Téc gia
thiy 3 nam STTB ctia BN HXDT cao hon so véi IMRT don thuan (100 so vi
81,4%, p=0,04) va hoa xa két hop 1a yéu td tién luong dic hiéu cho séng thém
khong di cin xa, ty 18 kiém so4t tai ving va STTB (p<0,05) [45].

Tuy nhién, trudc d6 Tham (2010) so sanh giita XT don thuan bang
IMRT va HXDPT trén 109 BN giai doan 1IB (UICC/AJCC 1997), tac gia
khong thdy c6 khac biét rd rét vé sdng thém. 3 nim séng thém khéng di cin
xa, STKB va STTB lan luot 1a 94,9%; 91,1%; 96,2%. Tac gia thiy HXDT voi
IMRT khéng thay dbi ty 1¢ kiém so4t tai vang 3 niam, thoi gian 3 nam séng
thém khong di can xa, STKB, va STTB. Han ché cua nghién ctru 1 ¢& mau

nho & nhom HXDT [60].
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Kang va cs (2015) nghién ctru trén 138 BN UTVMH giai doan II dugc
XT (3D va IMRT) & 12 bénh vién ctia Han Quéc (XT don thuin,
HTBTT+XT, HXDT, HTBTT+HXDT, HTBT). 5 nim song thém khong tai
phat tai chd - tai ving, song thém khong di cin xa, STTB 1a 86,2%; 85,5%;
88,2%. Yéu t tién lugng dac hiéu cho séng thém khong tai phat tai chd - tai
vung 1a HXDT va giai doan N. Cac tac gia két luan, HXDT cai thién dang ké
5 nam song thém khong tai phat tai chd - tai ving giai doan II [36].

Nghién ctru ctia Guo (2016) voi sé luong BN 16n hon (311 BN), thoi
gian theo doi dai hon (57 thang) cho két qua tot hon véi 5 nam STTB, séng
thém khong di cin xa, séng thém khong tai phat tai chd - tai ving va STKB 1a
91,1%; 90,6%; 95,9% va 87,6%. Tac gia ciing két luan viéc két hop thém hoa
tri chi c6 y nghia ddi voi séng thém khong tai phat tai chd - tai ving

(HR=0,263; 95% Cl: 0,083-0,0839; p=0,024) [25].

Lu Ning Zhang va cs (2015) diéu tri cho 661 BN UTVMH T1N1MO-
T2NO-N1MO, T3NOMO bang IMRT két hop hoéa tri dong thoi bang Cisplatin
hoac khong. Két qua: IMRT don thuan dat duoc két qua tuong tu véi HXDT
vé 4 nam STTB (p=0,379), song thém khong di cin xa (p=0,169), song thém
khong tai phat tai chd - tai ving (p=0,489) [74].

Fan Zhang (2015) nghién ctru trén 440 BN UTVMH giai doan II va
T3NOMO xa tri IMRT don thuan va HXDT. Tac gia ciing khong thiy c6 su
khac biét vé sébng thém giita hai nhom voi ty 16 STTB: 98,2% so voéi
98,9%; p= 0,276. Ngoai ra, tac gia thdy c6 ting dang ké ty 1& doc tinh cap
ctia HXDT so véi XT don thuan [73].

Mot nghién ctru khac vé hiéu qua cia HXDT (IMRT) so voi HXPT +
HTBT so véi IMRT don thuan trén 162 BN UTVMH giai doan II cia Chen
(2016) ciing cho két qua twong tu nhu 2 tic gia Zhang khi thiy HXDT khong

cai thién sdng thém so v6i IMRT don thuan ma con lam ting dang ké cac doc
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tinh. 5 nim STTB cta HXDT, HXDT+HTBT, XT don thuin lan luot 1a:
STTB (93,9%:; 95,0%; 95,2%; p=0,937) [14].

Hay nhu Pan va cs (2017) cling nhan xét tuong tu khi so sanh gitra XT
don thuan (2D va IMRT) v6i HXDT va HXDT+HTBT trén BN giai doan .
Khong co khac biét vé 5 nam STTB, séng thém khong tai phat tai chd - tai
ving va séng thém khong di can xa: 95,9%; 92,2%; 96,3% (p=0,867); 98,9%;
96,1%; 96,2% (p=0,963) va 98,7%; 94,8%; 98,1% (p=0,328). Tac gia chu y
BN xa IMRT ¢ ty 18 doc tinh cap va man thap hon[48],[50].

Phén tich tong hop dau tién vé HXPT trén 2.138 ca UTVMH giai doan
II ctia Xu (2017) vé XT va HXPT cho thiy su khac biét vé STTB (HR=0,67;
95% CI1=0,45-0,98; p =0,04) va song thém khong tai phat tai chd - tai ving
(HR=0,61; 95% CI:0,46-0,80; p=0,0003). Bénh nhan HXDT c¢ ty 1¢ ddc tinh
cao hon han so véi nhom XT. HXDT va IMRT don thuin c6 két qua tuong tur
vé STTB, song thém khong tai phat tai chd - tai ving ciing nhu séng thém
khong di can xa [69].

Vé co ban, cac tac gia trén déu cho thay, IMRT don thuan, cing véi
vige lam giam ty 1€ tac dung phy, da mang lai mdt két qua diéu tri tuong tu

vo1 HXDT cho BN UTVMH giai doan IIB.
* Héa xa dong thoi dwa trén Cisplatin theo tuin hodc méi ba tuin

Mic di NCCN khuyén nghi diéu tri HXDT + HTBT cho BN UTVMH
giai doan IIB, nhung chua c6 hudng dan vé viéc lua chon phuong thic nao
pht hop nhét, Cisplatin hang tuan hay mdi 3 tuan. Hién chua c6 nhiéu céc
nghién ctru so sanh hiéu qua cua hai phuong thuc két hop nay trén BN
UTVMH giai doan I1B.

Cisplatin mdi 3 tun da dugc mot sd cac nghién ctru danh gia [11],[13],

[15],[54]. Su phu hop hon cia Cisplatin hang tuan da dugc mot sé cac tac gia
nghién ctru [37],[34]. Tac gia Kim (2008) so sanh hai phuong thirc HT két
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hop voi XT 2D trén BN giai doan II-1VB thy rang Cisplatin hang tuan phu
hop hon do lam giam qua trinh ngung XT va gidam cac ddc tinh [37].

Con theo tac gia Tao va cs (2014), khong thdy su khac biét giita
Cisplatin hang tuan va 3 tudn cho giai doan II-IV diéu tri v6i IMRT, tuy nhién
trong nghién ctru phan 16n 1a giai doan III-IV, chi c6 40 BN giai doan II [57].

Lee va cs (2016) co thur nghi¢m pha II, so sanh hai phuong thirc trén
109 BN giai doan II-IVB (giai doan II 1 28,3%). Tac gia thdy mic du khéac
biét khong c6 y nghia nhung phac dd Cisplatin hang tuan cai thién chét luong
cudc sdng va twong duong so véi phac dd 3 tun vé hiu qua va doc tinh [42].

Nghién ctru gin day cua Su va cs (2016) két hop HT dong thoi véi
IMRT trén 249 BN giai doan II, cho thdy HXPT cho két qua tuong tir voi XT
don thuan, d6i voi nhom diéu tri bang Cisplatin 3 tuan c6 cai thién 5 nim
STTB va song thém khong di cin xa, tuy nhién chua c6 ¥ nghia théng ké [54].

Céac két qua nghién ctru trén cho thdy van c6 tranh cai gitta viéc lua
chon phuong thirc két hop dong thoi nao dya trén Cisplatin s& ¢ uu thé hon
trén BN UTVMH giai doan II. Vi vAy van can cac nghién ctru véi sd luong
BN 16n, da trung tam dé tim phuong thure that sy vu viét.

1.6. Ho4 chit sir dung trong nghién ctru
e Cisplatin

- Tén khoa hoc: Diammin-dichloro-platinum

- Dang thudc: Lo tiém Img/ ml x10ml x 1 1o hodc 50ml x1 lo

- Chuyén héa: Sau khi thude tiém tinh mach, thudc phan bd nhanh vao
cac mo, nhiéu nhét 13 & than, gan, rudt gia va rudt non. Thudc khuéch tan vao
hé than kinh trung wong rat it. Phan 16n thudc gan vao protein huyét thanh.
Thoi gian ban huy trong huyét trong theo 2 pha: pha 1 ¢6 T1/2 = 25-49 phut,
pha 2 c6 T1/2 = 58-73 gio. Thudc thai trir chu yéu qua than.

- Co ché tac dung: Thudc chdng ung thu do kim té bao. Tinh chit hoa
sinh rat gidng cac chat alkyl hoa, ¢6 tac dung chon loc trén phan tir DNA.
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- Twong tac: Do hop ddng tac dung gay doc voi than va tai, khong duoc
phéi hop v6i cac aminoside. Néu c6 nhom thude sé& két tiia va mat hoat tinh.

- Tai bién va doc tinh:

+ Pdc tinh trén than c6 lién quan véi liu.

+ Tac dung phu gay doc 1én thinh lyuc, c6 thé giam nghe hodc mit nghe.

+ Do thudc tc ché tiy xuong nén dan dén giam bach cau, giam tiéu cau,
thiéu mau, ting dan dén tuan thir 3, nhung tir tudn th 5, 6 lai phuc hoi trd lai.

+Bu6n ndn va nén xay ra gan nhu ¢ tat ca cac BN sau khi truyén hoa chat 1-4 gio.

+ Bénh than kinh ngoai vi nhu mat cam giac, kém nhay cam xay ra khi
dung lau 4-7 thang.

+ Cac phan mg qua man c6 thé thiy ngay sau khi tiém thudc nhu: phu
mat, kho thé, nhip tim nhanh, ha huyét ap.

+ Réi loan nhip tim, chan an, ting men gan.

- Chu ¥: dé giam nguy co c6 suy than, can gitr loi niéu 3 lit trong 24
gid. Néu c¢6 non thi phai tang lugng dich truyén NaCl 0,9%, c6 thé dung thém
manitol hoac furosemide.

- Chéng chi dinh:

+ Tuyét d6i: Di ung véi Cisplatin hodc cac thude cé platin. Phy nit co
thai hoac cho con b.

+ Tuong dbi: Co t6n thuong chirc ning than (nguyén tic néu creatinin
gap 2 lan binh thudng thi khong dung Cisplatin), c6 tén thuong thinh giac.

- Bao quan: Lo thudc kin dé ta lanh 2-8°C va tranh anh sang. Sau khi da
pha thanh dung dich khong dé trong ti lanh vi Cisplatin s& két tinh tro lai. O
nhiét d6 phong chi dé duoc 1 gid, néu tranh anh sang t6t c6 thé dé duoc 8 gio.

- Qua liéu: Khi dung qua liéu, phai theo ddi chit ché cac chirc ning
than, thinh giac, céng thirc mau. Néu nguy hiém can phai thim tach mau dé

tranh thubc qua liéu vao nhu mé than [35].
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CHUONG 2: POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Pdi twong nghién ciru

Péi tuong nghién ciru 13 62 BN duoc chan doan UTVMH giai doan 11B
theo UICC/AJCC 2002 diéu tri hoa xa dong thoi bang phac dd Cisplatin liéu
thap hang tuan tai Bénh vién K tir 4/2014 dén thang 4/2017.

2.1.1. Tiéu chuin chon bénh nhin

- Tubi 18 dén 70, chi sd toan trang PS <2;

- Pugc chan doan xac dinh béng mé bénh hoc tai u hodc hach c6;

- Chan doan UTVMH giai doan IIB theo phan loai cia UICC/AJCC 2002

- Bénh nhan dugc chan doan va diéu tri 1an dau;

- Céac bénh nhan dong y tham gia nghién ctru duoc giai thich 1o liéu
trinh diéu tri va tu nguyén chap nhan theo phac d6 diéu tri cia chuyén mén;

- C6 ho so luu trix day du:;

- C6 thong tin vé tinh trang bénh sau diéu tri qua céac 1an tai kham dinh
ky va/hodc qua tra 16i thu theo mau.
2.1.2. Tiéu chuan loai trir

- Bénh nhén bé d& diéu tri khong phai 1y do chuyén mén;

- Céac bénh nhan mic cac bénh phdi hop khac co chéng chi dinh cua
hoa tri (tim mach, gan, than...).

- C6 bénh ly vé tam than, hay khong tu tra 161 dugc theo bang cau hoi
tu dién.
2.2. Phuwong phap nghién ciru
2.2.1. Thiét ké nghién ciru:

Can thiép 1am sang c6 theo ddi doc khong ddi chung.
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2.2.2. Cé mau

C& mau tinh toan 1y thuyét dugc tinh theo cong thirc sau :

p.A-p)

2

2
n= Z(l—a/Z) o

Trong do:

- n: s6 bénh nhan ti thiéu can duoc nghién cuu dé dam bao sb liéu co
du do tin cay;

- Z=1,96 (gia tri thu dugc tir bang Z rng véi o = 0,05);

- p: ty 18 sdng thém 5 nam toan bd tham khao cia tac gia trude. Theo
tac gia Xu 1a 0,82 [71] va theo tac gia Chen 1a 0,94 [15]. Chung tdi chon mdc
gilra hai ty 1€ nay 1a 0,88;

-e=0,1 (sai sb tbi thiéu cho phép);

- o : mirc ¥ nghia théng ké = 0,05.

Ap dung cong thtic trén tinh duoc ¢& mau 1a 41. Tong sd bénh nhan

tuyén chon vao nghién ciru 62 bénh nhan.

2.2.3. Thoi gian va dia diém nghién ciru

- Thoi gian nghién ctu: tir thang 01/2016 dén thang 12/2017.
- Dia diém nghién ctru: Bénh vién K.

2.2.4. Quy trinh kham, chan do4n, diéu tri va theo déi

2.2.4.1.Quy trinh kham va chan dodn

Cac BN UTVMH, sau khi vao vién dugc thim kham va dién thong tin

vao bénh an nghién ctru theo trinh tu sau:
* Lam sang:
- Hanh chinh: tudi, gidi, nghé nghiép

- Hé1 bénh:



22

+ Ly do vao vié¢n, thoi gian xuét hién triéu chimg bénh,

+ C4c tri¢u chung co nang: dau dau, U tai, ngat tac miii, chay mau miii,
ndi hach co.

- Kham thyc thé:

+ Kham vom mili hong bang ndi soi VMH: danh gia ton thuong tai

vom hong, mirc 6 xam lan ra t6 chirc xung quanh.

+ Kham hé thong hach c6: kham hé thdng hach c6 hai bén, xac dinh vi

tri, sb luong, mat dg, do kich thudc hach bﬁng compa.

+ Kham toan than khac: danh gid stc khoé chung cua nguoi bénh va
tinh trang lan tran cua bénh, phat hién cac bénh phdi hop. Panh gid toan trang

theo thang diém ctia ECOG (Eastern Cooperative Oncology Group).
* Can lam sang:
- Xét nghiém huyét hoc 1 tun/lan:

+ Cong thirc mau: Pinh luong huyét sac t6, sé lugng hong cau, bach

cau, bach cau da nhan trung tinh, bach cau lympho, $6 lugng tiéu cau.
+ Sinh h6éa mau: dinh lugng Ure, Creatinin, AST, ALT
- X¢ét nghi¢ém mo6 bénh hoc qua sinh thiét u hodc sinh thiét hach

- Chyp CT Scanner hodc MRI so mat danh gid sy xam lan cua ton

thuong. Chup CT sim gitp 1ap ké hoach diéu xa tri.
- Siéu 4m 6 bung: danh gia ton thuong cac tang, hach 6 bung.

- Chup XQ tim phoi: phat hién ton thuong di can phdi. Néu nghi ngd c6 di

can phoi lam thém CT Scanner 16ng nguc.
- Xa hinh xuong: phét hién ton thuong di cin xuong

- Dién tam doé
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* Chan doan xac dinh: dua vao céc triéu chiing 1am sang, can lam sang

(xac dinh chan doan bﬁng mo bénh hoc tai u hoac hach cé).
* Chéan doan TNM va phan loai giai doan bénh theo UICC/AJCC 2002
2.2.4.2.0uy trinh diéu tri

Bénh nhan s& duoc két hop hoa xa tri theo phac dd sau:

Tuin 1 2 3 4 5 6 7
Xa tri In oIn oEE OEm oEm EEm oEm
Cisplatin ‘I " " ‘I " "
30mg/m?/tuén

- Xa tri ngoai bang may xa tri gia toc Varian chum tia photon v41 muc

nang lugng 6 va 15MV.
- K¥ thudt xa tri: xa tri 3 chiéu theo hinh dang khéi u.
- Quy trinh xa tri:
+ Tién hanh 1am thiét bi c6 dinh dau-cd bénh nhan bang mat na nhiét.
+ Chyp CT m6 phodng.
+ Chuyén s6 lidu sang h¢ théng lap ké hoach diéu tri, xac dinh cac thé
tich can tia, cac t6 chirc 1anh xung quanh, cac co quan nhay cam can bao vé.
+ Lua chon ké hoach diéu tri tdi wu va chuyén ké hoach sang phong
diéu khién.
+ Tién hanh xa tri: st dung k¥ thuét 3 trudng chiéu.
v Giai doan I: str dung 3 truong chiéu goém 2 truong chiéu bén (bao
trim toan bo u nguyén phéat va hach co cao), 1 trudng chiéu vao hé

hach cb thép.
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v’ Giai doan II: thu nho truong chiéu tranh tuy sau 40-46 Gy (bao gdm
3 truong chiéu nhu trén), nang liéu 1én dén 66-70Gy.

v/ Tong liéu xa tri tai u va hach nguyén phat: vao khdi u 66-70
Gy,hach ¢6 duong tinh 66-70Gy, du phong hach toan c6 50 Gy.
Phan liéu 2Gy/ngdy x 5 ngay/tuan, bat dau tir ngay thir nhat.

v Xa trj du liéu 13 khi bénh nhan nhan du lidu 66-70Gy tai u va hach.

+ Ti€u chuan dung xa tri:

v' D0 4: Pdc tinh trén huyét hoc, viém niém mac, viém da do tia.

v D0 > 3: Doc tinh ngoai huyét hoc trir viém niém mac va viém da.

v Chi s6 toan trang: PS >3.

v’ Xa tri tiép tuc khi ddc tinh trén huyét hoc va ngoai huyét hoc hoi
phuc vé d6 2.

- Héa tri: Cisplatin 30mg/m?/tuan x 6 tuan.

v/ Bénh nhan dugc truyén dich day du, tong cong >1500 ml dung dich
NaCl 9%o. Bénh nhan dugc dung Ondansetron va Dexamethasone
trude, sau truyén hoa chat dé dy phong néon va di img thude. C6 thé sur
dung thudc hd tro nang bach cau khi doc tinh ha bach cu xuét hién.

v Héa trj du liu 1a khi bénh nhan nhan di 6 tuan hoa chat véi liéu

lugng néu trén.
+ Ti€u chuan dung di€u tri hoa chat:

v' Doc tinh trén huyét hoc do >2;

v’ S6t>38°C;

v PS>2;

v' Ddc tinh ngoai huyét hoc do 3;

v’ Creatinin huyét thanh >130 pmol/I;

v' Hoa tri s& tiép tuc khi ddc tinh trén huyét hoc va ngoai huyét hoc hoi

phuc vé do 1.
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2.2.4.3. Ddnh gid két qud va theo déi sau diéu tri
* Panh gi4 trong diéu tri:
- Chi s toan trang PS
- Cac triéu chiing co nang, thuc thé

- Xét nghiém cong thirc mau, chiic niang gan than hang tuan trong thoi

gian diéu tri HXDT.

+ Panh gia cac doc tinh cap trén huyét hoc va ngoai huyét hoc sau mdi

tuan diéu tri.
* Péanh gia sau diéu tri: mac do dap ung diéu tri
* Theo dbi sau diéu tri:
- Theo ddi mdi 3 thang trong 2 ndm dau, mdi 6 thang trong nam tiép theo.
- Banh gia:
+ Tai phat tai chd, tai vung va di can xa;
+ Phat hién céc bién chimg muon cua XT;
+ Panh gia chat lugng cudc séng, tinh trang stc khoé chung cua BN;
+ Panh gia vé két qua song thém cua BN.
- Noi dung kham theo ddi dinh ky gom:

+ Kham dénh gia toan trang, ndi soi tai mili hong, kham ving dau co

tim hach tai phat.

+ Chup XQ phdi, siéu 4m 6 bung, xét nghiém cong thirc méu, chirc

nang gan, than.

+ Chyp CT hodc MRI ving vom mdi 6 thang trong 2 nim dau, mdi

nam 1 1an trong nhitng nam tiép theo.

+ Sinh thiét: Sinh thiét vom khi c6 ton thuong nghi ngo tai phat tai
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vom, sinh thiét hach khi phat hién hach cO ¢6 mat do chéc ton tai trén 4 tuan.
2.3. Chi tiéu nghién ctru va phwong phap danh gia

2.3.1. Chi tiéu vé dic diém chung ciia nhém nghién ctru

- Cac thong tin chung nhu: tudi, gidi

- Chi s6 PS

- Tri¢u chiing co nang: dau dau, ngat miii, u tai, chdy mau mitii, néi hach ¢d.
- Pic diém ton thuong cta u: dac diém dai thé ctau

- Pic diém ton thuong ctia hach: vi tri, mat do, kich thudéc

- Phan nhoém giai doan: TIN1, T2AN1, T2BNO, T2BN1

- M0 bénh hoc: phan typ md bénh hoc

2.3.2. Céc chi tiéu vé hiéu qua diéu tri

- Ty 1¢ thyc hi¢én hoa tri, xa tri.
- Mtic d6 dap tng diéu tri:
+ Thoi diém danh gia: sau két thac diéu tri 2-3 thang.
+ Cach danh gia:
v" Déap ung tai u: dua vao thim kham 1am sang (ndi soi VMH), cac
phuong phép chan doan hinh anh (CT Scanner hoic MRI).

v' Pap g tai hach: dua vao kham 1am sang, do kich thudc hach

bang compa, si€éu am hé hach co.

- Phan d6 dap Gng: Panh gia mirc do dap ung theo tiéu chuan phan do

dap ing RECIST cua tac gia Therasse va cs nam 2000[61].
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Bang 2.1. Panh gia dap tng diéu tri theo RECIST 2000

(Response Evaluation Criteria in Solid Tumors)

D dap tmg RECIST

Pap ting hoan toan (CR) Tén thuong tan hoan toan kéo dai it nhat 4

tuan va khong xuat hién ton thuong méi

Pap mg mot phan (PR) T6n thuong giam >30% kich thudc va khong

xuét hién ton thuong mai trong it nhat 4 tun

Khong dap tng (SD) Kich thudce ton thuong giam <30% hodc tang
1én <20%
Bénh tién trién (PD) Kich thudc ton thuong tang >20% hodc xuat

hién ton thuong m&i

Pap tng toan bo (PUTB) = Pap tng hoan toan + Dap tmg mot phan.

- Két qua vé song thém:

+ Theo di séng thém bang cach gii thu, dién thoai dé 1y thong tin song
hay chét ctia nguoi bénh ¢ thoi diém dimg nghién ctu.

+ Xac dinh thoi gian séng thém trung binh, ty 18 séng thém khong bénh
va toan bo tai thoi diém 1, 2, 3 nim theo phuong phap Kapplan Meier.

+ Song thém toan bd: duoc tinh tir thoi diém bat dau diéu tri dén thoi
diém theo ddi cudi cung hoic dén khi BN tr vong.

+ Séng thém khong bénh: duogc dinh nghia 13 tai thoi diém kham cudi,
hay c6 tin tirc cudi, BN con séng va khong co that bai diéu tri (khong co tai
phat, di cin). Song thém khong bénh chi dugce tinh ¢ cac BN c¢6 dap ung diéu
tri hoan toan.

- Mot sb yéu td anh huong dén séng thém: giai doan u, giai doan hach,

kich thudc hach, xam lan khoang can hau, tri hoan dicu tri.



28

2.3.3. Cic chi tiéu vé tac dung phu

Panh gia tac dung phu bang danh gia muc d6 doc tinh cta hoa chat, xa
tri va chat luong cude séng cua bénh nhan.

- Poc tinh cap:

+ Thoi diém danh gia: sau mdi tuan diéu tri.

+ Poc tinh trén huyét hoc: thiéu mau, ha bach ciu, ha bach cau hat, ha
tiéu cau.

+ Doc tinh cép ngoai huyét hoc: ddc tinh trén gan, than, nén, viém niém
mac, viém da.

+ Phan d¢ doc tinh dua theo CTCAE 2010 [33].

Bing 2.2. Phan d9 ddc tinh trén huyét hoc, gan, thin

To chirc bi doc Po doc tinh
tinh Do 0 Po 1 Do 2 o 3 Do 4

Bach cau (G/1) >4,0 30-39 [ 20-29| 10-1,9 <1,0

Tiéu cau G/l >150 | 75-149 |50-74,9 | 25-499 <25

Hemaoglobin (g/1) >12 95-119 | 75-94 5-74 <5

Bach cau danhan | >2,0 15-19 | 1,0-14 | 05-0,9 | <05

trung tinh (G/1)

ALT/AST <1,25lan | 1,26-25 | 26-5 | 51-10 | >10lan
bt lan bt lan bt lan bt bt

Creatinin <1,25lan| 1,26-25 | 26-5 | 51-10 | >101lan
bt lan bt lan bt lan bt bt

Urea <1,25lan| 1,26-25 | 26-5 | 51-10 | >101lan
bt lan bt lan bt lan bt bt

(bt: binh thiwong)
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Bang 2.3. Phan dd djc tinh ngoai huyét hoc

Do doc tinh

Triéu chung | Do 0 b1 Do 2 bo 3 bo 4
Nén Khong | 1 2-5 6-10 >10  lan/24h
lan/24h | 1an/24h  [1an/24h | hodc can nudi
ngoai duodng

tiéu hoa
Viém miéng | Khong | Ban trot [Noi ban |N6i  ban |Poi hoi nudi
dau hodc |dau hodc |dau  phu | dudng ngoai
loétnhe |[loét, c6|né, khong | dudng tiéu hoa
thé an | thé an | hoac nang do

duoc duoc toan dién
Viém da Khong |Bando |Bongda |Phong da|Viém da troc,
kho, chay mu, |hoai tir can
phong da, |loét can thi¢p cua

ngura phau thuat

- Bién ching mudn:

+ Céc bién ching: khd miéng, xo hoa da, khit ham.

+ Thoi diém danh gia: sau khi két thiic diéu tri 1 nam

+ Tiéu chi: theo hé théng phan loai bién chirng man do xa tri cua

RTOG (Radiation Therapy Oncology Group).




(Radiation Therapy Oncology Group)
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Bang 2.4. Bién chirng xa man theo RTOG

Co Poc tinh
guan Do 0 bo1 Do 2 bo 3 Do 4
Xo | Binh Khong | Xo hda nhe (da | Xo hoa Xo hoa nang
héa |thuong | tri€u con d6 dan hoi) | trung binh | (da day cung,
da ching (damatdd | anh hudng ctr
dan hoi) dong cua
vung
co)
Kho | Binh Kho Kho miéng Kho miéng | Xo hoa
miéng | thuong | miéng muc do vira, hoan toan,
nhe, con | giam cam giac mat cam
cam giac giac
Khit | Binh Gidi han | An kho, | An rat kho, | An udng qua
ham |thuong | it khoang khoang cach | duong miéng
cach 02 cung |02 cung | khéng duogc
rang 1-2cm. rang  0,5- | khoang céch
1cm 02 cung rang

<0,5cm

- Chat luong cudc song:

+ Ghi nhan mét sb chi s6 vé chat luong cudc séng (CLCS) theo bang

ciu hoi tu dién QLQ-C30 (European Organization for Research and

Treatment of Cancer Quality of Life Questionnaire Core 30) dé danh gia
CLCS néi chung va QLQ-H&N35 (Quality of Life Questionnaire Head and
Neck Module 35) cho danh gia CLCS ctia bénh nhan ung thu dau co.
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+ Bang cdu hoi theo QLQ C30 bao gdm 5 cau hoi vé chirc ning (chuc
nang hoat dong, chirc nang lam viéc, chirc nang cdm xtc, chic nang nhan
thire va chie ning xa hoi), 3 cau hoi vé triéu chimg phtc (mét moi, nén va
budn nén, dau) va 6 cau héi vé cac triéu chung don (kho thd, mét ngu, chan

an, tao bon, ti€u chay, van d¢ tai chinh).

+ Bang ciu hoi vé QLQ H&N35 gbém 7 cau hoi vé tridu chimg phuc
(dau miéng, kho nudt, van dé vi giac va khtru giac, 101 no6i, an noi cong cong,
giao tiép noi cong cong, giam sinh hoat tinh duc) va 11 cau hoi triéu ching
don (Vén dé rang, ha miéng, khd miéng, nudc bot quanh, ho, cam giac om,
dung thubc giam dau,dinh dudng bd sung, dn qua sonde, giam can va ting
can). Bang cau hoi duoc giri kém trong thu l1ay thong tin vé séng thém. Sau
khi hoan tit cac cau hoi, c6 kiém tra d6 tin cay qua kham lam sang va/hoac

phong van truc tiép.

+ Phan tich bd cau héi thyc hién theo huéng dan cia EORTC.

+ Dir liéu ctia QLQ C30 duoc thé hién 1a con sb tir 1-100, ap dung theo
cong thuc cia EORTC QLQ-C30 Scoring Manual (3™ edition) 2001. Déi voi
chat luong cudc sdng tong thé va 5 thude do chic nang vaoi diém sb tt nhat 1a
100, cho céac thude do tridu ching diém sé t6t nhat 1a 0. Cac dir liéu QLQ
H&N35 duge thé hién dai dién béi thude do triéu chimg H&N va cling phan
d6 gidng QLQ C30 [21].

2.4. Thu thap, phan tich va xir 1y so liéu

- Thu thap s6 liéu dya vao mau bénh an nghién ctru.

- Xir 1y s6 liéu bang phan mém tin hoc SPSS 16.0.

- Ué6c lugng thoi gian song thém toan bg, thoi gian song thém khong
bénh, str dung phuong phap udc Iugng thoi gian theo su kién ciia Kaplan- Meier.

- Phan tich két qua theo phuong phap thong ké y hoc:
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+ So sanh két qua cua cac bién dinh tinh bang thuat toan kiém dinh y?,

cac truong hop gia tri 1y thuyét nho dung test ¥ voi hiéu chinh Fisher.

+ Sir dung phuong phap kiém dinh Log- rank test (trong phan tich don
bién) va mo hinh hdi qui Cox (trong phan tich da bién) nham khao sat cac yéu
t6 tién luong anh hudng dén ty 16 séng thém toan bo va sdng thém khong énh

véi khoang tin cdy 95% (p< 0,05).

- Thu thap théng tin vé chét luong cudc sdng qua hai bd cau hoi theo
huéng dan cia EORTC QLQ C30 va QLQ H&N35. Phan tich bo cau héi thuc
hién theo huéng dan cia EORTC.

2.5. Pao dirc nghién ciru

Pé cuong nghién ctru dugc thong qua bai Hoi dong chAm dé cuong cla
truong Pai hoc Y Ha No6i. Nghién ctiru duge su cho phép cua Ban lanh dao Bénh
vién K. Tt ca cac chi sd nghién ctru dugc thu thip mot cach trung thuc va khoa
hoc. Moi théng tin c4 nhan ctia BN duoc giit bi mat. Cac két qua nghién ctu
nham giup ich cho viéc diéu tri ung thu c6 hiéu qua hon. Di twong nghién ciru

c6 thé tir chdi tham gia & bat cir giai doan nao trong qua trinh nghién ctu.
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SO PO NGHIEN CcUU

Bénh nhan UTVMH GPII
Dap ng tiéu chuan lua chon

Ghi thong tin vao ho so nghién ctru Ghi nhan céc triéu chimg

lam sang, cén lam sang
trudce diéu tri

Hoa xa tri dong thoi
- Xa tri: 66-70Gy ‘
- Hoa tri: Cisplatin 30mg/m?/ tudn x 6

Ghi nhan céc tri€u chiing lam
sang, can lam sang, cac doc
tinh sau moi tuan diéu tri

man

Sau khi két thuc diéu tri:
- Banh gid dap ung
- Banh gid ddc tinh cap

Theo doi

Phan tich sdng thém Danh gia bién chirng mudn

Panh gia chét luong cudc sbéng
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CHUONG 3: KET QUA

3.1. Piac diém chung ciia nhom nghién ciru

Bang 3.1. Pic diém chung ciia nhém nghién ciru

Pic diém N (62) Ty 18 %
Tudi Trung binh 47,7
Trung vi 49
Gioi Nam 40 67,2
Nir 22 32,8
Thoi gian phat hién < 3 thang 35 56,5
bénh >3-6 thang 19 30,6
> 6 thang 8 12,9
Toan trang PS O 20 32,3
PS1 42 67,7
Triéu chirng 1Am sang Pau dau 39/62 62,9
Ngat tic miii 22/62 35,5
U tai 34/62 54,8
Chay méau mii 16/62 25,8
Hach cd 56/62 90,3
Vi tri hach c6 di Hach sau hau 20/56 37,0
can Nhom 1 3/56 5,4
Nhom 2 49/56 87,5
Nhom 3 4/56 7,1
Kich thwéc hach <3cm 50/56 89,3
>3-6cm 6/56 10,7
Giai doan TIN1 6 9,6
T2AN1 28 45,2
T2BNO 6 9,6
T2BN1 22 35,6
Mo bénh hoc UCNT 60 96,7
Khac 2 3,3
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Nhan xét:
- Tudi trung binh 47,7 (46,9 + 10,5).
- Nam gép nhiéu hon ni, ty 1€ Nam/Nir 1a 1,8/1.

- Thoi gian tir khi phat hién bénh dén lac nhap vién dudi 3 thang gip
nhiéu nhét (56,5%).

- Khi bénh nhan dén vién, triéu ching ndi hach ¢ gap nhiéu nhat,
56/62 bénh nhan, chiém 90,3%. Tiép theo 1a cac triéu chimg dau dau, U tai,

ngat tac mili.

- Trong s6 62 BN ¢6 56 BN c6 noi hach ¢ (90,4%). Phan 16n hach gap
¢ vi tri nhom 2 (87,5%).

- Phan 16n bénh nhan c6 hach < 3cm, chiém 89,3%.
- 45,2% BN c6 xam lan khoang can hau (T2B)

- Phan nhoém T2AN1 gip nhiéu nhat (45,2%), phan nhom T2BN1
chiém 35,6%.

- Hau hét BN c6 thé md bénh hoc 12 loai ung thu biéu mo khong biét

hoa: 60/62 BN, chiém 96,7%.

- Trude diéu tri chi sb PS chu yéu 1a 1 (67,7%).
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3.2. Két qua diéu trj

Bang 3.2. Chi so PS sau diéu tri

Chi so PS Sau diéu tri
S6 lwong Ty 1€ %
0 0 0
1 46 74,2
2 16 25,8
Tong so 62 100

Nhén xét: Trude diéu tri chi s6 PS chu yéu 1a 1 (67,7%). Sau diéu tri chi
s6 nay ctia BN chu yéu 1a 1 (74,2%).
3.2.1. Thwe hién hoéa va xa tri

Bang 3.3. Tuén thi diéu tri

Thuec hién liéu trinh Pii licu dy kién
S6 lwgng (62) Ty 1& %
Xa tri 60/62 96,7
6 tuan 53/62 85,5
Hoa tri 5 tuan 9/62 14,5
<5 tuan 0 0

Nhén xét: Hau hét BN duoc XT du liéu (96,7%). S6 BN du 6 tudn hoa tri
1a 85,5%, khong c6 BN nao thuc hién dudi 5 chu ky hoa tri.

Bang 3.4. Thoi gian tri hoin diéu trj

Thoi gian tri hodn diéu tri (tuin) S6 lwong Ty 18 %
<1 tuan 24 38,8
1- <2 tuan 25 40,3
>2 tuan 13 20,9

Tong so 62 100
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Nhan xét: Cac BN déu c6 tri hodn diéu tri, trong d6 tri hodn tir 1 - <2

tuan hay gip nhét (40,3%), c¢6 13 BN (20,9%) hoan diéu trj trén 2 tuan.

3.2.2. Pap ung sau diéu tri

Bing 3.5. Pap ing sau diéu trij tai u

Pap tng S6 lwong Ty 18 %
Pap ing thuc Hoan toan 60 96,8
thé tai u Mot phan 2 3,2
Tong so 62 100

Nhan xét: Trong 62 BN nghién ctru, ty 1¢ dap tng hoan toan (BUHT)
tai u dat 96,8%. DUHT tai hach dat 94,6%.

Bang 3.6. Pap ung sau diéu tri tai hach

Pap tng So lwong Ty 18 %
Dap wung thuc Hoan toan 53 94,6
thé tai hach Mot phan 3 5,4
Tong so 56 100

Nhan xét: Ty 1€ dap irng hoan toan (BPUHT) tai hach dat 94,6%.

Pap trng sau diéu tri
u DUH
6.5% T

Biéu d6 3.1. Mitrc d9 dap ving chung sau diéu tri tai u va hach

Nhan xét: Tinh chung, 100% BN c6 dap tng, trong d6 dap tmg hoan
toan (BPUHT) 13 93,5% va dap (mg mot phan 1a 6,5%.
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3.2.3.Thoi gian sdng thém
3.2.3.1. Séng thém toan b

Bang 3.7. Tinh trang bénh nhéin dén thoi diém dirng nghién ciru

Thoi gian song thém 12 thang 24 thang 36 thang
Con song 62 58 56
Di chét 0 4 6

Nhan xét: Trong s6 62 BN nghién ctru, c6 4 BN khong dat PUHT c6 chi
dinh diéu tri héa tri bd trg, trong d6 c6 2 BN dong ¥ va 02 BN tir chéi diéu trj bo
trg. Véi thoi gian theo ddi trung binh 13 25,4+7,7 thang, dai nhét 1a 40 thang,
ngan nhat 14 12 thang, dén thoi diém dimg nghién ctru chung toi ¢6 56/62 BN

con séng, 6 BN tir vong. Phan 16n BN tir vong trong 2 nim dau.

Bang 3.8. Nguyén nhén tir vong

Nguyén nhan tir vong S6 lwong Ty 1€ %
Bénh tai phat/di can 6 100
Nguyén nhan khac 0 0

Nhan xét: 100% BN tir vong do bénh tai phat, khong phai do nguyén
nhan khac. Trong d6: 1 BN di can xuong, 2 BN di cin phoi, 3 BN tai phat tai

chd.
Bing 3.9. Song thém toan bd
, Song Ty 1é song thém (%)
Song thém theo
] thém
Kaplan- Meier 12 thang 24 thang 36 thang
(thang)
Toan bd 37,5 100 93,4 88,7

Nhan xét: Dén thoi diém dimg nghién ctru c6 6 BN tir vong. Thoi gian
song thém udc tinh trung binh 1a 37,5 thang. Phan 1én BN tir vong trong 2

nam dau.
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Séng thém toan bé
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Théi gian séng thém (thang)
Biéu do 3.2. Song thém toan b

Nhan xét: Ty 1¢ song thém 1 nam, 2 ndm, 3 nim toan bd 1a 100%;

93,4% va 88,7%.

3.2.3.2. Séng thém khéng bénh

Séng thém khéng bénh
7 %
0.5
'E ~MSurvival Function
< 067 — Censored
=
=]
=
O
!
-
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0.2
0.0 T T T T T
12 18 24 30 36

Théi gian séng thém (thang)

Biéu d6 3.3. Song thém khong bénh

Nhan xét: Ty 1¢ sbng thém khong bénh 1,2,3 nim 1a 100%, 93,8%, 86,0%.
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3.2.3.3. Cdc yéu té anh hieong dén song thém todn bé

Séng thém theo giai doan u nguyén phat

1.0
0.8
&
« —
c0E
=
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[ 04 ~IT2A
=728
—+T1-censored
T~ T2A-censored
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0.2
0o T T T T T

12 18 24 30 36
Théi gian song thém (thang)

Biéu d6 3.4. Song thém toan b theo giai doan u nguyén phat

Nhan xét: Ty 1¢ song thém 3 nam toan bd theo giai doan u: T1: 100%;
T2A: 94,1%; T2B (XLKCH): 75,7%; p=0,103.

Séng thém toan bd theo xam lan khoang c¢an hau

1.0
0.8
£
@ g sz - P
< Xam 1an khoang cén hau
g —IIKhéng ¥LKCH
“0 =12 ¥LKCH
w —— Khéing ¥LKCH-censored
- — Khing KXLKCH-censored
= 0.4
-
0.2
00 T T T T T
12 18 24 30 36

Thei gian séng thém (thang)
Biéu do 3.5. Song thém toan by theo xam lan khoang can hau

Nhin xét: Ty 1é séng thém 3 nam toan bd ctia nhém bénh c6 XLKCH
1a 80,4%; thap hon so v&i nhém khong c6 XLKCH 1a 95,7% (p=0,047).
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Séng thém theo giai doan hach ving

s e ==y
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Théi gian séng thém (thang)

Biéu d6 3.6. Song thém toan b theo tinh trang di cin hach ving

Nhén xét: Ty 18 séng thém 3 ndm toan bo theo tinh trang di cin hach ving;

NO: 83,3%, N1: 89,2%. Su khéc biét khong ¢ ¥ nghia thong ké véi p = 0,570.

0.2

Séng thém toan bé theo kich thwéc hach

s e

Kich thuéc hach
~I=3cm
—IV==3-6cm

= <3cm-censored
——==3-Bem-censored

0o

T T T
18 24 30

Théi gian séng thém (thang)
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Biéu d6 3.7. Song thém toan bd theo kich thwéc hach

Nhan xét: Ty 1 séng thém 3 ndm toan bd ¢ nhom co kich thude hach

<3 ¢m cao hon nhom c6 kich thude hach >3-6 cm c6 y nghia: 95,6% so voi

72,8% (p=0,032).
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Séng thém toan bé theo phan nhém
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Biéu d6 3.8. Song thém toan bd theo phian nhém
Nhan xét: Ty 1& séng thém 3 nim toan bo theo phan nhom:
T1N1:100%; T2AN1: 95,5%; T2BNO: 83,3%; T2BN1:80,1%. Su khac biét
khong c6 y nghia thong ké véi p=0,251.

Song thém toan bé theo théi gian tri hodn diéu tr

0.8
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. |
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Thé&i gian séng thém (thang)

Biéu dd 3.9. Song thém toan bd theo thoi gian tri hoin diéu tri

Nhan xét: Ty 1é song thém 3 nim toan bd ¢ nhém cé tri hodn diéu tri
dudi 2 tuan cao hon nhom tri hodn trén 2 tudn c6 y nghia thong ké: 95,9% so

véi 65,8% véi p=0,006.
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3.2.3.4. Mt 56 yéu t6 tién luong déc ldp doi voi thoi gian song thém

Bang 3.10. Mot s6 yéu t6 anh hwéng dén thoi gian song thém

Bién s HR p 95% ClI
Xam lan khoang can hau Co 0,108 0,049 0,01-0,98
- Khéng
Kich thudc hach <3cm 7,051 0,031 1,19-41,54
- >3-6cm
Tri hodn diéu tri <2tuan 3,527 0,126 0,70-17,69
- >2tudn

Nhan xét: Trong ba yéu t6 anh hudng c6 ¥ nghia dén sdng thém toan
bd, yéu to kich thudc hach va xam lan khoang can hau cé gia tri tién luong

doc 1ap dén thoi gian séng thém.

3.3. Panh gia tic dung phu ciia phac do
3.3.1. Pjc tinh cap

Giam huyét sac to
Do 4 §0.0%
po3 |0 0.0%
052 |P33%
" B Thi€u mau

b5 1 33.8%

] 62.9%
P60

0% 20% 40% 60% 80%

Biéu d6 3.10. Poc tinh trén dong hong cau

Nhan xét: Giam huyét sic té gip ¢ 37,1%, trong d6 chi yéu gip thiéu
mau do 1 (33,8%).
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Giam tiéu cau

s
poa |10.0%
po3 |J]0.0%
0,

o2 |10.0% = Gidm tidu cau
061 8.1%

T 91.9%
P60

0% 20% 40% 60% 80% 100%

Biéu d6 3.11. Pjc tinh trén tiéu ciu

Nhan xét: Giam tiéu cau chi gap 8,1% bénh nhan va chi gap do 1.

48.4%

50% -
45% -
40% 1 32.3%
35% - 4% 30.6% 30.6% mD60
30% - mDbo1
25% - mPo62
20% - 9.7% mDo3
15% - 9.7% 9.7% "D54
10% -

5% - 0.0% 1.6%

0% T T

Gidm bach cau Gidam bach cau hat

Biéu d6 3.12. Pjc tinh trén dong bach ciu

Nhan xét: Ha bach cau do 2 gap nhiéu nhat (30,6%); ha bach cau hat
chu yéu gap d6 1 (30,6%).
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100% -
90% -
80% -

70% - 58.1% 61.3% D50
60% - EDo1
50% - Do 2
0, - N

0% 24.2% mbos3
30% EDo4
20% -

10% T 0.00

0%
Viém da Viém niém mac NoOn

Biéu d6 3.13. Pdc tinh cip ngoai huyét hoc

Nhan xét: 100% BN c6 viém da va viém niém mac, cha yéu gip do 2
(viém da 58,1%; viém niém mac 61,3%). Non gap ¢ 58,1% BN, d6 2 gap
nhiéu nhét (29,0%). Khong gip doc tinh do 4 ¢ cac co quan. Khong gip doc
tinh trén gan va than.

3.3.2. Bién chirng mudn

Bing 3.11. Bién chirng muén

Bién Do 0 Po 1 P 2 Po 3 Do 4
ching n % n % n % n % n %
Kho 5 89 19 339 20 357 12 215 0 O
miéng
Xohéada 29 518 18 321 9 161 0 O 0 O

Khitham 47 839 6 107 3 54 O 0 0 0

Nhan xét: Phan 16n BN gip bién chimg kho miéng (91,1%); trong d6
d6 2 gip nhiéu nhét (35,7%). Xo hoa da gip 48,2%; chu yéu do 1 (32,1%).
Khit ham gip 16,1%, chi yéu 1a d6 1 (10,7%). Khong gip bién chimg nao &
do 4.
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3.3.3. Chit lwong cudc song
3.3.3.1. Chat lwong cudc song theo EORTC OLO C30
Bang 3.12. Chit lwong cudc sdng theo EORTC QLQ C30

Chit lwong cudc song Pié¢m trung binh (SD)
Piém chdt lwong cudc song tong thé 61,1 (18,3)
Piém chikc ning
Chitrc nang hoat dong 80,5 (18,6)
Churc nang lam vi¢e 68,2 (25,1)
Chtrc nang cam xuc 75,0 (21,4)
Chtrc nang nhéan thire 81,5 (21,1)
Chtrc nang xa hoi 66,9 (18,1)
Piém triéu chig
Mét moi 29,8 (26,6)
Non, buon nén 4,6 (13,9)
Pau 16,0 (21,2)
Kho thd 9,3(21,9)
Mt ngt 20,9 (27,7)
Chan an 39,5 (29,0)
Tao bon 4,9 (15,1)
Tiéu chay 1,9 (7,7)
Van dé tai chinh 48,8(30,1)

Nhan xét:

- Piém CLCS tong thé 13 61,1.

- Chtrc ning hoat déng va chirc ning nhan thirc c6 sé diém cao nhét:
80,5 va 81,5.

- Céc triéu chung co s6 diém toi nhét 1an luot 1a vain dé tai chinh (48.,8);

chan an (39,5); mét moi (29,8) va mat ngi (20,9).
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3.3.3.2. Chdt lwong cudc song theo EORTC QLQ H&N35

Bang 3.13. Chit lwong cudc song theo EORTC QLQ H&N35

Triéu chimg Diém (SD) Triéu ching Diém (SD)
Pau miéng 15,2 (20,3) Nudc bot quanh 49,3 (25,6)
Kho6 nubt 23,5 (21,1) Ho 19,8 (29,3)
Vi giac va khiru giac 20,4 (27,9) Cam giac Om 25,9 (27,2)
Loi noi 16,9 (25,3) Dung thudc giam dau 7,4 (26,4)
An noi cong cong 20,5 (20,8) Dinh dudng bo sung 24,1 (43,1)
Giao tiép noi cong cong 14,1 (17,6) An qua sonde 0,0
Van dé ring 34,5 (34,2) Giam can 31,5 (46,8)
Hé miéng 10,5 (22,3) Tang can 11,1 (31,7)
Kho miéng 59,3 (29,4)

Nhan xét:

- Céc chi s6 khong t6t 1an luot 1a: kho miéng (59,3); nudc bot quanh
(49,3); rang miéng (34.,5); giam can (31,5); cam giac 6m (25,9); kho nudt
(23,5); dinh dudng bo sung (24,1).

- Cac chi s6 tot 1a: dung thudc giam dau (7,4); ha miéng (10,5).
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CHUONG 4: BAN LUAN

4.1. Pic diém chung ciia nhém nghién ciru
*Tuéi va gidi

Theo cac nghién ciru, UTVMH c6 thé gap & moi lua tudi. O chau A, noi
c6 vung dich té ciia bénh, ty 1¢ mic cao & do tudi truong thanh, véi dinh cao
45-55 tudi va sau d6 giam dan. Theo Wei (2010), & Trung Qudc, mot trong
nhimng nudc co ty 186 mac UTVMH cao nhét thé gidi, ty 1¢ mac ting nhanh & do
tudi 20-29, sau d6 dat dinh cao & d6 tudi 60-64 [65]. O cac nudc cd nguy co
méac trung binh nhu Viét Nam, Thai Lan, Malaysia, ¢6 2 dinh cao hay gap, mot
1a & tudi thanh thiéu nién (15-24) hai 1a do tudi trung nién (45-60) [22]. Tudi
trung binh trong nghién ctru cua ching t6i 1a 46,7, dinh cao ¢ do tudi 40-59
(66,2%) [1],[5].[8].[71].

V& gi6i, nghién ctru ctia chiing toi ciing cho thdy UTVMH thuong gip
& nam véi ty 18 nam/nit 1a 1,8/1, tuy nhién ty 1& nay thap hon so véi ty 1é cua
mot s6 tic gia trong nude, nhu 2,7/1 theo Ngd Thanh Tung [8]; 1,97/1 theo
Bui Vinh Quang [5], 2/1 theo Lé Chinh Pai [1], day cling la ty 1€ thuong gap
theo cac tac gia trén thé gidi (2/1-3/1) [22],[65]. Trong nghién ctru cta chung
té1 voi giai doan II, sém hon so véi cac tac gia trong nude khac (111, IVA,
IVB), ty 18 nam/nit thap hon c6 thé 1a do nir giéi thuong quan tim dén sirc

khée cua ban than hon nam gidi, vi vay phat hi¢n bénh sém hon.
* Thoi gian phat hién, va cdc triéu chirng lam sang

Ung thy vom mili hong 13 bénh tuong d6i kho phat hién khi & giai doan
som do céc triéu chimg ban dau d& nham véi cac bénh 1y tai mii hong thong
thuong khac nén sé lugng BN dén vién ngay khi c6 triéu chimg dau tién
thuong it. Theo cac nghién ciru, BN UTVMH thuong dén vién trong khoang
thoi gian 3- 6 thang ké tir khi phat hién bénh. Theo Ngoé Thanh Tung (2001),
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ty 16 bénh nhan dén vién tir khi phat hién triéu chimg dau tién dén khi
nhapvién tir 3-6 thang chiém 31,1%, 7-12 thang 1a 32,2%, dudi 3 thang chi
gap 24,3% [8]. Trong nghién ctru khac & cac giai doan mudn hon (III, IVA,
IVB), thoi gian BN dén vién phd bién tir 3-6 thang. Bui Vinh Quang: < 3
thang 13 36%, 3-6 thang: 40% [5]. Trong nghién ctru ciia chung t6i, sé BN dén
vién duéi 3 thang ké tir khi c6 triéu ching dau tién gip nhiéu hon (56,5%),
diéu nay phu hop vi giai doan trong nghién ctru cua chung t6i 1a 11, sém hon
cac nghién curu khac.

B ba tri¢u chung noi hach O, dau dau, U tai, theo mot sb tac gia la:
90,8%; 70,3; 75,6 (L& Chinh bai) [1]; 97%; 59,2; 59,2% (Bui Vinh Quang)
[5]. Trong nghién ctru cua chung t6i, 3 triéu ching nay 1a pho bién, véi ty 18

lan luot 1a 90,3%; 62,9%; 54,8%; thtr tu nay cling phu hop véi céc tac gia.
* Phan logi giai dogan TNM
v’ Giai doan u nguyén phat

Theo phan loai cia UICC/AJICC 2002, giai doan IIB bao gdm cac
phan nhém TIN1IMO, T2ZAN1IMO, T2BNOMO va T2BN1MO. Trong giai doan

nay, T2B va N1 1a hai yéu t6 quan trong, c6 gia tri tién lwong cho di cin va tai
phéat cia UTVMH giai doan 11B.

T2B duoc xac dinh khi BN c¢6 ton thuong u XLKCH. Pay chinh 13 yéu
tb tién lwong xau trong UTVMH vi ¢6 su twong quan gitra XLKCH va di cin
xa. Trong nghién ctru cla chung t6i, tai thoi diém chan doan co6 32/62 BN
(51,6%) BN duoc chi dinh MRI va 29/62 (46,8%) chup CT Scanner, 1(1,6%)
chup PET/CT. Ty 16 XLKCH tinh chung cho tit ca cic giai doan trong cac
nghién ctru kha cao, nhu nghién ctru ctia Xiao 1a 82,7% [67]; cua Tang 1a 72,1%
[56]; theo Xu, ty 1¢ XLKCH ctua BN ¢ giai doan T2 trong hai nhom nghién ctru
1a 81,5% va 85,1% [71]. Nghién ctru ctia chung t6i cho thdy XLKCH 1a 28/62
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(45,2%), thap hon cac nghién ctru, c¢6 thé do chua danh gia dugc hét ton thuong
vi trong nghién ctru chua dat 100% BN duoc st dung MRI.

v’ Giai doan hach ving

Vom mili hong, ciing nhu mét sd vi tri giai phau khac ving dau ¢, co
mot mang ludi dan luu bach huyét rat phong pha nén trong UTVMH, di cin
hach thuong xay ra sém. Ty 1& di cin hach c¢6 thudng rat cao theo nhiéu
nghién ctru. Nhu theo Bui Vinh Quang la 97% [5], Lé Chinh Dai la 90,8%
[1]. Va theo mdt phan tich tong hop gan day cta Ho (2012), ty 1& nay la
84,9% [28]. O nghién ciru ctia chung t6i, co tdi 90,3% c6 di can hach, diéu
nay mot 1an nita khang dinh, di cin hach c¢6 trong UTVMH rat hay gip va

thuong xuat hién som.

Kich thudc hach 13 yéu t6 quan trong, nd dudng nhu lién quan véi su lan
tran cua khdi u. Chinh vi vdy, cac tac gia da ldy kich thudc hach 1a mot trong
nhimg tiéu chi dé phan loai giai doan N ctia UTVMH. Theo phan loai N trong
UTVMH, kich thudc hach trong phan nhom N1 1a <6 cm, tuy nhién trong nghién
ctru cua ching t6i, chu yéu gip cac BN c6 kich thude hach < 3 cm (89,3%). Co
thé do & nhiig truong hop hach >3 cm-6 c¢m, mic du van & phan nhom NI,
nhung phan 16n ton thuong u d lan rong khong con khu tra & giai doan T2.

Phan loai TNM theo UICC/AJCC 2002

Trong sd cac BN nghién ctru, phan nhom TINI 13 9,6%, T2ANI:
452%, T2BNO: 9,6%, T2BN1 chiém 35,6%. C6 thé ty 1¢ nay chua thuc su
phan anh ding tinh trang giai doan ciia BN véi 1y do nhu tac gia da dé cap
phz‘in trude do la ty 1¢ sir dung MRI trong chan doan con chua cao, nén viée
danh gi4 cac ton thwong xam lan pham mém chua dugc day di.

* Piic diém mé bénh hoc

UTVMH c6 mdi quan hé chit ché véi nhiém EBV, diéu nay da duoc
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khing dinh tir cac quan sat cho thay bénh rat hiém gip & cac nudc phuong
Tay, nhung thuong thay ¢ cong dong ngudi Trung Qudc séng & khu vire mién
Nam Trung Qudc. Nguyén nhan gay bénh UTVMH rét phong phi, bao gom
yéu t& do gen, nhiém EBV va ché do an [63]. M6 bénh hoc chinh cua
UTVMH ¢ cac ving dich t& ciia bénh nhu Trung Qudc hay cac nudc Pong
Nam A. Trong khi EBV duoc phat hién chinh & ung thu biéu mo khong biét
hoa khong ké khu vuc dich té thi sy lién quan cua né véi ung thu biéu mé vay
stng hoa 1a khong chit ché, dic biét 1a & cac ving khong mang tinh dich té .
Nim & khu vuc Dong Nam A, Viét Nam cling c6 ty I¢ UTVMH loai ung thu
biéu mé khong biét hoa kha cao, khoang gan 80%-90% theo nhiéu nghién
ctru. Nhu theo Ngbé Thanh Tung (2001): 92,9% [8]; Bui Vinh Quang (2012):
99% [5]. Nghién ciru ctia chung toi ciing twong tu nhu vy, gip hau hét 1a thé

ung thu biéu mé khong biét hoa véi ty 16 96,7%.
4.2. Két qua diéu tri

4.2.1. Thue hién hoa va xa tri

*Xa tri
Trong tong s6 62 BN nghién ctru c6 60/62 (96,7%) BN thuc hién di lidu

XT (66-70Gy vao u va hach). Liéu xa nay thuc hién theo hudng din chuan
cho UTVMH cua cac trung tam trén thé gidi.

Khi tham khao s6 liéu ctia cac tac gia khac chung toi thay ty 16 tham gia
du lidu xa du kién déu rit cao, mic du & nghién ctru HXDT voi Cisplatin liéu
cao ty 1& nay co thap hon mdt chit. Nhu theo Pang Huy Qudc Thinh (HXDT
dwa trén Cisplatin liéu thap): ty 1¢ tham gia du liéu xa 1a 98,3% [7]; Bui Vinh
Quang (Cisplatin liéu cao): 100% [5]; Jagdis (2014): 98% (Cisplatin liéu
thap) so véi 93% (Cisplatin liéu cao) [34]. Liéu xa trung binh ¢ nhom
Cisplatin liéu cao va Cispaltin liéu thap theo Kim (2008) 1a 68,2+5,5Gy so véi
68,4+6,0Gy [37]; Lee (2015): 67,3+10,0 so véi 68,3+8,1 [42].
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* Hoa tri

Trong s6 62 BN, c6 53 BN (85,5%) dat da 6 chu ky hoa tri voi
Cisplatin 30mg/m?/ tuan; 9/62 BN (14,5%) diéu tri 5 chu ky. Ly do BN khéng
dat du céc chu ky hoa tri 1a c6 cac doc tinh mirc d0 nang nhu viém niém mac,

viém da, ha bach cau.

So sanh voi phac d6 hoa tri Cisplatin lidu cao (100mg/m?) mdi 3 tuan
va hang tuan, ty 1& tham gia du liéu trinh hoa tri trong giai doan hoa xa dong
thoi thudng thap hon. Nhu nghién ctru ciia Lee (2005) 1a 52% [38]; Lee
(2006) hoa xa vdi da hoa tri 1a 67% [41]; Al-Sarraf (1998): 70% [11]; ; Xu
(2011): 64% [71]; Kim (2008): 84% [37]; Tran Hung 55,5% [3]; Bui Vinh
Quang: 71,4% [5].

Déi voi phac @6 Cisplatin liéu thip hang tuan, ty 16 tham gia du cac ngay
hoéa tri thuong cao hon, nhu theo Chan (2005) 1a 95,4% [13]; Kim (2008): 92%
[37]; Chen (2011): 78,4% [15]; Pham Lam Son: 76,5% [6]; Ping Huy Quéc
Thinh: 85,1% [7]. Ciing theo cac tic gia ndy, sy tudn thu sd ngay hoa trj tham gia
cling 12 mdt trong cac yéu to co gia tri tién lwong doc 1ap, anh huong dén thoi
gian séng thém ctia BN. Ciing twong ti nhu cic tac gia trén, trong nghién ctu
ctia chung t6i, ty 16 tham gia di 6 ngay hoa tri dat 85,5%, diéu nay mot phan cho
thdy phan 16n BN c6 kha ning thich tng duoc véi cach thirc phdi hop hoa xa
d6ng thoi dya trén Cisplatin liéu thap hang tuan.

* Tri hoan diéu tri

Trong nghién ctru ciia chung t6i c6 38,8% BN tri hodn diéu tri dudi 1
tuan, 40,3% hodn tir 1-2 tuan, 20,9% hoan diéu tri trén 2 tuan. Nhiéu tac gia
tac gia khac cling ghi nhan cic nguyén nhan chu yéu ciia kéo dai thoi gian XT
trong phac d6 phdi hop hoa xa dong thoi 1a do cac doc tinh cdp nhu giam
bach cau, viém da, viém niém mac [7],[5],[41]. V& co ban, ty 18 tri hodn diéu

tri cta cac nghién ctru sir dung Cisplatin liéu thap hang tuan thap hon so voi
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cac nghién ctru sir dung Cisplatin lidu cao mdi ba tuan. Cu thé & cac nghién
ctru st dung liéu Cisplatin liéu thip nhu tic gia Pham Lam Son (2010) ty 1é
tri hodn >2 tuan 1a 19,6% [6]; Kim (2008): 16,7% [37]; Pang Huy Qudc
Thinh: 13,2% BN tri hoan tir 3-8 ngay [7]. Con & cac nghién clru dung
Cisplatin liéu cao nhu Kim (2008) ty 1é hoan diéu tri trén 2 tuan 1a 83,3%
[37], Tran Hung (2009): 60,2% [3]. Piéu nay ciing cho thdy kha ning dung

nap cua phac do Cisplatin hang tuan tot hon.

4.2.2. Pap ung sau diéu tri

Nhan xét vé cac dic diém ton thuong va phan tich song thém cuta céc
BN UTVMH giai doan IIB, céc tac gia cho thidy T2B va N1 1a hai yéu td quan
trong ¢ lién quan dén nguy co cia di cin xa & BN UTVMH giai doan 1B va
XT don thuan sé& 14 khong du dé diéu tri, dic biét cho nhitng BN ¢6 céc yéu td
N1 hodc/va T2 [15],[68]. Vi vay cac tac gia di chu truong két hop hoa xa tri
v6i cac cach thic khac nhau nham lam ting hiéu qua diéu tri. Trong d6
HXDT duoc lya chon nhiéu hon ca. Phac dd hoa trj dua trén Cisplatin co ban
duoc lua chon 1a Cisplatin IOOmg/mz, mdi 3 tun hodc 30mg-40mg/ m?, hang
tun, trong 6 tuan; sau d6 c6 hodc khong bo tro bﬁng 3 dot phac dd CF duoc
nhiéu nghién ctru thir nghiém, cho két qua wu viét hon so v6i XT don thuan.
Nghién ciru ctia chung t6i két hop hoéa tri Cisplatin hang tuan véi XT trén BN
UTVMH giai doan IIB.

Ung thu vom miii hong, ddc biét 1a v6i thé mo bénh hoc 14 ung thu biéu
mo khong biét hoa cd dap ting diéu tri rat tét voi hoa, xa tri. Vi vay trong cac
nghién ctru (ca véi hai cach thirc hoa xa vé6i Cisplatin liéu thap hang tuan hay
Cisplatin liéu cao mdi 3 tuan), dap tmg diéu tri & mirc d6 hoan toan theo céac
tac gia tinh chung cho cac giai doan II-IVB déu kha cao. Nhu theo nghién ctru
trén BN UTVMH giai doan II cua Chen (2011) ty 1&¢ BPUHT 1a 99,1% [15];
Xu (2015) 14 95,3% [72]. Trong nghién ctru cua chiing t6i, két thic diéu tri ¢6
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60/62 BN (96,8%) dat DPUHT tai u; 53/56 (94,6%) BN dat PUHT tai hach;
PUHT chung ca u va hach sau diéu tri 1a 51/56 (93,5%).

4.2.3.Thoi gian séng thém
4.2.3.1. Séng thém toan bé va song thém khong bénh

Véi thoi gian theo ddi trung binh 1a 25,2+7,7 thang, dén thoi diém ding
nghién ctru chung toi ¢6 56/62 BN con sdng, 6 BN tir vong. 100% cac trudng
hop tir vong déu do bénh tai phat, khong phai do nguyén nhan khac. Thoi gian
song thém trung binh 37,5 thang, ty 1é séng thém 1 nim, 2 ndm va 3 nim toan

bo 12 100%; 93,4; 88,7%; song thém khong bénh 3 nim 1a 86,0%.

So sanh vé&i cac nghién ctru vé xa tri don thuan, chung toi thiy vé co
ban, XT don thuan 1a chua du véi UTVMH giai doan IIB khi cho céc két qua
song thém thap hon, dic biét dic biét 1a véi phan nhém T2BN1. Diéu nay da
duogc bao cdo & mot sd nghién ctru. Heng (1999) xa tr1 don thuan cho bénh
nhan UTVMH giai doan I-IVB (UICC/AJCC 1997), trong d6 bénh nhan giai
doan IIB c¢6 5 nim STTB dat 74% [27]. Theo Chua (2003), ty 18 song thém
khong tai phat, song thém khong tai phat tai chd - tai ving, séng thém khong
di can xa 10 nam & BN UTVMH giai doan I xa tri don thuan 2D 1a 60%:
51,5%; 93% va 64%. Trong sb nay, cac BN T1-T2N1 c6 két qua x4u hon
T2NO véi ty 18 séng thém khong tai phat 5 nam va 10 ndm gitta hai nhom lan
lugt 74% va 55%; 66% va 60% so voi 59 va 47%; ty 18 10 nam sbng thém
khong tai phat tai chd - tai ving 1a 81% so v6i 77% [18]. Tac gia Hong (2000)
xa tri don thuan cho bénh nhan UTVMH giai doan II (UICC/AJCC 1997) c6
két qua 5 nam STTB 1a 73% [31]. Ciing véi giai doan Il (UICC/AJCC 1997),
Lee va cs (2005) xa tri don thuan cho 5 nim STTB dat 84% [40], Hay theo
Xiao (2009) XT2D UTVMH giai doan som (T1-T2NO-N1MOQ) c6 5 nam
STTB cho ca nhom la 85%; 5 nam STTB cua nhom T2N1 chi dat 73,1% va 5
nam séng thém khong di cin xa 1a 81,2 (p<0,05). Tac gia thay XT don thuan
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mang lai hiéu qua cho BN T1NO, T2NO, TIN1 nhung x4u hon & giai doan
T2N1 véi ly do chinh ciia thét bai 1a di cin xa [68].

O Viét Nam, cac nghién ctru vé hiéu qua diéu tri trong UTVMH chu
yéu tap trung vao giai doan III-IVB. Két qua cho giai doan II c6 & mot vai
nghién ctru. Ngo Thanh Tung (2001) xa don thuan (Cobalt 60) trén BN giai
UTVMH tai bénh vién K, dbi véi doan 1, II cho ty 1€ séng thém 5 nam la
70,0% [8]; Nguyén Vian Tuyén (2013) XT gia téc cho BN giai doan I, II
(UICC/AJCC 2002) c6 ty 1é¢ 3 nam STTB va STKB la rat cao (100% va
92,4%); 4 nam STTB va STKB 1a 96,9% va 63,8%; nhung trong nghién ctru
ctia tac gia chi c6 13/126 BN (10,3%) 1a giai doan IIB va tac gia tinh gop két
qua cua giai doan I va II; véi ty 1€ STKB thi c6 sy khac biét hon gitra giai

doan I va II (3 nam: 100% so v6i 90,6% va 4 nam: 100% so voi 57,9%) [10].

Bang 4.1. Két qua sdng thém theo cac nghién ciru vé xa tri don thuén

S6 :
Nghién ctru KT xa BN Ty 1€ song thém

Chua (2003) [18] 2D 91 TI1-T2N1(AJCC 1997), 5 ndm song thém
khong tai phat: 55%

Lee (2005) [40] 2D,3D 1101 II(AJCC 1997), 5 ndm STTB: 84%

Xiao (2009)[68] 2D 362 II (Trung Qudc 1992)
5 nam STTB: 85,8%; 73,1%

Xu(2011) [71] 2D 211 T2N1 (AJCC 2002)
- 5 nam STTB, STKB: 76,6%:; 64,2 %

Ng. T. Ting 2D 10 LII(AJCC 1997) 5 ndm STTB: 70%
(2001) [8]

Chen (2011) [15] 2D 116 II(Trung Quéc 1992) 5 nam STTB: 94,5%
Ng.V.Tuyén 3D 126 |, Il (AB) (AJCC 2002)

2013) [10 3 nam STTB, STKB: 100%; 92.4%
(
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Viéc cai thién cac két qua séng thém duge thé hién o hon & cac nghién
ciru vé hoéa xa két hop theo nhidu cach thuc (HXPT, HXDT+HTBT hay
HTBTT+HXDT). Nbi bat nhat van 1a cac két hop hoa xa theo kiéu dong thoi
Nhu Xu (2011) khi so sanh gitta HXDT va XT don thuan cho ty 18 5 nam Séng
them khong tai phat cao hon han & nhom HXDT (91,5% so véi 77,3%, p
=0,007); ty 1€ 5 nam STTB va STKB ciing hon cao hon & nhém HXDT (80,2%
so voi 76,6%, p=0,778; 70,5% so v&i 64,2%, p=0,413) mac du chua c6 y nghia
thong ké. Phan tich da bién tac gia cho thay HXDT la yéu t6 tién luong doc 1ap
lam ting thoi gian song thém khong tai phat [71]. Chen (2011) ciing cho thay ty
1¢ 5 nam STTB, sdng thém khong tai phat tai chd - tai ving, séng thém khong
di can xa & HXDT cao hon ¢ ¥y nghia so vdi nhom XT don thuan. Ty 1& nay
lan lugt 1a: 94,5% so voi 85,8%, p= 0,007; 87,9% so v&i 77,8%, p=0,017;
94,8% so v&i 83,9%, p=0,007. Tuy nhién tac gid cling nhan dinh HXDT lam
tang ty 1& doc tinh rd rang trén hé théng tao huyét va niém mac ciing nhu
duong tiéu hoa nhung & mic d6 chip nhan dugc [15]. Nghién ctu trén 138
BN UTVMH giai doan II tai 12 bénh vién cua Han Qubc béng XT don thuan
va hoa xa két hop, Kang (2015) ciing khang dinh HXPT cai thién dang ké 5
nam song thém khong tai phat tai chd - tai ving va séng thém khong tai phat
tai chd - tai viing voi ty 16 86,2% va 74,4% so v6i XT don thuan [36]. Phan
tich tong hop dau tién vé HXDT trén 2.138 ca UTVMH giai doan II ciia Xu
va cs (2017) vé XT va HXPT cho thay su khéac biét vé STTB (HR=0,67; 95%
Cl=0,45-0,98; p=0,04) va song thém khong tai phat tai chd - tai ving
(HR=0,61; 95% CI:0,46-0,80; p=0,0003) [69].

Mic du vay, van dé sir dung hoa tri trong UTVMH giai doan II van con
c6 cac quan diém trai chiéu. Cap nhat nghién ctu MAC-NPC cua
Collaborative Group (MAC-NPC2) (2015) cho thay két qua hoa tri co tac
dong theo giai doan nhu sau: I, IT (hau hét 1a giai doan 1) HR=0,95 (95% CI:
0,65-1,44); Hiéu qua 5 nim STTB tuong tng v&i 3,6%. Két qua nghién ciru
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khong ung ho viéc két hop hoéa xa tri cho giai doan sém. Hon nira, viéc bo
sung thém HT khong nhiing 1am gia ting chi phi diéu tri ma né con lam giam
suc nghe cia BN [12]. Hay nhu Pan (2017) cling nhan xét twong tu khi so
sanh gitta XT don thuan véi HXDT va HXDT+HTBT trén BN giai doan II.
Khong c6 khac biét vé 5 nam STTB, song thém khong tai phat tai chd - tai
ving va séng thém khong di can xa: 95,9%; 92,2%; 96,3% (p=0,867); 98,9%;
96,1%; 96,2% (p=0,963) va 98,7%; 94,8%,; 98,1% (p=0,328). Khi phan theo
cac phan nhom (TIN1, T2NO va T2N1) hay k¥ thuat xa, cling khong thay
khac biét vé séng thém [48],[50].

Ngoai HXPT, cac hinh thic phdi hop héa tri khac nhw HTBTT hay

HTBBT sau HXDT cho giai doan sém thi con it cac nghién ctru dé cap dén.

Trong nghién ctu téng hop cia Chua (2006) tir 2 nghién ctru ngiu
nhién tién ctru pha III trén 208 BN UTVMH giai doan IIB (UICC/AJCC
2002) diéu tri HTBTT ( Cisplatin, Epirubicin, 5Fluorouracil) + XT so v&i XT
don thuan cho két qua: ty 16 5 naim STTB va séng thém khéng di cin xa ¢
nhém HTBTT cao hon so véi nhom XT don thuan (STTB: 79% so véi 67%,
p=0,048); (séng thém khéng di cin xa: 86% so véi 71%, p=0,005) [17].
Nhung mét sb tac gia khac lai cho ring HTBTT 1a cham lai qua trinh diéu tri
tai vung, lam tang sy nhan 1én cta té bao ung thu tai vung va khong tao dugc
duogc su nhay cam tia cho té bao ung thu. Nhu theo Song (2008) phén tich hoi
ctru trén 43 BN UTVMH giai doan IIB (UICC/AJCC2002) XT don thuan so
v6i HTBTT bang (Cisplatin + 5 Fluourouracil) cho thay tri hoan XT tai ving
hon 81 ngay la 1y do lam tang nguy co tai phat mdt cach c6 y nghia (p=0,004).
Tac gia két luan: HTBTT khong mang lai hiéu qua cho diéu tri UTVMH giai
doan IIB, va no6 di lam cham tré viéc XT tai vung va lam tang sy phat trién cla

té bao ung thu, ting nguy co tai phat tai ving [52].
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Cac két luan ké ca ung ho hay khong tng ho viéc két hop hoéa xa tri cho
UTVMH giai doan I1B phﬁn lon dugc thuc hién dya trén cac ky thuat xa tri
quy wdc. Bén canh viée bd sung hoéa tri, cac nha 14am sang con ap dung nhiéu
k¥ thuat xa tri moi nham cai thién khong nhimng vé két qua séng thém ma con
g6p phan nang cao chit luong cudc sébng cho nguodi bénh, trong d6 IMRT la
mot trong nhitng tién bd & thoi diém hién tai. Két qua cua mot sb thir nghi¢m
da c6 cho thay hiéu qua ciia IMRT vé cai thién song thém va lam giam dang

ké ty 1 cac doc tinh.

Mot s6 nghién ctru str dung XT IMRT don thuan nhu Wong (2010) diéu
tri cho 175 BN UTVMH (38 BN giai doan IIB-UICC/AJCC 2002) bang IMRT
¢6 3 ndam STTB 14 90,9% [66]. Nghién ctru hdi ctru cua Lee va cs (2012) trén
UTVMH giai doan II, XT 3D hodc IMRT khong két hop HT c¢6 ty 18 song thém
dic hiéu 1a 95% [39]. Con Su (2012) thi cho két qua: 5 ndm STTB, song thém
khong tai phat tai chd - tai ving, séng thém khong di can xa lan luot 1a 97,3%;
97,7% va 97,8%. 5 nam séng thém khong di cin xa theo cac phan nhom T1NO,
T2NO, TINT va T2N1 1a 100%; 98,8%; 100%; va 93,8% (p=0,125) [53].

Ngoai ra, cac tic gia ciing két hop IMRT va hoéa tri. Guo (2016) sir
dung IMRT hay IMRT+HT. Téac gia nhan dinh, IMRT cho két qua diéu tri
hoan hao cho giai doan II. Tuy nhién, cic BN & phan nhém khac nhau s€ co
két qua diéu tri khac nhau. Séng thém khong di cin xa 1a mot that bai chinh,
dic biét véi phan nhom T2N1 [25]. Luo (2014) bao céo két qua diéu tri
UTVMH giai doan sém cta 69 BN (UICC/AJCC 2002), trong d6 c6 31 BN
giai doan IIB. Tac gia thy 3 nam STTB ctia BN HXDT cao hon so voi IMRT
don thuan (100% so voi 81,4%, p=0,04); d6i véi phan nhém T1-T2N1
(IMRT+/- HT) ¢6 3 nam STTB chi dat 75,0% so v6i phan hom T2NO; con vai
phan nhom T2N1 xa IMRT don thuan, STTB 3 nim 1a 78,6% thap hon ¢6 y
nghia so voi nhém T2N1 dugoc HXPT (100%) véi p<0,05. Tac gia thay

HXDT la yéu td tién lugng dac hiéu cho séng thém khong di can xa, ty 1¢
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kiém soat tai viing va STTB (p<0,05) [45]. Nghién ctru ciia Guo (2016) véi sd
luong BN 16n hon (311 BN) ciing két luan viéc két hop thém hoa tri chi ¢ ¥
nghia d6i v6i séng thém khong tai phat tai chd - tai ving (HR=0,263; 95% ClI:
0,083-0,0839; p=0,024) [25].

Mot sd tac gia khac lai thdy HXDT khong nhiing khong céi thién song
thém so véi IMRT don thuan trong UTVMH giai doan II ma con 1am ting
dang ké ty 1é cac doc tinh cta viéc két hop cac phuong phap diéu tri. Do 1a
nhan dinh cua hai tac gid Zhang (Lu Ning Zhang va Fan Zhang) nam 2015, tai
Trung tdm Ung thu Pai hoc Sun Yat-sen Quang Chau, Trung Qudc [73],[74].
Hay nhu nghién ctru caa Chen (2016) ciing cho két qua twong tu nhu vay véi
két qua 5 nam séng thém cua HXDT, HXDT+HTBT, XT don thuan lan luot
1a: STTB (93,9%; 95,0%; 95,2%; p=0,937), sdng thém khong tai phat tai chd -
tai vung (96,8%; 94,9%; 93,0%; p=0,756), séng thém khong di can xa
(91,1%; 97,5%; 100%; p=0,185) [14]. Xu (2017) trong phan tich tong hop vé
XT va HXPT thdy HXDT va IMRT don thuan ¢ két qua tuong ty vé STTB,
song thém khong tai phat tai chd - tai ving ciing nhu song thém khoéng di cin
xa [69].

Nhu vay, vé co ban, céc tac gia trén déu théng nhat, cung voi viéc lam
giam ty 1¢ tac dung phu, IMRT d3 mang lai mot két qua diéu tri t6t hon so voi
xa tri quy udc cho UTVMH giai doan 11, va viéc phéi hop véi hoa tri phan 16n
khong lam thay d6i két qua diéu tri so véi IMRT don thuan.

* Héa xa dong thoi duwa trén Cisplatin theo tudn hay moéi ba tudn

Mic diu NCCN khuyén nghi diéu tri HXDT c6 hay khong két hop véi
HTBT cho BN UTVMH giai doan II, nhung chua c6 huéng dan vé viéc lua
chon phuong thirc héa tri nao phu hop nhat, Cisplatin hang tuan hay Cisplatin
mdi 3 tuan. Trong d6, Cisplatin mdi 3 tuan da dugc nhiéu nghién ctu 4p dung

trong diéu tri UTVMH. Bén canh hiéu qua kiém soat di can xa duoc kh.’fmg
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dinh, phac dd nay gap phai mot s6 han ché vé murc do doc tinh do st dung
Cisplatin lidu cao. Sy phu hop hon cta Cisplatin hang tudn da duoc cac mot
sO céac tac gia dé& cap dén. Cach thirc phdi hop véi Cisplatin lidu thap hang
tuan da cho thay hiéu qua trong viéc kiém soat bénh ciing nhu c6 ty 1¢ dung
nap cao & BN. Mot s nghién ctru cila cac nude thanh vién thudc Dién dan
hop tac chau A (FNCA) gém Nhat Ban, Han Qudc, Trung Qudc, Malaysia,
Indonesia, Philippines, Thai Lan va Viét Nam d3 thi diém danh gia doc tinh
cia HXDT voi Cisplatin liéu thap hang tuan cho UTVMH giai doan III-1VB.
Két qua cho thay c6 dén 96% BN hoan tat diéu tri, vdi ty 1& dap Gmg toan bd
1a 86% [7].

Tuy nhién, vdi giai doan II, moi chi c6 mot vai nghién ctru so sanh vé
hiéu qua cling nhu doc tinh ctia 2 phac d6 ndy va noéi chung, céc tac gia ciing
nhan dinh chua c6 su khac biét 10 rang vé séng thém theo hai phac do va doi
v6i cach thie phéi hop xa tri véi Cisplatin liéu thap hang tuan cho kha ning

dung nap tot hon Cisplatin liéu cao mdi ba tuan.

Tac gia Kim (2008) so sanh hai phuong thirc HT két hop v6i XT 2DRT
trén cac BN UTVMH giai doan II-IVB, tac gia két luan rang, Cisplatin hang
tuan phu hop hon & chd nd 1am giam qua trinh ngimg diéu tri xa va giam cac
doc tinh [37]. Lu (2010) trong mét thir nghiém pha II st dung Cisplatin
40mg/m? phdi hop voi IMRT dong thoi trén 22 bénh nhén giai doan I1B-1VB
c6 ty 18 STTB, song thém khong tai phat tai chd - tai ving, séng thém khong
di can xa lan luot 13 95,5%; 95,5% va 100% [44]. Jagdis (2014) XT 3DCRT
va IMRT ddng thoi voi Cispaltin mdi ba tuan (Cisplatin 100mg/m?) va hang
tuan (Cisplatin 30mg/m?) ciing khong thay c6 su khac biét vé STTB va ty 18
doc tinh gitra hai nhom [34]. Con theo tac gia Tao va cs (2014), HXPT
(IMRT) véi Cisplatin hang tudn va 3 tuan cho két qua nga ngang nhau vé 5
nam STTB (85,2% so v&i 78,9%; p>0,05). [57]. Lee (2015) so sanh hai
phuong thirc trén 109 BN giai doan II-IVB (BN giai doan II chiém 28,3%). Vi
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3 nam STTB 90,8% cho nhém diéu tri Cisplatin hang tuan va 91,0% cho nhom
Cisplatin mdi ba tudn, tic gia nhan dinh phac do Cisplatin hang tuan co lién
quan t6i viée cai thién chét luong cudc séng va twong duong so v6i phac d6 3
tudn vé hiéu qua va doc tinh [42]. Nghién ctru gan ddy caa Su va cs (2015) két
hop HT dong thoi véi IMRT trén 249 BN UTVMH giai doan II, ciing cho
thdy HXDT cho két qua twong tu voi XT don thuan, di v6i nhom diéu tri
bﬁng Cisplatin 3 tudn c6 cai thién 5 nam STTB (98,4% so voi 81,9%;
p=0,013) va séng thém khong di cin xa (96,9 so v&i 84,4%; p=0,043), tuy
nhién, khong cai thién 5 nam séng thém khong tai phat tai chd - tai ving

(96,8% s0 véi 90,4%; p=0,150) [54].

Néu chi xét vé két qua dap img va song thém, tir nghién ciru cia ching toi
cling nhu céc tac gia khac co ban chua thay su khéc biét rd rét gitra hai cach thirc
phdi hop HXDT dua trén Cisplatin liéu thap hang tuan hay Cisplatin liéu cao
mdi ba tudn trong UTVMH giai doan II. Pé c6 thé danh gia toan dién hon,

chung toi s& ban thém vé cac su dung nap ctia phac dd ¢ phan tiép theo.

Qua tham khao két qua cua cac nghién ctru diéu tri UTVMH giai doan
I1, chiing t6i thay phan 16n céc tac gia tng hd viéc phdi hop HT voi XT dé c6
thé khic phuc diém yéu cia XT trong van dé khdng ché di cin xa dic biét &
phan nhom co hai yéu t6 tién luong xau T2BN1. Nghién ciu cta ching toi
cling gop phan khang dinh vé hiéu qua cua viéc két hop nay, dic biét 1a so voi
két qua XT don thuan cla cac tac gia trong nudc. Tuy nhién, khi so voi cac
nghién ctru hoa xa két hop, do su han ché vé thoi gian theo ddi, ciing nhu
chua co su dong nhat vé cac dic diém cua BN giita cac nghién ctru nhu thé
mod bénh hoc, cling nhu sy khac nhau vé thé trang, chung tdc...nén viéc so
sanh két qua chwa that sy phu hop. Hon nita, v6i cac nghién ctru st dung
IMRT, ching t6i ciing nhan thiy vai trd vuot troi cta k¥ thuit nay trong
UTVMH giai doan som. Pay cling 1a chinh 1a dinh huéng nghién cru ma

chung toi can trién khai tiép trong tuong lai.
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4.2.3.2. Cdc yéu té anh hieong dén song thém
* Giai doan U nguyén phat, hach vung va giai doan bénh

Khi so sanh cac giai doan u T1, T2A (chwa c6 xam 14n khoang cén hau)
va T2B (xam l4n khoang can hau) chung toi thiy c6 su khac biét vé ty 1é séng
thém (95,7%; va 80,4%) su khac biét c6 ¥ nghia thong ké voi p=0,047. Xam
1an khoang c4n hau 13 nguy co cia di cin xa. Diéu nay da dugc nhiéu nghién

ctru chimg minh qua cac phan tich vé song thém.

Theo Xiao (2002), ty 1¢ 5 nam STTB, STKB bi anh huong boi sy
XLKCH cua ton thuong véi cac ty 1é lan luot 1 87,9%; 88,0% so vai 75,0%;
71,2% nhém khong c6 XLKCH (p=0.0115 va p=0.0035) [67].

Cheng (2005) ciing thay rang, mic du déu c6 di cin hach c6 (N1)
nhung cac BN T1-2A c6 thoi gian sdng thém 5 nim STKB cao hon ¢6 ¥
nghia so véi T2B, mic du ca hai phan nhém déu thudc giai doan IIB
(UICC/AJCC 2002); & nhém c6 XLKCH, ty 1¢ tai phat tai chd tai ving va di
cin xa déu 1a 17,4% cao hon mét cach c6 y nghia so véi nhom khong co

XLKCH (2 ty 1é déu 1a 3,5%) [16].

Ciing twong ty nhu vay, Ho (2008) thiy ty 1¢ 5 nim STKB giam theo
muirc d0 XLKCH: 96,0%; 82,0%; 45% theo murc do 0, 1/2 va 3. Qua phan tich
da bién tac gia ciing thay XLKCH la yéu t6 tién lugng doc 1ap trong UTVMH [29].

Tang (2014) khi nghién ctu gia trj cia XLKCH trong UTVMH diéu tri
bang IMRT nhan dinh, trong ky nguyén ctia IMRT, XLKCH van 14 yéu t6 tién
lwong x4u trong UTVMH, dic biét ddi véi cac truong hop ¢ di can hach (STKB:
70,3% so véi 89,1%; séng thém khéng di can xa: 79,3% so v6i 92,0%; séng
thém khong tai phat tai chd - tai ving: 92,8% so véi 99,0%) [56].
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Két qua cua chung t6i mot 1an nita khang dinh XLKCH 1a yéu t6 tién
luong xau v6i UTVMH. Két qua nay cling gop phan ung ho vai trd ctia hoa xa

két hop cho UTVMH giai doan IIB, dac biét 1a véi cac BN ¢c6 XLKCH.

Xét vé tinh trang xam lan hach ving, trong nghién ctru cia chung toi
chi ¢6 2 nhom 1a N1 va NO. Su khac biét vé ty 1€ séng thém gitra hai nhom
nay khong ¢ y nghia (83,3% so v6i 89,2%; p=0,570). C6 thé ¢ giai doan nay,
cac bénh nhan NO di c6 XLKCH va XLKCH méi 1a yéu t6 tién lugng chinh.
Diéu nay ciing d3 dugc dé cap dén ¢ trén d6 1a XLKCH c6 nguy co di cin xa
cao hon véi nhitng BN khong c6 XLKCH ngay cé khi két hop vé6i di can hach
cb hay khong. Khi phan nhém kich thudc hach <3 va >3cm, chang t6i lai thay
c6 su khac biét 1 rang vé ty 1¢ song thém toan bd gitta hai nhom (95,6% so voi
72,8%; p=0,032), mic du theo phan loai giai doan, kich thudc hach <6cm, van

nam trong gio1 han ctia N1, nén thuong khong co6 su khac nhau vé tién lugng.

Panh gia vé gia tri tién lugng cia kich thudc hach, mot sé tac gia da
dua ra mot s6 nhan dinh nhu sau. Shi (2014), khi nghién ctru sy lién quan
giita cac thong so di can hach trong nhém BN UTVMH c6 giai doan T1-T4-
N1, tac gia co dé cap dén yéu t6 kich thudc hach (< 3 cm va >3 cm). Két qua
cho thay kich thudc hach khéng anh hudng dén sdng thém ciia BN véi cac ty
1¢ STTB, song thém khong tién trién va séng thém khong di can xa lan luot 1a
88,8%; 74,0%; 79,8% so vd&i 87,2%; 64,7% va 76,0% [51]. Toya (2016) lai
phan chia kich thudc hach <1,5 cm va >1,5 cm (danh gia bang MRI) cho tat
ca cac giai doan va théy c6 su khac biét 13 rét vé ty 16 5 nam STTB (70,5% so
v6i 12,5%) [62]. Kich thudce hach ciing 1a yéu tb tién luong doc 1ap cho séng
thém toan bd (HR=4,53; 95%CI: 1,76-11,69; p=0,002). Tac gia Xu (2017) lai
chia kich thuéc hach theo nhoém nho hon (< 10 m, 11-20 mm va >20 mm. Tuy
nhién, tic gia khong thiy su khac biét vé ty 1¢ séng thém 5 nam nhu STTB:
87,8%; 88,0%:; 94,7% (p=0,925) va sdng thém khong di cin xa: 84,4%; 86,8%;
59,6% (p=0,905) [70].
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Du va cs (2016) trong nghién ctru vé cac yéu té tién luong cho BN
UTVMH giai doan II diéu tri xa IMRT, trong d6 c6 dé cip dén kich thudc
hach. Tac gia chia 2 nhém (<3 cm va >3-6 cm chiém 8,8% ); tac gia thiy kich
thudc hach lién quan ¢ ¥ nghia véi ty 18 3 nam song thém khong di cin xa va
3 nam STKB (95,5% so vdi 84,6% va 90,3% so vai 76,9%). Phan tich da bién
cho thiy kich thudc hach 1a yéu t6 tién luong doc 1ap d6i véi di cin xa

(HR=4,21; 95%ClI: 1,26-14,05; p=0,019 [19].

Khi két hop hai yéu t6 u va hach thanh cac phan nhém trong UTVMH
giai doan IIB, chung t6i thdy & phan nhom T2BN1 két qua song thém toan bo
thap nhét 1a 80,1% so vdi 100%; 95,7%; 83,3% theo cac phan nhom T1NI,
T2AN1, T2BNO, mic du su khac biét ndy chua c6 ¥ nghia théng ké (p=0,251).

*Tri hoan diéu tri

Tri hodn diéu tri dd dugc nhiéu nghién ctru khang dinh c¢6 anh huong
xau toi két qua diéu tri ung thu dau c6 néi ching ciing nhu UTVMH, né6 lam
gia tang sy tai sinh luong té bao u dan dén giam ty 1 kiém soat tai ving va ty
1¢ séng thém toan bd cua cac BN. Theo mot sb nghién ctru cho théy hodn diéu
tri >40 ngay 14 yéu td tién luong x4u cho cac BN ung thu dau cb giai doan
som; thoi gian diéu tri kéo dai trén 12 tuan 13 yéu t6 tién luong x4u cho két
qua kiém soat bénh trong UTVMH giai doan sém [24]. Trong nghién ctru cia
chung t6i, nhém tri hodn diéu tri >2 tudn c6 séng thém toan bo 3 nim thap
hon c6 ¥ nghia so voi nhom hodn diéu tri < 2 tuan (95,9% so voi 65,8%;

p=0,006).

Theo két qua nghién ctru ctia chiing t6i, XLKCH, kich thuéc hach ciing
nhu tri hodn diéu tri 1a 3 yéu t6 tién lugng anh huong dén két qua séng thém
toan bd. Khi phén tich da bién, yéu t6 XLKCH va tri hoan diéu tri 1a yéu t6 c6

gia tri tién lugng ddc lap.
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4.2.4. Panh gia tic dung phu cia phac do

Khi danh gia hiéu qua ctia mot phuong thirc diéu tri ung thu, song song
v6i ghi nhan cac két qua vé dap ung diéu tri cling nhu thoi gian va ty 18 sdng
thém, ching ta khong thé bo qua céac tac dung phu cua cac phuong phap nay.
Mot phac do chi ¢ thé duoc khang dinh hiéu qué khi cho ty 1& dép tng va ty
1¢ séng thém cao két hop v6i dam bao d6 dung nap an toan cho ngudi bénh.
Pé rut ra két luan veé tac dung phu cua phac do, chung t61 xem xét cac doc
tinh cdp va man trén cac co quan nhu hé tao huyét, ngoai hé tao huyét (gan,
than, da, niém mac...) cling nhu danh gia chat lugng cudc séng cua bénh nhan

sau diéu tri.
4.2.4.1. Béc tinh cdp
* Poc tinh trén huyét hoc

So sanh murc d6 doc tinh trén huyét hoc, chiing toi thdy phan 16n véi
phac d6 hoa xa dua trén Cisplatin hang tuan co ty 1& doc tinh c6 xu hudng
thép hon phac dd dua trén Cisplatin mdi ba tuan, méc du vay, su khac biét nay
chua c6 y nghia thong ké. Cu thé véi mirc d6 doc tinh 3-4 qua cac nghién ctru
nhu ciia Kim (2008): ha bach cau, thiéu mau, ha tiéu cau 1a 37,5%; 0%:; 8,3%
s0 vGi 58,1%; 8,8% va 12,9%. (p=0,29; 0,25 va 0,69) [37]. Lee (2016): thiéu
mau, ha bach cau 1,9%; 8,9% so véi 28,3% va 16,1% [42]. Tuy nhién véi 2
nghién ctru so sanh hai phac d6 Cisplatin hang tuan va mdi 3 tuan két hop véi
IMRT thi doc tinh lai c6 xu huéng thap hon & phac d6 Cisplatin mdi ba tuan
nhu theo Jagdis (2014): ha bach cau hat, ha tiéu cau: 4,4%; 3,6% so v&i 6,7%
va 0%; Tao (2014) ha bach cau, thiéu mau, ha tiéu cau: 8,2%; 2,7%; 6,8% so
V61 6,2%; 0%, 3,7% (p=0,312; 0,233; 0,583) [34],[57].

Véi giai doan II, khi phéi hop XT véi Cisplatin hang tudn, cc tac gia
cho thdy ty 18 doc tinh & mtrc do 3-4 13 chap nhan duoc. Lu (2010): Ha bach
cau hat do 3-4 1a 13,6% [44]; Chen (2011): 12,9% ha bach ciu/bach cau hat
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d6 3; 0,8% ha tiéu cau d6 3, khong c6 thiéu mau [15]. Xu (2015): ha bach cau
d6 3 1a 4,7%; ha tiéu cau do 3 1a 7,0% [72]. Cing voéi giai doan II khi phdi
hop véi Cisplatin mdi ba tuan, cac ty 1& doc tinh ciing khong co sy khac biét
dang ké. Xu (2011): doc tinh d6 3/4 trén bach cau 1a 12,2%, trén tiéu cau la
6,6%, khong c6 thiéu mau [71].

Nghién ctru cia chung t6i cling tuong tu nhu cac nghién ctru trén, co ty
¢ doc tinh do 3-4 thép hon so vé&i cac dd khac: ha bach cau gap 6 67,7% s6
BN, chu yéu 13 d6 2 (30,6%), d6 3 gip 9,7% va khong c6 d6 4. Véi ha bach
cau hat giap & 51,6%, chu yéu gip do 1 (30,6%), do 2 va d6 3 déu 1a 9,7%, cb
1 truong hop do 4 (1,6%). Thiéu mau giap ¢ 37,1%, trong d6 cha yéu gip thiéu
mau do 1 (33,8%). Giam tiéu cau chi gip 8,1% BN va chi gap do1.

V61 mue do doc tinh cua cac nghién ciru nhu da trinh bay, chung to1
thay rang ca 2 cach thirc phéi hop hoa xa dong thoi véi Cisplatin hang tuan va

mdi ba tuan déu c6 mirc d6 dung nap chap nhan dugc trén hé huyét hoc.
*Pgc tinh ngoai huyét hoc
v Déc tinh trén gan, thin

Trong nghién ctru, ching t61 khong c6 truong hop nao gap doc tinh trén
gan, than. DOc tinh trén than va gan la tac dung phu cua HT noi chung, dac

biét 1a cua Cisplatin, 1a mdt trong cac tac nhan co nhiéu doc tinh trén than.

Tuy nhién theo nhiéu nghién ctu, mic d§ doc tinh trén gan, than ctua
phac d6 hoa xa dua trén Cisplatin déu it gip v6i micc do thap. Theo Jagdis
(2014), so sanh héa xa dong thoi véi Cisplatin mdi ba tuan va hang tuan trén
BN UTVMH giai doan III-IVB, ty 1€ ddc tinh trén than d 3 1a 7,1% so véi
2,2% [34]; Bui Vinh Quang (2012), doc tinh trén gan 1a 10,7% (chi yéu do 1),
va than 13 5,4% (46 1) [5]. Mot s6 nghién ctru khac trén UTVMH giai doan 11,
cling ghi nhan ty 1& doc tinh thip. Nhu Chen (2011) sir dung Cisplatin hang
tuan: doc tinh trén gan 0,0%, than 0,9% [15]. Su (2016), st dung Cisplatin
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hang tudn va mdi ba tuan, doc tinh trén gan do 3-4 gap 16,1%; than 4,9%
[54]. Xu (2015), sir dung Cisplatin hang tuan, ddc tinh gan d6 1 1a 2,3%; than
0,0% [72].

Mic du chi c6 it sd liéu, nhung chung t6i thiy ddc tinh trén gan, than
dudng nhu cao hon ¢ nhitng phac d6 hoa xa dya trén Cisplatin mdi ba tuan.

v’ Viém da

Viém da dién tia 1d mot bién ching cap hay gip va thuong dé lai bién
chtng 1au dai do xo hoé da va t6 chic dudi da ving tia gdy anh huong dén
van doéng cb sau ndy. Trong vong 2 tuidn dau sau diéu tri, BN c6 thé cam
thay da do nhe, da trd nén mém va nhay cam. Triéu chimg kho da va bong da
c6 thé xuit hién trong 3, 4 tuan. Sau do, da tai ving tia tré nén sim mau hon
do tac dung ctia phong xa trén cac té bao san xuit sic t6 ctia da. Khi bao vé da
v6i cac loai kem diéu tri bong thi tac dung phu nay ciing kho tranh khoi.
Trong nghién ctru cta chung t6i, 100% BN gip viém da voi d6 2 gip cha yéu
58,1%, d6 3 1a 17,7%. So sanh v&i cac nghién ctru khac ching t6i thay, ty 18
nay cao hon so véi cac tac gia ngoai nude. Theo Kim, doc tinh do 3-4 1a 3,2%
[37]; Lu 1a 4,5% [44]; Tao 1a 3,7% va 1,4% [57]; Lee 1,8% va 0,0% [42];
Chen 1a 11,2% [15]; Xu la 7,7% [71].

v’ Viém niém mac

Poc tinh trén niém mac ciing 1a doc tinh ngoai huyét hoc thuong gip,
n6 lai 1a doc tinh két hop cia ca HT va XT nén khi két hop héa xa dong thoi,
tac dung phu trén niém mac thuong tang hon rat nhiéu so véi XT don thuan,
va doc tinh nay ciing 1a mot trong nhimg yéu té gay tri hodn hodc ngung diéu
tri & cac BN. Chiing toi ciing gap 100% BN co viém niém mac, chu yéu 1a do
2 (61,3%), do 3 1a 24,2%, khong gip d6 4. So v4i mot sd cac tac gia, ching
to1 théy vO1 phac dd hoa xa dya trén Cisplatin hang tuan, ty 1¢ ddc tinh d6 3,4

thuong gip cao hon so véi Cisplatin mdi ba tuan. Theo tac gia Kim, ty 1¢ nay
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la 50% so véi 48,1% [37]; Tao 31,5% so véi 29,6% [57]; Lee 15,1% so voi
12,5% [42]. Mot sd nghién ctru khac vé HT dua trén Cisplatin hang tuan,
cling cho két qua tuong tu nhu vay. Theo Lu, viém niém mac miéng la 27,3%
[44]; Chen 1a 45,6% [15]; Xu (2015) 1a 46,4% [72]. Ty 1€ nay cao hon so v&i
cac nghién ctru sit dung phac dd Cisplatin mdi ba tuan nhu theo Luo 0,0%
[45]; Xu (2011) 14 32,9% [71].

v' Nén

Non la doc tinh caa HT, dac biét voi Cisplatin 1a mdt trong cac tac nhan
gdy noén ning. Trong nghién ctru cua ching toi, nén gip & 58,1% s6 BN, trong
do chu yéu la @6 LII (48,4%), d0 3 chi chiém 9,7% va khong gap do 4. Ty 1€
nay c6 thap hon mot chut theo tac gia Bui Vinh Quang (nén gip 60,7%; do I,
1T 1a 51,8%) [5], nhung cao hon so véi két qua ctia Pang Huy Quéc Thinh non
gip 26,8% (46 LII) [7], twong dwong véi Phung Thi Huyén (d6 I, 1I: 50,0%)
[4]. Piéu nay c6 thé 1y giai 1a do liéu luong Cisplatin trong phac d6 hang tuan
thap hon so véi phac do mdi ba tudn. Két qua nay ciing twong duong voi cac
nghién ctru khac.

Bang 4.2. So sainh mirc dd nén qua cac nghién ciru

Noén d6 1-2 (%) Noén d6 3-4 (%)

Nghién ciru 5 3 3 5 Y
3 tuan Hang tuan 3 tuan Hang tuan

Kim (2008) [37] 32,2 33,4 45,2 33,3 0,46
Tao (2014) [57] 51,9 56,1 3,7 0 0,295
Lee (2016) [42] 89,3 92,5 10,7 7,5 0,743
Xu (2011) [71] 6,6

Luo (2014) [45] 60,8 2,9

B.V. Quang (2012) [5] 51,8 8,9

Lu (2010) [44] 90,9 91

Chen (2011) [15] 8,6
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Non do 1-2 (%) Non do 3-4 (%)
Nghién ctru

3tudn Hang tuin 3 tuin Hang tuin

P.T.Huyén (2006) [4] 50,0 9,5
D.H.Q. Thinh (2012) [7] 21,5 0,8
Nghién ctru nay 48.4 9,7

4.2.4.2. Bién chung xa man

Xa trj cho UTVMH 1a mét thach thiic vi cdu tric giai phau bao quanh
vom miii hong la cac t6 chuc nhay cam v&1 XT nhu than nao, tay séng, truc
dudi d6i, tuyén yén, thuy thai duong, mat, tai giita va tai trong, tuyén nudc
bot. Ung thu vom mili hong ¢6 xu huéng xam lan va lan tran vao vao céc to
chtrc binh thudng nay nén thé tich diéu tri khong phai lic nao ciing theo mot
quy tic c¢d dinh va viéc bao vé cac to chirc lanh 1an can nhay cam voi XT
trong khi xa liéu cao 1a rat kho. Cac t6 chirc quan trong nhu than ndo, 6 mat,
cOot séng 1a duoc an toan véi viée che chan du trong khi cac t6 chuc it quan
trong hon nhu tuyén nudc bot, va ving tai sé bi ton thuong trong qué trinh xa.
Déi v6i cac BN giai doan sém, vi ho c6 co hdi séng thém dai nén doc tinh cua
XT & cic co quan it quan trong nay sé& anh huong téi chat luong cudc sdng
ctia ho. Mot sb tac dung phu man tinh cia XT hay gap la kho miéng, xo hoa
da vung c0, khit ham, giam thinh lyc.

*Kho miéng

Kho miéng 1a bién ching xa man ma cac BN XT ving dau mat ¢6 gan
nhu déu gip phai, né anh hudng truc tiép dén tiéu hoa ciia BN, nhu gay kho
nudt va gép phan dan t6i suy dinh dudng & BN ung thu ving dau mit co noi
chung va UTVMH noéi riéng. Trong 56 BN con séng trong nghién ciru cta
chung t6i, phan 16n BN gap bién ching kho miéng (91,1%), trong d6 d6 2 gip
nhiéu nhat (35,7%), d6 3 gip 21,5%. Két qua cua chung toi tuong duong vai
két qua ctia Bui Vinh Quang (d6 3,4 1a 23,2%) [5], thdp hon cta Ping Huy
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Qudc Thinh (kho miéng do 3.4 1 59,5%) [7]. Piéu nay c6 thé 1y giai duoc 1a
do nghién ctru cta ching t6i va Bui Vinh Quang dugc XT bang mdy gia tdc
con Pang Huy Qudc Thinh con ¢6 mot s6 BN XT bang may Cobalt. Tuy nhién,
khi str dung IMRT da han ché rat nhiéu bién chimg ndy, nhu theo tac gia Tao
va Luo [45],[57]. S6 liéu cu thé & bang 4.4 dudi day.

Bang 4.3. So sanh mirc do kho miéng qua cac nghién ciru

Kho miéng do 1-2 (%) Kho miéng do 3-4 (%)
Nghién ctru

3tuin Hang tudn 3 tuin  Hang tuin

Tao (2014) [57] 86,4 79,5 0 0 0,498

Luo (2014) [45] 69,6 0

B.V.Quang 76,8 23,2
(2012) [5]

P.H.Q.Thinh 17,9 59,5
(2012) [7]

Nghién ctru nay 69,6 215

*Xo hoa da ving co

Xo héa da va t6 chirc dudi da ving ¢ 1a bién chung lau dai cua XT.
Truong hop ning xo hoa da c6 thé dan dén xo climg ving cd va khién cho BN
khong quay duoc co. Cac k¥ thuat xa hién dai di giam dang ké ty 1é xo cing
da va t6 chitc da viung co so voi trude ddy. Theo tac gia Ngd Thanh Tung
(2001) XT Cobalt, xo hoa da va to chic dudi da viung cb gip & 50,9% BN
trong d6 11,3% anh hudéng ning né dan dén khong quay duogc co [8]. Theo
Ping Huy Qudc Thinh ty 18 xo hoa da vang cb 1a 74,4% (do 3 13 37,2%) [7].
Véi tac gia Bui Vinh Quang, XT gia toc, ty 1¢ nay 1a 64,3%, khong c6 do 3
[5]. Tac gia Tao va Luo sir dung IMRT cho thdy khong gip trudng hop nao co
x0 hoa da d9 3-4 [45],[57]. Nghién ctru ctia chung t6i c¢6 ty 1é xo hoa da la
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48,2%, trong do chi gap do 1 va 2, khong gap do 3.4. Dé so sanh véi cac tac
gid cling chua that sy phu hop vi nghién clru cia ching t61 & BN giai doan

sém hon va thoi gian theo dbi ctia chung t6i ngén hon.
*Khit ham

Xa tri c6 thé gdy xo hoa khdp thai duong ham va cac co nhai dan dén
khit ham. Bién chimg nay ciing nhu bién chimg kho miéng anh huong rat 16n
dén van dé tiéu hoa va dinh dudng ciia BN. Mic du bién ching nay cha yéu 1a
do XT, nhung khi két hop voi HT, ty 18 bién chung ciing ting dang ké. Theo
Ping Huy Quéc Thinh, c6 su khac biét co ¥ nghia vé ty 18 khit ham giira hai
nhom hoa xa ddng thoi va XT don thuan (16,5% so véi 3,5%, véi p=0,025).
Khit ham trong nghién ctru ctia chiing t6i gap ¢ 16,1% (chi gap do 1,2) [7].

Ciing tuong ty nhu v&i cac bién chimg xa khac, khi thay thé bang cac
k¥ thuat xa hién dai hon nhu IMRT, ty 1¢ khit ham giam di kha nhiéu. Theo
tac gia Chen (2011) ty 1€ khit ham chi 1a 1,7% (d6 3) [15], tac gia Luo (2014)
ty 1€ nay 1a 2,9% (do I) [45]. So véi k¥ thuat 2D va 3D, IMRT, véi viéc phan
bd liéu tap trung cao tai ving khéi u va han ché liéu vao nhimng cdu triic mé
binh thuong quan trong, dugc chimg minh hiéu qua hon trong viéc kiém soat
tdt tai chd, tai vung va han ché liéu vao nhitng cAu trac mo binh thuong quan
trong. Chinh vi vay, IMRT hién tai dugc coi 1a mdt miii nhon va la diéu tri
chuan cho UTVMH, gitip cai thién chat luong cudc séng va ting thoi gian
séng thém cho BN UTVMH.

4.2.5. Chit lwgng cudc song

Chi dinh diéu tri chinh cho UTVMH 1a xa tri, tuy nhién viéc phdi hop
v6i hoa tri da cai thién dang ké két qua diéu tri va diéu nay di dugc chimg
minh qua nhiéu céc thir nghiém trong thoi gian qua. Bén canh cac két qua dat
dugc vé sdng thém, cac tic gia ciing ghi nhin viée co ting dang ké ty 1& cac

doc tinh lién quan dén hoa xa két hop so vo1 XT don thuan. Cac doc tinh nay
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vé lau dai s& lam giam chit luong cudc sébng (CLCS) cua BN. Dic biét dbi
voi cac BN UTVMH giai doan sém, c6 co hoi séng thém kéo dai thi CLCS
cang trd thanh van dé quan trong. DAy ciing 13 mdi quan tdm 16n cua cac nha
lam sang va 1a mdt trong nhitng muc dich can hudng téi khi lya chon céc
phuong thirc diéu tri méi. Ngoai viéc danh gia két qua sdng thém ciing nhu
cac doc tinh cip va bién chimg méan, ching toi cung cAp thém mot sé théng
tin vé CLCS ctia BN UTVMH giai doan 1IB sau diéu tri & gop phan danh gia
day du hon vé két qua diéu tri cua liéu phap HXDT.

Trong nghién ciru nay, chung tdi str dung bo cau héi 1ap san co 4 mic
d6 khac nhau theo mau cia EORTC QLQ-C30 (danh cho strc khdée chung) va
QLQ H&N35 (dung cho cac BN ung thu ddu c¢d) vi 2 bo cau hoi ndy di duoc
dich ra nhiéu tha tiéng trén thé gio1, co gia tri, dugce sir dung rong rai, co tinh
thong nhit mang tinh qudc té va di dugc kiém chimg boi nhiéu nghién ctru

trén s6 luong 16n BN.
4.2.5.1. Chat heong cude song theo EORTC OLO C30

Piém CLCS tong thé 61,1; diém chic ning hoat dong 80,5; chiic ning
lam viéc 68,2; chirc ndng cam xuc 75,3; chirc nang nhan thuc 81,5 va chuc
nang x4 hoi 13 66,9. So sanh véi mot s6 két qua cla cac tac gia nghién ciru vé
CLCS ciia BN UTVMH, véi s6 diém 1a 61,1; diém CLCS tong thé trong
nghién ctru ciia ching t61 & muc trung binh, chép nhan duge. Theo mot sb tac
gia, diém s nay co6 két qua nhu sau: tac gia: Fang (2010): diém CLCS tong
thé 1a 52,9 (diéu tri hoa xa tinh chung cac k¥ thuat 2DRT, 3DCRT, IMRT)
[20]; Huang (2015): diém CLCS tong thé 13 66 & nhom hoa xa véi ki thuat
IMRT va 52 & nhom hoa xa khong dung IMRT [32]; tac gia Hong (2015):
74,2 (tinh chung tit ca cac BN UTVMH) [30]. Theo céc tac gia nay thi BN
dugce XT bang ki thuat IMRT cho CLCS tong thé tot hon [32]. Tuy nhién, ddi
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tuong cua cac nghién ctu nay 1a BN & tat cd cac giai doan nén so sanh cua

chung t6i chua thyc sy phu hop.

V61 UTVMH giai doan I, co6 tac gid Pan (2017) cling danh gia CLCS
ctia BN sau diéu tri [49]. Téc gia so sanh CLCS cta BN duoc diéu tri biang xa
don thuan v6i HXPT (55 BN XT don thuan va 51 BN HXPT). Khi so sanh
diém sd vé CLCS chiing t6i thiy c6 mot sd diém twong dwong nhu: diém
CLCS tong thé 67,8; diém chirc nang hoat dong 1a 80,3; diém chirc nang 1am
viée 1a 76,8; chirc nang cam xtc 71,9; chic ndng nhan thic 1a 69,3 va chuc
nang x4 hoi 1a 73,2. Tuy nhién, cac chi s6 ndy van thap hon so vdi cac BN XT
don thuan véi cac két qua cta cac chi s6 chat luong cude sdng tong thé, chirc
nang hoat dong, chirc nang lam viéc, chirc nang cdm xtlc, chic nang nhan
thurc va chirc nang xa hoi lan luot 14 76,7; 87,4; 87,9; 82.3; 77,9 va 78,8 (tinh
chung xa 2DRT va IMRT). Trong do, su khac biét cuia cac chi s6 chat luong
cudc séng tong thé, chic nang hoat dong, chic ning lam viéc va chiic ning
cam xuc 13 ¢6 y nghia thong ké. Khi xét riéng vé XT IMRT ciing cho két qua
tot hon véi s6 diém lan lugt 1a: 86,3; 97,6; 98,8; 92,2; 95,2 va 98,8.

V& cac chi sd triéu chimng, cac triéu chimg theo QLQ C30 c6 sb diém
t61 nhat 1an luot 1a van dé tai chinh (48,8); chan an (39,5); mét moi (29,8); va
mat nga (20,9). Ciing gidéng nhu cac chi sé vé chic ning, cac s diém cua
chung toi cling gan tuong tu voi tac gia Pan ddi voi nhom hoa xa dong thoi;
nhung khi so v&i nhém XT don thuan thi vin kém hon nhiéu (v6i cac diém vé
tai chinh, chan dn, mét moi, mat ngui & nhom XT don thuan 1an luot 1a: 27.3;
8,5; 18,6; 34,6). Trong céc chi $6 nay, ching t61 théy coO su khac biét dang ké
vé chi sb chan an, chi s6 nay kém hon rat nhiéu so véi cua tac gia Pan (nhom

HXDT 7,19; nhém XT don thuan: 8,5) [49].

Bénh nhan sau XT vao vung dau c6 gip nhiéu bién ching tai hong

miéng anh huéng dén van dé dinh dudng va dinh dudng kém ciing gép phan
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vao viéc chan an. Dé khic phuc diéu nay, can phai ¢6 ché d6 dinh dudng ciing
nhu ché d6 cham séc phu hop. Tuy nhién, véi diéu kién hién tai ciia ngudi
Viét Nam, dic biét voi nhimg BN nghéo ¢ ving ndng thon thi vin dé kinh té
va chim soc cho nguoi bénh con gip nhidu kho khin, c¢6 18 1a nhu vay nén chi
s6 nay twong d6i c6 su khac biét. Chi sé danh gia vé tinh trang mét moi ciing
rat dang quan tim. Mét moi 1 van dé thudng gip & cac BN ung thu sau diéu
tri, n6 c6 thé kéo dai va anh hudng dén cac chic ning 1am viéc hay hoat dong
hang ngay, cling nhu anh hudng dén stc khoe tinh than ctia BN, 1am ting
nhitng cam giac lo ling hay trim cam cho ngudi bénh. Chi s6 nay trong

nghién ctru cua ching t61 con kha cao (29,8).
4.2.5.2. Chat heong cudc song theo EORTC QLQ H&N3S

Ddi véi céac chi sb tricu chirng vung dau c6 theo QLQ H&NS35, cac chi sb
khong tot 1an luot 1a: kho miéng (59,3); nudc bot quanh (49,3); van dé vé rang
(34,5); giam can (31,5); cam giac 6m (25,9); kho nudt (23,5); dinh dudng bo
sung (24,1). Céac chi s6 nay lién quan nhiéu voi cac bién ching xa man, anh
hudng rat 16n dén van dé tiéu hoa va dinh dudng va diy ciling 1a cac chi sb co
ban anh huéng dén CLCS néi chung cia BN UTVMH. So sanh véi tac gia
Pan, chiing t6i thdy cic diém s nay phan 16n déu kém hon véi cac chi s vé
kho miéng, nudc bot quanh, van dé ring, giam can, cam giac om, kho nuét &
nhom HXPT lan luot 1a: 39,2; 7,8; 32,0; 13,7; 15,7; 17,5 va nhém XT don
thuan (tinh chung ca 2 ky thuat 2DRT va IMRT): 39.4; 4,9; 27,9; 5.5; 13.3;
14,1. Khi so sanh giita hai k¥ thuat xa trong nhom XT don thuan, tac gia ciing
thidy IMRT cho két qua CLCS vé cac triéu chimg dau cd cai thién hon véi cac
chi s6 vé kho miéng, nudc bot quanh, rang miéng, kho nudt 1an luot 13 19,0;
2,3;7,14; 2,9 so v&i xa 2D: 54,5; 7,1; 40,4; 22,2. Tac gia nhan xét, hoa xa déng
thoi lam giam CLCS ctia BN UTVMH giai doan II so v6i XT don thuan [49].
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Véi cac két qua ban dau ghi nhan, chung toi thiy, mic du con co cac
diém sd xdu vé triéu chimg dau c¢6 nhu kho miéng, khé nudt hay nudc bot
quanh va van dé vé ring 1am giam chat CLCS ctia BN nhung nhin chung
diém CLCS cua BN trong nghién ctru 1a chap nhan duoc, nhit 13 & cac chi sb
chat luong cudc sdng tong thé (v4i cach tinh sé diém cang cao cang tdt, cao

nhat 1a 100).
Nhur vy, v6i cac s6 liéu trong nghién ciru ching tdi nhan thay:

Hoéa xa tri dong thoi c6 hidu qua voi séng thém trong UTVMH giai
doan IIB. Phac d6 két hop véi Cisplatin hang tuan dé thyuc hién, pht hop véi
su dung nap cta bénh nhan. Tuy nhién con mot sd han ché nhit dinh cua
nghién ctru do6 la:

- Cac nghién ctru qua cac thoi ky khac nhau stir dung cach phan chia

giai doan khac nhau nén gay kho khan khi so sanh két qua diéu tri.

- Voi UTVMH giai doan sém, ty 1¢ that bai trong 5 nim dau thuong
thap, nhung do thoi lugng nghién ciru ngan nén sd liéu cia chung t6i chua
that phu hop khi dua ra so sanh véi cac tac gia khac dé co thé khang dinh mot

cach day du ve két qua di€u tri cua phac do.
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KET LUAN

Qua nghién ctru 62 truong hop UTVMH giai doan IIB diéu tri hoa xa
d6ng thoi bang Cisplatin hang tuan tai bénh vién K tir thang thang 4/2014 dén

thang 4/2017, chiing t6i rat ra mot s6 két luan sau:
1. Két qua diéu tri
1.1. Ddp irng diéu tri
- Ty 18 dap tng tai u: PUHT 96,8%, dap tng mot phan 3,2%.
- Ty 18 dap tng tai hach: DPUHT la 94,6%, dap tng mot phan 13 5,4%.
- Ty 1& dap tmg chung: PUHT 1a 93,5%, dap tmg mot phan 13 6,5%.
1.2. Két qua séng thém

- Ty 1é song thém toan bo 1, 2, 3 ndm lan luot 1a 100%; 93,4% va
88,7%. Thoi gian séng thém trung binh 1a 37,5 thang.

- Ty 18 song thém 3 nam khong bénh 12 86,0%.

- Qua phan tich don bién: cac y€u t6 nhu xam lan khoang can hau, kich

thudc hach >3-6¢m, tri hodn diéu tri > 2 tuan 1a cac yéu t6 tién luong xau cho
thoi gian song thém (p<0,05).

- Qua phan tich hdi qui da bién Cox, xam 14n khoang can hau va kich

thudc hach 1a hai yéu t co gia tri tién luong doc 1ap vai thoi gian séng thém.
2. Tac dung phu ciia phac do

- Poc tinh d6i v6i huyét hoc do 3 gom: giam bach cau 1a 9,7%; giam bach
cau hat 1a 9,7%. Poc tinh ngoai huyét hoc d6 3 gom viém da 1a 17,7%; viém

niém mac 1a 24,2%; nén 13 9,7%. Doc tinh dd 4 trén bach cau hat 1a 1,6%.

- Bc tinh trén gan va than khong gap.



77

- Bién chimng muon: khoé miéng dé 3 1a 21,5%, khit ham dg 1-2 1a
16,1%: xo hoa da dd 1-2 13 48,2%. Céc bién ching muon khong gap do 4.

- Piém chét luong cudc sdng tong thé 1a 61,1. Cac chi sb triéu ching
theo EORTC QLQ C30 ¢6 s6 diém tot 1a diém chirc niang hoat dong (80,5) va
diém chirc nang nhén thic (81,5); cac diém toi 14 van dé tai chinh (48,8); chan
an (39,5); mét moi (29.,8) va mat ngi (20,9). Céac chi sb triéu chimg co sb
diém t0i theo EORTC H&N35 1a khoé miéng (59,3); nude bot quanh (49,3);
rang miéng (34,5) va giam can (31,5).
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KIEN NGHI

1. Tiép tuc theo d&i bénh nhan dé c6 duoc két qua séng thém dai hon,
g6p phan khang dinh day du hon vé két qua diéu tri cia hoa xa dong thoi trén

bénh nhan UTVMH giai doan IIB.

2. Trién khai tiép nghién ctru so sanh diéu tri ung thu vom miii hong
giai doan IIB bang cac ky thuat xa hién dai khac c6 hay khong két hop voi
hoéa tri dé tim ra phuong thirc diéu tri t6i wu, gitp cho viéc ting hiéu qua diéu

tri dong thoi véi nang cao chat luong song cho bénh nhan.
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