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PIEM TIN CUC QUAN LY DUOC-BO Y TE

Piém tin canh giic dwoc

1. EMA: Pang
danh gia nguy co
ciia cac thudc chi
van trén thu thé
GLP1

Uy ban danh gia Nguy co Canh
giac Dugc chau Au (PRAC) dang danh
gid nguy co tu sat hoic tu lam ton
thuong ban than & nguoi bénh st dung
thubc chu van trén thu thé GLP-1
trong giam can va diéu tri dai thao
duong typ 2, bao gdm: Ozempic
(semaglutid), Saxenda (liraglutid) va
Wegovy (semaglutid). Ddnh gia nay
dwoc thuwc hién sau khi Co quan
Duwoc phim Iceland c6 cdc bdo cdo vé
nguy co tw sdat hodc lam ton thwong
bdan thdn ¢ nhitng ngwoi sw dung
liraglutid va semaglutid. Tinh dén
nay, c6 khodng 150 bdo cdo vé cdc
tic dung khong mong muén trén di
dwoc ghi nhan.

Saxenda va Wegovy duoc cap
phép st dung trong kiém soat can
ning két hop cung diéu chinh ché do
in va hoat dong thé chit ¢ nhing
nguoi nhimg ngudi béo phi hodc thua
can gip van dé stc khoe lién quan den
cac tinh trang nay. Ozempic dugc cap
phép su dung trong diéu tri dai thao
duong typ 2 chua kiém soat tot o
nguoi lom, két hop véi diéu chinh ché
do an uong va luyén tap, va khong
dung dé giam can. Hién tqi, vin chuwa
thé két lu@n ré rang vé méi lién quan
gita nhitng ca dwgc bdo cdo va
thuoc, bénh Iy nén ciia bénh nhan
hodc nhitng yéu t6 khic. Dong thoi,
hanh vi lién quan dén tu sat chua dugc
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li¢t vao muc tac dung khong mong
mudn cta bat ky thudc chi van trén
GLP-1 nao ¢ Chau Au. Panh gia vé
Ozempic, Saxenda, Wegovy bat dau tir
thang 7/2023 va tiép tuc md rong trén
nhimg thudc déng van GLP-1 khéc.
Qua trinh danh gia du kién c6 két luan
trong thang 11/ 2023.

Tai liéu tham khdo
http://canhgiacduoc.org.vn/CanhGiacDuoc/D
iemTin/2401/EMA-danh-gia-nguy-co-thuoc-
chu-van-thu-the-GPL-1.htm
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2. Medsafe: Thudc vrc ché kénh
dong van chuyén natri- -glucose
2 (SGLT2) va nguy co tiém an
bénh da hong cau

Bénh da héong cau (erythrocytosis)
la tinh trang tang hemoglobin va/hodac
hematocrit trong mau do tang sdn
xudt dong hong  cdu. Néng do
hematocrit tang cao la phan ung da
dwoc ghi nhdn khi sir dung thuoc irc
ché kénh dong vin chuyen natri-
glucose 2 (SGLT2). Do dé, cdc thudc
ke ché SGLT2 cé thé la nguyén nhdn
tiém tang dan dén mdc bénh da hong
cau trong truong hop khong xdc dinh
dwoc nguyén nhan nao khac.

Trung tam theo ddi phan ung cé hai
cia thuéc New Zealand (CARM) di
nhan dugc mét bao céo vé truong hop
da hong cau sau khi sir dung

empagliflozin.
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Tong quan vé bénh da hong cau

- Bénh da hong cau 1a tinh trang ting
hemoglobin va/hodc hematocrit trén
muc binh thuong do tang san Xuét
dong hong cau. Tuy thudce moi nguyén
nhén, b¢nh da héng cau co hai loai 1a
ting hong cau tuwong dbi (relative
polycythaemia) va ting hong cau tuyét
dbi (absolute polycythaemia).

- Tang hong cau tuong d6i 1a biéu hién
do giam thé tich huyét twong (mau co
dic ma khoi luong hong cau khong
tang), thuong gip nhat do su dung
thudc loi tiéu, non hodc ti€u chay.

- Tang hong cau tuyét dobi 1a bleu hién
do tang khdi luong hong cau duoc
phan loai thanh da hong cau nguyén
phat va tha phat (primary and
secondary polycythaemia). ba hong
cau nguyén phat 1a do dot bién xuat
phat trong cac tién t& bao hdng cau,
con da hong ciu thtr phat 1a do tinh
trang ting ndng do erythropoietin
trong huyét thanh. Bénh da hong cau
thé polycythaemia verala mot dang
ctia bénh da hong cau nguyén phat co
lién quan dén dén dot bién Janus
kinase 2 (JAK2). Trong khi d6 tang
erythropoietin trong da hong cau thu
phat c6 thé xuét phat tir ‘nguyén nhan
thiéu oxy, khéi u rdn ting san
erythropoietin, hodc mot s6 thude nhu
erythropoietin va testosteron.

- Mot s6 the da hong cau, dic biét véi
da hong cau nguyén phat co thé lién
quan dén ting nguy co huyét khéi.
Thudc e ché SGLT2 cé thé lam
tang hematocrit do kich thich san
xuat hﬁng ciu

- O bénh nhan ddi thdo dwong type 2,
ting tdi hdp thu glucose théng qua
kénh vin chuyén SGLT2 & thin co
thé gdy ra nhitng stress cho con
dwong chuyén héa. Piéu nay dén dén
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ton  thwong cdic té bao tiét
erythropoietin ¢ thdn, kéo theo do
lam gidm nong dp erythropoietin
trong huyét thanh

- Thuéc vre ché SGLT2 cé thé lam
gidm stress chuyén héa ¢ thin théng
qua tc ché kénh dong vin chuyén
nay. Tw do, erythropoietin dugc tang
bai tiét ¢ thin, yéu to nay kich thich
san xudt hong cau. Do dé, thuéc irc
ché SGLT2 c¢6 thé la nguyén nhan
gdy ting néng dp hematocrit thir phit
sau khi ting erythropoietin. Trong
cac thu nghiém lam sang, tang
hematocrit so véi ban dau di duoc
quan sat thdy ¢ nhimg bénh nhan st
dung empagliflozin hoac dapagliflozin
so voi nhom dung gia dugc (placebo).
Xac dinh nguyen nhian chinh gay
bénh da héng ciu déng vai tro rat
quan trong

- Céin chan dodn xdc dinh nguyén
nhén giy bénh da hong ciu dé cé
bién phdap xw tri phu hop. Trong
nhiéu truong hop c6 thé can tham khao
y kién tir chuyén gia va thuc hién theo
huéng dan diéu tri tai don vi.

- Thuéc irc ché SGLT2 c¢6 thé lam
ting néng dp hematocrit vi/hodic
hemoglobin ciia bénh nhin, ¢ mét so
bénh nhan nong dé cdc chit nay cé
thé ting cao bit thwong. Cac truong
hop da hong cau lién quan dén st dung
thudc e ché SGLT2 di dugc ghi nhan
trong cac y van, do d6 xem xét cac tac
nhan nay co6 thé 1a nguyén nhan tiém
an gay bénh da hong cau thir phat.

Tai liéu tham khdo
http://canhgiacduoc.org.vn/CanhGiacDuoc/
DiemTin/2384/Medsafe-Thuoc-uc-che-kenh-

dong-van-chuyen-natri-glucose2-SGLT2-va-
nguy-co-tiem-an-benh-da-hong- cau.htm
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3. Medsafe: Canh bao phu
mach do thuéc wc ché men
chuyén (ACEI) c6 thé giy tir
vong

Phu mach la tic dung khong mong
muon nghiém trong cua thudc ke ché
men chuyén angiotensin (ACEI) c6 thé
dan dén tir vong & bénh nhdn. Phan
ng ndy c6 thé xay ra bat ky thoi diém
ndo trong qud trinh diéu tri.

Trude khi chi dinh thuoc e ché men
chuyén cho bénh nhan, can khai thac
ki bénh nhan cé tién sir sir dung thuéc
truoc do chua va co ghi nhdn phan
ng bat lpi ndo khéng, ddc biét voi
biéu hién sung, phi.

Khéng chi dinh lai bdt ky thuéc ACEI
ndo & bénh nhan cé tién sir phu mach
do thuéc ACEL

Trung tim theo doi phdn wng co hai
New Zealand (CARM) da nhdn dwoc
mét bdo cdo vé phdan trng phit mach
gdy tir vong do thubc irc ché men
chuyén ACEI. Truéc diy bénh nhan
d3 ghi nhan c6 biéu hién sung phu ludi
nhe khi sir dung mét loai thudéc ACEIL
Tuy nhién sau d6 bénh nhan da duogc
ké mot loai thudc ACEI khac va két
qua cudi cung bénh nhan bi pht mach
va tir vong

Medsafe da dua ra canh bao cac nhan
vién y té can than trong vé nguy co
nay va nhan manh tdim quan trong ciia
viéc khai thac k¥ tién sir phan ung c6
hai va di ung thudc cta bénh nhan
truée khi chi dinh bat ké loai thude
nao.

Thubc trc ché men chuyén ACEI

- Thudc e ché men chuyén 13 thudc
¢ tac dung wc ché qué trinh chuyén
hoa angiotensin | thanh angiotensin 11,
dugc chi dinh diéu tri trong cac truong
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hop nhu ting huyét ap, nhdi méau co
tim, suy tim va bénh than do dai thao
duodng.

- Cac thubc nhom nay dugc cip phép
su dung tai New Zealand bao gém:

captopril, cilazapil, enalapril,
lisinopril, perindopril, quinapril va
ramipril.

Phan ung phu mach do thudc e ché
men chuyén ACEI

- Phit mach la hién twong swung né
cuc by 0 da/niém mac ma khong co
biéu hi¢n ngira/may day. Cic phan
wng phu thuwong gap do thuéc trc ché
men chuyén bao gom phi mit, méi
hoac lwéi. Cac phan wng phu gay
ngat dwong thé cé thé din dén ti
vong hiém khi xdy ra. Bén canh do
phdn irng phu lién quan dén cdc tang
din dén triéu chirng 6 tiéu héa ciing
dwoc ghi nhdn.

- Phu mach xdy ra ¢ khodng 0,1%
dén 0,7% bénh nhéin siv dung thuéc
irc ché men chuyén ACEL Phdn irng
thwong khéi phdt trong nhitng tuan
hodc thing dau tién sau khi siv dung
thudc, va ciing cé thé xdy ra sau
nhiéu nim siv dung. Phdn tng nay
ciing dwoc ghi nhin véi cd cdc thuéc
e ché thu thé angiotensin II (ARB:
vd candesartan, losartan), tuy nhién
nguy co thip hon so véi thuéc trc ché
men chuyén.

Quan ly va phong ngira nguy co

- Truong hgp bénh nhin dung thuéc
e ché men chuyén c6 diu higu phi
mach, xem xét thuéc e ché men
chuyén c6 thé chinh la nguyén nhén
va nén ngirng thudc.

- Khi bénh nhén cé biéu hién lim
sang lién quan dén phii mach do
ACEI can theo déi va cham séc, hé
tro dwong thé néu cé phii miéng, co



PIEM TIN CUC QUAN LY DUGC-BO Y TE

hong cho bénh nhin. Bénh nhan co
thé gip phan ing lip lai nhiéu lan
ngay cd khi di ngirng thuéc. Tw vin
cho bénh nhén cén lién hé véi bdc
si/nhdn vién y té ngay lap tirc néu cdc
triéu churng tai phat.

- Néu tiép tuc siv dung ACEI sau khi
bénh nhan da gap phan wng phu
mach lin diu c6 thé dén dén cdc biéu
hién nghiém trong hon va de dga tinh
mang. Do d6 chéng chi dinh siv dung
thubc nay 6 nhitng bénh nhan cé tién
st¢ phit mach trwéce dé do thuéc. Néu
c6 chi dinh lim sang, cén nhic ligu
phdp thay thé phii hop theo hwéng
din diéu tri tai don vi.

Loi khuyén cho nhén vién y té
- Trude khi chi dinh thube (¢ ché men
chuyén cho bénh nhan, cin khai théc
ky tién siv siv dung cdc logi thuéc
trudc day va nhimg phan ung bat loi
da tung gap, dac biét vé cac biéu hién
sung, phu.
- Tw van cho nhitng bénh nhén bit
ddu st dung thuéc ACEI vé cdc biéu
hién phu mach va luu y voi hg nén
lién hé véi bdc si/ nhén vién y té ngay
Igp tivc néu xdy ra cdc triéu chirng
nay
- Khong nén chi dinh thuéc ACEI
cho nhirng bénh nhdn da tung gap
phén tmg phit mach do thuéc. Dic
biét luu y voi bénh nhdn da tung co
tién sir phit mach do ACEI nén tranh
stt dung lip lai cdc thudc nhém nay
trong twong lai.
 ' Tai liéu tham khdo
http://canhgiacduoc.
org.vn/CanhGiacDu
oc/DiemTin/2383/Me
dsafe-Canh-bao-phu-
mach-do-thuoc-uc-
che-men-chuyen-
ACEI-co-the-gay-tu-
vong.htm
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4. TGA: Thubc chong dong
dwong udng va nguy co ton
thuwong than

Cdnh bdo vé bién cé ton thiwong théin
nghiém trong da duoc cdp nhdt vao to
théng tin vé dic tinh san phdam cia cdc
logi thuéc chong dong du’ong uong
dang leu hanh tai Uc. Phan vmg nay
cO tin sudt hiém gdp, tuy nhién &
mirc dp nghiém trong va co the gdy ra
ton thwong ldu dai, vinh vién hodc tir
vong cho bénh nhdn.

Thudc chéng déng méau va nguy co
gdy ton thuong than

- Thudc chdng dong 1a thude 1am giam
kha nang dong mau ty nhién cua co
thé duogc sir dung trong diéu tri mot sb
loai bénh ly. Ché pham duong ubng
duoc chi dinh réng rai cua cac loai
thudc nay tai Uc thuong & dang vién
nén hoac vién nang, hau hét cac bénh
nhan déu phai st dung thude diéu tri
trong mot thoi gian dai.

- C6 4 loai thubc chéng dong duong
ubng hién dang luu hanh tai Uc bao
gém: apixaban (Eliquis), dabigatran
(Pradaxa), rivaroxaban (Xarelto) va
warfarin (Coumadin, Marevan).

- Thubc ¢6 nguy co giy chay méu tai
than, phan Ung nay duogc goi la bénh
than lién quan dén thudc chdng dong
(ARN). Day la phan ung co hai rat
hiém gap cua thudc, tuy nhién & muc
d6 nghiém trong va c6 thé de doa tinh
mang.

- Co quan quan 1y Dugc pham Uc da
ra soat va danh gia van dé vé an toan
nay sau khi tiép nhan thong tin vé
phan tmg ARN cua thudc (da phan tir
cac bao cao trén thé gi6i) ciing nhu
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PIEM TIN CUC QUAN LY DUGC-BO Y TE

tham khdo y klen tur cac chuyén gia
cia Uy ban c¢b van sir dung thudc
(ACM).

- Do murc do st dung phd bién ciing
nhu anh hudng nghiém trong trén than
ctia cac thude nay, 7GA di quyét dinh
cdp nhdt canh bao vao to thong tin
sdn pham/huo’ng din sir dung ciia tat
cd cdc thuéc chong dong dwong uong
dang lwu hanh tai Uc.

- Canh béo vé an toan nay d6i véi cac
thudc chéng déng dudong tiém cé thé
chua can thiét do duong dung nay chi
st dung trong thoi gian ngan khi bénh
nhan diéu tri noi tra tai bénh vién.
Khuyén cdo cho bénh nhin/ ngwoi
cham soc

Trong truong hop su dung thudc
chong dong du’O’ng ubng, néu co bat ky
thiic mdc ndao hdy lién hé va trao déi
voi bdc si, khong tw y ngung sw dung
thuéc néu nhw chuwa trao déi, thdo
luan.

Bac st co thé theo doi chat ché hon deé

danh gid chirc ndng thdn néu bénh
Nhdn cé tién sir van vé vé than hodc cé
ddu hiéu cho thdy liéu dung dang &
mirc cao. Bénh nhéan can lién hé véi
bdc si ngay Idp tirc néu gdp bat ky ddu
hiéu va triéu chung nao duoi ddy:

- Téing huyét dp ”

- Giam luwong nuoc tiéu

- Nudc tiéu c6 lan mdau

- Sung né ¢ chdn, mdt cd chdin va
quanh vimg mdt

Pay c6 thé 1a nhimg ddu hiéu chi bao
roi loan chirc nang than

Khuyén cao cho nhdn vién y 16

- TGA da dua ra ban cap nhat thong
tin vé an toan thudc cho cic can bo y
té dé hiéu chi tiét hon vé van dé nay.
Viéc phat hién va diéu tri som bién cb
bat loi trén than khi st dung thude
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chéng déng duong udng 1a rat quan
trong dé giam nguy co ton thuong than
vinh vién hodc tir vong cho bénh nhén.
Mic du phan tng ARN rat hiém gip,
tuy nhién né co thé dugc coi la nguyén
nhan gay ton thuong than cap tinh.

- Can tu van cho bénh nhan dang st
dung thudc chong dong dudng udng vé
nguy co gip phan ung bt loi nay.
Theo doi chat ché bénh nhan thong
qua xét nghiém chuc nang than, dac
biét ¢ nhing bénh nhan c¢6 nguy co
ding lidu cao, co tién sir van dé veé
than hodc nudc tiéu c6 1an mau.

Tai liéu tham khdo
http://canhgiacduoc.org.vn/CanhGiacDuoc/
DiemTin/2386/TGA-Thuoc-chong-dong-

duong-uong-va-nguy-co-ton-thuong-than.htm

5. EMA: Nhic lai vé cac bién
phap giam thiéu nguy co gip
phan wng co6 hai kéo dai, gay
tan tat va khong hoi phuc ciia
fluoroquinolon

Uy ban an toan cia EMA (PRAC)
khuyén cdo cdc nhin vién y té han
ché sir dung khding sinh  dwong
uéng, tiém hodc hit do nguy co gip
cdc phdn wng co hai gdy tan tdt, kéo
dai va c6 khd nang khong héi phuc.

Céc nguy co trén da dugc cong bd vao
nam 2019 sau mét danh gia trén toan
EU vé cac phan tmg co hai rat hiém
gap nhung nghiém trong nay. Mot
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nghién ctru do EMA tai trg chi ra ring
mac du viéc su dung khang sinh
fluoroquinolon da giam nhung nhiing
loai thudc nay van c6 thé duoc ké don
ngoai chi dinh duoc khuyén céo.

Han ché sir dung khdng sinh
fluoroquinolon cé nghia la khong nén
su dung trong truong hop:

- dé diéu tri cdc bénh nhiém tring cé
thé khoi ma khéng can diéu tri hodc
khong nghiém trong (nhuw viem hong),

- dé diéu tri cdc bénh nhiém trung
khong do vi khudn, vi du, viém tuyen
tién liét (man tinh) khéng do vi
khudn;

- dé ngan ngira tieu chay hodc nhiém
tring dwong tiét niéu dudi (nhiém
trung duong niéu khong lan ra ngoai
bang quang) o nguoi du lich;

- dé diéu tri cac bénh nhiém tring do
vi khudn nhe hodc trung binh trir khi
khéng thé sir dung cdc logi thudc
khdng sinh thwong dwoc khuyén dung
cho nhitng bénh nhiém tring nay.

Can tranh s dung fluoroquinolon &
nhitng bénh nhan da gap phan ung co
hai nghiém trong voi khang sinh
fluoroquinolon hodc quinolon. Pgac
biét than trong khi s dung thuée &
nguoi cao tuéi, bénh nhdan mdc bénh
thdn va o nhitng nguoi da ghép tang vi
nhitng bénh nhan nay co nguy co bi
tén thwong gin cao hon. Vi viéc sir
dung corticosteroid voi ﬂuoroquinolon
cung lam tang nguy co nay, nén tranh
st dung két hop cdc loai thudc nay.
Nghién ctru danh gia dir liéu tr co sé
cham soc ban dau o sau quoc gia Chau
Au (Bi, Phap, Puc, Ha Lan, Tay Ban
Nha va Vuong qubc Anh) tir nam 2016
dén nam 2021 cho thay rang cic bién
phap duoc thuc hién dé han ché sir
dung cac loai thudc nay co tic dong
khong dang ké.
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Thu gti can bo y té (DHPC) s& nhan
manh rang cac san pham ndy chi nén
duoc ké don theo cac chi dinh da duoc
phé duyét va sau khi danh gia can than
vé loi ich va riii ro ¢ timg bénh nhan.
Thong tin cho bénh nhan

Thudc khang sinh fluoroquinolon co
thé giy ra phan ung c6 hai nghiém
trong lién quan dén hé than kinh, gan,
co va khop. Béc si chi nén ké don cac
loai thube nay theo chi dinh da dugc
phé duyét.

- Cac phan ung c6 hai rat hiém gip
nhung nghiém trong bao goém viém
hoac rach gan, dau hoac yéu co, dau
hoac sung khdp, di lai khé khan, cam
gidc kim cham, dau rat, mét moi, tram
cam, cac van dé vé tri nho, giéc ngu,
thi lyc va thinh gidc, va thay doi
huong vi va mui.

- Sung va ton thuong gin c6 thé xay ra
trong vong 2 ngay sau khi bat dau diéu
tri bang fluoroquinolon, tuy nhién
tham chi c6 thé xdy ra vai thang sau
khi ngimng diéu tri.

- Néu ban trén 60 tudi, c6 tién st bénh
than hodc da ting ghép tang, hodc néu
ban dang dung corticosteroid (cac loai
thudc  nhu  prednisolon  hoic
hydrocortison), ban ¢ nguy co bi ton
thuong gan cao hon khi dung
fluoroquinolon.

- Néu ban gap cac biéu hién sau day,
hay ngimg diéu tri va lién hé vai bac si
ngay lap tuc:

+ dau hodc sung gan, dac bi¢t 1a & mét
ca chan hodc bap chan. Néu diéu nay
xay ra, hay dé ving bi dau nghi ngoi;
+ dau, té, ngira ran, sung hoic yéu co
¢ cac bd phan khac nhau cua co thé,
thuong bat dau ¢ ban tay hoidc ban
chan, tinh trang ndy tré nén tdi té hon
theo thoi gian;
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+ mét mé1 nghiém trong, trAm cam, tri
nhd kém hoac kho ngu nghiém trong;
+ thay ddi vé thi giac, thinh giac, vi
gidc va khtru giac;

+ sung & vai, canh tay hodc chan, hoac
dau khép.

Ban va bac si s& quyét dinh xem ban
c6 thé tiép tuc diéu tri hay thay thé
bang mot loai khang sinh khac

- Ban khong nén diung thudc
fluoroquinolon néu di tién s gip
phan Ung c6 hai nghiém trong véi
fluoroquinolon hodc quinolon.

- Néu ban c6 bat ky cau hoi hoic thac
miac nao vé thudc ctia minh, hiy noéi
chuyén véi bac si hoac dugc si cua
ban.

Théng tin cho cdc nhéin vién y té

- Két qua ctia mot nghién ciru do EMA
(EUPAS37856) 1y quyén cho thiy
rang fluoroquinolon tiép tuc duoc ké
don ngoai chi dinh duoc khuyén nghi.
- EMA ciing luu ¥ rang nghién ciru
nay c6 nhitng han ché va do d6 nén
than trong khi bién gidi dir li€u cua
no.

- Nhan vién y té dugc nhic lai vé két
qua ctia mot danh gia trén toan EU vé
thudc khang sinh quinolon va
fluoroquinolon dang hit va toan than
da dugc EMA tién hanh vao nim
2018. Ddnh gid nay da dan dén nhitng
han ché dang ké trong viéc sir dung
cac loai thube nay do nguy co xdy ra
cdc phan g c¢é hai hiém gdp nhung
kéo dai (1én dén hang thang hodc hang
nam), nghiém trong, gay tan tdat va co
khd nang khéng hoi phuc anh hwdng
dén cdc hé thong khdac nhau trong co
thé (co xwong, hé than kinh. tam than
va cdc gide quan), déi khi la dong thoi
nhiéu hé thong.

- Nhitng phdn teng cé hai nay cé thé
dwoc han ché bang cdch chi ké don
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cdc logi thuoc nay theo chi dinh di
dugc phé duyét va sau khi dinh gid
cin thdn vé lpi ich va riii ro & tirng
bénh nhan.

- Can dic biét thin trong khi ké don
fluoroquinolon cho bénh nhan 16n tudi,
bénh nhan suy thdn, ghép tang hodc
dung corticosteroid toan than vi nguy
co xdy ra mot sd phan ung c6 hai (vi
du viém gan, dut gan) cao hon. Nén
tranh diéu tri dong thoi fluoroquinolon
va corticosteroid.

- Bénh nhan nén dwoc théng bdo vé
nhitng rii ro lien quan dén
fluoroquinolon truwée khi bit diu
diéu tri, bao gom ca tinh chit nghiém
trong va kha nang kéo dai cua nhiing
tac dung phu ndy, dong thoi khuyén
nén ngimg diéu tri va thao luan vai bac
si khi c¢6 dau hiéu hodc triéu chimg
dau tién cua nhimg phan tng bét loi
nay.

- Nén ngung diéu tri bang
fluoroquinolon va can nhic diéu tri
thay thé khi cé dau hiéu ddu tién ciia
dau hodc viém gan hodc cdc triéu
chirng ciia bénh than kinh nhu dau,
rat, ngra ran, t& hodc yéu, dé ngin
ngira sy phat trién cta cic phan tng
bat loi khong thé dao ngugc.

Théng tin thém vé thuéc
Fluoroquinolon la moét nhém thudc
khang sinh pho rong co tac dung tiéu
diét vi khuan va chong nhiém trung.
Chung dugc sur dung dé diéu trj mot sd
loai nhiém tring nghiém trong khi céac
loai khang sinh khac khong phu hop.
Danh gia trén toan EU, dugc EMA
tién hanh vao nim 2018, lién quan dén
cac loai thube fluoroquinolon dugc su
dung toan than (bang dudng udng hoic
tiém) va cac loai thuc dang hit va cac
loai thuéc dugc bao hiém co chta



PIEM TIN CUC QUAN LY DUGC-BO Y TE

ciprofloxacin, flumequin, levofloxacin,
lomefloxacin, moxifloxacin,
norfloxacin, ofloxacin, pefloxacin,
prulifloxacin va rufloxacin. Thudc
Fluoroquinolon duoc cip phép ¢ nhiéu
Quéc gia Thanh vién EU dudi cac tén
thuong mai khac nhau

Tai ligu tham khdo
http://canhgiacduoc.org.vn/CanhGiacDuoc/
DiemTin/2371/EMA-nhac-lai-ve-cac-bien-
phap-giam-thieu-nguy-co-gap-phan-ung-co-
hai-keo-dai-gay-tan-tat-va-khong-hoi-phuc-
cua-fluoroquinolon.htm

6. Medsafe:
Nguy co nhiém
doc thian kinh
khi st dung
cephalosporin

chdnl\i&ndocﬁldnkihm

khi st dung Cephalosporin , , . A
Cac bao cao vé
nhiém ddc than

kinh khi st dung khang sinh

cephalosporin bao gom rbi loan chuc
nang ndo bd (encephalopathy),

dong kinh va/hodc dong kinh rung giat
co da dugc ghi nhan.

Cac yéu td nguy co xuét hién cac phan
tmg nay bao gdm: nhom bénh nhan
cao tudi, suy giam chiic ning
than, c6 bénh 1y nén vé rdi loan than
kinh trung wongva su dung
cephalosporin duong tiém tinh mach.
Can nhac st dung cephalosporin do
tiém an nguy co giy nhlem doc than
kinh & nhimg ngudi c6 cac yéu to nguy
co trén va co tinh trang bénh than kinh
m&i khaoi phat khong rd nguyén nhan.

Nhiém dpc thin kinh c6 thé xudt hién

khi siv dung bdt kyp cephalosporin thé

hé nao

Cephalosporin la khang sinh beta
lactam phé) rong, thude co thé duoce st
dung trong phac dd diéu tri dau tay
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(first-line) va phac dd diéu tri thay thé
(second-line)  trong nhiéu bénh Iy
nhiém khuan.

Cephalosporins bao gém 5 thé h¢, dua
trén dic tinh phd khang khuan va lich
str nghién ctru phat trién thudc.

Thé h¢ 1 Thé h¢ 2 Thé h¢ 3 Thé h¢ 4 Thé h¢ 5

Ceftarolin
fosamil
Ceftolozan*

Cefazolin Cefuroxim Cefotaxim Cefepim

Cefalexin Cefaclor Ceftazidim

Ceftriaxon

* ceftolozan & dang phoi hop véi tazobactam

Cac bao cdo ca va bao cdo chudi trén
thé giéi cho thdy, so véi cac khang
sinh cephalosporin khac, nhiém doc
than kinh c/u yéu ghi nhin dwoc khi
sur dung cefepime. Tuy nhién phan ing
nay ciing da duoc bao cao d6i vdi cac
khang sinh cephalosporin thé hé khac.

Nhiém djc than kinh gay ra
bai cephalosporin cd thé biéu hién
bing nhiéu cdc ' phdn irng khac nhau
Céc bao cdo vé nhiém doc than kinh
do cephalosporin duoc mé ta chii yéu
VOi cdc tinh trang réi loan chirc
nang lién quan
dén bénh 1y ndo, con dong kinh
va dong kinh rung gidt co.

Bénh ly ndo (encephalopathy) la thuat
ngit rong bao ham tit ca cac bénh ly
lam 1rdi loan chic nang nao bo,
nhu thay doi trang thai tinh than, biéu
hién thdng quamét loat cac tri€u
chtng tir [t 1an dén suy giam ¥ thuc.
Cac con dong kinh lién quan dén dung
cephalosporin c6 thé biéu hién dudi
dang co giat hoac khong co giat véi co
ché cephalosporin 1am rdi loan chuc
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niang cua chiat din truyén than kinh
gamma-aminobutyric acid (GABA).
Céac triéu chimg nhiém doc than kinh
dugc bao céo xuit hién trong vong vai
ngay tir lac bat dau diéu tri va bién mat
sau khi ngimg thudc.

Suy gidm chirc néing thin la mét yéu
10 nguy co, dac biét néu bénh nhdin
khéng dwoc hiéu chinh liéu
Cephalosporin dugc thai trir qua thén.
O nhitng bénh nhdan suy giam chirc
ndng than cé thé gdp tinh trang tich
liiy cephalosporin, néu khéng hiéu
chinh liéu phii hop c6 thé dan dén

nguy co gap doc tinh.
CAc yéu 16 nguy co khac di véi nhiém
doc than kinh khi st dung

cephalosporin nhu: bénh nhdn cao
tuéi, réi loan than kinh trung wong va
s dung cephalosporin dwong tiém
tinh mach vdéi liéu cao.

Nhitng bénh nhan c6 tinh trang bénh
Iy nén ndng cé thé ting nhay cam véi
cac phan vmg nhiém déc thdan kinh
do tang kha nang xam nhdp cua
cephalosporin vao than kinh trung
wong.

Loi khuyén cho nhén vién y té

Nhan biét vé nhiém doc than kinh khi
st dung cephalosporin cho b¢nh nhan
la mét thach thuc 16n bdi bénh nhan
dung khang sinh thuong di kém voi
nhiéu yéu t6 nguy co tiém an.

Thang 12 nam 2022, MARC da
khuyén cdo cdc nhdn vién y té nén can
nhdc nguy co xay ra tinh trang nhiém
déc than kinh  khi st dung
cephalosporin o nhitng bénh nhdn co
cdc yéu té nguy co néu trén va tinh
trang bénh 1y than kinh méi khéi phat
khong r6 nguyén nhan. Trong nhitng
triweong hop nhuw vdy, viéc ngirng thudc
c6 thé la phit hop.
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Cac bao cao ca & New Zealand

Ké tir ngay 31 thang 10 nim 2022,
Trung tdm theo doi1 phan Ung co
hai cua thudc tai New
Zealand (CARM) d nhan dugc mot sd
bdo cdo md ta tinh trang nhiém doc
than kinh gay ra khi su
dung cephalosporin (Bang 2).

Cac phan tng bat loi duoc béo céo
trong nhitng truong hop nay bao
gdm con dong kinh, con co giat co, 1a
14n, bénh 1y r6i loan chirc ning n&o b9,
kich dong, ao gidc va mé sang.

Bdng 2: Cac trwong hop co kha
néng nhiém djc than kinh do cephalosporin
gay ra dwoc bdo cdo vé Trung tam theo ddi
phdn irng c6 hai ciia thuéc tai New
Zealand (CARM), ké tir ngay 31 thing 10

ndam 2022
Sb
bao
céo

Thé
h¢

CARM
IDs

58339,
77512,
86695,
Cefazolin 7 97392,

1 105241,
122558,
137985
123136,
136282
24559,
26025,

26764,° 52

754,

2 57256,
87469
22512,
335009,
50548

26764,° 10

5295
28172,
136000
107950,
110187
98398,
108616

Cephalosporin

Cefalexin 2

(op]

Cefuroxim

Cefaclor 3

N

Cefotaxim
3 Ceftazidim 2
Ceftriaxon 2

4 Cefepim 2
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Chay: , TAI LIEU THAM KHAO
+ Khéng cbd bao cdo cua cephalosporin the http://canhgiacduoc.org.vn/CanhGiacDuoc/
hé 5: ceftarolin va ceftolozan DiemTin/2352/Medsafe-Nguy-co-nhiem-doc-

+ B&o c4o 26764 c6 2 thusc nghi ngo 1a  than-kinh-khi-su-dung-cephalosporin.htm
cefuroxim va cefotaxim
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Diabetes 4
Care__

~ CAP NHAT HUONG
DAN DIEU TRI PAI THAO
PUONG CUA HOA KY -

ADA 2023

Standards of Care
in Diabetes —-2023

Ngay 12/12/2022, dya trén cac nghién ctru khoa hoc va thir nghiém lam sang
mdi, Hiép Hoi Dai thiao duong Hoa Ky (ADA) da cong bd huéng din diéu tri dai
thao dudong nim 2023. Hudng din nay bao gdm cac thuc hanh mdi va cip nhat
quan trong trong chim séc nguoi bénh dai thao duong va tién dai thio dudng.

Trong d6 ¢6 1 sé diém méi dang cht ¥ so véi ADA 2022 nhu sau:

PHAN NQI DUNG CAP NHAT
Phan 3. Phong = Bo sung khuyén nghi 3.9: Statin c6 thé lam ting nguy
ngira hodc tri | co méic bénh dai thio dudng typ 2 & nhitng nguoi co nguy

hodn bénh tiéu
duong typ 2 va
cic bénh mic

kem

co mac bénh cao. Can theo ddi dudng huyét dinh ky va ting
cudong phong bénh. Tuy nhién, khong khuyén cdo ngung
statin [mirc bang ching B]

= B6 sung khuyén nghi 3.10: O nhimng ngudi co tién st
dot quy va c6 bang chimg vé tinh trang khang insulin va tién
dai thao duong, pioglitazone c6 thé duoc can nhic dé giam
nguy co dot quy hodc nhdi mau co tim. Tuy nhién, loi ich
nay can dugc can ddi v6i nguy co ting cin, phu né va giy
xuong [mirc bang ching A]. Liéu thap hon c6 thé giam thiéu
nguy co gip tac dung phu [mirc bang chimg C]

= B sung khuyén nghj 3.12: Liéu phap dugc 1y (vi du:
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PHAN

NOI DUNG CAP NHAT

kiém soat can ning, giam thiéu tién trién cua ting dudng
huyét, giam nguy co tim mach) c6 thé dugc xem xét dé hd
trg cac muc tiéu cham soc 1y bénh nhan lam trung tam [mrc
bang chimg B]

= B6 sung khuyén nghi 3.13: Cac phuong phap du
phong chuyén sau hon nén dugc xem xét & nhitng bénh nhan
c6 nguy co dac biét cao tién trién thanh dai thao duong, bao
gom ca nhiing ngudi co6 BMI >35 kg/m? , nhiing ngudi co
muc dudng huyét cao (vi du: dudng huyét lic doi 110-125
mg/dL, glucose sau 2 gio lam nghiém phap dung nap 173—
199 mg/dL, A1C >6,0%), va nhitng nguoi c6 tién sur dai thao
duong thai ky [mirc bang chimg A]

Phan 4. Panh gia
toan dién va bénh

do6ng mac

Tiéu muc Bénh gan nhiém m& khong do ruou (NAFLD):

= BO6 sung cac khuyén nghi vé sang loc bénh gan nhiém
mo khong do ruou:

+ Nguoi 16n mac bénh dai thao dudng typ 2 hodc tién dai
thao dudng, dic biét 13 nhitng ngudi béo phi hodc co cac yéu
tb nguy co bénh tim mach chuyén hoa /bénh tim mach da
x4c dinh, nén dugc sang loc/phan ting nguy co bénh gan
nhiém md khong do ruou véi xo héa dang ké trén 1am sang
(duoc dinh nghia 12 xo hda trung binh dén xo gan) bang
cach st dung chi s6 FIB-4 (dwa vao tudi, ALT, AST va tiéu
cau) ngay ca khi c6 men gan binh thuong [muc bang ching
B]

+ Nguoi 16n mac bénh dai thao duong hoic tién dai thao

duong c6 ndong do aminotransferase huyét twong ting lién
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PHAN

NOI DUNG CAP NHAT

tuc trong hon 6 thang va chi sé FIB-4 thap nén dugc danh
gia vé cac nguyén nhan khac ctia bénh gan [mirc bang chimg
B]

+ Nguoi 16n mic bénh déi thdo dudng typ 2 hodc tién dai
thao dudng c6 chi s6 FIB-4 khong xac dinh hodc cao nén
duoc phan tang nguy co bd sung bang cach do do cing cua
gan bang phuong phap do do dan hoi thoang qua hodc xét
nghiém ELF [mirc bang ching B].

+ Nguoi 16n mac bénh dai thao duong typ 2 hodc tién dai
thao dudng c6 két qua khong xac dinh hodc ¢ nguy co cao
bi xo héa gan dang ké (theo chi s6 FIB-4, do d cung cia
gan hodc ELF) nén dugc chuyén dén bac si chuyén khoa tiéu
héa hodc bac si chuyén khoa gan dé kiém tra thém. Cham
soc da nganh duoc khuyén nghi dé quan ly lau dai [mic
bang chimg B].

= Néu bat nhitng thay d6i 16i séng giup giam can, st
dung thudc diéu tri béo phi, nhan manh diéu tri bﬁng chat
chi van thu thé GLP-1, phau thuat gidm béo va vai tro cua
thudc diéu tri dai thiao dudng (vi du: pioglitazone va chat
cht van thu thé GLP-1) dé diéu tri bénh dai thao duong typ
2 mac kém bénh gan nhiém mé khong do rugu (NAFLD).

Phan 6. Muc tiéu
duong huyét

= Pdi vé6i nhitng bénh nhan duge theo ddi duong huyét
lién tyc, thoi gian duong huyét nam trong ngudng (3,9 — 10
mmol/L) can dat 70%. ADA 2023 bo sung thém muc tiéu

ndy ¢ ngudi suy yéu hodc cé nguy co cao ha dudng huyét:

thoi gian glucose huyét trong ngudng (3,9-10 mmol/L) chi
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PHAN NOI DUNG CAP NHAT

can dat & mac >50% (thay vi >70% nhu dan sé chung) [mtc

bang chimg B].

Phan 8. Quan ly

) o = Pé cap dén tac dung ha duong huyét va giam can cua
béo phi va can

) Tirzepatide — mot thudc méi dugc phé duyét ngay 13/5/2022
niang

Phan 10. Quan ly = Khuyén nghi 10.1 cip nhat dinh nghia ting huyét ap &
bénh tim mach nguoi bénh dai thao duong 1a HA tam thu > 130 mmHg hoac
HA tam truong > 80 mmHg & 2 lan do tai 2 thoi diém khac
nhau [mirc bang chimg A].

= Khuyén nghi 10.4 cip nhat myc tiéu huyét 4p ¢ nguoi
bénh dai thao dudng: muyc tiéu huyét 4p ¢ nguoi bénh dai
thao duong mac kém ting huyét ap 1a <130/80 mmHg, néu
c6 thé dat dugc mot cach an toan [mirc bang ching B].

= Khuyén nghi 10.7 cip nhat vé viéc can nhic diéu tri
bang thuéc & nguoi bénh dai thao duong mic kém ting
huyét ap: nguoi bénh co huyét ap tai phong kham >130/80
mmHg du diéu kién bat dau dung thudc dé dat duoc muc tiéu
huyét ap khuyén nghi 1a <130/80 mmHg [mic bang ching
Al.

= Khuyén nghi 10.20 d3 cip nhat, dua ra mic LDLc
muc tiéu & BN DTD do tudi 40-75: nguoi bénh dai thao
duong 40-75 tudi nguy co mic bénh tim mach cao, bao gdm
nguoi bénh c6 mdt hoac nhiéu yéu tb nguy co tim mach do
x0 vita, nén stt dung liéu phép statin cuong do cao dé giam

LDLc > 50% va dé dat muyc tiéu LDLc < 70 mg/dL [mic

bang chimg B].
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PHAN

NOI DUNG CAP NHAT

= B6 sung khuyén nghi 10.21: ngudi bénh dai thao
duong ¢ do tudi 40-75 ¢b nguy co tim mach cao, dic biét la
nhimg ngudi c6 nhiéu yéu td nguy co tim mach do xo vira va
LDLc >70 mg/dL, can nhéc thém ezetimibe hodc chét trc ché
PCSK9 vao liéu phép statin & lidu tdi da dung nap [muc
bang chimg CJ.

= Bo6 sung khuyén nghi 10.22: ngudi 16n mac bénh tiéu
duong > 75 tudi da dicu tri bang statin, nén tiép tuc diéu tri
statin [murc bang ching B]

= Bo6 sung khuyén nghi 10.23: ngudi 16n mac bénh tiéu
duong > 75 tudi, can nhac bat dau diéu tri bang statin cudng
do trung binh sau khi thao luan vé cac loi ich va ruai ro tiém
an [murc bang ching C].

= Khuyén nghi 10.26 cap nhat diéu tri statin cuong do
cao ¢ nhimg ngudi mac bénh dai thao dudng va bénh tim
mach do xo vita nham muc tiéu giam cholesterol LDL >50%
va muyc tiéu LDLc 1a <55 mg/dL. Néu muc tiéu nay khong
dat duoc khi diéu tri bﬁng statin & liéu tdi da dung nap, can
nhéc bd sung ezetimibe hodc chat tc ché PCSK9 [mirc bang

chung B]. 7 , 7
* Trong ti€u myc “Li¢u phéap két hop dé giam LDLc”,

ngoai ezetimibe va chat trc ché PCSK9, hién c6 thém thudc
inclisiran — 1 siRNA da dugc FDA chap thuan.

= Khuyén nghi 10.42b cip nhat vai trd cia nhom thudc

SGLT2i trén bénh nhan dai thao dudng typ 2 mic kém suy

tim phan suat tong mau bao ton: ngudi bénh dai thao dudng
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PHAN NOI DUNG CAP NHAT

typ 2 va suy tim phan suit tbng mau bao ton hoic giam,
SGLT2i voi loi ich da dugc chimg minh & nhom bénh nhan
nay duoc khuyén nghi dé cai thién triéu chirng, han ché vé
thé chat va chét luong cudc séng [murc bang ching AJ.

= B6 sung khuyén nghi 10.43: ngudi bénh dai thao
duong typ 2 va bénh than man c6 albumin niéu duoc diéu tri
béng thudc (rc ché men chuyén hodc thudc tc ché thu thé
angiotensin liéu t6i da dung nap, nén bo sung finerenone dé
cai thién két qua tim mach va giam nguy co tién trién bénh

than man [muc bang ching Al.

Phan 11. Bénh = Giam ngudng chic ning than cho phép dung uc ché
than man va quan | SGLT-2 tir 25 xuong 20 ml/phit/1.73 m2.

Iy nguy co = Finerenone (modt thuéc d6i khang thu thé
mineralocorticoid) dugc khuyén dung cung véi cac loai
thudc khac dé bao vé tim mach va than & bénh nhan dai thao

duong typ 2 c¢6 bénh than man thay vi chi 1a liéu phap thay

thé nhu trudc day.

TAI LIEU THAM KHAO
1. Standards of Care in Diabetes—2023
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Gidi thigu

Statin 14 thudc dau tay trong diéu tri réi loan lipid mau va Ia thuéc thiét yéu
trong phong ngura bién ¢ tim mach. Co ché hoat dong cua statin 1a tc ché
enzyme HMG-CoA reductase, co lién quan dén viéc san xut cholesterol trong
gan. Trong nhiéu thap ki gan day, loi ich cua statin trén d6i tuong bénh nhan tré
tudi da duoc ching minh. Tuy nhién, trén ddi twong bénh nhan cao tudi hién
khdng c6 cac khuyén céo manh mé& vé liéu phap statin trong quan thé nay do dir
lidu tir cac thir nghiém 1am sang con han ché va gay tranh cai, dic biét 1a lién
quan dén phong ngira nguyén phat [1].

Nhin chung, ty I& sir dung statin & bénh nhan trén 65 tuoi la cao [10]. Tuy
nhién, viéc st dung statin & bénh nhan cao tusi khac nhau tay thugc vao dan $6
dugc nghién ciu va dinh nghia "nguoi cao tudi”. Tuy nhién, mot sé nghién ciu
d3 bao céo ty 18 sir dung statin twong ddi cao:

Trong mot nghién ctu Medicare & Hoa Ky tir 65 tudi tr 1én, ty 1& sir dung
statin 1a 49% vao nam 2013 [4].

Mot nghién ctiu vé nguoi cao tudi & Ha Lan cho thay ty 1é sir dung statin
tang tir 16% nam 1995 1én 55% nam 2010 & nhimg ngudi tir 75 tudi tré 1én [5].

Mot nghién ciu vé ngudi cao tudi song trong cong dong ¢ Dai Loan cho
thay ty I¢ str dung statin la 42% ¢ nhimg nguoi tir 75 tuoi tro 1én [6].

Cdc khuyén cdo chi ra rang Quyét dinh bit diu siv dung statin can dwoc
cén nhic dwa trén nguy co tim mach cia tirng doi twong bénh nhén, lpi ich
¢ thé dat dwoc cua liéu phap diéu tri ciing nhw nguy co gdp cdc tic dung
khéng mong muon.

. Loi ich cia statin ¢ bénh nhan cao tugi?

Hig¢u qud cria statin ¢ nguwoi cao tusi it dwec 1am rd trong cac nghién
CifU NQdu nhién, nhung div liéu gian tiép cho thay he co6 thé dwec hwong loi
tir statin. Phan 16n bang chimg dén tir cac két qua tht cap va tir phan tich phu
cua cac thir nghiém. Mot phan tich tong hop bao gom 28 thir nghiém ngau nhién
véi 134.537 ngudi bénh, chia thanh 6 nhdm tudi khac nhau, tir 50 tudi dén trén
75 tudi. Chi 8% s6 nguoi tham gia trén 75 tudi. Nhin chung, bién ¢ tim mach
giam 21% nguy co twong dbi twong ung véi mdi mmol/L cua giam LDL-c (RR
0,79, 95% CI 0,77-0,81), dang chu y la nguy co cang cao thi co hoi huong loi
cang 16n, dac biét ¢ nhitng nguoi bénh da xac dinh cé bénh tim mach. Statin
dugc nghién ciu nhiéu nhit ¢ nhitng nguoi bénh nguy co cao 13 atorvastatin liéu
cao. Atorvastatin 80 mg da duogc su dung trong thir nghiém PROVE IT TIMI 22,
thir nghiém SAGE va thir nghiém SPARCL, tat ca c4c thir nghiém nay déu c6 sb
luong dang ké nguoi cao tudi. PROVE IT TIMI 22 di so sanh atorvastatin 80
véi pravastatin 40 mg & 4162 ngudi bénh sau hoi ching mach vanh cap. Trong
s6 d6, 634 nguoi trén 70 tudi duoc dua vao mot phan tich phu. Gidm nguy co
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twong doi ¢ ngwoi cao tudi cao (khodng 40%) va gidm thiéu nguy co tuyét doi
la 8%, véi s6 bénh nhan can diéu tri (NNT) la 80 trong hai nam [11].

Thtr nghiém SAGE ciing so sanh atorvastatin 80mg véi pravastatin 40 mg &
ngudi bénh cao tudi (65-85 tudi) véi tién st thiéu mau cuc bd co tim. Tong cong
893 ngudi bénh bénh dong mach vanh cip duoc dua vao nghién ciu. Két qua
chinh vé hiéu qua (tong thoi gian thiéu mau cuc bo ¢ thang thar 12 so véi ban
dau) da giam dang ké ¢ ca nhom ding atorvastatin va nhom ding pravastatin ¢
thang thtr 3 va thang tht 12 (p <0,001 cho mdi nhom diéu tri) su khac biét
khong c6 ¥ nghia giita cAc nhom. Piéu thi vi 1a két cuc thie cap (ti vong do
Moi nguyén nhdn) da giam ¢ 77% ngwoi bénh (HR 0,33, 95% CI 0,13-0,83, p
= 0,014) [11].

Nghién ctu SPARCL lya chon ngau nhién 4,731 ngudi bénh ¢ LDL-c
100-150 mg/dL, tién si dot quy, hodc con thiéu mau cuc bo thoang qua (TIA),
dung atorvastatin 80 mg hoac gia dugc. Mot phan tich phu chia nguoi bénh
thanh 2 nhém (nhé hon hodc 16n hon 65 tudi), c6 1.153 nguoi bénh trén 65 tudi
dung atorvastatin 80 mg. Mac du, khong chieng minh dwotc lei ich trén tiéu chi
chinh (@t quy gay ti# vong hodgc khdng ti# vong), atovastatin 80mg cho thay
hiéu qud quan treng trong gi@m cac bién cé nghiém trong nhw dét quy va TIA
(HR 0,79, 95% IC 0,66- 0,95, p = 0,01): céc bidn ¢4 mach vanh (HR 0,61, 95%
Cl 0,45-0,81, p = 0,006) va tai thong mach (HR 0,55; 95% CI 0,40-0,77, p
<0,0005). C4c mirc dé lgi ich 6 nguwoi cao tudi phu thugc phan lén vao mic
dé giam LDL-¢, twong tw nhw & doi twong tré. Tuy nhién, & nguoi cao tudi, loi
ich c6 thé giam dan do sy hién dién ngay cang ting cua cac bénh Iy mac kem,
thuong xuat hién va khong dugc huong loi tir statin [11].

Phan tich tong hop ¢ bénh nhan cao tudi bao géom céc thir nghiém 1am sang
cho thay rang st dung statin l1am giam céc bién c6 tim mach va ty Ié tir vong &
nguoi bénh mac bénh mach vanh [10].

I1. Statin cd an toan é nguwoi cao tusi khong?

Tudi cao 1a mot trong cac yéu té nguy co lam ting ty 18 gap tac dung khong
mong mudn cua statin [10]. Mot s6 nguyén nhéan lam tang ty 1& gap tac dung
khdng mong muén cua statin & ngudi cao tudi bao gom: suy giam chirc ning cua
Ccac co quan chuyén hoa thai trir (gan, than), ting luong mé& trong co thé, giam
luong nude lam thay doi thé tich phan b thudce [2]. Ngoai ra, ngudi cao tudi
thuong nhiéu bénh Iy mac kém can sir dung dong thoi nhiéu loai thubc, do do
ting ty 1& gap tuong tac voi statin va dan dén cac van dé nghiém trong [2].
Tuong tac thudc statin 1a mot mdi quan tam, chu yéu vi chling c6 kha nang lam
tang cac tac dung khdng mong muédn lién quan dén co cia statin nhu dau co
khong ting CK, bénh co ting CK va tiéu co van hiém gip nhung nghiém trong.
Khuyén céo rang nén bat dau ding statin véi liéu thap néu cé suy than dang ké
va’hoic kha nang tuong tac thude, sau d6 tang lieu dé dat duoc muc tiéu diéu tri
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LDL-C [7]. M6t s6 luu ¥ vé khuyén céo vé cac thudc dé gip tuong tac véi statin
va hiéu chinh liéu khi két hop cac thudc dugc liét ké tai Bang 1 va Bang 2 [11].

Bang 1. Thuéc e ché va thudc cam ing chuyén héa qua gan cia statin

Eng ym . Statin Thudc e ché Thudc cam vng
chuyén hoa
Fluvastatin; Fluvoxamin, gemfibrozil, Rifampicin
CYP2C8 . . ) .
pitavastatin Ketoconazol, trimethoprim
Fluvastatin; Amiodaron, cotrimoxazol, Carbamazepin,
Pitavastatin; fluvoxamin, ketoconazol, |rifampicin, Fenobarbital,
CYP2C9 . X )
Rosuvastatin | metronidazol, oxandrolon, phenytoin,
Voriconazol
Atorvastatin; Alprazolam, amiodaron, Barbiturates,
Lovastatin; amlodipin, azithromycin, carbamazepin,
Simvastatin cilostazol, cimetidin, cyclophosphamid, dexa-
ciprofloxacin, corticosteroid, | methason, omeprazol,
CYP3A4 clarithromycin, fluoxetin, phenobarbital, phenytoin,
fluconazol, tamoxifen, piogli-tazon, prednison,
warfarin, ranitidin, tacrolimus, rifampicin
cyclosporin, danazol, chéng
tram cam 3 vong
Atorvastatin;
Lovastatin; Cyclosporin, itraconazol,
MDRP Pitavastatin; erythromycin, ketoconazol, Rifampicin
Pravastatin; verapamil, ritonavir
Simvastatin
Tat ca cac Clarithromycin, cyclosporin,
OATP1B1 statin Gemfibrozil, rifampicin,
ritonavir
Atorvastatin;
lovastatin; Cyclosporin, gemfibrozil Rifampicin
UGT -
pravastatin;

Bing 2. Khuyén cdo sir dung statin két hop véi mot sé thuéc

Atorvastatin

Lovastatin
Pitavastatin

Pravastatin

Ban tin Thong tin thuéc & Dugc lam sang - Bénh vién Noi tiét TW

Clopidogrel
Diltiazem, &Zi?gﬁ: Fenofibrat,
Verapamil |Amiodaron - Ticagrelor | Dabigatran|Gemfbrozil| Bezafibrat,
Amlodipin £oiaban Ciprofibrat

Edoxaban

Rivaroxaban

10— 20mg




SU DUNG STATIN & BENH NHAN CAO TUOI

Clopidogrel
Diltiazem, 5&:?3:;: Fenofibrat,
Verapamil |Amiodaron Apixaban Ticagrelor | Dabigatran|Gemfbrozil| Bezafibrat,
Amlodipin Edoxaban Ciprofibrat
Rivaroxaban
Rosuvastatin 10 mg

Simvastatin

Fluvastatin

Ghi chu:

Khong can diéu chinh lidu
Hiéu chinh liéu can than va dung lidu thap nhat co thé
St dung ddng thoi khong duoc khuyén cdo
Tuy nhién, cé4c thir nghiém 1am sang da chitng minh rang statin cé thé duoc
dung nap tuong tu nhau & ngudi 16n tudi va tré tudi [11].
I11. Khuyén céo si# dung thudc diéu tri réi logn lipid mau é nguwoi cao tudi
Theo ESC, khuyén céo diéu tri réi loan lipid méu ¢ ngudi cao tudi nhu sau:

Bdng 3. Khuyén cdo diéu tri réi loan lipid mau ¢ ngwoi cao tusi ESC 2019

Diéu tri bang statin dugc khuyén nghi cho ngudi cao tudi mac

benh tim mach do xo vita giéng nhu déi véi bénh nhan tré tudi 5
Dicu tri bang statin duoc khuyén cao dé phong ngira nguyén I A
phat tuy theo mirc d6 rai ro & nguoi lon tudi <75 tuoi.

C6 thé xem xét bat dau diéu tri bang statin dé phong ngira tién b | B

phat & ngudi cao tudi >75 tudi néu cé nguy co cao trd 1én
Khuyén céo nén bat dau dung statin véi lidu thap néu co suy
than déng ké va/hoic kha ning twong tac thude, sau d6 ting | C
dan lidu dé dat dugc myc tiéu diéu tri LDL-C.

Theo Khuyén céo vé du phong Bénh Iy tim mach trong Hudng dan vé
phong ngua bénh tim mach trong thuc hanh Iam sang cua Hiép hoi Tim mach
chau Au ndm 2021 va Thyuc hanh 1am sang nim 2022 caa Hiép hoi tim mach
hoc Viét Nam, Khuyén cao diéu tri réi loan lipid mau nhu sau:
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Bang 4. Khuyén cdo diéu tri réi logn lipid mau é nguwoi lén tuéi (=70 tuéi)

nguy co tim mach cao hodc rét cao.
Khuyén cao kh&i dau didu tri Statin v&i liéu thap

gap cac tac dung khdng mong muén nguy hiém. Pon thubc nén duoc xem xét

cha yéu dya trén nguy co tim mach (nhu statin cang manh thi cang c6 thém loi

Khuyén cao khuy&n hﬁng
cén chu'ng
Diéu tri Statin dwoc khuyén céo cho ngudi cao
tudi méc BTMXV twrong tw nhu & ngudi tré.
C6 thé can nhic khdi dau didu tri véi Statin dé dL_.F

phong tién phat cho ngudi cao tudi = 70 tudi cod

néu ngudi bénh cé suy than va/hodc co kha nang C

twong tac thuée.
IV. Két lugn

Mac du cac tac dung khéng mong muon cé thé xay ra, statin dugc coi la an

toan & ngudi cao tudi, cac tac dung khéng mong mudn thuong nhe va hiém khi
ich), nhitng han ché trong viéc st dung statin do khéng dung nap chu yéu lién
quan dén tuong tac thudc - thue (DDI) nén dugc danh gia ky ludng. Tuy nhién,
bac si 1am sang ¢ thé can nhic viéc tranh ding statin ¢ nhitng nguoi gia yéu co
kha nang khong mang lai loi ich do suy giam sic khoe hoac tudi tho han ché
[11].
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Quan ly khong dung nap statin

Statin 14 mot trong cac phuong phap diéu trj tang lipid mau chinh va la
nén tang trong phong ngtra bénh tim mach do xo vira [7]. Cac triéu chang trén
co duoc ghi nhan trong nhiéu bdo cao & ngudi bénh st dung statin, day 1a mot
trong nhirng nguyén nhan quan trong nhat cua viéc ngimg diéu tri bang statin va
c6 lién quan dén ting nguy co gap bién quan tim mach [7]. Tuy nhién, ty 1& thuc
su khong dung nap statin trén toan thé gidi chi tir 6 dén 10% [8]. Céc tac dung
khéng mong muén khac cé thé lién quan dén statin bao gom rdi loan nhan thic
than kinh, nhidém doc gan, dot quy xuat huyét va nhiém doc than. Nhitng tac
dung khdng mong muén nay déu co thé dan dén viéc nging sir dung, tuy nhién
méi quan hé nhan qud nay méi chi dwec xac nhdn doi véi triéu chieng co lién
quan dén statin, ting tam théi enzym gan va bénh ddi thdo dwong mdi dwoc
chédn dodn [8]. Do dé, diéu quan treng la xdc dinh nhing ngwoi bénh thuc si
khéng dung nap statin dé tranh viéc ngirng diéu tri statin khéng can thiét.
Mot s6 cac nghién ctiu cling da chi ra rang: khéng phai tat ca cac bao co vé co
déu do statin va hau hét nguoi bénh c6 thé dung nap statin sau khi ding lai, giam
lidu hoic chuyén sang statin khac [7].

1. Khdng dung ngp statin la gi?

Theo Hiép hoi Lipid Quoc té (ILEP), dinh nghia thong nhat vé khong
dung nap statin bao gdm 4 truong hop:

+ Khong c6 kha nang dung nap it nhat 2 loai statin khac nhau — mot statin
& lidu khai dau trung binh hang ngay thap nhat va statin con lai & bat ky liéu
nao.

+ Khdng dung nap lién quan dén tac dung khéng mong muén lién quan
dén statin da dugc xac nhan, hoic cac bat thuong dau an sinh hoc quan trong da
duoc xac nhan.

+ Triéu chang hoic thay dbi dau an sinh hoc dwoc giai quyét hoic cai
thién dang ké khi giam lidu hodc nging sir dung.

+ Cé4c triéu chung hoic thay doi dau an sinh hoc khdng phai do nguyén
nhan di duoc chitng minh nhu tuwong tac thudc-thude va cac tinh trang bénh 1am
tang nguy co khong dung nap statin [8].

Theo Hiép hoi Lipid Quéc gia Hoa Ky (NLA), khéng dung nap statin 1a
maot hozc nhiéu bién cb bat loi khi diéu tri bang statin, s& dugc giai quyét hoac
cai thién khi giam liéu hodc ngung sir dung statin. Phan loai thanh hai nhom la
khdng dung nap hoan toan (khéng dung nap & bat ky lidu diéu tri nao) hoic
khong dung nap mot phan (khéng ¢ kha ning dung nap liéu can thiét dé dat
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muc tiéu diéu tri). D& phan loai khdng dung nap statin thi st dung it nhat 2 statin
trong d6 sir dung it nhat 1 statin vai lidu diéu tri thap nhat trong ngay [2].
2. Cac yéu t6 nguy co khong dung nap statin

Bang 1. Cac yéu t6 nguy co khong dung nap statin

CA4c yéu t6 lién quan dén nguoi CAc yéu té nguy co co thé thay doi
bénh dwoc

- Tudi cao (>80 tudi) [3] - Liéu phép statin liéu cao [3]
- Giéi tinh nir [3] - Uéng qua nhiéu rugu [3]
- Dan toc Chau A [3] - Tuong tac thudc (diac biét 1a viéc sur
- Tinh trang than kinh co dd c6 tr dung gemfibrozil, thuéc loan than,
trudc [3] amiodarone, verapamil, cyclosporine,
- Tién st bénh co hoic tién sir gia khang sinh nhém macrolide, thudc
dinh mac hoi ching bénh co [3] khang ndm nhom azole, thuéc tc ché
- Bénh gan c0 tur trude [3] protease) 2]

- Bénh than co tur trudc [3] - Tép thé duc qua muc [3]

- Mot s6 da hinh di truyén hiém - Udng qua nhiéu nudc ép budi [3]
gap diéu chinh con duong enzym - Thiéu vitamin D [2]
cytochrom gan [3] - Béo phi [2]

- Bénh déi théo duong [2]

- Suy giap [2]

CAac yéu td nguy co c6 thé 1am ting ty I& xuét hién céc triéu chiing khong
dung nap statin va viéc diéu chinh cac yéu té nguy co c6 thé thay doi dwoc gilp
cai thién véc dung nap statin trong mét s trudng hop [2].

3. Ty I¢ khong dung ngp statin

- Ty 18 khdng dung nap statin dugc bao cdo & khoang 5% dén 30% nguoi
bénh, trong d6 ty 1& mac bénh va ty 18 luu hanh khac nhau tiy theo dan sé
nghién ctiru va moi truong [2].

- C6 mot ty 18 nhat dinh cac triéu chang khong mong muén lién quan dén
statin do hiéu tng NOCEBO*; tuy nhién, c4c triéu chung lién quan van xuat
hién trén 1am sang [2].

- Nhitng ngudi bénh gap tac dung khdng mong mudn lién quan dén statin,
bat ké nguyén nhan (tac 1a tac dung duogc ly hoic tac dung khdng mong muén)
déu can diéu tri ndong d6 lipid mau gy xo vira ting cao dé giam nguy co bénh
tim mach do xo vira lién quan dén [2].

*Hiéu itng NOCEBO: dé cdp dén cac bién co bat lgi, thirong hoan toan
mang tinh chu quan, xudt phat ti tam Iy vé tac dung khéng mong muén cua
thuoc, gid dwgc..TAm Iy ndy cd thé duwoc thic day béi nhiéu yéu té nhw doi
tfwrong nghién cizu 6 hiéu biét trong thiz nghiém 1am sang, diroc bac sy canh bao
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vé tac dung khdng mong muon khi ké don thudc va théng tin trén phwong tién
truyén thdng. Hiéu izng NOCEBO 12 lsi gidi thich cho viéc cac nghién cizu quan
sat va trong thuc hanh 1am sang ghi nhdn t7 I¢ cac triéu chirng dau co hodc cac
triéu chitng khdc lién quan dén Statin cao hon S0 Véi gid dwoc, trong khi do ti 16
la twong tir SO Vi gid dwoc trong cac thi nghiém 1am sang ngdu nhién, mi déi,

c6 doi chimg [9].

4. Mt sé khuyén céo vé quan Iy bénh tim mach do xo viza trong tinh trang

khong dung ngp statin

Khuyén céo caa Hiép hoi Lipid Quéc gia Hoa Ky (NLA) vé quan Iy nguy

co bénh tim mach do xo vita [2] nhu sau:

Bang 2. Khuyén cao cia Hiép hdi Lipid Quac gia Hoa Ky (NLA) vé quan ly

nguy co’ bénh tim mach do xo vira

Noi dung

Do6i véi nguoi bénh khong tuan tha hoac khong kién tri
vaéi liéu phap statin, khdng dung nap statin nén dugc danh
gia 1a mot yéu té nguy co.

Déi voi ngudi bénh nghi ngd khong dung nap statin, cac
bac si lam sang nén thir nhiéu chién lugc dé xac dinh ché
d6 diéu tri statin c6 thé dung nap dwoc (vi du: lidu thap
hon, chuyén d6i statin, khong dung thudc hang ngay), vi
khong dung nap hoan toan statin 1a khéng phd bién (<5%
nguoi bénh).

Khi stir dung céc li¢u phap khong phai statin, nén uvu tién
nhiing liéu phap da co dir liéu tir cac thir nghiém ngau
nhién cho thy giam nguy co bién ¢ tim mach.

Do6i voi nguoi bénh di biét hoac nghi ngo khdng dung
nap statin c6 nguy co bénh tim mach do xo vira cao hoac
rat cao, nén can nhac liéu phap diéu tri khong statin trong
khi thuc hién thir nghiém dé xac dinh ché d6 diéu tri statin
c6 thé dung nap dugc dé tranh cham lai viéc ha thap lipid
Mau gay xo vira

Dai v6i nguoi bénh khéng dung nap statin, co thé xem xét
nguyén nhan do hiéu tng nocebo; tuy nhién, diéu nay
khong 1am cho cac triéu chang khdng mong mubn it lién
quan dén 1am sang hon va nguy co bénh tim mach do xo
vita lién quan dén tang lipid mau gy xo vira nén duogc
diéu tri

Dai véi ngudi bénh khdng dung nap statin hoan toan hoic

Khuyén

cao

Ia

Ia

Ia
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, Miic
Khuyen do

NI e céo bang

chirng

mot phan, nén xem xét liéu phap dieu tri khong phai statin
dé ho trg giam lipid maugay xo vira.
5. Cac phwong phdp giam lipid mau khong phai statin

Tai My, mot s6 phuong phap diéu tri ha lipid mau c6 sin & My [2], bao

gom:

. Thay doi 16i sdng

. Céac Statin

. Ezetimibe (Uc ché hap thu cholesterol)

. Nhém thuéc e ché PCSK9

. Nhom Resin (Bile acid sequestrants)

. Acid Bempedoic (Uc ché ATP citrate lyase)
. Nhom Fibrates

. Icosapent ethyl

Mot s6 thong tin vé kha ning giam nguy co bién ¢d tim mach cia cac
phuong phép diéu tri khdng phai statin, nhu sau:

- Ezetimibe da dugc chitng minh hiéu qua giam nguy co bénh tim mach do
X0 vita trong mot s6 thir nghiém va thuong 1a két hop véi statin [2].

- Nhom Resin (Bile acid sequestrants): hién tai, cé it dir liéu chirng minh
hiéu qua trén két cuc tim mach cua nhém thuéc nay. Thi nghiém chinh chang
minh hiéu qua ctia nhém thudc nay 1a Lipid Research Clinics Coronary Primary
Prevention Trial (LRC-CPPT), két qua ban dau duoc céng b6 vao nam 1984,
trudc khi co liéu phép statin. Trong thi nghiém nay, 3.806 nam gidi bi tang
cholesterol mau nguyén phat duoc chon ngau nhién ding gia dugc hoic
cholestyramine (24 g/ngay). Sau thoi gian theo doi trung binh 1a 7,4 nam, nhém
cholestyramine cho thay giam 19% két cuc chinh cia bénh mach vanh gay to
vong hoic nhdi méau co tim khong gay tir vong [2].

- Nhom Acid Bempedoic (Ut ché ATP citrate lyase): hién tai chua co két
qua tir cac thir nghiém két qua tim mach cua acid bempedoic, mac du mot the
nghiém nhu vdy dang duoc tién hanh & nhitng d6i tuong c6 nguy co cao va rat
cao d6i v6i bénh tim mach do xo vita, ngudi tham gia ghi nhan khéng dung nap
statin va LDL-c >100 mg/dL. Cac dbi tugng dugc chon ngau nhién theo ty 18 1:1
dé dung gia duoc hoic acid bempedoic 180 mg/ngay. Qua trinh dang ky da hoan
tat (N=14.014) va thtr nghiém sg tiép tuc cho dén khi 1.620 nguoi tham gia gap

O NO O WDN —
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tiéu chi chinh vé bién cb tim mach nghiém trong. Két qua du kién vao nam 2023
[2].

- Nhém Fibrat:

+ Gemfibrozil: ca 2 thir nghiém RCT quy mé 16n déu cho thay loi ich trong
viéc giam cac bién cé bénh mach vanh so véi gia dugc [2].

+ Fenofibrat: dbi vai 2 thir nghiém nghién ctu cia Fenofibrat, trong dé c6
ca ddi tuong ngudi bénh dai thao duong tuyp 2, cho thay khong cé loi ich tong
thé dang ké nao véi tidu chi tong hop (Bién cb bt lgi chinh tim mach hoic mach
vanh) [2].

Két qua tir cac phan tich tdng hop cho thay loi ich cia nhdm Fibrat trén
ngudi bénh co triglycerid cao, dic biét kém theo giam HDL-c. Tuy nhién, van
can thém cac nghién ciru trong tuwong lai dé chiing minh lgi ich cua nhom thuée
nay [2].

+ Pemafibrate: Nghién ciru Reduce Cardiovascular Outcomes by Reducing
Triglycerides in Patients with Diabetes (PROMINENT) trial dé danh gia hiéu
qua cua pemafibrat trén cac nguoi bénh c6 nguy co cao dai thao duong tuyp 2
kém theo ting Triglycerid va giam nong ¢6 HDL-c dd tam dung sau khi phan
tich két qua ké hoach tam thoi cho thay kho c6 thé dat duoc muc tiéu [2].

- Nhom lcosapent ethyl: hai hoat chat trong nhém déu dugc sir dung dé
diéu tri tang triglycerid mau ning (TG >500 mg/dL), nhung chi icosapent ethyl
c6 chi dinh da dugc phé duyét dé phong ngira thir phéat bénh tim mach do xo vira
[2].

6. Két qud
Nhu vay, ty 18 khéng dung nap statin hoan toan Ia tuong ddi thap. Do do,
khi nghi ngd nguoi bénh khdng dung nap statin, can danh gia nguoi bénh can
than dé toi wu hoa phac d6 statin (loai statin, liéu ding, tan suat dung), va dé
tranh viéc nging statin khéng can thiét hodc nguoi bénh phai ding liéu thap dan
dén viéc khong dat muc tiéu diéu tri LDL- C/ non HDL-C giam bién cé tim
mach.
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CAP NHAT CHI PINH, LIEU DUNG TREN BENH THAN MAN CUA
CAC THUOC UC CHE SGLT?2

Nhém thudc ac ché SGLT-2 1a nhém thude dai thao duong thé hé mai,
hién nay c6 nhiéu vu diém trong diéu tri, tai Viét Nam, hién luu hanh 2 hoat chat
ctia nhom thube nay 1a dapagliflozin va empagliflozin.

Thudc e ché SGLT2 dugc phé duyét chi dinh dau tién 1a diéu tri dai thao
duong. Sau do, thudc tiép tuc ching minh loi ich trén ddi twong bénh nhan suy
tim va gan déy 1a bénh than man khong dai thao duong.

1. Mgt sé thdng tin cdp nhdt trén thé gidi vé chi dinh trén doi treng bénh thgn
man cia thudc e ché SGLT-2

Hién nay, c6 2 nghién ctiu 16n chimg minh duoc loi ich cua thube wc ché
SGLT-2 trén bénh nhan bénh than man (c6 hoac khong c6 dai thao duong) la
Nghién ctiru DAPA-CKD va EMPA-KIDNEY [8], [9].

Dic didm Nghién ciu Nghién ciu
: DAPA-CKD [8] EMPA-KIDNEY [9]
Thudc nghién crru Dapagliflozin Empagliflozin
Theéi diém hoan thanh 2020 2022
RCT, mu doi RCT, mu doi
- Nhém 1: dapagliflozin 10mg/ngay - Nhom 1: empagliflozin
Thiét ké nghién ciru - Nhém 2: placebo 10mg/ngay
Theo doi 2,4 nam - Nhém 2: placebo
Theo doi 2 nam
- Nguoi trueéng thanh ¢ hoac - Nguoi trueéng thanh ¢ hoac
khong BTD typ 2 khong BDTD
- eGFR 25-75mL/phit/1,73m? véi - eGFR 20-45 mL/phit/1,73m?,
Tiéu chudn lwachen  UACR 200-5000 mg/g bét ké muc UACR

- C6 hoic khong ding ACEI/ARB - eGFR 45-90 mL/ph(it/1,73m?
(néu dung ACEi/ARB, can dung v6i uACR > 200mg/g

lidu 6n dinh it nhat 4 tuan) - C6 hoic khéng dung RASI

- Loai tre BTD tip 1, bénh than da - Loai trir bénh than da nang va
nang, bénh than lupus hoic bénh tw  nguoi ghép than

mién hé théng khong rd nguyén

nhan

- Bénh nhan diing liéu phap mién

dich diéu tri bénh than trong 6

thang gan day

Tiéu chudn logi trir

Sé lwgng bénh nhan 4.304 BN 6.609 BN
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Sé lweng bénh nhan
Viét Nam

Két cuc chinh

Bénh thdn tién trién
hodgc tir vong do thdn
hodgc tir vong do tim
mach

Két cuc phu
Tar vong do mgi
nguyén nhan

Gidam én dinh eGFR >
50%, bénh thgn giali
doan cuéi hodc ti vong
do th@n/ Bénh thgn
tién trién

Nhdp vién do suy tim
hogc t# vong tim mgch

Nhdp vién do mei
nguyén nhan

T vong tim mach
Bién cé gap bénh than

giai doan cuéi hodc tie
vong tim mach

282 BN

Giam 39% (NNT=19)1

HR 0.61 (95% ClI, 0.51-0.72)
(p <0.001)

- Nhom BTD: giam 36%;

HR 0.64 (95% CI, 0.52-0.79)

- Nhom khong BDTD: giam 50%;

HR 0.50 (95% Cl, 0.35 t0 0.72)

Giam 31%

HR 0.69 (95% ClI, 0.53-0.88);
p=0.004

Giam 44%

HR 0.56 (95% ClI, 0.45-0.68);
p<0.001

Giam 29%

HR 0.71 (95% CI, 0.55-0.92);
p=0.009

Khéng co trong dé cuong
nghién cuu

Chua chirng minh duoc lgi ich
HR 0.81 (95% CI, 0.58-1.12)
(p: NA) ‘

Khong c6 trong dé cuong
nghién cuu

Cap nhat chi dinh diéu tri bénh than man

Chau Au
My - FDA phé duyét

v (8/2021)
v (4/2021)

Ghi chi: HR: Hazard Ratio
1. Tiéu chi chinh: Két qud gdp cua giam GFR wéc tinh >50%, bénh thdn giai
doan cudi hodc tiz vong do thdn hogc tim mach
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0 BN

Giam 28%2
HR 0.72 (95% Cl, 0.64-0.82),
p <0.001

Chua chirng minh duoc lgi ich
HR 0.87 (95% ClI, 0.70-1.08);
p=0.21

Giam 39%

HR 0.71 (95% CI, 0.62-0.81)

Chua chirng minh duoc lgi ich
HR 0.84 (95% Cl, 0.67-1.07);
p=0.15

Giam 14%

HR 0.86 (95% Cl, 0.78-0.95);
p=0.003

Chua chirng minh duoc lgi ich
HR 0.84 (95% ClI, 0.60-1.19)

Giam 27%
HR 0.73 (95% CI, 0.59-0.89)
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2. Tiéu chi chinh: Két qua gép cua bénh thdn tién trién (dwoc dinh nghia la bénh
thdn giai doan cusi, eGFR giam xuéng <10 ml/phit/1,73 m?, eGFR gidm >40%
S0 Vi ban dau hodc tir vong do thgn) hoac twr vong do tim mach.

Két qua tir cac nghién ctu 16n ndy 1a nén tang cap nhat cac khuyén cao
trén bénh nhan bénh than man trong hudng dan diéu tri dai thao duong cua Hoa
Ky ADA va to thong tin san pham.

Bén canh d6, theo huéng dan cua Hoi Than hoc Quéc Té KDIGO 2022,
thudc e ché SGLT2 ciing dwoc khuyén cdo cho bénh nhan dé ngin ngtra tién
trién cia bénh than man. Tuy nhién, cac khuyén nghi khdng &p dung cho bénh
nhan suy giam mién dich duoc ghép than. Thuéc wc ché SGLT2 ciing chung
minh duoc loi ich trén bénh nhan bénh than man khdng mic bénh dai thao
duong; tuy nhién, mic d6 bang chiing manh mé& hon trén ddi twong bénh nhan
dai thao duong typ 2. Thudc tc ché SGLT2 voi nhitng loi ich 1am sang di duoc
chung minh trong bénh than do dai thiao duong bao géom canagliflozin,
dapagliflozin va empagliflozin [7].
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Tai Viét Nam, to Thong tin san pham cua cac thudc e ché SGLT2 chua dugc cap nhat chi dinh trén bénh than man.
Tuy nhién, chi dinh trén d& duoc cap nhat trong Duoc thu Qudc gia Viét Nam phién ban méi nhét (dugc ban hanh theo
quyét dinh 3445/QD-BYT ngay 23/12/2022 cua Bo Y té), trong d6, méi chi c6 hoat chit Dapagliflozin duoc cap nhat chi
dinh diéu tri bénh than man va Empagliflozin chua dwgc cap nhat chi dinh nay, cu thé nhu sau:

Chi dinh

Dapagliflozin  Pdi thao dwong typ 2: Dapagliflozin dugc chi
dinh nham kiém soat duong huyét & bénh nhan
nguoi 16n (>18 tudi) bi dai thao duong typ 2
khong kiém soét tét duong huyét véi ché do an
kiéng va luyén tap. Dapagliflozin c6 thé sir dung
don tri liéu cho nhirtng bénh nhan khoéng thich
hop st dung metformin do khéng dung nap va tri
licu phdi hop véi céc thudc giam duong huyét
khac ké ca insulin [2].
Dapagliflozin dugc chi dinh nham lam giam
nguy co nhap vién vi suy tim ¢ bénh nhan nguoi
I6n bi dai thao duong typ 2 c¢d bénh tim mach
hodc c6 nhiéu yéu té nguy co tim mach [2].
Suy tim: Dapagliflozin dugc chi dinh ¢ nguoi
l6n dé diéu tri suy tim man tinh cd triéu ching
vé6i phan suit tong mau giam [2].
Bénh thdén man: Dapagliflozin dwoc chi dinh &
ngudi lén dé diéu tri bénh than man [2]
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Liéu dung

Ddi thdo dwong typ 2: Liéu khoi dau duoc khuyén céo 1a 5 mg
uéng 1 lan/ngay. CO thé ting liéu l1én 10 mg udng 1 lan/ngay dé
tang hiéu qua kiém soat duong huyét [2].

Khi dapagliflozin duoc s dung két hop véi insulin hoic thudc
kich thich bai tiét insulin, chang han nhu sulphonyluré, can nhic
licu insulin hodc thubc kich thich bai tiét insulin thap hon dé
giam nguy co ha duong huyét [2].

Suy tim: Liéu khuyén céo la 10 mg dapagliflozin 1 lan/ngay.
Dapagliflozin dugc sir dung cling véi céc lidu phap diéu tri suy
tim khac [2].

Bénh than man: Liéu khuyén cdo 1a 10mg dapagliflozin 1
lAn/ngay. Dapagliflozin dwoc sit dung clng véi cac liéu phap
diéu tri bénh than man khéc [2].

Déi twong ddic bigt:

+ Suy thdn: Khéng can diéu chinh liéu dya trén chirc ning than.
Pé kiém soat duong huyét, kndng nén bat dau diéu tri bang
dapagliflozin & nhitng bénh nhan ¢ muc loc cau than wéc tinh
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Chi dinh

Liéu ding
(eGFR) <15 ml/phit/1,73 m2. Khong khuyén cédo ding
dapagliflozin dé cai thién kiém soat duong huyét ¢ BN c6
eGFR<45 ml/phat/1,73 m2 Hiéu qua ha duong huyét cua
dapagliflozin bi giam khi eGFR<45 ml/phat/1,73 m?2, va c6 thé
khong cé tac dung ¢ bénh nhén suy than nang. Do d6, trén bénh
nhan dai thao duong, néu eGFR giam xudng dudi 45
ml/phat/1,73m?, nén xem xét phdi hop thém céc thuéc ha duong
huyét khac [2].
Dbi véi cac chi dinh khac, khong nén bat dau diéu tri bang
dapaglifozin & bénh nhan c6 eGFR <15 ml/phat/1,73m?, tuy
nhién bénh nhan cd thé tiép tuc udng 10 mg, 1 lan/ngay dé giam
nguy co suy giam eGFR, bénh than giai doan cudi (ESKD), tu
vong do tim mach va nhap vién do suy tim [2].
Chéng chi dinh sir dung dapagliflozin d6i vai bénh nhan loc mau
[2] \ 1 1
+ Suy gan: Khdng can diéu chinh licu cho bénh nhén suy gan nhe
hodc trung binh. O bénh nhan suy gan ning, khuyén céo ding
licu khoi dau 5 mg. Néu dung nap tét, c6 thé tang liéu 1én 10 mg
khi c6 chi dinh [2].
+ Nguoi gia (>65 tusi): Khdng co khuyén cao diéu chinh liéu
da trén tuoi [2].
+ Tré em: Tinh an toan va hiéu qua cua dapagliflozin ¢ tré em tir
0 dén < 18 tudi van chua duogc xac dinh. Khdng c6 san dit liéu

2.
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Trudc ddy, danh muyc va ty 1¢, diéu kién thanh toan déi véi thuéc hda
duogc, sinh pham, thudc phong xa va chit d¢anh dau thuoc pham vi dugc huong
cua nguoi tham gia BHYT duogc quy dinh tai cac Thong tu 30/2018/TT-BYT,
Théng tw 01/2020/TT-BYT, Thong tu 20/2020/TT-BYT [3], [4], [5]. Theo do,
Quy bao hiém y té thanh toan trong trudng hop chi dinh thudc phi hop voi:

- Chi dinh trong to hudng dan st dung thubc kém theo hé so ding ky
thudc da duoc B Y té cip phép

- Hozc Huéng dan chan doan va diéu tri cia Bo Y té.

Hién nay, ciac Thong tu néu trén da duoc thay thé bang Thong tu sb
20/2022/TT-BYT ngay 31/12/2022 (hiéu luc thi hanh tir 1/3/2023) va trong
thong tu mai ban hanh nady, Bé Y té da bé sung thém 02 nguén tai lidu tham
khdo dé thanh toan chi phi thuéc Bdo hiém y té so véi thong tu trude do [6] 1a:

- To hwong dén siz dung thuéc kém theo hé so ding ky thuéc cia thuéc
biét dwoc goc, sinh pham tham chiéu da dwoc Bé Y té cap phép.

- Dwoc thw Quéc gia Viét Nam phién ban méi nhdt.

TAI LIEU THAM KHAO

1. To hudéng dan si dung cua thude dwoc B4 Y té cap phép.

2. Durge thw Quéc gia Viét Nam lan xudt ban thi ba (dwoc ban hanh theo
quyét dinh 3445/0D-BYT ngay 23/12/2022 cuia B4 Y té).

3. Théng tr 30/2018/TT-BYT ngay 30/10/2018 cua Bé trueng BJ Y té Ban
hanh Danh muc va ty 16, diéu kién thanh todn doi véi thude héa dwoc, sinh
pham, thusc phong xa va chdt danh dau thugc pham vi dwoc hirong Ciia nguoi
tham gia bdo hiémy té.

4. Théng tw 01/2020/TT-BYT ngay 16/01/2020 sira doi, bé sung Théng tuw s6
30/2018/TT-BYT ngay 30 thang 10 ndm 2018 cua Bé truong B4 Y té ban hanh
Danh muc va ty 1, diéu Kién thanh todn doi véi thuoc héa dwoc, sinh pham,
thuoc phong Xg va chdt danh ddu thugc pham vi dwoe hwong ciia ngwoi tham
gia bdo hiémy té.

5. Théng tw 20/2020/TT-BYT ngay 26/11/2020 sira déi, bé sung mét sé diéu
Cia thong tw so 30/2018/TT-BYT ngay 30 thing 10 nam 2018 cua bé trueng bg
y té ban hanh danh muc va ty 1, diéu kién thanh todn doi véi thuoce héa dwor,
sinh pham, thudc phéng xa va chdt danh dau thugc pham vi dwoc hwong cua
nguroi tham gia bdo hiém y té.
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Tong két két qua nudi cay va tinh nhay cdm cua vi khuan véi khang sinh tai bénh vién nam 2022

TONG KET KET QUA NUOI CAY VA
TINH NHAY CAM CUA VI KHUAN VOI KHANG SINH
TAI BENH VIEN NAM 2022

I. TONG SO MAU NUOI CAY THEO LOAI BENH PHAM

1. Tong quan

Bénh phim mau
(N=1479)

9,87%

/

= Duong tinh (%) = Am tinh (%)

Bénh phim mi
(N=649)

= Duong tinh (%) = Am tinh (%)

2. Ciin nguyén phén Igp tir Nudc tiéu
Vi khuan

Bénh pham nuée tiéu
(N=310)

= Duong tinh (%) = Am tinh (%)

Cic loai bénh pham khac
(N=151)

13,73%

= Duong tinh (%) = Am tinh (%)

S6 chiing (N=89) Ty 18 (%) |

Escherichia coli
Staphylococcus aureus
Enterbacter cloacae

Staphylococcus aureus

1
2
3
4
)
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Vi khuén

S6 chiing (N=89) Ty 1é (%)

6

Acinetobater baumannii
Khéac

2
17

2.25
19.04

*Khac: Candida tropicalis; Acinetobacter baumannii; Staphylococcus saprophyticus;

Acinetobacter Iwoffii; Enterobacter cloacae; Serratia plymuthica; Acinobacter Iwoffii;

Proteus vulgaris; Shigella boydii; Enterrococcus faecalis; Pseudomonas aeruginosa;

Enterococcus faecium; Candida glabrata;

Streptococcus agalactiae;

Aeromonas

hydrophila; Klebsiella aerogenes; Citrobacter freudii. (Mdi vi khuan phén lap dugc 1 1an)

3. Can nguyén phan ldp tir Mu

© 00 ~N oo o A W D

R N S R S L e Y A =
O © o N o 0o N W N P O

Staphylococcus aureus
Escherichia coli
Klebsiella pneumoniae
Enterococcus faecalis
Proteus mirabilis
Pseudomonas aeruginosa
Morganella morganii
Streptococcus agalactiae
Klebsiella aerogenes
Serratia marcescens
Acinetobater baumannii
Enterobacter cloacae
Klebsiella oxytoca
Staphylococcus haemolyticus
Proteus vulgaris
Stenotrophomonas maltophilia
Aeromonas hydrophila
Enterbacter cloacae
Acinetobacter baumannii
Providencia rettgeri
Khac*

179
26
21
16
15

=
w

O N DD DN D DD WO W w o1 o1 oo oo N ©o
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1.79
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0.89
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0.60
0.60
0.60
0.60
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Tong két két qua nudi cay va tinh nhay cdm cua vi khuan véi khang sinh tai bénh vién nam 2022

*Khéc: Candida parapsilosis complex; Aeromonas veronii bv veronii; Klebsiella ozaenae;
Serratia plymuthica; Citrobacter freundii; Enterococcus faecium; Aeromonas caviae;
Providencia stuartii; Streptococcus anginosus. (Mdi vi khuan phan lap duoc 1 1an)

4. Can nguyén phdn ldp tir Mdu

- Escherichia coli 42 28.77
- Staphylococcus aureus 23 15.75
- Klebsiella pneumoniae 18 12.33
- Staphylococcus haemolyticus 8 5.48
- Staphylococcus hominis 8 5.48
- Staphylococcus epidermidis 6 4.11
- Burkholderia cepacia complex 6 411
- Burkholderia species 3 2.05
- Salmonella spp 3 2.05
- Providencia rettgeri 2 1.37
- Edwardsiella tarda 2 1.37
- Staphylococcus haemolyicus 2 1.37
- Klebsiella aerogenes 2 1.37
- Streptococcus pneumoniae 2 1.37
- Acinetobater baumannii 2 1.37
- Enterococcus faecalis 2 1.37
- Khéc* 15 10.2

Khac*

Morganella morganii; Acinetobacter baumannii; Enterobacter cloacae; Staphylococcus

Salmonella species; Staphylococcus saprophyticus; Burkholderia cepacia;

capitis;  Streptococcus anginosus; Proteus mirabilis; Staphylococcus warneri;
Burkholderia cepacia /Ralstonia pickettii; Staphylococcus equorum; Sphingomonas
paucimobilis; Achromobacter species; Stenotrophomonas maltophilia. (Mdi vi khuan phan
lap duoc 1 1an)

5. Ciin nguyén phdn ldp tiv cac logi bénh phim khdc
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Téng két két qua nudi cay va tinh nhay cdm cua vi khudn véi khang sinh tai bénh vién nam 2022

Klebsiella pneumoniae 3 42.86
Acinetobater baumannii 1 14.29
Staphylococcus aureus 1 14.29
Pseudomonas aeruginosa 1 14.29
Stenotrophomonas maltophilia 1 14.29

IL. TY LE CAC LOAI VI KHUAN GAY BENH THUONG GAP
1. T 5ng quan
- Tong s6 mAu nudi ciy: 2489
- Tong s6 mau c6 két qua dinh danh & KSD: 578 (23.2%)
+ Ty 18 vi khuan Gram Am: 300 (51.9%)
+ Ty 1& vi khuan Gram Duong: 268 (46.3%)s
+ Ty 18 lién cau khuan: 7 (1.2%)
2. 10 chiing vi khudn gdy bénh hang diu

10 chiing vi khudn gdy bénh hang dau (N=578)

20 2% 2%

2%

Al

= Staphylococcus aureus

= Escherichia coli

= Klebsiella pneumoniae

= Enterococcus faecalis

= Proteus mirabilis

m Pseudomonas aeruginosa
Staphylococcus haemolyticus

= Morganella morganii

= Acinetobater baumannii

= Klebsiella aerogenes

3. Cdc loai vi khudn nuéi cdy tai Khoa Chiam séc ban chin (N = 308)

- Staphylococcus aureus 164 53.25

39
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Escherichia coli 22 7.14
Klebsiella pneumoniae 17 5.52
Enterococcus faecalis 15 4.87

Proteus mirabilis 14 4.55
Pseudomonas aeruginosa 13 4.22
Morganella morganii 8 2.60

- Serratia marcescens 6 1.95
Klebsiella aerogenes 5 1.62
Enterobacter cloacae 4 1.30

- Staphylococcus haemolyticus 4 1.30
- Streptococcus agalactiae 4 1.30
- Providencia rettgeri 4 1.30
- Stenotrophomonas maltophilia 3 0.97
- Proteus vulgaris 3 0.97
- Acinetobater baumannii 3 0.97
- Enterbacter cloacae 2 0.65
- Aeromonas hydrophila 2 0.65
- Acinetobacter baumannii 2 0.65
2 0.65

- Klebsiella oxytoca
- Khac* 11 3.52

Khac*: Serratia plymuthica; Staphylococcus equorum; Enterococcus faecium;
Streptococcus anginosus; Providencia stuartii; Klebsiella ozaenae; Staphylococcus
epidermidis; Citrobacter freundii; Candida parapsilosis complex; Aeromonas veronii bv

veronii; Aeromonas caviae. (Mdi vi khuan phan lap dugc 1 1an).

4. Cdc logi vi khudn nuéi cdy tai Khoa Piéu tri tich cue (N = 103)

- Staphylococcus aureus 23 22.33
- Escherichia coli 23 22.33
- Klebsiella pneumoniae 13 12.62
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- Staphylococcus haemolyticus 5 4.85
- Burkholderia cepacia complex 4 3.88
- Staphylococcus epidermidis 3 2.91
- Acinetobater baumannii 3 2.91
- Enterococcus faecalis 3 2.91
- Salmonella spp 3 2.91
- Edwardsiella tarda 2 1.94
- Enterobacter cloacae 2 1.94
- Staphylococcus hominis 2 1.94
- Streptococcus pneumoniae 2 1.94

2 1.94

- Morganella morganii
- Khéac* 13 12.61

Khac*: Klebsiella aerogenes; Staphylococcus haemolyicus; Proteus vulgaris;
Staphylococcus warneri; Acinetobacter baumannii; Burkholderia species; Enterrococcus
faecalis; Pseudomonas aeruginosa; Proteus mirabilis; Enterococcus faecium;
Burkholderia  cepacia /Ralstonia  pickettii; ~ Stenotrophomonas  maltophilia;

Staphylococcus saprophyticus. (Mdi vi khuan phén 1ap dugc 1 1an).

5. Cdc logi vi khudn nuéi cdy tai Khoa Thin — Tiét niéu (Tie Hi¢p) (N = 19)

STT Vi khuén S6 chiing (N=19) Ty 1& (%)
1  Escherichia coli 11 57.89
2  Staphylococcus aureus 3 15.79
3  Streptococcus agalactiae 2 10.53
4  Klebsiella aerogenes 1 5.26
5 Candida glabrata 1 5.26
6  Enterbacter cloacae 1 5.26

6. Cdc logi vi khudn nuéi cdy tai Khoa Thin — Tiét niéu (Thdi Thinh) (N = 9)

1  Escherichia coli 3 33.33

Ban tin Théng tin thudc & Dugc lam sang - Bénh vién Noi tiét TW



Tong két két qua nudi cay va tinh nhay cdm cua vi khuan véi khang sinh tai bénh vién nam 2022

2  Staphylococcus aureus 3 33.33
3  Enterococcus faecalis 1 11.11
4  Staphylococcus saprophyticus 1 11.11
5  Acinetobacter lwoffii 1 11.11

7. Cdc logi vi khudn nuéi cdy tai Khoa Hoi sirc cap cieu (N = 30)

1 Escherichia coli 15 50.00
2  Staphylococcus aureus 5 16.67
3  Klebsiella pneumoniae 4 13.33
4  Streptococcus anginosus 1 3.33
5  Staphylococcus hominis 1 3.33
6  Enterococcus faecalis 1 3.33
7 Acinetobater baumannii 1 3.33
8  Sphingomonas paucimobilis 1 3.33
9  Salmonella species 1 3.33

II. TY LE PE KHANG KHANG SINH CUA MOT SO LOAI VI KHUAN
THUONG GAP

Chu thich: S: Nhay; |: Trung gian; Khéng cé thong tin; R: Khang
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Tong két két qua nudi cy va tinh nhay cdm cua vi khuan véi khang sinh tai bénh vién nam 2022

1. Mirc dp khang khang sinh cua Staphylococcus aureus

Vancomycin (N=206)
Trimethoprim — Sulfamethoxazole (N=206)
Trimethoprim (N=206)
Tobramycin (N=90)
Tetracycline (N=90)
Teicoplanin (N=206)
Streptomycin — Syn (N=116)
Rifampin (N=206)
Quinupristin — Dalfopristin (N=206)
Pristinamycin (N=116)
Penicillin G (N=206)
Oxacillin (N=206)
Norfloxacin (N=116)
Nitrofurantoin (N=206)
Mupirocin High level (N=206)
Mupirocin (N=206)
Moxifloxacin (N=116)
Linezolid (N=206)
Gentamicin — Syn (N=206)
Gentamicin (N=206)

Fusidic Acid (N=206)
Erythromycin (N=206)
Doxycycline (N=116)

Daptomycin (N=116)

Clindamycin (N=206)

Ciprofloxacin (N=206)

Chloramphenicol (N=116)

Cefoxitin (N=206)

Cefazolin (N=116)

Ampicillin (N=206)

Amoxicillin-Clavulanate (N=206)

Amikacin (N=90)

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

mS m|  NA =R
S: Nhay; I: Trung gian; Khong c6 thdng tin; R: Khang
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2. Mirc djp khang khang sinh cua Escherichia coli

Trimethoprim — Sulfamethoxazole (N=126)
Trimethoprim (N=93)

Tobramycin (N=93)

Tigecycline (N=126)

Ticarcillin — Clavulanate (N=93)
Tetracycline (N=93)

Piperacillin — Tazobactam (N=126)
Norfloxacin (N=93)
Nitrofurantoin (N=93)
Minocycline (N=33)

Meropenem (N=126)

Imipenem (N=126)

Gentamicin (N=126)

Ertapenem (N=126)

Colistin (N=126)

Ciprofloxacin (N=126)

Chloramphenicol (N=93)

Cephalexin (N=93)

Ceftriaxone (N=126)

Ceftazidime - Avibactam (N=33)

Ceftazidime (N=126)

Cefoxitin (N=93)

Cefepime (N=126)

Cefazolin (N=126)

Aztreonam (N=93)

Ampicillin — Sulbactan (N=33)
Ampicillin (N=126)

Amoxicillin-Clavulanate (N=93)

Amikacin (N=126)
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

=S m| N/A =R
57 Nhay; I: Trung gian; Khéng co théng tin; R: Khang
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3. Murc dj khang khang sinh cua Klebsiella pneumoniae

Trimethoprim — Sulfamethoxazole (N=44)
Trimethoprim (N=1)
Tobramycin (N=1)

Tigecycline (N=44)

Ticarcillin — Clavulanate (N=1)
Tetracycline (N=1)

Piperacillin — Tazobactam (N=44)
Norfloxacin (N=1)
Nitrofurantoin (N=1)
Minocycline (N=43)
Meropenem (N=44)

Imipenem (N=44)

Gentamicin (N=44)

Ertapenem (N=44)

Colistin (N=44)

Ciprofloxacin (N=44)
Chloramphenicol (N=1)
Cephalexin (N=1)

Ceftriaxone (N=44)
Ceftazidime - Avibactam
Ceftazidime (N=44)

Cefoxitin (N=1)

Cefepime (N=44)

Cefazolin (N=44)

Aztreonam (N=1)

Ampicillin — Sulbactam (N=43)
Ampicillin (N=44)

Amoxicillin-Clavulanate (N=1)

Amikacin (N=44)
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

mS m| N/A =BR

S: Nhay; I: Trung gian; '/~ Khéng c6 théng tin; R: Khang

Ngudn tham khéo: Tong két tir by phén vi sinh, khoa Huyét hoc va Chin doén té bao
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TONG QUAN VE TU CAU VANG KHANG METHICILLINE (MRSA)

TONG QUAN VE
TU CAU VANG
KHANG
METHICILLINE
(MRSA)

1. GIOI THIEU VE MRSA

Tu cau vang (Staphylococcus aureus) 13 vi khuan Gram duong c6 hinh cau
khuan va c6 xu huéng sap xép thanh timg cym, hinh thai giéng chum nho. O nhiét
d6 tir 18-40 °C, tu cau c6 thé phat trién hiéu khi hodc ki khi tiy tién. Céc sinh vat
nay cu tra chu yéu trén da va niém mac ngudi va thudng khong giy nhiém tring
trén da lanh. Tuy nhién, khi chiing xdm nhap vao mau hodc cac md bén trong, cac
vi khuén nay c6 thé din dén tinh trang nhiém tring nghiém trong [1].

Methicillin 1 mét penicillin ban tong hop bao vé vong betalactam khong
bi thuy phan boi penicillinase. Ngay sau khi methicillin dugc dua vao st dung
trén 1am sang, tu cau vang khang methicillin (MRSA) di dugc bao céo [2]. Nhiém
truing MRSA 1a mdt trong nhiing nguyén nhan hang dau gy nhiém tring bénh
vién va thuong lién quan dén viée ting ty 1 mic bénh, tir vong, thoi gian nam
vién va ganh ndng chi phi [3].

2. KHANG SINH KHANG MRSA

Khang sinh 1a lya chon diéu tri chinh cho nhiém trung MRSA. Theo Hiép
hoi Bénh truyén nhiém Hoa Ky (IDSA), cac loai khang sinh nhu vancomycin,
linezolid, daptomycin va ceftaroline thudng duogc st dung dé diéu tri nhiém tring
MRSA. Tuy nhién, IDSA ciing lyu y rang ty 1é ngay cang ting cia cac ching
MRSA khang khang sinh cho thay su can thiét phai tiép tuc phat trién cac phuong
phap diéu tri mai [5]. HO so duoc dong hoc/dugc luc hoc cua cac khang sinh
khang MRSA dugc trinh bay trong Bang 1 [4]:
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TONG QUAN VE TU CAU VANG KHANG METHICILLINE (MRSA)

Bang 1. PK/PD cua cac khang sinh khang MRSA

‘A 0/_0()0
Vancomycin | <2  |AucMic| P 50 s.qp | S07e-90%
khuan qua than
Diat 89% qua
Daptomycin <1 AUC/MIC 2 90 8-9 than, 6%
khuan A
qua phan
Diat 88% qua
Ceftaroline <1 T>MIC «h P 20 2,7 than, 6%
uan A
qua phan
Diat 33% qua
Dalbavancin <0,12 AUC/MIC > 93 346 than, 20%
khuan A
qua phan
Diét N
Oritavancin <0,12 AUC/MIC > 85 245 | than, <1%
khuan n
qua phan
Diat 76% qua
Telavancin <0,12 AUC/MIC > 90 6,6-9,6 | than, <1%
khuan A
qua phan
Kim 20% qua
Tedizolid <0,5 AUC/MIC 2 70-90 12 than, 80%
khuan A
qua phan
Kim 30% qua
Linezolid <4 AUC/MIC 2 31 4-5 than, 9%
khuan A
qua phan
Kim 33% qua
Tigecycline <0,25 AUC/MIC 2 71-89 42 than, 59%
khuan A
qua phan

Co ché tac dung ctia cac khang sinh khang MRSA rét da dang, bao gdom [4]:

= Uc ché tong hgp vach t€ bao vi khuan: vancomycin, teicoplanin,

telavancin, dalbavancin, oritavancin, ceftobiprole, ceftaroline.

= Uc ché tong hop protein: linezolid, tigecycline, quinupristin-

dalfopristin.

= Uc ché chuyén hoa acid folic: iclaprim.

= Pha vd mang t€ bao vi khuan: telavancin, oritavancin
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TONG QUAN VE TU CAU VANG KHANG METHICILLINE (MRSA)

A Inhibition of cell wall synthesis Inhibition of folic acid metabolism
( ) Vancomycin Iclaprim
Teicoptanin
Telavancin®
Dalbavancin
Oritavancin®
Ceftobiprole

Ceftaroline

Inhibition of i hesi

Linezolid

Tigecycline

Dihydrofolic acid
Ditydrofolale reductase

Tetrahydrofolic acid

Telavancin®
Onitavancin®

Quinupristin-dalfopristin

*Agents with multiple mechanisms of action

Hinh 1. Co ché tac dung ciia cac khang sinh khaing MRSA [4]

Liéu luong va vu nhugc diém cua cac khang sinh khang MRSA duoc
trinh bay trong Bang 2 [4]:

Bang 2. Liéu lwong va dic tinh ctia khang sinh khing MRSA

LN e A . Hoi chirng ngudi do, doc tinh
25-30 Nhiéu kinh | 7 s A
, .~ 1~ | trén than (tang khi dung liéu
.| mg/kg IV, | Theo chuc | nghiém lam \ A iy
Vancomycin | ; S | s A . . . ,|cao, dung dong thoi
Liéu duy tri: | nang than | sang, chi phi : : 9
X aminoglycoside hoac suy
15 me/kg IV thap A e ke
moi 8-12h :
Kha ning | Bénh than kinh ngoai bién va
tham nhap | thi giac, suy tuy c6 hoi phuc
600 mg | Khong vao xuong | (sau 14 ngay, tang nguy co ¢
Linezolid IV/PO moi | hiGu chinh [va mé rat|nhimg bénh nhan co bat
12h liéu tot, sinh kha | thuong tiém an vé huyét hoc
dung duong | hodc suy than), hoi ching
uong >99% | serotonin do twong tac thudc
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TONG QUAN VE TU CAU VANG KHANG METHICILLINE (MRSA)

qua trung gian MAO, giam
tiéu cau.
Viée sir dung diéu tri nhiém
khuan huyét con nhiéu tranh
cdi do nong do thudc trong
huyét thanh thap khi dung
X litu tiéu chuan, buodn
Licu  nap: . .+ |ndén/ndn, viém tuy, nhidm
100mg IV, .| Phan b t6t | Lor o VIEM
: : N .. | Theo chuc | | A doc gan, tr vong lién quan
Tigecycline | Licu duy tri: | vao mo (Vd | .z~ 2.7 . fm
S0mg IV nang gan | ¢ 00-700L) d?n d}eu tri (ca‘mh baoA dor‘lg
mdi 12h hop cua Hoa} Ky). Thudc nay
dugc chi dinh trong nhiém
khuan da va céu trac da co
bién chtng nhung ngoai trir
nhiém triung ban chan & bénh
nhan dai thao duong.
Co thé st dung diu tri
thuyén tic phdi nhiém tring
Bang ching | nhung khong viém phoi;
.| 6-10 mg/kg | Theo chuc m?‘}h chq CPK.ta‘u}g a0
Daptomycin x. . . |nhieu loai | <1%: bénh co (tdng nguy co
IV moéi 24h | nang than X . J . " 2.
nhiém trung | khi dung statin), viém phoi
do MRSA | ting bach ciu &i toan (khdi
phat 2-4 tuan), bénh 1y than
kinh ngoai bién.
Ho’at dong
. 600mg IV | Theo chuc | chong
SRR | re T | mme i | WISA,
VRSA
Hoat dong
chbng
Dalbavancin Liéu  don | Theo chirc | VISA, Hoi chung nguoi do, tang
1500mg IV | nang than | VRSA; diét | ALT
khuan nhanh
chéng
Hoat dong | Kéo dai gia tao cac xét
ABSSSI: Theo chite chbng nghiém dong mau (INR, PT,
Oritavancin | liéu don rn e VISA, mot | aPTT) trong 48 gio sau khi su
1200 mg IV “ | s0 VRSA va | dung: chong chi dinh dung
S.aureus cung heparin IV
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TONG QUAN VE TU CAU VANG KHANG METHICILLINE (MRSA)

khang
daptomycin

Telavancin

cSSSI,
HAP:

Theo chtic

Hoat
chéng
VISA,
VRSA, va
cac  chung
MRSA

dong

Nhiém doc than (canh bao
dong hop), hoi chung nguoi
do, kéo dai QTc, anh hudng
dén cac xét nghiém dong mau
(INR, PT, aPTT, ACT) trong
18 gio sau khi s dung:
chéng chi dinh ding cing

10mg/kg 1V
moi 24h

nang than heparin IV. O nhiing ngudi

bénh c6 CrCl < 50 mL/phut,
giam dap tng 1am sang trong
cSSSI, tang ti 1€ t¢r vong
trong HAP/VAP (canh béo
dong hop)

khang
vancomycin,
linezolid, va
daptomycin

Phan bd tot
vao mo, sinh
kha  dung
duong udng
91%

VISA: S.aureus khang trung gian vancomycin: MICuvancomycin t2¢ 4-8 mg/mL
VRSA: S.aureus khang hoan toan vancomycin: MICyancomycin> 32 mg/mL
ABSSSI: Nhiém trimg da va cau tric da cap tinh do vi khudn

cSSSI: Nhiém trimg da va cau tric da phirc tap

HAP: Viem phéi bénh vién

CPK: Creatin phosphokinase

3. MOT SO LUU Y TRONG LUA CHON KHANG SINH PIEU
TRI MRSA

200 mg
IV/PO hang

ngay

Khong
hi¢u chinh
lieu

Tedizolid

MRSA c6 thé gay ra nhiéu bénh nhiém tring & co quan dich, thuong gap
nhat 13 da va mé dudi da, sau d6 1a cac bénh nhiém tring xam 14n nhu viém tay
xuong, viém mang nio, viém phdi, ap xe phoi va viém mii mang phoi. Viéc lya
chon liéu phap khang sinh theo kinh nghiém dé diéu tri nhiém tring MRSA tuy
thudc vao loai nhiém trung, md hinh khang S. aureus tai dia phuong, tinh sin co
cta thude, ho so tac dung phu va ho so ca nhan cta bénh nhan [6].

% Nhiém triung da va mé mém (SSTI):

Dbi v6i SSTI khong bién ching nghi ngd nhiém MRSA, c6 thé lya chon
khang sinh duong udng nhu trimethoprim/sulfamethoxazole, tetracycline (nhu
doxycycline hodc minocycline) va clindamycin. Liéu  trimethoprim  /
sulfamethoxazole cao hon (160/800 mg, 1 vién x 3 lan/ngdy hodc 2 vién x 2
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lan/ngay) dugc khuyén cdo ¢ nhimg bénh nhan coé chirc ning thin binh
thuong. Cac thudc mdi hon nhu linezolid, tedizolid, delafloxacin cling ¢o thé
duogc sir dung nhu phac dd udng thay thé néu co san.

DPdi v6i SSTI xam 14n, c6 du hiéu lién quan dén nhiém khuan toan than,
tién trién nhanh chong céc triéu ching 1am sang, su dai dang hoic tién trién cua
cac tridu chimg sau 48 - 72 gidr diéu tri bang dudong udng, suy giam mién dich,
hodic SSTI xay ra gan thiét bi dit bén trong co thé: liéu phap khang sinh dudng
tiém duoc chi dinh. Cac khang sinh tiém duoc Iya chon dé diéu tri nhiém tring
da va moé mém khi di biét hoic nghi ngd c6 MRSA bao
gdm vancomycin va daptomycin. Vancomycin tiém tinh mach 1a thuéc duogc lya
chon cho hau hét cic truong hop nhiém MRSA & bénh nhan nhap
vién. Daptomycin 1 mot Iya chon thay thé khi vancomycin khong cé san hoic
khong duoc dung nap. Cac lua chon c6 thoi gian tac dung ngén khac bao gém
linezolid, tedizolid, delafloxacin, omadacycline, ceftaroline va telavancin. Cac
lwa chon diéu tri thoi gian tic dung dai bao gdm dalbavancin va
oritavancin. Dalbavancin c6 thoi gian ban huy 1a 14 ngay va oritavancin c6 thoi
gian ban huy 1a 10 ngay do d6 thoi gian tac dung cta thude kéo dai, chi can dung
1 liéu duy nhat hodc 2 liéu cach nhau 1 tuan (dalbavancin) trong ca dot diéu tri.
Bat ké lua chon khang sinh theo kinh nghiém ban dau 1a gi, liéu phap diéu tri tiép
theo nén duogc diéu chinh dya trén viéc xem xét can than dix liéu nudi céy va tinh
nhay cam [6], [7].

< Nhiém khuin huyét

DPdi v6i nhiém khuan huyét do MRSA, vancomycin 1a lya chon dau tay,
daptomycin c6 thé can nhac 13 lua chon thay thé. Cac chung MRSA phan lap trong
mau c6 MICancomycin = 2 microgam/mL co thé khong dap tmg v6i vancomycin. Do
d6, trong trudong hop nay, daptomycin 1a mot lya chon. Néu vancomycin hodc
daptomycin khong thé duoc st dung thir phat do di tmg, doc tinh hoic khang
thudc, telavancin va ceftaroline ciing duoc st dung 1am khang sinh thay thé dé
diéu tri nhiém khuan huyét.

Trong nhiing truong hop khé diéu tri, phac do két hop thudc khang sinh
duong tiém ciing c6 thé duoc sir dung, chang han nhu: daptomycin + ceftaroline,
vancomycin + ceftaroline, daptomycin + trimethoprim-sulfamethoxazole,
ceftaroline + trimethoprim-sulfamethoxazole [6], [7].
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Thuéc tc ché bom proton (PPI) trong du phong loét da day ta trang do Glucocorticoid: nén hay khéng ?2?

Peptic ulcer

THUOC UC CHE BOM
PROTON (PPI1) TRONG
DU PHONG LOET
DA DAY TA TRANG DO
GLUCOCORTICOID
NEN HAY KHONG ???

Healthy

Duodenal ulcer

Stomach ulcer

1. LOET DA DAY TA TRANG DO GLUCOCORTICOID

Loét da day ta trang duoc dic trung bai ton thuong ¢ niém mac duong tiéu
hoa do sy bai tiét cua axit da day hoac pepsin. Ton thuong 1a nhitng vét loét &
niém mac, c6 thé xam lan sau hon qua 16p dudi niém mac va thuong xay ra ¢ da
day, ta trang gan. Co ché bénh sinh cua loét da day ta trang 1a do mat can bang
giita cac yéu to tn cong va yéu té bao vé niém mac. Glucocorticoid 1a mét trong
nhitng yéu té tan céng niém mac da day ta trang do nhdém thudc nay lam ting tiét
dich vij va @c ché prostaglandin — chat kich thich bai tiét chat nhay bao vé niém
mac duong tiéu héa [1], [2]. Tuy nhién, liéu glucocorticoid cé gay loét da day ta
trang hay khong? Pay van ludn 1a mot cau hoi gay tranh céi bai két qua cua céac
nghién ctu tir xua dén nay chua ching minh duoc rd rang glucocorticoid dung
don doc gay loét da day ta trang.

Mot phan tich gop da duoc tién hanh nam 1983 bai J. Messer va cong su,
tong hop dir liéu tir 71 thir nghiém 1am sang. Trong 3064 nguoi bénh diéu tri
glucocorticoid duoc danh gia vé loét da day, ¢ 55 bénh nhan (1,8%) bi loét so
véi 23 (0,8%) trong 2897 bénh nhan nhom chung (RR = 2,3; 95%Cl: 1,1-2,2). Su
khé&c biét co v nghia thong ké, tuy nhién khi cac phan tich riéng biét duoc thuc
hién cho c&c nghién ciru mu d6i, chi sir dung glucocorticoid duong uéng, chi sir
dung glucocorticoid duong tiém hoac loai trir nhitng bénh nhan ¢4 tién sir loét, xu
huéng thude lam ting nguy co loét VAn nhat quan nhung khong phai nghién ctu
nao ciing dat dugc y nghia théng ké. Nghién cau nay goi Y rang glucocorticoid
lam tang nguy co loét da day ta trang [4].

Mot phan tich tong hop khéac gom 93 thir nghiém 1am sang, 6602 bénh nhan
duoc thuc hién nam 1994 dé xac dinh liéu glucocorticoid c6 gay ra su phat trién
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cua loét da day t& trang hay khong. Két qua cua nghién ctru da chi ra rang, 9/3267
bénh nhan (0,3%) trong nhém gia duoc va 13/3335 bénh nhén (0,4%) trong nhom
str dung glucocorticoid dugc bao c4o phat trién loét da day ta trang (P > 0,05), su
khac biét khong c6 ¥ nghia thong ké. Nghién cau két luan loét da day ta trang 1a
mét bién ching hiém gap khi diéu tri bang glucocorticoid [5].

Niam 2018, Daphne Reinau va cong su da tién hanh mot cudc ra soat cac ca
bénh xuat huyét do loét da day ta trang c6 st dung glucocorticoid tai Thuy ST tir
nam 2012-2016. Nghién ctu thu thap dugc 1191 ca bénh va thu duoc két qua 1a
nguy co xuat huyét do loét da day ta trang ting murc d6 trung binh & nhitng nguoi
bénh chi stir dung glucocorticoid ma khéng dung NSAID (OR =1,63; 95% CI 1,20
- 2,42) [6].

Nhuwr vay, cho dén nay, cac nghién ciru van chwa khang dinh chac chan
dwoc glucocorticoid cé lam ting nguy co loét da day ta trang hay khéng va
viéc duw phong loét do glucocorticoid trong thwe hanh l1am sang dwong nhw
khong hop ly & phan Ién bénh nhan dang diéu tri bang glucocorticoid [1].
Tuy nhién, su két hop cua glucocorticoid va NSAID dan dén sy gia ting hiép dong
vé ty 1& mac cac bién c6 duong tiéu hoa [8].

2. SU DUNG THUOC PPI DU PHONG LOET DA DAY TA TRANG DO
GLUCOCORTICOID

Thudc PPI dau tién ra doi vao nam 1989 1a omeprazol, tiép theo d6 1a su ra
doi cua cac thude lansoprazol, pantoprazol, rabeprazol, esomeprazol va méi day
nhat 1a dexlansoprazole. PPI ¢ ché dic hiéu va khong hdi phuc bom proton do
tac dung chon loc trén té bao thanh da day nén thudc tac dung nhanh va hiéu qua
hon cac thudc khéc. Ty I¢ lién seo (Iam lanh vét loét) c6 thé dat 95% sau 8 tuan
diéu tri. Rat it anh huong dén khéi lugng dich vi, su bai tiét pepsin, yéu t ndi da
day va su co bop da day [9]. Tuy nhién, nhiéu nghién ctru da chi ra PPI dang duoc
st dung qua mac va thuong xuyén chi dinh khéng hop ly [10], [11], [12].

Viéc sir dung kéo dai PPI gay ra nhiéu bién cd bt loi cho ngudi bénh, gay
anh huong dén quéa trinh hap thu va chuyén hoa bao géom kém hap thu canxi, tang
nguy co gy xuong hong, ting nguy co nhiém trung duong rudt do Clostridium
difficile, nguy co viém phoi cong ddong hoac viém phdi bénh vién [13], [14], [15].
PPl ¢6 thé gay tuong tac thudc lam giam tac dung chong két tap tiéu cau cua
clopidogrel trén bénh nhan mac hoi chitng mach vanh cap [13]. Ngoai ra, nhiéu
nghién ciru 1am sang da cho thay hau qua cua viéc lam dung PPI gay ra lang phi
kinh té rat 16n [10], [11], [12].
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Ngay 31/12/2022, Bo Y té ban hanh thong tu s6 20/2022/TT-BYT quy dinh
danh muc va ty Ié, diéu kién thanh toan ddi vai thue hoa duoc, sinh pham, thude
phong xa va chat danh du thuoc pham vi duge huéng cua ngudi tham gia bao
hiém y té. Theo d6, PPI dugc quy dinh vé thanh toan bao hiém y té nhu sau: “Quy
bao hiém y té thanh toan theo chi dinh trong to huwéng ddn sir dung thusc kém
theo hé so ding ky thuée da dwoc cdp phép hodc hwréng dan chdn dodn va diéu
tri ciia Bé Y té hodc chi dinh dir phong loét dg day ta trang, xudt huyét tiéu hoa
tai da day, ta trang do stress ¢ bénh nhan haéi sic tich cuc”. Mat khac, trong cac
chi dinh duoc Bo Y té phé duyét cua PPI, khdng c6 chi dinh du phong loét da day
ta trang do glucocorticoid [7]. Vi vay, chi nén sir dung thudc tc ché bom proton
véi muc dich du phong loét da day ta trang do glucocorticoid ¢ bénh nhan co st
dung NSAID.

Pé dam bio sir dung thudc hiéu qua, giam sw lam dung PP1 dong thoi
nang cao hiéu qua kinh té, nhan vién y té cin xem xét, danh gia bénh nhan
dé chi dinh PPI hop ly.
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