PAT VAN DE
UTVMH loai ¢6 md bénh hoc 1a ung thu biéu md khong biét hoa
dap tng tdt voi ca hoa tri va xa tri. Tai Viét Nam, typ nay chiém dén

90% trong cac loai UTVMH. Do @6, hién nay hoa xa tri df‘)ng thoi cho

UTVMH GD tién xa tai chd, tai viung dugc xem 1a diéu tri tiéu chuén.

Tuy nhién, bén canh viéc cai thién két qua diéu tri, hoa xa tri ddng thoi ciing

gay ra nhiéu doc tinh cap, co thé chiém tir 15-25%. Muc do gia tang doc

tinh thay ddi theo cach phéi hop hoa xa tri dong thoi véi hoa tri xen k&

hay lién tuc mdi tuan, don héa chit hay da hoa chét, liéu thip hay lidu

cao.Viét Nam 1a mot nu6e dang phat trién, do han ché vé thé chét ciing
nhu khé khan trong theo doi, cham séc va xtr tri cac doc tinh lién quan
didu tri thi viéc tim ra mot phac dd hoa xa tri vira c6 hiéu qua trong kiém
soat bénh vira c¢6 thé kiém soéat an toan cac doc tinh 1a rat can thiét.

Gan ddy, theo cac bao cdo TNLS ciia FNCA, ngudi bénh UTVMH

GD IIB-IVB dugc diéu tri theo phac dd hoa chat bd trg trudc véi

cisplatin (SOmg/m da) va 5FU (IOOOmg/m da), sau d6 hoa xa tri

hang tun véi liéu thap cisplatin (30mg/m da). Thir nghiém phase II

da dem lai hidu qua kha cao vé ty 1¢ kiém soat tai chd va tai ving cho

nguoi bénh, ty 1€ dap ung kha cao véi diéu tri va han ché cac doc tinh
ma héa chat va xa tri giy ra. Tir két qua dang khich 1¢ cua nhing

nghién ctu trén ching t6i da manh dan lan dau tién ap dung phac dd

nay ctia FNCA tai bénh vién K trung uong tir nim 2011 dong thoi

thuc hién dé tai: “Nghién cuu phac do héa xa tri d‘o”‘ng thoi co hoa tri
trudc cho ung thw vom miii hong giai doan di can hach N2,3 MO tai Bénh
vien K voi muc tiéu:

1. Ddnh gia két qud phdc do héa xqa tri dﬁng ¢o hoa tri truéc cho ung
thw vom miii hong c6 mé bénh hoc la typ 111 giai doan di can hach
N2, 3 MO

2. Ddnh gid mét s6 dic tinh ciia héa xa tri trong phéc do nay.

Nhirng dong gép méi cia dé tai

baéy 1a mot nghién ctru ing dung phac dd méi trong diéu tri ung
thu vom miii hong ¢ nudc ta. Két qua nghién ctru cho thiy day la

phuong phap co két qua t6t va an toan: 100% nguoi bénh hoan thanh 3

chu ky hoéa tri trude, cling nhu dugce xa tri da lidu 70 Gy vao u va hach

¢b di can. C6 87,3% hoan thanh it nhat 4 tudn héa xa tri déng thoi. Ty 1€
dap ung hoan toan chung la 84,6%. Ty 1¢ séng thém toan bg 3 nam dat

84,6%, ty 1¢ song thém toan bd 5 nam dat 76,3%. Ty 1¢ séng thém

khong bénh 3 nam dat 82,4%, ty 1¢ séng thém khong bénh 5 nam dat
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68,5%. Ty 16 tai phat 1a 12,4%, ty 1& di can 1 16,5 %. Ty 1& doc tinh cép
va man tinh d6 III, IV thép. Giai doan hoa tri trude: giam Hgb d6 111 1a
2,1%, giam bach cau do III 1a 1%, giam bach cau hat d¢ III 1a 8,2%, 4o
IV 14 2,1%, giam tiéu cAu d6 IV 1a 1,0%, budn non do 111 1 6,2%, do IV
la 4,1%, non d6 III 1a 9,3%, do IV 1a 2,1%, rung toc d6 111 1a 2,1%, ia
chay d6 I1I 1a 7,2%. Giai doan hoa xa tri tri dong thoi: giam bach cau do
I 12 1,1%, giam bach cau hat d¢ III 1a 2,2%, giam tiéu cau do III la
1,1%, d6 IV 1a 1,1%, budn nén d6 11T 1a 5,2%, non do 11T 1a 3,3%, do IV
1a 2,2%, viém miéng d¢ 111 (2,2%), rung toc do 111 (46,7%), viém niém
mac d¢ I (3,3%), viém tuyén nudc bot do I (3,3%). Sau 12 thang
bién chimg tuyén nuéc bot do III 1a 16,8%. Khong c6 bénh nhan tir
vong lién quan dén diéu tri.
B6 cuc ciia luin 4n

Lu4n 4n gébm 126 trang, 33 bang, 16 biéu d6; 126 tai liéu tham
khao trong d6 c6 115 tai lidu nudc ngoai. Phan dit van dé 2 trang, tong
quan tai lidu 37 trang, dbi tuong va phuong phap nghién ciru 19 trang, két
qua nghién ctru 28 trang, ban luan 38 trang, két luan 2 trang.

CHUONG 1. TONG QUAN TAI LIEU

1.1. Dich t& hoc
Su phén bo theo ving dia ly

Theo Parkin & CS, UTVMH c¢6 thé gip & nhiéu qudc gia. Dua trén ty
1¢ méc cia UTVMH, nguoi ta phan chia cic ving co ty 1é mic cao,
trung binh va thip. Nhiing ving ¢6 ty 1é mic cao 1a mién nam Trung
Quéc, Hong Kong. Quang Pong c6 ty 16 mic cao nhat thé gisi vai 20-
50/100.000 & nam gi6i. Theo s6 lidu cia Co quan NC ung thu qudc té,
hang nam trén toan thé gidi co khoang 80.000 ca UTVMH méi va
50.000 ca tir vong, Trung Qudc chiém dén 40%. Nhiing ving c6 ty 1¢
méc & muc trung binh bao gdm cic nudc Pong Nam A, Viét Nam...,
dan Eskimos & Béc cuc, Bic Phi va Trung dong.
Sw phén b theo tudi va giéi: UTVMH gip nhiéu ¢ nam hon nit. Theo
Parkin & CS ty 1¢ nay la 2-3:1. Ty 1€ nay khong khac biét so voi ving
dich t& ho#c khong phai dich té. Tuy nhién, c6 su khac biét rd rét vé phan
b6 tudi méc bénh UTVMH & ving dich t& va cac ving dia 1y khac.
Sw phén b theo chiing toc: UTVMH gip nhiéu nhit & dan da vang, ké
dén 1a dan da sdm mau, cudi cing 1a dan da tréng.
Yéu t6 gia dinh: UTVMH la loai ung thu ¢6 yéu té gia dinh.
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IVb (N2,3M0) with histopathologic type III to improves treatment
outcomes, prolongs survival, decreases recurrence, metastasis,
and minimizes toxicities during treatment.
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recurrence occurred in lymph nodes (75.0%). The most common
metastatic site is lung (43.8%). The mean time to detect
recurrence was 29.7 £ 21.8 months, the mean time to detect
metastases was 25.8 + 18.5 months.

2. Toxicity of the regimen: Toxicity of the regimen is mild and
the incidence is low.

Toxicity to hematopoietic system: Adjuvant CT stage:
decreased Hgb level III was 2.1%, grade III leukocytopenia was 1%,
grade I1I and IV neutropenia was 8.2% and 2.1% , thrombocytopenia
grade IV was 1.0%. At the stage of CCRT: Grade III leucocytopenia
was 1.1%, grade III neutropenia was 2.2%, grade III, IV
thrombocytopenia was 1.1% and 1.1%

Toxicity outside hematopoietic system. Adjuvant CT stage:
increase serum urea level I was 14.4%, increase creatinine level I
was 7.2%, 1% with increase AST level I, nausea grade III, IV was
6.2% and 4.1%, vomiting grade III and IV were 9.3% and 2.1 %,
grade III hair loss was 2.1%, grade III diarrhea was 7.2%. At the
stage of CCRT, increase serum urea level I were 15.6%, increase
creatinine level was 23.3% and 1.1% with increase AST level L.
Nausea grade III was 5.2%, vomiting grade III and IV were 3.3%
and 2.2% stomatitis grade III was 2.2%, hair loss grade III was
46.7%, mucositis grade 111 was 3.3%, salivary glanditis grade III was
3.3%.

Chronic  complications: ~After 6 months: cutaneous
complications grade I, II (63.5%); subcutaneous complications grade
L, II (45.9%); mucositis grade I (40.0%); salivary glanditis grade I, 1I
(84.7%); esophageal complications grade 1 (36.5%); After 12
months: cutaneous complications I, II (100%); subcutaneous
complications grade I, II (100%); mucositis (19.3%); salivary
glanditis grade I, II (83.2%), grade III (16.8%); esophageal
complications grade I (32.5%).

PROPOSAL

CRRT with neoadjuvant chemotherapy should be widely

applied in treatment in Vietnam for patients with NPC stage III,

3

1.2. Triéu ching lam sang, cin 1am sang

1.2.1. LAm sang: Nhuc dAu; hach cd; triéu chimg miii; triéu ching tai; triéu chimg
than kinh; triéu chimg mét; hoi chimg can ung thur; cac hdi chimg than kinh: Hoi
chuimg Jacod; Hoi chung Villaret; Hoi chimg Trotter; cac triéu chimg khac.

1.2.2. Can lam sang

Nbi soi vom bang dng soi mém; dng ctng phong dai

Chan doan hinh anh: Chup XQ qui udc; Siéu am ving c¢d; Chup
CT; Chyp MRI; Chyp SPECT; PET/CT; Huyét hoc: IgA/VCA;
IgA/EA; IgA/EBNA; Chan doan mé bénh hoc
1.3. Chén do4n xac dinh: Triéu chimg 1am sang; hinh anh khéi u trén
CT, MRI, PET/CT; két qua mé bénh hoc tai u va hach.

1.4. Chin dosn giai doan: Phan loai TNM theo UICC/ AJCC2010

1.5. Piéu tri: Xa tri; hoa tri; hoa xa tri phdi hop; diéu tri dich.

1.6. Cac yéu to tién lwgng: GDP u nguyén phat; GP hach; tudi; gidi; cac
yéu t6 tién lugng mo hoc.

1.7. Cac nghién ciru vé héa xa tri dong thoi ung thw vom miii hong

Cic nghién ctru nwrée ngoai: Ngay nay, ¢6 rat nhiéu NC pha III ¢ cac
nudc trong va ngoai ving dich t& nhu: Al-Amro A& CS (2005, Saudi
Arabia) danh gia hiéu qué ciia hoa tri b trg trude cisplatin va epirubicin ké
tiép theo 1a hoa tri cisplatin dong thdi v6i xa tri ¢ nhitng ngudi bénh
UTVMH tién trién. Lee CC & CS (2009). Diéu trj bing héa xa tri dong thoi
voi hoa tri bd xung cho UTVMH ¢6 nguy co cao. Kong L & CS (2010,
Thuong Hai-Trung Qudc) sir dung phac db hoé tri bd tro trude tiép theo la
hoa xa tri déng thoi cho UTVMH tién trién. Komatsu M & CS (2012) so
sanh phac dd hoa xa tri déng thoi voi hoéa tri trude theo sau la xa tri don
thudn & nguoi bénh UTVMH. Kong L & CS (2013,Thuong hai Trung
Qudc) di NC hiéu qua ciia hoa tri bd tro trude bang taxan, cisplatin, va 5-
fluorouracil (5-FU) tiép theo 1a hoa xa tri df“)ng thoi, trong 2 thir nghiém lam
sang pha 2 cho UTVMH Gb 1l va IVA / IVB.

Mot sé nghién ciru trong nwée: Bui Vinh Quang (2012) 4p dung
phéc d6 NCCN két hop k¥ thuat xa tri 3D cho UTVMH GPB 111, IV. Ding
Huy Quédc Thinh (2012) 4p dung theo phac dd cia FNCA thiy séng thém
toan bo 3 nam 80,6%, song thém toan by 5 ndm 64%. Tuy nhién, ty 1¢ that
bai sau diéu tri do di can xa con cao 23,1%.
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Nhin chung, trong vong gan hai thap nién qua c6 nhiéu NC khac nhau
cung di dén két luan réng hoa xa tri d(‘Sng thoi cho cho UTVMH GD tién
trién tai chd, tai ving dem lai két qua 1am sang t&t hon so véi xa tri don thuan

CHUONG 2. POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Pdi twong nghién ciru

Nguoi bénh UTVMH GbP HI-IVb (N2,3 M0) mé bénh hoc 1a ung
thu biéu mo khong biét hoa du tiéu chuan chon tai Khoa Xa I va noi I
Bénh vién K trung wong tir thang 9/2011 dén thang 11/2015, dugc diéu
tri bang phac d6 hoa tri trudc tiép theo 1a hoa xa tri dong thoi voi
cisplatin liéu thdp mdi tudn,

2.2. Phwong phap nghién ciru
Thiét ké nghién ciru: can thiép 1am sang theo ddi doc khéng ddi chimg.
2.2.2. C& miu
C& méu du kién duoc tinh theo cong thirc sau:
p-(1-p)
(p-e)’

Trong d6: n: sb ngudi bénh can co dé dam bao sb liéu NC ¢6 du do tin
cdy; & mirc sai léch trong ddi gitta tham s6 mau va tham sé quan thé,
ldy € = 0,15; a: mirc nghia théng ké = 0,05; Z. -a2): gla tri thu dugc tir
bang Z,twong tmg o = 0,05 thi Z.02= 1,96; p: ty 1€ song thém toan bo 3
nam cua NC trude vdi phac do diéu tri gan tuong tu (p= 0,66). Qua tinh
toan chiing t6i xac dinh ¢& mau dy kién i thiéu 1a 88 ngudi bénh.
2.2.3. M6 ta quy trinh nghlen ciru
2.2.3.1. Quy trinh tuyén chon ngmn bénh.

Nguoi bénh UTVMH c¢6 giai phau bénh 14 ung thu biéu mé khong biét
hoa, GP 111, IV(N2,3M0) theo phan loai UICC 2010 duoc diéu tri tai khoa
xa I va khoa Noi I Bénh vién K trung wong tir thang 9 nam 2011 dén thang
11 nam 2015.
2.2.3.2. Lam sang, cdm lam sang
* Dich té& Tudi; Gidi
* Lam sang: Co nang; Toan than; Thyc thé
* Cén lam sang: Huyét hoc; Sinh héa; M6 bénh hoc; Chan doan hinh anh;
CTsim; Siéu 4m hach cd, siéu 4m 6 bung; X quang phéi; Xa hinh xuong;
PET/CT
2.2.3.3. Chin dodn

Chén doan xac dinh: duu vao l1am sang, can lam sang, mo6 bénh hoc tai
vom hoic tai hach. Chan doén phan loai TNM, theo UICC 2010.

n =271
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were acute complications during CCRT. Dry mouth (73.9%),
difficulty swallowing (56.5%), hearing loss (30.4%) and skin
reaction (21.7%) were late grade I, II complications. No late
complications stage III or IV of toxicity.

Consequently, in our study, the incidence of severe toxicity
was significantly lower than in previous studies, particularly
when compared with multivariate combinations and high doses of
chemicals. But it is quite similar to recent studies in FNCA
regimens. In our study as well as recent studies under the
guidance of the FNCA found that the major toxicity were grades
I, II. Grades II1, IV rarely appeared. This difference maybe due to
the different combinations of regimens and the superiority of this
regimen.

CONCLUSION

Study 97 stage III, IVb (N2,3 MO) NPC patients with
histopathology as undifferentiated epithelial cell carcinoma in
Central K Hospital from September 2011 to November 2015,
treated with neoadjuvant CT followed by CCRT regimen, we
draw the following conclusions:

1. Treatment results.

Completion rate of the treatment regimen was good: 100% of
the patients completed 3 neoadjuvant chemo-cycles, 100% of the
patients were treated with radiation dose 70 Gy. 87.3% of patients
completed at least 4 weeks of CCRT, 73.2% of patients
completed 6 weeks of RT.

Response rate, total survival rate and survival rate without
disease of 3 years, 5 years were high: Immediately after
treatment, the tumor response rate was 86.6%. in lymph nodes
was 78.4%. At the end of 3 months CCRT, the overall complete
response rate was 84.6%. Survival rate of all three years reached
84.6%, five years reached 76.3%. Survival rate without disease
for 3 years reached 82.4%, 5 years reached 68.5%.

Rate of recurrence, metastasis decreased: The recurrence rate
was 12.4% and the metastatic rate was 16.5%. The most common
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cases with the same rate of 1.1%. CCRT period: The acute
hematological toxicity: grade I leucopenia 27.6%, grade II 12.6%.
Grade I neutropenia 21.8%, grade I1 19.5%. Decreased Hgb grade 1
was 11.2%, grade II 1.1%. Grade I thrombocytopenia were 1.1%,
grade II and grade III were both 2.2%. External hemorrhagic
toxicity: mostly in liver and renal function: urea increase grade I
1.1%, creatinine increased grade 1 2.3%, grade Il was 1.1%, ALT
increase grade I 1% , AST increase grade I 1.1%. Skin burns grade I
was 70.1%, grade II was 21.8%. mucositis grade I 64.4%, grade II
19.5%, grade III 1.1%. Dry mouth grade 62.1%, grade II 25.3%.
Vomiting grade 1 44.8% Grade II 4.6%. Chronic complications: Of
the 77 patients examined, 14.1% had chronic skin lesions and 71.4%
had salivary glanditis, both of them were grade [.

Al-Amro A et al (2005, Saudi Arabia). Grade III and IV
toxicity after neoadjuvant CT were as follows: 1% and 0%
anemia, 8% and 4% leukopenia, 27% and 0% nausea, vomiting
25% and 0% and inflammation 4% and 4% respectively. Grade
and IV toxicities were also reported during CCRT: 1% and 0%
anemia, 31% and 4% leukopenia, 35% and 0% nausea, vomiting
26% and 2%, inflammation 4% and 2%, mucositis 49% and 0%, and
skin reactions 39% and 0% respectively. Xie FY et al (2009-China)
reported major toxicity of adjuvant CT was haematologic toxicity;
The major toxicities of CCRT were hematological toxicity and
mucositis. The incidence of grade III and IV neutropenia and
leucopenia grade III and IV in the TP group was higher in the DDP
group (p <0.05). Kong L et al (2010, Shanghai-China) found that the
prevalence of anorexia / vomiting at levels III and IV was 55.9% and
16.9%, respectively. Those rates were 11.9% and 23.7%,
respectively, during CCRT. Mucositis grade III, IV, flaking skin and
dry mouth occurred at 6.8%, 44.1% and 27.1% respectively. No
death due to treatment. Zhong YH et al (2013, Wuhan-China).
Neutropenia (37.0%) and vomiting (28.3%) were the most common
grade III, IV complications of chemotherapy. While mucositis
(30.4%), dry mouth (30.4%) and skin rash due to radiation (21.7%)

2.2.3.4. Diéu tri
Hoa tri truéc
Bing 2.1. Phéc dd héa tri truéc
Thudc Lieu dung Dudng dung Thoi gian

Cisplatin [80mg/m?*/ngdy | Truyén tinh mach [Ngay 1

S5Fu 1000mg/m*/ngay | Truyén tinh mach |Ngay 1 dén ngay 4

Hoéa xa tri dong thoi

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

Xa tri: Xa tri ngoai bang may gia tc tuyén tinh Primus Siemens
véi 6 muc nang lugng Electron khac nhau (5, 6, 8, 10, 12, 14MeV) 2
murc ning luong Photon 6, 15 MV. Hé thong tinh liéu PROWESS-3D
gitp tinh toan chinh xac sy phan bd liéu lugng theo khéng gian 3 chiéu
cho céc thé tich diéu tri mot cach tot nhat. Tién hanh ngay sau khi
truyén cisplatin 2-2,5h
2.2.4. Tiéu chuin danh gia
2.24.1. Tiéu chudn ddnh gidg chinh.

- Pap tmg diéu tri

- Ty 1€ ddc tinh cép va man tinh.
2.2.4.2. Tiéu chuén ddnh gid phu

Pic diém dbi tuong nghién cru: Mot sé yéu té anh huong dén
séng thém.
2.2.4.3. Cach ddanh gia
Dinh gid dpc tinh cip

Doc tinh cdp s& duoc danh gia hang tuan trong subt qua trinh didu
tri theo tiéu chudn CTCAE cua Vién Ung thu qudc gia Hoa ky.
Dadnh gia doc tinh mugn

Doc tinh mudn duogce danh gia theo hé thdng phan loai bién chimg
muodn do xa tri cia RTOG/ EORTC
Danh gia dap ing

Danh gia dp tmg theo tiéu chuan RECIST 1.1(2010)
2.2.5. Theo doi

Lan tai kham theo ddi dau tién 1a vao thoi diém 1 thang sau két
thiic diéu tri. Sau d6 tai kham mdi 3 thang trong vong 2 nim dau; mdi 6
thang vao nam thu 3-5.
Phan tich thoi gian séng thém: Song thém toan bo. Séng thém khong bénh.
2.2.6. Thong ke, xir Iy s6 liéu: Xt Iy sb liéu bang phan mém SPSS 20.0
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2.4. Cac tiéu chuén dao dirc trong nghién ciru

NC tuan thii cac nguyén tac dao dirc theo quy dinh.
2.5. Tém tit thiét ké nghién ciru

SO PO NGHIEN CUU CUA DE TAI

Ngudi bénh du tiéu chudn chon (n = 97)

*

- Hoa tri trude 3 chu ky CF

<«—— - Panh gi4 doc tinh cp qua mdi chu ky
l - banh gia dap tng sau 3 chu ky (n=97)

- Dung nap dugc phac dd (n=90)
- Hoa xa tri dong thoi theo tuan (n= 90)
- Panh gia dgc tinh cap sau moi tuan HXT

Doc tinh cép do 3, 4, PS3
khong hoi phuc sau 2 tuan
diéu tri hd trg (n="7)

v v v
Hoan thanh tir 4 tuan Hoan thanh duéi 4 Xa trj don thuan du
HXT tré 1én (n = 85) tuan HXT (n = 5) 70 Gy vao u va hach

Y

v

cb di can (n=12)

-Xa tri nang du liéu 70 Gy vao u va hach ¢d di cin (n = 85)

- Banh gia dap Gng sau két thic xa tri (n = 85)
- Danh gi4 dap ng sau ket thuc xa tri 3™ (n = 85)
- Ty 1€ tai phat, di cén (n = 85)

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

Tinh thoi gian séng thém toan bd (n = 97)

Thoi gian séng thém khéng bénh (n = 97)
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Grade III occurred after 12 months (16.9%), no patients with
grade IV complications. At 6 months, salivary glanditis grade I, II
was 84.7% and after 12 months was 73.1%. There was a
statistically  significant difference (p <0.05) between
complications at 6 months and 12 months. With esophageal
complications, there were less than 36.5% patients with grade I,
no patients with complications grade II, III, IV. There was no
statistically significant difference (p> 0.05) between complication
rates at 6 months and 12 months

Compared with some domestic and foreign researches:
Researcher Bui Vinh Quang (2012) found higher levels of
hematological toxicity: Leucopenia grade I, I was 55.4%, grade
III, TV was 5.4%. Neutropenia grade I, I 37.5%, Grade III 5.4%.
Decrease of hemoglobin grade I was 41.1%, grade II 7.1%, grade
IIT 1.8%. Thrombocytopenia grade I, II were 12.5%. External
hemorrhagic toxicity: Toxicity on the kidney was 5.4%, mainly
mild, on the liver was 10.7% ,mainly grade I, II. Vomiting grade
I, IT was 53.9%. Salivary glanditis grade I, II was 89.3%, grade III
10.7%, skin lesion grade I, II 53.5%, grade III, IV 46.5%. Oral
mucositis grade I, II was 59%, grade III, IV 41%. Evidence of
chronic skin lesion grade I was 51.8%, grade II was 12.5%.
Chronic salivary glanditis grade 1 76.8%, grade II 23.2%. Dang
Huy Quoc Thinh (2012) showed hemorrhagic toxicity grade III
and IV in the CCRT group was at 37.2%. External hemorrhagic
toxicity grade IIl was 37.2%. The study also noted that in the
radiation treatment group concurrently, the number of patients
with late complications grade III, IV accounted for 66.9%. Ngo
Thanh Tung, et al (2014), Neoadjuvant CT period: The acute
hematologic toxicity: leucopenia was mainly grade I with 15.7%.
Grade I neutropenia were 19.1%, grade II 11.2%. Hgb reduction
grade 1 was only 4.5%. Thrombocytopenia: only 2 cases of grade |
accounted for 2.2% 1 case of grade II accounted for 1.1%. External
hemorrhagic toxicity: only 2 cases increased urea level ccounted for
2.2%. Increases in creatinine, AST, and ALT were found in only 1
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External hemorrhagic toxicity: Patients with liver and Chwong 3. KET QUA NGHIEN CUU
kidney toxicity were at grade I only. There were 14.4% of patients 3.1. Pic diém doi twong nghién ctru
with increased serum urea after neoadjuvant CT and 15.6% after Tudi va giéi
CCRT. 7.2% and 23.3% of patients increased creatinine level Bang 3.1. Diic diém tudi va giéi (n=97)
after neoadjuvant CT and CCRT respectively. 1% of patients . : . —
increased AST after chemotherapy. Rate of patients who Dic diém Nam S0 1\;]2?' (@) Ty;i (2A>)
increased ALT level after neoadjuvant CT and after CCRT were Gidi tinh Nt 25 5.8
2.1% and 1.1% . Neoadjuvant CT period: nausea grade III and IV - Mean < SD 40,9+ 13,8
were 6.2% and 4.1%. Vomiting grade 11T was 9.3%, grade IV was Tuoi Min — Max 13-65
2.1%. stomatitis only grade I, IT (19.6%). Diarrhea grade III was Giai doan bénh phan loai TNM theo UICC 2010
7.2%. The patients with grade III hair loss were 2.1%. At the CCRT Béng 3.2. Phan loai theo TNM
period: Nausea and vomiting grade III were 5.2% and 3.3%, Phan loai theo TNM S6 NB (n) Ty I (%)
vomiting grade IV was 2.2%. Grade III stomatitis (2.2%). Hair loss T1 13 13,4
grade III (46.7%). Skin toxins grade I, II were 100%. mucositis , T2 60 61,9

0 . o 0 . Phan loai theo T T3 8 8,2

grade III (3.3%). salivary glanditis grade III (3.3%). Toxicity on the T4 T 165
throat and esophagus grade I, II (70.0%). Toxicity in larynx grde L, II Téng 97 100
was 94.3%. N1 0 0

Late complications: Skin complications, no patients suffering Phan loai theo N N2 29 29,9
from grade III, IV. After 6 months, most people had skin disease ' N3 68 70.1
grade I, II (63.5%) and 36.5% of patients did not have skin Tﬁ?g g; 21;) %
complications. After 12 months, 100% of patients with grade I, II. Va 6 6,’2
There was a statistically significant difference between the level Gb IVb 64 66,0
of skin complications at times (p <0.05).Subcutaneous tissue Tong 97 100

complications: no patients had the grade IV. After 6 months,
54.1% of patients had no subcutaneous tissue complications and
45.9% of patients with complications grade I, II. After 12 months,

3.2. Két qua diéu tri
Ty 1€ hoan thanh phac do diéu tri.
Bang 3.3. Ty I€ hoan tat so tuan héa xa tri

100‘%‘ of pajciegts had ‘complications grade 1,2. There was a S8 tudn S6 NB Y16 %
statistically significant difference between the complication levels 0 tudn 7 75
at times (p <0.05). In case of mucosal complications, there were L Tuin 5 2:1
no patients with grade III or IV complications. After 6 months, 2 Tuan 3 3.1
the rate of mucositis grade I, I was 40%, after 12 months the 4 Tuin 12 12.4
ratio of mucositis grade I, IT only 19.3%. There was a statistically 5 Tuan 2 2.1
significant difference between the complication levels at times (p 6 Tuin 71 73,2
<0.05). Salivary gland complications were mainly grade I, IL Tong 97 100




Gian doan diéu tri

Bing 3.4. Gizn doan héa xa tri dong thoi

Gian doan diéu tri S6 BN Ty 1§ %
Khoéng 51 60,0
Gian doan Co 34 40,0
Tong 85 100
Bién chung cap 18 21,2
Ly do gian doan Ly do khac 16 18,8
Tong 34 40,0
Thoi gian gian doan trung binh (tuan) 1,1 +1,8
D4p tmg diéu tri
Bang 3.5. Pap tng thuc thé
Sau héa tri | Sau héa xa
Pip tmg thue thé (n=97) tri(n=85) p
SO NB (%) | SONB (%)
Dbap ting Hoan toan 9(9,3) 76 (78,4)
tai hach IE/IQt p%mr} 86 (88,7) 9(9.3) p<0,001
Khéng dap ting 1(1) 0
Tién trién 1(1) 0
Dbap ting Hoan toan 14 (14,4) 84 (86,6) | p<0,001
taiu Mot phan 83 (85,6) 1(1)
Doi phac do 12(12,4)
Tong | 97(100) 97(100)
3.1 0

B Pap Gng hoan toan

B Dap tng mot phan

Chuyén phac d6

Biéu do 3.1. Ddp veng chung sau diéu tri 3 thing
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advances in the application of therapeutic regimens to control distant
metastasis in patients with locally advanced NPC. Results from our
study showed that the rate of recurrence and metastatic disease after
treatment was lower than that in most of local and international
clinics. This proved the important role of this regimen to the NPC
patients Stage III, IVb with type III histopathology in Vietnam as it
helps reduce the rate of recurrence and metastasis to acceptable
levels.

4.4. Evaluation of some toxicities of the regimen

To evaluate the efficacy of a regimen, apart from the
treatment response rates, we also need to pay attention to the
toxicity of therapy for patients during and after treatment. These
toxicities significantly affect the patient's tolerance to the regimen
and are an important factor for the patient to decide whether to
continue the regimen. In this study, we evaluated the most common
and most significant toxicities in patients' condition during and after
treatment which affect the quality of life of patients during treatment,
as well as their later life. There are 97 patients in our study, 100%
were infused with 3 CF cycles, there are 90 patients at the CCRT
period. Therefore, when evaluating the toxicity of the regimen
during the neoadjuvant CT period, there will be 97 patients, while
only 90 patients will be in the CCRT period.

Toxicity of chemicals to hematopoietic system:
neoadjuvant CT period : anemia grade I and II was 19.6%, there
was no grade III and IV. Decreased Hgb was mainly grade I, II
(43.3%), grade III was 2.1%, no grade IV. Leucopenia grade I, 11
was 25.7%, grade III was 1% , no grade IV. Neutropenia grade I,
IT (39.2%), grade III (8.2%), grade IV (2.1%). Thrombocytopenia
grade I was 4.1%, grade IV was 1.0%, no grde II, III. At the
CCRT period: there were 68.9% patients with anemia grade 1, II,
no grade III, IV, decreased HgB grade 11l was 1.1% . no grade IV.
Leucopenia grade III was 1.1%, no grade IV, neutropenia grade
IIT was 2.2%. no with grade IV. Patients with thrombocytopenia
grade III was 1.1% and grade IV was 1.1%.



48

studies we found that the rate of recurrence in our study was
higher than that of Bui Vinh Quang, lower than that of Dang Huy
Quoc Thinh, equivalent to the result of the authors Bui Cong
Toan , Ngo Thanh Tung. And the commonality of these studies
was that the rate of recurrence was much lower than in studies
that are far from the present. When we studied about metastatic
rate we found 16 metastatic patients accounted for 16.5%. Of the
patients with metastases, the most common sites were lung
(43.8%), bone (12.5%), liver (6.2%), multiple sites (25.0%), other
(12.5%). Mean time to detect metastases was 25.8 + 18.5 months.
The earliest metastatic detection was 6.13 months, the latest was
65 months. The study of Dang Huy Quoc Thinh (2012) showed
that in the CCRTgroup, the distant metastasis ratio was 23.1%,
bone metastases (14.9%), 9 patients with liver metastases (7.4%)
and 4 patients with lung metastases (3.3%). The most common
metastatic location is bone, followed by liver and lung.. Ngo
Thanh Tung, Tran Hung, et al (2014) showed a result of 16.9%
metastasis. The overall rate of recurrence or metastasis, or both,
was 18.0%. Bui Vinh Quang (2012) found 16.1% metastases,
8.9% bone metastases, 3.6% liver metastases, 1 patient had lung
metastatic disease, 1 had cerebral metastatic disease. Hu QY, Liu
P, Wang L, Fu ZF (2007). Evaluation of CCRT and adjuvant
chemotherapy on NPC stage III-IVa. The 5-year distant metastatic
rate in the experimental group was significantly lower than that of
the control group (15.0% versus 35.0%, P <0.05). Thus, when
comparing our distant metastasis rates with recent studies, we found
that the distant metastasis ratio in our study was similar to that of Bui
Vinh Quang and Bui Cong Toan, Ngo Thanh Tung, much lower
than Dang Huy Quoc Thinh. In particular, when compared to longer-
term studies, our rate of metastasis was much lower. Lee et al.
(1992) distal distances were 29%. Huang et al. (1996). 52% of
distant metastases occurred in the first year, 23% metastases
occurred in the second year, 20% metastases occurred in the third
year. This proves that so far there have been very Significant

3.3. Theo dbi sau diéu tri

Ty 16 %
Ty 18 %

. S, SN, UM Sy I—

Biéu do 3.2. Séng thém toan b¢  Biéu do 3.3. Ty 1é song thém khong bénh
3.4. T4i phat di can
Béng 3.6. T4i phat va di cin

Tinh trang nguwdi bénh S6 NB (n) Ty 1€ (%)
Khong 85 87,6
Téai phat Co 12 12,4
Tong 97 100.0
Taiu 2 16,7
e, Tai hach 9 75,0
Vi tri tai phat (n=11) Cau va hach 1 3
Tong 12 100
Thoi gian phat hién tai phat Mean + SD 29,7 +21,8
(thang) Min — Max 4,9 -63
Khong 81 83,5
Di can Co 16 16,5
Tong 97 100.0
Xuong 2 12,5
Phoi 7 43,8
R Gan 1 6,2
Vit di cin (o=10) Nhiu vi tri 4 250
Vi tri khac 2 12,5
Tong 14 100
Thoi gian phat hién di can Mean + SD 25,8+ 18,5
(thang) Min — Max 6,13 -65
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3.4. Panh gia mot sé doc tinh ciia phac dd
Bang 3.7. Dgc tinh cap ciia hoa chat téi hé tao huyét

Déc tinh Bith thuwong ]?(f) 1,2 ,D(f) 3 ,D(f) 4
y So6 ca (%) Soca (%) | Soca (%) | Soca (%)
Gidm hong cau
GD héa tri (n=97) 78 (80,4) 19(19,6) 0 0
GD hoa xa tri (n=90) 28 (31,1) 62 (68,9) 0 0
Giam bach cau
GD hoa tri (n=97) 71 (73,2) 25(25,7) 1(1,0) 0
GD hoa xa tri (n=90) 25(27,8) 64 (71,1) 1(1,1) 0
Giam BC hat
GD héa tri (n=97) 49 (50,5) 38(39,2) 8(8,2) 2(2,1)
GD hoa xa tri (n=90) 41 (45,6) 47 (52,2) 2(2,2) 0
Giam Hgb
GD hoa tri (n=97) 53 (54,6) 42 (43,3) 2(2,1) 0
GD hoa xa tri (n=90) 15 (16,7) 74 (82,2) 1(1,1) 0
Giam tiéu cau
GD hoa tri (n=97) 92 (94,8) 4 (4,1) 0 1(1,0)
GD hoa xa tri (n=90) 78 (86,7) 10(11,1) 1 (1,1) 1 (1,1)

Bing 3.8. Poc tinh cip ngoai hé tao huyét

Doc tinh Binh thwong b1 Do 2,34
: S6 ca (%) S6 ca (%) S6 ca (%)
Tang ure
GD hoéa tri (n=97) 83 (85.6) 14 (14.4) 0
GD hoa xa tri (n=90) 76 (84,4) 14 (15,6) 0
Tang creatinin
GD héa tri (n=97) 90 (92.8) 7(7.2) 0
GD hoa xa tri (n=90) 69 (76,7) 21(23,3) 0
Tang AST
GD hoéa tri (n=97) 96(99.0) 1(1,0) 0
GD hoa xa tri (n=90) 90 (100) 0 0
Tang ALT
GD hoéa tri (n=97) 95(97.9) 2(2,1) 0
GD hoa xa tri (n=90) 89 (98,9) 1(1,1) 0
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Through research and clinical trials both at home and abroad,
we have seen that the results of researches and clinical trials have
shown that CCRT helps longer life time for patients with locally
advanced NPC (stage III, IV). Our results shown that the overall
survival time and disease-free life were relatively similar to those in
recent years, but much higher than in other local and international
settings long time ago. This has demonstrated the superiority of this
regimen for NPC stage III, IVb (N2,3MO) with type III
histopathology in Vietnam.

Metastases and recurrence: In our study, 11 patients were
recurrent after treatment, accounting for 12.4%. Of those with
recurrent disease, 16.7% in tumors, 75.0% in lymph nodes, and
8.3% in both tumor and lymph nodes. Mean recurrence time was
29.7 +£ 21.8 months. The earliest detection time is 4.9 months, the
latest is 63 months. Compared with some recent studies such as
research by Bui Vinh Quang (2012), there was a 7.1% recurrence
in tumors, 3.6% in nodes. Ngo Thanh Tung, Tran Hung, et al
(2014) applied clinical trial NPCIII under FNCA guidelines for
patients with NPC stage III-IVb in Central K with a follow-up of
only over 20 months with 77 patient who were alive The
recurrence rate was 9.0%. Percentage recurrence or metastases or
both are 18.0%. Dang Huy Quoc Thinh (2012) showed that the
recurrence rate was 13.2% in the CCRT group. The recurrence
rate in the nasopharynx was 9.9%.. Author Bui Cong Toan et al
(2016) showed a recurrence rate of 10.7%. The overall rate of
recurrence or metastasis, or both, was 13.8%. Foreign studies:
DT, Sham JS et al (2004). Studies on CCRT with cisplatin
followed by adjuvant chemotherapy with ifosfamide, 5-
fluorouracil, and leucovorin for NPC Stage IV. The rate of non-
recurrence in the region after 3 years is 91% and 83%. 31%
developed metastasis, and non-metastatic disease at 3 years was
66%. Mostafa E et al (2006) found that 36% of patients had signs
of local and / or regional failure with the treatment and 5 patients
(14%) had metastases. In comparison with some of the above
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followed by 3 cycles of cisplastin 80mg / m? of skin and 5FU
800mg / m? of skin, transfusion from day 1 to 5, every 4 weeks.
Results: The 2-year survival, disease-free survival and
nonmetastatic survival rates in both CCRT and RT alone groups
was 89.8% and 79.7%, respectively (p = 0.003 ), 84.6% and
72.5% (p = 0.001), 86.5% and 78.7% (p = 0.007). The authors
concluded that CRCRT regimens increase the survival time of
advanced NPC patients. Bae WK, Hwang JE, Shim HJ, Cho SH,
Lee JK, Lim SC, Chung WK, Chung 1J (2010, Korea) studied the
feasibility and safety of neoadjuvant chemotherapy with
docetaxel, cisplatin, and 5-fluorouracil (5-FU) followed by CCRT
for locally advanced throat cancer. The 3-year survival without
progression rate was 75.6% and the survival rate for 3 years was
86.1%. Komatsu M et al (2012). Comparisons of CCRT regimens
with neoadjuvant CT regimen followed by radiotherapy alone in
patients with NPC. RESULTS: The survival rate of 3 years and 5
years was 75.6% and 60.1%, respectively. In patients who had
neoadjuvant CT followed by radiation therapy alone, survival
rates of 3 years and 5 years were 84.1% and 67.3% respectively.
Zhong YH & CS (2013, Wuhan, China) evaluated the feasibility
and effectiveness of neoadjuvant chemotherapy with docetaxel
and cisplatin followed by dose modulation with cisplatin at the
same time in NPC patients stage III to [VB. The overall survival
and survival rates for the three-year follow-up were 94.1 and
72.7%, respectively. Kong L & CS (2013, Shanghai, China)
studied the effects of neoadjuvant chemotherapy with taxanes,
cisplatin, and 5-fluorouracil (5-FU) followed by CCRT in two
phase II clinical trials for NPC stage III and IVA / IVB. Survival
rate for the 3 year of Stage III and IVA / IVB was 94.8% and
90.2%. Three-year survival, non-metastatic survival, and non-
progressive survival rates in the IVA / IVB stage were 78.2%,
90.5%, and 93% 9% and for patients with stage III were 80.1%,
88% and 100% respectively.

11
Béang 3.9. Poc tinh cap khac
Bién chirng Binh thuwdong Do 1,2 bo 3 bo 4
S6 ca (%) So ca (%) Soca(%) | Soca(%)
Buon non
GD hoa tri (n=97) 35(36.1) 52 (53,6) 6(6.2) 4(4,1)
GD hoa xa tri (n=90) 43 (47,8) 42(46,7) 5(5,2) 0
Non
GD hoa tri (n=97) 53 (54.6) 33 (34,0) 9(9.3) 2(2.1)
GD hoa xa tri (n=90) 56 (62,2) 29 (32,2) 3(3.3) 2(2,2)
Viem miéng
GD hoa tri (n=97) 78 (80.4) 19(19,6) 0 0
GD hoa xa tri (n=90) 5(5,6) 83(92,2) 2(2,2) 0
la chay
GD hoa tri (n=97) 71 (73.2) 19 (19,6) 7(7.2) 0
GD hoa xa tri (n=90) 90 (100) 0 0 0
Rung toc
GD hoa tri (n=97) 0 95(97.9) 2(2.1) 0
GD hoa xa tri (n=90) 0 48(53,3) 42 (46,7) 0
Da
GD hoa xa tri (n=90) 0 90 (100) 0 0
Niém mac
GD hoa xa tri (n=90) 0 87 (96,7) 3(3.3) 0
Tuyén nuoc bot
GD hoa xa tri (n=90) 0 88 (97.,8) 2(2,2) 0
Hong thuc quan
GD hoa xa tri (n=90) 27 (30,0) 73 (70,0) 0 0
Thanh quan
GD hoa xa tri (n=90) 5(5,6) 85 (94.,3) 0 0
Béng 3.10. Bién chitng mugn
Bién chin Binh thwong | P§ 1,2 P63 bo 4
g SO NB (%) |SONB (%) |S0 NB (%) | S6 NB (%) P
Da
Sau 6 th (n=85) 31 (36,5) 54 (63,5) 0 0 p1,2<0,001
Sau 12 th (n=83) 0 83 (100) 0 0
76 chirc dudi da
Sau 6 th (n=85) 46 (54,1) 39 (45,9) 0 0 p1,2<0,001
Sau 12 th (n=83) 0 83 (100) 0 0
Niém mac
Sau 6 th (n=85) 51 (60,0) 34 (40,0) 0 0 p1,2=0,016
Sau 12 th (n=83)| 67 (80,7) 16 (19,3) 0 0
Tuyén nuoc bot
Sau 6 th (n=85) 13 (15,3) 72 (84,7) 0 0 p1,2<0,001
Sau 12 th (n=83) 0 69 (73,1) | 14 (16,9 0
Thuc qudn
Sau 6 th (n=85) 54 (63,5) 31 (36,5) 0 0 pl,2=0,516
Sau 12 th (n=83) | 56 (67,5) 27 (32,5) 0 0
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Chuong 4. BAN LUAN

Trong nghién cua chung toi, c6 97 ngudi bénh UTVMH c6 mo
bénh hoc 1a typ III GD III-IVb (N2,3 MO0) duoc didu tri bang phac do
hoéa xa tri véi 3 chu ky cisplatin (80mg/m2 da) va SFU (1000mg/m2 da)
cho trudc tiép theo 1a hoéa xa tri dong thoi véi cisplatin lidu thap
30mg/m2 da/tudn x 6 tuan. Tat ca cac ngudi bénh nay déu théa mén cac
tiéu chuan nghién ciru dé ra. V&i ¢ méu tinh toan can phai c6 1a 88
ngudi bénh, thi s6 97 ngudi bénh nhu trén dép Ung yéu cau dé co thé
phan tich danh gié nghién ctru mét cach khoa hoc.
4.1 Pic diém déi twong nghién ciru
Tudi va gioi

Tudi mic ung thu vom gip & moi ltra tudi, trong nghién ctru nay do
tudi trung binh cua d6i twong nghién ctru 1a 40,9 + 13,8 tudi. Tudi thap
nhét 1a 13 tudi va cao nhit 1a 65 tudi. Két qua nay tuong dong véi nhiéu
két qua nghién ctru trong va ngoai nudc: Pham Thuy Lién ty 1é méc cao
nhit & do tudi 40-49. Nguyén Hiru Thoi bénh hay gap ¢ do tudi 30-60.
Bui Vinh Quang (2012) ty 1€ méc bénh cao nhat tir 40 dén 59 (66,2%).
Tac gia bang Huy Quoc Thinh (2012) cho trung vi tudi méc bénh nam
& 40 — 50 tudi. Nhidu nghién ctru ctia cic tac gia nudc ngoai nhu Chua
& CS ciing cho thiy tudi thuong gip ciia UTVH dao dong trong khoang
40-49 tudi. V& gidi trong 97 nguoi bénh UTVMH tham gia vao nghién
clru ¢6 72 nguoi bénh 1a nam chiém 74,2% va 25 14 nir chiém 24,8% ty 1é
nam/nit 1a xap xi 2,9/1. Ty 1& nay khong khéc biét nhiu so véi nhimg NC
trude day cia cac tac gid Viét Nam nhu: Ngo Thanh Tung ty 1€ nam/nir 1a
2,7/1, Pang Huy Quéc Thinh ty 1€ nay la 2,2/1. Theo Parkin & CS ty 1¢
nay 1a 2-3/1, Ang & CS ty 1€ nay 1a 3,1/1, Chua & CS ty 1¢ nay la 2,4/1.
Co thé giai thich didu nay do thoi quen sinh hoat ciia nam giéi hay hut
thudc, uéng ruou nhiéu, lao dong trong modi truong ddc hai nang nhoc
nhiéu hon nir giéi nén ty 1¢ ung thu vom chiém cao hon ni gioi.
Giai doan bénh phan loai TNM theo UICC 2010

NC cutia ching t61 chung t6i phan loai GB UTVMH theo UICC
2010 cho két qua 1a da sb nguoi bénh tham gia vao nghién ctru ¢ giai doan
T2 (61.9%), T4 1a 16,5%, T3 1a 8,2%.NC cta Bui Vinh Quang phan loai
theo UICC/ AJCC 2002 c6 ty 1€ T1 1a 36,7%, T2 1a 25,2%, T3 la
16,3%, T4 1a 21,5%. Tac gia BPang Huy Quéc Thinh & nhém hoa-xa tri
ddng thoi ty 16 nay lan luot T3 1a 58%, T2 1a 24,8% va T4 chiém
21,5%,T1 chi chiém 5,8%. Qua so sanh thay ty 1& T2 ciia ching tbi cao
hon céc NC trude. Nhidu NC cho thdy ¢6 sy lién quan giira ty 18 that bai

45

46.6 months. Survival rate of 3 years, 4 years without disease was
81.3% and 65.2%, respectively. Dang Huy Quoc Thinh (2012)
Comparison between CCRT NPC II regimen according to FNCA
guidelines and RT alone regimen. Results: three years survival
rate in the CCRT group were higher than Radiotherapy alone
group: 80.6% versus 72.9%. This difference was significant (p =
0.0097). Five-year survival rate in the CCRT group higher than
RT alone group: 64% compared to 47.1%. This difference was
significant (p = 0.0032). Ngo Thanh Tung, Tran Hung, et al
(2014) applied clinical trial NPCIII under FNCA guidelines for
patients with NPC stage III-IVDb in Central K with a follow-up of
only over 20 months with 77 patient who were alive . The 12-
month survival rate was 91.0%. The 20-month survival rate was
80.1%. 12-month disease-free survival was 91.0%, and disease-
free survival of 20 months was 77.1%.

In the world, the FNCA has in turn conducted randomized
trials to coordinate radiotherapy for stage III-IV NPCs with
weekly low-dose cisplatin  with or without adjuvant
chemotherapy. In 2004, FNCA conducted a study evaluating the
NPC II CCRT regimen with cisplatin at 30 mg / m2 per week for
6 weeks of radiation therapy. The initial results showed that the
three-year survival rate was 80.6%, and the five-year survival rate
was 64%. From 2005 to 2009, the team of Tatsuya O, Ngo Thanh
Tung and colleagues applied NPC I - CCRT with cisplatin at 30
mg / m2 skin / week for 6 weeks of radiation followed by 3 cycles
cisplatin plus 5FU for 121 patients in 7 countries: Vietnam,
Malaysia, Indonesia, Thailand, Philippines, China and
Bangladesh. Result: the rates of 3 year control, non-metastatic
and survival were 89%, 74% and 66%, respectively. Chen & CS
(2008) studied in Guangzhou, China compared the results of
radiotherapy alone with supplemental chemotherapy after CCRT
for NPC. Both groups received 70 Gy in 7 weeks. The
combination of cisplatine 40mg / m? of skin / week was
administered on the first day of the week during radiotherapy,
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used in the diagnosis, treatment and support treatment of NPC at
the present time have developed and are much more widespread
than at the time of previous studies. For examples: Radiotherapy
Accelerator has become very popular, modern, accurate 3D-CRT,
IMRT techniques are widely used in the treatment of NPC.
Previously, Coban-60 radiotherapy machines and 2D techniques
were mainly used, it somehow affected the treatment outcome. In
terms of chemotherapy, pharmaceutical companies are also
constantly improving their technology to provide more quality
products that lessen unwanted toxicity. Drugs supporting cancer
treatment generally grow stronger, contributing to help patients
reduce the toxic burden of drugs from which complete the
treatment protocol. Fourth, we can say that this is a demonstration
of the efficacy of the regimen we choose for this group of
patients.
4.3. Follow up after treatment

Additional survival: Of the 97 patients enrolled in the study,
85 patients completed 3 cycles of neoadjuvant CT and at least 4
weeks of CCRT, received 70 Gy total radiation into tumors and
lymph nodes. The remaining twelve patients were forced to
discontinue the regimen and switched to a radiotherapy alone
regimen due to irreversible level 3, 4 or PS 3 toxicity after 2 weeks
of supportive therapy. At the end of the study, 80 patients were alive,
82.5% and 17 died, accounting for 17.5%. Survival rates of three
years and five years were 84.6% and 76.3%. Survival without
disease rates of 3 years and five years were 82.4% and 68.5%.

Looking back history of the research for NPC treatment at
home and abroad we can see that, in Vietnam, Le Chinh Dai
(2007) Low-dose cisplatin regimen of 30mg / m 2 / week in
combination with radiotherapy at the Central Hospital had 3-year
survival rate was 51.82%. Bui Vinh Quang (2012) studied the
CCRT regimen according to the guidance of NCCN with 3D-
CRT accelerated radiotherapy technique. The survival rate of 3
years, 4 years was 85.1 and 72.2%. The median survival time was
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tai chd v6i GP clia u nguyén phat. Nguoi bénh c6 T3 va T4 ty 1é tai
phat tai chd cao hon ngudi bénh ¢6 u & GD sém hon. Vé GP hach trong
NC cua ching t6i c6 hach N3 la 70,1%, N2 1a 29,9%. Ty 1¢ nay trai
nguoc voi nhom hoa xa tri ddng thoi trong NC cua tac gia béang Huy
Quoc Thinh, ty 1¢ nay 1an Tugt N2 14 62,8% va N3 1a 37,2%, gan tuong
dong v6i mot s6 tac gia khac nhu Bui Vinh Quang ty 18 N2 1a 45,9%,
N3 1a 37,7%. Cac NC cua céc tac gia nudc ngoai cling nhu trong nude
trudc day da ghi nhan mbi quan h¢ chat ché gitra ty 1€ di can xa va Gb
hach ¢b hach N2,N3 c6 ty 1€ di can cao hon han hach NO,N1. Phan loai
theo GP, chung t6i thdy GB chu yéu 1a giai doan IVb (66.0%); ¢6 27.8%
nguoi bénh & giai doan III va chi ¢6 6.2% ngudi bénh & giai doan [Va.. Ty
1¢ nay gan twong dong voi NC ciia Bang Huy Qudc Thinh cha yéu cac
ngudi bénh thuée GP III va IVb, lan luot ty 1& ndy & nhom hoa xa tri
dong thoi 1a 41,3% va 37,2%, & nhom xa tri don thuan 1a 45,6% va
35,1%. Téc gia Bui Vinh Quang ¢ cic ty 1¢ nay lan luot 1a GD 1V 1a
51%, G III 14 49%. Cho dén thoi diém hién nay tai bénh vién K trung
uong nai riéng va tai cac bénh vién 16n trén toan quéc tai Viét Nam noi
chung ngudi bénh UTVMH thuong dén kham ¢ GP rat mudn. Su chin
ché nay anh huong rat 16n dén két qua diéu tri va tién luong ciia ngudi
bénh. Chinh thyc trang nay da thoi thuc chung toi khong ngung NC dé
chon ra mét phac do phu hop nhét dé diéu tri cho ngudi bénh UTVMH
GD lan rong tién trién tai chd tai ving & Viét nam.

4.2. Két qua diéu tri

Ty 1é hoan thanh phac do diéu tri.

O GD hoa tri trude 100% nguoi bénh hoan thanh 3 chu ky hoéa tri
CF. O GD hoa xa tri ddng thoi c6 87,3% ngudi bénh hoan thanh it nhit 4
tuan hoa xa tri dong thoi, 73,2 % nguoi bénh hoan thanh 6 tuan hoa xa tri,
12% hoan thanh 4 tudn hoa xa tri, 2,1% hoan thanh 5 tudn hoa xa tri déng
thoi, ¢6 10,3% nguoi bénh hoan thanh tir 2 tuan hoa xa tri dong thoi tro
xubng, 100% ngudi bénh duge xa tri du liéu 70 Gy vao u va hach di can.
GD hoa tri trude cd 7 nguoi bénh (7,2%) phai chuyen phac do do dc tinh
cap do IIL, IV, PS =3 khong hoi phuc sau 2 tudn diéu tri hd tro. GD hoa Xa
tri ddng thoi c6 5 ngudi bénh (5,2%) phai chuyen phac dd do doc tinh cap
d6 111, IV, PS =3 khong hdi phuc sau 2 tuan diéu tri hd trg.

So sanh voi cac nghién ctru khac ching t6i thay ty 1& hoan thanh
phac db cua chung t6i tot hon nghién ctru trude ciia Bui Vinh Quang
(2012) c¢6 100% xa tri dit lidu 70 Gy vao u va hach, Truyén du 3 ngdy
cisplatin khi hoa xa tri dong thoi 71,4%, chi c¢6 57,1% nguoi bénh diéu
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tri da 6 dot diéu tri hoa chét. Tha‘ip hon so v6i nghién ctru cia Pang Huy
Qudc Thinh (2012) ghi nhan s6 ngudi bénh hoan tit ddy da 6 chu ky
cisplatin chiém 85,1%. C6 8,3% ngudi bénh nhan 05 chu ky cisplatin va
6,6% nguoi bénh nhan 4 chu ky cisplatin. Nhu vay, khong c6 nguoi
bénh nao nhén dudi 4 chu ky cisplatin. Sy khac biét nay 1a do tac gia
Bui Vinh Quang St dung phéc dd theo huéng dan ctia NCCN la phac
d6 dugc danh gia 1a phac d6 ning hoéa tri lidu cao nén doc tinh nhiéu,
ngudi bénh khé tuan thu didu tri, con phac dd cua bang Huy Quoc
Thinh 1a phac ¢6 NPC I cua FNCA st dung phac d6 hoa xa tri dong
thoi voi cisplatin hang tuan liéu thap nén ngudi bénh dé chap hanh hon.
Phac do cua chung t61 sir dung ca hoa tri trude va hoa xa tri déng thoi
lidu thap hang tudn nhu vdy liéu hoa chét nhe nhang hon phac d6 cua
NCCN nhung ning hon phac d6 NPC II cia FNCA vi vay thu duoc két
qua tuan tha diéu tri nhu trén. Két qua nay ciing tuong duong voi cac
nghién cru nudc ngoai nhu:

Al-Amro A & CS (2005, Saudi Arabia) danh gia hiéu qua va két
qua cua hoa tri bd trg trude cisplatin va epirubicin ké tiép theo 14 hoa tri
cisplatin ddng thoi voi xa tri ¢ nhitng ngudi bénh UTVMH tién trién.
C6 82% hoan thanh hai hodc nhiéu chu ky héa xa tri dong thoi voi
cisplatin. Kong L & CS (2010, Thuong Hai-Trung Qudc) sir dung phac
do hoa tri bd trg trudc tiép theo 1a hoa xa tri dong thdi cho UTVMH
tién trién. TAt ca céac nguoi bénh déu d3 hoan thanh xa tri véi lidu theo
quy dinh va 2 dot ciia hoa tri b trg trudc, 86,4% hoan thanh 3 chu ky.
Tong cong 84,7% va 66,1% da hoan thanh 4 tuan va 5 tuan ding
cisplatin trong sudt qua trinh hoa xa tri dong thoi.

Gian doan diéu tri

Diéu tri phbi hop hoa xa tri trong UTVMH noi riéng va bénh ung
thu ndi chung 1a mot qua trinh diéu tri kéo dai nhiéu thang c6 rat nhiéu
cac yéu t6 chii quan, khach quan 1am anh huéng dén sy lién tuc diéu tri
ctia ngudi bénh nén su gian doan 1a tat yéu xay ra. Trong nghién ctru
ctia chiing t6i. Giai doan hoa tri trude cd 3 nguoi bénh (3,3%) gian doan
didu tri. Do bién ching cip 2 ngudi bénh (2,1%), 1 ngudi bénh do 1y do
khac (1,1%). Thoi gian gian doan trung binh 3 tuan. O GD hoa xa tri
ddng thoi 6 40% ngudi bénh co gian doan diéu tri. Do bién chimg cip
la 21,2%, do nguyén nhan khac 1a 18,8%. Thoi gian gian doan trung
binh 13 1,1 £ 1,8 tudn. Nhu vay ty 1& gian doan diéu tri ciia ngudi bénh
trong nghién clru cia chung t6i kha cao, nhung do nguyén nhan khach
quan da chiém 19,9%, chi c6 23,3% do doc tinh cip. Thoi gian trung

43

turned to CCRT. The complete response rate after treatment was
79%. In 2004, the FNCA conducted an evaluation of the NPC II
regimen- CCRT with cisplatin at 30 mg / m2 per week for 6
weeks of radiation therapy. Initial results showed that the rate of
complete response was 86%. From 2005 to 2009, the team of
Tatsuya O, Ngo Thanh Tung and colleagues applied NPC I -
CCRT with cisplatin at 30 mg / m2 skin / week for 6 weeks of
radiation followed by 3 cycles cisplatin plus SFU for 121 patients
in 7 countries: Vietnam, Malaysia, Indonesia, Thailand,
Philippines, China and Bangladesh. Result: the rates of 3 year
control, non-metastatic and survival were 89%, 74% and 66%,
respectively. Mostafa E et al (2006). Neoadjuvant CT with
paclitaxel and cisplatin, followed by cisplatin and radiation
therapy for locally advanced NPC. Result: 80% of patients
responded after neoadjuvant CT and 89% after CCRT. Komatsu
M, Tsukuda M et al (2012). Comparisons of CCRT regimens with
chemotherapy regimen followed by radiotherapy alone in patients
with NPC. Results: the overall response rate after CCRT was
96%.

Thus, by comparison with local and international research,
we found that our post-treatment response rate was higher than
that of all previous studies about 10 years ago, consistent with
recent studies. This can be explained by some of the following
points: Firstly, in our research, a group of 97 NPC patients was
identified with homologous histopathology. According to the
literature and all the studies in the world, it is confirmed that this
type responds well to radiation and chemicals. In other studies,
histopathology is heterogeneous including all histopathologic
types; Secondly, our study only accepted patients who fully
completed the proposed regimen without abandoning treatment
for non-professional reasons such as acute toxicity. Other studies
were not so. Patients could only complete part of the regimen and
discontinued treatment for any subjective or objective reasons
during treatment. Third, the advances in science and technology
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the time after CCRT. At the time after chemotherapy, the majority
of patients respond partially to the disease. By the time
radiotherapy is over, most patients respond to complete radiation.
Overall response rate after 3 months of treatment: the majority of
patients respond fully (84.6%); only 3.1% of patients responded
in part. Compared with some previous researches in the country:
Dang Huy Quoc Thinh (2012) FNCA NPCII regimen has a higher
rate of complete response of primary tumors in the CCRT group
than in the RT alone group (85.1% vs. 74.6%, p = 0.04). The
complete response rate of lymph nodes was almost the same
between two groups CCRT and RT alone (75.2% vs. 77.2%, p =
.7). Overall response rate was the response rate of primary and
lymph node tumors,this rate in CCRT group was 75.2% while in the
radiotherapy group was only 54.4%. Thus, the complete response
rate after CRRT was higher than after RT alone. This difference was
significant (p = 0.0008). Authors Bui Vinh Quang (2012) applied the
regimen in accordance with the guidelines of the National Center for
Rehabilitation (NCCN). The tumor complete response rate was
91.1%, and the tumor partial response was 8.9%. The complete
response in lymph nodes was 92.8%, partial response in lymph
nodes of 7.2%. Complete response after treatment was 89.3%, partial
response was 10.7%. Ngo Thanh Tung, Tran Hung, et al (2014)
applied NPCIII as directed by FNCA for patients with stage III-IVb
NPC at Central K hospital: After adjuvant CT: 79.8% partial
response, 14.6% complete response. After treatment ended the
complete response was 91.0%, partial response was 5.6%.

Some foreign authors: In 2005, Wee J et al conducted a
study in Singopore comparing the treatment results of CCRT and
radiotherapy alone for patients with NPC stage III and IV.
Results: in the CCRT group, the rate of complete response in
tumor was 86%, in lymph nodes was 91%, and overall complete
response rate was 83%. Al Amro A & CS 2005 investigated 110
patients with locally advanced NPC in Saudi Arabia treated with
adjuvant CT regimens including cisplatin and epirubicine then
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binh gian doan ciing ngdn nén anh huéng khong nhiéu dén qua trinh,
két qua diéu tri.
Pap ung diéu tri

Dé danh gia dap tmg thuc thé, tit ca nhimg ngudi bénh trong NC
ctia chung t6i déu duoc danh gia bang viéc kham I1dm sang, ndi soi tai
miii hong, chup CTscaner c6 thudc can quang hoic MRI sau mdi GD
diéu tri gdm: Sau khi két thuc diéu tri hoa tri trudc, sau khi két thic hoa
xa tri dong thoi va sau khi hoan thanh diéu tri 3 thang. Két qua cho
théy, sau hoa tri trudc dap Gng hoan toan tai hach (9,3%), dap ung mot
phén tai hach (88,7%), khong dap tmg (1,0%), tién trién (1,0%). Dap
(g hoan toan tai u (14,4%), dap (mg mot phantai u (85,6%). Sau hoa
xa trj dong thoi d4p tmg hoan toan tai hach (78,4%), dap ng mot phan
tai hach (9,3%), dap ing hoan toan tai u (86,6%), dap ing mdt phan tai u
(1,0%). C6 12 ngudi bénh (12,4%) budc phai dimg hin phac db do doc tinh
cap do 111, IV, khong hdi phuc sau diéu tri hd tro 2 tuan, s& chuyén sang xa
tri don thudn. C6 su khac biét co y nghia thong ké (p<0, 05) gitra mure do
dap tmg thuc thé tai thoi diém sau hoa tri trude voi thoi diém sau hoa xa tri
ddng thoi. Tai thoi diém sau hoa tri trude, da sé ngudi bénh dap tmg thuce
thé mot phan. Dén thoi diém sau hoa xa tri, da sé nguoi bénh dap Gng thuc
thé hoan toan. Ty 1& dép tmg chung sau diéu tri 3 thang: da s6 cac ngudi
bénh dap mg hoan toan (84,6%); chi c6 3,1% nguoi bénh dap img mot
phén. So sanh véi mot sé NC trudc cia tac gia & trong nudc:

Ding Huy Qudc Thinh (2012) Ap dung phac d6 NPCII ciia FNCA
¢6 ty 1& dap mg hoan toan ciia u nguyén phat & nhom hoa-xa tri dong
thoi cao hon nhom xa tri don thuan (85,1% so véi 74,6%). Su khac biét
¢6 ¥ nghia (p=0,04), ty 1 dap g hoan toan cua hach gan twong duong
nhau gitra 02 nhém hoéa xa tri df")ng thoi va xa tri don thuén (75,2% so
voi 77,2%). Su khac biét khong co y nghia (p=0,7), Ty 1¢ dap ung hoan
toan chung sau diéu tri 1a ty 18 dép tmg gdp chung cua budu nguyén
phat va hach, & nhom hoda-xa tri déng thoi 1a 75,2%, trong khi d6 &
nhém xa tri don thudn, chi c6 54,4%. Nhu vay, ty 1é dap ing hoan toan
sau diéu tri & nhom hoa xa tri df“)ng thoi cao hon nhom xa tri don thuan.
Su khac biét nay co6 y nghia (p=0,0008). Tac gid Bui Vinh Quang
(2012) 4p dung phac do theo hudng dan cia NCCN cho két qua ty 18
dap g hoan toan tai u 1a 91,1%, dap img mot phan tai u 1a 8,9%. Dap
ung hoan toan tai hach 1a 92,8%, dap trng mot phé”m tai hach 1a 7,2%.
Dap g hoan toan sau diéu tri 1a 89,3%, dap tmg mot phan 1a 10,7%.
Ngé Thanh Tung, Tran Hung, & CS (2014) ap dung thir nghiém lan
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sang NPCIII theo huéng dan ctia FNCA chon guoi bénh UTVMH GD
ITI-IVD tai bénh vién K trung wong cho két qua, két thuc hoa chit b trg
trude c6 79,8% dap tmg mot phan, 14,6 % dap tmg hoan toan, sau diéu
tri Kkét thuc dap rng hoan toan 91,0%, mot ph?m 5,6%.

Mot s6 NC cua cac tac gia nude ngoai: Al Amro A & CS nam
2005 NC 110 ngudi bénh UTVMH GD lan tran tai chd cia Saudi
Arabia bang phac dd hoa tri bd tro trude gom cisplatin va epirubicine
sau d6 hoa xa tri dong thoi ty 1& dap ing hoan toan sau diéu tri 1a 79%.
Nam 2004, FNCA tién hanh NC danh gia phac @6 NPC II — hoa xa tri
ddng thoi voi cisplatin lidu 30 mg/m® da mdi tuan trong 6 tudn xa tri. Két
qua budc dau cho dap tmg toan bo 86%. Tir nam 2005 dén 2009 nhom
NC cua Tatsuya O, Ng6 Thanh Tung & CS thyc hién NC ap dung NPC
I - hoa xa tri dong thoi véi cisplatin liéu 30 mg/m? da/ tuan trong 6 tuan
xa tri tiép theo 1a 3 chu ky hoa tri b trg cisplatin va 5FU, trén 121 nguoi
bénh tai 7 qudc gia: Viét nam, Malaysia, Indonesia, Thai Lan, Philippines,
Trung Qudc va Bangladesh két qua 1a: kiém soat tai ving 3 nam, khong di
cin xa, song thém toan bo twong tmg 1a 89%, 74% va 66%. Komatsu
M, Tsukuda M & CS (2012). So sanh phac do hoa xa tri dong thoi véi
phac dd hoa tri trude theo sau 13 xa tri don thuén & nguoi bénh UTVMH.
Két qua: ty 1é dap tmg tong thé sau khi hoa xa tri dong thoi 12 96%.

Nhu vay qua so sanh véi cac NC trong va ngoai nudc chung toi
thdy ty 18 dap ung hoan toan sau diéu tri cia chung tdi cao hon tat ca
cac NC trude cach ddy khoang 10 nam, trong ddng voi cac nghién ciru
gan day. Piéu nay c6 thé duoc 1y giai boi mot sé luan diém sau: Thi
nhét trong NC cua ching t6i da lya chon mdt nhom 97 nguoi bénh
UTVMH c6 mb bénh hoc thudn nhit 14 typ khong biét hoa. Typ nay
theo y vin va tat ca cac NC trén thé gidi déu khing dinh 1a dap ung t6t
véi tia xa va hoa chat. O cac NC khac mé bénh hoc 1a khong thuan nhat
bao gdm tit ca cac typ mod bénh hoc; Thir hai 1a NC ciia chung t6i chi
chap nhan ngudi bénh hoan thanh day du phac do NC dé ra khong bo
diéu tri vi 1y do khong phai lién quan dén chuyén mén vi du nhu doc
tinh cdp, cac NC khac khong nhu vay ngudi bénh co thé chi hoan thanh
mdt phan phac db rdi bo diéu tri vi bat ky mot Iy do chu quan khach
quan nao trong qua trinh diéu tri; Thir ba 1a nhitng tién bd vé khoa hoc
ky thuat st dung trong chan doan va diéu tri, hd trg diéu tri UTVMH tai
thoi diém hién tai da phat trién va phd cap rat nhiéu so véi thoi diém ma
cac NC trude da thuc hién c6 thé léy mot s6 vi du dé minh hoa so sanh
nhu: May xa tri gia tdc da tro 1én rat phé bién, k¥ thuat xa tri 3D-CRT,
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Disruption treatment. Co-administration of CCRT in NPC
and cancer in general was a long process of treatment with many
subjective and objective factors which affected the continuity of
treatment of patients. Interruptions were inevitable, they affected
in part the outcome of treatment depending on whether the
interruption was long or short. In our study, the neoadjuvant CT
period, there were 3 patients (3.3%) having interruption treatment,
the cause of disruption of 2 patients (2.1%) was acute
complications,of one patient was other reasons (1.1%). The
average time of interruptions was 3 weeks. During CCRT, 40% of
patients had a disruption of therapy,in which, due to severe
complications were 21.2%, due to other causes was 18.8%.
Average interruptions were 1.1 £ 1.8 weeks. As such, the rate of
disruption of treatment in our study was high, but it due to
objective reasons which was accounted for 19.9%, only 23.3%
due to acute toxicity. Interval time was also short, so it did not
affect the treatment process.

Response therapy. To assess the actual response, all patients
in our study were evaluated by clinical examination, otoscopy,
CT scan with MRI or MRI after each treatment stage including: at
the end of neoadjuvant chemotherapy, after CRRT and after 3
months of treatment. Results showed that, after complete
chemotherapy, complete response in lymph nodes was 9.3%,
partial response in lymph nodes was 88.7%, no response was
1.0%, progression was 1, 0%, complete response in tumors was
14.4%, response to one part of the tumor was 85.6%. After
complete CRRT, complete lymphadenopathy rate was 78.4%,
partial response to lymph nodes was 9.3%, complete tumor
response was 86.6%, partial response at tumor was 1.0%. Twelve
patients (12.4%) were required to stop treatment regimens due to
toxicity levels III and IV, without recovery after 2 weeks of
treatment. These patients were switched to radiotherapy alone.
There was a statistically significant difference (p <0.05) between
the level of actual response at the time of post-chemotherapy and
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recover after 2 weeks of treatment support. That number in the
CCRT phase was 5 patients (5.2%)

Compared to other studies, we found that the rate of
completion of our regimen was better than in the previous study
of Bui Vinh Quang (2012) with 100% of the patient received
radiation dose of 70 Gy in the tumors and lymph nodes, 71.4% of
the patient received enough 3 days of Cisplastin transfusion in the
CCRT phase, 57.1% of patients treated for 6 cycles of
chemotherapy. The rate was lower than that in the study of Dang
Huy Quoc Thinh (2012) with 85.1% of patients completed 6
cycles of cisplatin, 8.3% of patients received cisplatin for 5 cycles
and 6.6% of patients received 4 cycles of cisplatin. Thus, none of
the patients received less than 4 cycles of cisplatin. The reason of
the difference was that Bui Vinh Quang used regimen under the
guidance of NCCN which is considered as high-dose
chemotherapy regimen, high toxicity, difficult to follow
treatment. Dang Huy Quoc Thinh's regimen was FNCA's second-
line regimen using CRRT with low-dose weekly cisplatin, the
patient were easier to follow. Our regimen used both neoadjuvant
CT and CCRT so the chemotherapy dose was slightly lighter than
the regimen of the NCCN but heavier than the FNCA's NPC II
regimen. Therefore, such treatment results have been obtained.
This result is comparable to foreign studies such as:

Al-Amro A et al (2005, Saudi Arabia) evaluated the effect
and outcome of cisplatin and epirubicin chemotherapy followed
by concurrent cisplatin chemotherapy with radiotherapy in
advanced NPC patients. 82% completed two or more cycles of
CCRT with cisplatin. Kong L et al (2010, Shanghai-China) using
neoadjuvant CT regimen followed by CCRT for advanced NPC.
All patients completed radiotherapy with prescribed doses and 2
courses of neoadjuvant CT, 86.4% completed 3 cycles. A total of
84.7% and 66.1% completed 4 weeks and 5 weeks of cisplatin
during CCRT.

17

IMRT hién dai, chinh xac dugc ap dung rong rai thuong quy trong didu
tri UTVMH, trudc ddy chi yéu sir dung may xa tri Coban-60 va ky
thuat chi yéu 1a k¥ thuat 2D nén it nhiéu anh hudng dén két qua didu
tri. V& mat hoa tri, cac hang dugc ciing khong ngung cai tién cong nghé
cung cép Ccac san phan chat luong hon han ché bot cac doc tinh khong
mong mudn. Cac thube hd trg diéu tri ung thu néi chung ciing phat trién
manh m& hon, gop phan gitp ngiroi bénh giam bot duge ganh nang doc
tinh ciia thudc tir 46 ma hoan thanh tét phac do diéu tri; Thir tu co thé
no6i day 1a sy thé hién cac hiéu qua cta phac d6 ma chung toi lya chon
cho nhom ngudi bénh nay.
4.3. Theo do sau diéu tri

Song thém: Trong s6 97 nguoi bénh tham gia NCco 85 ngudi
bénh hoan thanh diéu tri diy di 3 ck hoa tri trude, va it nhat 4 tudn hoa
xa tri, xa tri du liéu 70 Gy vao u va hach. Muoi hai nguoi bénh con lai
budc phai dimg hin phéac d6 doi sang phac dd xa tri don thuan do doc tinh
cép d6 3, 4 hoic PS 3 khong hdi phuc sau 2 tuan diéu tri hd tro. Tai thoi
diém két thuc nghién ctru, c6 80 ngudi bénh con song chiém 82,5% va 17
nguoi bénh da chét chiém 17,5%. Ty 1€ séng thém toan bo3 nam dat
84,6%. Ty 1& sdng thém toan bd 5 nam dat 76,3%. Ty 1é séng thém khong
bénh 3 nam dat 82,4%. Ty 1¢ séng thém khong bénh 5 nam dat 68,5%

Nhin lai so luge lich sir cac NC vé diéu tri UTVMH trong va ngoai
nudc ching t6i thdy. Tai Viét Nam, Lé Chinh Dai (2007) NC phac do
cisplatin liéu thdp 30mg/m? da/tudn phdi hop tia xa dong thoi tai bénh
vién K trung wong cho ty 1¢ séng thém 3ndm toan bo 1a 51,82%. Bui
Vinh Quang (2012) NC phac d6 hoa xa tri dong thoi theo huéng dan cia
NCCN véi k¥ thuat xa tri gia tbc 3D-CRT cho két qua ty 1é song thém 3
nam, 4 nam toan bo 14 luot 1a 85,1% va 72,2%. Thoi gian séng thén trung
binh 14 46,6 thang. Ty 1& séng thém 3 niam, 4 nam khong bénh twong tmg
1a 81,3% va 65,2%. Pang Huy Qudc Thinh (2012) NC so sanh phac do
hoa xa tri déng thoi NPC 11 theo huéng dan ciia FNCA véi Xa tri don
thuan cho két qua:Song thém toan bd 03 nam ¢ nhom hoa-xa tri dong thoi
cao hon nhom xa tri don thuén 80,6% so voi 72,9%. Su khac biét nay la
¢6 y nghia (p = 0,0097). Séng thém toan bo 05 ndm & nhém hoa-xa tri
dong thoi cao hon nhom xa tri don thudn: 64% so v&i 47,1%. Su khac
biét nay 1a co y nghia (p = 0,0032). Ngd Thanh Tung, Tran Hing, & CS
(2014) 4p dung thir nghiém 1am sang NPCIII theo huéng dan ciia FNCA
cho nguoi bénh UTVMH GD 1II-1VD tai bénh vién K trung wong véi thoi
gian theo di chi dwoc hon 20 thang véi 77 ngudi bénh con séng cho két
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qua. Ty 18 séng thém toan bd 12 thang 13 91,0%. Ty 1& séng thém toan bo
20 thang 1a 80,1%. Song thém khong bénh 12 thang 14 91,0%, song thém
khong bénh 20 thang 1a 77,1%.

Trén thé gi¢i, FNCA da lan luot tién hanh cac TNLS phbi hop hoa
xa tri cho UTVMH GP III-1V véi Cisplatin liéu thp hang tuin c6 hoic
khong c6 hoa tri bd tro. Nam 2004, FNCA tién hanh NC danh gia phéac
d6 NPC II — hoa xa tri dong thoi véi cisplatin lidu 30 mg/m? da mbi tudn
trong 6 tuan xa tri. Két qua budc dau cho thiy séng thém toan by 3 nim
80,6%, song thém toan bd 5 ndm 64%. Tir ndm 2005 dén 2009 nhom
NC: cuaTatsuya O, Pang Huy Qudc Thinh, Ngo Thanh Ting & CS
thuc hién NC 4p dung NPC I - hoa xa tri dong thoi voi cisplatin lidu 30
mg/m’ da/ tudn trong 6 tudn xa trj tiép theo 1a 3 chu ky hoa tri bd tro
cisplatin va 5FU, trén 121 nguoi bénh tai 7 qudc gia: Viét nam,
Malaysia, Indonesia, Thai Lan, Philippines, Trung Quéc va Bangladesh
két qua 1a: kiém soat tai ving 3 nam, khong di can xa, song thém toan bd
tuong ung 1a 89%, 74% va 66%. Komatsu M & CS (2012). So sanh phac
dd hoa xa tri déng thoi véi phac dd hoa tri trude theo sau 1a xa tri don
thuan & nguoi bénh UTVMH. Két qua y 16 song thém 3 nim va 5 nim &
nhém héa xa tri dong thoi 1a 75,6% va 60,1%. O nhimg ngudi bénh
dung hoa trj trude sau d6 xa tri don thuan, ty 1& song thém 3 nim va 5
nam 1a 84,1% va 67,3%. Zhong YH & CS (2013, Vii Han- Trung Qudc)
danh gia tinh kha thi va hiéu qua ctia phac dd hoa tri bd tro trudc bang
docetaxel va cisplatin tiép theo sau d6 14 xa tri didu bién liéu cing véi
cisplatin dong thoi & nhitng nguoi bénh UTVMH GP III dén IVB . Két
qua ty 1& séng thém toan bo va ty 18 sdng thém khong c6 tién trién 3 nim
lan luot 1a 94,1 va 72,7%. Kong L &CS (2013, Thuong Hai Trung
Quéc) da nghién ctu hiéu qua cia hoa tri bd tro trude béng taxan,
cisplatin, va 5-fluorouracil (5-FU) tiép theo 1a hoa xa tri dong thoi,
trong 2 thtr nghiém 1am sang pha 2 cho UTVMHGD 111 va IVA / IVB.
Ty 1é song thém chung 3 nam 1a 94,8% va 90,2% ddi v6i nhom GB 111
va nhom GD IVA / IVB. Ty 1é séng thém khong tién trién 3 nam, ty 1&
song thém khong di can & xa, va ti 16 song thém khong tién trién tai chd
& nhom GB IVA / IVB 1a 78,2%, 90,5%, va 93,9% dbi voi ngudi bénh
Gb I 1a 85,1%, 88% va 100% twong ung.

Qua tim hiéu so luge cac NC, TNLS & ca trong va ngoai nude thoi
gian da qua chung ta théy réng két qua ciia cac NC, TNLS déu cho thay
phac dd hoa xa tri phbi hop dong thoi giup keo dai thoi gian song thém
cho nguoi bénh UTVMH GD lan tran, tién trién tai chd tai ving (GD
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outcome. Patients with T3 and T4 had a higher incidence of
relapsing on-site than those with early-stage tumors. In our
research, N3 was 70.1%, N2 was 29.9%. This rate was in contrast
with the CCRT group in a research by Dang Huy Quoc Thinh, N2
and N3 was 62.8% and 37.3%, respectively, but was similar to
some other authors such as Bui Vinh Quang, N2 was 45.9%, N3
was 37.7%. Previous studies of domestic and foreign authors have
noted a close relationship between the distant metastatic rate and
the nodes. N2 and N3 had the rate of metastasis higher than that
of NO, N1. By stage classification, we saw that most of patients
were in stage IVb (66.0%); 27.8% of patients in stage III and only
6.2% of patients in stage IVa . This proportion was almost the
same with that of Dang Huy Quoc Thinh, patients were mainly in
stage III and IVb, respectively at 41.3% and 37.2% in CCRT
group. In radiotherapy alone group, the rate was 45.6% and
35.1%, respectively. Bui Vinh Quang has the ratio of stage IV and
stage III were 51% and 49% respectively. Up to now, at the
Central K hospital in particular and in the national hospitals in
Vietnam in general, NPC patients often come to the hospital late.
This blockage greatly affects the outcome and prognosis of the
patient. This situation has urged us to continue researching to
select the most suitable regimen for the treatment of NPC patients
in the stage of locally advanced in Vietnam.

4.2. Treatment results
Rate of completion of treatment regimen.

In the neoadjuvant CT phase, 100% of the patients completed
3 cycles of CF. In the following phase, 87.3% of patients
completed at least 4 weeks, 73.2% of patients completed 6 weeks,
12% completed 4 weeks, 2.1% completed 5 weeks, 10.3% of
patients completed 2 weeks or less of CCRT. 100% of patients were
receiving radiation dose of 70 Gy into the tumor and lymph nodes.
In th neoadjuvant CT phase, 7 patients (7.2%) had to change the
regimen due to acute toxicity class III, IV, PS = 3 and did not
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required sample size of 88 patients, 97 such patients meet the
requirements to be able to analyze the scientific research.

4.1 Characteristics of research subjects

Age and sex.

The age of onset cancer was at all ages, in this study the
mean age of subjects was 40.9 + 13.8 years. The lowest age is 13
years and the highest age is 65 years. This result is consistent with
many research results at home and abroad: Pham Thuy Lien, the
highest rate in the age of 40-49. The same study by Nguyen Chan
Hung et al (1980). Nguyen Huu Tho, common disease in the age
30-60. Bui Vinh Quang (2012) had the highest incidence of
disease from 40 to 59 (66.2%). Dang Huy Quoc Thinh (2012),
median age is 40-50 years old. Studies by foreign authors such as
Chua et al also show that the age of NPC varies between 40-49
years. Among 97 NPC patients participated in the study, 72 were
male and 25 were female, accounting for 74.2% and 24.8%
respectively. Male / female ratio was approximately 2.9 / 1. This
ratio is not much different than previous researches by
Vietnamese authors such as Ngo Thanh Tung with the ratio was
2.7/ 1, Dang Huy Quoc Thinh was 2.2 / 1. According to Parkin et
al this ratio was 2-3 / 1, Ang et al ratio was 3.1 / 1, Chua et al
ratio was 2.4 / 1. This can be explained by the habits of men who
smoke or drink heavily and labor in a more hazardous
environment than women, so the incidence of cancer was higher
than that of women.

Stage of TNM classification according to UICC 2010

Our study group classified NPC by UICC / AJCC2010, the
result was: the majority of patients taking part in were T2
(61.9%), T4 (16.5%) and T3 (8.2%). Bui Quang Vinh's study
classified by UICC / AJCC 2002, rate of T1 was 36.7%, T2 was
25.2%, T3 was 16.3%, T4 was 21.5%. By Dang Huy Quoc Thinh,
the rate of T3 was 58%, T2 was 24.8% and T4 was 21.5%, T1
only 5.8%. The comparison shows that our T2 ratio is higher than
the previous one. A number of studies have shown that there is a
correlation between primary onset mortality and primary
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I, IV). NC cua chung t6i cho két qua vé thoi gian séng thém toan bo
va thoi gian sdng thém khong bénh kha twong dong véi cac NC va
TNLS thoi gian gan day nhung cao hon rit nhiéu so véi hau hét cac NC
trong va ngoai nudc thoi gian cach xa day. Piéu nay da chimg to sy vu
viét ciia phac d6 nay dbi véi UTVMH GP 11, IVb (N2,3MO0) ¢ typ md
bénh hoc 1a typ III tai Viét Nam.

Tai phat di cin: Trong NC cua chung toi sau diéu tri c6 11 ngudi
bénh tai phat chiém 12,4%. Trong s6 nhitng ngudi bénh tai phat thiy tai
u 16,7%, tai hach 75,0%, ca u va hach 8,3%. Thoi gian trung binh phat
hién tai phat 1 29,7 + 21,8 thang. Thoi gian phat hién tai phat sém nhat
1a 4,9 thang, muodn nhét 1a 63 thang. So sanh v6i mot sd cac NC trong
thoi gian gan day nhu: NC cua Bui Vinh Quang (2012) thay c6 7,1% tai
phat tai u, 3,6% tai phat hach. Ngo Thanh Tung, Tran Hung & CS
(2014) ap dung thir nghiém 1an sang NPCIII theo huéng dan cia FNCA
cho nguoi bénh UTVMH GD III-1Vb tai bénh vién K trung wong voi
thoi gian theo ddi chi dugc hon 20 thang véi 77 ngudi bénh con sdng cho
két qua ty 1€ tai phat 1a 9,0%. Ty 1€ chung co tai phat hodc di can hodc ca
hai 1a 18,0%. NC cta Dang Huy Quéc Thinh (2012) cho thiy ¢ nhém hoa
xa tri ty 1€ tai phat 1a 13,2%, ty 1€ tai phat tai vom 12 9,9%. Chua DT, Sham
JS & CS (2004). Nghién ctru hoa xa tri dong thoi véi cisplatin sau d6 1a hoa
tri liéu bd tro véi ifosfamide, 5-fluorouracil, va leucovorin cho UTVMH
GD 1V. Ty 1¢ khong tai phét tai chd tai ving sau 3 nam 13 91% va 83%. C6
31% phat trién di can xa, va ty 1¢ khong di can & 3 nam 1a 66%. Mostafa
E & CS (2006), thiy 36% nguoi bénh ¢ cac yéu t6 that bai tai chd va /
hodc khu vuc va 5 ngudi bénh (14%) ¢6 di can xa. Qua so sanh véi mot sd
NC trén chiing t6i thdy ring ty 18 tai phat trong NC cua chung t6i cao hon
cta Bui Vinh Quang, thip hon cua Dang Huy Qubc Thinh, twong dwong
v6i két qua ciia nhom tac gia Bui Cong Toan, Ngo Thanh Tung. Va diém
chung ciia NC nay va cac NC trén 1a ty 16 tai phat thip hon nhiéu so v6i
cac NC ¢6 thoi gian cach xa thoi diém hién nay.

Khi tim hiéu vé ty 18 di cin chung t6i thay c6 16 nguoi bénh di cin
chiém 16,5%. Trong sb nhitng nguoi bénh di can vi tri phd bién 1a phdi
(43,8%), Xuong (12,5%) , Gan (6,2%) nhiéu vi tri (25,0%). V1 tri khac
(12,5 A;) Nhu Vay vi tri di can xa thuong gdp nhét 1a phdi, ké dén 1a xuong,
nhiéu vi tri cudi cling 13 gan va vi tri khac. Thoi gian trung binh phat hién
di can 1a 25,8 + 18,5 thang. Thoi gian phat hién di cin sém nhat 13 6,13
thang, mudn nhét 1a 65 thang. NC ciia Pang Huy Quéc Thinh (2012) cho
théy ¢ nhom hoéa xa tri ty 1€ di can xa 1a 23,1%. Di can xuong (14,9%), 9
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ngudi bénh bi di cian gan (7,4%) va 4 nguoi bénh bi di can phdi (3,3%). Vi
tri di can xa thuong gip nhat 1 xuong, ké dén 1a gan va pho6i. Ngo Thanh
Tung, Tran Hung, & CS (2014) cho két qua ty 1& di can 14 16,9%. Ty 1é
chung co6 tai phat hoac di can hodc ca hai 1a 18,0%. Bui Vinh Quang
(2012)th€iy c6 16,1% di cén, 8,9% di can xuong, 3,6% di can gan, 1
ngudi bénh di can phdi, 1 nguoi bénh di cin ndo. Hu QY, Liu P, Wang
L, Fu ZF (2007). Ty 1¢ di can xa 5 nim ¢ nhom thtr nghiém thap hon
dang ké so voi nhoém dbi chimg (15,0% so vai 35,0%, P <0,05). Nhu
vay khi so sanh ty 1€ di cén xa cta ching t6i vdi cac NC moi thyc hién
gan day chiing ta thiy ring ty 1¢ di cin xa trong NC ciia chung tdi twong
duong voi NC cua Bui Vinh Quang va nhom tac gia Bui Cong Toan,
Ngé Thanh Tung, thip hon nhiéu so v6i Pang Huy Qudc Thinh. Pic
biét khi so sanh vdi cac NC c6 thoi gian xa hon thi ty 1€ di can cia
chung t6i con thap hon rat nhiéu. Lee & CS (1992) di cin xa 1a 29%.
Huang & CS (1996) 52% di can xa xay ra trong nim thir nhét, 23% di
cin xdy ra trong nam thir hai, 20% di cin xay ra trong nim thir 3. Diéu
nay chimg té cho dén nay di c6 rat nhiéu tién bd vuot bac trong viée ap
dung cac phac d6 diéu tri giup kiém soat di cin xa & ngudi bénh
UTVMH GD lan tran, tién trién tai chd tai vung. Két qua trong NC cua
chung t6i cho thiy c6 ty 1& tai phat va di can sau diéu tri thap hon hau
hét cac NC trong va ngoai nuéc trude day. Diéu nay da ching to vai tro
quan trong ctia phac d6 nay ap dung cho nguoi bénh UTVMH giai doan
11, IVb ¢6 md bénh hoc 1a typ III tai Viét Nam la gitip lam giam ty 1¢
tai phat va di can xudng muc thip co thé chap nhan dugc.

4.4. Panh gia mot sé doc tinh ciia phac dd

Trong NC nay chung t6i di danh gia nhitng doc tinh hay gip nhat
va co tac dong nhidu nhét téi thé trang nguoi bénh trong va sau qua trinh
diéu tri. N6 anh huong dén chat luong cudce song cua nguoi bénh trong qua
trinh diéu tri, ciing nhu cudc séng ciia ho vé sau. Trong nghién ctru cua
chiing t6i ¢6 97 ngudi bénh, 100% dugc truyén da 3 chu ky CF, co 90
ngudi bénh tham gia va giai doan hoa xa tri dong thoi. Nén khi danh gia
doc tinh cua phac db trong giai doan hoa tri trudc s& c6 97 ngudi bénh, con
trong giai doan hoa xa tri dong thoi chi ¢6 90 ngudi bénh.

Doc tinh cita héa chit téi hé tao huyét: Trong NC nay chung toi
thay rang: GD hoéa trj trudc: doc tinh gidm hong cau chi yéu do I, 1T 1a 19,6%,
khong c6 giam d6 IIL IV. Giam Hgb d¢ III 2,1%, khong c6 d6 IV.Giam
bach cau do do III 1a 1% khong c6 do IV.Giam bach cau hat do III
(8.2%), 0 IV (2,1%). Ngudi bénh giam tiéu cdu do IV 1a 1,0%. O GD
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Hair loss
CT period (n=97) 0 95(97.9) 2(2.1) 0
CCRT period (n=90) 0 48(53,3) 42 (46,7) 0
Skin lesion
CCRT period (n=90) 0 90 (100) 0 0
Mucosa
CCRT period (n=90) 0 87(96,7) 3(3,3) 0
Salivary glanditis
CCRT period (n=90) 0 88(97.8) 2(2,2) 0
Throat esophagus
CCRT period (n=90) 27 (30,0) 73 (70,0) 0 0
Larynx
CCRT period (n=90) 5(5,6) 85(94,3) 0 0
Table 3.10. Late complications
Normal Grade | Gradelll] Grade
Complications L1II v p
M @) M )| M) m (%)
Skin lesion
Arter 6 months(n=85) 31(36.5) | 54(63.5) 0 0 p12<0.001
Arter 12 months(n=83) 0 83 (100) 0 0
Subcutaneous tissue Arter
6 months(n=85) 46 (54.1) | 39(45.9) 0 0 P12<0.001
Arter 12 months(n=83) 0 83 (100) 0 0
Mucositis
Arter 6 months(n=85) 51(60.0) | 34(40.0) 0 0 p12=0.016
Arter 12 months(n=83) 67 (80.7) | 16(19.3) 0 0
Salivary glanditis
Arter 6 months(n=85) 13 (15.3) | 72(84.7) 0 0 p12<0.001
Arter 12 months(n=83) 0 69(73.1) | 14(16.9) 0
Esophagus
Arter 6 months(n=85) 54 (63.5) | 31(36.5) 0 0 p12=0.516
Arter 12 months(n=83) 56 (67.5) | 27(32.5) 0 0
CHAPTER 4. DISCUSSION

In our study, 97 patients with a histopathologic type III III-
IVb (N2, 3 MO0) were treated with CT regimens with 3 cycles of

cisplatin (80 mg / m? of skin) and 5 FU (1000 mg / m? of skin)
followed by CCRT with low dose cisplatin 30 mg / m? / week x 6
weeks. All of these patients met the study criteria. With the
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Leukopenia

CT period (n=97) 71(73,2) 25(25,7) 1(1,0) 0
CCRT period (n=90) 25(27,8) 64 (71,1) 1(1,1) 0
Neutropenia

CT period (n=97) 49 (50,5) 38(39,2) 8(8,2) 2(2,1)
CCRT period (n=90) 41 (45,6) 47 (52,2) 2(2,2) 0
Decreased Hgb

CT period (n=97) 53 (54,6) 42 (43,3) 2(2,1) 0
CCRT period (n=90) 15 (16,7) 74 (82,2) 1(1,1) 0
Thrombocytopenia

CT period (n=97) 92 (94,8) 4(4.1) 0 1(1,0)
CCRT period (n=90) 78 (86,7) 10(11,1) 1(1,1D) 1(1,1)

Table 3. 8. External hematopoietic toxicity

Toxicity Normal Grade 1 Grade II, I11, IV
(n) (%) (n) (%) (n) (%)

Increased ure
CT period (n=97) 83 (85.6) 14 (14.4) 0
CCRT period (n=90) 76 (84,4) 14 (15,6) 0
Increased creatinin
CT period (n=97) 90 (92.8) 7(7.2) 0
CCRT period (n=90) 69 (76,7) 21(23,3) 0
Increased AST
CT period (n=97) 96(99.0) 1(1,0) 0
CCRT period (n=90) 90 (100) 0 0
Increased ALT
CT period (n=97) 95(97.9) 2(2,1) 0
CCRT period (n=90) 89 (98.,9) 1(1,1) 0

Table 3. 9. Other acute toxicity

Toxicity Normal Grade LII | Gradelll | Grade IV
) (%) ) (%) ) (%) ) (%)

Nausea
CT period (n=97) 35(36.1) 52 (53,6) 6(6.2) 4(4,1)
CCRT period (n=90) 43 (47,8) 42(46,7) 5(5,2) 0
Vomiting
CT period (n=97) 53 (54.6) 33 (34,0 9(9.3) 2(2.1)
CCRT period (n=90) 56 (62,2) 29 (32,2) 3(3,3) 2(2,2)
Stomatitis
CT period (n=97) 78 (80.4) |19(19,6) 0 0
CCRT period (n=90) 5(5,6) [83(92,2) 2(2,2) 0
Diarrhea
CT period (n=97) 71(73.2) 19 (19,6) 7(7.2) 0
CCRT period (n=90) 90 (100) 0 0 0
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hoa xa tri tri déng thoi: c6 68,9% nguoi bénh giam hc‘3ng cau do I, 11,
khong c6 d6 111, IV, giam Hb d6 III 1,1%, Khong ¢6 IV. Giam bach cau
do 111 1a 1,1%. Khong c¢6 do IV. Giam bach cau hat do IIT 1a 2,2%.
Khong c6 d6 IV. Nguoi bénh giam tiéu cau do T 13 1,1%, d6 TV 1a 1,1%.

Poc tinh cip ngoai hé tao huyét: Nguoi bénh chi gip phai cac
ddc tinh trén gan than & mirc d6 1. C6 14,4% tang ure sau hoa tri va
sau hoa xa tri déng thoi 1a 15,6%. C6 7,2% tang creatinin sau hoa tri
va 23,3% nguoi bénh ting creatinin sau hoa xa tri d(‘Sng thoi. Co 1%
nguoi bénh taing AST sau hoéa tri. Co6 2,1% nguoi bénh ting ALT sau
hoa tri va 1,1% nguoi bénh taing ALT sau hoa xa tri df‘)ng thoi. Gb
hoa tri trude: budn non do I 1a 6,2%, do IV 1a 4,1%. Non do III
1a9,3%, d6 IV 1a 2,1%. Viém miéng d6 1, II 1a 19,6%, khong c6 d6 111,
IV. Ia chay d6 III 1 7,2%. Rung toc d6 I 14 2,1%. O G hoéa xa trj tri
ddng thoi: budn nén do 111 1a 5,2%. Non d6 111 1a 3,3%, d6 IV 1a 2,2%.
Viém miéng d6 1a III 2,2%. Khong co tiéu chay tir ¢o I dén IV. Rung
toc do 111 46,7%, khong c6 do IV. Doc tinh 1én da 100% 1a do I, I1. Boc
tinh 1én niém mac d6 III 1a 3,3%. Doc tinh 1én tuyén nude bot do 111
(3,3%). Boc tinh 1én hong thuc quan dg I, 11 (70,0%). Ddc tinh 1én thanh
quan do I, I1 12 94,3%.

Bién ching mugn: Vé bién chimg da, khong co ngudi bénh nao
gip phai bién ching d6 III, IV. Khi kham lai sau 6 thang, da s6 ngudi
bénh gip bién ching da d¢ I, I (63,5%) va 36,5% ngudi bénh khong
gip bién chimg da. Khi kham lai sau 12 thang ¢6 100% ngudi bénh gap
bién chimg da d6 I, II. C6 sy khéc biét co y nghia théng ké giita muc do
bién chimg vé da tai cac thoi diém (p<0,05). Bién chung t6 chirc dudi
da, khong c6 ngudi bénh nao gip phai bién ching d6 IV. Khi kham lai
sau 6 thang, c6 54,1% nguoi bénh binh thuong va 45,9% ngudi bénh
gap bién chimg d6 1, 2. Khi khdm lai sau 12 thang, 100% nguoi bénh
gip bién chung do 1,2. C6 sy khac biét co ¥ nghia thong ké giita mirc
d6 bién chung tai cac thoi diém (p<0,05). Bién ching niém mac, khong
¢6 nguoi bénh nao gip phai bién ching d6 III, IV. Khi kham lai sau 6
thang ty 1€ viém niém mac d¢ I, IT 1a 40% , sau 12 thang viém ni€m
mac d6 I, I chi con 19,3%. Co su khac biét c6 y nghia théng ké gitra
murc d bién ching tai cac thoi diém (p<0,05). Vé bién chimg tuyén
nude bot chi yéu 1a do I, II. Do III xuét hién sau 12 thang (16,9%),
khong c¢6 ngudi bénh nao gip phai bién ching do IV. thoi diém sau 6
thang do 1, 11 (84,7%) va sau 12 thang 1a (73,1%). C6 su khac biét co y
nghia théng ké (p<0,05) giita mirc d6 bién chimg tai cac thoi diém sau 6
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thang va sau 12 thang. Bién ching thuc quan, c6 dudi 36,5% ngudi
bénh gap bién ching d6 I, khong co nguoi bénh nao gap bién ching do
I, III, IV. Khong c6 su khac biét c6 y nghia thong ké (p>0,05) gitra ty
1¢ bién chimg tai cac thoi diém sau 6 thang va sau 12 thang.

So sinh v6i mot s6 NC trong va ngoai nuwge: NC cua Bui Vinh
Quang (2012) thay ddc tinh cap trén huyét hoc: Ha bach cau d¢ 111, IV
1 5,4%. Ha bach ciu hat d¢ III 5.4%. Ha huyét sac t6 do do I1I 1,8%.
Ha tiéu cau do LII 1a 12,5%. Doc tinh cap ngoai huyéet hoc gom: doc
tinh trén thin 5.4% chi yéu la nhe, trén gan 10,7% chu yéu do 1. Non
do I, I 53,9%. Viém tuyén nudc bot do I1I 10,7%. Bién chung da dién
tia do I, IV 46,5%. Viém niém mac miéng do III, IV 41%. Bién
ching xa man trén da do 1 51,8%, do 11 12,5%. Trén tuyén nudc bot (jcf)
176,8%, @6 11 23,2%. NC cia Pang Huy Quoc Thinh (2012) cho thay
doc tinh cép trén ,huyét hoc dgf) III, IV ¢ nhom hoéa-xa tri déng thoi
37,2%. Bdc tinh cap ngoai huyet hoc do 111 1a 37,2%. NC cling ghi nhan,
o nh(')m hoéa xa tri déng thoi, sb nguoi bénh c6 doc tinh mudn do 111, IV
chiém ty 1¢ 66,9%. )

Al-Amro A & CS (2005, Saudi Arabia). Ty 1€ doc tinh cap d¢ III va
IV sau khi hoa tri b tro trude nhu sau: thidu méau 1% va 0%, giam bach
ciu 8% va 4%, budn ndén 27% va 0%, ndn 25% va 0% va viém nhiém 4%
va 4% tuong tng. Cac doc tinh cap do IIT va IV ciing duoc ghi nhan trong
qua trinh tri liéu bang hoa xa tri dong thoi: thiéu méau 1% va 0%, giam bach
cau 31% va 4%, budn non 35% va 0%, non 26% va 2%, viém nhiém 4%
va 2%, viém niém mac 49% va 0%, va phan ung da 1an luot 13 39% va 0%.
Kong L & CS (2010, Thuong Hai-Trung Qudc) thiy ty 1é biéng an / non &
muc d6 I, IV trong GB hoéa tri trude lan luot 14 55,9% va 16,9%. Ty 1&
twong tmg 1a 11,9% va 23,7% trong sudt qua trinh hoa xa trj dong thoi.
Viém ni€m mac do III, IV bong tréc da va kho mi€ng xay ra lan luot 1a
6,8%, 44,1% va 27,1% ngudi bénh. Khéng co tir vong do diéu tri. Zhong
YH & CS (2013, Vii Han- Trung Quéc). Giam bach ciu trung tinh (37,0%)
va non mira (28,3%) 1a nhitng doc tinh cap do III, IV phd bién nhét trong
GD hoéa tri b6 tro trude. Trong khi viém niém mac (30,4%), kho miéng
(30,4%) va ton thuong da do tia xa (21,7%) 1a mirc do cap tinh doc tinh
trong qu4 trinh hoa xa tri dong thoi. Kho miéng (73,9%), khé nudt (56,5%),
mét nghe (30,4%) va phan tmg trén da (21,7%) 1a nhiing tac dung muén do
L, II. Khong c6 ddc tinh mudn ¢ d6 111, IV.
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Table 3.6 Recurrence and metastasis

year

F igui;e 3.3. Survival without disease

Patient condition (n) (%)
No 85 87.6
Recurrence Yes 12 12.4
All 97 100.0
At tumor 2 16.7
Recurrence position | At nodes 9 75.0
(n=11) Both Tumor and nodes 1 8.3
All 12 100.0
Time of Recurrence Mean + SD 2.7£21.8
Min — Max 4.9-63
Metastases No 81 83.5
Yes 16 16.5
All 97 100.0
Bone 2 12.5
Lung 7 43.8
Metastases position | Liver 1 6.2
(n=10) Multiposition 4 25.0
Other 2 12.5
All 14 100.0
. Mean + SD 258+ 18.5
Time of Metastases Min — Max 61365
3.4. Evaluation of some toxicities of the regimen
Table 3.7. Acute toxicity to hematopoietic system
Toxicity Normal Grade I, I1 Grade 111 Grade IV
(n) (%) (n) (%) (n) (%) (n) (%)
Anemia
CT period (n=97) 78 (80.4) 19(19,6) 0 0
CCRT period (n=90) 28(3L1) 62 (68.9) 0 0
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6 71 73.2
All 97 100.0
Disruption treatment
Table 3.4. Disruption of CCRT
Disruption treatment Number of patient Rate %
No 51 60.0
Disruption | Yes 34 40.0
All 85 100.0
Acute complications 18 21.2
Reason Other reasons 16 18.8
All 34 37.0
Average interrupt period (weeks) 1.1£1.8
Response therapy
Table 3.5. Response symptoms
After chemotherapy | After CRRT
Response symptoms (n=97) (n=85) p
n (%) n (%)
Response at | Complete 9(9.3) 76 (78.4)
node Partial 86 (88.7) 9(9.3)
Non-response 1(1) 0 p<0.001
Progression 1(1) 0
Response at | Complete 14 (14.4) 84 (86.6)
tumor Partial 83 (85.6) 1(D)
Change regimen 12(12.4) p=0.001
All | 97(100.0) 97(100.0)
3.1

® complete response
H partial response

change regimen

Figure 3.1. General response after 3 months of treatment
31531;650110"" up after treatment ...,
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Nhu vay qua sy so sanh & trén thi trong NC ciia chung t6i ty 18 xuét
hién cac doc tinh ning da thap hon rét nhiéu so véi cac NC trudc, dic biét
14 khi so sanh véi cac phac dd phdi hop da hoa chat va héa chét liéu cao.
Nhung n6 ciing kha twong dong véi cac NC gan day theo cac phac do ciia
FNCA. O NC cua ching t6i ciing nhu cac NC méi ddy theo hudng dan cia
FNCA thiy cac doc tinh cha yéu 1a d6 I, IT hiém khi xuat hién d6 111, d6 V.
Su khac biét nay co 18 do cach phdi hop khac nhau giita cac phac do va
chiig t6 co sy vuot trdi ctiia phac dd nay.

KET LUAN

Qua nghién ctru 97 nguoi bénh UTVMH GDP 111, IVb (N2,3 MO) ¢6
mé bénh hoc 13 ung thu biéu mé khong biét hoa vao didu tri tai bénh
vién K trung wongtlr thang 9 nim 2011 dén thang 11 nam 2015 bang
phac dd hoa xa tri déng thoi c6 hoa tri truede. Chiing t6i rut ra mot s6 két
luan sau:

1. Két qua diéu tri.

Ty 1¢ hoan thanh phac d6 diéu tri tét: 100% nguoi bénh hoan
thanh 3 chu ky hoéa tri trude, 100% ngudi bénh duoc xa tri du lidu 70Gy
vao u va hach ¢ di can. C6 87,3% nguoi bénh hoan thanh it nhit 4 tudn
hoa xa tri df”)ng thoi, 73,2 % ngudi bénh hoan thanh 6 tuan hoa xa tri.

Ty 1¢ dap wng, ty 1¢ sdng thém toan bd va khong bénh 3 niam, 5
nim cao: Ngay sau diéu tri dap g hoan toan tai u 1a 86,6%. tai hach
1a 78,4%. Sau khi két thic hoa xa tri dong thoi 3 thang dap mg hoan
toan chung 1a (84,6%). Ty 1é song thém toan bo 3 nim dat 84,6%, 5
nam dat 76,3%. Ty 1¢ séng thém khong bénh 3 nam dat 82,4%, 5 nam
dat 68,5%.

Ty 1€ tai phat, di cian gidm: Ty 1¢ tai phat 1a 12,4%, ty 1€ di can la
16,5 %. Vi tri tai phat phd bién 1a tai hach (75,0%) va vi tri di cin pho
bién 1a phdi (43,8%). Thoi gian trung binh phat hién tai phat 1a 29,7 +
21,8 thang, thoi gian trung binh phat hién di can 1a 25,8 + 18,5 thang.

2. Poc tinh ciia phac dd: Poc tinh cua phac d6 ¢ mic do nhe va ty 16
thip thé hién:
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Poc tinh 1én hé tao huyét: GD hoa tri trudc: giam Hgb do III
2,1%, giam bach cau d6 III 1a 1%, giam bach cau hat d6 11T (8,2%), do IV
(2,1%), giam tiéu cau do IV(1,0%). O GD hoéa xa tri tri dong thoi: gam
bach cau d III 1a 1,1%, giam bach cau hat do III 1a 2,2%, giam tiéu cau
do Il la 1,1%, do IV 1a 1,1%.

Poc tinh ngoai hé tao huyét. GP hoa tri trude: ting ure d6 I 1a
14,4%, tang creatinin d¢ I 1a 7,2%, 1% nguoi bénh ting AST, 2,1%
taing ALT d6 I, budn non d6 11T 12 6,2%, do IV 1a 4,1%, non do III 1a
9,3%, d0 IV 1a 2,1%, rung toc 4o III 1a 2,1%, ia chay d6 I1 1a 7,2%.
GD hoa xa tri déng thoi: tang ure do 1 1a 15,6%, ting creatinin do I
1a 23,3% va 1,1% nguoi bénh ting ALT d6 I, budn noén do IIT 1a
5,2%, non do III 1a 3,3%, 46 IV 1a 2,2%,viém miéng do6 I1I (2,2%),
rung toéc do III (46,7%), viém niém mac do 111 (3,3%), viém tuyén
nudc bot d6 111 (3,3%).

Bién chirng man tinh: Sau 6 thang: bién chung da do I, II
(63,5%); td chirc dudi da do 1, 11 (45,9%); viém niém mac do I (40,0%);
bién chimg tuyén nudce bot do I, II (84,7%); bién ching thuc quan do I
(36,5%); Sau 12 thang: bién chimng trén da do I, I1(100%); t6 chirc dudi
da d6 I, 11 (100%); viém niém mac dol (19,3%); bién chimg tuyén nudc
bot d6 I, 1I (83,2%), do 111 (16,8%); bién ching thuc quan d6 1 (32,5%).

KIEN NGHI
Phéc dd hoa xa tri ¢6 hoa trj trude tiép theo sau la hoa xa tri déng
thoi v6i cisplatin lidu thip mdi tuan trong 6 tuan diéu tri cho nguoi bénh
UTVMH Gb III, IVb (N2,3 M0) c6 typ m6 bénh hoc 1a typ III nén
duogc ap dung rong rii trong cac co sé diéu tri tai Viét Nam nham giap
nang cao két qua diéu tri, kéo dai thoi gian séng thém, giam ty 18 tai
phat, di can, dong thoi giam nhe doc tinh trong qué trinh diéu tri.
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CHAPTER 3. RESULTS
3.1 Characteristics of research subjects
Age and sex
Table 3.1. Age and sex characteristics (n = 97)
Features Number of patient (n) Rate (%)
Male 72 74,2
Gender
Female 25 25,8
Mean + SD 40.9+13.8
Age ,
Min — Max 13-65
Stage of TNM classification according to UICC 2010
Table 3.2. Sort by TNM
Sort by TNM Number of patient (n) Rate (%)
T1 13 13.4
T2 60 61.9
Sortby T T3 8 8.2
T4 16 16.5
All 97 100.0
N1 0 0.0
SortbyN 29 29.9
N3 68 70.1
All 97 100.0
11 27 27.8
Sta Iva 6 6.2
& Ivb 64 66.0
All 97 100.0

3.2. Treatment results

Rate of completion of treatment regimen.
Table 3.3. Complete rate of radiation therapy weeks

Number of week Number of patient Rate %
0 7 7.2
1 2 2.1
2 3 3.1
4 12 12.4
5 2 2.1
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v

Increase radiation dose 70 Gy at tumor and
metastasized lymph nodes (n = 85)

v

Radiation
monotherapy 70
Gy at the tumor
and metastasized

lymph nodes (n =
12)

- Re-evaluation after finish 3 months of radiation (n = 85)
- Proportion of reoccurrence and metastases (n = 85)
- Assessment the complications after 6 (n= 85), 12 months (n= 83)

|

- Calculating the total additional longevity (n=97)
- Calculating the additional longevity without disease(n= 97)
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INTRODUCTION

Undifferentiated nasopharyngeal carcinoma (NPC) responds
well to both chemotherapy (CT) and radiotherapy (RT). In
Vietnam, this type accounts for 90% of all NPC cases. Therefore,
concurrent chemo-radiotherapy (CCRT) for locally advanced
NPC 1is considered as standard treatment. However, besides
improving the results of treatment, CCRT also causes more acute
toxicity, which may account for 15 - 25%. The degree of toxicity
varies with the combination of CCRT with intermittent or
consecutive chemotherapy, single or multiple chemotherapy, low
or high doses. Vietnam is a developing country, due to physical
limitations as well as difficulties in the monitoring, care and
management of therapeutic toxicities, finding a chemo-
radiotherapy regimen which is both effective in controlling the
disease and being able to control the safety of the toxicity is very
necessary. Recently, according to the FNCA clinical trial reports,
patients with stage I[IIB-IVB NPC were treated on a pre-adjuvant

 chemotherapy regimen with cisplatin (80mg/ m? of skin) and 5FU

(1000mg / m? of skin), followed by weekly chemoradiation with
low doses of cisplatin (30 mg / m? of skin). Phase II trials have
been shown to be highly effective in local and on-site control
rates, high rates of response to treatment and a reduction in
toxicity of chemotherapy and radiation. Based on the results of
these studies, we have applied the FNCA regimen for the first
time at Central K Hospital since 2011 and conducted the study
"Study of CCRT regimen with neoadjuvant chemotherapy
for NPC N2,3M0 at K Hospital" with the goal:

1. Evaluation of neoadjuvant CT followed by CCRT regimen for
nasopharyngeal carcinoma in stage N2, 3 M0

2. Assessment of some toxicities of CCRT for this regimen.

New contributions of the thesis.

This is a new regimen in the treatment of NPC in Vietnam.
The results show that this is a good and safe treatment method:
100% of patients complete 3 neoadjuvant CT cycles, as well as
receive 70 Gy of radiation in tumors and metastatic lymph nodes.
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87.3% completed at least 4 weeks of CCRT. The overall response
rate was 84.6%. The overall survival rate for three years and five
year was 84.6% and 76.3% respectively . Survival rate without
disease for 3 years reached 82.4%, the rate of survival without
disease 5 years reached 68.5%. The recurrence rate was 12.4%
and the metastatic rate was 16.5%. Acute and chronic toxicity
levels IIT and 1V are low. Neoadjuvant CT period: decreased Hgb
level III was 2.1%, grade III aleukemia was 1.0%, grade III and
IV neutropenia was 8.2% and 2.1%, grade IV thrombocytopenia
was 1.0%, grade III and IV nausea was 6.2% and 4.1%, grade III
and IV vomit was 9.3% and 2.1%, grade III hair loss was 2.1% ,
grade III diarrhea was 7.2%. CRRT period: grade III aleukemia
was 1.1%, grade III neutropenia was 2.2%, grade III and IV
thrombocytopenia was 1.1% and 1.1%, grade III stomatitis was
2.2% , grade III hair loss was 46.7%, grade III mucositis was
3.3%, and grade III salivary glanditis was 3.3%. After 12 months,
the rate of salivary gland dysfunction was 16.8%. There are no
deaths associated with treatment.
The composition of the thesis.

The dissertation consists of 126 pages, 33 tables, 16 graphs;
126 references including 115 foreign documents. 2-page
questionnaire, 37-page review, research object and methodology
of 19 pages, study results of 28 pages, discussion of 38 pages, 2-
page summary.

CHAPTER 1. BACKGROUND
1.1. Epidemiology
Geographic distribution.

According to Parkin et al, NPC can be found in many
countries. Based on the prevalence of NPC, the high, medium and
low incidence rates areas are divided. Highly prevalent areas are
southern China, Hong Kong. Guangdong has the highest incidence
in the world with 20-50 per 100,000 in men. According to data from
the International Center for Cancer Research, there are around
80,000 new NPCs and 50,000 deaths each year in the world, and
China accounts for 40%. Middle-range regions include Southeast
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Acute Toxicity Assessment: Acute toxicity will be assessed
weekly during treatment and evaluated according to the CTCAE
standard of the National Cancer Institute.

Evaluation of Late Toxicity: Late Toxicity was assessed
according to the RTOG / EORTC Late-Stage Radiation Grading
System

Response Assessment: Response to RECIST 1.1 (2010)
2.2.5. Follow up

The first follow-up visit was one month after the end of
treatment. Then visit every 3 months for the first 2 years; every 6
months in year 3-5.

Analyze the extra time: The overall survival (OS) is
calculated from the time of initiation of treatment to the time of
the last follow-up visit or until the patient was dead.

DFS (Disease Free Survival) is calculated from the time
when the disease completely responds to the time of recurrence
and metastasis.

2.2.6. Statistics, data processing

Data processing using SPSS 20.0 and STATA 10.0 data
processing software.

2.3. Ethical standards in research

Research adheres to ethical principles and ensure the
confidentiality of patient information as prescribed.
2.4. Summerized study design

STUDY SCHEDULE

Patients fulfiled criteria (n = 97) |

v

-Prior chemotherapy CF 3 cycles (n = 97)

Tolerance (n =90) |« - Toxicity assessment after each cycle
- Response assessment after 3 cycles —l
- Chemotherapy concomitantly each week (n =90) Toxicity level 3,
- Toxicity assessment after each chemo-radiation week 4, PS3 un-
recovery after 2
i ‘ weeks of
Complete more than 4 Complete under 4 SUPPI‘?HK?H?t ;
chemo-radiation weeks (n chemo-radiation treatment (n=7)

=85) weeks (n=5) v
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Image analysation; CTsim; Ultrasound of the lymph nodes,
abdominal ultrasonography; Chest x ray; Bone morphology; PET
/ CT.

2.2.3.3. Diagnose

Definitive diagnosis: clinical, labs test, histopathology, or
lymphadenectomy. Diagnostic classification of TNM, according
to UICC / AJCC - 2010.
2.2.3.4. Treatment

Neoadjuvant.
Table 2.1. Neoadjuvant chemotherapy
Drug Dosage Route Time
Cisplatin 80mg / m* of skin / day Intravenous Day 1
SFU 1000mg/m? of s kin/day Intravenous | Day 1 to Day 4

Chemotherapy: cisplatin 30 mg / m?> of skin per week,
starting from week 1 to week 6 of radiotherapy

Radiotherapy: External Radiation by Primus Siemens linear
accelerator with 6 different Electron energies (5, 6, 8, 10, 12, 14MeV)
two Photon energy levels 6, 15 MV. The PROWESS-3D dosimetry
system accurately calculates the distribution of dose in 3-D space for
the best volume of treatment, examines and gives many parameters to
help physicians choose the right dose. Incorporation of optimal dosage
into tumor minimizes lesions into healthy organs. Immediately after
cisplatin infusion 2-2.5h
2.2.4. Evaluation criteria
2.2.4.1. Main evaluation criteria.

- Response to treatment: Rate of completion of treatment
regimen; Discontinuation of treatment; Reason for interruption;
Responsive to the whole condition; Responsive signs and
symptoms; survival rate; survival without disease rate; Rate of
recurrence and metastasis.

- Rate of acute and late toxicity: Hematological toxicity; non-
hematological toxicity; chronic complications.
2.2.4.2. Additional assessment criteria

Characteristics of the study: Some factors affect the extra life.
2.2.4.3. How to evaluate
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Asia, Vietnam, Eskimos in the Arctic, North Africa and the Middle
East.

Age distribution and gender: NPC is more common in men
than in women. According to Parkin et al the ratio is 2-3: 1. This
rate is not different from epidemiological area or non-
epidemiological. However, there is a clear difference in the age
distribution of NPC in epidemiological and other geographical
areas.

Distribution by race: NPC seen most frequently in people with
yellow skin, followed by people with dark skin, and finally the white
population.

Family Factor: NPC is a family type cancer.

1.2. Clinical and investigation

1.2.1. Clinical: headache; lymph nodes; nasal symptoms; ear
symptoms; neurological symptoms; eye symptoms; near-
cancerous syndrome; Neurological syndromes: Jacod's syndrome;
Villaret syndrome; Trotter syndrome; Other symptoms.

1.2.2. Investigation

Soft endoscopy; Laparoscopy with rigid canopies

Image Diagnosis: conventional Xray; Neck ultrasound; CT
scan; MRI scan; SPECT shooting; PET / CT; Hematology: IgA /
VCA; IgA / EA; IgA / EBNA; Histopathological diagnosis
1.3. Definitive diagnosis: Clinical symptoms; tumor images on
CT, MR, PET / CT; Histopathology results in tumors and lymph
nodes.

1.4. Stage diagnosis: Classification of TNM by UICC / AJCC -
2010

1.5. Treatment: CT, RT; CCRT; target treatment

1.6. Prognostic factors: primary tumor stage; nodal stage; year
old; gender; Elevated histological factors.

1.7. Studies on CCRT with NPC

Overseas studies.

There are many Phase III trials in countries inside and
outside the epidemiological setting, such as Al-Amro A et al
(2005, Saudi Arabia), evaluating the efficacy of cisplatin and
epirubicin followed by cisplatin chemotherapy CRRT in patients
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with advanced NPC. Mostafa E et al (2006), Induction
chemotherapy with paclitaxel and cisplatin, followed by
concomitant cisplatin and radiotherapy for the treatment of locally
advanced nasopharyngeal carcinoma. Ponzanelli A et al (2008)
Induction chemotherapy followed by alternating chemo-
radiotherapy in non-endemic undifferentiated carcinoma of the
nasopharynx: optimal compliance and promising 4-year results.
Lee CC et al (2009). Concurrent chemoradiotherapy with
adjuvant chemotherapy for high-risk nasopharyngeal carcinoma.
Kong L et al (2010, Shanghai-China) using adjuvant
chemotherapy regimen followed by CCRT for NPC. Lee AW et
al (2010), conducted randomized CCRT with radiotherapy alone
for regional NPC. Komatsu M et al (2012) Comparison of
concurrent chemoradiotherapy versus induction chemotherapy
followed by radiation in patients with nasopharyngeal carcinoma.
Kong L et al (2013, Shanghai, China) tested the efficacy of
preoperative chemotherapy with taxanes, cisplatin, and 5-
fluorouracil (5-FU) followed by CCRT in two phase II clinical
trials for NPC Stage III and IVA / IVB. Zhong YH et al (2013,
Wuhan, China) evaluated the feasibility and effectiveness of pre-
adjuvant chemotherapy with docetaxel and cisplatin followed by
IMRT plus cisplatin In patients with stage III infection to [VB.

In general, over the past two decades, many researches have
shown that CCRT for locally advanced NPC are better than
radiotherapy alone.

Domestic studies.

Bui Vinh Quang (2012) applied the regimen of NCCN
combined with 3D radiotherapy for the results: totally response
89.3%, lived for 3 years 85.1%, Grade III IV aleukopenia: 5.1%,
57.1% of patients complete full treatment. Dang Huy Quoc Thinh
(2012) applied the FNCA regimen, result: 72% complete
response, lived for 3 years 80.6%, lived for 5 years 64%.
However, the rate of treatment failure due to distant metastases
was still high at 23.1%. Ngo Thanh Tung et al (2016) evaluated
the outcome of NPC III treatment according to FNCA for patients
with NPC stage III, IVb at the hospital of K. Ngo Thanh Tung,
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Tran Hung, et al (2016). 3-year survival assessment for NPC
patients with stage III, IVb (N2-3, MO0) treatment of induction
chemotherapy followed by CCRT at hospital K from 2011 to
2014.

CHAPTER 2. SUBJECTS AND METHODS
2.1. Research subjects

NPC stage III-IVb (N2,3MO0) patient, whose histopathology
is non-endemic undifferentiated carcinoma, at Radiology I and
Internal 1 Medicine I Department at Central Hospital K from
September 2011 to November 2015, treated with neoadjuvant CT,
followed by CCRT with low dose cisplatin every week
2.2. Research Methods

Study design: Longitudinal follow-up clinical intervention.
2.2.2. Sample size

Sample size is calculated according to the following formula:
Abbreviation:

n: number of patients needed to make sure the research data is

reliable

g: the relative deviation between sample and population

parameters, € = 0.15.
a. statistical significance level = 0.05. Z (1-a/ 2) = 1.96
p: the 3-year survival rate of the previous research with a
similar treatment regimen (p = 0.66).
Through calculation we determined the expected sample size
of at least 88 patients.
2.2.3. Describe the research process
2.2.3.1. The process of selecting patients.

NPC patients with undifferentiated epithelium, type III, IV
(N2,3M0) according to UICC and AJCC 2010 classification have
been treated at Radiology I and Internal Medicine I Department of
Central Hospital K from October. September 2011 to November
2015.
2.2.3.2. Clinical and labs

* Epidemiology: Age; Gender

* Clinical: Functional; Signs; Symptoms

* Labs test: hematology; Biochemical; Histopathology;



