PAT VAN DE

1. Ly do chon d@ tai

Theo cic huéng din qudc té hién tai nhu Mang ung thu qudc gia
Hoa ky (NCCN), hay Hiép hoi ddu c6 chau Au- Hiép hoi ung thu chau
Au- Hiép hoi xa tri va ung thu chéu Au (EHNS-ESMO-ESTRO), héa
xa ddng thoi (HXDT) két hop hay khong két hop hoa chit bd trg duge
chi dinh nhu 1a mot phac dd chuén cho ung thu vom miii hong
(UTVMH) giai doan II-IVB. Phuong thitc nay dugc ching minh c6
hiéu qua trong klem soat tai chd tai viing va phong di can xa d6i voi giai
doan ITI-IVB bai rat nhiéu cac thir nghiém pha II1. Véi giai doan II, cac
nghién clru vé phdi hop hoa xa ciing da dugc tién hanh nhung cac b?"mg
chimg vé vai trd cua phuong phép nay con chua du manh. Bén canh
nhng quan diém 0 ung ho ph01 hop hoa xa tri cho bénh nhan giai doan II
thi van c6 quan diém cho rang cach thirc nay c6 thé 1a khong phu hop
do khéng thyc su cai thién két qua sdng thém toan bo so véi xa tri don
thuan, dic biét 1a khi sir dung cac k¥ thuat xa tri hién dai nhu xa tri diéu
bién liéu (IMRT); hon nita n6 con c6 thé lam tang ty 1¢ cac doc tinh cip
va man tinh, anh hudng t6i chat luong cude song, mot van dé rat quan
trong & cac bénh nhan c6 co hdi song thém kéo dai nhu ¢ giai doan nay.

Tai Viét Nam, viéc danh gia vai tro cua hoa xa két hop ph?m 16n
tap trung vao giai doan III-IVB, con thiéu cac nghién ctiru phdi hop hoa
xa tri cho bénh nhan giai doan II.
2. Muc tidu ciia dé tai ‘

1. M6 ta mot s6 dic diém lam sang, cdn lam sang cia ung thw

vom mili hong giai doan I1.

2. Pdnh gid két qua héa xa tri dong thoi va mét so tac dung phu.
3. Nhitng dong gop cia luin an

UTVMH giai doan II gip & nam nhiéu hon nit (1,8/1). D6 tudi hay
gip 40-59 (66,2%). Triéu chimg co ning dau tién va liic vao vién hay
gip nhét 12 ndi hach ¢6 (33,9%; 90,3%). Thoi gian tir khi phat hién bénh
dén khi nhap vién chu yéu < 3 thang (56,5%). U vom dang sui gip
nhiéu nhat (74,2%). Xam lan khoang can hau (XLKCH) gip 45,2%. Vi
tri hach hay gap nhit 1a nhom II (87,5%). Kich thudc hach <3cm gip
chu yéu (89,3%). Phan nhém T2NO, TIN1, T2N1 lan luot 1a 9,7%;
54,8%:; 35,5%. Ung thu biéu md khong biét hoa chiém da sb (96,7%).

bap tmg hoan toan (DUHT) tai u va hach 1a 93,5%; dap tng mot
phin (DUMP) 6,5%. Ty 1& séng thém toan by (STTB) 1, 2, 3 nam lan
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Iwot 1a 100%; 93,4%; 88,7%. Thoi gian séng thém trung binh 1a 41,3
thang. Ty 1& séng thém khong bénh (STKB) 3 niam 1a 86,0%. XLKCH,
kich thuéc hach >3-6cm, tri hodn diéu tri > 2 tudn 1a cac yéu td tién
lwong xau cho thoi gian STTB (p<0,05). XLKCH va kich thudc hach c6
gia tri tién luong doc 1ap.

Pdc tinh cép trén huyét hoc d¢ 3: giam bach cu 9,7%; giam bach
cau hat 9,7%. DPdc tinh ngoai huyét hoc @6 3: viém da 17,7%; viém
niém mac 24,2%; nén 9,7%. Khoéng gap doc tinh trén gan, than. Bién
chung mudn: kho miéng do 3 gap 21,5%, khit ham d9 1-2 1a 16,1%; xo
hoa da do 1-2 12 48,2%.

Diém chit luong cude séng (CLCS) tong thé: 61,1. Cac chi s tbt
theo EORTC QLQ C30 la chirc nang hoat dong (80,5), chirc nang nhén
thirc (81,5); cac diém toi 1a van dé tai chinh (48,8), chan an (39,5), mét
moi (29,8); mat ngu (20,9). Céac chi s triéu chimg tdi theo EORTC
H&N35 1a kho miéng (59,3); nudc bot quanh (49,3); rang miéng (34,5);
giam can (31,5).

4. Céu tric ciia ludn 4n

Luan 4n gdm 120 trang v6i 4 chuong: dit van dé 2 trang, chuong 1
(téng quan) 41 trang, chuong 2 (d6i twong va phuong phap nghién ctru
14 trang, chuong 3 (két qua nghién ctru) 23 trang, chuong 4 (ban luan)
37 trang, két luan 2 trang va kién nghj 1 trang.

Luan 4n c6 31 bang, 13 biéu d6,10 hinh anh, 146 tai liéu tham khao
(13 tai ligu tiéng Viét, 133 tai li¢u tiéng Anh).

CHUONG 1. TONG QUAN
1.1. Dich & hoc
1.2. Giai phau
1.2.1. Gidi phdu vom miii hong
1.2.2. Dén lwu bach mach & vung vom miii hong
1.3. Chén do4n
1.3.1. Lam sang
1.3.2. Can lam sang
1.3.3. Chan dodn giai dogn: Chan doan giai doan theo UICC/AJCC 2010.
1.4. Didu tri
1.4.1. So lwoc lich sir diéu tri ung thu vom miii hong
1.4.2. Xa tri: Ky thuat xa tri (XT): 3D, IMRT, XT phan liéu bién d6i, XT
du6i huéng dan cia hinh anh, trong d6 XT 3D duoc st dung trong
nghién cuu.
1.4.3. Héa tri: Céc hinh thirc hoa tri (HT) két hop v&i xa tri: hoa tri bd
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trg trude, HXDT, hoa tri bd trg, hoa tri bd trg trude + HXDT. HXDT véi
Cisplatin 30mg/m? hang tudn x 6 tuan hay Cisplatin 100mg/m>, ngay
1,22,43.

1.4.4. Piéu tri dich

1.5. Tac dung phu va chit lwong cudc sdng cita bénh nhén sau diéu tri
1.6. Dic diém va két qua diéu tri UTVMH giai doan II

1.6.1. Bdc diém bénh hoc ciia UTVMH giai doan 11

1.6.2. Két qua diéu tri UTVMH giai doan II

Mot so6 nghién ciru trén thé giéi vé HXPT trén BN UTVMH
giai doan II

Xu (2011) nghién cuu trén 392 BN UTVMH T2N1MO (HXDT so
v6i XT don thuan). Két qua: 5 nim song thém khong tai phat cao hon &
nhom HXDT (91,5% so véi 77,3%; p=0,007).

Chen (2011) cho thiy bénh nhan UTVMH giai doan II ¢6 ty 1& 5
nam STTB, song thém khong tai phat tai chd - tai ving, séng thém khong
di can xa & nhom HXDT cao hon ¢6 ¥ nghia so v6i nhom XT don thuin
(94,5% so voi 85,8%, p=0,007; 87,9% so véi 77,8%, p=0,017; 94,8% so
véi 83,9%, p=0,007).

Vi céc tién b trong xa tri, cac s liéu gan day cho thdy IMRT cb
thé cai thién dang ké két qua diéu tri va nang cao CLCS cua BN
UTVMH giai doan II so véi XT 2D hay 3D.

Theo Luo (2014), 3 nam STTB ctia BN HXDT (IMRT) cao hon so
v6i IMRT don thuan (100 so véi 81,4%, p=0,04).

Kang (2015) nghién curu trén 138 BN UTVMH giai doan II dugc
XT (3D va IMRT) ¢ 12 bénh vién ciia Han Qubc (XT don thuin,
HTBTT+XT, HXDT, HTBTT+HXDT, HTBT). 5 ndm séng thém khong
tai phat tai chd - tai ving, séng thém khong di can xa, STTB 1a 86,2%;
85,5%; 88.,2%.

Nghién ciru ciia Guo (2016) két hop HT v6i IMRT trén 311 BN
cho két qua t6t hon véi 5 nam STTB, sdng thém khong di can xa, song thém
khong tai phét tai chd - tai ving va STKB (91,1%; 90,6%; 95,9% va 87,6%).

Lu Ning Zhang (2015) phan tich da bién trong nghién ciru trén 661
BN GPII va T3NOMO diéu tri IMRT + HT, thay HXDT khong lam
giam nguy co ti vong, di can xa, tai phat tai vung.

Fan Zhang (2015) nghién ctu trén 440 BN giai doan II va
T3NOMO xa tri IMRT so v6i HXDT. Két qua khong c6 khac biét vé
song thém (STTB: 98,2% so v&i 98,9%:; p= 0,276). Tac gia thiy ting
dang ké ty 1& doc tinh cip cia HXDT.
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Pan (2017) ciing nhan xét twong tu khi so sanh gitta XT don thuan
(2D va IMRT) v6i HXDPT va HXDT+HTBT trén BN giai doan II.
Khong c6 khac biét vé 5 naim STTB, séng thém khong tai phét tai chd -
tai viing va séng thém khong di cin xa. Téac gia chu ¥ BN xa IMRT c¢6
ty 18 doc tinh cép va man thap hon.

Phan tich tong hop dau tién vé IMRT+HT so voi IMRT don thuan
trén 2.138 ca UTVMH giai doan II ctia Xu (2017) cho thay su khéc biét
vé STTB (HR=0,67; 95% CI=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). Tuy
nhién, BN HXDT ¢6 ty 1é doc tinh cao hon hian.

Liu (2018) tong hop 7 nghién ctru trén 1.302 BN UTVMH giai doan
11 diéu tri HXDT (IMRT) so v6i IMRT don thuan. Téc gia khing dinh két
hop HT khong cai thién sdng thém, bén canh d6 con lam ting ty 1& cac
doc tinh cdp. Cu thé: STTB (HR=1,17; 95% CI 0,73-1,89; p=0,508);
song thém khoéng di can xa (HR=0,89; 95% CI 0,33-2,41; p=0,816), song
thém khong tai phat tai chd - tai ving (HR=1,03; 95%CI 0,95-1,12;
p=0,498).

Vé co ban, cic tac gia cho thiy, HXDT lam tang hiéu qua diéu tri
so v6i XT don thuan trong UTVMH giai doan II. Tuy nhién véi k¥
thudt XT hién dai nhu IMRT, cung véi viéc lam giam ty 1¢ tdc dung
phy, dd mang lai mot két qua diéu tri twong tu véi HXDT cho BN
UTVMH giai doan II.

1.7. M6t s6 nghién ctru vé UTVMH tai Viét Nam
1.8. Hoa cht sir dung trong nghién ctru
CHUONG 2. POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. P6i twong nghién ciru

Déi tuong nghién clru 1a 62 bénh nhan (BN) dugc chén doan
UTVMH giai doan II diéu tri hoa xa dong thoi bang phac dd Cisplatin
lidu thip hang tuan tai Bénh vién K tir 4/2014 dén thang 4/2017.
2.1.1. Tiéu chuéin chon b¢nh nhin

Bénh nhan c6 tudi 18 dén 70, chi sb toan trang PS <2, chén doan xac
dinh UTVMH bé'mg mé bénh hoc tai u hodc hach ¢d, chan doan giai doan
II theo phan loai cia UICC/AJCC 2010, dugc chén doan va diéu tri 1an
dau; khong c¢6 chdng chi dinh cia HXDT, dwoc giai thich rd liéu trinh
diéu tri va ty nguyén chap nhan theo phac d6 diéu tri ctia chuyén mén, co
hd so luu trit d?ly du, co6 thong tin vé tinh trang bénh sau didu tri qua cac
1an tai kham dinh ky va/hodc qua tra 16 thu theo mau.
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functioning (68,2); cognitive functioning (81,5); bad symptom
scores are: financial problems (48,8); appetite loss (39,5); fatigue
(29,8) and insomnia (20,9). According to QLQ-H&N35 bad
scores: dry mouth (59,3); sticky saliva (49,3); teeth (34,5); weight
loss (31.5).

RECOMMENDATION

1. Continue to follow up in order to affirm the longer
outcome of
CCRT in NPC stage II.

2. Carry out further studies on NPC stage II treated with
advance technique such as IMRT in combination with
chemotherapy to find out the most effective modality for the
patients to improve not only survival
but also quality of life.
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- Cervical LN was prominently the first clinical symptom
and most
common at the time of hospitalization (33.9%, 90.3%).

- The time of hospitalization was usually under 3 months
(56.5%).

- The swollen type of tumour gross was frequent. The rate of
parapharyngeal space (PPS) invasion: 45.2%. The rate of level II
LN was highest (87.5%). The size of LNs was mostly < 3cm
(T2NO, TIN1, T2N1 are respectively: 9.7%; 54.8%; 35.5%). The
undiferrentiated carcinoma of nasopharyngeal type (UCNT) was
most common (96.7%).

2. The outcome of treatment
2.1. Response rate

- Response rate of primary tumour: CRR 96.8%, PRR: 3.2%

- Response rate of regional LN: CRR 94.6%, PRR 5.4%

- Response rte of tumour LN: CRR 93.5%, PRR 6.5%.

2.2. Survival

- Medium survival time: 42.3 months. 1,2, 3-year overall
survival
(0OS): 100%; 93.4%; 88.7%, respectively. 3-year disease free
survival (DFS) rate: 86.0%.

- The poor prognosis for the OS was PPS invasion, >3-6cm LN
and
the delay time of treatment > 2 weeks (p<0.05), of which PPS
invasion
and node size were independent prognosis factors.

2.3. Toxicities

- The rate of acute toxicities grade 3: leucopenia 9.7%,
neutropenia 9.7%, dematitis 17.7%, mucositis 24.2%, vomiting
9.7%. There were no renal and liver toxicities. Chronic toxcicities:
xerostomia grade 3: 21.5%, trismus grade 1-2: 16.1%, skin fibrosis
grade 1-2: 48.2%.

2.4. Quality of life

- Global health status score: 61,1. According to QLQ C30

some good functioning scores: physical functioning (79,2); role

2.1.2. Tiéu chudn logi trir

BN b6 do diéu tri khong phai 1y do chuyén mén, mic cac bénh phdi
hop khéc co chdng chi dinh ctia héa tri (tim mach, gan, than...), c6 bénh ly
vé tm than, hay khong tu tra 161 dugc theo bang cau hoi tu dién.
2.2. Phuong phap nghién ciru
2.2.1. Thiétké nghwn ciru: Can thiép 1am sang c6 theo doi doc khong dbi chimg.
2.2.2. C& mgu: Nghién ctru ctia chiing toi bao gdm 62 bénh nhan,
thoa man c¢& mau nghién ciru, dam bao két qua nghién ctru tin cay.
2.2.3. Thoi gian va dia diém nghién ciru

Thoi gian nghién ciru: tir 4/2014 dén 4/2018, tai Bénh vién K.
2.2.4. Quy trinh khdm, chin dodn, diéu tri va theo déi ‘

BN UTVMH, sau khi vao vién dugc tham kham va diéu tri
theo quy trinh: Kham lam sang, ndi soi vom miii hong, lam cac
xét nghiém can lam sang (sinh thiét u hodc hach lam moé bénh
hoc, MRI hodc CT scan so mat, siéu am 6 bung, Xquang tim phéi,
xa hinh xuong, xét nghiém cong thirc mau, chiic ndng gan than).
Chén doan x4c dinh, chan doan giai doan II (theo UICC/AJCC
2010)
2.2.4.2.Quy trinh diéu tri

Bénh nhan duge diéu tri HXDT. Xa tri ngoai béng may gia tde
Varian voi mirc nang luong 6MeV, ky thuat 3D. Tong lidu xa vao u 66-
70 Gy, hach ¢6 dwong tinh 66- 70Gy, du phong hach toan ¢d 50 Gy,
phan lidu 2Gy/ngay x5 ngay/tuan bat dau tir ngay thir nhat. Hoa tri:
Cisplatin 30mg/m*/tudn x 6 tudn.
2.2.4.3. Pdnh gid két qua va theo déi sau diéu tri

- Dénh gia trong diéu tri: chi s6 toan trang PS, cac triéu chimg co
nang, thuc thé, xét nghiém cong thirc mau, chirc nang gan thén hang
tudn trong thoi gian diéu tri HXDT, danh gia cac doc tinh cAp trén huyét
hoc va ngoai huyet hoc sau mdi tudn didu tri

- Panh gia sau diéu tri: mirc d6 dap ung diéu tri

- Theo ddi sau diéu tri: mdi 3 thang trong 2 nam dau, mdi 6 thang
trong nam tiép theo. Panh gia tai phat tai chd, tai ving va di cin xa, phat
hién cac bién chirng mudn, danh gia CLCS, két qua séng thém.

2.3. Chi tiéu nghién ctru va phwong phap danh gia
2.3.1. Chi tiéu vé dic diém lam sang, cdn lim sang:

Céc thong tin chung (gidi, tudi); chi s0 PS; triéu chimg co nang

(dau dau, ngat mii, U tai, chay mau miii, nbi hach cb); dic diém ton
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thuong dai thé cua u, dac diém ton thuong cua hach (vi tri, mat d9, kich
thudc); phan nhom giai doan (T1N1, T2NO,T2N1); phan typ md bénh hoc.
2.3.2. Cdc chi tiéu vé két qua diéu tri

- Ty 1€ thuc hién hoéa tri, xa tri.

- Pép tng diéu tri: danh gia sau két thiic diéu tri 2-3 thang. Phan do
dép tmg theo tiéu chuan cua RECIST 2000.

- Két qua song thém: gui thu, dién thoai dé iy thong tin song
hay chét ciia BN & thoi diém ding nghién ctru. Xac dinh thoi gian song
thém trung binh, ty 1¢ STTB va STKB theo phuong phap Kapplan Meier.
2.3.3. Céc chi tiéu vé doc tinh

- PBanh gia doc tinh cép sau mdi tuan diéu tri: trén hé tao huyét (thiéu
mau, ha bach cau, ha bach cu hat, ha tiéu céu); ngoai huyét hoc (gan,
than, non, viém niém mac, viém da). Phan d6 doc tinh theo CTCAE 2010.

- Panh gia bién chirng mudn kho miéng, xo hoa da, khit ham. Thoi
diém danh gia sau khi két thiic diéu tri 1 nim theo RTOG.

2.3.4. Cdc chi tiéu vé chit lwong cujc séng

Ghi nhan mét s chi s6 vé CLCS theo bang cau hoi ty dién QLQ-
C30 va QLQ-H&N35. Bang cau hoi duoc gui kém trong thu lay thong
tin vé séng thém. Sau khi hoan tat cac cau hoi, co kiém tra do tin cay
qua kham 1am sang va/hodc phong van truc tiép. Phan tich b cau hoi
theo hudng dan cia EORTC. Dbi voi CLCS téng thé va 5 thude do
chirc niang diém sb tot nhat 1a 100, cho cac thude do triéu ching diém
s6 tot nhét 1a 0. Cac dir liéu QLQ H&N35 duoge thé hién dai dién boi
thude do triéu chimg H&N va ciing phan do giong QLQ C30.

2.4. Thu thap, phén tich va xir 1y s6 li¢u

Thu thap s6 liéu dwa vao mau bénh 4n nghién ciru. Xt 1y s6 liéu bang
phén mém tin hoc SPSS 16.0. Udc luong thoi gian song thém theo phuong
phap Kaplan-Meier. Str dung cac test kiém dinh 7, test t mau khong phu
thudc, Log- rank test, mo hinh hoi qui Cox. Lira chon khoang tin cdy 95%
(p<0,05).

2.5. Pao dirc nghién ciru

Pé cuong nghién ctru duoc thong qua boi Hoi dong chim dé cuong
cta truong Pai hoc Y Ha Noi. Nghién ciru dugce sy cho phép cua Ban lanh
dao Bénh vién K. Céc chi s6 nghién ctru dugc thu thap trung thuc va khoa
hoc. Thong tin ¢4 nhan ciia BN dugc giit bi mét. Cac két qua nghién ctru
nhdm gitip cho viéc diéu trj c6 hiéu qua hon. BN c6 thé tir chdi tham
gia & bat ctr giai doan nio cua qua trinh nghién ciru.

51

4.2.5.2. EORTC QLQ H&N35

According to QLQ-H&N35 bad scores were: dry mouth
(59.3), sticky saliva (49.3), teeth (34.5), weight loss (31.5), felt ill
(25.9), swallowing (23.5), nutritional supplements (24.1). These
indexes related to head and neck symptoms affecting to QoL of
patients very much. In comparison with Pan, we have seen that our
scores were almost lower with the dry mouth, sticky saliva, teeth,
weight loss, felt ill, swallowing score of CCRT group: 39.2, 7.8,
32.0, 13.7, 15.7, 17.5 and of RT group: 39.4, 4.9, 27.9, 5.5, 13.3,
14.1. For the RT technique, Pan found that IMRT improved the head
and neck symptoms vs 2DRT group (dry mouth, sticky saliva, teeth,
swallowing: 19.0, 2.3, 7.14, 2.9 vs 54.5, 7.1,40.4, 22.2).

Although there were poor head and neck scores affecting
to
patients QoL, in general, QoL indexes in our study was
acceptable,
especially the Global health status.

In brief, we have confirmed that CCRT is effective for NPC
stage II. The weekly Cisplatin based regiment was convenient for
implementation and well tolerable. Besides, we had also
restriction: for eraly NPC, the failure rate at the first 5 years
nearly low, but our study time was short so the data was shown
not suitable for comparing to that of other researchers.
Furthermore, most of studies on NPC stage II in recent time using
IMRT have shown the significant better suvival as well as
improve the QoL for patients in comparison with us.

CONCLUSION

Sudying on 62 cases NPC stage II treated with CCRT based
weekly Cisplatin at K Hospiatl from 4/2014 to 4/2017, we drawed
several results as follow:
1. Clinical and subclinical characteristic

- NPC stage II was more common in male than female
(male/female:1.8/1). Patients at the age of 40-59 was most common
(66.2%).



50

IMRT and did not show the grade 3-4 skin fibrosis. For us, we
met 48.2% and only at grade 1-2.

* Trismus: Although trismus was almost the complication
of RT, when in combination with CT, this toxicity increased
fairly. Dang Huy Quoc Thinh found that there was considerable
higher rate of trismus of CCRT group vs RT group (16.5% vs 3.5,
p=0.025). 16.1% patients in our study had trismus (grade 1-2).
Like other IMRT studies, the rate of trismus dicreased
significantly. For Chen (2011): trismus grade 3: 1.7%, Luo
(2014): 2.9 % (grade 1).

4.2.5. Quality of life
4.2.5.1. EORTC QLQ C30

QoL was assessed for 56 patients have lived at the last
follow up. The result according to QLQ C30 are as follow: Global
health status score (QL2): 61.1, physical functioning (PF2) 79.2;
role functioning (RF2) 68.2; emotion functioning (EF) 71.9,
cognitive functioning (CF) 81.5 and social functioning (SF) 66.9.
Our Global health status score was at average level and was
acceptable. The QL2 score of other researchers are as follow:
Fang: 52.9; Huang: 66; Hong 74.2.

Another study of Pan on NPC stage II treated with CCRT
(2DCRT and IMRT) showed the same several scores with us:
QL2 (67.8), PF2 (80.3), RF2 (76.8), CF2 (81.5 and SF 73.2.
However these score was lower than that of patients treated with
RT alone (QL2, PF2, RF2, EF, CF, SF:76.7, 87.4, 87.9, 82.3, 77.9
and 78.8, respectively). And the results of patients treated with
IMRT were the best (QL2, PF2, RF2, EF, CF, SF: 86.3, 97.6,
98.8,92.2,95.2 va 98.8).

Poor EORTC QLQ C30 scores were: financial difficulties
(FT) 48.8; appetite loss (AP) 39.5; fatigue (FA) 29.8; insomnia
(SL) 20.9. These score were the same as scores of patients treated
with CCRT by Pan, but still lower than that of RT alone group
with the FI, FA, AP, and SL: 27.3, 8.5, 18.6, 34.6, respectively.
The our AP score (29.8) was rather higher than that of Pan study
(CCRT group: 7.19, RT group: 8.5).
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CHUONG 3. KET QUA NGHIEN CUU
3.1 Pic diém 1am sang, cin 1Am sang
3.1.1. Tuédi va gidi
Bang 3.1. Phin bd bénh nhin theo nhém tudi va giéi

Nhom tuoi Nam Nir So lwgng Ty 1€ %
18-29 2 1 3 4,8
30-39 8 3 11 17,7
40-49 11 7 18 29,1
50-59 13 10 23 37,1

>60 6 1 7 11,3
Tong so 40 22 62 100

Nhén xét: Tudi trung binh 46,9 + 10,5. Nho nhat 1a 23 tudi, 1én nhat
14 66 tubi. Do tudi 40-59 gip nhidu nhit (66,2%). Ty 16 Nam/Nir 1a 1,8/1.
3.1.2. Thoi gian phdt hién, ly do kham va cdc triéu chirng co ning
Bang 3.2. Thoi gian phat hién bénh

Thoi gian SO lwong Ty 1€ %
< 3 thang 35 56,5
>3-6 thang 19 30,6
> 6 thang 8 12,9
Téng sb 62 100

Nhan xét: Thoi gian tr khi phat hién bénh dén lic nhap vién dudi
3 thang gap nhicu nhat (56,5%).
Béang 3.3. Triéu chirng co ning

Triéu chirng So lwgng Ty 1€ %

Triéu chirng Dau dau 17/62 27,4
co ning dau  Ngat tac mii 7/62 11,3

tién U tai 12/62 19,4
Chay mau mii 5/62 8,1

Noi hach ¢6 21/62 33,9

Triéu chimg Dau dau 39/62 62,9

conang khi  Ngat tac miii 22/62 35,5

den vién U tai 34/62 54,8

Chay mau miii 16/62 25,8

Hach co 56/62 90,3

Nhén xét: Triéu chimg co nang dau tién va khi vao vién gap nhiéu
nhat 1a ndi hach ¢6 (33,9% va 90,3%).



3.1.3. Diic diém u nguyén phit
Bing 3.4. Pac diém u vom qua néi soi

Pai thé u So luwgng Ty 1€ %
U dang sui 46 74,2
U dang loét 0 0
U phoi hop sui+ loét 13 21,0
U duéi niém mac 3 4,8
Tong 62 100

Nhién xét: U dang sui gap nhiéu nhat (74,2%).
3.1.4. Ddc diéem hach coé di cin . i
Bang 3.5. Vi tri, kich thwéc va dac diém hach co di céin

So lwong (56) Ty 1€ %
Hach sau hau 20 37,0
Vi tri Nhom 1 3 5,4
Nhom 2 49 87,5
Nhém 3 4 7,1
Kich thwéc <3cm 50 89,3
>3-6cm 6 10,7
Cung chac 47 83,9
Mat do Mém 9 16,1
Di dong 35 62,5
D§ di dong C6 dinh 21 37,5

Nhan xét: 56/62 BN c6 hach cd. Phan 16n hach gip nhém 2
(87,5%). Hach < 3 cm gdp nhiéu nhét (89,3%).
3.1.5. Xép logi TNM va giai doan bénh theo UICC/AJCC 2010
Bang 3.6. Xép loai giai doan TNM

NO N1 Tong so
So lwong Ty 1€ %
Tl 0 34 34 54,8
T2 6 22 28 45,2
Tong so 6(9,7%) 56 (90,3%) 62 100

Nhan xét: 45,2% co XLKCH (T2). 90,3% c6 hach ¢ (N1). TINI:
54,8%; T2NQ: 9,7%; T2N1 chiém 35,5%.
3.1.6. Ddc diem mé bénh hoc

33%

®mUCNT
mKhic

Biéu d6 3.1. Pic diém mé bénh hoc
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(18.2%), higher than Phung Thi Huyen (7.1%), lower than Pham
Lam Son (51.0%) and Bui Vinh Quang (46.5%).

*Mucositis: In our study, there was 100% patients having
mucositis and the most common was grade 2 (61.3%), grade 3:
24.2%. For us, mucositis grade 3 of weekly Cisplatin regiment was
usually higher than that of Cisplatin three weeks. For example, Kim:
50% vs 48.1%; Tao: 31.5% vs 29.6%; Lee: 15.1% vs 12.5%. Several
other studies using Cisplatin weekly also showed the same data. Lu:
27.3%; Chen 45.6%; Xu (2015): 46.4%. This rate was rather higher
than that of Cisplatin three weeks studies (Luo: 0.0%; Xu: 32.9%).
However, the rate of mucositis in our study was the as same as
Cisplatin weekly studies by Dang Huy Quoc Thinh (24.8%), Phung
Thi Huyen (19.0%), Pham Lam Son (29.4%) and lower than that of
Cisplatin every three weeks study by Bui Vinh Quang (41.0%).

* Vomitting: 58.1% of our patients had vomitting, almost
grade 1,2 (48.4%). This was slightly lower than that of Bui Vinh
Quang (60.7%, grad 1-2: 51.8%), but higher than that of Dang
Huy Quoc Thinh (26.8% grade 1-2), and the same as Phung Thi
Huyen (grade 1-2: 50%). It is explained by the low dose of
Cisplatin weekly regiment.
4.2.4.2. Chronic toxicities

* Xerostomia

Most of our patients got xerostomia (91.1%), of which
grade 2 was highest (35.7%), grade 3 was 21.5%. This number
was similar to Bui Vinh Quang: grade 3-4: 23.2%, lower than that
of Dang Huy Quoc Thinh (59.5%). For the patients treated with
IMRT, this complication was rather lower, for example from Tao
and Luo studies, there was only xerotosmia grade 1-2 (86.4% and
69.6%).

* Skin fibrosis: According Ngo Thanh Tung, RT with
Cobalt 60 caused skin fibrosis at the rate of 50.9%, of which
11.3% patients could not move their necks. For Dang Huy Quoc
Thinh, the rate of skin fibrosis was 74.4% (grad 3: 37.2%); Bui
Vinh Quang: 64.3%, there was not grade 3. Tao and Luo used
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from >2 week interrupted was shorter than <2 week group: 49.54
months vs 30.97 months (p=0.003) and DFS time: 46.2 vs 23.8
months, p=0.02.

PPS invasion, LN size and interrupted time were prognosis
factors, of which PPS invasion and LN size were independent
prognosis factors for OS in our study.

4.2.4. Toxicities
4.2.4.1. Acute toxicities

*Hematology toxicities: In  comparison between
three weeks Cisplatin and weekly based CCRT studies, there was
a lower rate of toxicities in weekly regiment than the other,
however, this was not significance. In NPC stage II, many athours
recognised that the rate of 3-4 grade toxicities was acceptable. For
example, Luo et al. showed leukopenia grade 3-4: 13.6%; Chen:
leukopenia/neutropenia 12.9%, 0.8% thrombocytopenia grade 3;
Xu (2015): leukopenia grade 3: 4.7%, thrombocytopenia grade 3:
7.0%. Xu (2011): leukopenia grade 3-4: 12.2%,
thrombocytopenia grae 3-4: 6.6%. Our data were the same:
toxicities at grade 3-4 was lower than other grade: leukopenia
67.7% (grade 2 was most common: 30.6%); neutropenia 51.6%,
(grade 1 was highest: 30.6%); anemia 36.1% (grade 1: 33.8%);
Thrombocytopenia only accounted for 8.1% (only grade 1).

* Renal and liver dysfunction: In general, renal and liver
dysfunction was the toxicity caused by chemotherapy, especially
by Cisplatin, one of the agent causing severe renal dysfunction.
However, according to many stydies, renal and liver toxicities of
Cisplatin based CCRT was not common, and allways at low
grades. In our study, there was no renal and liver dysfunction.

* Dematitis: 100% our patients suffered from dematitis and
grade 2 was frequent (58.1%), grade 3: 17.7%. This rate of
dematits was higher than that of oversea studies. For instance, Kim
et al: dematitis grade 3: 3.2%; Lu: 4.5%; Tao: 3.7%; Lee: 1.8%;
Chen: 11.2%; Xu: 7.7%. In comparison with other athours in
Vietnam, we had as equivalent result as Dang Huy Quoc Thinh
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Nhan xét: 96,7% BN c6 mo bénh hoc la loai ung thu biéu md
khong biét héa. C6 1 BN 14 ung thu biéu mé vay kém biét hoa va 1 BN
ung thu biéu mé khong sing héa.

3.2. Két qua diéu tri
3.2.1. Thuc hién hoa va xa tri
Bing 3.7. Tuan thi didu tri

Thue hién liéu trinh bii liéu du kién
SO lwong 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

Nhan xét: 96,7% BN duoc XT du lidu. S5 BN du 6 tuan hoa tri 1
85,5%, khong co BN nao thyc hién dudi 5 chu ky hoa tri. .
Bang 3.8. Thoi gian tri hoan dieu tri

Thoi gian tri hodn didu tri (tudn)  S6 lwong Ty 1€ %
<1 tuan 24 38,8

1 - <2 tuan 25 40,3
>2 tuan 13 20,9
Téng sb 62 100

Nhién xét: Co 13 BN (20,9%) tri hoan dicu trj trén 2 tuan.
3.2.2. Dap vrng sau diéu tri .
Béang 3.9. Pap @ng sau dieu tri

Pap ung So luwgng Ty 1€ %
DPap ung thuc Hoan toan 60/62 96,8
the tai u Mot phan 2/62 32
DPap ung thuc Hoan toan 53/56 94,6
the tai hach Mot phan 3/56 54
Pap trng chung  Hoan toan 58/62 93,5
Mot phan 4/62 6,5

Nhin xét: DPUHT tai u dat 96,8%; DUHT tai hach dat 94,6%. DUHT
chung 13 93,5% DUMP la 6,5%.
3.2.3.Thoi gian song thém
3.2.3.1. Song thém toan bj va song thém khéng bénh

Bang 3.10. Tinh trang bénh nhan dén thoi diém dirng nghién ciru

Thoi gian 12 thang 24 thang 36 thing 44 thang
song thém
Con song 62 60 56 56

Pi chét 0 4 6 6
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Nhién xét: C6 4/62 BN khéng PUHT c6 chi dinh diéu trj hoa tri bd
trg (2 BN dong y diéu tri, 2 BN tir chdi diéu tri). Thoi gian theo ddi
trung binh 29,0+8,1 thang, dai nhat 44 thang, ngin nhét 13 thang, dén
thoi diém dimg nghién ciru ¢6 6/62 BN tir vong, phan 16n trong 2 nim dau.
100% BN tir vong do bénh tai phat (01 bénh nhan di can xuong, 02 di
cin phdi, 03 tai phat tai chd).
Bing 3.11. Song thém toan b

Song thém theo  Song Ty 1€ song thém theo thang (%)
Kaplan- Meier  thém 12 24 36 44
(thang)
Toan bg 41,3 100 93,4 88,7 88,7

Sdng thém toan b

T & song thém

i » = o
Therl gian séng thém (thang)

Bi¢u db 3.2. Song thém toan by
Nhén xét: Ty 1¢ song thém 1 ndm, 2 nam, 3 nam toan b la
100%; 93,4% va 88,7%.

Séng thém knang binh

Tii b sdng thim

Biéu db 3.3. Song thém khong bénh
Nhéan xét: Ty 1€ song thém khong bénh 3 nam la 86,0%.
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(non-PPS invasion) vs T2 (PPS invasion): 95.7 vs 80.4%,
p=0.047. According to Xiao, 5-year OS, DFS of PPS invasion vs
non-PPS invasion groups was 87.9%, 88.0% vs 75.0% and
71.2%, p=0.003. Cheng indicate that: although altogether at N1
stage, the non-PPS invasion patients achieved 5-year OS higher
than PPS invasion patients significantly. Ho et al. found that 5-
year DFS decreased in accordance with the increase of PPS
invasion grade 0,1/2,3: 96.0%, 82.0%, 45.0%, and the author
confirmed the PPS invasion was independent prognosis factor for
survival. Tang et al. also considered that, in the IMRT era, PPS
invasion still poor prognosis for the NPC patients.

For regional LN, our study had only 2 groups (N1 and NO).
The difference of OS between these groups was not significant
(83.3% vs 89.2%; p=0.570). It was probably that in NO group,
many patients suffered from PPS invasion and PPS invasion was
the main prognosis factor. But, in two difference size groups (<3
va >3-6cm), there was significant difference of OS: 95.6% va
72.8%; p=0.032. Toya et al. divided <1,5cm and >1,5c¢cm groups,
and also found the OS difference (70.5% vs 12.5%). Or a study of
Du with <3cm va >3-6cm group had the same result when
cofirmed that LN size was the independent prognosis factor for
distance metastsis.

Discussing about the TNM stage, our study showed the
lowest OS of T2N1 group: 79.3% vs 95.7% and 83.3% of TIN1
and T2NO groups, although the difference was not significant
(p=0.137). When combining TIN1 and T2NO in to unige group, the
difference was more obvious, but still not significant: 93.9% va
79.3%; p=0.085. With the bigger sample zise and the longer folow
up, this difference will be made sure.

* Interrupted time: For interrupted time of treatment, there
was
many study realised the poor prognosis of it. Our data also found
the poorer OS survival in >2 week interrupted group: 95.9% vs
65.8% of <2 week interrupted group, p=0.006. This result was the
same of Pham Lam Son: Medium OS time of patients suffered
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three weeks was applied by many researchers and have shown the
effectiveness, but the poorer tolerance was a problem. The
prominent suitability of Cisplatin weekly was mentioned in
several studies. This modality have created the effectiveness on
disease control as well as good tolerance. However, there were
not many studies on NPC stage II. Basically, researchers believed
that there was no different survival between two modalities,
however, Cisplatin weekly regiment have given the better
tolerance.

Kim et al. when compared two regiments of Cisplatin dose,
concluded that weekly Cisplatin was more suitable because of its
reduction of RT interruption as well as lower toxicities. Lu in a
phase II study on NPC stage II-IVB used Cisplatin 40mg/m? +
IMRT for 22 patients: 1-year OS, LRFS and DMFS were 95.5%,
95.5% and 100%. Jagdis also showed no difference of OS and
toxicity rate between two regiments. And according to Tao, there
was the same outcome of 5-year OS (85.2% vs 78.9%, p>0.05).
While Su in a study on NPC stage II treated with CCRT (IMRT),
found the similar result of two modality and in three weeks group,
there was improvement of 5-year OS (98.4% vs 8.9%, p=0.013).

Our data also confirm that the outcome of CCRT was better
than RT alone in NPC stage II. However, it was not appropriate to
comparison with other studies on CCRT, because of our shorter
time as well as the differences of the population of each study.
Furthermore, when referring to the researches on NPC stage II
treated with IMRT alone or CT+HIMRT, we have recognized that
wit this advance technique, not only the patients survival was
significantly improved but also the toxicities were considerably
decreased. This issue will be our orientation for study in the
future.
4.2.3.2. Prognosis factors

* Primary tumour stage, regional lymph node, and disease
stage

There was significant difference of OS between T
stages: T1
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3.2.3.2. Céc yéu t6 anh huong dén song thém toan bg

Séng thim foan b thae gial dogn u aguyin phit

dng thdm

Biéu d6 3.4. Song thém toan b{ theo giai doan u nguyén phat
Nhén xét: Ty 1€ song thém 3 nam toan bd theo giai doan u: T1
(chwa XLKCH): 95,7%; T2 (XLKCH): 80,4%. p=0,047.

Sang thim toin b& thee glal doan hch vung

T I# sbing thém
H

Biéu d6 3.5. Song thém toan b§ theo tinh trang di cian hach
Nhén xét: Ty 1€ song thém 3 nam toan b theo tinh trang di cén
hach vung: NO: 83,3%, N1:89,2%. p = 0,570.

Sdng thém tosn bd thes kich thude hach
.y

Ty I8 séng thém

Thid i gt b
Biéu d6 3.6. Song thém toan b theo kich thwéc hach
Nhén xét: STTB 3 ndm & nhom c6 kich thude hach <3cm cao hon
nhém c6 kich thude hach >3-6cm (95,6% v 72,8%) (p=0,032).
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Séng thim todn b theo phin nhom

Ti I sbng them

oy

Biéu d6 3.7. Song thém toan bd theo phan nhém
Nhin xét: Xu huéng séng thém dai hon & phan nhém TIN1 va
T2NO (95,7%; va 83,3%) so voi T2N1 (79,3%), tuy nhién sy khac biét
khong ¢ ¥ nghia thdng ké véi p=0,137.

S4ng thém taan bé theo phin nham T2N1 so véi phin nham khac

Ty 14 séng thém

Thei gian séng thim (thang)
Biéu db 3.8. Song thém toan bd theo phan nhém T2N1 so véi cac
phan nhém khac
Nhéan xét: Ty 1¢ séng thém 3 nam toan bd c6 su khac biét rd rét
hon & nhom T2N1 so véi cac phan nhom khac (93,9% so véi 79,3%)
tuy nhién chua that s c6 ¥ nghia théng ké (p=0,085).

m toan bo theo s6

E
gian sing thém (thang)

Biéu dd 3.11. Song thém toan b theo thdi gian tri hodn diéu tri
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CT for survival of all stages were: LII (almost stage IT) HR: 0.95;
95% CI:0.65-1.44. This result did not favor for the use of CT in
addition with radiothrapy in early NPC. Other researcher, Pan
(2017), had the same opinion when showed the similar survivals
between CRT and RT alone group on NPC stage II.

The opinion in favor or not in favor of CRT was chiefly
based on conventional RT. Beside the adding CT to RT, many
authors have applied new RT techniques to improve the outcome
of NPC treatment. Up today, IMRT is a new advance technique
that not only gives the better survival but also considerably
decreases the rate of toxicities and contributes to improving the
quality of life for the patients.

There were survival of NPC stage II patients treated with
IMRT alone for NPC stage II. Wong: 3-year OS: 90.9%; Su
(2012): 5-year OS: 97.3%.

The combination of IMRT and CT was reported to bring
perfect result for stage Il NPC. According to Luo: 3-year OS rate
of CCRT (IMRT) was higher than that of IMRT alone (100% vs
81.4%, p=0,04). However, some other authors considered that
patients treated with CCRT did not achieve good outcome as well
as those treated with IMRT alone. Moreover, they also suffered
from higher rate of toxicities. Chen showed 5-year OS of CCRT
vs IMRT alone: 93.9%; 95.2%; p=0.937. In a meta analysis study,
Xu (2017) showed the same survival outcome of CCRT vs IMRT
alone. Recently, Liu, in another meta analysis study also
concluded that CCRT did not improve the OS in comparison with
IMRT alone (HR=1.17; 95% CI 0.73-1.89; p=0.508). In general,
most of the researchers believed that IMRT brought better
outcome for NPC stage II than conventional RT and CT in
combination with RT did not improve the survival as well as the
IMRT alone.

CCRT based on Cisplatin weekly vs every three weeks.
Although NCCN recommends CCRT for treating NPC stage II,
there was not standard guideline for choosing whether Cisplatin
weekly or every three weeks. CCRT based on Cisplatin every
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chemotherpy. 2 patients agreed to be treated with adjuvant
regiment and 2 patients refused. The medium follow up time:
29.0+8.1 months (13-44 months), at the last follow-up 6/62
patiensts died, allmost died at the first 2 years. 100% died of
recurrence or metastastic, not for other reason. The medium
survival time was 41.3 months. 1, 2, 3 year OS rate were 100%;
93.4 and 88.7%; DFS rate was 86.0%. In comparison with NPC
studies using radiotherpy alone, we have realized that RT alone
was not enough for the NPC stage II, especially for the T2N1
group. This problem were reported in several researches. For
instance, Heng used RT alone to treat for NPC patients stage I-
IVB (AJCC 1997), of which stage IIB patients had 5-year OS at
75%. Chua et al. : for stage II, the 10-year disease specific
survival recurrence free survival (RFS), local RFS, LN RFS, and
distant metastasis free survival rates were 60%, 51%, 78%, 93%,
and 64%; Patients at stage II (AJCC 1997) treat ted with RT alone
from Hong' research had 5-year OS at 73%; Xiao: for stage II, the
S-year OS 85%; 5-year OS for T2N1 only 73.1% (p<0.05).

In Vietnam, many studies on NPC were conducted, but
almost at stage III-IVB. There were only few studies on stage II
NPC. Ngo Thanh Tung studied the survival condition of patients
treated with RT alone (Cobalt 60): OS rate for stage I, II was
60%. Nguyen Van Tuyen (accelerated RT): the 3-year OS and
DEFS for stage LII (UICC/AJCC 2002)100% and 92.4%, however,
there were only 13/126 patients (10.3%) at stage IIB, and the
survival results of stage I and II were combined; for the stage I
and II separately, the 3-year and 4-year DFS of stage I group were
100% and 100% vs 90.6% and 57.9% of stage II group,
respectively.

The significant improvement in survival of NPC stage Il were
reported in studies where RT was in combination with CT. There
were many combined modalities, of which the most common
regiment was CCRT.

However, there have been also controversies about the role
of CT in stage II NPC. In MAC-NPC 2 study (2015), the role of
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Nhén xét: Ty 1¢ séng thém 3 nim toan bd & nhom c6 tri hodn diéu
tri dudi 2 tudn cao hon nhom tri hodn trén 2 tudn ¢ y nghia théng ké:
95,9% so voi 65,8% véi p=0,006.
3.2.3.3. Mt 56 yéu t6 tién lwong déc ldp doi véi thoi gian song thém

Bang 3.12. Mt s6 yéu td anh huong dén thoi gian song thém

Bién sb HR p 95% CI
XLKCH Co 0,108 0,049 0,01-0,98
Khong
Kich thudc hach <3cm 7,051 0,031 1,19-41,54
>3-6cm
Tri hodn diéu tri <2 tuan 3,527 0,126 0,70-17,69
>2 tuan

Nhan xét: Kich thudc hach va XLKCH c¢6 gia tri tién lugng doc
lap dén thoi gian séng thém.
3.2.4. Danh gia djc tinh ciia phdc do
3.2.4.1. Béc tinh cdp
Bang 3.13. Poc tinh cip trén huyét hoc

Déc tinh Do 0 Po 1 Po2 Po 3 Do 4

n % n % n % n % n %

Giam bach ciu 20 323 17 274 19 30,6 6 97 0

(e

Giam bach ciu 30 484 19 30,6 6 97 6 97 1 16
hat

Thiéu mau 39 629 21 338 2 33 0 0 0 0

Giam tiéu ciu 57 919 5 8,1 0 0 0 0 0 0

Nhan xét: Ha bach cau do 2 gap nhiéu nhat (30,6%). Ha bach cau
hat cha yéu gip d6 1 (30,6%). Thiéu méu gip chu yéu do 1 (33,8%).
Giam tiéu cau chi gap 8,1% BN.
Bang 3.14. Poc tinh céip ngoai huyét hoc

Déc tinh DPj 0 P 1 Dj 2 Dj 3 Dj 4

n % n % n % n % n %

Viém da 0 0 15 242 36 581 11 17,7 0 O
Viém niém mac 0 0 9 145 38 61,3 15 242 0 O
Non 26 41,9 12 194 18 290 6 97 0 0

Nhin xét: 100% BN c6 viém da va viém niém mac, chi yéu d¢ 2.
Nén gip d6 2 nhiéu nhét (29,0%). Khong c¢6 ddc tinh trén gan, than.
3.2.4.2. Bién chitng mudn

Bing 3.15. Bién chirng mudn

Bién chirng Do 0 P 1 Do 2 Do 3 Do 4
n % n % n % n % n %
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Khé miéng 5 89 19 339 20 357 12 21,5 0 O
Xo héa da 29 51,8 18 32,1 9 16,1 0 0 0 0
Khitham 47 839 6 107 3 54 0 0 0 0

Nhén xét: Phan 16n c6 bién chimg khé miéng (91,1%); chi yéu do 2
(35,7%). Xo hoa da gip chit yéu do 1 (32,1%). Khit ham gap 16,1%.
3.2.5. Chat lwong cudc séng
3.2.5.1. Chdt lwong cuéc song theo EORTC QLQ C30
Bing 3.16. Chit lwong cude sdng theo EORTC QLQ C30

Chit lwgng cudc Trung binh Chat lwgng cudc Trung binh
song (SD) song (SD)
Diém CLCS tong thé 61,1 (18,3) Diém triéu ching
Diém chirc nang M¢ét moi 29,8 (26,6)
Chure nang hoat dong 80,5 (18,6) No6n, buon nén 4,6 (13,9)
Chure nang lam viée 68,2 (25,1) Pau 16,0 (21,2)
Chtre nang cam xuc 75,0 21,4) Kho thd 9,3(21,9)
Chtre nang nhan thirc 81,5(21,1) Matngu 20,9 (27,7)
Chtrc nang xa hoi 66,9 (18,1) Chan an 39,5 (29,0)
Tao bén 4,9 (15,1)
Tiéu chay 1,9 (7,7)
Van d¢ tai chinh 48,8(30,1)

Nhin xét: Biém CLCS tong the la 61,1. Chiic ndng hoat dong va
chirc ning nhan thirc ¢6 s6 diém cao nhat: 80,5 va 81,5. Triéu chimg c6 sd
diém toi nhét 14n luot 13 van d8 tai chinh, chan 4n, mét moi, mét ngu.
3.2.5.2. Chat lwong cudc song theo EORTC QLQ H&N35

Béng 3.17. Chit lugng cudc sf')ng theo EORTC QLQ H&N35

Triéu chirng bie¢m (SD) Triéu chirng Piém (SD)
Pau miéng 15,2 (20,3) Nudc bot quanh 49,3 (25,6)
Kho nuot 23,5(21,1) Ho 19,8 (29,3)
Vi gidc va khiru giac 20,4 (27,9) Cam giac 6m 25,9 (27,2)
Loi ndi 16,9 (25,3) Dung thudc giam dau 7,4 (26,4)
An noi cong cong 20,5 (20,8) Dinh dudng b6 sung 24,1 (43,1)
Giao tiép noi cong cong 14,1 (17,6) An qua sonde 0,0
Van dé rang 34,5(34,2) Giam céan 31,5 (46,8)
Ha miéng 10,5 (22,3) Tang can 11,1 (31,7)
Kho miéng 59,3 (29,4)

Nhan xét: Cac chi s6 khong tot 1an Iugt 1a: khé mi€ng (59,3);
nudc bot quanh (49,3); rang miéng (34,5); gidm can (31,5); cam giac
dm (25,9); khé nudt (23,5); dinh dudng bd sung (24,1). Céc chi sb tot
la: dung thudc giam dau (7,4); ha miéng (10,5).
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implementstion of some CCRT studies based on Cisplatin
weekly: Dang Huy Quoc Thinh: 98.3% or Cisplatin every three
weeks CCRT by Bui Vinh Quang:100%, Jagdis (Cisplatin weekly
vs three weeks): 98% vs 93%. The medium dose of RT of the
Cisplatin every three weeks and Cisplatin weekly according to
Kim: 68.245.5Gy vs 68.4+6.0Gy; Lee (2015): 67.3£10.0 vs
68.3£8.1Gy.

For the CT implementation, there were 53/62 (85.5%)
received enough 6 cycles, 9/62 (14.5%) received 5 cycles. The
main reason for not having enough CT cycles was the high grade
toxicities, especially hematology toxicity or dematitis and
mucositis. Between to groups of Cisplatin dose, the rate of CT
implementation was lower in the every three weeks group. Lee
(2005): 52%; Lee (2006): 67%; Xu (2011): 64%; Kim 84%; Tran
Hung: 55,5%; Bui Vinh Quang: 71.4%. And for the weekly
group, the data are as follow: Chan: 95.4%; Kim: 92%;

Chen: 78.4%; Pham Lam Son: 76.5%; Dang Huy Quoc Thinh:
85.1%.

Ous study indicated that 38.8% had interruted time < 1
week, 40.3%: 1-2 weeks and 20.9% more than 2 weeks. The rate
of interrupted time > 2 weeks in the weekly arm frequently lower
than that of three weeks arm, like Pham Lam Son: 19.6%; Kim:
16.7%. For the three weeks arm: Kim: 83.3%; Tran Hung: 60.2%.
With the high rate of CT implementation and low rate of
interrupted time, Cisplatin weekly arm was considered to be more
tolerable.

4.2.2. Response rate

NPC, especially UCNT is very sensitive to RT as well as CT. In
our study, there was 96.7% UCNT so the response rate of all stage was
rather high. In the study on NPC stage II by Chen, CR rate was 99.1%;
Xu (2015): 95.3%. Our study also showed the high rate of response: CR
rate of tumour and node: 93.5%; PR rate: 6.5%.

4.2.3. Survival
4.2.3.1. Overall survival and disease free survival

There were 4/62 patients achieved PR having to receive

adjuvant
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(45.2%). Tt could be explained that in this study, the rate of using
MRI was not 100%.
4.1.4. Regional lymph nodes

According to many researchers, the rate of cervical LN in
NPC was very high. In the study by Bui Vinh Quang this rate was:
97%, Le Chinh Dai: 90.8%, Ho: 84.9%. Our cervical LN rate was
similar: 90.3%.

Retropharyngeal LN are regarded as the first echelon nodal
stations for NPC. Retropharyngeal LNs usually accounted for 70-
80%. Ng: 82%, Bui Vinh Quang: 53.1%, Ho: 69.4%. The rate of
retropharyngeal LNs in this study was lower, may be for the
omission in diagnosis and our stage was earlier. Metastatic
involvement of jugulodigastric (Level II) is also very common.
According to Ng: 95.5%, Le Chinh Dai: 66.41%, Bui Vinh
Quang: 83.7%, Wang: 93.2%, Ho: 70.4%. We have similar result:
87.5%.

The size of LN in N1 group is <6cm. But in this study,
almost patients had LN <3cm (89.3%). It was suggested that in
cases with >3cm- 6cm LN, the primary tumour spread out to T2.
This rate as the same the data of Du in the study with NPC stage
II: LN <3cm: 91.2%.

UICC/AJCC 2010 TNM staging: TIN1, T2NO, T2N1 were
54.8%, 9.7%, 35.5%, respectively.

4.1.5. Histopathology classification

The UCNT type is the most common histopathology type
in NPC in Vietnam, approximately 80-90%, for example, Ngo
Thanh Tung: 92.9%, Bui Vinh Quang: 99%. There was also
almost UCNT type in our study: 96.7%.

4.2. Treatment outcome

4.2.1. Radiotherapy and chemotherapy implementation

60/62 (96.7%) patients in our study received enough RT
dose. In general, the rate of RT implementation fairly high.
However, in the study using CCRT based on Cisplatin every three
weeks this rate were slightly lower. The rate of RT
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CHUONG 4: BAN LUAN
4.1. Dic diém 1am sang va cin 1am sang
4.1.1.Tudi va giéi

Chung t6i gip dinh cao ¢ do tudi 40-59 (66, 2%), twong tu s lidu
cla céc tac gia khac. V& gioi, UTVMH gép ¢ nam nhiéu hon nir véi ty 1¢
1,8/1. Ty 1& nay thip hon so v&i mot sb tac gia khac, nhu 2,7/1 theo Ngo
Thanh Tung; 1,97/1 theo Bui Vinh Quang, 2/1 theo Lé Chinh Pai , day
ciing 1a ty 1& thuong gip theo cac tic gia trén thé gigi (2/1-3/1). BN cua
chiing t6i & giai doan II, ty 18 nay thap hon c6 thé do nit thudng quan tim
dén strc khoe ban than hon nam gi61, nén phat hién bénh sém hon.

4.1.2. Thoi gian phdt hién, ly do kham va cdc triéu chirng co nang

BN UTVMH thudng dén vién trong khoang thoi gian 3- 6 thang ké
tir khi phat hién bénh. Theo Ngé Thanh Tung, BN dén vién tir khi phat
hién triéu chimg d4u tién dén khi nhap vién tir 3-6 thang: 31,1%, 7-12
thang: 32,2%, < 3 thang: 24,3%. Trong cac nghién cliru ¢ cac giai doan
mudn hon, thoi gian dén vién pho bién tir 3-6 thang. O nghién clru nay, s0
BN dén vién dudi 3 thang ké tir khi c6 triéu ching dau tién nhiéu hon
(56,5%), diéu nay phu hop vi giai doan cua chung t6i sém hon.

Phan 16n cac BN ¢6 triéu chung dau tién 1a ndi hach cd. Nhu theo
Ngo6 Thanh Tung: 53,7%; Lé Chinh DPai: 56,17%; Bui Vinh Quang:
60,3%. Chung toi chi gap 33,9% ndi hach ¢b ciing 1a do & giai doan II,
hach chua c¢6 hodc nhé kho phat hién. Khi BN dén vién, bo ba triéu
chimg ndi hach cd, dau déu, U tai, theo mot sé tac gia 1a: 90,8%; 70,3;
75,6 (L& Chinh Dai); 97%; 59,2; 59,2% (Bui Vinh Quang). 3 tri¢u
chimg nay cua chung téi ciing 13 phd bién (90,3%; 62,9%; 54,8%).

4.1.3 Piic diém u nguyén phdt

V& dai thé, u vom ¢6 3 dang 1a sui, sui loét va dudi niém, trong do,
dang sti gap nhiéu nhat (74,2%), pht hop véi cac nghién ciru cia Ngo
Thanh Tung (58,9%), Lé Chinh Dai (77,17%), Bui Vinh Quang (85,7%).

Ty 1€ XLKCH tinh chung cho cac giai doan kha cao, nhu theo
Xiao: 82,7%; Tang: 72,1%. Chung t6i c6 XLKCH: 28/62 (45,2%), thép
hon cac nghién ctru khéc, ¢6 thé do chua danh gia duoc hét ton thuong
vi chua dat 100% BN dugc st dung MRI.

4.1.4. Pic diém hach cé di cin

Ty 1& di can hach c¢6 thudong rat cao nhu theo Bui Vinh Quang:
97%, Lé Chinh Dai: 90,8%, Ho: 84,9%. Ching t6i c6 33,9% co6 hach )
1 triéu chimg déu tién, nhung khi dén vién, 90,3% da di can hach. Diéu
nay khing dinh di can hach rat hay gap va thuong xut hién som.
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Di can hach chang dau tién thuong 1a hach sau hau va nhém IL
Hach sau hau chiém khoang 70-80%, nhu theo Ng: 82%, Bui Vinh
Quang: 53,1%; Ho: 69,4%. Ty 1& nay cia chung toi thap hon (37,7%),
¢6 thé do giai doan sém hon va ty 18 sir dung MRI chua cao nén con bo
sot hach sau hau. Vi tri thuong gip nira 1a hach nhom II. Theo Ng:
95,5%; L& Chinh Dai: 66,41%; Bui Vinh Quang: 83,7%; Wang: 93,2%;
Ho: 70,4%. Chiing t6i c6 két qua twong tw, hach nhom II gip 87,5%.

Kich thudc hach trong phan nhém N1 la <6cm, tuy nhién trong
nghién ctru ctia ching t6i, chii yéu gip hach <3cm (89,3%). C6 thé do &
nhitng trudng hop hach >3cm- 6¢cm, mic du van & phan nhom NI,
nhung phan 16n ton thuong u da lan rong khong con khu tr ¢ giai doan
T2. Tuong ty, theo tac gia Du: nhém hach <3cm chiém 91,2%, va nhoém
>3-6¢m chiém 8,8% trong s6 cac BN UTVMH giai doan II.

Phan loai TNM theo UICC/AJCC 2010: Trong nghién ctru, TIN1
chiém 54,8%, T2NO: 9,7%; T2N1: 35,5%. Co thé ty 1 nay chua thyc sy
phan anh dung tinh trang giai doan ciia BN véi 1y do 1a ty 1€ st dung MRI
trong chan doan con chua cao, nén viéc danh gia cac ton thwong x4m lan
phdm mém chua dugc day di.

4.1.5. Pic diém mé bénh hoc

Viét Nam c6 ty 16 UTVMH loai ung thu biéu mé khong biét hoa
kha cao, khoang gin 80%-90%. Nhu theo Ngé Thanh Tung: 92,9%; Bui
Vinh Quang: 99%. Nghién ciru cua chung t6i ciing tuong ty nhu vay,
gap hau hét 1a thé ung thu biéu mé khong biét hoa véi ty 18 96,7%.

4.2. Két qua diéu tri
4.2.1. Thwc hién hoa va xa tri

60/62 (96,7%) BN thyc hién du liéu XT. Ty 1& tham gia du liéu xa
du kién thuong rit cao, mic dii & nghién ctru ding Cisplatin liéu cao, ty
1& nay co6 thap hon mot chat. Pang Huy Qudc Thinh (Cisplatin liéu thap
30mg/m?): ty 1& du liéu xa 13 98,3%; Bui Vinh Quang (Cisplatin liéu cao
100mg/m?): 100%; Jagdis: 98% (Cisplatin liéu thip) so véi 93%
(Cisplatin lidu cao). Liéu xa trung binh ¢ nhom Cisplatin lidu cao va
Cispaltin liéu thip theo Kim 1a 68,2+5.5Gy so v&i 68,4+6,0Gy; Lee
(2015): 67,3%£10,0 so vadi 68,3+8,1.

C6 53/62 BN (85,5%) dat di 6 tudn héa tri, 9/62 BN (14,5%) diéu
tri 5 tudn. Ly do khong dua cac chu ky hoa tri 1a ¢6 doc tinh mirc d nang
nhu viém niém mac, viém da, ha bach ciu. So sanh giira Cisplatin mdi 3
tuan va hang tuan, ty 18 tham gia du liéu trinh HT trong giai doan HXDT
thuong thap hon & phac 6 mdi ba tuan. Nhu theo Lee (2005): 52%; Lee
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most common in male than female with the rate male/female:
1.8/1. This rate was lower than that of others: Ngo Thanh Tung:
2.7/1; Bui Vinh Quang: 1.97/1; Le Chinh Dai: 2/1. This is the
same as other studies on over the world (2/1-3/1). Our figure was
lower may be because of that in our study the stage was earlier
and females allways considered about their health more than male
so they detected the disease by themself earlier.

4.1.2. Time and reason for hospitalization and clinical
charcteristic.

NPC patients usually were hospitalized at the time of 3-6
months from the first symptom. According to Ngo Thanh Tung the
number of patients hoapitalized at 3-6 months from the first
symptom: 31.3%; 7-12 months: 32.2%; < 3 months: 24.3%. In other
studies with later stages, patients mostly went to hospital at 3-6
months. Our patients nearly went hospital at the time <3 months
(56.5%). It was explained by the earlier stage in our study.

Most of patients got cervical LN as the first symptom. In
study by Ngo Thanh Tung, the rate of cervical LN: 53.7%; Le
Chinh Dai:: 56.17%; Bui Vinh Quang: 60.3%. 33.9% patients in
our study had LN at first time because in early stage, the LNs
were small or there were no LN so patients could not found out.
According to other studies, the common symptoms of NPC at
hospitalization time were cervical LN, headache, ear obtruction.
The rate of these symptoms according to Le Chinh Dai: 90.8%,
70.3, 75.6; Bui Vinh Quang: 97%, 59.2, 59.2%. Our data was the
same: 90.3%; 62.9% and 54.8%.

4.1.3. Tumour characteristic

For gross characteristics of primary tumour, there were 3
forms of lesion: swollen type, mixed type of swollen and ulcer
and submucosa type, of which the swollen type was the most
common (74.2%). Other studies had also the same results. Ngo
Thanh Tung: 58.9%, Le Chinh dai: 77.1%, Bui Vinh Quang:
85.7%.

The rate of PPS invasion for all stages was rather high. The data
of Xiao: 82.7%; Tang: 72.1%. This rate in our study was lower
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Quality of life Mean (SD)
Pain (PA) 16.0 (21.2)
Dyspnoea (DY) 9.3(21.9)
Insomnia (SL) 20.9 (27.7)
Appetite loss (AP) 39.5(29.0)
Constipation (CO) 4.9 (15.1)
Diarrhoea (DI) 1.9 (7.7)
Financial difficulties (FI) 48.8(30.1)

Comment: Global health status score: 61,1. Physical
functioning and Cognitive functioning had highest score. The
worst scores were: financial difficulties (48.8), appetite loss
(39.5), fatigue (29.8) and insomnia (20.9).
3.2.5.2. EORTC OLQ H&N35

Table 3.17. EORTC QLQ H&N35

Symptom scales / items  Score (SD) Symptom scales / Score (SD)

items
Pain (HNPA) 15.2(20.3) Sticky saliva (HNSS)  49.3 (25.6)
Swallowing (HNSW) 23.5(21.1) Coughing (HNCO) 19.8 (29.3)
Senses problems (HNSE) 20.4 (27.9) Feltill (HNFI) 25.9 (27.2)
Speech problems 16.9 (25.3) Pain killers (HNPK) 7.4 (26.4)
(HNSP)
Trouble with social 20.5(20.8) Nutritional 24.1 (43.1)
eating (HNSO) supplements (HNNU)
Trouble with social 14.1 (17.6) Feeding tube (HNFE) 0.0
contact (HNSC)
Teeth (HNTE) 34.5 (34.2) Weight loss (HNWL)  31.5 (46.8)
Opening mouth (HNOM)  10.5 (22.3) Weight gain(HNWG) 11.1 (31.7)
Dry mouth (HNDR) 59.3 (29.4)

Comment: Bad scores: dry mouth (59.3); sticky saliva (49.3);
teeth (34.5); weight loss (31.5); felt ill (25.9); swallowing (23.5);
nutritional supplements (24.1). Good scores: pain killers (7,4);
opening mouth (10,5).

CHAPTER 4. DISCUSSION
4.1. Clinical and some subclinical characteristics
4.1.1. Age and sex
Our result shows the peack at the age of 40-59 (66.2%),
which was the same as data of other studies. For sex, NPC was
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(2006): 67%; Xu (2011): 64%; Kim: 84%; Tran Hing 55,5%; Bui Vinh
Quang: 71,4%. Pbi v6i phac d6 Cisplatin hang tuan, ty 1¢ tham gia du cac
ngay hoa tri thuong cao hon, nhu theo Chan 1a 95,4%; Kim: 92%; Chen:
78,4%; Pham Lam Son: 76,5%; Dang Huy Quédc Thinh: 85,1%.

Trong nghién ciru c6 38,8% BN tri hodn didu tri dudi 1 tuan,
40,3% hodn tir 1-2 tuan, 20,9% hodn diéu tri trén 2 tuan. Ty 1¢ tri hodn
diéu tri cua cac nghién ctru sir dung Cisplatin hang tudn thuong thap
hon so véi cac nghién ctru sir dung Cisplatin mdi ba tuan. Cac nghién
ctru st dung liéu Cisplatin lidu thap nhu tic gia Pham Lam Son ty 16 tri
hodn >2 tuan 1a 19,6%; Kim: 16,7%. O cac nghién ctru dung Cisplatin
lidu cao nhu Kim ty 1& nay 1a 83,3%, Tran Hung: 60,2%. Ty 1& tham gia
da 6 chu ky HT cao hon ciing nhu tri hodn diéu tri thap hon cho thdy
kha niang dung nap cuia phac d6 Cisplatin hang tuan t6t hon.

4.2.2. Ddp iing sau diéu tri

UTVMH, dic biét 1a thé ung thu biéu mo khong biét hoa co dap
g diéu trj rat tot voi hoa va XT. DPUHT tinh chung cho giai doan II-
IVB déu kha cao. Nhu theo Chen (giai doan II) DPUHT: 99,1%; Xu
(2015): 95,3%. Chuing t6i c6 60/62 BN (96,8%) dat PUHT tai u; 53/56
(94,6%) DUHT tai hach; DPUHT chung cé u va hach la 51/56 (93,5%).
4.2.3.Thoi gian song thém
4.2.3.1. Song thém toan bj va song thém khéng bénh

Trong 62 BN, c¢6 4 BN khong dat DUHT, c6 chi dinh HT b tro,
(2 BN dbdng y diéu tri, 2 BN tir chbi). Thoi gian theo ddi trung binh
29,0+8,1 thang, dai nhit 44 thang, ngin nhat 13 thang, dén thoi diém
dung nghién ctru ching t6i ¢6 6/62 BN tir vong. 100% do bénh tai phat.
Thoi gian séng thém trung binh 41,3 thang, ty 16 STTB 1 ndm, 2 nam va
3 ndm toan bd 1a 100%; 93,4; 88,7%; STKB 3 nam la 86,0%.

So véi cac nghién ctiru v& XT don thudn, chung t6i thiy vé co ban
XT don thuan 1a chua du véi UTVMH giai doan II khi cho cac két qua
song thém thap hon, déc biét 1a phdn nhom T2NI. Diéu nay da duogc
bdo c4o & mot sé nghién ctru. Heng XT don thudn cho BN giai doan I-
IVB (AJCC 1997), trong d6 BN giai doan IIB c6 5 ndm STTB dat 74%.
Theo Chua véi ty 1& sdng thém khong tai phat, séng thém khong tai phat
tai chd tai ving, song thém khéng di can xa 10 nim cia UTVMH giai
doan II duge XT 2D don thuan 1a 60%; 51,5%; 93% va 64%. Tac gia
Hong XT cho bénh nhan UTVMH giai doan II (AJCC 1997) c6 5 nam
STTB la 73%. Hay theo Xiao: XT2D UTVMH giai doan som (T1-
T2NO-N1MO) c6 5 nam STTB cho ca nhom la 85%; 5 nam STTB cua
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nhém T2N1 chi dat 73,1% (p<0,05).

O Viét Nam, cac tic gia chu yéu tap trung vao giai doan III-IVB, rat
it nghién ciru vé giai doan II. Ngo Thanh Tung XT don thuan (Cobalt 60)
cho giai doan I, IT c6 STTB 5 nim 14 70,0%. Nguyén Van Tuyén XT gia
tc cho giai doan I, IT (UICC/AJCC 2002) c6 3 niam STTB va STKB la
100% va 92,4%; 4 nam STTB va STKB 1a 96,9% va 63,8%; nhung chi
¢6 13/126 BN (10,3%) giai doan IIB va tac gia tinh gop giai doan I-1I; vdi
ty 1€ STKB thi c6 sy khac bi€t hon gitra giai doan I va II (3 ndm: 100% so
voi1 90,6% va 4 nam: 100% so véi 57,9%).

Viéc cai thién cic két qua séng thém dugc thé hién 16 hon & cac
nghién ctru vé hoa xa két hop theo nhiéu cach thirc, noi bat nhat van 1a cac
két hop HXDT.

Mic du vay, viéc str dung hoéa tri trong UTVMH giai doan II van
con ¢6 cac quan diém trai chiéu. Nghién ciru MAC-NPC2 (2015) thiy
HT c6 tac dong theo giai doan nhu sau: I, II (hau hét 1a giai doan II)
HR=0,95; 95% CI: 0,65-1,44. Két qua nay khong tung ho viéc két hop
hoa xa tri cho giai doan som.

Két luan ciia cac nghién ciru ké ca ung ho hay khong tung ho viée két
hop hoa xa tri cho UTVMH giai doan 11 phﬁn 16n duogc thuc hién dya trén
cac ky thuat xa tri quy uéc. Bén canh viéc bd sung HT, cac tic gia ap
dung nhiéu k¥ thuat XT méi nhim cai thién ca séng thém va CLCS cho
BN, trong d6 IMRT la mt tién bo & thoi diém hién tai. Két qua cua mot
s6 thir nghiém da ¢6 cho thay hiéu qua rd rét cua IMRT.

Mot sb nghién ctru st dung IMRT don thudn trén UTVMH giai
doan II nhu Wong ¢6 3 nam STTB la 90,9%. Lee (2012) XT 3D hoac
IMRT khéng két hop HT ¢6 ty 1¢ song thém dac hiéu 1a 95%. Su (2012) thi
cho két qua: 5 nam STTB 14 97,3%.

Ngoai ra, viéc két hop IMRT va HT ciing dugc ghi nhan. Guo nhan
dinh IMRT cho két qua diéu tri hoan hao cho giai doan II. Luo thay 3
nam STTB cua BN HXDT cao hon so v6i IMRT don thudn (100% so
v6i 81,4%, p=0,04). Mot sO tac gia khac lai thay HXPT khong nhiing
khong cai thién song thém so v6i IMRT don thuin ma con lam ting dang
ké cac doc tinh. Chen ¢6 5 nam STTB caa HXDT va IMRT don thuén la:
93,9%; 95,2%; p=0,937. Xu (2017) phan tich téng hop v& IMRT don
thuan va HXDT c6 két qua twong ty vé STTB. Hay Liu tong hop 7
nghién ctru vé UTVMH giai doan II ciing thay két hop hoa tri khong cai
thién song thém so véi IMRT (STTB: HR=1,17; 95% CI 0,73-1,89;
p=0,508). V& co ban, céc tac gia déu thdy cung véi viée giam tac dung
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Comment: Leukopenia Grade 2 was highest (30.6%).
Neutropenia grade 1: 30.6%. Anemia grade 1: 33.8%. There was
only thrombocytopenia grade 1: 8.3%.

Bing 3.14. Non hematology acute toxicities

Toxicity Grade 0 Gradel Grade2 Grade3 Grade 4

n % n % n % n % n %
Dematitis 0 0 15 242 36 581 11 177 0 0
Mucositis 0 0 9 145 38 613 15 242 0 0
Vomiting 26 419 12 194 18 29.0 6 97 0 0

Comment: 100% patients suffered from dematitis and
mucositis, mainly at grade 2. Vomiting grade 2 was most
common 29.2%. There were no liver and renal dysfunction.
3.2.4.2. Chronic toxicities

Table 3.15. Chronic toxicities

Toxicity Grade(0) Gradel Grade2 Grade3 Grade 4

n % n % n % n % n %
Xerostomia 5 8.9 19 339 20 357 12 215 O 0
Skin 29 51.8 18 321 9 161 0 0 0 0
fibrosis
Trismus 47 839 6 107 3 5.4 0 0 0 0

Comment: Nearly all patients got xerostomia (91.1%) and
grade 2 was most frequent (35.7%). Skin fibrosis was mainly
grade 1 (32.1%). There was 16.1% trismus, grade 1 was highest
(10.7%).

3.2.5. Quality of life
3.2.5.1. EORTC QLO C30
Table 3.16. EORTC QLQ C30

Quality of life Mean (SD)
Global health status (QL2) 61.1 (18.3)
Functional scales
Physical functioning (PF2) 80.5 (18.6)
Role functioning (RF2) 68.2 (25.1)
Emotion functioning (EF) 75.0 (21.4)
Cognitive functioning (CF) 81.5(21.1)
Social functioning (SF) 66.9 (18.1)
Symptom scales / items
Fatigue (FA) 29.8 (26.6)

Nausea and vomiting (NV) 4.6 (13.9)
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Comment: When adding TIN1 and T2NO in one group, of
which the OS rate was more higher than the that of T2N1 group,
but the difference was still not enough significant (93.9%vs
79.3%, p=0.085).

Figure 3.8. OS with interrupted treatment time
Comment: The OS rate of >2 week interrupted time group
was significantly lower than the OS rate of <2 week interrupted
time group 65.8% vs 95.9%, (p=0.006).
3.2.3.3. Multivariate analysis
Table 3.12. Multivariate analysis of prognosis factors for OS

Variable HR p 95% CI
PPS invasion Yes 0.108 0.049 0.01-0.98
No
Node size <3cm 7.051 0.031 1.19-41.54
>3-6cm
Interrupted time <2 week 3.527 0.126  0.70-17.69
>2 week

Comment: LN size and PPS invasion were two
independent prognosis factors for 3-year overall survival.
3.2.4. Tocicities
3.2.4.1. Acute toxicities
Table 3.13. Hematology acute toxicities

Toxicity Grade 0 Grade 1 Grade 2 Grade3  Grade4

n % n % n % n % n %
Leukopenia 20 323 17 274 19 306 6 97 O 0
Neutropenia 30 484 19  30.6 6 9.7 6 97 1 1.6
Anemia 39 629 21  33.8 2 3.3 0 0 0 0
Thrombocy 57 919 5 8.1 0 0 0 0 0 0
-topenia
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phy, IMRT da mang lai mot Kkét qua diéu tri t6t hon so v6i XT quy udc
cho UTVMH giai doan II, va phdi hop v6i HT phan 16n khong thay doi
két qua diéu tri so voi IMRT don thuan.

* Hoa xa dong thoi dua trén Cisplatin theo tuin hay méi ba tuin

NCCN khuyén nghi HXDT c6 hay khéng HT bd tro cho UTVMH
giai doan II, nhung chwa hudng din vé viéc Iya chon Cisplatin hang
tudn hay mdi 3 tudn 1a phu hop nhit. HXDT véi Cisplatin mdi 3 tuan
dugc nhiéu nghién cru ap dung. Bén canh hi€u qua dugc khing dinh,
phac d6 nay c6 mot sb han ché vé mirc do doc tinh cua Cisplatin lidu
cao. Su phu hop hon cuia Cisplatin hang tuan da duoc cac mot s tac gia
dé cap dén. Cach thic nay da co hidu qua trong kiém soat bénh ciing
nhu co6 ty 1¢ dung nap cao. Tuy nhién, méi chi ¢6 mét vai nghién ciru so
sanh 2 phac do nay trén giai doan II, va no6i chung, céc tac gia cling thy
chura c6 khéac biét 16 rang vé song thém gilra hai phac ) va Cisplatin
lidu thép cho kha ning dung nap tot hon Cisplatin liéu cao mdi ba tuan.

Tac gia Kim khi so sanh hai cach dung Cisplatin v6i XT 2D trén BN
giai doan II-IVB da két luan Cisplatin hang tuan phi hop hon & chd lam
gidm qua trinh nging XT va giam doc tinh. Lu sit dung Cisplatin
40mg/m? va IMRT trén 22 BN giai doan IIB-IVB ¢6 1nim STTB, song
thém khong tai phat tai chd - tai ving, sdng thém khong di cin xa 1a
95,5%; 95,5% va 100%. Jagdis ding Cispaltin mi ba tuin va hang tuin
khong thdy c6 khac biét vé STTB va ty 1& doc tinh. Theo tac gia Tao,
HXDT (IMRT) cho két qua ngang nhau v& 5 nim STTB (852% va
78,9%; p>0,05). Lee (2015) so sanh hai phuong thire trén 109 BN giai
doan II-IVB: 3 nam STTB 1a 90,8% cho nhom Cisplatin hang tudn va
91,0% cho nhom kia. Téc gia thay Cisplatin hang tuan cai thién CLCS va
turong duong so v6i phac dd 3 tudn vé hiéu qua va doc tinh. Su HXDT
(IMRT), ciing thdy két qua giéng IMRT don thudn, v6i nhom Cisplatin 3
tudn cai thién 5 nam STTB (98,4% va 81,9%; p=0,013).

Nghién ciru ctia chung t6i dd gop phan khiang dinh vé két qua cia
HXDT trén UTVMH giai doan II so véi XT don thuan. Tuy nhién, khi so
véi cac nghién clru hoa xa két hop, do han ché vé thoi gian, cling nhu
chua ¢ sy dong nhét vé cac dic diém ciia BN giita cac nghién ctru nén
viéc so sanh két qua chua that sy pht hop. Hon nita, so v6i cac nghién
ctru sir dung IMRT, ching t6i cling nhan thy vai trd vuot trdi ciia ky
thuat nay trong UTVMH giai doan sém.
4.2.3.2. Cdc yéu t6 anh hirong dén song thém

* Giai doan u nguyén phat, hach ving va giai doan bénh
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Khi so sanh giai doan T1 (chua XLKCH) va T2 (XLKCH) chung
t6i thay co khac biét rd vé STTB (95,7%; va 80,4%; p=0,047). Theo
Xiao, 5 nam STTB, STKB & nhom XLKCH 1a 87,9%; 88,0% so vdi
75,0%; 71,2% & nhom khong c6 XLKCH; p=0.011 va p=0.003. Theo
Cheng, mic du déu c6 N1 nhung BN khéng XLKCH c6 STKB 5 nim
cao hon 13 rét so v6i co XLKCH. Ho thdy 5 nim STKB giam theo mirc
d6 XLKCH 0,1/2,3: 96,0%; 82,0%; 45%, XLKCH la yéu t5 tién luong
doc lap. Tac gia Tang nhan xét, trong ky nguyén cua IMRT, XLKCH
van la yeu t6 tién lwong xdu cho UTVMH.

Vé di can hach, ching t6i khong thiy khac biét vé& sdng thém giira
nhém NO va N1(83,3% va 89,2%; p=0,570). Co thé voi BN NO thi di co
XLKCH va XLKCH méi 14 yéu t6 tién luong chinh. Tuy nhién khi phan
nhom hach <3 va >3-6cm, c6 khac biét vé STTB (95,6% va 72,8%;
p=0,032). Toya chia kich thudc hach <1,5cm va >1,5cm cho tit ca cac
giai doan va thiy c6 khac biét 6 vé 5 nam STTB (70,5% va 12,5%). Du
phéan nhom kich thude <3cm va >3-6cm trong UTVMH giai doan 11, thay
kich thude hach 13 yéu t6 tién luong doc 1ap véi di can xa.

Khi xét theo phan nhém, ching t6i thdy BN T2N1co STTB thap
nhét (79,3%) so véi 95,7%; 83,3% (TIN1, T2NO), mic du chua co y
nghia thong ké (p=0,137). Khi xét nhom chi c6 1 yéu té nguy co (T2 hodc
N1) so véi T2N1 khac biét rd6 hon, nhung chua du y nghia théng ké
(93,9% va 79,3%; p=0,085). V&i c& mau 16n hon va thoi gian theo doi
dai hon chung t6i c6 thé két luan chic chin hon vé sy khac biét nay.

*Tri hodn diéu tri

Tri hodn diéu trj da dwoc khing dinh c6 anh huong x4u t6i két qua
diéu tri. Chung t6i thdy nhom tri hodn diéu tri >2 tuan c6 STTB 3 nam thip
hon so v6i nhom hodn diéu tri < 2 tudn (95,9% va 65,8%; p=0,006). Két
qua nay tuong tu nhu Pham Lam Son (thoi gian STTB trung binh cua BN
giai doan III-IV c6 gian doan didu tri < 2 tudn so véi > 2 tudn 1a 49,54
thang va 30,97 thang; p=0,003); thoi gian STKB 1a 46,2 so voi 23,8 thang
(p=0,02). Chuing t6i thdy XLKCH, kich thudc hach va tri hoén didu tri 1a
cac yéu t6 tién luong cho STTB, trong d6 XLKCH va kich thu6c hach c¢6
gia tri tién lwong doc lap.

4.2.4. Pdnh gid djc tinh ciia phdc do
4.2.4.1. Béc tinh cap

*Poc tinh trén hé huyét hoc: So sanh mirc 6 ddc tinh trén huyét
hoc, chung t6i thdy HXDT véi Cisplatin hang tuan ty 1& doc tinh c6 xu
huéng thap hon Cisplatin mdi ba tuan, tuy nhién chua c6 y nghia thong
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Figure 3.5. OS with cervical lymph node <3 and >3-6cm

Comment: 3-year OS rate of >3-6cm lymph node group
was significantly lower than the OS rate of <3cm group (95.6 vs
72.8; p=0.032).
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Figure 3.6. OS with different tumour substages
Comment: Patients of TIN1 and T2NI1 groups had
probably higher OS rate than the patients of T2N1 group: 95.7%
and 83.3% vs 79.3%, (p=0.137).
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Figure 3.7. OS with T2N1 vs other substages
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Figure 3.3. Disease free survival
Comment: 3 year DFS was 86.0%.
3.2.3.2. Prognosis factors

Béng thim takn b hae gial dagn u nguyen phit

g ke

Figure 3.6. OS with different primary tumour stages
Comment: PPS invasion (T2) was prognosis fator for OS: 3
year OS of non PPS invasion and PPS invasion groups were:
95.7% and 80.4%. p=0.047.

Sang thim toin b& thee glal doan hch vung

Figure 3.4. OS with lymph node status
Comment: 3 year OS of NO group (83.3%) was higher than
the that of N1 group (89.2%), but not significantly (p = 0.570).
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ké. Vi giai doan II, khi phdi hop XT véi Cisplatin hang tuan, cac tac
gia théy ty 1€ doc tinh d6 3-4 1a chép nhén duge. Luo: ha bach cau hat
do 3-4 1a 13,6%; Chen: 12,9% ha bach ciu/bach cdu hat d¢ 3, ha tiéu
cau do 3 14 0,8%. Xu (2015): ha bach cau do 3 1a 4,7%; ha tiéu cau d6 3
1a 7,0%. Vi Cisplatin mdi ba tuan, ty 1& doc tinh ciing khong khac biét
dang ké. Xu (2011): doc tinh do 3-4 trén bach cau 12,2%, trén tiéu ciu
6,6%. Két qua cua ching t6i cling tuong tu: doc tinh do 3-4 thip hon so
voi cac do khac. Ha bach cdu: 67,7%, chu yéu do 2 (30,6%); ha bach
cau hat: 51,6%, chu yéu do 1 (30,6%), do 2 va do 3 déu 1a 9,7%; thiéu
mau: 37,1%, chi yéu do 1 (33,8%). Giam tiéu cau chi gap do 1 (8,1%).

*Pgc tinh trén gan, thin: Day 1a tic dung phu cua HT no6i chung,
dac biét la cua Cisplatin, tic nhan co nhiéu doc tinh trén than. Theo
nhiéu nghién ctru, doc tinh nay cua phac dd hoa xa véi Cisplatin it gip,
voi mirc d6 thap. Chung t6i cling khong gip doc tinh trén gan, thén.

*Viém da: 100% BN c6 viém da, chi yéu do 2 (58,1%), do 3 la
17,7%. So v6i cac nghién ciru ngoai nude, chung t6i thiy, ty 18 nay cao
hon.Theo Kim, doc tinh d6 3-4: 3,2%; Lu: 4,5%; Tao: 3,7% va 1,4%; Lee
1,8% va 0,0%; Chen: 11,2%; Xu: 7,7%. So voi trong nudc, ty 1€ nay tuong
dwong voi Pang Huy Qubc Thinh (18,2%), cao hon so véi Phing Thi
Huyén (7,1%), thap hon so véi Pham Lam Son (51,0%) va Bui Vinh
Quang (46,5%).

*Viém niém mac: 100% BN ¢6 viém niém mac, chu yéu 1a do 2
(61,3%), 46 3 1a 24,2%. Chiing t6i thdy voi Cisplatin hang tuan, ty 18
doc tinh do 3,4 thuong cao hon so v6i Cisplatin mdi ba tuan. Nhu theo
Kim (50% so voi 48,1%); Tao (31,5% so véi 29,6%); Lee (15,1% so
v6i 12,5%). Mot sb nghién ctru dung Cisplatin hang tuan ciing cho két
qua tuong tu. Teo Lu: 27,3%; Chen 45,6%; Xu (2015) 46,4%; ty 1€ nay
cao hon so v&i nghién ctru ding Cisplatin mdi ba tudn nhu theo Luo:
0,0%; Xu (2011): 32,9%. So voi tac gia trong nudc, ty 1€ viém niém
mac d6 3 twong duong véi Dang Huy Qudc Thinh: 24,8%, Phung Thi
Huyén:19,0%, Pham Lam Son: 29,4% (Cisplatin hang tuan), va thap
hon theo Bui Vinh Quang: 41,0% (Cisplatin mdi ba tu?m).

*Nén: 58,1% BN co non, chu yéu do 1-2 (48,4%). Ty 1¢ nay thap
hon mot chut theo Bui Vinh Quang (60,7%; d6 1-2 1a 51,8%), nhung cao
hon so véi Pang Huy Qudc Thinh (26,8% do 1-2), twong duong véi
Phung Thi Huyén (d6 1-2: 50,0%). Cé thé do liéu Cisplatin trong phac db
hang tuan thap hon so v6i phac d6 mdi ba tuan.
4.2.4.2. Bién chirng xa man
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*Khd miéng: Phan 16n BN c¢6 kho miéng (91,1%); do 2 gap nhiéu
nhat (35,7%); d6 3 gap 21,5%. Ty 1& nay tuong dwong voi Bui Vinh Quang
(46 3,4 1a 23,2%), thip hon Pang Huy Qubc Thinh (59,5%). Véi cac
nghién ctru ding IMRT bién chimg nay dugc han ché rat nhiéu, nhu theo
Tao va Luo, kho miéng chi gap do 1-2 (86,4 va 69,6).

*Xo héa da viung ¢b: Theo Ngd Thanh Tung (XT Cobalt), xo hoa
da va t chtrc dudi da ving cb gip 50,9%, trong d6 11,3% khong quay
duge cd. bang Huy Quéc Thinh: 74,4% (d¢ 3 14 37,2%). Bui Vinh Quang
XT gia tbc: 64,3%, khong c6 d 3. Tao va Luo xa IMRT khong gip do 3-
4. Chung t6i c6 ty 1€ xo hoa da 1a 48,2%, trong d6 chi gap do 1 va 2.

*Khit ham: Khit ham chi yéu 1a do XT, nhung khi két hop voi HT,
ty 1é nay ciing tang dang ké, nhu theo Dang Huy Qudc Thinh, c6 sy khac
biét 15 vé ty 16 khit ham giira hai nhém hoa xa ddéng thoi va XT don thudn
(16,5% so voi 3,5%, p=0,025). Chung t6i gép 16,1% khit ham (d¢ 1,2).
Khi sir dung IMRT, ty 1& nay giam di kha nhiéu, nhu theo Chen (2011) Ia
1,7% (d0 3), Luo (2014) 1 2,9% (d0 I).

4.2.5. Chit lwong cujc song
4.2.5.1. Chdt heong cudc song theo EORTC QLQ C30

banh gia CLCS thyuc hién trén 56 BN con séng téi thoi diém
ding nghién ctru. Piém CLCS tdng thé 61,1; chirc ning hoat dong
80,5; chirc nang lam viéc 68,2; chlrc nang cam xuc 75,3; chic ning
nhéan thic 81,5 va chitc nang x& hoi 1a 66,9. So voi mot sb tac gia
khac, diém CLCS tong thé cua chung téi ¢ mirc trung binh, chip
nhéan dugc. Nhu theo Fang: 52,9; Huang: 66; Hong: 74,2.

So véi Pan, danh gid CLCS cua BN UTVMH giai doan II XT don
thuan va HXDT (xa 2D va IMRT), ching t6i c6 mot sd diém tuong
duong: CLCS tong thé 67,8; chirc ning hoat dong 1a 80,3; chirc ning
lam viéc 1a 76,8; chirc nang cam xuc 71,9; chicc ndng nhan thic 1a 69,3
va chirc nang x4 hoi 1a 73,2. Cac chi sb nay van thap hon so véi BN XT
don thuan (CLCS téng thé, chire nang hoat dong, chirc nang lam viéc,
chirc ning cam xuc, chirc ning nhan thirc, chirc ning xa hoi lan luot 1a
76,7; 87,4; 87.,9; 82.3; 77,9 va 78,8). Xét riéng vé XT, IMRT cho két
qua tot hon véi sb diém 1an luot 1a: 86,3; 97.6; 98.8; 92.2; 95,2 va 98,8.

Céc chi sb triéu ching tdi nhét theo QLQ C30 1an luot 1a van dé tai
chinh 48,8; chan an 39,5; mét moi 29,8; va mét ngu 20,9. S6 diém cua
chiing t6i ciing gan tuong tu voi tac gia Pan 6 nhdm HXDT, nhung kém
hon nhém XT don thuin (van dé tai chinh, chéan an, mét moi, mét ngi:
27,3; 8,5; 18,6; 34,6). C6 khac biét dang ké vé chi sb chan an so vdi tac
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tumour and PR 4/62 6.5
node

CR rate of tumour and node: 93.5%; PR rate: 6.5%.
3.2.3. Survival
3.2.3.1. Overall survival and disease free survival rate
Table 3.10. Patients status at the last follow up time

Survival time 12 24 months 36 44
months months months
Alive 60 56 54 54
Died 0 4 6 6

Comment: There were 4/62 patients achieved PR having to
receive adjuvant chemotherpy (2 patients refused to be treated
with adjuant CT, 2 patients agreed to be treated with adjuvant
regiment. The medium follow up time: 29.5+8.2 months (13-45
months), at the last follow-up 6/62 patiensts died, allmost died at
the first 2 years. 100% died of recurrence or metastastic, not for
other reasons.

Table 3.11. Overall survval

Survival Medium survival Survivl rate (%)

time (month) 12 24 36 44

oS 41.3 100 934 88.7 88.7

Sng thim todn b

Caezned

Ti g sdng thém

5 R * &
Thii gian shng thém (thang)

Figure 3.2. Overall survival
Comment: 1, 2, 3 year OS rate were 100%; 93.4 va 88.7%,
respectively.
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3.3%
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m Other

Figure 3.1. Histopathology classification
Comment: UCNT accounted for 96.7%. 1 patient had
anaplastic squamous cell carcinoma and lpatient had non
keratinizing squamous cell carcinoma type.

3.2. The results of treatment

3.2.1. Treatment plan implementation
Table 3.7. Treatment plan implementation

Method Implementation
N %
Radiotherapy 60/62 96,7
6 weeks 53/62 85,5
Chemotherapy 5 weeks 9/62 14,5
<5 weeks 0 0

Comment: 96.7% patients received enough doses of RT;
85.5 % patients received 6 weeks of CT.
Table 3.8. Interrupted time

Interrupted time N %
<1 week 24 38.8
1 - <2 weeks 25 40.3
>2 weeks 13 20.9
Sum 62 100

Comment: 13/62 patients (20.9%) had interrupted time
more than 2 weeks.
3.2.2. Response rate
Table 3.9. Response rate

Response rate So lwong Ty 1€ %
Response rate CR 60/62 96.8
of tumour PR 2/62 3.2
Response rate CR 53/56 94.6
of node PR 3/56 5.4
Respose rate of CR 58/62 93.5
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gia Pan (nhém HXDT 7,19; nhém XT don thudn: 8,5). Chi s ciia ching
to1 con kha cao (29,8).
4.2.5.2. Chdt lwong cudc song theo EORTC QLQ H&N35

Céc triéu chimg ving dau co cod dlem khong tot 1a: kho miéng
(59.3); nudce bot quanh (49,3); van dé vé riang (34, 5); giam cén (31,5);
cam giac 6m (25,9); kho nudt (23,5); dinh dudng bd sung (24,1). Cac
chi s6 nay lién quan nhiéu véi cac bién chimg xa man, ‘anh huong rét
16n d&én CLCS cua BN UTVMH. Theo Pan, cic diém sé nay déu kém
hon ¢ nhom HXDT so véi XT don thuan (kho ‘miéng, nudc bot quanh,
van d& rang, giam can, cam gidc 6m, khé nudt lan lugt 1a: 39,2; 7,8;
32,0; 13,7, 15,7; 17,5 so v&i 39,4; 4,9; 27,9; 5,5; 13,3; 14,1). Téc gia
thiy IMRT cai thién hon vé cac triéu chimng dau cb (khd miéng, nudc
bot quanh, ring miéng, khé nudt lan luot 1a 19,0; 2,3; 7,14; 2,9 so v&i
xa2D: 54,5;7,1; 40,4; 22,2).

Miic dui con ¢6 cac diém s6 x4u vé triéu chimg dau cb 1am giam CLCS
cua BN, nhung nhin chung diém CLCS ctia BN trong nghién ciru 1a chip
nhén dugc, nhat 13 & cc chi sé CLCS tong thé.

Véi cac s liéu trong nghién ciru chiing toi nhén thay:

HXDT c6 hiéu qua véi song thém trong UTVMH giai doan II. Phac
d6 st dung Cisplatin hang tun d& thuc hién, pht hop véi sy dung nap
cta BN. Tuy nhién con mot s6 han ché nhat dinh cua nghién ctru do la:
v6i UTVMH giai doan som, ty 1¢ that bai trong 5 ndm dau thuong thép,
nhung do thoi lugng hoc tép va nghlen clru ngan nén sb liéu chua phu
hop khi dua ra so sanh vdi cac tac gia khac dé c6 thé khang dinh mot
cach day du vé két qua diéu tri ctia phac db; phan 16n cac nghién ctru didu
tri UTVMH giai doan II trong nhitng nim gin ddy ciia cac tac gia ngoai
nude déu ap dung k¥ thuét xa tri hién dai IMRT, va khi so vdi cac két qua
vuot troi cua ky thuat nay, trén ca phuong dién song thém 1an chat lugng
cudc sbng, ching t6i thiy két qua cua cua chung t6i con khiém ton.

KET LUAN

Qua nghién ctru 62 truong hop UTVMH giai doan II diéu tri
HXDT béng Cisplatin hang tuin tai bénh vién K tir thang 4/2014 dén
thang 4/2017, chung t6i rit ra mot sé két ludn sau:

1. Pic diém 14m sang va cdn 1dm sang cia UTVMH giai doan II

UTVMH gip 6 ca hai gioi, nam gip nhidu hon nit véi ty 18 1,8/1.
Do tudi hay gap nhat 1a 40-59 (66,2%). Triéu chimg co ning dau tién va
lac vao vién hay gip nhét 1a ndi hach ¢ (33,9% va 90,3%). Thoi gian
tir khi phat hién bénh dén khi nhap vién cha yéu duéi 3 thang (56,5%).
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U vom dang sui chiém nhiéu nhét (74,2%). XLKCH gip 45,2%. Vi tri
hach di cin hay gip nhit 1a nhom 2 (87,5%), kich thudc hach hay gip
nhit <3cm (89,3%). Ty 18 di can hach ¢ 1a 90,3%. Phan b ty 18 cac
giai doan T2NO, TINI, T2N1 lan luot 1a 9,7%; 54,8%; 35,5%. Ung thu
biéu m6 khong biét hoa chiém da s6 voi ty 18 96,7%.
2. Két qua diéu tri
2.1. Pdp irng diéu tri

- Ty 1€ dap tng tai u: PUHT 1a 96,8%, DPUMP 1a 3,2%.

- Ty 1€ dap ung tai hach: DPUHT la 94,6%, DPUMP la 5,4%.

- Ty 1€ dap ung chung: PUHT 1a 93,5%, DUMP 12 6,5%.

2.2 Két qud song thém

- Ty 18 STTB 1, 2, 3 nam lan luot 1a 100%; 93,4%; 88,7%. Thoi
gian sdng thém trung binh 1a 41,3 thang. Ty 1¢ séng thém 3 niam khong
bénh 1a 86,0%.

- XLKCH, kich thudc hach >3-6cm, tri hoan diéu tri > 2 tuén 1a
cac yéu t6 tién luong x4u cho thoi gian song thém (p<0,05); trong d6
XLKCH va tri hodn diéu trj >2 tudn c6 gia tri tién lugng doc 1ap.

2.3. Déc tinh ciia phdc do

Poc tinh cép trén hé tao huyét d6 3: giam bach cau 9,7%: giam
bach cau hat 9,7%. Doc tinh ngoai h¢ tao huyét d6 3: viém da 17,7%;
viém niém mac 24,2%; non 9,7%. Khong gap doc tinh trén gan, than.
Bién chimg mudn: kho miéng d6 3 14 21,5%, khit ham d¢ 1-2 1a 16,1%;
x0 hoa da @6 1-2 1a 48,2%.
2.4. Chiit lwong cugc song

Diém chét lugng cudc séng téng thé 1a 61,1. Ttriéu ching theo
EORTC QLQ C30 ¢6 sb diém tdt 1a chirc niang hoat dong (80,5) va chirc
ning nhan thirc (81,5); cac diém t6i 1a van dé tai chinh (48,8); chan an
(39,5); mét moi (29,8) va mit ngir (20,9). Triéu chimg c¢6 s6 diém tdi theo
EORTC H&N35 1a khoé miéng (59,3); nudc bot quanh (49,3); rang miéng
(34,5); giam can (31,5).

KIEN NGHI
1. Tiép tuc theo d5i bénh nhan dé co duge két qua song thém dai
hon, gop phéan khing dinh day du hon vé két qua diéu tri ciia hoa xa
df")ng thoi trén bénh nhan UTVMH giai doan II.
2. Trién khai tiép nghién ciru so sanh diéu tri UTVMH giai doan

11 bang céc ky thuat xa hién dai khac co hay khong két hop véi hoa tri
dé tim ra phuong thtc diéu tri t6i wu, giup cho viéc ting hiéu qua diéu
tri ddng thoi v6i ndng cao chat lugng song cho bénh nhan.
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Type of lesion N %
Swollen type 46 74.2
Unlcer type 0 0
Swollen + Ulcer type 13 21.0
Submucosa type 3 4.8
Sum 62 100

Comment:Swollen type was most common (74.2%).
3.1.4. Lymph node
Table 3.5. Position, size and characteristic of lymph node

N (56) %
Retropharyngeal 20 37.0
Position node
Level I 3 5.4
Level II 49 87.5
Level 111 4 7.1
Size <3cm 50 89.3
>3-6cm 6 10.7
Solid 47 83.9
Density Tender 9 16.1
Movememt 35 62.5
Movememt Fixed 21 37.5

Comment:56/62 patients had LN. Level II LN and node<
3cm are frequent (87.5% and 89.3%).
3.1.5. TNM staging

Table 3.6. TNM staging
NO N1 Sum
N %
T1 0 34 34 54.8
T2 6 22 28 45.2
Sum 6 (9.7%) 56 (90.3%) 62 100

Comment: PPS invasion (T2): 45,2%; N1: 90,3%. TINI:
54.8%; T2NO: 9.7%; T2N1: 35.5%.
3.1.6. Histopathology
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Table 3.1. Age and sex
Age group Male Female N %
18-29 2 1 3 4.8
30-39 8 3 11 17.7
40-49 11 7 18 29.1
50-59 13 10 23 37.1
>60 6 1 7 11,3
Sum 40 22 62 100

Comment: Medium age: 46.9 + 10.5; ( 23- 66). The age of
40-59 was most common (66.2%). Male/female:1,8/1.

3.1.2. The time and the reason for hospitlization, clinical symptoms
Table 3.2. The time of hospitalization

Time N %
< 3 months 35 56.5
>3-6 months 19 30.6
> 6 months 8 12.9
Sum 62 100

Comment: The time of hospitalization was usually under 3
months (56.5%).
Table 3.3. Clinical symptoms

Symptoms N %
First Headache 17/62 27.4
symptoms  Nasal obstruction 7/62 11.3
Ear obstruction 12/62 19.4
Nasal bleeding 5/62 8.1
discharge
Lymph node 21/62 33.9
Symptom at Headache 39/62 62.9
hospital Nasal obstruction 22/62 35.5
Ear obstruction 34/62 54.8
Nasal bleeding 16/62 25.8
discharge
Lymph node 56/62 90.3

Comment: The most common first symptom and the most
common symptom at hospital was cervical LN (33.9% and 90.3%).

3.1.3. Tumour apperance
Table 3.4. Appearance of the lesion
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INTRODUCTION
1. The reason to choose the dissertation

According to the guideline of National Comprehensive
Cancer Network (NCCN) or European Head and Neck Society-
European Society for Medical Oncology- European Society for
Radiotherapy and Oncology (EHNS-ESMO-ESTRO), concurrent
chemoradiotherapy (CCRT) with or without adjuvant
chemotherapy is recommended for nasopharyngeal carcinoma
(NPC) stage II-IVB. The role of this modality on local-regional
control and metastasis prevention has been proved by many
randomized studies for stage III-IVB. For stage II NPC, there
were several studies on chemoradiotherapy, however, the
evidence of the effectiveness has been not strong enough. Apart
from the supporting views, there are controversies about the role
of this regiment. Some researchers suggests it is possible that
chemotherapy has been overused in clinical practice without
substantial survival gain, especially in the IMRT era. Moreover,
the use of chemotherapy may increase the rate of acute and
chronic toxicities affecting to the patients quality of life, which is
very important issue for the early stage patients who have
opportunity of long time survival.

In Vietnam, most of studies on the role of
chemoradiotherpy were conducted for stage III-IVB NPC, but not
for stage II.

2. Purposes

1. Evaluate the clinical and some subclinical characteristics

of stage Il nasopharyngeal carcinoma.

2. Assess the effect of concurrent chemoradiotherapy and

several toxicities.

3. The contribution of the thesis

NPC stage Il was more common in male than female
(male/female: 1.8/1). The age group of 40-59 was most common
(66.2%). Cervical lymph node (LN) was the first clinical
symptom and most common at the time of hospitalization (33.9%,
90.3%). The time of hospitalization < 3 months was highest
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(56.5%). Parapharyngeal space (PPS) invasion: 45.2%. Level II
LN was prominent (87.5%). The size of LN was mostly < 3cm
(T2NO, TIN1, T2N1 were 9.7%; 54.8%; 35.5%, respectively). The
undiferrentiated carcinoma of nasopharyngeal type (UCNT) was
most frequent (96.7%).

Tumour and LN complete response rate (CRR) and partial
response rate (PRR): 93.5% and 6.5%. 1,2, 3-year overall survival
(OS): 100%; 93.4%; 88.7%, respectively. Medium survival time:
41.3 months. 3-year disease free survival (DFS) rate: 86.0%. The
poor prognosis for the OS: PPS invasion, >3-6cm LN, delay time
of treatment > 2 weeks (p<0.05), of which PPS invasion and node
size were independent prognosis factors.

Acute toxicities grade 3: leucopenia 9.7%, neutropenia 9.7%,
dematitis 17.7%, mucositis 24.2%, vomiting 9.7%. There were no
renal and liver toxicities. Chronic toxcicities: xerostomia grade 3:
21.5%, trismus grade 1-2: 16.1%, skin fibrosis grade 1-2: 48.2%.

Global health status score: 61,1. According to QLQ C30
some good functioning scores: physical functioning (79,2); role
functioning (68,2); cognitive functioning (81,5); bad symptom
scores are: financial problems (48,8); appetite loss (39,5); fatigue
(29,8) and insomnia (20,9). According to QLQ-H&N35 bad
scores: dry mouth (59,3); sticky saliva (49,3); teeth (34,5); weight
loss (31.5).

4. The structure of the thesis

The thesis contains 120 pages with 4 chapters: Introduction 2
pages, chapter 1 (review) 41 pages, chapter 2 (study method) 14 pages,
chapter 3 (result) 23 pages, chapter 4 (discussion) 37 pages, conclusion
2 pages and 1 page of recommendation.

There are 31 tables, 10 images, 13 figures, 146 references (13
Vietnamese documents, 133 English documents)

CHAPTER 1. REVIEW
1.1. Epidemiology of NPC
1.2. Anatomy
1.2.1. Anatomy of the nasopharynx
1.2.2. Lymphatic drainage of the nasopharynx
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- Survival time, 1,2,3-year OS rate, DFS rate: follow up via
the
mail or telephone. Survival was assessed by using Kaplan Meier
method.

2.3.3. Criteria of toxicity

- Assess the acute toxicities weekly: leukopenia, neutropenia,
anemia, thrombocytopenia, liver and renal dysfunction, dermatitis,
mucositis, vomiting. Using the CTCAE 2010 to classify the grade of
toxicities.

- Assess the chronic toxicities at the time of 12 months
after treatment using RTOG guideline: xerostomia, trismus, skin
fibrosis.

2.3.4. Quality of life measurement

Quality of life (QoL) assessment used the Vietnamese
version of
the EORTC QLQ-C30 and the EORTC QLQH&N3S5 questions.
The standard score of all scales ranges from 0 to 100. A high
score for a global QoL or functional scale represents a
high/healthy level of global QoL or functioning, whereas a high
score for a symptom scale represents a symptom problem.
2.4. Statistical analysis

Statistical analysis was performed using SPSS for Windows
version 16.0. The y2 test, T-test was used. Survival was assessed
using Kaplan-Meier plots with log-rank test statistics. Multivariate
analyses using the Cox proportional hazards model were used to test
for independent significance. P value <0.05 was considered
statistically significant.
2.5. Ethics in study

The proposal of study was adopted by the Hanoi
University Proposal Council. The study was permitted by the
board of managers of K Hospital.

CHAPTER 3. THE RESULTS
3.1. Clinical and subclinical characteristics
3.1.1. Age and sex
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scan of the nasopharynx and neck, chest radiology,
abdominal
sonography, bone scan, hematology test, liver and renal function
test.

- Diagnose.

- TNM staging: used the guideline of the seventh edition
of the UICC/AJCC staging system (2010).
2.2.4.2. Treatment: NPC patients were treated with CCRT

- RT: 3DCRT in two phases. The dose of RT for primary
tumour from 66-70 Gy, for the positive LN 66-70Gy, whole
cervical LN prevention 50Gy, 2Gy/day, 5 days per week.

- Chemotherapy (CT) based on weekly Cisplatin 30mg/m? in 6
weeks.
2.2.4.3. Evaluate the results and follow up

- Evaluate on the duration of treatment: PS, clinical
symptoms, hematology, liver and renal function test weekly,
evaluate acute toxicities weekly.

- Determine the response rate.

- Patients were followed up every 3 months through the first
2 years, every 6 months for the next 3 years. Evaluate the recurrence
rate, metastasis, chronic toxicities, determine survival rate, assess
quality of life.
2.3. Study criteria and method for evaluate
2.3.1. Clinical and subclinical characteristics

- General information (age, sex), PS index

- Clinical symptoms: headache, cervical LN, ear
obstruction, nasal obstruction, bloodstained nasal discharge

- Tumour gross characteristic; LN features (position, density,
size); TNM staging (TIN1, T2NO, T2N1); classify pathology types.
2.3.2. Criteria of treatment effectiveness

- The rate of RT and CT implementation

- The response rates were evaluated 2-3 months after
treatment,
using the guideline of RECIST 2000.
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1.3. Diagnosis
1.3.1. Clinical diagnosis
1.3.2. Subclinical diagnosis

1.3.3. TNM staging: using the guideline of the seventh edition of the
UICC/AJCC staging system (2010).

1.4. Treatment

1.4.1. History of NPC treatment modalities

1.4.2. Radiotherapy

Radiotherapy (RT) technique: 3 dimentional RT, Intensity-
modulated radiation therapy (IMRT), Image-guided radiation
therapy, of which 3D technique is chosen for this study.

1.4.3. Chemotherapy

- Modality of chemoradiotherapy combination: CCRT,
neo-adjuvant chemotherapy, adjuvant chemotherapy, neo-
adjuvant chemotherapy with CCRT.

- CCRT with Cisplatin 30mg/m?, weekly for 6 weeks and
CCRT with Cisplatin 100mg/m?, day 1,22,43.

1.4.4. Target therapy

1.5. Toxicities and quality of life after treatment

1.6. Characteristic of NPC stage Il and treatment outcomes
1.6.1. Characteristic of NPC stage 1

1.6.2. Treatment outcomes

Studies of NPC stage II on the world

Xu (2011) conducted the research on 392 patients
diagnosed with T2N1MO NPC (CCRT vs RT alone). The results:
5- year recurrent free survival rate of CCRT group was higher
than the that of RT alone group (91.5% vs 77.3%; p=0.007).

Chen (2011) showed that the the rate of 5-year OS, LRRFS,
DMFS of the NPC stage II patients of CCRT group was
significiant higher than the that of RT alone group (94.5% vs
85.8%, p=0.007; 87.9% vs 77.8%, p=0.017; 94.8% vs 83.9%,
p=0.007).

With the advace of RT technique, up today, IMRT not only
gives the better survival but also considerably decreases the rate
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of toxicities and contributes to improving the quality of life for
the NPC stage II patients vursus 2D or 3D RT.

According to Luo: 3-year OS rate of CCRT (IMRT) was
higher than that of IMRT alone (100% vs 81.4%, p=0,04).

The study of Kang (2015) on 138 patients NPC stage II
treated with RT (3D and IMRT) from 12 hospitals of Korea (RT,
neo-adjuvant chemotherapy + RT, CCRT, NAC+ CCRT, AC)
showed: 5-year LRRFS, DMFS, OS rate was 86.2%; 85.5%;
88.2%, respectively. The the rate of 5-year OS, DMFS, LRRFS,
DFS of Guo study on 311 patients treated with CT+IMRT in
2016: 91.1%; 90.6%; 95.9% and 87.6%.

Lu Ning Zhang (2015) in a multivariate analysis on 661
NPC patinets stage II and T3NONO treated with IMRT+ CT
showed that CCRT did not decrease the risk of mortality,
metastasis and local-regional recurrence.

Fan Zhang (2015) also conducted a study on 440 patients
stage Il and T3ANOMO (IMRT alone and CCRT). There was no
difference of survival rate (OS: 98.2% vs 98.9%; p=0.276), but
the rate of acute toxicity increased gradually in the CCRT
group.

Pan (2017) also found that there was no difference of 5-year
OS, LRRFS and DMFS rate between the CCRT and RT (2D and
IMRT alone). The researcher noted that patients treated with
IMRT had the lower rate of acute and chronic toxicities.

Xu (2017) showed the difference of OS and LRRFS of
CCRT vs IMRT alone in a meta analysis study on 2,138 patients:
HR=0.67; 95% CI=.,45-0.98; p =0.04 and HR=0.61; 95%
CI:0.46-0.80; p=0.0003). However, the rate of toxicities was
higher.

Recently, Liu, in another meta analysis study also
concluded that CCRT did not improve the OS in comparison with
IMRT alone (HR=1.17; 95% CI 0.73—1.89; p=0.508).

In brief, many researchers confirmed that CCRT is effective
for NPC stage II. However, IMRT, the modern technique of RT
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has not only given the same suvival as CCRT but also improved
the quality of life for the patients.

1.7. Studies on NCP in Vietnam

1.8. Chemotherapy agent used in study

CHAPTER 3. STUDY METHOD

2.1. Patients

62 patients diagnosed with NPC stage II and treated with
weekly Cisplatin based CCRT at K hospital from 4/2014 to
4/2017.
2.1.1. Eligibility criteria

Patients at the age of 18 to 70; PS <2; diagnosed with NPC

with tumour or LN biopsy- proven; using the guideline of the
seventh edition of the UICC/AJCC staging system (2010) for
TNM staging; this is the first time of diagnose and treatment;
having no contra-indication of chemo radiotherapy; explained
clearly about the treatment duration and agreement with the
treatment plan; having good keeping medical records; having
information after treatment.
2.1.2. Exclusion criteria

Patients discontinuing treatment not for special reasons;
having comorbidities which is not suitable for CRT; having
mental diseases; incompletion of the self-reporting questionnaire.
2.2. Study method
2.2.1. Study design: Non randomized clinical trial
2.2.2. Sample size: 62 patients
2.2.3. Time and place of study: the study was carried out from
4/2014-4/2018 at K hospital.
2.2.4. Procedure of examination, diagnosis, treatment and
follow up
2.2.4.1. Examination and diagnosis

- Physical examination, nasopharyngoscopy

- Subclinical examination: tuomour or LN biopsy, MRI or
CT



