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thw dai trwc trang tai Bénh vién Nhan dan Gia Pinh
nam 2022

Téng Minh Phi’, Nguyén Thj Thu Hwong®', Pham Hong Tham’, Nguyén Tudn Anh’
"Trworng Bai hoc Phan Thiét
*Trwong Pai hoc Quéc té Hong Bang
’Bénh vién Nhén dén Gia Dinh
TOM TAT

Dt van dé: Chura ¢é nhiéu nghién ciru vé bién cé bat loi (ADE) trong phdc dé diéu tri ung thw dai truc
trang. Muc tiéu: Xdc dinh ty 1é phdc d6 va ty 1é ADE cta cdc phdc dé diéu triung thu dai truc trang tai Bénh
vién Nhén dén Gia Binh. Phuong phdp: Thiét ké mé td cdt ngang va tién ciru duwa trén sé liéu va théng tin
thu thép tir bénh dn va phdng van truc tiép bénh nhén dang diéu tri tir 6/2022 dén 12/2022. Két qua:
Nghién ctru dwoc thurc hién trén 79 h so bénh dn vdi 149 dot diéu tri dworc Idy méu trong ndm 2022, bénh
nhén trén 60tudichiém 51.9%, 75.9% la ung thu dai trang va 40.5% truding hop ung thu & giai doan IV vdi
di cén gan chiém 58.5%. Hoa tri b6 tro' chiém 61.1%, chd yéu ld phdc dé capecitabine (31.5%) va XELOX
(27.5%). Héa tridi cdn, tdi phdt chiém 38.9%, chii yéu la phdc d6 capecitabine (12.1%) va XELOX (14.8%).
C6 32.4% la ADE cén Iém sang va 67.6% la ADE Idm sang. ADE can Idm sang dé 1 chiém 94.8% vdi thiéu
mdu chiém ty Ié cao nhdt (30.6%). ADE Idm sang d6 1 chiém 93.5%, dién hinh ld mét mdéi (53.4%), té tay
chdn (44.3%), kh6 miéng (36.2%), sam da (25.5%), tdo bon (21.5%), buén nén (20.8%), tiéu chdy (20.1%).
Thiéu mdu va gidm bach céu la cdc ADE dwoc ghi nhén nhiéu nhdt & cdc phdc d6 capecitabine va XELOX.
Két ludn: Viéc theo di thuwdrng xuyén ADE va diéu chinh phdc dé Ia cbn thiét dé gidm tdc dung phu cua

thuéc, ndng cao chét lwvong séng cho bénh nhén va duy tri hiéu quad trong diéu tri.

Tirkhéa: ung thw dai truc trang, phdc d6 héa tri, bién c6 bét loi cia thuéc (ADE)

1. DAT VAN BE

Ung thu dai trictrang la bénh ly ac tinh tai dai - tryec
trang, loai ung thu thuong gép & duong tiéu hoa.
Theo ghi nhan cta T6 chirc Giam sat ung thu toan
cau Globocan nam 2018, ung thw dai trang ding
thr 4 trén thé gidivé ty 18 mac véi 1,096,601 trudng
hop va s truedong hop tlir vong 1a 551,269 (5.8 % cac
nguyén nhan ti vong do ung thu) [1 - 3]. Khoang
25% bénh nhan ung thu dai truc trang dwoc xac
dinh di can ngay trong [an dau dwoc chan doan va
xap xi 50 % bénh nhan c6 bénh tién trién di can sau
khi d3 dwoc phau thuat va héa tri bé tro. Diéu tri
ung thu dai true trang di can véi cac thudce diéu tri
nhdm tring dich cai thién dang ké thoi gian séng va
chat lvgng cudc séng cla bénh nhan [4, 5]. Trong
Quyét dinh s6 2549/QP-BYT clha BO Y t& vé “Hudng
dan chan doén va diéu tri ung thu dai - tryc trang”
da dua ra cac phac d6 diéu tri bénh ly ung thu dai
truc trang, dwoc st dung 1am tai lieu hwéng dan
diéu tri hitu ich cho cac bénh vién chuyén vé ung
buwdu va cic bénh vién tuyén dau vé diéu tri ung
thuw, trong d6 cé Bénh vién Nhan dan Gia Dinh.
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Dién bi&n clia bénh Iy ung thuw néi chung va ctia bénh
ung thu dai truc trang ndi riéng hién nay da dat ra
théach thirc 16n déi véi déi ngili y bac si trong viéc lya
chon phuong phap, phac d6 dé giam thiéu cac bién
c6 bat lgi xdy ra trong qua trinh diéu tri, kéo dai va
nang cao chat lugng cudc sdng cho bénh nhan ung
thw. Mét sé nghién ciru d3 duwoc thuc hién trong
nuéce lién quan dén hiéu qua diéu tri va tinh an toan
cla thudc trong diu tri ung thu dai tryc trang nhu
bevacizumab [6], cetuximab [7]. Tuy nhién nhiing
nghién ctru nay tap trung vao viéc danh gia trén moét
phéc d6 diéu tri cu thé, chuwa cé nghién ctru danh gid
chung trén cac phac d6 diéu tri. Xuat phat tir thyc té
do, dé tai “Pdnh gid tinh hinh st dung thudc trong
diéu trj ung thw dai truc trang tai Bénh vién Nhén
dan Gia Binh nadm 2022” v&icac muc tiéu sau:

- Xac dinh ty 1é cac phac d6 duoc sir dung trong
diéutriungthu daitryctrang.

- Pénh gia bién cb bat loi cta thubc trong céc phac
dd diéu tri ung thu dai truc trang duoc st dung
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tai Bénh vién va mét sé cac yéu t6 lién quan dén
bién c6 bat loi.

2.D0I TUONG VA PHUO'NG PHAP NGHIEN CU'U
2.1. Dditwong nghién ciru

Bénh nhan dwoc chan dodn ung thu dai tryc trang
da diéu tri theo cac phac do tai khoa Téng hop -
Ung budu clda Bénh vién Nhan dan Gia Dinh duoc
thuthdp tlrthdng 6/2022 dénthing 12/2022.

Tiéu chuén lwa chon:

Bé&nh nhan tir 18 tudi trd [&n c6 day dd ho so lvu
trit tai khoa Téng hgp - Ung budu cda Bénh vién
Nhan dan Gia Pinh. B&nh nhan cé di nang lyc dé
hoan thanh cac cdu hdivé bién c6 bat lgi cta thudc.
Tiéu chudn logi trir:

Bénh nhan chuyén vién, hodc t& vong vi nguyén
nhan khackhéng do ungthu daitructrang.

Bénh nhan 1a phu ni¥ cé thai. Bénh nhan c6 chéng
chi dinh (suy gan, suy than nang), cé di can ndo
chua dugc kiém soat 6n dinh hodc di (rng véi cac
thanh phan cha thuéctrong phac do diéu tri.

Bénh nhan cd cac van dé vé rdi loan tdm than hoac
khéng hop tac trong khi thu thap théng tin tryc tiép.

2.2. Phuwong phap nghién ciru
Thiét ké nghién ctru: M6 ta cat ngang thu thap
thong tin tir hd so bénh an va thu thap thong tin
ADE qua hdi bénh nhan. Ldy mau tir thang 6/2022
dénthang 12/2022.
M3u nghién ctru
C& mau duoc tinh theo cong thirc:
1 —

=272, p( - 2
Trong dé:
n: C& mau cho nghién ctru;
Z:Hés6 gidihantin cay (Z=1,96);
P: Ty Ié nghién clru uwdc tinh, theo nghién cru khao
sat hiéu qua va tinh an toan phac d6 cé Bevacizumab
trong diéu trj ung thu dai tryc trang di can tai Bénh
vién Nhan Dan Gia Pinh cla Lién Kiéu Swong (2022)
[6], chon p=0.05;
d: M(rc sai s6 cho phép ciia nghién ctru (d=0.05);
Thay vao cong thirc, ghi nhan c& mau tdi thiéu n = 73.
Tién hanh 18y mau toan bd thda cac tiéu chi chon mau
va tiéu chiloai trir.

2.3.Biénsé nghién ctru

- D3c diém chung clia mau nghién clru: Gidi tinh,
nhém tudi, loai ung thu, giai doan bénh, tinh trang
dican.

- P3c diém phac d6 va thudc sir dung diéu tri bénh

ISSN: 2615 - 9686

ung thu dai truc trang: Chi dinh diéu tri, phac d6
diéu tri, chu ky diéu tri, s dung thuéc dy phong
khi diéu tri.

- P3c diém cac ADE trong phac d6 diéu tri: Ty 18 va
muc d6 (ADE d6 1, 2, 3, 4). Phan b6 cac ADE cén
|4m sang va ldm sang theo phac d6 diéu tri

- D3c diém cac ADE can 1am sang va ADE |am sang
khi s&r dung thuéc diéu trj ung thw dai truc trang:
ADE trén hé tao mdu, ADE trén chirc nang gan -
than, ADE trén hé tiéu hda, ADE trén da mong tdc,
ADE ré&iloan tong quat, ADE trén hé than kinh.

- Cac ADE can 1am sang thu thap bang cach tra ctru
can 1am sang (CLS) trén ho so bénh an tai moi lan
str dung thudc theo dot diéu tri cha bénh nhan.

- Cac ADE lam sang duoc thu thap thdng qua phong
van, tai mdi [an gdp bénh nhan trong cac dot diéu tri.

2.4.Phantichséliéu

D liéu dwoc thu thap thdng qua mau khao sat
théng tin bénh nhan dugc thiét ké san. Tat ca két
qua dugc trinh bay dwdi dang sé trung binh, trung
vihodctilé. Cac s lieu duwoc xt Iy bang phan mém
théng ké SPSS 22.0.

Danh gid mrc d6 clda cadc ADE theo phac d6 diéu tri
bénh ung thw dai tryc trang thuc té cla Bénh vién
Nhan dan Giabinh.

Danh gia cac ADE trong diéu trj va phan loai mirc d6
theo tiéu chuin CTCAE 5.0 (Common Terminology
Criteria for Adverse Events 5.0).

2.5.Pao dirctrong nghién ctru

Nghién cru dwoc tién hanh theo Hudng dan Quéc
giavé Dao dirc trong nghién clruy sinh hocva duorc
sy chdp thun cda Hoi déng Dao dirc trong nghién
ctru y sinh hoc Truérng Pai hoc Quédc té Hong Bang
(Quyét dinh s& 97/PCT-HDDD ngay 07/3/2023).

Nghién clru vi muc dich y hoc. Théng tin cd nhan
cla cac ddi twong dwoc gilr bi mat hoan toan theo
dung phap luét, két qua chi phuc vu cho muc dich
nghién ctru, khéng st dung cho muc dich khac. S6
liéu thu thap tlr viéc nghién clru cé tinh trung thure,
khach quan, chinh xac.

3.KETQUA NGHIEN CU'U

3.1. Ty |& cac phac d6 duwoc str dung trong diéu tri
ung thw daitrwctrang

Bang 1. Dic diém chung clia miu nghién ciru (n = 79)

Pic diém Tan sé | Tylé (%)
. |>60 41 51.9

Nhém tudi
om tuol e 33 48.1
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Pic diém Tansd |Tylé (%)

R N 33 41.8

Gioitinh - am 46 | 582
Giai doan | 0 0

Giai doan |Giai doan Il 27 34.2

bénh Giai doan Il 20 25.3

Giai doan IV 32 40.5

bai trang 60 75.9

Vi tri ung thu |Truc trang 17 21.5
bai tryc trang 2 2.5

Tinh trang di cin Cf:u‘a? dl can 47 59.5

Pa dican 32 40.5

Gan 24 58.5

Co quandican Phc,>| / 17.1
Phuc mac 4 9.8

Vi tri khac 6 14.6

Nhan xét:

Tudi trung binh 58.4 + 12.6. Trong d6, nhdm tir 60 tudi
trd 1én chiém da s6 51.9%. B&nh nhan nam chiém wu
th€ hon véi 58.2%. Vé dic diém giai doan bénh,
chiém ty & cao nhat 1a nhdm bénh nhan & giai doan IV
v&i 40.5%, khong cé bénh nhan & giai doan I. Dac
diém vj tri ung thu, ty & ung thu dai trang la 75.9%,
ung thu truc trang la 21.5% va ung thu dai truc trang
la 2.5%. Tinh trang di can, nhédm bénh nhan chua di
can chiém 59.5%, nhdm bénh nhan d3 di cin chiém
40.5%. Vé co quan di cdn, gan ¢ ti |é di cin cao nhat
58.5%, phai cé ti 1é 17.1%, phiic mac cé ti 1& 9.8%.

Nghién ctru trén 79 bénh nhan véi 149 dot diu tri
ghi nhan duoc 6 7 phdc d6 duoc sir dung dé diéu
tri ung thu dai tryc trang. Dac diém cac phac d6
diéu trj theo chi dinh diéu tri b trg hodc di can, tai
phat tai Bénh vién Nhan dan Gia Dinh duoc trinh
bay tai Bang 2.

Bang2.D3c diém cla phac do diéu tritheo chidinh
diéutri(n=149)

Ghichu:

- XELOX: (Capecitabine plus oxaliplatin), Oxaliplatin:
130 mg/m’, truyén tinh mach, ngay 1, Capecitabine:
1000mg/m’ ubng, 2 lén/ngdy x 14 ngay. Chu ky 3
tuén [8].

- FOLFOX: (fluorouracil plus oxaliplatin), Oxaliplatin:
85mg/m’, truyén tinh mach, ngay 1, Leucovorin: 200
mg/m’, truyén tinh mach, ngay 1, 2, 5 FU: 400
mg/m’, tiém tinh mach, ngay 1, 2, 5 FU: 600 mg/m’,
truyén tinh mach trong 22 gic, ngay 1, 2. Nhdclgisau
méi2tuén|9, 10].

- UFUR: (oral tegafur-uracil), tegafur/uracil uéng
300 mg/m” méingay. Chu ky 3 tudn.

-5-FU: (5-FU-based), 3500 mg/m’ truyén tinh mach
trong 48 gio, hang tuén (ngay 1, 8, 15, 22...) [11].

Nhan xét: C6 91 dot diéu trj bd tro (chiém 61.1%) va
58 dot diéu tri di can, tai phat (chiém 38.9%). Trong
chi dinh bé tro, sir dung 3 phéac d6: capecitabine
(chi€m 31.5%), XELOX (chiém 27.5%), va bevacizumab
+ XELOX (chiém 2.0%). Trong chi dinh di can, tai phat,
sir dung 7 phac d6, trong d6 XELOX (chiém 14.8%),
capecitabine (chiém 12.1%) va bevacizumab + XELOX
(chiém 4.7%).

3.2. Cac bién c6 bat lgi ciia thudc (ADE) trong céc
phac d6 diéu tri ung thu dai tryc trang

Bang 3. Cacbién cd bat lgighinhan dwoctrong qua
trinh diéu tri

ADE ghi Can LAmsang | Tong
nhan duoc | 1am sang

Tan sd 229 478 707

TV 18 (%) 32.4 67.6 100

Nhan xét: Danh gia trén 79 bénh nhan véi 149 dot
diéutri,ghinhanty|é ADE canlamsangla32.4%va
ADElamsangla67.6%.

Bang4.Ty|é cdc ADE canlamsang (n=229)

Phac d6 . Di can, " ADE c3n lam sang .. 2 Ao
dieutri | BOWY | tsiphat | TOn8 ghi nhan duorc Tanso | Tylé (%)
Capecitabine|47 (31.5%)| 18 (12.1%) |65 (43.6%) Hé tao mdu
XELOX |41 (27.5%)| 22 (14.8%) |63 (42.3%) Giam HgB (thi€u mau) 70 30.6
Bevacizumab Giam bach cau trung tinh 19 8.3
3(2.0% 7 (4.7% 10 (6.7% : &
c+ XELOXb (2.0%) | 7(4.7%) |10(6.7%) Giam bach cau 19 8.3
t i -2
~FOLLOX. | 0(0%) | 2(1.3%) | 2(13%) Giam PLT 11 4.8
Gan - thén
UFUR 0 (09 3(2.09 3(2.09 .
5_FU (0%) (2.0%) (2.0%) Tang AST 44 19.2
+Oxaliplatin| 0(0%) | 2(1.3%) | 2(1.3%) Tang Bilirubin tong 32 13.9
+ Bevacizumab Tang ALT 24 10.5
Cetuximab 0 (0%) 4(2.7%) | 4(2.7%) Tang Creatinin 10 4.4
Téng 91 (61.1%)| 58 (38.9%) [149 (100%) Téng 229 100
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Nhan xét: Nghién ciru vé ADE cén 1am sang cho ADE 13m sang ghi nhan du’qc‘ Tan sé ‘Ty’/ 1é (%)
thdy cac tdc dung phu chid yéu xay ra trén hé tao Da - méng - téc
mau va chirc nang gan than. Trén hé tao mau, giam Sam da 38 79
hemoglobin (thiéu mdu) 13 ph6 bién nhat (chiém = ;
30.6%%, tiép gcheo 13 giéZn b:F_a)ch cau va giér$1 bach Man n,gtu‘a 17 3.6
cau trung tinh (chi€m 8.3%). V& chirc ning gan ben mong 17 3.6
than, tdng AST chiém ty |é cao nhat (chiém 19.2%), Rung toc 15 3.1
tiép theo la ting bilirubin téng (chiém 13.9%), tang Réi loan téng qudt
ALT (chiém 10.5%). Mét maoi 90 18.8
Bang5. Ty 1& c4c ADE lam sang (n=478) Té tay chan 71 14.9
ADE Iam sang ghi nhan dwgc| Tan s [Ty 18 (%) Tang can 9 1.9
Hé tiéu héa Rét run 4 0.8
Khé miéng 60 12.6 Phan (ng tai vi tri tiém 3 0.6
Téo bon 37 7.7 Sot 1 0.2
Tiéu chay 31 6.5 Thén kinh
Budn nén 31 6.5 Suy giam tri nh¢ 27 5.6
Viém niém mac miéng 8 1.7 Dau dau 12 2.5
Nén 7 1.5 Téng 478 100
Bang 6. Phan bé cua cac ADE
Mirc d6 Po 1 P62 | P63 | D4 | P65 | Téng
ADE can I3m sang Tan sd 217 9 3 0 0 229
: TV 18 (%) 94.8 3.9 13 0 0 100
ADE I3m sang Tan sd 447 30 1 0 0 478
Ty lé % 935 6.3 0.2 0 0 100

Nhan xét: M&c dd ddc tinh cla cdc ADE cin I1&m
sang chd yéu & do 1, 2 chiém ty 1é 1an luot (94.8%)
va (3.9%), c6 3 ADE & d6 3 chiém (1.3%). Cac ADE

Bang 7. Phan bd cla cac ADE cin |dm sang

ldm sang cling tap trung & do 1, 2 chiém ty |é lan
luvot (93.5%) va (6.3%), c6 1 ADE & d6 3 chiém
(0.2%).

bilirubin téng (0.7%), khéng ghi nhan ADE d6 3, 4, 5.

Murc do Po1 Do 2 P63
Giim Hg,B 68 (45.6%)| 1 (0.7%)| 1 (0.7%) Bang 8. Phan b& clia cac ADE |am sang
(thiéu mau) Mtrc do P61 P62 | Po3
Gidm bach cdu |18 (12.1%)|1 (0.7%)| 0 (0%) Khé miéng 54 (36.2%)| 5 (3.4%) [1 (0.7%)
Giam bac,h cau 11 (7.4%) | 6 (4.0%)| 2 (1.3%) Télo béAn 32(21.5%)| 5(3.4%) | 0(0%)
trung tinh Bubn non 31(20.8%)| 0(0%) | 0(0%)
Giam PLT 11(7.4%) | 0(0%) | 0 (0%) Tiéu chay 30(20.1%)| 1(0.7%) | 0(0%)
Tang AST 44 (29.5%)| 0(0%) | 0 (0%) Viém niém macmiéng | 8(5.4%) | 0(0%) | 0(0%)
Tang ALT 24 (16.1%)| 0(0%) | 0 (0%) N6n 7(4.7%) | 0(0%) | 0(0%)
Téng bilirubin t&ng|31 (20.8%)| 1 (0.7%)| 0 (0%) Samda 38(25.5%)| 0(0%) | 0(0%)
Tang creatinin 10 (6.7%) | 0(0%) | O (0%) Pen méng 17 (11.4%)| 0(0%) | 0(0%)
Nhan xét: Mirc 4o doctinh trén hé tao mau cha yéu Mén ng(ta 16 (10.7%)| 1(0.7%) | 0 (0%)
& d6 1va 2. ADE d 1 chd y&u Ia gidm HgB (chiém Rung tdc 15(10.1%)| 0(0%) | 0(0%)
45.6%) va gidam bach cau (chiém 12.1%). ADE d6 2 Mét moi 78 (53.4%)| 12 (8.2%)) 0 (0%)
ghi nhan chd yé&u giam bach cau trung tinh (chiém Té tay chan 66 (44.3%)| 5(3.4%) | 0(0%)
4%). ADE d6 3 ghi nhan duoc |a gidam bach cau Tang can 9(6.0%) | 0(0%) |0(0%)
trungtinh (1.3%), giam HgB (0.7%). Rét run 4(2.7%) | 0(0%) |0 (0%)
Mrc d6 doc tinh trén gan - than chl yéu & d6 1, ghi Phan (g taivitritiém | 3(2.0%) | 0(0%) | 0(0%)
nhan nhiéu nhat |3 tdng AST (chiém 29.5%), tiép Sét 1(0.7%) | 0(0%) |0(0%)
theo 13 ting bilirubin tdng (chiém 20.8%) va ting Suy giam tri nh& 26(17.4%)| 1(0.7%) | 0 (0%)
ALT (chiém 16.1%). ADE d6 2 chi ghi nhan ting Pau dau 12(8.1%) | 0(0%) | 0(0%)
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Nhan xét: Mrc d6 déctinh trén hé tiéu hda chl yéu
& dd 1 va 2, khd miéng (chiém 36.2%), tdo bén
(chiém 21.5%) va budn ndn (chiém 20.8%). ADE d6
2 ghinhan kho miéngva tdo bon (3.4%), va do 3 ghi
nhan 1 ADE kh6 miéng (0.7%). Khéng ghi nhan ADE
doa4,s.

Murc d6 ddctinh trén da, mong, técchdyéu & do 1,
ghi nhan sam da chiém ty |& cao nhat (25.5%), den
mong (11.4%) va man nglra (10.7%). Poc tinh &
murc d6 2 ghi nhan 1 ADR man ngtra (chiém 0.7%).

Khong ghinhdn ADE& d6 3,4, 5.

Murc d6 ddctinh trén thé trang téng quat chd yéu &
dd 1, ghi nhdn mét modi chiém ty 1&é cao nhat
(53.4%), té tay chan (44.3%). ADE do 2 ghi nhan
mét moi (8.2%), té tay chan (3.4%). Khong ghinhan
ADE&d63,4,5.

Mrc d6 doc tinh trén than kinh chi yéu & dé 1, ghi
nhan suy giam tri nh& (17.4%) va dau dau (8.1%).
ADE d6 2 ghi nhan suy giam tri nh& (0.7%). Khong
ghinhan ADEd6 3, 4, 5.

3.3. Phan tich cac ADE theo phac d6 diéu tri
Bang 9. Phan bd cidc ADE can 1am sang theo phac d6 diéu tri

Phac d6 dieu trj PD1 |PD2| PD3 | PD4 | PD5 | PD6 |PD7 | PD8
Giam HgB Tansd | 31 | 27 | 6 0 0 2 2 | 2
(thi€u mau) Ty 16 (%) | 360 | 27.6 | 276 | O 0 | 250 333 | 286
Giam bach cau Tan s6 8 6 1 0 2 0 0 2
trung tinh Tyle(%) | 93 | 61 | 45 | 0 | 100 | 0 0 |286
Giam Tan 56 5 | 12 | 0 0 0 0 0o | 2
bach cau TYI6(%) | 58 | 122 | 0 0 0 0 0 |286
. Tan 56 2 7 2 0 0 0 o | o
Giam PLT V16 (%) | 23 | 71 | 91 0 0 0 0o | o
) Tanss | 14 | 22 | 4 0 0 2 2 | o
Tang AST Ty 16 (%) | 163 | 22.4 | 182 | 0 0 | 250|333 0
. Tans6 | 12 | 7 3 0 0 2 o | o
Tang ALT TYI& (%) | 140 | 7.1 | 13.6 | O 0 |250]| o0 0
Tang Bilirubin téng Tan s 12 14 3 0 0 0 2 1
Ty 16 (%) | 140 | 143 | 136 | 0 0 0 | 333 | 143
Ting Creatinin Tan 56 2 3 3 0 0 2 o | o
TYI6(%) | 23 | 31 | 136 | 0 0 |250] 0 | o

Ghichu:

PD 1: Capecitabine, PD 2: XELOX, PD 3: Bevacizumab
+ XELOX, PD 4: Bevacizumab + Capecitabine, PD 5:
Cetuximab + FOLFOX, PD 6: UFUR, Pb 7: 5 - FU +
Oxaliplatin + Bevacizumab, PP 8: Cetuximab.

- XELOX: (Capecitabine plus oxaliplatin),
Oxaliplatin: 130 mg/m’, truyén tinh mach, ngdy
1, Capecitabine: 1000mg/m’ uéng, 2 Ién/ngady x
14 ngay. Chu ky 3 tudn [8].

- FOLFOX: (fluorouracil plus oxaliplatin),
Oxaliplatin: 85 mg/m’, truyén tinh mach, ngay 1,
Leucovorin: 200 mg/m’, truyén tinh mach, ngdy
1,2,5FU: 400 mg/m’, tiém tinh mach, ngay 1,2, 5
FU: 600 mg/m’, truyén tinh mach trong 22 gio,
ngay 1, 2. Nhéc lai sau méi 2 tuan [9, 10].

- UFUR: (oral tegafur-uracil), tegafur/uracil uéng
300 mg/m’ méingay. Chu ky 3 tuén.

-5-FU: (5-FU-based), 3500 mg/m’ truyén tinh mach
trong 48 gio, hang tudn (ngay 1, 8, 15, 22...) [11].

Nhan xét: Nhiéu ADE trén hé tao mau va chirc ndng
gan - than duoc ghi nhan. Phic d6 capecitabine
chl yéu la thi€u mau (36.0%), gidm bach cau trung
tinh (9.3%), va gidm bach cau (5.8%). Phac d6
XELOX c6 thi€u mau (27.6%) va giam bach cau
(12.2%).

Vé chirc nang gan - than, phac d6 capecitabine ghi
nhan tang AST (16.3%), phac d6 XELOX ghi nhan
tang AST (22.4%), phac d6 bevacizumab + XELOX
ghinhantang AST (18.2%).

Bang 10. Phan bé cac ADE |Am sang theo phac d6 diéu tri

Phac d6 diéu tri PD1 | PD2 PD3 PD4 PD 5 PD6 | PD7 | PD8
BUBH NN Tan s6 14 11 1 0 0 2 2 1
Ty 1€ (%) 6.5 5.9 3.3 0 0 14.3 16.7 | 143
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Phac d6 diéu tri PD1 PD 2 PD3 Pb4 PD5 PD 6 Pb 7 Pb 8
NG Tan s6 1 6 0 0 0 0 0 0
TVIE(%) | 04 | 3.2 0 0 0 0 0 0
Khd miéng Tan s6 21 28 5 0 2 2 1 1
’ Ty lé (%) 9.7 15.0 16.7 0 16.7 14.3 8.3 14.3
Viém niém Tan sb 3 3 0 0 2 0 0 0
mac miéng Ty lé (%) 1.4 1.6 0 0 16.7 0 0 0
Tidu chay Tan s6 12 11 3 0 2 2 0 1
Ty lé (%) 5.6 5.9 10.0 0 16.7 14.3 0 14.3
T30 bén Tan s6 16 13 5 0 0 1 2 0
Ty lé (%) 7.4 6.9 16.7 0 0 7.1 16.7 0
M3n ngta Tan s6 10 5 0 0 2 0 0 0
TVIE (%) | 46 | 2.6 0 0 16.7 0 0 0
Rung téc Tan so 8 7 0 0 0 0 0 0
' TVIe(%) | 37 | 3.7 0 0 0 0 0 0
Sam da Tan so 22 9 4 0 0 0 2 1
’ Ty lé (%) 10.2 4.8 13.3 0 0 0 16.7 14.3
Pen méng Tﬁm s6 11 2 0 0 0 2 2 0
vIe(%) | 51 | 1.1 0 0 0 143 | 167 | 0
Mét moi Tan s6 39 36 7 0 2 3 1 2
’ Ty lé (%) 18.1 19.3 23.3 0 16.7 214 8.3 28.6
S6t Tan s6 0 1 0 0 0 0 0 0
TV 18 (%) 0 0.5 0 0 0 0 0 0
Rt run Tan s6 2 2 0 0 0 0 0 0
Ve (%) | 09 | 1.1 0 0 0 0 0 0
Phan tng Tan so 1 2 0 0 0 0 0 0
tai vj tri tiém Ty 1 (%) 0.4 1.1 0 0 0 0 0 0
Té tay chan Tan s6 33 28 5 0 0 2 2 1
Ty 1€ (%) 15.3 15.0 16.7 0 0 14.3 16.7 14.3
Téng can Tan s6 4 5 0 0 0 0 0 0
TV 18 (%) 19 | 27 0 0 0 0 0 0
Dau d3u Tan so 5 7 0 0 0 0 0 0
TV 18 (%) 23 | 3.7 0 0 0 0 0 0
Suy gidm tri nhé Tan sé 14 11 0 0 2 0 0 0
TV 18 (%) 65 | 59 0 0 16.7 0 0 0

Ghichu:

PD 1: Capecitabine, PD 2: XELOX, PD 3: Bevacizumab
+ XELOX, PD 4: Bevacizumab + Capecitabine, PD 5:
Cetuximab + FOLFOX, PD 6: UFUR, PD 7: 5 - FU +
Oxaliplatin + Bevacizumab, PP 8: Cetuximab.

- XELOX: (Capecitabine plus oxaliplatin),
Oxaliplatin: 130 mg/m’, truyén tinh mach, ngay
1, Capecitabine: 1000mg/m” uéng, 2 lén/ngay x
14 ngay. Chu ky 3 tudn [8].

- FOLFOX: (fluorouracil plus oxaliplatin),
Oxaliplatin: 85 mg/m’, truyén tinh mach, ngay 1,
Leucovorin: 200 mg/m’, truyén tinh mach, ngay
1,2, 5FU: 400 mg/m’, tiém tinh mach, ngay 1, 2, 5
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FU: 600 mg/m’, truyén tinh mach trong 22 gio,
ngay 1, 2. Nhéc lai sau méi 2 tuén [9, 10].

- UFUR: (oral tegafur-uracil), tegafur/uracil uéng
300 mg/m2 méingay. Chu ky 3 tudn.

-5-FU: (5-FU-based), 3500 mg/m’ truyén tinh mach
trong 48 gid, hang tudén (ngay 1, 8, 15, 22...) [11].

Nhan xét:

Phdac d6 capecitabine ghinhan 3 ADE nhiéu nhat la
khd miéng (9.7%), tdo bon (7.4%) va budn ndn
(6.5%). Phac @6 XELOX ghi nhan 2 ADE néi bat Ia
khé miéng (15.0%) va tdo bon (6.9%). Phic do6
bevacizumab + XELOX ghi nhan tdo bén va kho
miéng déu chiém 16.7%.
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ADE trén da - méng: Phic d6 capecitabine ghinhan
sam da (10.2%) va den mong (5.1%). Vé thé trang
téng quat, mét mai 1a pho bién nhat & ca hai phac
d6 capecitabine va XELOX.

Trén hé than kinh, suy giam tri nh& chiém ty & cao
nhat & phic d6 capecitabine (6.5%) va phac d6
XELOX (5.9%). Cac phac d6 khac ghi nhan it ADE
hoackhong cé.

4.BAN LUAN

4.1. Ty lé cac phac do duoc sir dung trong diéu tri ung
thuw dai trurc trang tai Bénh vién Nhan dan Gia Dinh
4.1.1. Ddc diém méu nghién ciru

D tubi trung binh cdia bénh nhan 13 58.4 + 12.6, véi
dd tudi tr 25 dén 88. K&t qua nay phu hop vdi
nghién cttu cla Trinh Nguyén Huong Giang va céc
cong su (tuditrung binh 62) [12], Dang Céng Thuén,
Nguy&n Duy Nam Anh (tudi trung binh 61.2 + 15.2)
[13]. Nhém bénh nhan trén 60 tudi chiém ty 1é cao
(51.9%), twong ty cac nghién ciru khac. Ve giditinh,
ty |& nam/nir la 1.39, phu hop vdi nghién ctru clia
Nguyén Thi Thanh Tam (1.38), cho thay nam gidi c6
ty 1& mac bénh cao hon. Vé giai doan bénh, 40.5%
bénh nhan & giai doan IV, khong cé bénh nhan & giai
doan |, diéu nay phu hgp vdi nghién ciru cla
Nguyén Thi Thanh Tam (66.0% & giai doan V) [14].
V& vi tri ung thu, 75.9% bénh nhan mac ung thu dai
trang, twong dong vdi nghién clru ctia Nguyén Kién
Du (53% dai trang, 27% trwc trang). Vé tinh trang di
can, 59.5% bénh nhan nghién ctru cé di can, trong
d6 gan 58.5% va phéi 17.1% la céc co quan di can
phé bién nhat [15].

4.1.2. Béc diém cua phdc dé diéu tri

K&t qua khao sat cho thay trong téng s& 149 dot
diéu tri, c6 91 dot (61.1%) duoc diéu tri theo phac
do bé trgva 58 dot (38.9%) theo phdc d6 di can, tai
phat. Trong nhédm phdac d6 b tro, cac phac d6 phé
bién 1a capecitabine (31.5%), XELOX (27.5%). V&i
phac d6 diéu trj di cdn, tai phat, ba phac d6 duoc
str dung nhiéu nhat |a XELOX (14.8%), capecitabine
(12.1%) va bevacizumab + XELOX (4.7%).

Phac d6 capecitabine duwogc sir dung trong 65 dot
diéutrivdia7 dot (31.8%) cho chidinh b6 trova 18
dot (12.1%) cho di can, tai phat. Phac d6 XELOX ¢6
63 dot diéu tri, v&i 41 dot (27.5%) cho b tro va 22
dot (14.8%) cho di can, tai phat. Phac d6
bevacizumab + XELOX duoc st dung trong 10 dot
diéu tri, vdi 3 dot (2.0%) cho bd tro'va 7 dot (4.7%)
chodican, tdi phat.

Két qua cho thdy phac d6 capecitabine va XELOX
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duoc wu tién trong diéu tri bé trg, trong khi
bevacizumab + XELOX dwoc &p dung nhiéu hon
trong diéu trj di cdn, tai phat. K&t qua nay phu hop
v3i nghién ciru trudc do clha tac gid Lién Kiéu
Suwong va cdng sw, ddnh gid Bevacizumab phdi hop
héa tri cho tinh an toan dung nap va hiéu qua
tuong tu vdi cac nghién cttru lam sang da dwoc bao
cdo [6]. Tuy nhién, k&t qua khac so v&i nghién ctru
clia tc gid Nguyén Hitu Thing va cong sy, phac do
Cetuximab két hop hoa chat trén d6i twgng bénh
nhan ung thuv dai truwc trang giai doan IV khong cé
dot bién RAS/ BRAF cho ty 1é ddp &ng toan bd cao
(57.5%) [7] va két qua nghién clu cla tac gia
Nguyén Thi Thay trén 40 bénh nhan cé chudn doan
xac dinh 1a ung thu dai tryc trang tai phat di can,
khong con kha ning phau thuat triét cin, duoc
diéu tri bang phac do FOLFIRI tai B&nh vién Ung
Buwdu Nghé An tir thdng 9/2017 dén thang 9/2023
cho két qua ty |é dap (rng toan bd sau 12 chu ky dat
35.0%, trong dé cé 2.5% bénh nhan dat dap ing
hoan toan va 32.5% dat dap &rng mot phan, bénh
nhan 8n dinh chiém 22.5% [16].

4.2.Danh gia bién cd bat lgi cha thudc (ADE) trong
diéu triung thw daitrwctrang

4.2.1. Cdc bién cé bt lgi ghi nhén dworc trong qua
trinh diéu tri

Nghién ctru trén 79 bénh nhan véi 149 dot diéu tri
hda chat ghi nhan téng cong 707 ADE, vdi ty 1&
trung binh 4.7 ADE mbi dot diéu tri. Trong d6, 229
ADE cén lam sang (chiém 32.4%), con 478 ADE |am
sang (chiém 67.6%). K&t qua cho thdy hda tri gay
anh huwdng rd rét dén céc chire nang sinh ly nhuw tao
mau, gan va than, diéu nay can duoc theo ddi can
than dé phét hién sdm va can thiép kip thoi.
Nghién cru cling nhan manh viéc theo d&i ADE,
dac biét trong cac phac d6 diéu tri, gitp diéu chinh
va téiwu hdaquatrinh didu tri.

4.2.2. Phédn bé cua cdc bién cé bét loi

Nghién ctru vé cac bién cd bat |gi trong diéu tri hda
chat d3 chi ra nhitng tdc déng rd rét 1én cac hé co
guan khac nhau. Phan tich ADE can lam sang cho
thay c6 8 loai thuwong gap, tp trung chd yéu vao hé
tao mau va chirc nang gan - than. Trén hé tao mau,
ADE thudng gap nhéat 13 gidm hemoglobin (HgB)
(30.6%), ti€p theo l1a gidm bach cau va bach cau
trung tinh cung (8.3%), giam tiéu cau (PLT) it gdp
nhat (4.8%). Trén chirc ndng gan - than, tdng AST |a
bién c6 thudng gap nhat (19.2%), ti€p theo la ting
bilirubin (13.9%) va ting ALT (10.5%), ting
creatinin cd ty | thap nhat (4.4%).
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Phan tich ADE lam sang ghi nhan cé 18 loai, vdi cac
tac déng chu yéu trén hé tiéu hda, da, mong, tdc,
réi loan tdng quat, va hé than kinh. Trén hé tiéu
hda, khé miéng 1a bién ¢ phd bién nhat (12.6%),
tiép theo la tdo bon (7.7%), budn nén va tiéu chay
cung (6.5%), viém niém mac miéng 13 it gdp nhat
(1.7%). Trén da, mong, téc, sam da la bién cd
thudng gap nhat (7.9%), trong khi rung téc cé ty 1é
thap nhat (3.1%). Trén rdi loan tdng quéat, mét mai
la phd bién nhat (18.8%), tiép theo la té tay chan
(14.9%). Trén hé than kinh, suy gidm tri nhé va dau
daulanlugtchiémtylé (5.6%)va (2.5%).

Cac ADE chd yéu tap trung vao hé tiéu hda, da -
mong - toc, réi loan téng quat va hé than kinh. Dac
biét, mét moi (18.8%) va té tay chan (14.9%) Ia
nhitng triéu ching |am sang thudong gdp nhat,
phan anh tac déng rd rét cha hda trilén chat lwvgng
cudc séng clia bénh nhan.

4.3.Phantich cdc ADE theo phac d6 diéu tri

4.3.1. Phén bé cdc ADE céin Iém sang theo phdc dé
diéutri

K&t qua nghién clru cho thay cic phac d6 diéu tri,
dac biét 1a phac d6 capecitabine va XELOX, gay ra
nhiéu ADE lién quan dén hé tao mau va chirc ndng
gan - than. D&i vdi phac d6 capecitabine, cdc ADE
trén hé tao mau chu yéu la thi€éu mau (36.0%), ti€p
theo 13 gidm bach cau trung tinh (9.3%) va giam
bach cdu (5.8%). Day la cic bién c6 thuong gip
trong quéa trinh diéu tri, phdn anh tic dong cda
thu6c 1én hé tao mau cha bénh nhan. Trong khi dé,
phac d6 XELOX ghinhan thi€u mau (27.6%) va giam
bach ciu (12.2%), cho thdy mét ty |é twong d6i cao.
Vé chirc nang gan - than, phac d6 capecitabine ghi
nhan tang AST vdi ty 1é (16.3%), trong khi XELOX cé
ty 1& tdng AST cao hon (22.4%). Phic d6
bevacizumab + XELOX ciing ghi nhan tang AST vd&i
ty 1& (18.2%). Tang AST cho thay sy t8n thuwong gan
trong qua trinh diéu tri. Cac k&t qua nay chirarang
viéc theo ddi chirc ndng gan va than la can thiét

trong qud trinh diéu tri, nham phat hién va xt ly kip
thoi cdcbién cd batloi.

4.3.2. Phén bé cdc ADE Iém sang theo phdc dé
diéu tri

Nghién ctru cho thdy cac phac d6 diéu tri gdy ra cac
ADE khac nhau. Vi phac d6 capecitabine, khé miéng
chiém ty 1& (9.7%), tdo bon (7.4%) va bubn nén
(6.5%), phan anh tac dong rd rét [én hé tiéu hoa. Phac
d6 XELOX ghi nhan khé miéng chiém ty 1é (15.0%) va
tdo bén (6.9%). Pac biét, phac d6 bevacizumab +
XELOX ¢ ty |1é khé miéng va tdo bon déu & mirc cao
nhat, cung chiém ty |é (16.7%), cho thdy anh hudng
lam sang tuong tu nhwng ré rét hon.

Phéc d6 capecitabine gy sam da vdi ty 1€ (10.2%)
va den mongty | (5.1%), phan anh tac donglén da
va méng. Mét mai la bién cé phé bién nhat vé thé
trang, xuat hién & ca hai phac d6 capecitabine va
XELOX. Suy gidm trinh& 13 ADE hé than kinh thuwong
gap, vaity 18 6.5% & phdc d6 capecitabineva 5.9% &
phac d6 XELOX. Cac phac d6 khdac ghi nhan it hoac
khdng c6 ADE, cho thay su khdac biét rd rét vé tac
dung phu gitta cac phac dé diéu tri.

5.KETLUAN

Nghién ctu ghi nhdn ADE can |dm sang chiém
32.4% (ch( yéu thi€u mau, gidm bach cau), ADE
l&m sang chiém ty 1é (67.6%) gbm mét mai, té tay
chan, khé miéng. Phdc d6 bevacizumab + XELOX va
cetuximab ¢6 it ADE hon. Can theo di sat bénh
nhan trén 60 tudi, bénh nhan giai doan IV, bénh
nhan di cdn gan, phdi, theo quy trinh gidm sat dinh
ky, ca thé hda va da chuyén khoa dé nang cao hiéu
quadiéutri.

LO1CAMON

Nhém nghién ctru xin glti 10i cam on chan thanh
dén Ban giam déc, Phong Hanh chanh téng hop va
Khoa Duwoc Bénh vién Nhan Dan Gia Dinh da tao
moi diéu kién thuan lgicho quatrinh nghién ctru.
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Assessment of anticancer drug use for treatment of

colorectal cancer at Gia Dinh People's Hospital in 2022
Tong Minh Phi, Nguyen Thi Thu Huong, Pham Hong Tham, Nguyen Tuan Anh

ABSTRACT

Background: In Vietnam, there are a little clinical study on adverse drug events (ADEs) for colorectal cancer
treatment. Objective: To determine the distribution of treatment regimens and the incidence of adverse
drug events (ADEs) associated with colorectal cancer therapies at Gia Dinh People's Hospital. Methods: A
descriptive cross-sectional and prospective descriptive study design based on data and information
collected from medical records and direct patient interviews during the treatment period from June 2022
to December 2022. Results: The study was conducted on 79 medical records comprising 149 treatment
cycles sampled in 2022, recorded 51.9% of patients aged 2 60 years, 75.9% of colon cancer, and cancer in
stage 4 was the highest (40.5%) with 58.5% of liver metastasis. Adjuvant chemotherapy accounted for
61.1% which capecitabine (31.5%) and XELOX (27.5%) regimens were mainly used. The rate of metastatic
treatment therapy was 38.9% which capecitabine (12.1%) and XELOX (14.8%) regimens were highly used.
Pre-clinical ADEs occurred in 32.4% cases which grade 1 was popular (94.8%) in which anemia had the
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highest rate of 30.6%. The prevalence of clinical ADEs accounted for 67.6% which grade 1 was calculated as
93.5%, and typical ADEs were recorded as fatigue (53.4%), numbness of limb (44.3%), dry mouth (36.2%),
skin change (25.5%), constipation (21.5%), nausea (20.8%), diarrhea (20.1%), .... Anemia and neutropenia
were the most common complications determined in capecitabine and XELOX regimens. Conclusion: The
pharmacovigilance activities and therapeutic drug monitoring are essential strategies to diminish side
effects of chemotherapy drugs, enhancing quality of life for colorectal cancer patients and maintaining
clinical outcome.

Keywords: colorectal cancer, colorectal cancer chemotherapy, adverse drug events (ADEs)
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