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KHAO SAT TAC DUNG PHU VA MOT SO YEU TO LIEN QUAN
O BENH NHAN SU DUNG ENOXAPARIN TIEM DUOI DA TAI
KHOA CAP CUU VA HOI SUC TiCH CUC, BENH VIEN PAI HOC Y HA NOI

Trin Xudn Ngoc', Nguyén Anh Tuin', P6 Thi Kim Thu?
Truwong Quang Trung?, Hoang Bui Hai**>"

Tém tit:

Muc tiéu: M6 ta ty 18 xudt hién tac dung phu (TDP) trén ngudi bénh (NB) sir
dung Enoxaparin duong tiém dudi da va tim hiéu mot sé yéu 6 lién quan dén nguy
co xay ra TDP. Phwong phdp nghién civu: Nghién ciru quan sat, tién ctru trén 55
NB hoi stic sir dung Enoxaparin tir thang 01 - 3/2024. Két qud: Ty 1é NB gap TDP
chiém 90,9%; trong d6, 07 truong hop (14%) xuat hién ca TDP toan than va tai vi
tri tiém, 43 trudng hop (86%) xuat hién TDP tai vi tri tiém. Cac yéu té lién quan
dén TDP toan than 1a tién cin xuét huyét, thay d6i muc loc ciu than khi dung
thudc, tién st suy tim (ST), tiém 2 miii/ngay vai gia tri p < 0,05. Mot s6 yéu té lién
quan dén TDP tai vi tri tiém 1a tudi, cAn ning, thoi gian ndm vién, thoi gian dung
thudc, tién sir ting huyét ap (THA), dai thao dudng (BTP), tiém 2 mili/ngdy voi
p < 0,05. Két lu@n: 90,9% NB gip cac TDP. Cac TDP thudng gap la dau, tu mau
Vi ty 1 lan luot 14 87,3% va 70,9%. Cac yéu té lam tang ty 1¢ xuat hién TDP khi
dung thudc 1a tudi, can ning, thoi gian nam vién, thoi gian dung thudc, tién cin
Xuat huyét, thay doi muc loc cau than, tién st ST, THA, DPTD, tiém 2 mii/ngay
véi p <0,05.

Tir khéa: Enoxaparin; Thudc chéng dong; Tac dung phu.
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Objectives: To describe the rate of adverse effects in patients using subcutaneous
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Methods: A prospective, observational study was performed on 55 intensive care
patients receiving Enoxaparin from January to March 2024. Results: The
proportion of patients experiencing adverse effects from the drug was 90.9%. Of
these, 7 cases (14%) presented both systemic and local adverse effects, while 43
cases (86%) had local complications. Factors associated with systemic
complications included a history of bleeding, changes in glomerular filtration rate
during treatment, a history of heart failure, and twice-daily dosing (p < 0.05).
Factors related to complications at the injection site were age, weight, length of
hospital stay, duration of drug use, history of hypertension, diabetes mellitus, and
twice-daily dosing (p < 0.05). Conclusion: 90.9% of patients experienced adverse
effects when using the drug. Common adverse effects were pain and hematoma,
with rates of 87.3% and 70.9%. Factors that increase the incidence of adverse
effects when taking medication were age, weight, length of hospital stay, duration
of drug use, history of bleeding, change in glomerular filtration rate, history of
heart failure, hypertension, diabetes, and two injections/day with p < 0.05.

Keywords: Enoxaparin; Anticoagulant; Adverse effects.

thuong gap va khi duoc sir dung dé dy
phong, ty 1€ chay mau nghiém trong lién
quan dén Heparin trong luong phan tir
thap 1a khoang 1,5 - 1,7% [4]. V& TDP
tai vi tri tiém, c6 93,3% NB bi dau va
90% NB bi bam tim do tiém Heparin
duéi da [3]. Ty 16 méc cac khdi mau tu

PAT VAN PE

O Viét Nam, thude chéng dong dugc
st dung rong rai trén nhiéu nhém NB
v6i muc dich du phong va diéu tri huyét
khéi, dic biét ¢ nhitng NB héi sirc tich
cuc va Enoxaparin 1a loai thubc duoc sir
dung thudng xuyén [1]. Theo théng ké
cua Bénh vién Trung wong Quan doi

cuc bd sau khi dung Enoxaparin dugc
bao cao tir 40 - 88% [3]. Pac biét,  NB

108 nam 2023, trong s6 492 NB mic
COVID-19 diéu tri hoi suc thi co téi
95,7% NB st dung thudc chong dong,
trong d6 Enoxaparin chiém 90,45% [2].

Thudc chéng dong cé rat nhiéu lgi
ich nhung ciling c6 nguy co xay ra nhiéu
TDP toan than va/hoac tai vi tri tiém [3].
Nghién ctru cua Harter K va CS (2013)
cho thiy chay mau cap tinh 1a TDP
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héi stre tich cuc c6 thé co nhiéu yéu td
lam ting nguy co xuat hién TDP nhu
nguy co chdy mau ting 1én & NB tudi
cao, suy gan, giam tiéu cau, bénh vé
d6ng mau, thé trang kém va tién st chay
mau gan day [5].

Vi vay, véi muc ti€u xac dinh cac
TDP khi st dung Enoxaparin va tim
hiéu nhitng yéu t6 1am ting nguy co
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xuat hién TDP nén chung toi tién hanh
nghién ctru nhim: Khdo sdt TDP va mot
s6 yéu to lién quan & NB sit dung
Enoxaparin tiém dwdi da tai Khoa Cdp
ctru va Hoi siec tich cuce, Bénh vién Dai
hoc Y Ha Noi.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU

1. Poi twong nghién ciu

Goém 55 NB dung Enoxaparin tiém
duéi da tai Khoa Cap cau va Hdi suc
tich cuc, Bénh vién Dai hoc Y Ha Noi
tir thang 01 - 3/2024.

* Tiéu chudn lya chon: NB du tiéu
chuan dugc lya chon trong thoi gian
nghién cuu.

* Tiéu chudn loai trie: NB di ang véi
Enoxaparin; phu nir mang thai; NB st
dung Enoxaparin trudc khi nhap khoa;
NB st dung thuc chéng dong khac
hozc thudc cd thé gay ha tiéu cau.

2. Phwong phap nghién ctru

* Thiét ké nghién ciru: Nghién ctu
quan sat, tién ctru.

* C& mau va chon mdu: Chon mau
thuan tién.

* Cong cu nghién curu va ky thudt thu
thap thong tin:

- Thong tin chung ctia NB: Tudi, gi6i
tinh, can ning ¢ thoi diém NB bat dau
nhap khoa, tién st bénh, chan doan
bénh, dic diém 1am sang:

+ Tién cin xuat huyét: NB co xuat
huyét trude diy va dugc xac nhan boi

nhan vién y té trong vong 3 thang
gén day.

+ Quy udc vé thay doi murc loc cu
than: Cac phan nhém murc loc cau than
bao gdm CICr > 50 mL/phut, CICr tir 30
- 50 mL/phut, CICr tur 15 - 29 mL/phut
va CICr < 15 mL/phat. Trong qua trinh
dung thubc, NB c6 bat ky mot 1an CICr
khac phin nhém véi CICr tai thoi diém
bat dau dung thude dugce coi 13 c6 thay
d6i chtrc nang than.

+ Thoi gian nam vién.

- Pic diém str dung thude: Thoi gian sir
dung thudc, liéu ding, vi tri diing thudc.

- TDP thuong gép:

+ Tac dung toan than: Xuit huyét
giam tiéu cau, xuat huyét tiéu hoa, tiéu
méu, chay méau that lung/thanh bung,
chay mau tai - mdi - hong.

+ Téc dung tai chd: Pau, bam tim,
ngtra/kich wng, tu mau. Sé vi tri xay ra
TDP, kich thudc cua vét bam tim, tu
mau, ngua.

+ S6 vi tri tu méau, bam tim; thoi gian
XUat hién vét tu mau, bam tim dau tién.
* Quy trinh tién hanh nghién ciwu:

Budc 1: Lya chon dbi twong nghién
ctru dya vao tiéu chuan lua chon NB.

Budc 2: Thu thap sb liéu bang bo cau
hoi soan san, bao gom:

- Thu thap théng tin nhan khau hoc
cua NB.
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- Theo dbi truc tiép NB tir khi bat dau
sir dung thude cho dén khi ding thude
hoac roi khoa.

- Thong tin thudc va cac TDP, can
lam sang thu thap 1 lan/ngay vao lac 17
- 18 gio hang ngay.

- TDP toan than: LAy sé liéu tir céc
chan doan, theo ddi ctia bac si, nhiing
xét nghiém can 1am sang va tri¢u ching
thuc thé cua NB.

- Tac dung tai chd: Quan sat hang
ngay, truc tiép trén vi tri tiém, sau mai
lan tiém. Sir dung thuéc dé do kich
thude vét bAm tim, tu mau. Panh gia
dau, ngtra bang cach so, hoi cam giac
cia NB. Trong qué trinh dung thudc,
NB cam thay dau it nhét 1 lan trong va

sau khi tiém 30 phut thi duoc coi la xuat
hién TDP dau. Khong danh gia dau o
NB an than thé may trong sudt qua trinh
dung thudc.

* X Iy 56 liéu: S6 lidu duge phan
tich bang phan mém SPSS 20.0.

3. Pao dirc nghién ciru

Nghién cttu duoc thdng qua theo
Quyét dinh s6 7079/QD-DHYHN cua
Truong Pai hoc Y Ha NoOi ngay
26/12/2023. S6 liéu nghién ciu duoc
Bénh vién Pai hoc Y Ha Noi cho phep
st dung va cong bb. Nghién ciu chi tién
hanh quan sat, khdng can thiép trén NB.
Cac dir liéu duogc ma hdoa dam bao an
toan. Nhom tac gia cam két khéng co
xung dot loi ich trong nghién ctu.

KET QUA NGHIEN CcUU

® Bién chitng toan than va
tai vi tri tiém

= Bién chitng tai vi tri tiém

Biéu do 1. Ty 18 xuat hién TDP toan than - tai vi tri tiém
va tai vi tri tiém trén nguoi bénh st dung Enoxaparin.

TDP tai vi tri tiém chiém da s6 (86%); dong thoi xuat hién TDP toan than - tai

vi tri tiém chiém 14%.
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ticu cau lung hong

Biéu d0 2. Phan bd ty 1é xuat hién TDP toan than.
Trong tong s6 07 trudng hop gap TDP toan than, xuat huyét giam tiéu cau va
chay mau co thit lung xuét hién nhiéu hon (02 trudng hop, 3,64%).

Bang 1. Phan loai bién ching tai chd.

TDPtai Sélwong Ty1¢ TBsdvitri  Kich thuéc TB thoi gian
vi tri tiém (n) (%)  XHTM/ (cmxcm)  XHTM/bam tim
bam tim (ngay)
Pau 48 87,3 — — —
Nguwra/kich img 14 25,5 — — —
. 1,45 (+ 1,42) x
Bam tim 19 345 12 (+1,42)
387+27 3+1,17
, 0,6 (+ 0,31) x
Tu mau 39 70,9 0.4 (+0,16)

(TB: Trung binh, XHTM: Xudt hién tu méu)

Pau trong va sau khi tiém, vét tu mau & tri tri tiém 1a hai TDP tai chd thuong
gap v6i ty 1& 1an luot 12 87,3% va 70,9%. Trung binh méi NB ¢6 3,87 + 2,7 vét tu
mau/bam tim. Thoi gian xuat hién vét tu mau/bam tim dau tién 1a 3 + 1 ngay.
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Bang 2. Céac yéu t6 lién quan dén nguy co xuat hién bién ching toan than.

< geX A et NB khéong BCTT NBc6BCTT
Pic diém phan tich

(n, %) (n, %)
Cé 11 (73,3) 4 (26,7)
Suy tim 0,041
Khong 38 (95) 2 (5)

Tién cin Cé 21 (77,8) 6 (22,2) 001
xuAt huyét Khong 28 (100) 0 (0) ’
Thay d6i muc loc Co 10 (71,4) 4 (28,6) 0031
cau than Khong 39 (95,1) 2 (4,9) ’

, 1 43 (93,5) 3 (6,5)
SO miii tiém/ngay 0,049
2 6 (66,7) 3 (33,3)

(BCTT: Bién ching toan than)

Céc yéu té nhu ST, tién can xuat huyét trude khi dung thude, thay d6i mirc loc
cau than trong qua trinh dung thudc va s6 mii tiém/ngdy 1a cac yéu t6 lién quan
lam tang nguy co xuat hién bién ching toan than véi p < 0,05.

Bang 3. Dic diém chung lién quan dén bién chimg tai chd.

) Pau  Ngira/kich ing Tu mau Bam tim
Bien dinh lwong

() () () ()
Tubi (ndm) 0,028* 0,2% 0,978*  0,009*
Can nang (kg) 0,002** 0,99** 0,94**  0,215**
Thoi gian ndm vién (ngay) 0,206 * 0,007 * 0,016* 0,05*
Thoi gian dung thudc (ngay) 0,011 * 0,001 * 0,001* 0,008 *

(*: Kiém dinh Man-Whitney U; **: Kiém dinh Independent T)

C4c yéu t6 lién quan l1am ting nguy co xuat hién TDP tai vi tri tiém 1a tudi, can
nang, thoi gian nam vién, thoi gian dung thude, véi p < 0,05.
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Bang 4. Tién sir bénh lién quan dén TDP tai chd.

. Dau Ngtra/kich tng Tu mau Bam tim
Bién dinh tinh
(P) (P) (P) (P)
Tang huyét &p 0,696 0,105 0,795 0,005
Dai thao duong 0,093 0,306 0,515 < 0,001
Suy tim 0,66 1,722 0,744 0,247
S6 miii tiem/ngay 0,679 0,21 0,046 0,249

Nhom NB ¢6 tién sit THA, DTD c6 nguy co xuat hién ty mau cao hon so véi
nhoém NB con lai (p < 0,05). NB tiém 2 mili/ngdy xuét hién tu mau nhiéu hon NB

tiem 1 mii/ngay (p = 0,046).

BAN LUAN

Nghién ctiu cho thay 90,9% NB st
dung Enoxaparin gap TDP, trong d6 co
07 trudong hop (14%) xuat hién ca TDP
toan than va tai vi tri tiém, 43 truong
hop (86%) xuat hién TDP tai vi tri tiém.
Trong 07 truong hop gap TDP toan
than, c6 02 trudng hop (3,64%) xuat
huyét giam tiéu cau, 02 truong hop
(3,64%) chay mau trong co; tiéu mau,
xuat huyét tieu hda, chay mau tai mii
hong déu c6 01 truong hop (1,82%).
bac biét, c6 01 NB méc hai TDP toan
than I xuat huyét giam tiéu cau va chay
mau tai miii hong. Két qua nay phu hop
véi nghién catu cua Abd Elkader (2021)
tai Bénh vién Dai hoc Cario véi 93,3%
NB gdp TDP va TDP toan than Ia

21,6%. Cac TDP toan than bao gém
chay mau cam (3,33%), tiéu mau
(6,66%), xuat huyét tiéu hoa (1,7%) va
xuat huyét giam tiéu cau (10%) [3].
Nghién cuu cua Abd Elkader (2021)
cho thay ty 1¢ TDP toan than cao hon,
diéu nay c6 thé do sy khéc biét vé dic
diém NB, liéu dung thubc va phuong
phéap theo ddi caa hai bénh vién.

Tai Viét Nam, nghién ctru ciia DPinh
Thi Lan Anh (2021) tai Vién Tim mach,
Bénh vién Trung wong Quéan doi 108
(2021) cho thay trong s6 111 NB sir
dung Enoxaparin phat hién 0,9% (01
truong hop) xuat huyét tiéu hoa va
khong c6 trudng hop nio xuét hién TDP
tai vi tri tiém. Ty Ié nho nay do tac gia
Lan Anh thyc hién phuong phap hoi
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ctru nén khong ghi chép dugc cac TDP
tai vi tri ti€ém [6]. M3t nghién ctru tién
ctru khac vé sir dung thudc chéng dong
va bién cb xuat huyét trén NB nhiém
SARS-CoV-2 ghi nhan 12,6% truong
hop xuat huyét, trong d6 48,39% xuit
huyét ning va 11,29% truong hop tir
vong [2]. Su khéc biét nay cé thé do
khac nhau vé dic diém NB, bénh 1y mac
kém, ché d6 lidu lugng dung thudc cua
ting khoa.

Nghién ciru cho thay 90,9% NB ding
Enoxaparin c6 TDP tai chd véi ty 18
dau, ngtra/kich ¢ng, bam tim, tu mau
lan luot 12 87,3%, 25,5%, 34,5% Vva
70,9%. Thoi gian xuét hién nét tu mau
hodc bam tim 1a 3 + 1,17 ngay. Nghién
ctru cua Abd Elkader ghi nhan 93,3%
dau, 70% ngta, 85% bam tim, 58,33%
tu mau [3]. Nghién ctru cua Zaki WE
(2020) trén 60 NB str dung Enoxaparin
cho thiy 100% NB déu bi dau va > 1/2
bi bam tim tai vi tri tiém [7]. So sanh
giita cac nghién cau c6 thé thay ty Ié
ngtra va bam tim ¢ nghién ctu nay thap
hon dang ké, diéu nay c6 thé do su khac
bigt vé vi tri tiém thudc, lidu diéu tri
hodc dic diém NB giita cic nghién ciu.

Nghién ciru ghi nhan méi lién quan
gitta dac diém diéu tri va dic diém st
dung thubc voi TDP toan than va tai vi
tri tiém khi dung Enoxaparin. Nghién
cau ctia Al-Samkari H va CS tién hanh
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trén 400 NB mic COVID-19 dugc diéu
tri chdng dong dy phong cho thay ty 1¢
Xuét huyét 1a 4,8%, trong d6 2,3% XuAt
huyét nang véi cac yéu t6 nguy co gdm
D-dimer > 2.500 ng/mL (OR: 3,56,
95%CI: 1,01 - 12,66), DIC, giam tiéu
cu va giam Fibrinogen [8]. Khac voi
nghién ctru trén, nghién ctiru chung t6i
phat hién ST, tién cin xuat huyét trudc
khi dung thudc, thay d6i mirc loc cau
than va s6 mili tiém trong ngay 1a cac
yéu t0 lién quan lam ting nguy co xuat
hién TDP toan than (p < 0,05). Phat hién
nay phu hop vdi nghién cau cua Pham
Ngoc Pan (2023) trén 492 NB nhiém
COVID-19 diéu trj tai trung tdm hoi
suc, ghi nhan tudi, tién can xuat huyét,
phan d¢ nang (NEJM 2021) va eGFR
< 60 mL/phat/1,73m? 14 cac yéu t c6 ¥
nghia thong ké 1am ting nguy co xdy ra
bién chimg xuét huyét (p < 0,05) [2].
Vé cac yéu t6 lién quan dén nguy co
xuét hién TDP tai vi tri tiém, tac gia
Zaki WE (2020) nghién ctu vé tac dung
ctia chuom lanh d6i véi van dé cuc bo &
NB sir dung Enoxaparin cho thay cuong
d6 dau & nit giGi nhiéu hon so véi nam
gioi [7]. Tac gia Yun Li va CS phéat hién
tiém dudi da bung c6 ty 1& bAm tim thap
hon so v&i vung canh tay (p < 0,05) [9].
Tac gia Palese va CS (2013) ghi nhan
ty 16 va kich thuéc bam tim khi tiém
Enoxaparin trong 10 gidy la 38% vai
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kich thudc > 5mm va 20% trong 30 giay
véi kich thudce 2 - Smm [10]. Khac voi
nhitng nghién ctru nay, nghién clru cua
chung t6i khong dé cap dén thuc hanh
cta diéu dudng. Két qua nghién ciu cho
thay nhom NB c6 d6 tudi cao va can
nang thap, thoi gian dung thudc kéo dai
s& cam thay dau trong tiém nhiéu hon
(p < 0,05). Thoi gian nam vién va thoi
gian dung thudc kéo dai 1am ting nguy
co xuat hién ngaa/kich tng, tu mau,
bam tim. NB vai tién s THA, DTP ¢6
nguy co bam tim cao hon (p = 0,005 va
p < 0,001) va sir dung 2 miii/ngay lam
ting nguy co xuat hién ndt tu mau
(p = 0,046).

KET LUAN

90,9% NB gap cac TDP khi st dung
thudc. Cac TDP thuong gip 1a dau, tu
mau vé6i ty 1€ 1an luot 13 87,3%, 70,9%.
Mot s6 yéu té lién quan dén TDP toan
than 1a tién can xuét huyét, thay d6i murc
loc cau than, tién st ST, tiém 2
mili/ngdy (p < 0,05). Céc yéu t6 lién
quan dén TDP tai vj tri tiém 14 tudi, can
nang, thoi gian nam vién, thoi gian
dung thudc, tién st THA, DTD, tiém 2
miii/ngay vai p < 0,05.
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