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(40,2%) Hinh thai rach phd bién la rach doc
(chiém 33.3%) va rach chéo (chiém 36,7%).
Theo thang diém Lysholm r&t tét la 70%, tét
23,3%, trung binh 3,3% va xdu 3,3%. Theo
thang diém Tegner cd 80% BN trd lai mic do
hoat dong nhu trudc khi phau thuat.
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PHAN TiCH SU’ HINH THANH TiN HIEU CUA MOT SO PHAN U'NG CO HAI
PANG CHU Y LIEN QUAN PEN LINEZOLID, VANCOMYCIN, COLISTIN VA
CARBAPENEM TU’ CO’ SO’ DU’ LIEU BAO CAO ADR TU’ NGUYEN TAI VIET NAM

Nguyén Thi Ly', Lé Hiéu?, Cao Thi Thu Huyén?,
Tran Ngan Ha3, Nguyén Hoang Anh (B)*, Vii Pinh Hoa?, Nguyén Hoang Anh?

TOM TAT

Muc tiéu: Phan tich sy hinh thanh tin hiéu cla
cac phan (ng c6 hai dang chd y lién quan dén mot s6
khang sinh can uu tién quan ly bao gom linezolid,
vancomycin, colistin va nhém carbapenem tir Cg s@ dir
liéu bao cao ADR ty nguyén tai Viét Nam giai doan
2017 - 2021. Poi tugng va phucng phap: Nghién
clfu mo ta théng qua hoi ciu dif liéu bao cao ADR ty
nguyén tai Trung tam DI&ADR Qudc gia giai doan
2017 - 2021. Két qua: Trong giai doan 2017 - 2021,
Cd s@ dit liéu bdo cao ADR ty nguyén da ghi nhan
dugc 2740 bdo cdo ADR lién quan dén linezolid,
vancomycin, colistin va nhom carbapenem. Trong do,
nghién c(ru da chon loc dugc 429 bdo cdo cé ADR
dang luu y (tugng Lrng vGi 436 cdp khang sinh - ADR
dang luu y). Két qua phan tich trong ca giai doan cho
thay ¢ su hinh thanh tin hiéu gidm tiéu cau lién quan
dén linezolid (ROR=627,92 [493,59 - 798,81]), giam
bach cau lién quan dén vancomycin (ROR=6,26 [5,07
- 7,72]), t6n thuong than cap lién quan den colistin
(ROR=440,92 [288,05 - 674,93]) va vancomycin
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(ROR=4,61 [3,40 - 6,24]) va rGi loan than kinh - tdm
than lién quan dén imipenem (ROR=19,27 [13,0 -
28,57]) va ertapenem (ROR=38,04 [16,25 - 89,07]).
K&t luan: Thong qua viéc phan tich su hinh thanh tin
hiéu an toan thudc tur dir liéu Canh giéc Dugc da ghi
nhan nguy cd gap cac ADR dang chu y cua mot sO
khang sinh quan trong can uu tién quan ly tai cac co
] kham chita bénh. Day la tién de thic day trién
khai cac hoat dong gidm sat bién c6 bét Igi lién quan
dén khang sinh trong chuang trinh quan ly sir dung
khang sinh tai Viét Nam.

Tur khoa: khang sinh, phan 'ng cé hai, bao cao
tu’ nguyén, tin hiéu an toan thudc.

SUMMARY
IDENTIFY THE SIGNALS OF SOME
TARGETED ADVERSE DRUG REACTIONS
RELATED TO LINEZOLID, VANCOMMYCIN,
COLISTIN AND CARBAPENEM FROM

SPONTANEOUS ADR REPORTS IN VIETNAM

Objective: To identify the signals of some
targeted adverse drug reactions related to linezolid,
vancomycin, colistin and carbapenem from 2017 to
2021. Subject and method: A restropective study of
spontaneous ADR reports registered at National
DI&ADR Centre from 2017 to 2021. Result: Out of
2740 ADR reports with linezolid, vancomycin, colistin
or carbapenem as suspected drugs, 429 reports were
selected (436 drug-ADR pairs). Safety signals were
detected including linezolid - thrombocytopenia

383



VIETNAM MEDICAL JOURNAL N°2 - SEPTEMBER - 2023

(ROR=627,92 [493,59 - 798,81]), vancomycin -
leukopenia (ROR=6,26 [5,07 - 7,72]) and acute kidney
injury (ROR=4,61 [3,40 - 6,24]), colistin - acute
kidney injury (ROR=440,92 [288,05 - 674,93]), and
neurological  disorder induced by imipenem
(ROR=19,27 [13,0 - 28,57]) and ertapenem
(ROR=38,04 [16,25 - 89,07]). Conclusion: The
targeted, relevant risks of some high-priority, clinically
important antibiotics were demonstrated by this
analysis. The results would help contribute to promote
drug safety monitoring in antimicrobial stewardships in
Vietnam.

I. DAT VAN DE

Nham ngan chan dé khang khang sinh, han
ché chi phi nhung van dam bao hiéu qua va an
toan khi diéu tri, Quyét dinh 5631/QD-BYT ban
hanh nam 2020 vé viéc Hudng dan thuc hién
quan ly st dung khang sinh trong bénh vién da
nhdn manh vai trd quan trong cla cac khang
sinh du trt, Ia nhitng lua chon uu tién hang dau
khi thuc hién chuong trinh quan ly s dung
khang sinh [1]. Hién nay, cac khang sinh can uu
tién quan ly dang dugc st dung nhiéu trong cac
cd sG kham, chira bénh la linezolid, vancomycin,
colistin va nhom carbapenem [2], [3]. MOt trong
nhitng muc tiéu cta chudng trinh quan ly su
dung khang sinh 1a gidm thiéu bién ¢ bat Idi lién
guan dén khang sinh can uu tién quan ly. O quy
mo quoc gia, Ca sd dif liéu bdo cdo phan Uing co
hai (ADR) la mét ngudn dir liéu then chét dé
phat hién, danh gid cac tin hiéu an toan thubc
dua trén cac dic diém s dung thudc tai Viét
Nam. Trong nhifng ndm gan day, s lugng bao
cdo ADR tu nguyén khéng nglrng gia tang, vdi
nhom thubc dudc bdo cdo nhiéu nhat la cac
khang sinh. Tuy nhién, phan fng cé hai ghi nhan
dugc chd yéu van la nhitng loai dé nhan biét nhu
phan (ng trén da va phan vé, trong khi cac ADR
dang chd vy, dién hinh cla ting khang sinh it
dugc ghi nhan han va chua cé nghién clifu nao
tdp trung phan tich cdc ADR nay. VG&i mong
muodn cung cap thém nhiing thong tin hiru ich vé
an toan thudc va gop phan thic ddy hoat ddng
giam sat cac bién c6 bat Igi lién quan dén cac
khang sinh can uu tién quan ly trén lam sang,
dong thdi dua ra mot s6 hudng dé xudt cho cac
chuang trinh quan ly sir dung khang sinh tai Viét
Nam, ching t6i thuc hién nghién ciru nay véi
muc tiéu: Phdn tich su’ hinh thanh tin hiéu cua
cdc phan ung co hai dang chd y lién quan dén
mot s6 khang sinh can uu tién quan ly tor dir liéu
bdo cdo ADR tu nguyén tai Viét Nam giai doan
2017 - 2021.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU
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2.1. Poi tugng nghién ciru

- Tat ca cac bao cao ADR do nhan vién y té
trén pham vi ca nudc guri vé va luu trif tai Trung
tam DI&ADR Quéc gia tir ngay 01/01/2017 dén
ngay 31/12/2021.

- Tiéu chuén lua chon:

+ Bdo cdo ADR dugc danh gia cd mai lién
guan gilra thudc nghi ngs va bién cb bat Igi.

+ Cac khang sinh dugc luya chon dua vao
phan tich trong nghién cru nay bao gom colistin,
vancomycin tiém truyén tinh mach, linezolid va
khang sinh nhém carbapenem, goi chung la
“khang sinh can uu tién quan ly”.

+ Cac ADR dang chu y lién quan dén ting
khang sinh dugc dua vao phan tich bao gom:
gidm ti€u cdu (lién quan dén linezolid), giam
bach cau (lién quan dén vancomycin), ton
thuong than cadp (lién quan dén colistin va
vancomycin), r6i loan than kinh - tam than (lién
guan dén nhom carbapenem).

2.2. Phuong phap nghién ciru

- Thiét ké nghién ctru: mo ta hoi clru.

- Quy trinh nghién cltu dugc trinh bay &
hinh 1.

Lira chon béo e c6 mi lién quan gia thude va ADR fi tit ca BC
ADR tirnguyén gin tir cor s khém, chira bénh giai doan 2017 - 2021

' '

Lua chon BC 6 thude nghi
ngo laKSUT

' '

Phan tich s thay d6i xu hwéng
BC ADR lién quan dén KSUT

Lua chon BC ¢4 biéu hign ADR dang cha

Luta chonBC thude nghi ngy |a KSUT

l

Phin tich syt hinh thanh tin hiéu ctia ADR déng
chi  lién quan dén KSUT

Ghi chi:

BC: bdo cdo

ADR: phén img 6 hai ciia thide
KSUT: khdng sinh cin e fién
quan

Hinh 1. Quy trinh nghién ciu

- Phan tich su thay déi xu hudng bdo cdo
ADR lién quan dén khang sinh can uu tién quan ly

Nhém nghién ciu ti€n hanh phan tich su
thay ddi xu huéng bdo cdo ADR lién quan dén
khang sinh can uu tién quan ly theo cac budc:

Budc 1: Lua chon cac bao cao co thudc nghi
ngd chira it nhat 1 trong s6 cac khang sinh can
uu tién quan ly dua trén phan loai ma ATC:
colistin  (J0O1XB01), vancomycin (JO1XA01),
linezolid  (J01XX08), khang sinh  nhdm
carbapenem (JO1DH).
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Budc 2: Phan tich su thay d&i xu hudng béo
cao ADR lién quan dén khang sinh can uu tién
quan ly theo phuong phap phan tich chudi thdi
gian gian doan.

- Phan tich su hinh thanh tin hiéu cta phan
Ung c6 hai dang chi y lién quan dén khang sinh
can uu tién quan ly

Tin hiéu la thong tin ghi nhan dugc tir mot
hodc nhiéu nguon khac nhau, ggi y dén nhitng
phan (ng cé hai mdi lién quian dén thudc, hoac

nhitng khia canh mdi cla mot phan dng cd hai
lién quan dén thubc da biét trudc dé [4]. PE
phan tich su hinh thanh tin hiéu ciia ADR dang
chd y lién quan dén khang sinh can uu tién quan
ly, nhdm nghién ctu ti€n hanh cac budc nhu sau:

Budc 1: Lua chon bdo cdo cd biu hién ADR
dang chu y

Tiéu chi lua chon mot s6 cap khang sinh -
ADR dang chd y nhu Bang 1.

Bang 1. Tiéu chi lua chon cap thuéc - ADR dang chu y

Khang sinh ADR dang cha y TLTK|
) Ton thuong than cap néu thdéa man 1 trong cac tiéu chi sau:
- It nhé&t 2 triéu ching 1dm sang: Tiéu it/vd niéu, phu hodc cac triéu chling ton
Colistin o e o . thuongthan khac; e [5]
' | - K&t qua xét nghiém uré, ndng do creatinin huyét thanh tang so véi trudc khi !
vancomycin (6]

diéu tri véi thudc nghi ngG hoac mirc loc cau than < 50 ml/ phdt;
- Nhan vién y té€ nhan dinh la “ton thuong than”, hoac “doc tinh trén than”, hoac
“suy giam chifc nang than” hoac “ton thuong than cap”.

Vancomycin

Giam bach cau néu s6 lugng bach cau < 4 G/L hodc bach cau trung tinh < 1,5
G/L, hodc dugc nhan vién y t€ nhan dinh la “gidam bach cau”. [6]

[5],

Giam tiéu cau néu s6 lugng tiéu ciu <150 x 103/pL, hodc giam > 50% so Vi

Linezolid gia tri ban dau, hodc dugc nhan vién y t& nhan dinh 13 “giam tiéu cau”. [5]
R&i loan than kinh, tdm than néu bién c6 dugc mé ta la co giat, dong kinh,
Carbapenem| hoang tudng, ao giac, loan than, néi nham, IU lan, ngu g3, Id md, mat y thirc | [6]

hodc dugc nhan vién y t€ nhan dinh la “r6i loan than kinh”, “r6i loan tam than”.

Budc 2: Lua chon bdo cdo cd ADR dang chu
y lién quan dén khang sinh can uu tién quan ly

- Lua chon bao cao cdé ADR dang chd y co
thudc nghi ngG it nhat 1 trong s6 cac khang sinh
can uu tién quan ly dua trén phan loai ma ATC.

- Phén loai mic d6 nang cua ADR:

+ Tén thudng than cap: phan loai theo
thang RIFLE [7].

+ Cac ADR dang chu y khac: phan loai theo
thang CTCAE cta Vién Ung thu Quéc gia Hoa Ky [8].

Budc 3: Phan tich su hinh thanh tin hiéu cta

bi€u hién ADR dang chi y lién quan dén khang
sinh can uu tién quan ly. Cap khang sinh can uu
tién quan ly va ADR dang chu y tuong Ung dugc
danh gia la “case”, tat ca cac cap thubéc - ADR
con lai dugc danh gia la “noncase”. Bao cdo case
la bdo cdo cé cap khang sinh - ADR dang cha y
dudc danh gia la case. Toan b bao cdo sau khi
phan loai “case”, “noncase” dugc dua vao phat
hién tin hiéu thong qua ty suat chénh ROR theo
cong thirc: ROR = (a/c):(b/d), véi a, b, ¢, d dudc
dinh nghia nhu sau:

Co ADR dang chu y AKhong cé ADR dang chu y A

S6 bao cdo lién quan dén khang sinh X

a b

S6 bao cdo khdng lién quan dén khang sinh X

C d

Tin hiéu dugc coi la hinh thanh khi cd it nhat
1 cap thudc - ADR dugc danh gia la “case” va
can dudi khoang tin cay 95% cla ROR I6n hon 1.

2.3. Xtr Iy s6 liéu

- S8 liéu dugc luu trlr va x(r ly bang phan
mém Microsoft Excel 2016 va phan mém Rstudio.

- Phan tich sy thay d6i xu hudng bdo cao
ADR theo phuang phap phan tich chuoi thdi gian
gian doan théng qua Rstudio.

- Tin hiéu an toan thubc dugc tinh toan theo
ty suat chénh bdo cdo ROR (Reporting Odd

Ratio) thong qua package "PhViD".

Il. KET QUA NGHIEN cUU

T6ng s6 c6 59772 bdo cédo ADR tu nguyén
dugc gui tir cac co sd kham, chira bénh trén
pham vi cd nudc trong giai doan 2017-2021 cé
moi quan hé nhan qua gilra thudc va bién c6 bat
lgi. Két qua sang loc bao cao co thubc nghi ngd
la khang sinh can uu tién quan ly va bao cao vé
mot s6 ADR dang chd y lién quan dén cac khang
sinh nay dugc trinh bay trong Hinh 2.
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59772 BC ¢6 médi lién quan giita thudc va ADR ftir tat ca cac BC ADR tu
nguyén dugc g tit céc co sé kham chira bénh trong giai doan 2017 - 2021

3

_ Loai | 58503 BC khong c6 bicu

hién ADR dang chuy

h 4

Y

2740 BC (4.6%. 1269 BC (2.1%, N=59772) cb

N=59772) c¢6 thudc biéu hién ADR dang cha y

nghi ngd 14 KSUT (twong tmg 2131 cap khéang sinh -

(twrong tng 4763 cap ADR)

khang sinh — ADR) Loai 840 BC khong co thude
P v ' e nghingd 1a KSUT

BC: bdo ccio 429 BC (15.7%, N=2740) thuoc

ADIE: phan 1mg co hai cla nghi ngo la KSUT (twong tng

ﬁgﬁ; khdng sinh cén 1w tién i, Pl L

quan ly

Hinh 2: So dé lua chon bao cao co ADR dang chi y lién quan dén cac khang sinh can uu
tién quan ly trong nghién ciau

Su thay ddi xu hudng bao cao ADR lién
quan dén khang sinh can uu tién quan ly.
Trong giai doan 5 nam (tir ngay 01/01/2017 dén
ngay 31/12/2021), c6 2740 bao cdo ADR c6 méi
lién quan dén cac khang sinh can uu tién quan ly
(linezolid, vancomycin, colistin  va nhém
carbapenem). Su thay d6i xu hudng ctia cac bao
cao ADR lién quan dén khang sinh can uu tién
quan ly trudc va sau khi Quyét dinh s6 5631/QD
- BYT vé viéc Huéng dan thuc hién quan ly sk
dung khang sinh trong bénh vién do B6 Y t€ ban
hanh va c6 hiéu luc ngay 31/12/2020 dugc thé
hién trong Hinh 3.

200

Yo=Po+ 0,96 * time, + 4,05 * intervention, + 1,35 * (time after intervention). + & |

150

56 lugng bdo cao
100
1

50
I
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1/2017 7/2017 1/2018 7/2018 1/2019 7/2019 1/2020 7/2020 1/2021 7/2021

Théi gian

Hinh 3. Xu huong bdo cdo ADR lién quan
dén khang sinh can uu tién quan ly o giai
doan trudc va sau khi co Quyét dinh
5631/QD - BYT (N=2740)

Két quad phan tich cho thay trudc khi co
Quyét dinh s§ 5631/QD-BYT ngay 31/12/2020 v&
viéc Hudng dan thuc hién quan ly stir dung khang
sinh trong bénh vién, s6 lugng bao cao ADR lién
guan dén khang sinh can uu tién quéan ly tang
trung binh 1 bdo cdo/thang va xu hudng tang
nay cé y nghia thdng ké (0,96; p<0,05). Ngay
sau khi c6 Quyét dinh nay, vao thang 1/2021, s6
lugng bao cao tang Ién 4 bao cao (4,05; p>0,05)
va duy tri xu huéng tang vdéi trung binh 2 bao
cao/thang trong giai doan sau do (2,31;
p>0,05). Tuy nhién, xu hudng tdng nay chua cd
y nghia thong ké.

Pac diém cac ADR dang cha y lién quan
dén khang sinh can uu tién quan ly. Sau khi
danh gid theo quy trinh nghién ciu, ghi nhan
dugc 429 bao cdo ADR, tuong U'ng véi 436 cap
khang sinh - ADR dang chi y dugc phan loai la
“case”. Cac bi€u hién ADR dang chi y cling Vi
phan loai mic do nang dugc trinh bay trong
Bang 2.

Bang 2. Phdn loai cac ADR dang chu y theo miuc dé nang

Phan loai mirc do nang theo thang CTCAE

Bi€u hién ADR Nhe |Trungbinh| Niang be ;giémh Khr%ng Tong
Giam tidu cau (%, n) 107 (54,9)] 30 (154) |29 (14,9)| 22(11,3) | 7(3,6) | 195
Giam bach cau (%, n) 4 (3,9) 17 (16,5 |35(34,00| 39(37,9 8(7,9) | 103
R&i loan | Co giat - - - - 22 (59,5)| 37

386



TAP CHi Y HOC VIET NAM TAP 530 - THANG 9 - SO 2 - 2023

than kinh - Loan than - - - - 5(13,5)
tam than Ld lan - - - - 3(8,1)
(%, n) No6i nham - - - - 3(8,1)
Ngu ga, I mo - - - - 1(2,7)
Ao giac - - - - 1(2,7)
ROi loan tdm than* - - - - 2 (5,4)
] Phan loai mirc d6 nang theo RIFLE
Ton th‘{ﬂzf’:;‘@“ cap Nguy cc |Ton thucng |Suy than :gg‘:r:jgug:f: Khr%ng Tong
Giam mUkc loc cau than 14 (13,9) | 28(27,7) |15(14,9)| 15(14,9) |41 (40,6)
Tang ure huyét thanh - - - - 23 (22,8) 101
Tiéu ft/ bi tiéu, phu - - - - 6 (5,9)
T6n thuong than cap - - - - 2 (2,0)

Ghi chd: *Trong bao cdo chi ghi “réi loan
tam than” ma khong mo ta gi thém; **Khong
phéan loai dugc khi @6 giam mutc loc cau than &
dudi mdc “nguy ca” theo thang phan loai RIFLE;
“-: Khéng du théng tin d€ phan loai.

Vé mirc d6 ndng, cac biéu hién giam ti€u cau
6 muc dé de doa tinh mang chiém 11,3%, trong
khi ty 1€ nay véi gidm bach cau lén dén 37,9%.
Cac biéu hién ton thuong than cip ghi nhén
dugc la giam muc loc cau than, tang uré huyét
thanh, ti€u it/ bi ti€u, phu... Pang chd vy, cé
27,7% béo cdo ghi nhan & mdc d6 tén thuong
than va 14,9% bao cao ghi nhan & mdc do suy
than. Cac rdi loan than kinh - tam than ghi nhan
dudc la co giat, loan than, U lan, o giac..., trong
dd co giat chiém ty |é cao nhat (chi€ém 59,5%).
Tuy nhién, thong tin vé loai ADR nay trong bao
céo khdng du chi tiét d€ phan loai mic db ndng
theo thang CTCAE.

Linezolid - gidam ti€u ciu 1a cip khang sinh -
ADR dang chu y dudc ghi nhan nhiéu nhat (195
cép, chiém 70,8% trong tdng s6 cac bdo cdo
ADR lién quan dén khang sinh nay), ti€p theo la
vancomycin - giam bach cau (103 cap, chi€ém
5,4%), colistin - tdn thuong than cap (54 cip,
chiém 68,8%) va vancomycin - tén thuong than
cap (47 cdp, chiém 2,5%). Cac biéu hién rdi loan
tam than lién quan dén khang sinh carbapenem
dudc ghi nhan it han, trong dé 28 trudng hgp

lién quan dén imipenem/cilastin (chiém 8,9%
trong tdng sd cac bao cido ADR lién quan dén
khang sinh nay), 6 trudng hop lién quan dén
ertapenem (chiém 12,8%) va 3 trudng hgp lién
quan dén meropenem (chiém 1,2%). Céc biéu
hién ADR dang chl y tugng Ung véi tirng khang
sinh can uu tién quan ly dudc trinh bay chi tiét
hon & Bang 3.

Su hinh thanh tin hiéu cta cac phan
rng c6 hai dang cha y lién quan dén cac
khang sinh can uu tién quan ly. Két qua
phan tich tin hiéu an toan thudc gilra khang sinh
can uu tién quan ly va cac ADR dang cha y dugc
trinh bay trong Bang 3. Ngoai trir meropenem,
tin hiéu gilta cac khang sinh can uu tién quan ly
va ADR dang chu y dugc hinh thanh khi so sanh
V@i cac khang sinh khac va vdi tat ca thudc khac
trong Co s& dir liéu. Cu thé, khi phan tich Ca sé
dir liéu, cac tin hiéu an toan thudc dugc hinh
thanh bao gém giam tiéu cau vdi linezolid (ROR
= 627,92 [95%CI: 493,59 - 798,81]), gidm bach
cau vdi vancomycin (ROR=6,26 [95%CI: 5,07 -
7,72]), tén thuong thadn cdp vdi colistin
(ROR=440,92 [95%CI: 288,05 - 674,93]) va
vancomycin (ROR = 4,61 [95%CI: 3,40 - 6,24]),
roi loan than kinh - tdm than vdi imipenem (ROR
= 19,27 [95%CI: 13,0 - 28,57]) va ertapenem
(ROR = 38,04 [95%CI: 16,25 - 89,07]).

Bang 3. Gia tri ROR cua cac khang sinh cdn uu tién quan ly trong giai doan 2017 - 2021

Khan Biéu hién [Tdng s6S6 lvgng bao| S6 | ROR (95%CI) giai doan 2017 - 2021
sinhg ADR dang (bao cao| caocase |lugng |So véicac khang| So véi tat ca thudc
chuay (N1) (%), N1 case sinh khac khac trong CSDL
. . Giam tiéu 912,80 627,92
Linezolid Gau 274 | 194(70,8) | 195 | 673 36 1237,39)| (493,59 - 798,81)
Giam bach 36,81 6,26
y | 1874 | 102(34) | 103 | (5653751 ,07) (5,07 - 7,72)
ancomycinf=x
Ton thuong 1874 46 (2,5) 47 5,83 4,61
than cap ' (4,20 - 8,09) (3,40 - 6,24)
Colistin | Ton thugng 77 53 (68,8) 54 590, 04 440,92
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_ than cap (378,24 - 920,44) | (288,05 - 674,93)
e/ 39 5(128) | 28 (14,725212373,62) (13,39-'%,57)
Meropenem tl?aor; Iﬁ?]?] 313 28 (8,9) 3 (0,8% 2 3,02) (0,75'? %,52)
Ertapenem tm than 246 3(1,2) 6 (17,3‘;0:8986,39) (16,2358:039,07)
Doripenem 4 0 (0,0) 0 - -

Ghi chu: “-": khéng tinh dugc ROR do s6
case trong giai doan bang 0; KSUT: khang sinh
can uu tién quan ly; CSDL: ca s& dir liéu.

IV. BAN LUAN

Sau khi ra soat va danh gia trén tat ca cac
bdo cdo ADR ghi nhén trong Co sé dir liéu bao
cao ADR tu nguyén giai doan 2017 - 2021, thu
dugc 2740 bao cao c6 mai lién quan gilta khang
sinh can uu tién quan ly va ADR. C4 thé thy, s6
lugng bao cdo lién quan dén cac khang sinh can
uu tién quan ly cé xu hudng tang dan theo thdi
gian. Dac biét ké tir khi Quyét dinh 5631/QD-BYT
cla BO Y té€ vé viéc Huéng dan thuc hién quan ly
stif dung khang sinh trong bénh vién cd hiéu luc
ngay 31/12/2020 [1], s lugng bao cao ADR lién
quan dén cac khang sinh can uu tién quan ly
trong nam 2021 da tang (2 bdo cao/thang) so
v@i giai doan trudc d6 (1 bdo cdo/thang). Su
tdng 1én nay cd thé xut phat tir viéc gia ting
murc do tiéu thu cac khang sinh du trif trong cac
bénh vién va/hodc cd thé do tac ddng clia Quyét
dinh quan ly. Cu thé, khi cac khang sinh can uu
tién quan ly dugc chi trong va quan tdm han thi
sO lugng bao cao ADR lién quan dén cac thubc
nay cling gia tang.

Trong s6 436 cap khang sinh - ADR dang
chi y dugc danh gia la “case”, cap thudc
linezolid - gidam tiéu cau dudc ghi nhan nhiéu
nhat (195 cdp, chiém 70,8% s6 bao cao lién
guan dén khang sinh nay). Trong dé, da s0 cac
bién c8 giam ti€u cdu dudc phan loai 6 d6 muc
nhe (54,9%). Tai Viét Nam, moét nghién clu
cong b6 nam 2022 vé tam soat bién cd bat Igi
thong qua két qua xét nghiém huyét hoc ¢ mot
bénh vién tuyén cudi cling ghi nhan 6,7% bénh
nhan giam ti€u cau sau khi sir dung linezolid va
63,7% bién c6 dudc phan loai 8 mdc d6 nhe [9].
Két qua phan tich trong ca Ca sé dit liéu va trong
nhém khang sinh cho thdy cé su hinh thanh tin
hiéu giam ti€u ciu lién quan dén linezolid vai gid
tri ROR tuong (ng la 627,92 (95%CI: 493,59 -
798,81) va 912,80 (95%CI: 673,36 - 1237,39).
Két qua nay tugng dong vdi cong bé vé phan
tich tin hiéu giam tiéu cau lién quan dén linezolid
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trudc d6 cua Asai va cong su (2021) trén Cd sé
di liéu bdo cdo bi€n cO bat Igi cia Nhat Ban
(JADER) v@i ROR = 5,29 (95%CI: 2,73 - 9,60).

Nghién clu cia ching toi ghi nhan 5,4%
trudng hop gidm bach cau trén téng s6 bdo cdo
lién gquan dén vancomycin, chl yéu xay ra & mic
d6 nang (34,0%) va de doa tinh mang (37,9%).
Theo khao sat trudc dé cia Tran Lé Vuong bai,
sau khi tam soat két qua xét nghiém can lam
sang tai mot bénh vién, c6 2,5% bénh nhan
giam bach cau sau khi dung vancomycin va chu
yéu xay ra 8 mic trung binh (42,6%) va de doa
tinh mang (30,7%) [11]. Su khac biét vé ty Ié
ghi nhan va két qua phan loai mirc do nang co
thé lién quan dén tiéu chun lua chon bién c6 va
doi tugng cua tirng nghién cru, tuy nhién, déu
phan anh rang tai Viét Nam, nhitng nghién clru
dudc tién hanh trén cac Co sd dir liéu khac nhau
déu ghi nhan bién cd gidm bach cau do
vancomycin. Két qua phan tich trong ca Cd s dir
liéu va trong nhdm khang sinh déu cho thay co
su hinh thanh tin hiéu gidm bach cau do
vancomycin, véi ROR [an lugt la 6,26 (95%CI:
5,07 - 7,72) va 36,81 (95%CI: 26,53 - 51,07).
Nghién cru trudc do cta Wei va cong su (2019)
trén di liéu bénh an dién t& cling cho thay co
hinh thanh tin hiéu gidm bach cdu trung tinh va
giam bach cau hat trén bénh nhan dung khang
sinh nay, vai ROR [an luct la 1,89 (95%CI: 1,60 -
2,23) va 3,22 (95%CI: 2,05 - 5,03) [12].

K& tir khi bat ddu dudc si dung trén Iam
sang, colistin va vancomycin dugc biét dén la
nhitng thudc cd dbc tinh cao vdi than. Trong
nghién clru cla ching t6i, cd 68,8% trudng hgp
ton thuong than cap (AKI) trén tdng sd cac bao
cao c¢b thu6c nghi ngd la colistin va ty |1& nay véi
vancomycin 1a 2,5%. Tin hiéu tén thuong than
cap lién quan dén colistin va vancomycin dugc
hinh thanh khi phan tich trong ca Cd sg dir liéu
va trong nhém khang sinh vaéi gia tri ROR tudng
ing lan lugt la 440,92 (288,05 - 674,93); 4,61
(95%CI: 3,40 - 6,24), va 590,04 (95%CI: 378,24
- 920,44); 5,83 (95%CI: 4,20 - 8,09). Nghién
clfu cla Patek va cong su (2020) trén hé thong
bdo cdo bién cd bat Igi cia FDA Hoa Ky (FAERS)
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cling cho két qua tuong tu, véi 24,8% bao cdo
cd biéu hién AKI trén téng sd bao cdo lién quan
dén colistin va ty lé nay vé&i vancomycin la
13,0%. Dong thdgi, khi phan tich trong nhém
khang sinh, nghién cttu trén cling ghi nhan tin
hiéu tén thuong thdn cdp lién quan dén hai
khang sinh nay véi gid tri ROR cla colistin va
vancomycin lan lugt la 33,10 (95%CI: 21,24 -
51,56 va 15,28 (95%CI: 13,82 - 16,90).

Trong cac thr nghiém lam sang ban dau,
viéc s dung imipenem ¢ lién quan dén gia tang
tan sudt co giat va cho dén nay, doc tinh trén
than kinh - tdm than van 1& méi quan tam hang
dau khi s dung carbapenem. Nghién clru cla
chiing t6i ghi nhan 12,8% bdao cdo cé thubc nghi
ngd 1a ertapenem cé biéu hién ré&i loan than kinh
- tdm than va ty |é nay véi imipenem/cilastin la
8,9%. Tin hiéu rdi loan than kinh tam than lién
guan dén ertapenem va imipenem/cilastin dudc
hinh thanh khi phéan tich trong ca Cg sé dir liéu
va khi phan tich dugi nhém khang sinh, gia tri
ROR tugng Ung la 38,04 (16,25 - 89,07) va
40,88 (17,33 - 96,39) véi ertapenem va 19,27
(13,0 - 28,57) va 22,27 (14,75 - 33,62) Vvéi
imipenem/cilastin. Nghién ciru cta Teng va cong
sy khi phan tich co sé dir liéu FAERS ciing ghi
nhan su hinh thanh tin hi€u mé sang lién quan
dén hai khang sinh nay vdi gia tri ROR lan lugt la
21,07 (16,38 - 27,10) va 9,68 (6,75 - 13,89).

Nhu vay, tuy con mot s6 han ché lién quan
dén dac thu cla Ca s@ dir liéu bao cao ADR tu
nguyén nhu bao cao thi€u, cac tin hiéu an toan
thudc lién quan dén khang sinh can uu tién quan
ly ghi nhan dugc trong nghién clfu cta ching toi
hoan toan phu hgp vé@i ghi nhan trong y van.
Qua dé, cd thé thdy, hé théng bdo cdo ADR tu
nguyén tai Viét Nam la nguon d{ liéu 16n, phu
hdp dé theo ddi tat ca cac bién cd bat Igi lién
quan dén thu6c noéi chung va khang sinh ndi
riéng. Pong thdi, dé thuc hién muc tiéu dam bao
an toan va giam thiéu bién cd bat Igi lién quan
dén cac khang sinh can uu tién quan ly, viéc
tang cudng giam sat cac ADR dang chu y khi str
dung cac khang sinh nay trén ldam sang la can
thiét, tir do6, cd cac bién phap du phong va xur tri
kip thoi cd thé dugc xem 1a mdt trong nhitng
nhiém vu can trién khai trong chucng trinh quan
ly st dung khang sinh tai bénh vién.

V. KET LUAN

Viéc phan tich Cg s@ dif liéu bdo cdo ADR tu
nguyén tai Viét Nam trong giai doan 2017 - 2021

da cho thdy mot hinh anh cap nhat va chi tiét vé
cac phan (ng cd hai dang chd y lién quan dén
cac khang sinh can uu tién quan ly (linezolid,
vancomycin, colistin va nhdm carbapenem), bao
gom s6 lugng bdo cao ADR va tac dong cua
Quyét dinh s6 5631/QD - BYT dén sO lugng bao
cao ghi nhan dugdc, mic do nang cla ADR cling
nhu sy hinh thanh mot s6 tin hiéu an toan thudc
lién quan dén nhom khang sinh nay. Théng qua
cac két qua trén, cd thé thdy tdm quan trong clia
viéc theo doi va xU tri cac phan (ng c6 hai lién
quan dén khang sinh uu tién quan ly tai cac co
s@ kham, chita bénh. T dé, thic ddy cac hoat
doéng quan ly nguy cg trong chuong trinh quan ly
khang sinh nham muc dich dam bao an toan khi
st dung cac khang sinh nay trong thuc hanh lam
sang.

TAI LIEU THAM KHAO

1. B0 Y té (2020), "Hudng dan terc hién quan ly st
dung khang sinh trong bénh vién", ban hanh kém
theo Quyét dinh s6 5631/QD-BYT ngay 31 thang
12 namp 2020.

2. Nguyén Hoang Anh, Dudng Van Quang va
cong su' (2020), “Phan tich tinh hinh tiéu thu
khang sinh tai Bénh vién Bach Mai giai doan 2013
- 2019 bang hé théng phan loai AWaRe", Tap chi
Y dugc hoc, 2, tr. 15-19.

3. Hsiay,, Lee B. R., et al. (2019), "Use of the
WHO Access, Watch, and Reserve classification to
define patterns of hospital antibiotic use (AWaRe):
an analysis of paediatric survey data from 56
countries", Lancet Glob Health, 7(7), pp. €861-e871.

4. BO Y té (2021), "Hudng dan Quoc gia vé Canh
giac Dugc", ban hanh kem theo Quyét dinh s6
122/Qb-BYT ngay 11 thang 01 nam 2021.

5. Tisdale J. E. (2010), Drug-induced diseases:
prevention, detection, and management, ASHP.

6. MedDRA (2018), ‘"Introductory guide for
standardised MedDRA quries (SMQs) version 21.1".
Bellomo R., Ronco C., Kellum J.A., et al.
(2004), "Acute renal failure - definition, outcome
measures, animal models, fluid therapy and
information technology needs: the Second
International Consensus Conference of the Acute
Dialysis Quality Initiative (ADQI) Group", Crit
Care, 8(4), pp. R204-12.

8. National Institutes of Health-National
Cancer Institute (2017), "Common Terminology
Criteria for Adverse Events (CTCAE) version 5.0".

9. Tran Lé Vuong Pai va céng sy (2021), "Tam
sodt bién c6 giam tiu cau lién quan dén linezolid
thong qua két qua xét nghlem huyét hoc tai Bénh
vién Bach Mai ", Tap chi Y Dudc hoc, 38, tr. 5-10.

10. Asai Y., Yamamoto T., et al. (2021),
"Evaluation of the Expression Profile of Antibiotic-
Induced Thrombocytopenia Using the Japanese
Adverse Drug Event Report Database", Int J
Toxicol, 40(6), pp. 542-550.

389



