DANH GIA MQT SO TAC DUNG PHU KHONG MONG MUON
PHAC DO BIEU TRl HOA XA DPONG THOI UNG THU PHOI
TE BAO NHO GIAI POAN KHU TRU TAI BENH VIEN K

TOM TAT

Co s6: Ung thw phéi té bao nhé chiém 15-
20% téng sé ung thw phéi. Bénh c6 tién luong
x4u, tién trién nhanh, di cdn xa sém néu khéng
chén doan va diéu tri kip thoi. Khi bénh & giai
doan khu tru, héa xa dbng thoi la phwong phép
diéu tri chudn va da duoc 4p dung & céc nuéc
trén thé gi¢i va Viét Nam. Tuy nhién, viéc két
hop hai phuong phép diéu tri ung thw dbng thoi
la héa tri va xa tri ciing la mot van dé con lo ngai
khi ap dung trong thuwrc hanh lam sang

Muc tiéu: Pénh giad mét s6 téc dung phu
khéng mong mubn phac dé diéu tri héa xa tri
déng thoi ung thur phéi té bao nhé giai doan khu
trd tai bénh vién K.

Bénh nhéan va phwong phap nghién cuu:
Nghién ctru thir nghiém |&4m sang khéng dbi
chirng, cé theo déi doc. Tir 01/2015 dén théng
12/2020, tai Bénh vién K c6 64 bénh nhan ung
thw phéi té bao nhd giai doan khu tri duoc diéu
tri bdng héa xa tri dong thoi: bénh nhan duoc
dénh gié tac dung khéng mong muén theo tiéu
chuén CTCAE version 4.0 — WHO.

Két qua: Péc tinh cua phac db6 hbéa-xa tri
dbng thoi UTPTBN c6 thé kiém soat duorc.
Khéng c6 truong hop nao cé bién chirng nédng
khéng thé héi phuc hodc tir vong trong qua trinh
diéu tri. Hay gdp nhét la tac dung khéng mong
muén trén hé tao huyét: ha bach céu la hay gap
nhét voi ty 18 90,6%,; ha bach cau dé Il va IV
gdp 31,1%. Ha huyét séc tb gdp it hon vdi ty 1é
gap 13 29,7%, khong gap déc tinh dé 1V, dé Il
gdp 6,3%. Ha tiéu céu gdp hon véi 54,9% céc
trurong hop, trong dé dé 3 va 4 gap 7,8%. C6 2
bénh nhan c6 ha tiéu céu do IV chiém 3,1%. Tac
dung khéng mong mubn trén cac co quan: Péc
tinh trén gan, thén it gap, chi gap doé I va Il, nén,
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budn nén gédp véi ty Ié 62,5%; trong d6 nén do
Il 1a 3,1%. Ty Ié viém phéi lién quan dén diéu tri
la 48,4%; chu yéu la dé 1 chiém 39,0%. Ty Ié
viém thuc quén la 59,4%, trong dé dé | la
51,6%. Viém da gdp & 50,0% cac truong hop,
dd I la 45,3%.

Két luan: Piéu tri ung thu phéi té bao nhé giai
doan khu trt bdng héa xa tri déng thoi cé tinh
khé thi, tac dung khéng mong muén cé thé kiém
soét duoc. Hay gdp nhét Ia tac dung phu trén hé
tao huyét gay giam bach cau.

Ttr khéa: Ung thw phéi té bao nhé giai doan
khu tra, small cell lung cancer limitted stage,
concurrent chemoradiation.

SUMMARY

EVALUATE SOME COMMON TOXICITY OF
CONCURRENT  CHEMORADIATION  FOR
LIMITED-STAGE SMALL CELL LUNG CANCER
PATIENTS AT K HOSPITAL.

Background: Small cell lung cancer accounts
for 15-20% of lung cancer. Small cell lung
cancer (SCLC) is distinguished from non-small
cell lung cancer (NSCLC)

by its poor prognosis, rapid doubling time,
high growth fraction, and the early development
of  widespread  metastases. Concurrent
chemoradiation is standard treatment for limited-
stage patients and has been applied in countries
around the world and in Vietnam. Combining
chemotherapy and radiation therapy may have
some side effects to patient.

Objectives: To evaluate common toxicities of
concurrent chemoradiation for limited-stage
small cell lung cancer

Patients and Methods:

Clinical trial, no control group. From January
2015 to December 2020, we enrolled 64 limited-
stage small cell lung cancer. All patients were
treated concurrent chemoradiation — thoracic RT
60Gy — 2Gy/fraction plus Etoposide-Cisplatin x 4
cycles. We assessed toxicities using CTCAE
criteria version 4.0..

Results: The toxicity —of concururent
chemoradiation for limitted stage small cell lung
cancer is controllable. There has been no

TAP CHI Y DUQC HOQC SO 14 - THANG 2/2021

119



serious irreversible complication or death during
treatment. The most common is the undesirable
effect on the hematopoietic systems: leukopenia
is the most common with the rate of 90.6%;
leukopenia grade 3 and 4 was 31.1%. Anemia is
less common with the rate of 29.7%, no toxicity
grade 4, grade 3 is 6.3%. Thrombocytopenia is
more common with 54.9% of cases, grade 3 and
4 was 7.8%. There were 2 patients with grade 4
thrombocytopenia, accounting for 3.1%. Side-
effects on other organs: Hepatotoxicity, kidney
failure were rare, only encountered level | and Il.
Vomiting, nausea met at the rate of 62.5%; in
which vomiting grade was 3.1%. The rate of
pneumonia related to treatment was 48.4%;
mainly level 1 accounts for 39.0%. The rate of
esophagitis is 59.4%, in which the grade 1 was
51.6%. Ir-riadiaton dermatitis is found in 50.0%
of cases all of them were grade 1.

Conclusion: Concurrent chemoradiation for
limited-stage small cell lung cancer is feasible
and toxicities are manageable.

Keywords: Limited-stage small-cell Ilung
cancer, concurrent chemoradiation, thoracic RT
with chemotherapy.

DAT VAN DE

Ung thw phédi (UTP) Ia loai ung thw phd bién
va la nguyén nhan gay t& vong dirng hang dau
trong cac bénh ung thw. Theo théng ké cta T
chiec nghién ciu ung thw quéc té IARC
(GLOBOCAN 2018), wdc tinh hang nam co
khoang 1,8 triéu ca UTP m&i mac, chiém 12,9%
trong téng sbé tat ca cac bénh ung thw va chiém
gan 27% trong tbng sb ca t&r vong do ung thw
ndi chung [1],[2]. O nam gioi, UTP 13 ung thw cé
ty 1&6 méc cao nhat (1,2 triéu ca ma&i mac, chiém
16,7% trong tbng sb ung thw m&i mac & nam
gi6i), déc biét & dong Au va dong A. O ni gi6i ty
Ié mac thap hon va khac nhau & tirng vung, cao
nhat & Bic My va Bac Au.

Ung thw phdi dwoc chia 1am 2 nhém chinh 1a
ung thw phdi khéng phdi t& bao nhd
(UTPKPTBN) va ung thw phdi t& bao nhd
(UTPTBN), trong d6 UTPTBN chiém 15 - 20%
[3]. UTPTBN mang céc d&c diém khac biét so v
cac nhém con lai la bénh ly ac tinh vai tién lvgng
xau, voi sw phat trién nhanh, di cdn xa sém néu
khong dwoc chan doan va didu tri kip thoi [4].
Hoéa xa tri ddng thoi 1a phwong phap cé thé diéu
tri khdi bénh ddi véi bénh nhan ung thw phdi té
bao nhé giai doan khu tri. Phac db da duwoc ap
dung diéu ti & nhiéu nwdc nhw Nhat Ban,
Canada, My, Chau Au, ...va da chtrng minh hiéu
qua lam han ché tai phat som, tang thoi gian
sbng thém, gidm duoc lidu lwong va déc tinh cla

thudc. Tai Viét Nam, phac db hda xa tri déng thoi
UTPTBN giai doan khu tri da dwoc ap dung diéu
tri trong vai nam tr& lai day, tuy nhién chuwa cé
nghién clu ndo bao cao hiéu qua didu tri cla
phac d6. Chinh vi vay chang t6i tién hanh nghién
clPu nay vé&i véi muc tiéu: Danh gia mot sb tac
dung phu khéng mong muédn phac d6 diéu tri hda
xa tri ddng thdi ung thw phéi t& bao nhé giai doan
khu tru tai Bénh vién K.

DOI TUQNG VA PHUONG PHAP NGHIEN CUrU

1. P6i twong nghién clru

1.1. Tiéu chuén Iwa chon bénh nhan

- Chan doan xac dinh: Ung thw phdi té bao
nhd giai doan khu tri theo phan loai AJCC lan
ther 7 — 2010

- Tubi= 18

- Két qua md bénh hoc: Ung thw bidu mo té
bao nhé

- Puoc diéu tri bang phwong phap hoéa xa tri
doéng thoi

- Thé trang chung tét (PS tr 0 - 2 theo thang
didm cia WHO). Chic ndng co quan va tay
xwong trwdc didu tri trong gidi han cho phép.

- Tinh nguyén tham gia nghién ciru va c6 hd
so lwu triy day da.

T 01/2015 dén thang 12/2020 chung t6i lva
chon dwoc 64 bénh nhan du tiéu chun nghién
clru.

1.2.Tiéu chuén loai trer

Loai nhitng bénh nhan khéng du diéu kién
trén.

2. Phuong phap nghién ctru

Th&r nghiém lam sang khéng déi ching, theo
doi doc.

- Cac budc tién hanh

Buwdc 1: Lya chon danh gia bénh nhan theo
dung céc tiéu chuén lya chon.

Budc 2: Diéu tri héa xa tri déng thdi

Hoéa-xa tri dong thoi: Xa tri dwoc tién hanh
ddng thdi cung véi hoa tri va tiép tuc diéu tri du
lidu & céac chu ki tiép theo cla phac db.

Xa tri: Bat dau ngay tir chu ki dau cua héa tri
va tiép tuc xa tri dén khi dd lidu. Téng lidu xa la
60 Gy, phan liéu 2 Gy/ngay, 5 ngay/1 tun.

Hoa tri: Phac dd Etoposide — Cisplatin (EP)
[5].

+ Cisplatin 75 mg/m2 da, truyén TM (1 gi®)
ngay 1.

+ Etoposide 100 mg/m2 da, truyén TM (2 gid’)
ngay 1-3.

Chu ki 3 tudn x 4 chu ki. 2 chu ki dau tién sé
tién hanh cung voi xa tri.
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So d6 diéu tri

Chu ki 1

Ngdy |1 2 3 4 5 6 7|1 2

Cisplatin

Etoposide

Xa tri
Chu ki 2

Ngdy |1 2 3 4 5 6 7|1 2

Cisplatin

Etoposide
Xa tri
Chuki 3

Ngay |1 2 3 4 5 6

Cisplatin

Etoposide

Xa tri

Chu ki 4

Nggdy |1 2 3 4 5 6 7|1 2

Cisplatin

Etoposide

Xa tri

Buwéc 3: Danh gia mot sb tac dung khong
mong muén phac db theo tiéu chudn CTCAE
version 4.0 — WHO. Thoi diém danh gia: méi 3
tudn trwdc cac chu ki diéu tri hoa tri.

Xt ly s6 liéu

- Nhap sb liéu, lam sach, ma hoa sb liéu:
dung phan mém SPSS 16.0

- Phuwong phap théng ké duwoc st dung bao
goém:

Théng ké mé ta: Trung binh, d6 léch chuan.

So sanh trung binh: Test ANOVA (p< 0,05).
So sanh ty 1é: Test Chi square (p<0,05).

KET QUA

Chung t6i thu thap dwoc 64 bénh nhan dua
tiéu chuan nghién ctru. Két qua thu dwoc nhw
sau:

2. M6t sé tac dung khéng mong muén

1. M6t sé6 dic diém nhém bénh nhan

nghién ctru
Bang 1. Mot sb dac diém nhém bénh nhan
nghién clru
Dacdiém | Sdbénhnhan(n) | Ty & (%)
Tudi trung binh la 58,1 + 8,5. Min 24, max 76
Gidi
Nam 61 95,3
N 3 4,7
Toan trang
ECOG =0 36 56,3
ECOG =1 28 43,7
Nhan xét:

Tudi trung binh |4 58,1 + 8,5. Tudi cao nhat 1a
76 va thap nhét la 24 tudi. Nam gidi chiém ty lé
cht yéu (95,3%) v&i 61/64 bénh nhan.

Chi s6 toan trang ECOG = 0 chiém ty & cao
nhét 53,3%.

Bang 2. Tac dung khéng mong muén trén hé huyét hoc

Doc tinh Moi do Dol Do ll Do lll bo IV
n % n % n % n % n %
Ha bach cau 58 90,6 22 34,4 16 25,0 12 18,6 8 12,5
Ha tiéu cau 35 54,9 16 25,0 14 21,9 3 4.7 2 3,1
Ha huyét sac to 19 29,7 10 15,6 5 7,8 4 6,3 0 0
Nhan xét:

Dac tinh huyét hoc ha bach cau 1a hay gap nhat véi ty 1& 90,6%; ha bach cau do Ill va IV gap

31,1%.

Ha huyét sac t6 gap it hon vai ty 16 gép 1a 29,7%, khong gép doc tinh d6 IV. D6 Il gép 6,3%.
Ha tiéu cau gap hon v&i 54,9% cac treong hop, trong d6 d6 3 va 4 gap 7,8%. C6 2 bénh nhan co

ha tiéu cau dd IV chiém 3,1%.

TAP CHI Y DUQC HQC SO 14 - THANG 2/2021

121



Bang 3. Tac dung khéng mong muén trén gan, than

Doc tinh Moi d6 Dol Dol Do lll bo IV
n % n % n % n % n %
Tang men gan 6 9,4 5 7,8 1 1,6 0 0 0 0
Tang ure 1 1,6 0 0 0 0 0 0 0 0
Tang creatinine 1 1,6 0 0 0 0 0 0 0 0

Nhan xét: Boc tinh 1én gan than la it gap, tang men gan 9,4%, tang ure 1,6% va tang creatinine

1,6%.
Bang 4. Tac dung khéng mong mubn ngoai hé huyét hoc
Doc tinh Moi d6 Do | Dol Dol Do IV
n % n % n % n % n %
N6n, buon nén 39 62,5 36 56,2 6 9,4 2 3,1 0 0
Chan an 33 51,6 33 51,6 0 0 0 0 0 0
Than kinh ngoai vi 6 9,4 5 7,8 1 1,6 0 0 0 0

Nhan xét: Non, buon nén gap va&i ty 1€ 62,5%; trong do n6n do6 Ill la 3,1%. Chan an gap 51,6%,
chi gap & d6 I. Té bi hay tac dung phu than kinh ngoai vi chi gap 6 trwdng hop chiém 9,4%. Chi gap

dolvall.

Bang 5. Tac dung khéng mong mubn xa tri 1dng nguwc

Doc tinh Moi d6 Do | Dol Do lll Do IV
n % n % n % n % n %
Viém da 32 50,0 29 45,3 3 4.7 0 0 0 0
Viém thuc quan 38 59,4 33 51,6 5 7,8 0 0 0 0
Viém phoi 31 48,4 25 39,0 6 9,4 0 0 0 0
Nhan xét: bénh nhan cé ha tiéu cau d6 IV chiém 3,1%.

Ty l& viém phéi lién quan dén diéu tri 1a
48,4%:; chu yéu la do 1 chiém 39,0%

Ty 1é viém thwe quan la 59,4%, trong d6 do |
la 51,6%.

Viém da gap & 50,0% cac trwdng hop, do | la
45,3%.

BAN LUAN

Mot sé diac diém chung nhém bénh nhan
nghién ctru

Theo két qua nghién ctru cla ching toi tubi
thap nhat 1a 24 tudi va cao nhéat 1a 76 tudi, tudi
trung binh 58,1 + 8,5. Nam gi6i chiém ty |& cha
yéu (95,3%) v&i 61/64 bénh nhan. Chi sb toan
trang ECOG = 0 chiém ty 1& cao nhat 53,3%..
Két qua nghién clu nay cta chang t6i cling
twong tw v&i két qua nghién clru clia cac tac gia
trong va ngoai nuéc khac [6], [7]

Tac dung khong mong muén cua phac do

Tac dung phu clia phwong phap héa xa tri
két hop déu chdp nhan dwoc. Poc tinh huyét
hoc ha bach cau & hay gdp nhat voi ty 1é
90,6%. Ha huyét séc t6 gap it hon v&i ty 1é gap
la 29,7%, khong gap doc tinh do IV. Do Il gap
6,3%. Ha tiéu cau gap hon voi 54,9% céac
trwdng hop, trong d6 d6 3 va 4 gap 7,8%. C6 2

Trong s6 cac doc tinh nang do Il va IV, hay gap
nhat |a doc tinh 1én dong bach ciu. ha bach cau
do Il va IV gap 31,1% cac trwdng hop. Bay la
nguyén nhan cé thé khién bénh nhan gap bién
chirng, dac biét la viém ph0| Chinh vi vay, khi
bénh nhan xuét hién ha bach ciu can theo ddi
sat trén 1am sang, khi ha bach cdu mdc dd nang
(@0 11, 1V), viéc diéu tri khang sinh dw phong la
rat quan trong.

Khi diéu tri héa xa tri dong thoi, b|en chirng
viém phdi la bién ching _nguy hiém, néu khong
phat hién kip thdi cé thé anh hwéng dén tinh
mang bénh nhan, d&c biét trén nén bénh nhan u
phdi thé trung tam, kha nang théng khi kém
hon. Két qua nghién clru cia chung t6i cho
thay, Ty 1& viem phdi lien quan dén diéu tri la
48,4%; chd yéu la d6 1 chiém 39,0%. Két qua
nghién ctvu nay ctia chung toi cé ty 1& viém phéi
dd 2 thdp hon ddi chit so véi nghién clru cla
V& Van Xuan (2009) [8]. Diéu nay co thé giai
thich do trong nghién clru ctia chang téi, lidu xa
tri 1a thAp hon cla tac gia 60Gy so véi 70Gy.
Hon nira quan niém vé xa tri dw phong hach
trung that ciing thay déi trong nhitng ndm qua.
M6t déc tinh khac hay gap hon viém phéi 1a
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viém niém mac thwc quan. Trong nghién clru
cla chung t6i ty 1&é viém thwc quan la 59,4%,
trong d6 @ | la 51,6%. Tuy nhién, ddc tinh chi
gap & mwc do |, Il, khdng gap bénh nhan nao &
doc tinh do Il va IV.

Nghién cru cGa chung téi cho thdy, cac tac
dung phu ngoai huyét hoc khac nhw nén, budn
noén gap va&i ty 1€ 62,5%; trong dé nén dg il la
3,1%. Chan an gap 51,6%, chi gap & do I. bay
la cac tac dung phu phd bién va cé lién quan
dén héa tri s& dung trong phac dé hoa tri c6
cisplatin. Ty & nay cling gap twong tw v&i cac
phac dé héa tri hay hoéa xa tri déng thoi véi ung
thw phdi néi chung. Mét tac dung phu khac niva
ciing lién quan dén hoa tri cé cisplatin 1a t& bi
hay tac dung phu than kinh ngoai vi, nghién ctu
clia chung t6i chi gép 6 trwong hop chiém 9,4%.
Chigapddlvall.

Cac tac dung phu khéng mong muén khac
nhw xo phdi, gidm phan sb tbng mau thét
trai,...hay cac tac dung phu cla xa ndo dw
phong. Cac doc tinh nay déu la cac doc tinh kéo
dai, tuy nhién trong nghién ctru nay gap vo&i ty 1é
rat thip va tat cad déu & mirc dd nhe, chua co
triéu chirng. Can theo ddi dai hon dé dwa ra ty
& chinh xac nhat vé cac doc tinh mudn cla
phéac do.

KET LUAN

Nghién ctu trén 64 bénh nhan ung thuw phbi
té bao nhé giai doan khu tri dwoc diéu tri hoa-
xa tri déng thoi tai Bénh vién K trong khoang
thoi gian twr thang 01/2015 - 06/2020, chung to6i
rat ra mot sb két luan sau day:

Poc tinh cta phac d6 héa-xa tri dong thoi
UTPTBN c6 thé kiém soat dwoc.Khong co
trung hop ndo cé bién chirng ning khong thé
hdi phuc hodc tlr vong trong quaé trinh diéu tri.

Hay gap nhét la tac dung khéng mong muén
trén hé tao huyét: ha bach cau 1a hay gap nhét
voi ty 1& 90,6%; ha bach cau do Ill va IV gap
31,1%. Ha huyét sic tb gap it hon vai ty 1& gép
la 29,7%, khéng gap doéc tinh d6 IV, d6 Il gap
6,3%. Ha tiéu cau gap hon vé&i 54,9% céac
trwdng hop, trong d6 dd 3 va 4 gap 7,8%. Co 2
bénh nhan cé ha tiéu cau do IV chiém 3,1%.

Tac dung khéng mong mubn trén cac co
quan: Dgc tinh trén gan, than it gap, chi gap do |
va Il. Non, budn nén gap voi ty 1é 62,5%; trong
d6 nén do Il 1a 3,1%.

Ty 1& viém phdi lien quan dén diéu tri 1a
48,4%; chu yéu la d6 1 chiém 39,0%. Ty lé
viéem thyc quan la 59,4%, trong dé do | la
51,6%. Viém da gap & 50,0% cac trwong hop,
ds | 1a 45,3%.
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