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khdng c6 trudng hdp tir vong va khéng cd bién
chng can phai phau thuét tim cap cru. Cac bién
chufng chinh nhu chén ép tim can choc do mang
ngoa| tim hodc block nhi that hoan toan can dat
may tao nhip vinh vién la rat hiém (tong ]
0,12% trong nghién cru hdi ctru va khong xay ra
trong nghién clru ti€én cu’u) Cac bién chiing nho
nhu tran dich mang ngoai tim, bat thudng dan
truyén, hodc loan nhip tim xudt hién & 0,20%
trong nghién clru héi ctru va 5,5% trong nghién
ctu tién ctu [9].

V. KET LUAN

Sinh thiét co tim la mot tha thuat dac biét
quan trong va can_thiét trong theo doi di€u tri
bénh nhan sau phiu thut ghép tim nhdm muc
dich dinh hudng theo doi diéu tri sau ghép, phat
hién va chan doan sém thai ghép. V&i bénh nhéan
nghi ng<‘j thai ghép tim trén lam sang va tham do
khong xam lan, can chi dinh EMB s6m bdi két
qua gidi phau benh khi d6 quyét dinh phac d6
diéu tri chinh xac mang lai Igi ich diéu tri, kip thai
cltu chifa ngudi bénh. Do d6 can ddy manh phat
trién hon nita EMB, sém dua EMB thanh mot thu
thuat thu’dng quy tai cAc trung tdm phau thuat
tim c6 trién khai ghép tim trong ca nudc.

Tuy vay, sinh thiét cd tim la mét can thiép
chuyén sdu cdé nguy cd xay ra cac tai bién
nghiém trong do d6 can dugc thuc hién tai cac
trung tam phau thuat tim I16n, nhiéu kinh nghiém.
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DANH GIA KET QUA PIEU TRI UNG THU PHOI
KHONG TE BAO NHO GIAI POAN IV BANG NAVELBIN METRONOMIC
TAI BENH VIEN PAI HOC Y HA NOI
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Muc tiéu: banh giad két qua diéu tri cia phac do
Navelbin Metronomic diéu tri ung thu ph0| khong té
bao nhé (UTPKTBN) giai doan IV. PG6i tugng va
phucong phap nghién ciru: Nghién ciru moé ta, hoi
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Trinh Lé Huy'?, Tran Pinh Anh?

ctru trén 30 bénh nhan UTPKTBN giai doan IV dugc
diéu tri bang phac d6 Navelbin Metronomic tai Khoa
Ung budu va Chdm séc giam nhe, Bénh wen Dai hoc Y
Ha No6i tir 1/2014 dén 11/2020 Két qua: Do tudi
trung binh la 67, ty 1€ nam/nir la 6:1.C6 5 bénh nhan
(16,7%) dugc d|eu tri budc 1, 25 bénh nhéan (83,3%)
dugc diéu tri buf(’jc 2. Ty’/ [ dép Ung dat 36,7%, chi s6
toan trang la yéu t6 tién lugng kha ndng dap u‘ng co y
nghia thong ké (p<0,05). Trung vi thai gian s6ng
thém bénh khong tién trién (PFS) la 8 thang vdi diéu
tri budc 1 va 6 thang vdi diéu tri budc 2 (p>0,05). Cac
tac dung khéng mudn gép Vvéi ty 1& thap, chu yéu &
mérc d6 nhe (d0 1/2), tac dung khong mong mudn
thudng gdp nhat la thi€u mau vdi ty 1é 30%, khong cd
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bénh nhan nao thi€u mau dé 3/4. Két luan: Hoda tri
Navelbin Metronomic la phac d6 cé hiéu qua va an
toan, phu hop cho diéu tri UTPKTBN giai doan IV cé
thé trang kém (PS 2-3), c6 bénh ly dong mac.

Tu khoa: ung thu phoi khong t€ bao nho,
Navelbine, Metronomic.

SUMMARY

EVALUATION OF TREATMENT RESULTS FOR
STAGE IV NON-SMALL CELL LUNG CANCER
WITH NAVELBIN METRONOMIC AT HANOI
MEDICAL UNIVERSITY HOSPITAL

Objective: To evaluate the treatment results of
Navelbine metronomic in stage IV non-small cell lung
cancer (NSCLC). Patients and methods:
Retrospective, descriptive study on30stage IV non-
small cell lung cancer patients treated with Navelbin
metronomic regimen at the Department of Oncology
and Palliative Care, Hanoi Medical University Hospital
from January 2014 to November 2020. Results: The
mean age was67 years old, ratio male/female=6:1. All
of the patients have performance status (PS) 2-3, in
which PS3 accounted for 60%. Among 30 patients, 5
patients (16.7%) received first-line treatment, and 25
patients (83.3%) received second-line treatment. Most
of the patients had underlying medical conditions, in
which hypertension accounted for the highest rate
(43.3%). The response rate was 36.7%, the PS was a
statistically significant predictor of response (P<0.05).
Median progression-free survival (PFS) was 8 months
with first-line treatment and 6 months with second-line
treatment (P>0.05). The rate of toxicity was low,
mainly at a mild level (grade 1/2), the most common
side effect was anemia with a rate of 30%, no patients
had grade 3/4.Conclusion: Navelbine metronomic
was safe and effective in stage IV NSCLC patients with
poor performance status (PS 2-3) and comorbidities.

Keywords: non-small cell lung cancer, Navelbin,
Metronomic.

I. DAT VAN DE

Ung thu phéi (UTP) Ia mét trong nhitng bénh
ly &c tinh cd ty I&€ mac va ty Ié t& vong cao nhat
G Viét Nam ciing nhu trén toan thé gidi. Theo
GLOBOCAN 2021, tai Viét Nam, UTP ding th(r 2
& ca hai gidi vai khoang 26262 ca mdi mac dugc
ghi nhan, chiém 14,4% tdng s6 ca ung thu mdi
mac, s6 ca tlr vong la 23797 chiém ty 1€ 19,4%
tdng sd ca tr vong do ung thu [1].

Khoang 40% bénh nhan UTPKTBN dugc chan
dodn tai thdi diém da cb di can xa (giai doan 1V).
Muc tiéu diéu tri doi véi UTPKTBN la kéo dai thoi
gian s6ng thém va giam nhe triéu chimng, trong
dé diéu tri toan than (hdéa tri, diéu tri dich, mién
dich...) két hgp cham séc gidam nhe déng vai tro
cht dao [2]. Nhdm bénh nhan UTPKTBN di can
ld mot quan thé khdng ddng nhét, trong do cb
mot ty 1& khéng nhé bénh nhédn cd thé trang
kém, tudi cao vao nhiéu bénh ly nén.

Vinorelbin thudc ho vinca alkaloid la mot

thu6c hda chat dugc khuyén cdo s dung ca
trong phac do6 b0 d6i phdi vGi thuGc nhom
platinum hoac don tri trong diéu tri cac bénh
nhan UTP giai doan IV c6 toan trang kém. Dac
biét han, thudc cé thém dang udng vdi tén biét
dugc Navelbin gitp thuan tién trong viéc sir dung
va it doc tinh [3].

Hdéa tri Metronomic (mCT) la phuang phap st
dung héa tri liéu thap, cho phép giam thi€u doc
tinh ctua hda tri theo liéu tiéu chudn. Phac do
Navelbin Metronomic da dudc chirng minh dem
lai hiéu qua cao ciing nhu it tac dung phu, phu
hgp véi cac bénh nhan UTPKTBN giai doan IV co
thé trang kém [4].

Thuc té€ diéu tri tai Khoa Ung budu va Cham
soc giam nhe, Bénh vién Dai hoc Y Ha Noi cho
thdy phac d6 nay dem lai két qua tot vé song
thém cling nhu chat lugng song cta bénh nhan.
Tuy nhién, chlng t6i chua ¢4 nghién cltu nao dé
ghi nhan két qua trén. Vi vay, chdng t6i thuc
hién dé tai nay véi muc tiéu:"banh gia két qua
diéu tri UTPKTBN giai doan IV bang Navelbin
Metronomic”.

Il. DOl TUQONG VA PHU'ONG PHAP NGHIEN CU'U

PoOi tugng nghién ciru. 30 bénh nhan
UTPKTBN giai doan IV dudc diéu tri bang phac
d6 Navelbin Metronomic tai Khoa Ung budu va
Cham soc giam nhe, Bénh vién Dai hoc Y Ha Noi
tur 1/2014 dén 11/2020.

Tiéu chudn lua chon bénh nhén:

+ Pudc chdn dodn xac dinh 1 UTP nguyén
phat khong té bao nhd bang md bénh hoc.

+ Pudc chan doan la giai doan IV (theo phan
loai [&n tha 8 cia AJCC nam 2017).

+ Khong cd cac dot bién gen EGFR, ALK,
ROS1, va mic do boc 10 PD-L1 <1%.

+ Céac bénh nhan dudc diéu tri bang phac do
Navelbin metronomic (50mg/ngay, 3 ngay/tuan
(thr 2,4,6)).

+ C6 ho sg day dua théng tin.

Tiéu chuan loai trur:

+ C6 chong chi dinh v&i Navelbin (suy gan, xo
gan Child C, suy than cdp/man, mac cac bénh ly
cap tinh de doa tinh mang nhu nh6i mau co tim,
tai bién mach nao...).

+ Khong dong y tham gia nghién c(u.

Phuaong phap nghién ciru

M6 ta hoi cliu, cat ngang.

Dia di€ém nghién cru:Khoa Ung budu va chdm
soc giam nhe - Bénh vién Dai hoc Y Ha Nai.

Chi s6,bién sd nghién clru:

- Tudi, gidi, toan trang ctia bénh nhan (PS).

- Loai m6 bénh hoc
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- Cac triéu chirng 1dam sang

- Cac két qua can 1am sang: chan doan hinh
anh, két qua cong thi'c mau, hda sinh mau:
trudc, trong va sau diéu tri.

- S0 chu ky hoda chat dung, phan tram liéu
dung so vdi liéu chuan.

- M(rc d6 dap Ung:

+ Dap Ung trén chup cat I3p vi tinh (theo tiéu
chudn RECIST 2.1).

- Su tuong quan gilta mdc d6 dap Ung véi
mot s déc diém 1am sang va can 1am sang (tudi,
gidi, toan trang, loai m6 bénh hoc, s6 cd quan/vi
tri di can...).

- S6ng thém: + Thdi diém gbc cha nghién
clru: thdng nhét 18y ngay bat dau diéu tri

+ Thdi gian s6ng thém khéng tién trién bénh:
tinh t&r thGi gian g6c nghién clru dén khi bénh
tién trién.

+ Thdi gian song thém toan bo: tinh tu thai
gian goc nghién c(fu dén khi t&r vong do bat ki
nguyén nhan gi hodc dén thdi diém méat thong
tin ghi nhan.

- Poc tinh trén hé huyét hoc va ngoai hé

Nhan xét: - Ty lé nam/nir = 6:1.

- Tudi trung binh la 67, dao déng 55-80 tudi.

- Ty |é bénh nhan c6 toan trang PS 2 va PS 3
[an lugt 1a 60 va 40%.

- Ty |é hat thuGce 1a trong nhdm nghién clu la
86,7%

- Di c&n mang phdi va phdi chiém ty Ié cao
nhat, [an lugt la 50 va 43,3%.

- Tng thu bi€u mé tuyén chiém da s& véi 80%

- Pa s6 bénh nhan (83,3%) dugc diéu tri
budc 2.

Bang 2.Ty Ié mic dé dap irng.

Mirc do dap irng N=30(%)
DPap (ng chung 11 (36,7%)
Pap Uing hoan toan 0 (0%)

Dap ’ng mét phan
Bénh gilr nguyén 10 (33,3%)

11 (36,7%)

Bénh tién trién 9 (30%)

huyét hoc

Il. KET QUA NGHIEN cU'U

Bang 1. Pic diém chung cua déi tuong

nghién cuu.

Nhan xét: c6 11 bénh nhan dat dap ing mot
phan (chiém 36,7%), 10 bénh nhan cé bénh giir
nguyén (chi€ém 33,3%) va 9 bénh nhan bénh ti€n
trién (chiém 30%), khdng cd bénh nhan nao dat
dap ¢ng hoan toan.

Bang 3. Ty Ié dap ung va cac yéu to'lién quan.

N=30 (%)
. Khong P
Pap u'ng dap irng
Gidi tinh

Nam 9 15

NTF ;) 2 0,0807
Toan trang

PS 2 8 4

PS3 3 15| 00165
Tinh trang hat thuoc

Co 10 16
Khong 1 3 0,9704

Thé mé bénh hoc

UTBM té

S 9 15

bao vay 0.6879
UTBM khéng 5 3 '
t€ bao vay
Bu'dc diéu tri

Budc 1 4 6

Budc 2 7 13| %8934

Bién sb N=30(%)
GiGi Nam 24 (80%)
N 6 (20%)
o Trung binh 67
Tuoi Khoang tudi 55-80
Toan PS2 12 (40%)
trang PS3 18 (60%)
Hat C6 hut thubc 26 (86,7%)
thuGc Khong hut thudc 4 (13,3%)
A pa UTBM tuyén 24 (80%)
Mohgﬁnh UTBM vay 5 (16,7%)
i Khac 1 (3,3%)
Budc Budc 1 5 (16,7%)
diéu tri Budc 2 25 (83,3%)
Phdi 13 (43,3%)
Xuang 10 (33,3%)
Vi trf di N3o 0
can Gan 5 (26,7%)
Mang phai 15 (50%)
Thugng than 3 (10%)
Tang huyét ap 13 (43,3%)
Dai thdo dudng 5 (16,7%)
Bénh Bénh ly gan 1(3,3%)
nén Bénh ly than 3 (10%)
Bénh ly ho hap 4 (13,3%)
Khac 2 (6,7%)
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Nhan xét: cac yéu to gidi tinh, tinh trang hat
thudc, thé md bénh hoc va budc diéu tri khdng
anh huéng dén két qua diéu tri phac d6 navelbin
metronomic (P>0,05). Co6 su khac biét cé y nghia
thong ké vé ty Ié dap Ung gilfa hai nhém PS 1-2
va PS 3 vdi P<0,05.

Két qua diéu tri vé song thém
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Biéu dé 1. Thoi gian séng thém khéng tién
trién bénh.

Nh3dn xét: trung vi thai gian s6ng thém bénh
khong tién trién la 8 thang véi cac bénh nhan
diéu tri budc 1, 6 thang vdi cac bénh nhan diéu
tri budc 2, p>0,05

Bang 7. Tac dung khéng mong muén.

Tac dung khong mong mudn trén huyét hoc

- D6 1/2 1(3,3%)
Ha bach cau D6 3/4 0 (0%)
. D61/2 12 (30%)
Thiéu mau Do 3/4 0 (0%)
o = D61/2 0 (0%)
Ha tiéu cau D6 3/4 0 (0%)
Tac dung khong mong muon trén hé tiéu héa
. . Do 1/2 2 (6,7%)
Non/bubn nd D6 3/4 0 (0%)
. D61/2 3 (10%)
Tiéu chay D6 3/4 0 (0%)
N D61/2 2 (6,7%)
Viem miéng Do 3/4 0 (0%)
Tac dung khong mong muoén trén than
. D6 1/2 1(3,3%)
Suy than D6 3/4 0 (0%)
Tac dung khong mong mudn trén gan
Tang men D06 1/2 0 (0%)
gan Do 3/4 0 (0%)
Tac dung khong mong mudn trén than kinh
DPoc tinh than D06 1/2 1 (3,3%)
kinh D6 3/4 0 (0%)

Nhan xét: cac tac dung khong mudn gap véi
ty Ié thap, chu yéu & mdc do nhe (do6 1/2), tac
dung khong mong mudn thudng gdp nhat la
thi€u mau vdi ty 1€ 30%, khong cé bénh nhan
nao thi€u mau do 3/4.

IV. BAN LUAN

Két qua diéu tri. Trong nghién clu cla
chdng to6i, trén 30 bénh nhan UTPKTBN giai doan
IV c6 PS2-3, khéng c6 dét bién gen (EGFR,ALK,
ROS1...) va mic d6 boc 16 PD-L1 dudi 1%, cd 11
bénh nhan dat dap Ung moét phan (chiém
36,7%), 10 bénh nhan c6 bénh gilf nguyén

(chiém 33,3%) va 9 bénh nhan bénh tién trién
(chiém 30%). Ty |é dap Ung trong nghién clu
nay cao hon két qua trong th’ nghiém MOVE
(2015) trén 43 bénh nhan vdi ty 1€ dap Ung
chung la 18,6%, tuy nhién th nghiém nay ghi
nhan 1 bénh nhan dat dap 'ng hoan toan (chiém
2,3%). Trong khi do ty |1é dap Ung trong nghién
cru cta Banna (2018) chi dat 8% va khong cé
bénh nhan nao dap U’ng hoan toan, mét phan
nguyén nhan cho ty 1€ dap Ung thap la do do
tudi trung binh (72 tudi) cao hon nghién cliu cla
ching t6i va chi s6 toan trang PS thap (2-3)
chiém tdi 80%. Két qua nghién clru cla ching
toi tuogng dong vdi két qua cla tac gia Ascanio
(2018) vdi ty Ié bénh dap g mét phan la 27%
va khong c6é bénh nhan nao dat dap ng hoan
toan [3,5,6].

Khi so sanh v@i cac phac do héa tri bd déi nén
tang platin, ty 1€ dap Ung cla phac d6 navelbin
metronomic cé xu hudng thap han. Pham Van
Trudng (2013) [7], cong bé nghién cltu trén 41
bénh nhan UTPKTBN giai doan IIIb-IV dugc diéu
tri bang hda chat phac d6 Navelbin-Cisplatin vdi
két qua ty Ié dap Ung chung la 49,3%. Hay cac
nghién cru khac trén thé gidi vé phac do hoa tri
b0 do6i dGi vai UTP giai doan 1V, ty |é dap Ung
dao dong tuir 30-50%. Tuy nhién, dGi tugng cua
céac nghién cfu nay cé do tudi tré hon va chi s
toan trang tét han han so véi ddi tugng cla cac
nghién clru sir dung phac do navelbin metronomic.

Céc yéu t& gidi tinh, tinh trang hdt thudc, thé
mo bénh hoc va budc diéu tri khong anh hudng
dén két qua diéu tri phac d6 navelbin
metronomic (P>0,05). Diéu nay cho thay
navelbine metronomic c¢é hiéu qua ngay ca khi
bénh nhan da that bai vdi cac phac do diéu tri
trudc do. Cac bénh nhan cé chi s6 toan trang PS
1-2 ¢6 ty Ié dap U'ng cao hon so vdi cac bénh
nhan PS3, su khac biét co y nghia thong ké vdi
p=0,0165. K&t qua nghién clru cta ching toi
tuang dong vai két qua cua Banna (2018) [5].

Trong nghién clfu clia ching t6i, trung vi thai
gian s6ng thém bénh khdng tién trién 13 8 thang
V@i budc 1 va 6 thang véi budce 2, trong dé ngan
nhat la 2 thang va dai nhat la 20 thang. Nghién
cru clia Ascanio cho két qua trung vi sdng thém
bénh khéng tién trién dat 9 thang, k&t qua nay
tuong dong vai két qua nghién clu cia ching
t6i. Tuy nhién, nghién clu cla Banna (2018) va
th&r nghiém MOVE (2015) cho két qua trung vi
séng thém bénh khéng tién trién thap hon két
qua nghién clu cla chung toi, Ian lugt 1a 2,7 va
5 thang. Hai nghién cffu nay vdi dd tudi trung
binh cao han nghién clfu cta chdng toi, lan lugt
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la 72 va 80 tudi, bén canh dd, ty 1& ddp Ung
chung ciling thap han két qua nghién cltu cua
ching toi, diéu dé anh hudng mot phan dén két
qua song thém. [3,5,6].

Tac dung khong mong mudn cua phac
do. Vé doc tinh huyét hoc, chi ¢ 1 bénh nhan
ha bach cau do 2 (3,3%) va 12 bénh nhan co
tinh trang thi€u mau dé 1/2 (30%), khong co
bénh nhan nao ha tiéu ciu. Nghién cltu cla
Banna (2018) trén 50 bénh nhan cho thay, ty Ié
ha bach cau la 3%, ty Ié thi€u mau 18% trong
dd thi€u mau do nhe la chu yéu (13%), khong co
trudng hop nao thiu ti€u ciu, két qud nay
tuong dong vdi nghién clfu cla chung t6i. Cac
nghién cttu cling cho thdy, gan nhu khéng cé
truGng hop nao dudc ghi nhan tir vong do diéu
tri va khong bénh nhan nao phai vao vién cdp
ctu vi doc tinh clia phac d6 nay. Dong thdi, thar
nghiém MOVE (2015) cling ghi nhan, khéng cé
trudng hodp nao can phai truyén mau, hodac
truyén tiéu cau, hodc dung khang sinh du’ phong
hay kich cau do doc tinh huyét hoc trong sudt
qua trinh diéu tri. Nhu vay, phac d6 metronomic
cho thay doc tinh huyét hoc & mdc do nhe, kha
nang dung nap tdt, an toan k& ca ddi véi cac
bénh nhan co chi s6 toan trang kém, cao tudi va
¢b cac bénh ly toan than di kém [3,6].

Tac dung khong mong muon trén dudng tiéu
héa: Navelbin la mot thudc dugc biét dén vdi
nguy cc gay viém niém mac miéng cao hon cac
thudc khac. Trong 30 bénh nhan nghién clru, ¢
2 bénh nhan non/budn non (6,7%); 3 bénh nhan
bi tiéu chay (10%) va 2 bénh nhan bi viém
miéng (6,7%). Tat cad cac trudng hgp gap tac
dung khong mong mudn trén dudng ti€éu hoa
déu G do 1/2, khong coé trudng hgp nao bi mirc
d6 3/4. Nghién clru cta Banna (2018) ghi nhan
24% bénh nhan c6 biéu hién budn ndn, 36%
bénh nhan bi tao bdén va tat ca cac truéng hgp
nay déu & muc do nhe (d6 1/2). Nghién cltu cla
Ascanio (2018) va th(r nghiém MOVE (2015) cho
cac két qua tuong tu két qua nghién clu
nay[3,5,6].

Tac dung khong mong mudn vé gan, than:
trong nghién clfu cta ching toi ghi nhan 1 bénh
nhan cé suy than do 1/2 (chiém 3,3%), khong cd
bénh nhan nao gap doc tinh vé gan trong qua
trinh diéu tri. Trudng hgp doc tinh than dugc ghi
nhan trén bénh nhan cé tién st séi than da diéu
tri nhiéu nam. Két qua cua ching toi tuang déng
gan nhu v@i cac nghién clfu clia cac tac gia khac,
cho thay rat hiém gdp doc tinh 1€n gan, than khi
st dung phac d6 Navelbin Metronomic[5,6].
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Tac dung khdng mong muon vé than kinh: cé
1 trong 30 bénh nhan nghién clhu gap triéu
chiing té bi tay chan muiric d6 nhe (chiém 3,3%),
khong co trudng hdp nao gap doc tinh than kinh
do 3/4. Ty |é vé doc tinh than kinh trong thir
nghiém MOVE la 2,4%, khong co trudng hgp nao
mic dé nang, két qua nay tuong dong vdi két
qua nghién cltu cla chdng t6i[3]. Tuong tu, ty I1é
nay trong nghién cltu cla Ascanio (2018) [5]la
2%, nhu vay doc tinh than kinh cta phac do
Navelbin Metronomic gap véi ty 1€ thap va chu
yéu & mic do nhe.

Nhu vay, cac tac dung khdng mong mudn cta
phac d6 Navelbin Metronomic la it gap va chu
yéu 8 mic dé nhe, kha nang dung nap tot, rat
phu hgp la phac d6 diéu tri UTPKTBN giai doan
tién trién & cac bénh nhan I6n tudi, toan trang
kém va cd nhiéu bénh phdi hgp.

V. KET LUAN

Héa tri Navelbin Metronomicla phac d6 co
hiéu qua va an toan, phu hgp cho diéu tri
UTPKTBN giai doan IV cd thé trang kém (PS 2-
3), tudi cao, cd bénh ly déng mac, khéng cd dot
bién gen (EGFR,ALK, ROSL1...) va mirc d6 boc 10
PD-L1 thap (duGi 1%).
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