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A. GIOI THIEU LUAN AN
PAT VAN PE

Hoa tri cho UTPKTBN giai doan IIIB, IV dén nay van 1a mot trong
nhiing phuong phap chinh. Phac d6 ph01 hO’p platmum dugc coi 1a phac do
chuén cho hiéu qué cao trong dleu tri vé ty 1€ dap ting cling nhu kéo daj thoi
gian song thém. Ngoai phac dd két hop et0p051de 1a phac db kinh dién thi
phéc dd platinum két hop véi nhimg thube moi nhu pachtaxel docetaxel,
gemcnabm vinorelbine, pemetrexed cling bat dau dugc ap dung tir nhitng
nam 2000, Ching t6i nghién ciru danh gia hiéu qua diéu tri phac do
cisplatin két hop paclltaxel hodc etoposide.

Muc tiéu nghlen ciru:
1. Panh gia két qua diéu tri hoa chat phac dd cisplatin két hop véi
paclitaxel hodc etoposide trén bénh nhén ung thu phéi khong té bao
nho glal doan IIIB, IV tai Bénh vién K g1a1 doan 2009 - 2013.
2. Daénh gia tac dung khong mong mudn ctia hai phac d trén.
TiNH CAP THIET CUA PE TAI

Mic du diéu tri dich dugc coi 1a phuong phap tlen b nhét trong diéu tri
UTPKTBN giai doan IIIB, IV hién nay. Tuy vy, s6 BN duoc lya chon diéu
tri bang phuong phap nay ch1 chiém mot ty 1& nho. Mot mat BN can co tinh
trang dot bién gen, kiéu mé bénh hoc phu hop, mat khac gia thanh cia
thude rt 16n khong phu hop véi dleu kién kinh t€ cta hau hét BN nudc ta.
Do 1a 1y do cho t6i nay hoa tri van 1a phuong phap diéu tri chinh cho cac
BN giai doan nay ¢ Viét nam.

.Ngoai phac dd hoa chét kinh dlen la etopos1de cisplatin duoc dua vao
dleu tri dau nhimg nim 2000 thi cubi nhimg nam 2000 mot loat cac phac dd
phdi hop platinum va cac thudc méi khac ciing dugc dua vao su dung &
Viét nam. Nhimg phac do nay da duoc chimg minh vé hiéu qua tuong
duong va tinh an toan trén thé giéi. Tai Viét nam ctng da nghién ctru dugc
mot s6 phac dd véi ¢ mau nho, thoi glan theo ddi ngin. Phac dd paclltaxel
- 01splat1n la mot trong 56 cac phic d6 méi c6 chu trinh mdi 3 tudn mot 1an
so voi cac phac d6 khac 1 tudn mot lan, rat thuén tién va glup gidm chi phi
di lai cho cic bénh nhén ¢ xa trung tdm diéu tri. Mic du vay, hidu qua dleu
tri va doc tinh cua phac dd nay trén quan thé bénh nhan Viét nam cho dén
nay van chua duoc tac gia nao trong nudc nghién clru va danh gia.

Y NGHiA THUC TIEN VA PONG GOP MOI

1.M5 ta dic diém nhom bénh nhan dugc hoa tri bang phac dd cisplatin
két hop paclltaxel hodc etoposide trong diéu trj UTPKTBN giai doan IIIB,
IV tai Bénh vién K

2.Déanh gia két qua dleu tri ciia 2 phac do: Ty 1¢ dap ung khdi u, thoi
gian séng thém khong tién trién bénh, thoi gian song thém toan bo.

3.Danh gia doc tinh, d§ an toan cua 2 phac d6: Doc tinh trén hé huyét
hoc, ngoai hé huyét hoc.

4.Phan tich dugc mot s6 yéu 6 lién quan dén hiéu qua diéu tri, _gitp dua
ra lua chon diéu tri tot hon trén nhiing dudi nhém bénh nhan cu thé.



CAU TRUC CUA LUAN AN

Luén an dai 132 trang bao gdém 6 phan: Pt van d& 2 trang; Tdng quan
39 trang; Ddi twgng va phuong phap nghién ctru 17 trang, Két qua nghién
ctru 38 trang; Ban ludn 33 trang; Két luan 2 trang va Kién nghi 1 trang.
Luén an c6 47 bang; 17 bleu d6. Luan 4n st dung 197 tai li¢u tham khao,
trong d6 c6 28 tai liéu Tiéng Viét 169 tai liéu Tiéng Anh.

B. NOI DUNG LUAN AN
CHUONG 1: TONG QUAN
1.1. Tinh hinh mic bénh va tir vong ciia ung thu phoi
1.1.1. Thé gigi

UTP 14 ung thu phd bién va 1 nguyén nhan gy tir vong hang dau trong sb
cac bénh ung thu trén thé giéi. Theo Globocan, nam 2012, udc doan so ca mdi
mic toan thé gidi 14 1,8 triéu ca chlem 12,9% tong s6 mac do ung thu va 1,59
triéu ca tr vong chiém 19,4% tong s ca tir vong do ung thur. Khoang 18%
bénh nhén chan doan ung thu ph01 song qua 5 nam. Ty 1¢ m6i mdc chuén theo
tubi cao nhit & Trung va Dong Au 53,5/100.000 va Dong A 13 50,4/100.000.
1.1.2. Viét Nam

Nam 2012, theo Globocan UTP la bénh ding déu trong ca hai gidi.
Tong so BN mic méi 125.000 ca va tir vong 97.000 ca. UTP miéc hang thir
nhét dbi vOi nam gioi, ty 1¢ méi mic chuédn theo tudi 1a 41,1/100.000 va xép
thir hai d6i voi nit gidi sau ung thu v, ty 1€ mac chuan theo tudi 1a
12,2/100.000. Tudi thuong gip 40 - 79, nhém tudi mic cao nhit 50 — 69
chiém ty 1¢ hon 50%.

1.2. Chén do4n ung thw phéi
1.2.1. Lam sang

Co nang Ho, ho mau, kho thé, dau nguec.

Thue thé: Hoi chimg, triéu chimg do bénh tién trién tai ché: Khan tleng,
hoi chu’ng tinh mach chu trén, hdi ching Pancoast, Horner, tran dich mang
phdi, tran dich mang tim: Héi chitng, triéu chitng do di can xa: Pau do di can
xuong, gan to do di can gan, hoi chimg ndo, mang ndo do khéi u di can.

Triéu chirng toan than: mét can, sdt kéo dai, mét moi.

Hgi chirng cdn u
1.2.2. Cac phwong phap cin lim sang
1.2.2.1. Chén dodn hinh anh . )

Chup X - quang 16ng ngyc thing — nghiéng; Chup cit 16p vi tinh; Chup
cong huong tir hat nhan; Chup PET/CT (Positron Emission Tomography/
CT); Xa hinh bang may SPECT Siéu am tong quat
1.2.2.2. Cac phu’ang phap tham do xdam nhgp lay bénh pham

Noi soi phe quan ong mém; Noi soi phé quan do bang CT da dau do;
Phau thuét ndi soi chan doan; Noi soi trung that; Sinh thiét xuyén thanh
nguc dudi huéng dan cia CLVT.
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1.2.2.3. Xét nghiém té bao hocva MBH

Phan logi MBH: Theo phan loai cua To chucY te thé gioi (WHO) nam 2004.

- Ung thu bleu mé vay; Ung thu biéu mo tuyén; Ung thu biéu mo té bao
16n; Ung thu b1eu moé tuyén vay; Khéc: ung thu biéu mé dang saccém; u
carcinoid; u tuyén nudc bot.

Xép dp mé hoc: Gx: Khong danh gia dwoc d6 mé hoc, G1: Biét hod cao,
G2: Biét hoa trung binh, G3: Biét hod kém, G4: Khong biét hoa
1.2.2.4. Sinh hoc phén tie: Dot bién gen EGFR (Eplthehal grow factor receptor),
dot bién gen ALK (Anaplastic lymphoma klnase) va mdt soO loai khac.
1.2.2.5. Cdc chit chi diém sinh hoc va xét nghigm khdc: CEA (Carcino
Embryonic Antigen); SCC (Squamous Cell Carcinoma); Cyfra 21 - 1
(Fragmens of Cytokeratln 19).

1.2.3. Chin dodn xdc dinh ung thw phéi: Dya vao 1am sang ¢6 tinh chét
go1 Yy, chup CLVT, MRI ¢6 gia tri dinh huong chan doén xac dinh va chan
doan giai doan bénh. M6 bénh hoc ¢6 y nghia chan doan quyét dinh.

1.2.4. Chén dodn giai dogn ung thw phoz He¢ thong phén loai giai doan
TNM (u, hach va di cén) lan thtr 7 xuat ban nam 2009, dugc Hi€p hoi
phong chdng ung thu quoc té (UICC) va Hiép hoi Phong chong ung thu
Hoa Ky (AJCC) chip thuan.

1.3. Héa chit ung thu ph01

1.3.1. Lich sw hoa chit trong diéu tri UTP gmt doan mugn

Lich st hoa tri cho bénh nhan UTPKTBN giai doan mudn dugc NC va ap
dung tir diu nhitng nam 1980. C6 hon 50 hoa chat duge NC. Tuy nhién, chi co
vai tac nhan cho két qua khang u trén 15% nhu: 01splat1n ifosphamide,
mytomycin C, vindesin, vinblastin va etoposide. Trong s6 d6 don chét platinum
cho STTB trung vi 6 - 8 thang,

Budc sang thap nién 90, nhiéu tac nhan chdng ung thu méi dugc phat hién
nhu taxans (docetaxel pachtaxel) vinorelbin, gem01tab1ne Phac d6 dieu tri
phdi hop platinum v6i mot trong s0 tac nhan méi la xu hudng chu dao cho thoi
ky nay giup kéo dai song thém toan bg vdi trung vi 8 - 10 thang. Khong chimg
minh duoc sy khac biét vé hiéu qua giita cac phac dd nay nhung hi¢u qua cao
hon phac db phéi hop platinum va etoposide ca dap tng khéi u, thoi gian séng
thém va cai thién chit luong song trong nhiéu NC. Carboplatin 1a dong phan
cisplatin dugc sir dung thay thé cho cisplatin v6i doc tinh it hon.

Vao nhitng nam 2000, pemetrexed két hop voi platin trén bénh nhan ung
thu biéu mo khong phai t€ bao vay cho két qua cao hon hin phac d6 van s
dung trude d6 voi trung vi song thém toan bo [én toi 11 thang

Tiép sau va cho dén hién tai, diéu tri ung thu ph01 KTBN g1a1 doan mudn lién
tuc nhan dugc nhimg thanh tyu méi béi cac thude dicu tri dich, ae ché mién dich
diém kiém soat cho két qua diéu trj cao hon Ve STTB ciing nhu han ché bét cac
tac dung phu, gitip cai thién chét luong sdng tot hon cho bénh nhan so véi hoa tri.
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1.3.2. Mot s6 nghién ciru vé héa chit trong diéu tri ung thw ph(fi giai
dogn IIIB, IV tai Viét Nam

Vi Van Vii (2006) nghién ctru trén 124 ca hoa tri tai Bénh vién Ung
budu TPHCM tir 2001 - 2006, 96,3% BN dugc dung hoa tri phdi hop buéce
mot. Cac phac d6 phdi hop chu yéu cisplatin/ etoposide va carboplatin/
etop081de 1a 67,7%. Ty 1¢ dap ung toan b 32,2%. C6 60 - 80% bénh nhan
giam dugc cac triéu chimg ho, kho thg, dau ngue, kho chiu nho diéu tri hoa
chat. Trung vi séng thém toan bo 9,87 thang, song thém 1 ndm 25%.

Bui Quang Huy (2008) nghlen ctru phac do Gemcnabm/Clsplatln trén 45
bénh nhan UTPKTBN g1a1 doan IIIB, IV diéu tri tai Bénh vién K giai doan
2001 - 2006, ty 1& dap tng toan bd 39,9%. Thoi gian séng thém trung binh
8,9 thang. Séng thém trung binh 2 nam 4,4%.

Lé Thu Ha (2009) nghién ctru 45 bénh nhan UTPKTBN giai doan IIIB,
IV diéu tri phac d6 paclitaxel - carboplatin tai Bénh vién Ung budu Ha noi
giai doan 2006 - 2009. Ty 1€ dap ung la 31,1%, khong c6 dap Gng toan bo.
Thoi gian séng trung binh 10,65 thang. Séng thém toan b 2 nam 6,9%.

CHUONG 2: POI TUO'N G VA PHUONG PHAP NGHIEN CUU
2.1. Bbi twgng nghién ciru

168 BN chén doéan xac dinh UTPKTBN giai doan IIIB, IV hoa tri tai Bénh
vién K bang phac d paclitaxel - cisplatin (nhom PC) hodc phac do etoposide -
cisplatin (nhom EP) tir thang 1 nam 2009 dén thang 6 nam 2013.

2.1.1. Tiéu chuan lwa chon bénh nhdén

BN duoc chan dodn xac dmh UTPKTBN giai doan I1IB, IV chua diéu tri hoa
tri trudc do; Tudi > 18 tudi; Khong méic bénh phdi hop: nhidm tring dang hoat
dong, DTD Glucose mau > 200 mg/dl, ting HA khong kiém soat, DTN khong
on dinh, suy tim r huyét, tién sirt NMCT, suy gan, suy than ning, viém gan virus
B hoat dong, ung thu thir hai; BN giai doan IIIB khong c6 chi dinh hoa xa tri triét
can; Thé trang ECOG0,1; Khong di can ndo; XN huyet hoc, chirc nang gan than
trong gi6i han binh thuong, C6 thong tin luu trir day di.

2.1.2. Tiéu chudn logi triv

BN khéng du tiéu chuén chon lwa; BN bo do diéu tri khong vi 1y do

chuyén mon.

2.2. Phwong phap nghlen ciru

2.2.1. Thiét ké nghién ciru: St dung mo hinh nghién ctru hoi ctru va tién
ctru, can thiép mo ta c6 dbi chimg, theo ddi doc.

Thu thap bénh nhan tir thang 1/2009 dén thang 06/2013.

2.2.2. Phwong ti¢n nghién ciru

Cic thudce dung trong nghién ciru

Paclitaxel: Ham lu’orng Lo100 mg, 150 mg, 30 mg, 300 mg; Day truyén
¢6 gan mang vi loc voi duong kinh 16 loc < 0,22pum.

Cisplatin: Ham lugng: Lo 50 mg, 10 mg

Etoposid: Ham lugng: Lo 100 mg, 50 mg
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PC Response Rate is significantly higher than the EP Group: The objective
response rate of the PC group was 31%, (2.4% + 28.6%) of the EP group was
19.1% (1.2% + 17,9%), the difference was statistically significant with p <0.01.

Progression free survival: The median lifetime of non-progressive PC
group was 5.95 months, the EP group was 4.1 months, p = 0.002.

Overall survival: The median total survival of the PC group was 13.55
+ 87.58 months, the overall survival of the EP group was 9.8 + 4.24
months. The overall survival of the PC group and EP was 10.3 months and
8.7 months, p <0.0001.

2. Unwanted effects of two regimens

Hematological toxicity: The neutropenia and neutrophils of the PC
group were significantly higher than that of the EP group, with p <0.05.
However, for anemic anemia and TC reduction, there was no difference
between the two groups.

Toxicity of hepatic function and renal impairment: Primary grade I was
found in both groups and there was no statistically significant difference.

PC toxicity: vomiting, nausea, neuropathy, myopathy, was significantly
higher in the EP group, p <0.05. This result is consistent with other foreign
studies. With other toxicities such as hair loss, fatigue recorded on both
groups the same, 100% of patients with hair loss. None of the two groups
had cardiac toxicity.

REQUEST

Based on the results of our study, the paclitaxel-cisplatin regimen was
assigned to pediatric patients in phase I1IB and IV with the following criteria:

- Good condition PS 0, 1.

- There is no mutation in EGFR, ALK, PD - L1 <50% and patients with
mutations in these genes but not economically able to use targeted drugs.

Patients with non-squamous cell carcinoma but not able to pay for the
combination chemotherapy regimen bevacizumab is also recommended.

- Patients with stage IIIB do not have radiotherapy.

- Patients with distant, unfavorable access to the weekly hospital can
use this regimen.



48

Anemia and thrombocytopenia are not affected as much as leukopenia.
Bonomi's anemia was highest in the EP group at 28% and in two high-dose
PCR regimens, 19% and 21% respectively. Our study showed anemia scores
of 0, I, II, IIT and IV in the PC group were 6.0%, 23.8%, 46.4%; 16.7%; 7.1%
and in the EP group was 4.8%; 27.4%; 41.7%; 17.9%; 8.3%. The difference
was not statistically significant between the two groups with p =0.958> 0.05.
Lower levels of IIT and IV are less common. The rates in the two groups were
4.8%; 2.4% and 6.0%; 1,3. Mainly encountered reduction of TC degree I and
II. There were no statistically significant differences between the two groups
with p = 0.900> 0.05. The rate of thrombocytopenia according to foreign
studies of EP regimen was 15 to 44.9%, and the PC was about 0.5 to 4%.
Toxic on liver and kidney

Elevated levels of liver enzymes were mainly I and II, accounting for
10.7% in the PC group and EP; 4.8% and 13.1%; 3.6%. There were no elevated
liver enzymes levels III, IV in both groups. There were no statistically
significant differences between the two groups, p = 0.839> 0.05. Primary grade
I kidney failure was observed in both groups. The PC group was 10.7% (9/84),
the EP group was 8.3% (7/84). There was no statistically significant difference
between the two groups with p> 0.05. According to foreign studies,
hepatotoxicity is rarely observed. Renal dysfunction is seen in platinum-
containing regimens at a low rate of 3% -10% Grade II-IV. In our study, grade
I hepatitis was mainly diagnosed.

Non-hematologic toxicity

The most common non-haematological toxicities were nausea, vomiting
II and IV in the PC group were higher than in the EP group, 25% vs.
13.1%, p = 0.049 <0.05. Hair loss occurred in all patients in both groups.
Muscular disease was more common in the PC group than the rate of 8.3%
versus 0%, p = 0.007 <0.05. No cardiovascular complications were reported
on either group. Neurological toxicity was also higher in the PC group,
38.1% versus 16.7%, p <0.05. Other toxicities such as fatigue were
observed in almost all groups, with no statistically significant difference.
These toxicities were also reported in other studies. The nausea and
vomiting toxicity associated with cisplatin in the regimen. Symptoms such
as muscle pain, neuropathy are common with paclitaxel.

CONCLUSION

168 patients with non-small cell lung cancer, IIIB and IV, were divided
into two groups. The PC group of 84 patients treated with paclitaxel-
cisplatin and the EP group of 84 patients treated with etoposide - cisplatin
we draw the following conclusions:
1. Treatment efficacy of two regimens:

Response rate: Complete, partial response rate, progressive disease,
progressive disease of the PC group was 2.4%, 28.6%, 54.8%, 14.3% and
the EP group was 1., 2%, 17.9%, 44.0%, 36.9%.

2.2.3. Pdnh gid két qua diéu tri

Danh gia dap tmg chu quan: Bg ciu hoi EORTC QOL C30 va EORTC
QOL - LC 13 cho bénh nhan ung thu ph01 ‘Danh gia dap Gng khach quan:
Tiéu chuan danh gia RECIST; Thoi gian song thém khong tién trién bénh
(STKTT); Thoi gian séng thém toan bo (STTB).
2.2.3.8. Danh gia dpc tinh phac do

Tiéu chuén danh gi4 doc tinh ciia Vién Ung thu quc gia Hoa Ky, phién ban
4.0, xuat ban nam 2009.
2.3. Phan tich va xir Iy s6 li¢u

Céc sb li¢u nghién ctu du’orc ma hda phan tich va xtr ly trén may tinh
bang phan mém SPSS 16.0. Két qua kiém dinh dugc coi 1a c6 ¥ nghia thong
ké voi gia tri p < 0,05.
2.4. Vin de dao dirc trong nghién ciru

Phac do diéu tri di dugc thong qua Hoi dong Khoa hoc ciia Bénh vién
K, Hoi ddng Khoa hoc cua Truong Dai hoc Y Ha noi.

CHUONG 3: KET QUA NGHIEN CUU
3.1. Pac dlem bénh nhin 2 nhém nghién ciru
311 Ti uoi

Tu01 trung binh nhom PC 1a 53,71 + 8,12; trung vi la 55 tudi, tudi thap
nhét 1a 30 va cao nhat la 68 tu01 Tudi trung bmh nhom EP la 53,87 + 8,01;
trung vi la 54 tudi, tudi thap nhét 1a 31 tuoi, cao nhét 13 69 tudi.

Lira tudi gap nhiéu nhat 51 - 60 tudi véi ty 1¢ 48,8% va 44,1% lan luot
cho 2 nhom PC va EP.

3.1.2. Gigi ) ) )

Nam gidi chiém ty 1€ cht yéu trong ca 2 nhom. Phan bo gidi tinh nhém
PC nhu sau: ty 1€ nam 70,2% (59/84 BN), nir 29,8% (25/84 BN), ty 1¢
nam/ntt 1a 2,36/1. Nhom EP: ty 1§ nam 78,6% (66/84 BN), nit 21,4%
(18/84), ty 1¢ nam/nit 1a 3,66/1.

3.1.3. Ti ién sir hit thuéc la, thuébc lao

S6 bénh nhan co tién sir hat thude 14, thude lao trong 2 nhém PC va EP la
59,5% (50/84 BN) va 61,9% (52/84 BN). Nam gidi hut thudc chiém chu yéu.
3.1.4. Tién stv mac cdc bé¢nh noi khoa

Ty 1& méc bénh 1y noi khoa kém theo trong nhom PC 1a 29,8% (25/84)
va nhom EP 1a 28,6% (24/84) Cac bénh thuong gdp nhu: viém loét da day,
viém gan virus B khong ¢ th€ hoat dong, cao huyét ap kiém soat dugc bang
thudc, di Ung thoi tiét...

3.1.5. Tién swr gia dinh

Co 6% (5/84 BN) nhom PC va 10,7% (9/84 BN) nhém EP ¢6 tién st gia
dinh ¢o ngu’orl mac bénh ung thu.
3.1.6. Thoi gian khoi phat bénh
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Thoi gian bénh khoi phat hay gap nhat khoang 1 - 2 thang chiém 29,8%
(25/84 BN) nhom PC va 27,4% (23/84 BN) nhom EP.
3.1.7. Tri¢u chirng khoi phat

Hay gip nhét 1a ho gdm ho khan, ho dom chiém 47,6% (40/84 BN)
trong nhom PC va 45,2% (38/84BN) trong nhom EP. Tiép theo la dau nguc
chiém 22,6% (19/84 BN) nhom PC va 26,2% (22/84 BN) nhom EP.
3.1.8. Triéu chirng, hji churng ldm sang

Céc trigu chung hay gap nhu ho khan, dom; kho th; dau nguc. Céc trigu
chting 1am sang khac it gap hon gém ho mau, dau do di can xuong chiém ty 1&
26,2%; 20,2% trong nhom PC va 20,2%; 16,7% trong nhom EP. Cac trigu
chimg toan than chiém ty 1& cao bao gdm mét moi, gy sut can, s6t voi cac ty 18
77,4%; 76,2%; 22,6% nhom PC va 79,8%; 73,8%; 21,4% & nhom EP.
3.1.9. Chi 50 toan trang va chi 6 khoi co thé

Chi s6 toan trang ECOG cua 2 nhoém chu yéu 1a PS1 chiém 72,6% O
nhém PC va 72,6% & nhom EP. S BN thiéu can (BMI <18,5) chiém ty 1€
32,1% (27/84 BN) trong nhém PC va 27,4% (23/84 BN) nhém EP.
3.1.10. Giai dogn

Ty 1€ BN giai doan IIIB, IV trong nhom PC la 36,9% va 63,1% va EP la
40,5% va 59,5%. Phan b ty 16 GD ciia 2 nhom ddng déu, khong c6 su khac
biét co y nghia thong ké voip > 0,05.
3.L11 Vitri ton thuwong phoi

Tén thuong ung thu hay gip phdi phai nhiéu hon phdi trai chiém ty 1¢
57,1% (48/84 BN) ¢ nhom PC va 52,4% (44/84 BN) 6 nhom EP.
3.1.12. Vitridi cin

Di can hach thugng don, xuong va phdi dbi bén 1a hay gip nhat. Ty 18
nay lan lugt cua nhom PC 1a 35,7%, 31,0%, 29,8% va nhom EP 1a 39,3%;
28,6%:; 27,4%. Mot sb vi tri di can khac it gdp hon nhu gan, tuyén thuong
than, mang phoi.
3.1.13. M6 bénh hoc

Ty 1€ UTBM tuyén, khong phai UTBM tuyén trong nhom PC 1a 61,9%;
38,1% va trong nhom EP 1a 57,1%; 42,9%.
3.2. Két qua dleu tri
3.2.1. Dac diém phwong phap diéu tri
3.2.1.1.5 chu ky diéu tri trung binh 2 nhom nghién ciru

Tong s6 chu ky hoa chat diéu tri trong nhom PC 1a 446 chu ky, trung
binh moi bénh nhan dleu tri 5,31 + 0,94. Nhom EP 1a 440 chu ky, trung
binh 13 5,24 + 0,94. S6 chu ky tdi thiéu 1a 3 chu ky, tdi da 1a 6 chu ky.
Khéng c6 bénh nhan nao kéo dai diéu tri trén 6 chu ky, p = 0,624 > 0,05.
3.2.1.2. Xa tri phéi hop
Nhdn xét: Nhom giai dogn I11B, 1a nhitng BN khong con chi dinh hoa XT triét
can, XT lidu diéu tri tridu chimg 20 - 30 Gy nham muc dich giam dau, chéng
chén ép.... Sb bénh nhan xa tri trude, xa tri sau hda chét va khong xa tri ctia hai
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Survival rate after 2 years of PC regimen in our study was 13.1%. This
result is consistent with other authors in the world from 10% to 15%
(Bellani: 17%, Kelly: 13%, Shiller: 15%). However, other studies in the
country showed lower results such as Nguyen Thi Thanh Huyen 4.2%; Le
Thu Ha 6.9%; Bui Quang Huy 6.4%.

Relate the extra life time to some variables

Using Cox's regression analysis, multivariate analysis compares the
survival of two groups with a number of variables. There was a difference
in survival curves between the two PC groups and EP with p <0.0001.
Elements of weight loss, stage response, and treatment response were
independent predictors of survival with p <0.05. Factors that did not affect
the difference of extra life span were age, sex, histopathology and overall,
stage I1IB radiation with p> 0.05.

Belani (2004) refers to factors such as overall well-being, weight loss
that affect life expectancy in both univariate and multivariate analyzes.
Other factors, such as age, sex, tumor size, and pathology, are not related to
length of stay. This is in line with our research.

Vu Van Vu found the following factors were associated with
statistically significant levels of p <0.05 such as: Good with step 1
chemotherapy, high PS and unrelated factors such as gender, clinical stage
(IlIB, 1V), histopathology, metastatic lesions. In our study period the factor
was statistically significant.

4.5. Toxicity

Hematologic toxicity

Leukopenia and neutropenia are common toxicities when using
combination chemotherapy with cisplatin. In this study, the leukopenia
toxicity levels III and IV in the PC group were higher in the EP group
64.3% (54/84 cas) compared with 42,9 0% (36/84 cas). The difference was
statistically significant with p <0.05

Neutropenia levels III and IV were higher in the PC group than in the
EP group, with 58.4% (49/84 patients) compared with 38,1% (32/84
patients). Neutropenia of grade III, IV with fever accounted for 11.9%
(10/84 patients) in the PC group, and 3.6% (3/84 patients) in the EP group.
The difference was statistically significant with p = 0.002.

This result is consistent with foreign studies. According to a study by
Bonomi P (2000), the eosinophilia rate in the high-dose combination group
(250 mg / m2) was 27% and 16% and 14% etoposide - cisplatin and
paclitaxel - low dose cisplatin (135 mg / m2). However, with neutropenic
neutropenia, no association was observed with respect to the dose of
paclitaxel due to the high incidence of neutropenia in the etoposide-
cisplatin group, cisplatin-high-dose paclitaxel and cisplatin Low doses of
paclitaxel are 55%, 65% and 74%. Neutropenia III / IV in Schiller's 2002
paclitaxel-cisplatin regimen was 75%.
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Bonomi (2000) compared the overall survival of two groups of patients
treated with paclitaxel - cisplatin and etoposide - cisplatin for a median total
survival time of complete paclitaxel - cisplatin regimen compared with the
regimen etoposide - cisplatin with 9.9 months versus 7.6 months, survival
rate after 1 year was 38.9% versus 31.8%, significant for p = 0.048 <0.05.

According to Schiller (2002), the study compared the efficacy of 4
paclitaxel-cisplatin regimens; gemcitabine - cisplatin; docetaxel - cisplatin;
carboplatin - paclitaxel with a total of 1155 patients resulted in an
additional survival in the paclitaxel - cisplatin group as follows: a median of
7.8 months, an overall survival of 1 year 31%, 2 years 10%. Comparisons
with other groups were not statistically significant.

Egbert (2003), in a Phase III clinical study, compared 3 paclitaxel-
cisplatin, gemcitabine-cisplatin and paclitaxel-gemcitabine regimens on 480
patients, showing that the median total survival of paclitaxel-cisplatin
regimen was 8, 1 month (95% CI 6.2 - 9.9 months), the whole 1 year
survival rate was 35.9% (95% CI 28.4 - 43.3). Compared with the other two
regimens there was no statistically significant difference in overall survival
with p = 0.668 and 0.108.

The whole additional life span is referenced in other foreign studies at
the rate of domestic and also in accordance with our study. Bonomi lived a
total of 7.6 to 10 months, such as Kosmidi for 10 months.

Table 4.1: Total survival time of some authors

Median

Authors n Protocol survival time 1 year
Bonomi Cisplatin/Etoposide 7,6 32%
(2000) 599 |Cisplatin/Paclitaxel (licu thap) 9,5 37%
Cisplatin/Paclitaxel (liu cao) 10 40%
. Paclitaxel/Carboplatin 9,1 37%
Belani (2005) 369 Etoposide/Cisplatin 7,7 32%
5 Carboplatin/Pacllitaxel
Kosmidi (2002) 224 Gemcitabin/Paclitaxel 10 41,7%
Scagllioti 612 Cisplatin/Gemcitabin 9,8 37%
(2002) Carboplatin/Paclitaxel 9,9 43%
284 |Carboplatin/Paclitaxel 8,3
Schiller 290 |Paclitaxel/ Cisplatin 7,9 34%
(ECOG 2002) 280 | Cisplatin/Gemcitabin 8,1 0
289 |Docetaxel/Cisplatin 74
. e . 53 14%
Fossella 1218 Cisplatin/Vinorelbin (2 nim)
(2003) Docetaxel/Platinum 24.5%
Scagllioti 1725 Cisplatin/Pemetrexete 10,3 )
(2008) Cisplatin/ Gemcitabin 10,3
Bui %‘Baélgj Huy 1 45 | Gemcitabin/Cisplatin 8,9 28,89%
Ngﬁﬁ;ggg O"l(")l;z;nh 65 | Docetaxel/Carboplatin 11 34,6%
Lé Thu Ha 45 | Paclitaxel/Carboplatin 10,65 34,7%
. Paclitaxel/Cisplatin 10,3 39,3%
This study (2017) 168 Etoposide/ Cisplatin 8,7 17,9%
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nhom 1an luot 1a: Nhém PC gdm 61,3% (19/31BN), 19,4% (6/31BN), 19,4%
(6/31 BN) va nhém EP gdm 58,8% (20/34BN), 20,6% (7/34 BN), 20,6% (7/34
BN). Su khéc biét khong c¢6 ¥ nghia thong ké véi p > 0,05; Nhém giai doan IV,
sy phan bd XT triéu chimg ctia 2 nhém nhu sau. Nhém PC ¢6 26,4% (14/53
BN) xa tri va 73,6% (39/53 BN) khong XT triéu chung. Nhém EP c6 24%
(12/50 BN) XT tri¢u chimg va 76,0% (38/50 BN) khong XT tri¢u ching.
Khéng c6 sy khac biét c6 y nghia thong ké giita 2 nhom véi p = 0,778.
3.2.1.3. Piéu tri thuc trc ché hiyy xwong

Nhin xét: 100% bénh nhan GD IV ¢6 di cin xuong & 2 nhém NC déu duge
str dung thudc e ché huy xuong theo phac do.
3.2.2. Pdp iing diéu tri
* Dap wrng chu quan
Bdng 3.1. Dap vrng chii quan 2 nhom NC

Nhém PC Nhém EP

R ) e A
* g n % n %
Ho 46/67BN 68,7% 34/66 51,5%

Khé thé 29/44 65,9% 21/47 44,7% < 0,05

Pau nguc 34/46 73,9% 23/40 57,5%
Nhdn xét:

- Hoa trj phac dd PC va EP déu cho két qua vé dap tmg chu quan, cai
thién hau hét cac triéu chirng nhu ho, khoé tho, dau nguc. Ty 1€ cai thién cac
triéu chimg nhom PC la: ho 68,7% (46/67 BN); kho thd 65,9% (29/44 BN);
dau nguc 73,9% (34/46) va nhom EP 1a: ho 51,5% (34/66 BN); kho tho
44,7% (21/47 BN); dau nguc 57,5% (23/40 BN).

- Ty 1& dap tmg chi quan nhom PC cao hon nhém EP ¢6 ¥ nghia théng
ké véi p <0,05.

* Dap irng khdach quan

Bdng 3.2. Ty l¢ dap vrng khdch quan 2 nhém NC
T Nhém PC Nhém EP P
ptmg (n=84) (n = 84)
o 2 1
Hoan toan 2.4% 12%
2 : <0,05
Mt phin 24 15
otp 28.6% 17.9%
- . 46 37
Bénh gi¥ nguyén 54.8% 44,0% <0,05
Bénh tién trién 12 31
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| | 143% | 369% | |
Nhén xét: Ty 1€ dap Ging toan bd (Pap ung hoan toan + Pap tng mdt phan)
trong nhom PC 1a 30,9% (26/84 BN) cao hon nhom EP 1a 19,1% (16/84
BN). Su khac biét ¢ y nghia thong ké véi p = 0,008 < 0,05. Ty 1¢ bénh giit
nguyén va tién trién (Khong dap tmg) trong nhom PC 1a 54,8% (46/84 BN);
14,3% (12/84 BN) va nhom EP 1a 44,0% (37/84 BN); 36,9% (31/84 BN).
3.2.2.1. Pdp ing diéu tri theo tuéi

Nhin xét:

-Nhém PC: Ty 1é BUTB nhoém < 61 tudi va > 61 tu01 la 31,34% va
29,41%. Khong ¢6 mdi lién quan giita dap tmg khdi u va yéu td tudi trong
nhom PC, véi p > 0,05.

-Nhom EP: Ty 1é DUTB nhom < 61 tu01 va=61 tudi 14 20,31% va 15%. Khong
¢6 mbi lién quan gitra dap {mg khdi u va yéu t6 tudi trong nhom EP, véi p > 0,03.
3.2.2.2. Pdp irng diéu tri theo giGi
Nhin xét:

- Nhéom PC: Ty 1¢ PUTB nhom Nam giéi va Nir g101 la 28,81% va
36,0%. Khong c6 moi lién quan giita dap ng khéi u va yéu td gidi trong
nhom PC, véi p > 0,05.

- Nhom EP: Ty 1€ DUTB nhém Nam g101 va N g101 la 16,67% va
27,78%. Khong co moi lién quan giita dp g khdi u va yéu 6 gidi trong
nhom EP, véip > 0,05.
3.2.2.3. Pdp ig diéu tri theo toan trang
Nhin xét:

- Nhém PC: Ty 16 PUTB & BN ¢6 PS 0 1a 58, 33% (14/24 BN) cao hon
han PS 1 14 20,0% (12/60). Su khéc biét c6 y nghia thong ké p < 0,05.

- Nhom EP: Ty 1¢ BUTB ¢ BN ¢6 PS 0 1a 45,45% (10/22 BN) cao hon
hdn PS 112 9,68% (6/62) Su khic biét c6 ¥ nghia théng ké p < 0,05.
3.2.2.4. Padp irng diéu tri theo giai doan
Nhin xét:

- Nhém PC: Ty 1€ dap tng toan b & BN glal doan I1IB 1a 64,5% cao
hon han giai doan IV 1a 11,32%. Su khac biét ¢6 y nghia thong ké p < 0,05.

- Nhom EP: Ty 1€ dap ung toan by & BN g1a1 doan IIIB la 35,29% cao
hon han giai doan IV 1a 8,0%. Su khéc bi¢t co y nghia thong ké p < 0,05.

- Ty 1é dap tng khdi u ciia nhém PC cao hon nhém EP c6 ¥ nghia
thong ké trong phan nhom g1a1 doan IIIB, v6i p= 0,012 < 0,05. Khong
c6 y nghia trong phan nhom giai doan IV.
3.2.2.5. Pdp irng diéu tri theo moé bénh hoc
Nhin xét:

- Nhom PC: Ty 1é¢ DPUTB ¢ BN ung thu BM tuyen la 32,69% va khong
phai BM tuyén 1a 28,13%. Su khac biét khong ¢6 ¥ nghia thong ké p > 0,05.
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some variables are associated with an increased survival time without
disease progression.

The wvariables associated with non-progressive survival were: p
<0.0001; tumor response <0.0001.

Other variables, such as age, general condition, gender, histopathology
were not associated with no further survival, p> 0.05.

In the Bonomi study (2000), the median survival time of non-
progressive etoposide group was 2.0 months.

4.4. Survival

PC group: Mean survival was 13.55 = 7,583 months. The shortest 5
months, the longest 48 months. Median total lifetime of 10.3 months (CI
95% 9,081 - 10,919). Four patients gave up. One-year, two-year, three-year
survival rates were 39.3% (33/84 patients), 13.1% (11/84 patients) and
3.6% (3/84 patients human).

EP: Life expectancy averaged 9.8 + 4,237 months. The shortest time is
4 months, the longest time is 27 months. Median total survival was 8.7
months (CI 95% 8,554 - 9,446). One patient gave up at 12 months. One-
year, two-year, three-year survival rates were 17.9% (15/84 patients), 4.8%
(4/84 patients) and 0% (0/84 patients) .

Using the Test Log rank compared the overall survival time of the two
groups, which showed that the overall survival time of the entire PC group
was significantly higher than that of the EP group, with the squared = 16,005
for p <0.0001. Difference is statistically significant, 95% confidence.

The overall survival of the PC regimen in our study was found to be
comparable to the results of in-country and off-shore studies with platinum
combinations (cisplatin, carboplatin) with other new drugs such as
gemcitabine, vinorelbine, docetaxel, pemetrexed, paclitaxel with a median
total survival time of § to 10.2 months.

Vu Van Vu (2006), in a study of 257 patients with NSCLC in the
advanced stage, compared the treatment outcomes between the two groups
of patients who did not take chemotherapy and the group of patients treated.
The chemical results in a total lifetime of 10.2 months. However, the
patients in this study used a wide variety of chemotherapy regimens with
the proportion of patients taking platinum (including cisplatin and
carboplatin) in combination with etoposide 67.7%; The remaining 26.6%
were patients who received combination platinum with paclitaxel or
gemcitabine. Patients treated with platinum-mediated chemotherapy had a
median overall survival of 10 months versus 6 months for non-
chemotherapy patients. Survival of 1 year for both groups was 14.4%; of
which chemotherapy was 25% and chemotherapy was only 4.5%. So we
can see that the benefits of chemotherapy for patients with non-small cell
lung cancer in the late stage are better than just taking care of any symptom
of any medication.
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These rates are consistent with local and national studies of histopathological
distribution in non-small cell lung cancer.
4.2. Results treatment response

Total treatment cycles in the PC group were 446 cycles. On average,
patients treated 5.31 + 0.94. Total treatment cycles in the EC group were 440
cycles. On average, each patient receives 5.24 + 0, 94. The minimum number
of cycles is 3 cycles, with a maximum of 6 cycles. None of the patients treated
for more than 6 cycles. There was no statistically significant difference in the
mean number of chemotherapy between 2 groups, p = 0.624> 0.05.

PC group subjective satistaction was higher than that of the EP group with a 68.7%
improvement in symptom scores; shortness of breath 65.9% chest pain 73.9%
compared to 51.5%; 44.7%; 57.5% were statistically significant with p <0.05.

The complete, partial response rates, retention and progression in the PC
group were: 2.4% (2/84 patients); 28.6% (24/84 patients); 54.8% (46/84 patients)
and 14.3% (12/84 patients). This rate in the EP group was 1.2% (1/84 patient);
17.9% (15/84 patients); 44.0% (37/84 patients) and 36.9% (31/84 patients). In
this study, the overall response rate (complete response + partial response) of the
PC group was 31% (2.4% + 28.6%), higher than the EP group of 19.1% (1.2% +
17.9%). This difference was statistically significant with p = 0.008 <0.05.

When analyzing a number of prognostic factors affecting response
rates, it was found that a number of factors, such as the overall condition,
affect the overall response rate of PC and EP regimens. Other factors such
as age, sex, histology, and MBH did not increase the tumor response rate.

The results of the study on higher overall response rates of the PC group
compared with the EP regimen were well matched with those of the foreign study.

In 2000, the phase III clinical trial of the European Cooperative Oncology
Group (ECOG) investigated over 599 patients with advanced stage lung cancer.
The survival of the three arms was based on PC chemotherapy with high and low
doses of paclitaxel compared with EP regimens. The results of this study showed
that the overall response rate of PCT was 27.7% and that of EP was 12.4%. The
overall response rate was significantly higher in the PC group with p <0.001.
Also in this study, the improvement in the quality of life of patients receiving
paclitaxel was significantly higher than that of the EP group with p =0.012.

4.3. Progression free survival

Average time to live without PC progression was 7.05 months. Minimum of 3
months, maximum of 40 months. The median survival was 5.95 +5.35.

Mean time to live without EP progression was 5.23 months. Minimum
of 3 months, maximum of 20 months. The median survival was 4.1 £+ 3.58.

Use the Log Rank check for y squared 9.64 respectively p = 0.002
<0.005. Thus, the lifetime of non-progressive PC group was longer than
that of the statistically significant EP group with 95% confidence interval.
When multivariate analysis was used to find correlations between the non-
progressive survival of both PC and EP regimens with age, overall, gender,
weight loss, segment, histopathology, and tumor response, suggesting that

9
- Nhoém EP: Ty 1¢ PUTB ¢ BN ung thu BM tuyén 1a 20,83% va khong
phai BM tuyén 16,67%. Su khéc biét khong c6 y nghia thong ké p > 0,05.
3.2.3. Song thém khéng tién trién
3.2.3.1. Thoi gian song thém khéng tién trién
Bing 3.3. Song thém khéng tién trién 2 nhém NC

Cic chi s6 Nhom PC Nhom EP p
(n=84) (n=84)
Trung binh (thang) 7,05 5,23
Trung vi 5,95 4,10 0.002
Do léch chuan 5,35 3,58 ’
Min 3,0 3,0
Max 40,0 20

Nhan xét:

-Nhém PC: Thoi gian trung binh séng thém khong tién trién 1a 7,05
thang. T4i thiéu 1a 3 thang, t6i da 1a 40 thang. Trung vi song thém khong
tién trién 12 5,95 + 5,35.

-Nhém EP: Thoi gian trung binh séng thém khong tién trién 1a 5,23
thang. T4i thiéu 1a 3 thang, t6i da 1a 20 thang. Trung vi song thém khong
tién trién la 4,1 £ 3,58.

-Str dung kiém dinh Log Rank cho Khi binh phuong 9,64 twong tmg p =
0,002 < 0,005. Nhu vay thoi gian STKTT nhém PC dai hon nhém EP ¢o6 ¥
nghia théng ké véi do tin cay 95%.

Séng thém khéng tién trién
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Biéu db 3.1. Biéu @6 STKTT 2 nhém NC
3.2.3.2.Thoi gian STKTT voi mot so yeu to lién quan
Bing 3.4. Bing phén tich da bién cdc yéu t6 lién quan STKTT 2 nhém NC

Bac Ty s6 | Khodng tin ciy

Hé so | Sai so | Khi binh twr p | nguy co| 950% ciia HR

B chuén | phwong

do (HR) | Thip | Cao

Nhém (PC-EP) | -,694 | 0,168 | 16,961 | 1 |0,000| 0,500 | 0,359 | 0,695
Tudi (<61,>61) | 0,092 | 0,191 | 0233 | 1 |0,629| 1,097 | 0,754 | 1,595
Toan trang (PS0-PS1)| 0,310 | 0,274 | 1,285 | 1 [0,257| 1,364 | 0,797 |2,333
Giéi (Nam -Ni) | -,077 | 0,187 | 0,170 | 1 |0,680| 0,926 | 0,642 | 1,335
Giai doan (IIIB -1V) | 1,304 | 0,305 | 18,279 | 1 |0,000| 3,682 | 2,026 | 6,693
MBH 0,099 | 0,121 | 0,667 | 1 [0414] 1,104 | 0871 |1,398

Miit cén 0,546 | 0412 | 1,384 | 1 [0430] 1,236 | 0,757 | 2,331
Dip ting 0,749 | 0,259 | 8353 | 1 |0,004] 2,115 | 1,273 |3,514

Nhdn xét:

Str dung phuong phap phan tich da bién tim mbi tuong quan gitra thoi
gian STKTT cua 2 nhém PC va EP véi cac bién tudi, toan trang, gidi tinh,
tinh trang mét can nang, giai doan, mo6 bénh hoc va dap ung khéi u.

Cac bién c6 lién quan dén thoi gian STKTT nhu: giai doan p < 0,0001;
dap g khdi u p = 0,004< 0,005.

Céc bién khac nhu tudi, toan trang, gidi, mo bénh hoc khong co lién
quan dén thoi gian STKTT véi p > 0,05.

3.2.4. Song thém toin by
3.2.4.1. Song thém toan bg 2 nhém nghién ciru

nhcm

L pachitaxel-cisplatin

etoposidz-cisalatin
pacltaxel-cisplatin-
cersor

. etoposidz-cisalatin-
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Roughness is the left nerve damage leading to left paraplegia. In our study, the
husky rate was 3.6 PCs and 2.4% EP. This rate is lower than other reports of 6.4 - 8.9%.

Pancoast - Tobias syndrome is not common, is the manifestation of
invasive invasive pulmonary occlusal lesions leading to shoulder and upper
chest pain, the rate found in the study was low ranging from 4.8% to 6.7%.
In our study, this rate was 2.4% in the PC group and 3.6% in the EP group.

The vaginal compression syndrome and some other syndromes are not
documented in this study.

Symptoms of metastatic disease far away

Pleural effusion is one of the distant metastatic symptoms common in
lung cancer. However, in this study, the rate was 4.8% in the PC group and
3.6% in the EP group. While some authors give a high rate of 30.4% -
46.5%. The explanation for this is that patients with pleural effusion are
often not indicated for treatment with cisplatin regimens because the
amount of fluid to be injected is very large, so patients with pleural effusion
often have difficulty breathing. will increase the fluid leak causing acute
respiratory failure. These patients will have other alternatives to cisplatin
such as carboplatin.

Bone metastases are also very common in lung cancer in the PC group
was 20.2% and in the EP group was 16.7%.

Systemic symptoms

Body manifestations are most common in patients with cancer in general and
in lung cancer in particular. Especially late stage patients. Systemic symptoms
may include fever, weight loss, fatigue, anorexia, anxiety. In our study, fatigue,
weight loss and fever were recorded at 77.4%; 76.2%; 22.6% in the PC group
and 79.8% in the PC group; 73.8%; 21.4% in EP group.

4.1.8. Metastases

Stage IV accounted for 61.3% of the total number of patients. Among
metastatic sites, metastasis, supraclavicular lymph nodes, bones and lungs are the
most common. This ratio of the PC group is 35.7%, 31.0%, 29.8% and the EP
group is 39.3%; 28.6%; 27.4%. Some of the other metastatic sites are less
common, such as the liver, adrenal gland, pleura. The differences in the rate of
metastasis of the sites in the two groups were not significantly different from p>
0.05. This result is consistent with domestic and foreign studies
4.1.9. Stage and histopathology

Patients in stage I1IB, IV accounted for 36.9 and 63.1% in the PC group
and 40.5%, 59.5% in the EP group. Thus, the majority of patients in the
study are stage IV. Phase distribution in the two study groups was uniform,
with no difference from p> 0.05.

The incidence of adenocarcinoma, squamous cell carcinoma, large cell
carcinoma, and adenosquamous carcinoma in the PC group were 61.9%,
32.1%, 3.6% and 2.4%; in the EP group were 57.1%, 33.3%, 8.3% and 1.2%.
When comparing the histopathologic patterns between the two groups, there
was no statistically significant difference between the two groups with p > 0.05.
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Other symptoms may include bloody sputum, dyspnea, lymphadenopathy,
shoulder pain, swollen joint pain, which accounts for 8.3%; 6.0%; 3.6%; 2.4%;
2.4% in the PC group and 9.5%; 4.8%; 2.4%; 3.6%; 3.6% in EP group.

Not all patients have symptoms of onset. Some patients were found to
be inadvertently diagnosed through health screening, accounting for 6.0%
in the PC group and 3.6% in the EP group. Of these, both patients had stage
IV disease but no symptoms were present. The onset symptoms were
equally distributed among the 2 patient groups and there was no statistically
significant difference with p > 0.05.

4.1.7. Clinical symptoms

Data analysis showed that there was no statistically significant difference in
the distribution of clinical symptoms of the two groups with p> 0.05.

Respiratory symptoms

The most common respiratory syndrome includes dry cough, phlegm;
shortness of breath; blood shed accounts for 79.8%; 52.4%; 26.2% in the
PC group and 78.6% in the PC group; 56.0%; 20.2% in the EP group.
According to Nguyen Ba Duc, Tran Van Thuan, Nguyen Tuyet Mai (2010),
cough in lung cancer is associated with factors such as central tumors,
obstructive pulmonary disease, metastatic lung metastasis and pleural
effusion. Initially coughing occurs only in about 20% of patients after a
gradual increase and is seen in most patients. A survey by Vu Van Vu
(1999) found that the cough was 41.1%. Le Thu Ha (2017) noted that this
ratio was 62%. Patients can cough up blood at various levels such as cords
and sputum, fresh blood from a few tens to hundreds of ml, according to the
authors cough blood usually occurs with the central lung tumor near the
navel lung. The incidence of dyspnea also reflects late stage disease,
however, in this study patients were most likely to have mild dyspnea
during exertion. Authors Nguyen Dinh Kim (1990); Hoang Dinh Chan
(2004); Tran Nguyen Phu (2005) reported respiratory symptoms most
prominent in lung cancer with frequency from 56.4% to 90.1%. Authors
Jonathan D.C et al. (2005); Spiro S.G. et al. (2007); Detterbeck F.C et al.
(2013) also found that respiratory symptoms were essentially 40-67%.
Symptom due to compression, invasion of mediastinum

Chest pain is the most common symptom of tumors spread around the
organ such as invasion of the lung tissue, invasion of the chest wall,
diaphragm, and mediastinal invasion. The later stage of invasive
manifestation is more pronounced. The incidence of chest pain was 54.8%
and 47.6%, respectively. This rate increased with the onset of the disease.
At the onset of the disease, the number of patients experiencing chest pain
only accounted for 26.2% of the group. Many studies at home and abroad
give different rates of chest pain as it depends on the stage of the
examination and detection of the disease. According to Le Thu Ha (2017),
the pain rate was 79.7%. Other authors Nguyen Dinh Kim (1990); Hoang
Dinh Chan (2004); Tran Nguyen Phu (2005) for the rate from 24.5 to 60%.
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Biéu db 3.2. Thoi gian séng thém toan bé 2 nhém PC va EP

Bing 3.5. Song thém toan bé 2 nhém NC
Nhém PC (n = 84)

Trung vi (thang) Min Max < . .
95% CI (thang) (thang) Inim 2nam 3 nam

10,3 . . .
(9,081 - 10,919) > 48 393% 95%  3,6%

Nhom EP (n = 84)

Trung vi (thang) Min Max 9 . B

95% CI (thang) (thang) Inim 2nam 3 nam
8,7 thang

4 27 17,9%  4,8% 0%

Kiém dinh Log Rank, bac ty do =1
Khi binh phuong 16,005; P < 0,0001

(8,554 - 9,446)

Nhin xét: . ,

-Thoi gian theo doi 50 thang sau két thuc thu tuyén bénh nhan chung
cho ca 2 nhom.

- Nhom PC: Thoi glan song thém trung binh 13,55 + 7,58 thang Thoi gian
ngén nhét 5 thang, thoi gian dai nhét 48 thang. Trung vi thoi glan STTB1a 10,3
thang (CI 95% 9,081 - 10,919). C6 4 bénh nhan bo cude. Ty 1€ song thém toan
bd 1 nam, 2 nidm, 3 nam nhém PC lan lu01 12 39,3% (33/84 BN), 13,1% (11/84
BN) va 3,6% (3/84 BN).

- Nhom EP: Thoi glan song thém trung binh 9,8 + 4,24 thang Thoi gian
ngin nhat 4 thang, thoi gian dai nhat 27 thang. Trung vi thoi gian song thém
toan bg 1a 8,7 thang (CI 95% 8,55 - 9,45). Co6 1 bénh nhan bo cudc tai thoi
diém 12 thang. Ty ¢ séng thém toan b 1 ndm, 2 nam, 3 nim nhom EP lan
luot 13 17,9% (15/84 BN), 4,8% (4/84 BN) va 0% (0/84 BN).

-Sur dung Test Log rank so sanh thoi gian STTB ctia 2 nhém cho thay thoi
gian STTB nhom PC cao hon han so v6i nhém EP, Khi binh phuong = 16,005
cho gia tri p < 0,0001. Sy khac biét co6 y nghia thong k&, d6 tin cay 95%.
3.2.4.2. Mt 56 yéu t6 lién quan dén thoi gian STTB ciia 2 nhém NC

Bang 3.6. Phdn tich da bién cdc yéu to lién quan STTB 2 nhom NC

VY P - R Ty s6 | Khoéng tin ciy
H¢ s0 |Sai s0 | Khi binh |Bic p Inguy co | 95,0% ciia HR

p |chuan| phwong [tu do (HR) | Tha o Cao
Tudi (<61,>61) {0,015 }0,193 0,006 1 10,938 1,015 | 0,695 | 1,483
Nhém (PC-EP) |-,641(0,173 | 13,729 1 10,000 ,527 | 0,376 | 0,740

Toan trang
(PSO - PSI) 0,332 10,276 1,452 1 10,228 | 1,394 | 0,812 | 2,394

Gigi (Nam-Nir)  |-,069 0,187 0,136 1 10,712 | ,933 0,647 | 1,347
Mat can (BMI) 0,741 10,222 | 11,159 1 10,001 2,098 | 1,358 | 3,241
Giai doan (IIIB - 1V) | 1,305 | 0,293 | 19,855 1 10,000 3,688 | 2,077 | 6,549

Yéu t6 lién quan
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MBH 0,087 [0,124 | 0,501 1 [0.479] 1,091 [ 0,857 | 1,390
Dap (mg 0,594 0,153 | 15173 | 1 lo.000| 1,812 | 1,344 | 2,444

Nhdn xét: Sir dung phan tich hoi qui Cox’s, phan tich da bién so sanh
thoi gian STTB 2 nhom véi mot s bién. Thoi gian STTB nhém PC
dai hon nhom EP c6 y nghia théng ké véi p < 0,0001, do tin cay 95%.
Céc yéu t6 tinh trang mat can, giai doan, déap ung diéu tri 1a nhimg yéu t6
tién lwong doc 1ap anh huong dén thoi gian séng thém toan bg, p < 0,001.
Céc yéu t6 khong anh huong dén sy khac biét cta thoi gian séng thém toan
b6 nhu do tudi, gi61, m6 bénh hoc va toan trang, p > 0,05.
3.2.5. Tdc dung phu khéng mong muon
3.2.5.1. Boc tinh giam bach cau

Bdng 3.7. Pjc tinh giam bach cdu

Nhém PC Nhom EP
Giam BC (n = 84) (n = 84) p
% n %

Do 0 3 3,6% 3 3,6%

bo 1 12 14,3% 9 10,7%

Do 11 9 10,7% 34 40,5% <0,05
bo 111 32 38,1% 21 25,0%
bo 1V 22 26,2% 15 17,9%

Nhdn xét: Giam bach cau do 111, IV trong nhom PC cao hon nhom EP, lan
luot 1a: 64,3% (54/84 BN) va 42,9% (36/84 BN). Su khac biét c6 y nghia
thong ké véi p < 0,05.
3.2.5.2. Giam bach cau hat trung tinh

Bing 3.8. Déc tinh giim bach cdu da nhéin trung tinh

Nhém PC Nhém EP
Giam BCDNTT (n=84) (n = 84) P
n % n %
Do 0 6 7% 9 10,8%
Pj I 18 21,4% 16 19,0%
Do 11 11 13,2 % 27 32,1% < 0.05
Do 111 24 28,6% 17 20,2% ’
Do IV 25 29,8% 15 17,9%
Do IILIV ¢ sbt 10 11,9% 3 3,6%

Nhdén xét: Giam BCDNTT d¢ 111, IV trong nhém PC cao hon nhém EP, véi
ty 1& 1an luot 13 58,4 % (49/84 BN) so véi 38,1% (32/84 BN). Giam BC da
nhan trung tinh 46 III, IV c6 sot chiém ty 1¢ 11,9% (10/84 BN) trong nhom
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chemotherapy regimen in 45 NSCLC patients with stage IIIB and 1V,
17.7% (8/45) repeat with this study. In patients with advanced stages of
disease, the general condition associated with many medical conditions is
often chosen to use treatment regimens with fewer side effects.
4.1.4. Family history

Genetic factors in the family causing lung cancer have not been fully
understood. In a comprehensive report of 28 case-control studies and 17
cohort studies, Matakidou A (2005) found a link between familial and lung
cancer. This risk factor is believed to be highest in young patients with lung
cancer who have a family history of cancer. In our study, 6% of patients in
the PC group and 10.7% of the EP group had a family history of cancer.
There was no statistically significant difference in the proportion of patients
with a family history of p = 0.264> 0.05. This relationship is directly or
parent, sibling with diseases such as lung cancer, liver cancer, stomach
cancer, colorectal cancer. Only 4 out of 14 cases have a family history of
cancer of the two groups of women, the rest are men. These patients were
over 50 years of age and had 4 patients under the age of 50. Vu Van Vu
(1999), in a study of 1151 patients with primary lung cancer at Ho Chi
Minh City Cancer Center Chi Minh reported 1.5% of cases have blood
relatives directly with cancer.
4.1.5. Time onset of disease

Patients with lung cancer often do not come to the hospital as soon as
they have the first symptoms. Up to 50% of patients start with coughing,
which can lead to confusion as a common inflammation of the respiratory
tract, such as bronchitis. Especially in patients who smoke, cough, dry
cough, sputum cough is common and prolonged, so often subjective
patients ignore the onset period does not go to see immediately. Only after a
period of months of treatment does not help, plus severe disease, new
symptoms appear accompanied by new additions to the patient to see. In
our study, the duration of patients who came to the hospital after the first
symptoms ranged from 1 to 2 months, accounting for 29.8% (25/84 cas) in
the PC group and 27.4% (23/84 cas) in EP group. Patients with onset for 4
months accounted for 69% of the patients. One patient in the EP group had
a disease duration of more than 12 months. There were no statistically
significant differences in the two groups with p = 0.978> 0.05. Vu Van Vu
(1999), in a study of 1151 patients found that the onset of illness varied
from half a month to 17 months, averaging 3.6 months.
4.1.6. Symptoms of onset

As the first symptom occurs when the patient is sick, this may not be
the reason for the patient to go to the clinic. These symptoms start gradually
over time and if left untreated, they will progressively increase. The most
common onset symptom is a cough. In our study, these symptoms
accounted for 47.6% in the PC group and 45.2% in the EP group.
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statistically significant differences in the proportion of men and women in
the two groups with p=0.216> 0.05.

Le Tuan Anh (2012) studied 112 patients with a male/ female ratio of
77.7% and 22.3% (3.5 / 1); Nguyen Van Hieu (2010); Nguyen Ba Duc
(2010) showed that male / female ratio was 4/1. Nguyen Thi Hoai Nga et al.
(2011) male/female ratio of 3.93/ 1.

A number of recent studies have shown that higher rates of female lung cancer
in women, such as Le Hoan and Ngo Quy Chau (2010), in 46 men and 23 women
with a female/ female ratio of 2/1 The Ngo Quang Dinh (2011) male / female ratio
= 2.8/ 1; Jemal A (2011) women accounted for 41.5%. This indicates that lung
cancer is on the rise in women, consistent with AJCC (2012) statistics. In the
United States in 2007, there were 114,760 cases of lung cancer in men and 98,620
cases in women. (1.2 / 1), by 2017 the number of new cases is 222,500 of which
116,990 men and 105,510 women (1.1 / 1). Causes of gender-change-related
change are attributed to a change in the rate of smoking among women.

4.1.2. Smoking status

Tobacco is the main cause of lung cancer has been proven, the
proportion of Vietnamese men smoke more often than women because of
habits, customs. In our study, the overall smoking status of both sexes was
as follows: The PC group was 59.5%, in which 47 patients (94%) were
male and 3 patients ( 6%) are female. EP rate of smoking addiction,
waterpipe tobacco is 61.9%, in which men accounted for 98.1% and women
accounted for 1.9%. The distribution of cigarette smoking status, tobacco
smoke in the two groups was not statistically significant, with p > 0.05.

This rate is consistent with other studies such as Nguyen Viet Co
(2002) 76% of which 89.9% males, 12.1% females; Nguyen Thi Minh
Huong (2005) was 77.2%.

Sekine I et al. (1999) studied 3312 lung cancer patients in Japan with a
79.2% tobacco dependence rate, of which 38.9% were female. Yang et al.
(2005) studied 5628 patients at the Mayo Clinic with 86.6%.

4.1.3. History of medical conditions

For cancer patients, systemic disease is one of the prognostic factors as
well as a criterion for the selection of appropriate treatment options. The
incidence of medical conditions included in the PC group and EP was 29.8%
(25/84) and 28.6% (24/84) respectively. Co-morbidities include stable gastric
ulcer, stable chronic hepatitis B, type 2 diabetes mellitus, etc. No patients with
any cardiovascular disease heart failure or high blood pressure. This is because
the regimen we use has cisplatin, which should be compensated for many of
the renal insufisance. Excessive fluid intake can lead to hypertension as well as
increased burden for patients with a history of cardiovascular disease. There
was no statistically significant difference in the distribution of medical
conditions in the two study groups with p = 0.865> 0.05.

The medical condition is less well documented in the studies.
According to Bui Quang Huy, a study of gemcitabine-cisplatin
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PC, con chiém 3,6% (3/84 BN) trong nhoém EP. Sy khac biét ¢6 ¥ nghia
thong ké véi p = 0,002.
3.2.5.3. Thiéu mau ) .

Bdng 3.9. Déoc tinh thiéu mau (giam huyeét sac to)

Giim Nhom PC Nhom EP
HST (n = 84) (n = 84) p
n %

D60 5 6,0% 4 4,8%

bo 1 20 23,8% 23 27,4%

Do 11 39 46,4% 35 41,7% > 0,05
Do 111 14 16,7% 15 17,9%
Do IV 6 7,1% 7 8,3%

Nhdn xét: Thieu mau d6 0, I, 11, TIT va IV trong nhom PC lan luot 1a: 6,0%;
23,8%; 46,4%; 16,7%; 7,1% va trong nhoém EP 1a 4,8%; 27,4%; 41,7%; 17,9%,;
8,3%. Su khac biét khong c6 y nghia thong ké giita 2 nhom véi p = 0,958.
3.2.5.4. Gidm tiéu cau

Bing 3.10. Pjc tinh giim tiéu ciu

Gidm tidu Nhom PC Nhom EP
cAu (n = 84) (n = 84) p
n % n %

Do 0 62 73,8% 60 71,4%

byl 7 8,3% 10 11,9%

Do 11 9 10,7% 8 9,5% > 0,05
Do 111 4 4,8% 5 6,0%
b IV 2 2,4% 1 1,2%

Nhin xét: Giam tiéu cau do I1I va IV it gap. Chiém ty 1é trong 2 nhém lan
luot 12 4,8% (4/84 BN); 2,4% (2/84 BN) va 6,0% (5/84 BN); 1,3 (1/84 BN).
Chu yéu gip giam tiéu cdu do I va II. Khong c6 su khac biét co y nghia
thdng ké gitra 2 nhém véi p = 0,9 > 0,05.

3.2.5.5. Boc tinh gan

Bdng 3.11. Déc tinh gan
Nhém PC Nhém EP
SGOT/SGPT (n = 84) (n = 84) P
b6 0 71 84,5% 70 83,3%
bo 1 9 10,7% 11 13,1% ~0.05
Do 11 4 4,8% 3 3,6% ’
Do 11+ 1V 0 0,0% 0 0,0%

Nhdn xét: Tang men gan gap chi yéu do I va do II chiém ty 1€ lan luot trong
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nhém PC va EP 14 10,7%; 4,8% va 13,1%,; 3,6%. Khong c6 su khac biét co y
nghia thong ké gitra hai nhom, p = 0,839 > 0,05.
3.2.5.6. Boc tinh thdin
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3.2.5.7. Some toxic non hematological system

Table 3.13. Non-hematological toxicity

Bdng 3.12. Djc tinh thdn
Creatinin Nhém PC Nhom EP p
(n =84) (n = 84)
D0 75 89,3% 77 91,7%
bol 9 10,7% 7 8,3% > 0,05
bo IL, 111, IV 0 0% 0 0%

Nhén xét: Gap suy than do I trong cd hai nhém. Nhém PC 1a 10,7% (9/84
BN), nhom EP 1a 8,3% (7/84 BN). Khong c6 su khac biét c6 y nghia thong
ké giira hai nhém v6i p > 0,05.
3.2.5.7. M4t s6 doc tinh ngoai hé huyét hoc

Bdng 3.13. Dc tinh ngoai hé huyet hoc

Nhém PC Nhom EP
Dioc tinh (n =84) (n = 84) p
n % n %
Non, buon nén dé IIL, IV 21 25% 11 13,1% | < 0,05
Rung toc 84 100% 84 100% | > 0,05
Pau co 7 8,3% 0 0,00% | <0,05
Tim mach 0 0,00% 0 0,00% | >0,05
Than kinh 32 |38,1% 14 16,7% | < 0,05
Mét moi 79 94% 75 89,3% | > 0,05
Thinh lwc 0 0,00% 0 0,00% | > 0,05

Nhén xét: Cac doc tinh ngoai hé huyéet hoc hay gép nhu budén nén, ndn do II1,
IV trong nhém PC cao hon nhém EP, ty 1€ 25 % so v6i 13,1%, p = 0,049 <
0,05. Rung toc gip trén tat ca bénh nhan ¢ ca hai nhom. Pau co gip & nhém
PC nhiéu hon ty 1¢ 8,3% so vé6i 0%, p = 0,007 < 0,05. Khong ghi nhén bién
chung tim mach nao trén ca hai nhom. Ddc tinh than kinh cung nhén thiy cao
hon ¢ nhém PC, ty 1€ 38,1% so véi 16 7%, p < 0,05. Mot s0 doc tinh khac nhur
mét moi gip hau hét & 2 nhom, khong co su khac biét ¢ y nghia théng keé.
CHUONG 4: BAN LUAN

4.1. Pac dlem bénh nhan hai nhém nghién ciru
4.1.1. Tuoz va gioi

Tu01 Trung binh nhom PC 1a 53,71 + 8,12; thap nhat 30 tuoi va cao
nhat 68 tudi. Trung binh nhom EP 1a 53,87 + 8, 01 thip nhat 31 tu01 cao
nhit 69 tudi. Nhém 51 - 60 tu01 chlem nhleu nhat 41% & phac dd PC va
37% 6 phac d6 EP. Phan b6 vé tudi giita 2 nhém khong c6 su khac biét ¢6 ¥
nghia thong ké véip=10,910> 0,05.

MGt so tac gia khac trong nude cling cho cic bdo cao twong ty nhu Lé Thu
Ha (2017), tu6i trung binh 58,8 + 8,6; Tran Dinh Ha, Mai Trong Khoa (2010)
voi 123 BN UTP thay ty 16 méc cao nhat & nhom tudi 40 - 60 (91,7%).

PC group EP group
Toxicity (n=84) (n=84) p
n % n %

Vomiting, degree IILTV | 21 25% 11 13,1% <0,05
Hair loss 84 | 100% 84 100% > 0,05
Muscular pain 7 8.3% 0 0,00% <0,05
Cardiology 0 0,00% 0 0,00% >0,05
Nervous 32 | 38,1% 14 16,7% <0,05
Fatigue 79 94% 75 89,3% > 0,05
Audition 0 | 0,00% 0 0,00% > 0,05

Comment: The most common non-hematologic toxicities were nausea,
vomiting III, IV in the PC group was higher than EP, 25% vs. 13.1%, p =
0.049 <0.05. Hair loss occurred in all patients in both groups. Muscular
disease was more common in the PC group than the rate of 8.3% versus
0%, p = 0.007 <0.05. No cardiovascular complications were reported on
either group. Neurological toxicity was also higher in the PC group, 38.1%
versus 16.7%, p <0.05. Other toxicities such as fatigue were observed in
almost all groups, with no statistically significant difference.

CHAPTER 4: DISCUSSIONS
4.1. Patient characteristics of two study groups
4.1.1. Age and sex

Age: Average PC group is 53.71 + 8.12; At least 30 years old and 68
years old. The mean EP group was 53.87 + 8.01; the lowest age is 31, the
highest is 69 years old. Group 51 - 60 accounts for at most 41% in PC
regimen and 37% in EP regimen. The age distribution between the two
groups was not statistically significant, with p = 0.910> 0.05.

Other authors in the country report similarly to Le Thu Ha (2017), mean age
58.8 £ 8.6; Tran Dinh Ha, Mai Trong Khoa (2010) with 123 patients with lung
cancer found the highest rate in the age group of 40-60 (91.7%)).

With foreign studies, the average age of patients is usually higher, possibly
because of epidemiological factors, but it is also possible that foreigners are
physically stronger than the Vietnamese. Stronger regimens are more likely to be
approved. Authors Bonomi P (2000), conducted a study of 599 patients with late-
onset NSCLC treated with platinum containing median age of 61.8. Belani P (2005)
conducted similar studies in 369 patients with an average age of 60.7 and 61.3 years.

Gender: Men meet more than women. PC group 70.2% male; women
29.8%; the rate of male / female is 2.36 / 1 EP group of men 78.6%;
females 21.4%; the ratio of male / female is 3.66 / 1. There were no
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Comment: Anemia levels 0, I, II, III and IV in the PC group are: 6.0%;
23.8%; 46.4%; 16.7%; 7.1% and in the EP group was 4.8%; 27.4%; 41.7%;
17.9%; 8.3%. The difference was not statistically significant between the
two groups with p = 0.958.
3.2.5.4. Thrombocytopenia

Table 3.10. Toxicity of thrombocytopenia

. PC group (n =84) | EP group (n = 84)
thrombocytopenia o % n % p
Grade 0 62 73,8% 60 71,4%
Grade 1 7 8,3% 10 11,9%
Grade 11 9 10,7% 8 9,5% > 0,05
Grade 111 4 4,8% 5 6,0%
Grade IV 2 2,4% 1 1,2%

Comment: Less common III and IV thrombocytopenia. The rates in the two
groups were 4.8% (4/84 patients); 2.4% (2/84 patients) and 6.0% (5/84
patients); 1.3 (1/84 patient). Primary thrombocytopenic purpura I and II.
There was no statistically significant difference between the two groups
with p=0.9> 0.05.
3.2.5.5. Liver toxicity

Table 3.11. Liver toxicity

PC grou EP grou
SGOT/SGPT ® e 4)1’ @ e 4)p p
Grade 0 71 84,5% 70 83,3%
Grade I 9 10,7% 11 13,1% ~0.05
Grade I1 4 4,8% 3 3,6% ’
Grade 111 +1V 0 0,0% 0 0,0%
3.2.5.6. Kidney toxicity
Table 3.12. Kidney toxicity
. . PC group EP group
Creatinin (n = 84) (n = 84) P
Grade 0 75 89,3% 77 91,7%
Gradel 9 10,7% 7 8,3% >0,05
Grade IL 111, IV 0 0% 0 0%

Comment: Grade | kidney failure in both groups. PC group was 10.7% (9/84
patients), EP group was 8.3% (7/84 patients). There were no statistically
significant differences between the two groups with p> 0.05.
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Véi cac NC nude ngoal tudi trung binh ciia BN thuorng cao hon, co thé vi
yéu t6 dich t&, nhung cling c6 thé vé yeu t6 thé chat ngudi nude ngoai thuong
khoe manh hon nguoi Viét nam nén viéc lya chon diéu tri hoa chit phac dé
manh dé dugc chap thuan hon. Tac gia Bonomi P (2000), thyc hién NC trén
599 BN UTPKTBN giai doan mudn hoa tri phac d6 chira platinum véi trung vi
tu6i 14 61,8. Téc gia Belani P (2005) ciing thuc hién NC twong tu trén 369 BN
voéi do tu01 trung binh 2 nhom NC 12 60,7 va 61,3.

Gidi: Nam gap nhic¢u hon nir. Nhom PC ty 1€ nam gidi 70,2%; nit gioi
29,8%; ty 1¢ nam/nit 1a 2,36/1 nhém EP ty 1€ nam gisi 78,6%; nit gici
21,4%; ty 1€ nam/nir 1a 3,66/1. Khong c6 su khac biét c6 y nghia thong ké
véty 1é nam/nir ¢ 2 nhom véip=0,216 > 0,05.

Lé Tuan Anh (2012) nghién ctru 112 BN ty 1€ nam/nit 1a 77,7% va 22,3%
(3,5/1); Nguyén Vian Hiéu (2010); Nguyen Ba Duc (2010) déu cho thiy ty 1&
nam/nit = 4/1. Nguyén Thi Hoai Nga va cong su (201 1) ty 1€ nam/ ni¥ 3,93/1.

Mot sb cac nghlen ctu gan day cho thay ty 1¢ nit mac UTP & ni g101 cao
hon nhu L& Hoan va Ngo Quy Chau (2010) véi 46 BN nam va 23 BN nit ty 1€
nam/nit = 2/1; Ngb Quang Dinh (2011) ty 1€ nam/nit = 2,8/1; Jemal A (201 1)
nir g10r1 chiém 41 ,5%. Diéu nay cho thay UTP dang co chiéu hu’orng gia tang &
nir gioi, phu hop véi ghi nhéan cua AJCC (2012) thong ke tai My nam 2007 c6
khodng 114.760 ca UTP & nam g101 va 98.620 ca ¢ nir gidi dugc phat hién
(1,2/1), dén ndm 2017 s6 ca mic méi la 222.500 trong d6 116.990 nam g101 va
105.510 nir gidi (1,1/ 1) Nguyén nhén cla su thay ddi ty 18 méc theo gidi dugce
cho 14 do sy thay doi vé ty 1¢ hut thudc 14 & nir gi6i ting 1én.

4.1.2. Tinh trang hut thuéc ld

Thudc 14 1a nguyén nhan chinh gdy UTP da dugc qht’rng ‘minh, ty 1¢ nam
gi6i Viét nam hut thudc 1a thuong cao hon phu nit rat nhiéu do thoéi quen,
phong tuc. Trong nghlen cliu cia chung toi ghi nhan chung tinh trang nghién
hat thude 14, thude 1ao clia ca 2 giéi nhu sau: Nhém PC 1a 59,5%, trong d6 47
BN (94%) 1a nam giéi va 3 BN (6%) la nir g101 Nhom EP ty 1€ nghlen hat
thudc 14, thude lao 61,9%, trong d6 nam gidi chiém 98,1% va nir gidi chiém
1,9%. Su phéan b vé tinh trang nghlen hut thuoc 14, thudc 140 trong 2 nhém NC
nhu nhau, khong ¢6 su khac biét ¢6 y nghia thong ké voip=0,752>0,05.

Ty 1€ nay phu horp v6i cac NC khac nhu Nguyén Viét Co (2002) 76% trong
do6 nam gidi 89 9%, nir gidi 12,1%; Nguyen Thi Minh Huong (2005) 1a 77,2%.

Sekine I va CS (1999) nghlen ciiu 3312 BN UTP tai Nhét Ban ty 1€
nghién thudc 1a 79,2% trong d6 nir gidi 38,9%. Yang P va CS (2005) NC
5628 BN tai Mayo Clinic 86,6%.

4.1.3. Tién sit méc cic bénh Iy nji khoa

Déi voi BN ung thu, bénh ly toan than phdi hop 12 mot trong nhung yéu
t6 tién luong cung nhu 1a ti€u chi cho viéc lya chon céc phuong én diéu tri
phu hop. Ty 1€ méc bénh 1y ndi khoa kém theo trong 2 nhém PC va EP la
29,8% (25/84) va 28,6% (24/84). Cac bénh phéi hop bao gom: viém loét da
day on dinh, viém gan B man tinh 6n dinh, dai thdo dudng tuyp 2 da 6n
dinh,... Khong c6 BN nao mic bénh 1y vé& tim mach nhu suy tim hay cao
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huyét ap Diéu nay ly gidi vi phac d6 ma chung toi st dung co cisplatin, 1a
thuoc can dugc bu nhieu dich tranh suy than. Viéc truyén qua nhiéu dich co
thé dan t6i tinh trang tang huyét ap cung nhu ting ganh cho BN c6 tlen su
tim mach. Khong ¢6 su khac biét co y nghia thong ké vé viéc phan bd tinh
trang mac cac bénh 1y ndi khoa trong 2 nhém NC véi p = 0,865 > 0,05.

Tinh trang bénh 1y néi khoa it dugc ghi nhan trong cac NC. Theo Bii
Quang Huy ghi nhan trong NC phac dd hoa chét gemc1tab1n c1splat1n trén
45 BN ung thu phdi khong phai té bao nho giai doan IIIB, IV ¢6 17,7%
(8/45) mic cac bénh ly ndi khoa trung 1ap véi NC nay. Véi nhu'ng BN giai
doan mudn, thé trang chung yeu kém theo nhiéu bénh 1y ndi khoa thuong dugc
Iura chon st dung nhig phac d6 diéu tri véi it tac dung phu hon.

4.14. Tten swgta dinh

Yeu t6 veé gen di truyén trong gia dinh gay UTP cho dén nay van chua duoc
tim hiéu hét. Trong mét bao céo tong hop 28 nghién ciru bénh chimg va 17
nghlen cuy thudn tap, tic gia Matakidou A (2005) nhan thay ¢6 sy lién quan
gitta yeu | t6 gla dinh va ung thu ph01 Yéu t6 nguy co nay dugc cho la tang 1én
nhiéu nhét & nhung bénh nhéan tré mac ung thur phdi ¢6 tién st gia dinh bi ung
thu. Trong NC cua chung toi ghl nhén c6 6% BN nhoém PC va 10,7% nhém EP
c6 tién sir gia dinh co6 ngum mdc bénh ung thu. Khong c6 sy khac biét c6 y
nghia théng ké vé ty 18 BN c6 tién sir gia dinh gifta 2 nhém BN ve6i p= 0,264 >
0,05. Lién quan nay truc hé hodc 1a bo, me, anh chi em rudt bi mac céac loai ung
thu nhu ung thu thl ung thu gan, ung thu da day, ung thu dai truc trang. Ch}
c6 4/ 14 ca BN c6 tién st gia dinh mac ung thu chung ciia 2 nhom 1a phy ni, so
con lai 1a nam gioi. Cac BN nay c6 do tudi trén 50 tudi, c6 4 BN do tudi dudi
50. Tac gia Vi Van Vi (1999), trong mdt nghién ciou 1151 BN mic UTP
nguyén phat tai Trung Tam Ung buéu Thanh phd Ho Chi Minh ghi nhan 1,5%
truong hop co lién hé huyét théng truc hé méc ung thu.

4.1.5. Thoi gian kho‘tphat bénh

Bénh nhan mac UTP thuong khong t6i vién ngay khi co céc trigu cerng
dau tién. Co t6i 50 % BN khoi dau bang triéu chimg ho do do khién BN co
thé nham 1an la mot triéu chung viém nhiém thong thuong cua dudng ho hap
nhu viém phé quan bac biét & nhu’ng BN nghién thudc 14, thudc lao tinh
trang ho khan, ho c6 dom cling hay gép va kéo dai, do vay bénh nhan thuong
chu quan bo qua giai doan khoi phat khong dén kham ngay, Chi sau mot thoi
glan hang thang diéu tri khong dd, cong thém bénh dién bién ning, xuat hién
cac tri€u chung mai ph01 hop kém thém méi khién BN di kham. Trong NC
cta chung toi thoi gian bénh nhéan den vién sau khi ¢ triéu chu’ng dau tién
thuong trong khoang 1 - 2 thang chiém 29,8% (25/84 BN) ¢ nhoém PC va
27,4% (23/84 BN) ¢ nhom EP. Sé BN co thoi gian khéi phét trong khoang
thoi gian 4 thang chiém ty 1& 69% mdi nhém. C6 1 BN chlem 1,2% trong
nhom EP c6 thoi gian bénh khéi phat hon 12 thang Phan b nay khong c6 su
khéc biét c6 ¥ nghia théng ké & 2 nhém NC voi p =0,978 > 0,05. Téc gia Vii
Vian Vi (1999) trong mot NC 1151 BN théy khoang thoi gian khéi bénh
thay dbi tir nira thang cho téi 17 thang, trung binh 3,6 thang.
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3.2.5.1. Leukopenia toxicity
Table 3.7. Leukopenia toxicity in 2 groups

PC group EP group
Leukopenia (n=84) (n=84) p
n % n %

Grade 0 3 3,6% 3 3,6%

Grade I 12 14,3% 9 10,7%

Grade 11 9 10,7% 34 40,5% <0,05
Grade II1 32 38,1% 21 25,0%
Grade IV 22 26,2% 15 17,9%

Comment: Leukopenia levels III and IV in the PC group were higher in
the EP group 64.3% (54/84 cas) compared with 42,9 0% (36/84 cas). The
difference was statistically significant with p <0.05.
3.2.5.2. Neutropenia toxicity

Table 3.8. Neutropenia toxicity in 2 groups

PC group EP group
neutropenia (n=84) (n=84) P
n % n %
Grade 0 6 7% 9 10,8%
Grade 1 18 21,4% 16 19,0%
Grade I1 11 13,2 % 27 32,1% <
Grade I11 24 28,6% 17 20,2% 0.05
Grade IV 25 29,8% 15 17,9% ’
Grade IILIV | 11,9% 3 3,6%
with fever

Comment: Neutropenia levels III and IV were higher in the PC group than
in the EP group, with 58.4% (49/84 patients) compared with 38,1% (32/84
patients). Neutropenia of grade III, IV with fever accounted for 11.9%
(10/84 patients) in the PC group, and 3.6% (3/84 patients) in the EP group.
The difference was statistically significant with p = 0.002.
3.2.5.3. Anemia

Table 3.9. Anemia (hemoglobin)

PC group EP group
Anemia (n=84) (n = 8§4) P
n %

Grade 0 5 6,0% 4 4,8%

Grade I 20 23,8% 23 27,4%

Grade I1 39 46,4% 35 41,7% > 0,05
Grade II1 14 16,7% 15 17,9%
Grade IV 6 7,1% 7 8,3%
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Comment: The follow-up period was 50 months after the end of enrollment
for both groups.

- PC group: Mean survival was 13.55 + 7.58 months. The shortest time
is 5 months, the longest 48 months. The median duration of STTB was 10.3
months (CI 95% 9,081 - 10,919). Four patients gave up. Survival rate for
whole 1 year, 2 years and 3 years of PC group was 39.3% (33/84 patients),
13.1% (11/84 patients) and 3.6% (3/84 patients respectively) ).

- EP group: Mean survival was 9.8 + 4.24 months. The shortest time is
4 months, the longest time is 27 months. Median total survival was 8.7
months (CI 95% 8.55 - 9.45). One patient gave up at 12 months. Survival
rates for all 1 year, 2 years and 3 years were 17.9% (15/84 patients), 4.8%
(4/84 patients) and 0% (0/84 patients) respectively.

-The use of the Test Log rank to compare the total survival time of the
two groups showed that the overall survival time of the entire PC group was
significantly higher than that of the EP group, when squared = 16,005 for p
<0.0001. Difference is statistically significant, 95% confidence.
3.2.4.2, Several factors related to the overall survival time of the two study groups

Table 3.6. Multivariate analyzes of the two factors related to survival of

the two study groups
confidence
Factors related Coefficien| Standard Chi degrees| p Ratio risk | interval 95,0%
tp errors |Squared (HR) for HR
Low | Hight
Group
(PC - EP) 0,015 0,193 0,006 1 0,938 | 1,015 0,695 | 1,483
age
(<61, > 61) -,641 0,173 13,729 1 0,000 ,527 0,376 | 0,740
Status (PSO -
PS1) 0332 | 0276 | 1,452 1 |0228]| 1,394 |0812 | 2,394
Status (Men -
women) -,069 0,187 0,136 1 0,712 ,933 0,647 | 1,347
Stade (IIIB -
1V) 0,741 0,222 11,159 1 0,001 2,098 | 1,358 | 3,241
MBH 1,305 | 0293 |19855| 1 |o000| 3,688 |2077] 6549
Weight loss 0,087 0,124 0,501 1 0,479 1,091 0,857 | 1,390
Respondents 0,594 0,153 | 15,173 1 0,000 | 1,812 | 1,344 | 2,444

Comment:

Using Cox's regression analysis, multivariate analysis compares the
whole life span of two groups with a number of variables. The life time of
the entire PC group was longer than that of the EP group, with a statistical
significance of p <0.0001, 95% confidence interval. Elements of weight
loss, stage response, and treatment response were independent predictors of
survival, p <0.001. Factors that did not affect the difference of overall
survival time were age, sex, histopathology and overall condition, p> 0.05.
3.2.5. Side effects
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4.1.6. Triéu chirng khoi phdt

La trleu chimg dau tién xuat hién khi BN méc bénh, ddy c6 thé khong phai 1a
1y do khién BN dén vién kham, Nhung triéu chimg nay khdi phat dan dan theo
thoi gianva néu khong duoc diu tri s tang dan lén. Triéu chung khéi phét hay
gip nhat 13 ho c6 thé ho khan hodc ho c6 dom. Trong NC cua ching tdi triéu
ching nay chiém 47,6% trong nhom PC va 45,2% trong nhom EP.

Mot so cac trigu cerng khac co the gdp nhu ho dom 1An mau, kho the, ndi
hach, dau vai, sung dau cac khdp chiém ty 1€ lan luot 8,3%; 6,0%; 3,6%; 2,4%;
2,4% trong nhém PC va 9,5%; 4,8%; 2,4%; 3,6%; 3,6% trong nhom EP.

Khong phai tat ca cac BN déu ¢ tricu chung khoi phat. Co mot s6 BN
dugc phat hién bénh tinh co thong qua kham strc khoe chiém 6,0% trong
nhém PC va 3,6% trong nhom EP. Trong sb d6 c6 ca BN ¢ giai doan IV
bénh lan tran nhung khong c6 triéu chiung gi biéu hién trude.Céc tri¢u
chung khoi phat dugc phan b6 nhu nhau trong 2 nhém BN va khong ¢6 sur
khac biét c6 y nghia thong ké véip=10,992 > 0,05.

4.1.7. Triéu chirng lam sang

Qua phan tich so liéu cho thay khong ¢ sy khac biét co ¥ nghla thong ké vé
phén bd nhimg triéu ching 1am sang cua 2 nhém nghién ciru véi p > 0,05.

Triéu chu’ng ho hap

Nhém céc triéu chung ho hdp hay gip nhit bao gom ho khan, dom; kho
tho; ho mau chiém ty 1€ lan lugt 79,8%; 52,4%; 26,2% ¢ nhom PC va 78,6%;
56,0%; 20,2% & nhém EP. Theo Nguyén Ba Duc, Tran Van Thuan Nguyén
Tuyét Mai (2010), ho trong UTP lién quan dén céc yeu t nhu khéi u trung
tam, viém phoi tic nghén, khéi di can nhu mo ph01 va tran dich mang ph01
Khoi diu ho chi gap khoang 20% BN sau ting dan 1én va gip & hau hét cac
BN, Khiéo sat ciia Tac gia Vii Van Vii (1999) gh1 nhan tri¢u chung ho khan
chiém 41, 1%. Lé Thu Ha (2017) ghi nhan ty 1¢ nay 1a 62%. BN ¢ thé ho ra
mau voi nhleu muc d6 khac nhau nhu day may 1an dom, mau twoi sé luong tir
vai chuc den vai trdm ml, theo cic tc gia ho ra mau thudng xay ra voi cac khéi
u ph01 thé trung tam gan rén phodi. Ty 1& kho tho cling phan 4nh tinh trang bénh
¢ giai doan mudn, tuy nhién trong NC nay cac BN hau hét & tinh trang kho th
nhe khi ging stc. Céc tac gid Nguyén Dinh Kim (1990); Hoang Dinh Chén
(2004); Tran Nguyen Phu (2005) déu ghi nhan triéu chung ho hap 1a noi trdi
nhat trong UTP véi tan suat tir 56,4% - 90,1%. Céc tac gia Jonathan D. CvaCs
(2005) Spiro S.G va CS (2007); Detterbeck F.C va CS (2013) ciing déu thay
cac tridu chimg ho hip 14 co ban tir 40 - 67%.

Tri¢u chirng do chen ép, xam lan trung that

Pau nguc 1a dau hiéu hay gap nhét trong, céc triéu chimg do khdi u lan ra to
chirc xung quanh nhu xam lan nhu md phoi, xam l4n thanh ngyc, co hoanh,
xam l4n trung thét gy ra. Cang & giai doan mudn thi triéu chimg xam lin nay
bdc 16 cang o rang. Ty 1¢ BN dau nguc chlem 54,8% va 47,6% nhom PC va
EP. Ty 1€ nay tang 1én khi khai thac bénh str thay rang vao thoi diém khoi phat
bénh s6 BN co triéu chung dau nguc chi chiém 26,2% mdi nhom ma théi. R4t
nhiéu cac NC trong va ngoai nudc cho ty 1¢ dau nguc khac nhau vi con phu
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thudc vao giai doan khi kham va phat hién bénh. Theo Lé Thu Ha (2017) ty 1&
dau 1a 79,7%. Céc tac gia khac Nguyén Dinh Kim (1990); Hoang Dinh Chéan
(2004); Tran Nguyén Phi (2005) cho ty 1€ tir 24,5 - 60%.

Khan tiéng 13 ton thuong day than kinh quit Jguogc trai dan dén liét day thanh
am trai. Trong NC cta ching t6i ty 1¢ khan tleng gap phai 1a 3,6 nhom PC va
2,4% nhém EP. Ty 18 nay thép hon so véi mot s6 bao cao khéc 1 6 4 - 8,9%.

Hoi chirng Pancoast - Tobias khong hay gip, 14 biéu hién cua ton thuong
u vung dinh phdi xdm 1an gay dau vai va thanh nguc trén, ty 1¢ gip trong
cac NC thap dao dong tir 4,8% - 6,7%. Trong nghién ctru cua chung t6i ty 1¢
nay 1a 2,4% & nhom PC va 3,6% & nhém EP.

Hoi chitng chén ép tinh mach chu trén va mot s6 hoi chimg khac khong
ghi nhén thay trong nghién ctru nay.

Trié¢u chu'ng bénh di cin xa

Tran dich mang phdi 1a mot trong sb cac triéu ching di cin xa hay gap
trong UTP. Tuy nhién trong nghlen clru nay ty 1& chiém 4,8% ¢ nhom PC
va 3,6% nhom EP. Trong khi mét so tac gla khac cho ty le cao t6i 30,4% -
46, 5%, Ly giai cho didu nay la nhung BN c6 TDMP thu’orng khong duoc chi
dinh diéu tri nhung phac dd c6 cisplatin vi s6 lugng dich phai truyén vao la
rat 16n nén voi nhung BN c6 tran dich mang phoi thucyng kho thé sin s&
lam tidng tran dich gdy suy ho hap cép. V&i nhitng BN nay sé& c6 nhitng liwa
chon khac thay thé 01splat1n nhu carboplatin.

Di can xuong cung rat hay gap trong UTP, bénh nhan thucmg ¢6 biéu
hién dau xwong ving di cin, nhu dau cot séng lung, dau ving xuong tc,
dau canh suon hoac vai..Ty 1€ dau do di can xuong trong nhom PC la
20,2% va trong nhom EP 1a 16,7%.

Tri¢u chirng toan thin

Biéu hién toan than gip hau hét trong céc bénh nhan méc bénh ung thu
noi chung va trong ung thu phdi noi rleng Dic biét 1a nhung bénh nhan g1a1
doan muon. Cac triéu chirng toan than co thé bao gom sbt, gay sit, mét moi,
chén an, lo lang

Trong NC ctia chung i cac triéu chimg mét moi, gly sit can, sdt dugc ghi nhan
VOi cac ty 1€ 77,4%; 76,2%0; 22,6% &nhém PC va 79 ,8%; 73,8%; 21,4% & nhém EP.
4.1.8. Ton thwong di cin

Bénh nhan GD IV chiém 61,3% tong so BN. Trong sd cac vi tri di can,
di can hach thuong don, xuong va phoi déi bén 1a hay gip nhit. Ty 18 nay
lan luot ctia nhém PC 1a 35,7%, 31,0%, 29,8% va nhém EP la 39,3%;
28,6%; 27,4%. Mot s0 vi tri di cdn khac it gap hon nhu gan, tuyén thuong
than, mang phéi. Su khéac biét vé ty 1& di cin cua cac vi tri trong 2 nhom
khong co6 su khac biét véi p > 0,05.

Két qud nay phu hop véi cac NC trong va ngoai nude. Ngoai trir ty 1€ di
cén mang phoi thap hon khong phai vi BN it gdp ma BN dugc lya chon cho
nhiing di€u tri khac phu hop hon.

4.1.9. Giai dogn va mé bénh hoc
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Comment:

Multivariate analysis was used to find correlations between the non-
progressive life expectancy of both PC and EP groups with age, overall
condition, sex, weight loss, stage, histopathology and tumor response.

The wvariables associated with non-progressive survival were: p
<0.0001; tumor response p = 0.004 <0.005.

Other variables, such as age, overall condition, gender, and histopathology
were not associated with an additional survival time with p> 0.05.

3.2.4. Survival
3.2.4.1. Survival in two groups
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Figure 3.2. Survival in two groups
Bdng 3.5. Survival in two groups

PC group (n=84)

Median (month) Min Max 1nim!| 2 nam!| 3 nim
95% CI (month) (month)
10,3 0 0 0
(9,081 - 10.919) 5 48 39,3% | 9,5% | 3,6%
EP group (n =84)
Median (month) Min Max 1 vear | 2 vear| 3 vear
95% CI (month) | (month) | Y y y
8,7 month 4 27 | 17.9%| 4.8% | 0%

(8,554 - 9,446)

Verify Log Rank, degree of freedom = 1
Chi squared 16,005

P <0,0001




34

Comment:

- PC group: Mean time to live not progressing was 7.05 months. Minimum
of 3 months, maximum of 40 months. The median survival was 5.95 + 5.35.

EP group: Mean time to live not progressing was 5.23 months. Minimum of
3 months, maximum of 20 months. The median survival was 4.1 + 3.58.

- Use the Log Rank check for When squared 9.64 respectively p = 0.002
<0.005. Thus, the lifetime of non-progressive PC group was longer than that of
the statistically significant EP group with 95% confidence interval.

So6ng thém khong tién trién
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Figure 3.1.Progression free survival in the 2 groups
3.2.3.2. Progression free survival with a number of related factors
Table 3.4. A multivariate analysis of the factors associated
with PFS in two research groups

. . Ratio | confidence
Coefficient | Standard| Chi degrees| p risk interval 95,0%
B errors | Squared (HR) for HR
Low | Hight
Group (PC - EP) -,694 0,168 | 16,961 1 0,000 0,500 | 0,359 | 0,695

age (<61, > 61) 0,092 0,191 0,233 1 0,629 1,097 | 0,754 | 1,595

Status (PS0 - PS1) 0,310 0,274 1,285 1 0,257] 1,364 {0,797 | 2,333

Status (Men - -077 | 0187 | 0,170 | 1 [0,680] 0,926 | 0,642 | 1,335
women)
Stage (IIB-1V) | 1,304 | 0,305 | 18,279 | 1 |0,000]3,682 | 2,026 | 6,693
MBH 0,000 | 0,121 | 0,667 | 1 |0414]1,104|0,871] 1,398
Weight loss 0,546 | 0,412 | 1384 | 1 |0430]1,236]0,757] 2,331
Respondents 0,749 | 0,259 | 8353 | 1 |0,004]2,115|1,273 | 3,514
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BN giai doan IIIB, IV chlem 36,9 va 63,1% trong nhom PC va 40,5%, 59,5%
trong nhom EP. Nhu vy phan 16n BN trong nghlen ctru 14 giai doan IV. Phan bd
giai doan trong 2 nhém NC la dong deéu, khong c6 sy khac biét voi p > 0,05, .

Ty 1 UTBM tuyen UTBM vay, UTBM té bao 1én, UTBM té bao tuyén vay
trong nhém PC lan luot 1a 61,9%, 32,1%, 3 6% va 2,4%; trong nhom EP la
57,1%, 33,3%, 8,3% va 1,2%. Khi so sanh cac the mo bénh hoc gilra 2 nhom, két
qua khong c6 su khac biét co y ngh1a thong ké gitta 2 nhom voi p= 0,550>0,05.

Céc ty 1€ nay phu hgp hop véi cac NC trong va ngoai nude Ve ty 1¢ phan
bd MBH trong UTPKTBN.

4.2. Ket qua dap dng dleu tri

Tong sO chu ky hoa chét didu tri trong nhom PC 1a 446 chu ky. Trung
binh mdi bénh nhéan diéu trj 5,31 + 0,94. Tong s6 chu ky hoa chat diéu tri
trong nhom EC 1a 440 chu ky. Trung bmh moi bénh nhén nhan dugc 5,24 +
0, 94. S6 chu ky t01 thiéu 1a 3 chu ky, t6i da 1a 6 chu ky. Khong co benh
nhan nao kéo dai didu tri trén 6 chu ky Khoéng c6 su khac biét c6 y nghia
théng ké vé trung binh sb dot hoa tri giita 2 nhém véi p = 0,624 > 0,05.

Dap ting chu quan nhém PC cao hon hin nhém EP véi ty 1¢ cai thlen cac
triéu chung ho 68,7%; kho the 65,9% dau nguc 73,9% so véi 51,5%;
44.7%; 57,5% c6 ¥ nghia théng ké voi p < 0,05.

Cac ty le dap ting hoan toan, mdt phan, benh gitr nguyén va tién trién trong
nhém PC lan luot 1a: 2,4% (2/84 BN); 28,6% (24/84 BN); 54,8% (46/84 BN)
va 14,3% (12/84 BN). Ty 1¢ nay trong nhém EP 1a 1,2% (1/84 BN); 17,9%
(15/84 BN); 44,0% (37/84 BN) va 36,9% (31/84 BN). Nhu vay trong nghién
cuu nay ty 1¢ dap umg toan b ( dap Uimg hoan toan + dap tmg mot phan) cua
nhom PC 14 31% (2 4% + 28,6%), cao hon nhém EP 1a 19,1% (1,2% + 17,9%).
Su khac biét nay co y nghla thong ké véip=0,008 <0,05.

Khi phan tich mot so yeu to tién luong anh hudng dén ty 1& dap ung, nhan
thdy mot s6 yéu t6 nhu chi sb toan trang, giai doan c6 dnh hudng dén ty 1¢
dap (g toan bo ctia cac phac 6 PC va EP. Céc yéu tb khac nhu do tudi, gioi
tinh, d mo hoc, va loai MBH khong lam tang ty 1€ dap ung cla khi u.

Két qua thu nhan duoc cua nghién ciu vé ty 1¢ dap ing toan bd cao hon cua
nhom PC so véi phac dd EP hoan toan phu hop voi nhung nghién clru nude ngoai.

Niam 2000, trong thir nghiém 1am sang pha III cia Nhom hop tic nghién
ctru ung thu Chau Au (ECOG - Eastern Cooperative Oncology Group)
nghlen ctu trén 599 BN ung thy ph01 giai doan tién trién nham so sanh thoi
gian song thém va chat luong song cua 3 nhanh bénh nhén sir dung phac do
hoa chit PC voi 2 lidu cao va thap cua pachtaxel s0 vOi phac do EP. Két
qua cua nghlen ctru nay cho thy ty 1¢ dap tng toan bd cuia phac dd PC 1a
27,7% va EP 1a 12,4%. Ty 1& dap tng toan b cao hon ¢6 ¥ nghia thong ké
trong nhom PC V(’)’i p < 0,001. Cﬁng trong nghién clru nay ty 1€ cdi thién
chat luong song nhém bénh nhén sir dung paclitaxel cao hon han nhém EP
c6 y nghia thong ké voip=0,012.

4.3. Thoi gian song thém khong tién trién bénh
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Thoi gian trung binh STKTT nhém PC 1a 7,05 thang. Téi thiéu 14 3 thang,
t6i da 1a 40 thang. Trung vi song thém khong tién trién 14 5,95 + 5 ,35.

Thoi gian trung binh STKTT nhém EP Ia 5,23 thang Téi thidu 1a 3
thang, toi da 1a 20 thang. Trung vi song thém khong tién trién la 4,1 + 3,58.

Str dung kiém dinh Log Rank cho Khi binh phuong 9,64 twong tng p=
0,002 < 0,005. Nhu vay thoi gian STKTT nhom PC dai hon nhém EP ¢6 y
nghia thong ké véi dg tin cay 95%. Khi st dung phuong phap phén tich da
bién tim mdi twong quan glua thoi gian song thém khong tien trién cua 2
nhom paclitaxel - msplatm va phac dd etop051de - msplatm v6i cac bién
tudi, toan trang, gidi, tinh trang mat can nang, giai doan, md bénh hoc, va
dap tng | khéi u, cho thiy mot s6 bién c6 lién quan dén thoi gian song thém
khong tlen trién bénh.

Cac bién co lién quan dén thoi gian séng thém khong tién trién nhu: giai
doan p <0,0001; dap tng kh01 u<0,0001.

Cac bien khac nhu tudi, toan trang, gidi, m6 bénh hoc khong co lién
quan dén thoi gian song thém khong tién trién, p>0 05.

Trong NC Bonomi (2000), trung vi thdi gian sdng thém khong tién trién
nhom etop051de 12 2,0 thang.

4.4. Thoi gian sdng thém toan bo

Nhom PC; Thoi gian song thém trung binh 13,55 + 7,583 thang. Ngén nhét 5
thang, dai nhat 48 thang,. Trung vi thoi glan STTB 10,3 thang (CI 95% 9,081 -
10,919). C6 4 bénh nhin b6 cugc. Ty 1€ song thém toan bd 1 ndm, 2 ndm, 3 ndm
lan luot 14 39,3% (33/84 BN) 13,1% (11/84 BN) va 3,6% (3/84 BN).

Nhoém EP: Thoi gian song thém trung binh 9,8 = 4,237 thang Thoi gian
ngén nhét 4 thang, thoi gian dai nhat 27 thang. Trung vi thoi gian STTB la
8,7 thang (CI 95% 8,554 - 9 446) C6 1 bénh nhan bo cudc tai thoi diém 12
thang Ty 1¢ STTB 1 nam, 2 nam, 3 nim lan luot 1a 17,9% (15/84 BN),

4,8% (4/84 BN) va 0% (0/84 BN).

Str dung Test Log rank so sanh thoi g13n STTB cta 2 nhém cho thiy thoi
gian STTB nhém PC cao hon hin so véi nhém EP, v6i Khi binh phuong =
16,005 cho gi tri p <0,0001. Sy khic biét c6 y nghia thong ké, do tin ciy 95%.

Thoi gian song thém toan bo cua phac do paclltaxel 01splat1n trong nghién
clru cua chung t61 cho thdy twong duong vdi cac két qua cua nghién ciru trong
va nude ngoal v6i cac phac db phdi hop platinum (cisplatin, carboplatin) véi
thudc méi khac nhu gemmtabm vinorelbin, docetaxel, pemetrexed, paclitaxel
véi trung vi thoi gian song thém toan bo dao dong 8 dén 10,2 thang.

Téac gia Vi Van Vii (2006), trong nghién ctru 257 bénh nhén UTPKTBN
giai doan tién Xa so sanh két qua diéu tri gilta 2 nhom bénh nhan khong
didu tri hoa chét va nhém bénh nhan duoc diéu tri hoa chét cho két qua thoi
gian song thém toan by trung binh 10,2 thang. Tuy nhién cic BN trong
nghién ciru nay duoc st dung rat nhleu loai phac db hoa chét khac nhau véi
ty 1€ bénh nhan dung platmum (bao gom 01splat1n va carboplatin) phdi hop
voi etoposide 1a 67,7%; s6 con lai 26,6% la cac bénh nhan dugc dung phac
d6 phdi hop platin véi paclitaxel hodc gemcitabin. Nhom bénh nhan dugc
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Comment: PC group: The overall response rate <61 years and > 61
years old was 31.34% and 29.41%, p> 0.05; EP group: The overall response
rate <61 years and > 61 years old was 20.31% and 15%, p> 0.05.
3.2.2.2. Treatment response by gender

Comment: PC Group: The overall response rate for men and women was
28.81% and 36.0%. There was no correlation between 2 genders with p> 0.05;
EP Group: The overall response rate for men and women was 16.67% and
27.78%. There was no correlation between 2 gender with p> 0.05.
3.2.2.3. Response to treatment as a performance

Comment: PC group: The overall response rate for patients with PS 0
was 58.33% (14/24 patients), significantly higher than PS 1 (20/60). The
difference was statistically significant p <0.05; EP group: The response rate
in patients with PS 0 was 45.45%, 9.68% higher than PS 1. The difference was
statistically significant p <0.05.
3.2.2.4. Response to stage

Comment: PC group: The overall response rate in patients with stage
IIIB was 64.5%, 11.32% higher than in stage IV. The difference was
statistically significant p <0.05; EP group: The overall response rate in
patients with stage IIIB was 35.29%, 8.0% higher than stage IV. The
difference was statistically significant p <0.05; The PC tumor response rate
was significantly higher than that of the EP group in the subgroup IIIB,
with p=0.012 <0.05. There is no meaning in the phase IV subgroup.
3.2.2.5. Response to histopathological treatment

Comment: PC group: The overall response rate for patients with
adenocarcinoma was 32.69% and non-adenocarcinoma was 28.13%. The
difference was not statistically significant p> 0.05; EP group: The overall
response rate in patients with adenocarcinoma is 20.83% (10/48 patients)
and non-adenocarcinoma 16.67% (4/50). The difference was not
statistically significant p> 0.05.

3.2.3. Progression free survival
3.2.3.1. Progression free survival
Bdng 3.3. Progression free survival in 2 groups

. PC group EP group
ndicators (n = 84) (n = 84) p
Average (months) 7,05 5,23
Median 5,95 4,10
Standard deviation 5,35 3,58 0,002
Min 3,0 3,0
Max 40,0 20
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symptomatic radiotherapy and 76.0% without symptomatic radiotherapy. There
was no statistically significant difference between the two groups with p=0.778.
3.2.1.3. Treatment of bone destruction inhibitors

Comment: 100% of patients with stage IV bone metastases in both
groups studied the use of osteoarthritis inhibitor regimens.
3.2.2. Response therapy

* Subjective response

Table 3.1. Subjective response of two research groups

PC group EP group P
(n=284) (n=84)
n % n %
cough 46/67 68,7% 34/66 51,5% <0.05
dyspnee 29/44 65,9% 21/47 44,7% ’
Chest pain 34/46 73,9% 23/40 57,5%

Comment: The validity of PC and EP regimens all resulted in subjective
responses, which improved symptoms such as cough, dyspnea, and chest
pain. The improvement rate for PC group symptoms was: cough 68.7%;
dyspnea 65.9%; chest pain 73.9% and EP group: cough 51.5%; shortness of
breath 44.7%; chest pain 57.5%. PC group subjective response rate was
significantly higher than EP group with p <0.05.

* Objective response
Table 3.2. Objective response rate of 2 groups

PC group EP group
Response (n = 84) (n = 84) P
2 1
Completely 2.4% 1,2% <0,05
Part 2 o
28,6% 17,9%
. . 46 37
The disease is preserved 54.8% 44,0%
' ' 12 31 <0,05
Disease progression 14.3% 36,9%

Comment. The overall response rate (complete response + partial response)
in the PC group was 30.9% (26/84 cas), 19.1% higher in the EP group
(16/84 cas). The difference was statistically significant with p = 0.008
<0.05. The rate of retention and progression (unresponsive) in the PC group
was 54.8% (46/84 cas); 14.3% (12/84 cas) and the EP group were 44.0%
(37/84 cas); 36.9% (31/84 cas).

3.2.2.1. Response to treatment by age
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diéu tri hoa chat phdi hop platin c6 trung vi thdi gian song thém toan bo 1a
10 thang so véi 6 thang 1a nhém bénh nhan khong hoa tri. Ty 1€ song trén 1
nam cho chung cho cd 2 nhém la 14,4%; trong d6 nhom hoéa tri 1a 25% va
khong hoa tri chi con 4,5%. Nhu vay chung ta c6 the thay duoc loi ich tr
viéc dung hoa chat cho cac bénh nhan UTPKPTBN giai doan muon mang
lai két qua t6t hon chi cham soc triéu chung du bat ky thudc diéu tri nao.

Tac gia Bonomi (2000) so sanh Kkét qua song thém toan by cuia 2 nhom
bénh nhén diéu tri paclitaxel - cisplatin va etoposide - cisplatin cho két qua
trung vi thoi gian STTB phéac d6 paclitaxel - cisplatin cao hon so voi phéc
do etoposide - cisplatin v6i 9,9 thang so voi 7,6 thang, ty 1€ song thém sau 1
nam 38,9% so vai 31,8%, c6 y nghia voi p = 0,048 < 0,05.

Theo Schiller (2002), trong nghién ciru so sanh hiéu qua diéu tri 4 phac do
paclitaxel - msplatm gemcitabin - cisplatin; docetaxel - cisplatin; carboplatin -
paclitaxel voi tong s6 BN 1a 1155 BN cho két qua song thém trong nhom paclitaxel
- cisplatin nhu sau: trung vi 7,8 thang, ty 1& song thém toan bo 1 ndm 31%, 2 nam

10%. Khi so sanh vdi cac nhom khac khong c6 su khéc biét c6 ¥ nghia thong ké.

Egbert (2003), trong nghién cuu lam sang pha III, so sanh 3 phac dd
paclitacel - cisplatin, gemcitabin - 01spalt1n va paclitaxel - gemcitabin trén
480 BN, cho thy trung vi STTB cua phac ) pachtaxel - cisplatin 1a 8,1
thang (95% CI6,2-99 thang) tylé song thém toan b 1 nam la 35,9% (95%
CI 28,4 - 43,3). Khi so sanh véi 2 phic dd con lai khéng co sy khéc biét ¢o ¥
nghia thong ké vé& thoi gian sdng thém toan bo véi p = 0,668 va 0,108.

Trung vi STTB dugc tham khao trong cac nghién ciru nudc ngoai khong khac
ty 1€ trong nudc va cling phu hop véi nghién ciru ctia chiing t6i. Bonomi trung vi
song thém toan bo dugc 7,6 dén 10 thang vi du nhu Kosmidi 1a 10 thang.

Bdng 4.1: Thoi gian séng thém toan by ciia mot so tdc gid

. Trungvi | Song thém
Tac gia n Phac do song thém | toan bo 1
(thang) nam (%)
Cisplatin/Etoposide 7,6 32%
Bonomi (2000) 599 | Cisplatin/Paclitaxel (lidu thap) 9,5 37%
Cisplatin/Paclitaxel (lidu cao) 10 40%
. Paclitaxel/Carboplatin 9,1 37%
Belani (2005) 369 Etoposide/Cisplatin 7,7 32%
e Carboplatin/Pacllitaxel o
Kosmidi (2002) 224 Gemcitabin/Paclitaxel 10 41,7%
L Cisplatin/Gemcitabin 9,8 37%
Scagllioti (2002) 612 Carboplatin/Paclitaxel 9,9 43%
284 | Carboplatin/Paclitaxel 8,3
Schiller (ECOG 290 | Paclitaxel/ Cisplatin 7,9 34%
2002) 280 | Cisplatin/Gemcitabin 8,1 ?
289 | Docetaxel/Cisplatin 7,4
Cisplatin/Vinorelbin 14% (2 ndm)
Fossella (2003) 1218 Docetaxel/Platinum 3.3 24,5%
. Cisplatin/Pemetrexete 10,3
Scagllioti (2008) 1725 Cisplatin/ Gemcitabin 10,3 )
Bui Quang Huy 45 | Gemcitabin/Cisplatin 8,9 28,89%
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(2008)
Nguyen Thi Thanh . o
Huyén (2007) 65 | Docetaxel/Carboplatin 11 34,6%
Lé Thu Ha 45 | Paclitaxel/Carboplatin 10,65 34,7%
Nghién ctru ctia 168 Paclitaxel/Cisplatin 10,3 39,3%
chung t6i (2018) Etoposide/ Cisplatin 8,7 17,9%

Ty 1& song thém sau 2 nam cua phac do paclitaxel - cisplatin trong NC
ctia chiing t6i 1a 13,1%. Két qua nay phu hop véi cac tac gia khac trén thé
gidi tir 10% dén 15% (Bellani: 17%, Kelly: 13%, Shiller: 15%). Tuy nhién
cac NC khac trong nudc lai cho két qua thip hon nhuw Nguyén Thi Thanh
Huyén 4,2%; Lé Thu Ha 6,9%; Bui Quang Huy 6,4%.

Lién quan thoi gian song thém toan b véi mdt sé bién

St dung phan tich hdi qui Cox’s, phan tich da bién so sanh thoi gian
song thém toan bd 2 nhom véi mot s6 bién. Co sy khac biét vé duong cong
song thém gitra 2 nhom PC va EP véi p < 0,0001. Cac yéu t6 tinh trang mét
can, giai doan, d4p tmg diéu tri 1a nhimg yéu t6 tién lugng doc lap anh
huong dén thoi gian sdng thém toan b véi p < 0,05. Cac yéu t6 khong anh
huong dén su khac biét cia thoi gian séng thém nhu tuéi, gidi, md bénh hoc
va toan trang, Xa tri giai doan IIIB véi p > 0,05.

Belani (2004) dé cap dén yéu t6 nhu chi sb toan trang, sut can c6 anh huong
dén thoi gian song thém trong ca phan tich don bién va da bién. Tuy nhién c6
chi s giéi c6 anh huong dén sng thém trong phén tich don bién nhung khi
phén tich da bién lai khong c6 y nghia thong ké. Ciing theo ong, cac yéu tb
khac nhu tudi, gid1, kich thude u va giai phau bénh khong lién quan t6i thoi
gian song thém. Piéu nay phu hgp voi nghién clru cua chung toi.

Theo Vit Van Vi khi khao sat nhiing yéu té lién quan dén song thém
thy rang nhiing yéu t6 nhu sau c6 lién quan véi mirc ¥ nghia thong ké p <
0,05 nhu: ¢6 diéu tri hoa tri hon khong hoéa tri, dap g t6t voi hoa tri budce
1, ¢6 chi s6 PS cao va khong cé sy lién quan nhu: yéu t6 gioi, giai doan 1am
sang (I1IB, IV), tuyp mo bénh hoc, tén thwong di cin. Trong nghién ctru ctia
chung t6i giai doan 1a yéu t6 anh hudng c6 mirc y nghia théng ké. .

4.5. Djc tinh

Poc tinh trén hé huyét hoc

Giam BC va BCDNTT la doc tinh hay gip khi sir dung phac do phéi
hop hoa chét véi cisplatin. Trong NC nay doc tinh giam bach cau do III, IV
trong nhom PC cao hon nhém EP, 14n luot 1a: Giam bach cau d6 I1I, IV trong
nhém PC cao hon nhém EP, lan luot 1a: 64,3% (54/84 BN) va 42,9% (36/84
BN). Su khéc biét c6 ¥ nghia thong ké vai p < 0,05.

Giam BCDNTT d¢ I1I, IV trong nhém PC cao hon nhom EP, véi ty 1€ lan
lugt 13 58,4 % (49/84 BN) so voi 38,1% (32/84 BN). Giam BC da nhan trung
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Common symptoms include dry cough, phlegm; shortness of breath; chest
pain. Other less common clinical symptoms include cough, bone pain, which
accounts for 26.2%; 20.2% in the PC group and 20.2% in the PC group; 16.7%
in EP group. Systemic symptoms included fatigue, weight loss, fever at 77.4%;
76.2%; 22.6% PC group and 79.8%; 73.8%; 21.4% in EP group.

3.1.9. Whole body stats and body mass index

The overall ECOG status of the two major groups, PS1, accounted for
72.6% in the PC group and 72.6% in the EP group. The number of patients
underweight (BMI <18.5) accounted for 32.1% in the PC group and 27.4%
in the EP group.

3.1.10. Staging

The proportion of patients in the group IIIB,IV in the PC group was
36.9% and 63.1% respectively, and EP was 40.5% and 59.5% respectively.
The distribution of the two groups was uniform, with no statistically
significant difference with p> 0.05.

3.1.11. Location of lung injury

The lung lesions were 57.1% in the PC group and 52.4% in the EP group.
3.1.12. Metastatic location

Upper metatarsal lymphadenopathy, adjacent bones and lungs are the
most common. This ratio of the PC group is 35.7%, 31.0%, 29.8% and the
EP group is 39.3%; 28.6%; 27.4%. Some of the other metastatic sites are
less common, such as the liver, adrenal gland, pleura.

3.1.13. Histopathology

The incidence of epithelial adenocarcinoma, non-adenocarcinoma in the
PC group was 61.9%; 38.1% and in the EP group 57.1%; 42.9%.

3.2. Treatment results
3.2.1. Characteristics of the treatment
3.2.1.1. Average number of cycles per treatment group

Total treatment cycles in the PC group were 446 cycles, with 531 +
0.94 patients on average. The EP is 440 cycles, averaging 5.24 + 0.94.
Minimum number of cycles is 3 cycles, maximum is 6 cycles. No patients
were treated for longer than 6 cycles, p = 0.624> 0.05.
3.2.1.2. Radiation therapy

Comment: Stage Il1IB patients, who are no longer referred to as
radiotherapy, are only treated with 20-30 Gy symptomatic treatment for the
purpose of relieving pain and relieving pain, radiotherapy after
chemotherapy and no radiotherapy of the two groups respectively: PC
group including 61.3% (19/ 31cas), 19.4% (6/ 31 cas), 19.4% (6/31 cas) and
the EP group included 58.8% (20/34 cas), 20.6% (7/34 cas), 20.6% (7/34
cas). The difference was not statistically significant with p> 0.05.

Phase IV symptomatic radiotherapy as the PC group had 26.4%
radiotherapy and 73.6% without radiotherapy. The EP group had 24%
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evaluation: RECIST evaluation criteria; Progression free survival (PFS);
Overall survival (OS)
2.2.3.8. Evaluation of toxicity

National Institute for Cancer Evaluation Vulnerability Assessment,
version 4.0, published in 2009.
2.3. Analysis and processing of data

The research data is analyzed and processed on computer by SPSS 16.0
software. The test results were statistically significant with p <0.05.
2.4. Ethical issues in research

The treatment protocol was approved by the Scientific Council of the K
Hospital, the Scientific Council of Hanoi Medical University.

CHAPTER 3: RESEARCH RESULTS

3.1. Characteristics of patients in two study groups
3.1.1. Age

Mean age of PC group was 53.71 + 8.12; the median is 55 years old, the
youngest is 30 and the highest is 68 years old. Mean age of the EP group was
53.87 + 8.01; median age is 54 years old, the youngest is 31 years old, the
highest is 69 years old. Ages between 51-60 years old with a rate of 48.8% and
44.1% respectively for two groups of PC and EP.
3.1.2. Gender

Men occupy the predominant proportion in both groups. The sex
distribution of the PC group is as follows: 70.2% male (59/84 cas), female
29.8% (25/84 cas), male/ female ratio is 2.36/ 1. EP: male ratio 78.6% (66/84
cas), female 21.4% (18/84 cas), male/ female ratio was 3.66/ 1.
3.1.3. History of smoking, pipe tobacco

Patients with a history of smoking in both PC and EP groups were
59.5% and 61.9%. Male smokers dominate.
3.1.4. History of medical illnesses

The prevalence of medical malady in the PC group was 29.8% and the
EP group was 28.6% . Common diseases such as gastric ulcer, hepatitis B is
not active, controlled blood pressure medication, allergic weather ...
3.1.5. Family history

There were 6% in the PC group and 10.7% in the EP group had a
family history of cancer.
3.1.6. Time onset of disease

The prevalence of the most common onset for 1 to 2 months was 29.8%
in the PC group and 27.4% in the EP group.
3.1.7. Symptoms of onset

The most common ones were cough, phlegm, and 47.6% in the PC
group and 45.2% in the EP group. Followed by chest pain accounted for
22.6% PC group and 26.2% group EP.
3.1.8. Symptoms, clinical syndrome
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tinh do III, IV c6 sot chiém ty 1& 11,9% (10/84 BN) trong nhom PC, con chiém
3,6% (3/84 BN) trong nhom EP. Sy khac biét c6 y nghia thong ké véi p = 0,002.

Két qua nay phi hop véi cac NC nudc ngoai. Theo nghién ciru cua
Bonomi P (2000), ty 1é¢ ha bach cau d6 d6 VI & nhom dung phéi hop
cisplatin - paclitaxel liéu cao (250 mg/m?) chiém 27% va ty 1é tuong duong
16% va 14% trong 2 nhém etoposide - cisplatin va nhém paclitaxel -
cisplatin lidu thap (135 mg/m?). Tuy nhién véi ty 1¢ ha BCDNTT thi lai
khong nhan thdy viéc lién quan toi lidu lugng paclitaxel nita vi ty 1 ha
BCDNTT d6 4 trong nhom etoposide - cisplatin, cisplatin - paclitaxel liéu
cao va cisplatin - paclitaxel lidu thap 1a 55%, 65% va 74%. Ha BCTT do
II/IV trong phac d paclitaxel - cisplatin ciia Schiller (2002) 1a 75%.

Doc tinh thiéu mau va giam TC khong bi anh huéng nhiéu nhu giam BC.
Ty 18 thiéu mau d6 III trong NC Bonomi cao nhat trong nhom EP vdi ty 1¢ 28%
va trong 2 phac dd PC liéu cao, thip ty 1& nay 19 va 21%. Nghién ciru cia
chiing t6i cho két qua thiéu mau do 0, I, II, III va IV trong nhom PC lan luot la:
6,0%, 23,8%, 46,4%; 16,7%; 7,1% va trong nhom EP 1a 4,8%; 27,4%; 41,7%;
17,9%; 8,3%. Su khéc biét khéng c6 ¥ nghia thong ké giita 2 nhom véi p =
0,958 > 0,05. Giam TC d6 Il va IV it gap. Chiém ty 1¢ trong 2 nhom lan luot 14
4,8%; 2,4% va 6,0%; 1,3. Chu yéu gap giam TC d¢ I va II. Khong cé sy khac
biét c6 y nghia thong ké giita 2 nhém véi p = 0,900 > 0,05. Ty 1é giam TC theo
cac NC nu6e ngoai phac dd EP gap 15 - 44,9%, con PC khoang 0,5 - 4%.

DPgc tinh trén gan, thin

Tang men gan gip chii yéu do I va do II chiém ty 18 1an luot trong nhom
PC va EP 1a 10,7%; 4,8% va 13,1%; 3,6%. Khong gép tang men gan d¢ III,
IV trong ca 2 nhom. Khong co sy khac biét co ¥ nghia thong ké giira hai
nhém, p = 0,839 > 0,05. Chii yéu gip suy than do I trong ca hai nhom.
Nhom PC 14 10,7% (9/84), nhom EP 1a 8,3% (7/84). Khong thy c6 sy khac
biét c6 y nghia thong ké giira hai nhom vé6i p > 0,05. Theo cac NC nude
ngoai doc tinh gan hau nhu it gip, cac doc tinh ri loan chirc nang than déu
gip trén cac phac dd c6 platinum vai ty 16 thap 3% - 10% do II - IV. Trong
NC ctia chung t6i ghi nhan doc tinh gan than chu yéu d6 L.

Cac doc tinh ngoai hé huyét hoc

Cac ddc tinh ngoai h¢ huyét hoc hay gap nhu budn nén, ndén mira do 111, IV
trong nhom PC cao hon nhom EP, ty 1€ 25% so véi 13,1%, p = 0,049 < 0,05.
Rung téc gap trén tat ca BN & ca hai nhom. Pau co gip & nhom PC nhiéu
hon ty 1€ 8,3% so véi 0%, p = 0,007 < 0,05. Khong ghi nhan bién chiing tim
mach nao trén ca hai nhém. Poc tinh than kinh cling nhén théy cao hon &
nhém PC, ty 18 38,1% so vé6i 16,7%, p < 0,05. Mot s6 doc tinh khac nhu
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mét madi gap hau hét & 2 nhom, khong c6 su khac biét c6 y nghia théng ké.
Céc doc tinh nay ciing déu duoc ghi nhan trong cac NC khac. Cac doc tinh
budn ndn, ndn lién quan téi dung cisplatin trong phac dd. Con cac triéu
chimg nhu dau co, than kinh thuong gap khi dung paclitaxel.

KET LUAN

Qua NC 168 bénh nhan UTPKTBN giai doan IIIB, IV dugc chia lam 2
nhoém: Nhoém PC g0m 84 bénh nhéan hoa tri phac dd pachtaxel cisplatin va
nhoém EP g0m 84 bénh nhén hoa tri phac db etoposide - cisplatin chiing t6i
rit ra két luan sau:

1. Hiéu qua diéu tri ciia hai phac do:

Ty 1€ dap ung: Ty 1¢ dép ung hoan toan, mot phan, bénh gitr nguyén,
bénh tién trién ciia nhom PC 1 2,4%, 28,6%, 54,8%, 14,3% va nhoém EP 1a
1,2%, 17,9%, 44,0%, 36,9%. i

Ty 1&¢ DU nhom PC cao hon hian nhom EP: Ty 1€ dap tmg khach quan
cua nhom PC la 31%, (2,4% + 28 6%) nhém EP 1a 19,1% (1,2% + 17,9%),
su khac biét ¢ y nghia thong ké voip<0,01.

Thoi gian song thém khong tién trién: Trung vi thoi gian STKTT cua
nhom PC 1a 5,95 thang, nhom EP 12 4,1 thang, p=10,002.

Thoi gian song thém toan by: Thoi gian STTB trung binh nhom PC 1a
13,55 + 87,58 thang, thoi gian STTB trung binh nhom EP 1a 9,8 + 4,24 thang.
Trung vi STTB ctia nhom PC va EP la 10,3 thang va 8,7 thang, p < 0,0001.

2. Cac tac dung khong mong mudn ciia hai phac do

Dic tinh trén h¢ huyet hgc: Giam BC va bach cau DNTT ciia nhom PC
cao hon hin nhém EP, véi p < 0,05. Tuy nhién dbi v6i doc tinh thiéu mau va
giam TC thi khong c6 su khac biét giita hai nhom.

Doc tinh suy chirc nang gan va suy than: Giap chu yéu do I trén ca 2
nhém va khong c6 su khac bigt ¢ ¥ nghia thong ké.

Péc tinh ngoai hé huyét hoc: Nhom PC c6 cac doc tinh nhu nén, budn non
do 111, than kinh, dau €O, cao hon han & nhém EP co v nghla thong ké, p <
0,05. Két qua nay phu hop v6i cac NC nude ngoai khéac. Voi cac doc tinh khac
nhu rung toc, mét moi ghi nhan trén ca hai nhém nhu nhau, 100% s6 bénh
nhén rung toc. Khong c6 truong hop nao trong ca hai nhom c6 dc tinh tim.

KIEN NGHI

Qua két qua ciia nghién ctru ciia chiing t6i phac dd pachtaxel cisplatin
duoc chi dinh budec mot cho bénh nhan UTPKTBN giai doan 1IIB, IV ¢6
tiéu chuan sau:

- Thé trang t6t PS 0, 1.

- Khong c6 dot bién gen EGFR, ALK, PD - L1 < 50% va nhitng bénh
nhan c6 dot b1en cdc gen nay song khong co diéu kién kinh t& dé c6 thé sur
dung céc thudc diéu tri dich.
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Bui Quang Huy (2008) studied the Gemcitabine/ Cisplatin regimen in
45 patients with NSCLC stage I1IB and IV in Hospital K for the period of
2001-2006, the total response rate was 39.9%. Average life expectancy was
8.9 months. Additional 2-year average 4.4%.

Le Thu Ha (2009) studied 45 patients with NSCLC in stage IIIB, IV
treatment of paclitaxel-carboplatin regimen at the Hanoi Oncological
Hospital in 2006-2009. The response rate was 31 , 1%, there is no complete
response. Average living time is 10.65 months. Survival 2 years is 6.9%.

CHAPTER 2: OBJECTIVES AND RESEARCH METHODS
2.1. Research subjects

168 patients diagnosed with stage IIIB, IV chemotherapy at Hospital K
with either the paclitaxel-cisplatin regimen (PC) or the etoposide-cisplatin
regimen (EP) from January 2009 to June 2013.

2.1.1. Criteria for selecting patients

- Patients were diagnosed with NSCLC stage I1IIB, IV who had not
previously received chemotherapy.

- Age > 18 years old.

- No co-morbidity: active infection, diabetes mellitus blood glucose>
200 mg / dl, uncontrolled hypertension, unstable angina, congestive heart
failure, liver failure, severe renal failure, active hepatitis B, second cancer.

- Patients with stage IIIB do not have radical radiotherapy.

- ECOG status 0.1.

- No brain metastasis.

- Hematological tests, liver and kidney function within normal limits.

- Have full information.
2.1.2. Exclusion criteria

- Patient does not qualify.

- Patient left untreated for professional reasons.
2.2. Methods
2.2.1. Study design: Use of retrospective and prospective study design,
controlled, controlled interventions, vertical tracking. Collection of patients
from January 2009 to June 2013.
2.2.2. Research facilities

Drugs used in research

Paclitaxel: Content: 100 mg vial, 150 mg, 30 mg, 300 mg; The
microfiltration filter with filter diameter < 0.22pum.

Cisplatin: Content: Bottle 50 mg, 10 mg

Etoposide: Content: Vial 100 mg, 50 mg
2.2.3. Evaluate treatment results

Subjective response evaluation: EORTC QOL-C30 and EORTC QOL-
LC 13 questionnaires for lung cancer patients; Objective response



28

Squamous cell carcinoma; Adenocarcinome; Large cell carcinoma;
Adenosquamous cell carcinoma; Other: cholangiocarcinoma; u carcinoid,
salivary gland.

Grading histology: Gx: No histologic evaluation, G1: Highly disfigured,
G2: Disaggregated, G3: Poorly subdivided, G4: Not differentiated
1.2.2.4. Molecular Biology: Epithelial growth factor receptor (EGFR),
ALK (Anaplastic lymphoma kinase) gene mutation and others..
1.2.2.5. Other biological and laboratory markers: CEA (Carcino
Embryonic Antigen); SCC (Squamous Cell Carcinoma); Cyfra2l-
1(Fragmens of Cytokeratin 19).

1.2.3. Diagnostic criteria for lung cancer: Clinically based. CT, MRI are
available for definitive diagnostic and diagnostic stage. Histopathology has
significant diagnostic implications.

1.2.4. Lung Cancer Stage Diagnosis: The 7th edition of the TNM (tumor,
lymph node and metastatic) classification system published in 2009, published
by the International Association for Cancer Research (UICC) and the Cancer
Prevention Association The United States (AJCC).

1.3. Chemotherapy in lung cancer

1.3.1. Chemotherapy history of late stage lung cancer treatment

The history of chemotherapy for patients with NSCLC has been studied
and applied since the early 1980s. More than 50 chemicals have been
studied. However, only a few agents have an effect of 15% on cisplatin,
ifosphamide, mytomycin C, vindesin, vinblastine and etoposide. Among
them platinum monomer gives the whole median life of 6-8 months. In the
1990s, many new anti-cancer agents were discovered such as taxans
(docetaxel, paclitaxel), vinorelbine, gemcitabine. A combination of
platinum therapy with one of the new agents is the mainstream trend for this
period to extend the survival with a median of 8 to 10 months. No
difference in efficacy between these regimens was demonstrated but higher
efficacy than platinum and etoposide combination therapy including tumor
response, survival and improvement in quality of life in many studies.
Carboplatin is a cisplatin isomer used to replace cisplatin with less toxicity.
In the 2000s, pemetrexed plus platinum results in significantly higher levels
than previously available with a median survival of up to 11 months.

1.3.2. A number of studies on chemiotherapy in the treatment of lung
cancer in I1IB and 1V stages in Vietnam

Vu Van Vu (2006) studied 124 chemotherapy cases at the Ho Chi Minh
Oncology Hospital from 2001 to 2006, 96.3% of patients received combination
chemotherapy. The major combinations of cisplatin/ etoposide and carboplatin/
etoposide are 67.7%. The total response rate was 32.2%. 60-80% of patients
experience cough, dyspnea, chest pain, or agitation due to chemical treatment.
The median survival a total of 9.87 months, 1-year survival is 25%.
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- Bénh nhén giai doan IIIB khong c6 chi dinh hoa xa tri triét can.

- Bénh nhén ung thu bleu mo khong phai te bao Vay song cling khong c6
kha ning chi tra cho diéu tri phac db hoa chit phdi hop thudc khang sinh
mach bevacizumab cling duoc khuyén dung.

- Thoi gian rn01 ba tuan thuén loi hon cho cac bénh nhan so vdi nhiing
phéc dd hang tuan vé van dé di lai.
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A. INTRODUCTION

Chemotherapy for non-small cell lung cancer stage I1IB, IV is still one of
the main methods. Platinum combination therapy is considered to be the
standard regimen for high efficacy in treatment of response rates as well as
prolonged survival. In addition to the combined regimen of etoposide, platinum
therapy combined with new drugs such as paclitaxel, docetaxel, gemcitabine,
vinorelbine, pemetrexed also began to apply in the early 2000s. We study
results of treatment of cisplatin combination with paclitaxel or etoposide.
Objectives of the study:

3. Evaluation of results of cisplatin chemotherapy regimen combined

with paclitaxel or etoposide in patients with non-small cell lung
cancer stage IIIB, IV at K Hospital for the period 2009 - 2013.

4. Evaluating the undesirable effects of the two regimens
THE URGENCY OF THE SUBJECT

Although targeted treatment is considered to be the most advanced method
of treating NSCLC in stage IIIB, IV. However, the number of patients selected
for this treatment is only a small percentage. On the one hand, the patient needs
to have a genetic mutation, the appropriate type of histopathology, and the cost
of the drug is not suitable for the economic conditions of most patients in our
country. That is why chemotherapy is still the main treatment for patients in
this stage in Vietnam.

In addition to the classic chemotherapy regimen, etoposide-cisplatin was
introduced in the early 2000s, a series of combinations of platinum and other
new drugs were introduced in Vietnam in the late 2000s. These protocols have
proven to be equally effective and safe in the world. In Vietnam, some
protocols have been studied with small sample size and short follow-up time.
The paclitaxel-cisplatin regimen is one of the new regimens that runs once
every 3 weeks compared to other regimens once a week, which is very
convenient and reduces the cost of travel for patients far from the hospital.
However, the effectiveness and toxicity of this regime in the Vietnamese
population has so far not been studied and evaluated in the country.
PRACTICAL CONCEPTS AND CONTRIBUTIONS

5. Characteristics of patients treated with cisplatin regimen combining
paclitaxel or etoposide for the treatment of NSCLC stage I1IB, IV in K Hospital.

6. Assessment of treatment outcome in two regimens: tumor response rate,
survival time without disease progression, total survival time.

7. Assessment of toxicity and safety of two regimens: Hematologic
toxicity, outside the hematological system.

8. Analyze some of the factors related to treatment effectiveness, which
help to make better treatment choices in specific patient groups.
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STRUCTURE OF THE THESIS

The 132-page dissertation consists of 6 parts: Issue, 2 pages; Overview,
39 pages; Research subjects and methods, 17 pages; Results, 38 pages;
Discussions, 33 pages; Conclusion, 2 pages and recommendation, 1 page.
The thesis has 47 tables; 17 charts. The dissertation uses 197 references (28
in Vietnamese, 169 in English).

B. CONTENTS OF THE THESIS
CHAPTER 1: OVERVIEW
1.1. Epidemiology of lung cancer
1.1.1. World

Lung cancer is a common cancer and is the leading cause of death among
the world's cancers. According to the Globocan, in 2012, the number of new
cases worldwide was estimated at 1.8 million cases, accounting for 12.9% of
total cases of cancer and 1.59 million deaths accounted for 19.4% of total
deaths. due to cancer. About 18% of patients diagnosed with lung cancer live
more than 5 years. The highest standard age-related prevalence in Central and
Eastern Europe was 53.5/ 100,000 and East Asia was 50.4 / 100,000.

1.1.2. Vietnam

In 2012, according to Globocan lung cancer is the leading disease in
both sexes. Total number of new cases was 125,000 and 97,000 deaths.
Lung cancer was the most prevalent among men, the standard age-related
incidence was 41.1/ 100,000 and the second for women after breast cancer,
the standard age-for-age rate was 12.2 / 100,000. Age 40-79, the highest
age group 50-69 accounts for more than 50%.

1.2. Diagnosing lung cancer
1.2.1. Clinical

Mechanical: Cough, shortness of breath, chest pain.

Entity: Super venous syndrome, Pancoast syndrome, Horner, pleural
effusion, pericardial effusion syndrome, pain due to bone metastases,
enlarged liver due to liver metastases, brain syndrome.

Systemic symptoms: weight loss, prolonged fever, prostatitis.

1.2.2. Paraclinical methods
1.2.2.1. Image analysation

X-ray chest straight - tilt; Computerized tomography; Nuclear
magnetic resonance imaging; PET/CT (Positron Emission Tomography/
CT); Scan by SPECT; Ultrasound.
1.2.2.2. Invasive methods of taking samples

Bronchoscopy for soft tubing; Virtual bronchoscopy with multiple
transducers; Endoscopic surgery; Mediastinum endoscopy; Chest biopsy
under the guidance of computerized tomography
1.2.2.3. Cytological and pathology tests

Pathological classification: According to the World Health
Organization (WHO) classification in 2004.



