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TOM TAT

Dat van dé: Paclitaxel PM - carboplatin la mét Iwa chon trong diéu tri ung thw phéi khong té béo nhé
(UTPKTBN), Paxus PM la mét paclitaxel khéng c6 Cremophor.

Muc tiéu: Béanh gia két qué cua paclitaxel PM — carboplatin trong diéu tri UTPKTBN g/al doan tién xa.
Phwong phép: Héi ctru mé ta.

Két qua: C6 49 bénh nhén (BN) tur thang 10/2011 dén thang 3/2012. Céc déc tinh: Tuéi trung vj 60 tudi (tw
38—79), Carciném tuyén: 93,9% va carcindm té bao gai: 6,1%; Déap tmg toan bo Ia 46,8% (2,1% dép (ing hoan
toan va 44,7% dap tng mét phén), 13 BN bénh én dinh (22,7% )va 12 BN bénh tién trién (25,5 %). C6 14 BN
gidm bach céu do 3 (29,8%), 2 BN sét do gidm bach cu do 2/3 (4,2%). viém than kinh ngoai bién do 1/2 Ia 24
BN (60%) va 6 BN d6 3 (12,8%). Khéng c6 bénh nhén ttr vong do didu tri. Trung vj thoi gian séng cén 1a 11,20
thang. Séng con 1 ndm Ia 46,81%.

Két lugn: Phéi hop paclitaxel PM-carboplatin ¢6 hiéu qué c6 y nghla déc tinh c6 thé chép nhén va theo déi
duoc trong didu trj budc ddu UTPKTBN tién xa hay di c&n.

Ttr khéa: Ung thu phéi khéng té bao nhd, paclitaxel PM.

ABSTRACT
APPLICATION PACLITAXEL PM (PAXUS PM) PLUS CARBOPLATIN IN PATIENTS OF
~ ADVANCED OR METASTATIC NON-SMALL-CELL LUNG CANCER
Tran Dinh Thanh', Nguyen Huy Dung’, Vo Tran Ai Tram’,
Nguyen Thien Nhan', Dinh Trong Toan', Chu Thi Ha'.

.

Background: Paclitaxel carboplatin combination is an option of non-small cell lung cancer treatment
(NSCLC), Paxus PM is a paclitaxel without Cremophor EL (CrEL).

Objective: To evaluate the results of paclitaxel PM - carboplat/n combination therapy in pat/ents with
advanced NSCLC.

Methods: Retrospective observational study.

Results: 49 patients (pts) were enrolled from 10/2011 to 3/2012. Pts characteristics: median age 60 years
(rangé 38-79); adenocarcinoma: 93,9% and squamous cell carcinoma: 6.1%. Overall response rate was 46.8%
(2.1% complete response and 44.7% partial response), 13 pts had stable disease (22.7. %) and 12pts had
progressive disease (25.5 %). The Grade (gr) 3 neutropenia occurred in 14 pts (29.8%), gr 2/3 neutropenic fever
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in 2 pts (4.2%). Gr 1/2 sensory neuropathy occurred in 24 pts (60%) and gr 3 sensory neuropathy occurred in
6 pts (12.8%). Treatment related mortality was not occurred. Median survival time was 11.20 months. Overall

survival after 1 year was 46.81%.

Conclusions: The combination of paclitaxel PM and carboplatin showed a significant activity with
acceptable and manageable toxicities as first line treatment for patients with advanced or metastatic

NSCLC.

Key words: Non-small-cell lung cancer, paclitaxel PM.

I. PAT VAN PE

Hoa trj hai chét c6 platinum hién vin 1a lya
chon chudn trong diéu tri UTPKTBN giai doan
tién xa (I1IB-1V). Vai trd cia paclitaxel da dugc
chirng minh c6 hiéu qua tét & phac d6 don chét hay
phdi hop platinum trong diéu tri UTPKTBN[1],
[2], [3], [9], [10], [16]. Tuy nhién, paclitaxel la

chét khéng tan trong nudc, nén dugc thém CrEL

dé 1am tang tinh hoa tan cia thudc va khi thém
CrEL ngudi ta thdy ting phan tmg nhay cam thubc
v tang tac dung phy than kinh ngoai bién 1am té
tay va chan. Mat khéac, CrEL lam bién dbi dong luc
hoc clia paclitaxel va paclitaxel phai dugc chuin
bj hodc 1a trong lg thuy tinh nhd hojc trong hé
thdng truyén khong cé polyvinylchloride véi trong
b6 loc dé ngan chét lang can tir CrEL va dung méi
(3], [12].

V6i ky thudt Polymeric Micelle, phéan
tir paclitaxel PM cé dang nano va khong cé
Cremophor El nén thubc ¢ thé ding lidu cao
nhung-vin an toan, doc tinh thip va ndng do tap
trung cua paclitaxel PM & md budu cao hon 2,5-3
l4n so véi paclitaxel thong thudng [3-9]. Nghién
clru cia Kim D.-W cho thy paclitace‘l' PM vai
lidu 230 mg/m? c6 hiéu qua tdt va it doc tinh so
v6i phéi hop paclitacel thong thuong. Ti 1€ dap
irng toan bg la 37,7%, thoi gian séng con trung vi
14 21,7 thang, thoi gian séng con khong bénh tién
trién 14 5,8 thang [7].

" Tai Bénh vién Pham Ngoc Thach trong nhiing
nam qua ching t6i da st dung phdi hop paclitaxel
PM- carboplatin trong diéu trj UTPKTBN tién xa,
v&i muc dich danh gia hiéu qua cia phdi hop nay
chung t6i thuc hién dé tai: “U'ng dung paclitaxel
PM- carboplatin trong diéu trj ung thu phdi khong
té bao nhd giai doan tién xa”.
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Muc tiéu nghién ctru: - Panh gia dc tinh cuia
phéc db véi 2 nhom bénh trén va dudi 60 tudi.

- Panh gia két qua diéu tri 2 nhom bénh trén va
dudi 60 tudi qua ty 1¢ dap Gng véi hoa tri va thoi
gian sdng con. '

IL. POI TUQNG VA PHUONG PHAP NGHIEN
cUU

2.1. Déi twong: 49 bénh nhan UTPKTBN giai
doan tién xa dugc hod tri paclitacel PM-carboplatin
tai khoa Ung Budu Bénh vién Pham Ngoc Thach
tir thang 10 ndm 2011 dén thang 3 ndm 2012, Tiéu
chudn chon bénh: Bénh nhan c6 xac dinh té bao
hoc hay giai phdu bénh 1a UTPKTBN giai doan I11B
va IV, tén thuong do dugc trén phim Xquang hay
phim CT 18ng ngyc, diéu tri budce 1 paclitaxel PM-
carboplatin.

2.2. Phwong phép: Hoi ciu mo ta.

Lidu ding: Paclitacel PM (230mg/m?2)/500ml
Nacl 9% TTM 180 phut. Carboplatin AUC5/ 250
ml G 5% TTM 30-60 phut vao ngdy 1 chu ky 21
ngay. Bénh nhan duoc dung trudce hoéa tri 30 phut:
Dimedrol 10mg 5 bng (TB), Dexamethasone
20mg (TM cham), Ondansetron 8 mg TM cham,
Cimetidine 300 mg (TM).

1L KET QUA
3.1. Pic diém chung: c6 49 BN (12 nit, 37

“nam); gdbm 22 BN duéi 60 tudi va 27 BN tir 60 tudi

trd 1én. Tubi nhd nhat: 38 tudi, I6n nhit: 79 tudi.
Tudi trung binh: 59,86 + 1,47 tudi.

Tinh trang hat thude: 19 BN (38,3%) khong
hat thude va 29BN (61,2%) ¢6 hit thude (thube 14,
thude ré va thude 130), 77,8% (21/27) BN 16n tudico
hat thudc, trong khi dé ngudi tré chi 40,9%(9/22).
Bénh ndi khoa di kém ghi nhan 44,4% & ngudi 16n
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tudi (12/27) va 14,3% nguoi tré (3/22). Trong dé
6 46 BN (93, 9% ) c6 chi sb hoat dong co thé tt
(KPS >80, chi ¢ 3 bénh nhan (6,1%) c6 chi s6 KPS
60-70) va phan b kha ddng déu trong hai nhom.
Thoi gian phat bénh, phan 16n (77,6%) dudi 3 thang
(72,7% & ngudi tré va 81,5% & ngudi 16n tudi). Loai
md hoc chiém uu thé 1a carcinom tuyén» 93,9% va
phén 16n bénh nhan & giai doan IV khi dugc chin

doén (87,8%) chia ddng déu & ca hai nhém (bang 1).

3.2. Pic diém diéu tri: Phan 16n héa tri don
thuan, mét sé it duoc két hop xa tri (7 bénh nhén)
voi muc dich xa tri giam triéu chlirg hay xa ndo.
Trong 22 trudng hop c6 tran dich mang phdi di kém,
06 bénh nhan co lugng dich nhiéu va tai lap nhanh,
duoc dat dng din luu mang phdi lam day dinh con
lai 16 trudng hop hda tri hét dich mang phdi.

Bdng 1: Bdc diém chung

‘Da_'ac nh Duéi 6Q t >60t | Tbng sb
n | (%) n | (%) n | (%)
Gi6i tinh
Nir | 6 (273 6 |(222 12 | (245  |0,68
Nam 16 | (724 21 | (77.8) 37 | (75.5) |
Bénh kém theo 3 | (143 12 | (44.4) 15 | (31,3 0,03
Tinh trang hit thuoc
Khéng hut 13 | (59,1 6 |(222 19 | (388 |
| Co hut ‘ 8 | (40,9 21 | (77.8) 29 | (61,2) 0.02
KPS
| 90-10 16 | (72,7) 16 | (59,3) 32 | (653)
" 180 5. (227 9 |(33.3) 14 | (28.6) 0,61
le0-70 1@y |2 |79 05 | (61
Khéi phat '
< 3 théng 16 |(72,7) 22 | (81.5) 38 | (77.6)
3-6 thang 4 | (182 2 |(74) . |06 |(122)
> 6thang (9,1) 3 | (11 05 |(10.2)
Giai phiu bé¢nh , :
| Car. Tuyén 21 | (95,5) 25 | (92,6) 46 | (93,9)
Car té bao gai. 1 4,5) 2 (7,4) | 3 (6,1)
Giai doan -
1B 3 | (136) 3| (1) 6 | (122
v 19 | (86,4 24 | (88.9) 43 | (87,8)

. 3.3.Két qua diéu tri

Téng s6 chu ky hoa tri 1a 240 chu ky, it nhat 1 chu ky, nhiéu nhét 6 chu ky. Hai truong hop dung 1
chu ky (1 trén 60 tudi va 1 dudi 60 tudi) khong mudn tiép tuc héa tri chuyén diéu trj & y hoc dan toc

nén khong danh gia.
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Bang 3: Ddp umg héa tri bude 1

Lira tudi <60t B 60t y
— - Tong so
DPap ing khich quan n (%)
~ Bénh khong déi 6 (28,6) 7(26,9) 13 (27,7) :
Pép ting mdt phan 10(47,6) 11 (42.3) 21 (44,7) 21%202’6.9"
Dap l'rnf,g hOi‘l}] todn / 1(3,8) 12,1) p=0,7 ’
Bénh tién trién 5(23,8) 7 (26,9) 12 (25,5) '
DPap ng chii quan
Co dap ting 16 (76,2) 19 (73,1) | 35(74,5) x2=0,06;
Bénh tién trién '5(23,8) 7(269) |12(255) gfo ; 1

Danh gia dap ang hoa tri (bang 3): Dap Gmg cha quan 74,5% (35 bénh nhan) Dap ung khach quan:
46,8% (dap tng mot phan 44,7% va dap Gmg hoan toan 2,1%).

3.4. Doc tinh héa tri:

Doc tinh huyét hoc (bang 4) ghi nhén chi yéu giam bach ciu hat mac d6 mot va hai, c6 29,8 % (14BN)

& mirc do 3 chi can tri hoan 1 tudn bénh héi phyc. Thiéu méu ciing xay ra & miic dd mét va hai, khong ghi
nhan trudng hop nao doc tinh huyét hoc & mirc do 4.

Bang 4: Doc tinh hé fao huyét

Doc tinh huyét hoc Khoang tudi (n, %) 2
<60t > 60t Tong
Giam tiéu cau b6 1 &2 0 (0,0 1 (10,7) 1
bo 3 &4 0 0

Giam bach ciu hat bo1 &2 13 (59,1) 17 (63,0) 30
b6 3 7 (25,9) 7 (31,8) 14

Giam Héng ciu bo 1 &2 10 (45,5) 11 (40,7) 21
"Po3 0 1 (3,7) 1

Cac doc tinh ngoai hé tao huyét nhin chung cling ghi nhan chu yéu & mac dg 1-2, mot so6 it muc
d9 3 nhung khéng dang ke ndi bét 1a cac triéu ching: rung téc, ndn budn ndn va té tay do viém than

kinh ngoai bién.

Bang 5: Déc tinh ngoai huyét hoc

Do (n =47)
Ao (National Cancer Institute - Common Toxicity Criteria)
Pdc tinh
1 2 3 4
n % n % n % n %
Rung téc 10 21,3 35 74.5 2 4,3 /
Ngira, ndi ban 7 14,9 2 |42 0 0 /
Pau co 12 25,5 11 | 234 3 6,4 /
Nén, buon nén 20 [ 426 14 | 298 1 |21 /-

Tiéu chay 8 17,0 4 85 1 2,1 /
Chan an 15 31,9 10 [ 213 1 2,1 /
Té than kinh ngoai bién 19 40,4 5 10,6 6 12,8 /
Tang nhay cam thude 1 2,1 1 |21 0 0 /
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3.5. Thoi gian sdng con:

Trung vi thoi gian sdng con toan bd 1a 11,20 thang
(95% Cl, 7,44 -14,96). Séng con 1 niam: 46,81%
(22bn). Trung vi thoi gian sdng con nhom 16n tudi 1
9,60 thang (95% Cl, 3.48- 15,72), nhom tré la 12,40
thang (95% Cl, 8.02- 16,78). (Biéu db°1 va 2).

Trung vi thoi gian sdng con khong bénh tién
trién toan nhém 1a 3,07 thang (95% Cl1,2.21- 3,93).
‘Trung vi song con khong bénh tién trién & nhom
tre: 3,03 thang (95% C1,0,00 — 6,09); nhom lon tudi:
3,07 thang (95% Cl, 0,75 - 5.39). (biéu dd 3 va 4).

IV. BAN LUAN

4.1. Piac diém chung: Theo cic bao cdo trong
nuédc, tudi méc bénh UTP trung binh la 60 tuéi,
nam nhiéu hon nir (1,8- 5,5 1an) c6 hon 70% bénh

1.2.}
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Biéu do 3: Song con khdng bénh tién trién
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nhén da timg hat thude 14 [1], [2]. Trong nghién ctu
ching téi ciing tuong ty va phan bd hai nhom tudi
trén va dudi 60 t (27/22) can dbi, phz‘"in 16n bénh
nhan c6 KPS = 80 (93,9%). O nhom 16m tudi ¢o t6i
44,4 % c6 bénh di kém cuing vai tinh trang hut thude
14 77,8 % khac biét cé y nghia vdi nhém tré (14,3 %
va 40,9%) p< 0,05.

Thoi gian khai phat theo Vii Véan Vi [2] ghi nhén
dudi ba thang chiém 73,2%, nghién ctu ching toi
ciing tuong ty v6i 81,5% & nhom 16n tudi va 72,7 %

- 0 nhém nho tuoi:

Giai phau bénh trong nghién ctru nay carciném
tuyén chiém nhiéu nhat (> 92%) cﬁhg tuong tu
trong ca hai nhoém tudi va ciing nhan dinh véi cac
tac gia trong nudc vao nhitng nim gan day, tuy co ti
1 cao hon [1], [2].
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Biéu do 4: Song con khéng bénh tién trién theo tuoi
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4.2. Piéu tri

Trong nghién ciru ching t6i ¢6 85,7% bénh nhan
dugc hoa tri don thuan, phdi hop héa vai xa tri ¢ 7
bénh nhan (14,3%): phan b déu trong ca hai nhom
tudi véi muc dich xa giam dau va chdng chén ép.
Khong cé truong hop nao hda xa dong thdi. Trong
22 bénh nhan c¢6 tran dich mang phéi ac tinh, 06
bénh nhan phai dat 6ng dan luu va thyuc hién xo hoa
mang phdi (27,3%).

Héa tri & ngudi 16n tudi ciing nhu ngudi tré theo
cac tac gid Suresh S [17], Vi Van Vi [2] két qua
diéu trj, thoi gian sdng con va doc tinh hoa tri tuong

tu nhau. Trong nghién ctru chiing t6i ghi nhan dap.

tng chi quan 74,5% (35 BN), dap g khach quan:
46,8% (dap ung mot phﬁn 44,7% va dap Gng hoan
toan 2,1%) va sy dap ung ciling tuong tu trong ca
hai nhém tudi.

Theo cac bao cao ti 1¢ dap ding chung vdi héa
tri (cac thuéc méi) & bénh nhan UTPKTBN giai
doan tién xa dao dong tir 23% - 48%, trung vi

sdng son 7,3-10,9 thang, sbng con 1 nam tir 31% _

- 52% [2], [9], [10], [11], [12}, [13], [14], [15],
[16], [17]. Mot nghién ciu pha 11 [7] v&i 69 bénh
nhan ding paclitaxel-PM / cisplatin cho ti I¢ dap
tng 37,7%, Kim. C va cs véi 36 bénh nhan diéu
tri paclitaxel carboplatin cho ti 1¢ dap tmg 43,3%
[6]. Trong nghién ciru ching t6i trung vi sbng con
11,20 thang (95% Cl, 7.34 -14.96). Ti 1& séng con
1 ndm la 46,81% (22 BN) ciing tuong ty nhu cac
tac gia khac, khi khao sat theo nhém tudi, trung
vi thoi gian séng con toan bd & nhom 16n tudi 1a
9,60 thang va & nhém nho tudi 1a 12,40 thang, c6
vé ngudi tré ¢6 thoi gian séng con tt hon ngudi 1én
tudi, nhung qua biéu dd sbng con thi khong co su
khac biét. Nhin chung, cht’mg t6i ¢6 cam giac phdi
hop paclitaxel-PM véi carboplatin c6 uu thé hon so
véi paclitaxel-PM véi cisplatin, tuy nhién can pha1
nghién ciru 16n hon.

4.3. Doc tinh héa tri

Dge tinh huyét hoe: Theo tac gia Kim DW ghi
nhan khi phdi hop paclitaxel PM cisplatin ddc tinh

giam bach cau do 3 va 4 1a 29% va 17,4%, giam .
hong cau do 4: 2,9%. Trong phdi hop Paclitaxel-
carboplatin nhiéu tac gia khac ghi nhan doc tinh
giam tiéu cau dang chii y dao dong tir 14%- 50%,
giam bach cau hat 27%-51,3% (2], [9], [10], [11],
[12], [13], [14], [15], [16], [17]. Kim C ghi nhan
giam bach cau dd 4 (36,7%) va giam hdng céu
dd 3 1a 16%. Trong nghién ciru cua chiing t6i tuong
tu giam bach cau do 3 13 29,8%, khong c¢6 d§ 4 va
giam hong cau do 3 1a 2,1%. Khi danh gia mic d6
doc tinh huyét hoc ching tdi phan theo nhém tudi
cﬁhg khong ghi nhan su khac biét gitta 2 nhém trén
va dusi 60 tudi.

Déc tinh ngoai huyet hoc: Trong nghlen cuu
nay ghi nhan chi yéu mic do 1&2, dang chi y la
tinh trang noén 6i, rung téc l1a thudong gap tuy nhién
d& khéc phuc. Triéu chiing té tay chan do viém than
kinh ngoai bién la triéu ching ngudi bénh thuong
cha y, chung t6i ghi nhan mic dd 1,2, 3 theo thir
tu 1a 40,4 %, 10,6% va 12,8% (toan bd 1a 63,9%)
cling tuong tu nhu Kim DW [7] ghi nhan d6 1&2 la
57,8%, do 3 1a 13% (toan bg: 60,9%), trong nghién
ctru cia Kim C [6] ghi nhan doc tinh vién than kinh
ngoai bién do 1&2 1a 43% va 5 bénh nhan I6n tudi
(13,9%) muc dé 3 (50% bénh nhan [6n tudi) nhu
viy v6i liéu cao paclitacel PM ti 1¢ vién than kinh
ngoai bién thap. Ghi nhan 02 trudng hop ting men
gan mirc do 3 déu cé tudi trén 60t va co tién can cao
l1uyét ap dang diéu tri, hoa tri dwoc tri hodn 2 tudn,
bénh nhan hdi phuc va diéu tri tiép.

V. KET LUAN

Qua nghién ctru nay ching t6i ghi nhan phdi hop
paclitacel PM véi carboplatin ¢ hiéu qua trong diéu
tri UTPKTBN tién xa ngay ca nhitng bénh nhéan Ién
tudi. Ti 1¢ dap tng twong ddi cao 46,8%. Poc tinh
hé tao huyét thuong gap la giam bach cau hat do 3.
Ty 1¢ doc tinh ngoai hé tao huyét tuong dbi thap,
chap nhan dugc, can chi y viém than kinh ngoai vi..
Vi liéu ding paclitacel-PM cao 230mg/m? nhung
khong tiang doc tinh ngay ca & bénh nhan cao tudi.

TAI LIEU THAM KHAO

C6 17 16 liéu tham khao, néu ¢é nhu céu xin dgc gia lién hé voi tac gia

Tap Chi Y Hoc Lim Sang - S8 17/2013

111



