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DANH GIA KET QUA PIEU TRI VA TINH AN TOAN CUA PHAC PO
PACLITAXEL CARBOPLATIN TREN BENH NHAN UNG THU' PHOI KHONG
TE BAO NHO GIAI POAN IIIB-IV TAI BENH VIEN PHOI TRUNG UONG

TOM TAT

Muc tiéu: banh gla két qua va tinh an toan trong
diéu tri budc 2 véi phac do Paclitaxel-carboplatin trén
bé&nh nhan ung thu phdi khong t& bdo nho (UTPKTBN)
giai doan IIIB-IV. Phudng phap: Nghién clru mo ta
cat ngang két hgp hdi ciru va tién ciu trén 42 bénh
nhan ung thu ph0| khong té bao nho giai doan IIIB-IV
diéu tri bu’dc 2 v@i phac d6 Paclitaxel- -carboplatin tai
bénh vién Phéi Trung udng. Thai gian thuc hién tur
thang 1/2016 dén 6/2019. Két qua PO tudi trung
binh clia bénh nhan la 56 + 3,1, ti & gidi tinh nif/nam
la 2,5/1, bénh nhan giai doz_an IV chidm 66,7%. Ti lé
dap Lrng toan bd (ORR) vGi diéu tri la 42 ,8%, ti lé
kiém soat bénh (DCR) Ia 83,3%. Thai gian song khong
bénh tién trién PFS2 ¢ gid tri trung vi la 6,4 thang
(dao dbéng tir 3,1 — 10,1 thang). Qué trinh dieu tri ghi
nhan bénh nhan c6 mic dung nap t6t, mirc do doc
tinh nhe (d6 1, 2) va it gap trén hé tao huyét va ngoai
hé tao huyét. Két luan: Bénh nhén UTPKTBN giai
doan IIIB-IV dugc diéu tri bu’dc 2 bang phac do hoa
chét Paclitaxel- carboplatln cotilé dap u‘ng toan bo va
ti 1& kiém soat bénh tat cao, kéo dai thSi gian sdng
thém khong tién trién, do an toan chap nhan dugc.

To khoa: Ung thu phdi khong t& bao nhd,
Paclitaxel-carboplatin

SUMMARY
EFFICACY AND SAFETY OF PACLITAXEL
CARBOPLATIN IN THE TREATMENT OF
PATIENTS WITH NON-SMALL CELL
LUNG CANCER

Objectives: To evaluate the results and safety of
second-line treatment with Paclitaxel-carboplatin
regimen in patients with stage IIIB-IV non-small cell
lung cancer. Methods: A cross-sectional descriptive
study combining retrospective and prospective with
longitudinal follow-up on 42 patients with stage IIIB-
IV non-small cell lung cancer receiving second-line
paclitaxel-carboplatin  regimen at National Lung
Hospital. The implementation period is from January
2016 to June 2019. Results: The average age of the
patients was 56 + 3.1, the female/male ratio was
2.5/1, stage IV patients accounted for 66.7%. Overall
response rate (ORR) was 42.8%, disease control rate
(DCR) was 83.3%. Progression-free survival 2 (PFS2)
had a median value of 6.4 months (range 3.1 — 10.1
months). In the course of treatment, the patient had
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good tolerance, mild toxicity (grade 1, 2) and was
uncommon in the hematopoietic and non-
haematopoietic systems. Conclusion: Patients with
stage IIIB-IV NSCLC who received second-step
treatment with paclitaxel-carboplatin chemotherapy
regimen had a high overall response rate and disease
control rate, prolonged progression-free survival,
acceptable safety. Keywords: Non-Small Cell Lung
Cancer, Paclitaxel-carboplatin.

I. DAT VAN DE

Ung thu phdi (UTP) la bénh c6 ti 1&8 m3c mdi
cao th(r hai va ti Ié tlr vong cao nhat trong cac
bénh ly ung thu thuGng gap. Theo sO li€u
GLOBOCAN 2020, toan thé gigi ghi nhan khoang
2,21 triéu ca UTP mdi mac (chiém 11,4% trong
tdng s& ca ung thu mac mdi) va 1,8 triéu ca tir
vong (chiém 18% trong téng s6 ca ti vong do
ung thu) [1]. UTP dudc phan loai thanh hai
nhém chinh la UTP t& bao nhé (15-20%) va UTP
khéng t& bao nho (UTPKTBN) (80-85%) [2].
UTPKTBN thudng dudc phat hién muodn khi da &
giai doan tién xa hodc di can (giai doan IIIB-IV)
va khong con chi dinh phau thuat.

Diéu tri UTPKTBN giai doan ti€n xa hién nay
ngoai cac phac dé cd dién, ngudi bénh cb thé
dugc diéu tri nhdm tring dich néu cé cac dot
bién clia cac gen EGFR, ALK, KRAS...[3]. Diéu tri
bugc 1 tiéu chudn hién nay cho BN UTPKTBN
giai doan tién xa hodc di can (IIIB, IV) cd dot
bi€n EGFR la st dung cac TKI thé hé 1 hoac 2
nhu gefitinib, erlotinib va afatinib. Cac thudc nay
cho ti Ié ddp Ung cao, kéo dai thGi gian song
khdng bénh tién trién, gidam thiéu tac dung phu,
nang cao chat lugng cudc s6ng cla bénh nhan
so vGi hoa chat [3]. Tuy nhién, sau d6 xuat hién
cac dot bién khang thudc va bénh tién trién, phai
chuyén sang diéu tri budc 2 véi cac thudc dich
th€ hé 3 nhu osimertinib hodc hda chat chuan
vGi platinum nhu Paclitaxel-carboplatin. Trong
dd, nghién cru AURA 3 da chiing minh hiéu qua
vuot trdi cia Osimertinib so v8i hoéa tri chuan
chira platinum trén nhitng bénh nhan tién trién
sau dung EGFR-TKI c6 dot bién T790M [4]. Tuy
nhién, trong diéu kién y t€ cta Viét Nam, hda tri
chudn vdi platinum nhu phac do Paclitaxel-
carboplatin van la lua chon dau tay cho nhirng
bénh nhan UTPKTBN giai doan IIIB — IV & budc
2. MGt s6 nghién cru trén thé gigi vé diéu tri
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budc 2 véi Paclitaxel-carboplatin dugc ghi nhan
cé hiéu qua tot kéo dai thGi gian s6ng khdng
bénh tién trién, it gdp tdc dung khéng mong
muon cho bénh nhan [5], nhung chua cé nhiing
bang ching cu thé vé hiéu qua diéu tri, tinh an
toan cua phac d6 nay trén bénh nhan Viét Nam.
Vi vay, chang toi tién hanh nghién clitu vé DBanh
gia két qua va tinh an toan cta phac d6 hda chat
Paclitaxel carboplatin trong diéu tri cho bénh
nhan ung thu phéi khéng té€ bao nhé giai doan
ITIB-1V tai bénh vién Phéi Trung uong.

1. DOl TUONG VA PHU'ONG PHAP NGHIEN CU'U

2.1. Thdi gian va dia diém nghién ciru:
thang 1/2016 — 6/2019, tai khoa Ung budu,
Bénh vién Phdi Trung uang.

2.2. Poi tugng nghién ciru: 42 bénh nhan
dudc chdn doadn xac dinh mdc ung thu phdi
khdng té€ bao nho giai doan IIIB, IV da dugc
diéu tri budc 1 béng TKI nhung bénh van tién
trién va dugc diéu tri ti€p budc 2 bang phac do
Paclitaxel — Carboplatin (PC)

2.2.1. Tiéu chuén lua chon:

- Bénh nhéan trén 1 tudi bi ung thu biéu md
nguyén phat tai phdi

- K&t qua md bénh hoc: Ung thu phéi khdng
t€ bao nhd

- Giai doan bénh va tién su diéu tri bénh:
ITIIB hoac 1V, khong con kha nang phau thuat
hodc xa tri, 1dy cad nhitng bénh nhan cé di can
nao nhung khong co triéu chirng Iam sang.

- Co6 dot bién EGFR dugc biét la nhay cam
v@i diéu tri dich (bao gbm exon 19 deletion,
L858R, G719X, L861Q)

- Bénh tién trién sau khi diéu tri budc 1
bang EGFR-TKI thé hé 1 (gefitinib, erlotinib,
afatinib) theo tiéu chudn RECIST 1.1 ma chua
nhan thém diéu tri nao khac.

- Bugc diéu tri it nhat 2 chu ky hoda chat
phac d6 paclitaxel — carboplatin tinh dén thdi
diém két thdc nghién clu.

- PS 0-1, tién lugng song thém it nhat 3 thang.

- C6 it nh&t mét ton thucng co thé do dugc
dé lua chon lam tén thuang dich.

- C6 ho s@ bénh an day da.

2.2.2. Tiéu chuén loai trir

- D3 nhan mot diéu tri khac sau diéu tri

budc 1 (hda chat, thudc diéu tri tring dich thé

hé 3, mien dich)

- Bénh nhan cé chén ép tay song hodc di
can ndo co triéu chirng.

- Ngudi bénh bi suy gidm chic ndng gan,
than va tly xuong khdng du dé diéu tri hda chéat

- Nhiing trudng hgp cé 2 ung thu, bénh ly
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man tinh toan than khéng kiém soét dudc.

- Chi s0 toan trang (PS) = 2.

- Khong du dir liéu hay dit liéu khéng dam
bao chinh xac dé danh gid két qua diéu tri bdi
bét k& ly do gi.

- HO sd khdng du tiéu chuan nghién ciu
theo mau

2.3. Thiét ké nghién cru: Thiét ké nghién
clru mo ta cat ngang hoi clru va tién clru

2.4. C3 mau va cach chon mau:

- Phuong phap chon mau: Chon mau thuan
tién, 1ay toan bd cac cac bénh nhan dap (ng cac
tieu chudn Iua chon, loai trlr trong thdi gian
nghién clu.

- C¥ mau: 42 bénh nhan thda man céc tiéu
chuén lua chon va loai trir

2.5. Phuong phap thu thap so liéu:

Quy trinh tién hanh nghién clfu dugc thuc
hién theo 3 budc nhu sau:

Budc 1: Panh gia bénh nhan vao nghién cliu
theo tiéu chuan Iua chon, loai trir

Budc 2: VGi cac bénh nhan thoa man tiéu
chudn lua chon. loai trlr, bénh nhan dugc chi
dinh diéu tri phac do “Paclitaxel — Carboplatin”

Budc 3: Banh gid hiéu qua diéu tri va tac
dung phu: Danh gia & thdi diém dap (ng sau 3 va
6 chu ky hda chat dua theo tiéu chudn RECIST
(RECIST — Tiéu chudn danh gid khéi u dic) dé
danh gid dap Ung diéu tri véi hda chat va thdi
gian s6ng thém bénh khdng tién trién PFS2.

Tiéu chi d& danh gia dap (ing trong nghién clu:

-Ti I1é dap Ung toan bd (ORR-Overall
response rate) = dap 'ng hoan toan (CR) + dap
(rng mot phan (PR)

- Ti 18 kiém soat bénh (DCR-disease control
rate)= dap Ung hoan toan (CR) + dap 'ng mot
phan (PR) + bénh 6n dinh (SD)

- Th&i gian s6ng khdng bénh tién trién 1
(PFS1): thdi gian tinh tir khi dung thudc TKI dén
khi bénh tién trién lan 1.

- Th&i gian s6ng khdng bénh tién trién 2
(PFS2): thai gian tinh tir khi dung hda chat budc
2 dén khi bénh tién trién lan 2

Céac théng tin cla bénh nhan (nhan khau
hoc, bénh str, két qua kham lam sang, can lam
sang, két qua diéu tri bang phac do “Paclitaxel —
Carboplatin”) dugc thu thap theo mau phi€u da
dugc xay dung.

2.6. Nhap va xir ly s@ liéu: SO liéu dugc
nhap, quan ly bdng phan mém EPIDATA 3.0 va
dugc lam sach, phan tich bang phan mém thdng
ké SPSS ph|en ban 22.0.

Bién s& dinh Iugng dugc biéu dién dudi dang
sd trung binh, do 1éch chudn. Bién s6 dinh tinh
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dudc biéu dién dudi dang tan s, ty Ié %.

2.7. Pao dirc nghién ciru: Cac doi tugng
dugc giai thich day da thong tin vé muc dich
nghién cftu va ty nguyén tham gia. Moi thong tin
d6i tugng cung cap déu dugc dam bao bi mat,
chi phuc vu muc dich nghién ctru.

Il. KET QUA NGHIEN cU'U
3.1. Thong tin chung
%% E= 60 tudi

< 60 tudi

Biéu db 3.1. Pac diém nhom tuéi cua déi
tuong nghién cuu (n=42)

Nhan xét: DO tudi trung binh cla bénh
nhan tham gia nghién clitu la 56 + 3,1, bénh
nhan cao tudi nhat la 75 tudi, bénh nhan it tudi
nhéat 13 40 tudi. Trong do, bénh nhan ¢ dd tudi
< 60 tudi chiém ty 1é cao hon so véi dd tudi >
60 tudi (tuong (g 57,1% va 42,9%).

Bang 3.1. Pdc diém déi tuong nghién

ciru (n=42)
Pac diém S6 lu'dng (n)[Ty 1€ (%)

GiGi Nal’n 12 28,6
N 30 71,4
... |Khong hit 30 71,4
Tien s Nt pg ting 10 23.8
Pang hut 2 4,8
Chi s0 toan 0 25 59,5
trang (PS) 1 17 40,5
Giai doan ITIB 14 33,3
bénh I\Y 28 66,7

Nhan xét:

Gigi tinh: Bénh nhan la nir chiém ti 1& cao
han so véi nam, tuang Uing 71,4% va 28,6%.

Tién sir hat thuée: Phan I6n cac bénh nhan
khong hut thudc (71,4%), mot s6 bénh nhan da
ting hat thudc trong qua khdr, chi ¢ 2 bénh
nhan van dang hut thudc.

Chi s8 toan trang (PS): Cac bénh nhan thé
trang t6t PS=0 nhiéu hon cidc bénh nhan thé
trang kém hon PS = 1 (59,5% so vdi 40,5%)

3.2. Panh gia hiéu qua va tinh an toan
cua phac do Paclitaxel — Carboplatin buéc
2 8 bénh nhan ung thu phdi khdng té bao
nho sau khi khang TKI buéc 1

Bang 3.2: Ti 1é dap uang khach quan
(n=42)

Pac diém Ta(:)so }-},’/‘:?

Hoan toan (CR) 1 2,3

Loai dap | Mot phan (PR) 17 | 40,5
ung Gilt nguyén (SD) 17 40,5
Tién trién (PD) 7 16,7

Pap Ung toan bd (ORR) 18 42,8

Ti 1& kiém soat bénh (DCR) 35 83,3

Nhadn xét: Trong s6 42 bénh nhan nghién
CL'ru, ¢6 1 bénh nhan dap U'ng hoan toan (chiém
2,3%), 17 bénh nhan dat dép Ung 1 phan va 17
bénh nhan bénh gilr nguyén (40,5%). C6 7 bénh
nhan bénh van tlep tuc tién trién (chiém 16,7%).
Nhu vay, tinh tong dap Ung toan bo (ORR) la
42,8%, va ti 1& kifm soat bénh (DCR) la 83,3%

Survival Function

TiIé song thém khong tién trién
Cum Survival

Thai gian séng thém khéng tién trién (thang)
Biéu dé 3.2: Thoi gian séng thém khéng
tién trién 2 (PFS) (n = 42)

Nhéan xét: Trong qua trinh diéu tri budc 2
bang phac do6 Paclitaxel — Carboplatin, cac bénh
nhan tham gia nghién clfu cé thgi gian song
thém khong ti€én cd gia tri trung vi la 6,4 thang,
trong d6 bénh nhan cé thgi gian song thém
khdng tién trién ngdn nhat l1a 3,1 thang va dai
nhat la 10,1 thang.

Bang 3.3. Tac dung phu cua cua phac do Paclitaxel — Carboplatin trén hé tao huyét

Tac dung phL_lAt'rén hé 5 bo ch tinh (n —;40 chu ky) 3 3
tao huyet n % n % n % n % | n %
Giam bach cau 130 | 92,9 9 6,4 0 0 1 0,71 0 0
Giam bach cau hat 130 | 92,9 3 2,1 6 4,3 1 071 0 0
Giam huyét sac to 80 57,1 54 386 | 6 4,3 0 0 0 0
Giam ti€u cau 140 100 0 0 0 0 0 0 0 0

Nhan xét: Tac dung phu clia phac dé dugc danh gia trén chu ky diéu tri thuGc cta bénh nhan.
Daoc tinh trén hé tao huyét chd yéu & mic do 1, giam huyét sac té chiém ti Ié cao nhat nhung chi gap

71




VIETNAM MEDICAL JOURNAL N°1 - JANUARY - 2024

do 1 va do 2.

Giam bach cau va bach cau hat chi gdp 14,2%, trong d6 c6 1 chu ky giam bach cau d6 3 chiém
0,7%. Khong nghi nhan trudng hgp nao co giam tiéu cau.
Bang 3.4. Tac dung phu cua cua phac do Paclitaxel — Carboplatin ngoai hé tao huyét

. Ne oA PO doc tinh (n = 140 chu ky)

Tac dung phi 1goal he tao Khong D6 1 P62 | D63 D6 4
Y n % n % |n| % n| % n %
Tang SGOT, SGPT 117 83,6 23 | 164 |0 0 0 0 0 0
Tang Creatinin mau 140 100 0 0 |[0] O 0] 0 0 0
Tang ure 140 100 0 0 0 0 0 0 0 0
NOn, buén non 122 87,1 18 | 129 |0 0 0 0 0 0
Ia chay 138 98,6 0 0 2| 14 0 0 0 0

Nhén xét: Tang SGOT, SGPT xay ra 6 23
chu ky chiém 16,4% va chi tang & do 1, khong
anh hudng tdi liéu trinh diéu tri.

Khong c6 trudng hgp nao cd tang ure va
creatinin mau.

12,9% s6 CK bénh nhan c6 budén noén va nbn
nhung ciing chi la d6 1.

C6 2 chu ky bénh nhan bi ia chay do 2
(1,4%) déu la nhitng bénh nhan cd ha bach cau.

Cac tac dung phu khac nhu té bi (12,4%),
dau khdp (14,9%) ciing chi gap & mic do nhe.

IV. BAN LUAN

Trong hau hét cac nghién clru vé ung thu,
tudi ludn 13 yéu t8 quan trong dugc nhic dén, nd
phan anh qua trinh tich luy thdi gian ti€p xdc véi
cac tac nhan gay ung thu, dac biét trong ung
thu bi€u md. Trong cac nghién cfu vé ung thu
phdi, ti 16 m3c bénh tdng dan theo tuGi va
thudng gap 1a sau 40 tudi [6].

Tudi trung binh ciia bénh nhan mac ung thu
phdi khdng té bao nhd trong nghién clru cua
chiing t6i la 56 + 3,1, tré han so véi cac nghién
clru cla cac tac gia trong va ngoai nudc [5].
Theo Nguyén Thi Thanh Huyén [7], dd tudi phd
bién cta bénh nhan ung thu phdi khéng t& bao
nhd 13 50 - 59 chiém ty I& 40%, tudi trung binh
la 51,9 + 8,8. Theo L& Thu Ha [8], tudi hay gép
50 - 59 chiém ty |é 48,9%, tudi trung binh la
58,4 + 8,04. MOt sb tac gid nudc ngoai khac nhu
Kogure Y trén 70 tudi [5]. Diéu nay ngoai ly do
tudi tho trung binh clia ngudi Viét Nam thap hon
so vGi cac nudc, con cd thé do tiéu chuén lua
chon bénh nhan vao nghién cru cta chdng toi:
bénh nhan dugc chi dinh phac d6 Paclitaxel —
carboplatin sau mét thdi gian da diéu tri budc 1
TKI nén can c6 du thé trang dé cd thé chiu dung
dudc phac d6 bo doi nay. Do dd, nhitng bénh
nhan 16n tudi thudng khdng phu hgp va khéng
dugc lua chon vao nghién clfu lam cho tudi
trung binh clla nhém bénh nhan giam xudng.

Nghién clfu cla chang t6i cho thdy, ty lé
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nam chi chiém 28,6%; nif chiém 71,4%. Ty lé
nif/nam la 2,5/1. Pay chinh 1a diém khac biét vé
déc diém & nhdm bénh nhan trong nghién clu
clia ching t6i so véi nhém UTP néi chung. Cac
nghién clu dich te, bénh hoc UTP tai nudc ta
cling nhu trén thé gigi doi véi nhdm diéu tri dich
cho thay, ty 1€ nir gidi cao hon nam gidi, nhu
trong nghién clru diéu tri nhdm tring dich EGFR
G nhom BN chau A, ty I1é BN nif cao han nam [9].
biéu nay cling phan anh xu hudng mac ung thu
phéi khi m&c du ti Ié mc 6 nam van cao hon so
vdi nit giéi nhung mic do chénh Iéch dang giam
dan. Tai Viét Nam trudc ndm 1994 ty 1&é mac cua
nam/nir vao khoang 8:1. Theo L& Thu Ha [8], ti
Ié nam/nir la 4:1. Nghién clru cta Nguyen Thi
Thanh Huyén [7] ti I&é nam/n{r la 3,1:1.

Ve ti Ié dap 'ng toan bo (ORR). Sau khi
c6 su ra ddi cua cac hda chat mdi, hang loat cac
thir nghiém pha I, pha II nghién cru vé hiéu qua
cla Paclitaxel dan thuan hay phéi hgp, véi liéu
135 mg/m2 da, 175mg/m2 da hay 225mg/m2
da, thdm chi > 250mg/m2 da. Sau dé viéc diéu
tri phoi hgp Paclitaxel véi Cisplatin  hay
Carboplatin cho két qua tét han. Mot s6 nghién
citu cho thdy ty Ié dap Ung cla phac do
Paclitaxel - Carboplatin dao dong tUr 26% dén
62%, thai gian s6ng thém trung binh 38 - 58 tuan,
ty Ié séng thém 01 ndm la 32% - 54% [10].

O giai doan mudn viéc cai thién chat lugng
song dugc dat Ién hang dau vi vay hoa chat co
vai trd diéu tri gidm nhe triéu chdng. Nhitng
nghién ciu pha III so sanh hiéu qua vd&i nhiing
nhém thé hé hda chat méi da cong nhéan
Paclitaxel - Carboplatin la phac d6 diéu tri thich
hgp do it doc tinh nhat. Vi vay Paclitaxel -
Carboplatin da trg thanh mot trong nhirng phac
do dudgc st dung rong rai ¢ nhiéu nudc trén toan
thé gidi [5],[3].

Trong s6 42 bénh nhan cua ching t6i, cd 1
bénh nhan dap (ng hoan toan (chi€m 2,3%), 17
bénh nhan dat dap U'ng 1 phan va 17 bénh nhan
bénh gilr nguyén (40,5%). C6 7 bénh nhan bénh
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van tiép tuc tién trién (chiém 16,7%). Ca bénh
duy nhat dap (ng hoan toan rat dac biét, bénh
nhan nay dat dap (ng hoan toan ca & 2 budc
diéu tri.

Co6 17 bénh nhan dat dap ing 1 phan (PR),
chiém 40,5%, va nhu vay néu tinh téng ti 1€ dap
Ung toan bé (ORR) = ti I1é dap Ung hoan toan
(CR) + ti Ié dap U'ng mét phan (PR) thi ti 1€ dap
Ung toan bo ORR dat tdi 42,8%. Néu so sanh vdi
két qua cla nghién clitu cd lua chon bénh nhan
tuong tu la AURA3 [4], xét nhanh diéu tri hoa
chat Pemetrexed — carboplatin c6 ORR la 31%,
thi két qua nghién clru clia ching toi cao hon
dang ké&. M3c du nghién clru nay ti 1& nii/nam I3
65% so Vv6i 35%, kha tuang dong vdi quan thé
nghién clru cla ching t6i. Ly giai su khac biét
nay, ching t6i cho rdng do nghién clru AURA3 I3
nghién cdu da trung tam, dugc ti€n hanh trén
nhiéu quoc gia va chau luc nhu chau A, chau Au,
chau My con toan bd bénh nhan cla ching t6i la
ngudi Viét Nam. Trong khi dd, quan thé bénh
nhan chau A dugc biét dén la ¢ dap ang véi
hda chat t6t hon so véi cac ching tdc da tréng.

Nhu vdy, mac du la diéu tri hda chat budc 2
nhung cé thé thdy ti 18 dap (ng trong nghién
cllu cua chang t6i la rat kha quan, gép phan
gilp cac bac sy dua ra quyét dinh lua chon
phuang phap diéu tri cho bénh nhan trong bdi
canh y té Viét Nam hién nay.

Thoi gian sdng bénh khong tién trién.
DGi véi nhitng bénh nhan UTPKPTBN giai doan
ITIIB - IV thi khda nang chira khéi dugc coi la
khong cé. Va muc dich chinh cla cac phuaong
phap diéu tri bénh & giai doan nay la nham cai
thién cac triéu chiing cla bénh va kéo dai thdi
gian s6ng thém. biéu tri budc 2 trong UTP giai
doan muodn la mot trong nhitng diéu tri kho
khdn, nhiéu thi thach, tién lugng séng ngan.
Cac nghién clu déu cho thdy thdi gian s6ng
thém khong tién trién (STKTT) va séng thém
trung binh (STTB) rat thap. Thai gian STKTT dao
dong tir 1,5 — 3 thang, thdi gian STTB dao dong
tir 4 — 8 thang. Nghién cfu AURA3 céng b6 PFS2
trong nhanh héa chat ciing chi dat 4.4 thang [4].
Trong nghién c(fu cla chdng toi, thdi gian STKTT
dat trung vi 6,4 thang. Bay la mot con s6 kha
cao so Vdi cac nghién ciu trén. Cac ly do nhu
trong quan thé nghién cfu cia ching tbi bénh
nhan c6 PS=0 va giai doan IIIB chi€ém ti I€ cao
hon cac nghién clru cla cac tac giad néu trong
bang c6 thé gép phan vao su khac biét clia két
qua nghién clu.

Tac dung khéng mong mudn trén hé
tao huyét va ngoai hé tao huyét. Trong

nghién clfu clia chdng t6i gap 14,2% trudng hgp
c6 gidam bach cau va bach cdu hat. Trong dé
khong co trudng hgp nao giam bach cau do 4,
c6 1 trudng hgp giam bach cau d6 3, cd sot
nhung chi diéu tri vdi thudc kich bach cau,
truyén dich, ha s6t dén ngay th(r 3 bach cau tré
vé binh thudng. Bénh nhan nay ti€p tuc diéu tri
dén dgt 6 khong phai giam liéu. Giam bach cau
do 1, 2 thudng gap nhat va phuc héi nhanh,
chua co trudng hgp nao phai dirng diéu tri do
giam bach cau. Gidm bach cdu d6 3, d6 4 &
nghién clu clia chdng toi it gap han cac nghién
clu trén thé gidi o I€ la do liéu dung cua ching
t6i thap hon. Cac tac gia trong nudc cling ghi
nhan ti 1é giam bach cau tuong tu Lé Thu Ha
[8]. Ngoai ra, nghién clu cla chung t6i khong
ghi nhan trudng hop nao giam ti€u cau, gidm
huyét sc t6 vdi ty 1€ cao nhat la 42,9% nhung
chi gap d muirc d6 nhe (Do 1, 2) tuong dong véi
cac nghién clu & trong va ngoai nudc. Nhin
chung, tac dung phu trén hé tao huyét thudng
nhe va c6 kha nang hoi phuc. biéu dé thém mot
[an nira chdng minh tinh an toan clia phac do
Paclitaxel-Carboplatin khi diéu tri cho bénh nhan.

Cac tac dung phu trén hé tao huyét cling
nhu ngoai hé tao huyét déu gap vdi nhing ti 1€
thdp va khong gap & mic d6 nang. Hau hét cac
trudng hop gdp tac dung phu déu cd thé khac
phuc hodc du phong dugc ma khong can giam
liéu hda chat hoac ngiing diéu tri.

V. KET LUAN

Két qua nghién cltu cho thay bénh nhan ung
thu phdi khdong té bao nhd giai doan IIIB-IV
dugc diéu tri phac do hdéa chat Paclitaxel-
carboplatin cé ti 1€ dap (ng toan bo la 42,8%, ti
|6 kiém soat bénh la 83,3%. Thdi gian séng
khdng bénh tién trién PFS2 cb gia tri trung vi la
6,4 thang (dao dong tir 3,1 — 10,1 thang). Qua
trinh diéu tri ghi nhan bénh nhan cé6 muic dung
nap tot, mdc dé doc tinh nhe (d6 1, 2) va it gap
trén hé tao huyét va ngoai hé tao huyét.
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NGHIEN CU’U POC TiNH CAP VA POC TINH BAN TRUONG DIEN
CUA VIEN NEN STONEBYE TREN THU’C NGHIEM

Nguyén Ngoc Hwong Tra2, Nguyén Thi Thu Ha

TOM TAT

Muc tiéu: Nghién clu dugc ti€n hanh nh3dm
danh gia doc tinh cap va ban trudng dién cla vién nén
STONEBYE tren thuc nghlem Phudng phap: Nghlen
cru doc tinh cap du‘dc tién hanh trén chudt nhat trang
theo erdng dan cla WHO. boc tinh ban trerng d|en
ti€n hanh trén chubt c6ng trang dugc ubng V|en nén
STONEBYE liéu 0,48 vién/kg/ngay va 1,44
vién/kg/ngay trong vbng 90 ngay lién tuc. Két qué:
Vién nén STONEBYE & liéu 45 vién/kg (gap 46,87 lan
liéu dung du kién trén ngudi) khong gay doc tinh cap
va chua xac dinh dugc LDsp trén chugt nhat trang.
Vién nén STONEBYE liéu 0,48 vién/kg/ngay va 1,44
vién /kg/ngay udng trong vong 90 ngay lién tuc khong
anh huang dén tinh trang chung, can nang, cac chi s0
huyét hoc, chifc nang gan, than va mo bénh hoc gan,
than trén chubét cong trang. K&t luan: Vién nén
STONEBYE khéng gay doc tinh cdp va ban trudng dién
trén thuc nghiém. 7w khoa: Vién nén STONEBYE, doc
tinh cap, doc tinh ban trugng dien.

SUMMARY

EXPERIMENTAL STUDY ON THE ACUTE AND

SUBCHRONIC TOXICITY OF STONEBYE TABLETS
Objective: This study was carried out evaluate
the acute and subchronic toxicity of STONEBYE tablets
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on experimental animals. Methods: The study acute
toxicity was conducted on white mice as per WHO
guidelines. Assessment study of the subchronic
toxicity was performed on white rats administered
STONEBYE tablets at the doses of 0.48 tables/kg
b.w./day and 1.44 tables/kg b.w./day orally in 90
consecutive days. Results: STONEBYE tablets at the
dose of 45 tablets/kg b.w. (46.87 times of predicted
human dose) did not cause the acute toxicity and the
LDsp on white mice had not been determined. The
STONEBYE tablets at the doses of 0.48 tables/kg
b.w./day and 1.44 tables/kg b.w./day administered
orally in 90 consecutive days did not affect the white
rats’ general state, weight, hematologic levels, kidney
and liver functions and histopathological images.
Conclusion: STONEBYE tablets’ acute and subchronic
toxicity had not been determined on experimental
animals. Keywords: STONEBYE tablet, acute toxicity,
subchronic toxicity.

I. DAT VAN PE

Séi tiét niéu la mot bénh ly thudng gap trén
thé gi6i va & Viét Nam. Trén thé gidi, ty 1& mac
soi ti€t niéu la 2 - 12% dan s6.! O Viét Nam, soi
tiét niéu chiém 40 - 60% s6 bénh nhan diéu tri
trong khoa tiét ni€u, co tan sudt mac tr 0,5 -
2% dan s6.* Ty 1é mdi mac cia bénh trong
khoang tir 10% dén 15%. Ty |é mac soi tiét niéu
da tang Ién trong vai thap ky qua va du kién sé
ti€p tuc leo doc vi cac yéu t6 nguy cd gay Soi
cling ngay cang gia tang nhu: béo phi, dai thao
dudng, cac bénh chuyén hda, tdng huyét &p.
Thudc cb truyén c6 tac dung rat tot trong diéu tri
soi tiét niéu cd kich thudc nho.3 Vién nén



