PIEM TIN CANH GIAC DUQC

EMA: Pé xuit phé duyét vac xin
COVID-19 Comirnaty cho tré em tir
5 dén 11 tuoi

Uy ban thubc st dung cho nguoi
(CHMP) ctia EMA d3 dé xuit mé rong chi
dinh vic xin COVID-19 Comirnaty trén
d6i twong tré em tir 5 dén 11 tudi.

O tré em tir 5 dén 11 tudi, lidu dung
ctia Comirnaty s& thdp hon liéu dung &
ngudi tir 12 tudi tré 1én (10 pg so véi 30
ng). O nhom tir 12 tudi tro 1én, Comirnaty
duogc tiém bap 2 mili cach nhau ba tuan.

Mot nghién ctru chinh 6 tré em tur 5
dén 11 tudi cho thay v&i muc liéu thap (10
Hg), Nhém tudi ndy cho phan ng mién
dich twong duwong v6i nhom tudi tir 16 dén
25 tudi khi str dung muec liéu cao hon (30
ng) (duoc do bang muc d6 khang thé
chong lai SARS-CoV-2). Hiéu luc cua vic
xin Comirnaty d3 duogc tinh todn trén gan
2.000 tré em tir 5 dén 11 tudi khong c6 dau
hiéu nhiém trung trude d6. Nhitng tré tham
gia vao nghién ctru duoc tiém véc xin hodc
gia duge. Co 3 trong s6 1.305 tré em duoc
ching ngira nhiém COVID-19 so voi 16
trong s6 663 tré dugc tiém gia duge. Cho
thdy, hiéu qua ngin ngira COVID-19 6
triéu ching cua viac xin 1a 90,7% (mic du
ty 16 thuc su co thé 1a tr 67,7% dén
98,3%).

Cac phan tng c6 hai thuong gap
nhat & tré em tir 5 dén 11 tudi twong tu nhu
& nhitng nguoi tir 12 tudi trd 1én, bao gdm
dau tai chd tiém, mét moi, dau dau, do va
sung tai chd tiém, dau co va 6n lanh. Cac
phan tng c6 hainay thuong & muc do nhe
hodc trung binh va cai thi¢n trong vai ngay
sau khi tiém chung.

Do d6, CHMP da két luan lgi ich
cua cua viéc st dung Comirnaty ¢ tré em
tir 5 dén 11 tudi 16n hon nhitng rai ro, dic
biét & nhimng tré co6 nguy co dién bién
nghiém trong.

Tinh an toan va hiéu qua cua vic
Xin trén d6i tugng tré em va nguoi 16n sé
tiép tuc duoc giam sat chit ch& trong céac
chién dich tiém chung ¢ cac cac nudc
thanh vién EU thong qua hé thong canh
giac dugc va cac nghién ctru do cong ty va
cac co quan c6 thdm quyén tai Chau Au
thuc hién.

CHMP s& gui kién nghi nay Ién Uy
ban chau Au dé dua ra quyét dinh cudi
cung.

Co ché tac dung ciia Comirnaty

Comirnaty chira mot phan tor RNA
théng tin (MRNA) mang thong tin di
truyén cua protein gai c6 trén bé mat cta
SARS-CoV-2.

Khi dugce tiém vic xin, cac té bao
clia co thé s& nhan dién thong tin di truyén
cia mRNA va tam thoi tao ra protein gai.
Sau do, hé théng mién dich s& nhan ra
protein nay 13 ngoai lai, tao ra khang thé va
kich hoat cac té bao lympho T tan cong cac
protein nay.

Néu sau khi tiém, co thé tiép xuc
v6i SARS-CoV-2, hé thong mién dich s&
nhan ra va san sang bdo v¢ co thé chéng
lai vi rut.

Cac mRNA tir vac-xin khong ton
tai lau trong co thé ma bi pha v& trong thoi
gian ngan sau khi tiém chung.

Nguon: https://www.ema.europa.eu/e
n/news/comirnaty-covid-19-vaccine-ema-
recommends-approval-children-aged-5-11

biém tin: CTV. Hoang He}i Linh, CTy.
Vuong Thi Huong, ThS. Nguyen Thi Tuyen.

Ban tin BIP s6 1 nim 2021: Ngh¢ va
nguy co viém gan

Cu nghé, c6 ngudn gbc tir than ré
cua cay Curcuma longa, thuong dugc su
dung lam gia vi cling nhu dung trong y hoc
co truyen cua Trung Quoc va An D9. Hién
nay, rat nhiéu thire pham b sung chira tinh
chat tur nghé da c6 mat trén thi thuong, véi
doanh sb ban ngay cang ting. Nghé, véi
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hoat chét curcumin, dugc cho 13 ¢6 nhiéu
tac dung c6 loi nhu: chéng viém, chong
oxy héa, khang vi rut.

Vao thang 10/2019, Co quan Y té
Italia da dua ra canh bao sau khi phan tich
27 trudng hop tén thuong gan, xay ra tir
thang 11/2018 dén thang 6/2019, nghi ngo
do sir dung thyc pham bo sung co ngudn
gbc tir nghé, trong do da s6 1a viém gan ur
mat. Trong mot tong quan tai lidu gan day
(Br J Clin Pharmacol, 2021, 87, 741), 23
truong hop ton thuong gan khac da dugc
bao cao. Thong thuong, nghé dugce dung
phéi hop véi mot hodc nhleu loai thudc,
thoi gian st dung tir 2 tuan dén 10 thang.
Trong s6 23 trudng hop nay, 17 trudng
hop hdi phuc tich cuc khi ngimg str dung
san pham chira nghé.

Co ché giy ton thuong gan Van
chua rd rang, c6 gia thuyét cho rang
nguyen nhan la do suy giam chirc nang ti
thé cua té bao gan. Ngoai ra, doc tinh cua
curcumin c6 thé tang lén khi cé sy hién
dién cua piperin (hoat chat c6 trong hat
tiéu den) thuong dugc két hop véi nghé
trong cac thuc pham bo sung nay. Piperin
duoc cho 14 1am ting sy hap thu curcumin.
Curcumin ciling uc ché mot sb loai
CYP450 va PgP, c6 kha néang dan t6i
tu’(mg tac thudc. Ngoai ra, ngu:ol tleu dung
can kiém tra cht lucmg va ngudn gbc xuat
XU cta cac thue pham chirc ning nay.

Than trong khi str dung thuc pham
bd sung chtra nghé béi chiing c6 thé gay ra
cac phén tng c6 hai !

Téc gia: Tién si Geneviéve Durrieu — Toulouse

Diém tin: Lé Thi Nguyét Minh, Nguyen Ngoc
Trién, Nguyén Thi Tuyén

EMA va HMA: Cap nhat thong tin
vé molnupiravir

Co quan quan Iy Dugc pham Chau
Au (EMA) va Mang lué6i nhiing ngudi
dung dau Co quan Dugc phdm cic nudc
thanh vién (HMA) di nhat tri vé sy can
thiét ctia hudng dan bd sung trong diéu tri
COVID-19 do ty 1&¢ nhiém bénh va tir vong
do COVID-19 dang gia tang trén khap
Chau Au.

Vi vay, EMA dang xem xét dir li€u
hién c6 vé viéc sir dung molnupiravir (con
duoc goi 1a MK 4482 hoic Lagevrio) dé
hd trg cac qudc gia thanh vién quyét dinh
viéc sir dung thude nay dé diéu tri COVID-
19 trude khi thude duge cip phép.CHMP
s& dua ra cac khuyén nghi trong thoi gian
ngan nhét.

Molnupiravir 1a thubc khang vi rit
duong ubng do Merck Sharp & Dohme
phéi hop véi Ridgeback Biotherapeutics
phat trién.

EMA va HMA cam két day nhanh
viéc danh gia su can thiét cta vic xin va
cac phuong phap dleu tri COVID-19, dong
thoi dam bao cac vic xin va phuong phap
diéu tri nay dap tng céc tiéu chuan cao vé
an toan va hiéu qua cua Lién minh Chau
Au. EMA s& thong béo vé két qua ctia danh
gia ndy va cac danh gia sau khi thudc duoc
dua ra str dung trong truong hop khan cép.

Nguon: https://www.ema.europa.eu/en/ne

ws/covid-19-ema-heads-medicines-agencies-

7 update-molnupiravir
biém tin: CTV. Hoang Hai Linh, CTV. Vuong
Thi Huong, ThS. Nguyen Thi Tuyén

FDA: Quy dinh méi vé viéc tiém liéu
ting cwong vac xin COVID-19

Ngay 20/10/2021, Cuc Quan ly
Thuc pham va Duoc pham Hoa Ky cho
phép tiém lidu ting cuong vac Xin
COVID-19 trén nhém dbi tuong du didu
kién. Co quan nay di sira doi Gidy phép
St dung Khan cap vic xin COVID-19, cho
phép tiém mot lidu ting cudng duy nhat,
cu thé nhu sau:

— Cho phép tiém mot lidu ting
cudng vic xin COVID-19 Moderna dbi
v6i cac doi twong di tiém chung day du
duoc it nhat 6 thang:

+ Tl 65 tudi trd 1én

+ Tir 18 dén 64 tudi, co nguy co cao
mac COVID-19 ning

+ Tir 18 dén 64 tudi, thudng xuyén
phoi nhiém véi SARS-CoV-2

— Cho phép tiém liéu ting cudng
ctia vic xin COVID-19 Janssen (Johnson
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& Johnson) it nhat 2 thang sau khi da tiém
mot mili cho d6i tuwong tir 18 tudi tro 1en.

— Cho phep str dung bét ki véc xin
hién c6 dé tiém liéu ting cudng cho ddi
tuong du diéu kién sau khi di tiém chung
déy du voi mot loai vace xin khac.

Lam 1o réng c6 thé tiem mot lidu
tang cuong vac xin COVID-19 Pfizer-
BioNTech dbi voi nguoi tur 18 dén 64 tudi
thuong xuyén phoi nhiém véi SARS-CoV-
2 d3 tiém ching day du dugc it nhit 6
thang.

Cap phép sir dung lidu vic xin
COVID-19 Moderna ting cuong

FDA di phan tich dir lidu vé dap
tmg mién dich cta 149 nguoi tham gia tir
18 tudi trd 1én trong nghién ctru 1am sang
ban dau, da tiém mot liéu ting cudng sau
it nhat 6 thang ké tir miii 2, so sanh véi déap
tmg mién dich ctia 1,055 nguoi da tiém du
2 mili. Pap tng khang thé chéng lai
SARS-CoV-2 cua 149 nguoi tham gia sau
29 ngay tiém mili ting cuong da thé hién
dap g tang cuong.

FDA ciing danh gid phéan tich bo
sung cua Moderna, so sanh ty 1¢ méc
COVID-19 tich lity trong thoi gian bién
thé Delta luu hanh — thang 7 va thang
8/2021 — cho thay hiéu qua cua vic xin
giam déan theo thoi gian.

FDA danh gia tinh an toan cia vic
xin & 171 nguoi tir 18 tudi tro 1én duoc
theo doi trung binh 6 thang. Phan tng phu
thuong gap dugc bao cdo trén nhitng nguoi
tiém liéu ting cuong la dau tai chd tiém,
mét moi, dau dau, dau co hodc/va dau
khop, on lanh, sung hach bach huyét trén
tay tiém, budn non, non va sOt. Trong do,
sung hach bach huyét dudi canh tay
thuong thdy hon khi tiém liéu ting
cuongso véi khi tiém hai mili ban dau.

Céc phan tich cua FDA va CDC
cho thdy su gia ting nguy co cac bénh
viém ¢ tim (viém co tim va viém mang
ngoai tim) sau khi tiém véc xin COVID-19
Moderna, nhat 13 sau tiém liéu thi hai.
Thong thuong, triéu chirng khéi phat vai
ngay sau khi tiém phong. Nguy co cao hon

& nam gidi dudi 40 tudi, ddc biét trong
khoang18 dén 24 tudi, so véi nit gidi hodc
nam gi6i 16n tudi.

Liéu ting cudng vic xin COVID-
19 Moderna bang mét nira liéu sir dung khi
tiém chung thong thuong, dugc tiém it
nhat 6 thang sau khi d4 tiém phong day dui.

Cap phép sit dung lidu ting
cwong vic xin COVID — 19 Janssen
(Johnson & Johnson)

FDA da danh gia dir li¢u dap tng
mién dich cia mot thur nghiém 1am sang
gém 39 nguoi tham gia, trong d6 c6 24
nguoi tir 18 dén 55 tudi va 15 nguoi trén
65 tudi. Nguoi tham gia duoc tiém liéu
tang cuong khoang 2 thang sau khi tiém
liéu ban dau, va két qua c6 dap ung ting
cuong.

Khoang 9000 nguoi tham gia thi
nghiém 1am sang da duoc tiém 2 lidu vac
xin Janssen cach nhau it nhat 2 thang, va
trong s6 d6 c6 khoang 2700 nguoi duoc
theo ddi it nhat 2 thang sau khi tiém licu
tang cuong. Cac phan tich an toan cua
Janssen hién chua phat hién van dé an toan
m&i phat sinh.

Mot s6 phan tich tir hé théng giam
sat cia FDA va CDC cho théy su gia tang
nguy co gip bién chimg huyét khéi kém
giam tiéu cau nghiém trong va hiém gap
sau khi tiém phong vac xin COVID-19
Janssen. Tinh trang nay duoc goi la Hoi
ching giam tiéu cau (TTS). Ngudi gip
phai TTS thuong co6 triéu chung khéi phat
tir mot dén hai tuan sau tiém phong. TTS
dugc bao cao phd bién nhat ¢ nir gidi tir 18
dén 49 tudi. Hon nira, giam sat an toan cho
thdy co su gia ting nguy co gip rdi loan
than kinh nghiém trong, con duoc goi la
Ho1 chung Guillian Barre, xay ra trong
vong 42 ngay ké tir khi tiém phong.

Cap phép s dung liéu ting
cwong cho tit ca vic xm hién cé

FDA ciing da cap phép cho viée st
dung lidu tang cuong cho tat ca cac loai
vac xin hién c6 (vic xin COVID-19 di
duoc FDA cap phép). Sau khi tham khao
d@ liéu thtr nghi€ém 1am sang cta Vién Di



ung va Bénh truyen nhlem (NIH), thao
luan voi Ban C6 van vé& Vic xin va Sinh
pham lién quan, cing véi viée danh gia dir
liéu hién c6, FDA xac dinh rang loi ich da
blet va tiém nang cua viéc st dung cac loai
vdc xin hién co6 dé tiém mot lidu tang
cuong duy nhat vuot trdi nguy co da biét
Va tiém tang trén nhom dbi tuong di diéu
kién.

Co thé st dung mdt liéu véic xin
COVID-19 bat ki hién c6 dé tiém lidu ting
cuong duy nhat sau khi da tiém ching day
da. Nhém dbi tugng du diéu kién va
khoéang cach dwa liéu khi sir dung phdi hop
vac xin twong ty quy dinh voi lidu ting
cuong cua loai véc xin da dugc str dung dé
tiém chiing ban dau.

Vi dy, nguoi da 18 tudi tiém phong
Vac xin Janssen c6 thé tiém liéu ting cuong
vic xin Janssen, Moderna, hodc Pfizer-
BioNTech it nhét 2 thang sau khi tiém liéu
vac xin Janssen ban dau.

Vi du khéc, ngudi tiém phong vic
xin Moderna hodc Pfizer-BioNTech trong
nhom du diéu kién tiém liéu ting cuong
(trén 65 tudi, tir 18 dén 64 tudi co nguy co
cao mac COVID-19 ning, tir 18 dén 64
tudi thuong xuyén phoi nhidm véi SARS-
CoV-2) c6 thé tiém lidu ting cudng vic xin
Moderna (ntra liéu), Pfizer-BioNTech,
hodc Janssen it nhat 6 thang sau khi tiém
phong day du.

Nguon: https://www.fda.gov/news-events/press-
announcements/coronavirus-covid-19-update-
fda-takes-additional-actions-use-booster-dose-

covid-19-vaccines

Diém tin: CTV. Ting Qudc An, CTV. Nguyen
Ha Nhi, ThS. DS. Nguyén Thi Tuyén

JAMA: Liéu phap khang dong &
bénh nhan COVID-19 nhap vién
Mic du c6 mot s6 khac biét vé
phuong phap nghién ciru, dir liéu tu cac
nghién ctru dugc cong b gan day giup dua
ra ba két luan quan trong vé hiéu quéa va an
toan khi str dung liéu phap khang dong ¢
bénh nhan Covid nhap vién. Dau tién, dicu
tri bang heparin trong lugng phan tir thap
(LMWH) hoac heparin khong phan doan

(UFH) cai thién két cuc ctia bénh nhan
COVID-19 nhép vién muc do khong nang
hodac khong nhdp ICU, dac biét & bénh
nhan ndng d6 D-dimer cao. Thir hai,
truong hop bénh ndng va/hodc nhap ICU
khong nhirng khong dugc huong loi khi st
dung khang dong & liéu diéu tri ma con
lam tang nguy co chay mau so vai licu dy
phong. Cudi cung, khong c6 nghién ctru
ting ho viée str dung thude khang dong voi
muc lidu trong khoang liéu du phong va
lidu diéu tri, cho du bénh nhan nhip ICU
hay khong nhap ICU.

Ngay tir nhitng ngdy dau dai dich
COVID-19, cac bac silam sang da bao cao
vé su thay doi d6ng mau ¢ bénh nhan nhap
vién véi bién c6 huyét khoi va xuat huyét.
Mot s6 co ché lam ting nguy co huyét khoi
da duoc xac dinh, tuy nhién nhiéu bénh
nhan nhap vién vi SARS-CoV-2 c0 tinh
trang con bdo cytokin dan dén phan ung
viém qua mirc gy phd v& té bao ndi mo,
hoat hoda tiéu cau va rdi loan dong mau,
g6p phan dan dén cac bién chirmg cam mau
va huyét khéi. Dir liéu tr mot s6 thur
nghiém l6n dugc cong bd gan day da cung
cap thém bang chtng cho cac chién lugc
diéu tri bénh nhan COVID-19 nhap vién.
Nghién citu HEP-COVID bd sung céc
bang ching vé vai tro cia lidu diéu tri so
v6i lidu du phong huyét khéi cua heparin
0 bénh nhan nhap vién docac bénh 1y lién
quan dén COVID-19.

Nghién ctru HEP-COVID la thu
nghiém ngiu nhién trén cic bénh nhan
nguoi 1on nhap vién vi COVID-19 va cé
roi loan dong mau (néng do D-dimer cao
gap 4 lan gidi han binh thuong trén hoic
diém rdi loan déng mau do sepsis tir 4 tro
1én) sir dung thudc khang dong vai:

(1) Heparin trong luong phéan tu
thap (LMWH) hoéc heparin khong phan
doan (UFH) liéu trung binh hoic liéu du
phong tiéu chuan.

(2) Hoac LMWH liéu diéu trj trong
sudt thoi gian ndm vién;

Két qua cho thay tiéu chi chinh vé
hiéu qua nhu huyét khdi tinh mach (VTE),


https://www.fda.gov/news-events/press-announcements/coronavirus-covid-19-update-fda-takes-additional-actions-use-booster-dose-covid-19-vaccines
https://www.fda.gov/news-events/press-announcements/coronavirus-covid-19-update-fda-takes-additional-actions-use-booster-dose-covid-19-vaccines
https://www.fda.gov/news-events/press-announcements/coronavirus-covid-19-update-fda-takes-additional-actions-use-booster-dose-covid-19-vaccines
https://www.fda.gov/news-events/press-announcements/coronavirus-covid-19-update-fda-takes-additional-actions-use-booster-dose-covid-19-vaccines

huyét khdi dong mach (ATE) hodc tir vong
do moi nguyén nhan déu giam dang ké &
bénh nhan khong nhap ICU khi st dung
thudc khang dong & liéu diéu tri; tuy nhién,
khong ghi nhan két qua tuong ty & bénh
nhan nhdp ICU. Ngoai ra, khong co su
khac biét dang ké vé bién ¢ xuat huyét
nghiém trong gitra bénh nhan nhap ICU
hoac khong nhap ICU, mac du khoang tin
cay dao dong 16n.

Nghién ctru HEP-COVID dugc xay
dung duya trén cac bao c4o quan sat gan day
clia cac diéu tra vién trong 2 thir nghiém
nghién ctru sy khac nhau giita liéu diéu trj
so voi lidu dy phong huyét khdi cua thude
khang dong & bénh nhan nhdp vién vi
COVID-19. Ngoai ra, JAMA ciling xem
xét cac bao cdo clia cac diéu tra vién khéac
trude khi dua ra két ludn mic du c6 mot sd
khac biét vé phuong phép gitra cac nghién
curu nay.

Cong ddng nghién ctru d3 nhanh
chong xay dung va diéu chinh cac hudng
dan st dung thubc khang dong ¢ bénh
nhan COVID-19 nhép vién dua trén cac tai
liéu nay. Tuy nhién, cac nghién ctru nay da
dit ra nhitng van dé can phai nghién ciu

thém trong tuong lai.
Nguén: https://jamanetwork.com/
journals/jamainternalmedicine/fullarticle/278500
5?guestAccessKey=f49ad959-c87b-4025-a759-
36d3a4180147&utm_source=silverchair&utm_m
edium=email&utm_campaign=article_alert-
jamainternalmedicine&utm_content=olf&utm_te
rm=100721
Diém tin: CTV. Ho6 Thi Thanh Mai, ThS.DS.
Nguyén Thi Tuyén

EMA: Bit dau danh gia viéc sir dung
vac xin Comirnaty cho tré em tir 5
dén 11 tudi trong phong ngira
COVID-19

Comirnaty 14 vic xin phong ngira
COVID-19, hién dugc phé duyét st dung
cho nguoi tir 12 tudi trd 1én. Comirnaty
chtra mot phan tir RNA thong tin (mRNA)
v6i cac thong tin tong hop protein gai, la
loai protein ty nhién c6 trong vi rut SARS-
CoV-2. Vic xin c6 tac dung biang cach tao

cho co thé kha nang tu bao vé va chong lai
vi rat SARS-CoV-2.

Uy ban vé cac san pham thudc st
dung trén nguoi (CHMP) thudc Co quan
Quan 1y Duoc pham chau Au (EMA) sé&
xem xét dit liéu ciia vic xin, bao gém ca
két qua tir mot nghién ciru 1am sang dang
dlen ra lién quan dén tré em tur 5 dén 11
tudi, de dua ra y kién vé viéc mo rong st
dung véc xin trén dbi tuong nay. Y kién
ciia CHMP s& dugc chuyén dén Uy ban
Chau Au, noi s& dua ra quyét dinh cubi
cung.

EMA du kién s& thong bao vé két
qua danh gia trong mot vai thang to1 tru
khi can thém thong tin bo sung.

Comirnaty dugc phé duyét lan dau
tién tai EU vao thang 12 ndm 2020. Thong
tin thém vé vic xin hién c6 trén trang web
cua EMA.

Nguon: https://www.ema.europa.eu/en/news/e
ma-starts-evaluating-use-covid-19-vaccine-

7 comirnaty-children-aged-5-11
biém tin: CTV. Hoang Hai Linh, CTV. Vuong
Thi Huong, ThS. Nguyén Thi Tuyén

NEJM: TAm quan trong ciia mii vic
xin Covid-19 mRNA thi 2 ddi véi
phu nir c6 thai

DP4ap g mién dich sau khi phu nit
mang thai tiém mii 1 vic xin Covid-19
mRNA gidm, tuy nhién dap Ung nay s€
duoc cai thién sau tiém mui thir 2.

Hé théng mién dich cua phu nit
mang thai twong d6i yéu khi vira chiu tac
dong tur cac khang nguyén “ngoai lai” cta
bao thai vira bao vé nguodi me va bao thai
khoi cac tac nhin giy bénh bén ngoai. Dbi
v6i1 phu nit c6 thai chua tiém véc xin, bénh
thudng tién trién nang khi nhiém Covid-
19. Nguyén nhan c6 thé do dap ing mién
dich kém hon ddi v6i khang nguyén ngoai
lai. Hé mién dich thay doi trong thai ky
cling c6 thé 1am thay d6i dap tmg ddi véi
véc xin. Mot nhom nghién ctru thudc nhiéu
t6 chirc khac nhau d3 tién hanh diéu tra dap
g vé6i vic xin Covid-19 mRNA (Pfizer
va Moderna) ¢ ddi twong phu nit mang thai
va phu nit cho con bl so vd1 nhdm phu nix
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cung tudi khong mang thai. Sau khi tiém
mili vic xin dau tién,kha ning lién két gitta
vung Fc cua khang thé véi tic nhin giy
bénh va té bao nhiém bénh & nhém phu ni
c6 thai va cho con bu thap hon nhém phy
nit khong mang thai. Tuy nhién, két qua
dap tng mién dich duoc cai thién sau liéu
thir hai — & ca trong mau va stra me¢ & phu
nir cho con bu.

BINH LUAN

Nghién ctru nhdn manh tim quan
trong vé viéc tiém du hai lidu vic xin
Covid-19 mRNA ¢ phu nit mang thai, do
kha ning lién két cua ving Fc cia khang
thé rat quan trong ddi véi dap tmg mién
dich tgy nhién. Mac du nghién ctu nay
khong bao céo tryc tiép hiéu qua 1am sang,
nhung cac nghién ctru khac di chi ra ring
dap tmg 14m sang sau tiém hai liéu vic xin
cao hon rat nhiéu so véi dap ung sau tiém
mot li;éu.

Nguon: https://www.jwatch.org/na54254/2021/
11/02/second-doses-covid-19-mrna-vaccines-are-
important?query=etoc_jwgenmed&jwd=0000201

i i 02030&jspc=PA.
biém tin: CTV. H6 Thi Thanh Mai,~CTV. Vi Ha
Vy, ThS.DS. Nguyén Thi Tuyén

EMA: Pé xuit cap phép hai thudc
khang thé don dong trong diéu tri
COVID-19

Uy ban thubc cho ngudi cia Co
quan quan Iy Duoc phdm Chau Au - EMA
(CHMP) da dé nghi cip phép cho
Ronapreve (casirivimab / imdevimab) va
Regkirona (regdanvimab) trong diéu tri
COVID-109.

Uy ban d¢ xuat cap phép Ronapreve
trong diéu tri COVID-19 & ngudi 16n va
thanh thiéu nién (tir 12 tudi tré 1én va can
ning it nhat 40 kg), nhilng bénh nhan
khong can ding may tro thd oxy va nhimng
bénh nhan c6 nguy co dién bién bénh
nghiém trong cao hon.

Ronapreve ciing ¢ thé duoc sir
dung dé _phong ngira COVID-19 ¢ nguoi
tir 12 tudi tré 1én, can nang it nhat 40 kg.
Roche Register GmbH 1a cong ty da nop
don xin cap phép cho ronapreve.

Uy ban ciing dé xuat cap phép st
dung Regkirona dé diéu tri cho ngudi 16n
mic COVID-19, ¢ nhing bénh nhan
khong cin b sung oxy va nhing bénh
nhan c6 nguy co dién bién nghiém trong
cao hon. Celltrion Healthcare Hungary Kft
la cong ty nop don xin cdp phép
Regkirona.

CHMP sé& giri cac khuyén nghi vé
c4 hai loai thudc nay t6i Uy ban Chau Au
dé c6 cac quyét dinh rang budc phap 1y
som nhat.

Céac thudc khang thé don dong
diu tién dwoc dé xuit ciap phép luwu
hanh

Ronapreve va Regkirona 1a céac loai
thudc khang thé don dong dau tién nhan
duoc vy kién tich cuc tr CHMP d6i véi
COVID-19 va c6 mat trong danh sach cac
san pham diéu tri COVID-19 ké tir khi
Veklury (remdesivir) dugc dé xudt cap
phép vao thang 6 nam 2020.

Cac khang thé don dong 1a cac
protein dugc thiét ké dé gin vao muc tiéu
cu thé, trong truong hop nay 1a protein gai
cua SARS-CoV-2 ma loai vi rit nay st
dung dé xam nhép vao té bao nguoi.

DPé dua ra két luan trén, CHMP da
danh gia dir liéu tir cac nghién ctru. Két qua
cho thay diéu tri bang Ronapreve hoic
Regkirona 1am giam dang ké ty 18 nhap
vién va tor vong & nhitng bénh nhan
COVID-19 c6 nguy co dién bién nghiém
trong. Mot nghién ctu khac cho thay
Ronapreve lam giam nguy co mic
COVID-19 néu mét thanh vién trong gia
dinh bi nhiém SARS-CoV2.

Trong khi tién hanh danh gia cac
don xin cap phép luu hanh cho céac loai
thudc, Uy ban da dua ra cac khuyén nghi
nham hd trg cac qudc gia thanh vién EU
trong quyét dinh viéc str dung sém cac loai
thudc nay. Diéu ndy c6 nghia cac thudc
nay da san c6 cho mot sd bénh nhan tai EU.

Dir liéu nghién ctru vé Ronapreve

Nghién ctru chinh lién quan dén
nhirmg bénh nhan mic COVID-19 khdng
can thd oxy va c6 nguy co dién bién
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nghiém trong cao hon cho thdy diéu tri
bang Ronapreve ¢ lidu luong di duge phé
duyét co ty 1& nhap vién hodc tir vong thip
hon khi so sanh véi gia duge. Co 0,9%
bénh nhan duoc diéu tri bang Ronapreve
(11/1.192) phai nhap vién hodc tor vong
trong vong 29 ngay diéu tri so voi ty 1¢
3,4% bénh nhan dung gid dugc (40/1.193).

Mot nghién ctru khac da danh gia
loi ich cua Ronapreve trong viéc phong
ngira COVID-19 & nhitng nguoi tiép xtc
gan voi mot thanh vién trong gia dinh bi
nhiém bénh. Ronapreve cho thay cé hiéu
qua trong viéc phong ngtra nhiém bénh va
biéu hién céc triéu ching sau khi tiép xuc:
trong s6 nhimg nguoi co két qua xét
nghiém am tinh véi SARS-CoV-2 sau khi
tiép xuc, chi sd it nguodi duoc st dung
Ronapreve biéu hién céc triéu ching trong
vong 29 ngay (ké tir ngdy c6 két qua xét
nghi¢m) so véi nhitng nguodi dugc dung
gia duoc (1,5% (11/753) s6 nguoi st dung
Ronapreve so v6i 7,8% (59/752 ) s6 ngudi
dung gia duoc).

Ronapreve cling dugc phat hién co
hiéu qua trong viéc ngan ngura cac tricu
ching ¢ nhimg ngudi nhiém bénh. Trong
sO nhitng nguodi co két qua xét nghiém
duong tinh vé1 SARS-CoV-2, chi 29%
(29/100) s6 ngudi dung Ronapreve c6 biéu
hién cac triéu chung so véi ty I¢ nay &
nhém nguoi dung gid duogc la 42,3%
(44/104).

Dir liéu nghién ctru vé Regkirona

Mot nghién ctru chinh trén bénh
nhan COVID — 19 cho thiy diéu trj bang
Regkirona khién ty 1&¢ bénh nhan nhap
vién, thd oxy hodc tr vong thép hon so voi
gia dugc. Trong sd nhitng bénh nhan c6
nguy co cao dién bién nghiém trong, ty 16
bénh nhan dugc diéu tri bang Regkirona
(14 trén 446) phai nhap vién, thd oxy hodc
tir vong trong vong 28 ngay 1a 3,1%, so vdi
ty 16 & nhom bénh nhan dung gia dugc la
11,1% (48 trén 434).

HO so an toan cta ca hai loai thube
trén déu thuan loi voi mot sb it phan ng
lién quan dén tiém truyén. CHMP két luan:

loi ich ctia thude 16n hon nguy co ddi véi
cac chi dinh da duogc phé duyét.

Thong tin thém vé viéc danh gia ca
hai loai thudc va cac thong tin san pham da
duogc phé duyét hién co trén cac trang web
clia ca hai loai thudc va trang web cua
EMA.

Nguon: https://www.ema.europa.eu/en/news/covi
d-19-ema-recommends-authorisation-two-

7 monoclonal-antibody-medicines
biém tin: CTV. Hoang Hai Linh, CTV. Vuong
Thi Huorng, ThS. Nguyén Thi Tuyén

EMA: Panh gia viéc sir dung vic xin
Covid-19 Spikevax (Moderna) doi
v6i tré em tir 6 dén 11 tudi

EMA di bat dau danh gia hd so xin
mo rong chi dinh sur dung véac xin Covid-
19 ctia Moderna, Spikevax, & tré tir 6 dén
11 tudi.

Spikevax 1a vic xin phong ngura
Covid-19, hién nay dugc cap phép str dung
cho nguoi tir 12 tudi tré 1én. Vic xin nay
chira mRNA ma hoa protein gai (spike
protein), 1a loai protein c6 tu nhién & vi rit
SARS-CoV-2. Vic xin hoat dong bang
cach kich thich co thé tao khang thé chng
lai vi rit SARS-CoV-2 néu ngudi bénh bi
phoi nhiém véi vi rat.

Uy ban thubc st dung cho nguoi
cua EMA (CHMP) s€ xem x¢t dir liéu ve
vac xin, bao gom cac két qua tir mot
nghién ctru 14m sang trén tré em tir 6 dén
11 tudi, nham dua ra quyét dinh c6 nén mo
rong viéc sir dung vac xin hay khong. Thoi
gian danh gia phu thudc vao dir li€u cua
nghién ctru trong hd so ding ky. Néu
khong can thém cac thong tin va cac phan
tich bo sung thi thoi gian danh gia khoang
2 thang. Tién trinh nay dugc rat ngan so
v6i tién trinh duoc dénh gia trong bdi canh
khong c6 dich bénh.

CHMP sé& thong bao vé két qua
danh gia. Y kién cua CHMP s& duoc
chuyén dén Uy ban Chau Au dé co quan
nay dua ra quyét dinh cudi clng.

Nguon: https://www.ema.europa.eu/en/news/ema

-starts-evaluating-use-covid-19-vaccine-
spikevax-children-aged-6-11
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Diém tin: CTV. H6 Thj Thanh Mai, CTV. Vii Ha
Vy, ThS.DS. Nguyen Thi Tuyén

Phén tich gop vé hiéu qua va tinh an
toan ciia cac thudc chdng viém khong
steroid (NSAID) va cac opioid trong
diéu tri thoai héa khép goi va khop
hang

Tém tit nghién ciru

Muc tiéu

bénh gia tinh hi€u qua va an toan
ctia cac ché pham va lidu lugng khac nhau
cta cac thudc chéng viém khong steroid
(NSAID), opioid va paracetamol céi thi¢n
triéu chimg dau va chuc ndng van dong
trong thoai héa khép gdi va khép hang,
nham st dung hiéu qua va an toan nhiing
loai thubc nay & liéu luong thap nhat co
thé.

Thiét ké

Tong quan hé théng va phan tich
gop cac thir nghiém ngau nhién.

Nguén di ligu

Cochrane Central Register of
Controlled Trials (CENTRAL), Medline,
Embase, website ctia cac co quan quan 1y,
va Clinical Trials.gov tir khi thanh lap dén
28/06/2021.

Tiéu chi chon nghién cuu

Thir nghiém ngau nhién cong bd
bang tiéng Anh c6 tir 100 bénh nhén trong
mdi nhom, danh gia NSAID, opioid hodc
paracetamol (acetaminophen) trong diéu
tri thodi héa khop.

Tiéu chi danh gia

Ti€u chi chinh dugc danh gia la
tri¢u chung dau. Ngoai ra, chirc ndng van
dong va cac tiéu chi vé do an toan ciing
dugc danh gia.

Phwong phap danh gia

Hai chuyén gia danh gid doc 1ap cac
tiéu chi va danh gid nguy co thién léch
trong cac thir nghiém. M6 hinh ngau nhién
Bayes duoc st dung trong qua trinh phan
tich gop. Udc tinh hiéu qua bang cach so
sanh gilta nhom can thi¢p va nhom su
dung gia duoc duong ubng.

Két qua

Nghién cuu phan tich 192 thu
nghiém gdém 102 829 ngudi tham gia, sir
dung 90 ché phélm ¢ hoat tinh hodc liéu
luong khac nhau (68 ché pham chua
NSAID, 19 ché pham opioid va 3 ché
pham paracetamol). Nam ché pham duong
ubng (diclofenac 150 mg/ngay, etoricoxib
60 va 90 mg/ngay, rofecoxib 25 va 50
mg/ngdy) ¢ xac suit hidu qua dleu tri cao
hon rd rét so v6i murc giam dau tdi thiéu co
lién quan vé mat 1am sang tir 99% trd 1én.
Diclofenac tac dung tai chd (70-81 va 140-
160 mg/ngiy) va tit ca opioid co xac suat
hiéu qua diéu tri cao hon rd rét so v4i muc
giam dau tdi thiéu c6 lién quan vé mat 1am
sang lan lugt 1a > 92,3%, va < 53%.
C618,5%; 0% va 83,3% cac ché pham
NSAID duong udng, NSAID tac dung tai
chd, va opioid, 1am ting nguy co dung sir
dung thudc do bién cd bat lgi. CO 29,8%,
0% va 89,5% céc ché pham NSAID duong
udng, NSAID tic dung tai cho va opioid,
lam ting nguy co gip bién cb bat loi noi
chung. Oxymorphon 80 mg/ngay c6 nguy
co ngung st dung do gip bién cb bat loi
(51%) va nguy co gip cac loai bién cd bat
10 (88%) cao nhét.

Két ludn

Etoricoxib 60 mg/ngay va
diclofenac 150 mg/ngay duodong nhu la
NSAID duong udng c6 hiéu qua nhat trong
kiém so4t con dau va duy tri van dong cua
bénh nhan thoai hoa khép. Tuy nhién, li¢u
phap diéu tri nay c6 the khong phu hop cho
bénh nhan c6 bénh nén hoic khdng phu
hop str dung thoi gian dai do 1am tang nhe
nguy co gip bién cb bat loi. Hon nira, st
dung diclofenac 150 mg/ngay lam tang
nguy co ngung st dung thudc do gip bién
c6 bét loi. Duong nhu hiéu qua va do toan
cua diclofenac tac dung tai chd voi lidu 70-
81 mg/ngay tot hon do _giam phoi nhiém
toan than véi thude va liéu lugng thap hon.
Do viy, nén can nhic day la liéu phap
duge 1y dau tay trong diéu tri thoai hoa
khép gbi. Loi ich 1am sang cua liéu phap
diéu tri bang opioid, tit ca cac loai ché



pham hay li€u luong, déu khong vuot troi
nguy co c6 thé gay ra trén bénh nhan.

Nguon: https://www.bmj.com/content

/bmj/375/bm;j.n2321.full.pdf

Diém tin: CTV. Tang Qudc An, CTV.

Nguyén Ha Nhi, ThS.DS. Nguyén Thi Tuyén.

TGA: Octreotid va block nhi that

Co quan quan ly dugc pham Uc
(TGA) dugc biét, tai Chau Au, tinh trang
block nhi thit (bao gdm block nhi thit
hoan toan) da dugc bao cédo ¢ bénh nhan
truyén tinh mach lién tuc octreotid liéu cao
(100ng/gio) va & bénh nhan ti€ém tinh
mach bolus octreotid (50pug bolus sau do
truyén lién tuc 50pg/gio). Tai Uc, cac chi
dinh duoc cap phép st dung octreotid
khong dung qua dudng ti€ém tinh mach.

Octreotid 12 mot octapeptid co tac
dung duogc ly tuong ty somatostatin tu
nhién va cé hoat tinh trc ché hormon ting
truong, glucagon va insulin manh hon
somatostatin. Thudc duoc thi truong Uc
vol tén thuong mai la Sandostatin va
Sandostatin LAR (dang pha tiém 2mL),
cling nhu céac thudc generic khac.

Tai Uc, octreotid duoc cip phép
cho cac chi dinh sau:

- Kiém soat triéu chimg va giam
néng d6 hormon ting trudong va IGR-1
huyét tuong ¢ bénh nhan mic ching dau
chi to,bao gom truong hop khong dap ung
véi diéu tri phau thuat, xa tri hodc thudc
chu van thu thé dopamin. Octreotid ciing
duoc chi dinh & bénh nhan mac ching dau
chi to khong thé phau thuat hoic chua san
sang phﬁu thuét, hodc dén khi xa tri co tac
dung hoan toan.

— Giam cac triéu chimg do cac khéi
u chtrc nang (functional tumour) thudc hé
ndi tiét da day — rudt — tuy:

— U carcinoid véi cac dic diém cua
héi chung carcinoid

— Khdi u tiét peptid van mach
duong rudt (VIPomas)

— Giam ty 1¢ xuat hién cac bién
ching sau phau thuat tuyén tuy.

Ngoai ra, Sandostatin LAR ciing
dugc chi dinh diéu tri bénh nhan c6 khoi u

than kinh noi tiét tién trién, tai trung trang
hoic nghi ngd c6 ngudn gde trung trang.

TGA da danh gia nguy co block nhi
that lién quan t&i diéu tri bang octreotid tai
Uc. Két qua cho thay cac thudc chua
octreotid chi dugc st dung qua duong tiém
dudi da cho céc chi dinh da dang ky, riéng
Sandostatin LAR chi dugc tiém bap
sau.Tuy nhién, mot s6 huéng dan lam sang
dé cap dén viéc str dung octreotid off-label
trong diéu tri chay mau do gién tinh mach
thuc quan véi lidu 50pg tiém tinh mach va
sau d6 truyén tinh mach lién tuc 50pg/gio
t6i da trong 5 ngay.

Tai chau Au, octreotid (trir
Sandostatin LAR) dugc chap thuan trong
diéu tri chay mau do gian tinh mach da day
— thuc quan qua dudng truyén tinh mach
lién tuc. Tom tit dic tinh san phém
(SmPC) cua thudc tai Chau Au da duoc
cap nhat va khuyén cao khong nén str dung
octreotid vuot qua licu t6i da 50ug/gid va
theo doi tim mach & bénh nhan st dung
octreotid liéu cao qua dudng tinh mach.

Do d6, TGA canh bao cac nhan
vién y té can nim duoc nguy co block nhi
that da duoc xac dinh & bénh nhan truyen
lién tuc liéu cao octreotid (100pg/gid) theo
chi dinh off-label va & bénh nhan tiém tinh
mach bolus octreotid (50pg va sau do
truyén tinh mach lién tuc 50pg/gid).

Murc d§ nghiém trong ctia block nhi
thit dao dong tuy ting bénh nhan, block
tim hoan toan c6 thé dan dén ngung tim.
Vi vy, c6 thé dat may tao nhip tim dé diéu
tr1 cho nguoi bénh.

TGA chua nhéan thay béo cdo cac
bién cb block nhi that gia ting lién quan
dén octreotid.

B4o cdo vé phan &ng c6é hai cia
thuoc

Tiép tuc béo céo vé phan tmg co hai
nghi ngd cua thude cho Trung tAm theo di
phén tng ¢0 hai.

Nguon: https://www.tga.gov.au/publication-
issue/octreotide-and-atrioventricular-block.

Diém tin: CTV. H6 Thj Thanh Mai, CTV. Vii Ha
Vy, ThS.DS. Nguyén Thi Tuyén
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PIEU TRI

SU DUNG THUOC TRONG DU PHONG LOET VA XUAT HUYET TIEU
HOA DO STRESS TREN BENH NHAN NANG

1. Pinh nghia va dich té:

Loét duong tiéu hoa do stress la
nhimng t6n thuong cip tinh & bé mit niém
mac ong tiéu hoa trén (thyc quan, da day
va t4 trang), c6 thé xay ra trén cic bénh
nhan mic bénh nang - nhom dbi thuong
thuong c6 nhiéu yéu t6 nguy co gay
loét. Xuat huyét tiéu hoa do t6n thuong
loét do stress 1a xudt huyét tiéu hoa tha
phat.

Loét duong ti€u hoéa do stress
thuong xay ra & day vi va than da day,
nhung doi khi loét ciing phat trién ¢ hang
vi, ta trang va doan thuc quan xa. Nhiing
Vét loét dudng ti€u hoa do stress thuong 1a
vét loét nong va gdy chay mau tir cac mao
mach & bé mit. Cac ton thuong sau hon
cling ¢ thé Xay ra, an mon lop dudi niém
mac, gy xuat huyet dang ké hodc thing.

Xuat huyét tiéu hoa co thé ¢ dang
thé an, xay ra voi tan suat 15 — 50%, chay
mau rod rang voi tan sudt 1,5 — 8,5% hoac
cO y nghia trén 1am sang tr 1 — 3%. Ty 1€
loét dan t6i thung dudng tiéu hoéa xay ra
v6i tan suat dudi 1%. Xuat huyét tiéu hoa
rd rang trén 1am sang lam gia ting dang ké
nguy co tir vong. Mot nghién ctru thuan tip
tién ciru da chi ra ty 1& tir vong ting dang
ké trén bénh nhan héi stc tich cuc co chay
mau y nghia trén 1am sang so véi bénh
nhan khong c6 chay mau (49% va 9%).

2. Phan loai:

Loét tiéu hoa do stress chia thanh 4
thé sau:

e Loet khong trieu ching: loet
khong c6 xuat huyét (non, di
ngoai).

e Loét kém theo xudt huyét thé

an véi test FOBT/FIT dwong tinh

(c6 méau trong phan).

e Loét kém theo chay mau rd rang:
non ra mau, phan c6 mau hoac
dich hit da day c6 mau, mau den
nhu ba ca phé.

e Loét stress cO chay mau nang, co
trieu ching 1am sang: chay mau
ré rang kém it nhat mot trong sé
cac triéu chung sau:

(1) Gidam HATT hoac HATTr
> 20 mmHg trong vong 24 gid
trude/sau chay mau

(2) Nhip tim tang > 20
lan/phut hodc giam HATT >
10 mmHg tu thé dtng

(3) Giam Hgb > 2 g/dl hoac
truyén 2 don vi hong cau trong
24 gi0 sau chay mau

(4) Can dung thubc van mach
va hodc can thiép xdm lan
khac (vi du: noi soi).

3. Yéu to nguy co cia loét do
stress:

Hai yéu t6 nguy co chinh cila loét
do stress di dugc chi ra bao gdm: Thd may
hon 48 gio vi OR 15,6 va rdi loan dong
mau (S6 luong tiéu cau < 50.000 té
bao/mm3 hoic thoi gian aPTT > 2 lan
ching hoac gia tr1 INR > 1.5) véi OR 4,3.
Ngoai ra, mot s6 nghién ciru khac da chi ra
cac yéu to nguy co cua loét stress khac
nhu:

e Bénh Iy cdp tinh: soc; sepsis; suy
gan; liéu phap thay thé than; chan
thuong: da chan thuong, nio, tiy
séng; bong hon 35% dién tich co
thé; Ghép tang

e Bénh mgn tinh: tién st loét da day;
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tién st xuat huyét tieu hoa trén

(trong 1 nam); co tir 3 bénh mac

kem tro 1én

e Thuéc: thubc khang két tap tiéu
cau; NSAIDs
e Khéc: nam ICU hon 1 tuan; chay
méu tiéu hoa an trong it nhit 6
ngay
4. Khuyén cdo vé chi dinh duw
phong loét do stress:

Theo Uptodate, dw phong trén
bénh nhan nang co nguy co cao, dwo’c
dinh nghia la co it nhit mot trong $6 cdc
yéu té nguy co sau day:

(1) Tho may hon 48  gio
(2) Sb luong tiéu cau < 50,000/m®, INR
tang > 1.5 hodc APTT > 2 lan trj s6 chtng
(3) Loét ti€u hoa hodc chdy mau tiéu hoa
trong 1 ndm trude do
(4) Ton thuong/chan thuong nio
(5) Ton thuong/chan thuong tiy song
(6) Ton thuong bong > 35% dién tich BSA
(7) Coit nhat 2 yéu t6 nguy co nho: sepsis,
nam ICU hon 1 tudn, chay méau tiéu hoa an
> 6 ngay, dung glucocorticoid
(8) Dung NSAIDs hoic thubc khang két
tap tiéu cau

Theo BMJ 2020, khuyén cdo duw
phong cho cdc bénh nhin nam diéu tri tai
don vi hoi strc tich cwe dwoc phén ting
nguy co chdy mdu tiéu héa cao hodc rit
Cao:

(1) Nhém nguy co rit cao (ty 1é 8 —
10%)

— Thé may khong kem nudi dudng
tiéu hda hoac

— Bénh gan man tinh (bao gom:
tang 4p luc tinh mach cira, xo gan, tién xir
xudt huyét do gidn v tinh mach thuc quan
hoic tién st bénh ndo gan)

(2) Nguy co cao (4 — 8%)

— R6i loan dong mau (tiéu cau <
50,000/mm3, INR > 1.5 hodc thoi gian
prothrombin > 20s).

— C6 it nhit 2 yéu t6 nguy co thudc
nhém nguy co trung binh:

+ Thé may kém nudi dudng tiéu
hoa

+ Suy than cap

+ Sepsis

+ Soc (dang truyén lién tuc thudc
van mach hoic tro tim, huyét ap tdm thu <
90 mmHg, huyét &p trung binh < 70
mmHg hoac lactat > 4 mmol/L)

5. Vé Iwa chon va liéu dung:

Nhin chung, cac tai li€u cap nhat
déu khuyén nghi c6 thé dung PPI hoic
thudc khang Ha, tuy nhién wu tién PPI hon
céc thude khang Hz do céc thir nghiém thir
nghiém lam sang va phan tich meta cho
thay PPI giam chay mau tiéu hoa tot hon,
ddc biét trén cac nhom nguy co cao nhat.
Uu tién st dung dudng udng hon duong
tinh mach, tuy nhién néu bénh nhan khong
diung duoc PPI qua dudng udng co thé
dung duong tinh mach. Trong cac truong
hop khong dung nap PPI hodc khi can nhic
cac yéu to thudc vé chi phi, go1y co thé sir
dung thudc khang Hy thay thé.

Ché d¢ liéu khuyén nghi dbi véi cac
PPI nhu sau: omeprazole 40 mg/24 gio,
esomeprazole 20 - 40 mg/24 gio,
lansoprazole 30 mg/24 gio, rabeprazole 20
mg/24 gio, pantoprazol 40 mg/24 gio. Ché
d6 1lidu cho cac thudc khang H nhu sau:
Famotidine 20 mg/12 gid, ranitidine 150
mg/12 gio.

6. Luu y khi sir dung trén lam
sang:

Hién nay, theo Thong tu
01/2020/TT-BYT sira ddi, bo sung thong
tur s6 30/2018/TT-BYT vé danh muc va ty
1&, diéu kién thanh toén ddi véi thude hoa
duoc, sinh phém, thube phéng xa va chat
danh dau thuoc pham vi dugc hudng ctua
ngudi tham gia bao hiém y té:
“Quy bdo hiém y té thanh todn theo chi
dinh trong to hwéng dan s dung thuoc
kém theo ho so dang ky thuoe da dwoc cap
phép hodc hwéng dan chan dodn va diéu
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tri ciia B Y té hodc chi dinh du phong loét
da davy td trang, xudt huyét tiéu héa tai da
dav, td trang do stress ¢ bénh nhan héi sirc
tich cuc”

Nhu vady, mac du cac PPI chua c6
chi dinh du phong loét do stress trén bénh
nhan nang dugc phé duyé¢t chinh thic ghi
trén to thong tin san pham; cac thudc nay
c6 thé duoc st dung & cac bénh nhan hoi
stte tich cuc dé du phong loét da day ta
trang, xuat huyét tiéu hoa da day ta trang
do stress. Quy dinh vé thanh toan nay
khéng ap dung cho cac bénh nhén diéu tri
tai cac khoa ngoai Hoi ste tich cuc.

Tai liéu tham khao:

1. Théng tw 01/2020/TT-BYT sira déi, bé sung
théng tr sé6 30/2018/TT-BYT ngay 30 thang 10
nam 2018 ciia bg treong bg y té ban hanh danh
muc va ty lé, diéu kién thanh todn doi véi thuéce
héa dwoc, sinh pham, thuéc phong xa va chdt danh
ddu thugc pham vi dwoc heong ciia ngueoi tham
gia bao hiém y té
2. American Society of Health-System
Pharmacists, ASHP Therapeutic Guidelines on
Stress Ulcer Prophylaxis, Am J Health-Syst

Pharm. 1999; 56:347-79
3. Gerald L Weinhouse, MD (2020), Stress ulcers
in the intensive care unit: Diagnosis,

management, and prevention, www.uptodate.com
4. BMJ, Gastrointestinal bleeding prophylaxis for
critically ill patients: a clinical practice guideline,
BMJ

2020;368:16722, https://www.bmj.com/content/36

8/bmj.16722

BQ Y TE BAN HANH DANH MUC TUONG TAC THUOC CHONG CHI
PINH TRONG THU'C HANH LAM SANG TAI CAC CO SO

KHAM BENH, CHUA BENH

Ngay 30/12/2021, B Y té ban hanh Quyét dinh s6 5948/QD-BYT vé viéc ban
hanh “Danh muc Tuong tac thuoc chong chi dinh thue hanh 1am sang tai cac co s kham

bénh, chira bénh”.

Danh muc Twong tac thudc chdng chi dinh thie hanh 1am sang tai cac co so khdam
bénh, chira bénh la tai liéu chuyén mon &p dung cho tat ca cac co s& khdm bénh, chira

bénh Nha nudc va tu nhan.

Danh muc Tuong tac thudc chdng chi dinh thue hanh 1am sang tai cac co so kham

bénh, chita bénh goém co:

Danh sach ban bién soan va tham dinh “Danh muc Twong tac thudc chéng chi
dinh thuc hanh I1am sang tai cac co s& kham bénh, chira bénh”

1. Muc dich xay dung tai liéu

2. Phuong phép xay dung danh muc

3. Céch str dung danh muc

3.1. Céch sir dung Danh myc tuong tac thude theo ting hoat chat

3.2. Céch sir dung Danh muc tuong tac thude theo nhém dic tinh duoc ly
Bang 3.1. Danh muc tuong tac thudc theo timg hoat chat

Bang 3.2. Danh muc twong tac thudc theo nhdm dic tinh dugc ly
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SU DUNG LIEU NAP MOQT SO THUOC KHANG SINH,
KHANG NAM

1. Liéu nap 1a gi?

Liéu nap 1a liéu 16n hon ché d6 liéu thong thudng, dugc dua vao khi bat dau diéu
tri, trudc khi sir dung liéu duy tri.

2. Tai sao cén liéu nap?

Khi sir dung thude da 1iéu, néu chi st dung ché do liéu duy tri (khéng kém liéu
nap), dé ndng d6 thudc 6n dinh phai sau 3 — 5 lan thoi gian ban thai caa thude. Bac biét,
trong trudng hop bénh nhan suy than, thoi gian ban thai cua thudc kéo dai hon, kéo theo
thudc lau dat dugc ndng do dich 6n dinh hon. Vi vay st dung liéu nap gitp nhanh chéng
dat duoc nong d6 diéu tri sém ngay tir khi khoi dau diéu tri, nhanh chong dat dugc cac
thong s6 muc tiéu. bic biét voi cac thudc khang sinh, khang nam, liéu nNap cling giip
giam thiéu thoi gian nong do thuéc dudi nong do dich, tranh that bai diéu tri va xuat
hién chung dé khang hoic di khang. Dac biét trén nhitng bénh nhan niang hoic ICU,
bénh nhan loc mau, bénh nhan nhidm tring nang, liéu nap c6 vai tro rat quan trong. Liéu
nap giup nhanh chong dat dugc nong do can bang cua thudc trong méau ciing nhu dat
dugc nong do t6i wu trong thoi gian ngan nhat [1].

Vé mit dugc dong hoc, céc khéang sinh c6 thé phan thanh nhom khéng sinh phu
thudc ndng do va khang sinh phu thuoc thoi gian. Vi cac khang sinh phu thuge nong
d6 nhu aminoglycosid, polymyxin viéc dat néng do ban dau 16n dam bao hiéu qua diét
khuan tdi da, dong thoi tang lwgng thude thim vao mo. Trong khi d6 véi cac khang sinh
phu thudc thoi gian, tac dung diét khuan tdi wu dat dwgc khi téi da thoi gian ndng do
thudc trén MIC, dic biét trén nhitng bénh nhan nang, ky vong tdi uu 90 — 100% khoang
cach liéu giup tang két qua diéu tri [1].

O bénh nhan nhiém khuan ning, dic diém sinh ly bénh cé thé anh huong dén cac
thong sé duoc dong cua thudce, vi vay anh huong dén viéc ding lieu nap. Nhiém khuan
lam tang tinh thAm thanh mach tir d6 1am tang thé tich dich ngoai bao. TUy thudc vao
dic tinh ly hoa caa thude, lwong Ion dich ngoai bao c6 thé anh huong déang ké dén thé
tich phan b4 va do vay c6 thé doi hoi can thay d6i ché do liéu dung. Vi du liéu khoi dau
Vi cac khang sinh than nudc can duoc tinh toan phy thudc vao viée tiang thé tich phan
bd va ¢ thé can dung liéu nap dé nhanh chong dat nong do diéu tri. Nguoc lai, cac
khang sinh than dau it bi anh huang boi thé tich dich, va cd thé khdng can thay doi licu
khoi dau.[1]

Mot hién tuong phd bién khac ¢ bénh nhan nhiém khuan ning va séc nhiém
khuan 1a giam nong do albumin huyét twong. Nong do albumin giam xudng dudi 25 g/L,
anh hudng dén duoc dong hoc caa thude, dic biét cac thude lien két nhiéu véi protein
huyét tuong. Albumin giam lam ting ty Ié thudc & dang tu do 1a dang ¢ tac dung duoc
ly. Ngoai ra, giam albumin mau cd thé tang luong thubc phan b vao cac md, anh huong
dén thé tich phan b va c6 thé ting chuyén hda, thai trir thuéc ddn dén ndng d6 thudc
trong mau thap hon. [1] Nhitng bénh nhan nay khi str dung thudc gan nhiéu véi protein
huyét tuong nhu teicoplanin, ceftriaxon, cloxacillin, ertapenem, tigecyclin cling dugc
khuyén céo sir dung lidu nap [2].

Trong diéu tri nhlem nam, thoi gian va nong d6 phoi nhiém du 16n véi thude
khang nam thich hop 1a yéu té quan trong. Vai nhiéu thudc c6 thoi gian béan thai dai,
licu nap 1a bién phap pho bién dé dat nong d6 diéu tri sau lidu dau tién. [10] Khuyén cao
str dung lidu nap ap dung dbi véi nhiéu thudc khang nim nhu triazole (fluconazol,
posaconazol, voriconazol) va echinocandins (anidulafungin, caspofungin) [10].
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3. Khuyén cdo li¢u nap trong sit dung thudc khang sinh va khing nim
Li€u nap (LD) cua thudc thuong dugc tinh dya trén thé tich phan bo va néng do
dich trong huyét tuong (Cp) bang cong thirc: LD = Vd x Cp. Trong cong thirc nay khong
tinh dén do thanh thai creatinin vi vay khong can hi€u chinh theo chirc nang than. [1]
Bang 1. Khuyén cdo liéu nap ciia mot sé thudc khang sinh

Tén | Liéu nap | TLTK

Polymyxin

Colistin Theo hudng dan ctia bénh vién va nha san xuat

Polymyxin B [2.0 — 2.5 mg/kg trong luong co thé truyén trong 1 gio [3]

Glycopeptid

\VVancomycin Theo hudng dan cta bénh vién va nha san xut

Teicoplanin Nh@ém khuén trlmg binh: 400 e A ]
Nhiém khuan nang: 400 mg moi 12 gio, st dung 3 licu nap [5]

Aminoglycosid

Gentamycin/ 2 mg/kg, lam tron dén’20 mg gﬁn‘nhét ’(ché do liéu‘MDD) [6]

Amikacin 15-20mg/kg, lam tron dén 25 mg gan nhat; Co thé dén 30mg/kg [6]

Beta- lactam (Truyén ngin trong 30phut-1gio trwde khi truyén dai)

Cefazolin 29 [7]

Ceftazidime 290 [7]

Cefepime 290 [7]

Meropenem 1g-2g theo chi dinh [7]

Piperacillin/ 459 [7]

Nafcillin 29 [7]

Glycycycline

Tigecyclin | 100 mg | [8]

Polymyxin (colistin, polymyxin B) thuong dugc su dung tai cac khoa hoi strc
cap ctru dé dleu tri vi khuan Gram am da khang. Hoat tinh khang khuan ctia polymyxin
phu thudc ndng do va cé tac dung hau khang sinh. Colistin va colistimethat khong duoc
hap thu qua dudng tiéu hoa khi dung duong udng. Trong nudc colistimethat bi thiry phan
tao thanh mot hdn hop phiic tap cia colistin va cac dan xut cua sulfomethylat. Sau khi
tiém tinh mach, colistin dat néng doé dinh sau 2 gid & bénh nhan khée manh, dbi véi
nhiing bénh nhan ndng néng do dinh dat dugc sau 7 gio. Sau mat liu tiém tinh mach
duy nhét, thoi gian ban thai trung binh cua colistimethate 1 0,7- 2,0 gid va cua colistin
la 3,0-4,0 gio. O nhiing bénh nhan r6i loan chirc nang than, suy than cép hay bénh nhan
c6 tinh trang sbc nhidm khuan, thoi gian ban thai ctia colistin ¢6 thé kéo dai hon. Vi vay
viéc st dung lidu nap 1a can thiét va da dugc khuyén nghi rd rang trong dong thuan
polymyxin 2019 trén tat ca bénh nhan dugc chi dinh colistin. [9]

Beta-lactam (penicillins, cephalosporins and carbapenems) c6 thoi gian ban thai
tuong dbi ngan (1-3 gio), duoc thai trir chil yéu qua than. Beta-lactam 14 cac khang sinh
phu thudc thoi gian, dat tdc dung t6i wu khi néng do thudce tu do duy tri trén MIC trong
thoi gian dai gitra cac lan dung thudc. M6 hinh hoa duoc dong va duogc luc cua thube
cho thay tiém truyén cham beta-lactam trong 3-4 gid ting kha ning dat muc tiéu diéu
tri. Do ndng do dinh thip hon va thoi gian dat ndng d6 dinh ciing dai hon véi ché do
truyén chim, nén dung liéu nap (truyén trong vong 30 phut) trude khi dung liéu duy tri.
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Aminoglycosid 1a cac khang sinh phy thudc nong d6. Dung liéu nap cho nong
d6 dinh sau liu dau cao hon, nhd d6 ting kha nang diéu tri thanh cong. Dat nong do
dinh/MIC > 10 trong vong 48 gid ké tir khi bit ddu dung thudc dé diéu trji viém phdi do
vi khuan Gram am dam bao kha nang dap ing diéu tri ¢én 90% & ngay thr 7 sau dung
thudc. [6] TDM nén dugc tién hanh dé tdi wu héa diéu tri & bénh nhan ICU. [1]

Tigecycline 1a thudc dau tién thudc nhoém khang sinh glycycyclin, 1a mot khang
sinh phu thudc thoi gian va dich PK/PD la ty 1€ AUC/MIC. Tigecycline hién duoc st
dung dé diéu tri nhiém khuén da, nhiém khuan 6 bung c6 bién chimg véi liéu khoi dau
100 mg va sau d6 14 50 mg mdi 12 gid. Tuy nhién mot s6 nghién ciru gan ddy cho thay
thit bai cta liéu phép tigecyclin & bénh nhan ning c6 thé do lidu dung khéng du va goi
¥ ché d6 liéu cao hon khoi dau véi 200 mg va sau d6 1a 100 mg mdi 12 gid, tuy nhién
muc lidu ndy chua dugc chap thuin trong to thong tin san pham cua thubc. [8]

Glycopeptide (vancomycin, teicoplanin) thuong duoc sir dung dé diéu tri nhiém
khuan Gram duong bao gdm MRSA. Pay 1a nhom khang sinh phu thudc thoi gian, trong
d6 thoi gian dat ndng d6 trén MIC 1a yéu t6 quyét dinh tac dung diét khuan [1] Nghién
ctiru TDM teicoplanin nhan thiy tic dung t6i wu chi dat duoc it nhat sau 4 ngay ké tir khi
dung thubc, ndng d6 thudc khong di trong ngay dau c6 thé anh hudng toi két cuc 1am
sang va viée st dung liéu nap 1a can thiét. [5] Liéu nap ciing duogc khuyén cdo voi
vancomycin dé dam bao dat dich PK/PD trong ngay dau diéu tri. [4]

Bang 2. Khuyén cdo liéu nap ciia mot sé thuéc khang nim thuwong dung
Tén Liéu nap TLTK

Caspofungin

70 mg ngay 1

Anidulafungin 200 mg ngay 1

Fluconazol 800 mg (12 mg/kg) ngay 1 L10]
Voriconazol 6 mg/kg mdi 12h ngay 1
Itraconazol 200 mg m(i)i 12h trong 2 ngay dau [10]
Posaconazol 300 mg moi 12h ngay 1

Céc triazole nhu fluconazole, itraconazole, posaconazole c6 thoi gian ban thai
dai, xap xi 30 giod. Vi vay, thudc can thoi gian dai dé dat trang thai can bang, 6 ngay véi
fluconazole néu khong dung liéu nap. Trang thai can bang dat duoc sau 5-6 ngay khi
dung voriconazole liéu 3-6 mg/kg/ngay, tuy nhién thoi gian nay giam xudng chi con 1
ngay khi ding lidu nap. Cac thudc khang ndm nhém echinocandins nhu caspofungin va
anidulafungin ciing can dung liéu nap dé nhanh chéng dat ndong d6 can bang trong ngay
dau dung thubc. [10]
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DE XUAT VE TIEP CAN DPIEU TRI NHIEM KHUAN DO
ACINETOBACTER BAUMANII KHANG CARBAPENEM (CRAB)
CAP NHAT HUONG DAN IDSA 2021

Lua chon khang sinh trong diéu tri nhim khuan do Acinetobacter baumannii
khang carbapenem (CRAB) ludn la mot thach thuc I6n trong thuc hanh [am sang. Vai
nhitng bing ching hién tai, ampicillin-sulbactam, polymyxin (colistin), minocyclin 1a
nhitng tac nhan tiém ning. Pon tri liéu ¢ thé &p dung trén nhing treong hop nhidm
tring nhe, can két hop thém véi nhém khang sinh tiém niang khac (phdi hop ampicillin-
sulbactam, meropenem truyén kéo dai va cyclin hozc colistin c6 thé xem 1 lya chon tot
va kha thi nhat) cho nhitng bénh nhan nhiém tring nang.

1. Thach thirc trong diéu tri nhiém khuin do Acinetobacter baumannii

Da de khang hogc khang toan by cac khang sinh da va dang 1a mét trong nhimg
van déy té mang tinh thach thirc toan cau tir dau thé ky XXI lién quan dén diéu trj cac
bénh 1y nhiém khuan. Trong d6, nhiém khuan do Acinetobacter baumannii khang
carbapenem (carbapenem-resistant Acinetobacter baumanii, CRAB) 1a mdt trong
nhing thach thirc 16n can doi mat.

Viéc qudn Iy nhiém khudn do CRAB gp rit khé khén vi mét sé 1y do:

(). Chung CRAB thuong khong dugc phat hién hay khong phai lic nao cling
dugc phan 13p va xac dinh 10 rang. Viéc xac dinh tic nhan nay cang thach thic hon
néu chiu anh hudng boi ché d6 khang sinh tri liéu khong thich hop hoic boi cac yéu to
tr ban than nguoi bénh.

(ii). Mot khi A. baumannii biéu hién kha ning khang carbapenem, n6 thuong
khang vé&i hau hét cac loai khang sinh khac duoc cho 13 ¢6 tac dung chdng lai A.
baumannii khac trong tu nhién, chi ngoai trir mdgt s6 it lua chon diéu tri khac con lai
ma thoi.

(iii). Cho dén thoi diém hién tai, vin chwa c6 tiéu chuan rd rang trong liéu phap
khang sinh d6i v6i nhiém khuan CRAB dé 1am cin ctr danh gia va udc tinh hiéu qua
ctia cac phac dd diéu trj khac nhau.

M@t cach ngin gon, CRAB khdng Carbapenem thong qua viéc :

(i). San xuét cac carbapenemase gidng voi OXA-24/40 va OXA-23. Mot ti 1¢
cao CRAB duoc quan sat théy tai cac bénh vién & mién Nam Viét Nam, chu yéu lién
quan dén gen blaOXA-23.

(ii). Tao ra metallo-B-lactamase va cac carbapenemase serine lam tang kha nang
khang Carbapenem.

2. Khang sinh tri liéu trong nhiém khuin do CRAB

2.1. Diéu tri CRAB: nén don tri hay phoi hop?

Liéu phap khang sinh don trj liéu c6 thé phu hop di voi cac truong hop nhiém
khuan nhe do CRAB. Trong céc lua chon, ampicillin-sulbatam nén dugc uwu tién.
Sulbactam cé hoat tinh chong lai cac chung A.baumannii trong cic nghién ciru invitro,
thir nghiém trén dong vat ciing nhu cac dit liéu 14m sang. Cac tac nhan thay thé co thé
can nhic trong diéu tri nhiém khuan nhe do CRAB bao gom minocyclin, tigecyclin,
polymxicin B (colistin cho nhiém khuan tiéu), hay cefiderocol.

Viéc phdi hop it nhat 2 loai khang sinh c6 hoat tinh véi AB trén invitro duoc
khuyén cdo trong cac truong hop diéu tri nhiém khuan tir trung binh dén niing do CRAB,
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it nhat cho dén khi dat duoc dap ung 1am sang. Nhiéu nghién ctru quan sat vé hiéu qua
ctia liéu phap két hop khang sinh so véi don trj liéu cho nhitng két qua khac nhau trén
nhitng quan thé bénh nhan khac nhau, ngudén nhiém khuin khac nhau, cac quan thé vi
sinh va sy da dang vé loai cling nhu cac ché liéu khang sinh... Tuy chi mot trong bay
thir nghiém RCT dugc danh gia chimg minh hiéu qua cta liéu phap két hop, song liéu
phap nay van duoc dé xuit wu tién cho trudong hop nhidm ring CRAB tir trung binh dén
nang boi:

(i). Thiéu dir liéu 1am sang ung ho cho viée sir dung bat ki mot khang sinh don
1¢ nao trong nhiém khuan ning do CRAB

(ii). Ganh ning 16n gy ra bai s cham tré khoi dau cac phac dd kinh nghiém
bang cach khang sinh khong c6 hoat tinh trén CRAB

(iii). Nhitng bénh nhan nhiém CRAB da sé lién quan dén nhiém khuén ning
kéo dai, suy giam mién dich; trong khi phac d6 phdi hop c6 thé mang lai sy hdi phuc
som, it nhat 13 trong giai doan dau.

(iv). Cac khang sinh c6 hoat tinh trén CRAB ¢6 nguy co phat trién nhanh céac
dong dé khang khi dung don tri.

Liéu cao ampicillin-sulbatam duoc khuyén céo 1a mot phan trong liéu phéap diéu
tri phdi hop, du cho chiing CRAB phan 1ap duoc con nhay véi ampicillin-sulbactam hay
khong. Trai lai, fosfomycin va rifampin khong duoc khuyén céo dung trong cac két hop
diéu tri do thiéu bang chung ve€ loi ich 1am sang va cac nguy co, bao gom su phan b6
thudc khong déu va bién chimg ho hap nhu co that khi phé quan.

2.2. Vai tro ciia sulbactam trong diéu tri nhiém khudn do CRAB

Sulbactam 1a mot chat e ché p-lactamase nhém A, ¢ kha ning trc ché canh
tranh khong thuan nghich, & liéu cao, lam bdo hoa PBP (PBP1 va PBP3) cua
cac chung A.baumannii. Hoat tinh ctia Sulbactam chéng lai cac chung A. baumannii da
duoc chimg minh thong qua nghién ctru in vitro, mé hinh dong vat, va dir liéu két qua
lam sang. Hoat tinh manh cua sulbactam khéng bi ¢ ché boi cac chat tc ché p-
lactamase khac.

Poi véi cdc ching CRAB coNn nhay cam véi ampicillin-sulbactam: Ampicillin-
sulbactam duoc chi dinh wu tién don tri néu nhiém khuan & mirc do nhe. Hién nay, chua
du dit liéu so sanh liéu rang hiéu qua gifta lidu chuan ampicillin-sulbactam liéu chuan
va lidu cao trong nhiém khuin do CRAB nhe c6 twong dwong hay khong. Do do,
ampicillin-sulbactam liéu chuén (6g/3g) duong tinh mach mdi 8 gio dwoc xem 14 phi
hop nhét cho truong hop nhiém CRAB nhe, con ampicillin-sulbactam liéu cao thi dugc
can nhic nhu mot thanh phan cia liéu phap phdi hop cho cac truong hop nhidm khuin
vira dén ning. V& tinh an toan, két qua mot thir nghiém RCT trén 28 bénh nhdn viém
phoi so sanh giira hai ché do liéu don tri ampicillin-sulbactam va colistin cho thay doc
tinh trén than cta ampicillin-sulbactam dudng nhu thap hon rd rét khi so sanh véi cac
liéu phap st dung polymxicin (colistin).

DPoi vé6i cac chiing CRAB kém nhay cam véi ampicillin-sulbactam: Khuyén céo
hién nay dé nghi ding amipicilin-sulbactam két hop véi tac nhan thir hai. Mot phan tich
gop cong bd nim 2021 bao gém 18 nghién ctru va 1835 bénh nhéan cho thay liéu cao
ampicilin-sulbactam (it nhat 18g/ngay) két hop véi tac nhan tht hai 1 liéu phap hiéu
qué nhét khi diéu tri nhiém tring do CRAB trén nhitng bénh nhéan ning.

2.3. Vai tré ciia polymxicin trong diéu tri nhiém khudn do CRAB
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Doi véi trieong hop nhiém tring CRAB nhe: Polymyxin B don tri liéu c6 thé phu
hop du mirc d6 bang ching cho thay lya chon nay khéng wu thé hon so v6i ampicillin-
sulbactam. Cac trudng hop nhiém tring tiét niéu do CRAB thi colistin duoc dé xuat thay
thé cho Polymyxin B (do colistin chuyén ddi thanh dang c6 hoat tinh trong dudng tiét
niéu). Tuy nhién, hau hét cac bang chimg hién tai cho thay loi ich ctia polymxicin giam
dang ké, dic biét néu dung don tri, trén nhitng chiing Acinetobacter baumannii c6 MIC
> 2 mcg/mL.

Déi véi trweong hop nhiém tring CRAB trung binh dén ndng: Trong trudng hop
nay, cac polymyxin chu yéu duge ké don nhu mot thanh phan cua liéu phap két hop thay
vi dugc ké don tri li¢u vi:

(i). Cac ché d liéu voi colistin hién nay con chua théng nhat véi cac hudng dan
khac nhau. Mot s6 ché do lidu c6 thé chua dat ndng do thude trong huyét thanh can thiét,
dan dén giam hiéu qua diét khuan. Dé xay dung phéac do liéu cho polymycin c6 thé tham
khao thém khuyén cdo vé liu str dung polymycin theo dong thuan thé gidi cong bd 2019
(International Consensus Guidelines for the Optimal Use of the Polymyxins)

(ii). Liéu diéu tri nhiém trung hé thong cua polymyxin du dat dén ngudng gay
doc (mirc 2meg/mL) cho than, diéu nay khién cira so tri liéu ctia polymyxin rat hep.

(iii). Hiéu lyc cta cac polymyxin khi dung dudng tinh mach tai dich 16t biéu mé
phé nang c6 thé dudi mirc t6i wu va khién cho hiéu qua diét khudn trong cac nhiém
triung ho hip ning do AB khong dat dugc mot cach day di.

(iv). Co mot s6 bao cio vé that bai 1am sang va xuat hién khang thudc trong qué
trinh don tri liéu polymyxin.

2.4. Vai tro ciia cdc dén chit tetracyclin trong diéu tri nhiém khudn do CRAB

Mot s6 din xudt tetracycline c6 hoat tinhin vitro chéng lai CRAB bao gdém
minocyclin, tigecyclin va eravacyclin. Céc tac nhan nay c6 kha ning thoat khoi co ché
khang tetracycline thong thudng.Ciing giéng véi polymyxin, cac dan xut tetracyclin
cling dugc chi dinh don tr1 li¢u cho truong hop nhiém trung CRAB nhe va két hop voi
it nhat mot tac nhan khac dé diéu tri nhiém tring CRAB tir trung binh dén ning. Trong
do :

Trong cac dan chét, c¢6 xu hudong wu tién lya chon minocyclin dya trén kinh
nghiém 1am sang 1au nim véi khang sinh nay va dit liéu vé do nhay cam sin c6 theo tiéu
chuan CLSI. V& ché d¢ liéu, ché do liéu chuan duoc khuyén cdo hién tai do CRAB 1a
200mg mdi 12 gio udng hodc truyén tinh mach. Cac nghién ciru invitro cho thay viéc
bat dau bang lidu nap 700mg ndi tiét bai lidu duy tri 350mg mdi 12 gid' cho hiéu qua
cao hon so véi liéu chudn. Tuy nhién cin thém dit liéu vé hiéu qua va tinh an toan cta
ché d6 lidu cao nay trong cac thir nghiém 1am sang dé danh gia trude khi dua vao thuc
hanh.

Tigecyclin lidu cao 13 mot lwa chon thay thé cho minocyclin trong trudng hop
khong c6 minocyclin hay bénh nhian man cam véi minocyclin. Eravacycline khong
dugc dé xuat dé diéu tri nhiém tring CRAB cho dén khi c¢6 thém dit liéu 1am sang dé
chirng minh rd rang lgi1 ich trén 1am sang cua khang sinh nay.

2.5. Vai tro ciia truyén kéo dai meropenem trong diéu tri nhiém khudn do
CRAB

Meropenem lidu cao, tiém truyén kéo dai thuong khong duogc chi dinh don tri
lidu trong trudng hop nhidm tring do CRAB ma déng vai tro 1a mot mot thanh phan cua
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liéu phap phdi hop dé dleu tri nhiém trung CRAB tur trung binh dén nang. Doi véi
CRARB, liéu meropenem can thiét 13 2g mdi 8 gio truyen kéo dai dén 3 gio.

Pé xuét liéu phap phdi hop ba thudc bao gdm (1) meropenem, ampicillin-
sulbactam, va minocyclin hodc (2) meropenem, ampicillin-sulbactam, va polymyxin
B/colistin ¢o thé tao ra tac dung diét trir vi khudn ddi voi CRAB thong qua cac bang
ching trén in vitro. Liéu phap phdi hop giira meropenem va polymixin hay colistin,
khong c6 tac nhan thir ba, hién nay khong dugc khuyén céo diéu tri CRAB trén co s
chua du bang ching vé loi ich ciia phdi hop nay.

Ngoai ra, Imipenem-cilastatin c6 thé dugc sir dung thay thé cho meropenem va
c6 thé duy tri hoat tinh diét khuin d6i véi mot sé chung Acinetobacter khang
meropenem. Nhin chung, ca ampicillin-sulbactam va meropenem (hodc imipenem-
cilastatin) déu dugc st dung ¢ lidu cao dé diéu tri nhiém tring CRAB. Do vay, kha nang
biéu hién doc tinh c6 tlem nang cao hon, dic biét 1a cac tac dung ngoai y mudn vé than
kinh, do vay yéu t6 nay can duogc theo dbi khi sir dung két hop .

2.6. Vai tro ciia cdc cefiderocol trong diéu tri nhiém khuéin do CRAB

Cefiderocol 1a tac nhan B-lactam moi duy nhat duge FDA chép thuan cé hoat
tinh in vitro chéng lai cac ching CRAB. Khoang 95% cac chung CRAB nhay cam véi
cefiderocol véi MIC < 4 meg / M1 (theo CLSI). Trén thé gidi, cefiderocol duoc ké don
nhu mot thanh phan cua phac do két hop dé ting kha ning co it nhat mot tac nhan hiéu
qua duoc dua vao phac do diéu tri cho dén khi c6 du nhiing dit liéu va bang ching 1am
sang ching minh loi ich cuia cefiderocol don tri liéu. Tuy nhién, kha nang tiép can khang
sinh nay tai Viét Nam con nhiéu han ché. Bén canh d6, that bai diéu tri cling dugc bao
cao trong vai truong hop su dung cefiderocol trén nhing bénh nhén viém phdi hoic
nhlem trung huyet do CRAB. Vi vay, viéc khuyén cdo chi dinh cefiderocol tai nhimg
quoc gia ¢ san khang sinh nay ciing dugc git & mot muc do dé dit so v6i cac ché do
diéu tri khac, dic biét & nhirng bénh nhan nang.

2.7. Vai tro ciia cdc rifamycin trong diéu tri nhiém khuin do CRAB

Nhom rifamycin bao gém nhiéu khang sinh nhu rifampin, rifabutin va rifapentin
tac dong bang cach trc ché RNA polymerase cua vi khuan. Di liéu chi ra rang rifabutin
¢6 hoat tinh manh d6i v6i A. baumannii & ca mé hinh in vitro va dong vat, cao hon dang
ké so vai rifampin. Sy phéi hop gitra rifabutin va cac polymyxin da dugc dé xuat do kha
ning hiép dong pha v tinh tham ctia mang vi khuén, diéu nay co the tao diéu kién thuan

loi cho sy xam nhép noi bao cua rifamycin va sau do la e ché tong hop protein cta vi
khuan.

Tuy nhién, viéc sir dung rifabutin hay cac rifamycin khac tong thuc hanh diéu tri
CRAB chua dugc khuyén céo do thiéu dir li¢u ve 1gi ich trén cac thir nghiém lam sang.
Bén canh do, do cac doc tinh va tuong tac thudc lién quan dén rifamycins mé mot 1~€m
nua, rifabutin hién nay chira dugc xem nhu mot thanh phan cua li¢u phap di€u tri nhiém
khuan do CRAB.

2.8. Vai tro ciia cdc khdng sinh dwong khi dung trong diéu tri nhiém khudn
do CRAB

Khuyén cdo hién nay khong dé xuét bo sung khang sinh khi dung dé diéu tri
nhiém trung duong hé hap do CRAB vi nhiéu nguyén nhéan:

(). Chua quan sat dugc lgi trong cac thir nghi€ém lam sang.

(ii). C6 kha néng la khang sinh khi dung khong dat dugc su thdm nhép va/hodc
phén phoi du khap mo phoi dé co hoat tinh di¢t khuan dang ke .
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(iii). Lo ngai vé kha ning phan b khong dong déu cua khang sinh trong phéi bi
nhiém tring va kha ning giy ra cac bién chimg ho hip nhu co thit phé quan.

3. Két ludn

Lua chon khang sinh trong diéu tri nhiém khuin do Acinetobacter baumannii
khang carbapenem (CRAB) lu6n 1a mot thach thirc 1on trong thuce hanh 1am sang. Voi
nhirng bang chimg hién tai, ampicillin-sulbactam, polymyxin (colistin), minocyclin la
nhing tac nhan tiém nang. Pon tri lidu c6 thé ap dung trén nhing truong hop nhiém
trung nhe, can két hop thém véi nhom khéng sinh tiém niang khac (phdi hop ampicillin-
sulbactam, meropenem truyén kéo dai va cyclin hodc colistin c¢6 thé xem 1a lira chon t6t
va kha thi nhét) cho nhiing bénh nhan nhiém tring ning.

PHU LUC
Liéu khang sinh khuyén c4o trong diéu tri nhiém tring
do CRAB theo IDSA 2021

, . Liéu cho ngudi l6m e
Khang sinh . . . C6 tai Viét Nam
(chirc nang gan, than binh thuong)

Ampicillin-sulbactam | - 9¢ IV mbi 8h hon 4 gio hodc 27g IV mbi Co

24h nhu mot lieu duy tri

- Nhiém tring nhe do thé phan lap CRAB do

ampicillin-sulbactam, 1y do str dung 3g IV

moi 4 gid - néu khong dung nap hodc c6 doc

tinh phat sinh do str dung liéu cao
Cefiderocol 2g IV mdi 8 gio, tiém truyén hon 3 gio Khéng
Colistin Tham khéo guideline dong thuan cua qudc té Co

vé polymyxin *
Imipenem-cilastatin 500 mg IV mdi 6 gio, tiém truyén hon 3 gio Co
Meropenem 2g IV mdi 8 gio, truyén hon 3 gio Co
Minocycline 200 mg IV/PO mdi 12 gid C6 dang udng
Polymyxin B Tham khao guideline dong thuan ciia quoc té Khong

veé polymyxin
Tigecycline 00 mg IV x 1 lidu, sau d6 100 mg IV mdi 12 Co

gio

Tai li¢u tham khdo

1. Tamma PD, Aitken SL, Bonomo RA, Mathers AJ, van Duin D, Clancy CJ.
Infectious Diseases Society of America Guidance on the Treatment of AmpC [3-
lactamase-Producing Enterobacterales, Carbapenem-Resistant Acinetobacter
baumannii, and Stenotrophomonas maltophilia Infections. Infectious Diseases
Society of America 2021; Version 2.0.

2. Tuan Anh N, Nga TVT, Tuan HM, Tuan NS, Y DM, Vinh Chau NV, Baker S,
Duong HHT. Molecular epidemiology and antimicrobial resistance phenotypes of
Acinetobacter baumannii isolated from patients in three hospitals in southern
Vietnam. J Med Microbiol. 2017 Jan;66(1):46-53.

21



QUAN LY DU'QC PHAM

1. THUOC PINH CHI LUU HANH, RUT SO PANG KY LUU HANH TAl
VIET NAM

Can ctr Cong vin s 3312/SYT-NVD ngay 11/10/2021 cua So Y té tinh An Giang
vé viéc thu hoi thudc Amoxicillin 500mg khong dat tiéu chuan chat luong;

Can ctr Cong vin s 3517/SYT-NVD ngay 21/10/2021 cua So Y té tinh An Giang
vé viéc dinh chi luu hanh va thu hdi thusc NOVOTEC-70 khong dat tiéu chuan chat
luong;

Can ct Cong vin s 4468/SYT-NVD ngay 13/12/2021 cua So Y té tinh An Giang
vé viéc dinh chi luu hanh va thu hoi thuéc Methotrxat Bidiphar 50mg/2ml khong dat
tiéu chuan chat luong.

A . 86
STT| Tenthuée | 1M 99mVE | og15 | dang | Handung | Ly do thu hdi
san xuat Ky
Vien - nang Mau thudc khon
cing CTCP Duge VD- NSX: d a?tiéu c(r)lu‘n ch"gt
Amoxicillin | phdm Trung 21/02/2021 | CatHeuLhbanciia
1 220089 | 17537- ) lwong vé chi tiéu
500mg vong I — 12 HSD: | ginh Iuong, o
(Amoxicillin | Pharbaco 20/02/2024 | | ng, A
. Oa tan.
trihydrat)
Vien  nen | SO Y MIs Nox. | MAu thude khong
NOVOTEC- Remedies E11532 VN- 05/03/2020 dat tiéu cAhUarJ chAat
2 |70 . 22482- luong vé chi tiéu
. Private 001 HSD: A A \
(Alendronic L 19 dong dcéu ham
. Limited 04/03/2023 .
acid 70mg) (India) luong, dinh luong.
dem. | CTCP Duge NSX: | e chuin chit
3 | Methotrexat | =... . 112"9| 21003 | QLPB- 30/08/2(_)21 lugng V& chi tiéu
o thiet bi Y te 638-17 HSD: N L
Bidiphar | gk pinh 30/08/2023 | [0, 408 10 V!
50mg/2ml : khuan va do vi.

2. THUOC NGHI NGO GIA MAO:

Cian ctr Cong vin s6 3888/SYT-NVD ngay 10/11/2021 vé viéc mau Voltarén
75mg nghi ngo gia,

S Y té thong béo dén cac don vi y té trong tinh vé cac ddc diem, dau hiéu phan
bi€t gitra san pham nghi ngo la gia va thuoc do Cong ty TNHH Novartis Viét Nam nhap
khau (dau hi¢u nhan bict dinh kém theo Cong van s6 13481/QLD-CL).

’ Dé dam bao an toan cho nguoi s dung, S¢' Y té yéu cau: Tha truong cac don vi
y té trong tinh thong tin cho tat ca nhan vién y té trong don vi cung cap thong tin ti co
quan quan ly dugc khi phat hién co thuoc Voltarén 75mg nghi ngo gia, khéng ré xuat
Xtr.
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ADR

TONG KET CONG TAC BAO CAO ADR TAI BVPKTT AN GIANG
NAM 2021

I. SO LUQNG BAO CAO QUA CAC NAM

Biéu d6 1: S6 lwgng bao cio ADR tir nim 2017 - 2021
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B S lugng bio céo

S6 luong béo cao phan ng c6 hai cia thubc (ADR) vé trung tam tai BVDKTT
An Giang hang nam nhu sau: ndm 2017 14 110 bao cdo, nam 2018 1a 167 bado c4o, ndm
2019 1a 181 bao c4do va nam 2020 Ia 133 bao cao. Nam 2021 1a 67 bao cao.

I1. TONG KET CONG TAC ADR NAM 2021:

Trong nam 2021, Khoa Duoc Bénh vién DPKTT An Giang di giri vé trung tam
DI & ADR khu vic phia Nam: 67 trudng hop nghi ngd thude xay ra phan ang c6 hai
cua thudc (S liéu tinh tir ngay 01/01/2021 dén ngay 31/12/2021).

Biéu dd 2: S6 hrgng bao cdo nim 2021 theo quy
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1. Khoa lam sang béo cao:
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1. 1. 1.

Khoa N¢i tong N¢i than Noi tieu ICU  Noitiét Cipcu Ngoai  Chan  Noi A Noi than
Dugc  hop kinh  hoa— tong hop thuong

huyét chinh

hoc hinh

Sé bao cao

Biéu d6 3: S6 lweng bao cao cac khoa 1am sang trong quy 11 2021

Trong ndm 2021, Khoa Dugc ¢6 sé bao c4o nhiéu nhat véi 19 ca nghi ngo xay ra
phan @ng cua thudc (chiém 28.36%); Khoa Noi tong hop bado céo nhiéu ca nghi ngo
phan ng c6 hai caa thudc voi 13 bao cdo (chiém 19.40%); Khoa Noi than kinh 1a 11
bao cdo (chiém 16.42%); Khoa Noi tiéu hoa — huyét hoc 1 06 bdo céo (chiém 8.96%);
ICU ¢6 05 ca duoc ghi nhan (7.46%); Noi tiét bao cdo 04 ca (5.97%); Cap ctru va Ngoai
tong hop déu c6 03 bao cio (cung chiém 4.48%). Cudi cung, Chan thuong chinh hinh,
N1 A va Noi than cung ¢6 01 bao cao mdi khoa (chiém 1.49% mdi khoa).

2. Nhém thuéc nghi ngo xay ra ADR:

SO LUQGNG BAO CAO CAC NHOM THUOC
NGHI NGO XAY RA ADR

® S lugng bao céo cac nhdém thude nghi ngd xay ra ADR

<
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KHANG  PIEN KHANG THUOC THUOC VACCINE TIEU MAU PONG
SINH GIAI VIEM  KHONG  CAN HOA KINH

RO LOAI QUANG

Biéu do 4: S6 lweng béo céo cac nhém thuédc nghi nge xay ra ADR

Nhom thuoc khang sinh duoc bdo cao nhieu nhét véi 34 ca nghi ngo xay ra phan
ung c6 hai cta thuoc (chiém 50.75%). Nhom dién giai duoc bao cdo 09 ca (chiém
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13.43%). ]’huéc khong r6 loai va nhém khang viém duge ghi nhén 06 ca mdi nhom
(8.96% moi nhém). Thudc can quang c6 05 ca ghi nhan (chiém 7.46%). Vaccine dugc
bao cao 04 ca (5.97%). Con lai cac nhoém: tiéu hoéa, mau, dong kinh duoc ghi nhan 01
ca mbi nhom (mdi nhom chiém 1.49%).

3. Céc hoat chit nghi ngd dwogc bao cio

Bang 1: Danh sach cac hoat chit nghi ngd dwogc bao cao

TT Hoat chat S6 lwong Tilé
1 | Ceftriaxone 13 19.40
2 | NaCl 9 13.43
3 | Thubc khéng rd loai 6 8.96
4 | lobitridol 5 7.46
5 | Vancomycin 4 5.97
6 | Cefotaxim 3 4.48
7 | Cefuroxim 3 4.48
8 | Vaccine 3 4.48
9 | Ceftazidim 2 2.99
10 | Ciprofloxacin 2 2.99
11 | Diclofenac 2 2.99
12 | Levofloxacin 2 2.99
13 | Amoxicillin 1 1.49
14 | Alverin + Simethicon 1 1.49
15 | Amoxicilin + acid clavulanic 1 1.49
16 | Amoxicillin + Sulbactam 1 1.49
17 | Carbamazepine 1 1.49
18 | Cefadroxil 1 1.49
19 | Cefepim 1 1.49
20 | Celecoxib 1 1.49
21 | Huyét thanh khang ubn van 1 1.49
22 | Nefopam 1 1.49
23 | Paracetamol 1 1.49
24 | Piroxicam 1 1.49
25 | Mau va ché pham mau 1 1.49

Téng 67 100
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Trong s6 67 bao cdo ADR cua nam 2021, ¢6 15 bao cio vé Ceftriaxone dugc ghi
nhan (chiém 19.40%); NaCl 1a 09 cao céo (13.43%). Thudc khong rd loai co 06 bao céo
(chiém 8.96%); Iobitridol dugc ghi nhan 05 bao cao (7.46%); Vancomycin 1a 04 truong
hop (chiém 5.97%). Cac nhom: Cefotaxim, Cefuroxim, Vaccine cing bao céo 03 trudong
hop gay phan tng c6 hai (4.48% mdi nhom); ...

4. Céc hoat chat khang sinh nghi ngo xay ra ADR

Bang 2: Hoat chat cia khang sinh xay ra ADR

STT Hoat chit S6 lwgng Ti 1€
1 Ceftriaxone 13 38.24
2 Vancomycin 4 11.76
3 Cefotaxim 3 8.82
4 Cefuroxim 3 8.82
5 Ceftazidime 2 5.88
6 Ciprofloxacin 2 5.88
7 Levofloxacin 2 5.88
8 Amoxicillin 1 2.94
9 Amoxicillin + Sulbactam 1 2.94
10 | Amoxicillin + Acid clavulanic 1 2.94
11 | Cefadroxil 1 2.94
12 | Cefepime 1 2.94

Téng 34 100

Hoat chat Ceftriaxone dugc bao cdo ADR nhiéu nhat nam 2021 véi 13 tr}rbng
hop (38.24%); Vancomycin c6 04 truong hop (11.76%); Cefotaxim, Cefuroxim déu co
03 trudng hop duge ghi nhan (8.82% mdi hoat chat).

5. Cac biéu hién thwong gip
Bang 3: Cac biéu hién thwong gip

TT Biéu hién S6 lrong Ti l¢
1 | N6i man ngtra 38 29.46
2 | N6i méan do 29 22.48
3 | Kho theg, hr dir, mét, nang nguc 16 12.40
4 Lanh run 15 11.43
5 | Nén, budn nén 9 6.98
6 | Phu né mit, moi, ... 8 6.20
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7 | Bau bung, tiéu long 3 3.98
8 | Bénhlo mo 3 2.33
9 | Cogiat 2 2.33
10 | Nhap vién 2 1.55
11 | Réi loan truong luc co 2 1.55
12 | Nhirc dau, chong mat 1 0.78
13 | Ngat 1 0.78
Tong 129 100%

7 Cac biéu hién thuong gap khi béo Cép ADR vé Khoa Duoc nam 2021 nhu sau:
noi man ngira 1a 38 lugt (chiém 29.46%); noi man do 1a 29 lugt (22.48%); kho the, I
du, mét, nang nguc la 16 luot (chiem 12.4%); biéu hién lanh run duoc ghi nhan 15 luot
(chiém 6.98%).

6. Pwong dung caa cac thudc nghi nge ADR

Bang 4: Duwong dung thwong gap

TT Nhom thuéc S6 hrong Ti l¢
1 | Tiém/truyén 53 79.10
2 | Ubng 14 20.90

Téng 67 100%

Trong 67 béo céo thudc nghi ngo xay ra ADR, thude sir dung duong tiém/truyen
14 53 bao céo (chiém 79.10%) va thuoc dung dwong uong la 14 bao céo (chieém 20.90%).

7. Mirc do nghiém trong caa phan wng
Bang 5: Muce d§ nghiém trong caa phan ting

STT | Mirc d§ nghiém trong cia phan rng S6 lwong Tilé
1 | Nhap vién/ kéo dai thoi gian nam vién 41 61.19
2 | Khong nghiém trong 21 31.34
3 | Pe doa tinh mang 5 7.46

Tong cong 67 100

Mure do nghiém trong cua phan ing 6 hai cua ghuéc nghi ngo: Nhap vién/ kéo
dai thoi gian nam vién 1a 41 bao cao (chiem 61.19%); ke den, khong nghiém trong la 21
béo cao (chiem 31.34%) va de doa tinh mang la 05 b&o céo (chiem 7.46%).
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8. Két qua sau xir tri

Bang 6: Két qua sau xir tri

STT Két qua sau xir tri S6 lwong Ti 1é
1 | Hoi phuc khéng di ching 37 55.22
2 | Pang hoi phuc 30 44.78

Tong cong 67 100

Két qua sau xir tri ctia thudc nghi ngo gay ADR: hoi phuc khang di chiing la 37
truong hop (chiém 55.22%), dang hoi phuyc 1a 30 truong hop (chiem ty 1€ 44.78%).

9. Pdi tweng bao céo

Bang 7: Pdi tweng bao céo

STT Poi twong S6 lwong Ti 1€
1 | Piéu dudng 30 49.25
2 | Duogc si 20 29.85
3 | Bacsi 14 20.90

Tong cong 67 100

Nguoi béo cao thudc nghi ngo xay ra ADR la diéu dudng bao cao 30 truong hop
(chiém 49.25%), dugc si 1a 20 truong hop (chiém 29.85%) va bac si bao cdo 14 truong
hop (chiem 20.90%).

I1l. KET LUAN:

Trong nam 2021, Khoa Dugc da nhan duoc 67 bdo cdo ADR tir 11 khoa Iam
sang. Cac khoa Noi tong hop, Noi than kinh va Noi tiéu héa — huyét hoc 1a nhirng khoa
c6 sb lugng bao c4o ADR nhiéu nhat. Nhém thude nghi ngo duoc bao cao nhiéu nhat Ia
khang sinh vai ti 18 50.75%. Két qua sau xir tri 12 hoi phuc khong c6 di ching chiém
55.22%. Dbi twong thuc hién bao céo chi yéu 1a diéu dudng véi 49.25%.

S6 luong bao cdo hang nim ting cao 1a do cac dong nghiép da cha y dén viéc
theo ddi phan urng co hai cua thuoc. Khoa Dugc da Iuu va giri dén cac khoa 1am sang
thu cam on tir trung tAm ADR day du.

Trong ndm 2021, don vi TTT — DLS da tién hanh cdng tac tap huan vé phan ang
6 hai cua thuoc cho nhan vién khoa duoc va bénh vién.
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