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PIEM TIN AN TOAN THUOC

CQQL Dwoc pham A rap Xé ut: Nguy co nhiém toan 6ng than khi sit dung
ibuprofen

SFDA (Co quan Quan ly Thye phim va Dwgc pham A Rip X& ut) da phat hién
dwgc tin hi¢u nhiém toan 6ng than ciia ibuprofen
SFDA nhan thiy c6 116 bao céo ca ADR don 16 trong co so dit liéu VigiBase. SFDA da
trich xut cac truong hop co diém hoan thién = 0,5 (10 truong hop) dé danh gia mbi quan
hé nhan qua. Két qua danh gia cho thy, tit ca cac trudng hop nhiém toan ong than déu
c¢6 nhiéu kha ning hodc c6 thé lién quan dén ibuprofen. Tin hiéu an toan thudc phat hién
dugc qua khai phé dit li¢u dugc bleu thi bang chi s6 IC. Véi cap thudc - ADR trén, chi sb
IC duoc tinh toan = 4,2 cho thdy méi lién quan c6 ¥ nghia thong keé.
SFDA da két luan, tir dit liéu bao cao ca ADR hién c0, dir liéu vé thubc cung nhom va
bang ching try van cho thiy c6 mdi lién hé giira ibuprofen va nhiém toan 6ng than.
Can danh gia sau hon vé tin hiéu nay dé xac dinh nguy co va canh bao nhan vién y té vé

bién go bat 1gi c6 thé xay ra.
Nguon: https://apps.who.int/iris/handle/10665/372279

CQQL Duwoc pham A Rap Xeé ut: Prednisolon va nguy co ha magnesi mau

Nim 2023, Co quan Quan Iy Duoc pham va Thuc phdm A Rap Xé at (SFDA) da phat
hién dugc tin hi¢éu ha magnesi méu cua prednisolon. SFDA nhéan théy c0 28 bao cao ca ha
magnesi mau trén thé giéi duoc ghi nhan trong Vigibase, trong d6 ¢6 13 ca duoc danh gia
6 thé c6 mdi lién quan dén thude, 13 ca khong danh gia dugc va 2 ca duoc danh gia it ¢6
kha ning lién quan dén thudc. Tin hiéu an toan thudc phat hién dugc qua khai pha dit licu
duoc biéu thi béng chi s IC. Véi cap thudc - ADR trén, chi s6 IC duogc tinh toan = 0,6,
cho thdy c6 mdi lién quan c6 ¥ nghia théng ké. Panh gia cua SFDA da di dén két luan
rang, dit liéu bdo cdo ca ADR don 1é cho thdy c6 mdi quan hé gitra viéc st dung
prednisolon va ha magnesi mau. Can dénh gia sau hon vé tin hi¢u nay dé xac dinh nguy
co va canh bao nhéan vién y té vé bién cd bat 1gi c6 thé xay ra.

Ngudn: WHO pharmaceuticals newsletter: 2023, No. 3

TGA: Nguy co ton thwong gan lién quan dén nghé va curcumin

Co quan Quan ly Dugc pham Australia
(TGA)da tién hanh danh gia tong thé vé
d6 an toan cua cic ché pham chtra
Curcuma longa (nghé) va curcumin. Két
qua 13, cac bang chung hién c6 cho thiy
nguy co t6n thwong gan hiém gip khi
dung Curcuma longa (ngh¢) va/hodc
curcumin duge bao ché dudi dang thudc.
Nguy co ton thuong gan c6 thé cao hon
d6i véi cac san pham duoc ting cuong
hép thu hodc sinh kha dung va/hodc st
dung liéu cao. Bénh nhén c¢6 tién st hodc
dang méc cac bénh Iy v& gan c6 nguy co
gip tac dung khong mong mudbn hiém gip
nay cao hon.

Pén ngay 19/06/ 2023, TGA di nhan
duoc 18 bao céo vé cac van dé trén gan
xday ra 0 nguodi st dung cac san pham
chira Curcuma  longa (ngh¢)  va/hoac
curcumin. Trong d6, 9 bao cdo c6 day du
thong tin cho thdy, cic san phiam chua
nghé hodc curcumin cod thé 1a nguyén
nhan giy ton thuong gan. Trong sd 9 bao
cao nay, 4 truong hop loai trir dugc kha
nang gay tén thuong gan do cac thanh
phan khac. Hai trong s nhiing truong
hop nay dugc danh gid nghiém trong, voi
1 truong hop tir vong. Nam truong hop
con lai co thé do st dung san pham c6
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chira cac thanh phan khac c6 kha ning
gdy ton thuong gan.

Tu nhimg bao cdo ca nay, TGA da tién
hanh danh gia téng thé vé do an toan cua
cac ché pham chira Curcuma longa (nghé)
va curcumin. Cac bang chimg hién c¢6 cho
théy, c6 nguy co ton thuong gan lién quan
dén viéc st dung Curcuma Ionga (ngh¢)
va/hodc curcumin ¢ dang bao ché thudc,
v6i tan suat hiém gip. Cac san pham
chira Curcuma  longa (nghé)  va/hoac
curcumin duoc ting cudng hap thu hoic
sinh kha dung va/hoac st dung lidu cao
cac san pham nay c6 thé dan dén nguy co
ton thuong gan cao hon. Bénh nhédn co6
tién st hodc dang mic cac bénh 1y vé gan
cling c6 nguy co cao gap tac dung khong
mong muén nay. Tuy nhién, hién nay,
TGA khong c6 du thong tin dé xac dinh

chinh xac thudc nao c6 nguy co cao giy
t6n thuong gan.

Théng tin danh cho nhén vién y té

San pham co chura Curcuma
longa (nghé¢), Curcuma

aromatica, Curcuma

zanthorrhiza, Curcuma zedoaria va/hodc
curcumin co thé gy tén thwong gan &
mot s6 bénh nhan. O nhitng bénh nhan c6
cac tri¢u chimg ton thuong gan, can bd y
té nén can nhic can than viéc str dung céc
ché pham bd sung c6 chira Curcuma hoac
curcumin. Dong thoi, nén tranh su dung
cac loai thudc hodc thude cé ngudn gdc
duoc liéu c6 chira cac loai Curcuma néu
trén va’/hodc curcumin & nhitng bénh nhan
c6 tién sir hodc dang mac cac bénh Iy vé
gan.

Ngudn: https://www.tga.gov.au/news/safety-alerts/medicines-containing-turmeric-or-

curcumin-risk-liver-injury

US FDA canh béo vé phan &ng ton thwong gan hiém gip nghiém trong khi sir
dung thuoc tri viém gan C & mt so bénh nhan mac bénh gan tién trién
Vao ngay 28 thang 8 nam 2019, FDA thong bao da nhan dugc bdo cao vé viéc su dung

Meefret, Zepatier hoac Vosevi dé diéu tri
viém gan C man tinh & nhitng bénh nhan
bi suy gidm chirc nang gan tu trung binh
dén ning da dan dén cac phan Gng suy
giam chirc nang gan nghiém trong hon
hodc suy gan hiém gap. Tat ca cac loai
thudc nay déu chira chat trc ché protease
cua virus viém gan C (HCV) va khong
duoc chi dinh st dung & bénh nhan suy
gan tir trung binh dén ning. O hiu hét
bénh nhan, cic triéu chung da duoc cai
thién sau khi ngtng thude.

FDA da xac dinh dugc 63 truong hop
mat bu gan khi st dung Meefret, Zepatier
va Vosevi dé diéu tri viém gan C. Mot )
truong hop nay dan dén suy gan va tir
vong. Hau hét nhitng bénh nhan nay bi
suy gan tir trung binh dén ning va khéng
nén dugc ké don céc loai thuc nay. Tuy
nhién, nhirng loai thudc nay duoc sir dung
rong rai va dugc coi la an toan va hi¢u
qud ¢ nhirng bénh nhan khong bi suy gan
hodc chi suy gan nhe.

Trong nhiéu trudong hop duoc bao cho,
suy gan xdy ra ¢ nhiing bénh nhan c6 déu
hi€u va tri€u chung suy gan tr trung binh
dén ning (Child-Pugh B hoidc C) hodc ¢6
cac van dé& nghiém trong khic vé gan va
khong nén diéu tri bang cac thubc nay.
Trong hau hét cac trudong hop, suy gan
hodc mat bu thuong xay ra trong vong 4
tuan sau khi bat dau dicu tri. Meefret,
Zepatier va Vosevi dugc FDA phé chuan
dé diéu tri viém gan C man tinh ¢ nhing
bénh nhan bi hoac khong bi suy gan nhe
(Child-Pugh A). Cac thtr nghi€ém lam sang
& nhitng bénh nhan nay di chi ra rang
nhimg loai thudc nay dugc dung nap tot
va c6 hi¢u qua cao va lam giam lugong
HCV trong co thé bang cach ngin chin
nd nhan 1én theo thoi gian dan dén viéc
loai bo virus khoi co thé, hodc chira khoi,
ngin ngira hodc han ché ton thuong gan
tu HCV.

Céc bac sy nén tiép tuc ké toa Meefret,
Zepatier hodc Vosevi nhu dugc néu trong
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thong tin ké don. DPanh gida muc do
nghiém trong cua bénh gan va theo doi
chit ché cac ddu hiéu va triéu ching cua
chtic ning gan dé phat hién kip thoi néu

tinh trang xau di. Nging cac thudc nay &
nhimg bénh nhan d3 phét trién cac diu
hiéu va triéu chiing ctia méat bu gan hoic
theo chi dinh 1am sang.

Ngudn: https://www.fda.gov/drugs/fda-drug-safety-podcasts/fda-warns-about-rare-

occurrence-serious-liver-injury-use-hepatitis-c-medicines-mavyret-zepatier-and

Health Canada yéu cau cap nhat nhan thudc cia cac ché pham cé chira
paracetamol

Health Canada vira thong qua nhén thudc
sita d0i cho cac ché phim chua
paracetamol dé dam bao tinh an toan cia
thudc v6i cac hudng dan rd rang hon va
canh bio manh mé hon nhim ngin ngira
nguy co ton thuong gan.

Health Canada vira thong qua nhén thudc
sta  d6i cho cac ché pham
chtra paracetamol dé dam bao tinh an toan
ctia thudc v6i cac huéng dan ro rang hon
va canh bao manh mé& hon nhim ngin
ngura nguy co t6n thuong gan.
Paracetamol 1a thudc khong ké don duogc
stt dung rat rong rdi cho rat nhiéu tinh
trang bénh 1y nhu dau dau, cam lanh, di
mg, giam dau,... v6i hang trim ché pham
dugc luu hanh trén thi truong. Tuy
paracetamol twong d6i an toan nhung van
ton tai nhitng nguy co nhat dinh trong qué
trinh st dung thudc nay, dic biét 1a khi
ubng lidu 16n va udng trong thoi gian dai
hon khuyén cao, trong do dac biét can cha
y 1a nguy co gy ton thuong gan. Health
Canada da nhan dugc nhitng bao cdo ca
gip phan ng nghiém trong din t&i suy
gan va tir vong lién quan dén paracetamol.

Noi dung bd sung trong nhin
thudc cua paracetamol bao gom:

- Nhan manh s dyng liéu thap
nhat c6 tac dung; khong str dung qué licu
t6i da da duoc khuyén céo (4,000 mg cho
ngudi 16n) trong mdi 24 gid; khong sir
dung qua 5 ngay lién tiép v6i muc dich
giam dau va khong qua 3 ngay voi muc
dich ha sdt ; ; khong uodng dong thoi voi
rugu hodc do uodng chtra con.

- C6 cum tur “chura paracetamol” in dam,
chit do trén goc trén bén phai ctia mat
trudc bao bi dé gay chit y cho ngudi ding

- B6 sung bang “Drug Facts” ma Health

Canada d3 bién soan trong t& HDSD dé
cung cip huéng din, canh bao va cac
thong tin an toan cua paracetamol
- Khuyén céo tat ca cac dung dich ubng
danh cho tre em phai c6 dung cu dong/do
lidu, d¢ bd me va nguoi cham soéc co thé
tinh duoc liéu chinh xac cho tré
Nhitng khuyén céo nay xuét phat tir quéa
trinh danh gia do an toan cua céc ché
pham c6 chira paracetamol. Health
Canada ciing nhic lai khuyén cédo truéc
ddy cta minh: giéi han liéu cua
acetaminophen (khéng qua 325mg) trong
cac ché pham phdi hop phai ké don. Hién
nay, trén thi truong Canada khong c6 ché
pham phdi hop phai ké don nio c6 chua
trén 325 mg paracetamol. Health Canada
van dang lam viéc voi cac d6i tac lién
quan dé _tang cuong nhén thic cua cong
déng vé cac nguy co lién quan dén
acetaminophen. Quy dinh nay s€ dugc ap
dung ngay cho cac ché pham diang ky
moi, dbi véi cac ché pham dang luu hanh
trén thi truong, nha san xuat c6 thoi gian
18 thang dé cap nhat nhin san pham. Téi
nam 2021, bang “Drug Facts” phai duoc
bd sung trong tat cac cac ché pham co
chura paracetamol.
Health Canada sé tiép tuc theo ddi do an
toan ctia paracetamol va s& cong bd moi
nguy co lién quan cling nhu nhanh chéng
c6 can thiép quan 1y néu can thiét.

Nguén: http://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2016/60198a-eng.php
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Poster Dung qua nhiéu thudc (Polypharmacy)

Dung qua nhiéu thuoc (Polypharmacy) : la tinh trang sur dung thuoc
qua murc hoac khong can thiét. Tinh trang nay thudng gap & nhitng

ngudi Ién tudi - nhirng ngudi c6 xu hudng mac nhiéu bénh han va phai
dung nhiéu loai thu6c dé diéu tri hon so vdi ngudi tré.

» Gap nhirng tac dung phu (vi du: buén nén, dang tri va xuat huyé
* Giam kha nang van dong va dé té ng3

bénh, nhap cap clru hoac nhap vién)

e Mang theo mét danh sach cép nhat tat ca cac thudc va thuc
pham chtrc nang ctia ban mai lan kham bénh

e Trao d6i vdi bac si hodc dugc si trudce khi sir dung cac thudc ‘ ¢
hoac thuc pham chirc nang méi y

e Hoi xem liéu ban nén dung cac thudc mai kéo dai trong bao i
lau va cac tac dung phu cé thé xay ra khi dung thudc

e Mua tat ca cac thudc tir mot nha thudc néu co thé dé duoc si
6 thé danh gia cac thudéc mai dé tranh tuong tac thudc co
hai

e Trao d6i vé nhirng lgi ich tiém nang khi “giam ké don”
(deprescribing)

Giam ké don (deprescribing): La qua trinh giam liéu hay ngung nhirng
thudc khdng con can thiét hay cé thé gay hai cho ngudi bénh. Viéc “gidm
ké don” nén dugc thuc hién dudi sur giam sat cGia nhan vién y té diéu tri !
cho ngudi bénh. '
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HUONG DAN SU DUNG THUOC

Lwa chon khang sinh diéu tri mét s6 ching vi Khuin Gram 4m Khong
1én men lactose trong nhiém Khuin bénh vién

Stenotrophomonas  maltophilia, phtc hop Burkholderia cepacia (Burkholderia
cepacia complex), Achromobacter spp. -cac vi khuin khéng thuong gip c6 dic diém
khong 18n men lactose- co6 thé 1a tic nhan trong nhiém khuén co hoi gy bién chimg ning
& ngudi bénh suy giam mién dich, can hoi stre tich cuc, c6 tinh trang X0 nang biéu hién
tai phoi. Pay 1 nhitng vi khuan phan bd rong rai trong ty nhién, ¢ sin nhiéu co ché dé
khang ndi tai ddi véi cac khang sinh thong dung hién nay.m Pic biét, ti 1& dé khang
khang sinh cua cac chung vi khuan ndy trén miu bénh pham cta ngudi bénh nim dai
ngay tai bénh vién dugc danh giad cao hon han so véi nguén nhiém khuéan xuét phat tu
cong déng,[zl vi thé viéc diéu tri nhiém khuan giy ra bdi cac ching vi khuan trén dit ra
nhiéu thach thirc 1én cong tac cham soc y té. Bai thong tin thue cia T6 Dugc Lam Sang
— Khoa Dugc ky nay xin cung cap goc nhin tong quan vé cac lya chon khang sinh diéu tri
duoc khuyén c4o cho cu thé tung loai vi khuan nay trong nhiém khuén bénh vién.

Stenotrophomonas maltophilia
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Stenotrophomonas maltophilia 13 vi mau dich mang phoi vao nim 1943.S.

khuin Gram am hiéu khi, duong tinh vei ~ Marophiliaton tai va phat trién manh
A . . trong moéi truong am udt, vi thé ching
men catalase, am tinh v6i men oxidase,

A ar A A 1A s oA nay thuon han l1ap tor may phun
lan dau tién dugc phan lap & nguoi tor mot ay thuo gNdu’(_yc p av aPp m, ay phu
khi dung, mau dich tham tach, ong ndi khi
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quan, may thd co hoc. Cac yéu té nguy co
c6 thé dan dén nhiém S. maltophilia bao
gdm bénh 1y 4c tinh, giam bach ciu trung
tinh kéo dai, xo nang, c6 st dung khang
sinh pho rong gan day (dic biét 1a nhom
carbapenem), corticosteroid hodc thudc trc
ché mién dich. T nam 1995 dén nam
2010, ty 1& nhiém S. maltophilia trén toan
thé gidi trong sé cac vi khuan Gram am
khong 1én men lactose da tang tur 6,7%
1én 9,1%, dic biét 1a trong nhiém khuén
huyét va duong ho hap. 2

Dua vao ty 1€ nhay cam cao trén in vitro,
trimethoprim/sulfamethoxazol 1a lya chon
diéu tri dau tay d6i voi nhiém khuan do S.
maltophilia. Cac lua chon diéu tri khac
nhu levofloxacin, minocyclin  hoac
tigecyclin don tri c6 thé duoc cén nhac
khi gap tinh trang nguoi bénh khong dung
Burkholderia cepacia

Cac  loai  phutc  hgp Burkholderia
cepacia (BCC) 1a vi khuan Gram am hiéu
khi, duong tinh v&i men catalase va
oxidase. Pac biét, B. cepaciala chung
thugc BCC phd bién nhat. Nhing tac
nhan giy bénh nay co lién quan dén sy
suy giam nhanh chtre nang phoi, ting ty 18
tr vong va “hdi ching cepacia”, co biéu
hién nhu sét, viém phéi hoai tir tién trién
nhanh va nhiém khuan huyét. Cac thiét bi
y té bi tap nhiém 1a nguon lay truyén BCC
chu yéu, chiém hon mot nta sb ca duoc
thong ké.™ ¥ Pic biét luu § truong hop
duong tinh gia lién quan dén viéc 1dy mau
mau khong dung ky thuat (vi du: sat
khuin ving da chua khoé dd thuc hién

tiém lay mau, dau kim khong dam bao vo

nap trimethoprim/sulfamethoxazol, suy
tay, doc than (Bang 1). Thoi gian diéu trj
viém phdi do S. maltophilia dugc khuyén
c4o kéo dai 7-14 ngay. Can nhic khong
nén s dung cefoperazon/sulbactam theo
kinh nghiém vi ti 16 d& khang cao hon so
v6i cac khang sinh dugce khuyén céo dua
theo mot nghién ctru tai Trung Qubc nim
2019. IDSA (Hiép hoi cac bénh truyén
nhiém Hoa Ky) nim 2022 ciing khong
khuyén cdo st dung ceftazidim viS.
maltophilia tiét cac men S-lactamase gay
dé khang ndi tai; tuy nhién ceftazidim c6
thé dugc 4p dung trong phac do phdi hop
cung trimethoprim/sulfamethoxazol voi ti
1¢ dép ung 1am sang trén 50% ddi véi cac
truong hgp don tri khong mang lai hi¢u

qua. (391

khuan, stt dung lai hop béng gon da
dung...), gy tap nhiém vao chai cdy mau;
vi thé can dam bao két qua duong tinh &
ca hai chai cdy mau duoc lay tir hai vi tri
khac nhau kém két hop danh gia 1am sang
dé khang dinh viéc nhiém khuan BCC.
Viéc diéu tri BCC chu yéu dua trén dir
lidu in vitro va cé thé héa theo timg ngudi
bénh cin cir vao két qua khang sinh d6
thé hién tinh nhay cam. Trong do,
trimethoprim/sulfamethoxazol,
meropenem va ceftazidim la cac khang
sinh wu tién trong diéu tri kinh nghiém.
Thoi gian diéu tri gdm hai giai doan: giai
doan tan cong kéo dai 14-21 ngay, sau do
1a giai doan duy tri c6 thé kéo dai toi da

12 thang dé dam bao sach khuan va giam
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nguy co xay ra cac dot cap viém phoi
(Bang 1). Cac lwa chon thay thé bao gdm
minocyclin, cefoperazon/sulbactam va
ceftazidim/avibactam, tuy nhién céac
khang sinh nay chi dwa theo cac thu
nghiém in vitro trén cac bénh pham lam
sang nhidm khuan ho hap va nhiém khuan
huyét v6i ¢& mau nho, chua duoc khang
dinh rong rai vé vai trd trong thuc hanh
thuong quy. Trong do, theo mdt nghién
ctru vé bao cdo ca 1am sang nhidm khuan
huyét trén bénh nhan nhi, viéc st dung
ceftazidim/avibactam chi nén dugc ap
dung trong trudng hop nhiém BCC dai
dang, khong dap mg voi cac khang sinh
Achromobacter spp.

Pay 1a ho vi khuan Gram am, di dong,
duong tinh v&i men oxidase va catalase.
Vi khuan nay hiém khi gay nhiém khuan
nang, nhung lai c6 nguy co tr¢ thanh
mam bénh co hodi & tré so sinh va nguoi
bénh gip tinh trang e ché mién dich nhu
X0 nang, bénh 4ac tinh va suy
than. Achromobacter spp. phét trién manh
trong moi truong nudc va trong cac
truong hop nhiém khuan huyét bat ngudn
tr tap nhiém do tiém tinh mach va dich
chay than nhan tao, vi thé hoan toan c6
kha ning tao ra cac dot ldy nhiém bung
phéat trong bénh vién khi khong dam bao
cac bién phap kiém soat nhidm khuén tir
ca duoc phan 1ap vi khuin dau tién. A.
xylosoxidans va A. faecalis dugc phan lap
tr cac bénh phém & tai, mat, duong tiét
niéu, bung, phéi, hé than kinh trung wong
va mau, pho bién nhét 1 do 6ng thong noi

mach bi tap nhiém. A. xylosoxidans &

khac. Ngoai ra, cac khang sinh nhém
quinolon khéng dugc khuyén céo sir dung
vi co ché dé khang ndi tai ctua vi khuén
theo bao cdo ciia EUCAST (Uy ban chau
Au vé thu nghiém tinh nhay cam voi
sinh). hop gitra
trimethoprim/sulfamethoxazol va cac
khang sinh f-lactam con nhay cam co thé

khang Sy phdi

duoc ap dung d6i v6i nhidm khuan huyét
hodc co tinh trang xo nang tai phoi khi
xac dinh vi khuan da khang, trong do,
nhiéu nghién ctru dé cao vai tro ciia phac
d6 phdi hop ¢6 meropenem khi cho thiy

hiéu qua trén thue té 1am sang. 1%

ngudi bénh xo nang c6 lién quan dén su
suy giam chirc ning phdi va nguy co lam
tram trong thém bénh phdi. [1.2]

Dya theo tinh nhay cam trénin
vitro cia Achromobacter spp., cac khuyén
caio d& xudt viec st dung
piperacillin/tazobactam, carbapenem,
ceftazidim hoac
trimethoprim/sulfamethoxazol cho céac lua
chon diéu tri dau tay voi thoi gian su
dung khoang 4-6 tuan trong truong hop
viém phoi va nhiém khuan huyét (Bang
1). Ticarcillin/clavulanat va
cefoperazon/sulbactam chi thé hién do
nhay cao trén in vitro voi A.
xylosoxidans trén mau bénh phim duong
h6é hidp & mot vai bién thé; do do cac
khuyén cdo tong quan khong dé xuat viée
su dung rong rai cac khang sinh nay.
Cefiderocol va eravacyclin la hai khang

sinh thé hé moi dat do nhay cao trén in
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vitro, da dugc sir dung trong phac do phdi
hop vo1 meropenem; du vay, FDA (Cuc
quan 1y Thuc phim va Duoc pham Hoa
KYy) c6 canh bao sy gia tang ti I¢ tor vong
khi sir dung hai khang sinh nay trong diéu
tri viém phdi bénh vién gy ra boi vi
khuin Gram am khang carbapenem. Gan

day, nghién ctru tai My chiing minh vai

tro cua azithromycin trong vi¢c hiép dong

tac dung trén cac chung A.

xylosoxidans sinh biofilm (mac du don tri
khong c6 hoat tinh di¢t khuén), diéu nay
mo ra mot hudng diéu tri méi trong tinh
hinh vi khudn phét trién kha ning khang

Lo ~ A 1,2,15-18
thuéc rong rai nhu hi¢n nay.[ ]

Bing 1. Lra chon khing sinh dién tri d5i véd cic ching vi khudn trong hénh If

nhiém khuin ho hip, nhiém khuin huyét! 1%

+
Vi khuin Khang sinh wu tién Khang sinh thay the Trrirng hop da khing
Minooyclin
Levofloxacin Trirmethoprimesulfamethoxazol
Sfencfrophommonas
Trimethoprim//sulfamethoxazol hoaafloxacin +
maltophilia . c
Ticarcillindclavulanat khang sinh thay thelceftazidinm
Tigecyclin
Minoocyclin ‘ ..
Trimethoprim//sulfamethoxszaol Phaoi horp giva cac
Buricholdanz Ceftazidimfavibactam . i .
Meropenem khang sinh khuyen cao
cepacia Fiperacillintszobactam .
Ceftazidin hoas Cefiderocal
Ticarcillind'clavulanat
Fiperacillinftazobactam ‘ . .
Fhaoi horp giva cac
Trimethoprim/fsulfamethoxazol , . £ . .
Achromabaefar khang sinh khuyen cao hoaco
Meropensam Minooyclin
P bMeropenam +
Imipenencilastatin )
CefiderocoliEravacyclin
Ceftazidirn

Minooyclin 200 mg g12h

Cefiderocol 2 g qBh
Eravacyclin 1 mpkg qi2h

q12h

wan

=Li&u diing tham khda: [chinh lifu theo chiFc nang than)

Trimethoprim/sulfamathoxazol 2-12 mgfkgingsy (tinh theo frimathoprir) chia 2-3 1an (trrromig hop nguy oo J&
khang cao o thé ding lifu cao 15-20 mglkgingay tinh theo trimethoprim)

Ceftazidim 2 g q8h; Ticercillin/clavulanat 3/0,2 g gSh; Piperacillinftszobactam 4/0,5 g qh
Ceftazidim/avibactam 2/0.5 g q2h; Meropenem 2 g g&h; Imipenam/cilastatin 1/1 g qth

Tigecycdin LD 100 mg, MD 50 mg g12h (b€nh nang, de doa tinh mang: LD 200 mg, MD 100 mg qi12h)
Moxifloxzacin 200 mg g24h; Levoflozacin 780 mg g24h
*“Trong trirémg hop Khing sinh 4 cho k&t qua nhay véi cefoperazonsulbactam, cb thé siv dung ligu 22 g

*WFu fién sir dung don fri cdc khang sink ru fign, chi phii hop khéng sinh khi vi khudn da khéng, phdc 34 ciu

Két ludn: Viéc sir dung khang sinh diéu trj cac ching vi khuan Gram am hiéu khi khong

1én men lactose dugc dé cap trong bai hién dang d6i mit véi tinh trang da khang thude

rong rai ¢ cac co sO y t€. Trong do, cac khuyén cédo déu néu rd vai tro uu tién khi lya
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chon trimethoprim/sulfamethoxazol vé tinh nhay cam, c6 thé dung duong udng va can
nhic viéc xudng thang khi dat cac tiéu chi 6n dinh 14m sang sau thoi gian ding cac khang
sinh phd rong trude d6. Pic biét, can luu ¥ danh gia cac yéu td nguy co, dic diém 1am
sang va két qua khang sinh d6 cu thé trén timg ngudi bénh, nham dam bao dugc tinh hiéu
qua, an toan va hop 1y trong cong tac diéu tri.

Tai liéu tham khao:
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Thuéc méi dwoc FDA phé duyét cho diéu tri viém phoi

1. Vi khuén Acinetobacter méi de doa véi sirc khée con ngudi

Theo WHO, cac Vi
khuan Acinetobacter dimg dau trong danh
sach nhimg tac nhan vi khuan gay bénh
giy ra mdi de doa 1on nhét véi stc khoe
con nguoi, cho thdy mirc d6 can thiét
trong viéc can c6 thém cac thude diéu tri
trong bbi canh tinh trang khang khang
sinh ngay cang phat trién hién nay [1].
Phicc  hop Acinetobacter  baumannii-
calcoaceticus (sau  day  dugc  goi
la A.baumannii) bao gom 4 loai vi khuan
thudc ho Acinetobacter — la nhitng vi
khuan gram am. Nhiing vi khuan nay co
thé gdy ra nhiém tring ¢ nhiéu bd phan
cua co the thuong gap nhit trong cic co
so y té va chu yéu gy ra viém ph01
A.baumannii ¢ thé khang cao véi nhiéu
loai khang sinh va cac phac d6 diéu
tri A.baumannii khang thudc hién nay con
han han ché [1].

2. Phac do diéu tri A.baumannii

Vi cac chung A.baumannii nhay cam, co6
nhiéu lya chon dau tay dugc khuyén céo
la cac khang sinh nhom cephalosporin
phé rong (ceftazidime hodc
cefepime), piperacillin-

tazobactam, ampicillin-sulbactam,
nhomcarbapenem (meropenem hodc
imipenem-cilastatin) va fluoroguinolones
(ciprofloxacin).  Khang sinh  nhom
aminoglycoside va trimethoprim-
sulfamethoxazole ciing 1a cac Iwa chon
dau tay cho nhiém
trung A.baumannii duong niéu.  Tuy
nhién véi cac ching A.baumannii khang
cac thudc dau tay, khang sinh lya chon
cho diéu tri han ché. Khang sinh nhém
polymyxin (polymyxin B vacolistin) va
cic thudc thay thé nhom tetracycline
(minocycline va tigecycline) la nhiing
khang sinh chinh dung cho diéu tri voi
chung Acinetobacter khang rong [4].

O mirc d6 toan cau, ching khang thudc
bt ddu ting nhanh tir nhitg nam 1980 va
thuong gy ra cac nhiém trung bénh vién.
Mot bao cao nam 2009 tir hon 100 trung
tim trén toan thé gidi, 61% cac
mau Acinetobacter phan lap dugc da
khang voi ceftazidime va 67% da khang
v6i ciprofloxacin, nhitng két qua nay x4u
hon so véi bao cao hé thong twong ty da
dugc cong bd nim 2007 (34% khang
ceftazidime va 40% khang thudc
ciprofloxacin). Ty I¢ khang carbapenem
va tobramycin cling tang nhanh (tor 10%
1én 54% ddi voi carbapenem va 8% lén
41% dbi v6i tobramycin). Mot nghién ciru
toan cdu gan day trén hon 4300
chung A.baumannii dugc phan Iap tir nam
2016 dén nim 2018 cho thiy 1é khang
thudc toan cau trung binh véi meropenem,
levofloxacin, amikacin lan lugt 1a 67%,
71%, 57% va ty 1€ khéang colistin 1a dudi
7% & tat ca cac khu vuc trén thé gioi [4].

Cu thé ddi véi viém phoi bénh vién, viém
phéi thd mdy bsi A.  baumannii,
carbapenem hodc ampicillin-sulbactam
dwoc khuyén cdo dimg cho cdc ching
nhay cam. Véi trwong hop vi khudn chi
nhay cam voi polymyxin (colistin hodc
polymixin B) thi bén canh st dung cac
khang sinh nay dudng tiém truyén nén két
hop str dung khi dung colistin do néng do
thudc tai phdi thap khi dung dudng tiém
truyén. Mic du ¢6 nhiéu bao céo vé viéc
thanh cong trong diéu tri nhiém
khuan A.baumanniida  khang  bang
polymyxin B két hop tiém truyén va khi
dung, tuy nhién, Uptodate van khuyén céo
khong nén sir dung polymyxin khi dung
do nguy co gy co thit khi quan cua thudc
nay [5].

Thang 03/2022, IDSA di ra huéng dan
diéu tri vi khuan gram am da khang, trong
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do co tap trung dén vi trong hudéng dan nay dugc liét ké cu thé
khuan A.baumannii khang  carbapenem trong bang 1 [2].

(CRAB). Cac phac d6 diéu tri CRAB

Bing 1. Khdng sinh khuyén cdo diéu tri cho chiing vi khudn da khdng theo IDSA

Liéu ngudi 16m

Thudc (tinh cho nguwoi cé chirc nang gan, than | Pich tiac dung be
binh thuong %)

Ampicillin- 9 g IV g8h trén 4 gio> HOAC 27 g IV | CRAB

sulbactam q24h truyén lién tuc

Nhiém tring nhe bdi CRAB nhay cam
véi ampicillin-sulbactam, dung 3g IV
g4h

— dac biét trong truong hop khong dung
nap hoac ddc tinh khi dung liéu cao

Cefiderocol 2 g IV g8h, truyén tinh mach trén 3 gio CRE, DTR-P.
aeruginosa, CRAB, S.
maltophilia

Colistin Liéu theo hudng dan sir dung polymyxin® | CRE cystitis, DTR-P.
aeruginosa cystitis,
CRAB cystitis

Eravacycline 1 mg/kg/liéu IV q12h CRE, CRAB

Imipenem- Cho CRE va CRAB :500 mg IV g6h, | ESBL-E, AmpC-E,

cilastatin truyén trén 3 gio CRE, CRAB

Meropenem Cho CRE va CRAB: 2 g IV g8h, truyén | ESBL-E, AmpC-E,

trén 3 gio CRE, CRAB

Minocycline 200 mg IV/PO g12h CRAB, S. maltophilia

Polymyxin B Liéu theo hudng dan sir dung polymyxin® | DTR-P. aeruginosa,
CRAB

Tigecycline 200 mg IV x 1 lidu, sau d6 100 mg IV | CRE, CRAB, S.

gl2h maltophilia

e: Tsuji BT, Pogue JM, Zavascki AP, et al. International Consensus Guidelines for the
Optimal Use of the Polymyxins: Endorsed by the American College of Clinical Pharmacy
(ACCP), European Society of Clinical Microbiology and Infectious Diseases (ESCMID),
Infectious Diseases Society of America (IDSA), International Society for Anti-infective
Pharmacology (ISAP), Society of Critical Care Medicine (SCCM), and Society of
Infectious Diseases Pharmacists (SIDP). Pharmacotherapy 2019; 39(1): 10-39

3. Thong tin thudc Xacduro
- Thir nghiém ldm sang danh gia hiéu qua cua Xacduro
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Ngay 23/05/2023, FDA da phé duyét
Xacduro (sulbactam tiém durlobactam
tiém) cho diéu tri viém phdi bénh vién va
viém phdi thé may giy ra béi vi khuan
nhay cam 1la phirc hop Acinetobacter
baumannii-calcoaceticus & bénh nhéan tir
18 tudi tro 16n.[1]

Xacduro gdm c¢6 hai thanh phan:
sulbactam va durlobactam. Sulbactam la
mot khang sinh nhom beta-lactam va
dong thoi 13 mot chat e ché enzym beta-
lactamase. Durlolactam 1a chit trc ché
enzym beta-lactamase. Sulbactam co6 vai
tro tiéu diét vi khuan A.baumannii trong
khi durlobactam c¢6 vai tro bao vé
sulbactam khong bi phan huy bdi cac
enzyms sinh ra boi A.baumannii. St dung
don ddc Durlobactam khong c6 hi¢u qua
khang khuan d6i véi cac  phuc
hop Acinetobacter baumannii-
calcoaceticus.[3]

Hi¢u qua ctia Xacduro dugc danh gia qua
thir nghiém khong thua kém da trung tam,
c6 ddi chung, nhin mé (khong lam mu
v6i nguoi tién hanh, 1am mu véi nguoi
danh gia) & 177 bénh nhan nguoi 16n
nhip vién c¢6 viém phdi giy ra
boi A.baumannii. Cic bénh nhan duoc
phan ngiu nhién st dung hoic Xacduro
hodc colistin (khang sinh so sanh) trong
khoang thoi gian t61 14 ngay. Nhom bénh
nhan dung Xacduro véi lidu 1a g
sulbactam va 1g dulrobactam truyén tinh
mach trén 3 gio mdi 6 gi0 hoac lidu duoc
diéu chinh (n=91). Nhom sir dung colistin
dugc tiém tinh mach liéu 2.5 mg/kg (hodc

diéu chinh) trén 30 phat mdi 12 gio sau
mot liéu nap 2.5 — 5 mg/kg (n=86). C4 hai
nhém bénh nhan déu duge st dung thém
lg imipenem/1g cilastatin (hodc lidu hiéu
chinh) tiém tinh mach moi 6 gio nhu la
mot diéu tri co ban cho cac tac nhan tiém
tang khac ngoai phurc hop Acinetobacter
baumannii-calcoaceticus.[3]

Ti€u chi chinh danh gia hiéu qua la ti I¢ tu
vong do moi nguyén nhén trong 28 ngay
diéu tri & cac bénh nhan duoc xac dinh
nhiém khuan ban dau
do A.baumannii khang carbapenem (quin
thé bénh nhain CRABC m-MITT). Thang
s6 nhan khau hoc ciia quan thé bénh nhan
dugc danh gia trong nghién ctru nhu sau:
74% nam gidi, 50% bénh nhan da tréng,
44% bénh nhan chau A, voi tudi trung
binh 14 63 (£17). Hau hét cac bénh nhan
c6 viém phoi 1a nhidm tring ban dau
(53% VABP va 43% HABP), 2% co
nhiém khuéan huyét. Diém danh gia sinh 1y
cip tinh va suc khoe man tinh II
(APACHE II) ban dau trung ban 1a 17 va
c6 26% bénh nhan c6 diém APACHE II >
20. Theo ngﬁu nhién, c6 64% bénh nhan
nam phong ICU > 5 ngay, 26% bénh nhan
nam ICU > 14 ngay. 75% thé mady.
Khoang 39% bénh nhan c¢6 Clcr nho hon
90 mL/phat & thoi diém ban dau. Thoi
gian diéu tri trung binh véi nhom dung
Xacduro 1a 9 ngay va 8 ngay v6i nhom
dung colistin. Theo tiéu chi chinh, két qua
thu duoc Xacduro khong thua kém
Colistin.[3]

Bang 2. Tir vong ¢ moi nguyén nhdn ¢ ngay 28 (qun thé bénh nhin CRABC m-

MITT)
XACDURO Colistin Khic biét diéu tri
n/N (%) n/N (%) (95% CI)*
Ngay 28 tir vong do 12/63 (19.0%) 20/62 (32.3%) -13.2% (-30.0,3.5)

moi nguyén nhan

Tdc dd cai thién
lam sang

39/63 (61.9%)

25/62 (40.39%)
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*Po tin cay 95% CI (2-sided) dugc tinh
toan bang cong thuc théng ké continuity-
corrected z statistic.

Tiéu chi tc d6 chita khoi 14m sang trén
bénh nhan cling dugc danh gia. Tiéu chi
nay duoc dinh nghia 1a bénh nhan khoi
hoan toan hodc c6 diu hiéu cai thién triéu
ching di c6 & thoi diém ban dau va
khong c6 tridu chimg méi dan dén viéc
phai bd sung thém khang sinh diéu tri vi
khuin gram 4m. Téc d6 chira khoi 1am
sang ¢ quan thé danh gia voi bai danh gia
chira khoi (Test of Cure — TOC) vao ngay

Tai liéu tham khdo

thr 7 (2 ngay) sau khi két thuc diéu tri
ciia hai nhom lan luot nhu sau: 39/63
(61.9%) cho Xacduro va 25/62 (40.3%)
v61 nhom dung colistin [3].

- Két luan: Hién tai ché pham Xacduro
chua c6 mat tai Viét Nam. Mac du, viéc
FDA phé duyét ché phdm khang sinh méi
da mo ra thém sy lya chon trong bdi canh
vi khuan ngdy cang khang thudc manh
mg, chung ta van can c6 cac chuong trinh
quan 1y sir dung khang sinh phu hop dé
giam sy dé khang khang sinh gia ting
trong tuong lai

1. FDA Approves New Treatment for Pneumonia Caused by Certain Difficult-to-Treat
Bacteria | FDA, 23/05/2023, link: FDA Approves New Treatment for Pneumonia Caused
by Certain Difficult-to-Treat Bacteria | FDA

2. IDSA Guidance on the Treatment of Antimicrobial-Resistant Gram-Negative
Infections: Version 2.0, 30/03/2022

3. To thong tin san pham Xacduro, Link: XACDURO (fda.gov)
4. Acinetobacter infection: Treatment and prevention - UpToDate

5. Treatment of hospital-acquired and ventilator-associated pneumonia in adults -
UpToDate

BAO CAO CONG TAC TO CHU’C KHAO SAT, PANH GIA S& DUNG THUOC
NGOAI TRU NAM 2023

Qua viéc phan tich 300 don thudc ngoai tra thang 07/2023 rat duoc cac két qua
sau:

- Ti Ié bénh nhan Nam (54%) cao hon bénh nhan nit (46%). Tuoi trung binh caa
bénh nhan 12 59.6 thap nhat 1a 1 tudi, cao nhat 12 95 tudi. Nhém tudi cia bénh nhan >60
tudi chiém ti I¢ cao nhat (63%).

- S6 thudce trung binh trong mot don thude cua toan BV 1a 4, it nhat 1 thubc, nhiéu
nhat 14 9 thuc. Pon thubc cd sb luong tir 4-8 thude chiém 62%, tir 1-4 thude chiém 30%,
tir 8-9 thudc chiém ti I¢ nho nhét 8%.

- Pa s6 bénh nhan 1 chuyén khoa chiém ti 1& cao 71%, s6 bénh nhan kham 2
phong 1a 22%, c¢6 7% bénh nhan dén kham 3 chuyén khoa, va khong c6 bénh nhan nao
kham 4 chuyén khoa tro Ién.

- Phong khdam Noi c6 s6 bénh nhan kham cao nhét chiém 69%, mot s6 phong
kham c6 bénh nhan kham cao 1a Noi tiét (14%), YHCT (13%), Ngoai (14%).

- Ty 1€ st dung khéang sinh chung 19% .

- Ty 1& don thudc c6 sir dung céc loai Vitamin — khoang chét 26%

- Ty 1& don thudc co twong tac 23%

- Chi phi trung binh trong mét don thubc 1a 258,201 VND

Ban tin “Thong tin thuéc & Dwoc lam sang” - s6 02/2023 Trang 13/14



- Khong c6 don thude ké don thuc pham chirc ning

Han ché va kién nghi

- Bé giam s6 lugng thudc trong mot don thude. Can thuong xuyén cap nhat nhirng
phac d6 diéu tri moi cua Bo y té, thong tu 52/2017/TT-BYT V/v Quy dinh vé don thudc
hoa duoc, sinh pham trong diéu tri ngoai trd;

- Viéc ké don thubc can phi hop véi chan doan bénh va mirc do bénh, han ché sb
luong thude trong don thudc.

- Ty 1& don thudc co sir dung cac loai Vitamin - khoadng chit twong dbi cao. Véi
mét s6 phong kham, can cé giai phap can thiép dé han ché hon nita viéc sir dung khang
sinh, Vitamin- khoang chat.

- Ty 1& don thubc c6 tuong tac 23 %. Can phai quan tdm van dé twong tac thudc
trong viéc ké don thudc. Bé han ché twong tac thudc can c6 phan mém canh bao nhiing
cip tuong tac c6 trong don thude, cling nhu mirc do cia twong tac.

- Pinh ky khao sat danh gia tinh hinh sir dung thudc dé diéu chinh thyc hién st
dung thudc hop Ii.
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