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HUONG DAN CHAN DOAN VA PIEU TR]
UNG THU PHOI KHONG TE BAO NHO (UTPKTBN)
(Ban hanh kém theo Quyét dinh séRIQD-BYT
ngdy thing ndm 2018 cia B truomg B Y té)

1. PAICUONG

Ung thrr phéi 12 mdt trong 3 ung thu thuong gap nhét va la nguyén nhan giy tir vong
hang d4u do ung thu & pham vi toan cau. Theo GLOBOCAN 2012, tai Viét Nam, ung
thu phdi ding hang th{ nhi chi sau ung thir gan véi ty 1§ méc chuan theo tudi & ca hai
gidi 1a 25,2. Bénh thudmg gap & nam gidi, voi ty 1¢ méc chuin theo tu01 la 41,1 & nam va
12,2 & nit giGi, woc tinh mo6i ndm ¢6 khoang 22.000 trudng hop mdi méc (16.000 nam va
6.000 nir) va nr vong khoang gin 19.600 bénh nhan.

Ung thu ph01 dugc chia thanh hai loai chinh 13 ung thu phm té bao nho (small cell lung
cancer) - chiém khoang 10 — 15% va ung thu phdi khéng té bao nhé (non small cell lung
cancer): chiém khoang 85%.

Ung thu phdi khéng té bao nhé dwgc giy ra boi nhiéu nguyén nhéin va yéu t6 nguy co

dudi day:

« Thudc 14: wéc tinh 80 -90% ‘ung thu phm lién quan dén thudc la. Nguy co ung thu
phdi ting theo thoi gian va ) lugng thudc 14. MOt ngudi hat mol goi thudc mdi ngay
co nguy ¢o méc ung thu phdi gip 20 1an ngudi khong hut thudc. Nguy co ung thu
ph01 do hit thuée thu déng ciing duoc ghi nhan: ngudi séng cing nha véi ngudi hat
thudc tang 30% nguy co ung thu phdi so véi ngudi khéng cling hoan canh.

« Tiép xuc amian: ngudi hit thude c6 tiép xic amian cé nguy co cao gip 90 1dn ngudi
khong tiép xic.

» Bui phong xa va radon: lam tang nguy co ung thu phdi, ngudi tiép xic véi mire do
radon cao tai nha & d& méc ung thu phdi

« Nhiém khuén: Siéu vi budu nha & ngudi (Human papilloma virus (HPV) duge quy
cho 1a mét nguyén nhén gdy ung thu phdi. Gan 25% ung thu phdi trén ngudi khéng
hat thubc cé thé lién quan dén HPV. Chimg da budu nhu tai dién (Recurrent
respiratory papillomatosis (RRP)) c¢6 thé gay ho, tic nghén hé hdp man tinh va thoai
héa 4c tinh. Nhiém HPV 16/18 thudng di kém ddt bién p53.

- Di truyen mdt vai dot bién di truyen la yeu t6 lién quan. Dot bién T790M xay ra trén
té bao mam kém theo ung thir biéu mé tuyén cua phoi.

+ O nhiém khong khi: khoi byi trong khong khi 6 nhiém c6 thé 1am ting nguy co mic
ung thu phdi, dic biét 14 ung thu biéu mé tuyén,

Ty 1§ tir vong do ung thu phéi cao do bénh thuomg dugc chén doan vao giai doan tlen xa
nén can ting cudng higu qua hoat dong tAm soét, phat hién sém ung thu phdi. Gan day
chup cét 16p dién todn xoén é¢ ning lugng thap durgc chép thuin nhu bién phép tdm soat
cho dbi twong nguy co cao (hit thudc 14 nthiéu nam trén 30 géi-nim).



2.

2.1.

CHAN DOAN
Lam sang

Biéu hién 1am sang tiy thudc vao vj tri va mirc do lan réng cia ton thuong. Trong giai
doan diu tén thuong con khu trii, bénh nhan thuong khong c6 triéu chimg 1am sang dic
hidu v dugc chin dodn qua tdm sodt hodc phat hién tinh c& qua chén doan hinh anh. Cac
triéu chimg va ddu hiéu 1am sang thuéng duge phan thanh ba nhém: triéu chimg tai chd
tai vung, triéu chimg do di cén xa va cac héi chimg cén ung thu.

a)

2.2.

Céc trigu chimg do xdm I4n tai chd, tai ving: lién quan dén tic nghén dudmg ho hap,
tham nhiém nhu mé phdi, va xam lin cic céu tric chung quanh nhu thanh ngyc,
mach mau Iém va cac tang trung thét. Cac triéu ching thudng gap bao gbm:

Ho: gap trong khoang 80% bénh nhan, thudng thiy thay ddi vé tan suét va mirc do
trén ngudi hit thudc, ¢6 thé ho khan hodc kém theo khac dom.

Ho ra mau

Khé thd

Viém phéi tai dién mot vi tri

Tran dich méang phdi

Dau nguc

Pau vai, tay (h$i chimg Pancoast Tobias)

Héi chimg Horner (sup mi, co ddng tir, khéng ra md hoi nira mat)

Tri¢u chirng do chén ép: kho nubt, khan tiéng, hoi chung tinh mach chu trén. ..
Cac triéu chirng do di can ndo, xuong, chén ép tity séng...

Di can ndo: nhirc dau, budn nén, ndn, rdi loan nhan thirc, van dong, triéu chimg thin
kinh khu tra...

Di cin xuong: dau, gi¢i han van dong, cam giac...

Chén ép tuy sbng: té, yéu, mét van dong chi, rdi loan co tron...
Cac hdi chung cin ung thar:

Khong dic hiéu: sut cdn (co hodc khong kém chan an)

Hoi chimg ting tiét khang loi niéu (SIADH: syndrome of inappropriate antidiuretic
hormone secretion)

Hoéi chitng ting tiét ACTH

Héi ching Lambert-Eaton

Héi chimg phi dai xuong khép do phdi

Hgi chimg carcinoid

Cac hoi ching huyét hoc hiém gip khac nhu thiéu mau, ting bach cau ..,
Cin lam sang: gitp chin doan xac dinh va phén biét.



a)

b)

<)

d)

Chin doén hinh anh

X quang ngyc thing, nghiéng

Chup cit Iép vi tinh ngye, bung, chiu
Chup cdng hudng tir (MRI) niio

Xa hinh xuong

Chup PET toan than khi cén

Céc chét chi diém u (ddu hiéu sinh hec budu): giip chin doan xac dinh u nguyén
phat tai phoi hay chan dodn phén bit u di cén tir vj tri khac.

Céc chét chi diém budu gitp chdn dodn xac dinh:
- scc

- CEA

Cyfra 21-1

ProGRP, NSE...

Cic chét chi diém budu gitip chén doan phan biét di can phdi: CA 125, CA 15-3, CA
19-9, PSA,,...

Céc phuong phap 14y bénh phiam xéc dinh chdn doan giai phau bénh:

Noi soi phé quan: chai rira t& bao, sinh thiét u.
Choc hiit chin doan té bao hoac sinh thiét u, hach trung thit dudi huéng din siéu 4m
qua ndi soi (EBUS: endoscopic bronchial ultrasound; EUS: endoscopic ultrasound)

Choc hitt kim nhé chén dodn té bao té bao hoc (FNAC) hogc sinh thiét 15i kim (score
biopsy) u hogc ton thuong di cén (tryc tiép hay dudi huéng dan si€u 4m hodc chup
cét 1op dién toan)

Cét u hoic sinh thiét qua phlu thuit mé hodc ndi soi 1dng ngue hodc trung thit
(VATS: video-assisted thoracoscopy; VAM: video-assisted mediastinoscopy)

Noi soi phé quan: dé xac dinh chin doan va danh gia giai doan bénh.

2.3. Chin dodn Té bao hoc - Mé bénh hoc — Sinh hoc phén tir

a)

Chén doén té bao hoc:

Bénh pham té bao hoc:

- Bénh phdm qua soi phé' quan: rira phé quan, rira phé quan-phé nang, chai phé
quan, choc hat xuyén phé guan dudi huéng déan siCu dm (EBUS).

- Bénh phém tir cac dich khoang co thé; dich mang phéi, dich mang tim, dich mang
bung, dich ndo tay.

- Dich chec hut bﬁng kim nhé (FNA): choc hut hach pé‘mg kim nho, choc hit md
mém, choc hit phdi bing kim nho, choc hut cac ton thuong di cén bang kim
nho...

- Bénh phim dom.



b)

Chén doan t& bao hoc: giup chdn dosn xac dinh va chdn doan logi té bao hoc
UTPKTBN.

Chén doan mé bénh hoc
Bénh phém mo bénh hoc:

- Bénh phdm qua soi phe quan: sinh thiét phé quan, sinh thiét xuyén phé quan, sinh
thiét dudi huémg dan siéu dm noi phé quan (EBUS).

- Bénh phdm sinh thiét u phdi hay sinh thiét phdi-mang phéi dudi chup cét 16p dién
toan.

- Bénh phim qua phiu thujt 16ng ngyc: phiu thuat nguc hd, phiu thuat qua ndi soi
dudi man hinh video (VATSs), ni soi trung that.

- Bénh phim qua sinh thiét mang phdi: sinh thiét mang phbi bang kim (kim
Abrams, kim Castelain...), sinh thiét mang phdi qua néi soi.

- Bénh pham sinh thiét cac tén thuong di cin: hach lymphd, mé mém thanh nguc,
md meém dudi da, mé xuong...

- Dic khéi té bao (Cell Block): dich mang phdi, dich mang tim.

Chén doan md bénh hoc: gifip chin doan xac dinh va chén doan loai md hoc
UTPKTBN.

Chén dodn sinh hoc phan tir:
Bénh phdm sinh hoc phan tir:

- Céc ky thuat chén doan sinh hoc phan fu: déu thyc hién dugc trén cic miu bénh
pham mé bénh hgc va té bao hoc.

- Ngoai ra, xét nghi¢m sinh hoc phén tir con thye hign duge trén miu bénh pham
huyét tuong chu yéu dé phat hién cac dot bién EGFR mic phai hay thir phét sau
khi dugc didu trj cdc thube khang tyrosine kinase (TKIs), trong d6 quan trong nhat
la 4ot bién T790M tai exon 20 cua gen EGFR. Trong mét so trudmg hop miu
bénh phdm mé bénh hoc hay té bao hoc khong du_so lirgng t& bao dé chin doén
sinh hoc phén tir, ¢6 thé ding mau bénh phim huyét twong dé chin doan dét bién
EGFR.

Céc loai k¥ thudt dang dugc st dyng trong chin doan UTPKTBN: Giai trinh tw gen
tryc tiép: Sanger Sequensing, RealTime-PCR, ddPCR: PCR k¥ thuét sb, Giai trinh tyr
gen chon loc: Pyrosequensing, Giai trinh twr gen thé hé mdi: Next Generation
Sequensing.

Céc xét nghiém sinh hoc phin tr (Molacular Pathology):

- Xét nghiém chén doan dot bién gen EGFR: str dung bang nhiéu phuong phap: giai
trinh tyr gen truc tiep Sanger, k¥ thudt RealTime-PCR, k¥ thudt PCR ky thuat s6,
giai trinh tu gen chon loc Pyrosequensing, giai trinh gen thé hé mai.

- Xét nghiém chin doan cac biéu hién t4i sip xép gen ALK va ROS1: chi yéu ding
nhudm lai ghép gen tai chd FISH va k¥ thuat hoa md mién dich.



- Xét nghi¢m chin doan céc diém kiém soat mién djch PD- 1/PD-L1 trong diéu trj
mién dich: sir dung k¥ thudt héa mé mién dich voi cac déu 4n sinh hoc dac hiéu.

- Xét nghiém chidn dodn cac loai dot bién gen khac: BRAF V600E, HER-2, MET,
PIK3CA, KRAS.,

d) Cac hinh thai m6 hoc trong ung thu phdi khong té bao nhé: Phén loai mé hoc
UTPKTBN chu yéu dua vao phén loai cta Té chic Y té thé gi6i nam 2015 (WHO
2015). Tuy nhién, trong UTPKTBN ¢6 cac loai mé hoc quan trong cén cha y:

« Ung thu biéu mo tuyén (Adcnocarcmoma) véi cac phan nhom md hoc can cht y:ung
thu bleu md tuyén tai chd (AIS: Adenocarcinoma in situ); ung thu biéu mé tuyen x&m
l4n ti thiéu (Minimally invasive adenocarcinoma); ung thu biéu md tuyén xam l4n
(Invasive adenocarcinoma).

«  Ung thu biéu mé 1é bao vy (Squanous Cell Carcinoma).

*  Ung thu biéu mé tuyén-vdy (Adenosquamous carcinoma)

«  Ung thur biéu mé t& bao 16n (Large Cell Carcinoma)

»  Cac budu ndi tiét than kinh cia phdi (Neuroendocrine Tumours).
+  Ung thr biéu mé dang sarcém (Sarcomatoid Carcinoma).

So d4 chin doan

UTPKTBN
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@3: Qui trinh ch¥n doén céc bi&n d8i gen ALK & ROS1 trong UTPKTBN

Khang thé Hé théng Céc thude mién | Cac tri sb tinh diém biéu hi¢n PDL-1
PDL-1 nhudém dich
28.8 Dako Link 48 Nivolumab > 1%, > 5%
22C3 Dako Link 48 Pembrolizumad | > 1%, > 50%
SP142 Benchmark hay | Atezolizumab 1¢ bao bucu > 1%, > 5%, > 50%

Ultra Ventana Té bao mién dich > 1%, > 3%, > 10%
SP263 Benchmark hay | Durvalumab >25%

Ultra Ventana

Bing tém tit: Biéu hién ciia cic diém trc ché mién djch PDL-1

2.4.

Chin dosn xic dinh

a) Chén dodn xac dinh ung thu phédi phai dya vao gii phAu bénh trong tinh hudng ¢6 thé
thye hign duge. Chan doan giai phiu bénh gidp xdc dinh chinh x4c loai mé hoc va
cac ddu hiéu sinh hoc phén tir 8 dinh hudng diéu trj chuin xac hon.

b) Mot sb ung thu phéi giai doan sdm dugc phat hién tinh co hodc tAm soat qua chup cit
Iop dién toan ldng nguc bidu hién duoi dang nbt nhé cin duoc danh gia va can nhic
xir tri mot cach than trong dé tranh bé qua co hdi diéu tri khoi cho mét sb bénh nhén.

¢) Chin dodn tén thuong phéi kich thude nhd: Céc tdn thuong nét phbi 6 kich thudce >
8mm can duge luu y danh gia va x tri theo kich thuéc va nguy co 4c tinh theo
khuyén cdo duéi day:
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Bang: Danh gid nguy co 4c tinh

Tiéu chuiin d4nh gia

Nguy co 4c tinh

Thap (<5%) Vira (5-65%) Cao (>65%)
Lim sang Tré tudi, hut thudc it, | Co hdn hop cic | Nhidu twdi, hit
khong tién cin ung thu, | dic  diém cua | thubc, tién cin mic
kich thudc 1én, bdr déu, | nguy co thap va | ung thu, kich thudce
va‘hodc vi tri & ngoai | cao Iom, bd  khong
thuy trén déw/'tua gai, va/hodc
vj tri & thuy trén
Két qua FDG PET | Chuyén hda thip Chuyén hoéa | Chuyén héa cao
trung binh hoic
yéll
Két qua sinh thiét | Lanh tinh Khong x4c dinh | Nghi ngér 4c tinh
ngoai phau thuit
(soi phé quan, sinh
thié¢t qua thanh
| ngure)

qua chup dién toan |toin hoic gin hoan
ciit lop toan, giam kich thuéc
din hoic khong ting
kich thudc trong thoi
gian theo déi hon 2
nam (ndt dic) hodc 3-5
nim (ndt hdn hop)

Két qua theo doi|Tén thuong tan hoan | Khéng 4p dung

Nét tang kich thudce
roé

So dd xir tri ton thwong ndt phdi >8mm

{  Nétaac >8mm

&
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Céc ton thuong nét nho dudi 8mm cling ¢An dwoc theo dai dinh ki sit sao bang chyp cét
16p vi tinh 10ng ngyc, tir moi 3 den 12 thang toy theo woe luong nguy co 4c tinh (14m
sang, tinh chat hinh anh hoc cta ton thuong...).

2.5.

Chén dosn giai doan

Ap dung theo bang phan loai TNMS8 do Hdi Nghién ciru Ung thu Phéi Thé giéi (The
International Association for the Study of Lung Cancer (IASLC) xay dung:

Phin giai doan lam sang theo TNM

If%gyyén phat (T)

TO Khoéng ¢6 u nguyén phat

T1 Kich thuge U < 3cm, bao quanh bdi nhu mé hodc mang phcn tang,
khong déu xim l4n gin hon cubng phdi thity trén ndi soi phé quan

Tla Kich thug¢c U < lem
lllllllllllllll Tib Kich thude U >1em nhung < 2em
Tlc Kich thudc U > 2cm nhung < 3cm

T2 Kich thude U >3cm nhung < 5¢m hodic ¢6 bﬁi’g ky déc tinh sau day:
xam lan mang phoi tang, xam lan phé quan goc cach carina xa hon
2cm, Xep/viém phoi thily nhung khong hét toan b phoi.

T2a Kich thude U >3cm nhung < 4cm
T2b Kich thudc U >4cm nhung < 5cm

T3 Kich thuéc U >5cm nhung < 7cm hodc xam lin truc tiép vao
thanh ngue, co hoanh, thin kinh hoanh, mang phdi trung that
mang ngoai tim; ho¥c budu xam lin phe quéan gdc cach carina gan
hon Zem; hodc xep phdirviém ph01 tic nghén toan b mot bén
phdi; hotic ndt di ciin cling thity phéi.

T4 Kich thuée U >7cm hodc bat ky kich thudc x&m 14n vao tim, mach
mau 16n, khi quan, than kinh hdi thanh quan, thyc quan, thin dét
sbng, carina; hojic nét di can khac thiy cling bén phdi.

» Hach viing (N)

NO Khong di ¢iin hach vung

NI Di cén hach quanh phé quén, hach rén phdi, trong phdi cung bén,
ké ca do xam l4n tryc tiép.

N2 Di cén hach trung that cung bén hodc hach dudi carena.

MO Khéng di cin xa

Mila Di cin thity phdi dbi bén, nét mang phdi hogc tran dich mang phdi
Milb Di cin ngoai 10ng ngyc don & mot vi tri

Mi¢ Di cén ngoai 16n g nguc nhiéu 8 mot hodic nhidu vi tri




Viéc phén giai doan 1am sang rit quan trong vi gilip xac dinh chién lugc diéu trj va tién
lugng bénh nhén.

Giai doan lim sang (theo IASLC lin thir 8)

Khéng xéc dinh u Tx NO MO
Giai doan 0 Tis NO MO
Giai doan |
Giai doan 1Al Tla (mi) NG Mo
Tla NO MO
Giai doan IA2 Tlb NO MO
Giai doan A3 Tlc NO MO
Giai doan IB T2a NO MO
Giai doan I1
Giai doan I11A T2b NO Mo
Giai doan 1IB Tla-c N1 MO
T2a-b NI MO
T3 NO MO
Giai doan III
Giai doan ITIA Tla-c N2 MO
T2a-b N2 MO
T3 N1 MO
T4 NO MO
T4 N1 MO
Giai doan I1IB Tla-c N3 MO
T2a-b N3 MO
T3 N2 MO
T4 N2 MO
Giai doan I1IC T3 N3 MO
T4 N3 MO
Giai doan IV Bitky T Bitky N Ml
Giai doan IVA Bitky T BitkyN | Mlab
Giai doan IVB Bitky T BitkyN [ Mlc
3. PIEU TRI

3.1. Nguyén tic, muc tiéu diéu tri
2) Nguyén tic: Didu tri thco nguyén thc ¢4 thé hoa theo timg bénh nhan, can cn nhic tat
ca cac y€u to:
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Bénh Iy: thé md bénh hoc va sinh hoc phan tir, giai doan bénh, dién tién sau cdc diéu
tri trudc,...

Bénh nhén: thé trang, tudi, bénh két hop, hoan canh kinh té-xa hdi, nguyén vong ctia
bénh nhén...

Diéu kién trang thiét bi, ngudn luc cia co sé y té...
Muc tiéu diéu tri: phén theo giai doan:

Pidu tri triét can nhim muc tiéu chita khéi: giai doan sém khu trd tai chd tai ving
(giai doan L, II, T11A).
Diéu tri mang tinh giam nhe, tang chit lugng cude sdng va kéo dai thoi gian séng con

ap dung cho giai doan tién trién tai chd-tai ving hodc tai phat di cin (giai doan I1IB,
IIIC, IV).

Déi voi giai doan con khu tra, phéu thudt va xa tri la phuong phép diéu tri mang tinh triét
cin. Giai doan tién trién (tai phat/di can) vi¢c diéu tri chil yeu mang tinh lam dju trigu
chimg va kéo dai thoi gian sdng con. Giai doan tién trién tai chd tai viing hién dang
nghién clru 4p dung phuong cach didu tri da mé thirc, trong d6 phuong thirc hda-xa tri
dong thoi duge p dung nhiéu noi.

3.2

=& . .-
Giai doan | Bieu tr trict
can tai cho
J_— Didu tri triét 4 Diéu tri bd tro
Giai dozn I cin tai chd (h6a + xa tri

Phiu thuat | ——as | Diéu tri bd tro
friét can {(hoa £ xatn

Giai doan

Diéu tri da mo thire
» héa-xa tri déng thdni
« hba (+xa tr)

Giaidoan tV | ——> Piéu tri toan than

So d ditu tri ung thu phdi khang té bao nhé theo giai doan

Piéu tri giai doan khu trii:

Giai dogn khu tru: duge xem nhu khi tén thuong con mang tinh khu tra tai chd, tai vung
gdm giai doan I va Il Phiu thuit va xa tri mang tinh cach triét d&, vai trd cia hoa trj bd

trgr

trude va sau diéu tri triét d& con khiém tdn.
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a) Phiu thuit: yéu cau ciia phiu thujt triét dé bao goém vige ciit tron thiy phdi mang
kh01 u dat dién cit am tinh (khong co té bao budu), 13y di tir 16 - 20 hach thudc it
nhit 3 nhom hach (2 tir trung thit cung va dbi bén) va ria mang phdi cung bén. Déi
khi cén thiét phai c4t hai thay ké can hodc mét bén phéi. Nguy co ti vong vio
khoang 3% sau phiu thudt cit thuy va 7% sau cit mot bén phéi.

Péi véi cic ton thuong nh6 <3cm ¢ ngoai bién véi md hoc a ung thu biéu mé tai chd
(AIS) hodc xam l4n it (MIA}, phau thudt cit hinh chém (wedge resection) vai bo dign
cit 4m tinh ciing cho két qua séng con lau dai. Phau thujt cit hinh chém cho céc ton
thuong trung tim thudng cé nguy co tai phat tai chd cao hon tir 3 dén 5 lan phiu
thudt cét thiy.

K¢ thust phiu thujt 1dng ngyc dudi sy trg giop cia video (VATS) va cit qua robot:
thudng dugc ap dung cho cac tdn thuong nho va vira & ngoai bién, khong hoﬁc it hach
vung. Day la cac ky thuat can thi¢p it xm l4n véi cac uu diém thoi gian nim vién
ngin, it dau sau mo, bénh nhan hbi phuc nhanh nhung cén chon loc bénh nhan k¥
ledng hon. VATS cho céc két qua séng con va ti 1€ tai phat thap tuong dwong nhu
phéu thuat cit thiy mo. Bénh nhéan c6 két qua séng 5 nam tir 70 — 80% cho giai doan
bénh ly IA, 60% cho giai doan IB va 40 — 50% cho giai doan II. Bénh nhan N2 (giai
doan IITA) khu tré mét nhém hach ciing dat ti 1& 25 — 30% sbng 5 nam sau VATS. Ti
1 tai phat tai chd sau 5 nam ciing rét thip vdi 5% cho giai doan T1 va 9% cho giai
doan T2.

K§ thut cét qua robot dang dugc nghién citu va ciing cho két qua ban diu hira hen
v6i it di chimg va két qua lau dai vé& mit ung budu hoc twong duong.

* Hoéa trj tin bd trg: hoa tri truée md cho cac ung thu phdi giai doan con khu tra
nhidm hai muc dich:jiéu diét cac di cén vi thé da co va giam kich thudc ton thuong
tao thudn lgi cho phau thuat ti€p theo. Hoa tri tan bo trg 1a lya chon tiéu chuan trong
diéu tri giai doan ITIA, vai tr6 chua duge xac dinh rd trong cac giai doan som hon.

» Hoéa trj bé trg: sau p}é da duge nghién ciu nhiéu va cac nghién ciu cho két qua
khac nhau. Héa trj bo trg hién dugc chi dinh sau phéau thudt cho cac trudng hop co
giai doan tir IB tr¢ 1én. Hoa tri ho trg thudng duge thye hi¢n 4 chu ky vai phoi hop
thuodc ¢ platin (cisplatin duge uu tién chon lua so véi carboplatin)

* Xa tri bd trg: xa trj bd trg sau md cic trudmg hop ung thu phéi giai doan som ciing
dad duogc nghién ciru va cling con nhiéu ban cii. Xa trj bd trg sau phiu thuat giai doan
I va II khoéng duge xac nhan ¢O ich lgi. Trong thyc hanh lﬁm sang, xa tri bb trg
thudng dwgce chi dinh sau md cho mot sb trudng hop co yéu td nguy co cao tai phat
tai chd tai viing nhu:

- X4m l4n trung thét
- Di cin nhiéu hach hay nhiéu nhém hach
- Xam lan v& vo bao hach
- Hach di cin c6 kich thude 1on
- B dién ct xam 14n dai thé
- B dién cit con té bao ung thu
12



Lidu xa tri thuong dang 54Gy phén bé qua 27 — 30 phan liéu. Trong tnrong hop diéu trj
bd trg bao gém ci hoa va xa tri thi xa tri duge tién hanh sau héa trj.

b) Pidu tri cic truimg hgp khéng phiu thujt dwrge: mot s6 trudmg hgp bénh nhin ung
thu phél giai doan khu tri nhung khong thé tién hanh phau thuat triét cin do nguy co
phiu thuét cao, c6 thé can nhéc ap dung mét s6 bién phap diéu tri khac.

+ Xa tri tri¢t can: xa trj triét ciin 1a mot lya chon thay thé cho céc tén thirong con khu
tra va c6 thé tién hanh theo k¥ thuit xa tri quy udc hofic xa tri dinh vi thidn (SBRT:
stereostatic body radiotherapy).

- Xatr quy ude: thudmg véi liéu xa tri mdi ngay (2Gy cho mébi phén liéu) trong S
ngdy mdi tudn, voi tong lidu it khi vuot qua 70Gy. Ti Ié kiém so4t budu vio

khoang 50%.

- Xa trj dinh vj than SBRT méi dugc phat trién nghién cu va chua phai la khuyén
céo thudong quy. K thuét xa tri nhim dua mot lleu chiéu xa cao vao vi tri chinh
xdc qua mot so it phan lidu (3 -5 1dn chiéu xa) nham dat lidu tuong ducmg sinh
hoc (biologically cquivalent doses -BEDs) cao hon 100 Gy trong thoi gian ngin 1
- 2 tuan, hiéu qua kiém soat budu tai chd 1én tdi 85% - 90%.

K¢ thuit SBRT véi liéu 18 - 20Gy mdi phén lidu an toan va hiéu qua cho céc tn
thuong ngoai bién nhung thudng kém theo tac dung phu nang d6 3 khi dung che
cic ton thu‘orng trung tdm. Liéu thich hop hay duge khuyen cdo sur dung la 10 —
12Gy méi lan trong 3 hoidc 4 phén liéu,

So d6 tém tit xir tri ung thw phdi khong té biao nhé giai doan I

Giai doan |
(budu £ 4cm
NO, M0)

co kha nang phﬁu thuat:
« Cét thiy phdi, nao
hach trung thét (md
hd, VATS)

« C&t budu hinh chém

| Dién cat khdng

Khéng kha nang chiu

dyng phéu thuat:

+ Xatri ngodi

* Xa phéu dinh vi than
(SABR)

+ Huy brdu tai ché

(RFA)

I Theo dGi

So db xr tri ung thur phdi khéng té bao nhé giai doan |

xam l4n
. - X trf:
~.J Dién cat co xam . P!‘léu thuat
lan cht lai
 Hodcxatn
Di can hach N1 -~ X(r tri theo giai
doan Il
1Di ciin hach N2 }—| X tri theo giai

doan |l
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So db tém tit xir tri ung thu phdi khong té bio nhé giai doan II

C6 khé nang phiu thuat: Dién cat khdn b
- Chthiy ohd nao B xéﬁ?lén g |, |Hoatrbtro
hach trung that (md . X i
_ /"|__ha, VATS) L — » Phéu thust cit
Glaz.doan il , P Dién cat c6 xam lai+héa tri
(burdu < 5em, N1 |/ S |tén + Hodc hoa-xa t
hogcbuous, [ 4 dbngthyi
NO, MO) " | Knéng kha nang chiu \\ | + Hoac xa+héa tr
dung phiu thuat: \
+ Xatringoai - Ao b o
* Xa phéﬂ gihvithan | . {Dicannhibu | . Cannhacxa koo tio
S say héa hodc hda-xa
(SABR) \ LN tri bd trr dding thoi
» Hoa-xa tri ddng thoi \ bl

1 Di ¢&n hach N2 Xtr tri theo giai
doan Il

So d6 x tri ung thu phdi khang té bao nhé giai doan |l

3.3. Diéu trj giai doan tién trién tai chd (IIIA/I1IB)

Diéu tri giai doan nay thudng dugce ca thé hoa theo ting trurdong hop bénh nhan cu thé véi
nhiéu mé thirc 4p dung lan lugt hodc ddng thoi.

a) Xa tri: xa trj o thoi duqc coi 13 mé thirc diéu tri chuan cho ung thu phdi khong té

bao nho tién xa tai chd (I11A/111B) nhung két qua kiém soat tai chd thuong kém va ti
16 sbng con thap.

Xa tri tang phan liéu (CHART) ¢6 ve cai thién két qua song con, nhit 13 khi phm hop
vi hoa tri. Nhiéu nghién citu cai tién k¥ thuat nham ting lidu xa vao budu déng thoi
gidm ddc tinh md chung quanh.

b) Phéi hgp héa va xa tri dong thoi:

Hién tai, héa-xa tr; déng thoi duge khuyén céo nhu mét xir tri tiéu chuén cho bénh
nhén ung thu phm khong té bao nho giai doan 111 (khéng phiu thujt dugce) ¢ chi sb
hoat dong co thé ECOG 0/1 va khong bi giam hcm 3% trong lugng co thé. K¢ thuat
Xa trj bao gdm xa tri mgt phan lidu mdi ngay, tdng lidu 74Gy thudng kém theo két
qua song con thap hon 60Gy. Héa tri kém theo thuong la platin hodc b déi platin vai
cac thubc thé hé III nhu taxane, vinorelbine ... Céc thudc nhim tring dich méi
(cetuximab, gefitinib...) hién chua xac dinh dugec vai tro trong phéi hop véi xa tri.

Mot phan tich gdp cho thiy héa-xa tri dong thoi ¢6 higu qua cai thién ket qua séng
con cho bénh nhan ung thu phm khong té bao nho tién xa tai chd chn yeu nho vao
viée giam ti 1¢ tién trién tai chd tai vimg. ich lgi song con tuyét dbi trong 3 nim la
6%. Tuy nhién hoéa-xa tri dbng thoi ting nguy co ddc tinh viém thuc quan, viém

phdi...
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So d6 x tri ung thw phéi khang té bao nhd tién trién tai ché-tai viing

3.4. Dibu trj giai doan tién trién (tai phat/di ¢iin):

Trong giai doan tién xa, myc dich didu tri la dé giam thiéu triéu chimg lién quan bénh,
cai thi¢n chat lugng cude séng va kéo dai thoi gian séng thém. Phuong phéap diéu trj dac
hi¢u chu yéu dung trong giai doan nay la cac bi¢n phap dleu trj mang tinh toan than bao
gom hoa tri bing cac thudc gay doc t& bao, diéu tri nhim tring dich, diéu tri mién

dich...Céc bién phép xir tri tai chd tai viing nhu phiu thudt, xa tri ciing dugc can nhic 4p
dung tiy tinh hinh cu thé cta timg bénh nhan.

Hudng xir tri ung thu phdi khong té biao nho giai doan tién trién co thé tom tit theo so dd
dudi diy (theo dang mé hoc ung thur biéu mé té bao vay va khéc viy):

So 46 xir tri ung thir phm té bao viy giai doan tién trién:
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Ung thie bidu mo té ¢
__ivéy giai doan tién trién

A
{cmm&w&mi}

trang, bénh phdi
hoo...

O B
(<70, PS 2 hoke
J | >70.PS02
¥

<70, P3 (-1

Foati b8 OB 6 s
plaiin & neciumumab caquplam hoic don
Mk . Chat (46 chuky)

k

4 Bénhtiéniridn

b}, nhdm dich {erotind,
alatinib), mifn dich (pembrotizumaby, nivolurmat)...

{ Didy 1A budc 2: hda tn {docetexal 4 ramucizumab

So dd xi tri ung the phéi loai khong té bao viy giai dogn tién trién
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( Ung thu bleu mb khon? %éy (tuyen)
giai doan tién trien

1
idn dich dic hidu ] EGFR (4}
' ¥
Goftinky
) Edctinb
Afatinib
_ i LOsitmttiné‘)
ﬁiuhi&gﬁmh«: khic{;\ chamsoe | | ;::;ni b6 661] A
p}: h carboplatin
?Rosw Cizobnd, _gamehe | bevacizumab hogc don chd |
cortinid ! .
| Cannhic dibutnduytisau 46 chuky: |
| pometraxed, bevacizumab, edolinib.

L

g Bénh tidn tida )
PS (-2

P53,4

Can nhic didy ti bréc sau.
Ho3 tn pomatrexed, docataxel (& ramucizumab: & nintedenb)

a) Bénh nhan cé dot bién EGFR dang hoat déng:

+ Dasbd cac dot bién gen EGFR & dang hoat d0ng, thuong gép nhét 13 cac dot bién mét
doan exon 19, dot bién diém L85IR,..

«  Didu tri budc mdt o thé chon lua m(;‘)t trong cac thude irc ché EGFR tyrosin kinase
thé hé I hoge 11 gbm:

Gefitinib 250mg/ngay
Erlotinib 150 mg/ngay
Afatinib 40mg/ngay
Osimertinib 80mg/ngay

= Thube duge ding kéo dai cho dén khi bénh tién trien Trong trudmg hop nay bénh
nhan cin dugc xét nghiém tim d6t bién khang thude méc phai T790M qua cac xét
nghiém sinh hoc phén tir. Bénh nhén c6 dot bién T790M cin duge didu tri bing thube
trc ché EGFR tyrosin kinase thé hé III osimertinib.

b) Bénh nhan c¢6 dot bién dang tai sép xép ALK:

Diéu tri bude mét: crizotinib, ceritinib hoic alectinib
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¢) Céc dot bién hidm gap: didu trj theo dich phén tir dic hiéu (phan phy llfé:)i Bénh nhén
khong c6 cac djt bien dich va co ting biéu hi¢u PD L1 >50% c6 thé dugce dicu tr
budc mot voi thude e ché diém kiém sodt mien dich pembrolizumab

d) Bénh nhan khong cé cac dot bién dich:

» Diéu tri dic hidu toan than dua vao héa tri by d6i c6 platin, phan theo hai nhém 1én 1a
ung thu biéu md t€ bao vay va khong vay (phan phu luc).

« Nhom té bao vay khdng st dung pemetrexed, bevacizumab

« Nhom khéng té bao vay cin nhic phdi hop thém bevacizumab vé6i héa tri theo cdc
yéu td ldm sang va hinh anh nhu: budu & vi tri ngoai bién, khong tri¢u chitng ho ra
mau, khong hinh anh pha hiy hang trung tdm, khong xdm lan mach mau iémn.

3.5. Pidu tri cac tinh hudng dic bigt:
a) Di can xwong: xir tri bao gém:
- Diéu trj dic hiéu toan thin

« Diéu tri triéu chimg huéng xuong: acid zoledronic 4mg truyén tinh mach mdi 2 — 4

tuan.
+  Piéu tri ting cudng tai chd: xa tri tai chd hojc dirgc ch At phong xa toan than.

« Céc bién phap phiu thuat thin kinh, chinh hinh nhdm c¢b dinh xwong hodc giai 4p
chén ép thy...

b) Di cin ndo: Xt tri bao gdm:
« Piéu trj dic hiéu toan than
»  Pibu tri tridu chimg: chbng pht ndo, chong dong kinh ...

»  Didu trj tang cuong tai chd: xa phau (dao gamma quay) c6 hogic khong phéi hop xa tri
toan bd ndo (20Gy/5 phén liéu hodc 30Gy/ 10 phén li€u), trong d6 xa tri toan b néo
la quan trong trong tinh hudng di cén ndo nhiéu 6.

4. THEO DOI SAU PIRU TRI: Lich trinh theo d&i va xét nghiém danh gia thay dbi
tuy theo bénh canh 14m sang.

4.1. Giai doan s¢m: theo ddi tai phat, di cin va xir tri cic tic dung phu ciia didu tri (phiu
thudt, xa tri, hoa tri bo trg):

+ Lich trinh: mdi 2 thang/1 ldn trong nim diu, mdi 3 thang/1 l4n trong 2 ndm sau, mdi
6 thang/lan tir ndm thu tu.

« Phuong tién danh gid: kham 1am sang, X quang, chup cit lép vi tinh,...

4.2. Giai doan tién xa tai chd tai vung: theo d6i bénh tién trién, di cin va xir tri cac tac
dung phu ctia diéu tri (phdu thudt, xa tri, héa tri).

« Lich trinh: mdi 2 thang/ ndm d4u, mdi 3 thang/1 1an trong c4c nim sau.
» Phuong tién danh gia: kham 1am sang, X quang, chup cit 16p vi tinh, ...

4.3. Giai doan tién xa, di cin: theo ddi bénh tién tién, di cAn méi va xir tri cac téc dung
phu cua diéu tri (phau thuft, xa tri, hoa tri, dieu tri dich).
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S.

Lich trinh: m&i thang/1 lan trong nim diu, mdi 2 thang/1 1in trong cAc nim sau.
Phuong tién danh gia: kham l4m sang, X quang, chyp cét 16p vi tinh ...
TIEN LUQNG

Cac yéu t6 tién lrgng quan trong gom:

Giai doan: yf’;lu tb tién lugng quan trong nhét. Giai doan I va Il phﬁlrl thuat dugce c6
tién lwong song 5 nam tr 50 ~ 80%, giai dogn III ti 1§ nay giam sudng con tr 20 —
40%. Riéng giai doan IV ti 1¢ s6ng 5 nam rat thap (<5%)

Chi sb hoat dong co thé: c6 ¥ nghia rit quan trong trong giai doan tién xa

Mot s6 yéu td tién lugng xau: sut can (>10% trong lugng co thé trong vong 3 thang)
bach cdu hat tang cao

Yéu t4 sinh hoc phan ti:

- Tién lugng xu: dot bién K-ras, ting biéu hign EGFR (c-erbB-1),VEGF), c-Met
dot bién p53...

- Tién luong tot: dot bién hoat hoa EGFR...

6. TAM SOAT VA DU PHONG

6.2.

Tim soat: Chup cit 16p dién toan xoén 8¢ nang lugng thip (lleu 1,5 mSv so vai &
mSv cho chup cit 16p dién toan 16ng ngyrc thudmg quy) c6 thé dugc sit dung dé
tim sot phat hi¢n sorm cac tdn thmmg nhé & ph01 trén d6i tugng ngudi co nguy
co cao mic ung thur phdi (I6m tudi, tidn cin hat thubc hon 30 géi.nam).

Dy phong: Bién phip phong ngira hiru hiéu nhat |4 phong chdng tac hai cia thudc
1.
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PHU LUC: CAC PHOI HOP PIEU TRI TOAN THAN
UNG THU PHOI KHONG TE BAO NHO

. Héa tri tin b trg hoidc bd tro:

Cisplatin 50 mg/m’® ngay 1 va 8, vinorelbine 25 mg/m’ ngay 1,8, 15, 22; chu ky mbi
28 ngay x 4 chu ky.

Cisplatin 100 mg/m* ngdy 1, vinorelbine 30 mg/m* ngay 1,8, 15, 22; chu ky mbi 28
ngdy x 4 chu ky.

Cisplatin 75-80 mg/nf1 ngiy 1, vinorelbine 25-30 mg/m? ngay 1+8, chu ky mdi 21
ngay x 4 chu ky.

Cisplatin 100 mg/m;1 ngay 1, etoposide 100 mg/m” ngay 1-3; chu ky mdi 28 ngay x 4
chu ky.

Cisplatin 75 mg/m’ ngdy 1, gemcitabine 1250 mg/m? ngay 1, 8; chu ki mdi 21 ngay x
4 chu ky.

Cisplatin 75 mg/m’ ngay 1, docetaxel 75 mg/m® ngay 1; chu ky m&i 18 ngay x 4 chu
ky.

Cisplatin 75 mg/m’ ngay 1, pemetrexed 500 mg/m® ngdy 1; chu ky mdi 18 ngay x 4
chu ky (khong phai t€ bao vay).

Cic phoi hop thay thé cho bénh nhéin dung nap kém cisplatin:

Carboplatin AUC 6 ngay 1, paclitaxel 200 mg/m* ngay 1, chu ky mdi 21 ngay X 4
chu ky.

Carboplatin AUC 5 ngay 1, gemcitabine 1000 mg/m” ngay 1, 8; chu ky mdi 21 ngay
X 4 chu ky.

Carboplatin AUC 5 ngay I, pemetrexed 500 mg/m” ngay 1, chu ky mdi 21 ngay X 4
chu ky (khdng phai té bao véy).

Héa tri phéi hop ddng thoi véi xa tri

Cisplatin 50 mg/m2 ngay 1, 8, 29 va 36; etoposide 50 mg/m2 ngay 1-5, 29-33; phdi
hgp dong thoi vai xa tri.

Cisplatin 100 mg/m2 ngay 1 va 29; vinblastine 5 mg/m2/tudn X 5; phéi hgp dong
thoi véi xa tri.

Carboplatin AUC 5 ngay 1; pemetrexed 500 mg/m2 ngay 1; chu ky mdi 21 ngay X 4
chu ky; phdi hop ddng thoi vai xa tri (khong té bao vay).

Cisplatin 75 mg/m2 ngay 1; pcmetrexed 500 mg/m2 ngay 1; chu ky mdi 21 ngay X 3
chu ky; phéi hop ddng thoi véi xa tri (khéng té bao vay).(x duy tri thém 4 chu ky
pemetrexed 500 mg/m2).
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Paclitaxel 45-50 mg/m2 mdi tuan, carboplatin AUC 2, phéi hop dong thoi vai xa tri
(khong té bao véy).{¢ duy tri thém 2 chu k¥ paclitaxel 200 mg/m2 va carboplatin

AUC 6).

3. Héa trj cing cb sau héa-xa tri ddng thoi (giai doan 111, khong tién trién bénh sau 2
chu k¥ héa-xa trj dong thai)
« Durvalumab 10 mg/kg IV mdi 2 tudn cho dén 12 thang.
4. Pitu trj toan thin giai doan tién xa (tai phat/di ciin)
4.1. Ditu trj theo cac dich djc hidu
Buéc mot Buwoc sau
« D¢t bién EGFR dang - Afatinib - Osimertinib
hoat djng - Erlotinib
- Gefitinib
- Osimertinib
« Tdisdp xép ALK - Alectinib - Alectinib
- Ceritinib - Brigatinib
- Crizotinib - Ceritinib
e Tai sip xép ROS! - Ceritinib .
- _ Crizotinib
« Dt bién V6OOE - Dabrafenib/Trametinib | - Dabrafenib/Trametinib
»  Tdng biéu hi¢n PD-L1 - Pembrolizumab - Atezolizumab
- Nivolumab
- Pembrolizumab

4.2. Hoa trj

Ung thir biéu md tuyén, ung thir biéu md té bao lém, ung thur biéu md khong xép loai
(thé trang tot)

Bevacizumab/carboplatin/paclitaxel
Bevacizumab/carboplatin/pemetrexed
Bevacizumab/cisplatin/pemetrexed
Carboplatin/albumin-bound paclitaxel
Carboplatin/docetaxel
Carboplatin/etoposide
Carboplatin/gemcitabine
Carboplatin/paclitaxel

Carboplatin/pemetrexed
Cisplatin/docetaxel
Cisplatin/etoposide
Cisplatin/gemcitabine
Cisplatin/paclitaxel
Cisplatin/pemetrexed
Gemcitabine/docetaxel
Gemgitabine/vinorelbine

Pembrolizumab/carboplatin/pemetrexed
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Ung thr biéu mé tuyén, ung thir biéu md té bao 16m, ung thir biéu mé khdng xép loai

(thé trang kém)

* Albumin-bound paclitaxel » Carboplatin/pemetrexed
» Carboplatin/albumin-bound paclitaxel |+ Docetaxel

» Carboplatin/docetaxel » Gemcitabine

» Carboplatin/etoposide * Gemcitabine/docetaxel

» Carboplatin/gemcitabine » Gemcitabine/vinorelbinepaclitaxel
+ Carboplatin/paclitaxel +  Pemetrexed

Ung thw biéu mé té bio vy (thé trang tbt)

» Carboplatin/albumin-bound paclitaxel |+ Cisplatin/etoposide

+ Carboplatin/docetaxel » Cisplatin/gemcitabine

* Curboplatin/gemcitabine « Cisplatin/paclitaxcl

» Carboplatin/paclitaxel » Gemcitabine/docetaxel

» Cisplatin/docetaxel * Gemcitabine/vinorelbine

Ung thw biéu mb té bio véy (thé trang kém)

Albumin-bound paclitaxel
Carboplatin/albumin-bound paclitaxel
Carboplatin/docetaxel
Carboplatin/etoposide
Carboplatin/gemcitabine
Carboplatin/paclitaxel

Docetaxel

Gemcitabne
Gemcitabine/docetaxel
Gemcitabine/vinorelbine

Paclitaxel
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