DAT VAN PE

UTP (UTP) la mét trong nhiing loai bénh &c tinh phd bién va la
nguyén nhan gay tir vong do ung thu hang dau trén pham vi toan cau. Dac diém
ctia UTP giai doan tién trién 1a thuong di can ndo (30 - 50% cac truong hop di
cin néo, c6 ngudn goc tir phdi). Trude day, viée diéu tri cac ton thuong di cin
n&o trong UTP gép nhiéu khé khin do phan 16n cac thudc ho chat khong hodc
it qua hang rao mau ndo. Nhiéu bénh nhan (BN) chi dugc diéu tri triéu chimg
don thuan nhu chdng phi ndo, chdng co giat...nén két qua diéu tri han ché,
thoi gian song thém trung binh chi tir 1-2 thang. Phau thuat gitp cai thién thoi
gian séng thém nhung chi dinh han ché, thuong chi 4p dung cho cac truong
hop di can nfo 1 u va c6 thé gay ra nhiéu bién chimg néng né. Xa tri toan ndo
lam t6n thuong nhiéu md ndo lanh, thoi gian didu tri kéo dai, trong khi thoi
gian song thém trung binh chi tir 3-6 thang.

Nhiéu nghién ciu trén thé gi6i cho thay, diéu tri ton thuong di cin
ndo noi chung bang xa phau c6 nhiéu wu diém, co thé giap klem soat khéi u tai
chd (90-97%), cai thién triéu ching, nang cao chét lugng song va kéo dai thoi
gian song thém cao hon xa tri todn ndo (8- 18thang) va tuong duong vdi phau
thuat (vei di can ndo 1 u), hau nhu khong dé lai cac bién chimg nang, ty I8 tai
phat thap, c6 thé tién hanh & cac vi tri khong phau thuat dugc hodc co cac
chéng chi dinh v6i phau thudt. Cac phuong phap xa phau gom: Dao gamma ¢
dién, Cyber Knife, LINAC va gan day 1a dao gamma quay. Bén canh d6, hoa
chat dugc Iya chon dé diéu tri cac ton thuong ngoai so bao gdbm u nguyén phat
Va CAc ton thuong di cin ngoai ndo.Két qua nghién ciru ciia nhiéu thir nghiém
lam sang d4 chi ra cac phac do chua platin (Cisplatin, Carboplatin) trong d6 c6
PC (Paclitaxel + Carboplatin)cé ty 1¢ dap ing cao hon so voi nhiéu phac do
thong thuong khéc trong diéu trj UTP khong té bao nho giai doan HB-1V ndi
chung. Tuy nhién, cac nghién ctru nay déu loai trir hoac c6 s6 BN di cin nfo
chiém ty I¢ thip. Cho téi nay, viéc danh gia hiéu qua ctia hoa chét két hop xa
phau trong diéu tri UTP khdng té bao nho di cin ndo chua c6 nhidu nghién ciu
dé cap toi.

Tai Viét Nam, Trung tdm Y hoc hat nhan va ung bu6u - Bénh vién Bach
Mai d4 va dang tmg dung k thuét xa phau bang dao gamma quay trong diéu trj cac
khdi u va bénh 1y ndi so, trong d6 co BN di can ndo tir UTP khong té bao nho. Mic
du vay, hién nay chua c6 cong trinh khoa hoc nao & trong nudc nghién ciu vé sy
két hop giita hoa chét phac dd PC v6i xa phiu dao gamma quay trong diéu tri
nhém bénh ndy. V6i mong mudn cai thién thoi gian song thém, nang cao chat
lugng sng cho BN UTP khéng té bdo nho di can nfo, ching t6i tién hanh d& tai
nay nham muc tiéu:

1. MO td mgt sé dic diém 1am sang, cdn lim sang & bénh nhin
UTPkhoéng té bao nhé di cin néo

2. Ddnh gid két qud diéu tri UTPKhong té bao nhé di cin n&o bang hod
chdt phdc do PC két hop xa phéiu dao gamma quay.

PONG GOP MOI CUA LUAN AN

Ngoai viéc mo ta dugc dic diém lam sang, can 1am 'sang cua nhom bénh
UTP khéng té bao nho di cin ndo, luan an da dua ra mot so dong gop mai:

Xa phau dao gamma quay Iam bién mét kh01 u di can ndo (19,8%), thu
nho kich thudc u (53,1%), thay doi hinh thai ton thuong (thoai hoa, hoai tir
chuyén dang nang) (28, 4%), kiém soat khol u ndo ¢ 90,1% bénh nhan.

Dao gamma quay két hop hoé chit Paclitaxel- Carboplatln gilp cai thién
chi s6 Karnofsky ¢ 80,3%; trigu chimg chii quan ¢ 82,7% bénh nhén (dap ung
hoan toan 1a 17,3%); dap tng khach quan ¢ 35,8%. Dap tmg cao hon ¢ nhom
bénh nhan Karnofsky > 80, di cin ndo don doc, nhan liéu hod chat > 85%, ung
thu biéu md tuyen s0 Vi nhom con lai(p<0,05). Pap ung tai ndo cao nhit &
nhém di cn ndo 1 u va kich thudc nho dudi 20 mm, nhan liéu xa phau 18-24 Gy.

C0 81,1% bénh nhan SOng thém toan bo 6 thang 59,5% song thém toan
bg 1 nim va c6 dén 25,5% song thém toan bo 2 nam; 51,1% séng thém khong
tién trién bénh 6 thang 17,9% 50ng thém khong tién trién bénh 1 ndm. Phan
tich da bién cc yéu t6 anh huong tot dén song thém khong tién trién bénh va
SOng thém toan bo la Karnofsky > 80, di cin ndo don doc; dén SOng thém
khéng tién trlen tai ndo 1a s6 u di can ndo.

Hoa chat phac d6 Paclitaxel-Carboplatin két hop xa phiu dao gamma
quay 1a phuong phap an toan, doc tinh chip nhan duoc.

BO CUC CUA LUAN AN
Luan 4n dai 135 trang, gom cac phan: Dit vin dé: 2 trang; tong quan
tai ligu: 37 trang; ddi twong va phuong phap nghién ciru: 17 trang; két qua
nghién ctru: 39 trang; ban luan: 37 trang; két luan: 2 trang; kién nghi: 1 trang;
céc bai bao lién quan: 1 trang. Trong phan két qua nghién ctru c6 47 bang; 40
biéu dd. Phan tai liéu tham khao voi 138 tai ligu tiéng Viét va tiéng Anh. Phan
phu luc gdm ca 1am sang dién hinh c6 hinh anh minh hoa; bénh 4n nghién ciru;
thu tim hiéu két qua diéu tri; danh sdch bénh nhan nghién ciru.
CHUONG 1: TONG QUAN TAI LIEU
1.1. Cac phuong phap chin doan UTP khong té bao nhé di cin ndo
1.1.1. Chén do4n lam sang
1.1.2. Cac phuong phap chin doan cn 1am sang
- Chan doan hinh anh: Chup X quang, chup cit 6p vi tinh, chup cong
huéng tu
- Noi soi phé quan éng mém:; ni soi trung that
- Sinh thiét xuyén thanh nguc dudi hudng dan caa CT
- Xét nghiém té bao hoc; md bénh hoc; phan tich dot bién gen.
- Xa hinh xuong bang may SPECT, PET/CT
- Céc xét nghiém khéac: Noi soi mang phdi; xét nghiém chat chi diém
khéi u; siéu am 6 bung, do chirc ning ho hap; cAc xét nghiém danh gia
bilan khac
1.2. Cac phuong phap diéu tri UTP khong té bao nhé di cin ndo
1.2.1. Hoa chat
1.2.2. Pidu tri dich



1.2.3. Phiu thujt
Bao gom: Phiu thuét cit bo u ndo di cin trong di cin ndo 1 u va phau
thuat cat bo u nguyén phét ¢ phdi trong mét s6 truong hop (T1-2N0-1; T3NO)
1.2.4. Xa tri
Bao gém: xa tri l(‘3ng nguc, xa tri toan ndo, Xa tri giam dau
1.2.5. Xa phiu lap thé
Bao gém 2 nhém:
- Phat tia X: May Cyber Knife, LINAC
- Phét tia gamma: Dao gamma c6 dién, dao gamma quay
1.3. Hé théng thiét bi dao gamma quay
1.3.1. Céu tao
Gom: méy xa phiu dao gamma quay (GammaART-6000™) cling véi
hé thdng lap ké hoach xa phiu, khung dinh vi lap thé, bo phan diéu khién
cua tap doan American Radlosurgery, Inc (Hoa Ky), san Xuét nam
2007.Cac bg phgn chinh ciia may gom: Ngu0n phéng xa, hé thong ong chuan
tryc (collimator)so cap (than ngudn), thar cap (than collimator), cac cau tric
che chan, giuong diéu tri
1.3.2. Nguyén ly hoat dong
Khi bat dau diéu tri, cAc ngudn va dng chuan truc so cap s& dugc dua
vao vi tri thang hang véi 6ng chuan tryc thir cap co duong kinh tuy theo nguoi
Iap ké hoach lua chon. Sau d6 s& déng, mo nho chuyén dong quay tuong ddi
gitta dng chuan tryc so cip va thir cip. Bang cach quay dong thoi ca hai hé
thdng dng chuan truc nay khi nd ¢ trang thai thang hang thi 30 cung tron chira
ngudn khong chdng 1én nhau va day cung 360 do. Su phét ra chim tia gamma
tir ngudn Co-60 trong thoi gian diéu tri nho chuyén dong quay 1a su khéc biét
chi yéu gitra thiét ké cii cua dao gamma c6 dién (Leksell) va dao gamma quay.
Trong dao gamma quay, nhiéu chum tia khong dong phang phit ra dong thoi tur
nhiéu nguon birc xa khac nhau, véi mét lidu lugng cao trong mét lan chleu Xa
s€ hdi ty, tap chung chinh xac vao dich diéu tri 1a u di can ndo da duoc cb dinh
va dinh vi dé tiéu diét té bao ung thu, pha huy tén thuong.
1.3.3. Uu diém ciia xa phdu dao gamma quay
Trong xa phau bang dao gamma quay, chum tia btrc xa d& phai phan ra cho
mot khéi lugng thé tich I6n hon so véi dao gamma cb dién hodc bang may gia toc
tuyén tinh do st dung chim tia tinh (khong quay). Nho vay, lidu phong xa vao md
ndo lanh xung quanh ton thuong s& giam va ty I¢ lidu tai dich diéu tri voi lidu tai to
chire lanh dugc cai thién. Bén canh do, dao gamma quay c6 hé théng dinh vi tu
doéng, gidp cho viée didu tri thuan tién, an toan vai d6 chinh xac cao (< 0,1 mm) va
rat ngan duoc thoi gian didu tri.Mat khéc, s6 ngudn phéng xa giam tir 201 (dao
gamma cb dién) xudng con 30 nén giam dugc chi phi thay ngudn. Hon nita, do
chuyén dong quay riéng ciia dng chuan truc thir cap so v6i dng chuan truc so cip
nén viéc chuyén céc trang théi collimator voi duong kinh khac nhau dugc dé dang
va tiét kiém thoi gian hon so vai V6i dao gamma cb dién.Trong thoi gian khong
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diéu tri, toan b Gng chudn truc so cap thiang hang Véi Vi tri che, ngin khong cho tia
gamma di vao khu vuc can chiéu xa, ddng thoi cac ngudn phéng xa bi céc thanh
vonfram chin lai. Do d6, n6 lam giam thiéu ro ri bic xa téi c&c viing ngoai ton
thuong ciia BN va xung quanh may.

Ngoai ra, birc xa con bi chin thém boi cira thép cia budng diéu tri. Nho
vay, n6 dam bao dugc cAc tiéu chuan vé an toan phéng xa. Trong thiét ké dao
gamma quay, cac 6ng chuan tryc thir cap Iap san vi tri che chan d4 gidp loai bo
hoan toan viéc phai doi mii bao hiém nhu trong dao gamma ¢ dién.Hé thong
Iap ké hoach theo khong gian ba chidudam bao viéc phan b6 liéu luong tdi wu:
liéu toi da tai ton thuong trong khi giam thiéu dén mirc thap nhat vao t6 chirc
lanh xung quanh.

Céc dic diém vé ciu tao: c6 hé thdng theo ddi BN qua camera va lién
lac qua &m thanh; hé théng canh bao bang tin hiéu khi c6 su ¢b; hé thong luu
dién dam bao may hoat dong binh thuong trong 30 phat khi c6 mat dién da
gilip cho viéc xa phau biang dao gamma dugce dam bao an toan cao.

1.4. Hoa chét Paclitaxel va Carboplatin

- Paclitaxel: La thudc hoa chit thé hé sau,thudc nhom taxan

- Carboplatin: La mot platin thé hé 2 (sau Cisplatin)

1.5. Mgt sb nghién ciru trong va ngoai nuéce vé diéu tri UTP di cin ndo
bing xa phiu, hoa chit phac dd Paclitaxel-Carboplatin

1.5.1. Cac nghién ciru vé diéu tri di ciin nd0 bang xa phiu

Cho téi nay, d4 c¢6 cd nhiéu nghién ciu cua téc gia nuéc ngoai vé diéu
tri tén thuong di cin ndo bang xa phau. Tuy nhién, hau hét cac bao céo nay c6
dic diém: Khong rd phac do diéu tri toan than hozc diéu tri bang nhiéu phac db
khac nhau; bao gém nhiéu loai ung thu nguyén phét khac nhau; ca cac truong
hop that bai sau diéu tri cic phuong phap khéc; phuong phap xa phau co thé la
Cyber Knife, LINAC hoac dao gamma c¢6 dién.

Serizawa (2009) d4 tién hanh nghién ciru trén 443 BN UTP di cin néo (c6
387 trudng hop UTP khéng t bao nhé) duoc diéu tri bang dao gamma tai Chiba -
Nhat Ban, két qua cho thay: Thoi gian séng thém trung vi la 8,9 thang.Nam 2009,
Park va cs d4 tién hanh xa phiu cho 33 BN UTP khong té bao nho di cin no
da u (tir 2-20 u), chia 2 nhém, nhém 1 gdbm 14 BN xa phau bang dao gamma,
nhom 2 gém 19 BN xa tri toan ndo. Két qua cho thiy nhom diéu tri bang xa
phiu c6 két qua tét hon so voi Xa tri toan ndo: Thoi gian séng thém trung vi
1a 7,5 thang, sbng thém sau 6 thang 1a 64,3%, sau 1 nam la 47,7% trong khi
nhom xa tri toan ndo la 5,6 thang; 42,1%; 10,5% tuong ung vei p< 0,05.
Phan tich da bién cho thay, thoi gian song thém ting & nhom dugc kiém soéat
khéi u tai chd va dugc xa phiu (p=0,03 va p=0,04 twong tng). Nghién ciru
cua Flannery va cs (2008) trén 42 BN UTP khong té bao nho di can ndo 1 6
don doc duoc diéu tri bang dao gamma tai Khoa xa tri ung thu, truong Pai hoc
Maryland, Hoa Ky. Diéu tri triét can ton thuong ¢ 16ng nguc dugc tién hanh ¢
26/41 BN (61,9%) trong d6 9 truong hop tiép tuc hoé chét, xa tri, 12 BN dugc



phau thuat, 5 BN hoa chit trudc sau d6 phau thuat. Két qua cho biét: Thoi gian
sng thém trung vi 1a 18 théang, ty 1¢ séng thém 1 nam 71,3%, 2 nam 1a 34,1%;
5 nam la 21%. Tuy nhién, d6i twong BN trong nghién ciu nay c6 toan trang tét
(chi s6 Karnofsky trung binh = 90), khéng c6 di can vi tri khéc ngoai ndo. Céc
yéu t6 anh huéng dén thoi gian séng thém toan b trong phan tich da bién la:
Diéu tri triét can 16ng nguc (p=0,020), chi s6 Karnofsky (p=0,001). Thoi gian
STTB trung vi & nhém c6 chi sb Karnofsky > 90 1a 27,8 thang, trong khi &
nhém Karnofsky < 90 la 13,1 thang (p<0,001).Nghién ctu cta Abacioglu va cs
(2010) trén 100 BN vai 184 u ndo di can tir UTP khdng té bao nho, trong do
49 truong hop tai phat, 51 truong hop méi dugc chin doan, dugc Xa phau dao
gamma. Két qua cho thay, thoi gian séng thém trung vi 1a 9 thang tinh tir sau
xa phau, ty 1& kiém soat u no di can 1a 95,0%. Phan tich da bién d4 chi ra: Loai
biéu md tuyén, Karnofsky >80, s6 u di can ndo 1-3 u, duong kinh u ndo < 20
mm la céc yéu té anh huong dén thoi gian STTB cua BN.

O Viét Nam, nghién ctiu caa Mai Trong Khoa va cs (2009) d4 danh gia
két qua diéu tri u ndo di can tir nhiéu loai ung thu khic nhau bang dao gamma
quay trén 49 BN, trong d6 c6 23 truong hop UTP, két qua cho thiy ty 1é dap
ung sau 3 thang la 61%, trong d6 19% DUHT.

1.5.2. Cac nghién ciru vé diéu tri hoa chit phac db Paclitaxel-Carboplatin

Cho tdi nay, c6 nhiéu nhiéu nghién ctru ching minh hiéu qua cua phac
d6 chira Carboplatin két hop vai hoa chét thé hé mai 1 Paclitaxel. Tuy nhién,
céc BN trong cac nghién ctu nay bao gom ca giai doan 111B, tai phét, khdng di
cin n&o hoic c6 ty 18 di cin ndo thap.

Thir nghiém 1am sang pha 11l ngau nhién, da trung tdm, nhdn mo cia
Mok va cs (2009), trong d6 c6 608 BN UTP loai biéu mo tuyén giai doan I11B-
IV, khéng rd s6 truong hop di cin ndo diéu tri bang hoa chat PC, két qua la
thoi gian STKTT 14 5,8 thang, ty 1é dap ung toan bo 1a 43,0%. Ty I¢ dap ung
toan b & nhom dot bién gen EGFR duong tinh 1a: 71,2% trong khi & nhom dot
bién EGFR am tinh 14 23,5%.Trong mét thir nghiém 1am sang pha 111 khac
cua Treat va cs (2010), diéu tri bang 3 loai phac d6 hoa chat khac nhau.
Trong d6 c6 379 truong hop UTP khdng té bao nho giai doan 1B-1V
(16,9% BN di cin né0) nhan phac d6 PC. Két qua cho biét: ty lé dap tng la
29,8%; trung vi thoi gian séng thém 1a 8,7 thang; ty I¢ séng thém sau 1
nam, 2 nam lan luot 1a: 35,6%; 13,3% twong (tng.Nghién cau caa Scagliotti
va cs (2010) trén 462 BN giai doan I1IB-IV khong di can nfo & nhdm hoa chét
PC cho két qua thoi gian STTB trung vi la 10,6 thang; STKTT la 4,6
thang. Thir nghiém 1am sang ngiu nhién, pha II, mu d6i cua Lynch va cs (2012)
trén 204 BN UTP khong té bao nho giai doan IIB-IV nhung loai trir di cin
ndo, trong d6 65 truong hop diéu tri bang phac 6 PC. Két qua cho thay &
nhom PC, thoi gian STTB trung vi 1a 8,3 thang, ty Ié song thém 1 nim: 39,0%;
2 nam: 18,0%.Két qua nghién ciu cia Zhou va cs (2013) trén 276 BN UTP
khong té bao nho loai khdng phai biéu md vay, trong d6 136 BN diéu tri bing

hoa chat PC cho thdy ty I¢ kiém soét bénh cia nhém nay Ia 89,0%; ty I¢ dap
ung toan bo 1a 26,0%; thoi gian STKTT trung vi 14 6,5 thang.

O Viét Nam, nghién ciu ciia L& Thu Ha (2010) trén 45 BN UTP khong té
bao nho, giai doan 1IB-IV dugc hoa tri PC, thiy ty 1¢ kiém soét khéi u la 73,3%,
trong d6 ty 1¢ dap tmg chung la 31,1%, thoi gian séng thém trung binh 1a 10,4
théng cho ca hai giai doan. Nghién ciiu cia Nguyén Trong Hiéu, Tran Dang Khoa
(2013) trén 44 BN UTP khong té bao nho giai doan HIB-IV diéu tri bang Paclitaxel
nano-Carboplatin, ty 1¢ dap ung thuc thé 1a 40,9%. Tuy nhién, nghién ctu nay
khdng chi rd s6 truong hop di cin ndo va két qua diéu tri caa nhom nay.

Nhu vay, cho téi nay chwa co mét cdng trinh khoa hoc ndo ¢ trong nuac
nghién ctiu vé diéu tri két hop hoa chat toan than phac d6 PC voi mot phuong
phapméi, tai chd 1a xa phau dao gamma quay trong diéu tri UTP khong té bao
nhé di cén nao.

CHUONG 2: POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Pbi twgng nghién ciu
81 BN duoc chin doan xac dinh 14 UTP khong té bao nhé di cin ndo
dugc diéu tri bang hoa chit PC két hop dao gamma quay tai Trung tim Y hoc
hat nhan va ung budu, Bénh vién Bach Mai tir thang 1 nim 2009 dén thang 7
nam 2014.
2.1.1. Tiéu chuén lya chon bénh nhin
e Cac BN duogc chin doan xac dinh 13 UTP c6 két qua mo bénh hoc 12
ung thu biéu md khéng té bao nhé.
e Trén phim MRI c6 tén thuong di can ndo: 1-3 u, duong kinh lon nhat
mdi u <30mm, khéi u ngam thudc sau tiém, c6 phu ndo xung quanh.
Chi s6 toan trang Karnofsky > 60 hodc chi s6 PS=0;1;2
e Chuc nang gan thdn, tiy xuong trong gisi han cho phép truyén hoa
chat: Bach cau > 4 (G/1); tiéu cau > 100 (G/1); huyét sac t6 > 100 (g/D;
GOT, GPT <2 1an giéi han binh thuong; bilirubin toan phan < 1,5 lan
gi6i han binh thuong; creatinin < 1,5 1an gigi han binh thuong
e Khong co cac bénh cip tinh va man tinh trAm trong. BN méi diéu trj
lan dau. BN trén 18 tudi, tw nguyén tham gia nghién ciru
2.1.2. Tiéu chuén loai trir bénh nhan
BN khéng dap ting céc tiéu chuan lya chon trén va:
e BN c6 suy hd hip, hoi chimg chén ép tinh mach chu trén, tran dich
mang phdi, mang tim
e BN c6 ton thuong di cin xuong trén xa hinh xuong va hogc trén
PET/CT
e Céc truong hop chéng chi dinh diéu tri hoa chét: Suy gan, suy than,
mac bénh cip va man tinh tram trong, co nguy co' tir vong gan.
e Phu nir c6 thai hoic nudi con ba. BN c6 két hop bénh ung thu khac
2.2. Phuong phap nghién ciru
2.2.1. Thiét ké nghién ciru



La nghién cau can thigp lam sang khdng c6 nhom ching
2.2.2. Co& mau
C& mau dugc tinh theo cong thirc:

1-
£ n= Z(Zl—aIZ) 2 p
2.3. Céc buée tién hanh Ep

2.3.1. Khdm lam séng, can lam sz‘ing trude diéu tri
Kham 1am sang, can 1am sang ghi nhan cac dac diém vé tudi; gigi; tién
sir hat thudc 14, thude 1ao; thoi gian tir IGc ¢6 trigu ching dau tién dén khi vao
vign; cac triéu chung lam sang; tinh trang toan than; dic diém khéi u nguyén
phat, hach vung,d1 cin n&o, ngoai ndo; chat chi diém khdi u (CEA, Cyfra 21-
1); dic diém md bénh hoc.
2.3.2. Tién hanh diéu tri
2.3.2.1. Diéu tri hod chit
Tinh liéu lugng Paclitaxel theo di¢n tich da (175mg/m2); licu
Carboplatin v6i AUC=6. Liéu hoa chit giam dudi 85,0% lidu chuan khi:
Karnofsky =60; tu0| > 80. Tién hanh diéu tri theo cac budc.
2.3.2.2. Piéu tri ton thwong di cin no bang xa phau dao gamma quay
Sau khi két thic chu ky hoé chat thir nhat 1-2 ngay. Tlen hanh diéu tri
theo céc budc: Chuan bibénh nhan va trang thiét bi; dat khung cb dinh dé dinh vi
tén thuong; chup MRI mé phong; lap ké hoach xa phau véi liu luong xa phau tir
15- 24 Gy tuy theo dudng kinh I6n nhét, s luong, vi tri cia khdi u no di can, tinh
trang toan than (24 Gy khi u nho < 20 mm; mét u;Karnofsky >90; di cin ban ciu
dai ndo, tiéu nao, Liéu 15 Gy khi u to> 20 mm; 3u; chi sé Karnosky=60 hoic di
can than ndo); tién hanh diéu tri; thao khung dinh vi, két thiic xa phau; theo dai,
danh gia va xtr tri cac tac dung khdng mong muén néu co.
2.3.3. Ddnh gia két qua diéu tri
2.3.3.1. Ddp iing chii quan
Thoi diém danh gia: Tir khi bat dau diéu tri dén khi két thic hoé chat, xa
phau. Phuong phap danh gid: Hoi BN va ngudi nha, quan sat BN khi thdm kham.
Mirc dg: Dya vao su thay doi cac triéu ching cha quan dénh gid 4 mirc d6 theo
WHO: BUHT; BUMP; bénh giir nguyén; bénh tién trién.
2.3.3.2. Ddp 1ing khach quan
Bao gom: Panh gia su thay doi kich thuéec, tinh chat khéi u; xac dinh
cac ty 1¢ dap ing khach quan theo RECIST va méi lién quan giita dap tng Vi
mot so yeu t6
_ Thoi diém ddnh gid: Sau khi két thic hoa chét 6 chu ky hoac khi c6 cac
dién bien bat thuc‘mg ve 1am sang. Doi voi BN diéu tri< 6 chu ky hod ché}t:
Thoi diém danh gia 1a sau khi két thuc diéu tri hodc lan danh gia cudi cung néu
0.Phuong tién danh gia: Kham 1am sang, chan doan hinh anh (X quang, siéu
am, CT, MRI), chin doan y hoc hat nhan (xa hinh SPECT xuong, FDG
PET/CT). C&c mirc dg: Panh gia dap tng theo RECIST.
2.3.3.3.Thay déi chi sé Karnofsky
2.3.3.4. Két qud song thém

Panh gia séng thém theo phuong phap Kaplan-Meier. Bao gom
STKTT, STTB, STKTT tai ndo. Phan tich song thém theo mot sb yéu to: giai,
tudi, Karnofsky, s co quan di cén, s6 u ndo di can, loai md bénh hoc, liéu hoa
chat, liéu xa phau.
2.3.3.5. Cac tac dung khong mong muén

Thoi dzem danh gia: Xét nghi¢m cong thic mau, sinh héa mau duoc
thuc hién mdi 3 tudn truéc khi hoa tri hosic khi xuét hién cac triéu chung 1am
sang bét thuong. Trong mot s6 truong hop dic biét dugc bd sung xét nghigm.
Trong qué trinh diéu tri ghi nhan doc tinh nang nhat, cach khic phuc, sur gidn
doan diéu tri. Pgc tinh huyét hoc, chitc nang gan thdn: Panh gia theo tiéu
chuan phén do doc tinh thude Chong ung thu ctaWHO. Céac tac dung khdng
mong muon khac:Dya vao tiéu chuan danh gia cac bién cb bét lgi phién ban
(CTCAE) 4.0 cia Vién Ung thu qubc gia Hoa Ky- 2009.

2.4, Thu thap va xir Iy so liéu

Céc théng tin dugc thu thap qua bénh an nghlen clru d4 thiét ke san.
Phuong phdp thu thap thong tin:Tham kham lam sang, can lam sang viét thu
tim hiéu két qua diéu tri; goi dién. Cac sé liéu duoc ma hod va xu ly bang
phén mén thong ké y hoc SPSS 16.0 voi cac thuat toan théng ke. Tinh cac
gia tri sbng thém theo phwong phap Kaplan- Meier. Phéan tich don bién: Sur
dung test Log-rank khi so sanh duong cong sbng thém giira cac nhém. Phan
tich da bién: Sir dung mé hinh hdi qui Cox véi d6 tin cay 95% (p=0,05).

CHUONG 3: KET QUA NGHIEN CUU

3.1. Mgt s6 dic diém Iam sang, can lam sang
Bdng 3.1: Dic diém vé tuoi, gidi, thoi gian tir khi ¢6 triéu chimg dén khi vao vién

Nhom tuoi n %

Nhom tuoi <40 5 6,1
40-49 10 12,3
50-59 25 30,9
60-70 33 40,8

>70 8 9,9
GiGi Nam 57 70,4
N 24 29,6
Thoi gian tir < 1 thang 14 17,3
khi c6 triu 1-3 thang 44 54,3
chung dén khi .

a0 vgien > 3 thang 23 28,4
Chi s6 90 6 7,4
Karnofsky 80 29 35,8
60-70 46 56,8
BMI <18,5 22 27,2
18,5-24,9 58 71,6
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Nhdn xét: Phan 16n BN ¢ lra tudi trén 40 (93,9%), nam nhiéu hon
nit,BN dén vién trong vong 1-3 thang tinh tir khi c6 triéu chang chiém ty 1é cao
nhét (54,3%).

Bing 3.2: CAc trigu chiing, hji chimg |am sang trudc diéu tri

10
Bdng 3.4: Dic diém khéi u nguyén phat va hach viing
Hach vuing
Khoi NO N1 N2 N3 Tong
Tla 0 0 1 0 1
Tlb 0 1 1 0 2
T2a 14 2 9 7 32
T2b 2 1 4 2 9
T3 0 1 1 2 4
T4 15 4 8 6 33
Tong 31 9 24 17 81

Nhdgn xét: Trong s6 81 BN co6 44 truong hop ¢ giai doan T1-2, chiém
54,3%; ¢6 31 truong hop & giai doan NO (38,3%).
Bdng 3.5: So luong, vi tri co quan di can

Triéu chirng n %
Hoi chung tang ap luc noi so 59 72,8
Hoi chiing tiéu ndo 13 16,0
Triéu chung, hoi Liét nira nguoi 16 19,8
chimng than kinh Co giat 6 7.4
Giam tri nho 14 17,3
Khong c6 triéu chung than kinh 12 14,8
Ho khan 48 59,3
Tricu ching, hoi Ho co dolm 14 17,3
chung hd hép Hora mau ! 8,6
Xep phéi 2 2,5

Khdng c6 triéu chung hd hap 8 9,9

Triéu chung, hdi chirng Dau nguc 43 53,1
do chén ép, xam lan Khan tiéng 2 2,5
trong 1ng nguc Hoi ching Pancoast Tobias 4 4,9
MEét moi, chan an 56 69,1

L . « .| Sutcan (can nang giam trén 2%) 31 38,3
Triéu chung toan than 3t trén 38°C 5 75
Hach co 2 2,5

Nhgn xét: Céc triéu chung thuong gap la: hoi chimg tang ap luc ndi so
(72,8%), mét moi chan an (69,1%), ho khan (59,3%), dau nguc (53,1%). C6
9,9% BN khéng c6 triéu chiing hd hap va 14,8% BN khang cd triéu chimg than
kinh trugc khi didu tri.

Bdng 3.3: Ddc diém vé tién si hit thuéc 13, thudc 1ao

P < Nam Nir Tong
Tien sw hat thuoc - % - % - %
Khong hat thuéc 6 10,5 24 100,0 30 37,0
Hut thuéc 14 16 28,1 0 0,0 16 19,8
Hut thuoc 14, thudc lao 24 42,1 0 0,0 24 29,6
Hut thuéc lao 11 19,3 0 0,0 11 13,6

Nhdn xét: Ty I& BN c6 tién st hat thudc 14, thudc lao 1a 63,0%, trong d6 & nam
gi6i 12 51/57(89,5%).

S0 lwgng co quan bi di can n %
S6 co quan di 1 41 50,6
can 2 25 30,9

3 8 9,9

4 6 7,4

5 1 1,2
Vi tri co quan | Phéi 15 18,5
di cin ngodi | Gan 6 7,4
ndo Thugng than 4 49
Hach déng mach chu bung 1 1,2

Phan mén 1 1,2

Nhdgn xét: C6 50,6% BN chi c6 di cin ndo; 49,4% truong hgp ngoai ndo con
két hop cac di can & cac vi tri khac. Phoi 12 vi tri di can ngoai ndo thuong gap
nhét (18,5%)

Bing 3.6: Dic diém di can nio

Pic diém n %

S6 u ndo di cin 1 42 51,9
2 26 32,1
3 13 16,0

Vi tri di can ndo Ban cau dai ndo 67 82,8
Tiéu ndo 4 49
Ban cau dai ndo+tiéu 10 12,3
nao

Kich thudc u ndo | <10 3 3,7

trung binh 10-19 22 27,2
20-30 56 69,1

Nhan xét: Ty 1€ di can ndo 1 u la 51,9%; & ban cau dai ndo 13 82,8%; kich
thudce dudi 20 mm 1a 30,9%.
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Ty | Ly Dicin 1 co Ty N
e 4 quan (néo) g Licu= 85%
%, Di a2 “ p=0,000 |--¥0 , p=0,000
1can> = ‘ .
| coquan . Lidu< 85%

Thoi gian (thang) Thoi gian (thang)
Biéu d63.6: STTB theo s6 co quan di cin va theo liéu hoa chat
Nhgn xét:Trung vi STTB ¢ nhdm chi co6 di can ndo |4 21,3 thang, co di can
ngoai ndo két hop 1a 9,6 thang(p<0,001); énhém nhan liéu ho chét < 85% 1a 5.9
thang, nhan liéu > 85% la 13,1 thang (p<0,001)
e

1é
00 o 3

----- =~ Thoi gian (thang)
Bleu a6 3.7:STKTT tai ndo

- STKTT tai ndo trung vi la 10,8 thang (min: 3,5 thang; max: 28,9
thang). STKTT tai néo 3 thang 1a 100%, 6 thang 14 91,0%; 1 nam 1a 30,2%.

Ty == 0 Ty 1
Le; ) 1 lundodican e 218 Gy
0/ oe 1 0o H - p=0,000

123 undodican P00 <18 Gy

Thoi gian (thang) " Thoi gian (thang)
Biéu d63.8: STKTT tai ndo theo sé u ndo di cin va liéu xa phiu
Nhgn xét: O nhém di can ndo 1u cé trung vi STKTT tai ndo la 16,5
thang; STKTT 6 thang 1a 97,5% cao hon coy nghia so voi 7,5 thang va 83,6%
tuong tngd nhom di cin ndo nhiéu u (p=0 043)
Bing 3.14: Phén tich da bién cdc yéu té lién quan séng thém

7 Ty suat in ca
Séng thém Yéu t Hesép| Saiso | p n%t_n{wﬁgo‘ Kh&%%%“cn)ci‘y
(538%‘_025'8‘%)’) 1,028 | 0,302 | 0,001 | 0,358 | 0,198 -0,647

STKTT | oo o280
Socoagandicin | o569 | 0275 | 0,038 | 1,766 | 1081-3026
(538%‘_025'8%’) 1,318 | 0,350 | 0,000 | 0,268 | 0,135-0,532

STTB (280, <80)
SOcogpandican | 1896 | 0,400 | 0,000 | 6656 | 3,042-14564
STKTT taindo| SOManqUBOdl | o554 | 0477 | 0024 | 0574 | 02251465
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Nhgn xét: S6 u néo Ia yeu t6 tién luong déc 13p anh hyong dén STKTT tai
ndo ciia BN (p<0,05). BN di cn ndo 1 u giam 42,6% nguy co tien tricn tai nao.

Lidu > 85% Bang 3.15: Tac dung khong mong muén
Do 0 Do Po 3 b 4
S Al n % n % n % n % n | %
prOWEdacts | 12 | 148 56 69,1 8 9,9 3 3,7 2 [ 25
Ha bach cau 63 | 778 5 6,2 6 74 5 6,2 2 [ 25
HaBCTT 62 | 765 2 25 7 8,6 8 99 2 25
Ha tiéu cau 77 | 951 3 3.7 1 12 0 00 ] 0 |00
Men gan 65 | 80,3 15 18,5 1 12 0 00 [ 0 00
Creatinin 76 | 938 5 6,2 0 0,0 0 00 [0 1]00
Rung toc 0 0,0 22 27,2 59 72,8
Buon ndn 58 | 716 21 25,9 2 2,5 0 00 ] 0 ]00
NGn 69 | 852 11 13,6 1 12 0 00 [0 ]00
Tiéu chay 75 | 92,6 6 74 0 0,0 0 00 [ 0 00
Ro6i Toan than
kinh cam giac | 60 | 74,1 20 24,7 1 1,2 0 00| 0 |00
ngoai Vi
Dauco 65 | 80,2 16 19,8
Dbau khép 67 | 82,7 14 17,3

Nhdn xét: Ty Ié ha huyét sic t§ 1a 85,2%:; ha bach cau 1a 22,2%:; ha
bach cau trung tinh 1323,5%; ha tiéu cau la 4,9%; trong do6 d¢ 1-2 la 79,0%;
14,6%; 11,1%; 4,9% tuong ung.Ty I€ ting men gan (GOT,GPT) la 19,7%; ting

creatinin l1a 6,2%. . A
CHUONG 4: BAN LUAN

4.1. Mt s6 dic diém 1am sang, cin 1am sang
4.1.1. Tubi, giei, thoi gian tir khi c6 triéu chirmg dau tién dén khi yao vién

Trong s6 81 BN nghién ciu, phan Ion BN & nhom tudi trén 40
(93,9%), trong d6 lua tudi thuong gap Ia 50 -70, chiém 71,7%.Két qua nay hu
hop Vol nhiéu nghién ctu trude day vé UTP. Nghlen ciu cua ching toi thay
UTP khdng té bao nho di can ndo gap ¢ nam nhiéu hon nir vai ty 18 nam/nit =
2,4. Ty 18 nay c6 thap hon cac nghién ciu vé UTP noéi chung. Tuy nhién, két
qua nay tuong tu nghién ciu ciia Baosheng va cs (2000) vé UTP di can néo
don 6_véi ty 18 nam/nix 4 2,9. O Viét Nam, cho t6i nay chua c6 nhiéu nghién
ctu vé& UTP di cdn néo. Nghlen ciu cua Nguyen Thanh Phuong (2012) trén 30
BNUTP di cin ndo, ty,1¢ nam/nit = 2,8.Xu huéng UTP di cin ndo gap ¢ nix
nhiéu hon nam duoc thay trong nghién ctu cua Nguyen Tuyét Mai (2013). Tuy
nhién, ¢& mau ctia nghién ctu nay con nho  (8/13 BN la ni). Diéu nay c6 thé la
dac didm riéng cua nhom BNUTP di can ndo: Khodng cach chénh léch ve ty I¢
mac nam/nir duqc rit ngén hon so voi UTP n6i chung.

Biéu d6 3.2 cho thay, phan Ién BN dén vién trong 3 thang dau ké tir
khi c6 triéu chimg dau tién, chiém 71,6%. Trong d6 17,3% tong SO truong, hop
dén vién trong 1 thang dau. Két qua nay pht hgp véi nhan xét ctia mot so tac
gia nghién cau vé UTP giai doan mudn. Theo Ngb Quy Chau (2008), Nguyen
B4 Puc, Tran Van Thuan, Nguyén Tuyét Mai (2010) ph01 la co quan, & sau
trong co thé, cac triéu Chung thuong khong dac hiéu, c6 thé gap ¢ nhiéu loai
bénh khéc nhau ciia hé ho hap.

4.1.2. Trigu ching 1am sang, tién sir hat thuée

Do déi tugng nghién ciu cua chung t6i la cac BNUTP giai doan mugn

d& c6 di can xa nén cac triéu chimg 1am sang da dang. Chung toi chia céc triéu
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ching nay thanh 4 nhom: Triéu chang hé hap; triéu chimg than kinh; triéu
chang chen ép, xam lan trong long nguc va nhdm trigu chang khac. Ket qua
phan tich cho thay, nhom tricu chung hd hap Ia nhiing dau hiéu thuong gap
nhat, ¢6 & 90,1% $6 BN nghlen ctu. Trong do ho khan Ia tri¢u Chung phd bién
nhit, gip ¢ 59 3% BN, tiep theo 1a ho co dom (17,3%), ho ra mau (8,6%). Ket
qua nay nay phu hop Véi cac nhan xét cia nhiéu tac gia nghién ciu vé UTP noi
chung: ho khan, dau nguc la cac triéu chung thuong gap nhat. Trong nhom
tri¢u chung than kinh, ching toi thay tang ap luc nol so la hoi chimg thuong
gap nhat, chlem 72, 8%. Céc BN nay biéu hi¢n bang triéu Chung dau dau, budn
non, non, roi loan y thic,... Két qua nay ciing phu hop véi cac nhan xét cua
Nguyen Thanh Phuong (2012) Andrew, Patrick, Santosh (2005) Chamberlain
(2012).Theo NCCN 32013) khoang 10% cac truong hop di cin ndo_nhun
khong co triéu chung am sang. Cac truong hgp khdng co triéu chung than kin
trong nghién cau cua chung t6i, luc dau duoc chan doan x4c dinh la UTP
khong te bao nhé nhung trong qué trinh danh gia giai doan, Chung toi chup
MRI so ndo va phat hi¢n cac ton thuong di cn. Trong so 12 BN nay, 3 truong
hop c6 kich thude dugi 10 mm, 9 truong hop kich thudc tr 10-20 mm va deu ¢
thuy trén va thuy dinh ciia ban cau dai ndo. Biéu nay cho thay, vai trd cia chup
MRI trong viéc phét hién ton thuong di can néo & nhitng BN khdng c6 triéu
ching than kinh.

Nghién cau cua chung toi thdy 63,0% BN c6 tién sir hat thude 14,
thuéc 1ao. Phan tich theo gidi, ty I¢ hat thu0(: ¢ nam gisi 1a 89,5 %, trong khi &
nir gisi khong co BN nao hut thudc. Két qua nay ciing phu hop vai cac nghién
Ccau cha C4c tac gia trong nudc trong thoi gian gan day.

4.1.3. Pic diém khéi u nguyén phat, hach viing

‘Chiing t6i danh gia ton thuong khoi u nguyén phét, hach vung, di
can xa bang kham 1am sang,ngi soi phe quan, chan doan hinh anh (CT Iong
nguc,MRI so ndo, siéu &m 6 bungg) chan dodn y hoc hat nhan (xa hinh
xuong, PET/CT) va dp dung phan loai TNM theo AJCC 2010, chling tbi thay
€06 54,3% BN ¢ giai doan T1-2, trong d6 T2 l1a 50,6%. Nghlen ciu caa
Nguyen Thanh Phuong (2012) ciing cho thay, c¢6 10 truong hop giai doan T1-
2 trong tong s6 30 BNUTP (trong do c6 29 BNUTP khong t€ bao nho), chiém
33,3% . biéu nay cho thay, UTP khéng té bao nho di can nfo dugc Xep vao
giai doan mudn (giai doan IV) nhung khong phu thudc vao do I6n cua T,
nhiéu BN ¢ giai doan T nho nhung da c6 di can néo. Vi vay, viéc danh gia
toan thén, trong d6 c6 chup MRI so ndo déng vai tro hét stirc quan trong dé
phét hién cac ton thuong di can ndo ngay ca khi T con sém.

Nghién ciu cia chdng toi thay ty 1¢ di cin hach ving la 61,7% (50/81)
trong d6 giai doan N2 gap nhicu nhit (24/81=29,6%). Két qua nay phu hop voi
nhan xét cua Nguyen Thanh Phuong (2012). Tuy nhién, ty I¢ phat hién hach ving
trong nghién ciu cua chung t6i cao hon so vdi cac nghién ciu khac VeUTP
Nghién cau cua L& Hoan, Ngd Quy Chéu (2013), ty 1¢ phét hién hach vung la
40,5%. Ty lé nay trong nghlen cuu caa Tran Nguyén Phi (2005) 1a 52,8%. Trong
hai nghién ctru nay, danh gia tinh trang hach vung dya vao chup x quang va CT
1ong nguc. Trong khi do, nghién ctu cua chling t6i c6 mot so BN duoc chup
PET/CT voi d nhay, do dac hiéu cao hon trong viéc phat hién di can hach vuing.
Hon nira, BN trong nghién ctu ciia chiing t6i da c6 di can xa, tc | bénh da ¢ giai
doan muon. Mac du vay, chang toi cling ghi nhéan m(f)t ty 1& khong nho
(40/81=49,4%) cac BNtuy d& c6 di cin ndo nhung ton thuong hach trén CT hodc
PET/CT chi & giai doan NO-1, trong d6 NO 1a 38,3% (31/81).
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4.1.4. Pic diém di cin xa

Méc du chung ti da loai trir cac truong hop di can xuong, tran dich
mang phoi, mang tim 4c tinh nhung trong s6 81 BN, c6 49,4% truong hop
ngoai ton thuong di can ndo con ket hop voi ton thuong & cac vi tri khac.
Trong d6, di can phdi thuong gap nhét, chiém 18,5 %, tiep theo la gan (7,4%),
thuong than (4 9%). Trong so6 81 BN nghlen Clru, di can ndo 1 u chiém 51,9 %,
cao hon so véi loai 2 u (32,1%) va 3 u (16,0%). Theo y vin, khi ¢6 nhiéu u néo
trén mot BN ung thu thuong la do di can. Tuy nhién, theo Khosla, 50% cac
truong hop di can ndo la mot u, 20% la 2 u, 30% la tur 3 u trg [én. Trong nghién
ctu cua ching t6i, mac du chi Iua chon nhung BN di can khong qud 3 u nhung
tylédican 1 u van chiém uu thé (51,9%).Doi Vi cac truong hop di cén ndo 1
u, dé chan doén phén biét véi cac ton thuong lanh tinh (ton thuong lao, san
ndo, ap xe ndo..) va cac u nguyén phat ¢ nao chiing t6i dua vao cac dau h|eu di
cin nao_dién hinh trén hinh anh MRI (dau hiéu pht nédo quanhu, ngam thudc
dang vién sau tiém chat d6i quang tir) két hop véi 1am sang (t|en sir lao, tien sur
an uonﬂ ¢6 6 nhiém trang, hoi ching nhigm trang,..), can lam sang (cong thuc
mau, phan ing huyét thanh, xét nghlem dich néo tuy,. ) Trong mét so truong
hop nghi ngoa, chung t6i chup cong huong tu pho cong huong tir khuyéch
tan.Nghién cau vi tri ton thuong di can néo trén phlm MRI, két quacho
thaytrong 81 BN c6 82,8% truong hop di can ¢ ban cau dai ndo; 4,9% ¢ ticu
ndo va 12,3% & ca ban cau dai ndo va tiéu no. Theo Eichler, Loeffier (2007),
vi tri di cin ndo hay gap nhét 1a & ban cau dai ndo (80%), tiép theo la tiéu ndo
(15%), than ndo (5%). Dieu nay co the dugc giai thich 1a do mirc d6 tudi may &
céc vung nhu md ndo khac nhau. Boi tugng nghién cau cua ching téi chi gom
nhitng BN ¢6 u di can khdng qua 30 mm. Pay la gi¢i han kich thudc ma nhiéu
nghién cuu truse d6 da chung minh phuong phéap xa phau dinh vi bang dao
gamma c6 hi¢u qua t6t nhat. Trong do, 30,9% BN c¢ kich thuéc u dudi 20
mm, con lai 69,1% la tir 20- 30 mm. Két qua nghién ctu cua ching toi,
cling gip 3 truong hop c6 kich thuéc u ndo dudi 10 mm. Tuy nhién, ca 3
BN déu khonﬁ co trigu chang than kinh nhung chung tbi phat hién di can
ndo dya vao ¢ up, MRI So ndo trudc khi dieu tri.
4.1.5. Dac diém vé chit chi diém kh01 u, mb benh hoc

Két qua cua chiing toi cho thay nong do CEA trung vi trong huyét thanh
la 14,43 ng/ml. Ty 1¢ BN c6 CEA > 5 ng/ml (d9 nhay) la 69,1%; trong do, BN
c6 CEA > 20ng/ml, chiém 41,9%. Do nhay ciia CEA trong nghlen ciu cua
chang t6i thip hon két qua caa L& Ngoc Hung, Tran Minh Thong (2013)
(81,2%) do nghién ctu nay Iy ngudng la 3 ng/ml. Bang 3.7 cho thay, trong 81
BN, 50,6% truong hop c6 Cyfra 21-1 > 3,3 ng/ml biéu nay chi ra do nhay cua
Cyfra 21-1 trong UTP khong té bao nho di can ndo thip hon so v6i CEA
(50,6% so vai 69, 1%) Két qua cua ching toi tuong tu nghién ciu cua Diéu
Thi Thuy Chuyén va cs (2012) (59,3%), nhung thap hon cta L& Ngoc Hung,
Tran Minh Théng (2013) (76,0%) do gia tri ngudng dugc sur dung la 2,0ng/ml
va cao hon nghién cuu cua X|ang va cs (2011), (24,1%) véi gia tri ngudng la
4 Ong/ml Ap dung phan loai md bénh hoc cuia WHO-2004 cho UTP, nghién
cuu cua chung toi thay 62/81 (76,6%) BN ung thu biéu md tuyen 21,0% ung
thu biéu md Vay Trong cac nghién cau vé UTP di can ndo cuia Cac tac gia
trong nudc va quoc te deu gh| nhan loai biéu mé tuyén chiém cao nhét va cao
hon nhiéu o véi loai biéu mo vay. Theo Nguyén Thanh Phuong (2012, n=30),
ung thu biéu md tuyén chiém 66,7% trong khi loai biéu md vay 1a 10% (biéu
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m0 tuyén/biéu md vay= 6,7 lan).Nguyén Tuyét Mai nghién cau 13 BN UTP di
can ndo thi 100% BN la ung thu biéu mo tuyén. Noel va cs (2003) nghién cau
trén 92 BN UTP: Ty I¢ ung thu bieu md tuyén la 59%, bicu mé vay la 15%
(tuyen/vay=3,9) . Ty I¢ ndy trong nghién ctu cua chung toi Ia 3,6. Nghién ctu
cua cia Escuina va cs (2007) cho nhan xét: UTP khong té bao nh¢ di cin ndo
chi yeu gap & loai bieu mo tuyen. Hay ndi cach khac, UTP loai bicu m6 tuyén
thuong hay di can ndo nhiéu hon ung thu biéu mo vay. . )

Khi so s&nh 2 nhém, ching téi thay nhom ung thu biéu moé tuyén co
CEA >5 ng/ml la 77,5% (48/62); trong khi ty 1€ nay ¢ bieu mb vay la 41,2%
(7/17). Sy khac biét c6 y nghia thong ké (p=0,004). Nghién cau caa Xiang
(2011), ty 1€¢ CEA>5ng/ml nhom ung thu biéu mo tuyen la 79,1%, trong khi &
bieu md vay la 8,5% tuong tu nhu nghién cau cua ching t6i. Nhom biéu md
tuyén c6 Cyfra 21-1 vugt nguong 3,3 ng/ml thap hon nhém biéu mb vay
(30/62=48,4% so voi 11/17=64,8%). Tuy nhién sy khéac biét nay khéng co6 y
nghia thong ké (p= 0,233). Nghién ctu ctia Xiang va cs (2011), BN c6 Cyfra 21-
1>4,0ng/ml & nhom ung thu biéu mé tuyen 1a 8,6%, trong khi & nhdm biéu mé
vay la 79,1%. Theo Vasic (2007),ty 1€ Cyfra 21-1 vuot ngudng gap nhieu nhat ¢
nhém UTP loai biéu md vay, trong khi CEA hay gap ¢ ung thu biéu md tuyen.
4.2. Két qua diéu tri
4.2.1.Thay doi chi so6 Karnofsky .

) Danh gia su thay doi chi so Karnofsky so vai truée diéu tri, ching toi
thay 80,3% BN c6 cai thién chi so nay. Keét qua nay tuong tynghién ciu cia
Baoshengva cs (2000) vé xa phau ton thuong di can néo 1 u, kich thudc dugi
45 mmtrUTP: Karnofsky ting so véi trude dicu tri ¢ nhom diéu tri xa phau
don thuan la 82,6%.

4.2.2. Panh gia dap ung
4.2.2.1. Ddp vng chii quan . . )

Theo dGi trong va sau khi két thuc diéu tri, chung toi thay 67/81
(82,7%) truong hop c6 dap ung voi diéu tri, trong do 17,3% BN hét hoan toan
triéu chung chu quan. Ty 1é dap ung chu quan trong nghién ciu caa ching toi
cao hon nghién ctru ve hiéu qua cua phac do PC trén BNUTP khéng té bao nho
giai doan I11B-1V ndi chung cua L& Thu Ha (2010) la 77,7% va cia Tran Dinh
Thanh va cs (2013) la 74,5% mac di tat ca BN trong nghién ciu caa ching t6i
deéu 1a giai doan 1V, c6 di can ndo. Diéu nay dugc giai thich do nghién cau cua
chiing t6i ngoai dicu tri hoa chat PC, con két hop dao gamma quay. Bang 3.9
va biéu d6 3.1 cho thay, trong 69 BN c6 triéu chiing than kinh thi 62 truong
hop cai thién trigu chiing hoan toan hoac mét phan, chiém 89,9%. biéu nay
khang dinh tac dung cua Xa phau dao gamma quay. Nhu vay, dao gamma quay
da gilp cai thién triéu ching than kinh va lam tang ty I¢ dap ung cha quan ¢
BN UTP khdng té bao nho di can ndo.
4.2.2.2. bdp ing khéach quan

banh gia dap ung theo RECIST, chung t6i thu duoc ty 1€ dap ang
khach quan toan b¢ 1a 35,8%, trong d6 cd 1 truong hop dap tng hoan toan ca
ton thuong tai ndo va ngoai néo, ty I¢ kicm soat bénh la 66,7%. Cho téi nay,
chua c6 nghién ctru nao vé diéu tri hoa chat PC két hop dao gamma quay trong
diéu UTP khong té bao nho di can ndo. Vi vay, ching t6i chi so sanh véi mot
s6 nghién ctu vé PC trong diéu tri UTP khong té bao nho giai doan I11-1V,
khong ré hoac c6 it BN di can néo.
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Bdng 4.1: Ty |¢ ddp g khach quan trong mgt sé nghién ciru vé
hoa chat PC trong UTP khdng té bao nhd

Té&c gia (niim, c& mAu) Pic diém BN Ty I¢ dap &ng toan b
Stathopoulos va cs s s
(2004, n=185) IIA-IV,11 di cén ndo 45,9%
Mok va cs [TIB-TV,biéu md tuyén, khéng rd so 43.0%
(2009, n=608) di cin no 70
Zhou va cs IMB-1V, khéng té bao nho, khdng 26,0% (kiém soat khoi
(2013, n=136) vay, khong ro so di can ndo u: 89,0%)
Lé ThuHa [TB-1V, khdng rd s6 di can ndo, 31,1%(kiém soat khoi
(2010, n=45) Karnofsky > 70 u: 73,3%)
Nguyén Trong Hiéu, Tran | ITIB-IV, khdng r8 s6 di can ndo, 40.9%
Dang Khoa (2013, n=44) | Karnosky > 70 70
Pham Van Thai IV, di can ndo,Karnofsky >60,két 35,8% (kiém soat khoi
(2014, n=81) hgp dao gamma quay u: 66,7%)

. Danh gia sy thay déi kich thuéc khoi u nguyén phat ¢ phoi, ching téi
thay hod chat PC da 1am thu nho khéi u (tir 5,26 + 1,92 cm xudng 2,14 + 1,33;
<0,053. Trudce diéu tri, o 11,1% BN vé1 u <3 cm nhung sau di€u tri ty 1€ na
a44,5%. Su khac biét c6 ¥ nghia thong ké (p<0,05). Nhur vay, hoé chat PC da
Eiﬁp diéu tri ¢6 hi¢u qua trong viéc diéu tri ton thuong nguyén phat ¢ phoi va
hi két hop,v6i dao gamma quay dé lam tang ty I¢ dap ang khach.guan toan b,
dat duoc két qua cao hon mot s6 nghién ctiru d}i]éu tri PC don thuan & giai doan
I1IB-1V, khong r6 di can ndo hoac c6 toan trang tot hon nghién cau cha ching
t6i.Qua phén tich, ching toi th_é?{; chi s, Karnofsky, $ocq quan bi di cép, loal
mo bénh hoc, liéu thuéc so vai lieu chuan lanhiing yéu t6 anh hudng dén dap
ung Khach quan. Bang 3.10 cho thay, kich thygc trung binh ctia u di cin ndo
sau diéu tri nhoéhon co y nghia so véi trude diéu tri (11,22 + 2,35 so véi 22,08
* 6,94; p=0,039). Banh gia su thay doi_ve hinh thai khoi y sau diéu tri, ¢o
23/81 BN u di cén néo dang dac bi thodi hod, hoai tir chuyén thanh u c6 cau
trdc dang nang, chiém 28,4%. Ty I¢ u c6 cau tric dang nang sau diéu tri 1a
53,8% cao hon han so véi trudce dieu tri la 14,8%, su khécgbiét c6 y nghia
thong ké (p=0,024).Qua phan tich, chiing toi thay ty I& dap ing khach quan tai ndo
la 72,9% (59/81) cao hon han so véi ty I¢ ddp ung ngoai nao ﬁ(27[81z 33,3%) .
Trong s6 59 truong hgp dap tmg, c6 16 BN dap tng hoan toan (khoi u bien mat),
chiém 19,8% va 43 BN dap tng mét phan (thu nho kich, thudc u), (53,1%). Nhu
vay,mac du hod chat tap trung thuoc & nhu md néo véi nong d6 thap va ty 1€ dap
ung khong cao nhu & ngoai ndo nhun% khi két hop véi dao gamma quay da lam
tang ty |é dé%}ing voi dieu tri va dat ty ¢ kiem soat bénh 90,1%, Dieu nay pht hop
véi nhieu nghién ciu cia cac tac gia nudc ngoai vé Xa phau dieu tri tri di can ndo
voi ty 1€ kiém sodt khoi u ndo 90-97%, tuy tfxngqngh;én cu. So sanh hiéu qua cua
dao gamma quay voi phu‘(mg hap diéu tri pho bién trude day 1a xa tri toan néo
Vvéi ty & dap tmg khoang 40,0-60,0% thi két qua nay cao hon. Theo nhieu tac
gia, ton thuong di can ndo vgj dac diém thuong la ~ﬁ‘mh cau, gianh gidi rd, it
xam lan, kich thudc nho nén rat thich hQP cho xa phau. Nguyén ly cua xa phau
ndi chung, trong d6 c6 dao gamma quay la str duni liéu buc xa cao (15-24 Gy),
trong mét lan chiéu xa, tap chung chinh xac vao khoi u di can nho thiét bi ¢6
dinh va dinh vi nén sé tao ra hiéu tng sinh hoc cao, pha huy ton thuong. Nho
vay, ty I¢ dap (ng s¢ cao hon xa tri toan néo (voi lieu luong birc xa thap hon,
trong nhiéu budi chiéu). Két qua nghién ciu caa chdng toi thay dap ﬁn% [ai ndo
cao hon ¢ nhitng BN di can ndo 1 u, kich thudc nho dudi 20 mm, nhan liéu bac

xa 18 -24 (Gy) so véi nhém con lai (p<0,05).
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TOm lai, xa phau dag gamma quay da khac phuc dugc nhugc diém
cua hoa chat, 1am bién mat khoi u (19,8%), thu nho kich thudc u (53,1%), thay
doi hinh thai ton thuong (thodi hoa chuyén dang nang) ¢ 28,4% BN. Ty I¢
kiém soat khdi u ndo sau diéu tri 1a 90,1%.

4.2.3. Két qua song thém
4.2.3.1. Song thém khong tién trién

Cho t6i nay, mac du cé nhiéu tién bo vé Chan doén va diéu tri nhung
UTP khong té bao nho van la bénh c6 tién luong xau, bénh thuong tién trién
nhanh véi thoi gian séng thém toan bo (STTB) va 50ng thém khong tién trién
(STKTT) ngan, déc biét trong truong hop giai doan muon da c6 di can xa. Mot
trong nhung muc dich chinh cua dicu tri trong cdc truong hop nay la kéo dai
thoi gian song, thém khdng tién trién cho nguoi bénh. Nhiéu n?(hlen clru cua cac
tac gid trén thé gidi cho thay, phac d6 PC trong diéu tri UTP khéng té bao nho
giai doan tién trién (bao gom ca giai doan 111B) gidp kéo dai thoi gian STKTT
trung vi tir 2,9 dén 5,8 thang va cao hon so voi nhiéu phéac d6 khac. Tuy nhién
céc nghlen Clu ndy deu loai trir hodc c6 it BN di cin nao. Dé khac phuc nhugc
diém cia hoa chat 1a khong hoic it qua_hang rao mau ndo, chung toi két hop
hoa chat PC véi dao gamma quay dé tiéu diét cac ton thuong di can ndo. Két
qué nghién ctu cho thay, viéc phdi hop gitra bién phap diéu tri toan than va tai
cho da mang lai hiéu qua vé kéo dai thot gian STKTT cho nguoi bénh i gia
tri trung binh la 7,5 thang trung vi la: 6,0 thang. STKTT 6 thang: 51,1%; 1
nam: 17,9%.
4.2.3.2. Song thém toan bg

Hién nay, & Viét Nam chua c6 nghién ctru ndo vé danh gia két qua
séng thém & BN UTP di can néo duoc diéu tri hod chat két hop dao gamma.
Céc nghién citu cua Ccac tac gia nudc ngoai vé xa phau dao gamma trong dieu
tri ton thwong di can néo tir UTP cho thoi gian STTB trung vi tor 8,0 den 18,0
thang, tuy timg nghién cau. Tuy nhién, phan Ion cac bao cao nay khong ndi rd
loai bién phap diéu tri két hop, loai phac d6 hod chat va loai xa phau khong
phai ]a dao gamma quay. Mot so nghlen ciu c6 két qua thap hon cua ching toi,
do dbi tuong bao gom ca cac BN di can nfo do bénh tién trién sau that bai voi
céc phuong phap dieu tri khac va ca cac truong hop UTP té bao nho. Trong khi
doi tugng cua ching t6i 1a cac BN duogc chan doan UTP khong té bao nho di
cin ndo ngay tir thoi diém trude dleu tri.

Bdng 4.2: STTB trong mét sé nghién citu diéu tri UTP khong té bao
nhébang hod chat phdc do PC don thuan
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Bdng 4.3: Thoi gian STTB trong mgt sé nghién ciiu vé diéu tri di cin néo
bang xa phdu dao gamma c6 két qud thap hon

Tac gia

(ndm, c& MAu) Dic diem BN Song thém toan b

Noel va cs UTP (khong té bao nhoé: 82). Di |- Trung vi: 9 thang
(2003) cin ndo 1-2 u: 83,0% - Song thém | ndm: 37,0%

Aoyama (2006) | Ung thu di can ndo 1-4 u, <4cm |- Trung vi: 8 thang

Serizawa (2009) UTP (khong té bao nho: 387)  |-Trung vi: 8,9 thang

Abacioglu va cs | UTP khong té bao nho, 49 tai phat, | Trung vi: 9 théng

(2010) 51 méi chan doan
Pham Van Théi | UTP khong te bao nho di can ndo |-Trung vi: 12,9 thang
(2014) 1-3 u,< 3 em, két hgp PC. - Song thém 1 nam: 59,5%

Tuy nhién, trong mét sb nghién ciu khac cho két qua thoi gian STTB
cao hon két qua cia ching t6i do d6i twong nghién ciru 1a BN di can tir ung thu
khac, c6 thé trang chung tét hon, di cin nfo don doc (khong ¢6 di cin ngoai
n&o), 1 u no di cin va hoc liéu xa phau trung binh cao hon (bang 4.4).

Bdng 4.4: Théi gian STTB trong mgt sé nghién ciru Vé diéu tri di
cdn nd0 bang xg phdu dao gamma c6 két qud cao hon

Tac gia

g T2 s Dic diém BN Séng thém toan bd
(ndm, c& mau) . :

Gerosavacs |UTP khong té bao nhodi cédn ndo. Liéu xa

(2005, = 504) | phau trung binh:21,4 Gy Trung vi: 14,5 thang

Chang va cs

(2008, n=58) Ung thu di can ndo 1-3 u, Karnosky>70 Trung vi: 15,2 thang

Flannery va cs | UTP khong té bao nho di cén ndo 1 u don doc, | -Trung vi:18 thang
(2008, n=42) |Karnofsky trung binh=90 -Song thém 1 nam 71,3%

Pham Vin Thai | UTF khong tebdo nho di can ndo 1-3 u,< 3 -Trung vi:12,9 thang
(2'014 n=g81) cm. Két hop hoa chét PC. Liéu xa phautrung |-Sbng thém 1 nim:
T binh:18,7 Gy. Karnofsky >60 59,5%

(nﬁl-:—la(églr?]?lu) Pic diém BN Séng thém toan b

Sandler va cs 1IIB-1V, tai phéat, khong rd di can | -Trung vi: 10,3 thang
(2006, n=444) nao -Song thém 1 naim:44,0%
S(gggll(;otglngzc)s I1B-IV khong di cin ndo Trung vi: 10,6 thang
Lynch va cs _ A s s o - Trung vi: 8,3 thang
(2012, n=65) 11B-IV,khong di cin ndo - Séng thém 1 nam: 39,0%
Zhou va cs IIB-1V, khéng té bao nho, khéng .. .
(2013, n=136) viy, khng rd di can ndo Trung vi: 6,5 thang
L& ThuHa _ JA Trung vi: 8,7 thang
(2010, = 45) IIB-1V, khéng rd di can ndo
Pham Van Thai Giai doan IV, di can ndo, kéthop | -Trung vi:12,9 thang

(2014, n=81) dao gamma quay. -Song thém 1 nam: 59,5%

Phan tich don bién cac yéu t6 anh huong tot dén STKTT latudi> 60,
Karnofsky > 80, di cin ndo don doc, liéu hoa chat > 85%; dén STTB la
Karnofsky > 80, di cin ndo don doc, liéu hoa chit > 85%. Phan tich da bién
yéu té anh hueng tét dén STKTT l1a Karnofsky >80, di can nfo don doc; dén
STTB la Karnosky >80, di can ndo don déc.
4.2.3.3. Song thém khéng tién trién tgi ndo

Trong nghién ctu nay, viéc diéu tri ton thuong di can ndo bang dao
gamma quay da gilp kéo dai thoi gian STKTT tai ndo véi gid tri trung vi la
10,8 (thang), cao hon gan 5 thang so Vvéi trung vi STKTT néi chung (6,0
thang). 100% BN trong 3 thang sau xa phau, khéi u di can nfo khong tién trién.
STKTT tai ndo 6 thang la 91,0% va tai thoi diém 1 nam chi con 30,2%. Nhu
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vay, c6 t6i 69,8% u di cin ndo tién trién sau dléu tri 1 ndm. Phan tich STKTT
tai ndo theo mot sb yéu td, chung toi thdy s6 u ndo di can, liéu xa phau la
cac yeu t6 anh huong dén song thém khi phén tich don bién. Phan tich da
bién, két qua bang 3.14 chi ra s6 lugng u ndo di can la yéu t6 tién lugng doc lap
anh huong dén STKTT tai ndo (p<0, 05). BN di can ndo 1 u giam 42,6% nguy
co tién trién tai ndo (HR=0,574). Nhiéu nghién ctru nudc ngoai cho thiy, xa
phau dao gamma gitp kiém soat khéi u di can tai ndo tét, twong duong véi
phau thuat ¢ nhitng truong hop di can ndo 1 u, trong khi thoi gian nam vién
ngdn va tranh dugc cac bién ching lién quan véi phau thuat, c6 thé diéu tri
toan than két hop duoc som sau xa phau
4.3. CAc tac dung khong mong muon trong va sau diéu tri

Trong nghién ctiu ndy, ching t6i thiy phan Ion cac doc tinh & do1 va
2, khong co trudng hop nao tir vong do tac dung phu cia phuong phap diéu tri.
Trén huyét hoc, phan I6n BN c6 giam huyét sic t trong va sau diéu tri
(85,2%), trong d6 chu yéu do 1,2 (79,0%). C6 5/81 BN (6,2%) ha huyét sic to
do 3- 4 (bang 3.15). Ty I¢ giam huyét sic t6 trong nghién ciu cua ching toi
cao hon mot s6 nghién ctru trong va ngoai nuéc ve diéu trj UTP khong té bao
nho bang phac d6 PC (tir 9,0-57,0%).

Bdng 4.5: Ty I¢ ha bach cdu, bach cdu trung tinh trong mgt sé
nghién creu diéu tri hod chdt PC trong UTP khdng té bao nhé

By Ha bach cau Ha bach cau
g2 Gl d 3-4 (%) trung tinh d9 3-4 (%)
Lé Thu Ha (2010) 6,6 6,6
Nguyén Trong Hicu (2013) 9,1

Giorgio va cs (2010) 6,0
Thomas va cs (2012) 10,0
Treat va cs (2010) 13,1 21,3
Pham Vin Thai (2014) 8,7 12,4

Bang 3.15 cho thiy doc tinh giam bach cau va bach cau trung tinh lan luot
14 22,2%; 23,5%. Ty I¢ ha bach cau va bach cau trung tinh d6 3-4 trong nghién ctu
cta ching toi tuong tmg 1a 8,7% va 12,4%. Ty 1& ha bach cau, bach cau trung tinh
trong nghién ciru ctia ching t6i khong khéc biét nhidu véi mét sb nghién ciru tai Viét
Nam Vva trén thé giéi khi diéu tri hoa chét phac d6 PC (bang 4.5). Ching t6i thiy c6
16/81 BN tang men gan (GOT, GPT), chiém 19,7%. Tuy nhién, déu ¢ mic do nhe,
chi yéu 1a do 1 (15 ca), d6 2 (1 ca), khdng c6 do 3-4. Nghién cau ciia céc tac gia
trong va ngodi nudc ciing cho thay, ting men gan chii yéu 14 d6 1-2, ty 16 do 3-4 tir 0
dén 2% tuy timg nghién ctu.Ching t6i ghi nhan 5/81 BN c6 ting creatinin huyét
thanh sau két thiic diéu tri, chiém 6,2%. Tuy nhién tit ca déu 1a d6 1 va chirc ning
than duoc phuc hdi sau khi ngimng st dung hoé chét va didu tri ngi khoa bang thudc
loi tiéu.Két qua ndy ciing phil hop voi nghién ciu Nguyén Trong Hiéu, Tran Ding
Khoa (2013); caa Ohe va cs (2007).Theo c4c tac gia nudc ngodi, Xa phau diéu tri di
can ndo la phuong phép an toan, it tic dung phu so Vi cac phuong phap khéc.
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KET LUAN

1. Mt sb dic diém lam sang, can 1am sang

Bénh thuong gap ¢ nam gidi (70,4%), 50-70 tudi (71,7%), dén vién
trong vong 3 thang dau tinh tir khi cé tridu ching (54,3%). Triéu chung pho
bién nhét 1a: Tang ap luc ndi so (72,8%), ho khan (59,3%), dau nguc (53,1%).
C6 9,9% beénh nhan khong c6 triéu ching hd hap; 14,8% bénh nhan khéng c6
trigu chung than kinh; tién st hat thudc 1a 63,0% (& nam giéi 1289,5%).

Ung thu phdi khéng té bao nho c6 di cin xa rat som, c6 téi 54,3% u
nguyén phét chi 14 T1-2 va 38,7% khong di can hach ving nhung da c6 di can
ndo (100%) va di can ngoai ndo két hop (49,4%), trong d6 nhiéu nhat 1a phdi
(18,5%). Trén hinh anh MRI so ndo, phan Ién u ndo di can ¢ ban ciu dai ndo
(82,8%), 1 u (51,9%), kich thudc 20-30 mm (69,1%).

Pa s6 bénh nhan 1a ung thu biéu md tuyén (76,6%), tiép theo labiéu mo
vay (21,0%). O nhom ung thu biéu md tuyén: ty I¢ CEA > 5 ng/ml cao hon
(77,4% s0 Véi 41,2%, p=0,004) nhung Cyfra 21-1 > 3,3 ng/ml thép hon ung
thu biéu md vay (48,4% so VGi 64,7%, p=0,233).

2. Két qua diéu tri

Xa phiu dao gamma quay 1am bién mét khéi u di cin no (19,8%), thu
nho kich thude u (53,1%), thay d6i hinh thai tén thuong (thoi hod, hoai tir
chuyén dang nang) (28,4%), kiém soat khdi u néo & 90,1% bénh nhan.

Dao gamma quay két hop hoa cht Paclitaxel-Carboplatin gidip cai thién chi
s6 Karnofsky ¢ 80,3%; triéu chimg cha quan ¢ 82,7% bénh nhan (dap tng hoan
todn 1a 17,3%); dap tng khéch quan ¢ 35,8%. Dap tmg cao hon ¢ nhdm bénh nhén
Karnofsky > 80, di cin n&o don doc, nhan lidu hoé chat > 85%, ung thu biéu md
tuyén so v6i nhém con lai(p<0,05). Pap tng tai ndo cao nhat & nhom di can néo 1
u va kich thuéc nho dugi 20 mm, nhan lidu xa phau 18-24 Gy.

C6 81,1% bénh nhan séng thém toan b 6 thang; 59,5% séng thém toan
bo 1 ndm va c6 dén 25,5% song thém toan bo 2 nam; 51,1% sdng thém khdng
tién trién bénh 6 thang; 17,9% song thém khong tién trién bénh 1 nam.Phan
tich da bién cac yéu t6 anh huong tét dén sdng thém khdng tién trién bénh va
séng thém toan bo 1a Karnofsky > 80, di cin nfo don ddc; dén séng thém
khong tién trién tai ndo 1a s6 u di can nio.

Hoa chat phac d6 Paclitaxel-Carboplatin két hop xa phiu dao gamma
quay 1a phuong phap an toan, doc tinh chap nhan dugc.

KIEN NGHI

Nén ap dung xa phiu dao gamma quay két hop hoa chat toan than phac
d6 Paclitaxel-Carboplatin cho cac bénh nhan ung thu phéi khong té bao nho di
cin ndo 1 u, duong kinh < 30 mm, chi sb toan trang tét (Karnofsky >80), di
can ndo don doc.
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INTRODUCTION

Lung cancer (LC) is one of the most common malignant disease and
leading cause of death worldwide. Advanced LC often progresses to brain
metastases (30-50% of cases with brain metastases derive from lungs). In the past,
treatment of brain metastases due to LC was difficult because almost chemicals are
not or less capable of passing through the blood brain barrier. Many patients are
just applied symptomatic treatments to control symptoms like celebral edema,
conwvulsion... then treatment outcomes are limited, a median survival time only 1-2
months. Surgery improves a survival time but its indication is limited and only
applied for patients with one brain metastases and it can later cause many serious
complications. Whole brain radiotherapy also damages healthy brain tissues,
requires a long treatment time while the median survival time is only 3-6 months.

Many wordwide studies showed that treatment of brain metastases by
radiosurgery has many advantages like it can control local metastases (90-97%),
improve symptoms, enhance life quality and prolong survival time of patients
better than whole brain radiotherapy (8-18 months) and requivalent to surgery
(with one brain metastase). Almost patients treated by radiosurgery has any serious
replications, low recurrent rate, can be conducted at cerebral areas that can not be
treated by surgery or have contraindication to surgery. Radiosurgery includes:
Conventional Gamma Khnife, Cyber Knife, LINAC and recent rotating gamma
knife. In addition, chemicals are used to treat extracranial lesions including primary
tumors and extracranial metastases. Results of several clinical trials have showed
that the platin-containing regimen (Cisplatin, Carboplatin) of PC (Paclitaxel +
Carboplatin) gave a higher response rate than conventional regimens in treatment
of phase 11B-1V of non-small cell lung cancer. However, these trials excluded or
had small numbers of patients with brain metastases. Until now, the assessments of
results from chemicals-radiosurgery combination in treatment of brain metastatates
from non-small cell lung cancer are few.

In Vietnam, we have applied rotating gamma system in treatment of
intracranial tumors and diseases including brain metastatates from non-small cell
lung cancer. However, currently there is any scientific paper in our country using
the combination between PC regimen and radiosurgery by rotating gamma system
in treatment of these diseases. With a desire to improve survival time and enhance
life quality for patients with brain metastatates from non-small cell lung cancer, we
conducted this study with following objectives:
1.To describe certain clinical characteristics and subclinical features of non
small cell lung cancer patients with brain metastases
2.To evaluate the therapeutic results on non small cell lung cancer patients with
brain metastases treated by the combination of PC regime and Rotating Gamma
Knife

NEW CONTRIBUTIONS OF THE THESIS
Beside to describe clinical and subclinical characteristics of patients with
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brain metastatates from non-small cell lung cancer, the thesis has following new
contributions:

Radiosurgery by rotating gamma system resulted in disappearance of brain
metastases (19.8%), reducing tumor size (53.1%), changing lesion morphology
(degenaration, necrosis with cystic changes) (28.4%), controlling brain tumors in
90.1% of patients.

Rotating gamma system in combination with Paclitaxel-Carboplatin
improved Karnofsky index in 80.3%, subjective symptoms in 82.7% of patients
(the complete response is 17.3%), objective symtoms in 35.8% of patients. Higher
response rates in patients with Karnofsky index > 80, solitary brain metastases,
chemical received doses > 85% and adenocarcinomas than other groups (p<0.05).
The highest response rate in patients with one brain metastase and tumor size under
20 mm, radiation received doses from 18-24 Gy.

There were 81.8% of patients survived for an overall 6 months; 59.5%
survived for an overall 1 year and 25.5% survived for an overall 2 years; 51.1%
survived with a progression-free for 6 months and 17.9% survived with a
progression-free for 1 year. Multivariate analysis showed that the factors
possitively affecting progression-free survival and overall survival were Karnofsky
index > 80, solitary metastasis in brain; and the factor affecting brain progression-
free survival was a number of metastatic brain tumors.

STRUCTURE OF THE THESIS

The thesis has 135 pages including: Forewords: 2 pages; Overview: 37
pages; Subjects and methods of study: 17 pages; Study results: 39 pages;
Discussion: 37 pages; Conclusion: 2 pages; Recommendations: 1 page; Related
articles: 1 page. In the study’s results, there are 47 tables and 40 charts. The thesis
referred 138 Vietnamese and English References Appendices include typical
clinical cases with illustrative images; medical records; letters querying treatment
results; List of patients.

CHAPTER 1: OVERVIEW
1.1. Diagnotic methods of brain metastases from non-small cell lung cancer
1.1.1. Clinical diagnosis
1.1.2. Subclinical diagnotic methods
- Diagnostic Imaging: X-rays, Computerized tomography (TC), Magnetic
resonance imaging (MRI)
- Flexible bronchoscopy; mediastinal endoscopy
- Trans-thoracic wall biopsy under CT guidance
- Cytologic and histopathologic tests; gene mutation analysis.
- Bone scan by SPECT
- PET/CT
- Other tests: Pleural endoscopy; tumor marker test; Abdominal ultrasound,
measuring respiratory function; other tests for evaluating bilan
1.2. Treatment methods for brain metastases from non-small cell lung cancer
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1.2.1. Chemicals
1.2.2. Targeted treatment
1.2.3. Surgeries
Including: Removal Surgery of metastatic tumors in brain metastases for
patients with one metastatic tumor and removal surgery of primary lung tumors in
some cases (T1-2 NO-1; T3NO)
1.2.4. Radiotherapies
Including: thoracic radiotherapy, whole brain radiotherapy; pain relief
radiotherapy
1.2.5. Stereotactic radiosurgeries
Including 2 groups:
- X-rays: Cyber Knife, LINAC
- Radiation gamma: Conventional gamma knife, Rotating Gamma Knife
1.3. Rotating Gamma Knife System
1.3.1. Structure
Comprising: rotating gamma system (Gamma ART-6000™), radiosurgery
planning system, stereotactic frame, controller of American Radiosurgery, Inc
(US), manufactured in 2007. Main components of the gamma system include:
Radio sources, primary collimator (source body), secondary collimator (body),
sheilding structures, hospital bed
1.3.2. Principles of operation
A treatment beginning: The sources and primary collimator will be
aligned with the secondary collimator having diameter chosen by the planner. Then
they will be closed or opened by relative rotation between the primary collimator
and secondary collimator. By concurrently rotating both collimators when they are
aligned, 30 arcs containing raduoactive sources will be at a non-overlapping
position and fill a 360 degree arc. Emission of gamma beam from Co-60 sources
during the treatment period due to rotation is the key difference between the old
design of conventional gamma knife (Leksell) and rotating gamma knife. In
rotating gamma system, several non-coplanar beams are emitted simultaneously
from various radioactive sources with high doses at the same time, the radiation
will focus and concentrate exactly on the target of treatment, which is the fixed
metastatic brain tumor and will the position to kill cancer cells and destroy the
lesion.
1.3.3. Advantages of radiosurgery by rotating gamma knife
In radiosurgery by rotating gamma knife, the gamma beam has to be
divided for a greater volume than using static beam (non-rotating) conventional
gamma knife or linear accelerator. Thus, the radiation dose in healthy brain tissues
surrounding a lesion will reduce and the ratio between dose at the target and dose
at a healthy tructure will be improved. In addition, rotating gamma system has
automatic positioning system helping the treatment becomes more convenient and
safer with high accuracy (< 0.1 mm) and shorten the treatment duration. On the
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other hand, the number of radio sources reduces from 201 (in the conventional
gamma knife) to 30 thereby reduce the cost for changing these sources. Moreover,
because of the special rotation between the secondary collimator and the primary
collimator then it is easier and time saving to change state of the collimators with
different diameters in comparison with using the conventional gamma knife.
During non therapeutic operation time, overall the primary collimator aligns with
the cover position preventing gamma rays from travel to the radiation region as
well as the radio sources will be blocked by tungsten bars. Therefore, it reduces
radiation leakage to healthy surrounding areas of patient and environment.

In addition, the radition is further blocked by the steel door and the
treatment chamber. Thus, the system meets standards about radiation safety. In the
design of rotating gamma knifes, the secondary collimators instantly equipped with
shielding position help completely eliminate using helmets as in the conventional
gamma knife. Three dimensional planning system ensures an optimal dose
distribution: a maximum dose at the lesion while reducing to a minimum dose in
the surrounding healthy area.

The Structural characteristics: having patient follow-up via camera and
sound communication system; signal controlled warning system; UPS to ensure
normal operation for 30 minutes after electrical failure providing higher safety for
radiosurgery by gamma knife.

1.4. Paclitaxel and Carboplatin

- Paclitaxel: Is the next generation of anticancer drugs belonging to the taxane
group

- Carboplatin: Is a second generation of Platinum-based antineoplastic drugs (after
Cisplatin)

1.5. Some domestic and foreign studies on treatment of brain metastases from
lung cancer by radiosurgery, Paclitaxel-Carboplatin regimen

1.5.1. Studies on treatment of brain metastases by radiosurgery

Until now, several studies of foreign authors on treatment of brain
metastases by radiotherapy have been communicated . However, almost of these
reports: are unclear on systemic therapy or various regimens were used; the patients
with many types of primary cancers; including the failure cases after treatment with
other various methods like Cyber Knife, LINAC or conventional gamma knife.

Serizawa (2009) conducted a study on 443 LC patients with brain
metastases (among 387 non-small cell LC cases) treated by gamma knife in Chiba -
Japan, the results were: a median survival time was 8.9 months. In 2009, Park et al.
conducted radiosurgeries for 33 non-small cell LC patients with multi-tumors brain
metastases (2-20 tumors), divided into 2 groups, group 1 containing 14 patients
treated by gamma knife, group 2 treated by whole brain radiotherapy. The results
showed that the outcome in the group treated by radiosurgery was better than the
group treated by whole brain radiotherapy with a median survival time was 7.5
months, the patients survived for 6 months was 64.3%, for more than 1 year was
47.7% while in the group treated by whole brain radiotherapy these numbers were
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5.6 months; 42.1%; 10.5% respectively with p < 0.05. Multivariate analysis
showed that survival time increased in the group locally controlled tumors and
treated by radiosurgery (p=0.03 and p=0.04 respectvely). A study of Flannery et al.
(2008) on 42 non-small cell LC patients with 1 tumor brain metastase treated by
gamma knife at the Department of Radiation Oncology, Maryland University, US.
The authors have conducted treatments for removing lesion inside the chest for 26
among 41 patients (61.9%) wherein, 9 cases continued with chemicals and
radiotherapy, 12 cases were treated by surgery and 5 cases were treated by
chemicals before surgery. The result were: the median survival time was 18
months, patients survived for 1 years was 71.3%, for 2 years was 34.1%; for 5
years was 21%. However, patients in this study had a good condition (mean
Karnofsky index = 90), no other metastatic position than brain. The factors
affecting overall survival time in the multivariate analysis were: Removal treatment
of the chest (p=0.020), Karnofsky index (p=0.001). Median survival time in the
group with Karnofsky index > 90 was 27.8 months while in the group with
Karnofsky index < 90 was 13.1 months (p<0.001). An Abacioglu et al’s study
(2010) on 100 patients with 184 tumors of brain metastases from non-small cell
LC, wherein there were 49 cases of recurrence and 51 new cases were treated by
gamma knife. The results: a average survial time was 9 months after radiotherapy,
a tumor control rate was 95.0%. Multivariate analysis showed: adenocarcinoma
type, Karnofsky index >80, number of brain tumors being 1-3 tumors, diameter of
brain tumor < 20 mm were the factors affecting overall survival time of patients.

In Vietnam, study of Mai Trong Khoa et al (2009) evaluated treatment
results of brain metastases from different types of cancers by using rotaing gamma
knife on 49 patients including 23 LC patients, the results showed that the response
rate after 3 months was 61%, of which 19% were complete response.

1.5.2. Studies on chemotherapy using Paclitaxel-Carboplatin regimen

Until now, there were many studies demostrating efficacy of Carboplatin-
Paclitaxel regimen. However, patients in these studies including both patients at
I1IB stage, patients without brain metastasis or low rate of brain metastasis.

A randomized, multicenter, open-label phase IlI clinical trial of Mok et al
(2009) included 608 LC patients with phase I1IB-IV adenocarcinomas, unknown
number of cases with brain metastases treated by PC, the results showed that the
progression-free survival time was 5.8 months, the complete response rate was
43.0%. The complete response rate in the group with positive EGFR mutation was:
71.2% while in the group with negative EGFR mutation was 23.5%. In another
phase 11 clinical trial of Treat et al (2010), the patients were treated by 3 different
chemical regimens. Wherein, 379 phase [11B-IV non-small cell LC patients (16.9%
patients with brain metastases) received PC regimen. The results showed that: the
response rate was 29.8%; the median survival time was 8.7 months; patients
survived for 1 and 2 years were 35.6% and 13.3% respectively. A Scagliotti et al’s
study (2010) on 462 phase I1B-1V patients without brain metastasis treated by PC
regimen gave an 10.6 months average overall survival time ; 4.6 months non-
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progression survival time . A randomized, phase II, double-blind clinical trial of
Lynch et al (2012) on 204 phase 11B-1V non-small cell LC patients without brain
metastasis including 65 cases treated by PC regimen. The results showed that in the
PC group, the average overall survival time was 8.3 months, the patients survived
for 1 year was 39,0%; 2 years: 18.0%. The results from the study of Zhou et al
(2013) on 276 non-small cell LC not squamous cell carcinoma patients, wherein
136 patients were treated by PC regimen showed the disease control rate of the
group was 89.0%; the complete response rate was 26.0%; the median non-
progression survival time was 6.5 months.

In Vietnam, a study of Le Thu Ha (2010) on 45 phase I11B-1V non-small
cell LC patients treated by PC regimen resulted that the tumor control rate was
73.3%, wherein the overall response rate was 31.1%, the median survival time was
10.4 months for both phases. The study of Nguyen Trong Hieu, Tran Dang Khoa
(2013) on 44 phase HIB-IV non-small cell LC patients treated by Paclitaxel nano-
Carboplatin resulted: the response rate was 40.9%. However, this study didn’t
indicate the number of cases with brain metastases and the treatment result of this
group.

Thus, ultil now there is any domestic scientific work studying about
combination treatment between systemic PC regimen and a new local method
which is radiosurgery by rotaing gamma knife in the treatment brain metastases
from non-small cell lung cancer.

CHAPTER 2: SUBJECTS AND METHODS OF THE STUDY

2.1. Subjects of the study

81 patients diagnosed with brain metastases from non-small cell lung
cancer were treated by PC in combination with Rotating Gamma Khnife in the Center
of Nuclear Medicine and Oncology, Bach Mai Hospital from January 2009 to July
2014.
2.1.1. Inclusion criteria

e Patients diagnosed with lung cancer had histopathology results were
being non-small cell carcinoma.

e MRI films showed brain metastases: 1-3 tumors, maximun diameter of
each tumor <30 mm, tumor drew drug after injection, had a surounding
celebral edema.

e  Karnofsky index > 60 or PS=0; 1; 2

e Liver, kidney and bone marow functions were within acceptable limits for
chemical infusion: Leukemia > 4 (G/1); platelets > 100 (G/1); hemoglobin
> 100 (g/); GOT, GPT < 2 times of normal limits; total bilirubin < 1.5
times of normal limit; creatinin < 1.5 times of normal limit.

¢ Did not have severe chronic and acute diseases. New patients treated the
first time.

e  Above 18 years old, voluntarily participated in the study.

2.1.2. Exclusion criteria
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Patients did not meet above inclusion criteria and:
e Patients with respiratory failure, superior vena cava syndrome, pleural
and pericardial effusion.
e  Patients with metastatic bone lesions on bone scan image or PET/CT
e Cases contraindicated with chemotherapy: patients with liver failure,
kidney filure, severe chronic and acute diseases, having a risk of near
death.
e Women who are pregnant or nursing. Patients with other cancers.
2.2. Method of the study
2.2.1. Study design
This is a clinical intervention study without control goup.
2.2.2. Sample size

32

Sample size was calculated by following expression:

2.3. Procedures B g, p
2.3.1. Clinical, subclinical examination before treatment

Clinical, subclinical examination recorded the characteristics of age; sex;
history of smoking tobacco, pipe tobacco; duration from appearance of the first
symptom to hospital admission; clinical symptoms; general status (systemic
condition); characteristics of the primary tumor, regional lymph nodes; brain
metastasis, non-brain metastasis; tumor markers (CEA, Cyfra 21-1);
histopathological characteristics.
2.3.2. Treatments
2.3.2.1.Chemotherapy

The Paclitaxel dose was calculated according to skin area (175mg/m2);
Carboplatin dose with AUC = 6. Reduced chemical dose to under 85.0% of
standard dose when: Karnofsky index=60; age > 80. Conducted by-step treatment.
2.3.2.2. Treatment of brain metastases by radiosurgery with rotating gamma
knife
After finishing the first chemotherapy cycle for 1-2 days, conducted

treatment by following steps: prepared patient and equipment; fixed a frame to the
lesion position; scanned simulative MRI; did a planning for radiosurgery with
radiation dose between 15- 24 Gy depending on the highest diameter, the number and
location of the metastatic brain tumor and general status (24 Gy for small tumor < 20
mm; one tumor; Karnofsky index > 90; cerebral hemispheres or cerebellum
metastasis. Dose 15 Gy for large tumor > 20 mm; 3 tumors; Karnosky index = 60 or
brain stem metastasis); performed therapeutic procedure; removed positioning frame,
finished radiosurgery; followed -up, assessed and managed unwanted effects, if any.
2.3.3. Result assessment
2.3.3.1. Subjective response

Time of assessment: From the start of treatment until the end of
chemotherapy, radiosurgery.Assessment method: Asked patients and their family,
observed patients during examination. Degree: Based on the change of symptoms
to subjectively assessed 4 degrees according to WHO: complete response; partial
response; stable disease and progressive disease.
2.3.3.2. Objective response

Including: Assessed the change of a tumor size, characteristics of the tumor;
determined objective response rates according to RECIST and relations between
the response and some factors. Time of assessment: After finished 6 cycles of
chemotherapy or when occuring abnormal changes in clinical practice. For patients
treated by < 6 cycles of chemotherapy: Time of assessment was after finishing
treatment or the last assessment time, if any. Assessment means: Clinical
examination, imaging diagnosis (X-rays, ultrasound, CT, MRI), nuclear medicine
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diagnosis (bone scan SPECT, FDG PET/CT). Degrees: Assessed the response
according to RECIST
2.3.3.3. Change of Karnofsky index
2.3.3.4. Survival result
Assessed survival according to Kaplan-Meier method. Including non-

progression survival time, overall survival time, non-progression survival time in
brain. Analysed survival following some factors: sex, age, Karnofsky index,
number of metastatic organs, number of metastatic brain tumors, histopathological
type, dose of chemicals, dose of radiation.
2.3.3.5. Unwanted effects

Time of assessment: Tested blood count and blood biochemistry each
3 weeks before chemotherapy or when occuring abnormal clinical symptoms.
Some special cases were conducted more tests. During the treatment course,
recorded most severe toxicity, its management and interruption of treatment.
Hematological toxicity, liver and kidney functions: Assessed according to
WHQO’s criteria on category toxicities of anticancer drugs . Other unwanted
effects: Based on Common Terminology Criteria for Adverse Events v4.0 of
the US National Cancer Institute - 2009.
2.4. Data collection and processing

Data was collected through designed medical records. Data collection
methods: clinical and subclinical examination; calling or letter querying about the
treatment results;. Data was encrypted and processed by using medical statistical
software SPSS 16.0 with statistical algorithms. Values of survival was calculated
by Kaplan-Meier method. Univariate analysis: Used test Log-rank when comparing
survical curves between groups. Multivariate analysis: Used Cox regression model
with confidence rate of 95% (p=0.05).

CHAPTER 3: RESULTS OF THE STUDY
3.1. Some clinical, subclinical characteristics
Table 3.1: Characteristics of age, sex, duration from eppearnce of a first
symptom to hospital admission
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hospital

admission

Comment: Almost patients > 40 years old (93.9%), the number of male
patients higher than the number of female, The patients being admitted hospital
within 1-3 months since appearance of the symptom was with a highest rate
(54.3%).

Table 3.2: Clinical symptoms, syndromes before treatment

Symptom n %
Increased intracranial pressure 59 72.8
Cerebellar syndrome 13 16.0
Neurological Hemiplegia 16 19.8
symptom, syndrome Convulsion 6 74
Memory loss 14 17.3
No Neurological symptom 12 14.8
Dry cough 48 59.3
Respiratory symptom Productive cough 14 17.3
syndrome ' Cough up b!ood 7 8.6
Atelectasis 2 25

No respiratory symptom 8 9.9
Symptom, syndrome Chest pain 43 53.1
due to intrathoracic Hoarseness 2 25
compression, invasion Pancoast Tobias syndrome 4 4.9
Tiredness, anorexia 56 69.1
Systemic symptom Weight loss 31 38.3
Fever above 38°C 2 2.5

Cervical lymph nodes 2 25

Comment: Common symptoms were: Increased intracranial pressure (72.8%),
Tiredness, anorexia (69.1%), dry cough (59.3%), chest pain (53.1%). 9.9% of
patients did not have respiratory symptom and 14.8% did not have Neurological
symptom before treatment.

Table 3.3: Characteristics of history of smoking tobacco, pipe tobacco

e e Male Female Overall
n % n % n %
Non-smoking 6 105 24 100.0 30 37.0
Smoking tobacco 16 28.1 0 0.0 16 19.8
Smoking tobacco. pipe | 24 42.1 0 0.0 24 29.6
tobacco

Age n %

Age <40 5 6.1
40-49 10 12.3

50-59 25 30.9

60-70 33 40.8

>70 8 9.9

Sex Male 57 70.4
Female 24 29.6

Duration from <1 month 14 17.3
eppearnce of 1-3 months 44 54.3
Symt‘:')rrf]t o | >3months 23 28.4
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| Smoking pipe tobacco

11

| 193 |

0

[ 00 |

11

| 136 |

Comment: The rate of patients with history of smoking tobacco, pipe tobacco was
63.0%, in which, this rate in male patients was 51/57(89.5%).

36

Table 3.4: Characteristics of primary tumor and regional lymph nodes

Regional lymph
node | NO N1 N2 N3 Overall
Tumor
Tla 0 0 1 0 1
Tlb 0 1 1 0 2
T2a 14 2 9 7 32
T2b 2 1 4 2 9
T3 0 1 1 2 4
T4 15 4 8 6 33
Overall 31 9 24 17 81
Comment: Among 81 patients there were 44 cases at T1-2 stage, accounted

54.3%; 31 cases at N, stage (38.3%).
Table 3.5: Number, position of metastatic organs

Number of metastatic n %
organs

1 41 | 50.6
2 25 | 30.9

Number of metastatic organs 3 8 9.9
4 6 7.4

5 1 1.2

Lung 15 | 185

.. . . Liver 6 7.4
Position of ng%-g;g\m metastatic Adren aI. 7 79
Paraaortic lymph nodes 1 1.2

Soft tissue 1 1.2

Comment: There were 50.6% of patients with brain metastases only; 49.4% of
patients with brain metastais in combination with metastasis to other positions.

Lung is the most common position of non-brain metastasis (18.5%)

Table 3.6: Characteristic of brain metastasis

Characteristic n %
Number of metastatic | 1 42 | 519
brain tumors 2 26 | 321
3 13 | 16.0
Position of brain Cerebral hemispheres 67 | 828
metastasis Cerebellum 4 49
Cerebral hemispheres + Cerebellum 10 | 123

Average brain tumor | <10 3 3.7
size 10-19 22 | 27.2

20-30 56 | 69.1

Comment: The rate of patients with 1 metastatic brain tumor was 51.9%;
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20 Q04

Characteristic n %
<5.00 25 30.9
CEA 5.01- 20.00 22 27.2
(ng/ml) 20.01- 40.00 11 13.6
Tumor marker >40 23 28.3
<33 40 49.4
Cyfra21-1 3.3-10 24 29.6
(ng/ml) 10.01-20 14 17.3
> 20 3 3.7
Epithelium 62 76.6
Sauamous 17 | 210
epithelium
Histopathological type Large cell 1 1.2
Epithelium-
Squamous 1 12
epithelium

Comment: 30.9% of patients had serum CEA and 49.4% of patients had serum
Cyfra 21-1 within normal limits. Among 81 cases, there were 62 cases with
adenocarcinoma (76.6%); 17 cases with BN squamous carcinoma (21.0%).
3.2. Treatment results

Table 3.8: Changes in Karnofsky index and subjective response

n %

Increase 65 80.3

Change in Karnofsky index Stable 9 11.1
Reduce 7 8.6

Complete response 14 17.3

Subjective response Partial response 53 65.4
Stable 4 4.9

Progressive 10 12.4

Comment: There were 80.3% (65/81) of patients improved Karnofsky index after
treatment. Among 81 patients, 67 patients had subjective response, accounted
82.7% including 17.3% of complete response.

m Complete response

Rata OA] .
100 Partial response
4 ® Stable disease
50 60.9%
0 1(1.4%) f
Response
Neural Non-neural P

(n=69)ns symptoms (n = 81)
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Chart 3.1: Subjective response according to symptoms

40

Comment: Among 69 patients with neural symptoms, 62 patients improved
symptoms accounted 89.9% including 29.0% of patients had complete response.

Table 3.9: Changes in tumor size and characteristics after treatment

Before After
Objective response treatment treatment p
n % n %
<3 9 111 | 36 445
Size of primary tumor 3-7 54 | 66.7 35 432 | 0.042
(cm) >7 18 22.2 10 12.3
Mean size 5.26 £1.92 2.14+1.33 | 0.046
<10 6 45 62 46.7
Size of metastatic 10-19 38 28.6 26 195 | 0.039
brain tumor 20-30 89 | 669 | 45 33.8
Mean size 22.08+6.94 | 11.22+2.35 | 0.041
Chara.cterisFics of Solid tumors 69 85.2 30 46.2 0.024
metastatic brain tumor | Cystictumors | 12 | 148 | 35 | 5338

Comment: Mean sizes of primary tumors and metastatic brain tumors after
treatment were smaller then those before treatment (p<0.05). After treatment, there
were 23/81 patients with metastatic brain solid tumors changed to cystic tumors,

accounted 28.4%.

Table 3.10: Response after treatment

Complete Partial Stable Progressive

Response response response disease disease

n % n % n % n %

Objective response 1 12 | 28| 346 | 25 | 309 27 33.3

Objective response 16 | 198 | 43 | 531 14 | 17.2 8 9.9
inside brain

Objective response 1 12 | 26| 321 | 34 | 420 20 24.7
outside brain

Comment: Among 81 patients, there were 39 cases had objective response,
accounted 35.8% including 1.2% of complete response; 59/81 patients had
response inside brain accounted 72.9% including 19.8% of complete response.
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73/81 patients controlled brain tumors, accounted 90.1%.
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Table 3.11: Objective response according to some factors

No
Response response Overall | p ()
Objective Karmofsky ind <80 8 38 46 0.001
response amofsky Index >80 21 14 3B |
Number of 1 21 20 41
. 0.003
metastatic organs >1 3 32 20
Drug dose <85 1 10 11
compared to >85 0.047
standard dose (%) 28 42 70
Epithelium 25 37 62
Histopothological Sq.uamlous ’ 15 17 |o.o28
type epithelium
>3.3 16 25 41
Objective Number of 1 tumor 36 6 42 0.007
FESPONSE | metastatic tumors | 2-3 tumors 23 16 39 '
inside brain — <18Gy 5 5 11
Dose of radiation 0.047
18-24 Gy 53 17 70

Comment: Karnofsky index, number of metastatic organ, drug dose
compared to standard dose, histopothological type are factors significantly
affecting objective response (p<0.05).
Table 3.12: Response inside brain according to number and size of

metastatic brain tumors

Characteristics of brain metastases No
- Response Overall
Number of tumors | Mean size (mm) response
1 <20 10 0 10
20-30 28 4 32
’3 <20 11 4 15
20-30 10 14 24
Overall 59 22 81

Comment: The inside brain response was highest (100%) in patients with 1 tumor
and tumor zise under 20 mm (10/10), next to 1 tumor with size between 20-30 mm
(28/32=87.5%); next to 2-3 tumors with size under 20 mm (11/15=73.3%); 2-3
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Time (months)

Chart 3.7: Non-progression survival time in brain
- The median non-progression survival time in brain was 10.8 months (min:
3.5 months; max: 28.9 months). The non-progression survival in brain for 3 months
was 100%; for 6 months was 91.0% ; for 1 year was 30.2%.

Rat(; R L 1 metastatic brain Rate| T
4 tumor % L >18Gy
% .| =14 . p=0.043 o —I_‘ 1
+12-3 metastatic brain o I —
o= tumors - <18 Gy p=0.000

“Time (months) " Time (months)

Chart 3.8: Non-progression survival in brain according to number of
metastatic brain tumors and radiation doses
Comment: In patients suffering 1 metastatic brain tumor, the median non-
progression survival time in brain was 16.5 months; the non-progression survival
for 6 months was 97.5%, significantly higher than 7.5 months and 83.6%
respectively in patients with more metastatic brain tumors (p=0.043).
Table 3.13: Multivariate analysis of factors relating to survival

The

survival Factor B Standard . H.azard C(_)nfidence

error ratio (HR) | interval

(95% CI)

Kamofsky index | ; 6| 0302 |0001| 0358 |0.198-0647
Non- (>80; < 80)
progression Number of

survival | metastatic organs | 0.569 | 0.275 |0.038| 1.766 |1.031-3.026
>1;1)

Overall 1 Kamofskyindex | ; 351 350 |0000| 0268 | 01350532
survival (>80; < 80)

46
Number of
metastatic organs | 1.896 0.400 | 0.000 6.656 |3.042-14.564
>1;1)
Non-. Number of
PrOQressIOn| = i atatic brain | 0.554| 0477 |0.024| 0574 | 0.225-1.465
survival in
brain tumors (1; 2-3)

Comment: The number of brain tumors is an independently pronastic factor
affecting non-progression survival in brain of patients (p<0.05). The patients with 1
metastatic brain tumor reduced 42.6% risk of progression in brain.
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Table 3.14: Side effects

Toxicity Level 0 Level 1 Level 2 Level 3 Level 4
n % n % n % n| % n %

Low

hemoglobin 12| 148 |56 | 69.1 | 8 99 | 3|37 | 2| 25

count

Low white

blood cell count | 83 | 778 | 5| 62 | 6 74 | 5]62| 2| 25

Low neutrophil | 62 | 765 | 2 | 25 7 86 | 8|99 | 2 | 25

Thromr?i‘;CVtOPE 771 o1 | 3371122 0loolo] o0
Highliver | ool gh3 |15 | 185 | 1 | 12 | 0|00 | 0 | 00
eNnzymes
Creatinine | 76 | 938 | 5 | 62 | 0 | 00 [0 00| 0] 00
Hair loss 0 0.0 22 | 272 | 59 | 728

Nausea | 58 | 71.6 |21 | 259 | 2 | 25 |0 ]00 | 0 | 00
Vomitting | 69| 852 |11 136 | 1 | 12 | 0]00] 0 | 0.0
Diarthea | 75| 926 | 6 | 74 | 0 | 00 [0 ]00 ] 0 | 00

Peripheral
sensory Nerver | 60 | 741 | 20 | 247 | 1 12 (0| 00| 0 | 00
Disorder

Muscle pain 65| 80.2 | 16 | 19.8

Avrthralgia 67 | 827 | 14 | 17.3

Comment: The patients with low hemoglobin count accounted 85.2%; Low
leukemia accounted 22.2%; low neutrophil accounted 23.5%; thrombocytopenia
accounted 4.9%; including levels 1-2 with 79.0%; 14.6%; 11.1%; 4.9%
respectively. Patients with high liver enzymes (GOT,GPT) accounted 19.7%; high
creatinin accounted 6.2%.

CHAPTER 4: DISCUSSION

4.1. Some clinical, subclinical characteristics
4.1.1. Characteristics of primary tumor and regional lymph nodes

We assessed primary tumor lesions, regional lymph nodes, distant
metastasis by clinical examination, bronchoscopy, diagnostic imaging (chest CT,
cranial MRI, abdominal ultrasound), diagnostic nuclear medicine (bone scan,
PET/CT) and applied TNM classification according to AJCC 2010, we found 54.3%
of patients at stages T1-2 including 50.6% at stage T2. Study of Nguyen Thanh
Phuong (2012) also showed that there were 10 cases at stages T1-2 among total 30
LC patients (including 20 non-small cell LC patients), accounted 33.3%. This
suggests that non-small cell LC with brain metatstasis is classified at later stage (stage
IV) but does not depend on the extent of T, many patients being at small T but
already have brain metastasis. Therefore, systemic evaluation, including cranial MRI
scan is very important in detecting metastatic brain lesions even when T is early.
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Our study found that the rate of regional lymph node metastasis was 61.7%
(50/81), including stage N, was most common (24/81=29.6%). This result is
consistent with comment of Nguyen Thanh Phuong (2012). However, regional
lymph node dectection rate in our study was higher than in other studies. In the
study of Le Hoan, Ngo Quy Chau (2013), this rate was 40.5%. This rate of Tran
Nguyen Phu (2005) was 52.8%. In these 2 studies, regional lymph nodes were
evaluated based on X-rays and chest CT. Meanwhile, our study had a number of
patients evaluated by PET/CT with higher specificity and sensitivity in detecting
regional lymph node metastasis. Moreover, patients in our study had distant
metastasis, it means their disease was at later stage. However, we also noted a
significant rate (40/81 = 49.4%) of patients with brain metastases but lymph node
lesions on PET/CT were at the stage No.4, including stage No was 38.3% (31/81).
4.1.2. Characteristic of distant metastasis

Although we excluded cases with bone metastasis, malignant pleural and
pericardial effusion but among 81 patients, there were 49.4% of patients beside
brain metastasis also had metastasis to other organs. Wherein, lung metastasis was
most common with 18.5%, next to liver (7.4%), adrenal (4.9%). Among 81
patients, patients with 1 metastatic brain tumor accounted 51.9%, higher than those
with 2 tumors (32.1%) and 3 tumors (16.0%). According to the literature, when
patient having many tumors in one cancer, it is often due to metastasis. However,
according to Khosla, 50% of cases with brain metastases had 1 tumor, 20% of
thoses had 2 tumors and 30% of those had 3 tumors or more. In our study, although
we only selected patients with not more than 3 tumors but patients with 1 tumors
still accounted a high rate (51.9%). For patients with 1 metastatic brain tumor, to
diagnosically differentiate between a benign lesion (tubercolosis lesion, brain
parasite, brain abscess...) from primary brain tumors, we based on typical
metastatic brain signs on MRI image (cerabral edema around tumor, drug draw in
border form after being injected magnetic contrast agent...) in combination with
clinical charateristics (history of tuberculosis, history of eating, infection, infection
symdrome...), subclinical characteristics (blood count, serology, CSF test,...). In
some cases of suspection, we performed MRI, Diffusion Weighted Imaging.
Studing brain lesions on MRI films, we found that, among 81 patients, there were
82.8% had brain metastasis to cerebral hemispheres; 4.9% to cerebellum and
12.3% to both positions. According to Eichler, Loeffler (2007), the most common
postion of brain metastasis is cerebral hemispheres (80%), next to cerebellum
(15%) and brainstem (5%). This can be explained by the level of blood flow in
different brain parenchymas. Subjects of our study includes patients with tumor
zise not more than 30 mm. This is a size limit that many previous studies
demostrated that radiosurgery by rotaing gamm knife giving a best efficacy.
Wherein, 30.9% of patients having tumor size under 20 mm, the 69.1% remained
had tumor size within 20-30 mm. Our study also found 3 cases having tumor size
under 10 mm. However, all these 3 patients didn’t have neurological symptoms but
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we detected a brain metastasis by cranical RMI before treatment.
4.1.3. Characteristics of tumor markers and histopathology

Our study results showed that the median serum CEA level was 14.43
ng/ml. Patients with CEA > 5 ng/ml (sensitivity) accounted 69.1%; including
patients with CEA > 20 ng/ml, accounted 41.9%. Sensitivity of CEA in our study
lower than result of Le Ngoc Hung, Tran Minh Thong (2013) (81.2%) because this
study used the threshold of 3 ng/ml. Table 3.7 shows that, among 81 patients,
50.6% of cases had Cyfra 21-1 > 3.3 ng/ml. This suggest that the sensitivity of
Cyfra 21-1 in non-small cell LC with brain metastases lower than that of CEA
(50.6% vs 69.1%). Our result is similar to the study of Dieu Thi Thuy Chuyen et al
(2012) (59.3%), but lower than that of Le Ngoc Hung, Tran Minh Thong (2013)
(76.0%) because the threshold used was 2.0 ng/ml and higher than that of Xiang et
al (2011), (24.1%) with threshold of 4.0 ng/ml. Applied histopothological
classification of WHO-2004 for LC, our study found 62/81 (76.6%) of patients had
adenocarcinoma, 21.0% squamous carcinoma. In studies about LC with brain
metastases of domestic and foreign authors, they noted that adenocarcinoma
accounted a highest rate and significantly higer than squamous carcinoma.
According to Nguyen Thanh Phuong (2012, n=30), adenocarcinoma accounted
66.7% while squamous carcinoma accounted 10% (adenocarcinoma / squamous
carcinoma = 6.7 times). Nguyen Tuyet Mai studied 13 LC patietns with brain
metastases and found 100% of patients had adenocarcinoma. Noel et al (2003)
studied 92 LC: The rate of adenocarcinoma was 59%, squamous carcinoma was
15% (adenocarcinoma / squamous carcinoma=3.9 times). This ratio in our study
was 3.6. Study of Escuina et al (2007) commended: non-small cell LC with brain
metastases mainly occured in adenocarcinoma. In other words, adenocarcinoma
LC or brain metastasis are higher than squamous carcinoma.
4.2. Treatment results
4.2.1. Change of Karnofsky index

Evaluated the posttherapeutic change of Karnofsky index vs before
treatment, we found that 80.3% of patients improved this index. This result is
similar to result from the study of Baosheng et al (2000) on radiosurgery to treat 1
metastatic brain tumor with tumor size under 45 mm from LC: Karnofsky index
increased 82.6% comparing to before treatment in patients treated by radiosurgery .
4.2.2. Response assessment
4.2.2.1. Subjective response

Follow up during and after finished treatment, we found that 67/81 (82/7%)
of patients responded to treatment including 17.3% of patients completely
disappeared the subjective symptoms. The subjective response rate in our study is
higher than in the study on efficacy of PC regimen at stage 111B-1V non-small cell
LC patients in general of Le Thu Ha (2010) was 77.7% and of Tran Dinh Thanh et
al (2013) was 74.5% although all patients in our study were at stage IV with brain
metastases. This can be explained by our study that our patients treated by
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chemotherapy using PC regimen, we also combined with radiosurgery by rotaing
gamma knife. Table 3.8 and chart 3.1 suggest that, among 69 patients had
neurological symptoms there were 62 cases improved their symptoms completely
or partially, accounted 89.9%. This confirms the effect of radiosurgery by rotating
gamma knife. Thus, Rotating Gamma Knife helped improve neurological
symptoms and increased the subjective response rate in non-small cell LC patients
with brain metastases.
4.2.2.2. Objective response

Assessed response according to RECIST, we obtained a complete response
rate was 35.8% including 1 case with a complete response both inside and outside
the brain, the disease control rate was 66.7%. Until now, there is no study on
chemotherapy by PC regimen in combination with radiosurgery by Rotating
Gamma Knife in treatment of non-small cell LC with brain metastases. Therefore,
we only compared with some studies about PC in treatment of unknown or less
brain metastases stage I11-1V non-small cell LC patients..

Table 4.1: Objective response rate in some studies about PC regimen in
treatment of non-small cell LC

Author (year, Characteristics of patients Gt
sample size) response rate
Stathopoulosetal | Stage IIIA-1V, 11 metastatic brain 45.9%
(2004, n=185) tumors =70
Mok et al Stage I11B-1V, adenocarcinoma, 43.0%
(2009, n=608) unknown brain metastasis =70
Zhou et al Stage 11IB-1V, non-small cell, non- 26.0% (tumor
(2013, n=136) squamous, unknown brain metastasis | controlled: 89.0%)
Le Thu Ha Stage 1IB-1V, unknown brain 31.1% (tumor
(2010, n=45) metastasis, Karnofsky index > 70 controlled: 73.3%)
Nguyen Trong Stage 1IB-1V, unknown brain
Hieu, Tran Dang metastasis, Karnosky index > 70 40.9%
Khoa (2013, n=44) ' -
. Stage 1V, brain metastasis, o
Pham Van_Thal Karnofsky index >60, in combination 35.8% (.tumor
(2014, n=81) . ) . controlled: 66.7%)
with rotating gamma knife

Assessed the change in size of primary tumors in the lung, we found
that PC reduced tumors (from 5.26 + 1.92 cm to 2.14 + 1.33; p<0.05). Before
treatment, there were 11.1% of patients with tumor size < 3 c¢m but after
treatment this rate was 44.5%. The difference is statistically significant
(p<0.05). Thus, PC is effective in treatment of primary lesions in the lung and
when combined with Rotating Gamma Knife it increased a complete subjective
response rate, the results obtained higher than the results from some studies on
treatment by PC in patients at stage IlIB-I1V, unknown brain metastases and
had better systemic condition in our study. After anylysis, we found that:
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Karnofsky index, number of metastatic organs, histopothological type,
compared to standard drug dose are factors affecting objective response. Table
3.9 showed that, average size of metastatic brain tumors after treatment was
significantly smaller than before treatment (11.22 + 2.35 vs 22.08 + 6.94;
p=0.039). Assessed the change in tumor morphology after treatment, there
were 23/81 patients with solid metastatic brain tumors degenerated, progressed
necrosis into cystic tumors, accounted 28.4%. Patients with cystic tumors after
treatment accounted 53.8% higher than 14.8% before treatment, the difference
is statistically significant (p=0.024). After analysis, we found the objective
response rate in brain was 72.9% (59/81) significantly higher than non-brain
response rate (27/81= 33.3%). Among 59 cases having response, there were 16
cases with a complete response (the tumors disappeared), accounted 19.8% and
43 patients with a partial response (the tumors reduced in size) (53.1%). Thus,
although the concentration of chemicals in the brain parenchyma was low and
the response rate was lower than the response rate outside the brain but when
chemotherapy combined with rotating gamma knife, the response rate
increased and reached the disease control rate of 90.1%. This is consitent with
several studies of foreign authors about radiosurgery in treatment of brain
metastases with tumor control rate of 90-97%, depending on each study. In
effective comparison of Rotating Gamma Knife with a previous whole brain
radiation with a response rate about 40.0-60.0%, we observed that our result
was higher. According to many authors, the characteristics of metastatic brain
tumors are spherical, clear boundaries, less invasive, small size then suitable
for radiosurgery. Principles of radiosurgery in general and Rotating Gamma
Knife in particular are using high radiation dose (15-24 Gy) in one time of
radiation to exactly focus on the metastatic tumor by fixing and positioning an
equipment to produce a high biological effect to destroy the lesion. Thus, the
response rate is higher than in radiotherapy to whole brain (with lower
radiation dose, in more radiation sessions). We observed a higher reponse rate
in brain of patients with 1 metastatic brain tumor and tumor size under 20 mm,
receiving a radiation dose of 18 -24 (Gy) than other patients (p<0.05).

In short, radiosurgary by Rotating Gamma Knife has overcome
disadvantages of chemotherapy, disappeared tumors (19.8%), reduced tumor size
(53.1%), changed lesion morphology (degenerated to cystic tumors) in 28.4% of
patients. The brain tumor control rate after treatment was 90.1%.

4.2.3. Survival
4.2.3.1. Non-progression survival

Until now, although there are many advances in diagnosis and treatment
of non-small cell LC but this disease is still a poor prognostic disease. It often
rapidly progresses with an overall survival time and a non-progression and a short
survival time , especially in the case of late stage with distant metastases. One of
the main goals of treatment in these cases is to prolong a non-progression survival
for patient. Many studies of worldwide authors showed that, the PC regimen in
treatment of advanced non-small cell LC (including stage 11IB) helps prolong a
median non-progression survival time from 2.9 to 5.8 months and higher than
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many other regimens. However, these studies excluded all or limited patients with
brain metastasese. To overcome disadvantage of chemotherapy (the chemical does
not or less pass through blood brain barrier), we combined PC regimen with
Rotating Gamma Khnife to kill metastatic brain lesions. The results from our study
showed that, the combination between systemic and local treatment brought a
prolonged non-progression survival time for patients with 7.5 months average
value and 6.0 months median value . The non-progression survival rate for 6
months was 51.1% and for 1 years was 17.9%.
4.2.3.2. Overall survival

Currently, there is no study in Vietnam assessing survival of LC with brain
metastases patients treated by chemotherapy combined with rotating gamma knife.
Studies of foreign authors about radiosurgery by Rotating Gamma Knife in
treatment of metastatic brain lesions from LC provided median overall survival
time from 8.0 to 18.0 months, depending on each study. However, most of these
studies didn’t clearly state the kind of combination treament method, the regimen
of chemotherapy and the modality of radiosurgery, which was not rotating gamma
knife. Some studies had lower results than our study because their subjects
included both patients with brain metastases due to the disease progression after
failure by other treatment methods and even patients with small cell LC. While
subjects of our study were non-small cell LC patients diagnosed with brain
metastases before treatment.

Table 4.2: Overall survival in some studies on treatment of non-small cell LC
with PC regimen only

Author (year, sample size) Characteristics of Overall survival time
’ patient (months)

Sandler et al Stage I1IB-1V, recurrent, - Median: 10.3 months
(2006, n=444) unknown brain metastases | - Survival for 1 year: 44.0%
Scagliotti et al Stage I1IB-1V, no brain .

(2010, n=462) metastases Megian: 10.6 months

Lynch et al Stage HlIB-IV, no brain | - Median: 8.3 months

(2012, n=65) metastases - Survival for 1 year:39.0%

Zhou et al Stage 11IB-1V, non-small
” cell, non-squamous, Median; 6.5 months
(2013, n=136) .
unknown brain metastases
Le Thu Ha Stage 11IB-1V, unkown Median: 8.7 months

(2010, n=45) brain metastasese
Pham Van Thai Stage IV, llajr.aln dwith | - Median:12.9 months
(2014, n=81) metastases, combined with | _ Survival for 1 year: 59.5%

rotating gamma knife

However, in some other studies, the overall survival time was higher than
our result because the subject of study were patients with metastases from other
types of cancers, having a better general status and solitary brain metasteses (no
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other metastases except brain), 1 metastatic brain tumor and higher average
radiation dose.

Univariate analysis showed that factors well affecting non-progression
survival were: age > 60, Karnofsky index > 80, soliraty brain metastasis, chemical
dose > 85%; factors affecting overall survival were Karnofsky index > 80, solitary
brain metastasis, chemical dose > 85%. Multivariate analysis showed that factors
well affecting non-progression survival were Karnofsky index >80, solitary brain
metastasisc; factors affecting overall survival were Karnofsky index > 80, solitary
brain metastasis.
4.2.3.3. Non-progression survival in brain

In this study, treatment of metastatic brain lesions by Rotating Gamma
Knife helped prolong non-progrsesion survival time in brain with the median value
was 10.8 months, nearly 5 months higher than the median non-progression survival
time in general (6.0 months). 100% of patients during 3 months after radiosurgery,
the metastatic brain tumor did not progress. Patients with non-progression survival
in brain for 6 months accounted 91.0% and for 1 years accounted 30.2%. Thus,
there were 69.8% of metastatic brain tumors progressed after treatment for 1 years.
Analysed non-progression survival in brain according to some factors we found
that the number of metastatic brain tumors, radiation dose were factors affecting
survival in univariate analysis. In multivariate analysis, results in table 3.13 showed
that the number of metastatic brain tumors was an independently prognistic factor
affecting non-progression survival in brain (p<0.05). Patients with 1 metastatic
brain tumor reduced 42.6% risk of progression in brain (HR=0.574). Many foreign
studies showed that, radiosurgery by Rotating Gamma Kbnife helps control
metastatic brain tumors with good results, equievalent to surgery in case of 1 tumor
because the hospital staying time was shorter, it could avoid complications relating
to surgery, and the patients can be treated systemically after radiosurgery.

4.3. Side effects during and after treatment

In this study, we observed that the majority of toxicity were at levels 1 and
2, no death case due to side effects of treatment. In hematology, most patients
decreased hemoglobin during and after treatment (85.2%), wherein most of them
were at levels 1,2 (79.0%). There were 5/81 patients (6.2%) decreased hemoglobin
at levels 3- 4 (Table 3.14). The decreased hemoglobin rate in our study was higher
than other domestic and foreign studies of non-small cell LC treatment by using PC
regimen (from 9.0-57.0%).

Table 3.14 showed that the low white blood cell count and low neutrophil
count rates were 22.2% and 23.5% respectively. These rates of low white blood
cell count and low neutrophil count level 3-4 in our study were 8.7% and 12.4%
respectively. The low neutrophil count rate in our study did not differ from other
studies in Vietnam and worldwide when treated for patients with PC regimen . In
our study, patients with increased liver enzymes (GOT, GPT), accounted 16/81
cases (19.7%). However, the degree were mild, mostly at level 1 (15 cases), level 2
(1 case), non levels 3-4. Studies of domestic and foreign authors also found
increased liver enzymes mostly at levels 1-2, the rate of levels 3-4 was from 0 to
2% depending on each study. We noted 5/81 patients had increased serum
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creatinine level after finished treatment, accounted 6.2%. However, all of them
were at level 1 and their kidney functions restored after stop using chemicals and
treated by diuretics. These results are consistent with results from studies of
Nguyen Trong Hieu, Tran Dang Khoa (2013); Ohe et al (2007). According to
domestic and foreign authors we can commend that treatment of brain metastasese
by radiosurgery is a safe method with less side effects than other methods.

CONCLUSIONS

1. Some clinical, subclinical characteristics

The disease is more common in men (70.4%), 50-70 years old (71.7%),
admitted hospital within 3 months from the onset of first symptom (54.3%). Most
common symptoms: increased intracranial pressure (72.8%), dry cough (59.3%),
chest pain (53.1%). 9.9% of patients didn’t have respiratory symptoms; 14.8% of
patients didn’t have neurological symptoms; 63.0% of patients had history of
smoking (89.5% male patients).

Non-small cell lung cancer progresses to distant metastasese very soon, up
to 54.3% of primary tumors were T1-2 and 38.7% didn’t have regional lymph node
metastasese but had brain metastasese (100%) and accompanied non-brain
metastases (49.4%), the most of them were lung metastases (18.5%). On the cranial
MRI image, almost metastatic brain tumors were in the cerebral hemispheres
(82.8%), 1 tumor (51.9%), tumor size 20-30 mm (69.1%).

The majority of patients had adenocarcinoma (76.6%), next to squamous
carcinoma (21.0%). In patients with adenocarcinma: the rate of CEA > 5 ng/ml
higher (77.4% vs 41.2%, p=0.004) but Cyfra 21-1 > 3.3 ng/ml, lower than in those
with squamous carcinoma (48.4% vs 64.7%, p=0.233).

2. Results of treatment

Radiosurgery by Rotating Gamma Knife systems resulted in disappearance
of brain metastases (19.8%), reducing tumor size (53.1%), changing lesion
morphology (degenaration, necrosis with cystic changes) (28.4%), controlling brain
tumors in 90.1% of patients.

Rotating gamma systems in combination with Paclitaxel-Carboplatin
improved Karnofsky index in 80.3%, subjective symptoms in 82.7% of patients
(complete response is 17.3%), objective symtoms in 35.8% of patients. Higher
response rates in patients with Karnofsky index > 80, solitary brain metastases,
receiving chemical doses > 85% and adenocarcinomas were more than other
groups (p<0.05). There was a highest response rate in patients with one brain
metastase and tumor size under 20 mm, receiving radiosurgery doses from 18-24
Gy.

There were 81.8% of patients survived for overall 6 months; 59.5%
survived for overall 1 year and 25.5% survived for overall 2 years; 51.1% survived
with progression-free for 6 months and 17.9% survived with progression-free for 1
year. Multivariate analysis showed that factors possitively affecting progression-
free survival and overall survival were Karnofsky index > 80, solitary metastasis in
brain; and factor affecting brain progression-free survival was the number of
metastatic brain tumors. Paclitaxel-Carboplatin regimen in combination with
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radiosurgery by rotating gamma systems is a safe treatment method with
acceptable toxicity.

RECOMMENDATIONS

We should apply radiosurgery by Rotating Gamma Knife in combination
with systemic chemotherapy by Paclitaxel-Carboplatin regimen for non-small cell
lung cancer patients with 1 metastatic brain tumor, a tumor diameter <30 mm, a
good general status (Karnofsky index >80), solitary brain metastasis.



