DANH GIA HIEU QUA PHAC DO PACLITAXEL - CISPLATIN
TRONG BIEU TR UNG THU PHOI KHONG TE BAO NHO GIAI BOAN I11B — IV

TOM TAT

Muc tiéu: Banh gia hiéu qué phac dé Paclitaxel -
Cisplatin trong diéu tri ung thu phéi khéng t€ bao nhd
giai doan IlIB - IV tai khoa Ung budu - Bénh vién
74TW.

Phuong phap nghién ctu: M6 ta tién Nghién cuu
trén 45 bénh nhan chan doan la ung thu phéi khéng t&
bao nhd giai doan IIB-IV dugc diéu tri phac do
Paclitaxel - Cisplatin. Banh gia dap tng, thoi gian séng
thém va tac dung phu ctia phéac do.

Két qua: Tubi trung binh 58,9. Phac d6 dung nap
tt, cai thién thoi gian séng thém, céi thién chét luong
cudc séng, kiém soat dudc céac triéu chimg. Dap tmg
toan b la 33,3% (kh6éng c6 dap ing hoan toan). Thoi
gian s6ng thém trung binh la 10,45 thang. Ty Ié séng
thém 1 nam la 33,3%; séng thém sau 2 nam la 6,7%.
Téc dung phu & mifc chdp nhén duogc.

SUMMARY

Objectives: Evaluate the effectiveness of Paclitaxel-
Cisplantin regimen in the treatment of non-small cell
lung cancer of stage IlIB-IV at the Departement of
Oncology, 74 Central Hospital.

Methods: Prospective study of 45 patients were
diagnosed non small cell lung cancer at stage IlIB-IV
treated by Paclitaxel-Cisplantin treatment regimen.
Assess response, survival and side effects of therapy.

Main results: The verageage 58.9. Regimen was
well tolerated, increase survival, improved quality life,
control of symptoms. Entire response was 33.3%
(having no complete response). The average survival
time was 10.45 months. The one - year survival rate
was 33.3%, the two - year survival rate was 6.7%. Side
effects was at an\acceptable level.

DAT VAN BE

Ung thu phdi (UTP) 1a ung thu rat thudng g&p trén
thé gi6i 1a loai ung thu phd bién nhat trén toan cau.
Ung thu phéi gap 6 c& hai gi6i nam va nit. Cho dén nay
thuéc la van 13 nguy co ngoai sinh hang diu gay ra
ung thu phéi. Ung thu phéi la loai ung thu ¢é d6 ac tinh
cao, tién trién nhanh tién luong xau. Theo phan loai
clia T8 chiic Y t& Thé gisi UTP dugdc chia lam 2 nhém
chinh 1a ung thu phdi khéng t& bao nhé (UTPKTBN) va
ung thu phdi t& bao nhé (UTPTBN) trong d6 UTPKTBN
chiém 80 - 85%. Hoa chét 1a phudng phap thusng ap
dung & giai doan mudn. Paclitaxel 1a mét Taxan c6
hiéu qua rd rét trong diéu tri UTP khdng t& bao nhd giai
doan muén, khi dung don déc hay phéi hgp Cisplastin.
Do nhiing hiéu qua va tinh an toan da dudc chimng

NGUYEN VIET HA, DPANG VAN KHOA
Bénh vién 74 trung uong

minh qua nhiéu th& nghiém lam sang, phac dé
Paclitaxel — Cisplastin da trd thanh mét trong nhiing
phéc dé dugc st dung réng rai trén thé gisi. UTP 4 giai
doan IIIB-1V 14 cac giai doan mudn khéng con chi dinh
phau thuat, chi c6 thé ap dung ho4 tri liéu, xa tri nham
cai thién chat lugng cudc s6ng va kéo dai thai gian
séng thém cho bénh nhan. Vi vay chung t6i ti€n hanh
nghién clu nay nhdm muc tiéu: Panh gia hiéu qua
phéc dé Paclitaxel-Cisplatin trong diéu tri UTPKTBN
giai doran IIB-1V tai bénh vién 74 TW (2009-2012).

DOI TUGNG VA PHUGNG PHAP NGHIEN CUU

Dia diém va thei gian nghién ctu. Nghién clu
dugc thuc hién tai Bénh vién 74TW tif thang 9/2009
dén thang 9/2012

DPoi tugng nghién ciru. G6m 45 bénh nhan dudc
chan doan ung thu phdi khdng t&€ bao nhd giai doan
IIB-1V dudc diéu tri bang hoa chéat phac dé Paclitaxel -
Cisplatin.

Tiéu chuén lua chon: Chan doan la UTP giai doan
INIB-IV. Chan doan mé bénh hoc Ia ung thu phdi khdng
t€ bao nhd. Kanofsky >70%. Khéng c6 chéng chi dinh
diéu tri hoa chat. Diéu tri t6i thiéu 3 dot hoa chat. Chap
nhan tham gia nghién cGu.

Phuong phap nghién ctru: Mo ta tién ctu

Cac budc tién hanh.

Panh gia 1am sang,can 1am sang truéc diéu tri.

Diéu tri hoa chat phac db Paclitaxel — Cisplatin.

1. Paclitaxel 175 mg/m? da TM ngay 1

2. Cisplatin 80 mg/m? da TM ngay 1

Chu ky 21 ngay.

DPanh gia hiéu qua diéu tri va tac dung phu: Danh
gia dap (ng vdi diéu tri hoa chat dua trén tiéu chuan
clia WHO (Bao gém dap (ng cd nang va dap (ng thuc
thé). Panh gia thdi gian séng thém. Danh gia tac dung
phu: phan dé doc tinh dua trén tiéu chuan ctia WHO
(Gom 5 d6 tir 0-4).

Phan tich va xr ly s6 liéu bang cac thuat toan théng
ké y hoc.

KET QUA NGHIEN CUU

Bang 1. Tudi - gidi tinh clia bénh nhan.

Gidi _ o

Tuéi Nam N Tong s6
<40 1 0 1(2.2%)
40-49 0 4 (8,9%)
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50 — 59 12 3 15 (33,3%) Téc dung phu D9 doc tinh
60— 69 16 6 22 (48,9%) trén hé tao 0 1 2 3 4
>70 3 0 3(6,7%) huyét. n| % [(n| % [n| % |n|%|n|%
Téng s6 36 (80%) 9(20%) 45 (100%) Giém‘ 3507781 4 | 89 3167 | 2441122
Nhan xét: Tudi trung binh: 58,916,4. Ty 1é nhom bach cau ’ ‘
trén 40 tg?i chiém 97,§"/g,nhc'>m tudi mac nhiéu nhat |a Giambach |50 | o | 3 67 2| 44 | 367|122
50-69 chiém 82,2%. Ty I& nam/nU : 9/1 Cau hat _
Dép img diéu tri. Giam huyet 24 | 222 (11| 24 [ 7| 156 | 3|67 |0 | 0
Bang 2. Bap (ng co nang. _sactd
Trudc diéu tri Sau diéu tri Giamtieucau [ 45| 100 | 0 4 0 0 0 0 0 0

Triéy chimg n % n % p

Ho kéo dai 37 82,2 15 333
Dau nguc 35 77,7 7 15,6

Ho ra mau 8 178 2 44
Paukhop | 15 | 333 | 7 | 156 | 00
Kho thé 12 26,7 4 88
Sitcan>5% | 22 489 10 | 222
Bang 3. Pap (ing thuc thé.
Dép (ng S6 BN TV 18 %
Dap (mg mét phan 15 333
Bénh &n dinh 20 444
Tién trién 10 22
Téng 45 100%

Nhan xét: Khong c6 bénh nhan nao dap Gng hoan
toan, dap Gng mét phan chiém 33,3%; bénh 6n dinh
chiém 44,4%.

Bang 4. Pap ng diéu tri theo chi s6 Karnofsky.

Karnofsky Karnofsky
Karnofsky truge diéu tri sau diéu tri P
n Ty 16% Ty 16%
70 - 80% 16 35,6 7 15,6 <0,05
<80 - 90% 27 60 24 533 >0,05
> 90% 2 44 14 31,1 <0,05

Nhan xét:Khéng c6 bénh nhan nao dap (ing hoan
toan, dap ng moét phan chiém 33,3%; bénh én dinh
chiém 44,4%,

Bang 5. Thai gian s6ng thém.

. PEg Song thém | Séng thém | Thai gian sdng
<6thang | 6-12thang 1 nam 2nam | thém trung binh
8(17,8%) | 19(42,2%) | 15(33,3%) | 3(6,7%) 10,45+-1,2

Bang 6: Thdi gian s6ng thém theo giai doan bénh.

. . . Thai gian song thém

Giai doan bénh S6 BN trung binh (thang)
B 23 (51,1%) 14,5
vV 22 (48,9%) 71
P<0,05

Nhan xét: Thai gian sdng thém trung binh ctia bénh
nhan G giai doan IlIB cao hon giai doan IV. Su khéac
biét c6 y nghia théng ké vai p< 0,05.

Bang 7: Thdi gian séng thém theo dap (mg.

Dép ing S6BN | Thai gian song thém trung binh (thang)
Co dap ing 15 16,1
Khéng dap img 30 7,0
P<0,05

Nhan xét: Thdi gian séng thém trung binh & nhém
bénh nhan dap (ng véi diéu tri cao hon nhém khéng
dap Ung. Su khac biét co y nghia théng ké véi p< 0,01.

Bang 9: Tac dung phu cla héa chéat trén hé tao
huyét.

Nhan xét: Doc tinh trén hé tao huyét chl yéu 6 do
1. Gidm bach cau gap 22,2% nhung thudng nhe chil
yéu dd 1,2; c6 3 trudng hop gidm bach cau doé 3,4
(6,6%).

Giam huyét sac t6 nhe chl yéu gép d6 1,2. Khéng
c6 truding hop nao giam tiéu cau.

BAN LUAN.

Tudi va giéi.

Tudi ludn 1a yéu t8 quan trong trong hau hét cac
nghién ctu vé& ung thu, tudi phan anh qua trinh tich luy
thoi gian ti€p xdc vGi cac tac nhan gay ung thu, dac
biét trong ung thu biéu md. Trong cac nghién cu vé
ung thu néi chung va ung thu phdi ndi riéng thudng
gap la sau 40 tudi. Theo Hoang Binh Chan (2004) Ita
tudi mac UTP la 40 - 59 chiém ty 1& 56,4%; Hoang
Trong Tung(2006) tudi hay gip 50 — 59 chiém ty l&
51,2%; L& Thu Ha (2009) tudi hay gap 50 — 59 chiém
ty 1& 48,9%. Trong nghién clu clia ching téi nhém tudi
hay gap nhat tir 60 — 69 chiém ty 1& 48,9%. Do tudi
trung binh trong nghién clu cla ching toi 1a 58,9 thap
hon so véi cac tac gia nudc ngoai khac nhu Belani (65
tudi), Schiller (63 tudi). Tai Viét Nam trudc nam 1994 ty
Ié mac clia nam/nir vao khoang 8/1,theo Phan Lé&
Thang (2001) la 4/1, theo Hoang Binh Chan(2004) la
5,76 lan. Theo L& Thu Ha(2009)la 6/1. Theo nghién
cu nay ty 1& nam/nir la 9/1, tuy nhién ty 1& nay khéng
mang tinh dich t& vi chi dudc nghién ciu trén mot
nhém déi tuong bénh nhan giai doan IlIB — IV diéu tri
mot loai hoa chét.

Triéu ching lam sang.

Bénh nhan dén véi ching t6i thusng cé cac biéu
hién vé hé hap trong d6 ho kéo dai chiém 82,2%; dau
nguc chiém 77,7%. K&t qué cling tuong tu nhu cla cac
tac gid khac nhu Lé Thu Ha(2009) 1a 80% va 77,8%.
Triéu chiing sut can gap & 48,9% bénh nhan, ty 1& nay
8 cac nghién clu cla Nguyén Minh Huong(2005) 1a
47,6%; Lé Thu Ha (2009) la 57,8%. Tinh trang toan
than dudc chung toi téng két qua chi s8 Kanorfsky
truc khi dua vao diéu tri vi bién thién 80 -90 % cao
nhat chiém 60 %

Két qua diéu tri.

Dap Ung co nang. Nghién clu clia ching téi cho ty
&6 dap (ng co nang(gidam triéu ching lam sang) la
77,8%(trong d6 dap (g hoan toan la 26,7%, giam mot
phén triéu chiing 1a 51,1%,; ty & nay ciing tuong tu nhu
tac gia Lé Thu Ha la 77,7%; thdp hon cla tac gia Vi
Van Vii(85%) c6 I& do bénh nhan cla ching ti & giai
doan IV,c6 chi s6 KPS < 80% nhiéu hon.

Dap (ing thuc thé. K&t qua nghién clu cla ching
t6i cho thdy khdng c6 bénh nhan nao dat hiéu qua dap
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(ng hoan toan nhung ty 1& dap (mg chung clia ching
t6i tuong d6i cao 33,3% gan tuong duong véi cac
nghién clu cla Vi Van Vi (2004) 1a 35%. Bellani
(ASCO - 2004) la 32%, Lillenbaum (2002) ASCO la
30%, Johnson la 27%, Bonomi(2002) la 28%. Cac
nghién c(u nay cé su tuong duong vé ty 18 giai doan Il
va giai doan IV véi nghién clu cla ching toi. Nghién
clu cla Gatzemeier (2000) cho ty 1& dap Ung la
26%,nghién ciiu clia Giaccone(1998) cho ty 1é dap Ging
dén 41%. Nhiig bénh nhan tién trién trong quéa trinh
diéu tri phan 16n 1a xuat hién thém cac di cadn méi, dé
cling 14 nguyén nhan chinh khién phai ngiing diéu tri
chi khéng phai tac dung phu clia diéu tri. Nghién cu
mot s6 bénh nhan c6 dap ng mét phan sau 3 chu ky
sau diéu tri d&n chu ky thu 5,6 lai tién trién, ching toi
cho rang c6 thé do hién tugng khang thuéc clia nhém
bénh nhan nay.

Thai gian s6ng thém.

Bénh st tu nhién clia ung thu phdi giai doan di can
lan tran (giai doan Ill, IV) c6 tién lugng réat xau. Thoi
gian séng trung binh 4 thang va chi 5-10% s6 bénh
nhan c6 thé séng dén 1 nam néu khoéng dugdc diéu tri.
Héa tri cé platin tir nam 1990 cho thady cbé cai thién thoi
gian s6ng. Su xuat hién cac Taxan da dugc cac nha
nghién clu ching minh hoat tinh khi sit dung don chat
va phac db két hop cac Taxan va platin cling dugc
chiing minh uvu thé trén 1am sang vai tinh dung nap va
chét lugng séng t6t hon. Thdi gian séng thém sé tang
Ién 8-11 thang va trén 30% bénh nhan s6ng thém 1
nam néu diéu tri hoa chat c6 Platin dac biét 1a phac d6
phéi hop Platin véi cac thuéc mdi. Trong nghién clu
cla chung toi ty 1&é séng thém sau mét nam 1a 33,3%;
sau 2 nam la 6,7%. Thoi gian s6ng thém trung binh
trong cac nghién ciiu sl dung phac dé Paclitaxel —
Cisplatin dao déng tu 6,1-11,2 thang. Trong nghién
clu clia chung t6i 14 10,45+1,2 thang, cla tac gia Lé
Thu Ha (2009) la 10,65+1,6 thang. Thai gian s6ng
thém trong cac nghién clu clia Giaccone(1998) la 9,7
thang, Bonomi (2002) la 9,5 thang. Theo nghién cliu
nay thoi gian séng thém gidm dan tir 33.3% tai thdi
diém sau 1nam xuéng con 6,7% sau 2 nam, khéng ¢
bénh nhan nao séng t6i nam th( 3. Ty 1é séng thém
trong nghién ctu clia ching toi 1a 33,3% phu hgp véi
céac tac gia Gatzemeier (2000) la 30%; Schiller (2002)
la 31%; Meerbeeck(2001) la 35,5%. Nghién cGu cla
tac gia Giaccone(1998) cb ty 1& cao hon 43% cb & do
bénh nhan dugdc chon vao nghién ciiu c6 PS cao.

Cac yéu té lién quan dén thdi gian séng thém.

Yéu t6 dap (ng: Trong nghién clu cla chung toi
nhiing bénh nhan c6 dap Ung v6i hoa tri ¢6 thdi gian
song thém trung binh cao hon han nhém bénh nhan
khong c6 dap Gng (16,1 va 7,0 thang), su khac biét c
y nghia thdng ké véi p<0,05. Dé dang hiéu dudc vi
nhiing bé&nh nhan dap (ng véi hoa tri tn thuong sé thu
nhd, kéo dai thdi gian dan tgi tién trién bénh cting nhu
gidm anh hudng clia bénh t6i toan bd co thé nén thai
gian s6ng thém kéo dai hon.

Yéu t6 giai doan: Thdi gian séng thém trung binh &
nhém bénh nhan giai doan llIB (14,5 thang) cao hon &
nhém giai doan IV (7,1 thang) su khac biét cé y nghia

théng ké véi p<0,01. Piéu nay cling hop ly vi & giai
doan |ll chua c6 di c&n xa, biéu hién bénh it hon, anh
hudng dén toan trang khéng nhiéu nhu khi da co di
can, nhét 1a cac trudng hop c6 dap Ung diéu tri sé kéo
dai thdi gian 6n dinh bénh, gidm cac triéu chiing anh
hudng dén chét lugng cudc séng clia bénh nhan.

M6t sé tac dung phu cta phac dé.

Dac tinh 1a van dé ludn phai déi mat trong diéu tri
hoa chat, dac biét & cac bénh nhan giai doan IIIB-IV
vi lic nay bénh nhan c6 thé trang kém, nhay cdm hon
véi cac tac dung phu cla hoa tri. Vai trd clia hoa chat
trong diéu tri UTP giai doan tién xa l1a diéu tri triéu
chiing va nang cao chét lugng cudc séng la chinh.
Viéc kéo dai thdi gian séng thém khéng chi phu thudc
vao dap (ing thudc clia bénh nhan ma con phu thuéc
vao kha nang chiu dung dudc cac tac dung phu clia
hoa chat.

Tac dung phu trén hé tao huyét. Trong nghién ciu
clia ching t6i gép 21,9% trudng hgp cb gidm bach
cAu, trong d6 c6 mét trudng hop gidm bach cau d6 4
nhung khéng c6 sét, diéu tri bang thudc kich bach cau,
khang sinh du phong dén ngay th(t 5 bach cau trd vé
binh thudng, bénh nhan nay tiép tuc diéu tri dén dot
th(t 6 khéng phai gidm liéu, khéng c6 trudng hop nao
gidm tiéu cau, két qua nay ciing pht hdp véi nhiéu
nghién ctu khéac, tac gid Bellani (ECOG 1599) ciing
khong ghi nhan trudng hop nao gidm tiéu cau. Gidm
huyét sic t6 trong nghién ciu cla ching téi chiém ty &
45,7% chl y&u d6 1,2. Giam huyét séc t6 khéng phai
chi do tac dung phu clia hoa chat ma con do bénh
nhan thiéu dinh dudng do dé ciing dt ra van dé cham
s6c dinh dudng cho bénh nhan diéu tri hoa chat 1a hét
slic can thiét. N6i chung tac dung phu trén hé tao
huyét thudng rat nhe va c6 kha nang héi phuc nhanh.

Tac dung phu ngoai hé tao huyét. Rung téc la tac
dung phu gap nhiéu nhat (100%) chl yéu la rung téc
d6 3,4. Rung t6c khéng c6 anh hudng dén toan trang
clia bénh nhan nhung gay phién toai vé mét thdm mi.
Ti€p dén la dau co khdp chiém ty 1& kha cao(22,2%)
thudng dau 2 khép g6i nang hon & nhiing bénh nhan
c6 hoéi ching Pierre — Marie. Céac trudng hop dau khép
déu hét sau 4 — 5 ngay dung diéu tri héa chat. T4t ca
céc trudng hop nay déu dap Ung rat tot véi thude giam
dau chéng viém. Tac dung phu nay ciing thay trong
nghién ctu clia tac gia Bellani (61%), Lé Thu Ha
(23,4%). Trong nghién clu clia ching toi c6 mét
trudng hop tdng men gan dd 2 trong mét chu ky hoa
chét tuy nhién chi s6 nay trd lai binh thudng sau 5 ngay
diéu tri. Nén va buén nén gép & mic dd nhe khéng anh
hudng dén sinh hoat (tat ca cac bénh nhan déu dudc
dung thuéc chdng nén trudc truyén). Khéng cé bénh
nhan nao bi sé¢ phan vé hay di ¢mg. Cé 3 bénh nhan
bi r6i loan tiéu hoa, 2 trudng hdp bi nhe, 1 trudng hop
do ha bach cau dd 4 nhung ngung ngay khi bach cau
Ién binh thuong (3 ngay).

KET LUAN

Paclitaxel — Cisplatin 1a su phéi hop kha uu viét vGi
nhiing Igi ich da dugc chimg minh nhu cai thién thoi
gian sdng thém, cai thién chat luong cudc sdng,kiém
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soét cac triéu chiing, kha nang dung nap t6t.Dé ciing
la ly do phac dé6 nay dudc ap dung khé réng réi trong
diéu tri UTPKTBN giai doan tién xa.
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