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DANH GIA HIEU QUA DIEU TRI CUA PHAC DO PEMETREXED -
PLATINUM TRONG BENH UNG THU PHOI TAI BENH VIEN BACH MAI
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Bui Thi Thuong', Lé Thi Luyén’

TOM TAT

Muc tiéu: M6 td mét sé déc diém lam sang cda bénh nhan ung thw phéi duoc diéu tri bdng Pemetrexed.
Dénh gig higu qué diéu tri cia phac dé6 Pemetrexed — Platinum trong diéu tri ung thw phéi tai Trung tam
Y hoc hat nhan & Ung buéu - Bénh vién Bach Mai. Déi twong va phwong phap: Nghién ctu hdi ciu 54
bénh nhan ung thw phéi diéu tri bAng Pemetrexed tai Trung tdm Y hoc hat nhén & Ung buéu - Bénh vién
Bach Mai ttr théng 1/2016 dén théng 12/2016. Két qua nghién ctru: 92,59% bénh nhén & tudi > 40 tudi, ty
1é nam/nr = 3,91/1. Triéu ching 1dm sang. 53,7% bénh nhdn mét moi chan &n, 46,3% bénh nhén dau nguc,
33,33% bénh nhén ho khan, 29,63% bénh nhan khé thé. Chi diém khéi u: 61,1% bénh nhan cé néng do
CEA > 5 ng/ml, 52,1% bénh nhén c6 néng do Cyfra 21-1 > 3,3ng/ml. Hiéu qua diéu tri: 100% bénh nhan cai
thién triéu chiing co ndng sau diéu trj, 83,33% bénh én dinh; 16,67% bénh dap tng mét phan; 60% bénh
nhén c6 chi sé CEA gidm so véi trwée diéu tri. Tac dung khéng mong mudn: 98,75% xudét hién chu yéu véi
mirc do 1 va 2; 1,25% céc TDKMM & do 3 va khéng c6 TDKMM néao & do 4. Két luan: Phac dé héa tri c6
Pemetrexed diéu trj ung thw phéi giai doan Ill, IV la phuong phép diéu tri hiéu qua va an toan.

T khéa: Phéc dé Pemetrexed — Platinum, ung thw phdi.

ABSTRACT
STUDY ON THE USE OF PEMETREXED- PLATINUM IN TREATMENT OF
LUNG CANCER AT BACH MAI HOSPITAL
Mai Trong Khoa', Pham Cam Phuong’, Nguyen Duc Luan’,
Bui Thi Thuong’, Le Thi Luyen’

Objective: Describe some clinical features of lung cancer patients treated with Pemetrexed. Study on
the use of Pemetrexed- Platinum in treatment of lung cancer at nuclear medicine and oncology center,
Bach Mai hospital. Patients and method: retrospective study of 54 patients with lung cancer treated with
Pemetrexed at Bach Mai hospital. Results: 92.59% of patients > 40 years of aged, male / female = 3.91 /1.
Common symptoms were 53.7% anorexia, 46.3% chest pain, 33.33% cough, 29.63% shortness of breath.
Tumor markers: 61.1% cea levels> 5 ng / ml, 52.1% cypra 21-1> 3,3 ng / ml. Effective treatment: 100% of
patients improve postoperative symptoms; 83.33% stable disease; 16.67% partial response; 60% decrease

in CEA compared with pre-treatment. Side effects: 98.75% occur mostly with levels 1 and 2; 1.25% level 3.

Conclusions: Chemotherapy regimens containing Pemetrexed for stage Ill and IV lung cancer are effective
and safe therapies.
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Ddnh gid hiéu qud diéu tri ciia phédc d6 Pemetrexed...

I. PAT VAN PE

Ung thu phdi (UTP) la bénh ung thu thudng gap
va la nguyén nhan gay tir vong hang dau trén thé
gi6i ca nam va nit. Riéng & Viét Nam, ung thu phdi
dimg hang tht 2 v& ty 16 m&i mac ciing nhu ty 1¢
tir vong trong cac loai ung thu & ca hai gidi. Chian
doén xéac dinh ung thu phdi dua vao céc triéu ching
lAm sang va cén 1am sang, trong do sinh thiét khéi u
x4c dinh mé bénh hoc 12 tiéu chuin vang chin doan
bénh. Chan doan giai doan bénh déng vai tro vo
cung quan trong trong viéc lya chon phéac do diéu tri
va tién lugng bénh UTP. Phan 16n bénh dugc phat
hién ¢ giai doan III, IV.

Piéu tri bénh ung thu phéi g@)ln: phau thuat, xa tri,
didu trj toan than (héa tri, mién dich, didu tri dich).
Trong do6, hoa tri dong vai tro quan trong trong diéu
tri bénh ung thu phdi. Nhiing ndm gan day, viéc st
dung céc thude héa chit truyén thong gin nhu da dat
dén muc gidi han, chua thuc su ¢6 nhiéu thudc hoa
tri moi. Mit khac, viée st dung hoa chét thuong bi
han ché béi doc tinh va cac tac dung phu khong mong
mudn. Pemetrexed la hoa chat mdi dugc chiing minh
c6 hiéu qua tét, it doc tinh, giGip kéo dai thoi gian
sdng con toan bd va ning cao chét lugng cude sbng
cho bénh nhan UTP giai doan tién xa. Dé d4nh gia vai
trd cia Pemetrexed trong diéu tri ung thu phdi, chiing
toi tién hanh nghién ctru nay nham muc tiéu:

- Mb ta mot s dac diém 14m sang clia bénh nhéan
ung thu phdi dugc diéu tri bing Pemetrexed tai
Trung tim Y hoc hat nhan & Ung budu - Bénh vién
Bach Mai.

- Panh gia hiéu qua didu trj coa phac do
Pemetrexed — Platinum trong diéu tri ung thu phi tai

L. KET QUA NGHIEN CU'U
3.1. Pdc diém lam sing
3.1.1. Diic diém vé gici

Trung tdm Y hoc hat nhan & Ung bu6u - Bénh vién
Bach Mai.

II. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

2.1. Pbi twong nghién ciru

54 bénh nhan dugc chidn doan xac dinh ung thu
phéi dya vao mo bénh hoc, co chi dinh diéu tri béng
Pemetrexed tai Trung tdm Y hoc hat nhian & Ung
budu - Bénh vién Bach Mai tir thang 1/2016 dén
thang 12/2016.

2.2. Phuong phap nghién ciru

Nghién ctru hdi ctru. Thu thap théng tin, s6 liéu
v& bénh nhan, dua trén hd so bénh an, theo mot
mau phiéu thu thap thong tin bénh nhén thong nhét
(Phu luc 1).

Pic diém ctia nhém bénh nhan nghién ciru trude
didu tri: Tudi, GiGi, Tién sir hat thudc, Chén doan
mod bénh hoc va/hodc té bao hoc, Giai doan bénh
theo phan loai TNM lan thir 7 cua AJCC, Cac triéu
chiing 1am sang va can lam sang.

Déanh gia hiéu quéa diéu tri clia Pemetrexed:

+ Danh gia gia tri chit chi diém khéi u CEA,
Cyfra 21-1: trudc diéu tri, sau mdi 3 chu ky hoa chét.

+ Dap tng co nang: danh gia su thuyén giam cac
triéu chimg co ndng trén 1am sang theo tiéu chuéan
cua WHO.

+ Pap ung thuc thé: danh gia theo tiéu chuan
danh gia dap tng khdi u dac RECIST.

Ddanh giac TDKMM ciia Pemetrexed: tai bién
diéu tri, bién chiing som, bién chiing mudn, tir vong
do didu tri theo tiéu chuin doc tinh cta Vién Ung
thu Qudc gia Hoa Ky 2000.

B Nam

31(81,6%)

Hinh 3.1: Phdn bé bénh nhén theo giéi (n=38)
Phén 16n BN UTPKTBN [a BN nam (81,6%), ty 1& nam/nit 14 4,4.
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3.1.2. Dic diem vé tuoi

51-60 61-70 Trén 70

Nhom tudi

Hinh 3.2: Phén bé bénh nhan theo nhém tuéi (n=38)
Tubi trung binh ctia nhém BN nghién ctru 14 59,08 & 1,81. BN tré nhit la 32 tudi, gia nhat la 76 tudi.
Phan 16n BN & Itra tudi trén 40 (92,1%), trong d6 51-70 tudi gap nhidu nhét (68,4%).
3.1.3. Tién sir hit thuoc ld
Chuing toi khai thac duoc tién sir hut thude 14 trén 17 BN nam va 4 BN nii. Ngoai ra, ¢6 17 BN khéng 1
thong tin do hdi ciru bénh 4n khong ghi.
Bang 3.1: Dac diém vé tién sir hiit thude 14 (n=38)

Tién sir hiit thudc Nam (n=31) Nir (n=7) Tong (n=38)

n % n % n %
Khong cd thong tin 14 45,2 3 42,9 17 447
Khong hit thude 7 22,6 4 57,1 11 29,0
Hut thudce 14 10 32,2 0 0,0 10 26,3

Trong s6 21 BN, ty I¢ hut thude 1a & nam gidi 1a 58,8%, trong khi & nit giéi khong c6 BN nao hut thudc 14.
3.1.4. Cdc tri¢u chirng lam sang khi nhdp vién
Bang 3.2: Triéu chung lam sang khi nhap vién (n=38)

Triéu chirng n %

Kho tho 10 26,3
Ho khan 16 42,1
Ho ¢é dom 2 53

Dau nguc 17 44,7
Pau diu 8 21,1
M¢ét moi, chan dn 15 39,5
S6t trén 38°C 4 10,5

Triéu chimg 1am sang thuong gap nhat la dau nguc (44,7%) va ho khan (42,1%).

3.1.5. Giai doan bénh va mé bénh hoc

— Giai doan bénh: Phan I6n BN ¢ giai doan IV (89,5%), chi ¢6 10,5% BN & giai doan I11B.
4

(10,5%)

# Giai doan I1IB
W Giai doan IV

34
(89,5%)
Hinh 3.3: Phdn bé BN theo giai doan bénh (n=38)
— M bénh hoc: 100% BN nghién ctru ¢6 phén loai mé hoc 1a UTBM tuyén.
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3.1.6. Tinh trang di cin
Bang 3.3. Phan loai BN theo tinh trang di can (n=38)

Dic diém i %

Tinh trang di cin bl vi‘tri 25 65,8
) Di cin nhiéu vj tri 13 34,2

Phbi 15 39.5

Xuong v 31,6

Mo 9 23,7

Co quan di cin Hach ; s
Gan 4 10,5

Khac % 15.8

100% BN nghién ciru da di cén, trong d6 ¢6 34,2% BN di di can nhidu noi. Vi tri di can thuong gip nhét
phdi (39,5%) va xuong (31,6%).

3.1.7. Chét chi diém khéi u trude diéu tri
100% BN c6 CEA va 78,9% BN c6 Cyfra 21-1 duoc danh gia trude dot didu trj dau tién.
Bang 3.4: Nong do CEA va Cyfra 21-1 truéce diéu tri (n=38)

Chit chi diém khoi u n %
Khong co6 thong tin 0 0,0

CEA .

(agglml) Binh thuong (<5 ng/ml) 13 34,2
Tang (> 5 ng/ml) 25 65,8
Khéng c6 thong tin 8 21,1

Cyfra 21-1 :

e Binh thuong (< 3,3 ng/ml) 10 26,3
Tang (> 3,3 ng/ml) 20 52,6

O nhitng BN dugc danh gia CEA va Cyfra 21-1: Nong d6 CEA huyét thanh trung vi 1a 7,79 ng/ml, thap
nhét 13 0,92 ng/ml; cao nhét Ia 1500,00 ng/ml. Nong d6 Cyfra 21-1 trung vi 14 3,93 ng/ml, thap nhat 1a 1,82;
cao nhit 1a 47,38 ng/ml.

3.2. Hi¢u qua diéu tri
3.2.1. Pdnh gid nong djp CEA sau 3 chu ky héa chat
Bang 3.5. Panh gia ndng do CEA sau 3 CK diéu tri (n=38)

Panh gia sau 3 CK diéu tri
Gia tri CEA trudc diéu tri Giam Tiing
n % n Y%
Binh-thwong (<-5-ng/ml) H 28,9 2 5,3
Tang (> S ng/ml) 17 447 8 21,0
Téng 28 73,7 10 26,3

Phén 16n BN ¢6 CEA giam sau 3 CK diéu trj (chiém 73,7%). Tuy nhién, c¢6 26,3% BN c6 CEA ting sau
3 CK diéu tri.
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3.2.2. Ddanh gid dap irng co ndng

Bang 3.6. Danh gia cai thién triéu chirng 14m sang (n=38)

L Trugc didu tri Sau 3 CK diéu tri Sau diéu tri
Tri€éu chirng co nang
n % n % n %
Khé tho 10 26,3 8 21,1 8 21,1
Ho khan 16 42,1 9 23,7 9 23,7
Ho ¢6 dom 2 53 0 0,0 0 0,0
Pau nguc 17 44,7 11 28,9 11 28,9
Pau dau 8 21,1 5 13,2 5 132
Mét moi, chan an 15 39,5 10 26,3 10 26,3
Sot trén 38°C 4 10,5 0 0,0 0 0,0

Sau 3 CK diéu tri, 100% bénh nhén dap tng mot phén, cac triéu chiing co ning giam dan sau mdi chu
ky hoa chét. Trong d6: Pau nguc giam tir 44,7% trude diéu tri xubng 28,9% sau diéu tri; ho khan giam tur
42,1% trude didu tri xuéng 23,7% sau diéu tri. Cac triéu chiing ho ¢6 dom va s6t trén 38°C hét hén sau 3
CK diéu tri.

3.2.3. Pdnh gid ddp teng thuc thé

Bang 3.7. Dap ting thuc thé sau 3 CK diéu tri (n=38)

Dap ting thuc thé n ' Y%
Dap tng hoan toan 0 0,0
Pap ting mot phin 8 21,1
On dinh 30 78,9
Tién trién 0 0,0
Tong 38 100,0

Ty 1& BN c6 tinh trang bénh 6n dinh chiém ty 18 cao 1a 78,9%, 21,1% BN c6 dap ung dicu tri
mot phén.
3.2.4. Pdnh gid TDKMM ciia cdc phdc do cé pemetrexed trong diéu tri UTPKTBN

Bang 3.8. Ty 1€ muc dd dgc tinh theo tiing murc liéu

Liéu ding thuc té so vai Iy thuyét
P$ ddc tinh Rves <75% . 2;5%-100% ’ K> 100%
0 0 0C o SoC .

(n=34) % (n=107) 4 (n=28) /0
bo1 13 38,2 22 20,6 9 32,1
bo2 2 5,9 3 2,8 0 0,0
P§ 3 hoiic4 0 0,0 0 0,0 0 0,0
Tong 15 44,1 25 23,4 9 32,1

100% cac TDKMM xay ra trong 49 CK déu ¢ mirc do nhe (89,8% s6 CK ¢c6 TDKMM & d6 1 va 10,2%
s6 CK ¢c6 TDKMM & dd 2), khéng c6 truong hop nao & do 3 hoac do 4. Phén 16n cac TDKMM gip phai
trong cac CK str dung pemetrexed & mic liéu > 75% - 100% lidu khuyén céo.
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IV. BAN LUAN

4.1. Pic diém lam sang nhém nghién ciru

Tudi 1a mot trong nhiing yéu t6 quan trong trong
nghién ctru vé ung thu, vi tudi c¢6 mdi twong quan
v&i thoi gian BN tiép xiic vdi cac tac nhan giy ung
thu. Trong nghién ciru cuia chiing toi, phén 16n BN
& nhom tudi trén 40 (92,1%), trong do 51 - 70 tudi
gip nhidu nhét (68,4%). Tudi trung binh ctia nhém
BN nghién ciru la 60,52 + 9,42. Bénh gdp ¢ nam
nhiéu hon ni, ty I¢ nam/nit 1a 4,4/1. Két qua nay
phil hop v&i nhiéu nghién citu trong va ngoai nude
vé& UTP. Nghién ctiu ctia Nguyén Khéc Kiém (2016)
trén 282 BN UTP cho thiy ty 1& mic cao nhat &
nhém tudi trén 40 (93,6%), trong d6 nhom tudi tir
51-70 chiém ty 1€ 75,9%, tudi trung binh ctia nhom
BN nghién ctru 1a 56, ty I¢ nam/nit 1a 4/1. Ciuleanu
T va cong su (2012) bio céo tudi trung binh cla
bénh nhan UTP KTBN trén toan thé gidi la 59, ty
1€ nam/nit 1a 2,6. Wu Y. L va cdng su (2012) nghién
ctru trén 1217 BN UTP chau A cho théy tudi trung
binh la 55 va ty 1& nam/nir 1a 3,8 [1], [2], [3], [5],
[6], [101. ‘

Thuoc 1a l1a nguyén nhan hang dau gay ra UTP,
theo béo cao ctia trung tdm kiém soat va phong ngira
bénh tat cuia My c6 85 - 90% bénh nhan UTP hut
thude 14 bao gdm ca hit thude 14 chu dong va thu
dong. Ngudi hat thude 1a ¢6 nguy co mic UTP cao
hon so v&i ngudi khéng hit thude 14 tir 6 dén 30 lan

thly theo tudi bit dau hut va sé lugng thude hut tinh -

theo don vi bao nam. Hut thudc 14 thy dong lam
tang nguy co méc UTP 1én gip 1,5 lan so vdi nguoi
khong tiép xuc vai khéi thube. Mot s nghién ctiu
trong va ngoai nudc cho thay phan 16n bénh nhan
ung thu phéi ¢6 hat thude 14 (cha dong hodc thu
dong): Mai Trong Khoa va cong su (2013), Pham
Van Thai (2015). Trong nghién ctu cia ching toi
¢6 21 BN c¢6 théng tin vé tién sir hut thude 14 thi déu

doan mudn (11, IV). Két qua nay tuong dong véi
mdt sd nghién ctru trong va ngoai nude. Nghién ciru
cua tac gia Pham Van Thai (2015) trén 81 BN UTP,
triéu chiing 1am sang gap nhiéu nhét 1a ho khan gip
& 59,3% BN, tiép dén 1a dau nguc 53,1%. Nghién
ctru cta Little va cong su (2005) trén 11668 BN UTP
cho thdy ho gap ¢ 53,8% BN. CEA va Cyfra 21-1 1a
hai chat chi diém khdi u thuong ting cao & BN UTP,
¢6 gié tri trong chan doan, theo doi diéu tri va tién
lugng bénh UTP. Két qua nghién ctru cta ching toi
cho thiy ndng do CEA trung vi trong huyét thanh
ctia 38 BN truge didu trj 1a 7,79 ng/ml, ty 1& BN ¢6
CEA > 5 ng/ml (d6 nhay) la 65,8%. Diéu nay cho
biét, mic di cac BN méic UTPKTBN nhung gié tri
Cyfra 21-1 trung vi trong huyét thanh khong cao
hon so vai gia tri ngudng (3,3 ng/ml). Két qua nay
khong khéc nhiéu so véi nong do Cyfra 21-1 trung
vi trong nghién ctru ciia Pham Vian Thai (2015) trén
81 BN UTPKTBN vd&i ngudng gia tri st dung la
3,3ng/ml, trung vi Cyfra 21-1 1a 3,47 [5], [8].

4.2. Hi¢u qua dicu tri

Dap (g co nang hay cai thién triéu chimg cua
bénh nhan 1a mot tiéu chi danh gia hét sic quan
trong dbi voi cac phuong phéap diéu tri ung thu noi
chung, dic biét dbi véi ung thu phdi giai doan tién
trién da thit bai v&i cac phac dd héa chat. Két qua
nghién ctiu cho thiy 100% BN c6 dap tng co' ning
mot phén sau 3 CK diéu tri. Cac triéu chung ho co
dom va sbt trén 38°C hét hin sau didu tri. Céc trigu
ching thuong gip nhét trude didu tri co ty 1& giam
dang ké sau 3 CK diéu tri: dau nguc giam tir 44,7%
trude diéu tri xuéng 28,9% sau diéu tri; ho khan
giam tir 42,1% trudce diéu tri xuéng 23,7% sau diéu
tri. Trong nghién ctru ctia chung toi, 100% BN duoc
danh gia néng dd CEA sau 3 chu ky didu tri, s6 BN
¢6 ndng do CEA giam so véi trude didu tri chiém da
sé (chiém 73,7%). Trong do, c6 44,7% BN ¢6 CEA

la bénh nhan nam va c6 58,8% bénh nhan hut thude
la 1], [2], [S].

Trong nghién ciru clia ching t6i tri¢u ching

"lam sang hay gap nhit 1a ho (42,1%) va dau nguc

(44,6%), phﬁn 16n bénh nhan vao vién khi ¢ giai

102

trude diéu tri > 5 ng/ml sau 3 CK dicu tri CEA giam,
7,9% BN c6 CEA giam v& gié tri binh thuong. Diéu
nay cho thay la da s6 bénh nhan c6 dép tng voi hoa
chat. Tuy nhién, c6 26,3% s6 BN ¢6 CEA ting so

voi trude dicu tri.
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Trong nghién ctru cua ching toi, ty 1&€ BN co
tinh trang bénh dn dinh chiém ty 1€ cao la 78,9%, co
21,1% BN ¢6 dap ting thuc thé mot phén, khong c6
BN nao dap trng thuc thé hoan toan. Mot s6 BN du
dap Ging thuc thé chi & muc bénh dn dinh nhung vé
co nang dung nap thudc tét, bénh nhan cam thay do
mét, dn uéng kha hon, chét lugng séng duogc nang
cao. Trong cac nghién ctiu vé hi¢u qua diéu trj clia
Pemetrexed, thoi gian sdng thém khong tién trién
va thoi gian sdng thém toan b 1a nhitng muyc tiéu
nghién ctru quan trong hang dau. Nghién ctu giai
doan IIT PARAMOUNT (2012) so sanh pemetrexed
voi gia duge trén BN UTPKTBN giai doan II1B-
IV cho thdy su cai thién ¢ y nghia théng ké vé
thoi gian séng thém khong tién trién (4,1 so véi
2,8 thang tuong ung; p <0,0001) va thoi gian song
thém toan bd (trung binh 13,9 so véi 11,0 thang
tuwong ung; p=0,0195) [9].

Trong nghién ctru ciia chiing toi, muc d§ nghiém
trong ctia TDKMM chu yéu o muc d6 1 (90,1%),
9,9% cac TDKMM ¢ d6 2 va khong co TDKMM
nao & do 3 hodc dd 4. Nghién ciru ctia Hanna va cong
su (2004) trén 265 BN UTPKTBN dung pemtrexed
500mg/m? don doc, cac TDKMM thuong gép ¢ do
1, 2. Nhin chung, cic TDKMM chu yéu o muc do

1, 2, khong c6 bénh nhan nao tac dung phu muc do
ndng phai ngimg diéu tri. [7]

V. KET LUAN

Nghiénciu38§ BNUTPKTBN d idu tri pemetrexed
tai Trung tAm Y hoc hat nhan va Ung budu

- Bénh vién Bach Mai tir thang 1/2016 dén hét
thang 12/2016, cho théy:

- Phin 16n BN UTP ¢ tudi trén 40 (92,1%), trong
do6 68,4% sb BN 51-70 tudi. Ty 1¢ nam/nit 1a 4,4/1.

- Tt ca BN ¢6 phan loai m6 hoc UTBM tuyén va
89,5% BN ¢ giai doan I'V.

100% BN da di cén, trong do 34,2% BN da
di can nhiéu noi. Vi tri di cin thuong gip 1a phéi
(39,5%) va xuong (31,6%).

- Sau 3 chu ky diéu tri, 73,7% BN c6é ndng do
CEA giam so vai trude diéu tri. Tuy nhién, ¢6 26,3%
BN co6 néng d6 CEA tang so vai trude d idu tri.

- béap Gng lam sang: 100% BN c6 dap Ung co
ning mot phan, khong c6 BN dép tmg thuc thé hoan
toan, 78,9% bénh 6n dinh, 21,1% dap tmg mot phén.

- Muc d6 nghiém trong cia TDKMM chu yéu &
mure do 1 (90,1%), giam hemoglobin ¢ do 1 chiém
da s6 (57,7%), chi ¢6 9,9% cac TDKMM & do 2 va
khong c6 TDKMM nao ¢ do 3 hodc do 4.
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