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EFFICIENCY OF VINORELBINE REGIMEN
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ABSTRACT
Objectives: Evaluation of response and toxicity of vinorelbine algorithm in patients with stage
IV non-small cell lung cancer at Thong Nhat Hospital's Oncology Department.
Methods: Retrospective descriptive case series in 1/2019-6/2022.

Results: In 3.5 years 2019 and 2022, retrospectively 43 cases using vinorelbine
chemotherapy was divided into 2 groups including 25 patients on first-line treatment and 18
patients on second-line treatment, overall response rate was 44.2%; median duration of
response was 15 months; median progression-free survival was 6 months; median overall
survival was 8 months; overall 1-year survival rate was 27.9%.

Conclusion: Metronomic vinorelbine is effective and safe.

Keywords: Vinorelbine efficacy, stage [V non-small cell lung cancer.
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TOM TAT
Muc tiéu nghién ciru: Danh gia dap ing, doc tinh phac dd co vinorelbine ¢ bénh nhén ung thu
ph01 khong té bao nho giai doan IV tai khoa Ung budu bénh vién Théng Nhat.

D01 twong va phu’o’ng phap nghlen ciru: Hoi ctiru mo ta hang loat ca bénh ung thu phoi khong
té bao nho giai doan IV diéu tri v6i vinorelbine tai khoa Ung Budu bénh vién Théng Nhat tir
thang 1/2019-6/2022.

Két qua Trong 3,5 nam co 43 trudng hgp o6 su dung phéc do vinorelbine diéu tri, chia lam 2
nhom gdm 25 bénh nhan diéu trj budc mot va 18 bénh nhan dleu tri budc sau ti I¢ dap Gmg toan
b 44,2%; trung vi kéo dai dap Gmg la 15 thang thang, trung vi sdng con bénh khong tién trién 6

thang; trung vi sdng con toan bg 8 thang; ti 1& song con toan b 1 nam 1a 27,9%.

Keét luan: Vinorelbine c6 hi€u qua va an toan.

Tir khéa: Hiéu qua vinorelbine, ung thu phoi khong té bao nho giai doan IV.

1. PAT VAN PE

Piéu tri budc 1 ung thu phéi khong té bao nho
(UTPKTBN) giai doan tién xa khong phau thuat duoc
khong dot bién chu dao chii yéu dya vao hoéa tri bo doi
voi platlnum Hoa tri véi cac phac d6 c6 platmum van la
nén tang cua diéu tri toan than UTPKTBN vitil¢ khong
c6 dot bién chu dao con cao va cac thude diéu hoa mién
dich con tuong d6i méi & Viét Nam. Nam 2002 nghién
ctru ECOG 1594 so sanh cac phac d6 hoa tri 4 thude
mdi phéi hop platinum cho thdy khong co phac dd nao
t61 wu [1].

Diéu trj g1am nhe thuong la myc ti€u chinh trong ung
thu di can va tlen trién, doc tinh va chat luong cudc
song ludn la yeu tb quan trong khi quyét dinh phéac d6
va lich trinh diéu tri. Chién lugc tiém niang kéo dai thoi
gian didu tri bao gom Céac bién phap nham tring dich
dén khi bénh tién trién, hoa tri luan phién sau mot sd
chu ky nhat dinh dé tranh doc chat tich liiy va khang
thudc. Héa tri metronomic la st dung lidu hiéu qua toi
thiéu vé sinh hoc ma khong c6 khoang ngung thudc kéo
dai nham hudng dén hoat tinh khang budu [2]. Hoa tri
metronomic duoc phat trién nhu 1a mot phuwong thirc
kéo dai kiém soat bénh va giam thiéu tac dung phy,
hoa tri 1au dai véi liéu twong d6i thap va dung thudc
lién tuc khong co thoi glan nghi. Hoa tri metronomic
dugc thiét ké dé nham vao té bao ndi mo va chat nén
cta khéi u, giam thiéu doc tinh. Hoa tri metronomic ¢
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thé ding hang tuan hodc dung cach ngay.

Ba co ché tac dung cua hoa tri Metronomic: trc che  tang
sinh mach, hoat hoa mién dich, trc ché truc tlep té bao
ung thu phat trién. Trong do, co ché khang khéi u ¢
thé tac dung truc tiép va gian tiép. Truc tiép bang cach
ngung tang truong hoac hoat hoa qua trinh ty chét cua té
bao ndi mo cuia u tan tao mach mau va huy dong té bao
n6i mo tc ché 1au dai. Gian tiép bang cach phat trién
thrombospondin 1 tir d6 cling lam ngung tang trudng
hodc hoat hoa qua trinh tu chét ctia t€ bao noi mé CD36
(+) cua u tan tao mach mau va huy dong té bao ndi mod
e ché lau dai [2]. Thuoc hoa trj thé hé 3 vinorelbine
udng cach ngay chu yéu nhim vao t& bao ndi mé cua
mach mau dang tang sinh cua khéi budu voi uu diém
doc tinh tich lity thap nén co thé dleu tri dén khi tac dung
phu khéng dung nap hay bénh tién trién.

Chung t6i lam dé tai nay danh gia hiéu qua va an toan
phac do vinorelbine ¢ bénh nhan (BN) UTPKTBN giai
doan IV tai bénh vién Thong Nhat , véi 2 muc ti€u
nghién ctu:

1. Danh gia dap vng (1 ¢ dap ung, trung vi thoi gzan
song con dén khi bénh tién trién, trung vi thoi gian song
con toan bg, ti 1é song con 1 nam).

2. Pdnh gid doc tinh ciia thudc.

Https://doi.org/10.52163/yhc.v65iCD10.1590
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2.POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Poi twgng nghién ctru

Tt ca nhitng bénh nhan UTPKTBN diéu trj voi phac d6
vinorelbine tai khoa Ung Budu bénh vién Thong Nhat
trong khoang thoi gian 1/2019 — 6/2022 thoa diéu kién
chon bénh.

2.2. Phwong phap nghién ciru
Hoi ctru mo ta hang loat ca c6 theo ddi doc.
2.3. Tiéu chuin lya chon

Bénh nhén trén 18 tuodi, UTPKTBN giai doan IV, chi sO
hoat dong co thé 0- 2, diéu tri voi vinorelbine cach ngay
tbi thiéu 2 thang, t6n thuong co thé do dugc, khong co
chéng chi dinh voi vinorelbine.

2.4. Tiéu chuin loai trir

Ung thu thr 2, diéu tri v6i vinorelbine truyen tinh mach
hodc V1norelb1ne tudn 1 lan, bénh Iy ndi khoa ning kém
theo nhu suy tim-gan-than nang, dai thdo dudong khong
kiém soat duoc duong huyét, nhdi méu co tim, hd so
lwu trit khong déy du.

2.5. Bién s6 nghién ciru

Tubi, gidi tinh, chi sb hoat dong co thé, tinh trang thudc,
vi tri budu, md hoc, d§ bi€t hoa, co di can gan-ndo
khong, s6 chu ki hoa tri, thoi gian dén khi bénh tién
trién, thoi gian song con toan bo, ti 1¢ song con 1 nam.

Thoi diém két thic va phén tich dir liéu ngay 30/8/2022,

chung t0i danh gia dap ung theo tiéu chuan RECIST 1. 1
goém dap ung hoan toan (CR): Mit ton thuong budu va
hach, dap ung mot phan (PR): glam it nhat 30% tong
duong kinh cia sang thuong dich va khong xudt hién
sang thuong moi, bénh tién trién (PD): Tang it nhit
20% tong duong kinh sang thuong dich so voi kich
thudc nho nhat ghi nhén duoc ké tir khi bat dau dleu tri
(va >5mm) va/hodc xudt hi¢n thém nét hay nhiéu sang
thuong mai, bénh bénh 6n dinh (SD): Khong du tiéu
chuan de danh gia la bénh dap g mot phan hay tién
trién, ton thwong budu nguyén phat >10mm va hach di
can >15mm.

Thoi glan song con khong bénh tién trién (PFS) tinh tur
thoi gian bat dau diéu tri ¢én khi bénh tién trién hodc
tr vong do bét ki nguyén nhan nao. Thoi gian song con
toan bo (OS) tinh tur thoi glan bét dau diéu tri dén khi
BN tu vong do bét ky nguyén nhan nao hoic thoi diém
biét tin cudi ciia bénh nhan.

Ti 1€ dap u’ng toan bo (ORR): gbm ti 18 dap tmg hoan
toan (CR) cong vdi ti 1€ dap mg mot phan (PR). Ti 1¢
kiém soét bénh (DCR) gom ti 1&€ dap ting toan bo(ORR)
cong ti I¢ bénh 6n dinh (SD).

Panh gi4 doc tinh theo tiéu chudn CTCAE 5.0.
2.6. Phuong phap thu thép so liéu

Chuing toi hdi ctru 43 BN duge diéu tri vinorelbine cach
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ngay lidu 60mg/m2 da mdi tuan chia déu udng 3 ngay/
tudn sau do co thé tang lidu toi da 80mg/m? da moi
tuan ubng lién tyc khong c6 khoang nghi dai, co thé
phdi hop véi platlnum nhu 01splat1n truyén tinh mach
75mg/m? da vao ngay thtr 1 ctia moi chu ky 3 tuan, hogc
carboplatin AUC=5 vao ngay thtr 1 cua moi chu ky moi
3 tuan, phdi hop v6i bevacizumab dugc bac si giai thich
cho bénh nhan va 1a lya chon cuia bénh nhan.

2.7. Quan ly va xir ly dir liéu

St dung phan mem Exel va SPSS 20.0 thong ké, danh
gi4 dap ing sau mdi 3 thang cho dén khi bénh tién trién
hodc khong dung nap; BN hoa tri v6i bo doi platlnum

sau 4-6 thang s& chuyen sang vinorelbine don chat va
tiép tuc theo ddi danh gia sau mdi 3 thang tiép theo.

2.8. Pao dirc nghién ciru

De tai chi véi muc dich nghién ctru khoa hoc, nang cao
chat lugng diéu tri chat lugng cudc sdng BN, thong tin
BN duoc ma hoa va bao mat.

3. KET QUA NGHIEN CcUU
3.1. Dic diém dich t&
Bing 1. Pic diém dich t& hoc

~ | Trungvi | Hut thude/
Nam/nir tubi khong hit ECOG PS
2,1 65 1,69 0-2

Trong thoi gian tir thang 1/2019 dén thang 6/2022 c6 43
BN thoa di€u kién chon mau; ti 1€ nam:nt=2,1:1; trung
vi tudi 65; 62,8% BN c6 hut thude.

3.2. Pic diém 1am sang

Bang 2. Pic diém 1am sang

Dang Piéu
mo hoc F;EER Triéu Bénh kém tri
gai/ thu.()); ching theo bwére 1
tuyén 25 BN
Ho Téang
(46,5%), | huyet ap
0,87 | 30,2% dau Tung (THA) 58,1%
(30,2%) (62,7%)

M6 hoc tuyen chiém 23/43 (53, 5%) triéu ching chu
yéu 1a ho va dau lung, ngoa1 ra con co cac tri¢u chimg
khac nhu kho tho, hach ¢6...; 30,2% BN c6 dot bién
EGFR nhay thudc da duoc dleu tri v6i cac thude dich
& bude 1; di can 2 phoi- -Xuong- -tran dich mang phoi
thuong gap, khong BN nao di cidn gan hay néo, chu
yéu mot vi tri di can; bénh ly di kém thudng gdp nhét 1a
THA 62,7%; 58,1% BN (25/43) dugc didu trj o bude 1;
39,5% BN ¢6 phdi hop platinum, chi c6 2/43 BN (4,7%)
phéi hop bevacizumab.
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3.3. Panh gia dap ing
3.3.1. Ti I¢ dap irng toan by (ORR): La 44,2%; budu giam kich thude nhiéu nhit 90%, khong co dap tmg hoan
toan, benh 6n dinh 25,6%, ti 1 kiém soat bénh 1a 69,8%.
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Biéu d6 1. Pap tng trén sang thwong dich
3.3.2. Trung vi song con bénh khéng tién trién (PFS)
Trung vi PFS 6 thang, budc 1 1a 12 thang, budc 2 1a 4 thang, phép kiém Log rank p=0,134.

HHHHAf

1.07

0.8+

Cum Survival

0.4+

0.2+

0.07

Trung vi PFS 6 thang (3:15)

Cum Survival

1.0

Trung vi buede 1: 12 thang (6:15)
budc 2: 4 thang (3:7)

0.8

0.4

0.2+

0.0

Buoc
1
M2
~+1-censored
- 2-censored

Biéu do 2-3. Trung vi PFS

3.3.3. Trung vi song con toan bj(0S)
Trung vi OS 8 thang, budc 1 1a 20 thang bude 2 14 5 thang, phép kiém Log Rank p=0,054. Ti 1¢ song con(OS) 1

nam la 27,

Cum Survival

9%.
7 . , 107 | Trung vi bude 1: 20 thing (8:28) _msm
Trung vi OS 8 thing (4:28) burde 2: 5 thang (3:NA) 2
~+=1-censored
—+—2.censored
056 05
056 E 06
H
3
w
E
0.4 3 04 l
0.2 024
0.0 00
T T T T T T T T T T T
o 10 20 30 40 50 10 20 30 40 50
oSm OoSm
Biéu d6 4-5. Trung vi song con toan by OS
; Crossrefd




TM. Hoang et al. / Vietnam Journal of Community Medicine, Vol. 65, Special Issue 10, 38-43

3.4. Trung vi thoi gian dap ing(DOR)

Trong nghién ciru nay trung vi thoi gian dap ung la 15
thang(12,2-17,7).

3.5. Pgc tinh

Doc tinh trén hé huyet hoc d§ 3-4 khong gdp trong 16
nghién ctiru nay, giam bach cau do 1-2 54%, thiéu mau
d6 1-2 47%, giam tiéu cau do 1 23% khong c6 do 2.

4. BAN LUAN
4.1. Giéi

Nghién ctru ctia ching t6i nam gidi chiém da sb gép 2,1
nit; ti 1€ nay khac biét gitra cac nghién ctru do dac dlem
mau nghién ciru.

4.2. Tudi
Tudi trung vi trong nghién ctru cua chung t6i 12 65 tudi,

khoang tuoi ghl nhan ctia nhiéu nghién ctru ung thu phoi
tu 50 - 70 tuoi [1,2,3].

4.3. Tinh trang hiit thudc

Trong nghlen clru cua chung t6i ti 1€ hat thudc co: khong
14 1,69; da s6 BN c6 hit thude phit hgp nam nhiéu hon
ni trong nghién ctru nay.

4.4. Dot bién nhay thudc
C6 30,2% BN c6 dot bién nhay thudc da dugc didu tri

voi TKIs budge 1, ¢ bude sau khong co nhu’ng dot bién
nhay thudc tiép theo nén duoc diéu tri voi vinorelbine.
4.5. Tinh trang hoat djng co thé

Nghién ctru nay BN ¢6 PS=0-2. Tinh trang hoat dong co
thé khong nhirng anh hudng dén viée lya chon phuong
thirc di€u tri ma con anh hudng dén ti€n lwong cua bénh
nhén. Theo nghién cttu cua Vii Van Vi thi bénh nhan
¢0 chi so hoat dong co thé tot hon thi c6 thoi gian song
con dai hon [4].

4.6. Dap wng khach quan

Trudce nhimg ndm 1990 céc phdi hop dya trén platmum

v6i cac thude cii trung vi OS 6 thang vati1¢ song con 1
nim 15-20% & BN UTPKTBN giai doan tién xa.

Schiller (2002)(1155 BN) so sanh hi¢u quéa 4 phac )
hoa tri phdi hop thuéc moi voi patmum ti 1¢ dap u‘ng
19%; khong c6 su khac biét song con déng ké nao giita

cac phac dd nay trung vi song con 7,9 thang; ti 1é song
con 1 nam 33% [1].

Ramsey S.D va cong sy (2004) hoa tri phéi hop
platinum v&i mot thuoc méi ti 1¢ dap tmg toan bd 25
— 35%; trung vi PFS tir 4-6 thang; trung vi OS 8-10
thang; ti 1€ song con mot ndm 30-40% [5].

Nghién ctru cua tac gia Vi Van Vi (20006) co ti 1€ dap
u'ng 32,2% trung vi thoi gian song con 9,87 thang va ti
1¢ sdng con 1 nam 25% [4]; Nghién ciru ciia Tran Dinh
Thanh va cong su (2013) (gemcitabine+carboplatin) ti
& dap tng 32%; trung vi OS 8,43 thang va ti 1¢ OS 1
nam 34% [6]; tac gia Truong Vuong Vi (2018) ti 1¢
dap ung 15,4%; trung vi OS 8.9 thang; ti I¢ OS 1 ndm
30,8% [7].

Mot nghién ctru ¢ bénh vién K(2016), navelbine don
chat bude 2, dap tng mot phan 11,5% (7/61 bénh nhén);
bénh 6n dinh 55,7%; bénh tién trién 32,8%; khong co
dap ung hoan toan; trung vi song con bénh khong tién
trién 5,9 thang.

Tac gia Scagliotti didu tri budc 1 pemetrexed
+ cisplatin ti 1€ dap ung 30,6% so voi 28,2%
gemcitabine + cisplatin ¢ nhom khong gai; trung vi PFS
5,3 thang trung vi OS 12,6 thang ti 1¢ song con 1 nam
43,5% 8.

Tac gia Luis Paz Ares diéu trj duy tri pemetrexed sau
hoéa tri gay dap mg trung vi OS 13,9 thang so v6i 11,0
thang nhanh gia duoc, khac biét co y nghia thong ké [9].

Su khac biét gilta cac nghién ctru do cach chon BN, tac
nhén hoa tri, thoi diém nghién ctru...pemetrexed uu thé
hon & nhom biéu mé tuyén.

4.7. Trung vi PFS, trung vi OS, song con 1 nim
Nhiing tac nhan doc t& bao méi phdi hop platinum
trong di€u tri UTPKTBN giai doran tién xa ti 1¢ dap
u'ng con thap, trung vi OS con ngan va ti 1¢ OS 1 nam
¢ cai thién. UTPKTBN van 1a loai bénh 1y it nhay
v6i hoa chat, thoi glan dap tmg voi hoa tri ngan va
tién luong ddi voi glal doan tién xa con x4u. Tac gia
Scagliotti (nghién ctu JMDB pha III) phdi hop
pemetrexed + cisplatin tang OS va giam doc tinh so
voi phac do gemcitabinetcisplatin trén BN UTPKTBN
khong gai giai doan tién xa [8].

Trung vi PFS Ti I¢ song Trung vi thoi
(thang) con 1 nam (%) | gian song (thang)
pac+tcis (nhém chirng) n=288 3,4 31 7,8
gemcitabine+cis n=288 3,2 36 8,1
Schiller (2002) n=1155

docetaxel+cis n=289 3,7 31 7,4

pac+ car n=290 3,1 34 8,1
pemetrexed-+cis n=839 5,3 43,5 12,6

Scagliotti (2008)

gemcitabine+cis n=830 4.8 41,9 11,7
Vii Van Vii (2006) n=100 25 9,87

Tran Pinh Thanh(2013) n=50 34 8,4
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Trung vi PFS Ti 1é song Trung vi thoi
(thang) con 1niam (%) | gian song (thang)
Trwong Vwong Vii(2018) n=52 30,8 8,9
Chung n=43 6 27,9 8
NC chung toi Budc 1 n=25 12 20
Budc sau n=18 4 5

Huéng dan ESMO 2020, dwa trén 2 phén tich tong hop,
lgi ich cua hoa tri so v6i cham soc hd trg tot nhat cu
thé giam 23% nguy co tir vong, tang 9% kha ning song
sot sau 1 ndm va tang tuy¢t doi trung vi song con 1,5
thang va cai thién chat luong cudc song Dya trén mot
phén tich téng hop nim 2006, giam ¢ y nghia thong
ké (bang 22%) nguy co tr vong sau 1 nam ¢ nhom phoi
hop platlnum so voi nhom khong ph01 hop, ma khong
gay ra su gia ting doc tinh khong thé chap nhén dugc,
cac by doi dya trén platinum dugc khuyén nghi néu
khong c6 chdng chi dinh.

4.8. Trung vi thoi gian kéo dai dap ung

Luis Paz Ares va cong su sau 4 chu ki hoa tri gdy dap
ung didu trj duy tri pemetrexed 11,9 chu ki 9; nghién
ctru chung t6i trung vi thoi gian dap ung 15 thang

4.9. Poc tinh

Nghlen ctru cua chung t6i 1a hoi ctru, viée danh gia doc
tinh duge ghi nhan bang kham 14m sang nhu: Dgc tinh
tiéu hoa, than kinh ngoai bién, da, toc... dua vao ghi
nhén trén hé so va khong chinh xac do gh1 nhan khong
day du. Vi vay chung t0i chi ghi nhén cac doc tinh duoc
danh gia qua cac xét nghiém nhu: Doc tinh huyét hoc,
gan, than.

Trong 43 BN khdo sat chung t6i ghi nhan dung nap
thubc tt, khong xudt hién tac dung phu gay tir vong,
khong truong hop nao bo dleu tri vi tac dung phuy; ti€u
chay, ndi mén, té dau chi, rdi loan than tiét niéu...khong
ghi nhan trong nghién ctru nay.

Téac dung phu trén hé¢ huyet hoc d9 3-4 khong gédp trong
16 nghién ctru nay, giam bach cau do 1-2 54%, thiéu
méau do 1-2 47%, giam tiéu cau do 1 23% khong c6 do 2.
Nghién ctru cua Truong Vuong Vi gh1 nhéan doc tinh
huyét hoc thucrng gip nhét 1a thiéu mau do 3-4 11,5%.
Giam bach cau hat dg 3-4 13,5%. Chi c6 1 bénh nhan
giam tiéu cau do 3 duoc hoa tri phac dd docetaxel +
carboplatin.

5. KET LUAN

Qua khao sat 43 truong hop UTPKTBN giai doan IV
dleu tri v&i phac do vinorelbine cach ngay tai bénh vién
Théng Nhit ching t6i thiy két qua nhit quén voi cac
nghién ctru trude ddy, doc tinh cai thién nhidu voi lidu
metronomic.
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