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cd suy dinh duGng [4], [6], [7], két qua déu tuong
tu nhu nghién clu ctia chung t6i, ty 1€ suy dinh
trén nhdm bénh tim badm sinh cd tim cao hon so
vGi nhdm khong tim.

4.2.3. Lién quan giira ty Ié suy dinh
dudng vdi tién sur san khoa. Két qua nghién
clfu mai lién quan giira ty 1€ suy dinh duGng vdi
tién st san khoa cho thay, trong 82 tré sinh du
thang c6 41 bénh nhi ¢ suy dinh duGng (chi€m
50%) ty |é nay trong 23 bénh nhi sinh thiéu
thang la 69,6%, Su khac biét khong co y nghia
thong ké véi p = 0,055.

Két qua nghién cltu cho thay ty 1€ suy dinh
duBng & nhom tré cé can nang khi sinh I6n han
2500gr la 39,6% va nhdom cé can nang nhé han
2500 gr la 93,1%, su khac biét cé y nghia thong
ké véi p = 0,021.

Theo Poan Qubc Hung [3], két qua nghién
cltu cho thay tré mac bénh tim bam sinh ¢ can
nang khi sinh thap han 2500gr nguy cd suy dinh
duGng cao han 3,04 lan so vdi nhdm tré can
nang khi sinh > 2500gr (p<0,05).

Két qua nghién cltu cla ching téi hoan toan
phu hgp vGi két qua nghién cru cla cac tac gia
khac trong va ngoai nudc. TU két qua nay cho
thdy, yéu t6 can nang luc sinh cho thay cong tac
phong chdng suy dinh duGng can tich cuc ngay
tr viéc tang cudng nhan thdc cla cac ba me tir
thdi ky mang thai, can di kham dinh ky va b&
sung dinh dudng hgp ly.

V. KET LUAN

K&t qua nghién clu cho thay tinh trang suy
dinh du8ng cua tré cé lién quan dén can nang
khi sinh va phan loai bénh tim bam sinh, su khac
biét cé y nghia théng ké véi p < 0,05
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49 tugi, ty 1& nif 53,7%, nam 46,3%. Ty Ié dap (ng:
4,9% dap Lrng toan by, 68,3% dap ng mot phan,
14 6% bénh on dinh, benh tién trién 12, 2%. Trung vi
thdl gian song thém khong bénh tién trlen 19,9 thang
(6,2-33,6 thang). Tac dung khéng mong mudn: Tiéu
chay 73,2% (2,4% d6 3), Tang men gan 41,5% (2,4%
d6 3). Mét moi 19,5%, dau bung 34,1%, bubn ndn
46,3%, ha bach cau 2,4%, thi€u mau 7,3% chu yéu &
d6 1, khong cd trudng hgp ndo do 3,4.
7w khod: Ceritinib trong ung thur phéi khong té
bao nhd giai doan IV cé dot bién gen ALK

SUMMARY
TO EVALUATE THE TREATMENT OUTCOMES
FOR PATIENTS WITH STAGE IV NON SMALL
CELL LUNG CANCER WITH CERITINIB AT
VIET NAM NATIONAL CANCER HOSPITAL
Objectives: To evaluate the treatment outcomes
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for patients with non small cell lung cancer stage IV
with ceritinib and some adverse events the drug.
Patients and method: A retrospective combined
prospective study. The patient diagnosed non small
cell lung cancer stage IV at Vietnam National Cancer
Hospital, from January 2018 to May 2022 treat with
ceritinib. Results: 41 patients median age at
diagnosis was 49, 53.7% female, 46.3% male. The
response rate: 4.9% complete response, 68.3% partial
response disease, 14.6% stable disease, 12.2%
progression disease. Median progression free survival
was 19.9 months (6.2 months-33.6 months). To the
adverse events of ceritinib: Diarrhea 73.2% (2.4% at
grade 3). Increased ALT, AST were 41.5% (2.4%
grade 3). Fatigue 19.5%, abdominal pain 34.1%,
nausea 46.3%, neutrophils 2.4%, anemia 7.3% mainly
at grade 1, no one had grade 3, 4.

Keyword: ceritinib in stage IV non small cell lung
cancer with ALK-rearranged

I. DAT VAN DE

Ung thu phdi la loai ung thu phé bién nhéat
trén thé gidi, theo Globocan 2020 cé khoang hon
2 triéu ca mdi mac, chiém 11,4% cac loai ung
thu ndi chung, la bénh ung thu cb ty 1&é mac
dung dau ¢ nam gigi va dung tho 2 & ca hai
gldl1 Tai V|et Nam ung thu phdi x&p hang thir 2
vé s6 ca mac méi va la mét trong nhu’ng nguyén
nhéan t&r vong hang dau & ca hai gidit. Bénh phat
hién chu yéu & giai doan mudn diéu tri hoa tri cd
ty I&é dap Ung thap va nhiéu doc tinh. Trong
nhitng ndm gan day cung véi su phat trién cia y
hoc phan tl, rat nhiéu cac dot bién gen trong
ung thu phdi dugc phat hién md ra cac hudng
diéu tri mdi hiéu qua va giam dugc cac tac dung
khéng mong mudn. Ty Ié dot bién gen ALK
chiém khodng 3-7% trén bénh nhan ung thu
phdi khéng t& bao nhd!2. Trén thé gidi cac thudc
nham dich ALK nhu Ceritinib, d& chi'ng minh
dugc hiéu qua diéu tri cao hon va it tdc dung
phu haon khi so sanh véi héa tri liéu dugc chiing
minh qua nhiéu nghién clu nhu ASCEND-3,
ASCEND-434, Tai Viét Nam hién nay cac thudc
diéu tri tac dong Ién dich ALK tUr da dugc chap
thudn dé diéu tri cho cac bénh nhan ung thu
phdi khdng t& bao nho co ddt bién gen ALK. P3
cd cac nghién cldu danh gid hiéu qua cla cac
thudc khang ALK nay trén cac bénh nhéan, tuy
nhién tai bénh vién K chua cd nghién clu nao
danh gid hiéu qua cua Ceritinib trong cac bénh
nhan ung thu phdi khéng té bao nhé giai doan
IV. Vi vay chdng t6i ti€n hanh nghién cdu Véi
muc tiéu: danh gid két qua diéu tri va mot so' tac
dung khéng mong mudn cua Ceritinib trén bénh
nhéan ung thu phéi khdéng t€ bao nhd giai doan
1V co dot bién gen ALK.

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1. D6i tugng nghién ciru. 41 bénh nhan
UTPKTBN giai doan IV cé dot bién gen ALK dugc
diéu tri bang Ceritinib tai bénh vién K tur 1/2018
dén 5/2022.

2.1.1. Tiéu chuan lva chon bénh nhan

- Bénh nhan dugc chan dodn ung thu phdi
khong té bao nho giai doan 1V.

- C6 dot bién gen ALK: thuc hién trén mau
m6 hodc mau mau, mau dich (mang phéi, mang
tim, & bung.. ) bang cac ky thuat héa m6 mién
d!ch FISH, giai trinh tu gen.

- Tui > 18, PS=0-3

- Chirc nang gan, than, huyét hoc trong gidi
han cho phép diéu tri Ceritinib.

- Bénh nhan hodc ngudi dai dién dong y tham
gia diéu tri va cho phép st dung cac dir liéu ca
nhan phuc vu cho nghién ctu.

2.1.2. Tiéu chuan loai trir

- Bénh nhan khong c6 dot bién gen ALK.

- Bénh nhan suy gan, suy than hodc cac bénh ly
nang khac khong co kha nang diéu tri Ceritinib.

- Bénh nhan bd dd diéu tri hodc khéng dong y
tham gia nghién ctiu

2.2. Phuong phap nghién ciru

Phuong phap nghién clru: mo ta hoi clru két
hgp tién clu

C3 mau: mau thuan tién, du kién 40 bénh nhan.

. KET QUA NGHIEN CUU

3.1. Mét so dic diém 1am sang

3.1.1. Dic diém tuéi

Bang 1: Pdc diém nhom tuéi bénh nhin
nghién ciru

Nhom tudi | SO bénh nhan Ty I1é %
<60 28 68,3
60-69 10 24,4
=70 3 7,3

Nhan xét:

- Tu6i trung binh trong nghién c(ru 1a 49 tudi

- Nhém tudi thudng gdp nhat dudi 60 tudi,
chiém ti 1& 68,3%, nhom tudi 60-69 chiém
24,4%, nhom tuGi trén 70 tudi chiém 7,3%.

3.1.2. Bic diém gidi

Bang 2: Pac diém vé gidi trong nghién ciu

Gigi S0 bénh nhan Ty lé %
Nam 19 46,3
NT 22 53,7

Nhan xét: Nt gi6i chiém ty |1&é nhiéu han vdi
53,7%, nam gidi chi€ém 46,3%
3.1.3. Cac triéu chirng 1am sang
Bang 3: Cac triéu chung lIdm sang
Triéu chirng S0 bénh nhan | Ty lé %
Ho khan 17 41,5
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Ho mau 9 22,0
Pau tirc nguc 24 58,5
Kho thg 12 29,3
Khan tiéng 1 2,4

Phu a0 khoac 0 0
Hach thugng don 12 29,3
Gay sut 8 19,5

Nhan xét: Triéu ching hay gap nhat: 58,8%
dau ti'c nguc, 41,5% ho khan. Kho tha, hach
thugng don déu co ty 1€ 29,3%. Ho mau, gay sut
can, khan tiéng lan lugt la 22%, 19,5%, 2,4%.

3.2 Két qua diéu tri

3.2.1 Ty Ié dap ung

Ty lé dap &ng

146 l

B dap rng toan bo
= dap ¢ng mét phan
bénh 6n dinh

B bénh tién trién

Biéu dé 1: Ty Ié dip tng
Nhan xét: Ty |é dap ing hoan toan la 4,9%,
dap (ng mot phan la 68,3%, bénh 8n dinh la
14,6%, bénh tién trién 12,2%.
3.2.2 Thoi gian séng thém khoéng bénh
tién trién

Survival Function

Cum Survival

Biéu do 2: Thoi gian séng thém khéng bénh
tién trién

Nhan xét: Trung vi thdi gian s6ng thém khong

bénh tién trién 19,9 thang (6,2 thang-33,6 thang).

Survival Functions

Cum Survival

Biéu dé 3: Thoi gian séng thém khéng bénh
tién trién theo tinh trang di can ndo
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Nhadn xét: Trung vi thgi gian s6ng thém
khdng bénh tién trién & nhdm khdng di can ndo
27,8 thang so véi cd di can ndo 11,9 thang
(P=0,069).

3.3. Tac dung khong mong muén

Bang 4: Tac dung khéng mong muén

Tac dung phu Po1-2 | Po3-4
n % n| %
Mét moi 8 195/ 0 0
Pau bung 14| 34,1] O 0
Tiéu chay 29 | 70,8] 1| 24
Tao bon 3 73| 0 0
Buon non 19| 46,3] O 0
Ha hong cau 3 73| 0 0
Ha bach cau trung tinh| 1 24| 0 0
Ha tiéu cau 0 0 0] O
Tang GOT 16 | 39,1 1| 24
Tang GPT 16 | 39,1 1| 24

Nhidn xét: Tac dung khong mong mudn hay
gap: tiéu chay 73,2%, co 2,4% do 3. Tang AST,
ALT 41,5%, c6 2,4% do6 3. Cac tac dung phu khac:
budn non, dau bung, mét mai, tao bon, thi€u mau,
ha bach cau trung tinh cd ty Ié [an lugt 46,3%,
34,1%, 19,5%, 7,3%, 7,3%, 2,4% déu ghi nhan &
d6 1, 2 ,khong cd trudng hgp nao do 3, 4.

IV. BAN LUAN

4.1. Mot s6 dic diém 1am sang

< Tudi, nhém tudi va ty 1& gidi: Tudi
trung binh trong nghién clftu cla ching toi la 49,
nhdm tudi chu yéu dudi 60 tudi véi ty 1& 68,3%,
nir chiém ty Ié 53,7%, nam chiém ty € 46,3%.
Trong nghién c(fu ctia Soria vs CS tudi trung binh
la 55 tudi, nhom dudi 65 tudi chiém 78%, ty I&
nir 54%, nam chiém ty Ié 46%, nghién clu cla
Kim va CS d6 tudi trung binh 55 tudi, ty 1& nit
55%, ty I€ nam 47%. Nghién clftu cta Nishio va
CS tudi trung binh 56 tudi, nhdm tudi thudng
gdp dudi 65 tudi chiém ty 1& 75,8%, ty 1& nir
59,7%, ty |€ nam 40,3%3*. Nhu vay cd su tuong
dong vé ty |é gidi trong nghién clfu clia chung toi
va cdc tac gia nudc ngoai.

% Cac triéu chirng lam sang: Trong
nghién clu cla chdng toi triéu chirng hay gap
nhat: 58,8% dau tuc nguc, 41,5% ho khan. Khd
tha, hach thugng don déu cé ty 1€ 29,3%. Ho
mau, gay sut can, khan tiéng lan lugt la 22%,
19,5%, 2,4%. Nghién clitu Han Thi Thanh Binh
triéu chiing thudng gdp: ho khan va ho c6 dém
78,6%, ho mau 20,2%, dau nguc 54,8%, gay
sut can 73,8%. Két qua nghién clru cling phu
hop vdi cac nghién clru khac nhan xét vé triéu
chiing 1dm sang trong bénh ung thu phéi °.

3.3 Két qua diéu tri



TAP CHi Y HOC VIET NAM TAP 518 - THANG 9 - SO 1 - 2022

% Ty lé dap rng. Két qua theo biéu do 1
trong nghién ctu: ty Ié dap Ung hoan toan la
4,9%, dap ing mét phan 68,3%, bénh 6n dinh
14,6%, bénh tién trién 12,2%. Trong nghién clru
cta Nishio ty 1€ dap ¢'ng hoan toan 1,6%, dap
(’ng mét phan 66,1%, bénh &n dinh 21,8%,
bénh tién trién 4%. K& qua nghién clu cua
chiing t6i tuong dong vé ty |1é dap i’ng mot phan
véi tac gid Nishio nhung ty 1€ bénh tién trién cao
hon va bénh 6n dinh thap han, c6 thé ly gidi do
¢d mau bénh nhan nghién cltu ciia ching t6i nhé
hon cla tac gia*.

% Thgi gian song thém khong bénh tién
trién. Trong nghién cfu cla ching toi két qua
theo bi€u dd 2 trung vi thdi gian s6ng thém
khdng bénh tién trién la 19,9 thang (6,2 thang-
33,6 thang). Nghién clru cua Soria trung vi thdi
gian s6ng thém khdng bénh tién trién 16,6 thang
(95%CI 12,6 thang-27,2 thang). Nghién clru cla
Nishio trung vi séng thém khong bénh tién trién
16,6 thang, két qua danh gid clia nhdm kiém
chirng doc Iap cta nghién ctu nay la 19,4 thang.
Nghién clftu clia chdng t6i co két qua tugng dong
vGi nghién cru cla cac tac gia trén 34,

% Thgi gian song thém khong bénh tién
trién theo tinh trang di can ndo. Nghién clu
ctia ching t6i ¢ két qua: trung vi thai gian s6ng
thém bénh tién trién cia nhdm khdng di cdn ndo
va nhom di can ndo la 27,8 thang so véi 11,9
thang (P=0,069), két qua cd xu hudng kéo dai
thai gian song thém khong bénh & nhdm khong
di can ndo hon nhém di can ndo. Trong nghién
clu cla Soria trung vi thsi gian s6ng thém
khong bénh ctia nhém khéng di can nao 26,3
thang, trong khi nhém di can ndo cd két qua
thdp haon la 10,3 thang?.

3.4 Tac dung khong mong muén

% Tac dung khong mong mudn ghi nhan cé
ddé nang: tiéu chay 73,2%, do 3 chi€ém 2,4%;
tdng AST, ALT 41,5%, dd 3 chiém 2,4%. Trong
nghién cltu cla Soria va CS doc tinh tiéu chay
85%, c6 5% dd 3,4, ting AST 60% (31% dd
3,4), tdng ALT 53% (17% dd 3,4). Nghién ciiu
cla Kim va CS, doéc tinh tiéu chay 80% (do 3
chiém 6%), tdng ALT 15% (3% do 3), ting ALT
23% (8% do 3)*¢. Két qua nghién clu cla
ching téi ¢6 diém tuang déng véi cac nghién
c(tu cula tac gia trén, cac bénh nhan cé bénh ly
vé gan dudc diéu tri kifm soat bénh nén khi diéu
tri cung ceritinib nén doc tinh d6 3 tang ALT,
AST thap han.

% Tac dung khéng mong mudn ghi nhan
murc do nhe: budn non, dau bung, mét moi, tao
boén, thi€u mau, ha bach cau trung tinh cé ty 1€

[an lugt 46,3%, 34,1%, 19,5%, 7,3%, 7,3%,
2,4% déu ghi nhan & d6 1, 2, khéng c6 trudng
hdp nao do 3, 4. So sanh vdi nghién cliu cla tac
gia Soria: doc tinh budn nén 69% (3% do 3), dau
bung 25% (2% d6 3), mét moi 29% (4% do 3,4),
tao bon 19%, thi€u mau 15% (2% do 3,4), ha
bach cadu 5%. Bénh nhan trong nghién clftu cla
ching t6i gap déc tinh d6 3,4 thap hon nghién
ctu cta Soria, cac bénh nhan khi cé doc tinh
dugc theo d6i, diéu chinh liéu theo khuyén cao?.

V. KET LUAN

5.1. Két qua diéu tri

< Ty |é dap Ung: dap Ung hoan toan (4,9%),
ddp ¢ng mdt phan (68,3%), bénh 6n dinh
(14,6%), bénh tién trién 12,2%.

% Trung vi thai gian song thém khoéng bénh
tién trién 19,9 thang.

% Thdi gian sdng thém khdng bénh tién trién
c6 xu hudng tdng 6 nhom khong di can ndo so
vGi nhém di can nao (27,8 thang so véi 11,9
thang, P=0,069)

5.2. Tac dung kh6ng mong muodn

% Tac dung khong mong mudn ngoai hé tao
huyét : tiéu chay 73,2% (2,4% do 3). Tang AST,
ALT 41,5% (2,4% d6 3), budn non, dau bung, mét
moi, tao bon, thi€u mau, ha bach cau trung tinh cd
ty 1€ [an lugt 46,3%, 34,1%, 19,5%, 7,3%, 7,3%,
2,4%, khong co trudng hgp nao do 3,4.

% Tac dung mong mudn trén hé tao huyét:
thi€u mau 7,3%, ha bach cau trung tinh 2,4%,
khong co trudng hop ha do 3,4.
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