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BUGC PAU BIEU TRI UNG THU PHOI TE BAO NHO GIAI POAN LAN TRAN
BANG CISPLATIN + IRINOTECAN TAI KHOA PHOI BV CHG RAY

TOM TAT

Lé Thuong Vii', Trdn Van Ngoc*

Co s6:_Etoposide + cisplatien dugc coi la phdc do chudn diéu tri ung thu phoi té bao nhé (UTPTBN)
giai doan lan tran. Vai tro ciia irinotecan doi vdi loai un thu & giai daon nay dang dugc nghién ciiu.

Muc tiéu:_Nghién citu tinh khd thi, hiéu qud va an toan ciia phdc do irinotecan + cisplatin trén cdc
bénh nhdn ung thu phdi hkéng té bao nhé giai doan lan tran

Phuong phdp va doi tugng:_Tai mot khoa Phdi, BV da khoa tuyén cudi; 2 bénh nhan ung thu phoi té
bao nhé giai doan lan tran da dugc diéu tri budc ddu bing cisplatine + irinotecan. Phdc do sit dung
cisplatine 60mg/m2 N1 va irinotecan 60mg/m2 N1, N8 trong chu ky 21 ngay cho tdi 6 chu ky.

Két qud: Ddp iing hoan toan theo WHO trong 1 truong hop. Khong tdc dung phu nghiém trong.

Két lugn:_Phdc dé khd thi, an toan, hiéu qud cao vi vdy nhiéu hita hen cho ung thu phdi té bao nhé va

cdn dugc nghién ciiu thém.

ABSTRACT

PRELIMINARY RESULTS OF TREATING EXTENSIVE STAGE SMALL CELL LUNG CANCER BY
CISPLATIN + IRINOTECAN AT THE PULMONARY MEDICINE DEPARTMENT, CHO RAY HOSPITAL

Le Thuong Vu, Tran Van Ngoc * Y Hoc TP. Ho Chi Minh * Vol. 11 — Supplement of No 1 - 2007: 173 — 177

Background:_Etoposide + cisplatin was considered as standard regimen of chemotherapy for extensive stage
small cell lung cancer, but recently the role of irinotecan+ cisplatin is evaluating in this context.
Objective: _To study the feasibility, the safety and the effect of this regimen in Vietnamese extensive

stage small cell lung cancer patients.

Material and Method:_At a Pulmonary Department of a tertiary multi-specialty hospital, 2 advanced
stage small cell lung cancer patients were treated first line by chemotherapy with cisplatine + irinotecan.
The regimen was cisplatine 60mg/m2 D1 va irinotecan 60mg/m2 D1, DS in a 21 day cycle until 6 cycles.

Results: Complete response was noticed with the first case. No severe adverse reaction noted.
Conclusion:_This regimen is feasible, safe and with high efficacy, so it is promising for the treatment of
extensive small cell lung cancer and needed to be evaluated further.

PAT VAN PE

Chi€m 20% cic ung thu phdi theo WHO*'?,
ung thu phdi t€ bao nhd chi chi€m ty 1& tu® 3-
8,5%"1*1*19 tai mién Nam Viét Nam. Héa tri ¢6
vai tro dic biét quan trong trong ung thu phdi t&
bao nhé vi kéo dai dudc song con®. Ngdai phic db
chuén st dung cisplatin + etoposide®'?, céc phéc
dé héa tri mdi nhu cisplatine + irinotecan®”,
carboplatine + irinotecan"”, topotecan®... ludn
dugc dic biét quan tAm trong niém hy vong cai
thién hon nira tién lugng cla cdc bénh nhan ung
thu phdi khong t€ bao nhd. So sinh cisplatine +

* Bd mon Noi — Pai hoc Y Dugc TP. H5 Chi Minh

Noi Téng Quat

irinotecan va etoposide + cisplatine trén ung thu
phdi t€ bao nhd giai doan lan tran, Noda® bido
cdo mot két qua hét sic phan khéi véi viéc phéic
dd héa tri méi 1am gia ting sdng con cb ¥y nghia
thong ké. K&t qua nay khong dudc tdi lip trong
nghién cttu ciia Hanna®*'", dit ra mot gid thuyét
vé 4nh huéng clia ching tdc (vi du ngudi Nhat
hoic A dong)®'" trén hiéu qua diéu tri. Céc bdo
c4o tai Viét Nam truSc nay khong dé cip viéc sir
dung irinotecan héa tri cho ung thu phdi t€ bao
nhé"*'>!9 Chiing t6i bdo cdo kinh nghiém budc
ddu st dung thanh cong phdc db cisplatine +
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irinotecan trén 2 trudng hgp lam sang ung thu
phdi khong t&€ bao nhd giai doan lan tran.

PHUONG PHAP NGHIEN CcUU

Can thiép, tién cttu, mg thyc hién trén 2 bénh
nhin ung thu phdi t€ bao nhé giai doan lan tran
chua tirng dudc diéu tri héa chat dugc theo doi va
diéu tri tir 1/2006 dén 12/2006.

TAt cd bénh nhian duge chin dodn xdc dinh
biang hinh 4nh hoc gdi ¥ va k&t qud gidi phiu
bénh xdc nhan ung thu phdi t€ bao nhd. Ung thu
phdi t&€ bao nhd dudc goi 1a lan tran khi sang
thuong u khong khu trd trong 10ng nguc trong mot
trudng xa tri (ddnh gid mitc do lan rong u bang X
quang nguc, CT scan nguc va so ndo, ndi soi ph&
quan, siéu 4m bung, xa hinh xudng). Ciac bénh
nhin dugc gidi thich rd vé tic dung phu, hiéu qua,
phi t8n ciing nhu phdc d6 tri liéu. TAt cd bénh
nhin déu ty nguyén tham gia nghién ciu.

Hoéa tri dugc chong chi dinh & cdc bénh nhan
trén 80 tudi va/hoic KPS < 50% hay PS cia
WHO > 2. Héa tri con chdng chi dinh trén céc
bénh nhan suy gan, suy thdn, suy ho hap tién
trién, nhiém tring chua kiém séat, cé thai.

Phdc d6 diéu trj:>>>o!"7
N1 va irinotecan 60mg/m2 ngay 1, ngay 8 v§i chu
ky 21 ngay. Irinotecan ngay 8 s€ dudc hdan lai 1
tudn néu BC trung tinh < 1500, hoic TC < 100
000 hodc bénh nhin con ti€u chdy. Hoa tri N1 sé&
dugc doi lai 1 tudn néu bach cau < 4000/mm3;
neutrophil < 2000/mm3; TC < 100 000mm3. Liéu
héa tri irinotecan sé& dugc gidm di 10mg/m2 néu
c6 ddc tinh huyét hoc do 4 (tiét lap bach ciu cé

cisplatine 60mg/m?2

sot, gidm ti€u cAu can phai truyén ti€u ciu) hoic
tiéu chdy do 2 hodc 3. Héa tri sé dugc ngung lai
trén bénh nhén tiéu chay do 4.

Hoéa tri dugc thuc hién ndi trd, trong mdt khu
cdch ly riéng. Giita cdc 1an vo thudc trong cling
mot dgt héa tri, cdc bénh nhan cé thé duge diéu
tri ngoai trd. Trong qué trinh diéu tri, cdc bénh
nhin dugc khdm va ddnh gid tru6c mdi 1an hod tri
bao gbém: téng trang chung, tinh trang nhiém
trung, tinh trang cdc bi€n chitng néu c6, cdng thitc
méau, chdc nidng gan thian (tinh clearance
creatinine theo Crockoft), X quang phdi. Ho4 tri
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sé& dugc ngung lai néu c6 bing ching bénh ti€n
trién ro rang. Luong gid k&t qua diu tri dugc thuc
hién sau mdi 3 chu ky véi CT scan 16ng nguc
va/hoic CT so, siéu 4m bung. Cdc thay ddi sau
hod tri dugc luong gid theo WHO">V: dép ing
hoan toan, d4p ng mot phan, bénh khong ddi/on
dinh va tié€n trién. Sau mdi 1an lugng gid, bénh
nhin s& dugc xem xét lai hiéu qua diéu tri va
quyé&t dinh hod tri ti€p hay thay ddi phuong thiic
diéu tri phu thudc vao bénh canh cu thé. Sau mdi
1an ho4 tri, bénh nhin dudc theo doi st cong thifc
méu N15. K&t qui CTM dudc bao cho béc si diéu
tri va ty két qud ma bénh nhan dudc chi dinh
theo doi sit nhiét do tai nha hay nhap vién trong
trudng hop c6 tiét lap bach cau kém sdt hay gidm
ti€u cAu nghiém trong. Chiing tdi khong st dung
thudc GM-CSF thudng quy cho cdc trudng hop
gidm bach cau sau hod tri khong kém s6t ma
thong thudng cé kha ning ty hdi phuc. Theo doi
va phan do ning céc tic dung phu theo WHO™'?,
KET QUA

Chung t6i trinh bay 2 bénh nhan dudi day.
Truong hgp 1

Vi thi Tr. Nit 63 tudi. Khong hit thudc.
Karnofsky PS 80. Bénh canh 1dm sang ho, kho
thd kém thAm nhiém phdi phai dudc tuyén trudc
diéu tri thtt lao khong gidm. X quang phdi xep
hoan toan ph6°i phéi (T3). Noi soi c¢6 khdi sui bit
gin hoan tdan ph€ quin gdc phdi, két qua sinh
thi€t phat hién carcinome phé€ quin t&€ bao nhd.
CT scanner hach ron phdi va trung that cling bén
(N2). Xa hinh xuong di cdn xuong suGn 8 cung
sau T (M1). Khéi diu diéu tri thdng 1/2006 dé&n
7/2006 gdm dl 6 chu ky. Thang 2/2006 bénh nhan
khac ra mot madu mdé mat dd chic va X quang
nghi nhian mat hinh 4nh xep phdi. Pdnh gid sau
héa tri bing CT scanner nguc, bung va so nio; xa
hinh xuodng, ndi soi ph€ quan sinh thi€t: ddp dng
hoan toan. Ba thidng sau nging hdéa tri, PET
scanner khong tdi phdt. Bénh nhén tir chdi xa tri
16ng nguc ti€p dién ciing nhu xa tri ndo dy phong.
Tac dung phuy: tiéu chdy nhe (d6 1), gidam bach
cdu dd 2, 6i nhe (dd 1).

Chuyén Pé Noi Khoa
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Truong hgp 2

Tran thi Ch. Nit 66 tudi. Khong hit thudc.
Karnofsky PS 70. Bénh cénh 1dm sang ho, dau
nguc phai ving ddy nguc khdang lién sudn 4-8 tir
dudng ndch sau dén dudng trung don phdi. X quang
phdi, CT scanner nguc: u phdi phai trén 3cm (T2),
tran dich mang phdi phai, hach rén phdi va trung
that cing bén (N2). Noi soi ph€ quén va sinh thiét
khong gitp chdn dodn xdc dinh. Sinh thiét xuyén
nguc: carcinome ph& quin t&€ bao nhd. Xa hinh
xuong di cdn cdc xuong suon 6,7, 8 tudng Ung vi tri
dau trén 1am sang (M1). Khéi dau diéu tri thing
9/2006 dén 12/2006 gdm 3 chu ky. Lam sing hét
hoan tdoan ho va dau nguc. X quang phdi mat toan
bd hinh 4nh u va tran dich mang phdi phai. Tic
dung phu: gidm bach ciu d6 2, gidm ti€u cau do 1,
61 do 2.
BAN LUAN
Dén s6 nghién cifu

Hai bénh nhin nghién cttu déu la nit, khong
hiit thudc 14, thang hoat dong Karnofsky tuong
ting WHO 0-1, tudi khong trén 70, khong c6 di
cin ndo va so lugng thuong ton di cin xa it (bénh
nhan 1 13 mdt thuong t6n di cin duy nhat trén
Xuong sudn, bénh nhian 2 1a di cin nhiéu xuong
sudn). Vay, c6 thé néi hai bénh nhan chiing tdi c6
nhiéu yé&u t& tién lugng tot tir dau .

Tinh kha thi

Trong cung khdang thoi gian nghién ciu,
chiing t6i ¢6 4 bénh nhan ung thu phdi t& bao nhd.
C4 4 bénh nhan déu khong c6 chdng chi dinh clia
héa tri st dung irinotecan. Hai bénh nhén con lai
dugc chon lya carboplatine + etoposide vi cé nhu
cAu diéu tri theo bdo hiém y t&. Hai bénh nhan
nay viéc lya chon ty do hon do khong c6 khé khian
vé tai chinh. C6 thé néi, van dé tai chinh da gidi
han mot phan viéc lwa chon bénh nhin nghia 1a
tinh kh3 thi ctia phdc dd.
Tinh hi¢u qua

V& ddp iing khdch quan, bénh nhan 1 (VTT) di
thdi gian d€ danh gid c6 dap ting hoan toan dudc
chitng minh, bénh nhéan 2 (TTC) dap tng lam sang
cyc t6t va cdi thién ngoan muc trén X quang du

Noi Téng Quat
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déan két qua chung cudc tot. Hién tai lugng gid 1am
sang 1a bénh déap ting hoan tdoan nhung chua c6 cin
1am sang cudi dgt dé chiing minh. V&i 2 bénh nhan
ddp ting cuc t6t, k&t qua nay c6 vé tot hon ty 1& dap
ting thong thudng trén ung thu phdi khong t&€ bao
nhé giai doan lan tran 12 67%, nhung s6 liéu con
qué it d& dua dén két luan. Pdp iing chii quan rat tot
véGi sy giam ho, giam khoé thd, gidm dau va ngung
st dung thudc gidm dau. Ca hai bn déu cho riing
chat lugng cudc séng dugc cdi thién, tuy nhién
khong phan dinh dugc do hod tri hodc do diéu tri
nang dd tich cuc kem theo do khong c6 nhém
ching. Thoi gian séng thém cia UTPTBN la 1,5
thang ting lén 8-9 thang vdi hoda tri, 2 bénh nhan
nay chua c¢6 bénh nhan nao tf vong nén chua két
luan dudc gi vé séng con.

K&t qué nay tuy tdt nhung con so khéi va rat
khé so sidnh véi nhitng nghi€én ctu trong nudc
trudc day. Ching tdi tiing bdo cdo 3 trudng hgp
ung thu phdi t& bao nhé giai doan lan tran diéu tri
bing etoposide c6 két quid xidu hon nhung 3
trudng hop nay cé nhiéu yé&u td tién lugng xau
hon hin. Trong thdi gian nghién ctu, hai bénh
nhian UTPTBN giai doan lan tran dugc diéu tri
bing carboplatine + etoposide, ciing c6 dap dng
ngoan muc (bénh nhian nit C, KPS 80% dip tng
hoan toan trén 1dm sang va X quang phdi sau 5
chu ky; bénh nhan nam B, KPS 70% dap ting mdt
phin sau 3 chu ky); chiing td chua c6 sy khac biét
thuc su nao dugc ghi nhin gitta irinotecan va
etoposide. Vii vin Vil bdo cdo da s6 cdc bénh
nhén héa tri tai TTUB TP HS Chi Minh 12 héa tri
cho K phdi t& bao nhd, nhung khong cé trudng
hdp nao dugc dung irinotecan (thi di€ém nay
thudc chua duge cung cAp trén thi trudng).

Céc nghién citu pha III trén thé gidi ciing cho
nhitng k&t qui khong ddng nhat. Noda’ thyc hién
nghién cttu dudi sy bdo trg ctia cong ty dugc, trén
hon 160 bénh nhin & hai cdnh, nhung liéu
cisplatin lai khdc biét gitta hai cdnh (thdp hon &
nhém irinotecan) din dén viéc bi nhiéu chi trich.
Hanna®%'"
phan b8 ngiu nhién, véi sd lugng bénh nhan 16n
hon 350 bénh nhan, trén ngudi da tring, liéu
cisplatin cia hai nhém tudng duong (60mg/m?2)

mdéi ddy bdo cdo mdt nghién ciu
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khong thay khdc biét ¢6 ¥ nghia thdng ké vé song
con. Can cédc nghién cttu 16n hon véi ¢d miu bao
gdm nhiéu ching toc d€ cé thé di d&n két luan
cudi ciing v& ciu hdi ndy.
Tinh an toan

Pa sd céc tic dung phu déu dung nap dudc.
Giam bach ciu dd 2: 2/9 chu ky; do 3/4: khong.
Gidm ti€u cdu mitc 1: 1/9 chu ky. Oi mitc 1-2 (1an
Iugt bénh nhan 1 va bénh nhan 2) tuong tng viéc
diing liéu cisplatin khong cao. Tiéu chdy nhe (do
1) 1/9 chu ky. Khéng c6 tic dung phu do 3-4.
Theo y viin ty 1€ bién chiing ning do 3-4 1a gidm
BC da nhan trung tinh 36%, gidm BC c6 st 4%,
thi€u mau 5%, giam tiu cau 4%, 6i mia 12% va
tiéu chdy 21%"". Cdc tic dung phu huyét hoc
ciing nhu tiéu héa it xay ra c6 thé vi 2 bénh nhan
nghién citu c6 thé trang tt va nhiéu yé&u to tién
lugng tot chit khong khing dinh ty 1€ tai bi€n thap
G nhém nghién ciu.
Gidi han cia nghién ciu

S& Iugng bénh nhan con qua thap. Khdng phan
bé ngiu nhién d€ so sinh 2 nhém cisplatine +
irinotecan va carboplatine + etoposide. Thdi gian
theo ddi chua dai nén chua dua ra dugc trung vi thdi
gian séng thém, thdi gian dén tién trién bénh.

KET LUAN

Ung thu phdi t&€ bao nhd giai doan lan tran 1a
mot bénh 1y c6 tién Iugng xau nhung tir khi c6 héa tri
thdi gian séng con da dugc kéo dai dang ké. Hai
bénh nhin cha ching i dip Gng rit ot véi
irinotecan cho thdy phic d6 héa tri st dung
irinotecan 12 hiéu qué, kha thi, an tdan va vi vay rat
hita hen. Ngoai etoposide st dung chung véi mudi
platinum dugc coi 1a tri liéu chudn cho héa tri, cic
bénh nhan con c6 thé hudng 10i tir mdt thudc hoa tri
mdi irinotecan tuy khong dem lai sy cai thién c6 y
nghia vé thdi gian sdng con nhung c6 kiéu tic dung
phu khéc khién c6 thé gitp lua chon phit hop cho
ting bénh nhan. Chinh vi vy, irinotecan st dung
cho UTPTBN c6 thé 13 muc tiéu cho nhitng dé tai
nghién ciu ti€p theo. Cudi cling, héa tri chua phai 1a
mot tri liéu khong didc hiéu, khong gitp chita lanh
cho ung thu t€ bao nhd giai doan lan tran; vi vay c6
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1& s& cin bd sung hay thay thé& bing nhitng tri liéu
tuong lai hi€u qua va an toan hon.
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