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TAC DUNG KHONG MONG MUON PHAC PO ETOPOSIDE-CISPLATIN
TREN BENH NHAN UNG THU PHOI THAN KINH NOI TIET
TE BAO LON GIAI POAN MUON

TOM TAT

Muc tiéu: banh gia mot s6 tac dung khdng mong
mubn cla diéu tri phac do Cisplatin-etoposide bénh
nhan ung thu ph0| than kinh noi tiét t€ bao I8n giai
doan tai phat, di can tai Bénh Vién K tir thang 1/2018
dén 10/2021 Phuong phap nghlen clru: nghién
clru md ta cit ngang h0| cru trén 33 bénh nhan ung
thu phéi than kinh ndi tiét t& bao 16n giai doan tai
phét, di cdn dudc diéu tri hda chat budc mot phac do
Cisplatin — Etoposide tai Bénh Vién K tir thang 1/2018
dén 10/2021. Két qua: Doc tinh trén hé huyét hoc
thudng gap la ha bach cdu va ha bach cau hat, trong
d6 chu yéu d 1-2. Cac doc tinh clia phac do hay gdp
nhat la ha bach cau vdi ty 1&é 72,7% tat ca cac muc do,
trong dé do 3-4 gip 33 3%, ha bach cau hat do I1I, IV
chiém 30,3%. Ha huyét sic t5 gip & 51 5°/o benh
nhan vdi ty 1€ d6 3-4 chi gap 15,1%. Ha tiéu ciu do 3-
4 chi gap 15, 1%. Ty Ié gap doc tinh do 3-4 ngoai hé
tao huyét trong nghién clu cta ching t6i thap. Suy
than do 3-4 gdp 3 trudng hgp, va khong kéo dai. Non,
buén non thudng gap. Ghi nhan 2 truGng hgp cd doc
tinh than kinh do 3. Nguyén nhan gién doan dieu tri
hay gap nhdt la ha bach cau hat, gap ty & 66,7%. Cac
nguyen nhan khac it gap hon nhu non nh|eu viém
ph0| tang men gan, tang creatinine. K&t Iuan Phac
do Cisplatin- etoposide diéu tri bénh nhan ung thu
ph0| than kinh ndi tiét té€ bao 16n giai doan tai phat di
can thu’dng gép ha bach cau, ha bach cau hat vdi ty 1&
do 3-4 trén 30%.

Tir khéa: Ung thu phdi than kinh ndi tiét t& bao
I8n, cisplatin, etoposide

SUMMARY

TOXICITIES OF CISPLATIN PLUS
ETOPOSIDE CHEMOTHERAPY FOR THE
TREATMENT OF ADVANCED PULMONARY
LARGE CELL NEUROENDOCRINE CARCINOMA

Objective: Evaluating several adverse events of
cisplatin plus etoposide chemotherapy for the
treatment for recurrent/ metastatic pulmonary large
cells neuroendocrine carcinoma patients ith at Vietnam
National Cancer Hospital from 1/2018 to 10/2021.
Patients and Methods: A retrospective study of 33
patients diagnosed of recurrent/ metastatic pulmonary
large cells neuroendocrine carcinoma were treated
with first-line cisplatin plus etoposide chemotherapy at
Vietnam National Cancer Hospital from 1/2018 to
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10/2021. Results: Common toxicities on hematology
were leukopenia and neutropenia, mostly grades 1
and 2. Rates all grades of leukopenia and neutropenia
were 72.7% and 78.7%, respectively. Indeed, rates of
grades 3-4 leukopenia and neutropenia were 33.3%
and 30.3%, respectively. All grades of anemia
accounted for 51/5%, including 15.1% of grades 3-4.
Thrombopenia was reported in 15.1% for grades 3
and 4. Toxicities on non-hematology were rarely
observed in case of grades 3 and 4. There were 3
cases of grades 3-4 kidney toxicity, and no persistence
of elevated creatinine. There were 2 patients
presented with grade 3 peripheral neurotoxicity. The
most common causes lead to treatment interuption
was leukopenia, accounted for 66.7%. Other causes
were vomiting, pneumotitis, elevated liver enzymes
and creatinine. Conclusion: Cisplatin plus etoposide
chemotherapy for recurrent/metastatic stages in large
cell neuroendocrine lung carcinoma had a higher risk
of leukopenia and netropenia with a rate of over 30%.

Keywords: Pulmonary large cell neuroendocrine,
cisplatin, etoposide.

I. DAT VAN PE

Ung thu phéi than kinh ndi tiét t&€ bao 16n 1a
moét nhém bénh hi€m gdp trong sé cac bénh ly
ac tinh tai phdi. Bénh chi€ém khoang 15% trong
s& cac u than kinh ndi tiét bi€u hién tai phdi va
3% trong tong s8 cac khdi u ac tinh tai phdi [1].
Theo Travis va cong su, ung thu than kinh noi
tiét t& bao 16n ctia phdi la bénh ly cé déc diém té
bao khéi u cd d0 ac tinh cao va kém biét hoa, té€
bao u co dic diém hinh thai khac véi ung thu
phdi t&€ bao nhd, song van gilt cac dac diém cla
t€ bao than kinh ndi tiét [2]. Bénh dugc x€ép vao
nhom bénh ly cta té bao than kinh ndi tiét cd do
ac tinh cao cung vdi ung thu t& bao nhd tai phdi.
Bénh co tién lugng xau vdi ti 1€ sGng thém 5 nam
theo giai doan lan lugt la: giai doan I (33%-
62%), giai doan II (18%-75%), giai doan III
(8%—45%), va 0% giai doan IV [3].

Theo khuyén cdo, ung thu than kinh ndi tiét
t& bao 16n cta phéi giai doan mudn nén dudc
diéu tri gibng nhu' ung thu phdi t&€ bao nho bai vi
ca hai loai déu la ung thu than kinh ndi tiét do ac
tinh cao. Trong khi mot s6 nghién cttu cho thay ti
|6 dap Ung vGi phac do la 50-80%, mot sO
nghién ctu khac lai cho thdy bénh it dap Ung vai
phac do etoposide- cisplatin [4]. Theo Yamazaki
va cong su’ phac do Etoposide — Cisplatin cho ti
Ié dap Ung tuong tu trén nhom bénh nhan ung
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thu phéi t&€ bao nhd vdi kha ndng dung nap tot
[5]. Phac d6 da dugc ap dung diéu tri & nhiéu
nudc trén thé gidi cling nhu tai Viét Nam. Tuy
nhién cho dén nay chua cd nhiéu bdo cao nao vé
két qua diéu tri ciia phac d6 ddi véi ung thu phoi
than kinh noi tiét giai doan mudn. Chinh vi vay
ching t6i tién hanh dé tai nay v8i muc tiéu:
Panh gid tac dung khéng mong mudn cua diéu
tri phac do Cisplatin-etoposide bénh nhan ung
thur phdi than kinh ndi tiét té bao Idn giai doan
tai phat, di can tai Bénh Vién K tu thang 1/2018
dén 10/2021.

II. DOl TUQONG VA PHUONG PHAP NGHIEN CU'U

POi tugng nghién ciru. Gom 33 bénh nhan
dugc chan doan xac dinh ung thu phéi than kinh
noi tiét t€ bao I6n giai doan 1V, dugdc diéu tri hda
chat budc mot phac d6 etoposide - cisplatin, tai
bénh vién K tir 1/2018 dén 10/2021.

Tiéu chudn lua chon bénh nhén

- Bé&nh nhan dugc chdn doan xac dinh ung
thu phdi than kinh ndi tiét t€ bao I6n bang két
gua mo bénh hoc theo phan loai WHO 2016.

- Pugc chan doan bénh giai doan tai phat
hodc di can theo AJCC 2017

- Bénh nhan dugc diéu tri it nhat 3 chu ky
Etoposide- cisplatin.

- Cac t6n thudng cé thé danh gid dudc bang
xét nghiém CPBHA: MRI, CT.

- Bénh nhan chua diéu tri hoad chat truéc doé
cho giai doan muon.

- Khong k& gi6i. Tui > 18 tudi, chi s6 PS = 0, 1

- Chlc nang gan than, tay xudng trong gidi
han cho phép diéu tri: Bach cau (BC) = 4 (G/I);
ti€u cau (TC) = 100 (G/I); HST = 100 (g/I); AST,
ALT < 2 [an giGi han binh thudng; bilirubin toan
phan < 1,5 [an gigi han binh thuGng; creatinin <
1,5 lan gidi han binh thugng

- Bénh nhan co6 ho sd luu trlt day du

Tiéu chuan loai trur:

- Cac trudng hgp chéng chi dinh véi thudc
nhu suy gan, suy than hodc di ing véi cac thanh
phan cuta thudc.

- Bé&nh nhén cd di cdn ndo chua dugc kiém
soat &n dinh

- Bénh nhan mac ung thu thi hai

- Bénh nhan tir chdi hgp tac hoac khong theo
doi dugc

Phuong phap nghién ciru: Nghién ciru mo
ta cat ngang hoi cliu, bénh nhan dudc ghi nhan
thdng tin dic diém 14m sang, can 1am sang, két
qua diéu tri, thGi gian song bénh khong tién
trién, thdi gian séng thém toan bd va tac dung
khéng mong mudn clia phac do.

C& mau: ¢ mAau thuan tién, nghién clru trén
33 BN du tiéu chuan vao dé tai.

Phac do diéu tri: Cisplatin 80mg/m? da, tinh
mach ngay 1; Etoposide 100mg/m? da, tinh
mach ngay 1-3; Chu ky 3 tuan

Phuang phap xur ly va phan tich so liéu.
S6 liéu dugc nhap va phan tich bdng phan mém
SPSS 22.0

Théng ké md ta: trung binh, d6 1éch chuan.

Udc Iugng thdi gian song thém theo Kaplan-Meier.

Pao dirc nghién clru. Tat ca BN trong
nghién cltu déu hoan toan tu nguyén tham gia.
Nghién clru chi nham muc dich néng cao chat
lugng diéu tri, khéng nham muc dich nao khac.
Nhitng BN c6 du tiéu chudn lua chon s& dudc
giai thich day dq, ro rang vé cac lua chon diéu tri
ti€p theo, vé qui trinh diéu tri, cac uu, nhugc
diém cla tirng phudng phap diéu tri, cac rui ro
6 thé xay ra.

Tat cad cac thong tin chi tiét vé tinh trang
bénh tat, cac thong tin cd nhan cla ngudi bénh
dugc bao mat thong qua viéc ma hod cac so liéu
trén may vi tinh.

Ill. KET QUA NGHIEN cU'U

Qua thdi gian nghién clru tor 1/2018 dén
10/2021, chdng toi ti€n hanh trén 33 bénh nhan
dugc chan doan xac dinh ung thu phdi than kinh
noi ti€t t€ bao I6n giai doan 1V, dugc diéu tri
bang phac do etoposide-cisplatin, tai Bénh vién K.

3.1. Tac dung khong mong muon trén hé
tao huyét

Bang 3.1. Tac dung khéng mong muén

trén hé tao huyét
- Tat ca cac do Do 3-4
Poc tinh n % n %
Huyét sac t6 17 51,5 5 [15,1
Bach cau 24 72,7 11 | 33,3
Bach cau hat 26 78,7 10 [30,3
Tiéu cau 17 51,5 5 15,1

Nhan xét: Trong nghién clru clia ching toi,
doc tinh trén hé huyét hoc thudng gdp la ha
bach cau va ha bach cau hat, trong d6 cha yéu
d0 1-2. Cac doc tinh clia phac do hay gap nhat la
ha bach cau véi ty 1€ 72,7% tat ca cac muc do,
trong d6 do 3-4 gap 33,3%. Ha huyét sac t6 gap
8 51,5% bénh nhan véi ty 1é d0 3-4 chi gap
15,1%. Ha bach cau hat do III, IV chiém 30,3%.
Ha tiéu cau trong nghién cltu cta ching toi gip
51,5%, trong do6 do 3-4 chi gap 15,1%.

3.2. Tac dung khong mong mudn ngoai
hé tao huyét

Bang 3.2. Tac dung khéng mong muén
trén gan than
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- Tatcacacdo | Po 3-4
Boc tinh n % n %
Tang men gan 7 21,2 0 0
Tang creatinine 11 33,3 3191

Nhan xét: Ty |é gdp doc tinh do 3-4 ngoai
hé tao huyét trong nghién clru clia ching toi
thap. Trong nghién clfu clia ching toi, cac tac
dung phu lén gan, than it gdp, chd yéu do I va
II. Khong ghi nhan trudng hgp tdng men gan do
3-4. Suy than d6 3-4 gap 3 trudng hdp, va
khong kéo dai.

Bang 3.2. Tac dung khéng mong muén khac

- Tatcacacdo| Do 3-4

Boc tinh n % n %
Tiéu chay 10 30,312 61
NOn, buén non 24 72,7 | 3] 91
Than kinh ngoaivi| 16 484 | 2| 61
Phan (rng truyén 3 91 | 0 0

Nhén xét: Chu yéu gdp cac trudng hop nén,
budn noén, trong dé da phan do I, II. Ghi nhan 2
trudng hgp cd doc tinh than kinh do 3. Phan (ng
truyén it gap.

3.3. Ly do giam liéu va gian doan diéu tri

Bang 3.3. Ly do giam liéu va gian doan
diéu tri

Gian doan Giam liéu
diéu tri diéu tri

S6 BN[Ty 1é % S6 BN| Ty 1é %
Ha BCH 22 66,7 1 3,03
No6n nhiéu 1 3,03 0 0,0
Viém phoi 1 3,03 0 0,0
Doc tinh gan 1 3,03 0 0,0
Doc tinh than| 1 3,03 1 3,03
Tong 33 100 0 0,0

Nhén xét: Trong 33 bénh nhan, nguyén
nhan hay gap nhat la ha bach cau hat, gap ty Ié
66,7%. Cac nguyén nhan khac lam gian doan
qué trinh diéu tri 1a nén nhiéu, viém phdi, ting
men gan, tang creatinine.

IV. BAN LUAN

4.1. Tac dung khong mong muén trén hé
tao huyét. Trong nghién clfu cla ching t6i, doc
tinh trén hé huyét hoc thudng gap la ha bach
cau va ha bach cau hat, trong dé chu yéu do 1-
2. Cac doc tinh cla phac do hay gap nhat la ha
bach cau véi ty 1& 72,7% tat ca cac mic do,
trong d6 d6 3-4 gap 33,3%. Ha huyét sac t6 gap
6 51,5% bénh nhan véi ty 1€ do 3-4 chi gap
15,1%. Ha bach cau hat do III, IV chiém 30,3%.
Ha tiéu ciu trong nghién ciu cta ching tdi gap
51,5%, trong d6 d6 3-4 chi gap 15,1%. Ty Ié
nay cao han so vdi nghién clfu cla Le Treut vdi
ty 18 ha bach ciu 1a 59%, thiéu mau va ha tiéu
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cau lan lugt la 71% va 32% [6]. So sanh vGi nhém
bénh nhan dugc diéu tri bang phac do cisplatin-
etoposide co ty |é ha bach cau do 3-4 cao han véi
ty I€ 1a 55% va ty Ié thi€u mau d6 3-4 la 16% so
vGi bénh nhan dudc diéu tri bang phac do cisplatin
— etoposide la 33,3% va 15,1% [7].

Nghién clu cla tac gia D. V. Skarlos so sanh
gilta hai phadc d6 etoposide/cisplatin va
etoposide/carboplatin trén ung thu phdi t€ bao
nhd, ty 1€ doc tinh trén huyét hoc phac do
cisplatin cao hon carboplatin. Ty € thi€u mau
phac d6 chla cisplatin la 59%, khong gap do 3-
4. Boc tinh ha bach cau gap 40%, trong do6 dé 3
gdp 12% va db 4 gdp 10%. Pdc tinh ha tiéu cau
gap 36%, trong d6 6% ha do 4. Tac gia ciling ghi
nhan c6 33% cd nhiém trung trong qua trinh
diéu tri [8].

MOt phan tich tir Projet Data Sphere cua tac
gid Shiyu Jiang ndm 2021 so sanh gilra phac do
etoposide két hgp cisplatin hodc carboplatin trén
ung thu phéi t&€ bao nhé giai doan mudn. Nghién
clra cho thay ty Ié gdp doc tinh do 1-2 & 90,6%
truéng hgp diéu tri phac d6 chira cisplatin, trong
khi cé dén 65,1% trudng hgp gap doc tinh do 3-
4. Ty |é gap lai cac doc tinh trong qua trinh diéu
tri la 26,5% trudng hdp. Trong nghién clu, ty 1€
thudng gap cac tac dung khong mong muén do
1-2 la non (35,8%), ha bach cau hat (27,9%) va
ha tiéu cau (12,1%), trong khi phac d6 chira
carboplatin c6 nguy cc gdp cac doc tinh hé tao
hueyets nhu thi€u mau, ha ti€u ciu, nhiém
trung. BGi véi doc tinh do 3-4, nhdm phac do
cisplatin thudng gdp d6 la ha bach cau hat
(31,9%), nhiém trung (10,3%) va giam diém
toan trang (9,1%) [9].

4.2. Tac dung khong mong mudn ngoai
hé tao huyét. Tac gia D. V. Skarlos ghi nhan
non, budn noén hay gap nhat trong cac dbc tinh
ngoai hé tao huyét (gan 80%), trong do doé 3 chi
gap 1,4% trudng hdp. Rung tdc ciing la doc tinh
thudng gap, chiém 59%, ti€p dén la doc tinh trén
than kinh ngoai vi chi€ém 38%, va dbc tinh trén
than, gap 26% trudng hgp. Phan (ng truyén it
gap 10,9% trudng hogp, tuy nhién cd ghi nhan
2,7% c6 phan Ung d6 3 [a]. Phan tich tUr Projet
Data Sphere cua tac gia Shiyu Jiang nam 2021
cho thay phac d6 etoposide-cisplatin gap non do
1-2 la 35,8%, va do 3-4 la 3,8% [b]. Nghién ctru
cla Le Treut cho thay cac doc tinh ngoai hé tao
huyét nhu nén (46%), mét mdi (37%), rung tdc
(29%), budn ndn (22%), doc tinh than (22%). Va
tac gia Treut cling ghi nhan cac doc tinh ngoai hé
tao huyét do 3-4 bao gobm non (7%), rung toc
(2%), doc tinh than (5%), budn non (2%).
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Ty |é gap doc tinh d6 3-4 ngoai hé tao huyét
trong nghién clu cla ching t6i thap. Trong
nghién clftu cta chidng t6i, cac tac dung phu Ién
gan, than it gap, chu yéu do I va II. Khong ghi
nhan truéng hgp tdng men gan do 3-4. Suy than
dé 3-4 gdp 3 trudng hdp, va khoéng kéo dai.
Ngoai ra, cht yéu gép cac trudng hgp ndn, budn
non, trong dé da phan d6 I, II. Ghi nhan 2
truGng hop cd doc tinh than kinh do 3. Phan (ng
truyén it gap.

Vé gian doan diéu tri do dbc tinh phac do,
nguyén nhan hay gdp nhat la ha bach cau hat,
gap ty lé 66,7%. Cac nguyén nhan khac lam gian
doan qua trinh diéu tri 1a nén nhiéu, viém phdi,
tdng men gan, tdng creatinine. Chi gdp 2 trudng
hgp can diéu chinh liéu do gdp doc tinh do 3 dé
la ha hach ciu c6 sét va suy than. Téng hop tir
cac nghién clu khac vé phac do6 Cisplatin-
Etoposide, tac dung phu dang ngai nhat cla
phac do nay la ha bach cau. Tuy nhién cac
nghién clu cling dua ra két luan rang doc tinh
clia phéac d6 nay la ¢ thé ch&p nhén dugc.

V. KET LUAN

- Boc tinh trén hé huyét hoc thudng gap la ha
bach cau (72,7%) va ha bach cau hat (78,7%),
trong d6 chd yéu do 1-2. Ha bach cau do 3-4 gap
33,3%. Ha bach cau hat do III, IV chiém 30,3%.

- Ty |é gap doc tinh do0 3-4 ngoai hé tao
huyét trong nghién cttu cla chung toi thap, da
phan chi yéu do I va II.
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DANH GIA KET QUA CUA VIEC SU DUNG PHU'ONG PHAP
HUT AP LU’C AM TRONG PIEU TRI LOET MAN TINH

TOM TAT

Nghién ciru nay nham danh gia két qua cua viéc sir
dung phuong phap hat ap luc am trong diéu tri loét
man tinh. Nghién clu dugc thuc hién trén 11 bénh
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nhan dugc chan doan loét man tinh, diéu tri bing
phudng phap ap luc am tai Bénh vién Bach Mai tu
thang 01 nam 2021 dén thang 12 ndm. Phudng phap
nghién clru: mo ta cét ngang tién cdru. K& qua nhém
tudi 17-60 chiém ti Ié cao nhat 54,5%. Tubi trung binh
cla doi tugng nghién cru 1a 57,6 + 14,8 tudi. Loai loét
dai thdo dudng va loét gout chiém ti Ié cao déu la
27,3%. Thai gian hat VAC trung binh la 6,7 £ 2,5
ngay. Pa s6 bénh nhan sau khi hit VAC dugc thuc
hién ghép da moéng vdi ti 1€ 36,3%. Két qua diéu tri
phau thuat sau hat VAC la 90,9% thanh cong. Thdi
gian nam vién trung binh la 26,7 + 9,0 ngay. Két luan:
phuang phap hat ap luc am (VAC) diéu tri ho trg rat
hiéu qua 6 loét man tinh gilup gidm thgi gidam kich

229



