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TOM TAT

Dit vin dé: Trong nhitng nam gan ddy diéu tri ung thw phoi c6 sy phét trién manh mé, véi
nhiéu dich phan tir duoc phat hién nhu EGFR, ROS1, KRAS, ALK, PD-L1 ... giup kéo dai thoi gian
song va nang cao chdt lwong cudc song ngueoi bénh. Trong dé cdc chat irc ché hogt chat tyrosine
kinase (TKIs) cuia thu thé yéu té phat trién biéu mé (EGFR) duwoc nghién cizu nhiéu va ap dung réng
réi ¢ bénh nhan UTP trén thé gigi va trong nuéc. Nhiing bénh nhan ung thu phéi khdng té bao nho
(UTPKTBN) mang dét bién EGFR nay thuong co dap 1ng tot véi thude diéu tri dich. Trong cac thir
nghi¢m 1am sang vi¢c su- dung thuéc nhdam tring dich cho két qud thoi gian song thém khdng tién
trién cao hon so véi hoa tri. Bén canh dé, dé an toan cua thudc ciing dwot ching minh, khac phuc
dwoc han ché nhu thiéu tinh chon loc déc hiéu tirng ca thé va nhiéu tac dung khéng mong muan anh
hieong dén liéu trinh va hiéu qua diéu trj cia héa chat. Ca Iam sang: Bénh nhan ni# 65 tugi chan
dodn ung thu biéu mo tuyén phéi phdi di cin ndo, mang phéi c6 dgt bién L858R cua gen EGFR.
Bénh duoe diéu tri véi Gefitinib va xa phau ndo bang dao gamma. Hién tai bénh nhdn dap img mgt
phan sau 14 thang diéu tri va tiép tuc theo déi ddp img diéu tri. Két lugn: Lwa chon diéu tri bénh
ung thu phoi khdng té bao nhé giai doan mugn phy thugc vao: Logi mod hoc, dgt bién EGFR, thé
trang va kinh té... Gefitinib 1a mét trong cac thudc diéu tri dich cé hiéu qud trong diéu tri buéc 1 ¢
nhiing bénh nhén ung thw phéi logi biéu mé tuyén cé dét bién gen EGFR, gitp nang cao chat lirong
cugc song, kéo dai thoi gian véi déc tinh thap va chdp nhén dueoc.

Tir khoa: Ung thur phoi khong té bao nho, dot bién EGFR, diéu tri nhdam tring dich.

ABTRACT

EFFECTIVE TREATMENT OF ADVANCED - STAGE NON SMALL
LUNG CELL CANCER WITH EGFR MUTATIONS: A CLINICAL CASE

AND OVERVIEW OF TREATMENT
Huynh Minh Dong®, Le Thanh Vu, Pham Hoang Minh Quan,
Le Hoang Phuc, Lam Vinh Hao, Duong Le Tan Truong
Can Tho University of Medicine and Pharmacy Hospital
Background: In recent years, therapy for lung cancer treatment have been developing
rapidly, with many new molecular targets in the treatment of lung cancer have been discovered such
as EGFR, ROS1, KRAS, ALK, PD-L1...which help to prolong patients’ survival time and and
improve patient's quality of their life. Of those Tyrosine Kinase Inhibitors (TKIs) of the Epithelial
Growth Factor Receptor (EGFR) have been extensively studied and used for cancer patients
nationwide and worldwide. Patients with Non-Small Cell Lung Cancer (NSCLC) harboring this
EGFR mutation usually show an effective response to the targeted therapy. In clinical trials, the use
of targeted drugs resulted in statistically significantly higher progression-free survival (PFS)
compared with chemotherapy. In addition, the level of safety of the drugs has also been proved to
be higher, overcoming the limitations of using chemical drugs such as the lack of specific selectivity
for each individual and many side effects affecting the treatment cylce as well as it is effectiveness
with chemotherapy. Case report: A 65-year-old female patient diagnosed with advanced - stage lung
adenocarcinoma, having brain and pleural metastases, who habours the L858R point mutation of
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the EGFR gene. The patient was treated with Gefitinib and underwent Gamma Knife Radiosurgery,
who is currently in partial response after 14 months of treatment and continues to be monitored for
response to treatment. Conclusions: Treatment options for advanced stage non-small cell lung
cancer depend on: Histopathologic type, EGFR mutation, patient's physical condition and
economy.... Gefitinib is one of the effective target drugs in the first-line treatment for lung
adenocarcinoma patients with EGFR gene mutations. It does improve the quality of patients’ life
and prolongs survival time with low and acceptable toxicity.
Keyword: Non-small lung cell cancer, EGFR mutations, targeted therapy.

I. PAT VAN DPE

Ung thu phdi 1a mét trong cac bénh ung thu thudng gap nhat va 1a nguyén nhan gay tir
vong hang dau trén thé gisi va Viét Nam. Ung thu phdi khong té bao nho (UTPKTBN) chiém
80 - 85% trong ung thu phoi. Ngay nay y hoc da c6 nhiéu tién bo dé chan doan ung thu phoi
giai doan sém, tuy nhién c6 dén 70% bénh nhan phat hién ¢ giai doan da di can. Nhitng bénh
nhan nay ty ¢ séng thém 5 nam & giai doan muon rat thap khoang 4%-10%. Trong nhing
nam gén day, y hoc da phat hién duoc nhiéu dich phan tir bénh hoc trong diéu tri 'ung thu phol
kéo dai thoi gian séng va nang cao chat lwong cudc song nguoi bénh, do la chat uc ché hoat
chat tyrosine kinase (tyrosine kinase inhibitors TKIs) cua thu thé yéu t6 phét trién biéu mo
(epidermal growth factor recepter - EGFR). C6 khoang 10%-50% bénh nhan UTPKTBN c6
dot bién ¢ exon 18 - 21 ciia gen EGFR va dot bién exon 19 del va exon 21 (L858R) chiém
hon 80% trong s6 d6. Nhitng bénh nhan UTPKTBN mang dot bién EGFR nay thuong c6 dap
g t6t vai thude diéu trj dich. Trong cac thir nghiém l1am sang viéc st dung TKIs cho két qua
thoi gian sdng thém khong tién trién (PFS) cao hon ¢ ¥ nghia théng ké so véi hoa tri. Bén
canh hiéu qua diéu tri, do an toan cua thudc ciing dwoc ching minh so véi hoa chét, khic phuc
dugc han ché cua dung thudc hda chat Ia thiéu tinh chon loc dic hiéu ting cé thé va nhiéu tac
dung khdng mong mudn anh hudéng dén liéu trinh va hiéu qua diéu tri. Hién nay, céc thudc
nay da duoc khuyén cao trong cac hudng dan thyuc hanh trong nuéc va quéc té cho bénh nhan
UTPKTBN giai doan muon, tai phat, di can c6 dot bién EGFR.

I1. NOI DUNG

- Calam sang:

Bénh nhan: L.T.M, Nit, 65 tudi. Ngay vao vién: 05/05/2020, vai ly do chdng mat kém
budn non.

Bénh sir: Trudc vao vién 2 ngay, bénh nhan chdng mat nhiéu ting khi thay doi tu thé
kém budn ndn, mét, kho thé khi van dong, ho it, tinh trang ngay cang nhiéu, bénh chua diéu
tri gi, nhap Bénh Vién Trudng Pai Hoc Y Duoc Can Tho diéu tri.

Xquang: U ving dinh phdi (T) nghi 4c tinh. Siéu &m: Hach ¢ (T) kich thuéc khoang
1cm, mat dic diém lanh tinh. Két qua chup CT- Scanner nguc (07/05/2020) cho thay: U
viing dinh phéi (T) kich thudc 39x47 mm, bd tua gai, Xam 1an mang phol c6 hoai tir bén
trong u, c6 chén ép phé quan, xung quang t6n thuong dang kinh mo. Nhiéu hach trung thit,
hach ¢b 2 bén, duong kinh truc ngian >Icm, kich thudc 16n nhat 25x16mm. Chup cong
hudng tir so ndo danh gia: 2 khdi u trong truc viing thai duong (T) kich thudc khoang 2cm
va tiéu ndo (T) kich thudc khoang 4cm, gay hiéu ung choéan chd. Chat chi diém u CEA:
113.9 ng/ml
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Bénh nhan duoc ndi soi long nguc sinh thiét u phdi (T). Két qua giai phau bénh 1a ung
thu phol biéu mo tuyén & phoi xam Ian mang phoi. Xét nghiém dot bién gen EGFR: Co dot
bién diém L858R trén exon 21.

- TOm tit: | |

Bénh nhan nit, 65 tudi, vao vién vi chong mat va budn nén. Chan doan: Ung thu biéu
md tuyén cua phoi trai giai doan IV (T4N3M1 (di cin mang phdi, ndo)), dot bién L858R
trén EGFR.

- Didu tri: | |

Bénh nhén dugc chin doan ung thu phdi giai doan muon, c6 dot bién gen EGFR
L858R tai exon 21, khéng con chi dinh diéu tri triét dé nhu phau thuat, xa tri. Vi thé trang
va diéu kién hién co, chung t6i diéu tri két hop xa phiu 6 di cin no bang dao gamma lidu
& u thai dwong (T) va tiéu ndo (T) lan luot 1a 12Gy va 12,5 Gy vao ngay 24/06/2020, sau d6
tién hanh diéu tri toan than véi Iressa 250mg 1 vién/ngay.

- Panh gia dap ung bénh trong qua trinh diéu tri 1am sang:

Sau 1 thang diéu tri bénh cai thién tét, bénh nhan sinh hoat ma khéng can su hd tro,
giam mét, giam chong mit, ting can trd lai, an udng dugc. Bénh nhan c6 xuit hién mun,
ngtra d6 da ving nguc, mat. Chi s6 ung thu c6 chiéu hudng giam.

Sau 3 thang diéu tri bénh nhan khong kho thé, khdng chong mat, khong dau nhc,
sinh hoat di lai binh thuong, dn ngu tét, da ving mat, nguc giam ngara, giam viém do. Can
1am sang (sau 3 thang diéu tri): Chi diém u CEA: 8.4 ng/ml ( trong gidi han binh thudng).
Hinh anh CT- Scanner nguc sau 3 thang diéu tri cho thay: Khéi u dinh phéi trai giam kich
thudc con 20x10mm, co kéo nhu mod, mang phdi, ngam thudc it sau tiém, hach trung that
va hach ¢6 giam kich thudc con khoang 15mm. MRI ndo sao 3 thang diéu tri ciing cho thay
giam kich thugc nhiéu (kich thuge mdi u khoang 1-1,5cm, ¢6 hoai tir u) so véi ban dau.

Bénh nhan dap wng mot phan 3 thang diéu tri, 1am sang cai thién tét, khéi u va cac
hach, co quan di can thuyén giam kich thudc. Tuy nhién, trong qué trinh bénh nhan str dung
thudc, xuat hién ndi ban ngoai da viing mat, nguc mirc d6 nhe. Bénh nhan tiép tuc duoc duy
tri Iressa 250 mg udng 1 vién/ngay.

Hién tai sau 14 thang diéu tri, bénh nhan khdng kho tho, khong dau dau, khéng chéng
mat, sinh hoat binh thuong, an ung tét, nga ngon. CT nguc khdi u & phdi thanh dai xo co
kéo nhu mé xung quanh, kich thudc u con 8x7mm, céc hach trung that kich thuéc 6x4mm
va hach ¢ bién mat va MRI ndo hién tai: Ton thuong tan gan hét, chat chi diém khéi u CEA
2.7 ng/ml trong giéi han binh thudng. Panh gia bénh dép wng mot phan. Da khd, ndi mun
& mat va nguc tirng dot va khong cé tac dung phu nao khac xay ra.

Chlng toi nhan thay hiéu qua t6t trong viéc diéu tri ung thu phoi khong té bao nho c6
dot bién EGFR bang phac d6 phdi hop xa phiu bang dao gamma quay diéu tri ton thuong
di cin ndo, két hop véi diéu tri dich & bénh nhan nay. Vé 1am sang: Tinh trang bénh nhan
cai thién tot, bénh nhan tra vé cudc sdng sinh hoat binh thudng, nang cao chat lugng song,
khong dau nhuc, hét kho tha, an ngu tét, ting can. Vé cac xét nghiém: Cac chat chi diém
khdi u da tro vé binh thudng, cac chi sé huyét dong hoc 6n dinh, khdi di cin ndo thu nho,
dat 6n dinh bénh, hinh anh khéi u & phoi giam kich thuéc, ton thuong di cin ciing thuyén
giam nhiéu. Vi vay ching t6i quyét dinh tiép tuc diéu tri duy tri Iressa 250 mg ubng hang
ngay cho bénh nhan. Bénh nhan dugc tai kham hang thang, hién tai sau 14 thang bénh dap
tng mot phan.
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- Huémg diéu tri tiép theo:

Bénh nhan ni, 65 tudi. Dugc chan doan ung thu biéu md tuyén phoi trai, giai doan 1V
(ndo, mang phdi), co dot bién gen EGFR trén exon 21. Sau diéu tri 14 thang bing Gefitinib
(Iressa) 250mg lién tuc, bénh dap tng mot phan (RECIST 1.1). Hién tai bénh nhan 6n dinh,
tiép tuc diéu tri va theo ddi dap wng, chdng toi tin rang bénh nhan s& tiép tuc dat dap ung
bénh lau dai.
111. TONG QUAN CHAN POAN VA PIEU TRI UNG THU PHOI KHONG TE
BAO NHO

Ung thu phéi I bénh ung thu thuong gap nhat va la nguyén nhan gay tu vong hang
dau ¢ ca hai glol véi 2,1 triéu ca chiém 11,4% trong tong sé ca méi mac va 1,8 triéu ca
chiém 18,4% s ca tir vong ¢ tat ca c4c loai ung thu trong nam 2020. Tai Viét Nam, ty Ié
méc ung thu phdi ding thir nhat & nam va thir 2 & nit. Mic du da c6 nhiéu tién bo trong chan
doan va diéu tri nhung ty 1& sdng thém 5 nam v6i bénh nhan ung thu phoi chi chiém 4 - 17%
tuy theo giai doan va sy khac biét khu vuc. Tai Viét Nam, ty I¢ tr vong hang nam do UTP
1a 20.710 ca chiém 19,2% sé ca tir vong do ung thu néi chung [9].

- C4c yéu to nguy co ung thw phoi:

Ung thu phoi thudng gap ¢ nam véi ti 1& nam/nir 1a 6/1. Tan sé mac UTP tang dan
theo tudi, phan 16n UTP duoc chan doan ¢ lia tudi 35-75, dinh & tudi 55-65. Hat thude 14
la nguyén nhan caa phan 16n UTP (> 80%). Trong khéi thuc 1a cd khoang > 3000 chat hoa
hoc tao ra 40 chat giy ung thu khac nhau. Nhitng ngudi hit thude 14 c6 nguy co bi UTP cao
g4p 10 1an so vai nhitg ngudi khong hit. Pac biét nhitng ngudi hat trén 1 bao thudce 1 ngay
thi nguy co tang 1én 15 dén 20 lan. Nhimg ngudi séng trong méi trudng ¢d khoi thube 14
nguy co ung thu 1én t&i 50%. Ngoai ra mot sé yéu té khac nhu 6 nhiém moi trudng, khi
radon, amiing, benryllium, hydrocarbon thom da vong, nicken, ton thuong lao, viém phé
quan man, COPD hoic céc yéu té gen nhu mét nhidm sic thé vung 3p21, p53, cac dot bién
EGFR, KRAS, ALK ciing lam ting nguy co ung thu phoi [6].

- Chén do4n va giai doan:

Phan loai giai doan UTPKTBN nham danh gia sy lan rong caa khoi u, vi tri, kich
thudc u, tinh trang di can hach va cac co quan khac ngoai 10ng nguc. Danh gia chinh xac
giai doan 12 hét strc quan trong, khong thé thiéu trong chan doén, 13 chia khoa trong diéu tri
va tién lugng bénh. Hién tai da co phan loai theo TNM theo AJCC ban lan thi 8. Ngoai ra
phan loai md bénh hoc ciing quan trong khong kém trong lya chon ké hoach diéu tri trong
lam sang va ca nhan hoa phuong phap diéu tri. Mdi lién quan gitra cac typ cta ung thu biéu
mo tuyén véi cac dac diém vé sinh hoc phan tir: Hau hét cac typ ung thu biéu md tuyén co
thé boc 16 qua mirc gen EGFR, dot bién gen KRAS, gen ALK.... Tuong quan giita dot bién
gen va type md bénh hoc 13 yéu t6 quan trong dé danh gia tién lugng bénh va kha nang dap
ng vai diéu tri dich [17], [2].

- Piéu tri:

+ Muc tiéu diéu tri phan theo giai doan:

Diéu tri triét can nham muc tiéu chira khoi: Giai doan sém khu tru tai chd tai vung
(giai doan I, 11, I11A). Phau thuat (nhu: VAST, cit phdi hinh chém, cit phan thiy phdi, cit
thuy hoac cit mot bén phdi) va xa tri (xa tri ngoai hodc xa phau) 1a 2 phuong phap chinh dé
diéu tri ¢ giai doan nay, c6 thé phéi hop ca hai phuong phap dé kiém soat bénh tt hon &
bénh nhan c6 nguy co cao, vai trd cua hda tri hd trg sau diéu trj triét dé con han ché va tay
tung truong hop.
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Diéu tri mang tinh giam nhe, ting chét lvong cudc séng va kéo dai thai gian séng con
ap dung cho giai doan tién trién tai chd-tai viing hodc tai phat di can (giai doan I11B, 1IC,
1V). biéu tri ¢ giai doan nay dugc biét dén trong nhiéu nim qua la hod trji hé thong. Ngay
nay, véi hiéu biét nhiéu hon vé sinh hoc phan tir, diéu tri nham trang dich 1a mot hudng diéu
tri méi dem lai két qua kha quan, ning cao hon hiéu qua diéu tri, giam tac dung phu va diéu
tri theo tirng ca thé. Trong hudng dan thuc hanh 1am sang NCCN khuyén céo lya chon diéu
tri budc 1 UTPKTBN giai doan tién xa phu thudc vao loai md bénh hoc, tinh trang dot bién
va thé trang, ca thé hod viéc diéu tri toan than [1], [15], [16].

Truong hop khong c6 dot bién: Hoé tri néu thé trang cho phép hoic chim soc giam nhe.

Truong hop c6 dot bién: Biéu tri nham trang dich dem lai hiéu qua cho bénh nhan c6
nhiing thay doi vé gen dac hiéu.

R
ALK MEY HER2
Nhay EGFR ~ Crizotinib * Crizotinib * - Yrasluzwlnob emtansine 7
> Gefitinib? ~ Alectinib * Cabozantinib 2 - Astinid
o » Ceritinib * ~ Dacomitinib ?
> ErIo_tlr?lb4 + Lodatinib MET 3%
> Afatinib* - Brigatinib * > 1 Mutation 3% BOs1L
> Osimertinib* e - Crizotinib
. 4 EGER HER2 2% » Cabozantinib ?
> Necitumumab Oihiar as ~ Ceritinib 2
> Rociletinib? ROS12% | . Lodatinib?
BRAF2% | ~ DS-6051bt
RET 2% BRAF
NTRK1 1% » Vemurafenib *
~ Dabrafenib

BEY
Cabozantinib ¥

Khéng xac dinh

~ Alectinib *
~ Apatinib?
~ Vandetanib *
~ Ponatinib ¥
~ Lenvatinib *
[ MEX] I PIKICA | ~ Entrectinib *
Tur khoa | ~ Trametinib 2 - 1Y3023414 2 ~ LOXO0-1017
1-Phal 3-Pha3 ~ Selumetinib * -~ PQR309* ~ Cabozantinib *
2-Pha2  4-4p dung lam sang ~ Cobimetinib * | : ~ DS-6051b*

Hinh 1: Cac d6t bién va thudc diéu tri nhdm tring dich trong UTPKTBN [3]

- EGFR va ung thw phoi:

Gia thuyét cho rang rdi loan con duong tin hiéu EGFR c6 thé gop phan dan dén nhiing
bién doi 4c tinh cua té bao bat dau duoc dit ra tir nhitg nam dau thap ky 80 sau nghién cau
cua De Larco, Reynolds, Carlberg va cong su (1980). Nghién cau chi ra gen EGFR 6 vai
tro twong ty Vi 1 oncogene v-erbB cuaa virus gay bénh hong cau & gia cam. V-erbB ma hoa
cho protein xuy&n mang c6 ciu trac twong déng chit ché voi EGFR bao gdm phan xuyén
mang va phan ndi bao tham gia vao co ché kich thich tang sinh té bao. Nhitng nghién ctu
sau d6 tiép tuc cho thay céc rdi loan din dén ting hoat dong dan truyén tin hiéu qua con
duong EGFR xuét hién trong mot pho rong cac bénh 1y ung thu & ngudi. Nhing rdi loan d6
c6 thé do:

+ Tang boc 16 EGFR trén mang té bao do nhiéu co ché khéc nhau bao gom ting san
suit cac phdi tir cia EGFR, ting hoat dong phién ma cua gen EGFR, hién tuong khuyéch
dai gen (Tang sb lugng ban sao cia gen trong nhan té bao) EGFR.

+ Dot bién gen EGFR dan dén tu hoat hoé ving tyrosine kinase.
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Pro-ErbB
© =) ligand

Tang sinh mach mau

I

Di can

Khang lai chét theo
chuong trinh

Tiang sinh té bao

Hinh 2: Céc con duong tin hiéu noi bao quan trong thdng qua EGFR [19]

Nho nhitng hiéu biét sdu sic hon vé cac con duong dan truyén tin hiéu tang sinh té
bao, vai tro cia EGFR trong co ché bénh sinh va tién trién cua ung thu ngay cang 16 dién rd
nét. Cac con duong dan truyén tin hiéu noi bao khai phét tir EGFR & té bao ung thu dan dén
kich thich tang sinh té bao, ngin can té bao di vao co ché apoptosis — Chét té bao theo
chuong trinh (Con duong MAPK, AKT va JNK) va thuc day hién tuong di cin cua té bao
ung thu khi kich thich con duong tin hiéu thong qua yéu té tang truong ndi mé mach mau
(VEGF) [5], [8], [22].

- Co sé cia cac liéu phap diéu tri ung thw nhim dich EGFR:

Céc liéu phap nham dich EGFR déu nham muc tiéu e ché hay cat dirt cac con duong
tin hiéu noi bao ké trén ngay tai vi tri khoi phat dén phan tir EGFR, theo mot trong hai co
ché chinh:

+ Ut ché chuc nang tiép nhan phdi tir (Cac yéu té tang truong EGF) cua phan ngoai
bao voi cac khang thé don dong (MAbs)

+ Ut ché vuing hoat tinh tyrosine kinase cua ving EGFR noi bao véi cac thue TKIs
(Tyrosine Kinase Inhibitors).

Céc khang thé don dong (Monoclonal Antibodys — MADs)

C6 &i lyc manh véi vi tri gian phéi tir & phan ngoai bao EGFR s& canh tranh véi cac
yéu té tang trudng, ngan can ching gan va hoat hod EGFR, hay néi cach khéc, khéng thé
lam khoi phat cac con dudng tin hiéu ndi bao théng qua EGFR, trong d6 bao gdm cAc tin
hiéu kich thich tang sinh té bao, ngin can chét té bao theo chuong trinh va thic day hién
tugng xam lan, di cin cua té bao ung thu. Phan hing dinh Fc caa khang thé gan vao thy thé
Fc trén bé mit céc té bao higu ung (Effector Cells) cua hé mién dich (VD: Bach cau don
nhan, dai thuc bao). Qua trinh tim Kiém khang nguyén twong ng cua khang thé “vo tinh” 16i
cudn va tap trung cac té bao mién dich dén vj tri khdi u, nhan dién va tiéu diét té bao ung
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thu nhd co ché gay doc té bao qua trung gian té bao phu thuoc khang thé (Antibody-
Dependent Cell mediated Cytotoxicity — ADCC) [4], [22].

Co ché tac dung cua khang thé don dong: Cac thudc néi bat trong nhom nay nhu
Cetuximab, Bevacizumab, Pembrolizumab, Panitumumab... Cac yéu t6 phan &nh tinh trang
hoat dong ciia EGFR c6 thé c6 ¥ nghia du bao kha ning dap ang vai lidu phép khéng thé
don dong khang EGFR:

+ Mirc d6 boc 16 EGFR trén bé mit té bao ung thu: Xac dinh bai xét nghiém hoa mo
mién dich

+ S lwong ban sao gen EGFR trong nhan té bao (Gene copy number): Xéc dinh boi
xét nghiém FISH (Fluorescence in situ hybridization: Ky thuat lai tai chd huynh quang)
hodc CISH (Chromogenic In Situ Hybridization: K§ thuat lai tai chd gan mau)

+ Gi4 trj du bao cuia mdi yéu té trén thay d6i véi cac bénh ung thu khac nhau

Céc thudc e ché EGFR tyrosine kinase (EGFR - TKIs)

Cac phan tir nho EGFR - TKIs gin vao vi tri dic hiéu tai ving noi bao (hoat tinh
tyrosine kinase) cua EGFR, canh tranh véi ATP nho ¢6 ai luc manh hon. Khong c6 ATP,
tyrosine kinase khong thé thuc hién phan tng phosphoryl hoa dé khai phét cac dong tin hiéu
noi bao.

Phan 16n cac dot bién gay hoat hoa EGFR déu gap o ving gan ATP (adenosine
triphosphate) cua thu thé tyrosin, tuong wng véi viing ma hoa boi 4 exon tir 18 dén 21. Céac
dot bién trén 4 exon nay co thé chia thanh 3 nhom: Nhém I, II 1am ting tinh nhay cam cua
cac thudc trc ché tyrosin kinase cuia EGFR (EGFR TKIs) va nhom Il

Nhom I: Thuong gap nhét (khoang 45%), gom cac dot bién trén exon 19, mat doan
tir acid amin vi tri 747-leucine tgi acid amin vi tri 749-acid glutamic

Nhom 11 gom cac dot bién diém, thay thé mot nucleotid 1am thay ddi acid amin & trén
exon 18 va 21. Dot bién diém thuong gap nhat dot bién trén exon 21, thay arginine bang
leucine tai codon 858 (d6t bién L858R- khoang 40-45%) ngoai ra con thay trén exon
21(L861Q) va exon 18(G719X)...

Nhoém 111 gom cac dot bién lap doan, thém doan va dot bién diém tai exon 20. Trén
exon 20 chtra hau hét cac cac dot bién diém gay khang véi thuée EGFR TKIs nhu T790M,
V769L... va cac dot bién thém doan. Dot bién EGFR T790M, chiém 50% nguyén nhan bénh
tién trién sau dap ung voi TKIls thé hé thir nht.

Hau hét cac dot bién nhay cam thuéc EGFR TKIs cha yéu & nhom I va II, trong do
dot bién mat doan trén exon 19 va dot bién diém L858R trén exon 21 chiém gan 90% cac
dot bién. Dot bién nhay cam thudc con tim thay nhu L861Q, G719X, S7681, hay cac két
hop cac dot bién nay véi nhau, nhung ti 1¢ dap ung véi TKIs kém hon so vaéi dot bién 19del
va L858R [22], [23].

Céc thé hé EGFR TKis:

+ Thé hé 1 (Erlotinib, Gefitinib): Gan dic hiéu vao ving hoat tinh tyrosine kinase &
phan noi bao EGFR theo co ché thuan nghich (Uc ché cé thé hdi phuc)

+ Thé hé 2 (Afatinib, Dacomitinib): Puoc phét trién véi muc dich diéu tri nhiing truong
hop khang véi TKIs thé hé 1 do dot bién T790M, tuy nhién tac dong trén EGFR dot bién
T790M khdng chon loc ma con cd tac dung wc ché véi cac phan tir EGER khong dot bién.

+ Thé hé 3 (Osimertinib): Tac dong tc ché chon loc dbi véi cac phan tir EGFR dot
bién T790M va cac dot bién tai exon 19 va 21 [20].
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- Mt s6 nghién cieu vé ddt bién EGFR va thuéc TKIs & bénh nhan UTPKTB:

Dot bién gen EGFR ¢ ty 1& cao hon trong UTPKTBN ¢ bénh nhan Chau A, khéng
hat thudc va UTBM tuyén, khoang 10% trong sé cac BN da trang, ty 1¢ nay ting 1én hon
50% & BN chau A. Tai Viét Nam ty 1 ndy cao nhat chiém 64,2%.

Nhu @i dé cap & quan thé chau A ty 1¢ nay cao hon. Nghién ctru PIONNER phan tich
1428 bénh nhan ung thu biéu mo tuyén trong 7 nudc chau A (Trung Quéc, An D9, Viét Nam,
Philipine, Hong Kong, Pai Loan, Thai Lan). Ty 1& d6t bién EGFR 22% - 62%. Ty 1& hay gip
& nguoi hat thude hon nhung & ngudi hat thude ty 18 cling 1a 37%. Cac thude e ché TKIs
EGER nhu erlotinib, gefitinib, afatinib, osimertinib kéo dai séng thém khong tién trién cao
hon co6 y nghia khi so sanh voi phac do phél hop c¢6 platinum ¢ bénh nhan UTPKPTBN giai
doan tién xa va di can. Dit liéu nghién ctru tong hop tir 13 thir nghiém 14m sang pha 3 so sanh
cac thudc khang EGFR va phac d6 phdi hop co platinum trén 2620 BN (1475 bénh nhén c6
dot bién EGFR, 1145 bénh nhan khong c6 dot bién). Thoi gian séng thém khong tién trién
kéo dai co y nghia thong ké HR 0,43; 95% C1 0,38 - 0,49. Tuy nhién khéng quan st thay hiéu
qué cao hon vé song thém toan bo HR 1,01; 95% CI 0,87 - 1,18 [7].

Nhu vay dot bién EGFR duoc coi 1a xét nghiém c6 gié tri du bdo nhay cdm véi cac
thuéc EGFR TKIs. Gia tri tién luong dép tmg thuéc EGFR TKIs cua cac dot bién trén exon
19 va L858R da dugc xac dinh. BN véi nhitng dot bién nay nhu da dé cap co dap ung tbt
hon déng ké véi erlotinib, gefitinib, afatinib trong cac thr nghiém 1am sang. Murc d6 nhay
cam thudc & mdi loai dot bién cling khac nhau: Dot bién trén exon 19 duoc cho 1a dap ung
thude tot hon dot bién trén exon 21.

Mot s6 nghién ciru vé két qua diéu tri gefitinib

Céc thu nghiém IDEAL (Iressa Dose Evaluation in Advanced Lung Cancer) la nghién
ctru pha II danh gia hiéu qua cta Gefitinib khi diéu tri don chat v6i bénh nhan KTBN giai
doan mudn da diéu tri hoa chét ¢6 Platin trudc d6. 200 bénh nhan dugce bit tham diéu tri
Gefitinib 250mg hodc 500mg hang ngay. Hiéu qua khong lién quan dén mirc lidu, nhung
nguoi ta thay doc tinh nhiéu hon & nhém 500mg/ngay. Vi liéu 250mg va 500mg, ti 16 dap
tmg lan luot 1a 18,4% va 19%, trung vi thoi gian song 1a 7,6 va 8,0 thang, thoi gian song
thém 1 nam la 35% va 29%. Phan tich cac nhém nho cho thay cac bénh nhan ung thu biéu
mo tuyén c6 kha nang dap ing gip 3 lan vo1 Gefitinib (ti sut chénh 14 3,45; p=0,02). Phuy
nit c6 kha ning dap tng nhiéu hon véi ti suit chénh 1a 3,45 (p=0,21) [18].

Mot nghién ctru ¢ Trung Qudc tir thang 11/2003 dén thang 5/2005, Yang L tién hanh
trén 91 bénh nhan UTPKTBN tai phat, di can sau khi d3 diéu trj hoa chét, nhitng bénh nhan
nay duoc chi dinh ding Gefitinib liéu 250mg/ngay, dung thude dén khi bénh tién trién hodc
khi cac doc tinh nghiém trong ctia thudc xuét hién. Két qua ti 18 dap tng toan bd 20,9%.
Céc tri€éu chirng ctia bénh dugc cai thién 72,7%. Ti 1€ séng thém 1 nam la 56,4%. Boc tinh
chinh cua Gefitinib 13 ndi ban, trimg ca d6 I, I [12].

Kim ES va cong su tién hanh thir nghiém pha 111 tir thang 3/2004 dén thang 2/2006,
c6 1466 bénh nhan UTPKTBN tai phat, di cin duoc chia ngau nhién 2 nhom, 1 nhom diéu
tri Gefitinib, nhém kia diéu tri Docetaxel. Két qua cho thay thoi gian séng thém cua 2 nhom
12 nhu nhau. Trung vi TGS ca 2 nhom lan luot 1a 7,6 va 8 thang. Doc tinh cua thudc thap
hon & nhom ding Gefitinib nhu ndi ban, trimg ca. Boc tinh trén nhém ding Docetaxel hay
gap 1a ha bach cau, rung téc [13].

Maemondo M nghién ctru trén 230 bénh nhan UTPKTBN tai phat, di can, c6 dot bién
gen EGFR, duoc chia ngau nhién 1am 2 nhém. Mét nhom diéu tri Gefitinib, nhom kia diéu
tri Carboplatin va paclitaxel. Ti 1¢ séng thém khdng bénh cua nhém ding Gefitinib cao hon
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Vi p < 0,001. Thoi gian séng khdng bénh cia nhém ding Gefitinib 10,8 thang, nhém duing
hoa chit 1a 5,4 thang. Thoi gian séng thém toan bo 30,5 thang & nhém Gefitinib, 23,6 thang
& nhém dang héa chat. Boc tinh hay gap & nhém ding Gefitinib 1a ndi ban 71,1%. Nhém
diéu tri héa chat hay gip ha bach cau 77%, ha hong cau 64,6%, suy than 54,9%. Mot bénh
nhan trong nhém dung Gefitinib chét do viém phéi k& [14].

Nghién ciu IPASS, 1a nghién ctru dbi chiing ngau nhién, so sanh giira Gefitinib va
Carboplatin két hop Paclitaxel, dbi twong lya chon 12 1217 bénh nhan giai doan 1, 1V tir
87 trung tam tai Trung Qudc, Nhat Ban, Malaysia, Philippines, Singapore, Dai Loan, Thai
Lan. Két qua cho thdy: Thoi gian diéu tri trung binh 14 6,4 thang ddi véi Gefitinib, 3,4 thang
vé6i Carboplatin - Paclitaxel. Thoi gian song thém khéng bénh trung binh 13 5,7 thang véi
nhém Gefinitib va 5,8 thang véi nhom dung Carboplatin - Paclitaxel. Ty 1 séng sau 12
thang 1a 24,9% véi Gefitinib va 6,7% véi Carboplatin - Paclitaxel. Nghién ciu ny cho thay
su vuot troi cia Gefitinib so véi Carboplatin- Paclitaxel d6i véi thoi gian song thém khong
bénh (p< 0,001. Panh gia vé cai thién 1am sang lién quan dén chat luong song (thang diém
FACT-L), cac bénh nhan trong nhém dung Gefitinib cai thién dang ké hon, p = 0,01. V&
cac tac dung phu, Gefitinib so v&i nhém ding héa chat, nhém ding Gefitinib it gip nhiing
tac dung phu & cp 3,4 hon, véi ty Ié lan luot 1a 28,7%, va 61%. Céc tac dung phu dan dén
tr vong xay ra & 3,8% bénh nhan dung Gefitinib va 2,7% bénh nhan ding hoéa chat. Cac
bénh lién quan dén phdi (viem phoi k&, hoi chitng suy hd hap cap tinh, viém phéi) xay ra &
16 bénh nhén diéu tri Gefitinib va 8 bénh nhan diéu tri bang ha chit Tanxane — Carboplatin
[2][18].

Yun Fan va cong sy (2014), cho thay trung vi PFS nhdm bénh nhén di cin ndo c6 dot
bién EGFR 1a 12,3 thang, khong thua kém hon so véi nhitng bénh nhan khong c6 di can ndo
Niam 2009, mot nghién ciru hdi cau trén 23 bénh nhan Han Quéc, ung thu biéu mé tuyén c6
d6t EGFR nhay thubc, khéng hut thude 14 va di can ndo chua xa tri todn bo ndo trude do
cho thay gefitinib hozc erlotinib dan dén ty 1& dap ung 1a 73,9%, luu ¥ rang ty 16 EGFR dot
bién trong dan sé UTPKTBN khéng hut thudc cia Han Quéc 14 cao. Sau day, Zhang et al.
hoi ctru 43 bénh nhan UTPKTBN c6 dot bién gen EGFR c6 di can ndo ¢ Trung Qudc duoc
diéu tri bang gefitinib hozc erlotinib cho dén khi tién trién ton thuong ngoai so; ti Ié dap tng
t6n thuong noi so 1a 57% va PFS 1a 9,3 thang, khong co su khac biét vé OS giira gefitinib
va erlotinib. Bénh nhan di cin ndo duoc diéu tri EGFR-TKIs cho thay ty I¢ tién trién trén
hé TKTW thap hon so véi hda tri; Tuy nhién, ty 1¢ di cin ndo van ting theo thoi gian trén
BN UTPKTBN c¢6 dot bién [10], [12], [17].

Hién nay mot s6 thir nghiém 1am sang vé vai tro hd tro TKls & bénh nhan di qua phau
thuat giai doan I dén giai doan 111 va c4c dit liéu nay dang duoc quan tdm mot cach dac biét.
Thir nghiém ADJUVANT tién hanh trén cac bénh nhan UTPKTBN giai doan II-IIIA duoc
phau thuat triét can, c6 dot bién EGFR. Tang s6 220 bénh nhan tham gia nghién ciru dugc
phan ngau nhién thanh 2 nhém: Nhom nhan diéu tri Gefitinib (Iressa) trong 24 thang va
nhom nhan diéu tri bang phac d6 Vinorelbine — Cisplatin chu ky 3 tuan x 4 chu ky. Két qua
cho thiy thoi gian sdng thém khéng bénh trung vi (tiéu chi chinh cia nghién ctu) 13 28,7
thang vai nhom Gefitinib so véi 18,0 thang & nhom héa tri (HR = 0,60; p = 0,005). Ty I¢é
séng thém khong bénh tai thoi diém 3 nim twong wng 12 34% va 27%. Ty 1é doc tinh niang
d6 3,4 1 12.3% & nhom Gefitinib, so véi 48,3% & nhdm héa tri. Hau hét cac loai doc tinh
déu gap it hon & nhom diéu tri TKIs, ngoai trir ban ngoai da, tiéu chay va ting men gan [24].
Cac nghién ctru van dang tiép tuc duoc thuc hién véi mong mubn chieng minh hiéu qua caa
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nhém thudc TKIs khi bénh ¢ giai doan sém hon, hy vong trong twong lai s& c6 két qua kha
quan ¢ bénh nhan UTP.

Céc nghién ciing cho thay gefitinib va erlotinib cé thé mang lai loi ich 1am sang cho
bénh nhan c6 dot bién gen EGFR véi PS <2. Nhém bénh nhan cé PS tir 3-4 ¢6 ty 1é dap ung
vé6i TKIs bude dau 1a 66% va ty 18 kiém soét bénh 1a 90%. Ty 1é cai thién PS chung 1a 79%
va 68% trong nhdm PS 3-4 & mic co ban 1én PS 1a 0-1 khi két thic nghién ctu. Tuy nhién,
mét PS t6t trong chan doan co lién quan dén két qua 1am sang tét hon & nhitng bénh nhan do.

Tiéu chay va phat ban da 1a nhitng tac dung phu thuong gap nhat lién quan dén doc
tinh caa TKIs. Nhitng triéu chiing bét loi nay duoc ghi nhan xay ra & hon mét nira sé bénh
nhan UTPKTBN bj dot bién gen EGFR. Trong nghién ctu cho thay rang sy xuat hién cua
phét ban c6 lién quan vai loi ich 1am sang. FPS trung binh trong sé nhitng bénh nhan bi phat
ban la 3,8 thang so v&i 1,9 thang & nhitng bénh nhan khong bi phat ban. OS trung binh sau
khi bat dau tri liéu 1a 8,9 thang trong s6 nhitng ngudi bi phat ban va 3,8 thang trong sb nhing
ngudi khong bi phét ban. Nhin chung c6 nhiéu yéu td lién quan dén hiéu qua diéu tri bang
TKIs ¢ bénh nhan UTPKTBN nhu: Dap tng véi diéu tri, bénh tré tudi, BMI thap, khong
hat thude 14, PS 0-2, dot bién 19del hoic L858R, di can < 3 vi tri, co XUt hién tac dung phu
noi ban da cho thay cai thién triéu chimg ciing nhu chét lwong cudc séng hon sau khi diéu
tri vai TKls [11].

O ca lam sang nay bénh nhan duoc chan doan ung thu phdi di cin mang phdi, nfo voi
giai phau bénh carcindm tuyén co dot bién diém L858R cua exon 21 trén gen EGFR, bénh
nhan duoc diéu tri véi Iressa (Gefitinib) 250mg/ngay két hop xa phau u ndo, cho thay bénh
dép tng tét vai diéu trj tai phoi va nao, kéo dai thoi gian song bénh khong tién trién ciing
nhu doc tinh thap. Hién tai chung tdi cling dang diéu tri nhiéu truong hop ung thu phoi giai
doan mugn (di can nio, mang phoi, xuong, tuyén thuong than...) va c6 dot bién gen EGFR
nhay thudc tuong ty va bénh dap ang tét trén 1am sang, can 1am sang ciing nhu hinh anh
hoc. Két qua diéu tri thanh cong ddi voi nhitng trudng hop nay 1a mot minh chang cho thay:
Ung thu phoi 1a mot bénh Iy rat ac tinh trén mot nguoi €6 tudi va da cé di can vao ndo, mang
phdi, xuong, nhung néu bénh nhan duogc chan doan dung, phat hién dugc chinh xac khdi u
nguyén phat va cac ton thuong di cdn dé phan loai chinh xac giai doan... va phoi hop nhiéu
phuong phép diéu tri thi ching ta van lam lui duoc bénh, bénh nhan van cé cugc song binh
thuong, chét lugng cudc sdng tot.

IV. KET LUAN

Véi cac két qua nghién ciru 1am sang ciing nhu ddng thuan trén thé gidi trong diéu tri
ung thu phdi, viéc lya chon diéu tri bénh ung thu phoi khéng té bao nho giai doan tién xa
phu thudc vao: Loai mé bénh hoc, tinh trang dot bién EGFR, ALK, ROS1, PD-L1..., thé
trang va kinh té gia dinh bénh nhan... D4i v6i bénh nhan ung thu phoi khong té bao nho
loai biéu md tuyén giai doan tién xa nén duoc lam xét nghiém dot bién EGFR. Néu bénh
nhan c6 dot bién EGFR tai 19del hoic L858R thi chon TKIs (Erlotinib, Gefitinib) buéc 1
dén khi bénh tién trién hoic khdng thé dung nap doc tinh caa thudc. Lua chon diéu tri hoa
chat hay TKIs budc 1 dén khi bénh tién trién sau d6 chuyén sang dung TKIs hoac hoa chat
budc 2 & bénh nhan c6 EGFR (+) khong lam thay d6i thoi gian séng thém khong tién trién
va thoi gian sdng thém toan bo. Bénh nhan dugc sir dung TKIs budc 1 ¢6 chat lugng cudc
séng tét hon. Luu ¥ v6i nhitng dot bién gen EGFR tai exon 20 1a d6t bién khang thuéc hiéu
qua cua cac thudc TKIs can dugc nghién ciru thém, do vay nhitng bénh nhan nay nén dugc
diéu tri bang hoa chat [19].
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Véi tinh hiéu qua trong thir nghiém 14m sang ciing nhu trong diéu tri trong thyc té,
Gefitinib (Iressa) 1a mot trong cac thude diéu tri dich c6 hi¢u qua trong diéu tri buéc 1 &
nhitng bénh nhan ung thu phéi loai biéu md tuyén c6 dot bién gen EGFR. Khdng chi gitp
nang cao chat luong cudc séng ma con gidp kéo dai thoi gian sbng thém khong tién trién va
kéo dai thoi gian sdng thém toan bo véi doc tinh thap va chap nhan duoc.

Trong ca lam sang nay, thudc Gefitinib (Iressa) giup:

+ Cai thign cac trieu chirng lam sang, nang cao chat lwong cudc séng

+ Chét chi diém ung thu vé trong giéi han binh thuong

+ Péap tng khach quan: Bénh dap tng mot phan (u phdi, hach va néo)

+ Kéo dai thoi gian song thém khong tién trién va thoi gian song thém toan bo

Uu diém cua thudc: Dung duong udng, doc tinh thap, tac dung phu & mic d6 nhe,
bénh nhan c6 thé diéu tri ngoai tra dugc.

To6m lai: Ung thu phoi khong té bao nho 1a mot bénh ly 4c tinh ¢6 ti 16 mac méi, ti 16
tir vong ding hang dau thé gidi, thuong chan doan & giai doan muon hoic bénh di lan tran
di cin xa va tién luong nghéo nan, ti 1& séng con thap mic du da c6 hoa tri toan than. Viéc
ng dung liéu phap nhiam trang dich di mang lai nhitng thay d6i 16n trong diéu tri: Kéo dai
hon nita thoi gian séng thém véi muc tac dung phu thap va chap nhan duoc. Két qua nay
chi dat dwoc véi viéc chon lya bénh nhan that ki cang vi thudc tac dung trén nhém bénh
nhan c6 dot bién dac hiéu. Piém vuot troi so vai hoa tri 1a kha nang ngam vao hang rao mau
ndo & diéu tri nhdm trang dich phan tir c6 trong luong phan tir nho (TKIS), gitp cho thube
¢6 thé hiéu qua & bénh nhan c¢6 di cin ndo. Tac dung phu it va khac biét véi cac hoa tri gidp
céc thude diéu tri nham trang dich phan tr c6 thé ma rong chi dinh diéu tri cho ngay ca
nhitng bénh nhan c6 chi s6 hoat dong co thé thap (PS 0-3). Van dé tai chinh van con 1 rao
can rat Ién cho qua trinh diéu tri mac du di c6 hd trg mot phan tir phia bao hiém y té. Viéc
phét hién thém cac dot blen Mai, cling nhu cac thudc diéu tri nham trang dich méi giup cdi
thién chat luong cudc séng, kéo dai thoi gian SOng thém khong bénh va thoi gian séng thém
toan bo. Chinh vi thé, c6 thé noi liéu phap nhim trang dich dd md ra mot vién canh tuoi
sang hon cho bénh nhan ung thu phoi khdng té bao nho giai doan muon.
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