PAT VAN PE

Ung thu phdi (UTP) 14 bénh 4c tinh pho bién, 1a nguyén nhan gay tir vong
hang dau trong cac bénh ung thu & nam trén toan thé gisi. Ty 16 mac UTP chiém
ty 1& 11,6% trong tong s6 cac loai ung thu nhung gay tir vong dén 18,4%. Trong
d6 ung thu phoi khong té bao nho (UTPKTBN) chiém ty 1& 80-85%.

Bénh UTPKTBN giai doan 111 gap khoang 22% tai thoi diém chan doan
ban dau va ty 1 séng thém 5 nam dao dong tir 5 dén 20%, két qua nay phu thudc
vao phuong phap diéu tri. Diéu tri tai chd dong vai trd han ché do that bai bai di can
xa. Py chinh 13 co s dé tién hanh cac nghién cau phdi hop hda va xa tri.

Hién nay hoa xa tri dong thoi (HXTDT) duoc xem la diéu tri chuan cho
bénh nhan UTPKTBN giai doan IlIA hoic 1IB khéng phau thuat triét deé.
HXTPDT c6 uu thé vé viéc kiém soat bénh tai chd va di can xa nhd su twong tac
cung luc gitra hoa va xa tri. Cac nghién ctu cua Kelly (2001), Schiller (2002)
da xac dinh su phdi hop paclitaxel - carboplatin dong thoi véi xa tri cho két
qua kha quan. Belani (2005), Vokes (2007) va Lau (2001) cling chtrng minh
diéu nay.

Tai Viét Nam, UTP c6 ty 1&é mac va chét hang nam nhiéu tha hai, chi sau
ung thu gan va dy doan ngdy cang ting. Viéc tim soat UTP chwa duoc trién khai
rong rai, da s6 cac bénh nhan UTP khi d¢én kham déu & giai doan tién trién, anh
huong téi két qua diéu tri. Cac nghién ctru diéu tri HXTDT cho UTPKTBN giai
doan ITIB con it, trong d6 nghién ctru HXTDT UTPKTB bang phac d6 etoposide-
cisplatin cho ty I& dap tmg 55,3%, dic biét diéu tri HXTDT ap dung k¥ thuat
PET/CT mé phong véi phac d6 paclitaxel-carboplatin cho ty 1¢ séng thém toan
bo 1 nam, 2 nam, 3 nam tuong tng la 78,6%, 51,3% va 39,6%. Tuy nhién khong
phai tat ca cac bénh nhan déu c6 thé tiép can duogc vai ki thuat PET/CT mé phong
truéc khi tién hanh diéu tri. Do vay, chiing t6i tién hanh nghién ciru dé tai: “Panh

gia két qua hoa xa tri dong thoi phac do paclitaxel- carboplatin trong ung



thw phéi khong té bao nhé giai doan I1IB tai Bénh vién K” trong thoi gian tir
2014-2017 véi hai muc tiéu:

1. Ddnh gid két qua hoa xa tri dong thoi phdc do paclitaxel-carboplatin

trén bénh nhdn ung thu phéi khong té bao nhé giai doan 111B.

2. Ddnh gid mét sé déc tinh cia phdc do nay.

PONG GOP MOI CUA LUAN AN

— Ghi nhan hiéu qua diéu tri lién quan c6 y nghia dén phuong phap diéu tri:
nhém diéu tri di ca hai phuong phap hoa xa tri dem lai thoi gian séng thém toan
bo (STTB), séng thém khong tién trién (STKTT) dai hon ¢6 y nghia théng ké khi
so sanh véi cac nhom diéu tri khong du liéu trinh.

— Trong nhdm nhan diéu tri khong du liéu trinh hoa hoic xa tri, nhém nhan
du lidu xa tri c6 thoi gian séng thém dai hon c6 ¥ nghia khi so sanh véi cac nhém
con lai.

CAU TRUC CUA LUAN AN
Luan &n c6 110 trang, gom: dat van d& va muc tiéu nghién ciu (02 trang),
tong quan (32 trang), d6i twong va phuong phap nghién ctu (14 trang), két qua
nghién ciu (28 trang), ban luan (31 trang), két luan (2 trang) va kién nghi (1
trang). Luan an c6 29 bang, 22 biéu db, 8 muc hinh anh, 132 tai liéu tham khao,
trong d6 ¢ 21 tai liu tiéng Viét va 111 tai liéu tiéng Anh.
Chuwong 1: TONG QUAN
1.1. Mt s6 diic diém dich t& ung thw phoi
Theo thong ké caa Globocan nim 2018 vé UTP, thé giodi cd khoang 2,094
triéu nguoi maoi méc, xép thir 1 vé ty 1& méi mac trong sé céc bénh ung thu. Day
la mot trong nhitng nhdm bénh ung thu pho bién nhat, &c tinh nhat va dé lai hau
qua nang né nhat vé sic khoe, kinh té va xa hoi. Trén thé gisi, nam cé ty 18 méi
mac UTP cao nhét ¢ viing Bac My, Chau Au va dic biét 1a ving Trung Pong. Nit
c6 ty 16 m&i mac cao nhat & Bac My, Pong A, Bac Au va mét s6 nude nhu Trung
Quéc, Nhat Ban, Singapore, Anh. Tai Viét Nam, UTP c6 sé mac va chét hang

nam nhiéu thar hai, chi sau ung thu gan. Thuc té s6 ca mac va chét do UTP hién



tai Xap xi ung thu gan, v6i 25.335 ca ung thu gan so v&i 23.887 ca UTP méi mac
mdi nim, va s tr vong do ung thu gan 1a 20.920 so voi 19.559 ca tir vong do
UTP. Piéu dang lo ngai hon 13, trong khi ty Ié mac ung thu gan nguyén phat c6
xu huéng giam trong nhimg nam qua, va dy doén tiép tuc giam trong nhimg nam
tdi nho nhitng thanh cdng cua chuong trinh tiém vaccine phong viém gan B trong
khi @6 ty 16 mac UTP van ngay cang ting va van sé tiép tuc tang.

Ung thu phoi 1a nguyén nhan gay tir vong hang dau ¢ nam gigi trong s6
cac bénh ung thu tai cac nudc phat trién va dang phat trién.

Theo théng ké cua Globocan, nam 2002 trén thé gidi c6 khoang 1,2 triéu
ca tir vong do UTP. Nam 2008 s6 ca tir vong khoang 1,4 triéu ca chiém 18,2% va
nam 2018 gan 1,8 triéu ngudi chét vi can bénh nay, dimg dau trong téng sé ca tir
vong do ung thu.

1.2. Cac phuwong phap chan doan ung thu phoi
1.2.1. Lam sang:

- Tri¢u ching co nang: ho khan, ho khac dom, dau nguc, khé thé hoac co thé
khong c6 triéu chirng co nang.

- Triéu chimg thuc thé: phu thudc vao giai doan véi giai doan sdm cac tri¢u chiing
it, giai doan mudn triéu chimg gom cac dau hiéu chén ép hodc xam lan duong
tho.

- Triéu chung toan than: mét moi, chan an, gﬁy sut, sot. ..

1.2.2. Cdc phwong phdp cén lim sang gom:

- Cac phuong phap chan doan hinh anh: Chup X-quang phdi thang, chup cét 16p
vi tinh, chup cong hudng tir hat nhan, chup PET/CT dé phat hién ton thuong phoi
lién quan tdi cac cau tric xung quanh.

- Cac phuong phap noi soi: bao gdbm ndi soi phé quan dng mém, noi soi anh sang
trang, ndi soi anh sang huynh quang dé phat hién cac ton thuong trong 1ong phé
quan va qua d6 sinh thiét ton thuong lam xét nghiém mé bénh hoc.

- Cac phuong phéap chan doan té bao hoc, mo bénh hoc, sinh hoc phan ti.

1.2.3. Chén dodn giai doan bénh



Chéan doan giai doan ung thu phdi dua vao cac tiéu chuan sau: khdi u
nguyén phat (T), di cdn hach vung (N) va di can xa (M). Phan loai cia Hiép hdi
Ung thu Hoa Ky nam 2010 d6i voi ung thu phdi nhu sau:

Giai doan Giai doan T Giai doan N Giai doan M
0 Tis (tai chd) No Mo
1A T1 No Mo
IB Taa No Mo
A Ty, T2 N1 Mo
1B Tap N1 Mo
T3 No Mo
A T1 N Mo
T? N2 Mo
T3 Ny, 2 Mo
Ty No, 1 Mo
1B Tq, Ty, T3 N3 Mo
T, N2, N3 Mo
\Y; Batky T Bat ky N M,

Hién tai thang 1/2018 AJCC da cap nhat phién ban 8 cta ung thu phoi dua
vao phan tich thoi gian séng thém cta hon 95.000 bénh nhan. Tuy nhién do thu
thap s liéu cua chung t6i tir 12/2014-12/2017 nén ching t6i van sit dung phién
ban 7 vé xép loai TNM cua ung thu phoi.

1.3. Cac phwong phap diéu tri ung thw phoi khong té bao nhé

1.3.1. Giai doan 1

- Phau thuat dong vai tro quan trong, co thé chita khoi 60-80% s bénh nhan. Hoa
trj duoc chi dinh & giai doan IB khi c6 kém theo céac yéu td nguy co cao. Xa tri
chua c6 vai tro ¢ giai doan nay.

1.3.2. Giai doan Il

- Phau thuat dong vai trd quan trong trong giai doan nay.

- Hoa tri dugc chi dinh trong giai doan nay.



- Xa tri hoic HXTPT dugc chi dinh sau md phu thudc vao két qua mod bénh hoc
sau phau thuat.
1.3.3. Giai doan II1

Ung thu phoi khéng té bao nho giai doan III duge xem nhu 1a mot bénh
tién xa tai chd tai ving, c6 di can hach hodc xam 14n vao cac ciu trdc 1an can phoi
va chua c6 bang chtng cua di cin xa.

Dbi véi giai doan I11B hién tai van c6 nhiéu quan diém tranh ci xung
quanh chién luogc diéu tri cho bénh nhan. Mot sé nghién ctiu 1am sang duoc thyuc
hién dé danh gia vai tro phau thuat trong UTPKTBN giai doan 11IB nhu 1a mot
phan trong liéu phap phéi hop da mé thirc. Tuy nhién cac nghién ctru déu khang
dinh phiu thuat s& khong duoc lya chon khi d3 ¢ di can hach trung thét.

Vai trd cua hod xa tri dong thoi vira gitp diéu tri sém cac 6 di can vi thé,
vira thu nho thé tich u va hach, dong thoi tan dung tac dong hiép dong gitra hoa
tri va xa tri dé diéu tri khdi u tai chd. Hoa xa tri dong thoi con 1am té bao u tang
nhay cam vaéi tia xa va rit ngan thoi gian diéu tri. Cac nghién ctu trén thé gioi
danh gia hiéu qua cua hod xa tri dong thoi véi mot s6 phac dd hoa tri trong d6
phac dd paclitaxel-carboplatin dwgc nghién ctu mot sé tac gia nhu Choy,
Yamamoto, Benali CP cho thdy dem lai hiéu qua diéu tri va van kiém soat duoc
tac dung phu.

Piéu tri cung cb sau hoa xa tri déng thoi cho thay vai trd cua phau thuat,
diéu tri dich khong chting minh dugc cai thién thoi gian song thém. Diéu trj mién
dich duoc khiang dinh dem lai hiéu qua cao hon so vé6i theo ddi don thuan, tuy
nhién dé cac bénh nhan ung thu phdi khéng té bao nho giai doan I11B tiép can
phuong phap nay van con 1a thach thie do diéu tri kinh té mot phan va mot phan
thudc chua co mat tai Viét Nam.

1.3.4. Giai doan IV
Diéu tri giai doan IV phu thudc vao ca thé hod diéu tri, phu thudc vao nhiéu

yéu t6 trong d6 quan trong nhat 14 thé trang bénh nhan, tinh trang dot bién céac



gen: EGFR, ALK, PD-1, PD-L1... dé dua ra lya chon thich hop cho timg ddi tuong

cu thé dé dam bao tdi da loi ich diéu tri va giam tac dung phu.

Chuong 2: POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Poi twong nghién ciu

Gom 70 bénh nhan UTPKTBN dugc diéu tri tai Bénh vién K tir 12/2014-
12/2017 thoa mén cac tiéu chi sau: dugc chan doan ung thu phdi khong té bao
nho giai doan IIIB nguyén phat theo AJCC 2010, chwa dugc diéu tri dac hiéu,
tudi tir 18-70, 6 thé trong PS tir 0-1, khong can can thiép xa tri gap, khong co
bénh Iy noi khoa khong kiém soat duoc. Tiéu chuan loai trir bao géom: cac bénh

nhan khong du tiéu chuan trén, c6 tién sir ung thu khac.

2.2. Phwong phap nghién ciru

Nghién ctu mé ta tién ctu ¢d theo ddi doc, st dung ¢& mau thuan tién.

2.3. Cac budrc trién khai nghién ciru

2.2.3.1. Chdn dodn xdc dinh: cac bénh nhan dugc xét nghiém mé bénh hoc dé
khang dinh 1a UTPKTBN qua sinh thiét xuyén thanh nguc, soi phé quan ddi véi
u trung tdm. Do vai trd cua diéu tri dich nhu: cac thudc khang tyrosin kinase,
khang ALK... véi cac bénh nhan UTPKTBN giai doan IIIB chua dugc khang
dinh qua céc thtr nghiém lam sang nén cac bénh nhan ctua ching t61 khong lam
xét nghiém dot bién EGFR, sap xép lai ALK, PD-L1 ... mdt cach thudong quy.
2.2.3.2. Chan dodn giai doan: két hop kham 1am sang v6i chan doan hinh anh
nhu chup CT nguc, si€u am b bung (hodc chyp CT b bung), chup MRI s¢ nao,
chup xa hinh xuong, mot sb truong hop c6 thé st dung PET/CT dé bo sung danh
gia giai doan bénh trude khi tién hanh diéu tri.

2.2.3.3. Dadnh gia toan trang bénh nhdn cung cdc bénh kem theo: lam cac xét
nghiém d4nh gia bilan trudc diéu tri bao gdm: chirc nang gan, than, chirc nang ho

hap, xét nghiém cong thirc mau, sinh hda mau, nhém mau, dién tim, siéu am tim.



- Cac bénh nhan duogc chan doan UTPKTBN giai doan I1IB dép tmg tat ca
céc tiéu chuin nghién curu s€ dugc dua vao diéu trj hoa xa tri déng thoi.

2.2.3.4. Quy trinh diéu tri hod xa tri dong thoi: gdm 7 chu ky paclitaxel- carboplatin

tién hanh dong thoi vdi tia xa, lidu 63 Gy.
watri TUAN  Tuin2 Tuan3 Tuan4 Tuan5 Tuan6 Tuan7

1

t 1 t t t t t

Héa tri
So d6 1. Phac do héa xa tri dong thoi
2.4. Theo déi bénh nhan sau diéu tri

Chuing ti tuyén bénh tir thang 12/2014 va két thic 12/2017. Thang 1/2018
chlng t6i bat ¢au phan tich va xir Iy sé liéu, bao gom: danh gia dap ung (bénh
dap ung hoan toan, mot phan hoic giir nguyén, bénh tién trién sau diéu tri), ghi
nhan cac doc tinh lién quan dén diéu tri. Ghi nhan sdng thém toan bo va séng
thém khong tién trién. Trong trudng hop bénh tién trién trong hoac sau khi két
thic hoé xa tri dong thoi sé tién hanh diéu tri theo huéng dan thuc hanh 1am sang
diéu tri UTPKTBN va ghi nhan thoi gian séng thém toan bo.

2.5. Thu thap, phan tich va xir ly s6 liéu

- Thu thap théng tin bang bénh an nghién ctu. Phan tich va xu 1y sé liéu bing
phan mém théng ké y hoc SPSS 20.0. U'éc tinh ty 1é va thoi gian song thém bang
phuong phép Kaplan-Meier. Panh gia dap tng dya theo tiéu chuan dap ng cua
khoi u dac RECIST. Péanh gia thoi gian song thém bao gom: séng thém khong
tién trién, sbng thém toan bo. Panh gia doc tinh trén hé tao huyét va ngoai hé tao

huyét theo tiéu chuan caa WHO.

2.6. Céc tiéu chuian dao dirc trong nghién ctru

Phuong phép hoa xa tri dong thoi duoc ap dung trong diéu tri UTPKTBN

giai doan IIIB ¢ cac nudc trén thé gidi. Cac bénh nhén ty nguyén tham gia va co



thé rat ra khoi nghién ctru. Khi xay ra tai bién hoac tac dung phu dugc cham séc

theo dung huéng dan thuc hanh.

Chuwong 3: KET QUA NGHIEN CUU

3.1. Pic diém bénh nhan

Trong 70 bénh nhan nghién ctru, ltra tudi gip nhiéu nhat 1a tir 50-68, chiém
ty 16 71,5%, tré nhat 1a 35 va 16n nhat 14 68, nam chiém nhiéu hon nir (78,6% so
v6i 21,4%). Pa s6 cac bénh nhan c6 thé trang tét trude khi diéu tri (100% PS 0-
1). Céc tri€u chiing cua bénh rit da dang trudc khi tién hanh diéu tri, bao gém:
ho khac dom (67,1%), dau nguc (61,4%), ho mau dang day (18,6%), cac tricu
chtng khac chiém ty 18 thap hon. Ngoai ra ¢6 17,2% cac bénh nhan khong c6
triéu chimg co ning ma di kham bénh do tinh co. Vé dic diém can 1am sang,
chung t6i ghi nhan ung thu biéu mé tuyén chiém ty 18 cao nhat (62,9%), tiép dén
1a ung thu biéu mé vay (31,4%). Cac khdi u & phoi phai chiém ty 1& nhiéu hon &
phoi trai (phai/trai: 1,6/1), trong d6 kich thudc khéi u ting dan theo ty 1é mac.
3.2. Két qua diéu tri
3.2.1. Pdc diém diéu tri

Trong s6 70 bénh nhan du tiéu chuan vao diéu trj c6 56 bénh nhan hoan
thanh du liéu tri xa trj, chiém 80% va 46 bénh nhan hoan thanh diéu trj du 7 chu
ky hoa tri, chiém 65,7%. Ty 1¢ dat d4p tmg hoan toan sau HXTDT 1a 2,9%, trong
do dap g mot phén 1a 75,7%, bénh gitt nguyén 1a 4,3%, ty 1¢ kiém soat bénh 1a
82,9%.
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® Sau diéu tri HXTDT ® Sau diéu tri clng co

Biéu d6 3.1: Két qua diéu tri
Phan tich dudi nhom trong sd 70 bénh nhén diéu tri thay cac yéu to anh
hudéng dén dap tmg diéu tri bao gdm: thé mé bénh hoc, kich thude va mic do
xam lan ctia khoi u ban dau. Cac yéu t6 khong anh hudng dén dap tng diéu

tri bao gom: tudi, gioi, tinh trang st can, licu xa, s6 chu ky hoa tri, tinh trang

hach.

Bing 3.1: Ddnh gid ddp irng theo cdc yéu to

Co6 dap ung Khong dap ung
Cic yéu td (Hoan toan +|(Gii nguyén + Tong  |P
mot phan) tién trién)
<50 16 (80%) 4 (20%) 20 (100%)
Tudi > 0,05
> 50 39 (78%) 11 (22%) 50 (100%)
Nam 43 (78,2%) 12 (21,8%) 55 (100%)
Gioi > 0,05
Nir 12 (80%) 3 (20%) 15 (100%)
Co 20 (83,3%) 4 (16,7%) 24 (100%)
Sut can > 0,05
Khéng 35 (76,1%) 11 (23,9%) 46 (100%)




Tuyén 41 (93,2%) 3 (6,8%) 44 (100%)

MBH <0,05
Khong tuyén|14 (53,8%) 12 (46,2%) 26 (100%)
> 60Gy 45 (80,4%) 11 (19,6%) 56 (100%)

Liéu xa > 0,05
<60Gy |10 (71,4%) 4 (28,6%) 14 (100%)

S§  chul’ 37 (80,4%) 9 (19,6%) 46 (100%)

o > 0,05

ky hoa tri| < 7 18 (75%) 6 (25%) 24 (100%)
N2 25 (89,3%) 3 (10,7%) 28 (100%)

N > 0,05
N3 30 (71,4%) 12 (28,6%) 42 (100%)
T1,2 7 (46,6%) 8 (53,4%) 15 (100%)

T <0,05
T34 48 (87,3%) 7 (12,7%) 55 (100%)

Tong 55 15 70 (100%)

3.2.2. Két qud song thém toan b va cdc yéu té lién quan
Bing 3.2: Két qud song thém todn b
Ty e Ty € Ty le STTB
) Thoi gian STTB Y Y Y ]

So BN . STTB 12 STTB 24 STTB 36 trung Vvi
trung binh

(N) ) thang thang thang (thang)
(thang)

(%) (%) (%)
70 295+24 78 67 37 28,6+£3,4

Trong s6 70 bénh nhan nghién ciru, thoi gian song thém trung binh 14 29,5
thang, ty 1¢ séng thém sau 1 ndm, 2 ndm, 3 nam tuong ung la 78%, 67%, 37%.

Bing 3.3: Két qud song thém toan bé theo tinh trang sit cén

Tinh trang st S6 BN Théi gian STTB Thoi gian p




can (n) trung binh (thang) STTB trung vi

(thang)
C6 sit can 24 223+3,1 21,0+1,7
Khong sutcan 46 33,129 28,6 +1,3 0,044
Téng 70 295 +2.4 28,6+1,6

Thai gian song thém toan bo trung vi & nhém co sit can 1a 21 thang so véi nhém
khéng sut can la 28,6 thang, vai p = 0,044,

Bing 3.4: Séng thém toan bé theo liéu xa

Thot gian STTB Thoi gian
Liéuxatri S6 BN (n) trung binh STTB trung vi p
(thang) (thang)
<60 Gy 14 138 +3,2 124+ 34
> 60 Gy 56 322+27 313+£21 0,04
Téng 70 295+ 2,4 28,6 +2,3

Thoi gian sdng thém toan bo trung vi & nhdm xa tri < 60 Gy la 12,4 thang ngan
hon so v&i nhém xa tri > 60 Gy 1a 31,3 thang voi p = 0,04 c6 ¥ nghia thong ké.
3.2.3. Két qud song thém khong tién trién va cdc yéu té lién quan

Bing 3.5: Két qud song thém khéng tién trién

S0 BN Thoi gian STKTT Théi gian STKTT
. ) ) 95%ClI
(N) trung binh (thang)  trung vi (thang)
70 158+15 23372 9,074-37,592

Thoi gian séng thém khdng tién trién trung binh 1a 15,8 thang.



Bing 3.6: Két qud song thém khéng tién trién theo tuéi

S6 BN Thoi gian STKTT Thoigian STKTT

Nhom
(n) trung binh (thang) trung vi (thang)
<50 20 10,0+2.22 11,7+1,7
> 50 50 176+1,8 23,3+1,6 0,042
Tong 70 158+ 1,5 233+15

Thoi gian sdng thém khdng tién trién trung vi & BN < 50 tudi 1a 11,7 thang so voi
BN > 50 14 23,3 théng, véi p = 0,042.

Bing 3.7: Song thém khong tién trién theo liéu xa

Thoi gian Thaei gian
Liduxatri S6BN(n) STKTT trung STKTT trung p
binh (thang) vi (thang)
<60 Gy 14 6,5+2,4 75+2]1
0,017
> 60 Gy 56 170+1,6 23,3+3.2
Téng 70 158+1,5 233+21

Thoi gian song thém khéng tién trién trung vi & nhom xa tri < 60 Gy 1a 7,5
thang so vai nhom xa tri > 60 Gy la 23,3 thang vai p = 0,017.
3.2.4. Phén tich méi lién quan giiva séng thém véi phwong phdp diéu tri

Bing 3.8. Phén tich moi lién quan giiva song thém véi phwong phdp diéu tri

Picu tri di Piéu tri khong

HXTDT dua HXTDT P

(45 BN) (25 BN)




STTB trung
. ] 32,5+ 2,7 22,1+39 29,5+2,4 0,008
binh (thang)

STKTT trung
. ] 17,6x1,8 10,4+2,2 158+16 0,035
binh (thang)

Trong s6 70 BN dugc HXTDT c¢6 45 nhan du liéu hoa tri va xa tri, thoi
gian STTB, STKTT trung binh cao hon so véi nhom khong nhén du lidu diéu
tri, vi p c6 ¥ nghia thong ké.

Bing 3.9: Phin tich méi lién quan giita séng thém trong nhom diéu tri khong

dii ligu trinh HXTDT

HC 7 tuAn HC <7 tuan Khong didu tri

L ) T(K)ng P
XT < 60 Gy XT di lidu 9t cd hod xa trj

S6 BN 8 11 6 25

STTB trung
17,244 30,2+5,2 5,5+£0,5 29,5+2,4 0,009
binh (thang)

STKTT trung
. ) 5,215 14,5+3 1,3+0,5 15,8+1,5 0,093
binh (thang)

Trong nhém BN khéong nhan di liéu trinh HXTPT (25BN), nhom nhan diéu
tri du liéu xa tri (8BN) c¢6 thoi gian STTB trung binh cao hon so véi cac nhom
con lai v6i p co ¥ nghia théng ké.

3.2. Poc tinh diéu tri
3.2.1. Péc tinh trén h¢ tao huyét

Bing 3.10: Déc tinh trén hé tao huyét



DPoc tinh

Moi do b1 Do 2 bo 3 bo 4

S6 BN (%) S6 BN (%) S6 BN (%) S6 BN (%) S6é BN (%)

n % n %% n % n % n %

Ha huyétsict6 55 78,6 52 742 2 28 1 14 0 O

Ha bach cau

Ha bach cau

trung tinh

Ha tiéu cau

51 728 13 185 32 457 6 86 O 0

3 50 19 272 11 15,7 5 7,10 0

17 242 15 214 1 1,4 O 00 1 1,4

Trong so 70 bénh nhan diéu tri ching toi ghi nhan ty 1& ha huyét sac t6 la
78,6%, chu yéu 1a ha do 1 (74,2%). Ty Ié ha bach cau trung tinh chiém ty 1& 50%,

khdng ghi nhan truong hop ndo ha bach cau kém theo sét. Ty 18 ha tiéu cau 14

24,2%, ¢ 1,4% truong hop ha tiéu cau do 4, khdng kém theo xuat huyét trén 1am

sang.

3.2.2. Pjc tinh ngoai hé tao huyét

Bang 3.11: Dic tinh trén gan, than

Moi dd bo 1 Do 2 o 3 Do 4

Péc tinh S6 BN (%) S6 BN (%) S6 BN (%) S6 BN (%) S6 BN (%)
n % n % n % n % n %

Tang

AST/ALT

33 471 29 414 4 57 0 00 O 0,0



Tang Ure 11 15,7 11 15,7 O 00 O 00 O 0,0

Tang
o 0 00 O 00 O 00 O 00 O 0,0
Creatinine

Ty Ié ting men gan 14 47,1%, trong d6 chi1 yéu 12 ting men gan d6 1, khdng
gay gian doan diéu tri. Khdng ghi nhan truong hop nao ting creatinine trong sudt
qua trinh diéu tri.

3.2.3. Cac dgc tinh khéac

Bdng 3.12: Cac doc tinh khac

Moi do bo 1 Do 2 bo 3 bo 4
Poc tinh

n % n % N % n % n %
NOn 11 15,7 11 157 O 0 0 0 0 0
Viém phéi 30 428 22 314 8 114 0 0 0 0
Viém da 36 514 33 471 3 43 0 0 0 0
Chan an 26 371 25 357 1 14 O 0 0 0

Viémthycquan 36 514 30 429 6 86 0 O 0 0

Sat can 1 14 1 14 0 O 0 O 0 0

Ty Ié viém phoi lién quan dén diéu tri 1a 42,8%, trong d6 viém phoi do 1
chiém 31,4%. Ty I¢ viém thuc quan 1a 51,4%, trong do chu yéu la viém do

1 (42,9%). Khong gap bénh nhan lién quan tai doc tinh do 3 tré 1én.



Chuong 4: BAN LUAN
4.1. Két qua nghién ciru va mét s6 yéu té anh hwéng
4.1.1. Két qud nghién ciru

Trong nghién ctru chung toi st dung b doéi hoa tri: paclitaxel 45mg/m2
ngdy 1, carboplatin AUC = 2 ngay 1, diéu tri chu ky hang tuan phi hop dong
thoi véi xa tri. V6i thiét ké ban du 13 Xa tri s& duoc tién hanh dong thoi hoa tri,
hod tri s& dugc truyén vao ngay dau tién cua tuan sau d6 bénh nhan sé duoc xa tri
5 budi/tuan trong vong 6 tuan. Trong s6 70 bénh nhan nghién ctu, c6 46 bénh
nhan diéu tri du 7 chu ky hoa tri, chiém 65,7%, 24 bénh nhan diéu tri duéi 7 chu
ky hoa tri, chiém 34,3% trong d6 21,4% s6 bénh nhan diéu tri 6 chu ky va 12,9%
diéu tri 5 chu ky. C6 tat ca 456 chu ky diéu tri hod tri trong tong sé 490 chu ky
hod tri dy kién, ty 1¢ hoan thanh diéu tri hod trj 1a 93%. Khdng ghi nhan truong
hop BN phai giam liéu diéu tri. Giai thich cho viéc diéu tri khong di s6 chu ky
hod tri dat ra do: ty 1& ha tiéu cau do 4 1a 1,4%, ha bach cau trung tinh d6 3 Ia
7,1%, viém thyuc quan do 2 1a 8,6%, viém phoi d6 2 13 11,4%, cac doc tinh nay
anh huong dén liéu trinh diéu tri dan dén cac bénh nhan bi kéo dai ngay diéu tri
trong khi diéu tri xa tri van duoc chi dinh.

Cac bénh nhén sau khi két thac HXTDT véi phac d6 paclitaxel-carboplatin
va xa tri dién u, hach sé dugc danh gia lai dya trén: tri¢u chung lam sang, chup
CT long ngyc, siéu 4m 6 bung, xét nghiém méau thuong quy sau 1 thang. Néu
trong qua trinh HXTDT c6 xuat hién dau hiéu nghi ngd bénh tién trién s& duoc
chi dinh chup CT hoac MRI so ndo, chup xa hinh xuong, chup CT b bung, nguc tim
ton thuong. Trong sb 70 bénh nhan sau khi két thac HXTDT c6 2 bénh nhan dat
duoc dép g hoan toan, chiém 2,9%: 53 bénh nhan dat dap umg mot phén, chiém
75,7%; 3 bénh nhan c6 bénh gitt nguyén, chiém 4,3% va 12 bénh tién trién, chiém
17,1%. Ty 1¢ kiém soat bénh 1a 82,9%. Sau khi két thic HXTPT, c6 58 bénh nhan
tiép tuc duoc diéu tri thém 2 chu ky hoa trj ciing ¢d paclitaxel 200mg/m2- carboplatin
AUC = 6, két qua c6 3 bénh nhan dat duoc dap tmg hoan toan, chiém 4,2%, 36 bénh



nhan dat duoc dap tmg mot phan, chiém 62,9%, va 17 bénh nhan c6 bénh tién trién,
chiém 30%, ty 1¢ kiém soét bénh chung 1a 70%.

Trong phan tich dudi nhom xac dinh cac yéu t6 anh huong dén dap tng
diéu tri, chung t61 nhan théy cac yéu td tudi, gid1, tinh trang sut can trudc diéu tri,
lidu xa tri, s6 chu ky hod tri anh hudéng dén dap tmg khong c6 ¥ nghia théng ké
v6i p > 0,05. Cac yéu t6 nhu thé moé bénh hoc, tinh trang u anh huéng dén dap
{rmg cua khéi u voi p < 0,05.

Chuing toi cling ghi nhan két qua trung vi STTB la 29,5 thang véi 78%
bénh nhan dat duoc séng thém tai thoi diém 1 nim va 67% bénh nhan dat ty 18
STTB tai thoi diém 2 ndm va 37% bénh nhan STTB tai thoi diém 3 nim. Vé
STKTT duoc tinh tir khi bat dau diéu tri téi khi xuat hién tinh trang bénh tai phét
hoac bénh nhan tir vong hodc mat thong tin ghi nhan, thi trong nghién ctu nay cac
bénh nhén cta chiing t6i dat dugc thoi gian STKTT trung binh la 15,8 thang, thoi
gian STKTT trung vi la 23,3 thang.

4.1.2. Nhdn dinh mét sé yéu té anh hweng téi thei gian séng thém

Tudi 1a mot trong nhitng yéu té nguy co mic UTP quan trong nhat, vi
tudi phan anh qua trinh tich liy thoi gian tiép xtc véi cac yéu té gay ung thu,
dic biét trong cac UTBM. Trong nghién ctu caa ching téi, nhom tudi gap
nhiéu nhat tir 50-69 chiém ti 18 71,5%, ty I¢ nam/nit 1a 11/3, tudi cao nhat l1a
68 va thap nhat 1a 35. Tudi tré hay gia 1a mot trong nhitng yéu t6 tién lugng
vé mit bénh ung thu néi chung. Tudi tré thuong tién luong xau do dic diém
cac té bao ung thu phat trién thuong manh, tién trién nhanh; con tudi gia
thuong lién quan téi thé trang chung kém, c6 cac bénh ly phéi hop, kho khin
trong viéc trién khai diéu tri da mé thirc. Trung vi thoi gian STTB ¢ nhom dudi
50 tudi la 25,3 thang thap hon so véi nhém trén 50 tuoi la 31 thang. Tuy nhién,
su khac biét nay khong c6 ¥ nghia thong ké véi p = 0,162. Trung vi thoi gian
STKTT gitta hai nhom dudi va trén 50 tudi twong tng 1a 11,7 thang va 23,3 thang.
Su khac biét nay c6 ¥ nghia théng ké véi p = 0,042, diéu ndy phan &nh phan nao



dién tién tu nhién cua bénh ung thu trén cac ddi twong nhiéu tudi s& dién bién
cham hon so v&i tudi tré.

Chi s toan trang ctia bénh nhan trong suét qua trinh diéu tri phan anh anh
huong caa cé4c triéu chang bénh, cac doc tinh ciia phac dd, kha nang chiu dung
ctia bénh nhan ddi véi phac dd dang dugc &p dung. Qua do, né cho thay tac dong
ctia phuong phap diéu tri 18n chat luong séng caa bénh nhan. Phac d6 phdi hop
HXTDT duoc xem la phac d6 c6 hiéu qua cao hon so vdi Xa tri don thuan hoic
hod xa tri tuan tu nhung phuong phap diéu tri nay ciing ghi nhan nhiéu tac dung
phu hon. Trong mét sé nghién ctu cho thay tong trang bénh nhan 1a van dé
duoc quan tdm trong cac nghién ciu vé UTP vi ¢6 y nghia tién luong vé miat
bénh va thai d6 dwa ra chién lugc diéu tri. Tong trang co thé va tinh trang sut
can trude diéu tri phan &nh mét phan céc triéu ching co ning caa bénh anh
huong dén toan trang caa bénh nhan. Tinh trang gay sut can dudi 5% trong
luong co thé trong vong 3 thang trudc khi nhap vién trong nghién ciru cua ching
toi 1a 65,8%, va gay st trén 5% trong luong trude diéu tri 1a 34,2%. Thoi gian
trung vi STKTT & nhom bénh nhan co sut can la 21 thang so véi ¢ nhom khong
st can 14 23,3 thang, véi p=0,899 khong c6 y nghia thong ké. Tuy nhién khi phan
tich STTB ching t6i ghi nhan nhom sit can la 21 thang ngan hon so voi 28,6
thang & nhom khong sit can, véi p=0,044 c6 y nghia thong ké.

Trong nghién cau cta ching toi, tan suat gap cac khoi u o giai doan T1,
T2, T3, T4 trong nghién ctru cta ching toi twong ung la: 8,6%; 12,8%; 24,3% va
54,3%. Nhu vay, kich thudc, d6 xam lan ra xung quanh caa khéi u c6 xu huéng
tang dan. V& tinh trang hach, di cin hach trung that cing bén (N2) 1a 28 trudng
hop, chiém 40% va di can hach trung that d6i bén hoic hach thuong don (N3) 1a
42 truong hop, chiém ty 1é 60%. Khi phan tich mai lién quan giira tinh trang hach
N2, N3 va dap tng diéu tri, ching tdi nhan thiy dap ung diéu tri & nhém BN co
hach N2 1a 89,3% cao hon & nhom BN c6 hach N3 la 71,4%, tuy nhién p khong
c¢6 ¥ nghia thdng ké. Tuong tu nhu vay, khi phan tich thoi gian STTB va STKTT



anh huong bai kich thude u, ching t6i cling ghi nhan sy khac biét khong cé y
Trong s6 70 bénh nhan nghién ctu cua ching toi, UTBM tuyén chiém da s6 voi
ty 18 62,9%, UTBM vay chiém 31,4%, con lai 13 5,7% ung thu té bao Ion. Khi
phan tich thoi gian STTB trung vi cia nhém UTBM tuyén 14 28,6 thang va nhom
UTBM con lai 1a 31 thang, su khac biét nay khong co ¥ nghia thong ké véi p =
0,486, tuy nhién khi phan tich méi lién quan giira thé mé bénh hoc va dap tng
diéu tri, ching toi nhan thdy nhém UTBM tuyén ¢4 ty 1¢ dap ung diéu trj 1a 93,2%
khi so vai nhdm UTBM chi la 53,8%, véi p < 0,05.

Trong nghién ciru cua ching toi c6 56 bénh nhan nhan du liéu xa tri trén
60 Gy, chiém ty 1¢ 80%, 14 (20%) bénh nhan khong hoan thanh liéu xa dy dinh
dit ra. Ly do cho viéc khdng hoan thanh hét liéu trinh xa tri nhu da du kién bao
gom nhiing tac dung phu caa xa tri: viém thuc quan do 2 (8,6%), viém phoi do 2
(11,4%), va nhitng tac dung phu cta diéu tri hoa tri nhu: ha tiéu cau do 4 (1,4%),
ha bach cau trung tinh tir do 2 (22,8%), khi phan tich thoi gian STTB trung vi doi
v6i lidu xa dudi 60 Gy 13 12,4 théng va thoi gian STTB kéo dai hon & nhém bénh
nhan dugc diéu tri liéu xa trén 60 Gy 14 31,3 thang, véi p = 0,04 ¢6 ¥ nghia théng
ké. Tuong tu, thoi gian STKTT trung vi véi liéu xa trén 60 Gy la 23,3 thang dai
hon c6 y nghia khi so sanh véi nhom duogc xa tri dudi 60 Gy la 7,5 thang, vai p
=0,017. Diéu ndy phan nao phan &nh vai trd quan trong cua xa tri da liéu ¢ anh
huong dén thoi gian séng thém caa bénh nhan UTPKTBN khi dugce diéu tri
HXTDT.

Trong s6 70 bénh nhan duoc diéu tri ¢ 46 bénh nhan hoan thanh du 7 tuan
diéu tri, chiém ty 1& 65,7%, 15 bénh nhan hoan thanh du 6 tuan diéu tri hoa trj,
chiém ty 18 21,4% va 9 bénh nhan chi diéu tri dugc 5 chu ky diéu tri, chiém ty I¢
12,9%. Chung toi khdng ghi nhan su giam liéu hoa tri trong sudt qua trinh diéu
tri. Ly giai cho viéc khong hoan thanh du cac chu ky hoa tri nhu du dinh lién quan
dén tac dung phu cta ca hoa tri va xa tri. Ty Ié STTB trung binh cho nhom diéu
tri da 7 chu ky ho4 tri 1a 28,6 thang, cho nhom dudi 7 chu ky la 28,4 thang, su



khac biét khong c6 ¥y nghia thong ké vai p = 0,875. Thoi gian STKTT trung vi
cho nhom diéu tri da 7 chu ky 1a 23,3 thang, dudi 7 chu ky hod tri 1a 7 thang, voi
p = 0,208 su khac biét khong c6 ¥ nghia thong ké.

Khi phan tich méi lién quan giira thoi gian séng thém caa bénh nhan voi
cac phuong phap diéu tri, chiing t6i nhan thay STTB va STKTT trung binh dat
duoc 12 29,5 thang trong toan bd dan sé bénh nhan diéu tri. Tuy nhién khi phan
tich duéi nhoém thi nhém nhan diéu trj du lidu hoa xa tri c6 thoi gian sbng thém
cai thién ¢ ca STTB (32,5 thang so vai 22,1 thang) va STKTT (17,6 thang so véi
10,4 thang) khi so v&i nhom diéu tri khong du liéu hoé xa tri véi p co y nghia
thong ké (p=0,008 va p=0,035). Khi di sau vao phan tich & nhém nhan diéu tri
khong du liéu hod xa (gom 25 bénh nhan), ching t6i nhan thiy STTB & nhém
diéu tri du lidu xa c6 thoi gian séng thém dai nhat (30,2 thang) va nhom diéu tri
khong du liéu ca hoa tri va xa tri c6 thoi gian STTB thap nhat (5,5 thang), véi p
c6 y nghia thong ké. Vé thoi gian STKTT, & nhdm nhan duoc diéu tri da lidu xa
tri nhung khong du liéu hod tri ciing c6 thoi gian STKTT dai hon khi so sanh voi
hai nhom diéu tri con lai, tuy nhién p chua c6 ¥ nghia théng ké. Nhu vay, nghién
ctru cta ching toi phan nao ciing khang dinh vai tro cua Xa tri trong viéc kiém
soat khdi u tai chd, tai ving gidp cai thién thoi gian séng thém cho bénh nhan
trong sudt qua trinh diéu tri.

4.1.3. Nhdn dinh mét sé déc tinh ciia phdc dé diéu tri

Loi ich cia HXTDT duoc cho 1a tét hon hoa xa tri tuan tu va xa tri don
thuan nhung tac dung phu lai nhiéu hon do viéc sir dung déng thoi ca hai vii khi
diéu tri 1a hod tri va xa tri. Tuy nhién, do thoi gian diéu tri ngan hon nén tac dung

phu so véi hoé xa tri tuan tu khong qué nhiéu.

V& doc tinh trén hé tao huyét, trong s6 70 bénh nhan trai qua 456 chu ky diéu
tri, doc tinh huyét hoc gip & tt ca cac d6 bao gom: giam sb lugng bach cau la
72,8%, giam huyét sic t6 1a 78,6% va giam tiéu cau la 24,2%. Trong sé 78,6%

cac bénh nhan c6 ha huyét sic tb thi chu yéu gap 1a ha d6 1, chiém ty 18 74,2%,



con lai la 2,8% va 1,4% la ha d6 2 va 3 tuong ung, khdng ghi nhan treong hop
nao ha huyét sic t6 do 4 va ciing khéng ghi nhan truong hop bénh nhan nao can
truyén khdi hdng cau trong sudt qua trinh diéu tri. Lién quan téi ha bach cau, dic
biét 1a ha bach cau trung tinh, trong nghién ciru ghi nhan ty 1& ha bach cau trung
tinh 12 50% & moi d6 trong d6 chu yéu 1a do 1, 2, chiém ty 1& 27,2% va 15,7%
tuong tng, khdng ghi nhan truong hop nao ha bach cau trung tinh do 4 ciing nhu
sét lién quan t6i ha bach cau. Chi co 1 trudong hop ha tiéu cau do 4, chiém ty I¢
1,4% nhung khong c6 biéu hién xuat huyét hay phai truyén khoi tiéu cau trén 1am
sang, d6ng thoi cling khong ¢6 bénh nhan nao tir vong lién quan dén doc tinh
huyét hoc dugc ghi nhan. Tuy nhién cac doc tinh trén hé huyét hoc nay gay gian
cach thoi gian truyén giita cac chu ky trong khi liéu trinh xa tri van duoc tién

hanh, do vay c6 mot s6 bénh nhan khong diéu tri du 7 tuan hod tri nhu du dinh.

V& lién quan t&i doc tinh ngoai hé tao huyét, trong nghién ctu ndy ching toi
ghi nhan ¢6 47,1% ting men gan nhung chu yéu ting & d6 1, chiém ty 1¢ 41,4%, va
khéng ghi nhan truong hop nao ting creatinine lién quan dén diéu tri, cac doc tinh
nay khong anh huéng dén liéu trinh diéu tri cua bénh nhan.

Ty ¢ viém thyc quan 1a 51,4%, trong d6 42,9% truong hop viém thuc quan
d6 1, cac bénh nhan trong qua trinh diéu tri dan xuat hién triéu ching nuét dau,
trong ghi nhan tai bénh &n cac bénh nhan nay duoc an cac ché d6 an mém, dd long
va khong bi gian doan ké hoach xa tri; 8,6% cac trudng hop xuat hién viém thuc
quan d6 2, bénh nhan nuédt dau, kho nudt, can diéu tri phdi hop khang sinh, chéng
viém, thudc chdng trao nguoc da day-thuc quan kém theo ché do dinh dudng an
long va mot s6 bénh nhan can nghi xa tri doi phuc hdi tén thuong sau d6 mai tiép
tuc diéu tri. Trong nghién cttu caa ching tdi khéng ghi nhan truedng hop nao xuat
hién viém thuc quan do 3, 4 va ciing khong c6 bién chang thang thuc quan lién
quan dén diéu trj. Cac ddi twong nghién cau trong qué trinh kham lai dénh gia séng
thém va cac bién chung muon diéu tri cua ching toi ciing khong ghi nhan bénh

nhan nao cé triéu chiing hep thuc quan do viém xo thuc quan sau HXTDT. Vé



viém phéi, c6 42,8% céc truong hop viém ¢ cdc mac khac nhau, dan xuat hién
trong va sau qua trinh diéu trj trong d6 viém murc d6 1 chiém ty 18 31,4%, céc
bénh nhan xuét hién ho khan, khi bac sy chi dinh chup Xquang kiém tra hoac
chup CT 1dng nguc phét hién ra ton thuong, tuy nhién cac truong hop nay theo
ghi nhan trong bénh &n chi dirng tia xa va theo d6i, khi cac triéu ching giam trén
|am sang lai tiép tuc phac dd diéu tri, co 11,4% trudng hop xuat hién viém phoi
d6 2, cac bénh nhan can diéu tri phdi hop corticoid, khang sinh mét khoang thoi
gian sau d6 danh gia lai ton thuong. Khong gip truong hop nao viém phoi do tia
Xa ¢ do 3, 4.

Céac doc tinh khac nhu: viém da, budn non, chan an, trong nghién cttu cua
chding tdi ghi nhan ty I¢ thap, it anh huong dén chat lugng séng caa bénh nhan.

Nhu vy, so sanh véi cac tac gia khac cho thdy doc tinh trong phac do
paclitaxel-carboplatin két hop véi xa tri trong nghién ctru ciia chung t6i & murc do

chép nhan duoc

KET LUAN
Qua nghién ciu 70 bénh nhan UTPKTBN giai doan IIIB duoc diéu tri tai
Bénh vién K, ching tdi rat ra mot sb két luan nhu sau:
1. Két qua HXTPT UTPKTBN giai doan I1I1B bang phac dé paclitaxel-
carboplatin:

— Vi thoi gian theo doi tur thang 12/2014-12/2017, thoi gian STTB trung
binh la 29,5 thang, thoi gian STKTT la 15,8 thang. Sau HXTDT, dap tng hoan
toan 1a 2,9%, dap tng moét phan 1a 75,7%, bénh giit nguyén 1a 4,3% va bénh tién
trién 12 17,1%. Ty 18 kiém soat bénh 13 82,9%. Ty 18 STTB tai thoi diém 1 nam, 2
niam, 3 nim tuong Gtng 78%, 67% va 37%. Ghi nhan mdi lién quan c6 ¥ nghia
thong ké giita tinh trang dap tng va kich thuéc khéi u, thé mé bénh hoc va ghi
nhan méi lién quan gita STTB v&i cac yéu td: sut can, lidu xa co ¥ nghia thong
k&, mdi lién quan gitra STKTT véi cac yéu té: nhém tudi > 50, lidu xa tri > 60

Gy c6 y nghia théng ké.



— Nhom diéu tri du ca hai phuong phap hoa xa tri dem lai thoi gian STTB,
STKTT dai hon cé y nghia théng ké khi so sanh véi cac nhom diéu tri khong du
liéu trinh. Trong nhdm nhan diéu tri khéng du liéu trinh hod hoic xa tri, nhom
nhan da lidu xa tri ¢d thoi gian song thém dai hon c¢6 ¥ nghia khi so sanh véi cac

nhom con lai.



2. Cac tac dung phu khdng mong mudn ciia phac dé
Ty 18 hoan thanh phéac db hoa tri 1a 93%, khdng ghi nhan viéc giam liéu
trong céc chu Ky diéu trj lién quan dén doc tinh cua hod tri. Ty 16 hoan thanh du
lidu xa la 88,6%. Cac doc tinh lién quan tai huyét hoc: ty 18 ha bach cau la
72,8%, ha huyét sic té 1a 78,6% va ha tiéu cau 1 24,2% trong d6 chi yéu 1a ha
d6 1. Cac doc tinh ngoai hé tao huyét: viém thuc quan 51,4%, viém phdi 42,8%,
viém da 51,4%, gap chu yéu 1a d6 1, 2.

Khong ghi nhan truong hop nao tir vong lién quan dén doc tinh diéu tri.



KIEN NGHI

- Bénh nhan UTPKTBN giai doan IIIB nén dugc diéu tri du liéu hoa xa tri
ddng thoi; néu khong diéu tri du lidu trinh vi mot 1y do nao d6, néu c6 thé lwa
chon diéu tri tiép mot trong hai phuwong phap nén wu tién da liéu xa tri.

- Phuong phap diéu tri HXTDT dem lai hiéu qua, 4p dung thuan tién trén
lam sang, do vay nén trién khai & cac co so diéu tri ung budu ¢ may xa tri va co

thé ap dung trén 1am sang.

DANH MUC CAC CONG TRINH NGHIEN CUU PA CONG BO CO
LIEN QUAN PEN LUAN AN

1. Lé Thi Yén, Phung Thi Huyén, Binh Thi Lan Anh (2018), Pic diém lam
sang, can 1am sang cua bénh nhan ung thu phoi khéng phai té bao nho giai
doan I11B tai Bénh vién K, Tap chi ung thw hoc, s6 1/2018, 63-67.
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Paclitaxel-carboplatin trong ung thu phoi khong té bao nhé giai doan 111B
tai Bénh vién K, Tap chi Y hoc thuc hanh, sé 1084, thang 11/2018, 26-30.



INTRODUCTION

Lung cancer is one of the most common malignancies and is the most
common cause of cancer death among men worldwide. Annually, lung cancer
accounts for 11.6% of cancer incidence and 18.4% of cancer mortality. Among
all type of lung cancers, 80-85% are non small cell lung cancer (NSCLC).

Stage 111 NSCLC found in 22% of all non small cell lung cancer cases at
initial diagnosis. Five-year survival rate fluctuates from 5% to 20% depending on
treatment approaches. Local treatment brings limited outcome due to the distant
metastasis mechanism. This is also the rationale for the studies in concurrent
chemo-radiation treatment.

Currently, concurrent chemo-radiation is standard of care for inoperable
stage I11A and 111B NSCLC. Concurrent chemoradiation has advantages in local
and distant control thanks to the conversion effect of radiation and chemotherapy.
Studies by Kelly (2001) and Schiller (2002) showed promising results of
paclitaxel-carboplatin regimen in concurrent chemoradiation. Belani (2005),
Vokes (2007) and Lau (2001) also confirmed that finding by their own research.

In Vietnam, lung cancer has the second highest incidence and mortality
rates, just after liver cancer, and predicted to continuingly increase. Screening
for lung cancer has not yet been widely implemented. The fact that most of
the lung cancer patients are diagnosed at later stages negatively affects
treatment outcomes. Concurrent chemoradiation for stage 111B NSCLC has not
been well studied in Vietnam. With cisplatin/etoposide regimen, concurrent
chemoradiation brought a response rate of 55,3%. In stage 11IB NSCLC
patients treated concurrently with paclitaxel/carboplatin regimen and PET/CT
planning radiation, the 1 year, 2 years and 3 years overall survival rates are
78,6%, 51,3% and 39,6% respectively. However, the number of patients
accessed to PET/CT simulation are limited. Therefore, we conduct the study

of “Assessing the treatment result of concurrent chemoradiation with



paclitaxel/carboplatin regimen in stage I11B NSCLC patients in the K
hospital” from 2014-2017, with the two following objectives:
1. To assess the treatment effectiveness of concurrent chemoradiation
for stage 1B NSCLC using paclitaxel/carboplatin regimen.

2. To assess common toxicities of the treatment regimen.

SCIENTIFIC CONTRIBUTION OF THE THESIS

The research thesis conferred two scientific conclusions. Among patients

with stage 111B non small cell lung cancer,

- Patients who received complete and full doses of concurrent
chemoradiation had significantly improved overall survival (OS) and
progress free survival (PFS) compared to those who did not.

- Among the patients who did not received complete and full doses of
chemoradiation, those who received full dose of radiation had

significantly longer survival compared to those who did not.

STRUCTURE OF THE RESEARCH THESIS
The thesis had 110 pages, including rationale and studied objectives (02
pages), introduction (32 pages), study participants and methods (14 pages),
results (28 pages), discussion (31 pages), conclusions (2 pages) and
recommendations (1 pages). The thesis consists of 29 tables, 22 charts, 8

graphs, 132 reference items, including 21 Vietnamese and 111 English items.

Chapter 1: INTRODUCTION
1.1. Epidemiology of lung cancer
According to GLOBOCAN 2018, there was 2.094.000 newly diagnosed
lung cancer cases in the world annually, making it the highest incidence among
all cancers. Lung cancer is among the most common, most malignant and created

heaviest socioeconomical and health burden. Lung cancer have the highest



incidence among men in North America, Europe and Middle East and among
women in North America, East Asia, North Europe and Singapore. In Vietnam,
lung cancer has second highest incidence and mortality rates, after liver cancer.
In fact, number of new case and number of death due to lung cancer are
approximating those of liver cancer, with 23.887 new cases and 19.559 deaths for
lung cancer comparing with 25.335 new cases and 20.920 deaths for liver cancer,
annually. Of more concern, while liver cancer incidence has decreased recently
and predicted to continue to decrease thanks to the HBV vaccination program,
incidence for lung cancer is continuing to increase.

Lung cancer is the major cause of death due to cancer among men in
developed and developing countries.

Data from GLOBOCAN showed in steady increase in number of death due
to lung cancer over the past decades, with 1.2 millions, 1.4 millions and 1.8
millions deaths due to lung cancer in the years of 2002, 2008 and 2018
respectively, making it the most deadly cancer in the world.

1.2. Diagnosis of lung cancer

1.2.1. Clinical assessment

Subjective symptoms: dry cough or cough with mucus, chest pain, short
breath. Sometimes asymptomatic.

Obijective symptoms: depending on the disease stages. At earlier stages,
symptoms are rare and sometime non-specific. At later stages, symptoms of air-
way compression or invasion may present.

Systemic symptoms: fatigue, fever, weight loss, cachexia...

1.2.2. Para-clinical work-ups

- Imaging: chest X-ray, CT scan, MRI, PET/CT to identify lung lesions and the
invasion of the tumor to the surrounding structures.

- Endoscopy: including flexible bronco-endoscopy, fluorescent bronco-
endoscopy to identify bronchial lesions for trans-bronchial biopsy and

pathological testing.



- Pathological tests include bronchial brushing cytology, tumor and metastasis
pathology and molecular testing.
1.2.3. Lung cancer staging

Staging for lung cancer consists of the following criteria: primary tumor
(T), regional lymph node (N) and metastases (M). Below is the staging diagnosis

for lung cancer according to AJCC 2010.

Stage T stage N stage M stage
0 Tis (in situ) No Mo
1A T1 No Mo
IB Toa No Mo
A Ty, T N1 Mo
1B Tap N1 Mo
T3 No Mo
1A T N> Mo
T> N Mo
T3 Nl, 2 MO
T4 No, 1 Mo
1B T1, T2, T3 N3 Mo
T, N2, N3 Mo
vV Any T Any N M;

In January 2018, AJCC issued an updated version of staging criteria for lung
cancer (version 8) based on survival data from 95.000 patients with lung cancers.
However, as we collected data in the period of December 2014 — December 2017,
we still use the version 7 (2010) to for staging diagnosis in this study.

1.3. Treatment approach for non small cell lung cancer

1.3.1. Stage |



- Surgery can cure 60-80% of the patients at this stage. Chemotherapy is indicated
for stage 1B with high risk factors. For stage I, radiation does not bring benefit.
1.3.2. Stage |1

- Surgery is the treatment of choice

- Chemotherapy is indicated for stage Il

- Radiation or concurrent chemoradiation is indicated based on the surgical
pathology results.

1.3.3. Stage 11

- Stage 111 lung cancer is considered to be a loco-regional advanced disease with
involvement of regional lymph node and surrounding structure but without
evidence of distant metastasis.

Optimal treatment strategy for stage I11B NSCLC is still controversial. Studies
have been conducted to evaluate the role of surgery as part of multi-disciplinary
approach. However, available data confirmed that surgery is not beneficial when
mediastinum lymph node involvement present.

Chemoradiation has effect in early managing micro-metastasis, reducing primary
tumor and node volumes and conferring conversion effect of chemoradiation for
local control. Chemoradiation also deploys the radiation sensitizing effect of
chemotherapy and therefore shorten the treatment time. Studies that assess the
role of concurrent chemoradiation with various chemo-protocols, including
weekly paclitaxel-carboplatin regimen, were conducted by Choy, Yamamoto,
and Benali CP showed local control effect and acceptable toxicities.

Studies on consolidation after concurrent chemoradiation showed no role of
surgery and targeted therapy in improving survival. Immunotherapy (anti-PD1)
after concurrent chemoradiation brings improved survival benefit. However,
access to immunotherapy treatment is still challenging, due partly to the financial
limit and partly to the availability of the drugs in Vietnam.

1.3.4. Stage IV



Treatment for stage 1V disease NSCLC is personalized and dependent on various
factors, including patient performance status, EGFR, ALK, PD L1 status,
financial affordability, in order to gain optimal result with controllable toxicities.
Chapter 2: STUDY PARTICIPANTS AND RESEARCH METHODS

2.1. Study participant

The study includes 70 patients with NSCLC, treated in K hospital from December
2014 to December 2017 who satisfied the following criteria: stage 111B NSCLC
according to AJCC 2010, received no prior specific treatment for lung cancer, PS
0-1, do not require urgent radiation, no uncontrollable comorbidities. Exclusion
criteria include those who did not meet the inclusion criteria and those who have
other cancers.

2.2. Research method.

Descriptive prospective study with longitudinal follow-up using convenient sampling

method.

2.3. Study implementation

2.3.1 Confirming diagnosis: All patients were confirmed to have NSCLC by
pathological evidence from transthoracic or transbronchial biopsy. As the role of
targeted therapies for stage 111B NSCLC has not yet proved by clinical trials, we
did not require regular testing for EGFR, ALK, PD-L1... statuses

2.3.2. Staging

Clinical assessment, in combination with imaging method of chest CT scan,
abdominal ultrasound/CT scan, brain MRI, bone scan and sometimes PET/CT
were used to stage the disease during pre-treatment evaluation.

2.3.3. Evaluating patient general status and comorbidity

Liver, kidney and hematological functions are assessed by laboratory tests.
Cardiological functions were assessed by EKG and heart ultrasound.

Patients with stage [11B NSCLC who met all the required criteria were included
into the study.



2.3.4. Treatment protocol: includes 7 courses of weekly paclitaxel-carboplatin
given concurrently with radiation of 63 Gy
Wl W2 W 3 W 4 W5 W 6 W7

Chemo § t t t t t

Radiation

Chart 1. Chemo-radiation protocol
2.4. Patient follow-up

Participant recruitment was conducted from December 2014 to December 2017.
Data analysis began on Jan 2018, include assessment of treatment response
(complete response, partial response, stable disease or disease progressed) and
toxicity. Overall survival and progress free survival were noted. In case of disease
progression during chemoradiation, treatment will follow clinical guidelines and

overall survival data will be collected.
2.5. Data collection, management and analysis

Data was collected from medical chart. Data analysis was performed using SPSS
20.0. Survival estimation was conducted using Kaplan-Meier method. Disease
response was evaluated using RECIST criteria. Survival parameters included
overall survival and progress free survival. Toxicity profile included

hematological and non-hematological toxicities according to WHO criteria.
2.6. Research ethics

Concurrent chemoradiation has been standard of care for patients with stage 111B
NSCLC worldwide. Patients are voluntary in participating into the study and they
can withdraw from the study at any point of time. In case of side effect and
complications, patients were managed according to appropriate clinical

guidelines.



Chapter 3: STUDY RESULT
3.1. Patient characteristics
Among the 70 studied patients, the most common age group was 50-69,
accounted for 71.5%, with the youngest age to be 35 and the oldest to be 68. Male
are dominant in term of sex distribution and accounted for 78,6% compared to
21,4% of female. Symptoms before treatment were diverse, including cough with
mucus (67,1%), chest pain (61,4%) mild blood cough (18,6%) and other less
common symptoms. There was 17,2% was diagnosed without subjective
symptoms. Pathologically, adenocarcinoma was the most common type (62,9%),
followed by squamous cell (31,4%). Tumors were more common in the right lung
than in the left with the proportion of 1,6: 1. Tumor sizes increase in sync with
the stages at diagnosis.
3.2 Treatment outcomes
3.2.1. Treatment characteristics
Among the studied population, 56 patients (80%) completed the planned
treatment and 46 (65,7%) patients completed 7 courses of chemotherapy.
Complete response after concurrent chemoradiation was 2,9%, partial response

was 75,7% and stable disease was 4,3%, making a disease control rate of 82,9%.

75,7%
80 1 ,
62,9%
60
40 ¢ 30%
HA
20 ;
2.9% H2% 43% 299
| - -y
Hodn todn Mat phﬁm Giir nguyén Tién trién
® Sau diéu trj HXTDT W Sau diéu tri clng co

Chart 3.1: Treatment outcomes



Sub-group analysis showed factors that influenced treatment outcomes
included pathological subtype, tumor size and the degree of tumor invasion.
Factors that did not influence treatment outcomes included age, sex, weight

loss, radiation dose, number of chemo course and lymph node status.

Table 3.1: Response rate by patient characteristics

Response No response
Factor (Complete and|(Disease stable|Total P
partial) + progression)
<50 16 (80%) 4 (20%) 20 (100%)
Age > 0,05
>50 39 (78%) 11 (22%) 50 (100%)
Male 43 (78,2%) 12 (21,8%) 55 (100%)
Sex > 0,05
Female 12 (80%) 3 (20%) 15 (100%)
Weight Yes 20 (83,3%) 4 (16,7%) 24 (100%)
> 0,05
loss No 35 (76,1%) 11 (23,9%) 46 (100%)
Adeno 41 (93,2%) 3 (6,8%) 44 (100%)
Patho < 0,05
Others 14 (53,8%) 12 (46,2%) 26 (100%)
> 060Gy 45 (80,4%) 11 (19,6%) 56 (100%)
Rad.dose > 0,05
<60 Gy 10 (71,4%) 4 (28,6%) 14 (100%)
Number |7 37 (80,4%) 9 (19,6%) 46 (100%)
of chemo > 0,05
course  |<7 18 (75%) 6 (25%) 24 (100%)
N N2 25 (89,3%) 3 (10,7%) 28 (100%)|> 0,05




N3 30 (71,4%) 12 (28,6%) 42 (100%)
T1,2 7 (46,6%) 8 (53,4%) 15 (100%)

T <0,05
T34 48 (87,3%) 7 (12,7%) 55 (100%)

Total 55 15 70 (100%)

3.2.2. Overall survival and influencing factors

Table 3.2: Overall survival rate

Number Median
Rate of Rate of Rate of

of Mean of overall of (ON)

_ _ 12 month 24 month 36 month

patient  survival (month) (month)
OS(%) OS (%) OS (%)

(N)

70 295+24 78 67 37 28,61+3,4

Among the 70 studied patients, mean of overall survival was 29,5 months and the
rates of 12 months OS, 24 months OS and 36 months OS was 78%, 67% and
37%, respectively.

Table 3.3: Overall survival by weight loss status.

Number Median of OS
Weight loss of Mean of OS (month)
status patient  (month) .
(n)
Weight loss 24 22,3+ 3,1 21,0+£1,7
No weight loss 46 33129 28,6 +1,3 0,044

Total 70 29,5+2,4 28616




Median of overall survival in the group of patients with weight loss was 21
months, compared with 28,6 months in those without weight loss at baseline, with
p =0,044.

Table 3.4: Overall survival by radiation dose

Radiation Number of Mean of OS Median of OS

dose patient (n) (month) (month) g
<60 Gy 14 13,8+ 3,2 124+ 34

> 60 Gy 56 32,2+27 313+21 0,04
Total 70 295+24 28,6 +2,3

Median of overall survival in those who received less than 60 Gy of radiation was
12,4 months significantly shorter than 31,3 months of those who received more
than 60 Gy, p = 0,04.

3.2.3. Progress free survival and influencing factors.

Table 3.5: Result of progress free survival

No of Mean of PFS Median of PFS
95%ClI

patient (N) (month) (month)

70 158+1,5 233+ 7,2 9,074-37,592

Mean of progress free survival was 15,8 months.

Table 3.6: Progression free survival by age

No of Median of PFS
) Mean of PFS
Age group patient (month) p
) (month)
n

<50 20 10,0+ 2,2 11,7 +1,7 0,042



> 50 50 17,6 +1,8 233+1,6

Total 70 158+15 233+15

Median of PFS in younger than 50 years old group was 11,7 months, compared
with 23,3 months in those who were older than 50 years old, with p = 0,042.

Table 3.7: Progression free survival by radiation dose

Radiation No of Mean of PFS Median of
dose patient (n)  (month) PFS (month)
<60 Gy 14 6,5+24 75+21
0,017
> 60 Gy 56 170+1,6 23,3+3,2
Total 70 158+15 233+2,1

Median of progression free survival in the groups of patients received less
than 60 Gy was 7,5 months compared with 23,3 months in those who received at
least 60 Gy, with p =0,017.

3.2.4. Analysis of survival by treatment completeness.

Table 3.8. Survival rate by the completion degree of treatment protocol

_ Did not receive
Received full CCR

full CCR Total

treatment P
treatment

70 pts

(45 pts)

(25 pts)
(ON) mean
325+27 22,1439 295+2 4 0,008

(month)




PFS mean

(month)

17,6+1,8 10,4+2,2 158+1,6 0,035

Among the 70 studied patients, there were 45 patients received full

treatment protocol and had significant longer OS and PFS comparing to those

who did not received full treatment protocol.

Table 3.9: Survival in those who did not receive full treatment protocol

y 1:Less than 7
COUPES O ourses  of Incomplete
chemo )
treatment In
chemo Total P
Radiation < both chemo and
60 Gy Full dose of radiation
radiation
Number of
_ 11 6 25
patient (n)
OS mean
17,244 30,2+5,2 5,5+0,5 295+2 4 0,009
(month)
STPFS mean
52415 14,5+3 1,3+0,5 15,8+1,5 0,093
(month)

Among those who did not receive full treatment protocol (25 pts), those who

received full radiation dose (8 pts) had significant longer mean of overall survival.

3.2. Treatment toxicity

3.2.1. Hematological toxicity

Table 3.10: Hematological toxicity



Any grade Gradel Grade? Grade3 Grade4
Toxicity N (%) SN (%) N (%) N (%) N (%)

n % n %% n % n % n %
Anemia 55 78,6 52 742 2 28 1 14 0 0
Leukopenia 51 728 13 185 32 457 6 86 O 0
Neutropenia 35 50 19 27,2 11 157 5 71 0 0
Thrombopenia 17 242 15 214 1 14 O 00 1 1.4

Among the 70 studied patients, the anemia rate was 78,6% and most them

were at grade 1 (74,2%). Neutropenia encountered in 50 % of the patients and

none of them had febrile neutropenia. Thrombocytopenia was 24,2% and one

patient (1,4%) had grade 4 thrombocytopenia but without clinical hemorrhage.

grade 4.

3.2.2. Non hematological toxicity

Table 3.11: Liver and kidney toxicities

Anygrade Gradel Grade2 Grade3 Grade4
Toxicity N (%) N (%) N (%) N (%) N (%0)

n % n % n % n % n %
Increased

33 471 29 414 4 57 0 00 O 0,0

AST/ALT



Hyperuremia 11 15,7 11 157 O 00 O 00 O 0,0

Increased
. 00 O 00 O 00 O 00 O 0,0
creatininemia

Increased liver enzyme found in 47,1% of the patients, but most of them
were at grade 1 and did not require treatment delay. There was no case of
increased creatininemia during the study time.

3.2.3. Other toxicities

Table 3.12: Other toxicities

Any
Gradel Grade?2 Grade3 Grade4

- grade

Toxicity

n % n % N % n % n %
Vomit 11 157 11 157 O 0 0 0 0 0
Pneumonia 30 428 22 314 8 114 0 0 0 0
Dermatitis 36 514 33 471 3 43 0 0 0 0
Anorexia 26 371 25 357 1 14 O 0 0 0
Esophagitis 36 514 30 429 6 86 O 0 0 0

Weight loss 1 14 1 14 0 O 0 O 0 0

Rate of treatment-related pneumonia was 42,8%, including grade 1
pneumonia was 31,4%. Rate of esophagitis was 51,4% with 42,9% at grade

1. There was no case of toxicity at grade 3 or 4.



Chapter 4: DISCUSSION
4.1. Research results and influencing factors
4.1.1. Research results

In this study, we used the doublet chemotherapy of paclitaxel 45 mg/m2
on day 1 and carboplatin AUC =2 on day 1. Chemotherapy was given weekly
concurrently with radiation. As planned, chemotherapy was infused on the first
day of the week and radiation was given 5 days a week for 6 weeks. Among the
70 studied patients, there were 46 (65,7%) received 7 courses of chemotherapy
and 24 patients (34,3%) did not receive full dose of chemotherapy, including 18
(21,4%) patients received 6 courses and 9 (12,9%) patients received 5 courses of
chemotherapy. Chemotherapy was given for a total of 456 courses out of 490
planned courses for the whole studied time, with the completion rate of 93%.
There was no course with reduced dose documented. Reasons for the
incompletion of chemotherapy infusion included neutropenia (with 1,4% patients
had grade 4 and 7,1% had grade 3 neutropenia), grade 2 esophagitis (8,6%) and
grade 2 pneumonitis (11,4%). These toxicities delayed chemotherapy while
radiation was continued.

Patients who completed chemotherapy and radiation to the tumor and
lymph nodes were re-assessed, using clinical trial, chest CT scan, abdominal
ultrasound and regular blood tests. During concurrent chemoradiation, if
suspected of progression, patients were indicated for brain MRI or CT scan, bone
scan, chest and abdominal CT scan for further evaluation. Among the 70 studied
patients, there were 2 patients (2,9%) achieved complete response, 53 (75,7%)
patients achieved partial response, 3 (4,3%) had stable disease and 12 (17,1%)
patients with disease progression. The rate of disease control was 82,9%. After
finishing concurrent chemoradiation, there was 58 patients continued to receive 2
courses of consolidation chemotherapy with paclitaxel 200 mg/m2 and carboplatin

AUC = 6. Of these 58 patients, there were 3 (4,2%) gained complete response, 35



(62,9%) patients with partial response and 17 (30%) had disease progression. The
rate of disease control was 70%.

In sub-group analysis, we found that the factors of age, sex, weight loss,
radiation dose and number of chemotherapy courses did not have significant
influence on treatment outcomes (p > 0,05), while pathological type and tumor
status had significant correlation with tumor response (with p < 0,05).

Our study also noted a median of 29,5 months in overall survival among
the studied patients. The rates of overall survival at one year, two year and three
year achieved respectively in 78%, 67% and 37% of the patients. Progress free
survival was defined as from the treatment start to disease progression, death or
loss of follow-up. In this study, PFS mean was 15,8 months and PFS median was
23,3 months.

4.1.2. Influencing factors of survival.

Age is one of the most relevant factors in cancer indidence, as it relates
to the process of accumulating carcinogenic agents, especially in carcinomas.
In this study, the most common age groups was 50-69, accounted for 71,5%
of the studied population, with the youngest age to be 35 and oldest age to be
68. Age also is one of the prognostic factors for cancer in general. Cancers at
younger age tend to be more aggressive and progressive, and therefore confer
a poorer prognosis. In other hand, older cancer patients often have poorer
performence status and more comobidities that make multidiscipline approach
more challenging. In this study, median OS for patient younger than 50 was
25,3 months comparing to 31 months in those older than 50 years old. The
difference was, however, not statsiscally different. Median PFS was
significantly different between the younger than 50 years and older than 50
years of age (11,7 months versus 23 months, p = 0,042). This longer time to
progression in the group of older than 50 years old reflected the natural

process of less aggressive disease in older people, comparing to the younger



groups.

Change in general performance status (PS score) during treatment
reflected the impact of disease symptoms, treatment toxicity, and patient’s
tolerance to the treatment regimen. It is therefore showed the influence of
treatment protocol to the life quality of the patient. Concurrent chemoradiation,
while proved to be more effective, it is also more toxic than definite radation and
sequential chemoradiation. In many lung cancer studies, performance status was
of important interest, for its prognostic value and in selecting appropriate
treatment approach. Poor performance status and weight loss before treatment
partially shows the severity of the disease. In our study, there was 65,8% patient
lost less than 5 kg 34,2% lost more than 5 kg during the period of 3 months prior
hospital admission. The median PFS in patient with weight loss was 21 months,
not significantly different with 23,3 month of PFS median in the patients without
weight loss. However, median OS between the two groups are significantly
different, with 21 months in the group with weight loss and 28,6 months in the

group with out weight loss (p = 0,044).

In this study, tumor size at diagnosis of T1, T2, T3 and T4 were
respective found in 8,6%, 12,8%, 24,3% and 54,3% of the patients. About lymph
node involvement, 40% (28) of the patients had mediastinal lymph node (N2) and
60% (42) of the patients had contra-mediastinal (N3) node involvement. The rate
treatment response in the N2 group was 89,2% compared with 71,4% in the N3
group, insignificantly different. Similarly, PFS and OS survival were not
significantly influenced by tumor size. In the 70 studied patients, 62,9% were
adenocarcinoma, 31,4% were squamous cell carcinoma and 5,7% were large cell
carcinoma. Overall survival median among patients with adenocarcinoma was
28,6 months, insignificantly different with 31 months in the remaining group

(p=0,486). However, treatment response rate was significantly higher in the



adenocarcinoma group (93,2% than in the non-adenocarcinoma group (53,8%),

with p value < 0,05.

In this study, there were 56 (80%) patients received adequate radiation dose
of at least 60 G and 14 (20%) patients did not. Reasons for inadequacy of planned
radiation dose included toxicity met in 1,4% patients with grade 4
thrombocytopenia, 8,6% with grade 2 esophagitis, 11,4% with grade 2
pneumonitis, and 22,8% with neutropenia grade 2 or more. Overall survival
median was significantly prolonged in the patients received more than 60 Gy
(31,3 months) compared with those who received less than 60 Gy (12,4 months),
with p = 0,04. Similarly, median PFS in those received adequate radiation dose
was 23,3 months and in the other group was 7,5 months, significantly different
with p = 0,017. This result showed the importance of receiving enough radiation
dose as planned in concurrent chemoradiation for NSCLC.

Among the 70 patients included in this study, there were 46 patients
(65,7%) received 7 courses, 15 patients (21,4%) received 6 courses and 9 patients
(12,9%) received 5 courses of chemotherapy. There was no dose reduction
observed in this study. Treatment related toxicities were considered the reasons
for this inadequacy of chemotherapy treatment.

Overall survival was not significantly different between those received
enough and those who did not receive enough planned chemotherapy (median
OS, 28,6 months versus 28,4 months, p = 0,875). Median PFS was 23,3 months
in those who received full plan of chemotherapy compared with 7 months in those
who did not. This difference, was however, not statistically different (p = 0,208).

Mean of overall survival and progress free survival were 29,5 months in
the studied population. There were significant differences in PFS (17,6 vs. 10,4,
months, p=0,035) and OS (32,5 vs. 22,1, months, p =0,008) between those who
received full treatment regimen comparing to those who did not. Among the
patients who did not receive full treatment protocol, those received full radiation



dose had significantly better overall survival (30,2 months) compared with those
who did not receive full dose of both chemo and radiation (5,5 months). The
patients received full dose of radiation but not chemotherapy also had better PFS
than other groups, although the difference was not significant. These findings
showed the important role of radiation in locoregionally controlling tumor as well
as improving survival in patients with stage 111B NSCLC.

4.1.3. Toxicity of the treatment regimen

Concurrent chemoradiation in stage I11B NSCLC is considered to be more
effective than definite radiation or sequential chemoradiation due to the
conversion effect of both chemotherapy and radiation therapy. Also, because the
treatment duration of concurrent chemoradiation is shorter than sequential

approach, its toxicity is acceptable.

With 456 courses of treatment, hematological toxicities observed in all
grades, including leukocytopenia in 72,8%, anemia in 78,6% and
thrombocytopenia in 24,4% of the patients. Among the patients with anemia,
most of them were at grade 1 (74,2%), while grade 2 (2,8%) and grade 3 (1,4%)
were rarely seen. No grade 4 anemia was observed and no case of required blood
transfusion during the treatment. For leukocytopenia, in this study, 50 % of the
patients had neutropenia, most of them were mild with 27,2 % of grade 1 and
15,7% grade 2. No grade 4 neutropenia and no febrile neutropenia was observed.
There was only one patient (1,4%) had grade 4 thrombocytopenia without clinical
hemorrhage and did not require platelet transfusion. No death due to
hematological toxicities was reported. However, these hematological side effects
had delayed chemotherapy (but not always radiation) and therefore led to the fact
that some patients did not receive all the planned 7 courses of chemotherapy when

radiation completed already.

About non-hematological toxicities, there were 47,1 % patients with



increased liver enzymes, mostly mild at grade 1 (41,4%). No case of increased
creatininemia was observed. These toxicities did not affect treatment plan of the
patients.

There were 51,4% patients had esophagitis, including 42,9% at grade 1.
During the treatment, grade 1 esophagitis patients who developed symptoms of
difficulty swallow were fed with soft food and liquid and did not interrupt
treatment plan. Among the 8,6% patients with grade 2 esophagitis, many of them
developed painful and difficult swallowing symptoms, required antibiotic, anti
inflammatory drugs, and PPI therapy and special food preparation. Some of them
had treatment interruption due to the esophagitis. In this study we did not observe
any case with radiation induced stenosis of the esophagus, including those at
follow-up. There were 42,8% patients had pneumonia in different grades,
including 31,4% at grade 1, gradually appeared during the treatment process,
identified by clinical symptoms as well as x-ray or chest CT scan. As noted in the
medical file, these mild pneumonia cases just require delaying radiation until
symptoms recovered. There were 11,4% had grade 2 pneumonia that required
steroid and antibiotic therapy. No grade 3 or 4 pneumonia was observed in this
study.

Other toxicities, such as dermatitis, nausea, anorexia were rare and mild,
without significant affect on patient quality of life.

In comparation with other studies, toxicities of concurrent chemoradiation
with paclitaxel-carboplatin regimen were acceptable.

CONCLUSION

Based on the results from this study in 70 patients with stage 111B NSCLC
patients at the K Hospital, we have following conclusion:

3. Effectiveness of concurrent chemoradiation with paclitaxel-carboplatin
regimen for stage 11B NSCLC:
— With the follow-up time was from December 2014-December 2017, mean

of overall survival was 29,5 months, mean PFS was 15,8 months. After



concurrent chemoradiation, complete response rate was 2,9%, partial response
rate was 75,7%, disease stable rate was 4,3% and disease progression rate was
17,1%. The rate of disease control was 82,9%. The rates overall survival at 1 year,
2 years and 3 years respectively was 78%, 67% and 37%. There was significant
correlation between response status and tumor size and pathological type. Overall
survival was significantly influenced by weight loss and radiation dose. Disease
free survival was significantly influenced by age (older than 50) and radiation
dose (at least 60 Gy).

— Overall survival and progress free survival were significant longer in
those who received full dose of chemotherapy and radiation, compared with those
who did not. Among those who did not receive full dose of radiation and/or
chemotherapy, survival was significantly better in those who received full dose
of radiation, comparing to other groups.

4. Undesired side effects of the treatment regimen.

The rate of treatment completion was 93%, without any toxicity related
dose reduction observed. The rate of completion of full dose radiation was
88,6%. Hematological toxicities included leukocytopenia (72,8%), anemia
(78,6%) and thrombocytopenia (24,2%). Most of these hematological toxicities
were mild (grade 1). Non-hematological toxicities included esophagitis
(51,4%), pneumonia (42,8%) and dermatitis (51,4%), most of them were at
grade 1 or 2.

No treatment related death was observed.



RECOMMENDATIONS

- Patients with stage 111B NSCLC treated concurrently with chemoradiation
should be given full doses of chemotherapy and radiation as per protocol. In case
of induced incompletion of treatment, completion of full radiation dose should
still be prioritized.

- Concurrent chemoradiation was effective and convenient. It is therefore
should be in clinical practice in oncology centers with radiation and other

appropriate facilities.
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