PIEM TIN CANH GIAC DU'QC

WHO: Pregabalin - Nguy co 1€ thugc
thuéc va hdi chirng cai thudc

Ireland: Co quan Quan ly san pham
y t&¢ (HPRA) dua ra thong bao rang td
thong tin san phim cua pregabalin di cap
nhat thém céc canh bao lién quan dén van
dé 1 thudc thude va hoi ching cai thude.
Cac canh bao cap nhat chi rd pregabalin co
thé gay 18 thudc thudc ngay & licu diéu tri.
Nhitng bénh nhén c6 da tung lam dung
thudc nay c6 thé co nguy co cao tiép tuc
lam dung va I¢ thudc thude.

Pregabalin dugc chi dinh trong diéu
tri dau than kinh & ngudi trudng thanh nhu
mot liéu phap bo tro ddi véi mot sb dang
dong kinh (epilepsy) va réi loan lo au lan
toa (GAD-generalized anxiety disorder).
Cac canh bao nay da duoc thuc hién sau
khi Uy ban danh gia rii ro canh giac duoc
(PRAC) ctia Co quan y té chau Au (EMA)
ra soat va danh gia dua trén cac dit lidu san
co.

Loi khuyén cho nhan vién y té

Céc nhan vién y té nén danh gia can
than nguy co lam dung thude va 1& thudce
cua tung bénh nhan trudéc khi ké don
pregabalin va theo doi cac triéu ching lién
quan trén nhitng bénh nhén diéu trj bang
thudc nay chang han bénh nhan phat trién
dung nap thudc, ty ting dan lidu va ting
dan hanh vi chi dong tim kiém thudc. Su
xuat hién ctia hoi ching cai sau khi ngung
sit dung pregabalin c6 thé 14 tin hiéu cho
thiy c6 sy 18 thudc vao thude. Khuyén cdo
nén ngung st dyng pregabalin mot cach

tir tlr trong it nhat mot tuan dbi véi-bat ké
chi dinh.

Ngudn: https://www.who.int/publications/i/item/...
Piém tin: CTV L& DPinh Van
Phu trach: DS. Nguyén Thi Cac

HealthCanada: Nguy co' suy ho hip
cap tinh khi str dung cac thudc chira
hydroclorothiazid

Céac myc Canh bao va Than trong,
Phan tng c6 hai cua thudc, va Thong tin
thudc danh cho bénh nhén trong t& Hudng
din st dung cua cac thubc chua
hydroclorothiazid dang va s€ duogc cap
nhat nguy co xdy ra hoi ching suy ho hip
cap tinh.

Théng tin danh cho nhdn vién y té:

o Mic du rat hiém xay ra, nhung mot
vai truong hop gip anh huong bat
loi nghiém trong trén hé hap bao
g6m suy ho hip cap tinh (ARDs) da
dugc ghi nhan ¢ nhitng bénh nhan
st dung hydroclorpthiazid. Phu
phéi thuong xuit hién trong vai
phat dén vai gio sau khi udng
hydroclothiazid.

o Cac triéu chimg khoi phat bao gom
kho tho, sét va suy giam chirc ning
phoi va ha huyét ap

« Khéng nén dung hydroclorothiazid
cho nhiing bénh nhéan di c6 tién su

ARDs sau khi su dung
hydroclorothiazid.
e« Nén ngung su dung

hydroclorothiazid va tién hanh

phuong phap diéu tri thich hop néu
chan doan nghi ngo 1a ARDs.

Ngudn: https://www.canada.ca/en/health...

Diém tin: CTV. Nguyén Phuong Thao,

CTV. béang Thuy Tién

Phu trach: DS. Nguyén Thi Cuc

ANSM: Nguy co giy ton thwong
than, dwdng tiéu hoa, cac bénh vé
chuyén hda nghiém treng lién quan
dén thuédc phdi hep codein-ibuprofen

Thong tin danh cho bac si da khoa,
béc si chuyén khoa thap khép, bac si phau
thuat, bac si san khoa, bac si phau thuat
nha khoa, bac si tai miii hong, bac si gay
mé hoi sirc, trung tim diéu tri dau, trung
tam vat ly tri li¢u va phuc hoi chire nang,
bac s chuyén khoa than, bac si ti€u hoa,


https://www.who.int/publications/i/item/...
https://www.canada.ca/en/health...

bac si cép ctru, nha thudc bénh vién va cac
dugc si cong dong.

— Sir dung ché phim phdi hop
codein va ibuprofen kéo dai véi liéu cao
hon liéu khuyén cdo, truong hop bénh
nhan lam dung va phu thudc vao codein,
c6 thé 1a nguyén nhan dan dén ton thuong
than, dudong tiéu hoéa va cac bénh vé
chuyén hoa nghiém trong, d6i khi tién trién
gay tur vong vdi cac triéu chung:

+ Suy than, ha kali mau nang,
nhiém toan 6ng than,;

+ Thing, xuat huyét tiéu hoa, thiéu
mau nang.

— Can xem xét kha nang nhiém toan
6ng than & nhimg bénh nhan dung
Antaréne Codéine khi c6 tri€u chirng ha
kali mau va nhiém toan chuyén hoa khong
rd nguyén nhan, cac tridu ching co thé bao
goém suy nhugc toan than va suy giam y
thire;

— Bénh nhan can duogc luu y vé:

+ Cac nguy co cua Antarene
Codéine

+ Nguy co lam dung va phu thudc
thube

+ Can tham khao v kién béc si néu
nhan thay can dung thudc véi lidu cao hon
hoic trong thdi gian dai hon so v6i khuyén
cao.

Codein-ibuprofen 14 thudc phdi hop
ctia hai hoat chét giam dau gém c6 opioid
(codein) va giam dau khang viém khong
steroid (ibuprofen), khi sir dung nhiéu lan
c6 thé dan dén phu thudc (nghién) va lam
dung codein.

Tai Phap, Antaréne Codéine dugc
bao ché dudi dang vién nén bao phim véi
ham luong 200 mg/30 mg va 400 mg/60
mg.

Thang 10/2022, Co quan Dugc
pham Chau Au (EMA) d3 kiém tra tinh an
toan cta cac thudc phdi hop codein-
ibuprofen va ghi nhan mot s6 ca nhiém doc
than, mac bénh vé dudng tiéu héa va
chuyén hoa. Trong d6, c6 mét sd trudng
hop tir vong do sir dung thude nay kéo dai
v6i lidu cao hon liéu khuyén cdo. Hau hét

cac ca xdy ra & cac qudc gia noi bénh nhan
c6 thé mua Antaréne Codéine ma khong
can bac si ké don. Tai Phép, tat ca thudc
chtra codein chi duoc cdp phat khi c6 don
cua bac si, do do lam gidm nguy co xay ra
cac tic dung khong mong mudn cua
codein - ibuprofen.

To tém tit cac dic tinh cta san
phdm va t& huéng dan st dung cua
Antaréne Codéine dang dugc cap nhat dé
canh bao vé cac nguy co ké trén. Ngoai ra,
bénh nhan can dugc théng bao vé nguy co
xay ra bién chimg khi ding thudc va céc
dau hiéu nghi ngd ching rdi loan sir dung
opioid. Khuyén c4o bénh nhan lién hé véi
béc si néu nhitng diu hiéu nay xuét hién.

Trong truong hop nghién’ thude, c6
thé 'gap phai hoi ching cai néu ngimg
thudc, v6i biéu hién nhu bon chon hodc
kho chiu.

Ngudn: https://ansm.sante.fr/informations-de-securite/...
Diém tin: CTV. Phing Ngoc Mai,

CTV. Nguyén Ngoc Quynh Trang

Phu trach: ThS.DS. Nguyén Thi Tuyén

EMA: PRAC bit dau danh gia vé
tinh an toan cia cac thudc chira
pseudoephedrin

Uy ban Canh giac duoc ctia co quan
quan 1y Dugc pham Chau Au (PRAC) di
bat dau xem xét, danh gia cac loai thude c6
chtra pseudoephedrin sau nhitng lo ngai vé
nguy co gdy hoi chimg rdi loan tuan hoan
ndo sau c6 hoi phuc (PRES) va hoi ching
co mach méu ndo c6 hdi phuc (RCVS) —
hai tinh trang ton thwong ciia mach mau
ndo sau khi st dung cac thubc nay.
Pseudoephedrin 13 thudc ding duong udng
duoc st dung don doc hodc phéi hop véi
cac thudc khac dé diéu tri tinh trang nghet
miii do lanh, cam cim hodc di ing.

PRES va RCVS c¢6 thé lam giam
lugng mau dén nio (thiéu mau cuc bd té
bao ndo) va trong mot vai trudng hop co
thé din t6i cac bién ching nghiém trong,
de doa tinh mang. Cac tri¢u chung dién
hinh ctia PRES va RCVS bao gdm dau
d4u, budn non, co giat.



PRAC da danh gia thong qua su
dung dit liéu moi nhat vé cac ca gip PRES
va RCVS sau khi st dung thudc chua
pseudoephedrin dugc ghi nhan trong bao
c4o giri vé co so dir liéu canh giac duge va
cac bang chung y vin khéc.

Céc thudc chira pseudoephedrin da
dugc biét 12 co nguy co gay thiéu mau cuc
bd tim va ndo, bao gdbm nhdi mau co tim
va dot quy. Canh bao vé cac nguy co trén
da dugc dé cap trong to thong tin san pham
ctia cac thuéc nham han ché nhitng nguy
co nay cho ngudi bénh khi str dung.

PRAC s& xem xét mirc d§ nghi€ém
trong cua cac ca PRES va RCVS, tinh an
toan cua pseudoephedrin va nhiing chi
dinh sir dung thudc dé tir d6 quyét dinh
gidy phép luu hanh thudc nén duogc giir
nguyén, thay doi, dinh chi hay rat khoi
chau Au.

Théng tin thém vé thudc

Pseudoephedrin hoat dong theo co
ché kich thich thich c4c té€ bao than kinh
giai phong noradrenalin, c¢6 tac dung lam
co cac mach mau. Tt d6 gidam luong dich
thoat khdi mach, lam giam sung va giam
san xuat chat nhay tai mili.

Cac thudc chira pseudoephedrin
duogc cap phép tai nhiéu quéc gia chau Au
(EU), 6 dang don doc hodc phdi hop véi
nhimng thudc khac dé diéu tri viém mii di
ung hodc cac triéu chiing cam cim nhu

dau dau, sot, dau nhurc & ngudi bénh.
Ngudn: https://www.ema.europa.eu/en/news/prac-starts-...
Piém tin: CTV. Nguyén Trong Kién,
CTV.Kim Thi Khanh Huyén
Phu trach: DS. Nguyén Thi Céc

EMA: Khuyén céo bé sung canh béo
vé phan &ng c6 hai nghiém trong trén
than va dwong tiéu hda ciia cac thudc
chira codein phéi hep véi ibuprofen
Uy ban DPanh gia nguy co Canh giac
duge (PRAC) khuyén céo bd sung canh
bao vao t& thong tin san pham ciia cac loai
thudc chtra codein phéi hop ibuprofen vé
cac phan tng c6 hai nghiém trong, bao
gém tor vong, dac biét khi st dung trong

thoi gian dai véi liéu cao hon liéu khuyén
cao.

Thudc chira codein phdi hop véi
ibuprofen 1a sy két hop cta hai thude cling
co tac dung giam dau, mot thudc thude
nhom opioid (codein) va mot thude chdng
viém khong steroid (NSAIDSs) (ibuprofen).
St dung lién tuc codein phdi hop véi
ibuprofen dan dén phu thudc (nghién
thudc) va lam dung thube do c6 thanh phan
codein.

Uy ban di danh gia mot sé trudng
hop doc tinh trén than, tiéu hoa va chuyén
hoa dugc bao cao lién quan dén lam dung
va phu thudc vao thudc chtra codein phéi
hop véi ibuprofen, trong d6 mot sb truong
hop da tr vong.

PRAC phat hién khi sir dung lidu
cao hon liéu khuyén céo hodc trong thoi
gian dai hon, thudc chira codein phéi hop
v6i ibuprofen co thé gdy ton thuong thén,
ngan can than dao thai axit tr mau ra nudce
tiéu (toan hoa 6ng than). Ton thuong than
cling ¢ thé 1am giam ndng d6 kali mau (ha
kali mau), diéu nay gay ra cac triéu ching
nhu yeu co hay chong mat. Do do, can bd
sung toan hoa ong than va ha kali mau vao
muc tac dung khong mong mudn cua td
thong tin san pham.

Vi cac loai thudc chtra codein ph01
hop voi ibuprofen da duoc cap phép & cap
qudc gia, PRAC di thong nhat thong diép
chinh ma cac co quan quoc gia c6 thAm
quyén c6 thé st dung dé soan thao thong
bao cta ho cho cac nhan vién y té, thong
tin cho bénh nhan vé diu hiéu cta viéc lam
dung va phu thudc thudc, cling nhu nguy
co xuat hién phan tmg c6 hai nghiém
trong. Bénh nhan can tham khao y kién béac
si néu mudn st dung codein phdi hop
ibuprofen trong thoi gian kéo dai va/hodc
v6i lidu cao hon liéu khuyén cdo.

PRAC ciing luu y rang c6 nhiing
loai thudc ¢6 chira codein véi ibuprofen
duoc phén phéi ma khong can ké don &
Chau Au. Vi hau het cac truong hop trén
béo céo ¢ cac qudc gia noi cac loai thude
nay dugc ban ma khong ké don, PRAC



cho rang ké don thuoc s& la bién phap giam
thiéu rui ro hi¢u qua nhat dé giam phan
ung c6 hai lién quan dén viéc lam dung va

phu thudc cac san pham nay.
Ngudn: https://wwyv.ema.europa.eu/en/news/meetinq...
biém tin: CTV. Nguyen Phuong Thao;

CTV. Nguyén Lé - Phuong Nga
Phu trach: ThS.DS. Nguyén Thi Tuyén

WHO: Metronidazol - Nguy co kéo
dai khoang QT va nhip nhanh that

BO Y té, Lao dong va Phuc lgi Nhat
Ban (MHLW) va Co quan Quan ly Dugc
pham va Thiét bi y té Nhat Ban (PMDA)
da khuyén cdo bo sung nguy co kéo dai
khoang QT va nhip nhanh thit (bao gdm
xoan dinh) trén t& thong tin san pham co
chira metronidazol.

Metronidazol 1a mot loai thube
khang sinh va khang sinh vat nguyén sinh.
Khuyén céo bd sung nguy co trén dugc ap
dung cho dang ché pham duong ubng va
tiém. Cac bao cdo lién quan dén kéo dai
khoang QT va/hodc nhip nhanh thit (bao
goém xoan dinh) & Nhat Ban va trén thé
gidi da dugc danh gia. Trong mdt bao cdo,
moi quan hé nhan qua giira thude va phan
ung ¢6 hai dugc danh gia 1a ¢ thé.

Nguon: https://www.who.int/publications/i/item/97...
biém tin: CTV. Lé Thi Nguyét Minh,

CTV Kim Thj Khénh Huyén
Phuy trach: ThS. DS. Nguyén Thi Tuyén

NEJM: Liéu b6 sung vitamin D3 c6
lam giam nguy co gay xwong ¢ nguoi
trung nién va cao tudi khoé manh
hay khong?

Bo sung vitamin D dugc khuyén
cao rong rai trong cham soc stc khoe
xuong khop noi chung, tuy nhién, cac di
lidu vé viéc bd sung vitamin nay cé ngan
ngra tinh trang gdy xwong hay khong van
chua théng nhat.

Mot nghién ctu nhd trong thu
nghiém VITAL da danh gia liéu bo sung
vitamin D3 c6 lam gidm nguy co gy
xuong so voi gia dugc hay khong. VITAL
1a thir nghiém, ngiu nhién, c6 dbi ching

nhim nghién ciru xem liéu bd sung
vitamin D3 (2000 IU/ngay), acid béo n-3

(1 g/ngay), hodc ca hai c6 ngan ngira ung
thu va cac bénh tim mach ¢ nam gidi tir 50
tudi tré 1én va nir gidi tir 55 tudi trd 1én tai
Hoa Ky hay khong. Thiéu vitamin D, mat
d6 xuong thap, hodc lodng xuong khong
phai tiéu chuan lua chon ngudi tham gia
thir nghiém. Bién c¢6 giy xuong duoc
nguol tham gia bao cdo hang nam qua
bang cdu hoi va duoc kiém tra lai bang
viéc danh gia hd so bénh an. Tiéu chi chinh
1a s6 bién cb giy xuong, giy xuong ngoai
dbt song va giy xuwong héng. Cac mo hinh
ti 1€ nguy co duogc st dung dé ugce tinh hiéu
qua diéu tri trong phan tich theo phan b
ngiu nhién ban dau.

Trong 25.871 nguoi tham gia
(50,6% 1a phu nir [13.085 trong s6 25.871]
va 20,2% 1a ngudi da den [5106 trong s6
25.304]), c6 1991 truonghopgdy xuong
dugc xac nhan & 1551 nguoi tham gia
trong thot gian theo doi véi trung vi la 5,3
nam. B6 sung vitamin D3, so véi gia dugc,
khong c6 anh huong dang ké dén tong sb
bién cb gdy xuong (xdy ra & 769 trong sb
12.927 nguoi tham gia nhom vitamin D va
782 trong s6 12.944 nguoi tham gia nhom
gia duogc; ti I¢ rai ro [HR], 0.98; khoang tin
cdy 95% [CI], 0.89 dén 1.08, P=0.70), giy
xuong ngoai dbt séng (ti 1& rui ro [HR],
0,97; khoang tin cay 95%, 0,87 dén 1,07;
P = 0,50), hodc gay xuong hong (ti 1¢ rui
ro [HR], 1,01; khoang tin cay 95% CI, 0,70
dén 1,47; P = 0,96). Khong c6 su thay doi
hi¢u qua dleu tri theo cac dic diém co ban,
bao gdém tudi, ~gioi tinh, chung toc hodc
dan toc, chi sb khoi luong co thé (BMI)
hoic néng d6 25-hydroxyvitamin D huyét
thanh. Khong c6 su khac biét dang ké gitta
cac nhom vé cac tic dung khong mong
mudn nhu duge danh gia trong thir nghiém
ban dau.

B sung vitamin D3 khong lam
giam dang ké nguy co giy xuong so v6i
gida dugc ¢ nhimg ngudi trung nién va
ngudi cao tudi khoe manh, khong thiéu
vitamin D, khéi luong xuong thip hodc
loang xuong.

Ngudn: https://www.nejm.org/doi/full/10.1056/NEJM...
Piém tin: CTV. Nguyén Phuong Thio,
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https://www.ema.europa.eu/en/news/meeting...
https://www.who.int/publications/i/item/97...
https://www.nejm.org/doi/full/10.1056/NEJM...

CTV. Tang Quoc An
Phu trach: ThS.DS. Nguyén Thi Tuyén

ANSM: Déc tinh nghiém trgng cua
colchicin — Luru y sir dung thudc diing
cach

Thong tin cho bac si Pa khoa, bac
si cac chuyén khoa Co xwong khép, Lao
khoa, Tim mach, Thin — Tiét niéu,
Huyét hoc — Truyén mau, Noi, dwoc si
cong dong, dwoc si bénh vién, nha quan
Iy y té.

Colchicin 14 thudc c6 khoang diéu

tri hep, do vay c6 nguy co cao xay ra qua
liéu, biéu hién ban dau 14 rdi loan tiéu hod
(tiéu chay, budn ndn, ndn). Ngd doc
colchicin liéu cao c6 the gdy ra suy da tang
dan dén tir vong (do ton thuong hé ho hép,
tim mach, than kinh, huyét hoc).
Nhitng nguy co trén co thé duoc giam
thiéu bang cach tuan thu chi dinh, khuyén
céo vé lidu dung, chdng chi dinh va twong
tac thudc trong t& Thong tin San pham.

THONG TIN CHO NGUOI KE
PON VA DUQC Si

— Tuan thi ché d6 liéu duoc khuyén
céo trong t& Thong tin San pham.

— Giam liéu trén bénh nhan 16n tudi
(d3c biét & bénh nhan trén 75 tudi), bénh
nhan suy giam chuc nang gan, suy gidm
chirc nang than, bénh nhan c¢6 nguy co suy
giam chirc nang théan (mat nudc, st dung
thudc dong thoi), va theo ddi sat nhiing
bénh nhan nay.

— Tuén tha cac chéng chi dinh sau:

+ Bénh nhén suy gidm chuc nang
than nghiém trong (d¢ thanh thai creatinin
< 30 mL/phat).

+ Bénh nhén suy gidm chuc nang
gan nghiém trong.

— Kiém tra nguy co tuong tic
thudc.

+ Khong phdi hop colchicin clng
vo1 pristinamycin hodac cac khéng sinh
macrolid (ngoai trir spiramycin) do cd
tuong tac thude chong chi dinh.

— Tu vén bénh nhén:

+ Ludn tuan thu ché do licu.

+ Nhanh chéng bao cho nhén vién
y té néu gip tridu chung tiéu chay, budn
nén, non. Can nhic giam lidu hodc nging
thudc trong truong hop nay.

Théng tin b6 sung

Colchicin dugc chi dinh trong dleu
tri con gat cap, du phong con git cap o
bénh nhan gt man tinh, bénh nhan bi lang
dong calci hodc ling dong hydroxyapatit &
khép, diéu tri st Dia trung hai c6 tinh chit
gia dinh (st chu ky), bénh Behget, va
viém mang tim vo can.
Ngudn: Information de sécurité - Intoxications gravesa ...

Diém tin: CTV. Tang Qubc An
Phu trach: ThS.DS. Nguyén Thi Tuyén

ISMP Canada: Canh bzo vé sai sét
din dén tir vong khi truyén qua liéu
N-acetylcystein

Paracetamol dugc sir dung an toan
boi hang triéu ngudi trén khap thé gioi, tuy
nhién ngd doc paracetamol 1a nguyén nhan
hang dau dan dén suy gan cép tinh va tir
vong do thudc. N-acetylcystein 1a thudc
giai doc paracetamol, an toan khi st dung
do it tic dung phu. Gan day ISMP Canada
nhan duogc bao céo tir vong khi truyén qua
lidu N-acetylcystein do sai sot khi dat tde
do bom tiém truyen Piém tin nay canh
bao cac sai sét dan dén tir vong va khuyen
cho danh gid quy trinh truyén N-
acetylcystein.

Vi du sai sot

Mot bénh nhan nhap vién khi bi ngd
ddc paracetamol va duoc truyén tinh mach
N-acetylcystein. Quy trinh gdm truyén
liéu nap sau d6 truyen lleu duy tri tr cung
mot tai dich truyen v6i toc do cham hon.
Tuy nhién liéu duy tri di duogc tiép tuc
truyén cung téc do vé6i lidu nap. Bénh nhan
¢6 biéu hién budn nén, ndén va co giat, sau
d6 da tr vong.

ISMP Canada da ghi nhéan 2 truong
hop tir vong do qué lidu N-acetylcystein.
Cé hai déu lién quan dén bénh nhan duéi
18 tudi, co quy trinh tiém truyén twong tu
nhau, déu sai s6t khi dit tbc d6 bom tiém
truyén va déu dan dén tir vong.


https://ansm.sante.fr/informations-de-securite/intoxications-graves-a-la-colchicine-colchicine-opocalcium-1-mg-et-colchimax-rappel-des-regles-de-bon-usage

Béi canh

Phan g c6 hai nghiém trong, bao
gbm tir vong do qué lidu N-acetylcystein
hiém gip nhung di duoc bao cao trong y
van. Qua lidu N-acetylcystein (4-16 lan)
khi truyén tinh mach dan dén phan tng c6
hai nghiém trong de doa tinh mang bao
gom tan huyét, hoi chirg ure tan mau, phu
ndo, co giat. Do N-acetylcystein dé truyén
tinh mach dugc pha trong dung dich 5%
dextrose, vigc truyén qué liu din dén
truyén mot lwong 16n dich va thanh phan
tang ap luc tham thau, diéu nay co thé dan
dén tac hai nghiém trong trén 1am sang.

Ban luin

Hién c6 nhiéu quy trinh chuan bi va
truyén tinh mach N-acetylcystein dugc sir
dung khip Canada. Panh gia so bo cac bao
c4o sai sot dd xac dinh duoc yéu t6 quan
trong 1a giao dién su dung bom tiém
truyén.

Trong vi du sai sot ¢ trén, y ta can
cai dat lai téc d6 bom truyén thu cong dé
truyén liéu duy tri sau khi truyen xong liéu
nap. Trong khi dat téc do truyén cia liu
duy tri, tdc d6 lidu nap duoc goi ¥ khi lra
chon, lam tang kha nang chon sai tbe do
truyén. Mot s6 bom tiém truyén thong
minh ¢6 tinh ning hiéu chinh liéu timg
budc va lap trinh tuan tu, cho phép lap
trinh bom tu dong chuyen tir toc do truyén
lidu nap sang toc do truyen lidu duy tri.

Bom tiém truyén trong sai sot tren
khong c6 tinh nang nay va can thay doi tc
do6 truyén thu cong.

Ngudn: ISMPCSB2022-i8-NAC-Alert-Infusion-...

biém tin: CTV Dang Thuy Tién,

CTV Nguyén Ha Nhi
Phu trach: ThS.DS. Nguyén Thi Tuyén

HSA: Amoxicillin va nguy co viém
mang nio vo khuin

Amoxicillin 1a khang sinh beta-
lactam pho hep duoc cip phép luu hanh tai
Singapore tir nam 1998 dé diéu tri cac
bénh nhiém khuan thudng gap nhu nhiém
khuan hé hap, nhiém khuan sinh duc,
nhiém khuian da va m6 mém. Hoat chat
hién c6 dang don thanh phan hoic két hop

v6i clavulanat - chiat Gc ché beta-
lactamase.

Viém mang nio vo khuén

Viém mang ndo vo khuan 13 tinh
trang mang ndo va tuy séng bi viém khong
do nhiém khuén. Cac loai thudc nhu thude
chéng viém khong steroid (NSAID),
globulin mién dich duong tinh mach va
khang sinh, bao gdbm amoxicillin, d3 duoc
xac dinh 13 nguyén nhan tiém tang cia
viém mang ndo vo khuan. Cic nguyén
nhan khac bao gdm ung thu, bénh ty mién
hoic cac bénh ty mién hé thé)ng (nhu lupus
ban d6 hé thong, viém khép dang thap) va
cac nguyén nhan khac do diéu tri giy ra
nhu bién chung choc dng cot séng that
lung hodc phan tmg co6 hai cua thudc tiém
tay song. Co ché bénh sinh cua viém mang
ndo vo khuan do thudc van chua duoc biét
18, nhung dé xuét c¢6 thé do phan (mg qua
man muén.

Viém mang ndo vé khuin do
amoxicillin

C6 rét it trudng hop viém mang néo
v6 khuan duoc cong bd trong y van lién
quan dén viéc str dung cac ché pham chtra
amoxicillin. Bénh nhan thudng xuit hién
sOt va dau dau tién trién trong vai gid dén
7 ngay sau khi sir dung amoxicillin. Chiing
s¢ anh sang, cirng gay, li bi, dau co va cam
giac kho chiu ciing xdy ra véi mot s6 bénh
nhan. Pang cha ¥, hau hét cac trudng hop
déu hoi phuc tich cuc, sau 2 dén 3 dot viem
mang ndo vo khuan do amoxicillin. Céc
phat hién trong dich ndo tuy (CSF) dién
hinh bao gom tang bach céu (t¢ bao
lympho hodc bach cau trung tinh), trong
mot s6 truong hop di kém véi ting protein
va nong do glucose thuong binh thuong
(khac véi trong viém mang ndo do vi
khuan véi nong do glucose CSF thap).
Nubi cdy CSF luén 4m tinh.

Viéc chan doan viém mang nio vo
khuan do amoxicillin thudng dya trén mbi
lién quan vé thoi gian giira viéc udng thude
va khoi phat triéu ching, ting bach cau
CSF, xét nghiém vi sinh am tinh va céc
triéu chiing c6 kha nang cai thién nhanh,


https://ismpcanada.ca/wp-content/uploads/ISMPCSB2022-i8-NAC-Alert-Infusion-Errors.pdf

thuong trong vai ngdy sau khi ngung
thube. Vi day la mot chin doan loai tri,
khai thac tién str dung thude k§ ludng co
thé gitp hd trg chan doan viém mang nio
v6 khuan lién quan dén amoxicillin sau khi
da loai trir nguyén nhan viém mang nao vo
khuén lién quan dén nhiém tring va bénh
Iy khac (chu yéu 1a ung thu va bénh tu
mién).

Danh gia cua Co quan Quanly Y
té Canada

Vao nam 2021, Health Canada da
xem xét nguy co tiém tang cua bénh viém
mang ndo vo khuan trén nhitng bénh nhan
dugc diéu tri bang cac ché pham cé chia
amoxicillin va két luan rang c6 thé c6 mbi
lién quan giita bénh va thudc. Cac danh gia
thyc hién trén cac bénh nhan viém mang
ndo vo khuén lién quan dén viéc sir dung
amoxicillin tai Canada va cac nudc khac,
dong thoi nghién ctru cac truong hop tai
quéc gia khac dugc bao cdo cho Co so dir
liéu vé phan mg c6 hai ciia T6 chirc Y té
Thé giéi (WHO), cho thdy mdi lién hé giita
nguy co viém mang ndo vo khuan va viéc
st dung amoxicillin.

Ghi nhan tai Singapore

Cho dén nay, HSA da nhéan duogc
mot bao céo vé bénh viém mang nio vo

khuan c6 thé lién quan dén viéc st dung
amoxicillin/acid clavulanic.

Hién tai, viém mang ndo vo khuén
12 mét bién cd bét loi da duoc ghi trén nhan
(PI) cia mot sd6 ché phim co chua
amoxicillin. HSA dang lam viéc véi co
quan dang ky thudc cia cac ché pham con
lai dé dam bao thong tin an toan trén duoc
liét ké trong PI cua tat ca cac ché pham co
chtra amoxicillin tai Singapore.

Khuyén cdo ciia HSA

Viém mang nao vo khuan lién quan
dén amoxicillin 13 mot AE rat hiém gip
nhung c6 thé hdi phuc, ¢ thé duoc xir tri
bang cach nging thude. Do d6, viéc nhanh
chong phat hién AE nay co thé giup khong
phai tién hanh quy trinh chan doan xam lan
va diéu tri kéo dai, cling nhu kha nang Xudt
hién cac dot tai phat lién quan dén viéc su
dung amoxicillin tiép theo. Nhan vién y té
can can nhic kha ning xay ra AE nay ¢
bénh nhan dugc ké don céc ché phflm chura
amoxicillin xuat hién viém mang ndo vo
khuan sau khi loai trir cac nguyén nhan do
nhiém khuan hoic bénh Iy khac.

Ngudn: https://www.hsa.gov.sg/announcements/...
Diém tin: CTV. Dinh Thj Thuy,
ThS.DS. Nguyén Thi Tuyén




PIEU TRI

TOI UU HOA CHE PQ TRUYEN KEO DAl KHANG SINH NHOM
BETA-LACTAM

1. Tong quan vé nhém khang sinh beta-lactam
Beta-lactam 1a mot ho khang sinh rat 16n, bao gdm cac khang sinh ¢ ciu tric
hoa hoc chira vong beta-lactam. Khi vong nay lién két v6i mot cdu tric vong khac s&
hinh thanh cac phan nhom 16n tiép theo gdm: nhom penicillin, nhém cephalosporin,
nhom carbapenem va nhém beta-lactam khéac. Phan loai mot sé khang sinh nhém beta-
lactam dugc trinh bay trong hinh sau:

Khang sinh nhém Beta lactam /,/: NH

Vong beta-lactam

Penicillin G 1. Cephalexin Doripenem Astreonam
Penicillin V Cefazolin Ertapenem
Methicillin 2. Cefuroxim Imipenem
Nafcillin Cefoxitin Meropenem
Amoxicillin 3. Ceftazidim
Ampicillin Ceftriaxon
Piperacilin 4. Cefepim
Ticarcilin 5. Ceftarolin
"Bt O O °F
COOH COOH SO,H

Hinh 1: Phén logi cac khang sinh nhdm beta-lactam
Beta-lactam 1a nhém khéng sinh c6 tac dung diét khuan biang cach tc ché tong
hop vach té bao ciing nhu 1am ly giai va bién dang vi khuan. Dic biét, beta-lactam
lanhém khang sinh phu thugc vao thoi gian (time- dependent bactericidal
activity), nghia la téc do va muc do diét khUan phu thudc chir yéu vao thoi gian vi khuan
tiép xdc véi khang sinh, it phu thudc vao nong do thude trong mau. Dudi ddy 1a biu do

mo ta c&c chi s6 dugc dong hoc va dugc luc hoc (PK/PD) cua cdc nhom khang sinh (1).
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Tetracycline|p-lactams
Oxazolidinones, Nlacrolides

Time (h)

MIC: Minimum Inhibitory Concentration (ndng do trc ché tdi thiéu)

AUC: Area Under the Cure: dién tich dudi duong cong

Hinh 2: Céc chi sé PK/PD ciia mét sé6 nhém khang sinh (1)



Dé nang cao hiéu qua diéu tri, giam thiéu su xuat hién chang vi khuan khéang
thudc, viéc téi vu hoa viéc st dung khang sinh hiéu qua thuc sy 1a budc thiét yéu. Bé
t6i vu hoa tac dung cua khang sinh nhém beta-lactam, chi s6 PK/PD can t6i uu la
T>MIC. Kha ning diét khuan dat bdo hoa khi néng do 16n hon MIC khoang 4-6 lan,
nghia 13 khi ting ndng d6 hon ngudng ndy, téc dd va mirc do diét khuan chi ting khong
dang ké. Biéu dd dudi day lam rd kha ning diét khuan theo duong cong logarit cua
khang sinh beta-lactam & cac nong d6 12 boi s6 caa MIC (2).

Control strain

—
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Hinh 3: Puong cong logarit cua khang sinh beta-lactam ¢ cac
nong dé 1a béi sé cua MIC (2)
Cu the, tiy theo phan nhém khéng sinh s& ¢6 muc tiéu ve chi s6 PK/PD nhém
beta-lactam can dat nhu sau (3):

Nhém thude Penicillins Cephalosporins | Carbapenems
Nong @6 diét khuan | 50% 60-70% 40%

2. ,Téi wu ché dd liéu nhém khéng sinh beta-lacta[n ’ ’

Doi voi nhom khang sinh Beta-lactam, ¢6 3 cach d¢ t61 uu chi s6 T>MIC (thoi
gian duy tri nong dd trén MIC): tang heu rt ngan khoang cach dung thudc hay tang so
lan dung thudc va kéo dai thoi gian truyén. Khac véi truyen ngit quing (hay truyen kinh
dlen) thuong keéo dai khoang 30-60 phut thi cac chién lugc kéo dai thoi gian truyén c6
thé bao gom truyén lién tuc hodc truyén kéo dai (2-4 tiéng). Cac biéu dd dudi ddy minh

hpa cho két qua nghién ctru cia MacVane va cong su so sanh hiéu qua cua cac cach dé
to1 uu gia tri T>MIC (4):
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Hinh 4: Hiéu qua ciia cac cach gitip t6i wu gid tri T>MIC (4)

3. Loi ich khi truyén kéo dai nhém Beta-lactam

Trén nhitng bénh nhan c6 nhiém khuén nang, bénh nhan nhiém vi khuén da
khang, bénh nhan hoi strc tich cuc, va nhitng d6i twong bénh nhan c6 duoc dong hoc
thay doi nhiéu (nguoi béo phi, ngudi co ting thanh thai than CrCl>130ml/phut, bénh
nhan bong), déd co cac nghién ctru 16n chimg minh hi¢u qua vé mit 1am sang, loi ich vé
giam ti 18 tir vong, loi ich vé giam thoi gian nam vién, giam dé khang thudc va ting do
an toan khi truyén kéo dai beta-lactam.

*V¢ lgi ich 14m sang:

Trong mot nghién ctru phan tich gop tai Singapore gdm 29 nghién ciru trén 2206
bénh nhan (18 thir nghiém lam sang co d6i chimg ngau nhién RCTs va 11 nghién ctu
quan sat) so sanh giita ché do truyen keo dai cua p1perac1ll1n/tazobactam cephalosporlns
va carbapenem so v6i ché d6 truyén ngin ngit quéing (bolus) cho thay rang: truyen kéo
dai nhém beta-lactam lam giam ti 1¢ tir vong 34% so voi truyén ngan truyen thong co ¥
nghia thong ké (p=0.0004), dong thoi truyén kéo dai lam tang ti 1¢ cai thién 1am sang
12% so v&i truyén ngan ngat quang (p=0,007) (5).

Bolus Risk Ratio Risk Ratio

Study or Subgroup Events Total _ Events Total Weight M-H, Fixed, 85% CI M.H, Fixed, 95% CI

Angus 2000 3 10 ] " B8.1% 037014, 098 —l

Buijk 2001 3 12 2 6 1.9% 0.75[0.17,3.35) e

Chytra 2012 14 106 17 108 120% 084044, 1861) -t

De Jongh 2008 0 6 0 ] Not estimable

Dow 2011 8 67 1 54 8.6% 0.59[0.25,1.35) ——

Duihunty 2012 3 30 6 30 43% 050[014,182) e

Fahimi 2012 17 N 20 30 144% 082[055,124) —-r

Georges 2005 3 26 3 24 22% 092[021,414) e p—

Grant 2002 0 47 5 51 37% 010[001,173 &1

Hughes 2009 1] 78 3 29 31% 0.74[0.20,2.78) e

Lagast 1983 5 20 4 25 25% 1.56 [0.48,5.08) P—p—

Lau 2006 1 130 3 132 21% 034[004,321) e

Lodise 2007 9 102 21 92 157% 0.39(0.19,080] ——

Lorente 2009 8 37 14 46 8.9% 0.71[033,1.81] e o

Patel 2000 4 70 5 59 39% 067[019,240) T

Rafati 2006 5 20 ] 20 43% 083[0.30,229) _—

Roberts 2007 3 29 0 28 04% 6.7710.37,12532) N P —
Roberts 2009 2 5 0 5 04% 500(030, 8369 e —
Roberts 2010 0 8 0 8 Not estimable

Sakka 2007 1 10 2 10 14% 0.50[0.05,467) S

Wang 2009 1 15 L] 15 43% 017[002,1.22] 3

Total (95% Cn) 859 789 100.0% 0.66 [0.53, 0.83) L 2

Total events 96 137

Heterogeneity Chi®*=16.20,df=18 (P = 058),"=0% YT Y 1700
Test for overall effect Z= 3.54 (P = 0.0004) Favours Infusion Favours Solus

Fig. 2. Forest plot summary of the pooled relative risks {RRs) of the studies comparing mortality rates in patients receiving prolonged infusion and intermittent boluses. CI,
confidence interval.

Hinh 5: Biéu dé thé hién hiéu qua cua viéc truyén kéo dai (5)

Ciing tuong tu nhu vay, trong nghién ctu gop khac gém 14 nghién ciu trén 1229
bénh nhan so sanh giita truyén kéo dai piperacillin/tazobactam, carbapenem va truyén
ngan ngat quédng cho thay truyén kéo dai 1am ting ti 1& cai thién 1am sang 1a 13% va 1am
giam ti 1& tir vong 1én dén 41% so véi truyén ngat quang (6).

*\/¢ lgi ich thoi gian diéu tri:
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Truyén kéo dai beta-lactam lam giam tong sé thoi gian nam vién va thoi gian
nam tai ICU (don vi hdi suc tich cuc) c6 ¥ nghia thong ké so vai ché do truyén ngat
quang. Theo mdt nghién cau hdi cau trén 553 bénh nhan ICU cho thay truyen kéo dai
piperacillin/tazobactam lam giam thoi gian nam vién va thoi gian nam tai ICU so véi

truyén ngat quang cua piperacillin/tazobactam (7).

26.3
30 20.4
20
8 6.4
N
0

Thoi gian nam vién va tai ICU gitta 2 ché
do liéu cua Piperacillin/tazobactam

ICU

® Truyén ngit quing

LOS

Truyén kéo dai

Ghi cha: ICU: Thoi gian nam tai ICU, LOS: Thoi gian nam vién

Biéu do 1: Thoi gian nam vién va nam tai ICU giita truyén kéo dai va truyén ngat

quang piperacillin/tazobactam (7)

Ngoai ra, loi ich vé duge dong hoc, loi ich vé chi phi thude diéu tri, do an toan
khi dung kéo dai ciling dugc dé cap trong méot so nghién ciu (1).
4. Bang hwéng dan goi y che dg truyen kéo dai beta-lactam

Hoat chat CrCL(ml/pht) Liéu Quiing dwa | Thoi gian
lieu truyen
Piperacillin- >20 mL/phut 3.375g hoic 4.5¢g mai 8h 4h
tazobactam —
<20 mL/phut hoac 3.375¢g hoac 4.5¢ moi 12h 4h
IHD hoac PD
CRRT 3.375g hoic 4.5g mdi 8h 4h
Cefepime >50 ml/phut 29 mai 8h 3-4h
30-49 ml/phit 29 moi 12h 3-4h
15-29 ml/pht 19 moi 12h 3-4h
<15ml/phit hoic IHD 19 maoi 24h 3-4h
CRRT 29 moi 12h 3-4h
Imipenem >70 ml/phut 500mg hoac 1g mai 6h 3h
41-70 ml/phit 500mg hoic mdi 8h 3h
750mg
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21 — 40 ml/pht 250mg hoic mai 6h 3h
500mg
6 — 20 ml/phat hoic 250mg hoic mdi 12h 3h
IHD hoac PD 500mg
CRRT 500mg maoi 6h 3h
Meropenem >50 ml/phut 1g hoic 2g mai 8h 3h
25 — 49 ml/phut 1g hoic 2g moi 12h 3h
10 — 24 ml/phat 500mg hoic 1g moi 12h 3h
<10 ml/phit hoic IHD | 500mg hoic 1g | mdi 24h sau 3h
CRRT 1g hoic 2g moi 12h 3h
Ceftazidime >50 ml/phut 2.59 mai 8h 2-3h
—avibactam - .
31-50 ml/phat 1.25¢g moi 8h 2-3h
16-30 ml/phat 0.94g mdi 12h 2-3h
6-15 ml/phut 0.94¢g moi 24h 2-3h
<5 ml/phat hoic IHD 0.94g moi 48hsau |  2-3h
CRRT 1.25g mai 8h 2-3h
Bdng 1: Ché dg truyén kéo dai beta-lactam theo Hiép Hgi Durgc si vé cac bénh truyeén
nhiem (1)
Hoat chat Liéu goiy Thai gian Téc nhan gay
truyen bénh
Ampicillin- X 4h CRAB
sulbactam 9g moi 8h
hoac 27g mdi 24h truyén lién tuc
Vi nhiém khuan nhe do CRAB 4h
con nhay v&i  ampicillin-
sulbactam ¢ thé sir dung liéu 3g
mai 4h
Cefepime | Viém bang quang: 1g mdi 8h 30 phat AmpC-E
Nhiém khuan khéc: 2g mdi 8h 3h
Ceftazidime- X 3h CRE, DTR-P.
. 2.59g moi 8h .
avibactam aeruginosa
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Imipenem- | Nhiém viém bang quang hoic 30 phat ESBL-E, AmpC-
cilastatin | ESBL-E hoac AmpC-E: 500mg E, CRE, CRAB
mai 6h

Nhiém CRE va CRAB: 500mg 30 phat
moi 6h

Meropenem |Viém bang quang: 500mg mdi 30 phut ESBL-E, AmpC-

6h E, CRE, CRAB
Nhiém ESBL-E hoic AmpC-E: 30 phut
1-2g mdi 8h
Nhiém CRE va CRAB: 2g moi 3h
8h
Bang 2: Ché dé truyén kéo dai beta-lactam theo IDSA (Hiép hdi bénh truyén nhiém
Hoa Ky) 2022 (9)

5. Mt s6 tré ngai khi sir dung ché dd truyén kéo dai nhom beta-lactam

C6 ba van dé tro ngai khi str dung ché d6 truyén kéo dai hoac truyén lién tuc bao
gom: trang thiét bi va nhan lwc, tinh twong hop ciia thude va tinh on dinh ciia thudc.

Thi nhit vé trang thiét bi va nhan lwc, khi sir dung ché d6 truyén kéo dai doi
hoi phai ¢6 bom tiém dién, day 1a van dé khi bénh nhan c6 it dudng truyén ma c6 it diéu
dudng dé theo ddi. Bén canh do, tinh an toan khi mot s6 nguy co khi luu qué lau catheter
tinh mach va dic biét can luu v khong nén dat catheter tinh mach trung tam chi vi mot
muc dich 13 truyén kéo dai, nén can nhéc giita loi ich va nguy co.

Thi hai, vé tinh twong Ky, viéc truyén mot thudc khac vao cing duong truyén
dang truyén kéo dai beta-lactam 13 mot van dé can phai luu ¥. Luc can thiét phai tra bang
tuong ky, c6 thé tham khao tai (8).

Thir ba, vé tinh 6n dinh thudc. Thyc té, khong phai thude nao cling co thé truyén
kéo dai dugc, vi yeu t6 vé d6 on dinh cua thudc anh hudng va ciing quyet dinh mot phan
dén thoi gian truyén. Luuy, do 6 6n dinh cua thudc s& phu thugc vao 3 yéu t6: dung moi
pha thude, nhiét do va nong do pha thudc dat duoc. Lac can thiét ¢6 thé tra ctru tham
khao trén trang web Stabilis 4.0 hoic to thong tin san pham. Cuy thé, trén to thong tin
san pham ciia Meropenem khi pha meropenem vao dung dich NaCl 0,9% dugc nong do
50mg/ml thi c6 thé 6n dinh thudc 3 tiéng & nhiét do phong (15°C- 25°C) va 1én dén 8
tiéng & nhiét d6 lanh (2°C -8°C).
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PQC TINH TREN THAN LIEN QUAN PEN SU DUNG VANCOMYCIN
PHOI HQP PIPERACILLIN/TAZOBACTAM: CAP NHAT

BANG CHUNG MOITU' Y VAN

Trong ndm 2022, Trung tdm DI & ADR Qudc gia da ghi nhan dugc mot sd bao
cao dgc tinh trén than lién quan den vancomycin. Sau day la mot truong hop dién hinh:
bénh nhan nam, 60 tudi, 82 kg, mic nhlem khuan viém mé té bao do tu cau vang dugc
chi dinh vancomycin véi liéu 1250 mg mdi 12 gid (2,5 g/ngay), tir ngay 17/10 dén ngay
20/10. Ciing trong khoang thoi gian d6, bénh nhan duoc chi dinh phdi hop ddng thoi
piperacillin/tazobactam véi liéu 4,5 g x 4 lan/ngay. Chirc ning than ctia bénh nhan udc
tinh thong qua mirc loc cau than (eGFR) 1 91 ml/phut (ngay 17/10), sau d6 d giam con
35 ml/phut vao ngay 20/10. Gia tri AUC udc tinh tir ndng d6 vancomycin dinh lugng
dugc theo phuong phap Bayes la 770 mg.h/L (vuot ngudng myc ti€u 400 — 600), c6 thé
gia ting nguy co gy ton thuong than cip lién quan dén thudc. Theo thang phan loai
RIFLE (Risk, Injury, Failure, Loss and End stage kidney diseas), bénh nhan trén & mirc
d6 ton thuong than (muc loc cﬁu than eGFR giam > 50% so v&i ban dau). Bénh nhan da
dugc xur tri ngung sir dung vancomycin va piperacillin/tazobactam, theo doi chirc nang
than va bu dich. Sau khi ngtmg st dung thudc, chirc nang than hdi phuc cham, mirc loc
cau than 3 ngay sau do (23/ 10) 1a 50 ml/phut.

1. Cac nghién ctru vé doc tinh trén than lién quan dén ph01 hop vancomycin
va piperacillin/ tazobactam:

Vancomycin 1a Iya chon uu tién diéu tri nhiém khuéan do tu ciu vang khang
methicillin (MRSA). Tuy nhién, thudc c6 nguy co gy ton thuong than cap tinh (AKI)
do gay viém than ké va hoai tir 6ng than cép tinh [19]. Ty 1€ xudt hién doc tinh trén than
lién quan dén vancomycin dao dong tir 5% dén 43% tuy ting nghién ciru [20]. Ty 1& nay
khac nhau gitra cac nghién ctru c6 thé do su khac biét vé dinh nghia AKI duogc ap dung,
quan thé bénh nhan nghién ctru va ché do lidu vancomycin st dung. Bénh nhan cé thé
c¢6 nhiéu yéu t6 nguy co lam ting kha niang xuét hién doc tinh trén than lién quan dén
vancomycin nhu chitc ning Trong d6, viéc phdi hop vancomycin va
piperacillin/tazobactam dugc rat nhiéu nghién ciru quan tdm, danh gia do sy gia tang
doc tinh trén than tuong d6i 16 rang. Ké tir khi dugc bao céo 1an dau tién trong y vin
vao nam 2011, ton thuwong than cap lién quan dén phdi hop vancomycin va
plperacﬂhn/tazobactam da tro thanh mot van dé duge quan tam trong thyc hanh 1am
sang, vol nhiéu bang chimg méi duoc cap nhat. Bang 1 tom tat cic tong quan hé théng
ve€ nguy co nay, trong do c6 10/14 bai phan tich gop dya trén cac nghién ctru quan sat,
bao gom ca trén dbi tuong bénh nhén nguoi 16n va bénh nhan nhi. than nén kém, bénh
mac kém va sir dung dong thoi nhidu thude gy doc than khac. Cac thude co kha ning
gdy doc tinh trén than thuong gip bao goém khang sinh aminoglycosid,
piperacillin/tazobactam, amphotericin B, acyclovir, cac thudc e ché mién dich khang
calcineurin (tacrolimus hoic ciclosporin) va thudc can quang dudng tinh mach [9], [14].

Tén tac gia Sé S8 Ké,t qua chinh lién quan )
(nam cong NC BN den nguy co AKI: OR Keét luan
bo) (95% CI)
Alshehri 12 | 14511 | VAN +TZP so v6i VAN + | Vancomycin +
(2022) [1] MER: 2,31 (1,69 — 3,15) | Piperacillin/tazobactam
lam tdng nguy co AKI
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50 voi
phoi hop

Vancomycin

Blears (2022)
[4]

14

30399

VAN + TZP so vdi VAN +
khang sinh khac cé phd
trén vi khuan gram (-):
1,79 (1,46 — 2,19)

VAN + TZP so vdi VAN +
FEP: 1,7 (1,36 — 2,12)

Vancomycin +
Piperacillin/tazobactam
lam tang nguy co AKI
so v6&i  Vancomycin
phdi hop 1 khang sinh
thay thé co pho tac
dung trén vi khudn

gram (-)

Bellos (2020)
[3]

47

56984

VAN + TZP so vé1 VAN:
2,05 (1,17 - 3,46)

VAN + TZP so voi VAN +
FEP: 1,8 (1,13 - 2,77)
VAN + TZP so voi VAN +
MER: 1,84 (1,02 - 3,1)
VAN + TZP so véi VANZ:
4,18 (1,01 - 17,29)

VAN + TZP so voi VAN +
FEP3: 3,71 (1,08 — 11,24)

Vancomycin +
Piperacillin/tazobactam
lam tang nguy co AKI
so v&1 Vancomycin don
doc va vancomycin
phéi  hop  cefepim/
carbapenem

Ciarambino
(2020) [6]

9672

VAN + TZP so vi1 VAN:
2,77 (1,94 — 3,96)

Vancomycin +
Piperacillin/tazobactam
lam tang nguy co AKI
so vo1 Vancomycin

Kallogenos
2019 [13]

10

3939

VAN + TZP so véi VAN:
8,15 (3,49 — 18,99)

VAN + TZP so véi VAN +
B-lactam: 3,48 (2,17 -
4,46)

VAN + TZP so vdi1 VAN +
R-lactam!: 3,76 (2,56 —
5,51)

Vancomycin +
Piperacillin/tazobactam
lam tang nguy co AKI
so vo1 Vancomycin +
B-lactam va
Vancomycin don

Chen (2018)
[5]

10727

VAN + TZP so véi VAN +
B-lactam: 1,57 (1,13 -
2,01)
VAN + TZP so véi VAN +
R-lactam: 1,49 (1,06 —
1,92)

Vancomycin +
Piperacillin/tazobactam
lam tang nguy co AKI
so v&i Vancomycin

Luther (2018)
[16]

32*

24799

VAN + TZP so voi VAN +
B-lactam: 2,68 (1,83 -
3,91)

VAN + TZP so v6i VAN:
3,40 (2,57 — 4,5)

VAN + TZP so véi TZP:
2,7 (1,97 — 3,69)

VAN + TZP so voi VAN +
R-lactam?: 1,43 (0,83 —
2 47)

Vancomycin +
Piperacillin/tazobactam
lam tang nguy co AKI
so v&i Vancomycin don
doc, Piperacillin/
tazobactam don doc va
vancomycin phdi hop
cefepim/ carbapenem
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Hammond 14 | 3549 | VAN +TZP so véi VAN + | Vancomycin +

(2017) [11] B-lactam: 3,11 (1,77 - | Piperacillin/tazobactam
5,47) lam tang nguy co AKI
VAN + TZP so v61 VAN: | so vo1 Vancomycin +
2,5(0,41 - 15,44) R-lactam

Mellen (2017) | 6 963 | VAN + TZP so vdi VAN + | Vancomycin +

[17] B-lactam/ hoic VAN + | Piperacillin/tazobactam
TZP so v61 VAN: 2,26 | lam tdng nguy co AKI
(1,41 -3,63) so voi Vancomycin don

doc va vancomycin
phoi  hgp  cefepim/

carbapenem
Giuliano 15 | 3258 | VAN + TZP so voi VAN £ | Vancomycin +
(2016) [10] B-lactam: 3,65 (2,16 - | Piperacillin/tazobactam
6,17) lam tang nguy co AKI
VAN + TZP so v6i VAN: | so vdi Vancomycin + f3-
3,98 (2,75 -5,77) lactam
VAN + TZP so v6i VAN +
R-lactam: 3,03 (0,94 -
9,74)

Cdc tir viét tt: AKI: tong thuwong than cdp; FEP: cefepim; MER: meropenem; VAN:
vancomycin; TZP: piperacillin/tazobactam

Chil thich 1: Khi loai triv cdc nghién ciru chat lwong thdp, 2: phan tich véi phan nhém
bénh nhén hoi sire tich cuc; 3: phdn tich voi phan nhom bénh nhan nhi;

* 15 nghién ciru va 17 bai bdo cdo héi nghi; Alt: khdng sinh thay thé khdc;

NC: nghién ciru, BN: bénh nhan

Pa sb két qua phan tich meta trén mot s6 luong 16n bénh nhan cho théy st dung
phéi hop vancomycin + piperacillin/tazobactam lam tang nguy co AKI hon so voi sur
dung vancomycin don doc hodc vancomycin phéi hop véi 1 khang sinh p-lactam khac
(bao gom cefepim va carbapenem). Dang chu y trén bénh nhan nguoi lon phéi hop
vancomycin va piperacillin/tazobactam lam tang nguy co AKI véi ty so chénh (OR) tir
2 dén 3,5 1an so v&i sir dung vancomycin don dgc, trong khi d6 ¢ bénh nhan nhi con s6
nay lén dén 4,18-8,15 lan [3], [13].

Cung vdi cac tong quan hé thong va phan tich meta, cac phan tich hdi ctru dit lidu
v6i s6 luong 16n bénh nhan ciing tai khang dinh nguy co AKI khi phdi hgp vancomycin
va piperacillin/tazobactam. Mot nghién ctru hdi ctru méi ddy cua Komerdelj va cong su
(2022) trén 3000 bénh nhan ngudi 16n o thoi gian st dung phdi hop hai thude trong it
nhat 48 gio dugc tién hanh trong 2 ndm da cho thay ty 1& mac AKI cao hon déng ké &
nhom st dung vancomycin phdi hop piperacillin/tazobactam so v6i nhom sir dung phdi
hop véi cefepim hodc meropenem (p < 0,001) [15]. Nghién ctru cua Downers va cong
su (2017) phan tich hdi ctru trén 1915 bénh nhan nhi duge chi dinh s dung vancomycin
va B-lactam tai don vi hdi stre tich cuc cling ghi nhan trong 157 tré xuét hién ton thuong
than cap lién quan dén khang sinh ¢ tdi 117 tré dugc chi dinh phdi hop vancomycin va
piperacillin/tazobactam. Sau khi hi€u chinh cac yéu t6 vé tudi, mic do nang va viéc su
dung dong thoi cac tic nhan gay doc than khac, ty s6 chénh OR giita st dung phéi hop
vancomycin va piperacillin/tazobactam so véi phdi hop vancomycin va cac B-lactam
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chdng truc khuan mu xanh khac 1a 3.4 (95%CL: 2,26-5,14) [8]. Nghién ctru cua Joyce
va cong su (2019) trén 5686 tré diéu tri tai don vi hoi stre tich cuc cho thiy ty 1& mic
AKI & giai doan 2 hodc 3 (theo tiéu chuin KDIGO) & nhém st dung phdi hop
vancomycin va piperacillin/tazobactam cao hon dang ké so v&i nhém phdi hop
vancomycin va cefepim (16,7% so véi 10,6%, p = 0,02) nhung ty sé chénh OR dbi véi
nguy co AKI khong ghi nhan c¢é y nghia théng ké (OR=1,39; 95%CI 0,85-2,24) [12].
Nhu vay, mic du chua c6 nhiéu cac thir nghiém 1am sang ngdu nhién c6 ddi chimg duoc
tién hanh dé lam sang to van dé trén, nhung cac dir liéu hién co tur cac nghién ctru téng
quan va nghién ctu hdi ctu méi nhat déu cho thdy phdi hop vancomycin va
piperacillin/tazobactam c6 nguy co 1am ting doc tinh trén than so voi khi phdi hop
vancomycin va cac khang sinh -lactam khac.

2. Co ché xuit hién ddc tinh trén than khi phdi hop vancomycin va
piperacillin/ tazobactam:

Co ché xuét hién doc tinh trén than khi phdi hop vancomycin va piperacillin/
tazobactam dén nay chua duoc chimg minh day du. Mot trong nhiing gia thuyet dugc
dua ra la piperacillin/tazobactam lam han ché van chuyén creatinin vao long 6 Ong than
do trc ché cac chét trung gian van chuyén ciia n6 [2]. Nghién ctru duoc cong bd gan day
ctia Miano va cong sy (2022) di danh gia cu thé nguy co AKI do phdi hop vancomycin
va piperacillin/tazobactam c6 lién quan dén hién twong “gia” doc than [7]. Nong do
creatinin huyét thanh ting trong khi cac chi s6 can 1am sang khac (cystatin C va nito uré
méau — BUN) khong thay d6i. Két qua nghién ctru ctng cho thiy khong gia tang tén
thuong than cap tinh thuc su trén 1am sang (bao gom sir dung liéu phap thay thé than
hodc tr vong) khi phdi hop hai khang sinh nay néu su dung cystatin C nhu mdt chi sO
(marker) dé dénh gia chtrc ning than thay thé cho d6 thanh thai creatinin [7]. Do do,
viéc danh gia AKI chi dya trén ndng d6 creatinin huyét thanh don thuan cé thé chua
hoan toan chit ché. Bén canh d6 ton thuong than co thé 1a hau qua cua tinh trang viém
than k& dudi ngudng phat hién trén 1am sang lién quan dén piperacillin/tazobactam ¢
thé bi khuéch dai bdi stress oxy hoa do vancomycin [2], [21]. Piperacillin/tazobactam
lam giam d¢ thanh thai ciia vancomycin dan dén tich Ity thudc tai than lam tang kha
nang doc tinh. Hinh 1 mé ta qua trinh sinh 1y bénh cta ton thuong than cap tinh sau khi
sit dung phdi hop vancomycin va piperacillin/tazobactam.

Khéng AKI AKI &
Cacyéutd L )
gy 0 - Téng ndng 4§ creatinin
huyét thanh (do giam bai Khong xudt hién AKI
:f;;:)raaﬂnm vao long bng nghiém trong/ khong
Bénh Suy . | -Khong thay abi Cystatin NEEVI e Y
than tim Ung & C. BUN/Urea thay thé thin/khong
oo thr b.qo thay ddi ty 1& tr vong
+

> —

Bgiﬁnh Thudc ding Déu higu CLS / Biéu hién 1dm sang

K T
g théri o 9
huyét dbng théri gy ) -
— % P =7ng g 00 commton Tang khi ning AKI
T 4#,, T'l;y::ngTIN‘UI - nghiém trong/ ting
o sée + - Tang Cystatin sir dyng ligu phap W
Dai thao - Tang AKI thay thé thin/co thé

dudng J\ \F :‘I::‘\) quan dén stress oxy ting ty 1 tir vong

Vancomycin +
Piperacillin/Tazobactam

Hinh 1. Qua trinh sinh ly bénh cua ton thuong than cap tinh AKI sau khi
st dung ph0| hgp vancomycin va piperacillin/tazobactam [7]

3. Hudng dan phong ngira dgc tinh trén than khi sir dung vancomycin

Hién nay chua c6 cac khuyén céo chinh thirc tir cac huéng dén chan doan va diéu
tri, tuy nhién nén tranh toi da viéc phdi hop vancomycin va piperacillin/ tazobactam.
Trén cac bénh nhan c6 chi dinh khang sinh chdng tu cau vang dang dugc diéu tri bang
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piperacillin/tazobactam, c6 thé cin nhic khang sinh thay thé cho vancomycin ciing co
phé tac dung trén tu cau nhu linezolid hodc daptomycin tuy theo timg loai nhidm khuan
va két qua khang sinh dd. Linezolid 1a khang sinh c6 hiéu qua trén cac ching vi khuén
Gram (+) bao gom ca Enterococci khang vancomycin va khong gy doc than, tuy nhién
can luu ¥ than trong nguy co twong tac thudc tiém tang va doc tinh trén huyét hoc khi
str dung thudc kéo dai. Daptomycin ciing khong gay doc than, tuy nhién khong dugc chi
dinh trong viém phoi do bi bat hoat b chét dién hoat cua phoi. Trén cac bénh nhan bat
budc phai chi dinh vancomycin, can lya chon khang sinh B-lactam khéac c6 tic dung
chéng tryc khudn mo xanh nhu cefepim hodc carbapenem thay cho
piperacillin/tazobactam. Carbapenem la Iyra chon hop 1y cho bénh nhan c6 nhiém khuan
ning c6 yéu to nguy co nhiém vi khuan da khang nhu Enterobacteria sinh p-lactamase
(ESBL), tuy nhién can can nhéc sir dung hop 1y dé tranh nguy co gia ting dé khang
carbapenem cua cac chung Acinetobacter baumanii va Enterobacteriaceae [21].

Giam sat nong do thudc trong mau (TDM) c6 thé dem lai loi ich cho nhitng
truong hop ¢6 nguy co cao xay ra doc tinh than nhu bénh nhan bat budce sir dung dong
thdi vancomycin va piperacillin/tazobactam. AUC/MIC 1a thong s6 duoc khuyén cdo dé
danh gia ca vé hiéu qua va an toan ciia vancomycin. Huéng dan dong thuan cap nhat vé
TDM vancomycin nim 2020 cta cac hiép hoi chuyén mén Hoa Ky khuyén cdo TDM
vancomycin véi gia tri AUC muc tiéu trong khoang tir 400 — 600 mg.h/L (vé1 gia dinh
MIC =1 mg/L) nham dam bao hiéu qua ciing nhu han ché nguy co doc tinh trén than.
Huong dan ciing khuyen cao phuong phap udc tinh AUC theo tiép can Bayes la cach
t6i wu giup han ché 1y nhiéu mau méu va khong can doi dén trang thai can bang, tir d6
phat hién sém nguy co doc than dé hiéu chinh liéu vancomycin phit hop cho bénh nhan
[18].

Tong két

Tom lai, dé giam thiéu doc tinh trén than lién quan dén phbi hop vancomycin va
piperacillin/tazobactam trong thuc hanh lam sang can xem xét cac yéu t6 vé pho khéng
sinh, két qua khang sinh dd va dit liéu vi sinh tai bénh vién nham lua chon thudc hop 1y
an toan va giam kha nang phat sinh dé khang thudc. Khi str dung phac db phdi hop hai
thuoc trén trong diéu tri, can giam sat chat ch€ chire nang thén hang ngay va luu y tranh
t01 da phéi hop thém cac thude co kha nang gy doc tinh trén than khac nhu thudc khang
nam amphotericin B, thudc trc ché mién dich tacrolimus, thudc loi tiéu quai furosemid,
thudc can quang dudng tinh mach,.. Bén canh d6 cac yéu té khéac c6 lién quan rd rét dén
t6n thuong than cap do vancomycin ciing can duoc chii ¥ bao gdm tong liéu vancomycin
hang ngay cao (> 4g/ngay), thoi gian diéu tri keo dai (>7 ngay), bénh nhan beo phi, bénh
nhan nang, bénh nhan co chtrc nang than nen kém [9], [14]. TDM Vancomycm theo
AUC la quan trong va can thiét dé dam bao nong d6 thubc trong pham vi diéu tri, nham
phat hién kip thoi va ngan ngura nguy co xuat hién ddc tinh trén than [18]. Viéc danh gia
dc tinh than dwa trén loai chi s6 danh gia chirc nang than nao (marker) cling la mot yéu
t6 can luu ¥ trong qué trinh str dung thudc ctia bénh nhan va can thiét phai c6 thém cac
nghién ctru ddnh gia cu thé ciing nhu lién tuc cap nhat mdi cac bang ching tir y van.
Theo ddi dong thoi creatinin va cystatin C nén duoc xem xét dé c6 thém cin ctr danh
gia trong thyc hanh 1am sang. ‘ ’
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QUAN LY DU'QC PHAM

I. THUOC PINH CHI LUU HANH, RUT SO PANG KY LUU HANH TAl

VIET NAM:

~ Céin clr Cong van s6 251/SYT-NVD ngay 10/02/2023 ciia S¢ Y té tinh An Giang
veé viéc thdng bao thu hoi thuoc vi pham mic do 2;
~ Céin clr Cong van s6 538/SYT-NVD ngay 15/03/2023 ciia S¢ Y té tinh An Giang
veé viéc thdng bao thu hoi thuoc vi pham mice do 3;
DPon vi TTT — DLS théng bo dén cac khoa/phong nhu sau:

STT | Ténthuge | Temdomvisin | So ding kY, so Ly do thu hdi
xuat 16, han dung

1 | Tobramycin | Congty Cophan|S6  GPKLH: | - Giam bach cau do xa

Duoc Khoa VD-19202-13 tri
S6 16: 0031022 | - Dy phong bénh than
NSX: kinh do diéu tri hoa
02/10/2022 chat voi Cisplatin va
HD: 02/10/2024 | dan xuat Platinum.

2 |Thuéc vien|Cong ty M/s|S6  GDPKLH: | Mau thubc khong dat
nang cung | Windlas Biotech | VN-21822-19, | tiéu chuan chét luong
Locobile-200 | Limited (India) | S6 16: | vé chi tiéu dong déu
(Celecoxib san xuat, Céng | WLD21003E, chat luogng
200mg) tyh ;TNHHA DIK/IQS NSX: 04/2/2021

pham ¥ :

Grsua Ly | HD: 031272024
Thuong Kiét, p.

9, g. Tan Binh,

Tp. Ho  Chi

Minh) nhap khau

I1. THONG TIN LIEN QUAN PEN TINH AN TOAN, HIEU QUA CUA

THUOC:

Can cu Cong van s6 1817/QLD-BK ngay 28/2/2023 cua Cyc Quan ly Dugc —
B Y té ve viéc cung cap thong tin lién quan dén tinh an toan, hiéu qua caa thuoc

Evusheld:;

~ Céncir Cong van s6 417/SYT-NVD ngay 01/03/2023 cua S¢ Y té tinh An Giang
Ve viéc cung cap thong tin lién quan dén tinh an toan, hiéu qua cua thuoc Evusheld;
Pon vi TTT — DLS thong bao dén cac khoa/phong nhu sau:

1. Thudc Evusheld (Tixagevimab 150mg/1,5ml (100mg/ml) va Cilgavimab
150mg/1,5ml (100mg/ml)) da duogc cp gidy dang ky luu hanh: SP3-1244-22 va SP3-
1245-22 do Cong ty Samsung Biologics, Han Qudc san xuat thanh pham, AstraZeneca
AB, Thuy Dién dong goi thir cap, kiém tra chat lugng va xuat xudng 16.
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Ngay 31/01/2023, Hoi dong tu van cp gidy dang ky luu hanh thude, nguyén liéu
1am thubc — BO Y té da hop va két luan:

— Thong tin béo céo cip nhat dén ngay 19/01/2023 cho thdy xu huéng thay d6i
vé bién chung XBB ctia Omicron tai chau A hién nay chi chiém ti 18 khoang 2-5% cac
truong hop nhiém SARS—COV-2 va ti 1 nay hién nay cta Viét Nam khoang 3%.

— Thubc Evusheld hién van c6 tac dung ddi véi cc bién ching cia virus SARS-
COV-2 dang luu hanh pho bién tai Viét Nam.

— Ngoai trir USFDA dimg cip phép sir dung do tinh hinh thuc tién cua cac bién
chiing SARS—COV-2 luu hanh tai Hoa Ky, Evusheld hién van dang dugc cho phép luu
hanh, sir dung boi cac Co quan quan ly dugc chat ché (SRA) nhu EMA, Nhat Ban, Anh,
Uc, Canada, Thuy Si... va nhiéu co quan quan Iy duoc trén thé giolL.

Vi vdy, trén co s& phan tich tic dung cua thudc véi cac bién chung luu hanh tai
Viét Nam va vi€c luu hanh, str dung thudc tai cac nudc trén thé gio1, Hoi déng théng
nhat dé xut tiép tuc cho phép luu hanh, str dung thudc Evusheld tai Viét Nam dong thoi
tiép tuc theo doi, giam sat chat ché va cap nhat thong tin vé tinh an toan, hiéu qua cua
thudc ddi véi cac bién chiing ctia virus SARS—-COV-2 tai cac nude trén thé gidi va Viét
Nam.

2. Can ctr Quyét dinh 393/Qb- SYT va Quyét dinh 407/QD- SYT vé viéc phé
duyét Két qua Iya chon nha thau cung cip thudc nam 2021 — 2022 cho cac co so y té
trong tinh, hién mat hang Evusheld (Tixagevimab 150mg/1,5ml (100mg/ml) va
Cilgavimab 150mg/1,5ml (100mg/ml)) khong trang thau tai Bénh vién Pa khoa trung
tam An Giang.
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ADR

TONG KET CONG TAC BAO CAO ADR TAI BVPKTT AN GIANG

QUY 1 NAM 2023

Trong quy 1 nam 2023, Khoa Duogc Bénh vién BPKTT An Giang da gui vé trung
tdm DI & ADR khu vuc phia Nam 28 truong hop nghi ngo thuoc xay ra phan (ng cé

hai cua thubc.

Biéu d6 1: S6 lwong bao cao Quy 1 nim 2023 theo thing
12 11 11

o N B O ©

Théang 1 Théng 2 Théng 3

® S lugng bio céo

1. Khoa lam sang béo cao:
10 9
8

6

Ngoai Noitiét Noi Rang Tam Cip Noi NoiA Dugec Noi  ICU  Noi  Nhiém
tong thAn  ham than ctu  than tong ndéi THHH
hop kinh  mat hop

m S6 bao céo

Biéu do 2: S6 lweng béo céo cac khoa Iam sang trong Quy | 2023
2. Cac hoat chat nghi ngo dugc bao co
Bang 1: Danh sach cac hoat chiat nghi ngd dwoc bio cio

TT Hoat chat S6 lwong Tilé
1 | Ceftriaxone 15 53,6
2 | Levofloxacin 3 10,7
3 | Carbamazepin 2 7,1
4 | Ringer acetat 1 3,6
5 | Cefuroxim 1 3,6

22



6 | Cefoperazone 1 3,6
7 | lopamidol 1 3,6
8 | lobitridol 1 3,6
9 | Ceftazidim 1 3,6
10 | Ciprofloxacin 1 3,6
11 | Natri clorid 1 3,6
Tong 28 100
3. Mirc do nghiém trong caa phan wng
Bang 2: Muc d§ nghiém trong caa phan ting
STT | Mikc d§ nghiém trong ciia phan Grng S6 lwong Ti 1€
1 | Khong nghiém trong 23 82,1
2 | Nhap vién/ kéo dai thoi gian nam vién 3 10,7
3 | Pe doa tinh mang 2 7,1
Tong cong 28 100
4. Két qua sau xir tri
Bang 3: Két qua sau xir tri
STT Két qua sau xir tri S6 lwong Ti 1€
1 | Hoi phuc khong di ching 21 75
2 | Pang hoi phuc 7 25
Tong cong 28 100

5. Két luan:

Cong

tdc gidm sat ADR tai Bénh vién Da khoa trung tdm An Giang hién dang

dugc dugc céc nhan vién thuc hién kha tot, nhicu ca bao cdo ADR duoc quy dong nghiép
gui dén Khoa Duogc. Sau d6, Khoa Dugc guri dén trung tdam DI & ADR khu vuc phia

Nam.
Nham

g6p phan nang cao hiéu qua cong tac béo céo phan tng cé hai caa thude,

t6 giam sat ADR tai Bénh vién PKTT An Giang xin kién nghi:

v

v

Céc dong nghiép tiép tuc giri béo cdo phan ng c6 hai cua thude ¢én Khoa
Duoc.

Nhiing thudc duge bao cio ADR d& nghi quy dong nghiép luu ¥ trong
cong tac diéu tri.

Cac khoa lam sang tang cuong cong tac giam sat ADR tai don vi va bao
céo kip thoi, day du dén Khoa Duoc.

Céc khoa nén thuong xuyén kiém tra hop thudc chéng sbc, kip thoi bd
sung thudc theo dung danh muc qui dinh cua thong tw 51/2017/TT-BYT
do Bo Y té ban hanh.
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