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KET QUA PIEU TRI UNG THU PHOI KHONG TE BAO NHO
GIAI POAN IV VOI PHAC PO CO PACLITAXEL
DANG POLIMERIC MICELLE
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Pit vin dé: Diéu tri ung thu phdi khong té bao nho (UTPKTBN) giai doan tién xa khong phau
thuat dugc khong dot bién chu dao, PD-L1<50% chu yéu dya vao hoa tri bd doi vi platinum, cac phac
do hi¢n tai dat hiu qua gan glong nhau sau 4-6 chu ky hoa tri, thudc hoa tri paclitaxel thuéc nhom
doc té bao thé hé 3 tan trong dau va dugc tiép tuc phat trién cong thirc thanh tan trong nudc giup giam
tuong tac va doc tinh.

Muc tiéu nghién ciru: Panh gia dap ung, doc tinh phac d6 paclitaxel dang polimeric micelle
(paclitaxel PM) phoi hop platinum.

Péi twong nghién ciru: Bénh nhan UTPKTBN giai doan IV diéu trj véi paclitaxel PM tai khoa Ung
Budu bénh vién Thong Nhat nam 2024-2025.

Phwong phap nghién ctru: Hoi ctru m6 ta hang loat ca c6 theo ddi doc.

'Két qué: Tubi trung binh 62,7 tudi; ti 1¢ dép img toan bd (ORR) 48,15%; trung vi thoi gian dén khi
that bai diéu tri(mTTF) 7,4 thang; trung vi thoi gian dap tmg(mDoR) 8,9 thang; trung vi sdng con toan
bd (mOS) 11,8 thang; song con 1 nam 44,45%.

‘Két ludn: Paclitaxel PM c¢6 hiéu qua va an toan ngay ca vi BN c6 chi s6 hoat dong co thé cao.
biéu tri voi paclitaxel PM cai thién triéu chiing, kéo dai thoi gian dap ting, giam doc tinh dac biét doc
tinh viém than kinh ngoai bién.

Tir khoa: Paclitaxel PM, an toan va hiéu qua, ung thu phdi khong té bao nho giai doan IV.
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TREATMENT RESULTS OF STAGE IV NON-SMALL CELL LUNG
CANCER WITH POLIMERIC MICELLE PACLITAXEL REGIMEN

ABSTRACT

Background: Treatment of unresectable advanced non-small cell lung cancer (NSCLC) without
driver mutation, PD-L1<50% mainly relies on platinum-based doublet chemotherapy, current regimens
achieve similar efficacy after 4-6 cycles of chemotherapy, paclitaxel belongs to the 3rd generation
of oil-soluble cytotoxic drugs and continues to be developed into a water-soluble formula to reduce

interactions and toxicity.

Objectives: Evaluation of response and toxicity of paclitaxel PM + platinum algorithm.

Research subjects: Patients with stage [V NSCLC treated with paclitaxel PM + platinum at the
Oncology Department of Thong Nhat Hospital in 2024-2025.

Methods: Retrospective descriptive case series with longitudinal follow-up.

Results: Mean age 62.7 years; overal response rate (ORR) 48.15%; median time to treatment fail-
ure (mTTF) 7.4 months; median duration of response (mDoR) 8.9 months; median overall survival

(mOS) 11.8 months; 1-year survival 44.45%.

Conclusion: Paclitaxel PM is efficacy and safe even in patients with high performance status.
Treatment with paclitaxel PM improves symptoms, prolongs response time, and reduces toxicity,

especially peripheral neuropathy.

Keywords: Paclitaxel PM, efficacy and safe, stage IV NSCLC.

1. DAT VAN BE

Diéu tri budce 1 ung thu ph01 khong té bao nho
giai doan tién xa khong phiu thuat duoc khong
dot bién chu dao, PD-L1<50% chu yéu dya vao
hoa tri by do1 voi platinum va vi ti 1€ bénh nhén
(BN) khong c6 dot bién chu dao va biéu hién
PD-L1<50% cao nén hoa tri v6i cac phac do co
platinum van 1 nén tang ctia diéu tri toan than
UTPKTBN giai doan tién xa. Ndam 2002 nghién
cuu ECOG 1594 so sanh 4 phac dd hoa tri thuoc
doc té bao thé h¢ 3 phdi hop platinum cho thay
khong ¢ phac do nao 1a tbi wu [1].

Paclitaxel mot hoat chét hoa tri thé h¢ 3 pho
bién trong dleu tri ung thu ¢6 tinh tan thap trong
nuéce, vi thé phai sur dung dung moi Cremophor
El (Cremophor) dé cai thién do tan trong nudc
cling nhu sir dung duoc theo dudng tiém truyén.

Cremophor 13 mot hoat chat dc}c gy kich tng
manh, 1a mdt trong nhfrng nguyén nhan hang dau
gay phan Umg qua man khi truyen paclitaxel®.
Paclitaxel PM dugc phat trién trén nén paclitaxel
két hop vao cac micelle duoc tao thanh tir
copolymer amphiphilic - mPEG-PDLLA. Cac
micelle néy c6 kich thude 20-50 nm gitp cai thién
do tan cua paclitaxel trong moi truong nudc ma
khong can dén dung mdi Cremophor, tir 6 ting
cuong kha nang van chuyen thudc dén cac té bao
ung thu ciling nhu giam tac dung phu lién quan
dén cong thirc pachtaxel truyén thong Day la tac
nhan hoa tri véi nhiéu hira hen so vai thue hoa
tri chuan khac [3,4].

Thuc té tai Viét Nam paclitaxel PM da co
mit tai Viét Nam nhiéu nam nay, cac téng két
paclitaxel diéu tri budc mot hodc bude hai cho
nhting truong hop UTPKTBN da dugc bao céo
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nhung nhimng tong két véi paclitaxel PM con it,
mau nho. Ching t6i 1am dé tai nay dé danh gia
hiéu qua va an toan ctia phac do co paclitaxel PM
trén nhiing BN UTPKTBN giai doan IV tai bénh
vién Thong Nhét nhu thé nao?

2. MUC TIEU NGHIEN clrU

- banh gia dap tng (ti 1¢ dap Ung, thoi gian
duy tri dap tmg, song con t6i khi that bai diéu tri).

- Panh gia trung vi sdng con toan bo, ti 1¢ sdng
con 1 nam.

- Panh gia doc tinh cta thudc.

3. POl TUONG VA PHUONG PHAP
NGHIEN clru

Tat ca nhitng bénh nhan UTPKTBN giai
doan IV khong dot bién chu dao, PD-L1<50%
hoa tri budc 1 voi phac do paclitaxel PM phdi
hop carboplatin tai Khoa Ung budu, Bénh vién
Thdng Nhat trong thoi gian 6/2024-8/2025. Liéu
paclitaxel PM 175-220mg/m? da phdi hop véi
carboplatin AUC=5 truyén du 6 chu ky hoic dén
khi bénh tién trién, khong BN nao phdi hop voi
khéng sinh mach hay thudc diéu hoa mién dich.
Chung t6i loai trur nhﬁng bénh nhan c6 2 loai ung
thu hodc bénh 1y ndi ngoai khoa nang. Panh gia
déap ung dya trén hinh anh hoc CTscan m01 9 tudn
hoac khi bénh nhan co dau hiéu tién trién.

_Chung t6i hdi ctru 27 BN UTPKTBN dugc
dié;u tri bude 1, st dung phan mém SPSS 22.0
thong ké.

4. KET QUA NGHIEN CcUU
4.1. Pac diém chung

Chung t6i hdi ciru trong thoi gian 6/2024-
8/2025 ¢6 27 BN; trung binh thoi 7gian theo doi
10,1 thang; ti 1& namma=2,3; tudi trung binh
62,7; ¢6 hut thudc: khong=1,25; chi s6 hoat dong

co thé 1-2, md hoc biéu mo tuyén: Gai=2,86; di
cin 2 phdi 55,56%; di cin ndo 18,5%; di can gan
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25,9%; di can 2 co quan trd 1§n 25,9%; khong
truong hop nao di can mang phoi, mang tim hodc
c6 tran dich mang phoi (TDMP); dau nguc la triéu
ching chi dao chiém 75%; hp chiéem 29,26%;
bénh 1y di kém thuong gap nhat 1a tang huyét ap
63,3%; dai thao duong type 2 40,45%.

4.2. Danh gia dap wng

bép tng chu quan: ti 1¢ dap ung chu quan
66,67% bao gom giam ho giam dau nguc.

Dbap tng khach quan: ti 1€ dap ing(ORR) trong
nghién ctru cua ching tdi 1a 48,15%; budu giam
kich thudc nhiéu nhat 90%; trung vi thot gian dap
ung 8, 9 thang.

dap (ng budu

123 4 5 6 7 8|9[10 111213 1415 16 17 18 19 20| 21|22 23 24 25 26 27
mSeries] 45 41 28 2720|198 17 1712 12 10 8 0 -12|-32 55 -53 €0 -72|-78 -80 -850
bénhnhdn

Biéu d6 1. Bap tng trén sang thuong dich

-38|-40 45 52 -53

Trung vi thoi gian dén khi that bai diéu tri
(mTTF) 7,4 thang.

Survival Function

2

Xac xuét sdng con bénh khong tién trién
Cum Survival

T T T T
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Biéu db 2. Sbéng con téi khi that bai diéu tri (TTF)
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Trung vi thoi gian sdng con toan bo (mOS)
11,8 thang; song con 1 nam 44,45%.

Survival Function

—1Survival Function
-+ Censored

Cum Survival

T T T T
0o 250 500 750 10.00 1250
OSmonths

Xac suét séng con toan bd
7

Biéu db 3. Sbéng con toan bo
Doc tinh: Trong nhom BN nghién ctru nay tac
dung phu thuong gap gom:
- Thiéu méu d6 1-2 chiém 18,5% d6 3-4 chiém
7,4%.

- Giam bach cau do 1-2 chiém 22,22% d¢ 3-4
chiém 11,11%.

- Giam tiéu cau d6 1-2 chiém 11,11% khong
c6 do 3-4.

- Té dau chi ngoai vi 62,96% da s6 mitc do
nhe, sinh hoat hang ngay binh thuong.

- Rung toc 22,22%.

- Suy than, viém gan, buon nén va noén hau nhu
khong gap.

Nhing tac doc tinh nay gap 6 BN 16n tudi hodc
chi s6 hoat dong co thé cao.

5. BAN LUAN

'UTPKTBN la loai bénh ly thuong gép trén
thQ gidi cling nhu ¢ Viét Nam; phan 16n BN dugc
chan doan ¢ giai doan tién xa, dac biét giai doan

IV la giai doan khong chita khoi bénh muc dich
diéu tri 12 xoa nhe triéu chirng cham séc giam nhe
kéo dai su séng. Chim soc va diéu tri BN UTP-
KTBN giai doan tién xa la nhu cau can thiét cia
xa hoi, c6 dugce nhitng nhan dinh tir nghién ctu
giup ching ta ap dung lam sang trong qua trinh
diéu tri BN.
5.1. Gi&i

Nghién ctru ctia chung t6i nam gidi chiém da
s6 ti 16 nam:nir 1a 2,3; ti 1& nghién clu cua tac
gia Tran Pinh Thanh 1a 1,4; mot sb nghién cuu
khac tai Viét Nam chung t6i nhan thay ti 18 nay
c6 khéc, ti I¢ nam: nir thay ddi tir 2-4. Tir nira sau
ctia thé ky XX, s6 ca méc va tir vong do ung thu
phéi c6 khuynh huéng ting 1én & nit, diéu nay do
phu nir hiit thude 14 ngay cang ting, dong thoi phu
nir cling tham gia cac hoat dong xa hoi nhiéu hon,
déc biét la tham gia vao cac linh vuc cong nghiép
c6 cac yéu to nguy co gdy bénh. Tuy vay, cho dén
hién nay ung thu phi van xay ra nhiéu ¢ nam hon
nit giéi>’

5.2. Tubi
Bang 1. Do tubi cac nghién ctru
Tudi trung Khoang
Vi tuoi
Vi Van Vi 58 41-82
Trwong Vwong Vi 59 39-81
Trén Binh Thanh 60,16 30-82
NC nay 62,7 42-71

Trung vi tudi trong nghién ciru ciia chung toi
14 62,7 nam trong khoang tudi ghi nhan ctia nhiéu
nghién ctru ung thu phdi thuong gip tir 50 - 70
tudi va tuong tu véi cac nghién ciru khac.
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5.3. Tinh trang hut thuéc
Bang 2. Tinh trang hut thubc

Kr:‘(ﬁz’)g con() | S
Vi Van Vi 80(80) | 20(20) | 100
Trwong Vwong Vi | 12(23,1) | 40(76,9) | 52
Tran Dinh Thanh 22(44) | 28(56) | 50
NC nay 12(44,4) | 15(55,6) | 27

Trong nghién clru cua chung toi ti 1¢ hat thude
c6: khong 1a 1,25; tuong dong cac nghién clru
khac, hut thude la 1a yéu t6 nguy co cao ung
thu phoi.

5.4. Tinh trang hoat déng co thé

Trong nghién ctru cua ching to6i tat ca bénh
nhan déu c6 chi sb hoat dong co thé 1-2. Tinh
trang hoat dong co thé khong nhimg anh huong
dén viéc lya chon phuong thirc didu tri ma con
anh huong dén tién luong cua bénh nhan. Theo
nghién ctru cua Vi Van Vi thi bénh nhén c6 chi
s0 hoat dong co thé t6t hon thi c6 thoi gian séng
con dai hon so v&i bénh nhan c6 chi s6 hoat dong
co thé thép[7].

5.5. Panh gia dap ng chu quan

Trong nghién ctru cua chung toi c6 66,67%
BN c¢6 dap tng chu quan vé cac triéu chimg nhu
dau nguc, kho tho hay ho sau 1-2 chu ky diéu
tri; trong tu tac gia Tran Dinh Thanh khi hoa tri
& ngudi cao tudi dap ung chu quan 122 trudong
hop (61,6%); thap hon nghién ctru cia tac gia Vil
Van Vii 100% bénh c6 cai thién cac triéu ching
chu quan.

Trong bénh nhan UTPKTBN giai doan tién xa
thi myc dich diéu tri dau tién ludn 1a bénh nhan
cai thién triéu ching co nang, tang chét luong

song nén cac nghién ctru vé UTPKTBN luén lién
tuc tim kiém mot phac dd hoa tri téi uvu nham
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tang hiéu qua diéu tri va it taic dung phu cua héa
chat nhat nham ting chit luong song cho bénh
nhan. Cai thién céc triéu chung cht quan luon la
didu ma cac bac sy didu tri mong mudn cho bénh
nhan UTPKTBN & giai doan tién xa, ching toi
ghi nhan hau hét cac bénh nhan déu cam thay cai
thién triéu chimg co ning dang ké, chu yéu giam
tir 50+80% céc triéu ching than phién ma khién
bénh nhan dén khdm sau 1 thang dén 2 thang diéu
tri. Voi nhitng bénh nhan ¢6 di can xuong da b
dau nhtrc nhiéu thi ching t6i ghi nhan bénh nhan
duge hd trg vai thude giam dau tdt nhét, co vai
ca bénh nhan ban dau duoc diéu tri giam dau voéi
morphin, sau 1-2 thang bénh nhan hau nhu cai
thién triéu chimg dau mot cach dang ké va giam
lidu morphin dan. Tuy nhién, day 1a nghién ctru
hoi ciru nén danh gia tridu ching chii quan con
chua day du.

5.6. BDanh gia dap trng khach quan

Ti 1€ dap Gng trong 16 nghién clu nay la
44,45%; budu giam kich thudc phiéu nhat 90%,
dap trng manh ¢ nhitng chu ky dau tién.

Schiller va cong su (2002) [1] so sanh hi¢u
qua 4 phac dd hoa tri UTPKTBN giai doan IV
cisplatin - paclitaxel, cisplatin - gemcitabine,
cisplatin - docetaxel va carboplatin - paclitaxel,
két qua cho thay khong c6 sy khac biét séng con
dang ké nao giira cac phac dd nay. Ti 1é dap tng
cho 1155 bénh nhan trong nghién ctru nay 1a 19%.

Ti 1€ dap ung trong nghién ctru cua tac gia Vi
Vin Vii (2006) 32,2%; tac gia Tran Dinh Thanh
(2013) 32%; tac gia Truong Vuong Vi (2018)
15,4%.

5.7.Panh gia mTTF, mOS, séng con 1 ndm

Nghién ciru cua ching t6i c6 mTTF 7,4 thang;
ti 1¢ song con 1 nam 1a 44,45%; mOS 11,8 thang.
Trude nhimg nam 1990 cua thé ky trude cac
phdi hop dua trén platinum mang lai mOS 6
thang va ti 1€ song con 1 nam la 15-20% cho bénh
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nhan UTPKTBN giai doan tién xa. Dén thap nién
1990, cac thudc mdi nhu paclitaxel, docetaxel,
gemcitabine, vinorelbine... dugc dua vao nghién
ctru phéi hop véi platinum d3 mang lai mOS 6,7-
11,7 thang, ti 1& séng con 1 ndm 13 27-45%[1].

Nhiéu tac gia trong va ngoai nudc ciing cho
thdy két qua twong ty nhau, nghién ctru cua Vil
Vin Vii (2006) c6 trung vi thoi gian sdng con 1a
9,87 thang va ti 1¢ song con 1 nam 1a 25%, nghién
ctru ctia Tran Pinh Thanh va cong su paclitaxel
PM+ carboplatin co trung vi séng con 11,2 thang
(95% Cl, 7.34 -14.96), ti 1& séng con 1 nam la
46,81%. Nghién ciru ciia Nguyén Thi Thai Hoa
va cong su (2022) ty 1€ dap ung toan bo 1a 35,3%,
trong d6 khong c6 bénh nhan nao dap Ung hoan
toan, ty 1¢ dap img mot phan 1a 35,3%, ty 1¢ bénh
giit nguyén 1a 39,2%, bénh tién trién 14 25,5%[8].
Nghién ctru ctua Schiller (2002) trén 1155 bénh
nhan véi cac phdi hop thubc méi cho trung vi
thoi gian séng con 1a 7,9 thang va ti 1& séng con 1
nam 1a 33%, ti 1¢ séng con 2 ndm la 11%. Ramsey
S.D va cong su (2004) hoa tri phéi hop platinum
v mot thuoc moi mang lai thot gian song bénh
khong tién trién tr 4+6 thang, trung vi song con
8+10 thang, ti 1¢ song con mot nam tir 30+40% va
hai ndm tr 10+15%. Qua cac nghién ctru pha III
cho thdy du cac phéi hop thude mai lam ting thoi
gian sdng con khiém ton nhung lai ting ti 1& séng
con 1 nam[9].

Qua nhiing két qua trén, ching t6i thay mic
du da ap dung nhiing hoa chat doc t& bao mai
v6i nhiéu phdi hop khac nhau trong diéu tri
UTPKTBN giai doan tién xa ‘nhung ti 1¢ dap ing
con thap, trung vi thoi gian song con ngan va ti 18
sdng con 1 niam ting con thap. Qua do cho thay
UTPKTBN van li loai bénh ly it nhay véi hoa tri,
thoi gian dap ing vdi hoa tri ngan va tién lugng
dbi voi giai doan tién Xa con xau. Vi vay, hién
nay cac nha khoa hoc van dang nd luc nghién ctru
nham tim ra nhitng phurong phap diéu tri méi higu

qua hon; v6i nhitng nd luc d6, y hoc di tién thém
mot bude d6 1a liéu phap nham trang dich, liéu
phap mién dich va phirc hop khang thé thude giup
cai thién hiéu qua diéu tri va tang chat luong song
& nhoém bénh nhan c6 chi dinh. Tuy nhién két qua
chua nhu ky vong va cac nha khoa hoc van dang
tiép tuc nghién ctru nham tim ra nhitng phuong
phap diéu tri hiéu qua hon.

5.8. BDoc tinh

Nghién ctru ctia chung t6i 13 hdi ctru, viée ddnh
gia doc tinh duoc ghi nhan bang kham l1am sang
nhu: Poc tinh tiéu hoa, than kinh ngoai bién, da,
toc... dua vao ghi nhan trén hd so. Trong 27 BN
khao sat chung t61 ghi nhan dung nap thude tdt,
khong xuat hién bat ky mét tic dung phu ndo giy
tir vong, khong truong hop nao bo diéu tri vi tac
dung phu, doc tinh d6 3-4 thip va quan 1y tét.

Phan ng tiém truyén, ti€u chdy, ndi man,
té dau chi, roi loan than tieét ni€u, viém phoi ké
khong ghi nhan trong nghién ctru nay.

Trong nhom BN nghién ctru doc tinh thuong
gip 1a bénh 1y than kinh ngoai vi ké dén 1a hé
huyét hoc, doc tinh than kinh ngoai vi thuong nhe
va khong anh huong sinh hoat hang ngay, doc
tinh trén hé huyét hoc d6 3-4 gap ¢ BN 16n tudi
hodc chi sb hoat dong co thé cao.

Nghién ctru Truong Vuong Vi ghi nhan doc
tinh huyét hoc thuong gip nhat voi giam Hb voi
76,9% s6 truong hop, tuy nhién chi c6 6 bénh
nhan (11,5%) giam Hb d¢ 3-4, giam bach cau hat
do 3-4 gap trong 13,5%.

6. KET LUAN

Phéc dd paclitaxel PM + carboplatin hiéu quan
va an toan véi BN UTPKTBN giai doan IV ngay
ca véi BN 16m tudi chi sd hoat dong co thé cao,
dac bi¢t giam doc tinh than kinh ngoai vi nang cao
chat luong cudc sdng.
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