Dénh gia két qua dai han hoa tri bd trg ung thu phdi khong té bao nho

DANH GIA KET QUA DAI HAN
HOA TRI BO TRQ UNG THU PHOI KHONG TE BAO NHO

Db Kim Qué !

TOM TAT

Muc tiéu: nhdm danh gia kha ndng dung nap va két qua trvéc mét va két qué dai han ctia héa trj bé tror voi
cé4c thubc chéng ung thw thé hé mai trong didu trj ung thw phdi khéng té bao nh.

Phwong phap: Toan bé bénh nhén ung thw phéi khong té bao nhé con kha néng phau thuat duwoc
duwa vao nghién ctru. Chén doén giai doan truéc mé va sau phéu thuét theo phéan giai doan cia AJCC
ndm 1997. Bénh nhan dwoc héa trj véi phéc db Carboplatin phéi hop voi Gemcitabine hodc Paclitaxel
3 tudn sau ph&u thuét.

Toan bo bénh nhén duwoc theo déi danh gig kha ndng dung nap, téc dung phu cta thuéce. Panh gié thoi gian
séng thém, thoi gian séng thém khéng bénh, ti 1é séng thém 4 ndm, 5 ndm.

Két qua: Trong thoi gian 9 ndm tir thdng 3 ndm 2003 t&i thdng 3 ndm 2012 chiing téi d& 4p dung héa tri
bé tro cho 107 truong hop ung thw phdi khéng té bao nhé véi cac phéc dé cé platinum. 94 trong sé 107
truong hop dugc dung hét 4 chu ky theo phéc dé. TI1é gidm tiéu céu 14 14.1%, rung téc 58.3%, budn nén
va nén 27.3%, ngtra 15.3 %.

Thoi gian séng thém trung binh la 36 thang, thoi gian séng thém khéng bénh trung binh la 30.4 thang. T1 16
sbng thém 4 ndm la 35.3% va 5 ndm la 18.6%.

Két luén: Héa trj bé tro véi Carboplatin phéi hop véi Gemcitabin hay Paclitaxel 1a phwong phdp didu tri c6
dé dung nap tét va kéo dai thoi gian séng thém cho nhiing trvong hep ung thu phéi khéng té bao nhé con
" khd ndng phéu thuét.

Tw khéa: Héa trj bé trg, ung thw phéi khéng té bao nhé.

ABSTRACT
ADJUVANT CHEMOTHERAPY FOR NON SMALL CELL LUNG CANCER
IN THONG NHAT HOSPITAL
Do Kim Que’

The aims of this study are evaluate the tolerance and long term results of adjuvant chemotherapy with
Gemcitabine or Paclitaxel combined carboplatin for resected NSCLC.

Material and Methods: During 9 years from March 2003 to March 2012 we treat for 107 patients who have
resectable NSCLC with Gemcitabine or Paclitaxel combined carboplatin.

Evaluable 107 pts characteristics included median age: 56.4 (38-74) years, ECOG-PS: 1-2, male/female
ratio: 2.6/1, stage lIB/IlIA is 18/54 and every patient have adequate organ functions. All of patients received
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Bénh vién Trung wong Hué

one-hour 1V infusion Gemcitabin 950 mg/m2 or Paclitaxel 60 mg/m2 weekly on day 1, 8, 15 and carboplatin

AUC 4 on day 1. every 4 week for 4 cycles.

Results: Ninety-four of hundred and seven cases received - completely regimen.

14.1% have

thrombocytopenia, alopecsive in 58.3%, nause and vomitting in 26.3% and itching in 16.3%. 4 years and 5

years survival are 33.3% and 18.1%.

~ Conclusions: Adjuvant chemotherapy with Gemcitabine or Paclitaxel combined carboplatin is effective for

resectable NSCLC.

Key words: adjuvant chemotherapy, non small cell lung cancer

I. PAT VAN PE

Ung thu phdi 1a mét trong nhiing ung thu thuong
gap nhat & ca nam 14n nii va 1a nguyén nhén gay tir
vong hang d4u trong cac bénh ung thu. Hién nay tan
sut ung thu phdi c6 khuynh hudng gia ting tai cac
nudc dang phat trién trong dé c6 Viét Nam. Theo
bao cao ciia Uy ban phong chdng ung thu qubc
gia Viét Nam ti 1& ung thu phdi & nam gi6i 1a 30,7/
100.000 dan va 6,7/ 100.000 dan & nir gidi. Theo
sd liéu ciia Globocan 2008, wéc tinh trén thé gidi
c6 khoang 1.688.000 truong hop ung thu méi phat
hién va c¢6 khoang 1.378.400 truong hop tir vong.
Tai My trong nam 2011 ¢6 226.160 truong hop ung
thu phdi mai phat hién, va trén 180.340 trudng hop
ung thu phbi da bi tir vong [1], [3].

Mic du phau thuat hién nay van la phuong phap
diéu tri chinh trong ung thu phdi, tuy nhién da sb
céc trudng hop ung thu phdi dugc phat hién & giai
doan mudn khong con chi dinh diéu tri phau thuat
triét dé. Theo Socinski tai My hon 40% cac truong
hop ung thu phdi duogc phat hién & giai doan 1V da
c6 di can xa, 40 — 70 % nhiing truong hop ung thu
phdi & giai doan 1 — 111 sau diéu tri phdu thuét v&/
ho#c xa trj tai chd XuAt hién di cén xa [19].

Céc nghién ctru gan ddy da chimg minh hoa tr
bé trg sé cai thién két qua dai han cho nhiing truong
hop ung thu phdi & giai doan da c6 di can hach.
Tuy nhién héa trj bd tro sau md cho nhiing truong
hop ung thu phdi giai doan sém van con duge ban

cai [1], [2], [7], [8]. Cac nghién ciru trong nudc vé .

ung thu phdi nguyén phat da duoc thuc hién kha
nhiéu, tuy nhién cac nghién ciru 1am sang vé hiéu
qua ctia héa tri ciing nhu cac nghién ciru vé hoa tri
bd trg trong ung thu phdi nguyén phat con it. Muc
tiéu nghién ciru ctia ching t6i nhim danh gia kha
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nang dung nap cling nhu 1oi ich cta hoa tri trong
diéu trj ung thu phdi khong phai té bao nho con kha
nang diéu tri phau thuat.

IL. POI TUQNG VA PHUONG PHAP NGHIEN
clu

2.1. Péi twong: 107 bénh nhéan ung thu phéi
khong phai té bao nho dugc héa tri bd tro tai bénh
vién Thong Nhét trong thoi gian tir thang 3/2003 toi
thang 3/2012.

Tiéu chuén chon bénh:

Ung thu phdi da c6 chén doan giai phau bénh ly.

PSECOG:1-2

Bach cau hat > 1500 /ul

Tiéu cau > 100,000 / ul

2.2. Phwong phap: Nghién ctu tién ciru mé ta
cat doc. ’

Danh gia bénh nhan trudc didu tri: (bang
theo doi)

e Danh gia thé trang bénh nhan dua theo thang
diém PS ECOG ciia Nhém nghién ciru ung thu mién
Pong (Performance Status of Eastern Corporation

Oncology Group)

o 0: Nguoi khée manh binh thuong

o I: Hoat dong binh thudng, khong thé lam viéc
géng siic.

o 2: Hoat dong binh thudong nhung can cé su
ging stic.

o 3:Tu cham soc nhung khong thé lam cac hoat
dong géng stic, can nghi ngoi trén 50% thoi gian,

o 4: Khdng thé ty cham soc vé sinh c& nhan.

o Xét nghiém sinh héa:

o Chac nang than

o Men gan
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Danh gid két qua dai han hoa tri bd trg ung thu phéi khong t&€ bao nho

o CEA. = Djng
o Xét nghiém huyét hoc: = Non 6i, tiéu chay.
o Hbng ciu *  Pau nhuc co,
o Huyét sic td *  DPau khop.
o Bach ciu hat ‘ *  Viém gan.
o Tiéu ciu. v * Suy tay
e Chén doan hinh anh hoc: o Giam liéu / ngung thubc do tac dung phuy/ suy
o X quang phéi thing, CT scan truge diéu trj va  tly/suy gan.
sau 4 chu ky e Hiéu qllé lam séng:
e Chén doan giai phiu bénh: - o Keétqua XN tumor maker.
o Noi soi phé quan, khéi u trong md. o Thoi gian C(”)'bié“ hi¢n tai phat.
* Giai doan truéc md va sau md & nhiing trudng o Thoi gian song thém.

hop c6 duge diéu tri phau thuat. ) . X N
III. KET QUA NGHIEN CUU

3.1. Tudi va giéi: C6 71 nam va 36 nir
Tudi trung binh: 56,5 (43 - 83)

o Dua trén két qua CT scan ngyc ¢ can quang,
ndi soi phe quan hoac danh gia trong mé va két qua
giai phau bénh sau mé.

o Danh gia giai doan ung thu phdi theo phén giai Bang 1: Déc diém mé hoc
doan nam 1997 cua Uy'ban chéng ung’ thL'I' Hoa Ky Diic diém gidi phéu bénh n %
(AJCC) va lién hiép chong ung thu quoc t€ (UICC). T
Phéc d&: Diing 3 — 4 chu ky, Ung thu t€ bao Ion S
Héa tri bat dau sau phiu thuat tir 3 — 6 tun. Ung thu bi€u m6 € bao vay 25 25,2
Mai chu ky dung: Ung thu biéu mé tuyén 72 67,3

* Paclitaxel 70-80mg / m? da dung hang tuan N1,

- . Béng 2: Chdn dodn giai doan ung thue phdi
N8, N15. Lap lai moi 4 tuan.

e Carboplatin 180-200 mg / m? da dung mSi 4 | Giai dogn n % '
tuan vao ngay 1. IA-1B 0 0
Hoic: I1A 7 6.5
. Gemcitabin 1000 mg / mf da diung hang tuan 1IB 26 243
N1, N8, N 15. Lap lai méi 4 tuan.
IIA 74 69.2

e Carboplatin 180-200 mg / m* da dung mdi 4
tuan vao ngay 1. 3.2. Phac dd hoa tri

Dénh gid bénh nhan sau mdi chu ky: (bang :
theo doi) '

e Cac tri¢u chiing 1am sang.

e Xét nghiém sinh hoa, huyét hoc
e Chan doan hinh anh hoc
Danh gia két qua:

e D9 dung nap thudc:
o Céc tac dyng phy:

* Rung téc.
aGemcitabin+Carboplatin @aPaclitaxel+Carboplatin

Chan an.
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Bénh vién Trung wong Hué

Cdc tic dung ngoai y:
Bang 3: Tan suat tdc dung ngoqi ¥ chung

Tdc dung ngogi y n %

‘| Giam bach céu hat do 3-4 12 11.2
Giam tiéu cdu do 3-4 10 9.4
Thiéu mau d6 3-4 14 13.1
Budn ndn, nén 21 19.6
Rung téc | 45 | 421
Ngura 14 13.1
Mét ngi 18- | 16.8

Bang 4: Tan suat tac dung ngoqi y cia nhém
dung Gemcitabine va Carboplatin

Tdc dung ngoai y n %
Giam bach cau hat d¢ 3,4 9 19.1
| Giam tiéu ciu d6 3,4 8 17.0
Thiéu mau d6 3,4 9 19.1
Budn ndn, ndn 7 14.9
Rung toc 12 25.5
Ngura 9 - 19.1
| Mét ngi 10 21.3

Bang 5: Tan sudt tdc dung ngoai y ctia nhém dimg
Paclitaxel va Carboplatin

Tdc dung ngogi y n %

Giam bach cdu hat 9 3,4 3 5.0
Giam tiéu cau d¢ 3,4 2 3.3
Thiéu mau do 3,4 5 8.3
Budn ndn, ndn 14 233
Rung toc 33 55.0
Ngira 5 8.3
Mét ngit 8 13.3

Bang 6: Két qua dai han

Thoi gian | Gem+Carbo|Pacli+Carbo| chung
song thém p " n
1 nam 44/47 52/60 96/107
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2 ndm 38/43 40/50 78/93

3 nam 30/36 30/38 60/80

4 nam - 23/30 22/28 45/62

5 nam 10/23 13/22 23/52
IV. BAN LUAN

Ung thu phdi 1a mot bénh-1y kha thuong gip,
trong thoi gian 9 ndm qua tai bénh vién chung t6i da
nhan diéu tri cho 283 truong hop ung thu phdi. Phin
I6n cac truong hop déu dugc phat hién & giai doan
muon. Trong nghién clru ctia ching t6i ¢6 tdi 70%
cac truong hop ung thu phdi & giai doan Il va I'V.

Cho t6i nay phau thuét van 14 phuong phap diéu
tri chii yéu tuy nhién déi véi nhiing truong hop ung
thu phoi & giai doan tién trién thi vai trd ctia hoa tri
tré' nén vo cung quan trong. ‘ ‘

Theo Manali Patel va cong sy [13], hoa trj bd tro
cho ung thu phdi khong té bao nhé giai doan sém
sau khi phau thuat cho két qua tdt hon. Cac phac dd
uu tién sir dung 1a Cisplatin phbi hop Vinorelbin.
Cac phac dd thay thé c6 thé 1a Cisplatin phdi hop
voi pemetrexed hodc Docetaxel hodc Gemcitabin.

Chhatwani va cong su [5] cho rang hoa tri bd
trg cho ung thu phdi khong té bao nho giai doan
11 va 111 cai thién ti 1¢ sdng thém 5 nam tir 5,3%
v6i HR 12 0,89. Tuy nhién v6i ung thu phéi & giai

- doan IB chua thay cé lgi ich r6 rang va can cé

nhﬁ'ng nghién ctu thém.

Theo Wakelee [22], Ho4 tri bd tro cho ung thu
phdi voi khdi u nguyén phat 16n hon 4 cm lam ting
ti 1¢ sbng thém 5 nam 5%. Con véi trudng hop khdi
u nhé hon 3 cm thi hoa trj bd trg khong lam giam
ti 1€ tai phat. Hoa trj bd tro cho bénh nhan trén 70
tudi khong c6 su khac biét so vai bénh nhan dudi 70
tudi. Tuy nhién véi bénh nhan trén 80 tudi thi nguy
co ciia hod tri ting rd rét va can can nhéc khi chi
dinh hoé trj bd trg.

Chiing t3i p dung 2 phac dd hoa trj cho ung thu
phdi la Paclitaxel + Carboplatin ding mdi 3 tuan
hay Gemcitabin + Carboplatin ding hang tuan.

Theo phan 16n cac nghién ciu gin déy trong
hoa tri ung thu phdi khong phai té bao nhé cho thiy u_
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Danh gia két qua dai han hoa tri bé trg ung thw phdi khéng té bao nhé

phac dd phdi hop cé platinum va mét thube chdng
ung thu thé hé méi cho ti 1€ dap (mg cao.

V& miic d6 dung nap thudc ching t6i nhén thiy
tht ca cac truong hop ciia ching t6i déu chap nhén
diéu trj t6i chu ky cudi cling theo phéc do.

Cac tac dung phu thuong gap la:

Rung toc: 33/60 truong hop sir dung Paclitaxel
co hién tugng rung téc ning. Qua thoi gian theo
ddi co tht ca céc truong hop ndy toc moc lai sau khi
chdm dut dot diéu trj 2 thang. Budn ndn va non la
nhiing tac dung phu kha thuong gap voi ti 1€ 19,6%
cac truong hop. Céac tac dung trén hé tao mau khong
dang ké, ching t6i chi gap 10 truong hop chiém 9,4%
giam tiéu cau do 3 - 4, ti 1& giam tidu cu hay gip hon
& bénh nhan sir dung phac d6 Gemcitabin phi hop
voi Carboplatin 17,3% so vai 3,3% & nhom bénh nhan
ding Paclitaxel phdi hop véi carboplatin. C6 2 truong
hop tiéu cau con 20.000 sau 2 1an diéu tri Gemcitabin
va carboplatin & chu ky ddu, tuy nhién sau khi ngung
thudc 1 tuan tidu clu tré lai binh thuong va tiép tuc
dung thude hét 4 chu ky.

14 trudng hop chiém ti 18 13,1% c6 hdng cau
giam dudi 2 triéu/mm?® phai truyén mau trong giai
doan dang hoa tri. 6 trudng hop can truyén mau sau
khi cham dut 4 chu ky hoa tri 2 thang.
~ Ngtra thuong gip & chu ky dau trong diéu trj v6i
Gemcitabin, tuy nhién sau khi dung khang histamin
thi khong gép & cac chu ky sau. Triéu ching nay it
thdy ghi nhén trong cac nghién clru trong va ngoai

nuoc khac.

Thoi gian séng'thém 3 ndm va 5 ndm trong
nghién cliu ndy ctia chung t6i lan luot 13 56,1% va
21,5%, day la két qua rat kha quan.

Chiing t6i danh gia dap timg dua trén két qua CT
scan, theo Mac Manus ( thi ti 1€ dap ung sé& chinh
xac hon va cao hon néu déanh gia dua trén PET, tuy
nhién phuong tién nay con dit tién va khong phai
trung tdm nao cling thuc hién duoc [11].

Trong nghién ctru ciia minh véi 74 bénh nhéan
Mac Manus ghi nhan ti 1€ c6 dap ung trén CT scan
la 64% so v6i PET 1a 84%. Va ti 1é khong dap ing
va bénh tién trién 12 27% trén CT scan so v&i PET
chicon 17% [11].

V. KET LUAN

Qua nghién ciru 107 truong hop héa tri bd tro
ung thu phdi véi cac thudc chdng ung thu thé hé
méi chiing toi rit ra mot s6 két luan: ‘

- Héa tri voi thube chéng ung thu thé hé méi co
dd dung nap cao. Ti 1€ phai chinh liéu hoic ngung
thudc thép.

- Ti 1é tac dung phu thdp dudi 20% va co thé
diéu chinh t6t v6i cac thude thong thudng. Phac dd
Gemcitabin phdi hop véi Carboplatin c6 tin suét bj
tac dung huyét hoc cao hon so véi phac db Paclitaxel
phdi hop vai Carboplatin.

- Thoi gian séng thém khong bénh va ti 18 séng
thém 3 nam, 5 nim la 56,1 va 21,5%.

TAILIEU THAM KHAO

C06 22 tai ligu tham khao, néu cé nhu cau xin déc gia lién hé vi tdc gic
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