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DANH MUC CHU VIET TAT

Chir viét tat Giai nghia

ACTH Adrenocorticotropic Hormone (Hormone kich thich tuyén thuong
than)

AIS Adenocarcinoma in situ (Ung thu biéu mé tuyén tai chd)

AJCC American Joint Committee on Cancer (Uy ban Ung thu Hoa K¥)

ALK Anaplastic Lymphoma Kinase

ASR Age-Standardized Rate (Ty 18 chuén theo tudi)

AUC Area Under the Curve (Di¢n tich dudi duong cong)

BRAF B-Rapidly Accelerated Fibrosarcoma

CEA Carcinoembryonic Antigen (Khang nguyén ung thu biéu mé phoi)

CLVT Chup cat 16p vi tinh

COPD Chronic Obstructive Pulmonary Disease (Bénh phdi tic nghén man
tinh)

CT Computed Tomography (Chup cit 16p vi tinh)

DFS Disease-Free Survival (Thoi gian song thém khong bénh)

DNA Deoxyribonucleic Acid

EBUS Endobronchial Ultrasound (Siéu 4m qua ndi soi phé quén)

ECOG Eastern Cooperative Oncology Group

EFS Event-Free Survival (Thoi gian song thém khong co bién cd)

EGFR Epidermal Growth Factor Receptor (Thu thé yéu t6 ting trudng biéu
bi)

ERBB2/HER2 Human Epidermal Growth Factor Receptor 2 (Thuy thé yéu to ting
trudng biéu bi ngudi 2)

ESMO European Society for Medical Oncology

EUS Endoscopic Ultrasound (Si€u d&m qua ndi soi)

FDG Fluorodeoxyglucose

FFPE Formalin-Fixed Paraffin-Embedded (Mau mé c6 dinh formalin, duc
paraffin)

FISH Fluorescence In Situ Hybridization (K¥ thuat lai huynh quang tai
cho)

FNA Fine Needle Aspiration (Choc hut bang kim nho)

HMMD Héa mo mién dich (Immunohistochemistry)

HPV Human Papillomavirus (Vi rat sinh u nht & nguoi)

HR Hazard Ratio (Ty sd nguy hai)

IARC International Agency for Research on Cancer (Co quan Nghién ctiru
Ung thu Qudc té)

TASLC International Association for the Study of Lung Cancer (Hi€p ho1
Nghién ctru Ung thu Phdi Quéc )

THC Immunohistochemistry (Héa mé mién dich)

IGRT Image-Guided Radiation Therapy (Xa tri dinh hudng hinh dnh)

IMRT Intensity-Modulated Radiation Therapy (Xa tri cudng do diéu bién)

KRAS Kirsten Rat Sarcoma Viral Oncogene Homolog

LDCT Low-Dose Computed Tomography (Chup cat 16p vi tinh liéu thap)

MET Mesenchymal-Epithelial Transition Factor

MPR Major Pathologic Response (Panh gia dap ting phan 1én)

MRI Magnetic Resonance Imaging (Chup cong hudng tir)
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NCCN National Comprehensive Cancer Network

NGS Next-Generation Sequencing (Giai trinh tu gen thé hé méi)

NSE Neuron-Specific Enolase (Enolase dic hiéu than kinh)

NTRK Neurotrophic Tyrosine Receptor Kinase

OS Overall Survival (Thoi gian sdng thém toan bo)

pCR Pathologic Complete Response (Pap g hoan toan trén giai phau
bénh)

PCR Polymerase Chain Reaction (Phan ting chudi polymerase)

PD-1 Programmed Death-1

PD-L1 Programmed Death-Ligand 1

PET/CT Positron Emission Tomography/Computed Tomography (Chup cat
16p vi tinh phat xa positron)

PFS Progression-Free Survival (Thoi gian séng thém khong tién trién)

PS Performance Status (Thé trang)

RATS Robot-Assisted Thoracoscopic Surgery (Phau thuat 16ng nguc hd trg
robot)

RET Rearranged during Transfection

ROS1 ROS Proto-Oncogene 1

SBRT Stereotactic Body Radiation Therapy (Xa tri dinh vi than)

SIADH Syndrome of Inappropriate Antidiuretic Hormone (Hoi chiing tiét
hormon chdng bai niéu khong phu hop)

SRS Stereotactic Radiosurgery (Phau thuat xa dinh vi)

STAS Spread Through Air Spaces (Lan rong qua cac khoang khi)

TKI Tyrosine Kinase Inhibitor (Chét (rc ché Tyrosine Kinase)

TPS Tumor Proportion Score

UTBM Ung thu biéu md

UTPKTBN Ung thu phoi khong té bao nho (Non-small cell lung cancer)

VAM Video-Assisted Mediastinoscopy (N§i soi trung that hd tro video)

VATS Video-Assisted Thoracoscopic Surgery (Phau thuét ndi soi 1ong
nguc)

VMAT Volumetric Modulated Arc Therapy (Xa trj diéu bién liéu theo thé
tich hinh cung)

WHO World Health Organization (T6 chirc Y té Thé gidi)




HUONG DAN

CHAN POAN VA PIEU TRI UNG THU PHOI KHONG TE BAO NHO (UTPKTBN)
(Ban hanh kém theo Quyét dinh so .../QP-BYT ngay thang nam 2026 ciia Bé truéng Bo Y té)
1. PAI CUONG

Ung thu phoi 1 mt trong nhitng bénh 1y ac tinh pho bién nhat va 1a nguyén nhan giy tir vong
hang dau do ung thu ¢ pham vi toan cau. Theo dit liéu cap nhat tt GLOBOCAN 2022, tai Viét
Nam, ung thu phdi dimg hang tht ba vé ty 16 mic (chi sau ung thu v va ung thu gan) voi ty 16
mic chudn theo tudi (ASR) & ca hai gi6i 1a xap xi 24,6 trén 100.000 dan. Bénh c6 sy khéac biét
13 rét vé gidi, thudng gip hon ¢ nam gidi, voi ASR 1 41,4 & nam va 12,4 & nit gi¢i. Udc tinh
mdi nam c6 khoang 24.400 truong hop mdi mic va 1 nguyén nhan giy tr vong hang dau do
ung thu, véi khodng 22.600 bénh nhan tir vong.

Ung thu phdi duoc chia thanh hai loai chinh 13 ung thu phdi té bao nho (small cell lung cancer):
chiém khoang 10 - 15% va ung thu phdi khong té bao nho (non-small cell lung cancer): chiém
khoang 85%.

2. NGUYEN NHAN VA YEU TO NGUY CO

Ung thu phdi khong té bao nhé (UTPKTBN) duoc gy ra boéi nhidu nguyén nhan va yéu to
nguy co:

- Hut thudc 14 (nguy co quan trong nhét)

+ Udc tinh 80-90% céc truong hop ung thu phdi c¢6 lién quan dén thude 1a, hay gip hon
trén nhom ung thu biéu mo vay.

+ Hut thudc chii dong: Nguy co ting theo thoi gian va sb luong thude 14 (bao-nim). Ngudi
hat thude 14 nang co nguy co méc ung thu phdi gap 15 — 30 1an ngudi khong hut thude.

+ Hat thudce thy dong: Phoi nhidém lau dai voi khéi thude 1am ting nguy co méc ung thu
phéi 1én khoang 20 — 30% & nguoi khong hat thude

- Phoi nhiém méi trudong va nghé nghiép

+ Khi radon: La nguyén nhan gy ung thu phéi phd bién thir hai. Radon 1a khi phong xa
tu nhién, khong mau, khong mui, c6 thé tich tu trong nha o, ddc biét 1a ¢ ting ham hodc
cac khu vuc kém thong gio, 1am ting nguy co méc ung thu phoi.

+ Amiang: Tiép xtc amiing 1a yéu té nguy co lién quan dén ung thu phdi va u trung biéu
mo c tinh. Nguoi hiit thude dong thoi tiép xic véi amiang c6 thé lam ting nguy co mic
ung thu 1én gap nhiéu lan.

+ O nhiém khong khi: Phoi nhiém lau dai véi bui min (PMz.s) va khi thai giao thong/cong
nghiép dugc phan loai la chat giy ung thu nhém 1 theo IARC va lam ting nguy co méc

ung thu phoi khong té bao nho, dic biét 1a ung thu biéu mo tuyén.
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+ Tiép xuc nghé nghiép voi cic kim loai ning (Crom, Niken, Asen) va khi thai Diesel

cling 1a yéu t6 nguy co mac ung thu phoi.
- Yéu t6 di truyén va tién sir bénh ly
+ Bénh ph6i man tinh: Tién st mac bénh phoi tac nghén man tinh (COPD), xo phoi va
cac ton thuong phoi do lao 1a nhitng yéu té nguy co ctia ung thu phoi.
+ Tién str xa tri vao ving nguc ¢ nhirg bénh nhan di dugc diéu tri ung thu khac (nhu ung
thu v, u lympho Hodgkin, Thymoma). Nguy co mic ung thu phdi ting theo liéu xa
tich lily va tang theo thoi gian sau xa tri (nguy co bat dau ting 16 rét sau 5 — 10 nim).
+ Tién sir gia dinh c6 nguoi than (bac 1) mac ung thu phdi co thé 1am ting nguy co.
+ Mot s6 dot bién gen trén té bao dong mam (Germline) hiém gip (vi du dot bién p53
hodc EGFR T790M) c6 lién quan dén ting nguy co mac ung thu phoi.
- Nhiém khuédn: Vi rat sinh u nht & nguoi - Human Papillomavirus (HPV): mbi lién hé véi
ung thu phdi ciia HPV van con dang tranh cdi. Sy hién dién cia HPV (dic biét 1a type 16/18)
c6 thé dugc thay trong mot ty 1é nhat dinh cac ca ung thu phdi, dic biét 1a ung thu biéu mé vay
& bénh nhan khong hut thude, nhung co ché gay bénh chua o rang.
Ty 1é tir vong do ung thu phdi cao 1a do bénh thuong duge chan doan vao giai doan tién xa. Do
do, viéc ting cuong hiéu qua hoat dong tAm soat va phat hién sém ung thu phdi 1a quan trong
dé cai thién tién lugng séng. Phuong phap duy nhét duogc cac to chire y té 16n trén thé gidi chap
thuan 1a chup cit 16p vi tinh 10ng nguc liéu thap (LDCT) cho cac d6i twong nguy co cao, vi di
dugc chimg minh lam giam dang ké ty 1¢ tr vong do ung thu phoi.
3. CHAN POAN
3.1. Lam sang

Biéu hién 1am sang tuy thudc vao vi tri va mutc d6 lan rong ctia ton thuong. Trong giai
doan dau ton thuong con khu tra, bénh nhan thuong khong c6 triéu chimg 1am sang dic hiéu va
dugc chan doan qua tam so4t hodc phat hién tinh ¢ qua chan doan hinh anh. Cac triéu ching
va dau hiéu 1am sang thuong dugc phan thanh ba nhéom: triéu chung tai chd tai vung, tri¢u
chirng do di can xa va cac hoi chung can ung thu.
a) Cac triéu chimg do xam l4n tai chd, tai ving: lién quan dén tic nghén dudng ho hép, kich
thich niém mac, boi nhiém, thAm nhiém nhu mé phéi, va xam lan cac ciu trac xung quanh nhu
mang phoi, thanh nguc, mach mau 16n va céc tang trung that. Cac triéu ching thudong gip bao
gom:

- Ho: gip trong khoang 80% bénh nhan, thuong thay thay dbi vé tan suat va mirc do trén
nguoi hat thudc, c6 thé ho khan hodc kém theo khac dom.

- Horamau



Kho tho

Viém phoi tai di€n mét vi tri

Tran dich mang phdi
- Daunguc

- Pau vai, tay (hdi chting Pancoast-Tobias): do u xdm 1an dam rdi than kinh canh tay

Hoi ching Horner (sup mi, co ddng tir, khong ra md hoi nira mit) do u chén ép than

kinh giao cam c0.

Tri¢u ching do chén ép khac: kho nuét, khan tiéng, héi chung chén ép tinh mach chu
trén...
b) Céc triéu chimg do di can xa nhu di cin ndo, xuwong, chén ép tay song...

- Di can ndo: dau dau, chong mat, budn non, non, rdi loan nhan thirc, van dong, tricu
chung than kinh khu trd, co giat...

- Di can xuong: dau, giéi han van dong, cam giac, gdy xuong bénh ly...

Chen ép tiy song: té, yéu, mat van dong chi, roi loan co tron...

Di can gan: dau tirc ha suon phai, vang da...

- Da, phﬁn mém: ton thuong dang cuc chéc, khong dau, tdng sinh mach
¢) Cac hoi chirng can ung thu:

- Khong dac hi¢u: sut can (c6 hoac khong kem chan an)

Hoi chimg ting tiét hormon chdng bai niéu (SIADH: Syndrome of Inappropriate

Antidiuretic Hormone Secretion)

Hoi chimg ting tiét ACTH

Hoi ching Lambert-Eaton
Hoi chimg phi dai xuong khép do phoi

Ho6i chung Carcinoid

Céc hoi chimg huyét hoc hiém gip khac nhu thiéu méu, ting bach cau ...
3.2. Cén 1am sang: gitp chan doan xac dinh, chan doan phan biét va chan doan giai doan
a) Chan doan hinh anh
- X quang nguc thang, nghiéng: Phat hién cac ton thuong dang dam mo, khoi — not bat
thuong, hinh anh tran dich mang phoi. Gitp xac dinh vi tri, hinh thai, kich thudc ton
thuong.
- Siéu am.
- Chup cit 16p vi tinh nguc, bung, chau: dong vai tro rat quan trong trong chan doan ung
thu phdi, cho phép danh gia hinh anh khdi u va hach ving, xac dinh chinh xac vi tri,

kich thudc va muc d6 lan rong ton thuong. Ngoai ra chup cat 16p vi tinh con gitip dénh
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gia cac ton thuong di cin xa ngoai 1ong nguc.

- Chup cong hudng tir (MRI) ndo/ CT so ndo co tiém thude: Danh gid tinh trang di can
ndo, mang nao, xuong sQ, cac ton thuong di can nao vé s luong, kich thudce, muc do
phul ndo hodc chén ép céc to chirc xung quanh.

- Xa hinh xwong: danh gia cac ton thuong di can xuwong.

- Chup PET/CT toan than khi can: 1a phuong phap chup toan dién giup danh gia dugc ton
thuong ung thu nguyén phat, hach di cin va céc ton thuong di cin xa.

b) Céc chét chi diém u (d4u hiéu sinh hoc u): gitip chin doan u nguyén phat tai phéi hay chan
doan phan biét u di can tur vi tri khéc.
- Céc chét chi diém u phuc vu chan doan va theo ddi :

+ SCC

+ CEA

+ Cyfra21-1

+ ProGRP, NSE...

- Céc chat chi diém u giup chan doan phan biét di can phoi: CA 125, CA 15-3, CA 19-9, PSA,...

¢) Cac phuong phép 1ay bénh pham xac dinh chan doan giai phiu bénh:

- N6i soi phé quan: Giup quan sét truc tiép ton thuong, xac dinh vi tri, hinh thai tén thuong:
thudng gap thé sui va chit hep phé quan. Qua ndi soi ¢ thé tién hanh chai rira té bao phé quan,

sinh thi€t u qua noi soi.

- Choc hiit chan doén té bao hodc sinh thiét u, hach trung that dudi huéng din siéu 4m qua ndi
soi (EBUS: Endobronchial Ultrasound; EUS: Endoscopic Ultrasound). Bay la phuong phép
dugc khuyén co wu tién trong cac trudng hop can xac dinh chinh xac hach N2 trudc phau thuat

hodc giup chan doan giai phdu bénh cac trudng hop ton thuong u phdi thé trung tam.

- Choc hiit chan doén té bao hodc sinh thiét 18i kim (core biopsy) u hodc ton thuong di can (truc

tiép hay dudi hudng dan siéu 4m hodc cit 16p vi tinh)

- Cat u hodc sinh thiét qua phau thuat mé hodc ndi soi 16ng nguc hodc trung thit (VATS: video-
assisted thoracoscopy; VAM: video-assisted mediastinoscopy)

- Té bao hoc, cell block dich mang phéi, mang tim: Néu bénh nhan c6 tran dich mang phéi hoac
mang tim, choc hut dich dé lam xét nghiém té bao hoc la mot thu thuat don gian va it xam lan.
Do nhay cua xét nghiém té bao hoc don thuan chi khoang 60%. Tuy nhién, khi két hop voi viéc
1am khéi té bao (cell block) va thyc hién héa mé mién dich, do nhay chan doan co thé tang lén

dang ké, dat trén 80-90%.



d) Chan doan Té bao hoc - M6 bénh hoc - Sinh hoc phan tir
Chén doan té bao hoc:
- Bénh phém té bao hoc:

+ Bénh pham qua soi phé quan: rira phé quan, rira phé quan-phé nang, chai phé quan, choc hut

xuyén phé quan dudi hudéng dan siéu 4m (EBUS).

+ Bénh pham tir cac dich khoang co thé: dich mang phoi, dich mang tim, dich mang bung, dich

ndo tuy.

+ Dich choc hut béng kim nhé (FNA): choc hut hach béng kim nho, choc hut mé mém, choc

hut cac ton thuong di cin bang kim nho...
+ Bénh pham dom.
- Chén doan té bao hoc: giup phat hién cac té bao 4c tinh

+ C6 thé chan doan ung thu khi khéng c6 mau sinh thiét mo dic biét hiru ich khi mé nam sau,

& vi tri kho sinh thiét hodc bénh nhan khong chiu dugc thu thuat xam lan.

+ DPinh huéng mo6 bénh hoc, cell block cung cép vat liéu cho xét nghiém mo6 bénh hoc, hoa mo

mién dich, sinh hoc phan tir.
Chén doan md bénh hoc
- Bénh pham mé bénh hoc:

+ Bénh pham qua soi phé quan: sinh thiét phé quan, sinh thiét xuyén phé quan, sinh thiét dudi

hudng dan siéu 4m ndi phé quan (EBUS).

+ Bénh pham sinh thiét u phdi hay sinh thiét phdi-mang phoi dudi huéng dan cua cit 16p vi

tinh.

+ Bénh pham qua phau thuat 16ng nguc: phau thuat nguc hd, phau thuat qua noi soi 10ng nguec,

noi soi trung tht.

+ Bénh pham qua sinh thiét mang phdi: sinh thiét mang phdi bang kim (kim Abrams, kim

Castelain...), sinh thiét mang phdi qua néi soi.

+ Bénh pham sinh thiét cic ton thuong di cin: hach lympho, mé mém thanh ngyc, mé mém

dudi da, mé xuong...

+ Pic khdi té bao (cell block): dich mang phdi, dich mang tim.



- Chén doan md bénh hoc: giup chin doan xac dinh va phan loai m6 bénh hoc, d0 mo6 hoc

UTPKTBN.

+ Nguyén tic chan doan giai phiu bénh: Xac dinh ung thu phdi nhom khong té bao nho hay
nhom té bao nho, trong nhom khong t& bao nho quan trong xac dinh ung thu vay hay khong
vay.

+ Nguyén tic sir dung héa moé mién dich (HMMD) trong viéc xac dinh UTPKTBN nhoém
UTBM tuyén hay UTBM vay dua vao nhuém HMMD truc tiép cha yéu dung ddu an TTF1
(Napsin A), p40 (p63). Trén cac bénh phim sinh thiét nho, han ché ti da chan doan
UTBMKTBN tip khong dac biét (Not otherwise specified Carcinoma- Carcinoma NOS).

Phuong phap nhuém HMMD dé diéu trj dich va mién dich (ALK D5F3, ROS1, PD-L1, MMR,
CTLA-4,..)

Ngoai str dung dé dinh tip, diéu tri dich va mién dich, HMMD con gitup xac dinh ngudn gdc
phoi, phan biét v6i cac co quan khac di can dén phoi. Vi du mot s6 dau an: NKX3.1, CK20,
CDX2, WTI, D2-40, Calretinin. ..

Chén doan sinh hoc phén tir:

* Bénh phém sinh hoc phan tir: Cac k¥ thuat chan doan sinh hoc phan tur thyc hién dugc trén
cac mau bénh phém mo bénh hoc (FFPE), mau mo twoi, va cell block/té bao hoc. Céc gen duogc
chan doéan trong UTPKTBN nhu EGFR, ALK, ROSI, BRAF, HER2, MET, PIK3CA, KRAS,
NRAS, RET, NTRK1/2/3, NRGI,...

Ngoai ra, xét nghiém sinh hoc phan tir con thuc hién dugc trén mau bénh pham mau mau (huyét
tuong) chu yéu dé phat hién cac dot bién EGFR mic phai hay tht phat sau khi dugc diéu tri cac
thude khang tyrosine kinase (TKIs), trong d6 quan trong nhét 1a dot bién 7790M tai exon 20

ctia gen EGFR. MAu mau (huyét tuong) ciing phat hién dugc cic gen con lai.

Tuy nhién do nhay ctia mau mau thap hon mau mo, c6 thé am tinh gia. Trong mot sé truong
hop mau bénh pham mo bénh hoc hay té bao hoc khong du s6 lugng té bao dé chan doan sinh

hoc phan tir, ¢6 thé ding mau bénh pham huyét twong dé chan doan dot bién cac gen.

« Cac loai k¥ thuat dang dugc sir dung trong chan doan sinh hoc phéan tir UTPKTBN: Giai trinh
tu gen truc tiép, PCR, Real-time PCR, Multiplex Real-time PCR, Reverse transcription
multiplex Real-time PCR, ddPCR (PCR k¥ thuat sb vi giot), Giai trinh ty gen chon loc:
Pyrosequencing, Giai trinh tu gen thé hé méi: Next-Generation Sequencing (NGS),... Mot s6
gen phét hién bang ky thuét lai tai chd mién dich huynh quang (FISH) hoic nhuom HMMD.
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* Cac ung dung cua xét nghiém sinh hoc phan tu:

- Xét nghiém chan doan dot bién gen EGFR: str dung bang nhiéu phuong phap nhu giai trinh
tu gen truc tiép Sanger, k¥ thudt Real-time PCR, k¥ thuat PCR ky thuat 30, gidi trinh tuy gen

chon loc Pyrosequencing, gidi trinh tur gen thé hé moi...

- Xét nghiém chan doan cac biéu hién tai sip xép gen ALK: chu yéu dung k¥ thuat FISH, k¥
thuat HMMD, NGS, Real-time PCR,... Phuong phap HMMD da dugc FDA phé duyét cho dong
khang thé ALK(D5F3) Ventana.

- Xét nghiém dung hop gen ROS1: Xét nghiém FISH, IHC, NGS va Real-time PCR...
- Xét nghiém dot bién gen BRAF: Sir dung phuong phap Real-time PCR, NGS...

- Xét nghiém dung hop gen NRG1: Xét nghiém NGS trén nén tang RNA, FISH va sau d6 can
xac nhan lai béng NGS...

- Xét nghiém dot bién gen KRAS: NGS va Real-time PCR 1a nhirng phuong phép str dung phd
bién nhat dé kiém tra tinh trang dot bién KRAS...

- Xét nghiém dot bién gen MET exon 14 skipping: Str dung NGS trén nén tang RNA 1a phuong
phap chinh, ngoai ra dung Real-time PCR...

- Xét nghiém dung hop gen RET: c6 thé sit dung lai huynh quang tai chd (FISH) véi dau do
tach roi, xét nghiém Real-time PCR phién ma nguoc (Real-time reverse-transcriptase PCR)

duoc st dung hoac st dung NGS dua trén RNA uu tién hon NGS dya trén DNA...

- Xét nghiém dot bién ERBB2/HER?: K¥ thuat PCR hodc NGS...

- Xét nghiém HER?2 protein overexpression: st dung IHC...

- Xét nghiém HGFR (muc do biéu hién protein HGFR — thu thé yéu t6 ting trudng té bao gan)
(MET) HMMD 1la phuong phéap phat hién HGFR (MET) protein expression, khang thé dong
SP4,...

- Xét nghiém dung hop gen NTRK1/2/3: ¢6 nhiéu phuong phap xét nghiém: FISH, IHC, PCR,
NGS...

- Xét nghiém chan doan mirc d6 boc 16 cac diém kiém soat mién dich PD-1/PD-L1 dé dinh
hudéng diéu tri mién dich: sir dung k¥ thuat hoa mo mién dich v&i cac dau 4n sinh hoc dic hiéu.
- Xét nghi¢m chin doén cac loai dot bién gen khac: NRAS, MTOR, MEK1/MAP2KI, FGFR I-
4, AKTI, RITI, NF1, PIK3CA, TSC1, TSC2, KIT, PDGFRA, DDR?2,...
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- Xét nghiém SHPT va mién dich theo giai doan bénh:

Giai doan I, I va giai doan III c6 thé phﬁu thuat: xét nghiém mot s6 d4u 4n sinh hoc nhu EGFR,
ALK, PD-L1... trén mau phau thut hodc mau sinh thiét truéc phau thuat,... cung cip thong tin

lam co sé diéu tri bd trg, tn bd tro/chu phau.

Giai doan III khong thé phau thuat va giai doan IV: xét nghiém cac déu 4n sinh hoc nhu EGFR,
ALK, ROSI, BRAF, KRAS G12C, NTRK1/2/3, MET, RET, HER2, NRG1, PD-L1,... Nén xét
nghiém panel da gen, néu khong du co s¢ danh gia panel da gen c6 thé xét nghiém don gen;
thuc hién trén cac mau sinh thiét, cell block/té bao hoc, mau huyét tuong... nham cung cép

thong tin 1am co s¢ di€u tri cung co sau hoa xa tri hodc li¢u phap diéu tri dich, mién dich.

Cac nguyén tic xét nghiém sinh hoc phan tir va diu 4n sinh hoc
- Uu tién xét nghiém “panel rong” hay nhiéu gen bang multiplex realtime PCR, NGS... dé ting
ty 1& phat hién dich diéu tri.

- Cac loai dot bién co thé xac dinh trong xét nghiém don 1¢ (individual assays) hodc xét nghiém
két hop (Combination of assays). Phuong phap xét nghiém panel da gen (Multigen panel testing
— MGPT) sir dung hiéu qua trén mau mo sinh thiét nho, dong thoi toi da hoa thong tin gen chan
doan. Xét nghiém da gen dugc wu tién va nhanh trong mot sd trudng hop duge xét nghiém dé

theo doi bénh nhan.

- Pé tiét kiém bénh pham nén lam xét nghiém dong thdi mé bénh hoc, HMMD, SHPT. Vi du
lam déng thoi EGFR, ALK, PD-L1... cac lat cit s& dugc thuc hién cung mot lac.

- Khi bénh tién trién trong luc dang diéu tri dich, thuc hién sinh thiét lai néu phu hop, dé danh

gia chuyén dang mé hoc va tim co ché khang méi: EGFR T790M, EGFR C7978, ...

- Can nhic cac du an sinh hoc méi ndi trong bdi canh phit hop: MET khuéch dai (amplification)
& murc d6 cao va dot bién FGFR dé mo rong lua chon diéu tri khi khéng thudc hoac sang loc
vao thr nghiém 1am sang.

- Xét nghiém sinh hoc phan tir khong chi ¢6 vai tro trong didu tri dich ma con c6 ¥ nghia va
hiéu qua trong tu van di truyén.

Cic hinh thai mé hoc trong ung thw phoi khong té bao nhé:

- Phan loai m6 hoc UTPKTBN dua vao phan loai cua T chitc Y té thé gidi cdp nhat nht. Hién
nay ap dung phan loai nam 2021 (WHO 2021). Theo d6 UTPKTBN c6 céac loai m6 hoc quan

trong:
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+ Ung thu biéu mo tuyén (Adenocarcinoma) véi cac phan nhom mé hoc can chu y: ung thu
biéu mo tuyén tai chd (AIS: Adenocarcinoma in situ); ung thu biéu mé tuyén xam 1an tdi thiéu
(Minimally invasive adenocarcinoma); ung thu biéu moé tuyén xam nhap (Invasive
adenocarcinoma) c6 cac tip:

e Ung thu biéu mo tuyén xam nhap ché nhay (Invasive mucinous adenocarcinoma).

e Ung thu biéu md tuyén xadm nhdp khong ché nhiy (Invasive non-mucinous
adenocarcinoma) bao gdm cac duéi tip: 16t vach (lepidic), nang (acinar), nha (papillary) , vi
nhu (micropapillary), dac (solid).

e Ung thu biéu mé tuyén tip keo.

e Ung thu biéu mé tuyén tip rudt.

e Ung thu biéu mo tuyén tip bao thai.

+ Ung thu biéu mé té bao vay (Squamous cell carcinoma) gdm 2 nhém:

Ung thu biéu mo té bao vay

Ung thu biéu mé lympho-biéu mo
+ Ung thu biéu mé té bao 16n (Large cell carcinoma)

+ Ung thu biéu mé tuyén-vay (Adenosquamous carcinoma)

+ Ung thu biéu md dang sarcoma (Sarcomatoid carcinoma).
e Pleomorphic carcinoma (Giant cell carcinoma, Spindle cell carcinoma).
e Pulmonary blastoma.
e Carcinosarcoma.
+ Cac u biéu mo khac
e NUT carcinoma cua phoi.
e U khong biét hoa thiéu SMARCA4 & nguc.
+ Cac u kiéu tuyén nudc bot (UTBM dang tuyén nang, UTBM co biéu mo- biéu mo, UTBM
dang biéu bi nhay, UTBM té bao sang hyalin hoa, UTBM co biéu mo).
- Xéc dinh tip m6 bénh hoc.
- Panh gia d6 mo hoc cia UTBM tuyén xam nhap khong ché nhdy trén bénh pham sinh thiét,
phau thuat.

- Bénh pham phau thuét véi myc dich:
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+ Xac dinh thong tin dé phan giai doan bénh theo khuyén nghi ciia Uy ban Ung thu Hoa Ky
(AJCC), bao gdm kich thudc u, mic do xam 14n, danh gia dién phau thuat va sy c6 hay khong

di can hach.

+ Panh gi tinh trang: xdm nhdp mach, u lan rong qua cac khoang khi (STAS), xam l4n 14 tang
mang phoi.

+ Panh gia dap tng phan 16n trén giai phau bénh (major pathologic response - MPR) hodc dap
g hoan toan trén giai phau bénh (pathologic complete response - pCR) theo Hoi nghién ctru
ung thu phoi qudc té (IASLC) & cac bénh pham phau thuat sau diéu tri tAn b tro (trir nhimg
truong hop chi bang diéu tri hoa tri).

- NCCN khong khuyén cao lya chon phuong phép xét nghiém PCR hay NGS... cho d6i twong
cu thé. Chi can co s& xét nghiém co trang thiét bi va hoa chét dat tiéu chuén thi co thé sir dung

bat ky phuong phép san co.

So @6 1: cac phwong phap thwong ding xét nghiém cac gen trong UTPKTBN

Ung thwr phdi khong té
bao nhé
Xét nghiém da gen Xét nghiém don gen
Xét nghiém PCR/Realtime
Multiplex Xét nghiém PCR vi cic bién FISH HMMD
Realtime PCR NGS thé (dd PCR...) | | VD:gendLK, VD: gen ALK,
VD: Panel ALK, ROSI, VD: gen EGFR, KRAS, ROSI, RET. ROSI, HER2,...
RET, MET,... NRAS..
Targeteél panel Giii trinh tw Giii trinh ty
VD: gen EGFR, ALK, a
ROS1, KRAS, toan b§ exome toan b hé gen
PIK3CA.. (WES) (WGS)

Luu y: C6 thé lam tieng pheong phdp hode két hop cac phwong phdp.
Trudng hop xét nghiém don gen EGFR c6 thé theo cac so do dudi day:

So d6 2: chin doan ddt bién EGFR trong UTPKTBN
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Chén doan giai phAu bénh
UTPKTBN

Xét nghiém dét bién EGFR
(MAu mé bénh hoc, cell block va
té bao hoc)

Phat hién dot bién EGFR | Xét nghiém dot bién EGFR khong Khéng phat hién dot bién EGFR
thyre hién duge do khong du sb
lrgng té bao

Xét nghiém dot bién EGFR véi
méu huyét twong (ctDNA)

BN du diéu kién dé didu trj véi Phat hién dot bién EGFR BN khéng du diéu kién dé diéu
EGFR-TKI tri véi EGFR-TKI

So db 3: xét nghiém chan doan dt bién 7790M trong UTPKTBN tién trién sau sir dung
TKI thé hé 1, 2.

UTPKTBN tién trién sau didu tri thuc TKI thé hé 1, II
Chon 1 trong 2 cich tiép can

/\

‘ Xét nghiém x4ac dinh dot bién EGFR T790M trén miu Xét nghiém x4ac dinh dot bién EGFR T790M ‘

méb (sinh thiét lai) / cell block/ miu té& bao hoc trén méu huyét twong

T N\

Khéng phat hién dét bién Phét hién dot bién EGFR Khéng phat hién dot bién
EGFR T790M T790M EGFR T790M

|

Xét nghiém lai trén miu mé (sinh
thiét 1ai) /cell block /mAu té bao hoc

N

Phat hién dét bién Khéng phat hién dot
EGFR T790M bién EGFR T790M

e

Bénh nhan du didu kién diéu tri
véi EGFR-TKI thé hé 3

Bénh nhan khéng du didu kién dé
didu tri véi EGFR-TKI thé hé 3

Bénh nhan khéng da diéu kién dé
didu tri v&i EGFR-TKI thé hé 3

Bang 1: Cac dong PD-L1 va cic tinh diém cho diéu tri mién dich

Khang thé PD-L1 Hé théng may nhuém Céc tri s6 tinh diém biéu hién TPS PD-L1
28.8 \Dako Autostainer Link 48 > 1%, > 5%
22C3 pharmDx \Dako Autostainer Link 48 > 1%, > 50%
SP142 \Benchmark hay Ultra Ventana Té bao u> 1%, > 5%, > 50%
Té bao mién dich > 1 %, > 5%, > 10%
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SP263

\Benchmark hay Ultra Ventana

> 1%

> 1%, > 50%
> 1%, > 50%
> 1%, > 50%

> 1 %, >5%,>10%

3.3. Chin do4n xac dinh
a) Chan doan xéc dinh ung thu phdi khong té bao nhé (UTPKTBN) dua trén:

- Mo bénh hoc (tiéu chuan vang).

- Hinh anh hoc (Cat 16p vi tinh nguc, 6 bung c6 tiém thudc trong phan, Cong hudng tir

s0 ndo, xa hinh xuong, PET/CT).

- bac diém sinh

hoc phan ttr.

Trong moi truong hop can co6 gang to1 da dé lay mau mo xac dinh loai mo bénh hoc va cac dau

an sinh hoc.

b) Mot s6 ung thu phdi giai doan sém duoc phat hién tinh cd hodc tim soat qua chup cat 1p vi

tinh long nguc bi€u hién dudi dang not nhéd can duge danh gia va can nhac xur tri mot cach than

trong dé tranh bo qua co hoi diéu trj triét cin cho mot s6 bénh nhan.

¢) Chan doan ton thuong phdi kich thuéc nho: Cac ton thuong ndt phdi can duoc luu y danh

gid va xr tri theo kich thudc va nguy co 4c tinh theo khuyén céo dudi day:

Bang 2: Danh gia nguy co ac tinh theo American College of Chest Physicians Lung Cancer

Tiéu chuan danh gia

Nguy co ac tinh

Thap (<5%)

Vira (5-65%)

Cao (>65%)

LAm sang Tré tudi, hut thude it, khongCé hén hop cacNhiéu tudi, hut thude,
tién cin ung thu, kich thuécdic diém cua nguyftién cin mac ung thu,
16n, bo déu, va/hodc vi tri dco thdp vacao  |kich thudc 16n, bo|
ngoai thuy trén khong déu/tua  gai,

va/hodc vi tri ¢ thuy)
trén

Két qua FDG PET (Chuyén hoa thip Chuyén héa trung(Chuyén héa cao

binh hoic yéu

Pic diém hinh anh

CT

B déu, dang dac thuan nhat

Bo khong déu nhe,

co vi vOi hoa

Bo tua gai, 16m khuyét,
tang kich thudc nhanh

Két qua sinh thiét

ngoai phiu thuit

Lanh tinh
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(soi phé quan, sinh
thiét qua thanh

nguc)

Két qua theo doi qua)
chup cit 16p

hoic gan hoan toan, giam|
kich thuéc dan hodc khéng
tang kich thudc trong thoi
gian theo ddi hon 2 nim (nd

dic) hodc 3-5 nam (ndt hdn

hop)

Ton thuong tan hoan toanKhong ap dung

N6t ting kich thude &

So d0 4: xir tri ton thwong not dic phéi phat hién tinh cé trén CLVT ngue:

Can nhic CLVT sau

18-24 thang

Tinh co phat |/
hién: mot hodc
nhiéu nét dic \
trén CLVT nguc

A <6mm Khéng theo doi thudng quy
{ Nguycothdp f— | co CLVTsau |  Gif nguyén
N 6-12 thang
\\
.\\. Can nhic CLVT sau 3 thang,
>8 mm » __— .k
PET/CT hodc sinh thiét
{  <6mm CLVT sau 12 Gitt nguyén
S thang (tuy chon)
‘ /
| Newecocao K— | o CLVT sau Giit nguyén
\ ~o mm 6-12 thang

Nguy co thép: khéng hoic it

>8 mm

Cén nhic CLVT sau 3 thang,

PET/CT hoic sinh thiét

hit thude 14 va khéng c6 yéu té nguy co khac,

Khéng theo dbi
thudng quy

CLVT sau 18-24
thang

Nguy co cao: tién sir hit thudc hoic cic yéu td nguy co khic. Céc yéu t6 nguy co khic da biét bao gbm: Tién sir gia dinh c6 ngudi than bac mot

mic ung thu phéi; phoi nhiém véi asbestos, radon hodic uranium.

So dd 5: xir tri ton thwong not khong diic hoan toan phat hién tinh co trén CLVT nguc
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- <6 mm Khong theo doi thudng quy
Not kinh m&
thuan nhat don _ _
doc CLVT sau 6-12 thang dé xac nhan khong co6 su phat trién
>6 mm cua thanh phan déc, sau d6 CLVT cir sau 2 nam cho dén 5
nam
Tinh ¢ phat <6 mm Khdng theo doi thudng quy
o v N6t bén dc
nhi€u not khéng |— Somae i T v e ten i "
dic hoan toan on doc - ?LV:I‘ sau 31-6 tljang de )sac nhén k\hongvco su phfl.t tnefl
trén CLVT nguc I cuaithan}: phan déc, sau d? CLYT hang nam cho t6i 5 nam
= - Npu phan ddc >6 mm, can nhac chup PET/CT hodc sinh
thiet
CLVT sau 3-6 thang. Néu giir nguyén, can nhéc CLVT sau
— <Himm 2 va 4 nam
Nhiéu not
khong dac
hoan toan
- CLVT sau 3-6 thang.
>6 mm SE T $
- Theo doi ti€p dya trén cic not dang ngd

3.4. Chin do4n giai doan

Ap dung theo bang phan loai TNM 9 do Hiép hoi Nghién ctru Ung thu Phoi Thé gidi (The
International Association for the Study of Lung Cancer - IASLC) xay dung:

Bang 3: Phan giai doan 1am sang theo TNM

U nguyén phat (T)

TO Khéng c6 u nguyén phat

- Khdi u dugc bao quanh bdi nhu moé phéi hodc mang phéi tang, hodc nam
trong phé quan thuy hodc phé quan ngoai vi hon

T1mi Ung thu biéu mo tuyén xam lan tdi thiéu

Tla Kich thuéc U <1 cm

T1b Kich thuéc U > 1 cm nhung <2 cm

Tlc Kich thuéc U > 2 cm nhung < 3 cm

T2 Khdi u c6 bat ky dic diém nao sau day: Kich thudc U >3 cm nhung < 5
cm hodc xam 14n mang phéi tang, hodc xam lan thuy phéi ké can, hodc
lién quan dén phé quan gdc (khong bao gdm carina), hodc két hop véi
xep phoi hodc viém phdi tic nghén lan dén ving rén phoi, lién quan dén

mot phﬁn hoac toan bo phéi.

T2a Kich thudc U >3 cm nhung <4 cm

T2b Kich thuéc U >4 cm nhung <5 cm

T3 Khéi u ¢6 bat ky dic diém nao sau ddy: Kich thuéc U > 5 cm nhung < 7

cm hodc xam lan mang phdi thanh, thanh nguc; xam lan mang ngoai tim,
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than kinh hoanh hodc tinh mach azygos; hoac xam 14n ré than kinh nguc

(T1, T2) hodc hach sao; hodc ndt di cin cung thuy phoi.

T4

m Hach vung (N)

Kich thuéc U >7 cm hodc bat ky kich thudc xam lan trung that, tuyén
uc, khi quan, carina, than kinh quat nguoc thanh quan, than kinh phé Vi,
thuc quan hodc co hoanh; xam 14n tim, mach mau 16n (dong mach chu,
tinh mach chu trén/dudi, dong mach/tinh mach phdi trong mang ngoai
tim), dong mach trén quai dong mach chu hodc tinh mach cénh tay dau,
xam lan mach dudi don, than dbt séng, ban séng, 6ng séng, r& than kinh

¢b hodc dam réi canh tay hoac ndt di can khéc thiy cting bén phoi.

NO Khong di can hach vung.
Di can hach quanh phé quéan, hach rén phoi, trong phdi cing bén, ké ca
N do xam lan truc tiép.
N2 Di can hach trung that cung bén hodc hach dudi carina.
N2a Di cin mét ching hach trung that cting bén
N2b Di can nhiéu ching hach trung that cing bén
N3 Di can hach trung that doi bén, ron phéi ddi bén, co thang, thugng don
m Di can xa (M)
MO Khong di cén xa.
Di can thily phoi ddi bén, ndt mang phoi hoac tran dich mang phoi, mang
Mla ngoai tim 4c tinh.
M1b Di cin ngoai 16ng nguc don 6 mdt co quan.
Milc Di can ngoai 16ng nguc nhiéu 6 mot hodc nhiéu co quan.
Micl Di cin ngoai 16ng nguc nhiéu 6 tai mot co quan
Milc2 Di cin ngoai 16ng nguc nhiéu 6 tai nhidu co quan

Viéc phan giai doan 1am sang rat quan trong vi gitip x&c dinh chién lugc di€u tri va tién lugng

bénh nhan.

Bang 4: Giai doan 1am sang (theo AJCC lan thir 9)

Giai doan T N M
Khong xac dinh u Tx NO MO
Giai doan 0 Tis NO MO
Giai doan I

Giai doan A1 Tlmi NO MO
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Giai doan T N M
Tla NO MO
Giai doan 1A2 T1b NO MO
Giai doan IA3 Tlc NO MO
Giai doan IB T2a NO MO
Giai doan 11
Giai doan IIA T2b NO MO
T1 N1 MO
Giai doan 1IB T1 N2a MO
T2a-T2b N1 MO
T3 NO MO
Giai doan 111
Giai doan IITA T1 N2b MO
T2-3 N2a MO
T3-T4 N1 MO
T4 NO MO
Giai doan IIIB T1-T2 N3 MO
T2-T3 N2b MO
T4 N2a-N2b MO
Giai doan IIIC T3 N3 MO
T4 N3 MO
Giai doan IV Batky T Bitky N M1
Giai doan IVA Batky T Batky N Mla, M1b
Giai doan IVB Batky T Batky N Mlcl-Mlc2

TNM phién ban 9 (2024) ké thira phién ban 8 nhung bo sung cac phan nhom méi & N va M

nham phan anh tién luong chinh xac hon. Phén loai T khong thay d6i; phan loai N giit nguyén

cic nhém NO, N1 va N3. Phan loai N2 trong phién ban 9 dugc chia thanh hai nhém nham mé

ta rd hon ganh nang hach vung di can:

— N2a: di can mét chidng hach trung that cing bén (single-station N2), phan anh muc do

lan tran hach gidi han hon, tién lugng tdt hon so v6i nhom N2 da chéng.

— N2b: di can nhiéu ching hach trung that cung bén (multi-station N2), twong tng lan

tran hach rong, tién lugng xau va thuong can chién lugc dicu tri da md thure tich cuc

hon.

Phan loai M1a va M1b gilt nguyén. Nhom M1e dugc chia thanh hai phan nhom trong phién

ban 9 nham mo ta rd rang hon muc do lan tran di can xa:

e Mlecl: nhiéu di cin nhung gi6i han trong mét co quan.
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e MIc2: nhiéu di can thuéc tir hai co quan tro lén, phan anh muc d¢ lan tran xa nhat, tién

luong x4u nhat trong nhém M.

Bang 5: Giai doan 1am sang (theo IASLC lan thir 8)

Khong xac dinh u Tx INO MO
Giai doan 0 Tis INO MO
Giai doan I
Giai doan 1A1 Tla (mi) INO MO
Tla INO MO
Giai doan A2 T1b INO MO
Giai doan IA3 Tlc INO MO
Giai doan IB T2a INO MO
Giai doan II
Giai doan ITA T2b INO MO
Giai doan IIB Tla-c IN1 MO
T2a-b IN1 MO
T3 INO MO
Giai doan III
Giai doan IIIA Tla-c IN2 MO
T2a-b IN2 MO
T3 IN1 MO
T4 INO MO
T4 N1 MO
Giai doan IIIB Tla-c IN3 MO
T2a-b IN3 MO
T3 IN2 MO
T4 IN2 MO
Giai doan IIIC T3 IN3 MO
T4 IN3 MO
Giai doan IV Bat ky T Bat ky N M1
Giai doan IVA Bat ky T Bat ky N Mla,b
Giai doan IVB Batky T Bat ky N Mic
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3.5. Chan do4n phan biét

Mot s truong hop can phan biét vdi cac bénh 1y khac, vi du:

- Ung thu phoi té bao nho

- Lao phdi

- Viém phoi

- Ap xe phoi

- U phdi lanh tinh

- Di can phdi tir ung thu co quan khéc, ...

4. PIEU TRI

4.1. Nguyén tic: Diéu tri theo nguyén tic ca thé hoa theo timg bénh nhan, can cin nhic tat ca
cac yéu to:

- Bénh ly: giai doan bénh, thé mo bénh hoc va sinh hoc phan tir, mirc do boc 16 mién dich, dién
tién sau cac diéu trj trudec,...

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

- Piéu kién trang thiét bi, nguén luc ctia co sd y té...

4.2. Muc tiéu diéu tri: phan theo giai doan:

- Piéu trj triét cdn nham muc tiéu chita khoi: giai doan sém khu tra tai chd tai ving.

- iéu tri mang tinh giam nhe, tang chat luong cudc séng va kéo dai thoi gian sdng con ap dung
cho giai doan tai phat di can.

béi voi giai doan con khu tra, phau thuat va xa tri 1a phuong phéap diéu tri mang tinh triét can.
Giai doan tién xa (tai phat/di can) viéc diéu tri chu yéu giam nhe triéu chimg va kéo dai thoi
gian sdng thém. Giai doan tién trién tai chd tai ving ap dung phuong phap diéu trj da mo thirc,
trong d6 hoa xa tri déng thoi 1a didu tri co ban. Diéu tri cung cd béng thudc mién dich hodc diéu
tri nhdm dich EGFR bang thuc Osimertinib da cai thién két qua diéu tri cho nhom bénh nhéan
nay.

Péi véi giai doan tai phat di can, diéu tri toan than 1a can ban, v&i rat nhiéu tién bd trong thoi
gian gan day.

So d6 6: diéu tri ung thw phoi khong té bao nho theo giai doan
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Giai doan I Diéu tri triét cén tai chd Can nhac dicu trj bf’ ‘trq cho mjt 80
trwong hop giai doan IB
»  Didutr tin bb trg Phéu thuat Diéu tri bé trg
7
— Diéu tri phau thuat Diéu tri bd
Giai doan II < €1 ] phau thug iéu tri bo trg
T Pidu tri tai chd khac
x N Phiu thuit c6 hodc khong P
B Phau thuit dugce * . < —  Diéutr tr
P ’ ¢6 diéu tri tan b trg 160 27 b0 try

Giai doan Il |- : .

“'H-H_H_H_H_‘ Khong thé phiu thuat = Hoa xa tri triét cdn biéu tri cung co

dugc "~ ;
"4 Pidu trj toan than

Giai doan IV Diéu tri toan thén + didu tri tai ving

¢) Panh gia trude diéu tri

- Cac danh gia ban dau co ban can thyc hién trude diéu tri ung thu phéi khong té bao nho gom:
ra soat lai mé bénh hoc (Pathology Review); khai thac tién str, bénh st & kham 1am sang (co
ghi nhan thé trang va tinh trang sut can); Cit 16p vi tinh nguc va bung c6 tiém thube can quang;
xét nghiém méu co ban gdm cong thirc mau; sinh hoa mau. Pong thoi cn tu van cai thude 14
va tich hgp cham so6c giam nhe sdm khi phu hop.

- Cac xét nghiém duoc can nhéc tiy thudc vao diéu kién cua ting co so diéu tri.

4.3. Didu tri cu thé

4.3.1. Piéu tri giai doan I, IT va IIIA c¢6 kha ning phiu thuit: Dbi voi cac bénh nhan
UTPKTBN giai doan I — IIIA c¢6 thé phau thuat duoc, phau thuat 13 phuong phap diéu tri triét
cin quan trong nhat. Thao luan trong hoi chan da chuyén khoa (MDT) nén dugc ap dung cho
tat ca bénh nhan UTPKTBN giai doan 1dm sang II-1II truée phiu thuat dé quyét dinh viéc phiu
thuat va diéu tri tan bd tro.

- Giai doan IA — IB: phau thut triét cdn nén duoc tién hanh sdm. Piéu tri bd trg sau phiu thuat
dugc can nhic cho mot s6 bénh nhan giai doan IB ¢ yéu t6 nguy co cao. Cac yéu td nguy co
cao: mo bénh hoc thé biét hoa kém bao gom thé than kinh ni tiét (loai trir thé than kinh noi tiét
biét hoa cao), xam 14n mach, ph?lu thuat cit hinh chém, xam lan 14 tang, tinh trang di can hach
chua r6. Giai doan IB ¢6 chi dinh diéu tri bd tro Osimertinib néu ¢o dot bién Del19 hoac L858R
cua gen EGFR.

So d0 7: diéu tri UTPKTBN giai doan I
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Giai doan T

Phit hop véi phéu thuat

Khéng phii hgp véi phau thuit
Xa tr] don thuin triét c&n hodc Phiu thuat
SBRT ———~_
o - /f’r HH““«M
RO R1 R2
Bénh én dinh — T
ern on an Bénh tién trién — ~
hodc dap trng EGFR v
dell9hoge | | ALK | | EGFRdell9 || Hoi chén tidu
L858R dwong | | hogc L85SR, caxat ban
. Ditu trf toan duong tinh tinh ALK am tinh
Theo di?l dinh than cho giai l
ky doan tién xa B3 tro Bﬁ'trq ——
. D L Can nhac
osimertinib || Alectinib hod tri*
iai doan IB u 4cm ;

*Giai doan IB c6 yéu tb nguy co cao
- Giai doan II-ITIA: phau thuat van la diéu trj co ban cho cac bénh nhan giai doan nay, tuy nhién
trinh ty diéu tri c6 thé co cac thay d6i khac nhau:
+ Phau thuat dugc tién hanh trude, theo sau 1a diéu tri bo tro.
+ Diu trj tan bd trg voi cac phac dd hoa tri, mién dich, hoa mién dich sau do phau thuat.
+ Piéu trj chu phau véi cac thudc mién dich trudce va sau phau thuat.
Diéu tri bo tro v6i hoa tri 1a lua chon diéu trj tiéu chuan ddi véi cac bénh nhan giai doan nay.
Tuy nhién gan day cic phuong phap diéu tri bd trg véi cac thude nham trang dich (EGFR,
ALK) va cac thuéc mién dich da mang lai cac két qua 4n tuong trong viéc cai thién thoi gian
song thém khong bénh (DFS) ciing nhur xu hudng céi thién ca thoi gian séng thém toan bo (OS)
trén cac bénh nhan UTPKTBN sau phiu thuat so voi hoa tri bo tro don thuan. Nghién ctu
ADAURA di chimg minh Osimertinib b tro cai thién OS c6 ¥ nghia thong ké so v&i nhom
chung.
Céc liéu phap diéu tri tn bo tro hodc chu phau véi cac phac do lién quan dén cac thubc mién
dich ciing dang dugc nghién ctru trong thoi gian gan day va da c6 nhimg budc tién dang ké
trong cai thién thoi gian sdng thém khong c6 bién cb (EFS) & trén cac bénh nhan UTPKTBN
giai doan sém. Pay cling 1a cac lya chon diéu tri mang lai hi¢u qud cao va da dugc chép thuan
& nhidu nudc trén thé gioi.

So d6 8: diéu tri UTPKTBN giai doan II-III c6 kha niing phiu thuat
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Giai doan II-III c6 thé phiu thujt

o
e T

Phiu thuat Diéu trj tin bd trg o
(EGFR, ALK am tinh: c6 thé diéu tri
hoa mién dich)

Diéu tri b trg

Phiu thuét

r

+ Didu tr bd tro

a) Phiu thuit:

* Nguyén tic chung:

- Phau thuat 12 phuong phap diéu tri triét can chii yéu d6i véi UTPKTBN giai doan I, II va mot
sO truong hop giai doan IIIA.

- Tt ca cac truomg hop tir giai doan II nén duogc thao luan trong hoi chan da chuyén khoa dé
quyét dinh chién lugc diéu tri.

- Muc tiéu ctia phiu thuat 1a cit bo hoan toan ton thuong u (dat dién cat RO) va danh gia chinh
xac giai doan bénh thong qua nao vét hach vung.

* Chién lwoc ngo vét hach vung:

- Phau thuat triét can can di kém v&i nao vét hach hé théng hoac nao vét hach dac hiéu theo
thuy.

- Tiéu chuan vét hach hé thong theo IASLC: Téi thiéu lay mau 1 nhém hach N1 va 3 nhom
hach N2 trong d6 can bao gdm hach dudi carina.

* Cdc chi dinh cu thé:

- Phiu thuit ciit thuy phoi (Lobectomy): 1a phiu thuat tiéu chuan cho da sb cac trudong hop
UTPKTBN, dam bao dién cit am tinh.

- Phiu thuit cit duwéi thity (Sublobar resection): nén duogc can nhic ¢ cac khdi u ngoai vi
giai doan Tlab, NO, can dat dién cit nhu mé > 2 cm hodc > kich thude khdi u. Phiu thuét cit
duéi thuy ciing can ldy mau hach N1 va N2 thich hop, trir khi khong kha thi vé& mit k¥ thuat
hodc 1am ting déng ké nguy co phau thuat. Cit phan thuy phdi theo giai phau (wu tién) hodc cit
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hinh chém phu hop cho mot s6 bénh nhan duge chon co chire nang ho hép kém hoac bénh déng
mic nang khién khong thé cit thiy phoi.

- Phéu thuit cit toan b mét bén phdi (Pneumonectomy): Chi thuc hién khi can thiét dé dat
dién cat RO, tuy nhién can can nhic k¥ do ty 18 tir vong va bién chig cao (khoang 7%).

- Phiu thuit tao hinh phé quan - mach mau (Sleeve Resection): V&i cac khdi u trung tim
xam 1an gbc phé quan thiuy/phé quan chinh nham giam ty 18 cit phoi, tuy nhién phy thudc nhidu
vao trinh d6 ctia phau thuat vién va ting trung tim.

Xu huéng cua phiu thuat hién nay 13 phau thuat xam lan t6i thiéu voi k§ thuat phau
thuat c6 video ho trg (VATS) hoic Robot (RATS), thuong dugc ap dung cho cac ton thuong
nho va vira & ngoai bién, khong hodc it hach ving. Pay 1a cac k¥ thuét can thiép it xAm l4n voi
céc wu diém thoi gian nam vién ngén, it dau sau md, bénh nhan hoi phuc nhanh nhung can chon
loc bénh nhan k§y ludng hon. VATS cho céc két qua séng con va ti 1¢ tai phat thap tuong duong
nhu phau thuét cat thiy mo. Phiu thuat robot cho két qua sém it di chtng va két qua 1au dai vé
mat ung thu hoc twrong duong.

b) Diéu tri tan bo tre hoic chu phiu

Céc thtr nghiém pha III gém CheckMate 816, Check Mate 77T, KEYNOTE-671 va AEGEAN
cho thay viéc phdi hop liéu phap mién dich véi hoa tri & giai doan tin bd tro hodc chu phau
gitip cai thién dang ké két qua diéu tri & bénh nhan UTPKTBN c¢6 chi dinh phau thuat, khong
mang dot bién gen EGFR, ALK. Trong d6, CheckMate 816 ghi nhan Nivolumab + hoa tri cai
thién ti 1& dap tng hoan toan mé bénh hoc (pCR) va kéo dai thoi gian séng khong bién c¢b (EFS).
KEYNOTE-671 chimg minh Pembrolizumab két hop hoa tri chu phau cai thién pCR va EFS
so v6i tiéu chuan. Thir nghiém AEGEAN cho thay Durvalumab két hop hoa tri trudc va sau
phiu thuat lam ting pCR va giam nguy co tai phat. Lwa chon diéu tri phu thudc vao sy sn co
ctia thudc va kha nang trién khai, ph6i hop da chuyén khoa cua timg co so.

- Hoa xa tri tAn bo tro: Trudce day, cac nghién ctru danh gia vai trd cta héa xa tri tan bo tro so
v6i hoéa tri tan bb tro, cac két qua cho thdy khong co su khac biét vé OS va PFS giita 2 nhom
trong khi tang doc tinh 1én tim phoi, tiy xuwong va ting ty 18 chét chu phiu ¢ nhom diéu tri két
hop hoa chét va xa tri tién phéu.

Tuy nhién, mot phan nhom duoc hudng loi tir viéc két hop hai mo thirc nay 1a khéi u
vung dinh phdi c6 tiém ning phau thuat. Dir liéu cho thay hoa xa tri dong thoi tién phiu ddi voi
UTPKTBN vung dinh phéi lam ting ty 1& dat pCR va nhom bénh nhan dat pCR c¢6 thoi gian
song thém toan bo cao hon déng ké nhom khong dat pCR. Cac hudng dan cia cac hiép hoi 1on

nhu ASCO, ESMO, NCCN khuyén cdo chi dinh hoa xa tri tién phﬁu v6i cac UTPKTBN viung
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dinh phdi ¢6 tiém ning phau thuat giai doan cT3-4N0-1MO véi liéu xa tir 45-50,4Gy. Tuy nhién,
can hoi chin da chuyén khoa trude khi dua ra quyét dinh diéu tri cho nhom bénh nhén nay.

¢) Hoéa tri bo trg: Hoa tri bo tro da chimg minh dugc hiéu qua cai thién thoi gian séng thém
khong bénh cling nhu séng thém toan bo qua rat nhiu cac nghién ctru. Hoa tri b tro hién duoc
chi dinh sau phau thuat cho cac trudng hop co giai doan tir IB nguy co cao trd 1én. Cac yéu td
nguy co cao: md bénh hoc thé biét hoa kém bao gém thé than kinh ndi tiét (loai trir thé than
kinh ndi tiét biét hoa cao), xam 14n mach, phau thuat cit hinh chém, xam l4n 14 tang, tinh trang
di cin hach chua rd. Hoa tri bo trg thuong dugc thuc hién 4 chu ky v6i phdi hop héa chit bo
doi c6 Platinum (Cisplatin dugc uu tién chon lya so voi Carboplatin).

d) Xa tri bo tro:

Vai tro cia xa tri bo tro nhdm muc dich chinh 1a han ché nguy co tai phat tai chd tai vung, dac
biét d6i véi céc truong hop di can hach trung that N2. Thé tich xa tri bao gé)m moém phé quan
va cac chang hach nguy co cao. Gi6i han liéu ctia phdi nén than trong hon vi kha nang dung
nap ciia phoi giam sau phau thuat.

- Céc nghién curu tir trude nam 2015 déu cho théy hi€u qua cua su két hop xa tri b tro sau phau
thuat ung thu phoi, cai thién dugc vé DFS va OS cho bénh nhan. Tuy nhién thoi gian gan day
¢6 1 sb nghién ctiru méi lai cho két qua khac 1 nghién ctru LungART va PORT-C. Hai nghién
clru ndy cho thay xa tri b tro sau phau thuat khong mang lai cai thién c6 y nghia vé mit séng
thém so voi nhom bénh nhan khong xa tri, cu thé mDFS 30,5 thang (95% CI: 24-49) & nhanh
co tia xa va 22,8 thang (95% CI:17-37) & nhanh khong xa tri (HR 0.86; 95% CI 0,68-1,08;
p=0,18). Pong thoi xa tri b tro ciing 1am ting doc tinh 1én tim phdi c¢6 thé dan dén tir vong va
anh huéng dén chat lugng cudc sdng ciia bénh nhan sau nay. Nhu vy xa tri bd tro khong nén
duogc chi dinh thuong quy cho toan b cac bénh nhéan giai doan N2 sau phéu thuat, can can nhic
trong mot s6 truong hop co nguy co tai phat tai chd cao nhu: di can nhiéu ching hach, hach pha
v3 v0,... ma khong tiép can duoc véi cac lidu phap diéu tri bo trg méi nhu diéu tri dich, diéu
tri mién dich. Cac k¥ thuat xa tién tién dugc khuyén cdo s dung nhu xa tri IMRT/VMAT va
IGRT dé tdi uu hoa lidu 1én tim phdi nham giam doc tinh ti da 1én céc co quan nay.

- Liéu Xa tri:

+ pN2 (RO): 50-54Gy phan liéu 1,8-2Gy.

+ R1/hach pha v& vo: 54-60Gy, phén liéu 1,8-2Gy.

+ R2: 60-66Gy, phan liéu 1,8-2Gy.

e) Diéu tri dich bd trg

Déi voi bénh nhan UTPKTBN giai doan tur IB - IIIA da dugc phflu thuat triét can co dot bién
EGFR (Del19 hoac L858R), Osimertinib dugc khuyén cdo sur dung trong diéu tri bo trg tiép
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theo. Osimertinib dwgc khéi tri sau khi hoan thanh hoa tri bd tro (néu ¢6 chi dinh). Thoi gian
diéu tri t6i da 3 nam hodc dén khi bénh tién trién/ddc tinh khong chip nhan dugc.

Mot thude khac ciing dd duge FDA chap thuén trong diéu tri bd tro UTPKTBN la Alectinib
cho nhom bénh nhén tir giai doan IB (u =4 cm) - IIIA c6 tai sip xép ALK. Alectinib dugc chi
dinh diéu tri bo trg sau phau thuat cho dén khi bénh tién trién hodc doc tinh khong chép nhan
duoc, tdi da 2 nam, véi dir liéu tir nghién ciru ALINA. Nghién cuu cho théy ti 1€ séng thém
DFS 4 nam: 75,5% (Alectinib) vs 47% (hda tr1). Tuy nhién, OS chua du dir liéu danh gia (dix
li¢u con chua trudng thanh).

f) Piéu tri mién dich bd tro

Diéu tri bo tro mién dich ap dung d6i voi bénh nhan UTPKTBN giai doan IB dén III d3 duoc
phau thuat va diéu tri hoa tri bd tro dya trén nén tang Platinum. Atezolizumab dugc phé duy¢t
1a li¢u phap b tro sau phau thuat va hoa tri b tro cho bénh nhan UTPKTBN tir giai doan II -
ITIA va c6 mirc d6 boc 16 PD-L1 >1%. Pembrolizumab dugc phé duyét diéu tri bo tro sau phau
thuat va héa tri bo trg cho bénh nhan UTPKTBN tir giai doan IB (u = 4 cm) - IIIA, bat ké tinh
trang boc 16 PD-L1.

g) Piéu tri cac truong hop khong phiu thuat dwoc do thé trang hodc bénh 1y phdi hop:
mot s6 truong hop bénh nhan ung thu phdi giai doan khu tri nhung khong thé tién hanh phau
thuat triét can do nguy co phau thuat cao, c6 thé cin nhic ap dung mot sd bién phap diéu tri tai
vung khac.

* Xa tri triét can:

- Xa tri dinh vi than (SBRT: Stereotatic Body Radiotherapy) dat dugc ti 18 kiém soat khdi u
nguyén phat tét hon xa tri phan lidu quy udc. Mot sé nghién ciru cho thay sy tvong duong vé
song thém khi so sanh SBRT va phau thuat cét thuy, tuy nhién nhiing phan tich nay chwa du
thay d6i phac d6 diéu tri & nhimng bénh nhan 14 img vién cho phiu thuét triét can.

+ Xa tri dinh vi than SBRT st dung céc li€u trinh xa tri ngén, cuong do liéu cao duoc phan phéi
chinh xac dén cac khdi U c6 kich thudc han ché nham dat lidu tuong duong sinh hoc
(Biologically Equivalent Doses - BEDs) cao hon 100 Gy trong thoi gian ngén 1 - 2 tudn, hiéu
qua kiém soat u tai chd 1én t&i 85% - 90%. Cac k¥ thuat xa tri dudi huéng dan hinh anh IGRT,
CT 4D, theo ddi va kiém soat nhip tho két hop dé ting cuong mirc do chinh xac.

+ Liéu xa tri phu thudc vao vi tri cta khéi u: ngoai vi hay trung tim. Ddi v6i cac khéi u ngoai
vi, phéc d6 54-60 Gy chia lam 3-5 phén liéu. Nguoc lai, d6i voi cac khdi u nam & trung tam —
dugc xac dinh trong pham vi 2 cm tir phé quan gdc va/hodc tiép giap voi mang phdi trung that
— phéc dd 54-60 Gy chia 1am 3 phan li¢u 1a khong an toan va nén sir dung > 5 phan lidu dé giam

doc tinh.
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+ Chi dinh: UTPKTBN giai doan ¢T1-2NOMO (kich thudc u < Scm).

- Xa tri quy u6c: Thuong véi liéu xa tri mdi ngay (1,8-2 Gy cho mdi phan lidu) trong 5 ngay
mdi tudn, véi tong licu it khi vuot qua 70Gy. Ti 18 kiém soét khdi u vao khoang 50%.

+ La lya chon thay thé khi co s& chua c6 sin xa tri SBRT.

+ Két hop vé6i hoa chat trong trudng hop di can hach hodc kich thudc u 16n (> 4cm).

e Cac phwong phap loai bé dwéi huéng din hinh anh:

- Trong hai thap ky qua, nhiéu k¥ thuat huéng dan hinh anh da duoc ap dung dé diéu tri u phoi,
khong c6 di can hach kém theo. Tét ca cac ky thuat nay déu dua vao phuong phap nhiét hoic
dién dé tidu diét truc tiép cac té bao khdi u tai chd. Cac quy trinh hudng dan bang hinh anh nay
hau nhu chi dugc thuc hién dudi sy huéng dan cua cét 16p vi tinh. C6 nhiéu yéu td anh huong
dén viéc st dung va két qua cua bénh nhan khi xem xét cac ky thuat nay, bao gém sinh hoc
khdi u, vi tri va mire d6 lan rong cua khdi u cling nhu strc khoe téng thé cia bénh nhan. Trong
s6 cac ky thuat duoc hudng dan hinh anh, dét soéng cao tan duogc st dung phd bién hon vi song,
laser hay 4p lanh,... Chua c6 nghién ctru ngau nhién c6 d6i chimg nao so sanh hiéu qué cua cac
phuong phap nhu phau thuét, cit bo u duéi hudng dan hinh anh hay xa tri. Phan tich ctia mot
nghién ctru cho thy két qua tt hon khi str dung phwong phap nay khi kich thudc u < 3cm.
4.3.2. Piéu tri giai doan tién trién tai chd (IIIA khong phiu thuit dworc, IIIB, I1IC)

- Diéu trj giai doan nay can dugc cé thé hoa tuy theo dic diém ton thuong, kha nang phiu thuat
va tinh trang toan than cta bénh nhan, véi sy phéi hop da md thire giita phau thuat, hoa tri, xa
tri va mién dich tri liéu.

- Muyc tiéu diéu tri 1a kiém soat tai chd va tai ving, ngin ngira di can xa va kéo dai thoi gian
sdng thém toan bd.

- T4t ca cac truong hop nén dugc thao luan tai Ho1 déng da chuyén khoa trudc khi quyét dinh
chién lugc diéu tri.

a) Xa tri: Xa tri don thuan chi nén ap dung khi bénh nhan khong du thé trang dé hoa xa tri d@)ng
thot hoac co chéng chi dinh vé1 hoa tri.

- Céc cai tién k¥ thuat nhu xa tri diéu bién liéu (IMRT), VMAT giup ting liéu vao khéi u, giam
liéu mo lanh, tir d6 giam doc tinh phdi va thuc quan.

- Liéu xa tri thudng khuyén céo trong diéu tri triét can 1a 60-66 Gy (1,82 Gy/ngay, 5
ngay/tuan).

b) Ho4 xa tri dong thoi:

Hién nay, ho4 xa tri ddng thoi duoc xem 1a diéu trj tiéu chuan cho bénh nhan UTPKTBN giai

doan III khong ph?lu thuat duoc, thé trang dam bao.
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- K§ thuat xa tri: Liéu xa trj 60-66Gy, phan liéu 1,8-2 Gy/ngay. Liéu cao hon (>74Gy) khong
ching minh dugc lgi ich séng con rd rét nhung lam tang doc tinh phéi — thuc quan.

- Hoa xa tri dong thoi: nén tang 1a bd doi co platinum, thuong ding cac phac do nhu:
Pemetrexed-Carboplatin/ Cisplatin, Paclitaxel-Carboplatin, Etoposide-Cisplatin, Vinorelbine-
Cisplatin,...Mot s6 truong hop c6 thé cho phép diéu tri hoa chat trude hoa xa tri dong thoi, phu
thudc dac diém bénh ly va cac phac dd diéu trj cu thé.

Phan tich gdp & cac nghién ctru qudc té cho thdy hoa xa tri dong thoi cai thién séng con 3 nim
khoang 6% so véi diéu trj tuan tw, chi yéu do giam tién trién tai ving. Tuy nhién, can theo ddi
st cac doc tinh cap nhu viém thuc quan, viém phéi do tia xa, dic biét & nguoi 16n tudi hodc co
bénh phoi man tinh.

Truong hop khong thé hoa xa dong thoi, can nhic hoa xa tuan tu.

¢) Diéu trj ciing c6 sau hoa xa tri

- Két qua nghién ctru PACIFIC di ching minh hiéu qué ciia Durvalumab (anti—PD-L1) sau hoé
xa tri & bénh nhan khong tién trién sau hoa xa tri gitip cai thién rd rét song thém khong tién trién
(PES) va sdng thém toan bd (OS). Do d6, cac hudng dan qubc té (NCCN, ESMO) khuyén céo:
+ Sau hoa xa tri déng thoi, néu bénh nhan khong tién trién bénh, va khong c6 dot bién EGFR
— chi dinh Durvalumab ciing c6 trong 12 thang.

+ Bénh nhén nén dugc theo ddi sat vé viém phoi do mién dich va céc tac dung khong mong
mudn khéac vé mién dich trong subt qua trinh diéu tri.

+ Phan tich phan nhém PACIFIC cho thay Durvalumab khong cai thién PES/OS ¢ bénh nhan
c6 dot bién EGFR.

- Két qua ctia nghién ciru LAURA cho thay diéu trj cing cb Osimertinib sau hoa xa tri dong
thoi hodce tuan tu & bénh nhan UTPKTBN giai doan III c6 dot bién EGFR gitp cai thién két qua
diéu tri. Nghién ctru cting ghi nhan hiéu qua nhét quan trén cac phan nhom vaéi dit li€u an toan
phu hgp véi cac nghién ctru trude do cuia Osimertinib.

So @6 9: xir tri UTPKTBN giai doan tién trién tai chd
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vi tinh

Chup cit 16p

At

trung
(xam 14n)

Pénh gia hach
N2

Giai doan

Diéu tri

4.3.3. Piéu tri giai doan tién xa

Giai doan tién xa bao gom cac trudng hop giai doan IV va giai doan IIIB/IIIC, giai doan tai
phat khong pht hop véi diéu tri triét can. Trong giai doan tién xa, muc dich diéu tri 1a dé giam
thiéu triéu chung lién quan bénh, céi thién chét luong cude séng va kéo dai thoi gian séng thém.
Phuong phép diéu tri ddc hiéu chu yéu dung trong giai doan nay 13 cac bién phap diéu trj mang
tinh toan than bao gdm hoa tri bang cac thudc giy doc té bao, diéu trj nham tring dich, diéu tri

mién dich... Cac bién phéap xtr tri tai chd tai ving nhu phau thuét, xa trj cling dugc can nhic ap

U ngoai bién
Khéng hach 1én

¥

N1, khéng hach N2 16n

U trung tdm

7 .
" .

e
~a

Hach trung thit 1én

l

Khéng cén thiét néu

NO-N1 N2 N3 Khéng cén thiét
PET (-) ong can thié
N
N2 c6 kha ning “\ N2 khéng khé ning
phéu thuit phiu thuit
L ] \\
Xem xét kha ning AN
diéu trj da md thic \“\1\\
L ] hJ hJ \Q‘\'
Diéu tri da mé thirc
(khong phiu thuat)

Diku tri theo so' db giai doan II-III ¢6 thé phiu thujt

dung tiy tinh hinh cu thé ciia timg bénh nhan.

So dd 10: danh gia sinh hoc phan tir trudc diéu tri UTPKTBN giai doan tién xa
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Xét nghiém céc dot bién gen gdm:

- Dot bién EGFR, ALK, KRAS, ROS1,
BRAF, NTRK 1/2/3, MET, RET, HER2,

Ung thu biéu md khong
té bao nho khong vay NRG1
- Khuyén cdo nén thuc hién xét nghiém panel
da gen*
Giai doan tién xa U6
K7
5
S/
Ung thu biéu mo t€ bao PD-L1

vay

*Trudng hop khong di co s danh gia panel da gen, can nhéc xét nghiém don gen.

Huéng xtr tri ung thu phdi khong té& bao nho giai doan tién xa c6 thé tom tit theo so dd dudi
day:
So dd 11: xir tri buéc mot UTPKTBN giai doan tién xa

UTPKTBN giai doan tién xa

l

Xét nghiém danh gia sinh hoc phén tir

trude diéu tri
Cé @6t bién gen din Khéng c6 d6t bién gen
duong dan duomg
PD-L1 > 50% PD-L1 1-49% PD-LL <%
Diéu tri theo phic db - Mién dich - ME“ d%':h L. - Mién dich + hod tri
nhém bénh nhén c6 dot - Mién dich + hoa trj ) Mffn d%Ch + hoé tr - Mién dich + khang ting
bién dfn dudng - Mién dich + khang ting | |-Miendich+khingtang | | ooy
sinh mach + hod tri sinh mach + hoé tr - Khéng ting sinh mach +
_ Khéng ting sinh mach + | |- Khéng ting sinh mach + | || S8 08 )
hoé trj hod trj - Hod tri
- HD}’l tri - Hﬂé tri i

a) Bénh nhén c6 dot bién EGFR:
- Pa s6 cac dot bién gen EGFR ¢ dang hoat dong, thudng gip nhit 1a cac dot bién mat doan
exon 19, dot bién diém L83SR,...
Diéu tri budc mdt co thé chon lya mot trong cac thudc e ché EGFR Tyrosin Kinase thé hé 1

hodc II, IIT gom:
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Phdc do wu tién: Osimertinib don tri hodc osimertinib két hop hoa chit (Pemetrexed-Platinum)
hodc phac dd Amivantamab két hop Lazertinib 1a cac lya chon uu tién diéu tri UTPKTBN giai
doan di cin c6 d6t bién EGFR thudng gip.

Nghién ctru FLAURA 2 d3 cho thdy Osimertinib két hop hoa chit Pemetrexed-Platinum cai
thién PFS, OS so v6i Osimertinib don tri. Nghién citu MARIPOSA so sanh phac dd
Amivantamab két hop Lazertinib véi Osimertinib don tri & bénh nhan UTPKTBN c6 dot bién
EGFR (mét doan exon 19 hoic L858R) cho thdy phac dd két hop giup cai thién dang ké thoi
gian sdng thém khong tién trién va ti 1& kiém soat bénh so véi Osimertinib don tri. H6 so an
toan chép nhan dugc, phu hgp véi dac tinh duge 1y cua Amivantamab va Lazertinib. Tuy nhién
can chu ¥ diéu tri du phong huyét khdi tinh mach trong vong 4 thang dau khi diéu tri voi liéu
phap két hop nay

Khi bénh nhan khong tié'p can dwoc voi phac do wu tién hodc cé chéng chi dinh: Céc thube dich
Afatinib, Dacomitinib, Erlotinib, Gefitinib, Erlotinib + Bevacizumab, Erlotinib + Ramucirumab
6 thé dugc chi dinh.

- Dot bién khong thuong gip da sb (G719X, S7681, L861Q): Afatinib va osimertinib 1a cac lya
chon uu tién. Qua phan tich gdp tir cac nghién ctru LUX-Lung 2, 3 va 6, Afatinib cho théy hiéu
qua cao va nhat quan & nhom dot bién nay. Osimertinib c6 thé dugc can nhéc trong trudng hop
cu thé; bang chimg chil yéu dén tir nghién ctru doi thue UNICORN va céc phan tich hdi ctru da
trung tdm. Trong tinh hudng khong tiép can dugc véi Afatinib va Osimertinib, c6 thé lya chon
TKI thé h¢ 1.

- Dot bién EGFR Exon 20 Insertion:

Diéu tri budc mot:

+ Amivantamab két hop hoa tri Pemetrexed-Platinum (thé UTBM khong vay).

+ Néu khong tiép can duoc Amivantamab — hoa tri bd doi nén tang Platinum, co thé két hop
v6i thude e ché ting sinh mach khi phu hop. Khi tién trién: Chuyén sang hoa tri hodc thir
nghiém 1am sang khi c6 thé. Néu bénh nhéan chua diéu tri Amivantamab trudc do, diéu tri budc
sau béng amivantamab don tri hodc sunvozertinib.

- Theo ddi va xt tri tién trién sau diéu tri EGFR-TKI

+ Tién trién khu tra (oligo-progression): Can nhic xa tri dinh vi than (Stereotactic Body
Radiation Therapy - SBRT), xa phau (Stereotactic Radiosurgery — SRS) hodc phau thuat tiy vi
tri. Tiép tuc EGFR-TKI hoic chuyén sang EGFR-TKI thé hé sau.

+ Tién trién lan tran: Uu tién danh gia lai mo6 bénh hoc/sinh hoc phan tur (sinh thiét lai hodc sinh
thiét 1ong).

Cdc hwéng xir tri sau tién trién véi EGFR TKI:
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(1) Néu bénh nhéan chua ding Osimertinib trude do:

Xét nghiém dot bién 7790M trén miu mo sinh thiét lai, hodc mau mau:

- Néu (+) — dung Osimertinib

- Néu (-) — chuyén diéu tri toan than khac (ho4 tri, hoa mién dich, thuéc khang sinh mach)
hodc tham gia thtr nghiém lam sang

(2) Néu bénh nhan d3 dung osimertinib budc mot:

- Sinh thiét, xét nghiém lai gen tim co ché khang thudc.

- Piéu trj theo co ché khang thudc néu co.

- Tham gia thir nghiém 14m sang hodc chuyén diéu tri toan thdn: Amivantamab + hoa tri
Pemetrexed-Platinum cho UTBM khong vay. Hoa tri bo do6i Platinum, c6 thé két hop thudc
khang tang sinh mach va thudc trc ché diém kiém soat mién dich tiy ting trudng hop cu thé).
(3) biéu tri budc sau, khi da that bai véi TKI va hoa chit bo ddi platinum: Datopotamab
deruxtecan-dInk 1 phtric hop khang thé - thudc (Antibody-Drug Conjugate (ADC)) da duogc
FDA phé duyét diéu tri cho cac bénh nhan trong tinh hudng nay.

So d0 12: xir tri khi tién trién véi TKI thé hé I, IT

- Can nhéc diéu tri tai chd triét d& cho tén

Tién trié
ion Hen thuong khu tri

khong triéu
chimg - Osimertinib hodc tiép tuc TKI thé hé I, II

- Can nhic diéu tri tai chd triét dé cho tén
thuong khu tra

Tién trién Xét - Osimertinib (T790M duong tinh) hoic
sau TKI nghiém tiép tuc TKI thé hé I, II (T790M &m tinh)
thé he 1, 11 T790M

Tién tridn c6 - Can nhic diéu tri tai chd triét dé
triéu chimg Tién tridn cho ton thwong khu tra.

han che - Tiép tuc TKI thé hé I, 11 hodc didu
tri nhu tién trién nhiéu tén thuong,

Toan than

— T790M + Osimertinib
Nhiéu ton
thuong

T790M - Hoé tri nén tang

So dd 13: xir tri khi tién trién véi osimertinib
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Tién trién sau osimertinib*

/\

C6 thé sinh thiét lai
(uu tién)
Chuyén dang té Can i Khong c6 dot bién
bao nhé hoic té Cod b,l?n e gen moi va khong
so= iy moi i
bao vay chuyén dang

Khéng sinh thiét lai

AN

Diéu trj toan than
theo mo bénh

hoc

Pidu tri Thri
dich l?gh“?m
am sang

Phéc db c6 nén
tang hoa tri

Hoa tri + amivantamab

*Uy tién diéu tri tai vung trong truong hop bénh tién trién han ché va vi tri tién trién phu hop cho diéu tri tai vung

b) Bénh nhan c6 tai sip xép ALK:

- biéu tri budc mot: Alectinib, Brigatinib, Ceritinib, Lorlatinib.

Néu khong tiép can dugc ALK TKI thé hé 2-3, c6 thé can nhic diéu tri Crizotinib.

- Khi tién trién:
+ Tién trién trong hé than kinh trung wong hodc tién trién khu trt (oligo-progression): Xa phau
SRS hoic xa tri toan ndo/ diéu tri tai chd (xa dinh vi than hoac phéu thuat tuy vi tri oligo)—

tiép tuc TKI hodc chuyén TKI thé hé sau.

+ Tién trién toan than:

Néu dang ding ALK TKI thé h¢ 2 — chuyén Lorlatinib, néu dang dung ALK TKI thé hé 1 ¢o

thé chuyén sang ALK thé hé 2 hodc Lorlatinib

Néu di dung Lorlatinib — chuyén diéu tri hoa chét, c6 thé két hop thude e ché ting sinh mach

néu phu hop

¢) Dung hop gen ROS1

- biéu tri budc mot wu tién: Entrectinib, Crizotinib

Lua chon khac:
+ Repotrectinib

+ Lorlatinib (uu tién sau khang Crizotinib)

+ Ceritinib.

- Khi tién trién

+ Sau Crizotinib: wu tién Repotrectinib, hodc Lorlatinib, hodc Entrectinib (néu chua dung).
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+ Sau Entrectinib: Repotrectinib hodc Lorlatinib.

+ Sau Repotrectinib/Lorlatinib: chuyén sang hoa trj.

d) Dot bién BRAF V600E

- Piéu tri budc mdt wu tién: Encorafenib + Binimetinib hodc Dabrafenib + Trametinib.
Khi tién trién: Chuyén hoéa tri va/hodc liéu phap mién dich.

- Diéu tri bude sau: Encorafenib + Binimetinib duoc khuyén c4o cho cac bénh nhan chua diéu
tri thude dich trude do.

e) Dot bién MET skipping exon 14

- biéu tri budc mot wu tién: Capmatinib, Tepotinib

Lua chon khac: Savolitinib, Crizotinib

- Khi tién trién: Chuyén héa tri va/hodc liéu phap mién dich

f) Dung hgp gen RET

- Piéu tri budc mot vu tién: Selpercatinib, Pralsetinib

- Khi tién trién: Chuyén hoa tri va/hoic liéu phap mién dich

g) Dung hop gen NTRK

- Piéu tri bude mot: Larotrectinib, Entrectinib

- Khi tién trién: Chuyén hoa tri va/hoic liéu phap mién dich

h) Pot bién KRAS G12C

- Piéu tri tir bude 1 nhu ddi voi bénh nhan khong c6 dot bién gen nham dich
- Piéu tri budc 2 sau that bai voi phac d hoa chat nén tang platinum

+ Sotorasib

+ Adagrasib

1) Bot bién HER? hoic boc 16 qué muc HER2

*Dot bién HER2:

- Piéu tri tir budc 1 nhu dbi voi bénh nhan khong co dot bién gen nham dich
- Piéu tri budc 2 sau thit bai voi phac d6 hoa chat nén tang platinum

+ Lya chon uu tién: Fam-trastuzumab deruxtecan-nxki (T-DxD) hodc Zongertinib hodc
Sevabertinib

+ Lua chon thay thé: Ado-trastuzumab emtansine (T-DM1)

*Boc 10 qua miuc HER2:

- Piéu trji budc 2: Fam-trastuzumab deruxtecan-nxki (T-DxD)

j) Dung hop gen NRG1

- Piéu tri tir bude 1 nhu ddi voi bénh nhan khong c6 dot bién gen nhim dich

- Biéu tri budc 2: Zenocutuzumab
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k) Bénh nhan khong c6 cac dot bién nhim dich va co thé trang PS 0-2:

*Piéu tri bénh nhan UTPKTBN khéng phdi té bao vay (UTBM tuyén, té bdo lém hodc NOS)
1) Truong hop PD-L1 > 50%:

- Lua chon vu tién:

+ Mién dich don tri: Pembrolizumab, Cemiplimab-rwlc, Atezolizumab

+ Pembrolizumab + Pemetrexed + Platinum (Carboplatin hoac Cisplatin)

+ Cemiplimab-rwlc + Pemetrexed + Platinum (Carboplatin hodc Cisplatin)

- Khuyén nghi khac:

+ Atezolizumab + Bevacizumab + Carboplatin + Paclitaxel.

+ Carboplatin + Nab-paclitaxel (Paclitaxel gan albumin) + Atezolizumab

+ Nivolumab + Ipilimumab + Pemetrexed + Platinum (Carboplatin hodc Cisplatin)
+ Cemiplimab-rwlc + Paclitaxel + Platinum (Carboplatin hodc Cisplatin)

+ Cemiplimab-rwlc + Pemetrexed + Platinum (Carboplatin hodc Cisplatin)

+ Tremelimumab-act] + Durvalumab + Carboplatin + Paclitaxel gin albumin

+ Tremelimumab-actl + Durvalumab + Platinum (Carboplatin hodc Cisplatin) + Pemetrexed
Lua chon thay thé c6 thé: Nivolumab + Ipilimumab.

2) Truong hop PD-L1 1-49%

- Luwa chon uu tién:

+ Pembrolizumab + Platinum + Pemetrexed

+ Cemiplimab-rwlc + Pemetrexed + Platinum

- Khuyén nghi khac:

+ Cemiplimab-rwlc + Paclitaxel + Platinum

+ Atezolizumab + Carboplatin + Nab-paclitaxel (Paclitaxel gan Albumin)

+ Atezolizumab + Bevacizumab + Carboplatin + Paclitaxel

+ Nivolumab + Ipilimumab + Pemetrexed + Platinum (Carboplatin hodc Cisplatin)
+ Tremelimumab-act] + Durvalumab + Carboplatin + Paclitaxel gin Albumin

+ Tremelimumab-actl, theo sau bdi duy tri Durvalumab + Pemetrexed

- Piéu tri thay thé c6 thé: Pembrolizumab don tri c6 thé duge chi dinh néu bénh nhan khong
phu hop véi diéu tri két hop hoa chat.

3) Truong hop PD-L1 < 1% hodc khong lam dwoc xét nghiém

- Luwa chon uu tién:

+ Pembrolizumab + Platinum + Pemetrexed

+ Cemiplimab-rwlc + Pemetrexed + Platinum

- Khuyén nghi khac:

37



+ Atezolizumab + Bevacizumab + Carboplatin + Paclitaxel

+ Atezolizumab + Carboplatin + Paclitaxel gdn Albumin

+ Nivolumab + Ipilimumab

+ Nivolumab + Ipilimumab + Pemetrexed + Platinum

+ Cemiplimab-rwlc + Pemetrexed + Platinum

+ Cemiplimab-rwlc + Paclitaxel + Platinum

+ Tremelimumab-act] + Durvalumab + Carboplatin + Paclitaxel gin Albumin

+ Tremelimumab-actl + Durvalumab + Pemetrexed + Platinum

*Piéu tri bénh nhdn ung thw biéu mé té bao vay
1) Truong hop PD-L1 > 50%
- Lua chon vu tién:

+ Pembrolizumab don tri

+

Cemiplimab don tri

+ Atezolizumab don tri

+ Pembrolizumab + Carboplatin + Paclitaxel/ Nab-paclitaxel

+ Cemiplimab-rwlc + Paclitaxel + Platinum

- Khuyén nghi khac:

+ Nivolumab + Ipilimumab + Paclitaxel + Platinum

+ Tremelimumab-actl + Durvalumab + Carboplatin + Paclitaxel gin Albumin
+ Tremelimumab-actl + Durvalumab + Gemcitabine+ Platinum

+ Diéu tri thay thé néu co thé: Nivolumab + Ipilimumab

2) Truong hop PD-L1 1-49%

- Lua chon uvu tién:

+ Pembrolizumab + Carboplatin + Paclitaxel/ Nab-paclitaxel

+ Cemiplimab-rwlc + Paclitaxel + Platinum

- Khuyén nghi khac:

+ Nivolumab + Ipilimumab + Paclitaxel + Carboplatin

+ Nivolumab + Ipilimumab

+ Tremelimumab-actl + Durvalumab + Carboplatin + Paclitaxel gin Albumin
+ Tremelimumab-actl + Durvalumab + Gemcitabine+ Platinum

+ Tremelimumab-actl, theo sau duy tri Durvalumab

-Piéu tri thay thé néu c6 thé: Pembrolizumab don tri ¢6 thé duge chi dinh néu bénh nhan khong

phut hop véi diéu tri két hop hoa chat.

38



3) Truong hop PD-L1 < 1% hodc khong ro

- Phéc db uu tién:

+ Pembrolizumab + Carboplatin + Paclitaxel/ Nab-paclitaxel
+ Pembrolizumab + Carboplatin + Nab-paclitaxel

+ Cemiplimab-rwlc + Paclitaxel + Platinum

- Khuyén nghi khac:

+

Nivolumab + Ipilimumab

+ Nivolumab + Ipilimumab + Paclitaxel + Carboplatin

+ Tremelimumab-actl + Durvalumab + Carboplatin + Paclitaxel gin Albumin

+ Tremelimumab-actl + Durvalumab + Gemcitabine+ Platinum

- Néu bénh nhan chéng chi dinh mién dich hoic khong tiép can duge diéu trj mién dich: Hoa

tri bo d6i nén tang Platinum, can nhéc két hop voi Bevacizumab.

- Luu y: Nhom té bao vay khong st dung Pemetrexed, Bevacizumab.

- Nhom khong té bao vay can nhic phdi hop thém Bevacizumab v6i hoa tri theo cac yéu t6 1am

sang va hinh anh nhu: u ¢ vi tri ngoai bién, khong tri€éu chirmg ho ra mau, khong hinh anh pha

hay hang trung tam, khong xam 1an mach mau 16n.

1) Piéu tri bénh tai phat — di can ¢ bénh nhan tudi cao, thé trang kém.

O nhém bénh nhan UTPKTBN giai doan tai phat/di cin c6 thé trang kém (ECOG PS >2), muc

tiéu diéu tri chu yéu la gidm triéu ching, cai thién chét luong séng va can nhic kéo dai thoi

gian sdng con, dya trén kha ning dung nap cua timg bénh nhan. Lya chon diéu tri cin cé thé
hoa, wu tién cac phac do it doc tinh, tranh cac phdi hop gy doc cao. Cac phac d6 co thé st
dung:

- Didu tri dich theo cac dot bién dan duong.

- Hoa tri don tri:

+ Vinorelbine dudng tinh mach hodc udéng. Nghién ctru Tempo Lung cho thdy phac db
Vinorelbine metronomic kéo dai thoi gian PFS khong ddc tinh do 4 tré 1én so voi phac do
Vinorelbine tiéu chuan trén nhom bénh nhan khong phi hop véi hoa chat b doi Platinum
budc 1.

+ Gemcitabine.

+ Docetaxel lidu giam hodc lich ding hang tuan.

+ Paclitaxel/ Nab-paclitaxel hang tuan.

+ Pemetrexed (chi dung cho UTPKTBN khong vay).

Khuyén c4o wu tién cac phac do it doc tinh, dung lidu giam 20-30% hoic chuyén sang phac dd

hang tuan, tuy danh gia dung nap.
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- Mién dich don tri: ¢6 thé duoc diéu tri trén cac bénh nhan tudi cao, thé trang yéu, can nhic
theo truong hop cu thé.

m) Diéu trj duy tri

Diéu tri duy tri trong UTPKTBN duoc 4p dung sau khi bénh nhan dat dap ing hoan toan, dap
g mot phan hodc bénh 6n dinh sau diéu tri budc mot nham kéo dai thoi gian kiém soat bénh
va cai thién séng con. Diéu tri duy tri ¢6 thé bao gdm duy tri tiép tuc mét thude trong phac dd
ban dau (continuation maintenance) hodc chuyén sang mot thude khac c6 co ché tac dung phu
hop (switch maintenance). Cac thude thuong duge st dung bao gdm liéu phap mién dich, thudc
héa tri, thudc nhim tring dich tuy theo dac diém sinh hoc phan tir va phac dd diéu tri trude do.
Céc phac do diéu tri duy tri cu thé dugc trinh bay trong phan phu luc.

n) Bidu tri sau tién trién bude 1 (budc 2 tro di)

- Néu bude mot chi dung hoa tri:

+ Liéu phap mién dich don tri (Nivolumab, Pembrolizumab, Atezolizumab...).

+ Hoba tri budc hai (Docetaxel + Ramucirumab, Pemetrexed, Gemcitabine, Vinorelbine...).

- Néu da dung hoa mién dich:

+ Hoa tri budc hai (Docetaxel = Ramucirumab, Pemetrexed, Gemcitabine, Vinorelbine...).

+ Khuyén khich tham gia thir nghiém 1am sang khi c6 thé.

4.3.4. Piéu tri cac tinh hudng diic biét:

a) Di can xwong: X\t tri bao gdm:

- Piéu trj dic hiéu toan than.

- Piéu tri triéu chimg: Acid Zoledronic 4mg truyén tinh mach mdi 3-4 tuan hodc denosumab
mbi 4 tuan.

- bidu tri tdng cuong tai chd: xa tri tai chd hodc dugc chat phong xa toan than.

- Céc bién phap phau thuat than kinh, chinh hinh nham ¢ dinh xwong hodc giai ap chén ép
tay...

b) Di cin ndo: xir tri bao gom:

- biéu tri dic hiéu toan than.

- Diéu tri tridu ching: chéng phti ndo (Dexamethason, Synacthen, Mannitol, Bevacizumab...),
chéng dong kinh, r6i loan tim than, ...

- Piéu tri tai chd tai ving:

+ Phau thuat ldy u ndo trong truong hop bénh nhan c6 hiéu ing khdi. Ngoai ra, phiu thuat co
vai tro sinh thiét u nfo 1am giai phéu bénh néu khong c6 vi tri thuan 191 & co quan khac dé dat

Kkét qua mo bénh hoc.
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+ Xa phiu u ndo: 1a phuong phap dugc vu tién hién nay trong diéu tri di can nio han ché cia
UTPKTBN.

+ Xa tri toan bd nao: dugc chi dinh trong truong hop di can nao nhiéu 6. Xa toan bd ndo co thé
két hop v6i xa phau néu khdi di cin ndo 16n va nhiéu o.

¢) Tran dich mang phdi, mang tim: choc dich mang phéi, mang tim hodc ndi soi 16ng nguc néu
choc dich khong xac dinh dugc. Néu c6 di cin dich mang phdi, mang tim: c6 thé sir dung cac
liéu phép tai chd (gay dinh mang phdi, dit catheter dan luu, mo ctra s6 mang tim...) két hop voi
diéu tri toan than.

d) Di can cac vi tri khac don ddc hoac di can han ché: c6 thé két hop diéu tri toan than véi diéu
trj tai chd, tai ving (xa tri SBRT, ddt song cao tan, phau thuat,...).

e) Ung thu phdi da :

- Ton thuong trong 10ng nguc: trudng hop hach NO-1, c6 thé theo ddi néu ton thwong 6n dinh
hodc phat trién rat cham, hodc diéu tri phau thuat cit bo u bao ton nhu mo. Néu khong thich
hop diéu tri triét can tai ving ¢ thé diéu tri toan than, c6 hodc khong diéu tri giam nhe tai ving.
Truong hop c6 hach N2-3, diéu tri nhu giai doan tién xa, di can.

- Toén thuong ngoai 16ng nguc: diéu tri giai doan tién xa, di can.

f) Chén ép tinh mach chu trén: Diéu tri tai ving (dat stent tinh mach chu trén/xa tri giam chén
ép) két hop diéu trj dic hiéu.

g) Ho mau néang: diéu tri tai vung (xa tri, liéu phap dién quang, laser, niit mach hoac phéu thuat
két hop voi diéu tri ddc hiéu toan than).

h) Di cin tuyén thugng than: xir tri bao gom:

- Diéu trj toan than.

- Piéu trj tang cuong tai chd: Xa SBRT hodc phiu thuat trong timg trudng hop cu thé di can
don doc va co dap ung sau diéu tri toan than.

i) Tac nghén dudng thd do u/hach chén ép: Pat stent khi phé quan néu u chén ép khi - phé quan
gbc va xa tri giam chén ép.

Trong mot s truong hop dic biét khong thé c6 giai phdu bénh do tinh trang bénh nhan: Chén
¢ép tinh mach chu trén, chén ép khi phé quan, di can ndo van c6 thé chi dinh xa tri sau khi hoi
chan da chuyén khoa (MDT).

4.4. THEO DOI SAU PIEU TRI

Tinh trang tai phat 1a mot trong nhiing dic diém ctia bénh 1y ung thu néi chung, nén viéc theo
ddi sau khi két thac diéu tri 1a can thiét cho moi dbi twong bénh nhan. Dbi véi bénh nhan giai

doan mudn, viéc theo doi 1a ca thé hoda cho tirng nguodi bénh.
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Muc dich cua theo doi 1a xur tri cac bién chung lién quan dén diéu tri, phat hién céc dau hiéu
bénh tai phat, di can va sy xuét hién cta tén thuong mai.
Lich trinh theo di va xét nghiém danh gia thay ddi tiy theo bénh canh 1am sang.
4.1. Giai doan som:
- Lich trinh: mdi 2 thang/1 1an trong ndm dau, mdi 3 thang/lan trong 2 nim sau, mdi 6 thang/lan
tir ndm thtr tu hodc khi c¢6 din bién 1am sang theo chi dinh cia béc si.
- Phuong tién danh gia: hoi bénh str, kham lam sang, xét nghiém mau co ban, chi diém u, X-
quang, chup cit 16p vi tinh, si€éu am, MRI nao,,...
4.2. Giai doan tién trién tai chd tai vung:
« Lich trinh: mdi 2 thang/lan nam dau, mdi 3 thang/lan trong cac ndm sau hodc khi ¢ dién bién
lam sang theo chi dinh cua béc si.
* Phuong tién danh gid: hoi bénh sir, khdm lam sang, xét nghiém mau co ban, chi diém u, X-
quang, chup cét 16p vi tinh,...
4.3. Giai doan tién xa, di cin: theo ddi bénh tién trién, di cin mdi va xur trf cac tac dung phu cua
diéu tri (phau thuat, xa tri, hoa tri, diéu trj dich).
- Do tinh chét cua viéc diéu tri UTPKTBN giai doan tién xa, di can la diéu tri duy tri, kéo dai,
nén viéc theo ddi trén thuc hanh 1am sang thuong sau mdi 2-3 dot diéu tri. C6 thé ca thé hoa
cho cac bénh nhan nguy co cao hoic khi cé dién bién 1am sang theo chi dinh cua bac si.
« Phuong tién danh gia: kham 1am sang, xét nghiém mau co ban, marker ung thu, chup cit 16p
vi tinh, MRI so nao (néu c6 triéu ching goi ¥ hodc di can ndo)...
5. TIEN LUQONG
- Giai doan: yéu té tién luong quan trong nhat.
- Céc yéu tb khac anh huong dén tién luong bénh:
+ Chi s toan trang: ¢6 y nghia rat quan trong trong giai doan tién xa.
+ Tudi va cac bénh dong mac.
+ Génh ndng di can.
+ Loai md bénh hoc:

e Carcinoma tuyén thudng tién lugng tt hon Carcinoma vay & 1 s6 bdi canh diéu tri.

e Ung thu biéu mo kém biét hoa/khong biét hoa: tién lugng x4u.
- Mot s6 yéu t6 tién luong xau: sut can (>10% trong luong co thé trong vong 3 thang), bach cau
hat tang cao
- Yéu t6 sinh hoc phan tu: Tién lugng tdt néu bénh nhan co cac dot bién gen c6 chi dinh diéu
tri nham trang dich nhu EGFR, ALK, ROSI, BRAF V600E,...
6. TAM SOAT VA DU PHONG
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6.1. TAm soat:

Chup cét 16p vi tinh lidu thip c6 thé duoc sir dung dé tAm soat phat hién som cac ton thuong
nho & phdi trén dbi twong ngudi ¢ nguy co cao mic ung thu phdi. Viée sang loc chup cit 16p
lidu thap hing nam thong qua cac chuong trinh sang loc duoc khuyén nghi cho nhitng ngudi c6
nguy co cao bao gom tudi va tién sir hut thude. Co thé can nhic cac yéu to nguy co khac nhu:
tiép xuc radon, phoi nhiém moi trudng va nghé nghiép, tién sir ung thu trude do, tién sir gia
dinh c6 nguoi than (bac 1) méc ung thu phdi, tién st mac COPD hoic bénh xo phdi, hit thude
1a thu dong (tham khao PLCOm2012 Lung Cancer Risk Calculator).

6.2. Du phong:

Bién phap phong ngira hitu hiéu nhat 12 phong chdng tac hai ciia thudc 14. Bénh nhan UTPKTBN
nén dugc hd trg tdi uu dé cai thude 1a, bao gdm tu van va cac ky thuat thay d6i hanh vi ciing
nhu liéu phap dugc 1y, dé t6i vu hoa két qua diéu tri va giam nguy co mic cac bénh ac tinh
trong twong lai. Tu van di truyén c6 thé can nhic cho cac truong hop ngudi cé tién sir gia dinh

¢6 nguoi than (bac 1) mic ung thu phoi.
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PHU LUC:

CAC PHOI HOP BIEU TRI TOAN THAN UNG THU PHOI KHONG TE BAO NHO

1. Hoéa tri tan bo trg hoiic bd tro:

- Cisplatin 50 mg/m? ngay 1 va 8, Vinorelbine 25 mg/m® ngay 1,8, 15, 22; chu ky mdi 28 ngay
x 4 chu ky.

- Cisplatin 100 mg/m? ngay 1, Vinorelbine 30 mg/m? ngay 1,8, 15, 22; chu ky mdi 28 ngay x
4 chu ky.

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

- Cisplatin 100 mg/m? 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 ky mdi 21 ngay x 4 chu
ky.
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- Cisplatin 75 mg/m? ngdy 1, Docetaxel 75 mg/m? ngay 1; chu ky mdi 21 ngay x 4 chu ky.
- Cisplatin 75 mg/m? ngdy 1, Pemetrexed 500 mg/m? ngay 1; chu ky mdi 21 ngdy x 4 chu ky
(khong phai té bao vay).

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

- Carboplatin AUC 6 ngay 1, Paclitaxel 200 mg/m? ngdy 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 1, Pemetrexed 500 mg/m? ngay 1, chu ky mdi 21 ngdy x 4 chu ky

(khong phai té bao vay).

Diéu tri bo trg' bénh nhan cé dot bién gen din dwong

- Osimertinib 80 mg udng 1 1an/ ngdy, lién tuc 36 thang; ap dung cho bénh nhan UTPKTBN ¢6
dot bién EGFR mat doan exon 19 hodc L858R, giai doan IB-IIIA sau phau thuat + hoa chat
b trg.

- Alectinib 600 mg udng 2 1an/ ngay, lién tuc 24 thang; ap dung cho bénh nhan UTPKTBN cé
tai sap xép gen ALK, u >4 cm hoic 6 di cin hach, giai doan IB-IIIA sau phiu thuét.

Piéu tri bo trg' bénh nhan khong cé ddt bién gen din dwong, phu hop diéu tri thude ic

ché diém kiém soat mién dich

- Atezolizumab 1200 mg truyén tinh mach mdi 3 tuan, tdi da 16 chu ky (1 ndm); ap dung cho
bénh nhan UTPKTBN ¢6 u >4 cm hodc ¢6 di can hach, giai doan II-IIIA, da diéu tri hoa chét
bd trg, PD-L1 >1%, khong c6 dot bién EGFR hodc ALK.

- Pembrolizumab 200 mg mdi 3 tudn hodc 400 mg mdi 6 tuan, truyén tinh mach, toi da 1 nam;
ap dung cho bénh nhan UTPKTBN c6 u >4 cm hodc c6 di can hach, giai doan IB-IIIA, da
diéu tri hoa chét bo trg, khong c6 dot bién EGFR hoac ALK.

(Trudng hop da diéu tri héa tri tan bo trg phdi hop Pembrolizumab: diéu tri bo tro tdi da 39
tuan).

2. Héa chit két hop mién dich diéu tri tin bo tro

- Nivolumab 360 mg + hoa tri bo dbi nén tang Platinum, mdi 3 tuan x t6i da 4 chu ky; co thé
tiép tuc nivolumab don tri nhu diéu trj bd tro sau phau thuat.

- Pembrolizumab 200 mg + hoa tri bd d6i nén tang Platinum, mdi 3 tuan x 4 chu ky; sau d6
tiép tuc pembrolizumab don tri nhu diéu tri bd tro sau phau thuat.

- Durvalumab 1500 mg + hoa tri bo d6i nén tang Platinum, mdi 3 tuan x 4 chu ky; sau d6 tiép
tuc Durvalumab don tri nhu diéu tri b trg sau phﬁu thuat.

- Céc lua chon hoa tri bd doi nén tang Platinum bao gém:

+ Cisplatin 75 mg/m? ngiy 1 + Pemetrexed 500 mg/m? ngay 1 (md hoc khong té bao vay).
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+ Cisplatin 75 mg/m? ngay 1 + Gemcitabine 1000 mg/m? hodc 1250 mg/m? ngay 1 va 8 (mo
hoc té bao vay).

+ Cisplatin 75 mg/m? ngay 1 + Paclitaxel 175 mg/m? hoac 200 mg/m? ngay 1 (moi loai mo
hoc).

+ Carboplatin AUC 5 hodac AUC 6 ngay 1 + Paclitaxel 175 mg/m? hodc 200 mg/m? ngay 1
(moi loai md hoc).

+ Carboplatin AUC 5 hodac AUC 6 ngay 1 + Pemetrexed 500 mg/m? ngay 1 (md hoc khong
té bao vay).

+ Carboplatin AUC 5 hoac AUC 6 ngay 1 + Gemcitabine 1000 mg/m? hodc 1250 mg/m?
ngay 1 va 8 (md hoc té bao vay).

3. Hoéa xa tri dong thoi

- Cisplatin 50 mg/m? ngay 1, 8, 29 va 36; Etoposide 50 mg/m? ngay 1-5, 29-33; phdi hop dong
thoi voi xa tri.

- Cisplatin 100 mg/m? ngay 1 va 29; Vinblastine 5 mg/m?/tuan x 5; phdi hgp dong thoi voi xa
tri.

- Carboplatin AUC 5 ngdy 1; Pemetrexed 500 mg/m? ngay 1; chu ky mdi 21 ngay x 4 chu ky;
phéi hop dong thoi véi xa tri (khong té bao vay).

- Cisplatin 75 mg/m? ngdy 1; Pemetrexed 500 mg/m? ngay 1; chu ky mdi 21 ngay x 3 chu ky;
phéi hop ddng thoi vai xa tri (khong té bao vay).(x duy tri thém 4 chu ky Pemetrexed 500
mg/m?).

- Paclitaxel 45-50 mg/m? mdi tuan, Carboplatin AUC 2, phdi hop dong thoi voi xa tri (khong
té bao vay) (+ duy tri thém 2 chu ky Paclitaxel 200 mg/m? va Carboplatin AUC 6).

- Cisplatin 75-80 mg/m? ngay 1, Vinorelbine 20-25 mg/m? ngay 1 va 8 (hoic 40-60 mg/m>udng
ngay 1 va 8), phdi hop dong thoi véi xa tri, chu ky 28 ngay x 2 chu ky (£ diéu tri 2 chu ky
trude hoa xa tri dong thoi)

4. Didu tri cling 6 sau héa xa tri dong thoi (giai doan I1I, khong tién trién bénh sau 2 chu ky

hoa xa tri)

- Durvalumab 10 mg/kg IV mdi 2 tuan hodc 1500 mg mdi 4 tuan (v6i bénh nhan c6 can ning
>30 kg) trong 12 thang.

- Osimertinib 80 mg hang ngay dén khi bénh tién trién v&i bénh nhan c6 dot bién gen EGFR
mét doan Exon 19 hodc L858R.

5. Diéu tri toan than giai doan tién xa

5.1. Piéu tri theo cac dich dic hiéu
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Budc mot

Budc sau

Dot bien EGFR dang hoal
dong

- Osimertinib

- Osimertinib + Pemetrexed-
Platinum

- Amivantamab + Lazertinib
- Afatinib

- Gefitinib

- Erlotinib

- Erlotinib + Bevacizumab

- Erlotinib + Ramucizumab
- Dacomitinib

- Lazertinib

- Osimertinib (sau khang TKI
thé hé I va II)

-Carboplatin/pemetrexed +
IAmivantamab (UTBM khong

vay)
- Datopotamab  deruxtecan-
dink (UTBM khong vay)

- Lazertinib + Amivantamab

Dot bien EGFR Insertion 20)

- Carboplatin/pemetrexed+
IAmivantamab (UTBM khong

- Amivantamab

- Sunvozertinib

vay) - Datopotamab deruxtecan-
dink (UTBM khong vay)

Tdi sap xép ALK - Alectinib - Alectinib

- Brigatinib - Brigatinib

- Ceritinib - Ceritinib

- Lorlatinib (Sau khang Crizotinib)

- Crizotinib - Lorlatinib

- Ensartinib - Ensartinib
Dung hop gen ROS1 - Entrectinib - Repotrectinib

- Repotrectinib - Lorlatinib

- Lorlatinib - Entrectinib

- Crizotinib - Taletrectinib

- Ceritinib

- Taletrectinib

Dot bién V600E

- Dabrafenib + Trametinib
- Encorafenib + Binimetinib
- Dabrafenib

- Vemurafenib
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Dot bién MET  skippingl- Capmatinib - Capmatinib
exon 14 - Tepotinib - Tepotinib
- Savolitinib - Savolitinib
- Crizotinib - Crizotinib
Dung hop gen RET - Selpercatinib - Cabozantinib
- Pralsetinib
Dung hop gen NTRK - Larotrectinib - Larotrectinib
- Entrectinib - Entrectinib
- Repotrectinib - Repotrectinib
Dot bién KRAS G12C - Sotorasib
- Adagrasib
Dot bien HER?2 - Fam-trastuzumab deruxtecan-
nxki
- Ado-trastuzumab emtansine
- Zongertinib
- Sevabertinib
Boc 1o qua mirc HER2 - Fam-trastuzumab deruxtecan-
nxki
Dung hop gen NRG1 - Zenocutuzumab-zbco

5.2. Piéu tri cho bénh nhan phu hop diéu tri thudc trc ché diém kiém soat mién dich

Diéu tri buée 1 PD-L1 > 50% (PS 0-2)

Ung thu biéu mé tuyén, té bao 16m,

UTPKTBN tip NOS

Ung thu biéu mé vay

Ul tién

- Pembrolizumab

- Cemiplimab-rwlc

- Atezolizumab

- Pembrolizumab + Pemetrexed + Platinum
(Carboplatin hodc Cisplatin)

- Cemiplimab-rwlc + Pemetrexed +

Plaltinum (Carboplatin hodc Cisplatin)
Khuyén nghi khic

Ul tién

- Pembrolizumab

- Cemiplimab-rwlc

- Atezolizumab

- Pembrolizumab + Carboplatin + Paclitaxel/
Nab-paclitaxel

- Cemiplimab-rwlc + Paclitaxel + Platinum
Khuyén nghi khac

- Nivolumab + Ipilimumab + Paclitaxel +

Platinum
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- Atezolizumab + Bevacizumab +
Carboplatin + Paclitaxel

- Carboplatin + Nab-paclitaxel (Paclitaxel
gin albumin) + Atezolizumab

- Nivolumab + Ipilimumab + Pemetrexed +
Platinum (Carboplatin hodc Cisplatin)

- Cemiplimab-rwlc + Paclitaxel + Platinum
(Carboplatin hoac Cisplatin)

- Cemiplimab-rwlc + Pemetrexed +
Platinum (Carboplatin hodc Cisplatin)

- Tremelimumab-actl + Durvalumab +
Carboplatin + Paclitaxel gin albumin

- Tremelimumab-actl + Durvalumab +
Platinum (Carboplatin hodc Cisplatin) +
Pemetrexed

Lua chon thay thé c6 thé

- Nivolumab + Ipilimumab

- Tremelimumab-actl + Durvalumab +
Carboplatin + Paclitaxel gan Albumin

- Tremelimumab-actl + Durvalumab +
Gemcitabine+ Platinum

Lua chon thay thé néu c6 thé

- Nivolumab + Ipilimumab

Pidu tri buéc 1 PD-L1 1-49 % (PS 0-2)

Ul tién

- Pembrolizumab + Platinum + Pemetrexed

- Cemiplimab-rwlc + Pemetrexed + Platinum
Khuyén nghi khic

- Cemiplimab-rwlc + Paclitaxel + Platinum

- Atezolizumab + Carboplatin + Nab-
paclitaxel (Paclitaxel gin Albumin)

- Atezolizumab + Bevacizumab +
Carboplatin + Paclitaxel

- Nivolumab + Ipilimumab + Pemetrexed +
Platinum (Carboplatin hodc Cisplatin)

- Tremelimumab-actl + Durvalumab +
Carboplatin + Paclitaxel gan Albumin

- Tremelimumab-actl, theo sau boi duy tri

Durvalumab + Pemetrexed

Ul tién

- Pembrolizumab + Carboplatin + Paclitaxel/
Nab-paclitaxel

- Cemiplimab-rwlc + Paclitaxel + Platinum
Khuyén nghi khac

- Nivolumab + Ipilimumab + Paclitaxel +
Carboplatin

- Nivolumab + Ipilimumab

- Tremelimumab-actl + Durvalumab +
Carboplatin + Paclitaxel gan Albumin

- Tremelimumab-actl + Durvalumab +
Gemcitabine+ Platinum

- Tremelimumab-actl, theo sau duy tri

Duvalumab
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Lua chon thay thé c6 thé
- Pembrolizumab don trj ¢6 thé dugc chi dinh

néu bénh nhan khong phu hop véi diéu tri két

Lua chon thay thé néu c6 thé

Pembrolizumab don tri ¢6 thé duoc chi dinh

- Pembrolizumab + Platinum + Pemetrexed

- Cemiplimab-rwlc + Pemetrexed + Platinum
Khuyén nghi khac

+ +

Atezolizumab Bevacizumab

Carboplatin + Paclitaxel

- Atezolizumab + Carboplatin + Paclitaxel
gin Albumin

- Nivolumab + Ipilimumab

- Nivolumab + Ipilimumab + Pemetrexed +
Platinum

- Cemiplimab-rwlc + Pemetrexed + Platinum
- Cemiplimab-rwlc + Paclitaxel + Platinum

- Tremelimumab-actl + Durvalumab +
Carboplatin + Paclitaxel gin Albumin
Tremelimumab-actl + Durvalumab +

Pemetrexed + Platinum

hop hoa chat. néu bénh nhan khong phu hop véi diéu tri két
hop héa chat.
Piéu tri bude 1 PD-L1 <1% hoic khong rd (PS 0-2)
Uu tién Uu tién

- Pembrolizumab + Carboplatin + Paclitaxel/
Nab-paclitaxel

- Pembrolizumab + Carboplatin + Nab-
paclitaxel

- Cemiplimab-rwlc + Paclitaxel + Platinum
Khuyén nghi khac

- Nivolumab + Ipilimumab

- Nivolumab + Ipilimumab + Paclitaxel +
Carboplatin

- Tremelimumab-actl + Durvalumab +

Carboplatin + Paclitaxel gan Albumin

Tremelimumab-actl + Durvalumab +

Gemcitabine+ Platinum

* Atezolizumab diéu tri buéc 1 UTPKTBN khong phti hop véi hoa tri chira platinum va khong

c6 d6t bién EGFR hodc ALK bao g6m giai doan tién trién tai chd, khong thé phau thuat, khong

thé hoa xa tri¢t can hodc giai doan di can.

5.3. Hoa tri

tot)

Ung thw biéu mé tuyén, ung thw biéu mé té bao 16n, ung thw biéu mé tip NOS (thé trang

» Bevacizumab/Carboplatin/Paclitaxel
» Bevacizumab/Carboplatin/Pemetrexed
» Bevacizumab/Cisplatin/Pemetrexed

» Carboplatin/Albumin-bound Paclitaxel

* Carboplatin/Pemetrexed
* Cisplatin/Docetaxel
* Cisplatin/Etoposide

* Cisplatin/Gemcitabine
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» Carboplatin/Docetaxel
» Carboplatin/Etoposide
» Carboplatin/Gemcitabine

» Carboplatin/Paclitaxel

» Cisplatin/Paclitaxel
» Cisplatin/Pemetrexed
» Gemcitabine/Docetaxel

» Gemcitabine/Vinorelbine

kém)

Ung thu biéu mé tuyén, ung thu biéu mé té bao 16m, ung thw biéu mé tip NOS (thé trang

* Albumin-bound Paclitaxel

» Carboplatin/Albumin-bound Paclitaxel
» Carboplatin/Docetaxel

» Carboplatin/Etoposide

> Carboplatin/Gemcitabine

» Carboplatin/Paclitaxel

 Carboplatin/Pemetrexed

* Docetaxel

» Gemcitabine

» Gemcitabine/Docetaxel

» Gemcitabine/Vinorelbine

e Vinorelbine phac d6 tiéu chuan hodc phac d6
metronomic

» Pemetrexed

Ung thu biéu mé té bao vay (thé trang tot)

» Carboplatin/Albumin-bound Paclitaxel
» Carboplatin/Docetaxel

» Carboplatin/Gemcitabine

» Carboplatin/Paclitaxel

» Cisplatin/Docetaxel

» Cisplatin/Etoposide

e Cisplatin/Gemcitabine
» Cisplatin/Paclitaxel

» Gemcitabine/Docetaxel

» Gemcitabine/Vinorelbine

Ung thu biéu mé té bao vay (thé trang kém)

» Albumin-bound Paclitaxel

» Carboplatin/Albumin-bound Paclitaxel
» Carboplatin/Docetaxel

» Carboplatin/Etoposide

» Carboplatin/Gemcitabine

» Carboplatin/Paclitaxel

» Docetaxel

» Gemcitabine

» Gemcitabine/Docetaxel

» Gemcitabine/Vinorelbine

* Paclitaxel

* Vinorelbine phac d6 tiéu chuan hodc phac d6

metronomic

5.4. Didu tri duy tri

Ung thw biéu md tuyén, té bao 16m,
UTPKTBN tip NOS

Ung thu biéu md vay

- Bevacizumab

- Pembrolizumab
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- Pemetrexed

- Pemetrexed + bevacizumab

- Pemetrexed + pembrolizumab
- Atezolizumab + bevacizumab
- Ipilimumab + nivolumab

- Atezolizumab

- Gemcitabine

- Cemiplimab-rwlc

- Gemcitabine

- Pemetrexed + Cemiplimab-rwlc
- Durvalumab

- Pemetrexed + durvalumab

- Ipilimumab + nivolumab
- Gemcitabine
- Cemiplimab-rwlc

- Durvalumab
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