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PAT VAN DPE

Ung thu phéi (UTP) khong nhitng 13 bénh ung thu phd bién nhat ma
con l1a nguyén nhan gay tir vong hang dau do ung thu & Viét Nam ciing nhu
trén toan thé gisi. Nam 2012 trén toan cau, sé nguoi mac UTP 14 1,8 triéu,
chiém 13% tong sé ung thu; sb tir vong do UTP 4 1,6 triéu, chiém khoang
19,4% tbng sb tir vong do ung thu. Ung thu phdi 1a nguyén nhan hang dau
gay tir vong ¢ ca hai gioi, ty 18 sdng sau 5 nam chi khoang 15-17%. Véi ty
16 méc bénh va ty 16 tir vong cao, ung thu phdi thuc sy 1a van dé sic khoé
nghiém trong cua hau hét céc quéc gia trén thé gioi.

Trong luan an nay, ching toi chi giéi han la ung thu phoi khong té bao
nho (UTPKTBN) tién trién tai chd, tai ving khong mé duoc, bao gom giai
doan 11IB (moi T, N3MO va T4AN2MO), giai doan IIIA khong mb duoc (T1-
3,N2MO va T4N0-1MO). Déi véi giai doan nay, phuong phap diéu tri da duoc
thé gidi ddng thuan 1a xa tri két hop véi héa chat. Trong cac hinh thirc phdi hop
ho4 xa tri thi phac d6 hoé xa ddng thai cho ty 1é dap tng cao nhit.

Tuy phuong phap hoa xa dong thoi 1am ting kha ning kiém soét tai
chd, nhung ty ¢ tai phat tai chd van con cao tir 34-43%. Nhiéu nghién ciu
d3 minh chung dé ting hiéu qua kiém soat bénh cin ting lidu Xa tri ciing
nhu x4c dinh sém va chinh xéac cac ton thwong. Vai k§y thuat PET/CT md
phong c6 thé phat hién sém va chinh x4c cac ton thuong dic biét tinh trang
di can hach, giam thiéu bo sot ton thuong dong thoi tranh tia vao t6 chirc
lanh, do vay c6 thé gop phan lam tang hiéu qua didu tri cling nhu giam doc
tinh. Trén thé gi¢i da c6 mot sb nghién ciu ve cac van d& trén nhung tai
Viét Nam chua c6 nghién clru nao dé cap dén van dé nay do ky thuat chup
PET/CT méi duoc trién khai trong thoi gian gan day, chinh vi vay t0i tién
hanh dé tai: "Panh gia két qua diéu tri ung thw phdi khong té bao nhé
bang phac dd hoa - xa tri véi ky thuat PET/CT mo phéng'.

Muc tiéu nghién cuu:

1. M0 ta mét sé ddc diém lam sang, cdn lam sang va ton thuong
PET/CT mé phong bénh nhdn ung thir phoi khong té bao nhé giai
doan 1A khéng mé duwege va giai doan 111B.

2. Danh gia két qua dieu tri phac dé Paclitaxel-Carboplatin va xa tri
véi ki thugt PET/CT md phong bénh nhdn ung thie phoi khdng té bao
nhé giai doan 1A khéng mé duwge va giai doan 111B.

Céu triic ciia ludn an: Luan an dai 131 trang bao gom: Pit van dé 2
trang; Tong quan 40 trang; Ddi twong va phuong phap nghién ctiiu 16 trang;
Két qua nghién ctiu 32 trang; Ban luan 38 trang; Két luan 2 trang; Kién nghi 1
trang. Tai lidu tham khao c6 121 tai liéu gom 23 tai ligu tiéng Viét va 98 tai
lidu tiéng Anh. Luan an c6 34 bang; 27 biéu do, 14 hinh.



Chuong 1: TONG QUAN

1.1. Pic diém giai phiu va sinh 1y hoc ciia phdi
1.2. Dich té hoc
O Viét Nam ciing nhu trén toan thé gioi, ung thu phdi 13 bénh &c tinh
hay gap nhét, c6 xu hudng ngay cang gia tang dong thoi ciing 1a mot
nguyén nhan gay tir vong hang dau mic du c6 nhiéu tién bo trong chan
doan va diéu tri.
1.3. Cac phuong phap chin doan UTPKTBN
1.3.1. Chén dodn lim sing
O giai doan sém cac triéu chiing cua bénh thuong nghéo nan, am
thim, bénh thuong duoc phét hién tinh cd. Khi c6 céc triéu ching rd rét thi
bénh thuong di ¢ giai doan muon. Biéu hién 1am sang caa bénh phu thuoc
Va0 Vi tri, kich thuéc va mac xam lan cua u, hach hay co quan bi di cin.
Cac triéu chieng va hoi chirmg thuong gap la:
e Hgi ching hd hdp:
- Ho khan kéo dai hoac ho mau.
- Khoé tha khi u to chén ép, bit tic duong hd hip hoic gay xep phéi
hoic u gay tran dich mang phéi.
Céc triéu chizng, héi chiing trung that
e Cac triéu ching, hgi chieng cua di can: tuy thuoc vi tri, kich
thuéc 6 di can
e Céc hgi ching cdn ung thi: s6t do ung thu, hoi chiing Cushing,
hoi ching Pierre Marie...
1.3.2. Cic phuwong phdp chén dodn cén lim sang
1.3.2.1. Chup XQphoz thang, nghiéng
1.3.2.2. Chup cat lop vi tinh (chup CT)
1.3.2.3. Noi soiphé quan sinh thiét lam mé bénh hoc
1.3.2.4. Néi soi trung thdt sinh thiét chan dodn
1.3.2.5. Choc hit té bao, sinh thiét cdc hach ngogi Vvi.
1.3.2.6. Siéu am, chup CT 6 bung
1.3.2.7. Chup MRI so ndo: danh gia vi tri, s lugng, kich thuéc 6 di cin,
tinh trang deé day cac cau trac xung quanh va phu ndo kém theo.
1.3.2.8. Xa hinh xwong
1.3.2.9. Cdc chat chi diém u: CEA, CA 19.9, Cyfra 21-1
1.3.2.10. PET va PET/CT
- Phan loai giai doan ung thu mdt cach chinh xac dé lya chon
phuong thirc phép diéu tri tbi wu ciing nhu tién lugng bénh.
- Theo ddi, tién doan dap ung va danh gia hiéu qua cac phuong phap
diéu tri.
- Phét hién va danh gia tai phat, di cin ung thu sau diéu tri



- Gan day, ung dung lap ké hoach xa tri véi hinh anh PET/CT md
phong gil'lp‘ xac dinh sém, chinh xéc, khdng bo sot tén thwong mang lai
hiéu qua diu tri cao.

1.3.3. Chén doan md bénh hoc:

Theo phan loai cua WHO (2004), UTPKTBN bao gom: Ung thu biéu
mo vay, Ung thu biéu mo tuyén, Ung thu biéu md té bao I6n, Ung thu biéu mo
tuyén vay, Cac loai khac: ung thu biéu md dang saccdm; u carcinoid; u tuyén
nudc bot
1.3.4. Chén doan giai doan theo TNM:
1.3.4.1. Phdn logi TNM (theo AJCC 2010)
1.3.4.2. Xeép giai dogn theo AJCC 2010
1.4. Cac phuong phap diéu tri UTPKTBN
1.4.1. Vai tro caa phiu thuat trong diéu tri UTPKTBN
1.4.1.1. PT chdn dodn: sinh thiét hach,PT cit phan thuy ph01 lam sinh thiét
tuc thi . .
1.4.1.2. PT diéu tri bao gom:

a) PT tri¢t can don thuén: giai doan I, thé mé bénh hoc thuan loi

b) PT triét can phdi hop véi hoa chat, xa tri

¢) Phau thuat tam thoi, diéu tri triéu ching: PT cdm méu, PT lay u di
can, sau d6 phéi hop véi cac phuong phuong phap khac.

1.4.2. Vai tro cia xa tri trong diéu tri UTPKTBN

Xa tri dong mot vai tro quan trong trong diéu tri UTPKTBN. Xa tri bao
gom Xa tri b6 tro sau phau thuat véi truong hop dién cét (), hach N2 (+); xa tri
tién phau 1am giam giai doan benh hogc xa tri trigt can phoi hop Véi hod chat.
1.4.3. Piéu tri hoa chat UT ph01 khong té bao nhé

- Phéi h0’p diéu tri triét can: Hoa chét b trg sau PT, hoa chat phoi
hop xa tri trong diéu tri triét can UTP giai doan 1B, II, 111.

- Dleu tri tam thoi, triéu chimg cho ung thur phol khong té bao nho
giai doan tién trlen di cdn xa.

Céc phdc do hoé chat thirong ding 1a: Etoposide-Cisplatin, Paclitaxel-
Cisplatin/Carboplatin, Docetaxel-Cisplatin/Carboplatin, Docetaxel don thuan,
Cisplatin-Vinorelbine, Cisplatin-Gemcitabine, Cisplatin-Pemetrexed, phac
dd hoa chat két hop khang thé don dong nhu Paclitaxel-Carboplatin-
Bevacizumab..

1.4.4. Vai tro caa diéu tri dich

bidu tri dich la phucmg phap dung thudc ngan chan sy phat trién cua
te bao ung thu bang cach tac dong vao cac phan tir dac hiéu (phan tir dich)
can thiét cho qua trinh phat sinh va phat trién khOI u.

1.4.5. Li¢u phap mién dich sinh hoc: cac thudc khang PD-1, PDL- I..
1.5. Mt s6 nghién clru va quan diém vé diéu tri UTPKTBN khong m6 dll‘O'C

Ung thu phoi khong teé bao nho giai doan 11I duge xem nhu 1a mot
bénh tién trién tai chd, tai viing (locally advanced stage), phuong phap diéu
tri da duoc thé gidi dong thuan la xa tri két hop vai hda chat.
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1.5.1. Cac cach thirc phdi hop héa xa tri

Xa tri don thuan trong UTPKTBN giai doan 111 chi mang lai thoi glan
song thém trung binh 10 thang va ty ¢ song sau 5 nim khoang 5%. Dé nang
cao hiéu qua diéu tri da co rat nhidu thir nghiém Iam sang ching t6 ¢o su cai
thign thoi gian SOng thém khi phéi hop thém hoé chit. Co nhiéu cach phéi hop
gira hoa chat va xa tri da dugc nghién ciru nhu hoa chat trudc - Xa tri sau, hoa
chit trudc - hoé xa tri sau, Xa tri truéc - hoa chat sau, hoa xa tri dong thoi - sau
d6 hoa chat cang Co Cac nghlen ctru da thiy rang, phac do phéi hop hoa xa
dong thoi - hoa chit cung ¢ cho ty 16 dap timg cao hon va doc tinh van & mic
chip nhan duoc.

1.5.2. Pgc tinh cia hoa-xa tri dong thoi

Hoa-xa tri dong thoi (HXTDT) dd dwoc minh chimg mang lai loi ich
séng thém co ¥ nghia so véi cac phuong phép phdi hop hoa xa khac. Tuy nhién,
doc tinh nhém nay ciing tang dang ké, dac biét 1a triéu chimg viém thuc quan
cép tinh nhu nuét nghen/ nu6t dau va doc tinh huyét hoc.

1.5.3. Lua chon phac dd héa chat nao thich hgp cho héa xa dong thoi

Nhleu hoa chit, phac d6 hoa chat khéc nhau dugc sir dung dong thoi
hoic tudn tu trong nhleu nghién ctru phéi hop hoa-xa tri. Trong HXDT chua
c6 phac dd hoa chit nao c6 hiéu qua hon hian, tuy nhién phac dd
Pachtaxel/Carboplatm c6 uu thé doc tinh thap hon, do vay tao dleu kién cho
viéc xa tri thuén loi, it bi gian doan, gbp phan nang cao hiéu qua diéu tri.
1.5.4. Véan dé nang cao lidu xa va ky thudt xa tri IFRT

Trén thé gigi hién nay van con ton tai 2 ky thuat xa trj trong diéu
tri UTPKTBN:

- Mot 13, ky thuat xa tri hé théng ENI xa du phong toan bo hé
thong hach trung thét, thugng don sau 40 — 50 Gy méi thu trudng vao u
va hach di can;

- Hai 13, ky thuat xa tri khu tra IFRT ky thuat nay chi xa vao u va
hach di cian ma khong du phong h¢ thong hach vung.

Vién dé nang lidu xa I&n cao ma van dam bao an toan cho co quan
lanh xung quanh c6 thé dugc cai thién voi ky thuat PET/CT mé phong.
PET/CT m6 phong cho phép xac dinh chinh xac tinh trang u va hach di
cin, giam bo sot ton thuong so véi ky thuat mo phong khac nhat 1a xa
tri theo k¥ thuat IFRT, dong thoi gilp tranh tia vao to chuc lanh do vay
giam thé tich xa tri, I3 nén tang cho vigc ting liéu xa mot cach an toan
cling nhu tdng cuong ty 1¢ kiém soét bénh.

1.5.5. Héa xa tri dong thoi voi PET/CT mo phong

Hoa xa tri ddng thoi 1a phuong phép mang lai hi¢u qua cao hon
trong diéu tri UTPKTBN giai doan Il nhat 1a tang liéu xa vira phai tdy
ting ca thé. Viéc nang cao lidu xa lai lam ting nguy co doc tinh do xa
tri. Mot phuong phdp méi ra doi gan day sir dung PET/CT md phong
giup xac dinh thé tich GTV chinh xac (GTV-PET con goi la BTV - thé
tich dich sinh hoc), phat hién s¢m ton thuong, khong bo sot ton thwong
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dong thoi gitp khong tia vao to chac lanh giam baot ché thé tich xa tri
cung nhu doc tinh do xa tri. PET/CT lam tdng d6 chinh x&c trong viéc
xdc dinh thé tich GTV, dic biét trong trudng hop u phéi kém theo xep
phdi hoic nhitng truong hop hach di can kich thugc nho.
1.6. Tinh hinh nghién ciru UTPKTBN khong mé dwoe tai Viét Nam
Tai Vigt Nam con it nghién ciu veé Hoa xa dong thoi didu tri
UTPKTBN khong mé duoc. Hién tai cling chwa c6 nghién ctru ndo co s
dung PET/CT md phong trong diéu tri UTPKTBN vi day la k¥ thuat moi, doi
hoi phai c6 trang thiét bi ddng bo va c6 su két hop chat ché glua bac s§
chuyen khoa ung buéu véi bac sy Y hoc hat nhan.Chinh vi vy, de tai "Danh
gia két qua diéu tri ung thu phol khong té bao nhé bang phic dd hoa -
xa tri véi ky thuat PET/CT mo phong" la méi véi mong mudn gép phan
t6i wu hoa hiéu qua diéu tri bénh giai doan nay.
Chuong 2: POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Dbi twong nghién ctru
42 bénh nhan UTPKTBN duogc diéu tri tai Trung tim Y hoc Hat
nhan va Ung buéu Bénh vién Bach Mai tir thang 9/2009 dén 31/12/2014.
e Tiéu chuin lwa chen
- Bénh nhan ung thu phéi loai khdng té bao nho c6 chan doan xac
dinh bang md bénh hoc.
- Giai doan IIIB; giai doan I11A khong con kha nang phau thuat.
- Toan trang tu kha tré 1én véi chi s6 Karnofsky 80 - 100.
- Dong y tham gia nghién cuu
e Tiéu chuan loai trir
- Bénh nhan trude d6 di didu tri bang phuwong phap khac nhu phau
thuat, hoa chét, xa tri. )
- Co0 chong chi dinh cua hod chat hoac xa tri.
2.2. Phwong phap nghlen clru:
Can thiép 1am sang tién ctru khong d6i ching.
2.2.1. Trang thiét bi ky thuat
- Hé thong may PET/CT Biographe 6 cua Siemens 6 lat cat, thiét bi
laser dinh vi va phan mém TRUE D phan tich két qua.
- Dugc chat phong xa: 18F-FDG (2-fluoro 2-deoxy glucose)
- Phan mem 1ap ke hoach xa tri Prowess Panther 4.6, 5.1
- May gia téc tuyén tinh LINAC Primus Siemens.
- Hoa chat Paclitaxel, Carboplatin va cac thiét bi pha truyen
2.2.2. Quy trinh lap ké hoach xa tri véi ky thuat PET/CT mé phéng.
GOm céac budc sau:

1. CHUAN BI BN 2. CHUP PET/CT MO

Y

\ 4

3. LAP KE HOACH XA TRI

A

4. KIEM TRA CHAT /

5. TIEN HANH DBIEU TRI




6

2.3. Quy trinh phf)i hop hoa chit va xa tri
Hoa xa tri dong thoi + hod tri cang co.
* Hoa chit phac 6 PC duoc tién hanh truyén ngay 1, ngay 22, ngay 43
Carboplatin AUC 6 TM ngay 1, 22, 43
Paclitaxel 175 mg/m2 TM ngay 1, 22, 43

* Lidu xa tri 60 -70 Gy, hda tri dong thoi s& dugce 3 dot khi két thic xa tri, sau do
s& cuing ¢6 thém 3 dot hoa chét.
2.4. Thoi gian va dia diém nghién ciru:

- Thoi gian nghién cau: tir 1/9/2009 dén 31/12/2014

- Pia diém nghién ciu: Trung tdm Y hoc hat nhan va Ung budu,
Bénh vién Bach Mai.
2.5. Thu thap, phén tich, xir Iy s liéu

- Thu thap bang mau bénh &n nghién ctu da thiét ké sin.

- Phuong phap thu thap théng tin:

+ Tham kham 14m sang, can lam sang

+ Viét thur tim hiéu két qua diéu tri ddi véi cac BN khong duoc tai kham.

+ Goi dién thoai trao dbi truc tiép vai BN va hodc véi nguoi than doi
vé6i cac BN khong dugc tai kham hodc da tir vong ngoai bénh vién.

- Céc sb lieu dugc ma hod va xu ly bang phan mém thng ké y
hoc SPSS 20.0.

- Uéc tinh ty 1¢ va thoi gian séng thém bing phuong phap Kaplan-
Meir. So sanh cac duong cong séng thém bang kiém dinh Logrank.
2.6. Ngi dung nghién ciru ‘
2.6.1. M6 ta mot s6 dic diéem lam sang, cdn ldm sang va ton thirong
PET/CT mbé phong bénh nhin ung thw phéi khéng té bao nhé giai doan
IITA khéng mé dwoc va giai doan IIIB.
2.6.2. Pdnh gid két qua diéu tri phdac do Paclitaxel-Carboplatin va xa tri
véi k thudt PET/CT mé phong bénh nhdn ung thu phoi khéng té bao nho
giai doan IIIA khéng mé dwoc va giai doan I1IB.

Chwong 3: KET QUA NGHIEN CUU

Qua nghién ctiu 42 bénh nhan UTPKTBN giai doan Il khéng mé
dugc diéu tri bang phuong phap héa xa tri dong thoi véi ki thuat PET/CT
md phong tai Trung tdm Y hoc Hat nhan va Ung budu Bénh vién Bach
Mai. Chiing t6i thu dugc cac két qua nhu sau:

3.1. Pic diém bénh nhén

- Tudi trung binh 57, 16n nhat 72, nho nhat 39. Nam chiém da s6 véi

ty 16 83,3%, nix chiém 16,7%.
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- Tat ca cac bénh nhan s& duoc diéu tri hda xa dong thoi nén duoc
lya chon c6 chi sb toan trang tét Karnofsky tir 80 tr¢ 1én, trong d6 co
52,4% BN c6 chi s6 toan trang nay dat 90 - 100.

- 66,7% s6 BN khong gay sit hoic sit dudi 5% trong luong co thé
trong vong 3 thang trudc khi vao vién

- UTBM tuyén chiém da s6 voi 73,8%, UTBM viy chiém 21,4% cac
truong hop. 59,5% s bénh nhan & giai doan 111A, 40,5% sé bénh nhan ¢
giai doan I11B.

3.2. Gia tri ciia PET/CT trong lap ké hoach xa tri ung thu phdi.
Bing 3.1. Kha niing phat hién thém ton thwong di ciin hach ciia PET/CT

S6 bénh nhan Ty 18 %
Phat hién thém di ciin hach 13 31,0
Khéng phat hién thém 29 69,0
Tong 42 100

Nhdn xét: PET/CT phét hién thém duoc ton thuong hach di can ¢ 13/42 cac
bénh nhan, chiém ty I¢ 31,0%. DBicu nay c6 ¥ nghia trong 1ap ké hoach xa
tri khéng bi bo sot ton thuong.

Bang 3.2. Liéu - thé tich xa tri tai cac co quan lanh khi 1ap ké hoach xa
tri trén PET/CT m6 phong

Co quan L a £ . Nhé Lén Trung
lanh  cacthongsocoban g g binh
Phii Liéu trung binh (Gy) 4,5 18,1 122+41

. V20 (% thé tich phoi chiu

lanh li30 tir 20 Gy tro én) 11,7 34,6 22,0+76
Thuc Liéu trung binh (Gy) 7.8 30,5 18,6 +74
quan  Liéu cyc dai (maxdose, Gy) 22,9 70,4 58,0+ 12,9
Tiv b Liéu trung binh (Gy) 9,7 30,8 18,7 +5,9
UYSONG ) iay cuc dai (maxdose, Gy) 16,2 445  31,4+104

Liéu trung binh (Gy) 0,32 25,4 84+79

H 0 e - .
Tim V40 (% thé tich tim chiu 0.0 276 72490

lidu tir 40 Gy tro Ién)

Nhan xét: I‘_iéu Xa tri tai cic co quan lanh nhu phdi lanh, tay song, thuc
quan, tim déu & gidi han cho phép.



3.3. Pic diém diéu tri
Bang 3.3: Dac diém lieu tri

Liéu xa tri S6 BN %
<60 4 95
>60 38 91,5
Téng 42 100,0

Nhn xét: Liéu xa trj thap nhét 16 Gy, cao nhat 70 Gy. 91,5% bénh nhan nhan
duoc dﬁqliéu Xa tri tir 60 Gy. C6 mot bénh nhan’ diéuqtri duoc 16 Gy, xuat hién
viém phoi nang, 3 bénh nhan dang xa tri bénh tién trien phai dung xa tri.

Bing 3.4. Pic diém hoa tri

Hoan thanh 6 chu ky Co 38 90,5
Kh’()ng 4 95
Tong 42 100,0

Nhdn xét: Da s6 (90,5%) céc bénh nhan hoan thanh da 6 chu ky hoa chit,
chi ¢6 9,5% khong dat. Khong c6 truong hop nao dirng hda chat do doc
tinh. 31,0% bénh nhan c6 tri hodn hoa tri do cac doc tinh vé ha bach cau,
viém thuc quan, viém phéi.

3.4. Poc tinh ]
3.4.1. Poc tinh trén h¢ tao huyét, gan va than

Bang 3.5. Poc tinh trén hé tao huyét, gan va than

Pijc tinh Moido Dol ~ D2 ~ DY3 Do
: S6 BN (%)S6 BN (%)S6 BN (%)Sé BN (%)Sé BN (%)

Giam Hb 28(66,7) 21(50,00) 7(167)  0(0) 0 (0)
Giam BC 22(52,4) 7(167) 10(238) 4(95)  1(24)
Giam BCDN 17(405) 5(119) 7(167) 495 1(24)
Giam TC 4(9,5) 3(7,1) 1(2,4) 0(0) 0(0)
Tang men gan (ALT, AST) 12 (28,6) 10(23,8) 1(24) 1(24) 0 (0)
Tang creatinine 2 (4,8) 2 (4,8) 0 (0) 0 (0) 0 (0)

Khoéng c6 bénh nhan nao xuit hién giam tiéu cau, hay suy than &
muac d6 nang. C6 duy nhat mot truong hop ting men gan do 3 (2,4%)
nhung sau d6 nhanh chong hdi phyc binh thudng sau khi diéu tri noi khoa.
Khéng ¢ bénh nhan nao tir vong do doc tinh cua diéu tri.



3.4.2. DPoc tinh ngoal huyet hoc, gan than.
boc tinh ngoal huyét hoc hay gap bao gom: mét moi (57,1%), viém
thuc quan (26,2%), viem phol (28,6%) va viém da vung xa tri (52,4%). Doc
tinh mirc 46 nang goém viém thuc quan do 3, 4 gap 5 bénh nhan chiém
11,9%; viém phéi do 3, 4 gap 3 truong hop chiém 7,1%. Khong cé truong
hop nao tir vong do bién ching. )
Bang 3.6. Doc tinh ngoai huyét hoc

Moi do b1 b2 b3 b4
S6 BN (%) S6 BN (%) SO6BN (%) S6BN (%) SO BN (%)
No6n 11 (26,2) 5(11,9) 6 (14,3) 0(0) 0(0)
Mét méi 24 (57,1) 10 (23,8) 11 (26,2) 3(7,1) -
Viém da 22 (52,4) 13 (31,0) 9(21,4) 0(0) 0 (0)
Kho thé 12 (28,6) 5(11,9) 4(9,5) 2 (4,8) 1(24)
Viém thwequén 11 (26,2) 3(7,1) 3(7,1) 4(9,5) 1(2,4)
3.5. Két qua diéu tri
Ty 1€ % 59.5
60 -
50 -
40 - 28.6
30 -
J 9.5
5
: -

Pap tng Dap img Benh git  Bénh tién
hoan toan mot phén

nguyén

trién

Biéu dé 3.1. Ty 1¢ % ddp ting sau diéu tri
Nhdn xét: Ty I¢ kiém soat benh dat 91,5%, trong as ty I¢ dap ung hoan
toan la 28,6%, ty I& dap tng mot phan la 59,5%, bénh giir nguyén 2,4%.

10

LEY

Ty 18 sbng thém

o0 1200 2400

3000

o 8000 72m

Thei glan séng thém toan b3 (thing)

Biéu dé 3.2. Song thém toan bg
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Nhgn xét: Ty 1¢ séng thém toan bo 1nim, 2 ndm, 3 nim, 4 nim twong
g 1a 78,6%, 51,3%, 39,6% va 31,7%. Thoi gian séng thém trung binh 34,1
+ 4,1 thang. Trung vi thoi gian sdng thém 25,0 + 3,8 thang. BN theo ddi lau
nhat Ia 65,4 thang, hién tai con song khoe manh, khdng tai phat.

o

i 1
T

Ty 1& séngthém khéng tién trién %

T T T T T T T
@ 1200 2000 36.00 48.00 000 7200
Thei gian (thang)

Biéu do 3.3. Song thém khong tién trién

Nhdn xét:

-Ty lé Séng thém khéng tién trién 1 nam, 2 nim, 3 nam, 4 nim 1an
luot 1a 61,9%, 34,7%, 18,0% va 18,0%.

- Thoi gian sdng thém khoéng tién trién trung binh 1a 24,2 + 35
thang; trung vi thoi gian séng thém khong tién trién 12 17,7 + 1,9 thang.

Ty 18 séng them toan bé %

T T T T T T T
00 1200 2400 36.00 48.00 6000 7200

Thoi gian (thang)

Biéu do 3.4. Song thém toan b 6 nhém ddap g hoan toan (n = 12)

Nhdn xét: ¢ nhém dép ng hoan toan , trung binh séng thém toan bo
dat 57,0 thang; ty 1€ song thém sau 1 ndm, 2 ndm, 3 ndm, 4 ndm lan lugt la
91,7%, 91,7%, 81,5% va 81,5%. Chi cé 2/12 BN tir vong trong thoi gian
theo doi.
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Ty 16 séng thém khéng bénh %

T T T T T T T
o 1200 20 w0 ko o 7200
Thei gian (thang)

Biéu db 3.5. Song thém khong bénh ¢ nhém ddp ing hoan toan (n = 12)

Nhdn xét: & nhom bénh dap (g hoan toan, trung binh thoi gian séng

thém khong bénh dat 48,0 thang; ty 1& séng thém khong bénh 1 niam, 2
nam, 3 ndm, 4 nam tuong tng la 91,7%, 71,3%, 59,4% va 59,4%. C6 4/12
bénh nhén tai phat trong thoi gian theo doi.

Ti 1¢ kiém sot tai chd %

xxxxx

T T T T T
200 oo asp0  eoon 7200
Thai gian (thang)

Biéu dé 3.6. Ty 1¢ kiém soét tai ché
Nhan xét: Ty ¢ kiém soat bénh tai chd tai céc thoi diém 1, 2, 3, 4
nam lan luot 1 72,9%; 59,5%; 39,6%; 39,6%. Trong sé nhitng bénh nhan
dat kiém soat bénh tai chd, van xut hién nhiéu truong hop di cin xa.
Bang 3.7. T I8 va vi tri di ciin xa

Vi tri di ciin xa S6 BN Ty 18 %
Néo 12 28,6
Phéi 19 452
Xwong 6 14,3
Gan 2 48

Téng s6 BN xuit hién di

< 31/42 73,8
cin xa

Nhdn xét: Phoi, ndo, xuong la céc vi tri hay di can nhat véi ty 1€ twong Gng
1a 45,2%; 28,6% va 14,3%. Trong s nay c6 9/31 bénh nhan di cin nhiéu
vi tri.
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Bang 3.8. Song thém toan bd theo gigi
Trung binh TGST toan bd

Giéi n (thang) p
Nam 35 304 £45
Nir 7 367 +80 0,345

Song thém toan bo theo gidi khac biét khong c¢6 y nghia thong kévai
p =0,345. ) ) )
Bang 3.9. Song thém khéng tién trién theo gigi

Trung binh TGST Trung vi TGST

Gigi n khong tién trién khong tién trién P
(thang) (thang)
N 7 25,2+6,1 20,1+ 3,7 0633
Nam 35 23,739 17,7+ 39 ’

Nhdn xét: Séng thém khong tién trién theo gisi nit c6 xu huéng cao hon
nam tuy nhiém su khéc biét khong c¢6 y nghia thong ké vai p = 0,633.

Bang 3.10. Séng thém toan b theo tudi

Trung binh TGST  Trung vi TGST

Tuol toan bp (thang)  toan b (thang)
<60 30 329+47 214+45 2800
> 60 12 30,5 + 6,6 250+ 88 '

Nhdn xét: Trung vi thoi gian song thém nhom dudi 60 la 21,4 thang, nhom trén
60 la 25,0 thang. Su khac biét khéng c6 ¥ nghia thong ké véi p = 0,890.

Bang 3.11. Séng thém khong tién trién theo tudi

Trung binh TGST  Trung vi TGST

Tubi n khong tién trién khong tién trién P
(thang) (thang)

<60 30 234+38 17,7+£3,0 0907

> 60 12 23459 15,3+£3,9 '

Nhén xét: Trung vi thoi gian séng khong tién trién giira 2 nhom trén 60 va
dudi 60 tudi twong tng la 15,3 va 17,7 thang. Su khac bi¢t khdng co y
nghia thong ké véi p = 0,907.
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Bang 3.12. Séng thém toan bd theo tinh trang toan than

. A £ Trung Trung vi
Kacr'ﬁbié’w SE’%“ binhTGST toan  TGST toanbp ~ p
bé (thang) (thang)
90-100 22 (52,4%) 41,6 +4,7 455+168 ..
80 20 (47,6%) 224 +472 174+ 45 '

Nhgn xét: Trung vi thoi gian séng thém toan bo ciia nhém Karnofsky 90 —
100 1a 45,5 thang cao hon nhom Karnofsky 80 la 17,4 thang. Su khac biét
¢6 y nghia thong ké véi p = 0,016.

Bang 3.13. Séng thém khdng tién trién theo tinh trang toan than

Chi sé sé Trung b‘mh. . Trung Vl TG§T
Karnofsky BN TGST khong tien  khong tién trién p
trién (thang) (thang)
90 - 100 22 29,550 219+38 0.053
80 20 16,7 + 3,4 120+4,1 ’

Nhdn xét: Trung vi thoi gian séng thém khéng tién trién cua nhém
Karnofsky 90 — 100 1a 21,9 thang cao hon nhom Karnofsky 80 la 12,0
thang. Tuy nhién, su khac biét chua c¢6 ¥ nghia thong ké vai p = 0,053.

Bang 3.14. Séng thém toan b theo tinh trang gay st

Trung Trung vi
Gaysut  S6BN (%) binhTGSTtoan  TGST toan bd P
bé (thang) (thang)
Duéi 5% 28 (66,7%) 43,1+5,0 455+38 0.001
Trén 5% 14 (33,3%) 15,6 2,9 12,1429 :

Nhdn xét: Trung vi thoi gian song thém toan bo cua nhdm khong gay sit
(gay st dudi 5% trong lugng co thé) 14 45,5 thang cao hon han nhém gay
st (trén 5% trong lugng co thé) 1a 12,1 thang. Su khac biét rat rd co y
nghia théng ké véi p = 0,001.

Bdng 3.15. Séng thém khong tién trién theo tinh trang gay sat

Trung binh Trung vi TGST

Gay sat S6 BN (%) TGST khong khong tién trién p
tien trién (thang) (théng)
Duéi 5% 28 (66,7%) 30,0+£4,6 219+38

Trén 5% 14 (33,3%0) 11,7+22 7,4+1,7 0,001
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Nhgn xét: Trung vi thoi gian sdng thém khong tién trién caa nhém khéng
gay sut 1a 21,9 thang cao hon cua nhom gy sit 1a 7,4 thang. Su khac biét
c6 y nghia thong ké véi p = 0,001.

Bang 3.16. Séng thém toan b theo mo bénh hoc

A A Trung binh .
MODE  siBN  TGSTroanbp 19V ‘(J]ngT)
: (thang) :
UTBM
tuyén 31 36,5+4,38 27,0+ 10,9 0,690
UTBM viy 9 249+49 250+115

Nhan xét: Trung vi thoi gian song thém toan bo cia nhém UTBM tuyén 1a
27,0 thang va nhom UTBM vy la 25,0 thang, tuy nhién sy khac biét khong
¢6 y nghia thong ké véi p = 0,690.

Bing 3.17. Séng thém khong tién trién theo md bénh hoc

. Trung binh Trung vi TGST
M6 bénh hec  So BN TGST khoéng khoéng tién trién p

tién trién (thang) (thang)
UTBM tuyén 31 26,4+4,2 17,8+1,9 0.739
UTBM vay 9 17,6 £3,5 245+16,5 ’

Nhdn xét: Ty 1¢ song khong tien trién cia nhom UTBM tuyen va UTBM
vay la nhu nhau, sy khac biét khéng c6 y nghia thong ké véi p = 0,739.

Bing 3.18. Song thém toan b theo giai doan bénh

Trung binh TGST  Trung vi TGST

Giaidoan  S0BN 05 'hs (thang)  toan b (thang)

MA 25 424+55 -
B 17 227+36 20,6452 0,041
Nhdn xét:

- Thoi gian song thém trung binh cua giai doan I11A 1a 42,4 thang, giai
doan I1IB 14 22,7 thang. Sur khéc biét c6 y nghia thong ké véi p = 0,041.

- Ty 1& séng thém toan bo 1 nam, 2 niam, 3 nim, 4 nam ddi Véi giai
doan 1A, 11IB lan luot 1a 80,0%, 55,6%, 55,6%, 55,6% so véi 76,5%,
44.8%, 17,9%, 0% (Khong co truong hop nao giai doan I1IB séng dén 4
nam trong nghién citu nay).
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Bing 3.19. S6ng thém khong tién trién theo giai doan bénh

Trung binh TGST Trung vi TGST
Giai doan  S6 BN khong tién trién khong tién trién p
(thang) (thang)
HIA 25 29,6 £5.3 18,3+2,9 0.152
111B 17 16,5+2,3 151+3,7 ’

Nhdn xét:

- Trung binh thoi gian séng thém bénh khong tién trién giai doan
IIIA, IIIB twong ung la 29,6 va 16,5 thang. Trung vi thoi gian séng thém
khong tién trién giai doan 1A 18,3 thang, giai doan I11B 15,1 thang.

- Ty 1é séng thém khong tién trién giai doan I1A so véi giai doan
1B tai thoi diém 1 nam, 2 ndm, 3 ndm, 4 nam lan luot 12 64,0%, 36,7%,
30,5%, 30,5% so vai 58,8%, 31,8%, 0%, 0%. Tuy nhién, su khac biét
khéng c6 ¥ nghia théng ké vai p = 0,152.

Bing 3.20. Séng thém toan b theo kich thwéc u

Kich thwéc sé BN Trung binh TGST  Trung vi TGST 0
u(cm) toan b (thang) toan b (thang)
<5 22 38,3+5,7 455+ 18,8 0.333
>5 20 235+ 3,0 21,4+0,7 ’

Nhdn xét: Trung vi thoi gian sdng thém & nhom kich thudc u < 5 cm 1a
45,5 thang va nhom kich thuéc u > 5 cm 13 21,4 thang. Ty 1é séng thém
toan bo 1 nidm, 2 nam, 3 ndm v4i u < 5 cm SO VGi u > 5 cm lan luot 13
77,3%, 58,0%, 51,6%, so vai 80,0%, 41,7%, 25,0%. Tuy nhién sy khac biét
khéng c6 ¥ nghia théng ké véi p = 0,333.

Bang 3.21. Song thém khdng tién trién theo kich thuéc u

Trung binh TGST  Trung vi TGST

Klﬁh(:lr::;o’c S6 BN khong tién trién  khong tién trién P
(thang) (thang)
<5 22 25,6 +4,9 17,734 0673
>5 20 185+£27 151+£46 '

Nhgn xét: Trung vi thoi gian séng thém theo kich thudc u < 5 va
>5 cm tuong Gng la 17,7 va 15,1 thang, tuy nhién sy khac bi¢t khong c6
y nghia thong ké vagi p = 0,673.
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Ty 18 séng thém toan bg

1200 4
Thei glan séng thém (thang)

Biéu do 3.7. Song thém toan bg theo maxSUV
Nhgn xét: Trung vi thoi gian séng thém toan b dbi véi truong hop u c6
maxSUV < 10 va > 10 twong ung 1a 45,5 + 19,4 va 21,4 + 0,6 thang. Tuy
nhién sy khéc biét chua co y nghia thong ké véi p = 0,368.

max SUV <= 10
! max SUV>10

'song thém khéng tién trién

Tile

Théri gian (thang)
Biéu dé 3.8. Song thém khong tién trién theo maxSUV
Nhgn xét: Trung vi thoi gian song thém khong tién trién ¢ bénh nhan c6
maxSUV < 10 va > 10 twong ung la 16,4 + 2,5 va 17,7 + 7,8 thang. Su
khac biét khong c6 y nghia thong ké véi p = 0,931.
Bing 3.22. S6ng thém toan b theo di ciin hach

P Trung binh .
Dicinhach 50  TGST toanby | 'UngViTGST
BN . toan bg (thang)
(thang)
Cé 32 30,1+44 214+24 0.139
Khbng 10 41,7 6,5 - ’

Nhdn xét: Ty I¢ song thém 1 nam, 2 nam, 3 ndm, 4 ndam & nhém
khong di cdn hach va nhom c6 di can hach twong tng la 90,0%; 67,5%;
67,5%; 67,5% so vai 75,0%; 46,5%; 31,0%; 23,2%. Trung binh thoi gian
séng thém & nhém khéng di can hach 1a 41,7 + 6,5 so véi nhom ¢6 di cin
hach 13 30,1 +4,4 thang. Tuy nhién, su khéc biét chua c6 y nghia thong ké
vé6i p=0,139.
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Bing 3.23. S6ng thém khong tién trién theo di cin hach

Di ciin sé Trung binh TGST  Trungvi TGST

khong tién trién  khdng tién trién p
hach BN (thang) (thang)
Co 32 20,7+ 35 151+39 0083
Khéng 10 2691472 31,7+£9,0 '

Nhgn xét: Trung vi thoi gian séng khdng tién trién & nhém khéng di
can hachla 31,7 thang,cao hon (:r nhém di can hach Ia 15,1 thang, tuy nhién
su Kh&c biét chua c6 y nghia thong ké vai p = 0,083.

Bang 3.24. Séng thém toan b theo lidu xa

Liéu xa Trung binh TGST  Trung vi TGST

Gy)  SOBN ianbg(thang)  toan b (thang) P
70 14 202+69 250%96 0557
<70 24 309 + 4.1 270485 '

Nhdn xét: Trung vi thoi gian séng thém toan bo & nhém nhan liéu xa 70 Gy
va du6i 70 Gy lan luot 12 25,0 thang va 27,0 thang, su khac biét khong c6 y
nghia thong ké véi p = 0,557.

Bing 3.25. S6ng thém khdng tién trién theo liéu xa

3 Trung binh TGST  Trung vi TGST
Liéu xa A

Gy) S6 BN  khong tién trién  khong tién trién p
(thang) (thang)
70 14 35570 20,2+7,6 0084
<70 24 183+£19 178+£21 !

Nhgn xét: Trung vi thoi gian song khong tien trien & nhom nhan lieu
Xa 70 Gy va nhom nhan xa liéu duéi?O Gy tuong utng la 20,2 va 17,8
thang. Su khac biét khéng c6 v nghia thong ké véi p = 0,084,

. Chuong 4: BAN LUAN
4.1. bic diém lam sang
4.1.1. Tuoi va gioi ) )
Trong nghién cuu cta ching tdi, tuoi trung binh 1a 57, 16n nhat 72,
nho nhat 39. Nhém tudi gap nhiéu nhat 1a 50 - 59 chiém 50,0%, tiép dén
nhom tudi 60 — 69 chiém 26,2%. Tudi tré dudi 40 tudi it gap, chi c6 1/42
truong hop. Vé giéi, nam chiém da s6 véi ty 1é 83,3%, nit chiém 16,7%.
Tudi tré hoac gia 1a mot yéu t6 tién lugng xau. Tuy nhién n6 khéng
phai 1a yéu t6 tién lugng manh. Tudi tré thuong tién luong xau do dic diém
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cac té bao ung thu thuong phat trién manh, tién trién nhanh; con tudi gia
thuong lién quan dén thé trang chung kém, c6 cac bénh Iy kém theo, kho
khin cho viéc thuc hién cac phuong phap diéu tri.

Gidi nit thuong co tién lugng tot hon, tuy nhién day ciing 1a mot
yéu té tién luong yéu. Pidu nay cé thé dugc giai thich do UTP & nir
thuong it lién quan dén thudc 14 hon nam gidi, ty Ié dot bién gien EGFR
duong tinh cao hon, do vay kha ning dap Gng voi cac thude diéu tri
dich cao hon.

4.1.2. Chi s6 hoat dong co thé

Trong nghién ctu ndy, tit ca cac bénh nhan duoc diéu tri héa xa
ddng thoi nén dwoc hya chon 6 chi sb toan trang tét Karnofsky tir 80 tré
lén, trong d6 co 52,4% BN c6 chi s6 toan trang nay dat 90 -100. Chi s
hoat dong co thé con tét méi cd thé chiu dung dugc cac doc tinh c6 thé xay
ra, ddng thoi chi sb ndy 1a mot yéu t6 tién luong doc lap.

V& két qua diéu tri phan tich theo chi s hoat dong cua co thé, trong
nghién ciu cuia chang tdi, trung vi thoi gian song thém toan bo cia nhom
Karnofsky 90 — 100 1a 45,5 thang cao hon nhdm Karnofsky 80 la 17,4 thang.
Két qua nghién ciru ndy pht hop véi cac nghién ctru kinh dién vé UTPKTBN,
trong d6 chi s6 hoat dong co thé 1a mot yéu t6 tién lugng doc lap.

4.1.3. Tinh trang gy sut can trudc diéu tri

Trong nghién ctu caa chang toi, 66,7% s6 BN khong gay sit hoic
sat dudi 5% trong lwong co thé trong vong 3 thang trudc khi vao vién;
33,3% c0 gay sut trén 5% trudc diéu tri.

Lién quan giira tinh trang gay sit véi ty 1& va thoi gian séng thém,
trong nghién ctu cta ching toi, trung vi thoi gian song thém toan bo cua
nhom khong gay sut (gay sit dudi 5% trong luong co thé) Ia 45,5 thang cao
hon han nhém gay st (trén 5% trong lugng co thé) 1a 12,1 thang.

Két qua nay cua chung toi ciing phu hop céc nghién ctu kinh dién
vé nhitng yéu t6 tién luong trong UTPKTBN, trong d6 tinh trang gay sut
can trude didu tri duge danh gia 1a mot yéu t6 tién lwong doc lap.

4.1.4. Pic diém md bénh hoc

Trong nghién ciu cia ching t6i, UTBM tuyén chiém da sb voi
73,8% cac truong hop, UTBM vay chiém 21,4%, chi c6 2/42 trudng hop
UTBM té bao lon chiém 4,8%. Ty ¢ UTBM tuyén trong nghién ctu cua
ching t6i cao hon mét nghién ctu tai Bénh vién K véi ty 16 UTBM tuyén
chiém 42%, nguoc lai ty 16 UTBM vay lai thap hon, 21,4 % so v&i 36%.
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Két qua cua ching t6i ciing pht hop véi mét sb nghién ciu tai Thanh
phé HO Chi Minh. Vii Vin Vil va cong su (2005) tai bénh vién Ung budu
TP.HCM ghi nhan UTBM tuyén chiém ti l¢ 78,3%, UTBM vay chi chiém
13,8%. Tran Pinh Thanh va cong su (2011) ciing ghi nhan ti 16 UTBM tuyén
1a 87,9%, UTBM té bao viy 1a 9,1% tai bénh vién Pham Ngoc Thach.Ung thu
biéu mé té bao I6n it gap hon ¢ Viét Nam ciing nhu trén thé giéi. Trong
nghién ciru cua ching t6i UTBM té bao Ion gap 2/42 truong hop chiém
4,8%. C4c nghién ciru & trén cho thdy UTBM té bao Ion chiém ti Ié khiém
ton tir 4 — 22,5%.

4.1.5. Giai doan bénh

Trong nghién ciu cua ching t6i, 59,5% sé bénh nhan ¢ giai doan
1A, 40,5% sé bénh nhan & giai doan 111B.

* U nguyén phat:

Tan suat gap T1, T2, T3, T4 trong nghién citu cia chung ti tuong
tng 1a 7,1%, 14,3%, 31,0% va 47,6%. Nhu vay, T3, T4 chiém da sb vai ty
1é 78,6%.

Tinh trang u ciing 1a mot yéu té tién lwong manh. Kich thuéc u cang
16N thi kha nang di cdn hach, di can xa cang cao. Vi tri u cling 1a mét yéu td
tién lwong va 1a mot yéu t6 danh gia giai doan T, nhitng u ngoai bién
thuong 6 thé diéu tri bang phau thuat hon 14 nhitng u trung tam.

* Hach vung:

Trong nghién ctu cua chiing t6i, danh giai giai doan cling nhu tinh
trang u, hach dua vao hinh anh PET/CT m6 phong. Ty Ié di cdan hach N2,
N3 tuong tng 12 42,9% va 23,8%. Khi c¢6 di can hach, tién luong bénh xau
hon nhiéu. Thoi gian sdng thém trung binh c6 lién quan nghich vai sé
lwong hach di can. Trong mot nghién ciu, Jonnalagadda S va cong su thay
rang thoi gian séng thém trung binh giam tir 8,8 nam ddi véi bénh nhan di
can 1 hach xudng con 3,9 nim ddi véi di can tir 8 hach tro 18n.

4.2. Gia tri ciia PET/CT trong lap ké hoach xa tri.

Khdi u cang 16n, gia tri maxSUV cang cao, tién lwong bénh cang xau.
Trong nghién ctu cua ching toi, khéi u trén 5 cm c6 gia tri maxSUV trung
binh cao hon u kich thudc dudi 5 cm véi chi s6 twong ng la 13,00 va 8,29.

Vé kha ning phat hién di can hach ving, PET/CT phét hi¢n thém
duoc ton thuong hach di can & 13/42 cac bénh nhan (31,0%) ma CT bo
s6t. Viéc phat hién thém di can hach ving 1am thé tich bia GTV duong
nhién ting 1én nhung hiéu qua kiém soét tai ving cao hon da duoc ghi
nhan. Trong nghién ciru cua ching toi, liéu birc Xa tai cac co quan lanh khi
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lap ké hoach véi PET/CT mé phong déu nam trong gidi han cho phép cua
cac huéng dan xa tri ung thu.

Nhu vay, ki thuat PET/CT m6 phong dé xac dinh chinh xéc, som
hon céc thuong ton so véi CT dong thoi phan biét chinh xac mo lanh dé dat
duoc Xa tri liéu cao tiéu diét khdi u ma van dam bao an toan.

Viéc tthg dung k¥ thuat PET/CT va&i @6 nhay va do déc hiéu cao cho
phép xac dinh chinh x4c hach di can nham muc dich xa tri dung, du, khong
bi bo st ton thuong ddng thdi nang cao liéu xa 1a mét trong nhitng ki thuat
hién dai nhat hién nay. Theo nghién ciu cua Sulman EP (2009) thi xa tri
v6i PET/CT md phong khong can xa tri du phong hach ma ty 18 tai phat tai
vung chi < 2%.

4.3. Ban luin vé phwong phap diéu tri va tinh an toan
4.3.1. Vé phac dd hoa chit

Trong nghién cau cua ching t6i, st dung phac d6 Paclitaxel —
Carboplatin chu ky 3 tuan (Paclitaxel 175 mg/m2 ngay 1, Carboplatin
AUCS, ngay 1, chu ky 21 ngay), 90,5% cac bénh nhan hoan thanh du 6
chu ky hoa chat, chi c6 9,5% khong dat do bénh tién trién khong dap
g véi diéu tri phai ding hoac chuyén phac d6 héa tri (1 BN truyén 1
dot, 2 BN 4 dot, 1 BN 5 dot). Khong c6 trudng hop nao dirng hoa chét
do doc tinh.

T6m lai, c6 nhiéu phac do hda chéat dugc st dung két hop voi xa
tri, nhung qua cidc nghién ctu phan tich phac db6 Paclitaxel —
Carboplatin cho két qua tét dong thoi doc tinh it nhat. Viéc dung hoa
chét phdi hop véi xa tri ¢ 2 tac dung: mot 1, hoa chat 1am ting tinh
nhay cam cua xa tri; hai 13,h6a chat tiéu diét cac vi di cian ma cac
phuong tién chan doan chwa phat hién dugc, ké ca PET/CT. C6 nhiéu
thir nghiém dung phac do Paclitaxel — Carboplatin hang tuan, tuy nhién
phéac d6 nay chi c6 tac dung 1am ting tinh nhay cam cua Xa tri, con tac
dung diét cac 6 vi di can la rat thap, vi néu giam lidu 20% hoa chat thi
kha nang diéu tri triét can giam xudng con 50% mic du cé thé khong
thay do6i vé ty I¢ dap mg, ma vi di cin xa 1a mot trong nhiing nguyén
nhan gay that bai chinh trong diéu tri ung thu phdi. Pay ciing 1a 1y do
ching t6i chon phac dd hda chat PC mdi 3 tuan trong nghién ciru nay.
4.3.2. Véxa tri

Trong thiét ké nghién ctru cua chiing t6i, liéu xa chi dinh 60 — 70 Gy
dao dong tly cé& thé, phu thuoc giéi han chiu dung cia co quan lanh nhu
phdi, thuc quan, tay séng, tim. Két qua thuc té thu dwoc, lidu xa tri thap
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nhat 16 Gy, cao nhat 70Gy. 91,5% bénh nhan dat liéu xa chi dinh, chi c6
4/42 bénh nhan khong dat chiém 9,5%, trong d6 1 bénh nhan diéu tri duoc
16 Gy, bénh nhan bi viém phéi nang, nén dung han xa tri.

4.3.3. Vé djc tinh héa xa tri

Trong nghién ctu cia chang t6i, danh gia phan loai doc tinh theo
WHO, céc loai doc tinh huyét hoc & moi do hay gap & nghién ciru nay gom
c6 giam s lugng bach cau (52,4%) va giam huyét sic té (66,7%). Khong
¢6 trudng hop nao giam huyét sic td nang do 3, do 4. Ha bach ciu da nhan
trung tinh nang & d6 3, do 4 gap 5 bénh nhan, chiém 11,9% . Khong c6
bénh nhan nao xuit hién giam tiéu cdu & mic d6 niang. Khdng c6 bénh
nhan nao tir vong do doc tinh cua diéu trj.

Trong nghién ciru cia ching t6i, doc tinh do hoa xa tri c6 thip hon
S0 v&i cac nghién ctiu khéc. So di, diéu nay c6 thé do:

- Ching tdi sir dung phac db hoa chat Paclitaxel — Carboplatin cho
doc tinh thap hon.

- Str dung ky thuat xa tri khu trd IFRT, chi xa vao u va hach di can,
khong xa du phong hé thng hach, do vay thé tich xa tri nho hon, té chirc
lanh xung quanh nhan liéu xa it hon, do vay bién ching it hon.

- Nghién ctu ching t6i sit dung PET/CT m6 phong cho phép xac
dinh chinh xéc, sém ton thuong hon, dong thai phan biét rd mo lanh va md
u trong mét sb trudng hop, do vay lam giam thé tich xa tri dan tai it bién
ching hon.

4.4. Két qua diéu tri
4.4.1. Pap tng diéu tri

Trong nghién ciu cia chdng tdi, ty 1é kiém soat bénh dat 90,5%, trong
d6 dap tmg hoan toan 28,6%, dap (mg mot phan 59,5%, bénh giir nguyén
2,4%; ¢6 9,5% bénh tién trién khong dap tng. So sanh véi mot s tac gia trong
va ngoai nudc, ty 1€ dap ting trong nghién ciru nay c6 cao hon.Tuy nhién, viéc
danh gia hidu qua lau dai bang theo ddi bénh nhan va danh gia thoi gian séng
thém ciing nhur ty I¢ séng thém 1a quan trong hon ca.

4.4.2. Ty 1¢ Kiém soat tai chd, thoi gian va ty 1¢ séng thém

Vé kiém soét bénh tai chd trong nghién ctu cua chung toi, ty 1¢ kiém
soat bénh tai chd tai cac thoi diém 1, 2, 3, 4 nam lan luot 1a 72,9%; 59,5%;
39,6%; 39,6%. Trong s6 nhitng bénh nhan dat kiém soat bénh tai chd, nhung
van xuét hién nhiéu truong hop di can xa. Mot diém déng chi y trong nghién
ctru caa chiing t6i, trong nhom BN dép tng hoan toan sau thi ty 18 sbng thém
rit cao dat trén 80% tai thoi diém 4 nam véi trung binh sbng thém toan bo
dat 57,0 thang, chi c6 2/12 BN tir vong trong thoi gian theo ddi. Trung binh
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thoi gian séng thém khong bénh dat 48,0 thang; ty 1 song thém khdng bénh
1 ndm, 2 nam, 3 nam, 4 nim twong tng la 91,7%, 71,3%, 59,4% va 59,4%.
Cd6 4/12 bénh nhén tai phat trong thoi gian theo dbi. Nhirng BN khéng tai
phat trong 3 nam dau thi ciing khong thay tai phat & nhimg nam tiép theo.
Didu d6 co thé cho thiy tinh triét can cao cua phuong phép diéu tri trong
nghién ctru.

Trong nghién ctru cua ching t6i, ty 1& song thém toan bo 1 nam, 2
nam, 3 nam, 4 ndm twong tng la 78,6%, 51,3%, 39,6% va 31,7%. Thoi
gian séng thém trung binh 34,1 thang. Trung vi thoi gian song thém 25,0
thang. Ty & séng thém khong tién trién 1 nam, 2 ndm, 3 nim, 4 nim 1an
luot 12 61,9%, 34,7%, 18,0% va 18,0%. Thai gian séng thém khoéng tién
trién trung binh 1a 24,2 thang; trung vi thoi gian séng thém khéng tién trién
1a 17,7 thang. Nghién ciru ndy cho thiy két qua cao hon so véi cac nghién
ctru vé héa xa ddng thoi trong va ngoai nudc.

Bang 4.1. Thoi gian séng thém toan bd trong cac nghién ciru HXTDT

Trung vi séng

N , 0 ) A -z .
Nghién ciu BN Phéac do thém (thang) Giatrip
Choy va cs 40 HXTDT — HTcang ¢ 20,5 -
91 HT dan dau — XT 13,0 >0,05
o 74 HT dn ddu - HXTDT 12,7
Belani va ¢ - !
1vacs 92 HXTDT — HTcing cb 16,3
. 113 HT dan dau — XTHT dan dau — 14,1
Huber va cs 99 HXTDT 187 0,091
s 161 HXTDT 12
e 170 HT dan diu—HXTPT 14 0.3
146 HXTDT-HTcung c6 (A) 20,5 0,392
Yamamoto va 147 HXTBT-HTcang cé (B) 19,8 (AsvB)
cs L 0,876
147 HXTDBT-HTcung co (C) 22 (AsvC)
SNE TCET - HXTDT 15
Va CS
Lé Tuan Anh 60 HXTDT 17,5 -
Nghién cétu nay 42 HXTPT-HT cang f:o voi PET/CT 25,0 )
md phéng

Chung t6i dua ra mot s6 nhan dinh ly giai cho két qua nay:

- Trong nghién cau cta ching téi, sit dung PET/CT danh gia giai
doan, do vay d6 chinh xac cao hon, loai bé nhitng bénh nhdn ma trén cac
phuong tién thong thudng chan doan 1a giai doan III, nhung trén PET/CT
lai phét hién di cin xa (giai doan 1V).
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- M6 thire diéu tri cua ching toi 1a két hop nhiéu mit tich cuc nhu
hoa xa ddng thai — hda chat cing ¢b, lidu xa duoc nang cao theo ca thé voi
ky thuat xa tri khu trd IFRT va nhét 1a c6 PET/CT mé phong chi diém sém
chinh xéc, khong bo sot ton thwong gop phan nang cao hi¢u qua diéu tri.

KET LUAN

Qua nghién ciru 42 bénh nhan ung thr phéi khong té bao nho giai
doan 111 khong mo duge, dugc tien hanh xa tri ¢ sir dung k§ thuat PET/CT
md phong phol hop ddng thoi véi hoa chat phac dd Paclitaxel -
Carboplatin mdi 3 tuan, cang cb thém hoa chét phac dd trén da 6 chu ky,
tai Trung tam Y hoc Hat nhan va Ung bu6u Bénh vién Bach mai chlng t6i
rdt ra mot so két luan nhu sau:

1. Mgt s6 dic diém I3m sing, cin Iim sing va tén thwong PET/CT
mo phong:

- Tudi: Nhém tuoi gap nhiéu nhét la 50 - 59 chiém 50,0%, tiép dén
nhém tudi 60 — 69 chiém 26,2%. Tuoi trung binh 57, 1én nhat 72, nho nhat 39.

- Gigi: nam chiém da s6 véi ty 1& 83,3%, nit chiém 16,7%.

- V& mo bénh hoc, UTBM tuyén chiém da s voi 73,8% céc truong
hop, tiép dén UTBM vay chiém 21,4%.

- PET/CT m6 phong wu thé hon CT don thuan, phét hign thém dugc
ton thuong hach di can & 13/42 céc bénh nhan, chiém 31,0%.

- Gia tri maxSUV u, hach ty Ié thuan véi kich thuéc u, hach. U va
hach cang lon, gia tri maxSUV cang cao. Gia tri trung binh maxSUV tai u
<5cmva>5cm tuong tng la 8,29 va 13,00. Gi& tri trung binh maxSUV
hach<2cmva>2cmla4,28 va 8,63.

- Khi lap ké hoach xa tri véi PET/CT md phong, liéu xa cho céc co
quan lanh déu ¢ dudi ngudng cho phép. Liéu trung binh phdi lanh 1a 12,2
Gy; V20 phéi lanh 1a 22,0%:; liéu trung binh thuc quan 1a 18,6 Gy, liéu cuc
dai thyc quan 58,0 Gy; trung binh liéu cuc dai tai tay séng 31,4 Gy; liéu
trung binh tai tim 8,4 Gy, V40 tim 7,2%.
2. Két qud diéu tri

- Két qua diéu tri rat dang khich 18 voi thoi gian va ty 1¢ sbng thém
toan b cao hon so vai nhiéu nghién ciru trong va ngoai nudce. Ty 1é séng
thém toan b6 1ndm, 2 ndm, 3 ndm, 4 nam twong ung la 78,6%, 51,3%,
39,6% va 31,7%. Trung binh thoi gian song thém toan bo la 34,1 théang.
Trung vi thoi gian song thém toan bo 1a 25,0 thang.
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- Song thém  khéng tién trién duoc cai thién rd rang véi ty 1é sdng
thém khong tién trién 1 nim, 2 nim, 3 nim, 4 nam lan luot 12 61,9%,
34,7%, 18,0% va 18,0%. Trung binh thoi gian sbng thém khdng tién trién
1a 24,2 thang; trung vi thoi gia séng thém khong tién trién 1a 17,7 thang.

3. Tinh an toan:

- Poc tinh vé huyét hoc, gan than co ban dugc giam thiéu, nhat 1a ¢
mtc d6 nang. Giam sb lwong bach cau (52,4%) va giam huyét sic tb
(66,7%). Cac trudng hop giam huyét sic t6 déu & mic do6 nhe do 1
(50,0%), do 2 (16,7%). Ha bach cau da nhan trung tinh nang do 3, d6 4 gap
5 bénh nhan, chiém 11,9%. Khong c6 bénh nhan nao xuit hién giam tiéu
cau, suy gan hay suy than & mirc d6 nang. Khdng c6 bénh nhan nao tir vong
do doc tinh cia diéu tri.

- Poc tinh ngoai huyét hoc mire do ning dugc cai thién va kiém soat
tt. Viém thuc quan do 3,4 gap 5/42 bénh nhan chiém 11,9%; viém phéi do
3, 4 gap 3/42 truong hop chiém 7,1%. Khong c6 truong hop nao tir vong do
daoc tinh.

KIEN NGHI

1. Bénh nhan ung thu phdi khdng té bao nhoé nén duoc chyp
PET/CT trudc diéu tri dé danh gia chinh xac giai doan bénh nham dwa ra
phuong an diéu tri toi wu, dong thoi 1am md phong ludn dé tién hanh xa tri
néu c6 chi dinh.

2. Phuong phap diéu tri phdi hop hda chat phac db Paclitaxel —
Carboplatin mdi 3 tuan dong thoi véi xa tri ¢6 sir dung PET/CT mé phong
cho ung thu phdi khong té bao nho giai doan 111B, IIA khéng mé duoc,
mang lai két qua dang khich 1&. Can c6 nghién ciru véi s lugng bénh nhan
I6n hon dé dua ra cac két qua tin cay hon nira.
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RESEARCH RATIONALE

Lung cancer (UTP) is not only the most common cancer but also the
leading cause of cancer death in Vietnam as well as in the world. In 2012,
new case of lung cancer accounted for 13% of total cancer; number of
deaths due to lung cancer occupied about 19.4%. Lung cancer is the
leading cause of cancer death in both sexes with poorly 5 year — survival
of 15 -17%. With the high rate of incidence and mortality, lung cancer
actually is a serious health problem in almost countries.

In this study, we only studied in locally advanced stage of non —
small cell lung cancer (NSCLC), including stage I1IB (any T, N3MO and
T4N2MO), unresectable stage A (T1-3,N2MO0 and T4NO0-1MO0). In these
stages, the treatment protocol, which has been approved, is concurrent
chemoradiotherapy that brings highest responses.

Although the concurrent chemoradiotherapy increases the rate of
local control, the relapse of the desease is still high from 34 to 43%.
Numerous studies have proven to increase the effectiveness of disease
control, some recomendations are to increase the dose of radiation as well
as to identify early and accurately lesions. With PET/CT simulation, it is
possible to detect early and precisely lesions of lymph node metastasis, to
minimize omission of lesions and avoid radiation on healthy tissue, thus
contributing to improve treatment as well as to reduce toxicity. There are a
number of studies in the world, but in Vietnam there have been no studies
on this issue as PET/CT techniques have been implemented recently.
Therefore, we have conducted the study: "Evaluation of the results of
chemoradiotherapy based on PET/CT simulation for non-small cell
lung cancer".

Research aims:

1. To describe some desease characteristics and PET/CT simulation in

unresectable stagelllA and stage I11B of non-small cell lung cancer.

2. To evaluate outcomes of concurrent chemoradiotherapy, Paclitaxel-
Carboplatin regimen combination with radiotherapy based on PET/CT
simulation, in unresectable stage II1A and stage I1I1B of non-small cell
lung cancer

Structure of the thesis: The thesis has 131 pages, including: research rationale

2 pages; overview 40 pages; object and method of research 16 pages; research

result 32 pages; discussion 38 pages; conclusion 2 pages; proposal 1 page.

Reference consists of 121 documents (28 Vietnamese documents and 93

English ones). The thesis has 34 tables; 27 diagrams and 14 images.



Chapter 1: OVERVIEW

1.1. Anatomical and biological lung
1.2. Epidemiology
In Vietnam as well as over the world, lung cancer is the most
prevalent malignancy and this is increasing trend and also the leading death
despite the advances in diagnosis and treatment.
1.3. Diagnosis methods of NSCLC
1.3.1. Clinicals
In the early stage, the symptoms of the disease are usually poor,
silently and the disease is often accidentally discovered. When there are
obvious symptoms, the disease is usually at the advanced stage. The
clinical presentation of the disease depends on the location, size and extent
of invasion of the tumor, nodal involvement and distant metastatic sites.
Common symptoms and syndromes are:
e Respiratory Syndrome:
- Long-lasting cough or bloody cough.
- Dyspnea due to the tumor compresses, obstructs the respiratory tract
or causing atelectasis or pleural effusion.
e Symptoms, mediastinal syndrome
e Symptoms, metastatic syndrome: depending on location, metastatic size
e Paraneoplastic syndromes: cancer-related fever, Cushing's
syndrome, Pierre Marie syndrome...
1.3.2. Subclinals
1.3.2.1. Straight, inclined chest radiography
1.3.2.2. Computer tomography
1.3.2.3. Bronchoscopy biopsy
1.3.2.4. Mediastinal laparoscopic biopsy
1.3.2.5. Cytology, peripheral nodal biopsy.
1.3.2.6. Ultrasound
1.3.2.7. Brain MRI
1.3.2.8. Bone scintigraphy
1.3.2.9. Tumor markers: CEA, CA 19.9, Cyfra 21-1
1.3.2.10. PET and PET/CT
- Classification of the cancer stage to choose the optimal treatment
as well as prognosis.
- Monitoring, predicting, responding and evaluating the
effectiveness of treatments.
- Detection and evaluation of relapse, metastatic cancer after
treatment
- Recently, the application of radiotherapy with PET/CT simulation
to help identify early, accurate, no missed lesions.



1.3.3. Pathology:

According to the classification of WHO (2004), NSCLC includes:
squamous cell carcinoma, adenocarcinoma, large cell carcinoma, adeno-
squamous cell carcinoma
1.3.4. TNM stages:
1.3.4.1. Definition TNM (according to AJCC 2010)
1.3.4.2. TNM stage (according to AJCC 2010)

1.4. Treatment methods

1.4.1. Roles of surgery

1.4.1.1. For diagnosis: lymph node biopsy, lobectomy for frozen section
biopsy

1.4.1.2. For treatments:

a) Simple radical surgery: stage I, favorable pathology

b) Radical surgery in multidisciplinary

¢) Temporary surgery.

1.4.2. Roles of radiation therapy

Radiation therapy plays an important role in NSCLC. Radiation
therapy includes postoperative radiotherapy for cases with margin (+), N2
(+); preoperative radiotherapy reducing the stage of disease, or definitive
chemoradiation therapy.

1.4.3. Chemotherapy

- Combination with other method in radical aim: adjuvant chemotherapy
post operation, definitive chemoradiation therapy for stage 1B, 11, 11I.

- Temporary treatment, symptomatic support for metastatic disease.

The common chemotherapy regimens are: Etoposide-Cisplatin,
Paclitaxel-Cisplatin/Carboplatin, Docetaxel-Cisplatin/Carboplatin, Docetaxel
alone, Cisplatin-Vinorelbine, Cisplatin-Gemcitabine, Cisplatin-Pemetrexed,
Combination chemotherapy with antibody such as Paclitaxel-Carboplatine-
Bevacizumab...

1.4.4, Targeted therapy

Targeted therapy is a new type of cancer treatment that uses drugs or
other substances to more precisely identify and attack cancer cells. In
cancer cells (or other cells near them), the differences from normal cells
help them grow and thrive. This has led to the development of drugs that
“target” these differences. Treatment with these drugs is called targeted
therapy. Targeted therapy is a growing part of the treatment for many types
of cancer, especially for lung cancer.

1.5. Some studies and views on treatment.

Stage Il of non-small cell lung cancer is considered as a locally

advanced stage that guideline for treatment approved is chemoradiotherapy.
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1.5.1. Methods of radiation therapy

Radiotherapy alone at the stage Il of NSCLC only results in an
median survival of 10 months and a 5-year survival of 5%. To improve the
effectiveness of treatment, many clinicals have shown that there is an
improvement of the survival time associated with the addition of
chemotherapy. There are many ways of combining chemotherapy and
radiotherapy such as induction, adjuvant, concurrent chemotherapy. Many
studies have found that concurrent chemoradiotherapy brings higher rates
of response, improvement of survival and acceptable toxicities.
1.5.2. Toxicities of concurrent chemoradiotherapy

Concurrent chemoradiotherapy has been shown to improve
significant survival than others. However, the toxicities also increased
significantly, especially acute esophagitis and hematological toxicities.
1.5.3. Select optimal regimens for concurrent chemoradiotherapy

Many different chemotherapy regimens have been used concurrently in
a large number of studies. In chemoradiotherapy, no chemotherapy regimen is
more effective than others. However, the Paclitaxel/Carboplatin regimen has a
lower toxicity, thus it may be more convenient for radiotherapy to improve the
effectiveness of treatment.
1.5.4. Dose escalation and involved field radiotherapy (IFRT)

There are still two controversial radiotherapy techniques in the world
today for treatment of NSCLC:

- Firstly, it is the elective nodal irradiation (ENI) in which the whole
system of mediastinal lymphadenopathy are irradiated, after 40 to 50 Gy,
boost into the tumor and metastatic lymph nodes up to 60 — 70 Gy;

- Secondly, involved field radiotherapy (IFRT) technique that irradiates
tumors and metastatic lymph nodes without prophylaxis of the regional
lymphatic system.

The issue of dose escalation that still ensures the safety of the
surrounding organ can be improved with PET/CT simulation. PET/CT
simulation allows for accurate identification of tumors and metastatic
lymphnodes and reduce in omission of lesions than CT simulation
techniques, especially for using IFRT. This reduces the volume of radiation
therapy, the basis for increasing dosage as well as rate of disease control.
1.5.5. Concurrent chemoradiotherapy with PET / CT simulation

Radiotherapy is also a more effective method of treating stage Il of
NSCLC, especially at higher doses. Raising the dose may increase the risk of
toxicity induced to radiotherapy. A new technique has recently developed
using PET/CT simulation for accurate GTV volume determination (GTV-PET,
also known as BTV - biological target volume), early detection of lesions,
avoidance of missing lesions and not irradiating the organization to reduce the
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radiation volume as well as radiotherapy toxicity. PET/CT increases the
accuracy of GTV determination, especially in cases of atalectasis or small
metastatic lymph nodes.
1.6. Researches on unresectable NSCLC in Vietnam

In Vietnam, there is a few researches on chemoradiotherapy for
unresectable NSCLC. There are currently no studies on using of PET/CT
simulation in the treatment of NSCLC because this is a new technique that
requires comprehensive equipments and a close association between
oncologists and nuclear medicine doctors. Therefore, we have conducted
the study of "Evaluation of the results of chemoradiation therapy based
on PET/CT simulation for non-small cell lung cancer" with a desire of
contributing the optimization of the effective treatment of the disease.

Chapter 2: MATERIALS AND METHODS
2.1. Materials
The objects include 42 NSCLC patients treated in Nuclear Medicine
and Oncology Center of Bach Mai hospital from Sep 2009 to 31 Dec 2014.
o Eligibility criteria
- Indentified diagnosis by histopathology.
- Unresectable stage 111A and stage 111B.
- Good performal status with Karnofsky index 80 - 100.
- Agree to enroll the study
e Exclusion criteria
- Patients previously treated with other methods such as surgery,
chemotherapy, radiation therapy.
- Contrain dications of chemotherapy or radiotherapy.
2.2. Research method
Uncontrolled and prospective clinical intervention
2.2.1. Technical equipment
- PET/CT with laser positioning and TRUE D analysis software.
- Radioactive pharmaceuticals: 18F-FDG (2-fluoro 2-deoxy glucose)
- Radiotherapy planning software Prowess Panther 4.6, 5.1
- Linear accelerator.
- Paclitaxel, Carboplatin and infusion materials.
2.2.2. Radiotherapy planning process with PET/CT simulation
Include the following steps:

1. Preparation

A 4

A 4

2. PET/CT simulation 3. Radiotherapy planning

4. Quality Assuarance /

5. Treatment

A




2.3. Process of chemoradiotherapy
Concurrent chemotherapy followed consolidation chemotherapy
e PC regimen was conducted on day 1, day 22, day 43
Carboplatin AUC 6 Intravenous infusion on day 1, 22, 43
Paclitaxel 175 mg/m2 Intravenous infusion on day 1, 22, 43
e Radiotherapy at dose from 60 — 70 Gy and chemotherapy reached
3 circles at the end of radiation therapy, followed by 3 cirles of
chemotherapy consecutively.
2.4. Time and place
- Time: from Sep 2009 to Dec 2014
- Place: Nuclear Medicine and Oncology Center — Bach Mai Hospital.
2.5. Collecting, analyzing and processing data
- Collected by clinical reports.
- Method of collection:
+ Clinical examination, subclinical tests.
+ Sending letters to get the treatment results for patients/ relatives
who were not re- examined.
+ Calls to patients and/or relatives who were not re-examined
- The data is coded and processed by SPSS 20.0.
- Estimate the rate and survival time by Kaplan-Meir method.
Comparation of survival plots by Logrank tests.
2.6. Study content
2.6.1. To describe some disease characteristics and PET/CT simulation in
unresectable stage Il1A and stage 111B of non-small cell lung cancer.
2.6.2. Evaluation of Paclitaxel-Carboplatin therapy and radiotherapy with
PET/CT simulation in unresectable stage IlIA and stage I11B of non-small
cell lung cancer.

Chapter 3: RESEARCH RESULTS

By researching 42 non-small cell lung patients at unresectable stage
111 treated by concurrent chemoradiotherapy with PET/CT simulations at
the Nuclear Medicine and Oncology Center of Bach Mai Hospital. We
obtained the following results:
3.1. Characteristics of patients

- The median age was 57 years (range 39 — 72 years). The majority
of patients were male (83.3%) and female (16.7%).

- All patients receiving chemoradiotherapy should be selected at the
Karnofsky score of 80 or higher, of which 52.4% patients had 90-100.

- 66.7% of patients had no weight loss or less than 5% of body
weight within 3 months before admission.



- Adenocarcinoma occupied the majority with 73.8%, squamas cell
carcinoma accounts for 21.4%. There were 59.5% and 40.5% of patients in
stage I11A and in stage 111B, respectively.

3.2. PET/CT in radiotherapy planning for non-small cell lung cancer.
Table 3.1. Ability of PET/CT to detect additional lesions of lymph node

metastasis
No. Patient Rate %
More detectedlyr_nph node 13 31.0
metastasis
No further detection 29 69.0
Total 42 100

Comment: PET/CT simulation has detected additional nodal metastasis in
13/42 patients, accounting for 31.0%. It was very important to make
radiotherapy plan for reducing the omission of lesions.
Table 3.2. Dose - volume histogram in critical organs at radiotherapy
planning with PET/CT simulation

Critical Parameters Min Max Average
organs
Mean dose (Gy) 4.5 18.1 122+4.1
Lun V20 (% lung volume obtain
g ( A o) 11.7 34.6 220+7.6
Esophagus Mean dose (Gy) 7.8 30.5 186+7.4
Max dose(Gy) 22.9 70.4 58.0 £12.9
Spinal cord Mean dose (Gy) 9.7 30.8 18.7+£5.9
Max dose(Gy) 16.2 44.5 31.4+104
Mean dose (Gy) 0.32 25.4 84+79
Heart V40 (% heart volume obtain

at least 40 Gy) 0.0 21.6 7.2+9.0

Comment: Radiation doses in critical organs such as the lung, spinal cord,
esophagus, heart are all bellow their toleration.
3.3. Characteristics of treatment

Table 3.3: Characteristics of treatment

Dose No. Patient %
<60 4 9.5
>60 38 91.5
Total 42 100.0

Comment: Lowest dose of 16 Gy, highest dose of 70 Gy. 91.5% of patients
received adequate doses of radiation from 60 Gy. One patient was treated
with 16 Gy because of severe pneumonia, and 3 patients had to stop
radiation therapy due to disease progress.



Table 3.4. Chemotherapy characteristics

Characteristics No. Patient Rate %
6 full circles es 38 90.5
No 4 9.5
Total 42 100.0

Comment: Most patients (90.5%) completed 6 full cycles of chemotherapy,
only 9.5% failed. There are no cases to cancell chemotherapy due to
toxicity.

3.4. Toxicities
3.4.1. Toxicities on hematological system, liver and kidney
Table 3.5. Toxicities on hematological system, liver and kidney

Any Grade 1 Grade 2 Grade 3 Grade 4

Toxicity 'g\]lrg;)e) N(%) N(%) N(%) N (%)
Anemia 28 (66.7) 21 (50.0) 7 (16.7) 0(0) 0(0)
Leukopenia 22(52.4) 7(16.7) 10(23.8) 4(9.5) 1(24)
Neutropenia 17 (40.5) 5(119) 7(16.7) 4(9.5) 1(2.4)
Thrombocytopenia 405 3(71) 1(4) 0() 0 (0)
Elevation of amino transferases
(ALT, AST) 12 (28.6) 10 (23.8) 1(2.4) 1(24) 0(0)
Elevation of creatinine 2(48) 2(48) 0(0) 0 (0) 0 (0)

No patients develop severe thrombocytopenia, or renal failure.
There was only one case of elevated liver enzyme level 3 (2.4%) but then
recovered rapidly after medical treatment. No patients died from the
toxicity of treatment.

3.4.2. Other toxicities
Table 3.6. Extrahepatic toxicity

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

Vomitting 11(26.2) 5(11.9) 6(14.3) 0(0) 0(0)
Fatigue 24 (57.1) 10(23.8) 11(26.2) 3(7.1) -
Dermatitis 22 (52.4) 13(31.0)0 9(21.4) 0(0) 0(0)
Dyspnea 12 (28.6) 5(11.9) 4(9.5) 2 (4.8) 1(2.4)

Esophagitis 11(26.2) 3(7.1) 3(7.1) 4 (9.5) 1(2.4)

Common toxicities included fatigue (57.1%), esophagitis (26.2%),
pneumonia (28.6%) and dermatitis due to radiotherapy (52.4%). Severe
toxicities including grade 3 or 4 esophagitis occurred in 5 patients,
accounting for 11.9%; pneumonia grade 3, 4 in 3 cases, accounting for
7.1%. There were no cases of death due to complications.




3.5. Treatment results

Rate %
100 59.5
28.6
2.4 9.5
0 P 4
Complete Partial . Progressive
response response Stable disease disease

Figure 3.1. Response rate after treatment
Comment: The rate of disease control was 91.5%, in which the rate
of complete response, partial response and stable disease was 28.6%,
59.5% and 2.4%, respectively.

ik

Figure 3.2. Overall survival

Comments: Survival rate at 1 year, 2 years, 3 years, 4 years was

78.6%, 51.3%, 39.6% and 31.7%, respectively. The mean survival was 34.1

* 4.1 months. Median survival time was 25.0 £ 3.8 months. The longest

follow-up time was 65.4 months, this patient is still alive with healthy
performance and no recurrence.
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Figure 3.3. Progression - free survival



10

Comments: Survival rate at 1 year, 2 years, 3 years, 4 years was
61.9%, 34.7%, 18.0% and 18.0%, respectively. The mean progression -
free survival was 24.2 + 3.5 months. Median progression - free survival
time was 17.7 + 1.9 months.
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Figure 3.4. Overall survival in complete response group (n = 12)
Comment: In the complete response group, the mean overall survival was
57 months; survival rate at 1 year, 2 years, 3 years, 4 years was 91.7%,
91.7%, 81.5% and 81.5%, respectively. Only 2/12 patients died during
follow-up.
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Figure 3.5. Disease - free survival in complete response group (n = 12)

Comment: In patients with complete response, the mean disease-free
survival was 48.0 months; disease-free survival rates at 1 year, 2 years, 3
years, 4 years was 91.7%, 71.3%, 59.4% and 59.4%, respectively. 4/12
patients had relapsed during follow-up time.
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Figure 3.6. Local control rate
Comment: Local control rate at lyear, 2 years, 3 years, 4 years was
72.9%; 59.5%; 39.6%; 39.6%, respectively. Of the patients who had local
control, there were still many cases occuring distant metastases.
Table 3.7. Rate and sites of distant metastasis

Sites of Metastasis N %
Brain 12 28,6
Lung 19 45,2
Bone 6 14,3
Live 2 48

Total metastatic pts 31/42 73,8

Comment: The lung, brain and bone are the most common sites of
metastasis with the rate of 45.2%; 28.6% and 14.3% respectively. Of these,
9/31 patients had multiple metastases.

Table 3.8. Overall survival by sex

Mean survival time

Sex " (months) P
Male 35 30.4+45
Female 7 36.7+8.0 0.345

Comment: Survival times by sex were not statistically significant
with p = 0.345.
Table 3.9. Progression-free survival by sex

Mean progression- Median progression-
Sex n free survival time free survival time p
(months) (months)
Male 7 252+6.1 20.1+37 0.633
Female 35 23.7+3.9 17.7+3.9 '

Comment: Progression-free survival for female trends higher than males,
but the difference was not statistically significant with p = 0.633.
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Table 3.10. Overall survival by age

Mean overall Median overall
Age n survival time survival time p
(Months) (Months)
<60 30 32,9+ 4.7 214+ 45 0.890
> 60 12 30.5+ 6.6 25.0+ 8.8 '

Comments: Median overall survival time was 21.4 months and 25.0 months
for under 60 and over 60 years old, respectively. The difference was not
statistically significant with p = 0.890.

Table 3.11. Progression-free survival by age

Median

Mean progression X
progression - free

Age n -free survival time survival time

(months) (months)
<60 30 23.4+38 17.7+3.0 0.907
> 60 12 23.4+59 15.3+3.9 '

Comment: The median progression-free survival time between over 60 and
under 60 age groups was 15.3 and 17.7 months, respectively. The
difference was not statistically significant with p = 0.907.

Table 3.12. Overall survival by performance status

Karnofsky Mean overall  Median overall
index N (%) survival time ~ survival time p
(Months) (Months)
90 - 100 22 (52.4%) 416 £4.7 455+ 16.8 0.016
80 20 (47.6%) 22442 17.4 +4.5 :

Comment: Median overall survival time of Karnofsky 90-100 group was
45.5 months that was higher than Karnofsky 80 group (17.4 months). The
difference was statistically significant with p = 0.016.

Table 3.13. Progression-free survival by performance status

Karnofsky N I\f/lean pro_gress_ion - Median pr_ogregsion
index ree survival time -free survival time p
(months) (months)
90 - 100 22 29550 219+38 0053
80 20 16.7+ 34 120+4.1 '

Comment: The median progression-free survival time of the Karnofsky 90-
100 group was 21.9 months, which is higher than the Karnofsky 80 group
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(12.0 months). However, the difference was not statistically significant

with p = 0.053.
Table 3.14. Overall survival by weight loss
Weight Meap ove_rall Medign ovgrall
loss N (%) survival time survival time p
(Months) (Months)
< 5% 28 (66.7%) 43.1+£5.0 455+3.8 0.001
> 5% 14 (33.3%) 156+29 12.1+2.9 '

Comment: The median overall survival time for the non weight loss group
(less than 5% of body weight) (45.5 months) was superior to those for the
weight loss group (over 5% of body weight) (12.1 months). The difference
was statistically significant with p = 0.001.

Table 3.15. Progression-free survival by weight loss

Mean Median
Weight N (%) progression- progression- D
loss free survival free survival
time (months) time (months)
28
(0)
< 5% (66.79%) 30.0+£ 4.6 21.9+38
14 0.001
(0)
> 5% (33.3%) 11.7+22 74+17

Remark: The median progression-free survival time for the non weight loss
group (21.9 months) was superior to those for the weight loss group (7.4
months). The difference was statistically significant with p = 0.001.

Table 3.16. Overall survival by pathology

Mean overall Median overall
Pathology N survival time survival time p
(Months) (Months)
Adenocarcinoma 31 36.5+£ 4.8 27.0+10.9
Squamas cell 9 24.9+ 4.9 250+115  0-69

carcinoma

Comment: The median overall survival time of the adenocarcinoma group
was 27.0 months and the squamas cell carcinoma group was 25.0 months,
but the difference was not statistically significant with p = 0.690.
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Table 3.17. Progression-free survival by pathology

Mean Median
progression- progression-
Pathology free survival free survival P
time (months) time (months)
Adenocarcinoma 31 26.4+ 4.2 178+19
Squamas —cell g 17.6+35 245+165 0739
carcinoma

Comment: The median progression-free survival time for the
adenocarcinoma and squamas cell carcinomawere similar, with no
significant difference with p = 0.739.

Table 3.18. Overall survival by stage

Mean overall Median overall
Stage N survival time survival time p
(Months) (Months)
HIA 25 42.4+55 -
B 17 22.7+3.6 20,6+ 5.2 0.041

Comments:

- The mean overall survival time for the stage 1A (42.4 months)
was superior to those for stage IIB (22.7 months). The difference was
statistically significant with p = 0.041.

- Survival rate at 1 year, 2 years, 3 years, 4 years for stage I11A and
I1IB were 80.0%, 55.6%, 55.6%, 55.6%, vs 76.5%, 44.8%, 17.9%, 0%,
respectively.

Table 3.19. Progression-free survival by stage

Median

Mean progression- :
progression-free

Stage N free survival time al ti
(months) survival time
(months)
1A 25 29.6£5.3 18.3£ 2.9 0152
1B 17 16.5+ 2.3 15.1£ 3.7 '
Comments:

- The mean progression-free survival time of stage 1A, I1IB disease
was 29.6 and 16.5 months, respectively. Median time of progression-free
survival for stage IlIA and stage 111B was 18.3 months and 15.1 months,
respectively.
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- The progression-free survival time rate of stage I11A and stage I11B
at 1, 2, 3, 4 years were 64.0%, 36.7%, 30.5%, 30, 5% vs 58.8%, 31.8%,
0%, 0%, respectively. However, the difference was not statistically
significant with p = 0.152.
Table 3.20. Overall survival by tumor size

. Mean overall Median overall
Tumor size . . - .
(cm) N survival time survival time p
(Months) (Months)
<5 22 38.3+5.7 455+ 18.8 0.333
>5 20 23.5+ 3.0 21.4+0.7 '

Comment: The median overall survival time for the tumor size below 5 cm
group and above 5 cm was 45.5 months and 21.4 months, respectively.
Survival rate at 1 year, 2 years, 3 years for tumor size under 5 cm and
above 5 cm were 77.3%, 58.0%, 51.6%, vs 80.0%, 41.7%, 25.0%,
respectively. However, the difference was not statistically significant with

p =0.333.
Table 3.21. Progression-free survival by tumor size
. Median
. Mean progression- )
Tumor size . X progression-free
N free survival time - -
(cm) (months) survival time
(months)
<5 22 25.6+4.9 17.7£3.4 0673
>5 20 18.5+2.7 15.1+ 4.6 )

Comment: Median progression-free survival time by tumor size
were 17.7 months for under 5 cm group and 15.1 months for above 5 cm
ones, but the difference was not statistically significant with p = 0.673.

b

Ty 1§ séng thém tasn

Figure 3.7. Overall survival by maxSUV
Comment: Median overall survival was 45.5 + 19.4 months for maxSUV<
10 and 21.4 + 0.6 months for maxSUV> 10. However, the difference was
not statistically significant with p = 0.368.
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Figure 3.8. Progression-free survival by maxSUV
Comment: Median progression-free survival was 16.4 + 2.5 months for
maxSUV < 10 and 17.7 £ 7.8 months for maxSUV> 10. The difference was
not statistically significant with p = 0.931.

Table 3.22. Overall survival by nodal metastasis

Mean overall Median overall
Nodal - b - .
metastasis N survival time survival time p
(Months) (Months)
Yes 32 30.1+4.4 214424
No 10 417+65 : 0.139

Comment: Survival rate at 1 year, 2 years, 3 years, 4 years in no
nodal metastatic and nodal metastatic groups were 90.0%; 67.5%; 67.5%);
67.5% vs 75.0%; 46.5%; 31,0%; 23.2%, respectively. The median survival
in the no nodal metastatic group was 41.7 £ 6.5 and nodal metastases of
30.1 £+ 4.4 months. However, the difference was not statistically significant
with p = 0.139.

Table 3.23. Progression-free survival by nodal metastasis

. Median
Mean progression-

Nodal . - progression-free
. N free survival time . .
metastasis (months) survival time
(months)
Yes 32 20.7£ 3.5 15.1+ 3.9 0.083
No 10 269+ 4.2 31.7+9.0 '

Comment: The median progression-free survival time for the non-
metastatic group (31.7 months) that was superior to those for nodal
metastases (15.1 months), but the difference was not statistically significant
with p = 0.083.
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Table 3.24. Overall survival by radiation dose

L Mean overall Median overall
nge'a(‘g?,? N survival time survival time p
(Months) (Months)
70 14 40.2+ 6.9 25.0+ 9.6 0.557
<70 24 30.9+ 4.1 27.0+ 8.5 '

Comment: Median overall survival time for 70 Gy group and under 70 Gy
group were 25.0 months and 27.0 months, respectively, and the difference
was not statistically significant with p = 0.557.

Table 3.25. Progression-free survival by radiation dose

Mean Median
Radiation progression-free progression-free
dose (Gy) survival time survival time P
(months) (months)
70 14 355+ 7.0 20.2+ 7.6 0.084
<70 24 18.3+ 1.9 17.8+ 2.1 ‘

Comments: Median progression-free survival time for 70 Gy group
and the under 70 Gy group were 20.2 and 17.8 months, respectively. The
difference was not statistically significant with p = 0.084.

Chappter 4: DISCUSSION
4.1. Clinical
4.1.1. Age and gender

In our study, the mean age was 57 (39-72 years old). The majority was
50-59 age group, accounting for 50.0%, followed by the 60-69 age group,
accounting for 26.2%. Patient with under 40s are less common, with only one
in 42 cases. In terms of gender, males account for the majority with 83.3%,
females 16.7%.

Young or old is a bad prognosis factor. However, it is not a strong
prognostic factor. Young people often have bad prognosis due to the
characteristics of cancer cells that are strong, fast development; Old age is
often associated with poor general condition, associated disease that make
difficult in the treatments.

Female often has better prognosis, but this is also a weak predictor.
This may be explained by the fact that lung cancer in women is less likely
to be associated with tobacco than men as well as a higher rate of EGFR
gene mutation, thus higher responding to targeted therapy agents.
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4.1.2. Performance status index

In this study, all patients receiving concurrent chemoradiotherapy
should be selected good performance status with Karnofsky 80 or above, of
which 52.4% patients had Karnofsky 90-100. The good performance status
index can be surfered from the toxicities due to chemoradiation therapy.
Moreover, this index is an independent predictor.

For the results of treatment analysis according to the performance
status index, the median overall survival time of the Karnofsky 90-100
group was 45.5 months that was higher than the Karnofsky 80 group of
17.4 months. The results of this study are in accordance with the classic
NSCLC studies, in which the performance status index is an independent
predictor.

4.1.3. Weight loss

In our study, 66.7% of patients had no loss or less than 5% of body
weight within 3 months, 33.3% had a loss more than 5% of body weight
before treatment.

In this study, patients in the non weight loss group (less than 5% of
body weight) achieved significant survival prolongation compared with
those in the weight loss group (median OS, 45.5 months vs. 12.1 months,
p=0.001).

Our results were similar to those of many previous studies in
NSCLC, in which pre-treatment weight loss was assessed as an
independent prognostic factor.

4.1.4. Histopathological

In our study, adenocarcinoma accounted for the majority with 73.8%
of cases, squamous cell carcinoma accounted for 21.4%, only 2/42 cases of
large cell carcinoma accounted for 4 ,8%. The incidence of
adenocarcinoma in our study was higher than that in the K Hospital in
Vietnam (42%), whereas the rate of squamas cell carcinoma (21.4%) was
lower than that (36%).

Our results are also comparable to some studies in Ho Chi Minh
City. Vu Van Vu et al. (2005) at Ho Chi Minh City Oncology Hospital
recorded 78.3% of adennocarcinoma and only 13.8% of squamous
carcinoma. Tran Dinh Thanh et al, (2011) also reported the incidence of
87.9% for adenocarcinoma and only 9.1% for squamous cell carcinomas at
Pham Ngoc Thach hospital. Large cell carcinoma is less common in
Vietnam as well as in the world. In our study, there were 2 large cell
carcinomas in total 42 cases, accounted for 4.8%. The above studies show
that large cell carcinoma accounts for a modest proportion of 4 to 22.5%.
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4.1.5. Stage of the disease.

* Primary tumor:

Frequencies of T1, T2, T3, T4 in our study were 7.1%, 14.3%,
31.0% and 47.6%, respectively. Thus, T3, T4 occupied the majority with
the rate of 78.6%.

Tumor status is also a strong prognostic factor. The larger size of the
tumor, the greater the probability of lymph node metastasis. The location of
tumors is also a prognostic factor as T-stage. Peripheral tumors are often
more likely to be surgically treated than central tumors.

* Regional nodal involvement:

In our study, assessing the stage of disease as well as the tumor,
nodal status was based on PET/CT imaging. The rate of N2, N3 lymph
node metastasis was 42.9% and 23.8%, respectively. When there is lymph
node metastasis, the prognosis is much worse. The median survival time is
inversely related to the number of metastatic nodes. In one study,
Jonnalagadda S and colleagues found that the median survival time
decreased from 8.8 years for patients with one nodal involvement to 3.9
years for those with number nodal metastasis from 8 or more.

4.2. Value of PET/CT simulation in radiotherapy planning.

The larger the tumor, the higher the maxSUV value, the worse the
prognosis is. In our study, tumors above 5 cm had a mean maxSUV value
higher than tumor size less than 5 cm with a mean of 13.00 and 8.29,
respectively.

About the ability to detect regional nodal metastases, PET/CT
detected additional nodal metastatic lesions in 13/42 patients (31.0%) that
CT missed. Detection of additional regional nodal metastasis resulted in
increased GTV but increased the control of the disease that was noted. In
our study, the radiation dose in critical organs when planning with PET /
CT simulations was within the safety limits according to international
radiotherapy guidelines.

Thus, PET/CT simulation techniques may determine lesions earlier
and more accurately than the CT as well as exactly distinguish healthy
tissue from malignant tissue for high-dose radiotherapy to kill cancer cells
radically while maintaining safety.

The application of PET/CT simulator with high sensitivity and
specificity allows precise identification of nodal metastasis for radical
radiotherapy purposes, no missed lesions and dose escalation as one of the
most modern technique. According to Sulman EP (2009), radiotherapy with
PET / CT simulation does not require prophylactic irradiation for regional
lymph node system with a local recurrence rate of less than 2%.



20

4.3. Discuss treatment and safety in the study
4.3.1. Chemotherapy regimen

In our study, a 3-week course of Paclitaxel-Carboplatin (Paclitaxel
175 mg/m2 on day 1, Carboplatin AUCS6, day 1, 21-day cycle), 90.5% of
patients completed 6 cycles, only 9.5% failed to achieve because of disease
progression that had to stop or changed chemotherapy regimen (1 patient 1
cycle, 2 patients 4 cycles, 1 patient 5 cycles). There were no cases to cancel
chemotherapy due to toxicity.

There are a number of chemotherapy regimens in combination with
radiotherapy, but Paclitaxel-Carboplatin regimen has shown good results
with  minimal toxicities. The combination of chemotherapy and
radiotherapy has two effects: firstly, chemotherapy increases the sensitivity
of radiation therapy; secondly, chemo-agents Kkill micro distant metastasis
that diagnostic methods are not able to detected, including PET/CT. There
are several trials using weekly Paclitaxel-Carboplatin regimen, but this
only increases the sensitivity of radiotherapy, and the effect of killing the
micro metastatic tissue is very low, because if the dose is reduced by 20%,
the ability to be curative decreases to 50%, although there may be no
change in response rates. Micro metastasisis - one of the major causes of
treatment failure in lung cancer. This was also why we chose every three-
week PC regimen in this study.

4.3.2. Radiotherapy

In our study design, doses of 60 to 70 Gy delivered that depended on
the tolerance of the surrounding benign organs such as the lung, esophagus,
spinal cord and heart. Results obtained with the lowest radiation dose of 16
Gy and the highest of 70Gy. 91.5% of the patients achieved the
recommended dosage, only 4/42 patients did not achieve 9.5%, in which
one patient treated with 16 Gy had to stop radiotherapy because of severe
pneumonia.

4.3.3. Toxicities of chemoradiotherapy

In our study, according to the WHO classification of hematological,
liver and Kkidney toxicities, allgrade hematologic toxicities included
leukopennia (52.4%, anemia (66.7%) and thrombocytopenia (9,5%). There
were no cases of severe hemoglobin level at grade 3, 4. Severe neutropenia
occurred in 5 patients, accounting for 11.9%. There was no severe
thrombocytopenia. No patients developed severe renal failure.There was
only one case of elevation in liver enzyme level at grade 3 (2.4%) but then
recovered rapidly after medical treatment. No patients died from the
toxicity of treatment.
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We also evaluated non-hematologic toxicities according to CTCAE
4.0 version of National Institute of Cancer in 2009. Common toxicities
included fatigue (57.1%), esophagitis (26.2%), pneumonia (28.6%) and
dermatitis (52.4%). Severe toxicities including grade 3, 4 esophagitis
occurred in 5 patients, accounting for 11.9%; Pneumonia grade 3, 4
encountered 3 cases, accounting for 7.1%. Vomiting was mild, accounting
for 26.2%. Severe pneumonia and esophagitis were two toxicities leading
to delay or cancellation of the treatment. The degree of esophagitis
depended on the location of the tumor and the metastatic lymph nodes.
Pneumonia could be related to treatment toxicity or disease progression
during treatment.

In our study, chemoradiotherapy toxicities were lower than in other
studies. These might be due to:

- We use the paclitaxel — carboplatin regimen for lower toxicity.

- Using involved field radiotherapy (IFRT), irradiation only to tumor
and nodal involvement, no prophylaxis for regional lymph nodes, so the
target volume is smaller, the surrounding organizations received less
radiation dose, thus complications occurred less and more mild.

- Especially, we used PET/CT simulation that allows defining
accurate identification, detect early lesions and easily distinguish tumor
from healthy tissue. These might improve treatment effectives as well as
reducing the volume of radiation leading to less complication.

4.4. Results
4.4.1. Response rate

In our study, the rate of disease control was 90.5% with complete
response of 28.6%, partial response of 59.5%, and disease stability of 2.4%.
There were 9.5% of the patients with disease progression. Compared with
some domestic and abroad studies, the response rate in this study was
higher. However, the more important thing is the long-term results through
monitoring and evaluation of median time and rate of survival.

4.4.2. Local control, survival time and rates

In our study, the rate of local control at 1, 2, 3, 4 years was 72.9%,
59.5%, 39.6%, 39.6%, respectively. Of the patients who obtained local
control, there were still many cases developed distant metastases. One
remarkable thing in our study was that the survival rate was very high (over
80%) at 4 years with overall mean survival of 57.0 months in the complete
response group. Two out of twelve patients died during follow-up. Disease-
free survival time was 48.0 months and disease-free survival rates at 1 year,
2 years, 3 years and 4 years were 91.7%, 71.3%, 59.4% and 59.4%,
respectively. There were 4/12 patients recurring during follow-up. Patients
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who had not relapsed for the first three years did not recur in the following
years. That might show that the method of the study is very radical.

The overall survival rates in our study at 1 year, 2 years, 3 years, 4
years were 78.6%, 51.3%, 39.6% and 31.7%, respectively. Mean survival
time was 34.1 months. Median survival time was 25.0 months.
Progression-free survival rate at 1 year, 2 years, 3 years, 4 years were
61.9%, 34.7%, 18.0% and 18.0%, respectively. The mean progression-free
survival time was 24.2 months and the median progression-free survival
time was 17.7 months. This study showed higher results than domestic and
foreign studies on concurrent chemoradiotherapy.

Table 4.1. Overall survival time in some domestic and abroad studies
Median survival

Study N Methods time (months) P value
Choyetal 40 CCRT + CCT 20.5 -
91 Induction Chemo - RT 13.0 >0.05
Belani et al 74 Induction Chemo - CCRT 12.7
92 CCRT-CCT 16.3
113 Induction Chemo — RT 14.1
iltereiel 99 Induction Chemo - CCRT 18.7 0.091
161 CCRT 12
Vokesetal 7 nquction Chemo - CCRT 14 0.3
146  CCRT-CCT (A) 20.5 0.392
Yamagl‘om ® 147  CCRT-CCT (B) 19.8 (A vsB)
147  CCRT-CCT (C) 22 0,876 (A sv C)
Tsujino K et al CCRT-CCT 19.0 0.40
CCRT 17.9 '
0 Ce‘ir;?Toa” 50  CCRT-CCT (B) 15
L& Tuan Anh 60 CCRT 17.5 -
CCRT-CCT

This study 42 25.0 -

With PET/CT simulation

We had some reasons for these results:

- In our study, using PET/CT for assessment with the higher
accuracy, the removal of patients who were stage Ill on conventional
means, but on PET/CT, they had distant metastases (stage V).

- Our treatment protocol was combination many positive aspects
such as concurrent chemoradiotherapy - consolidation chemotherapy,
radiation therapy with individualized IFRT and especially using PET/CT
simulation to detect early lesions and reduce omission of small metastatic
lymphnodes that contribute to improve the effectiveness of treatment.
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CONCLUSION
By studying 42 unresectable non-small cell lung cancer patients
with locally advanced stage treated at the Nuclear Medicine and Oncology
Center of the Bach Mai Hospital, we gave some conclusions as follows:

1. Some desease characteristics and PET/CT simulation in unrescectable
stage I11A and stage I11B of non-small cell lung cancer

-The most frequency group of age was 50-59, accounting for 50.0%
with the median age was 57 years. The majority of patients was male,
accounting for 83.3%.

- Adenocarcinoma occupied the majority with 73.8%, squamas cell
carcinoma accounted for 21.4%. There were 59.5% and 40.5% of patients
in stage I11A and in stage 111B, respectively.

- PET/CT was superior to CT alone for detecting additional nodal
metastases in 13/42 patients, accounting for 31.0%.

- Irradiation doses for critical organs all were below the allowable
thresholds for radiotherapy planning with PET/CT simulation. The mean
pulmonary dose was 12.2 Gy with V20 of 22.0% for lung; the mean
oesophageal dose was 18.6 Gy with the max dose of 58.0 Gy; max dose for
spinal cord was 31.4 Gy; the mean heart dose was 8.4 Gy with V40 of 7.2%.

2. Treatment results

- The results of treatment were encouraging with overall survival
rates at 1 year, 2 years, 3 years, 4 years of 78.6%, 51.3%, 39.6% and
31.7%, respectively. Mean survival time was 34.1 months. Median survival
time was 25.0 months. Progression-free survival rates at 1 year, 2 years, 3
years, 4 years were 61.9%, 34.7%, 18.0% and 18.0%, respectively. The
mean progression-free survival time was 24.2 months and the median
progression-free survival time was 17.7 months.

- Hematological as well as non-hematological toxicities were
minimized, especially in reducing severe grades. No patients died from the
toxicity of treatment.
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PROPOSAL

1. Non-small cell lung cancer patients should be performed by PET/CT
before treatment to accurately assess the stage of disease to provide an
optimal treatment protocol, and to make radiation plan based on

PET/CT simulation if patients have indication for radiotherapy.

2. The combination of Paclitaxel-Carboplatin regime and radiotherapy
based on PET/CT simulation for unresectable stage of non-small cell
lung cancer has improved efficacy with acceptable toxicity. We should
need more studies with a larger number of patients to give more reliable

results.
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