TAP CHI NGHIEN ClPU Y HOC

KET QUA DPIEU TRI HOA CHAT BO bOI CO PLATINUM
BENH NHAN UNG THWY PHOI KHONG TE BAO NHO GIAI POAN
IV CcO BOT BIEN EGFR THUONG GAP SAU KHANG THUOC
TYROSINE KINASE INHIBITORS TAI BENH VIEN K

Tran Thj Hau™, Pao Minh Thé

Bénh vién K

Thubc khang tyrosine kinase (TKls) dem lai hiéu qué cao cho bénh nhén ung thw phéi khéng té bao nhd
c6 dot bién thu thé yéu té tang trudng biéu bi (EGFR). Tuy nhién, sau mét thoi gian diéu tri, khéang thudc TKls
la khéng thé tranh khéi. Hoa chét bé déi cé platinum duoc coi la diéu tri chudn cho bénh nhan khéng thuéc
TKls ma khéng phét hién dét bién khang thubc thir phat. Pay la nghién ctru mé ta cat ngang héi ciru trén
31 bénh nhén ung thw phdi khdng té bao nhé giai doan IV c6 dét bién EGFR thuong gép sau khéng TKls
duoc diéu tri héa chat bo déi ¢ platinum tir thang 01/2019 dén thang 06/2023 tai Bénh vién K nhdm mb ta
mét sé déc diém lam sang, cén Idm sang va danh gia két qué diéu tri nhém bénh nhén trén. Nghién ciru ghi
nhan tudi trung binh ctia nhém nghién ctwu la 59,45 (29 - 73 tudi). Ty Ié nam/ni¥ Ia 1,2/1. Dot bién EGFR mét
doan exon 19 chiém ty 1é la 67,7%. Di cdn xuong va phéi déi bén chiém ty 1é cao nhét Ia 38,7%; di cin néo
chiém 35,5%, di can gan it gap nhét chiém 12,9%. Ty 1é dép tng la 19,3%, ty 1é kiém soat bénh la 67,7%.
Thoi gian séng thém bénh khéng tién trién va thoi gian séng thém toan bé lan lwot la 6 thang va 10 théang.
Nghién ctru cho thdy phac dé hoa chat bé doi co platinum bénh nhén ung thu phédi khéng té bao nhé giai
doan IV sau khéng thuéc EGFR-TKIs cho ty Ié kiém soat bénh va trung vij thoi gian séng thém toan bé cao.

Tir khéa: Ung thw phdi khong té bao nhé, EGFR, TKis, héa chat b déi c6 platinum.

I. DAT VAN BE

Ung thw phdi Ia nguyén nhan gay t& vong
hang dau do cac bénh ung thu trén toan thé
gi¢i. Trong thdi gian gan day, sy phat hién
cac dot bién thu thé yéu td tang trwdng biéu
bi EGFR (epidermal growth factor receptor) da
lam thay di chién lwgc diéu tri bénh.' Dot bién
EGFR chiém khoang 10% déi v&i chiing toc da
trdng va 50% ddi v&i chiing tdc ngwdi chau A2
Hai dot bién thweng gdp nhét trén gen EGFR 1
mét doan exon 19 chiém 45% va dot bién diém
L858R trén exon 21 chiém 40%. Ca hai loai
dot bién lién quan véi sw nhay cam dbi véi cac
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thudc trong lwong phan t& nhd EGFR TKls nhw
afatinib, dacomitinib (TKls thé hé 2), erlotinib,
gefitinib (TKls thé hé 1) va osimertinib (TKls
thé hé 3). Nghién ciru cho thay thudc khang
EGFR cho két qua dap tng tét véi ty 1& dap
&ng 1&n t&i 70% va thoi gian sbng thém bénh
khong tién trién 8 - 13 thang véi TKls thé hé 1,
2 va 18,9 thang v&i TKls thé hé 3.35 Tuy nhién,
khang thubc TKils 1a khong thé tranh khdi. Méc
du, nhiéu loai thubc méi dang dwoc nghién cr
nhdm nhdm khang lai cac co ché dé& khang
thtr phat nhw dot bién C797S hodc khuyéch
dai MET.® Nhwng hién nay, hoa chét bd ddi co
platinum van dworc coi | diéu tri tiéu chuan cho
cac bénh nhan ung thw phéi giai doan IV da
khang thubc EGFR-TKIs ma khong cé dét bién
khang thudc thir phat. Dén nay cé rat it cac bao
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cdo vé vai trd cta thuéc héa chat trén nhém
bénh nhan da khang lai thuéc TKls. Chinh vi
vay, ching to6i tién hanh dé tai nghién ctu nay
V@i hai muc tiéu:

1) M6 ta mét sé déc diém lam sang, can 1am
sang bénh nhan ung thw phdi khéng té bao nhé
giai doan IV cé dot bién EGFR thuwdng gdp sau
khang thuéc TKls dwoc diéu tri bang phac dé
héa chat bd ddi cé platinum.

2) Banh gia hiéu qua cla phac d6 véi nhém
bénh nhan nghién ctru trén.

Il. DOI TUONG VA PHUONG PHAP
1. DBéi twong

G6m 31 bénh nhan dwgc chan doan xac
dinh ung thw phdi khéng té bao nhd giai doan
IV cé dot bién EGFR thwdng gap sau khang
thudc TKIs dwoc diéu tri bang phac d6 héa chat
b6 doéi céd platinum tai Bénh vién K tir thang
01/2019 dén thang 06/2023.

Tiéu chuén Iwa chon

- Bénh nhan dwoc chan doan xac dinh ung
thw phdi khéng té bao nhé giai doan IV theo
phéan loai AJCC phién ban 8" dwgc phan lam
3 nhom:

+ M1a: = 1 khéi u phdi dbi dién hodc cac nbt
& mang phdi hodc & mang ngoai tim hoac tran
dich mang phéi hay mang ngoai tim ac tinh.

+ M1b: di c&n ngoai 16ng ngwc don & & mét
co quan.

+ M1c: nhiéu di can ngoai 16ng nguc & mot
hodc mot sb co quan.

- C6 dot bién EGFR thudng gdp: mat doan
exon 19 hodc exon 21 L858R, xac dinh bang ky
thuat PCR hoac NGS.

- Da khang lai voi it nhat 1 loai thudc TKis
trwde do.

- Bénh nhan dwoc diéu tri hoa chat 1an dau
bang phac d6 bd dbéi co platinum, it nhat 2 chu
ky, t6i da 6 chu ky.

- C6 céc ton thuwong cé thé do lwdng dwoc
dwgc bang chan doan hinh anh: MRI, CT-
scanner.

- Khéng ké gidi tinh, tudi > 18 tudi, chi sb
toan trang PS =0, 1.

- Chirc nang gan, than, tdy xwong trong gidi
han cho phép diéu tri: bach cau (BC) = 4 (G/I);
tiéu cau (TC) = 100 (G/I); HST = 100 (g/l); AST,
ALT < 2 1an gi&i han binh thwdng; bilirubin toan
phan < 1,5 1an gi6i han binh thwéng; creatinin <
1,5 1an gi&i han binh thuong.

- Bénh nhan c6 hé so lwu trir day da.

Tiéu chuén loai triv

- Céc trwong hop chdng chi dinh véi thube
nhw suy gan, suy than hoac di rng v&i cac
thanh phan cua thubc.

- Bénh nhan c6 di cén ndo chwa dwoc kiém
soat 6n dinh.

- Bénh nhan méc ung thw th hai.

- Bénh nhan tir chéi hop tdc hoac khong
theo doi dwoc.

2. Phwong phap

Thiét ké nghién ciu

M6 ta cét ngang hdi clru.

Thoi gian dia diém nghién ciu

Tir 01/2019 dén 06/2023 tai Bénh vién K.

MAau nghién ctru

Chon mau thuan tién, 14y dwoc 31 bénh
nhan vao nghién ctru.

Néi dung/chi sé nghién ctru:

+ Bénh nhan dwoc ghi nhan théng tin dac
diém lam sang, can lam sang: tudi, gidi, loai
dot bién, tinh trang di can, tinh trang diéu tri
trwde do.

+ Panh gia dap wng: Ty & dap rng toan
bo la Ié phén tram bénh nhan c6 dap trng mot
phan hodc dap (rng hoan toan. Ty | kiém soat
bénh 14 ty 1& phan trdm bénh nhan cé dap (ng
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hoan toan hoac dap wng mot phan hoac bénh
6n dinh. Thoi gian séng bénh khéng tién trién
la khoang th&i gian tlr luc tham gia nghién
ctru dén khi bénh tién trién hodc chét vi bat ct
nguyén nhan gi. Thoi gian séng thém toan bod
la khodng th&i gian tir luc tham gia nghién ctru
dén khi chét vi bat clr nguyén nhan gi.

Quy trinh tién hanh nghién ctu:

+ Budc 1: Lwa chon bénh nhan theo tiéu
chuén nghién ctru, bénh nhan duwoc thu thap
thdng tin 1dam sang, can Iam sang.

+ Bwoc 2: Diéu tri hda chat phac do:

pemetrexed 500 mg/m? da — carboplatin
AUC 5, chu ky 3 tuan.

hoac paclitaxel 200 - 225 mg/ m? da -
carboplatin AUC 6, chu ky 3 tuan.

+ Buoc 3: Danh gia két qua didu tri: danh
gid dap wng theo tiéu chudn RECIST 1.1
(2009), wéc lwong séng thém béng phuwong
phap Kaplan-Meier.

X ly sé liéu

Sé lieu dwoc nhap va phan tich bang phan
mém SPSS 22.0. Théng ké md ta: ty 1& phan
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tram, trung binh, dd léch chuén, wéc lwong
sbng thém b&ng phwong phap Kaplan-Meier.
3. Pao dirc nghién ctru

Tat c& bénh nhan trong nghién clru déu
hoan toan tw nguyén tham gia. Nghién c(ru chi
nhdm muc dich nang cao chét lvong diéu tri,
khéng nhdm muc dich nao khac. Nhixng BN ¢
da tiéu chuan lwa chon sé duwoc gidi thich day
da, rd rang vé cac lwa chon diéu tri tiép theo, vé
qui trinh diéu tri, cac wu, nhwoc diém cla tirng
phwong phap diéu tri, cac rii ro cé thé xay ra.

TAt ca cac thong tin chi tiét vé tinh trang
bénh tat, cac thong tin ca nhan ctia nguwdi bénh
dwoc bao mat.

Ill. KET QUA

Qua th&i gian nghién ciru tr 01/2019 dén
06/2023, ching t6i tién hanh trén 31 bénh nhan
dwoc chan doan xac dinh ung thw phdi khong té
bao nhd giai doan IV c6 dét bién EGFR thuong
gap sau khang thuéc TKls duoc diéu tri phac
dd hoéa chét bod ddi cé platinum.

1. Dac diém déi twong nghién ciru

Bang 1. Dac diém lam sang va can lam sang bénh nhan nghién ctru

DPic diém S6 bénh nhan Ty lé %

Tubi
Tudi trung binh: 59,45 + 10,6 (cao nhéat: 73, thp nhat: 29)

< 65 tudi 20 64,5

> 65 tudi 1 35,5
Gioi

Nam 17 54,8

NG 14 452
Loai dot bién

M4t doan exon 19 21 67,7

Exon 21 L858R 10 32,3
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Dic diém $6 bénh nhan Ty 1é %

Tinh trang di can

Nao 11 35,5
Xuwong 12 38,7
Gan 4 12,9
Phéi d6i bén 12 38,7
- Tudi trung binh cGa nhém nghién ctu 1a nhét chiém 67,7%.
59, 45 tuoi. - Xwong va phdi dbi bén 1a hai vi tri di can
- Nam gé&p nhiéu hon nir chiém 54,8%; ty 1& thwong gdp nhat chiém 38,7%; di cin ndo
nam/nir 1a 1,2/1. chiém 35,5%. Di can gan chiém ty 1& thp nhat

- Dot bién mét doan exon 19 thwdng gap 12,9%.

Bang 2. Pic diém diéu tri bénh nhan

Dic diém S6 bénh nhan Ty 1é %

Loai thuéc TKis diéu tri bwérc 1

Gefitinib 18 58,1

Erlotinib 7 22,6

Afatinib 5 16,1

Osimertinib 1 3,2
S6 loai thuéc TKls dwoc diéu tri

1 loai 18 58,1

2 |oai 13 41,9
Thei gian diéu tri thudc TKls

< 6 thang 7 22,6

> 6 thang 24 77,4
Phac d6 héa chét

Paclitaxel — carboplatin 12 38,7

Pemetrexed — carboplatin 19 61,3

S6 chu ky héa chat

2 chu ky 3 9,7
3 chu ky 5 16,1
4 chu ky 5 16,1
5 chu ky 2 6,5
6 chu ky 16 51,6
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- Bénh nhan diéu trj TKls bwédc 1 dwoc dung
gefitinib chiém ty 1& cao nhat 58,1%; TKls thé
hé 3 dwoc st dung it nhat chiém 3,2%.

- Bénh nhan dwoc diéu tri 1 loai TKls trwéc
khi diéu tri hda chét chiém 58,1%.

- Pemetrexed - carboplatin 1& phac d4 héa
chét hay dwoc sir dung nhat chiém 61,3%.

- Bénh nhan dworc diéu tri 6 chu ky héa chét
chiém ty 1& 51,6%.
2. Két qua diéu trj

Ty Ié dap trng bénh
Bang 3. Ty Ié dap rng khach quan
DPap ng S6 bénh nhan Tylé %
Dap rng hoan toan 0 0
Dap rng mot phan 6 19,3
Bénh 6n dinh 15 48,4
Bénh tién trién 10 32,3

Ty 1& bénh dap tng la 19,3%; ty & kiém soat bénh |a 67,7%.

Thoi gian séng thém bénh khéng tién trién

Thei gian séng thém bénh khéng tidn trién

Ty 14 phin trim

Séthmg..
Biéu dd 1. Thoi gian s6ng thém bénh
khéng tién trién

Trung vi thoi gian sbng thém bénh khong
tién trién 13 6 thang.

IV. BAN LUAN

Nghién clru ctia ching tdi cho thay tudi
trung binh clia nhém nghién ctru la 59,45
tudi. Dot bién méat doan exon 19 chiém ty lé
cao hon nhém cé dét bién exon 21 (L858R),
két qua phu hop véi cac nghién ctru trwdce

Thoi gian séng thém toan bo

Thot gian séng thém toan bd

vival Funceion
s

044

Ty 14 phin trim

-
"

$6 thing

Biéu dé 2. Thi gian séng thém toan bo

Trung vi thdi gian séng thém toan bo 1a 10
thang.

dé. Nghién ctru cling ghi nhan ty 1é nam gap
nhiéu hon nir, két qua khac biét so v&i nghién
cru khac. Theo nghién clru clia Kosaka, ung
thw phdi khong té bao nhd c6 dot bién EGFR
thwong gdp nhiéu hon & niv gii, dac biét Ia
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nhirng bénh nhan khéng cé tién st hut thubc
la trwdc d6.7 Khi danh gia vj tri di can, chung
t6i nhan thay ty Ié di can ndo cao chiém 35,5%
tbng s bénh nhan trong nghién clru. Két qua
cling phu hgp v&i cac nghién cwu trwdce do,
bénh nhan c6 dot bién EGFR c6 xu hwéng
gap di can ndo cao hon so v&i cac bénh nhan
khéng cé dot bién EGFR.2 Trong nghién clru
cta ching t6i bénh nhan di can xwong chiém
ty 18 cao nhat 38,7%. Theo nghién clru meta-
analysis cho thay ty 1& di cdn xwong gap tw
30 - 60% trong tbng sb bénh nhan, trong d6
s bénh nhan gép di cin xwong ngay tir thoi
diém chan doan co thé 1&n t&i 42%, sb bénh
nhan con lai xuat hién di can xwong trong qua
trinh diéu tri.? Di can xwong cling la mot yéu td
lam gidm th&i gian séng thém cla bénh nhan,
gay ra cac triéu chirng dau va cé thé dan toi
cac bién c¢b lién quan nhu gay xwong. Do do,
can lam thém cac xét nghiém nham phat hién
di c&n xwong va theo déi dw phong cac bién cb
lién quan dén di can xwong.

Phan I&n bénh nhan trong nghién ctu cla
ching téi dwoc diéu tri bwéc 1 thube TKis thé
hé 1, 2; bénh nhan diéu trj thubc TKIs thé hé 3
chiém ty 1& thap 3,2%. Mé&c du theo nghién clru
FLAURA diéu tri thuéc TKls thé hé 3 gitp kéo
dai thoi gian séng thém bénh khéng tién trién
va thoi gian sbng thém toan bo 1a 18,9 thang
so v&i 10,2 thang va 38,6 thang so véi 31,8
thang.® Tuy nhién, gia thanh thubc con cao va
chwa dwoc bao hiém y té chi trd nén cé it bénh
nhan cé thé tiép can dwoc thube.

Ty |é dap rng trong nghién clru clia chung
t6i la 19,3% la khac biét so v&i cac nghién ctru
khac. Nghién ctru AURA 3 cho ti 1é dap (rng la
31%. Co6 sy khac biét nay cé Ié |a do sy khac
biét v& dac tinh sinh hoc gitba nhém bénh nhan
cla chuang t6i va cac nghién ctru trén. Khac
v&i nghién clru AURA 3, hon mét nra bénh
nhan cla chang t6i khdng cé dét bién khang

thudc ther phat T790M, sb bénh nhan con lai
c6 dot bién T790M da dwoc dung thubc TKls
thé hé 3 va néu thét bai véi thube thé hé 3 sé
duwoc chuyén sang diéu tri hda chét. Trong khi
doé nghién clru AURA 3 tat ca cac bénh nhan
déu c6 T790M dwong tinh va khéng c6 bénh
nhan nao da dworc diéu tri qua 2 loai thubc TKls
trwdc d6.'° Khi so sanh véi cac nghién ctru
khac, chung t6i nhan thay két qua twong déi
ddng nhat. Nghién clru cta Yen-Han va cong
sw trén 102 bénh nhan ung thw phdi khong té
bao nhd giai doan IV da khang lai thuéc TKls
cho ti 1&é dap wng la 24,5%." Nghién clru cua
Yang trén 98 bénh nhan cho thay ty 1& dap ng
v6i thudc hdéa chét 1a 13%.2 Nghién ctu cla
Park khi so sanh gitra nhém diéu tri hoéa chét
chét bo ddi véi nhom didu tri phac dd don hoa
chét cho thay nhém bénh nhan dwoc diéu tri
Nghién ctru clia chung t6i ghi nhan trung vi
thoi gian sdng thém bénh khong tién trién va
séng thém toan bo lan lwot la 6 thang va 10
thang. Két qua twong dbi twong ddng so v&i
nghién clru clia cac tac gid khac. Nghién ctru
cta Park trén 83 bénh nhan cho thay, diéu tri
héa chat by d6i cé platinum gitp kéo dai thoi
gian sbéng thém hon so v&i nhom diéu tri don
héa chét véi trung vi 4,2 thang so vé&i 2,7 thang:
sw khac biét cé y nghia théng ké&.3Khi so sanh
vé hiéu qua gilra cac phac dd héa chéat, nghién
ctu clia Wu cho thdy, phac dd hoa chét bo doi
c6 platinum cho thoi gian sdng thém tbt hon
trén nhém bénh nhan da that bai véi gefitinib
trwdc d6 véi trung vi sdng thém toan bd 1a 12,2
thang. Khi so sanh véi tac gia khac, Yen-Han
cho két qua trung vi sbng thém bénh khéng
tién trién va sdng thém toan bo Ian lwot la 4,5
thang va 14,6 thang, thdi gian séng thém toan
b6 la cao hon nghién clru cla ching t6i." Khi
s0 sanh v&i nghién ctru cla Yang trén 98 bénh
nhan cho két qua lan lwot Ia 4,9 thang va 16,1
thang.2 R& rang 1a cac nghién ctru trén déu cho
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thay tinh hiéu qué hon cia héa chat by doi so
v&i phac d6 don hoa chéat ca vé ty 1& dap ng
cling nhw thoi gian séng thém. Tuy nhién, cé
sw khac biét vé thdi gian sbng thém qua cac
nghién ctru co 1€ la do cac nghién cru cé c&
mau con nhd chwa thé dai dién cho quan thé
bénh nhan ung thw phdi khong té bao nhé dwoc
diéu tri hoa chét bo ddi co platinum.

V. KET LUAN

Qua nghién ctu trén 31 bénh nhan ung thw
phdi khéng té bao nhd giai doan IV cé dot bién
EGFR thudng gap sau khang thubc TKls dwoc
didu tri héa chat bo doéi co platinum tai Bénh
vién K tir thang 01/2019 dén thang 06/2023
chung téi rat ra két luan nhw sau:

Tudi trung binh 59,45 + 10,6 (29 - 73 tudi),
ty 1& nam/ni: 1,2/1, dot bién mét doan exon
19 chiém ty 1& cao 67,7%. Xwong va phdi dbi
bén 1a hai vi tri di can thuwdng gap nhat chiém
38,7%, di can ndo chiém 35,5%.

Ty |& kiém soat bénh cta phac d6 12 67,7%;
trung vi thoi gian sbng thém bénh khong tién
trién va sbng thém toan bo lan lwot 13 6 thang
va 10 thang.
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Summary

THE EFFICACY OF PLATINUM-BASED CHEMOTHERAPY
IN STAGE IV NON-SMALL CELL LUNG CANCER PATIENTS
HABORING COMMON EGFR MUTATION AFTER RESISTANCE
TO TYROSINE KINASE INHIBITORS AT K HOSPITAL

Tyrosine kinase inhibitor therapy brings high efficacy in treating non-small cell lung cancer with
a mutation in the epidermal growth factor receptor. However, after a time of treatment, resistance
is inevitable. Platinum-based chemotherapy is considered as standard treatment for TKIs resistant
patients without any secondary acquired mutation. This is a cross-sectional descriptive retrospective
study on 31 patients with stage IV non-small cell lung cancer harboring common EGFR mutation
after resistance to TKils then treated with platinum-based chemotherapy from January 2019 to June
2023 at K hospital. We describe the clinical and subclinical features and evaluate the effectiveness
of platinum-based chemotherapy as follows: the study showed a mean age of 59.45 (29 - 73 yd). The
male/female rate was 1.2/1. Bone and contralateral lung metastases got the highest rate at 38.7%;
brain metastases occurred in 35.5% of all cases; liver metastases got the lowest rate at 12.9%. The
overall response rate was 19.3%, disease control rate was 67.7%. Median disease-free survival
was six months and median overall survival was ten months. The study showed platinum-based
chemotherapy for stage IV non-small cell lung cancer patients after resistance to TKIs brought a high
disease control rate and median overall survival.

Keywords: Non-small cell lung cancer, EGFR, TKils, platinum-based chemotherapy.
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