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TRONG DIEU TRI UNG THU CO TU' CUNG GIAI DOAN I1B-11IB
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TOM TAT

Ca s6: xa tri &p sét suét liéu cao két hgp xa ngoai
va Cisplatin la mét chién lugc da dugc chép nhéan trong
diéu tri ung thu ¢6 ttr cung (UTCTC) giai doan Hb-Ilib.

Muc tiéu: nghién cttu tién hanh danh gia mét sé doc
tinh trén hé tao huyét ciia phac dé xa tri ap sat suét liéu
cao két hgp xa ngoai va Cisplatin cho cac bénh nhén
ung thu ¢é tir cung (UTCTC) giai doan I1b-lllb.

Bénh nhan va phuong phap: nghién ctu dua trén
céac bénh nhan ung thu ¢6 tir cung giai doan lib-lllb
dugc diéu tri tai Bénh vién K tir thang 9/2008 dén théang
9/2011 tai Bénh vién K.

Két qua: Trong téng s6 93 BN dugc thu thdp vao
nghién cuu, t1é ha bach cdu do 1 1a 30,1%, do 2 Ia
17,2%, d6 3 la 1,1%. Ti I1é ha bach c&u hat do 1 la
22,6%, d6 2 la 3,2% va do 3 la 1,1%. Khong c6 ha
bach cau va bach cau hat do 4. Ha tiéu cau 19,4% chi
c6 6 d6 1. Giam hemoglobin 87,1%, ha dé 1 la 67,7%,
d6 2 1a 18.3%. Ha bach cdu, bach cau hat, tiéu céu,
hemoglobin cé xu huéng ngay cang tang dan.

Két luan: Boc tinh trén hé tao huyét chdp nhén
dugc khi &p dung phéc dé xa tri ap séat liéu cao két hop
xa ngoai va Cisplatin trong diéu tri ung thu ¢é tir cung
giai doan llb-1lIb.

Tirkhaa: Cisplatin, ung thu c8 tir cung.

SUMMARY

Evaluate some hematologic toxicities of high dose
rate brachyradiation therapy combined external
radiation concurrent with weekly cisplatin radiation for
patients with cervical cancer stage II1B-11IB.

Backaground: high dose rate brachyradiation
therapy (HDR) combined external radiation concurrent
with weekly cisplatin is an accepted strategy in the
treatment of cervical cancer satge IIB-1lIB.

Objectives: To evaluate some hematologic
toxicites of HDR combined external radiation
concurrent with weekly cisplatin radiation for patients
with cervical cancer stage 1I1B-11IB.

Patients and methods: all eligible cervival cancer
patients stage IIB-11IB were treated at the K hospital
from 9/ 2008 to 9/2011.

Results: In total 93 patients were enrolled in the
study, leucopenia was 30.1%, 17.2%, 1.1%
corresponding with grade 1, 2, 3. Neutropenia was
22.6%, 3.2% and 1.1% corresponding with grade 1, 2,
3. No patient had arade 4 neutropenia. 19.4% patients
had thrombocytopenia, all thrombocutopenia patients
were at grade 1. Low hemoglobin rate was 87.1%, in
which, grade 1 rate was 67.7% and grade 2 rate was
18.3%. Leucopenia, neutropenia, low hemoglobin,
thrombocytopenia tended to increase gradually with
treatment time.

Conclusion: Hematologic toxicities were acceptable
in the treatment of cervical cancer stage IIB-1lIB with
HDR combined external radiation concurrent with
weekly cisplatin.

Keywords: cisplatin, cervical cancer.

DAT VAN BE

Ung thu c8 t& cung (CTC) la loai ung thu phd bién
diing hang th( 2 & nir gi6i sau ung thu va. Hang nam,
toan thé gi6i c6 khoang 510.000 trudng hop méi méac
va c6 khoang 288.000 trudng hgp tf vong vi c&n bénh
nay, trong d6 80% xay ra & cac nuéc dang phéat
trien[8].

Hoa chat Cisplatin da dudc chiing minh lam tang
hiéu qua cla tia xa[7]. Cac thit nghiém lam sang ngau
nhién pha Il da chimg minh su tang c6 y nghia théng
ké ti 1& kiém soat tai chd va fi 1& séng thém clia hoa
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chét Cisplatin két hgp véi xa ngoai va xa ap sat suét
li8u cao so v6i nhom bénh nhan dugc diéu tri bang xa
tri 4p séat suét liéu thap trong diéu tri ung thu CTC giai
doan IIB-111[2], [3], [5], [6].

Tai Bénh vién K, xa tri ap sat liéu cao bat dau dudgc
ap dung trong diéu tri ung thu CTC tir thang 9/2008,
buSc dau dem lai két qua diéu tri khd quan, thdi gian
diéu tri ngan, ty |é bién chiing mic dd ning thap. Cac
tac dung khdng mong mudn dac biét trén hé huyét hoc
khi ap dung phéc dé ph0| hcp nay tren cac bénh nhan
ung thu c& tir cung con rét it cac tac gla dé cap.

Chung t6i ti€n hanh nghién clu nay vGi muc tiéu:
béanh gla mét s6 doc tinh trén hé tao huyét clla phac dé
xa tri ap sét suét liéu cao két hop xa ngoai va Cisplatin
trong dleu tri ung thu ¢ t& cung giai doan lib-1lb.

poI TUQNG VA PHUONG PHAP NGHIEN cUU

1. Pai tugng nghién cuu

1.1. Tiéu chuan chon bénh nhén

- Nghién ciiu dua trén cac bénh nhan ung thu ¢8 ti
cung giai doan lIb-lllb dugc diéu tri bang xa tri ap sat
suét liéu cao két hop xa ngoai va Cisplatin tai Bénh
vién K tor thang 9/2008 dén thang 9/2011.

- Chan doan mé bénh hoc: Ung thu biéu mo vAy
cla cb tl cung.

- Giai doan: 1B - lIIB (FIGO-UICC 1997)

- Tudi: 20-70 tudi

- Thé trang chung con tét: Chi s6 toan trang tir 0-2
theo thang diém ECOG (Eastern Cooperative
Oncology Group), hodc chi s6 Karnofsky >60%.

- Chiic nang tuy xuong con tét: Cac dong t€ bao
mau ngoai vi trong gi6i han binh thudng (bach ciu hat
>2000/ml, tiéu cau >100.000/ml, Hb> 9g/dl).

- Chic nang gan than con tét: Bilirubine toan phan
< gi6i han trén binh thudng. SGOT, SGPT < 2,5 lan
gi6i han trén binh thudng. Creatinine < 1,5 1an gi6i han
trén binh thudng.

- Bénh nhan khéng mac cac bénh cap va man tinh
trdm trong c6 nguy co tl vong trong thdi gian gan,
khéng mac bénh ung thu nao khac ngoai bénh ung thu
CTC.

1.2. Tiéu chuan loai trir

Loai nhiing BN khéng dl céc diéu kién trén.

2. Phuong phap nghién ciu

Nghién cliu mé ta cat ngang két qua can thiép Iam
sang khoéng déi chimg.

KET QUA
1. Pdc tinh chung trén hé tao huyét
Bang 1. Su thay ddi doc tinh chung trén hé tao huyét

2.1. Trinh tunghién cuu

Panh gia thé trang bénh nhan theo thang cia
ECOG

Phan loai giai doan ung thu c8 t&f cung theo FIGO
va TNM

Céc bénh nhan thod man tiéu chudn lua chon sé
dugc dua vao diéu tri nhu sau:

* Truyén hba chét Cisplatin:

+ Cisplatin dugc truyén hang tuén, tr tudn 1 dén
tuén 5 clia tia xa ngoai. Cisplatin khéng truyén trong
ngay tia xa ap sat.

+ Liéu Cisplatin 40mg/m2/tuén.

* Xa tri tr ngodi: xa ngoadi dugc ti€n hanh sau
truyén Cisplatin 2-2,5 gid.

+ Xa tri tir ngoai st dung may gia t6c diéu tri hodc
may Cobalt 60 tia tiéu khung, st dung ky thuat hai
truong chiéu trudc — sau hozc ky thuat 4 trudng chiéu
hinh hop. Phan liéu tr 1,8 Gy -2 Gy/ngay x 5
ngay/tuan, téng liéu diéu tri tiéu khung 50Gy

* Xa tri &p sét liéu cao:

+ Nguodn phéng xa trong xa tri ap sat suat liéu cao
HDR la Ir-192

+ Mbi dgt diéu tri 8-30 phut, dat 4-6 1an, mdi tuan
mot 1an, méi phan liéu 7-8 Gy.

- Tiéu chudn danh gia doc tinh theo T8 chiic Y t&

thé gi6i 2000:

Doc finh D60 | Dol | Dol | Boll | DoV
Bachcau(x10%) | >4 [ 3-39 | 229 | 1-19 | <1
Bach cauhat (x 10| >2 [1,5-1,9 [ 1-14 0,509 <0,5

v g x 100- 80-
Huyétsact6 (g/L) |>125 249 99.9 65-79,9| <65
Tiéu cAu (x 10°) 115500' 75-149 |50-74,9 | 2549,9| <25
Gan (SGOT 40,1- | 100,1- | 200,1-
vahoac SGPT) | 40| 100 | 200 | 100 |Z8001
Than Creatinin 120,1- | 180,1- | 360,1-
mmol)  |='2°| 180 | 360 | 720 |70

Thu thap s6 liéu theo mau bénh an nghién ctu.

2.2. Phén tich, xtrly sé6 liéu

Ma héa va nhap dir liéu bang phan mém Epidata 3.1

XUt ly va phan tich s6 liéu bang phan mém SPSS 16.

S dung phuong phap théng ké y hoc thong thudng
trong x(r ly va phan tich két qua.

HGB Bach cau Bach cau hat Tiéu cau Creatinin GOT/GPT

SL % SL % SL % SL % SL % SL %
D60 12 12,9 48 51,6 68 73,1 75 80,6 92 98,9 88 94,6
Do 1 63 67,7 28 30,1 21 22,6 18 19,4 1 11 4 43
Do 2 17 18.3 16 17,2 3 32 0 0,0 0 0,0 1 11
Do 3 0 0,0 1 11 1 11 0 0,0 0 0,0 0 0,0
Do 4 1 11 0 0,0 0 0,0 0 0,0 0 0,0 0 0,0
Téng 93 100.0 93 100,0 93 100,0 93 100,0 93 100,0 93 100,0

Nhan xét: Ti 1& ha bach cau d6 1 1a 30,1%, do 2 Ia 17,2%, dd 3 1a1,1%. Tilé ha bach cau hat @6 11a 22,6%,

dé 2 1a 3,2% va do6 3 1a 1,1%. Khong c6 ha bach cau va bach cau hat d6 4. Ha tiéu cau 19,4% chi c6 & do 1.
Giam hemoglobin 87 1%, ha d6 1 1a 67,7%, d6 2 1a 18.3%. Tang men gan do 1 la 4 3%, d6 2 1a 1,1%, khong cod
tang men gan d6 3 va 4. Tang creatinin 1a 1,1% chi c6 6 6 1.
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3. Ddc tinh ha bach cau

Sau tuén 1 Sau tudn 2 Sau tuén 3 Sau tuin 4 Sau tuin 5

Biéu 1. Sy thay dbi d9 ha Bach chu theo céc lAn didu trj héa chit

Nhan xét: chil yéu 1a ha bach cau nhe (36 1 va 2)
va ¢6 xu huéng tang dan vé cac dot hoa chét cudi.
4. Doc tinh ha bach cau hat

Sutuan1 Sutuan2 Sutuan3 Sutudn4 Sutuan5

Biéu 2. Sy thay d6i d6 ha Bach ciu hat theo caclan diéu
tri héa chat

P 1 Py 2 263 D4
Xu huéng ha bach cau hat tang dan vé cac dot
diéu tri hoa chét cudi.
5. Pdc tinh ha huyét sac to

80 o

° fr — —
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Sau tuin1 Sautuian2 Sautuin3 Sautuind4 Sautr

Po 1 Do 2 P63 —
Ha huyét séc t6 cht ye'u la d6 1 va 2, mic dé ha
c6 xu huéng tang dan V& cac dot hoa chét cudi.
6. Doc tinh ha tiéu cau

o,
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Sautuin 1 Sautuin 2 Sautuin 3~ Sautuin 4  Sautuin 5

Do 1 o2 D3 Do 4

Biéu 4. Sy thay déi d9 dgc tinh huyét sic t6 theo cac lan didu tri
héa chit

Ha huyét sac t6 chl yéu la do 1 va 2, milc dé ha co
xu huéng tang dan vé cac dot hoa chét cudi.

7.Doc tinh trén gan
Bang 2. Su thay déi d6 doc tinh trén gan theo cac
I&n diéu tri

o2 o0 Dot | Bo2 |Bo3 | Do | Téng
Sauhoéachat | SL| 85 8 0 0 0 93
tan1 [ %] 914 | 86 | 0 | 0 | 0 | 100
Sauhcachd |[SL| 90 | 3 | 0 | 0 | 0 | @
twan2 [ %] 98 | 32 | 0 | 0 | 0 | 100
Sauhcachd |SL| 88 | 5 [ 0 [ 0 | 0 | @
tan3 [ % | 946 | 54 | 0 | 0 | 0 | 100
Sauhcachdl |SL| 88 | 4 | 1 | 0 | 0 | @
tand [ % | 946 | 43 [ 14 | 0 | 0 | 100
Sauhcachdl |SL| 88 | 4 | 1 | 0 | 0 | @
twan5 [ %[ 946 |43 [ 14 [ 0 | 0 | 100

Nhan xét: tdng men gan dd 1 la 4,3%, do 2 la
1,1%, khéng c6 tang men gan d6 3 va 4.

8. DBoc tinh trén than (Creatinine)

Trong 93 bénh nhan dudc diéu tri chi cé 1 trudng
hop ha tiéu cau d6 1 chiém 1,1%. khong c6 BN nao ha
d6 2,3,4.

BAN LUAN

Trong rdt nhiéu nghién cliu vé hiéu qua phac dé
hoa chét khi diéu tri mét bénh ung thu thi ngoai viéc
danh gia vé dap (ng, thdi gian séng thém, kha ning
céi thién triéu chimg, ngudi ta cling danh gia mic do
doc tinh cla hoa chat, kha nang dung nap thuéc clia
bénh nhan. Trong qua trinh diéu tri ung thu bang hoa
chét, ngoai tac dung diét t& bao ung thu, ngan can su
phat trién khoi u thi hoa chat ciing c6 mét sé tac dung
phu d%c biét 1a tac dung 1én hé tao huyét va anh hudng
t6i chiic nang gan than.

Ha bach cau va bach ciu hat

Trong t6ng s6 93 BN duoc didu tri béng xa tri ap sét
suét liu cao két hop véi xa ngoai va Clsplatln thi ti 16
BN khong bi ha bach cau la 51,6%, i 1& ha bach cau la
48,4%. Trong do, ti 1& ha bach cau do 1 1a 30,1%, d6 2
la 17,2%, d6 3 1a 1,1%. Tac gid Serkies[9] khi nghién
clu trén 112 cho thay ti 1& ha bach cau la 49% trong
d6 ha do trong d6 ha d6 1 va 2 la 44%, chi ¢6 5% ha
dé 3-4. Nhu vay, so voi két qua nghién clu cla
Serkies fi 1& ha bach cau cla chung t6i cling tuong
duong Qua biéu d6 biéu di&n mlic d6 ha bach cau qua
cac chu ky hoa chat (biéu1) cho thay xu huéng ha
bach c4u tang dan vé nhiing dot cudi. Ha bach cau hat
cling la mot trong nhimg tac dung khéng mong muén
khi diéu tri héa chat két hop vdi tia xa, trong nghién clu
cla ching téi ti 1&é bénh nhan bi ha bach ciu hat la
26,9% trong d6 ha bach cau hat d6 11a22,6%,ds 2 la
3,2% va d6 3 1a 1,1%. Khéng co6 ha bach cau va bach
cau hat do 4. Xu hudng ha bach cau hat tang dan vé
cac dot cudi (bleu 2). Qua két qua vé miic dd ha bach
c4u va bach cau hat cho thay chll yéu 1a ha d6 nhe (do
1 va 2), con ha mic dd nang thdp khoéng anh hudng
nhiéu ~deén liéu trinh diéu tri m&c du nhiing bénh nhén
nay van pha| dung thém cac thudc tang bach cau.

Ha huyet sac té

Ha huyét sac t6 cung & mét trong nhu’ng tac dung
phu hay gap trong qua trinh diéu tri hoa chat, biéu hién
trén Iam sang 1a hinh anh da xanh, niém mac nhot déi
vdi cac trudng hop thiéu mau mic d6 nang. Trong liéu
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trinh diéu tri hoa chat két hop vdi tia xa méi bénh nhan
théng thudng phai trdi qua 5 tuan diéu tri hoa chét
Cisplatin, méi dot diéu tri hoa chat bénh nhan cé thé
khéng bi ha huyét sac t& hoic bi giam & cac mic do
khac nhau tir 1 @én 4. Trong nghién cGu clia chuing toi,
ti 1& bénh nhan thiéu mau théng qua cac chi s6 huyét
séc 16 1a 87,1% trong d6 ha do 1 14 67,7%, ha do 2 1a
18,3%, chi ¢c6 1 BN (1,1%) bi ha mic dé 4. Tac gia
Ikushima [4] nghién c(iu trén 21 bénh nhan giai doan
tuong tu nhu trén cho thay ti 1& BN ha huyét s3c 6 |a
86%, ha mic dd 4 1a 4,8%. Nhiing bénh nhan thi€u
mau & mic d6 2 dudc can nhic truyén mau nhung
riéng céac trudng hop thiéu mau nang sé dugc truyén
mau trong qua trinh diéu tri. Khi nghién ctu mic dé ha
huyét sac t6 qua cac chu ky hoa tri két hop véi xa tri
ching t6i thdy xu huéng ha huyét sic t6 tang dan vé
céac chu ky cudi (biéu 3). Két qlia nay c6 thé Ia do cang
vé cac dot cudi thi kha nang tich luy liéu cang I6n, bén
canh d6 c6 thé do bénh nhan diéu tri hoa chat va tia xa
trong mét thai gian tuong déi dai nén nén anh hudng
t6i dinh dudng clia bénh nhan.. Piéu nay giai thich tai
sao cac bénh nhan cang vé cudi cac chu ky diéu tri
bénh nhan cang cé cam giac mét mdi chan an. Nhimg
ly do trén c6 thé la nhung nguyén nhan dan dén tinh
trang ha huyét sic t6 trong qué trinh diéu tri bénh nhan
ung thu.

Ha tiéu cau

Ha tiéu cau cling la mét trong cac hau qua suy tuy
xuong trong qué trinh diéu tri hoa chat két hop vdi tia
xa, nhiing trudng hdp ha tiéu cau nang co thé gay ra
xudt huyét dudi da, xuat huyét duong tiéu hoa, nang
nhat 1a xuét huyét ndo c6 kha nang gay t& vong ddi véi
bénh nhan.. Biéu tri bénh nhan trong trudng hop nay la
truyén khai tiéu cau tach may hoic truyén mau tuoi..
Tuy nhién, trong nghién ctu cla chung t6i vé mic do
ha ti€u cau ching t6i nhan thay, trong 93 bénh nhan
dudc diéu tri chi c6 18 bénh nhan (19,4%) bi ha tiéu
c4u va tat ca bénh nhan nay ha & mic dd 1, khéng c6
bénh nhan nao ha miic dé nang phai xi tri cap clu.

Dboc tinh trén gan va than

Ddc tinh trén gan va than ciing 1a mot trong cac yéu
t6 anh hudng dén liéu trinh diéu tri clia bénh nhan. Hoa
chét Cisplatin dugc sl dung trong nghién ciu chuyén
hoa chil yéu & gan va thai trir qua than do dé cé kha
nang gay doc cho cac cd quan nay. Trong nghién cliu
clia chung t6i, ting enzym gan (GOT va /hodc GPT)
chi ¢6 5 BN (5,4%) trong d6 chii yéu la ha mic dd nhe
(@6 1 va 2). Nhu vay doc tinh trén gan trong nghién
clu clia chung t6i la chdp nhan dudc. Déc tinh trén
than xuat hién trong qué trinh diéu tri (duoc danh gia
thdng qua chi s6 creatinin mau) trong nghién ctu cla
chung t6i rat hiém gap chi cé 1 trudng hop ha tiéu cau
doé 1 chiém 1,1%, khong cd trudng hgp nao ha do
2,3,4. Trong nghién cu clia tac gid Abu-Rustum [1]
nghién clu trén 65 Bn cho thay cling chi c6 mét trudng
hop tang Creatinin mau. Trong cac khuyén céo vé cac
phéac dé diéu tri hoa chéat c6 Cisplatin trong diéu tri ung
thu cho thdy doc tinh trén than cla loai hoa chat nay
dac biét 1a ddi véi liéu cao. Nhung trong nghién c(iu
clia chung 6i, déc tinh nay it gap, c6 thé 1a do liéu

40mg/m2 Cisplatin thdp, diéu tri trai déu ra cac tuan
khac nhau nén déc tinh trén than it hon.

Nhu vay, qua phéan tich cac yéu t6 doc tinh cla
phac dé xa tri 4p sat liéu cao phdi hop véi xa ngoai va
Cisplatin trong diéu tri ung thu c8 t& cung giai doan I1b-
Illb chiing t6i nhan thay ha bach cau, ha bach cau hat,
ha tiéu cdu, ha hemoglobin van 1& yé&u t& dang quan
tam, dac biét 1a xu huéng ha vé nhiing chu ky hoa chét
cudi. T d6 ching ta c6 thé chl ddng diéu tri phdi hop
cho bénh nhan dé han ché cac tac dung phu trén hé
tao huyét clia b&énh nhan.

KET LUAN

Qua nghién ctu 93 BN ung thu c8 t& cung giai
doan lIb-lllb dugdc diéu tri bang xa tri ap suat liéu cao
két hgp xa ngoai va Cisplatin: ti 1& ha bach cau do 1 1a
30,1, d6 2 14 17,2%, d6 3 1a 1,1%. Ti 1& ha bach cau
hat dé 1 1a 22,6%, d6 2 1a 3,2% va d6 3 la 1,1%.
Khong ¢ ha bach ciu va bach cau hat d6 4. Ha tiéu
céu 19,4% chi c6 & d6 1. Giam hemoglobin 87,1%, ha
dod 1 1a 67,7%, do6 2 1a 18.3%. Ha bach cau, bach cau
hat, tiu cau, hemoglobin ¢ xu huéng ngay cang tang
dan. Tang men gan d6 1 1a 4,3%, d6 2 1a 1,1%, khéng
c6 tang men gan d6 3 va 4. Tang creatinin 1a 1,1% chi
c6Gdo 1.

Daoc tinh trén hé tao huyét chap nhan dugdc khi ap
dung phac dé xa tri ap séat liéu cao két hop xa ngoai
va Cisplatin trong diéu tri ung thu c8 t(r cung giai doan
IIb-111b.
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