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§ FDA: Ngay 13/7/2020, FDA cap nhat va dwa ra thong
— bao lién quan dén nhiém tap chat NDMA trong cac

thuoc chira metformin

FDA cénh bao ngudi bénh va cac
can bd y té vé viéc mot sb cong ty tu
nguyén thu hdi ché pham metformin giai
phong kéo dai. CAc san pham nay cé thé
chira NDMA véi ham lugng vugt ngudng
cho phép.

Céc cong ty tu nguyén thu hoi gom:

- Granules Pharmaceuticals - Thu
héi 12 16 thude

- Lupin Pharmaceuticals - Thu hdi
tat ca cac 16

- Avkare (déng go6i lai san pham cia
Amneal) - Thu hdi tt ca cac 16

- PD-Rx Pharmaceuticals (dong goi
lai san pham ctia Amneal) - Thu hoi tat ca
cac 16

- PD-Rx Pharmaceuticals (dong goi
lai san pham cua Marksans) - Thu hoi tat
ca cac 16

- The Harvard Drug Group (déng
g6i lai san pham ctia Apotex) - Thu hdi 1
16 (T-02134)

- Preferred Pharmaceuticals (dong
g6i lai san pham ctia Marksans) - Thu hi
4 16 (J0119M, K1419L, K2719],
A0220H)

Bénh nhan dang dung cac ché pham
nay co thé tiép tuc sir dung dén khi bac si/
dugc si ké don thudc thay thé. FDA
khuyén céo can bo y té tiép tuc ké don
cac ché pham metformin khac; két qua
kiém nghiém cia FDA khong xac dinh
tap chat NDMA trong cac thudc
metformin gidi phéng ngay (dang
metformin dugc ké don pho bién nhat).

Ngudn: https://www.fda.gov/drugs
Diém tin: ThS.DS. Nguyén Thi Tuyén
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Ngay 26/8/2020, FDA thong bao loai b6 Cianh bao dac
biét nguy co' cit cut chi va ban chin lién quan dén cac

thudc diéu tri ticu dwong chira canagiflozin (Invokana,
Invokamet, Invokamet XR)

Dua trén két qua ra soat dir liéu maoi
tir 3 thir nghiém 1am sang, FDA quyét
dinh loai bé Canh bao dic biét vé nguy co
cit cut lién quan dén thudc diéu tri tiéu
duong canagliflozin (Invokana,
Invokamet, Invokamet XR).

Niam 2017, FDA da yéu cau bo sung
Canh bao dac biét dua vao danh gid cho
thiy nguy co cit cut chi/ban chan 13 bién
c6 nghiém trong anh huong dén loi ich

khi sir dung canagliflozin, thudc dugc phé
duyét phdi hop st dung véi ché do an
kiéng va tap thé duc dé giam duong huyét
& bénh nhén tiéu dudng tuyp 2.

Céc déanh gia sau d6 cua FDA dua
trén dir liéu tor tho nghiém 1am sang mai
da ching minh loi ich bo sung cia thude
d6i v6i tim va than, din téi cac chi dinh
bd sung dugc phé duyét. Cu thé, nim
2018 canagiflozin dugc chép thuan st


https://www.fda.gov/drugs

dung nhdm giam nguy co mic bién cb 16n
lién quan dén tim nhu con dau that nguc,
dot quy, va tir vong & bénh nhdn tiéu
duong tuyp 2 c6 tién st bénh tim. Sau do,
vao nam 2019, thudc tiép tuc duoc phé
duyét sir dung dé giam nguy co mac bénh
than giai doan cubi, suy giam chirc ning
than, tir vong lién quan dén tim, va phai
nhap vién do suy tim & mot s6 bénh nhan
tiéu duong tuyp 2 va c6 bénh than do tiéu
duong.

No6i chung, cac taic dong mdi dugc
xéc dinh cta canagliflozin d6i véi bénh 1y
tim mach va bénh 1y than chi ra thém loi
ich dang ké cua thudc nay. Thong tin an
toan tlr cac thir nghiém lam sang gan day

cling goi ¥ rang nguy co cat cut chi hodc
ban chan lién quan dén thubc thap hon so
voi ghi nhan trude do, dac biét khi bénh
nhian dugc giam sat phu hgp. Dya trén
danh gia cac dir liéu méi, FDA két luan
loai bé Canh bao dic biét. Nguy co cit
cut chi/ban chan van dugc mod ta trong
Muyc Cénh bio va than trong cua To
thong tin san phim. Nhan vién y té va
nguoi bénh can tiép tuc nhan thuc duoc
tim quan trong cia chim séc ban chan
nham du phong nguy co cat cut chi/ban
chan va theo ddi biéu hién dau méi, dau,

loét, va nhiém tring & chi/ban chan.
Ngudn: https://www.fda.gov/drug...-canagliflozin
Piém tin: ThS.DS. Nguyén Thi Tuyén
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FDA: Ngay 19/8/2020, Bayshore Pharmaceuticals, LLC
thong bao tw nguyén thu hdi vién nén Metformin

Hydrochloride USP 500 mg va 750 mg giai phong kéo dai
do phat hién chira NDMA

Bayshore Pharmaceuticals, LLC,
Short Hills, NJ tu nguyén thu hdi mot 16
1000 chai vién nén  Metformin
hydrochloride USP, 500 mg giai phong
kéo dai va mot 16 100 chai ham luong
750 mg trong thoi han st dung do phat
hién tap chat N-nitrosodimethylamine
(NDMA) vuot ngudng cho phép. San
pham duoc san xudt boi Beximco
Pharmaceuticals Limited, Dhaka,
Bangladesh vao 06/2019, phan phdi tai
My boi Bayshore.

Bayshore dugc FDA thong bao két
qua kiém nghiém 16 18657 vién nén
Metformin hydrochloride, USP 750 mg
giai phong kéo dai cho thdy ham luong
NDMA vuot ngudng cho phép va dugc
khuyén c4o thu hoi 16 nay.

Bayshore dong ¥ thu hoi 16 dugc
kiém nghiém. Coéng ty tién hanh kiém

nghiém thém mau tir 8 16 vién nén giai
phong kéo dai Metformin hydrochloride
cung tén API v&i 16 bi thu hoi. Trong 8
16, mot 16 (s6 16 18657) vién nén giai
phéng kéo dai Metformin hydrochloride,
USP 750 mg va mot 16 (s6 16 18641) vién
nén giai phong kéo dai Metformin
hydrochlorid, USP 500 mg cho két qua
néng @6 NDMA vuot ngudng cho phép.
Bayshore quyét dinh thu hdi 2 16 (s6 16
18641 va s6 16 18657). Pén nay,
Bayshore va Beximco chua nhan duogc
bét ky bdo cao phan tmg c6 hai nao lién
quan dén sir dung ché pham nay.

NDMA 1a chét c6 nguy co giy ung
thu & ngudi dua trén két qua tir phong thi
nghiém. Chit nay dugc tim thdy trong
nudc va thirc an, bao gém thit, san phém
tu stra va rau.


https://www.fda.gov/drug...-canagliflozin

Vién nén gidi phong kéo dai
Metformin hydrochloride USP, 500 mg
va 750 mg duoc chi dinh phdi hop véi
ché do an va luyén tap dé cai thién kiém
soat duong huyét & nguoi truéng thanh
mic dai thdo duong tuyp 2. Bénh nhan
dang st dung thudc tir cac 16 bi thu hdi
dugce khuyén céo tiép tuc dung thube va
lién h¢ véi duge si, bac si khi can 10i

khuyén vé bién phap diéu tri thay thé.

Theo FDA, bénh nhan c6 bénh 1y nang co

thé nguy hiém néu ding metformin dot

ngdt & khi khong trao doi trudc véi bac si
diéu tri.

Nguon: https://www.fda.gov/safetyl...

Diém tin: CTV. D3 Khanh Linh,

ThS.DS. Nguyén Thi Tuyén
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Ginkgo biloba L. va nguy co loan nhip tim

Piém tin dang chu y tir ban tin WHO Pharmaceuticals

Newsletter s6 3/2020

Phéan tich 162 bao cao tir co s¢ di
litu phan Ung c6 hai cia WHO -
VigiBase can ci vao cac thuat nglr
MedDRA lién quan dén loan nhip tim (dit
litcu ngay 11/09/2019) va Ginkgo
biloba (GDb).

Trong d6, c6 92 bdo cio ghi nhan
Gb 1a thudc nghi ngd duy nhit, 46 bao
céo c6 thong tin vé ngimg thudce, trong do
co6 39 truong hop cai thién khi ngung
thudc. Trong sd 25 bao cdo cd diém hoan
thién (completeness score) cao (= 0,75),
20 bao cao ghi nhan Gb 1a thubc nghi ngd
duy nhat, trong d6 14 bao cdo c6 thong
tin vé nging thudc va dé cap dén thong
tin lién quan dén tai s dung. Trong 14
b4o c4o nay, phan 16n déu co thoi gian
xudt hién phan g xay ra trong vong vai
ngay sau khi bat dau dung thudc. Tién sir
loan nhip tim trude do cod thé dan dén cac
triéu ching khac nhau, trong dé c6 u tai

(chi  dinh
cua ginkgo
trong -
18/162 bao
cdo), do do
khong  thé
loai trur

nhiéu do chi
dinh.

Hién tai, chua rd co ché lam tdng
nguy co loan nhip tim ctia Ginkgo biloba,
tuy nhién, ) lugng, tinh chit va su da
dang (vé ngudn gbc xuit xi, cic san
pham lién quan) trong cac b&o c4o va cac
truong hop da cong bod cho thay tin higu
canh bao mdi lién quan giita Ginkgo
biloba va nguy co loan nhip tim.

Nguon: https://apps.who.int/iris/bitstream/...
Diém tin: CTV. V3 Thi Thuy,
ThS.DS. Nguyén Thi Tuyén
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MHRA: Cac bién phap méi ting cwong an toan khi sir
dung thude nhuan trang kich thich (bisacodyl, senna va

sennosides, natri picosulfat) khong ké don

MHRA di dwa ra cac giéi han vé
kich ¢& bao bi, d9 tudi va cic canh bao
an toan méi ddi véi thude nhuin trang

kich thich khong ké don (OTC) sau khi
danh gia an toan thudc. Khuyén cdo
bénh nhin vé cac bién phip thay doi

3


https://www.fda.gov/safety/...rmin-hydrochloride-extended
https://apps.who.int/iris/bitstream/...

ché d6 an udng va 16i séng dwoce ap
dung trwéc dé giam tdo bon khéong
thwong xuyén trong thoi gian ngin va
chi sit dung thudc nhuin trang kich
thich néu cac bién phap nay, cac thudc
nhuin trang khac khong hiéu qua.

¢ Khuyén c4o danh cho cac nhan
vién y té:

v Cic lwa chon diéu trj tdo bén

- Dbi voi tao bon, didu tri nguyén
nhan va tu van cho bénh nhan nguoi 16n
vé cac bién phap uu tién hang dau trong
ché do an udng va 16i séng phu hop,
chang han nhu ting chat xo, uéng nhiéu
nudc va tang cuong van dong.

- Chi nén str dung thudc nhuan trang
kich thich khi cac thubc nhuan trang khac
(tao khéi va tham thau) khong hiéu qua.

- Khéng nén st dung thubc nhuan
trang kich thich ¢ tré dudi 12 tudi khi
khong c6 1oi khuyén ciia bac si va can
tudn  theo hwéng dan  diéu  tri
(https://www.nice.org.uk/guidance/..../Guidance)

v’ Thay doi tinh siin c6 ciia thudc

- Cac cura hang tap hoa va siéu thi
chi con sin c6 cac dang thudc dong goi
nho hon dé chita tio bon ngan han, khong
thuong xuyén ¢ nguoi 1on.

- C4c hiéu thude van c6 thé mua/ban
cac goi 1on hon 1én dén 100 vién dé sir
dung cho ngudi 16n va tré em tir 12 tudi
tro 1én, dudi su giam sat cua dugc si.

¢ Khuyén cdo cho bénh nhan

- Tim kiém su hd tro tir bac si, y ta
hodc duge si khi mic tdo bon lién tuc,
thay vi tu dung thuéc nhuan trang trong
thoi gian dai.

- Tham khao y kién bac si néu céac
triéu ching tao bon khong cai thién sau
khi thay doi ché d6 an udng va 16i song

va diéu tri thudc nhuin trang ngén han
(theo 101 khuyén ctua dugc si), hoac trong
truong hop dau bung dai ding hay di
ngoai ra mau.

- Cha me va nguoi cham s6c nén
tim kiém 161 khuyén tir nhan vién y té khi
tré mic tdo bon - tré em dudi 12 tudi
khong nén st dung thudc nhuin trang
kich thich trir khi duoc bac si ké don.

¢ Danh gia an toan thudc

Sau khi danh gid an toan trén ca
nuéc, bao gdm tu van tr cac nhoém
chuyén gia, Uy ban vé Thudc dung cho
ngudi (CHM) khuyén nghi MHRA dua ra
cac bién phap tang cuong an toan st dung
thuéc nhuan trang kich thich OTC tai
Anh.

Trong danh gid sau vé loi ich va

nguy co ctia nhitng loai thuc nay, CHM
Iwu ¥ thude nhuan trang kich thich c6 tinh
an toan chép nhan dugc, da dugc st dung
rong rai trong nhiéu nim va thudng duoc
str dung c¢6 trach nhiém. Tuy nhién, CHM
cling xem xét bang ching cho thdy céc
thudc nay co6 thé bi sir dung sai cach va
lam dung. Nhitng truong hop nhu vay chu
yéu lién quan dén nhimng nguoi bi rdi loan
an udng, mic du viéc sir dung sai va lam
dung c6 kha nang dugc bdo cao it hon.

Hon nita, CHM ciing luu y hudng
dan 1am sang hién tai khuyén céo khong
nén khoi dau str dung thude nhuan trang
kich thich diéu tri tio boén ngin
han. CHM két luin co thé tiép tuc ban
loai thudc nay cho bénh nhan, tuy nhién,
can ap dung mdt loat cac bién phép dé
giam nguy co lam dung va tdng cuong st
dung dung céch.

¢ Cac bién phap ting cwong an
toan thudc

Han ché kich thudc dong goi


https://www.nice.org.uk/guidance/..../Guidance
https://www.gov.uk/government/organisations/commission-on-human-medicines
https://www.gov.uk/government/organisations/commission-on-human-medicines

Céac san pham kich thude dong goi
nho sé tiép tuc duoc ban cho bénh nhan
ngudi 16n méac chimg tio boén ngan han,
khong thuong xuyén. Cac san phim nay
chi duoc dong goi du hai liéu trinh diéu
tri ngan (t6i da 20 vién nén ham lugng
tiéu chudn, 10 vién nén ham luong tdi da
hoac 100ml dung dich/si-r0).

Gi6i han do tudi st dung thude

Thubc nhuan trang kich thich dugc
ban trong cura hang tién loi va si€u thi chi
dugc khuyén cdo sir dung cho ngudi tir 18
tudi tré 1én. Khong duoc ding loai thude
nay cho tré em dudi 12 tudi néu khong co
16i khuyén tir bac si ké don, c6 thé sir
dung thudc cho tré em tir 12 dén 17 tudi
dudi sy gidm sat cia dugc si.

Can bang giita cac chi dinh va canh
bao an toan mai

Chi dinh cua tat ca cac thudc nhuan
trang kich thich OTC da duoc théng nhat

va da loai bo cac cach sur dung khong phu
hop. Trong trudng hop can sir dung thude
thudong xuyén, lau dai dé diéu tri tdo bon
min tinh, thudc s& duoc cdp phat dudi
dang ché pham ké don.

Canh bao trong to thong tin san
pham cua tat ca cac thudc s& thong nhat
khuyén céo bénh nhin vé nguy co giy hai
do mét nudc va roi loan dién giai hodc roi
loan chic nang rudt néu lam dung
thudc. Canh béo ciing dang duge bd sung
trén bao bi dé ting cuong nhan thirc cua
ngudi dan. Théng tin san phdm ciling s&
dé cap dén cac khuyén nghi méi vé do
tudi st dung thude.

Nguon: https://Www.gov.ukK/...

Diém tin: CTV. Nguyén Thi Huyén Trang,
ThS.DS. Nguyén Thi Tuyén

Pegfilgrastim- ting nguy co giam tiéu ciu
Piém tin dang chi y tir ban tin WHO Pharmaceutical Newsletter s6 3/2020

MHLW va PMDA thong bao to
thong tin san pham cua pegfilgrastim s&
dugc bo sung tac dung khéng mong mudn
lam gia ting nguy co giam tiéu cau.

Pegfilgrastim dugc chi dinh trong
truong hop st, giam bach ciu do hoa tri
liu.

Trong 3 nim gan day, c6 30 truong
hop lién quan dén giam tiéu cau trén cac
bénh nhan st dung pegfilgrastim duogc
ghi nhan tai Nhat Ban. Trong d6 co 1
truong hop khong thé loai trir dugc mdi
quan hé nhan qua giira thudc voi tac dung
bat loi. Khong c6 trudng hop tir vong
duoc bao cao.

Mot nghién ctru dich t& vé méi lién
quan giita pegfilgrastim va giam tiéu cau
duoc thuc hién tai Nhat Ban. Két qua chi
ra bénh nhan s dung pegfilgrastim co
nguy co giam tiéu cau dang ké so voi
nhom bénh nhan khong st dung thudc
nay. MHLW va PMDA két luan can sta
doi  to
pegfilgrastim dé bd sung nguy co nay.

thong tin san pham cua
Ngudn: https://apps.who.int/iris/bitstream ...
Piém tin: CTV. Déng Thi Thanh Hué,

ThS.DS. Nguyén Thi Tuyén



https://www.gov.uk/drug-safety-update/stimulant-laxatives-bisacodyl-senna-and-sennosides-sodium-picosulfate-available-over-the-counter-new-measures-to-support-safe-use
https://www.gov.uk/drug-safety-update/stimulant-laxatives-bisacodyl-senna-and-sennosides-sodium-picosulfate-available-over-the-counter-new-measures-to-support-safe-use
https://apps.who.int/iris/bitstream
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Medsafe nhan manh réng bénh nhan
KHONG nén nging str dung bat ky loai
thudc hodc thiét bi y té nao duoc truyén
thong giam sat an toan thudc. Néu ban co
lo ngai véi thudc hodc thiét bi y té dang
stt dung, vui long lién hé can bo y té cla
ban. Truyén thong gidm sat sir dung thude
khong c6 nghia 1a thudc hoic thiét b y té
gay ra bién ¢ bat loi.

Thudc tiém rocuronium bromid 10
mg/mL 1a thudc gidn co duoc s dung
trong truong hop:

- B6 sung cho phéac d6 gy mé toan
than dé tao dicu kién dat noi khi quan
trong qué trinh khéi mé thong thuong, va
trong qua trinh khéi mé nhanh khi chdng
chi dinh str dung suxamethonium.

- B6 sung dé tao diéu kién dat noi
khi quan va thé may trong Pon vi diéu tri
tich cuc (ICU).

Luu y quan trong khi st dung loai
thudc nay 1a lidu luong va dap ung véi
thude phu thudc vao co dia cua tung
ngudi bénh. To thong tin cua san pham da
¢ cac khuyén céo lién quan dén viéc sir
dung thudc nhu sau:

Liéu lwong ciia rocuronium bromid
nén dwoc cd thé hod & tung bénh nhan.
Phwong phdp gdy mé va thoi gian phau
thudt diw kién, phwong phdp an than va
thoi gian thé may dw kién, twong tdc cé
thé xay véi cdc thuoc khdc dwoe sir dung

Ngay 31/07/2020, Medsafe thong tin vé bao cdo thiéu hiéu
qua diéu trj ciia thudc tiém rocuronium bromide 10mg/mL

dong thoi va tinh trang ciia bénh nhdn
nén dwoc tinh den khi xdc dinh liéu dung
cua rocuronium. Nén su dung ky thudt
theo doi than kinh co thich hop dé danh
gid s phong bé va phuc hoi than kinh co.

Tuy nhién, gan ddy Medsafe nhan
duge mét sb bao céo vé su thiéu hidu qua
ciia ché pham nay, s6 16 11331219A.
Hién tai, san phém chua bi thu hoi trong
khi Medsafe tiép tuc theo ddi van dé nay.

Nha cung cdp ché pham, Max
Health, da thuc hién cudc diéu tra ban dau
vé viéc san xuit va phan phdi 16 san
pham néu trén nhung chua c6 bang ching
chi ra van dé lién quan dén do an toan,
chat lugng hodc hiéu qua cua 16 hang nay.
Tuy nhién, Medsafe dang yéu cau béo cao
chi tiét vé tat ca cac truong hop tiép theo
c6 thé xay ra lién quan dén hiéu qua cua
san pham nay.

Mau b4o cdo ghi nhan thong tin 1am
sang lién quan dén cic van dé véi ché
pham da duoc thiét ké. Vui 1ong bao cao
tat ca cac truong hop lién quan dén thude
cho Medsafe va cong ty bang cach sir
dung biéu mau thu thap thong tin vé hiéu
qua ctia cac thude chen than kinh - co.

Nguon: https://www.medsafe.govt.nz/....

Piém tin: CTV. Nguyén Quang Sang,
ThS. DS. Nguyén Thi Tuyén
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Medsafe canh bao twong tic tiém

tang giira fluoxetine va levothyroxine dan
dén giam ndng do levothyroxine trong

Medsafe: Ngay 21/5/2020, Medsafe canh bao twong tac
tiém tang giira fluoxetine va levothyroxine

huyét twong va ting nong do hormone
TSH. Thong béo nay nham khuyén khich


https://www.medsafe.govt.nz/

can bd y té gui cac bao céo tiép theo dé
O thém thong tin.

Cudc khao sat vé twong tic nay
duoc bat dau thuc hién sau khi Trung tam
theo doi phan tmg c6 hai New Zealand
nhan dugc mdt bao cdo bién cd bat loi.
Bao c&o nay mo ta truong hop mot bénh

nhan nit 40 tudi str dung levothyroxine va

ndng do TSH ting khoang 2 thang sau khi

bénh nhan nay dung fluoxetine. Nong do

TSH cua bénh nhan tr& vé binh thudng
sau khi ngung fluoxetine.

Ngudn: https://www.medsafe.govt.nz/...

Diém tin: ThS.DS. Nguyén Thi Tuyén
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Aciclovir, valaciclovir- nguy co viém thin ké
Piém tin dang chu y tir ban tin WHO Pharmaceutical

Newsletter s6 3/2020

Bo Y té - Lao dong - Phuc loi
(MHLW), co quan Dugc pham va thiét bi
y t¢ (PMDA) Nhat ban théng bao to
thong tin san pham cua acyclovir
(Zovirax®) va valaciclovir (Valtrex®) s&
dugc bo sung tac dung khong mong mudn
viém than k&.

Aciclovir va valaciclovir dugc chi
dinh dé diéu tri cac tinh trang nhiém virus
herpes simplex va herpes zoster.

Ca 6 truong hop viém than k& déu
dugc bao cdo & cac bénh nhan sir dung
valaciclovir tai Nhat Ban trong vong 3
vra qua. Trong d6, c6 3 truong hop

khong thé loai trir mdi quan hé nhan qua

gitra thudc véi tac dung bat loi. Khong co
truong hop nao tr vong duoc bao céo.

MHLW va PMDA da két luan viéc

stra d6i to thong tin san phdm cula

valaciclorvir 13 can thiét. Khong co

truong hop vién than ké dugc bao cao

lién quan dén st dung aciclovir. Tuy

nhién, valaciclovir 1a tién thubc cua

aciclovir, do d6 to thong tin san pham cia

aciclovir ciing s& dugc sira di.

Nguon: https://apps.who.int/iris/...

Diém tin: CTV. Df?mg Thi Thanh Hué,

ThS.DS. Nguyén Thi Tuyén

Ngay 28/7/2020, Health Canada théng b&o cap phép sir

DI <:S'A DR

Health Canada vira cip phép su
dung cé diéu kién cho thudc remdesivir
(biét duogc Veklury) do Gilead Science
Canada, Inc. san xuat dé diéu tri cho bénh
nhan mic Covid-19 ¢6 cac triéu ching
nghiém trong bi viém phdi va thd oxy.
Pay 1a loai thudc dau tién dugc Health
Canada cip phép diéu tri Covid-19.

Remdesiver dugc phép st dung &
ngudi 16n va tré vi thanh nién (tir 12 tudi

dung remdesivir c6 diéu kién dé diéu tri cho bénh nhan
nhiém Covid-19 co triéu chitng ning

trg 1én véi can nang tor 40 kg tro 1én),
khong chi dinh cho tré em va phu nit c6
thai.

Health Canada da phé duy¢t sir dung
c6 diéu kién cho loai thudc nay dé dam
bdo an toan, hi¢u qua va chét lugng
thudc. Thube duoc dung qua dudng tinh
mach va chi dugc stir dung trong cac co sé
cham soc suc khoe noi ma bénh nhan
duoc theo doi chat ché.


https://www.medsafe.govt.nz/
https://apps.who.int/iris/...

Cong ty san xuit (Gilead Sciences
Canada, Inc) s€ ndp cho co quan quan ly
dugc pham:

- Bdo cdo giam sét an toan cua thudce
sau khi dua ra thi truong, cling nhu céc
bao c4o vé cac phan tmg c6 hai cua thudc,
bao c4o an toan cho phu nit c6 thai va bt
ki hoat dong phap ly & nudc ngoai nao
lién quan dén an toan cua thudc.

- Tt céa cac dit liéu khac vé tinh an
toan va hiéu qua cua thudc, bao gom di
liéu cudi cing tir cac thtr nghiém 1am
sang dang dién ra va dit lidu an toan bd
sung vé bénh nhan méc bénh gan, thin;

- Dt liéu chét lugng xac nhan cac
quy trinh san xuét va kiém soét s& lién tuc
tao ra san pham co6 chat lugng phu hop
cho muc dich str dung.

Health Canada khiang dinh s& tiép
tuc giam sat d0 an toan cua thude
Remdesivir va s€ c6 dong thai phu hop
néu xuét hién van dé vé an toan thube

Co quan nay ciling da hoan thanh
danh gid nhanh trong sau tuan vé dit liéu
an toan, hiéu qua va chit luong co6 san dé
xac dinh loi ich cta thudc vuot xa nguy
co cua no khi dugc st dung cho chi dinh
dugc cap phép. Panh gia nhanh nay duoc
thue hién mot phan thong qua su hop tac
quéc té voi cac co quan quan 1y khéc.

Remdesivir da dugc My, cac nudc
chau Au va Nhat Ban cép phép st dung
c6 diéu kién hodc trong truong hop cip
ctru. Khong c6 ngay hét han cap phép.

Cho dén nay, mot s6 it bénh nhan da
hodc dang duoc diéu trj béng remdesivir
& Canada theo chuong trinh cip phét dic
biét

Sau khi remdesivir duoc cip phép
stt dung, Chuong trinh cp phat dic biét
s& khong can dugc yéu cau khi st dung
thudc. Hai thir _nghiém I&m _sang hién
tai duoc Health Canada uy quyén dé danh
gia su an toan va hi€u qua ctua remdesivir

Canada dang dién ra. Cac thir nghiém 1am
sang nay sé& tiép tuc thu thap thém dir lidu
vé thude.

Co quan Y té Cong cong Canada
dang tiép tuc hop tac véi cong ty Gilead
Science Canada, Inc. dé dam bao moi
ngudi din Canada déu co thé sir dung
Remdesivir khi can thiét.

Pé biét thém chi tiét vé viéc cung
cap Veklury, vui long lién hé v6i Gilead
Science Canada, Inc.

Nguodn: https://healthycanadians.gc...
Piém tin: CTV. Déng Thi Thanh Hué,
ThS. DS. Nguyén Thi Tuyén



https://www.canada.ca/en/health-canada/services/drugs-health-products/covid19-clinical-trials/list-authorized-trials.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/covid19-clinical-trials/list-authorized-trials.html
https://healthycanadians.gc.../

Cap nhat Khuyén céo vé sir dung corticosteroid & bénh nhin COVID-19
ciia Vién Y khoa Qudc gia Hoa Ky

¢ Khuyén cdo ddi véi bénh nhan
COVID-19

- Trén co sO& bao cdo so bo tur thu
nghiém ngiu nhién danh gia diéu tri
COVID-19 (RECOVERY) (dugc trinh
bay duéi day), Hoi dong hudng dan diéu
tri COVID-19 (Hoi dong) khuyén cio sir
dung dexamethason 6 mg mdi ngay
trong toi da 10 ngay dé diéu tri COVID-
19 & nhitng bénh nhan thd may (Al) va
nhirg bénh nhan can b sung oxy nhung
khong phai thong khi co hoc (BI).

- Khong nén st dung
dexamethason dé diéu tri COVID-19 &
bénh nhan khong can bo sung oxy (Al).

- Néu khoéng c6 sin dexamethason,
st dung glucocorticoid thay  thé
nhu prednison, methylprednisolon hoac

hydrocortison (xem phan Cén nhic bo
sung dudi ddy dé biét khuyén cao vé liéu
dung cac thude) (AlII).

(Mike khuyén céo:

A. Khuyén cao mirc do manh,

B. Khuyén cdo mirc dg trung binh,

C. Khuyén cdo cdn nhdc sir dung;

Mike @3 bang chimg:

1. Mot hodc mot vai thwe nghiém
ngau nhién c6 tiéu chi lam sang va/hodc
tiéu chi xét nghiém co gia tri,

II. Mot hogc mot sé thir nghiém
khéng ngdu nhién, dwoc thiét ké tot hodc
nghién ciku thuan tdp quan sdt,

1. Y kién chuyén gia)

¢ Co s& khuyén cdo

RECOVERY, mot thtr nghiém da
trung tdm, ngau nhién, nhan md & bénh
nhan nhap vién mic COVID-19, cho théy
ty 1& tr vong & nhitng bénh nhan dugc
chon ngiu nhién sir dung dexamethason
so v6i nhitng nguodi duge cham soc tiéu
chuan (SOC) thap hon. Loi ich nay dugc
quan sat trén cac bénh nhan can bo sung
oxy khi dugc dua vao nghién ctru. Khong
ghi nhan dugc lgi ich khi st dung
dexamethason trén cac bénh nhan khong
can bd sung oxy. Chi tiét vé thir nghiém
duoc trinh bay trong phan dit liéu 1am
sang cap nhat dudi day.

Co ché tac dung va co sé sir dung
corticosteroid & bénh nhan COVID-19

Bénh nhan COVID-19 ning c6 thé
hinh thanh d4p tmg viém toan than dan
dén ton thuong phoi va suy da tang. Tac
dung chéng viém manh cua corticosteroid
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dugc dé xuét 6 thé ngin ngira hodc giam
thiéu dugc tinh trang nay. Tac dong 1am
sang bao gdom loi ich va nguy co khi st
dung corticosteroid (chu yéu 1a prednison
hodac methylprednisolon) & nhiing bénh
nhan bj nhidm tring phdi cin nguyén
khac COVID-19 di dugc béo cdo. O bénh
do Pneumocystis
jirovecci va c6 tinh trang thiéu oxy, diéu

nhian  viém  phdi
tri bang prednisolon lam giam ty 1& tir
vong; tuy nhién, trong cac dot cap nhiém
trung do chung mai cua virus corona khac
(vi du, hoi chimg hé hip cAp Trung Dong
(MERS) va hoi chimg ho hap cép tinh
ning (SARS), diéu tri bang corticosteroid
lién quan dén cham thai trir virus. Trong
viém phdi nang do virus cim, diéu tri v6i
corticosteroid duong nhu dan dén két qua
lam sang xau hon, bao gébm nhiém tring
thtr phat va t vong.

St dung corticosteroid trong Ccac
nghién ctru trén bénh nhan nang cd hoi
chtng suy hé hip cép tinh (ARDS) ghi
nhan két qua trai nguoc nhau. C6 bay thir
nghiém ngiu nhién, c6 dbi ching bao
gdm 851 bénh nhin duoc dénh gid vé
viéc st dung corticoid trong ARDS. Tuy
nhién, khi tong hop két qua thir nghiém
bang phan tich meta, liéu phap corticoid
c6 lién quan dén giam ca ty 1¢ tir vong (ty
sb nguy co RR 0,75; khoang tin cay 95%
[CI], 0,59-0,95) va thoi gian phai thd may
(chénh Iéch trung binh, -4,93 ngay, 95%
Cl, -7,81 dén -2,06 ngay).

¢ Giam sat tac dung khong mong
mudn va twong tic thudc - thude

- Béc si lam sang nén theo doi chat
ché bénh nhan COVID-19 dang str dung
dexamethason do tdc dung khong mong
mudn (vi dy, ting duong huyét, nhiém

khuan th&r phat, anh hudng tAm than, hoai
tir vo khuén - avascular necrosis).

- Viéc su dung corticosteroid toan
than kéo dai c6 thé 1am ting nguy co tai
hoat dong cac nhiém trung tiém an (vi du,
viém gan B, nhiém virus herpes, nhiém
giun luon, lao phoi).

- Dexamethason 13 mot chit cam
ung cytochrom P450 (CYP) 3A4 trung
binh. Do d6, thudc ¢6 thé lam giam ndng
d6 va hiéu qua cua cac thude dung dong
thoi 1a co chat ciia CYP3A4. Béc si lam
sang nén xem xét ché do dung thude cia
bénh nhan dé danh gia cc twong tac tiém
tang.

- Viéc str dung dong thoi remdesivir
va dexamethason chua dugc nghién ctru
chinh thtrc, nhung mot tuong tac duoc
dong hoc c6 y nghia lam sang 1a khong
duoc du doan.

¢ Can nhic b6 sung

- Viéc st dung cac corticosteroid
khac (vi du,
methylprednisolon, hydrocortison) —dé
diéu tri COVID-19 ¢o mang lai loi ich
twong tuy nhu dexamethason hay khong

prednison,

hién chua rd rang. Tong liéu twong duong
hang ngay voi dexamethason 6 mg (udng
hodc tiém tinh mach) cia cac thudc nay
nhu sau:

+ Prednison 40 mg

+ Methylprednisolon 32 mg

+ Hydrocortison 160 mg

+ Cac corticoid c6 thoi gian ban
thai, thoi gian tic dung va tan suét sir
dung khac nhau

+  Corticoid dung dai:
Dexamthason; thoi gian ban thai: 36 dén

tac

72 gio, sir dung mot 1an mdi ngay.
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+ Corticoid tac dung trung gian:
Prednison va methylprednisolon; thoi
gian ban thai: 12 dén 35 gio, dung 1 -2
lan/ngay.

+ Corticosteroid tac dung ngan:
Hydrocortison; thoi gian ban thai tir 8 dén
12 gio, ding 2-4 1an/ngay.

+ Hydrocortison thuong dugc s
dung dé kiém soat séc nhiém khuan &
bénh nhan COVID-19; tham khao phan
Cham soc dic biét dé biét thém thong tin.
Khong giéng nhu cac corticosteroid khéc
dugc nghién ctru trudc diy trong ARDS,
dexamethason thiéu hoat tinh
mineralocorticoid va c6 tac dung tdi thiéu
d6i voi can bang natri va thé dich.

¢ Can nhic trong thai ky

Str dung ngin han betamethason va
dexamethason, dugc biét 1a qua nhau thai,
dé giam cac bién chung so sinh cia tré
sinh non & phu nit bi doa dé non.

Do loi ich tiém ning cua viéc giam
ty 16 tir vong ctia me va nguy co thap anh
huong xau dén thai nhi trong qua trinh
diéu tri ngan ngay, Hoi dong khuyén céo
st dung dexamethason ¢ phu nir c6 thai
mac COVID-19 phai thd may (Alll) hoic
can b sung oxy nhung khong phai thong
khi co hoc (BIII).

¢ Can nhic trén tré em

Do an toan va hi€u qua cua
dexamethasone hodc cac corticosteroid
khac trong diéu tri COVID-19 chua duoc
danh gia diy du & bénh nhan nhi. Diéu
quan trong la thir nghitm RECOVERY
khong bao gom mot sd luong dang ké
bénh nhan nhi va ty 1€ tor vong cua céc
bénh nhi mac COVID-19 thip hon dang
ké so véi cac bénh nhan truéng thanh. Do
d6, can than trong khi ngoai suy két qua
cua thtr nghiém nay cho bénh nhan <18

tudi. Dexamethason ¢ thé c6 loi & bénh
nhan nhi miac COVID-19 dang thé may.
Str dung dexamethason & nhitng bénh
nhan can cac hinh thirc bd sung oxy hd
trg nén dugc Xem xét trong tung truong
hop cu thé, va thuong khong duoc
khuyén cdo cho nhirng bénh nhan nhi chi
can hd trg oxy & muc d6 thap (vi du, chi
dung 6ng thong miii). Cac nghién ctru bd
sung 1a can thiét dé danh gia viéc st dung
steroid trong diéu tri COVID-19 & bénh
nhén nhi, ké ca bénh nhan c6 Hoi ching
viém da hé thdng & tré em (MIS-C).

¢ Dir liéu 1am sang cap nhat

¢ Thir nghiém da trung tim, ngiu
nhién cé kiém sot ciia dexamethason
so v6i chim séc tiéu chuin & bénh
nhan nhap vién (RECOVERY)

v Thiét ké nghién ciru

Nghién citu RECOVERY la moét thur
nghiém thich ung da trung tdm, nhan mé
dang thuc hién, duoc tai trg boi Dich vu
Y té Qudc gia tai Vuong qudc Anh. Bénh
nhantham gia du diéu kién dwoc chon
ngﬁu nhién dé nhan mot trong mat sb litu
phap diéu tri COVID-19 tiém ning bo
sung voi cham séc tiéu chuan (SOC) hodc
cham soc tiéu chuan don doc. Trong mat
nhom cua nghién ctru, bénh nhan dugc st
dung dexamethason 6 mg duong ubng
hodc IV mdi ngay trong 10 ngay (hoic
cho dén khi xuat vién, tuy theo diéu kién
nao dén trude). Tiéu chi chinh cta nghién
ctu la tor vong do moi nguyén nhan sau
28 ngay ké tir khi lya chon ngau nhién.
Tiéu chi phy bao gém thoi gian dén khi
xudt vién, tir vong do nguyén nhan cu thé,
can phai diéu tri thay thé than, rdi loan
nhip nghiém trong, thd may va thoi gian
thd may.
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v Quan thé nghién ciru

Bénh nhan nhdp vién tai Anh co
biéu hién 14m sang va nghi ngd nhidm
COVID-19 hoac duogc xét nghi¢ém xac
dinh nhiém SARS-CoV-2 du diéu kién
dugc dua vao nghién ctru. Bénh nhan
khong dugc chon vao nhom st dung
dexamethason (hodc bao gém trong phin
tich) néu chic chin bénh nhan can diéu tri
bang corticoid hodc bac si xac dinh rang
nguy co néu bénh nhan tham gia nghién
ciru qua 16n dya trén tién st y khoa.
Nghién ctru da ngung thu dung bénh nhan
vao nhom stir dung dexamethason tir ngay
8 thang 6 nam 2020 do du s6 lwong ngudi
tham gia d¢ d4nh gid loi ich.

v Két qua so bo

¢ Dic diém bénh nhan tham gia:

- Phéan tich so bd bao gébm 6425
bénh nhan, véi 2104 bénh nhan trong
nhoém dexamethason va 4321 & nhom
SOC don ddc.

- Nhiém SAR-CoV-2 dugc xac nhan
bang xét nghiém & 89% s6 bénh nhan
tham gia.

- Tubi trung binh cta bénh nhanla
66,1 tudi, 64% la nam gidi, va 56% co it
nhat mot bénh doéng mac nghiém trong,
bao gém 24% c6 dai thao dudng.

- Tai thoi diém thu dung, 16% bénh
nhan can phai thé may xadm nhdp hoic
trao d6i oxy qua mang ngoai co thé, 60%
didu tri oxy bd sung nhung khong phai
thong khi xAm nhapva 24% khong can bo
sung oxy.

- Rét it bénh nhan tham gia duoc st
dung remdesivir,
lopinavir/ritonavir, hoac tocilizumab (0%

hydroxychloroquin,

dén 3% sd bénh nhan ¢ ca hai nhom);
khoang 8% bénh nhan tham gia & nhom
SOC don doc dugc st dung

dexamethason sau khi chon ngiu nhién.
Str dung azithromycin dwgc can bang ¢ ca
hai nhom (24% & nhom dexamethason so
v6i1 25% & nhém SOC don doc).

Phan tich tiéu chi nghién ctru

- Nhin chung, ty I¢ tir vong 28 ngay
ké tir khi nhin vao nghién ctru & nhoém
dung dexamethasone va nhom SOC don
doc lan luot 14 22,9% va 25,7% (ty s6 RR
hi¢u chinh theo tudi 0,83;95% CI, 0,75 —
0,93, P <0.001).

- Co tuong tac gifra mic dO nang
ban dau ctia bénh nhan COVID-19 va
hiéu qua diéu tri ciia dexamethason.

- Lot ich séng sot xuat hién 16n nhat
trén nhitng bénh nhan tham gia can tho
may xam nhapkhi lya chon ngau nhién: ty
1€ t&r vong trong 28 ngay nhom su dung
dexamethasone la 29,3% trong khi ty 1¢&
nay la 41,4% & cac bénh nhan nhém SOC
don doc (RR 0,64; 95% CI, 0,51-0,81).

- Trong s6 bénh nhan can bo sung
oxy nhung khong phai thong khi co hoc,
23,3% sb6 bénh nhan tham gia nhom
dexamethason tir vong trong vong 28
ngay ké tir khi nhan vao so v&i 26,2%
bénh nhan & nhom SOC (RR 0,82; 95%
Cl, 0,72-0,94).

- Khong quan sat dugc loi ich trén
cac bénh nhan tham gia khong can diéu
tri oxy; ty 1€ tor vong trong 28 ngay cua
nhém dung dexamethasone va nhom SOC
don doc lan luot 13 17,8% va 14,0% (RR
1,19; 95% CI, 0,91-1,51).

- Nguy co tién trién canthd mdy
xdm nhap & nhom dexamethason thap
hon so vd1 nhém SOC don doc (RR 0,77,
95% Cl, 0,62-0,95).

- Két qua cho mot sb tiéu chi phu (vi
du, tir vong do nguyén nhan cu thé, can
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phai diéu tri thay thé than, réi loan nhip
nghiém trong) chua dugc bao céo.

v Han ché

- Nghién ciru ngau nhién, nhung
nhan mo.

- Tai thoi diém nay, két qua cho céac
tieu chi phu quan trong, cac tac dung
khong mong mudn tiém an va hiéu qua
cua dexamethason trong phan tich dudi
nhém (vi du: bénh nhan c6 bénh dong
mic) chua duogce bao cdo.

- Bénh nhan mic COVID-19 tham
gia nghién ciu can diéu tri oxy nhung
khong phai thong khi co hoc la nhom
bénh nhan khong dong nhat vé mic do
nang cua bénh; khong ro liu viéc st
dung dexamethason c6 loi cho cac phan
nhém bénh nhan tham gia khac hay
khong (vi dy, nhitng ngudi can mic oxy
thap hon thay vi mic oxy bd sung cao
hon). Ciing khong c6 tidu chuan hay tiéu
chi khach quan dé bo sung oxy.

- Sy phan bd tudi cia nhiing bénh
nhan tham gia khac nhau theo tinh trang
h6é hip khi lya chon ngiu nhién. Bénh
nhan tham gia dugc thd may c6 nhiéu kha
ning & do tudi dudi 70. Trong sé nhitng
nguoi tham gia & do tudi > 80, chi ¢6 1%
dugc thé may, trong khi 62% va 37%
theo th& tu & nhom bd sung va khong bd
sung oxy. Do d6, chua rd loi ich song s6t
ctia dexamethason ddi voi bénh nhan thé
may & do tudi trén 80.

- Remdesivir chi dugc sir dung &
nam bénh nhan trong thtr nghiém
RECOVERY; do d6, su an toan va hiéu
qua cia viéc phdi hop remdesivir va
dexamethason con chua duoc xac dinh.

- R4t it bénh nhan nhi hodc phu nit
¢6 thai miac COVID-19 duoc dua vao thir
nghiém RECOVERY; do do, sy an toan

va hi€u qua cua vigc su dung
dexamethason & nhirng bénh nhan nay
van chua duoc xac dinh.

v’ Dién gidi két qua

Theo phan tich so bd, viéc sir dung
dexamethason 6 mg mdi ngay trong t6i da
10 ngay lam giam ty I¢ t&r vong sau 28
ngayd cac bénh nhan COVID-19 ndng
can hd trg oxy. Loi ich ctia dexamethason
duoc ghi nhan rd rang nhit & nhém céac
bénh nhan nhap vién can thd may. Khong
quan sat duoc g1 ich cia dexamethason &
bénh nhan khong can hd trg oxy. Sy ro
rang hon nita vé loi ich cai thién ty 18 tur
vong cua dexamethason theo tinh trang
nén d6 bdo hoa oxy, tudi, gidi tinh, bénh
déng méc, va/hodc thoi gian xuét hién céac
triéu ching s& cung cap thong tin tot hon
cho viéc ap dung nhing két qua nay.
Thong tin chi tiét vé su an toan cua
dexamethason va viéc theo doi lau hon s€
gitp giai thich nghién ctru nay.

¢ Cac nghién ciru 1am sang khac
vé Corticosteroid trong COVID-19

Mot sd nghién ctru thuan tap va
chum bénh nhé hon cho két qua mau
thudn vé hiéu qua cua corticosteroid trong
diéu tri COVID-19. M6t s6 nghién ctru da
chirng minh loi ich 1am sang khi str dung
methylprednisolon liéu thip trong giai
doan dau bi nhiém, bao gom giai quyét
tinh trang thiéu oxy nhanh hon, it cin
phai thd may hon, it phai chuyén dén don
vi cham séc tich cuc hon, va thoi gian
nam vién ngan hon. Ngoai ra, cic nghién
ctru khac cho thay loi ich trén ty 1& tir
vong chung thip hon & cac bénh nhan véi
tinh trang bénh trung binh, ning va
ARDS, phu hop voi két qua tir nghién
cttu RECOVERY.

13



Nguoc lai, két qua duogc bao cao tur
cac nghién ctru khac, bao gdm phan tich
meta 15 nghién ctru (bao gdm cac nghién
ctu didu tri COVID-19, SARS hoic
MERS) va danh gia hodi ctru cac bénh
nhan COVID-19 nguy kich, cho thay gia
tang nguy co suy da tang va khong co6 loi
ich (co kha nang ting) ddi v6i nguy co tir
vong khi stir dung corticosteroid.

Cackét qua nghién ctru ndy nén
duoc dién giai mot cach than trong vi déu
hdi ctru va c6 mot sd van dé vé phuong
phap nghién ctru.

Cac thir nghiém lam sang

Mot s6 thu nghiém ldm sang danh
gia corticosteroid trong diéu tri COVID-
19 hién dang dugc tién hanh hodc dang
dugc phat trién. Vui long truy
cap ClinicalTrials.gov dé biét théng tin
méi nhat.

Ngudn: https://www.covid19
Diém tin: CTV. Nguyén Quang Séng,
ThS. DS. Nguyén Thi Tuyén.

Piém lai cac diu hiéu ton thwong thin cap

T6n thuong than cap c6 thé dan dén
100.000 ca tir vong mdi nim. Trong do,
30% truong hop tor vong do ton thuong
than cap co6 thé phong tranh dugc thong
qua cac bién phap can thiép.

65% ton thuong than cap bat ngudn
tor cong déng, cac duge si co thé hd tro
phat hién som ton thuong than cip va ra
soat cac thudc bénh nhan dang st dung
trude khi tinh trang nay trdm trong hon.

Thé nao 13 ton thwong than cip?

Tén thuong than cap (AKI) 1a tinh
trang suy gidm chirc nang than dot ngot.
Néu khong duoc diéu tri, can béng nudc-
dién giai va can bang acid-base s& khdng
dugc duy tri, dan dén phu phdi va nhiém
toan chuyén hoa.

AKI thudng xuat hién trong mot
bénh cép tinh, nhu cim hoac viém da day
rudt, do nhiéu yéu t6 nhu nhiém khuan,
mat mudi va nudc, ha huyét ap. Cac yéu
t6 nay c6 thé1a hau qua cta viéc bénh
nhan st dung thubc dé diéu tri cac bénh
cap tinh trén hodc cac bénh khac.

Chan doan AKI khi ndéng do
creatinin  huyét thanh ting thém
26,5mcmol/L trong vong 48 gid va lugng
nude tiéu <0,5mL/kg/gid trong hon 6 gid
lién tiép.

Nguyén nhéin din dén ton thwong
than cp

AKI trwéc than xay ra do ha huyét
ap kéo dai, thuong tram trong hon khi str
dung céc thudc nhu NSAIDs, thubc (e
ché men chuyén angiotensin (ACEI) hoic
dbi khang thu thé angiotensin II (ARB)
trong diéu tri bénh ning hodc cap tinh.

AKI tai thin xay ra do than bi ton
thuong sau khi st dung thude, sau mot
dot ha huyét ap lién tuc hoic do bénh
than.

AKI sau than xay ra do tic nghén
dong nuée tiéu trong 1ong 6ng than (do
phi dai tuyén tién liét, thuc két tua thanh
tinh thé khong tan hodc soi than).

Yéu t6 lam ting nguy co mic ton
thwong than cip

Tudi > 65 tudi hodc sa sut tri tué,
suy giam nhan thirc, str dung thudc c6 kha
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nang gdy doc tinh trén than, ung thu,
bénh gan, suy tim, bénh than man hay
tién sir AKI, dai thao duong

COVID-19

Nguy co tén thuwong than cap
thuong xay ra trén bénh nhan COVID-19
¢6 tién st bénh than man (CKD) do tinh
trang sot, giam tai hap thu nude, tiéu chay
va viéc st dung NSAIDs trong diéu tri
dau co, dau dau. Bénh nhan khéng c6 tién
sit CKD ciing c6 thé tién trién AKI khi
mic COVID-19 va can thay thé than.

DAu hiéu ton thwong thin cip

MéEt moéi, Ia lén, budn non, noi mﬁn,
giam thé tich nudc tiéu hodc nudc tiéu
sam mau, phu chan hodc ban chan

Cic thudc cin theo doi hodc hiéu
chinh li¢u do nguy co tich lily hoic cac
tac dung bt loi khac trén than

Thudc giam dau: nhom
benzodiazepin, nhém opioid, tramadol.

Khang sinh/khang nim/khang virus:
acyclovir, nhom aminoglycosid,
amphotericin dudng tinh mach, co-
trimoxazol, fluconazol, ganciclovir duong
tinh  mach, penicillin, teicoplanin,
tetracyclin, trimethoprim, valganciclovir,
vancomycin.

Thudc chbng dong kinh:
levetiracetam, pregabalin va gabapentin.

Thudc diéu tri ting huyét ap: thude
chen béta, chen kénh calci, thiazid va loi
tiéu quai.

Thudc ha duong huyét: nhém tc
ché enzym dipeptidyl peptidase-4 (DPP-
4), metformin.

Thudc tc ché mién dich: thube e
ché calcineurin  (VD:
tacrolimus), methotrexat.

Cac khac:  Allopurinol,
digoxin, lithium, Heparin trong lugng
phan tir thdp (LMWH); nhom
biphosphonat; nicorandil, nhom nitrat

Luu y: danh sach nay khong bao
gdm tat ca cac thude co nguy co gy ton

ciclosporin,

thudc

thuong than cip va chi co vai trd nhu mot
ban tom tat nham tdi wu hoa dung thude
trén bénh nhan AKI.

Can nhic dung thudc sau khi
nhép vién do ton thwong thin cap

- Loai trr nguyén nhan tiém Aan
(VD: thude c6 nguy co doc trén than).

- Tranh phdi hop thudc mot cach
khong phu hop.

- Pam bao cac thude déu duoc chi
dinh phu hop vé mit 1am sang.

- Hiéu chinh liéu theo chuc ning
than, theo ddi ndng do thudc trong mau
va diéu tri trong khoang thoi gian ngan
nhét c0 thé.

- Sau khi ngimg thudc, khuyén cdo
bénh nhan vé thoi diém tai str dung thude.

Ngudn: https://www.pharmaceutical-
Diém tin: CTV. V5 Thi Thuy,
ThS.DS. Nguyén Thi Tuyén

SU DUNG HQP LY, AN TOAN THUOC U'C CHE BOM PROTON
Nguyén Tién Phap, Luong Anh Tung dich
(Nguon: Ban quyén thuge Trung tdm DI & ADR Qudc gia)

Tém tit

Thudc e ché bom proton (PPI) 14
mot trong nhitng thudc duoc st dung

rong rai nhét trong thuc hanh l1am sang.
PPI ¢6 hi¢u qua cao trong viéc lam giam
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cac triéu ching giy ra do ting tiét acid
dich vi va nhin chung dugc dung nap kha
t6t. Tuy nhién, khong nén ké don PPI vo
thoi han ma khong danh gia lai nguoi
bénh. PPI nén duoc dung & liéu thip nhat
c6 hidu qua va trong thoi gian ngin nhat
c6 thé. Viée sir dung “khi can” c6 thé phu
hop hon viéc dung hang ngay véi mot sd
N¢i dung

bénh nhan. Bénh nhan nén duogc canh bao
vé hién tuwong ting tiét acid hoi ung
thuong xuat hién tham chi trong vong 4
tuan sau khi ngimg diéu tri. Nhiéu bénh
nhan c6 thé kiém soat cac triéu chimg sau
khi ngimg thudc nay bang cac thudc thay
thé khac nhu antacid.

Thudc (e ché bom proton (PPI) 1a
mot trong nhitng thude duoc str dung rong
rii nhit trong thuc hanh 1am sang. PPI c6
hi€u qua cao trong viéc lam giam céc tri¢u
ching gay ra do ting tiét acid dich vi va
nhin chung dugc dung nap kha tét. Tuy
nhién, khong nén ké don PPI vo thoi han
ma khong dénh gid lai nguoi bénh. PPI
nén dugc dung ¢ liéu thap nhat co hiéu
qua va trong thoi gian ngan nhét c6 thé.
Viéc st dung “khi can” c¢6 thé phu hop
hon viéc dung hang ngay véi mot s6 bénh
nhan. Bénh nhan nén dugc canh bao vé
hién tuong ting tiét acid hdi ung thuong
xudt hién tham chi trong vong 4 tudn sau
khi ngirng diéu tri. Nhiéu bénh nhan c6 thé
kiém so4t cac triéu chimg sau khi nging
thudc nay bang cac thudc thay thé khac
nhu antacid.

Str dung PPI

Viéc diéu tri cac triéu chung lién
quan dén tang tiét acid dich vi da bat dau tir
thoi Hy Lap o dai v6i viée st dung bot san
hé (calci carbonat) dé 1am giam chung kho
tiéu. Trong nhirng nam 1970 va 1980, cac
thudc ddi khang thu thé H2, nhu ranitindin
da ra doi, tiép do6 1a cac thude trc ché bom
proton (PPI) c6 hiéu qua cao hon trong
giam tiét acid dich vi. Hién PPI d4 thay thé
phan 16n cac thudc ddi khang thy thé H2
trong thuc hanh, gitp cai thién chat luong
cudc song cho nhiéu bénh nhan. Loi ich

nay 14 nguyén nhan khién PPI dugc ding
rong rai hon trong cham séc stc khoe ban
dau so voi cac nhom thude khac trong diéu
tri cic bénh 1y lién quan dén ting tiét acid
dich vi.

Nam 2013, trong 1000 bénh nhan
dang ky diéu tri, co 428 nguoi dugc ké don
omeprazol, khién omeprazol tr thanh thudc
duoc ké don pho bién thir ba tai New
Zealand. SO bénh nhan dugc ké don PPI
tang déu dan trong 5 nim vira qua. Trong
nam 2013, cac co s y té & New Zealand da
chi 4,28 triéu d6 la cho riéng vién nang
omeprazol, trong do, hon 1/4 chi phi danh
cho vién nang omeprazol 40 mg, dang bao
ché c6 ham luong cao nhét c6 san trén thi
trudng ciia hoat chat nay.

Cac PPI chinh sw dung trong thuc
hanh lam sang

O New Zealand, c6 3 thudc PPI duge
bao hiém xa hoi chi tra hoan toan trong
Danh muc thudc: omeprazol, lansoprazol va
pantoprazol. 3 thudc ndy ciing c6 thé mua
véi sd luong han ché, khong can ké don tai
cac hiéu thudce. Rabeprazol hién chua dugc
bao hiém chi tra va can dugc ké don. Béc si
va duge S can tim hiéu xem bénh nhan c6
str dung thudc khong ké don nao khong
trude khi cho bénh nhan st dung thude e
ché tiét acid.
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Cdc PPI dwgc chi dinh dé:

- Piéu tri bénh trao nguoc da day -
thyc quan (GORD), bao gém ca bénh thuc
quan Barrett.

- Du phong loét da day - ta trang lién
quan dén NSAIDs; Diéu trj loét da day - ta
trang lanh tinh.

- Diét Helicobacter pylori (phéi hop
v6i khang sinh).

- DPiéu tri hoi chung Zollinger -
Ellison.

Céc thube PPI c6 hiéu qua tuong tu
nhau khi duoc dung ¢ liéu khuyén céo.
Két qua tir mot phan tich gdp cho thiy
khong c6 khac biét vé hiéu qua giita cac
PPI trong diéu tri viém thuc quan. Su san
¢6 cua 3 thudc PPI duge bao hiém chi tra
gitip bénh nhéan c6 thé chuyén d6i dung
thudc khac néu gip cac tac dung bat loi
véi mot PPI va ¢6 thém lua chon vé dang
bao ché, vi du: pantoprazol vién nén nho
pht hop hon cho bénh nhan khé nubt.

Ddac tinh dwoc ly cua thuéc trc ché
bom proton:

PPI 1a cac tién thudc. Sau khi ubng,
thudc duoc chuyén tir dang khéng c6 hoat
tinh tr¢ thanh dang c6 hoat tinh. PPl khong
bén trong méi trudng acid nén duoc bao ché
¢ dang bao tan trong rudt dé bao vé thudc.
Sau khi di qua da day, mang bao s¢€ tan ra tai
rudt non, PPI duoc hép thu vao mau noi
chiing c6 thoi gian ban thai twong dbi ngan,
khoang 1-1,5 gio. Hiéu qua cta PPI kéo dai
hon nhiéu khoang thdi gian nay, do chét
chuyén hoéa c6 hoat tinh lién két khong
thuédn nghich véi bom proton H/K'-
ATPase & té bao vien, ngan can sy bai Xuét
cua cac ion H* vao dich vi trong 10-14 gio.
Tac dung trc ché tiét acid cua PPI can it nhét
sau 5 ngay dé dat hiéu qua cao nhét. Tuy
nhién, day 1a tdc dung khong hoan toan;

khoang 1/4 s bom proton trong mdi té bao
vién van hoat dong ngay ca khi ding liéu
cao PPI.

Gastrin 1a hormon kich thich t& bao
vién tiét acid dich vi. Khi PPI tic ché san
xuat acid dich vi, gastrin s€ dugc gidi
phong nhiéu hon dé chéng lai sy giam acid
cua da day. Gan ddy, mot sb nghién ctu
goi ¥ rang khi nging st dung PPL co thé s&
tiép tuc san xuét gastrin v6i luong cao hon
so v6i trude khi diéu tri, gdy hién tuong
tang tiét acid hoi tng.

Ké don PPI khi ndo, nhur thé nao dugc
coi la phu hop?

Khi bt dau sir dung PPI, can trao do6i
v6i bénh nhéan vé ligu trinh diéu tri du kién,
nham gitip ho hiéu qua trinh diéu tri khong
kéo dai vo thoi han, trir khi con c6 chi dinh
tiép tuc dung thudc, ciing nhu gitp trao doi
lai vé viéc hiéu chinh liéu va ngimg diéu tri
dé dang.

Do6i vé6i da s6 bénh nhan, lidu khoi
dau phu hop 1a omeprazol 20 mg, 1
lan/ngay (tiy thudc chi dinh). V&i mot sd
bénh nhén, c6 thé can ting lidu 1én 40 mg
(dung hang ngay) néu khong kiém soat
duogc tri€u ching, nhung lidu khéi dau
omeprazol 40 mg (1 lan/ngdy) hiém khi
duogc chi dinh trong cham soc strc khode ban
dau. Sau do, ity theo chi dinh, c6 thé giam
liéu PPL, vi dy: giam liéu omeprazol tir 20
mg xubéng 10 mg (dung hang ngay), hoic
ding “khi can” néu cac triéu ching da
duoc kiém soat thich hop.

Luu y:

Truéc khi ké don PPIL, can can nhic
cac yéu t6 nguy co lién quan dén ung thu
da day, do st dung PPI c6 thé che gidu
cac triéu ching cta bénh nay. Ty 18 mac
ung thu da day ting dang ké sau tudi 55
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va ¢6 thé sém hon 10 nim & nguoi goc
chau A.

Bénh trao nguwoc da day - thuc quan
(GORD)

Thudc e ché bom proton duoc chi
dinh dé diéu tri cac truong hop nghi ngd
hodc ¢6 chian doan xac dinh GORD. Phéc
dd diéu tri phu thuoc vao mirc do ning cua
cac triéu chimg va kha nang xuat hién bién
chimg. PPI ¢6 thé dugc sir dung dé:

- Thiét 14p chan doan GORD diéu tri
theo kinh nghiém trong vai tun.

- Giam nhe tri€u chung “khi can” &
bénh nhan méc GORD mirc d nhe hon.

- Giam nhe tri¢u chiing hang ngay &
bénh nhan c6 céc triéu ching nang hon.

Khi diéu tri bénh nhan GORD mirc
d6 nhe, can théng nhét gitta bénh nhan va
bac si rang ché do diéu tri s& duoc danh gia
dinh ky, véi muc tiéu kiém soat cac triéu
ching bang thay doi 16i séng va phu thudc
t6i thiéu vao thudc. Liéu thip nhit ¢ hiéu
qua cda PPI nén dugc dung trong thoi gian
ngéin nhét c6 theé.

Loét lién quan dén thuoc chong viém
khong steroid (NSAID)

PPI dugc chi dinh dé ngin ngira va
diéu tri loét, trot xudc do sir dung NSAID &
nhitng bénh nhan cé nguy co (xem bén
duwdi) va thuong duoc chi dinh diéu tri
chung kho ti€u do NSAID. PPI nén duoc
ding hang ngay hon 1a “khi can” dé ngin
ngtra phan Ung c6 hai cua NSAID, boi vi
loét hay xuat huyét tiéu héa cé thé xay ra
ma khong co biéu hién khé tiéu.

Cdc yéu té nguy co ting tic dung
bat loi trén dwong tiéu héa (nhw thing,
loét hay chdy madu) lién quan dén viéc sir
dung NSAID bao gom:

- Tuo1 cao > 65 tuoi.

- Tién st gip phan tmg c6 hai voi
NSAID.

- St dung ddng thoi véi cac thude co
thé 1am tang tac dung bét loi trén duong tiéu
hoa, nhu thude chong dong, thude chdng két
tap tiéu cau hay corticosteroid.

- Tién st méic bénh tim mach.

- Bénh gan.

- Bénh than man tinh.

- Hut thube

- Nghién rugu.

Nhiéu yéu t6 nguy co trong s6 ndy
ciing 1a cac chéng chi dinh str dung NSAID.

PPI Ia bién phap du phong phu hop
cho bénh nhidn dang dung NSAID dai
ngdy c6 bat cir yéu td nguy co nao ké trén.
Khuyén cdo bénh nhin bio cio bat cir
triéu ching nao trén dudng ti€u hda (nhu
o noéng, di ngoai phan den) c6 thé lién
quan dén loét hay trot xudc. Pong thoi,
cin nhiac xét nghiém huyét sic t6
(hemoglobin) sau 1 thang diéu tri véi
NSAID.

Pé dy phong loét, phac d6 khuyén
c4o laomeprazol 20 mg (1 lan/ngay)
trong thoi gian sir dung NSAID. Pé diéu
tri loét da day - ta trang lién quan dén
NSAID, phic do khuyén céo I
omeprazol 20 mg (1 lin/ngdy) trong 4
tuan, c6 thé kéo dai hon trong trudng hop
can thiét. Pantoprazol 1a liwa chon thay thé
cho ca 2 phéac dd trén néu bénh nhan khong
dung nap omeprazol. Lansoprazol khéng
duge chi dinh dé dy phong loét & bénh
nhan dang diung NSAID, nhung cé thé
duoc dung dé diéu tri loét.

Diét trur H. pylori

St dung PPI duoc khuyén cdo trong
phac dd6 bod 3 diét trir H. pylori. Vi du,
mot liéu trinh diéu tri 7 ngay bao gdm:
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- Omeprazol 20 mg, 2 lan/ngay; phdi
hop voi

- Clarithromycin 500 mg, 2 lan/ngay;
va Amoxicilin 1 g 2 lan/ngdy (hoic
metronidazol 400 mg, 2 lan/ngdy, cho
nguoi bénh di ing vai penicilin).

Viéc khang dinh diét trir H. pylori sau
khi dung phac d6 bo 3 khong nhit thiét
phéi lam déi v6i da sé bénh nhan. Viéc nay
chi nén duoc can nhic néu cac triéu chung
tai phat, c6 bién ching loét hogc khi nguoi
bénh c6 bénh Iy mic kém quan trong.

Khi nao c¢6 thé cin nhic ngimg sir
dung PPI?

Nhiéu bénh nhan nhu bénh nhan thuc
quéan Barrett can st dung PPI kéo dai va s&
khong phil hgp néu ngimg thude. Véi cac
bénh nhan khéc, nhu c6 tién st viem loét
thuc quan ndng, chi nén can nhéc ngung
PPI sau khi trao doi v&i béc si chuyén khoa
tiéu hoa. Tuy nhién, mot s6 bénh nhan c6
thé giam litu PPI di dugc ké don, nhu
giam liéu omeprazol tir 20 mg (1 lan/ngay)
xudng 10 mg (1 lan/ngdy) hoic chuyén
sang ché d6 diéu tri “khi can”. Voi bénh
nhan dung PPI kéo dai, nén danh gia lai sy
can thiét phai tiép tuc diéu tri trong tat ca
cac lan tai kham.

Ky vong cua bénh nhan lan dau
dugc ké don PPI dong vai trd quan trong
trong viéc bénh nhan chép thuan dé nghi
giam liéu hodc ngimg PPI. Chua c6 bang
chting rd rang vé ché do t6t nhat dé giam
liéu PPI, nhung nhin chung, nén can nhic
giam licu tir tir khi d4 kiém soat duoc cac
triéu chung. Vi dy, mot bénh nhan dugc
ké don omeprazol 20 mg, dung hang
ngay, trong 4-6 tuan dé kiém soat triéu
ching cua GORD. Bénh nhan c6 dép tng
diéu tri t6t va triéu chimg duoc cai thién.
Sau d6, giam liéu xuéng con 10 mg, ding

hang ngay, trong 2 tuan, rdi nglmg thudc.
Bénh nhan dugc ké don omeprazol 20 mg
dung “khi can” néu c0 triéu chimg tai phat.

Tw vin cho bénh nhdn vé nguy co
ting tiét acid hoi tng

Tang tiét acid hdi img co thé xay ra
khi ngimg st dung PPI. Két qua tir mot
nghién ctru cho thdy hon 40 % bénh
nhan khong c6 tri€u chimg bi kho tiéu 1
tuan sau khi két thuc dot diéu tri 4 tuan
vo1 pantoprazol. DPinh lugng chi thi
huyét thanh goi ¥ ¢ su tiét acid 1 tuan
sau khi nging diéu tri PPI nhung sau d6
tré lai binh thudng trong vong 2 tuan.

Céc triéu chimg ting tiét acid hoi
ung, nhu trao ngugc da day - thuc quén,
ciing 14 nhiing triéu chimg dé chi dinh PPI.
Do vay, c6 thé diéu tri cung cd néu viéc
diéu tri ban dau giy ra céc triéu ching yéu
cau phai tiép tuc diéu tri. Nén trao ddi véi
bénh nhan vé nguy co ting tiét acid hdi Gmg
dé bénh nhan chuan bi sdn sang sau khi
ngung su dung PPI.

Céc antacid va chat chong day hoi c6
thé c6 hiéu qua diéu tri ting tiét acid hoi
g t6t nhat. Cac thube nay co thé duoc ké
don nhu thudc “giai nguy” va néu c6 tai
phat tri¢u chiing.

Tinh an toan cua PPI?

Ty 1& gdp tac dung bat loi lién quan
dén PPI tuong d6i thap. Tuy nhién, can trao
d6i cac nguy co ndy v6i bénh nhan va can
nhic gidm sat dinh ky d6i v6i cac bénh
nhan c6 nguy co cao.

Tt ca cac PPI déu co thé giy dau dau
va cac bién cd bét loi trén tiéu héa, nhu
budn nén, ndn, dau bung, dﬁy hoi, tiéu
chay hoic tao bon. Cac bién cb bét lgi trén
tiéu hoa ctia PPI d6i khi c6 thé bi nham 1an
véi trigu chung cia GORD, lam cho bac si
diéu tri tang liéu PPI dang dung cho bénh
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nhan vi cho ring thudc chwa dat hiéu qua
mong doi. O mc d6 it gip hon, ding PPI
c6 thé gy kho miéng, pht ngoai vi, hoa
mit, rdi loan giéc ngu, meét, roi loan cam
giac, dau khop, dau co, phat ban, ngura va
viém than k&.

Chua phat hién mdi lién quan giita
PPI va tang ty 1€ di tat thai nhi trén nguoi.
Do do, PPI duogc coi la an toan trong thai
ky. C6 thé can nhic dén cac liéu phap
khac phu hop cho phy nit mang thai can
thudc e ché acid bao gdm antacid (calci
carbonat, alginat) hodc ranitidin trudec.
Néu nhing thudc nay khong dat hiéu qua
mong mudn thi can nhic sir dung PPI.

Nén tranh ding PPI lidu cao hon ¢
bénh nhan c6 bénh gan muc dJ trung binh
hoic ning, do giam chuyén héa & gan c6
thé gay tich Iy thudc.

Téing nguy co nhiém tring

Tac dung tc ché tiét acid dich vi
ctia PPI lam ting nguy co nhiém trung tir
cac can nguyén ¢ duong ti€u hoda hay hd
hap, du nguy co kha thip. Nguy co cao
hon dugc cho 1a do gidm tac dung bao v¢
da day cua “buc tuong acid”, khién cac
mam bénh séng co thé di chuyén lén
hoic xubng trong dudng tiéu héa va xam
1an duong ho hap dudi.

Néu c6 thé, can nhic tri hodn st
dung PPI cho bénh nhan c¢6 nguy co
nhiém tring ting, nhu bénh nhén cao tudi
c6 nguoi nha bi cum, bénh nhan dang
dung khang sinh. Chua rd viéc ngung st
dung PPI tam thoi trong thoi gian bénh
nhan c6 nguy co nhiém tring cao c6 dem
lai 1gi ich hay khong.

Mot phéan tich gop gdm 12 nghién
clru, bao gébm gan 3000 bénh nhan cho
thiy diéu tri (rc ché tiét acid lam ting
nguy co nhiém Clostridium difficile. Nguy

co nay ting 1,7 lan khi dung PPI 1
lan/ngay va ting 2,4 1an néu dung nhiéu
hon 1 lan/ngdy. Sau nghién ctru di phat
hién nguy co  nhiém Salmonella,
Campylobacter va Shigella tang cao hon 3
lan & bénh nhan dung PPL

Mot nghién ctru khac trén 360.000
ngudi phat hién mbi lién quan giita viéc sir
dung PPI va ting nguy co viém phéi. Nguy
co ndy cling tang 1én khi ting liéu PPL. Ty
1¢ mic viém phdi ¢ bénh nhan dung PPI 1a
2,45 trén 100 bénh nhén - nam va ¢ bénh
nhan khong dung PPI 1a 0,6 trén 100 bénh
nhan - nam. Mot nghién ctru khac phat hién
kha nang bénh nhan bi viém phdi ting 5 lan
trong tuan dau diéu trj véi PPI, sau d6 giam
con 1,3 1an & bénh nhén dugc diéu tri tir 3
thang tr¢ 1én.

Kém hdp thu cdc chat dinh duong

Acid dich vi lam tdng d0 tan cua
cac chat & dang mudi khong tan (nhu
calci, sat) va giup hap thu cac vitamin
lién két voi protein (nhu vitamin B12).
Do d6, viéc giam tiét acid dich vi c6 thé
lam giam hap thu mot sd chat dinh
dudng, dan dén tang ty 18 bénh lién quan
dén kém hap thu. Tuy nhién, mdi lién
quan nay hién van con dang tranh cii. O
da sd truong hop, bénh nhan c6 thé yén
tam rang ché d6 an udng cin bang, day
du, chia cac chat thiét yéu va chét
khoang (nhu calci, sat, folat, magnesi) 1a
du dé loai trir nguy co nay.

Diing PPI kéo dai lién quan dén
ting nhe nguy co gdy xwong. Uy ban Phan
tmg c6 hai cua thubc New Zealand
(MARC) luu ¥ rang méi lién quan giira str
dung PPI va nguy co gdy xuong trong
phan 16n cac nghién ciru 1a nhé va hién
chua can c6 bién phap can thiép quan ly
nao lién quan dén nguy co ndy. Mot
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nghién ctu trén 15.000 truong hop gay
xuong lién quan dén lodng xuwong phat
hién tdng ty 1€ gdy xuwong hong & bénh
nhan sau 5 nim dung PPI (ty s6 chénh
hiéu chinh = 1,62) va nguy co tang thém
néu tiép tuc diéu tri trong 7 nim (ty sb
chénh hiéu chinh = 4,55). Bénh nhan dung
PPI nhiéu hon 7 nim ciing ting nguy co
gy xuong khong phai xwong hong (ty sd
chénh hiéu chinh = 1,92).

Tang nguy co loang xuong nén dugc
can nhic & phy nir sau méan kinh sir dung
PPI kéo dai, ddc biét néu bénh nhén c6 cac
yéu td nguy co khac, nhu tién sir gia dinh
c6 nguoi bi loang xuwong hodc st dung
corticoid kéo dai. Khi do, c6 thé lam giam
nguy co ndy bang cach ding PPI & liéu thap
nhét c6 hiéu qua, hodc ding “khi can” néu
phu hop.

Ha magnesi mdau nang lién quan
dén viéc sir dung PPI trén mdt s6 it bénh
nhan, c¢6 thé cai thién khi nging PPI.
Nam 2012, Co quan Quan ly an toan
Thudc va Thiét bi y t&¢ New Zealand
(Medsafe) dd khuyén cao rang ha
magnesi méu, va c6 thé giam calci mau,
1a tic dung bat loi hiém gip cia PPL
Omeprazol, & mirc liéu 10-40 mg/ngay, la
liéu thuong gip nhat lién quan dén céc
thiéu hut trén. Magnesi dugc biét dén co
tac dong on dinh ndi moi cua calci bang
cach giam tiét hormon tuyén can giap,
giam dap ung cua thin va xuong voi
hormon tuyén cén giap.

Bénh nhan dang sir dung PPI, c6 tién
st nghién ruou, c6 nguy co ha magnesi
mau ting 1én do tac dung hiép ddng cua sir
dung ethanol man tinh dén chirc ning
chuyén hoéa. St dung thude loi tiéu,
hoac sinh

ciclosporin khang

aminoglycosid dong thoi véi PPI lam

tang nguy co ha magnesi mau. Cac tri¢u
chung cua ha magnesi mau thuong khong
0 rang, co thé bao gém chudt rut, yéu co,
dé bi kich thich hodc 14 1an.

Khong khuyén cdo xét nghiém
magnesi dinh ky & bénh nhan dung PPL
Trong truong hop bénh nhan dang st dung
PPI kéo dai va co6 cac tri¢u ching khong ro
nguyén nhan, twong tu cic tri€u ching cua
ha magnesi mau thi nén can nhac xét nghiém
magnesi mau. Ting s dung dO 4n gidu
magnesi, vi du cac loai hat, rau méng to1, lua
mi, hoac thuc phém bd sung cO chua
magnesi c¢6 thé giup cai thién nong do
magnesi mau trong qué trinh diéu tri bang
PPI.

Thiéu hut vitamin B12 lién quan dén
st dung PPI o bénh nhdn cao tuéi. Mot sb
nghién ctru cho thay PPI 1am giam hép thu
vitamin B12 trong thirc an. O bénh nhan
cao tudi ¢ ché do dinh dudng kém, dang
ding PPI kéo dai, cin cén nhdc xét
nghiém vitamin B12 dinh ky.

Gidm natri mau lién quan dén viéc
st dung PPI gdp & rat it bénh nhdn, va
thudng gap hon & ngudi cao tudi.

Viém thin ké cdp tinh lién quan dén
PPI

Tinh dén thang 6/2011, Trung tim
Theo doi Phan tmg c6 hai cta thuéc New
Zealand (CARM)da ghi nhan 65 truong
hop viém than k& lién quan dén viéc sir
dung PPI. Viém than k& c6 thé din dén ton
thwong than vinh vién. Céc triéu chimg va
dau hiéu goi ¥ viém than k& bao gom: sbt,
ndi ban, tang bach cau 4i toan, kho chiu,
dau co, dau khép, giam cén, thay doi luong
nudc tiéu, dai ra mau hodc mu c6 kém hodc
khong kém theo ting huyét ap. NSAID
ciing duoc biét dén kha 16 vé& nguy co giy
ddc than, do do, nén cha y nghi ngd hon
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kha nang viém than k& ¢ bénh nhan dang
st dung NSAID cé xuét hién céac triéu
chimg nay. Céac yéu té nguy co gy viém
than k& khic bao gdm khang sinh beta
lactam (penicilin, cephalosporin),
sulfonamid, thudc loi tiéu, bénh 1y nhiém
trung, roi loan mién dich hodc ung thu.
Trong truong hop nghi ngd viém than ke,
can soi nudc tiéu va kiém tra chirc ning
than. Bénh nhan cling nén dugc gui kham
chuyén khoa than. Pé chan doan xac dinh
viém thin k&, bat budc phai sinh thiét than.

Twong tdc thuoc

Quan ngai vé kha ndng tirong tdc giita
omeprazol va clopidogrel khéng chdc chdn
co ¥ nghia lam sang. MARC da danh gia
bang chimg vé tuong tic gitta PPI va
clopidogrel va két luan rang bang chimg
hién c6 cho thiy PPI c6 thé anh huong dén
hoat tinh cua clopidogrel in vitro, nhung
diéu nay chua ngoai suy dugc c6 dan dén
hau qua bét loi c¢6 ¥ nghia 1am sang. Khong
can thiét phai thay ddi ché do diéu tri cho
bénh nhan dang st dung dong thoi mot
thude PPI va clopidogrel. Tuy nhién, néu bac
si dang can nhic ké don PPI va clopidogrel,
thi khuyén c4o nén chon pantoprazol do it ¢6
tac dung wc ché enzym CYP2C19 hon so
vé1 omeprazol va lansoprazol.

PPI ¢6 thé lam tang nhe tac dung
chong déng cua warfarinhoic giam tac
dung nay khi ngimg PPI. Bénh nhan dang

ding warfarin nén dugc dénh gia trj s6 INR
thuong xuyén hon khi bat ddu dung, hoic
ngimg PPI dé dam bao khong gip tuong tac
c6 y nghia 1am sang.

Nhitng diém can lwu y vé PPI:

- Ra soat toan bg cac bénh nhan dang
dung PPI kéo dai va danh gia xem c6 nén
tiép tuc st dung hay co thé giam liéu PPI
hay khong.

- V6i bénh nhan 1an dau dung PPI, can
trao doi voi nguoi bénh vé thoi gian didu tri
du kién va co ké hoach giam liéu hoic
ngimg diéu tri.

- Pa sb bénh nhan trong chim soc st
khoe ban dau khong can ding omeprazol voi
litu khoi dau 40 mg/ngdy (hodc tuong
duong).

- Rét it bénh nhan cin phai ding
omeprazol véi liéu 40 mg, hang ngay, kéo dai.

- Can nhédc ché do liéu “khi can” c6
phtt hop hon cho bénh nhan dang dung PPI
hang ngay hay khéng.

- Tu van dé bénh nhan ndm duoc vé
nguy co tang tiét acid hoi ing c6 thé xay ra
khi ngimg st dung PPI. Trong truong hop
do, co thé ding thudc khang acid nhu mot
thudc “giai nguy” dé lam giam cac triéu
ching.

Lwa chon dwong dung khang sinh hep ly: dwong udng va

DI (\'A D R'\" dwong tinh mach
X )

Tom tat

V6 Thi Thily, Nguyén Phwong Thity, Liong Anh Tiing

Tom tat: Khang sinh duong tinh
mach hién dang duoc st dung phd bién
va co thé bi lam dung tai cac bénh vién
trong khi nhiéu loai nhiém khuan c6 thé

diéu tri bang khang sinh duong udng. Sir
dung khang sinh duong udng gilp han
ché cac tac dung bat loi cua khang sinh
duong tinh mach. Bén canh dé, diéu tri
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bang khang sinh duong ubng thudng co
chi phi thap hon. Sau mét thoi gian ngén
diéu tri khang sinh duong tinh mach, c6
thé can nhic chuyén sang khang sinh
duong uéng néu pha hop. Hién da c6 cac
huéng dan hd trg bac si vé thoi gian
chuyén ddi nham dam bao hiéu qua diéu
tri khi chuyén tir khang sinh dudng tinh
mach sang duong udng. Mot sé loai
nhiém khuan c6 thé phu hop véi diéu tri
ngan han bang khang sinh duong tinh
mach bao gom viém phoi, nhiém khuan
Noi dung

tiét niéu phac tap, mot sé nhiém khuan 6
bung, nhiém khuan huyét do vi khuan
Gram (-), dot cap bénh phdi tic nghén
man tinh, nhiém khuan da va mé mém.
Nhiém khuan xwong khép va nhiém
khuan noi tdm mac hién duge diéu tri dai
ngay bang khang sinh dudng tinh mach.
Tuy nhién, tinh kha thi caa viéc chuyén
d6i som sang khang sinh duong udng
trong cac loai nhiém khuan nay dang
duoc nghién cau.

Gidi thiéu

Lua chon duong dung tdi wu 1a mot
khia canh quan trong trong sir dung thudc
hop 1y. Véi cac trudng hop nhiém khuan
can dugc diéu tri bang khang sinh, duong
uéng 1a lya chon tdi wu cho nhiéu bénh
nhan. Tuy nhién, trén thyc té, bénh nhan
ndi tra thuong dugc chi dinh khang sinh
duong tinh mach. Trong khi do, véi mot
s6 nhiém trung dugc chi dinh khang sinh
duong tinh mach, li¢u phép khéng sinh
duong udng co thé dem lai hiéu qua
tuong duong.

Khang sinh dwong tinh mach

Phac d6 khang sinh duong tinh
mach dugc khuyén céo trong cic nhiém
khuan nghiém trong de doa tinh mang va
nhiém khuan & vi tri sdu do lo ngai vé
nguy co khong dat ndng d6 khang sinh tai
vi tri nhiém khuédn khi dung dudng ubng.
Bénh nhan khong dung nap thudc hoic
khong thé st dung thude duong udng (Vi
du: n6n) s& duoc chi dinh phac dd duong
tinh mach. Phac d6 duong tinh mach
cling dugc khuyén cdo trén bénh nhan suy
giam mién dich do suy giam co ché
phong ngu chéng nhiém khuén.

Theo nghién ctru, luong khang sinh
sit dung ngoai cong dong va trong bénh
vién tai Uc cao hon mot sd nude. Tai Uc,
theo Khao sat Ké don Khang sinh Qudc
gia (NAPS) nam 2017, gan 1/3 (32,7%)
trong 21.034 don thudc (bao gém ca
duong udng va dudng tinh mach) khong
tuan thi huéng dan diéu trj cua bénh vién
hoic Hudng dan Diéu tri Qudc gia (eTG).
Mot nghién ctru tién ciru trén tat ca céac
khang sinh duong tinh mach dugc su
dung tai mot bénh vién dai hoc cho théy
khoang 1/3 trén gan 2000 ngay sir dung
khang sinh 14 khong can thiét.

Sir dung khang sinh dwong udng
thay cho duwong tinh mach

Céac uvu diém chinh cua viéc st dung
thuéc duong ubng so véi duong tinh
mach bao gém tranh duoc cic nhiém
khuan hodc viém tinh mach huyét khoi
lién quan dén tiém truyén, gia thanh thubc
thip hon, giam khdi luong cong viéc
danh cho nhan vién y té va thiét bi phuc
Vu viéc tiém truyén tinh mach. Phac dd
duong udng c6 thé tao didu kién cho bénh
nhan xuét vién sém hon. Vi dy, mét liéu
duy nhat khang sinh dudong tinh mach
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trén bénh nhi nhiém khuin dudng tiét
niéu khong phuc tap khong lam giam ty
1¢ tai phat hodc tai nhap vién. Diéu nay
cho thay hau hét cac bénh nhi c6 nhiém
khuan duong tiét nidu co thé diéu trj bang
khang sinh duong udng.

Véan d& quan trong can duoc xem
x¢ét la sinh kha dung cua khang sinh

duong udng, thuong khiac biét so véi
duong tinh mach (bang 1 va bang 2). Mot
sO khang sinh duong udng c6 sinh kha
dung tuong duong khi dung qua duodng
tinh mach. Tuy thudc tinh trang nhiém
khuan va vi tri can hap thu thudc, co thé
can nhéc thay thé khang sinh dudng tinh
mach bang cac thudc nay.

Bang 1: Chuyé&n ddi dudng tinh mach sang dudng udng vdi khang sinh
co6 sinh kha dung trén 90%

Khang sinh du'ding tinh mach

Lua chon khang

Dang bao ché du'dng udng

Lincomycin hodc clindamydin

sinh dudng udng

Clindannycin

H&n dich (cb thé cb vi khd chiu)
va vién nang

Fluconazol

Fluconazol

HAn dich va vién nang

Metronidazol

Metronidazol

H&n dich va vién nang

sulfamethoxazol/
trimethoprim

Sulfamethoxazolf
trimethoprim

H&n dich va& vién nén

Doxycyclin

Doxycyclin

Vién nén va vién nang

Bang 2: Chuyé&n ddi dudng tinh mach sang dudng udng vdi khang sinh
co sinh kha dung tir 50%-90%o

Khang sinh du'ding

Lua chon khang sinh

Dang bao ché& dudng udng

tinh mach dudng udng
Ampicilin hoac o
- Amoxicilinm
amoxicilin

Ha&n dich va vién nang

Benzylpenicilin

Amoxicilinm

H&n dich va vién nang

Azithromycin

Azithronmycin

H&n dich va vién nén

Amoxiciling/clavulanat

Amoxicilindclavulanat

H&n dich va vién nén

Flucloxacilin

Hon dich (co thé cd vi khé chiu)
va vién nang

Flucloxacilin

Hoac: Cefalexin

H&n dich va vién nang

Cefazolin

Cefalexin

H&n dich va vién nang

Ciprofloxacin

Trong mot nghién ciru tién ctru &
quy mo nho, cac bénh nhan viém mo té
bao mirc d§ trung binh duge ngiu nhién
chi dinh cefalexin dudng ubng hoic
cefazolin duong tinh mach. Viéc dung
thudc qua dudng tinh mach duoc chuyén
d6i sang dudng udng khi viém mo té bao
ngimg tién trién va bénh nhan da cat sdt.
Khong c6 sy khac biét ¢6 ¥ nghia thong
ké gitta 2 nhom, tuy nhién chi c6 khoang

Ciprofloxacin

Vién nén

20 bénh nhan trong mdi nhém. Can tién
hanh nhitng nghién ciru 16n hon nham xéac
minh két qua nay.

Pitu tri dot ngin Kkhang sinh
dwong tinh mach

Céac nghién ciru dang danh gia vé
kha nang xtr tri cac nhiém khuan thuong
dugc diéu tri bang khang sinh dudng tinh
mach dai ngdy bang phic d6 khang sinh
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duong tinh mach ng.’fm han. Mot tha
nghiém da trung tAm, ngau nhién, c6 ddi
chung trén cac bénh nhan nhiém khuan 6
bung di duoc kiém soat day du ngudn
gdy nhiém khuén, d3 dugc thuc hién so
sanh tiéu chi gdp cua nhiém khuan vét
mo, tai phat nhiém khuéan 6 bung hodc tir
vong trong 30 ngay cho thiy két qua
tuong duong ¢ nhém bénh nhan dugc chi
dinh phac d6 khang sinh duong tinh mach
3-5 ngay va nhom bénh nhan dugc chi
dinh phéc dd kéo dai hon sau khi cac triéu
chtng va xét nghiém cén 14m sang tro vé
binh thudong. Piéu nay cho thiy sau khi
kiém soat didy du nguon giy nhiém
khuén, loi ich ciia khang sinh duong tinh
mach chi gi6i han trong vai ngay dau cta
dot diéu tri. Tuy nhién, can luu ¥ khong
c6 nhiéu bénh nhan suy giam mién dich
dugc dua vao nghién ctru nay.

Mot s thu nghiém ngﬁu nhién, co
d6i chung da nghién ctu vé cac loai
nhiém khuan khac va d¢ dai cta dot diéu
tri. Dot diéu tri ngén c6 thé dem lai hiéu
qua tuong duong véi diéu tri dai ngay
trong cac truong hop: viém phdi méic phai
tai cong déng hoac viém phéi lién quan
dén thé may, nhiém khuan tiét niéu phuic
tap, nhiém khuan 6 bung c6 bién chig,
nhiém khuan huyét do vi khuan Gram (-),
dot cép bénh phéi man tinh, hodc nhiém
khuan da va md mém.

Chuyén doi tir dwong tinh mach
sang dwong udng

Nham phat trién cac huéng dan diéu
tri, mot nghién cuu vé viéc Chuyén doi
khang sinh sang phac d6 duong udng sau
48-72 gio dung duong tinh mach da dugc
tién hanh. Cac loai nhiém khuan chinh
dugc nghién ciru bao gébm nhiém khuédn
duong ho hap, nhidm khuan duong tiét

niéu, viém dudng mat, ap xe 6 bung va
viém quang. Trong 6 tuan sau khi két
thiic phac d6 khang sinh, khong ghi nhan
truong hop ndo tai phat nhidm khuén
hodc tai nhap vién do tai nhiém khuén.
Viéc chuyén doi phic dd sang duong
ubng duoc wdc tinh lam giam hon 6000
lidu khang sinh dudng tinh mach.

Mot nghién ctru hdi cru vé nhiém
khuan da va m6é mém do Staphylococcus
aureus khang methicilin (MRSA) da danh
gia viéc diéu tri bénh nhan noi tra tai 12
nude chau Au. Theo két qua uwdc tinh,
hon 1/3 s6 bénh nhan co6 thé chuyén doi
tor khang sinh duong tinh mach sang
duong ubéng sém hon thoi diém duoc
chuyén d6i trén thyc té.

Nghién ctru tai mot bénh vién da su
dung mot bang kiém véi muc dich
khuyén khich viéc chuyén d6i tir khang
sinh duong tinh mach sang dudong udng
vao ngay diéu tri thi 3 trén cac bénh nhan
c6 nhiém khuan duong ho hap dudi,
nhiém khuan dudng tiét niéu va nhiém
khuan 6 bung. Trong sd cic bénh nhan
phu hop dé chuyén doi sang khang sinh
duong uéng, 61,4% bénh nhan duoc da
chuyén d6i nho dap tng cac tiéu chi trong
bang kiém. Khong ghi nhan su gia ting
bién chimg trén nhom bénh nhan nay.

Cac nha nghién ctru di tién hanh
mot tong quan hé thdng cac bang ching
vé thoi gian diéu tri khang sinh duong
tinh mach t4i thiéu va téng thoi gian diéu
trj khang sinh t6i thiéu ¢ bénh nhan dudi
18 tudi c6 nhiém khuan. Téng quan nay
da so sanh cac dot diéu tri ngén vO1 cac
dot diéu tri dai ngay thuong dugc ap
dung. Trong mdt sd truong hop nhu
nhiém khuan ho hap, nhidm khuan da va
mo mém, nhim khuan tiét niéu - sinh
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duc, diéu trj kéo dai bang khang sinh
duong tinh mach c6 thé khong can thiét
va c6 thé chuyén doi tir duong tinh mach
sang duong udng sém hon.

Khi can nhic chuyén sang phac dd
duong udng, viée danh gia tinh trang 1am
sang cua bénh nhin dong vai trdo quan
trong. Céc tiéu chi danh gia bao gém kha
ning dap tng diéu tri, tinh trang mién
dich cua bénh nhan, cac bénh ly nén méc
kém, tién st di ung, kha ning hap thu va
dung nap vé6i thudc duong udng. Viée xac
dinh tac nhan gy bénh, kiéu khang thubc
va két qua xét nghiém vi sinh cta bénh
nhan (néu c6) ciing can thiét. Khi lya
chon khang sinh, can can nhic cac yéu t6

bao goém phd tac dung, sinh kha dung,
kha ning xdm nhap vao vi tri nhiém
khuéan va cic tac dung khong mong mudbn
ctia thude.

Huwéng din diéu tri ciia Uc

eTG c6 huéng dan vé viéc chuyén
d6i khang sinh dtng thoi diém tir dang
dung qua duong tinh mach sang duong
udng. Thoi diém chuyén d6i dugc can
nhic khi bénh nhan c6 cdi thién vé lam
sang, hét sot va khong co bat thuong vé
huyét dong chwa giai thich duoc nguyén
nhan (bang 3).

Bang 3: Hudng dan chuyén ddi khang sinh tir dudng tinh mach sang duwdng udng

- Bénh nhan hét sot hodc dg sot;

thu;

noi tdm mac).

Viéc chuyeén dai khang sinh tir duding tinh mach sang duting udng thuding to ra phi
hdp trong trudng hdp dap (ng tat ca cac tiéu chi sau*:
- Bénh nhan co cai thién vé mat Iam sang;

- Bénh nhan khing co bat thudng vé huyét dong chua giai thich dudc nguyén nhan;
- Bénh nhan dung nap thudc dudng udng va khong co lo ngai vé kha nang kém hap

- Khdng sinh duting udng thay thé cd phd tac dung tring hodc tudng tu thudc ding
duting tinh mach, hodc co san dang bao ché duing udng cla thudc dung gqua
dudng tinh mach. Vdi bénh nhi, can cd san dang bao ché phd hdp cho tré em.

Luu y: * Khéng bao gom cac loai nhiém khudn can dat dudc ndng do khang sinh cao

tai md hodc diéu tri kéo dai bang phac d6 dudng tinh mach (nhu viém mang nao, viém

Cac nha nghién ctru vé bénh nhiém
khuén trén bénh nhi Uc d3 tién hanh mot
tong quan hé thong cac bang ching vé
viéc chuyén doi tir phac d6 duodng tinh
mach sang duong udng d6i voi 36 loai
nhiém khuan & tré em. Muc dich ctia tong
quan 13 cung cap cac bang chung tin cay
gitip bac si dwa ra quyét dinh vé viéc
chuyén doi sang khang sinh duong ubng
trén bénh nhi va cho phép bénh nhi xut
vién sém hon. Két qua tong quan cho
thiy d6i v6i mot s bénh nhiém khuan,
viéc chuyén d6i c6 thé duoc tién hanh

som hon thoi diém duoc khuyén céo
trude do.

Phac d6 khang sinh dwong tinh
mach kéo dai

Mot s6 tinh trang nhu nhiém khuan
xuong khdp, viém ndi tdm mac, thuong
duoc diéu tri bang phac do khang sinh
duong tinh mach kéo dai. Bang chung vé
do6 dai dot diéu tri bang khang sinh duong
tinh mach va kha ndng st dung khang
sinh duong ubéng con han ché.
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Nhiém khuén xwong khép

Thtr nghiém so sanh khang sinh
duong ubng voi khang sinh dudng tinh
mach trong nhiém khuan xuong khép
(OVIVA) di duoc tién hanh da trung tim
0 Anh. Nghién ctu nay so sanh vi¢c
chuyén d6i sém (trong vong 1 tudn) tir
khang sinh duong tinh mach sang duong
udng véi viée tiép tuc phac dod khang sinh
duong tinh mach trong it nhat 6 tuan.
Nghién ctru thu nhan tit ca bénh nhan
nguoi 16n nghi ngd nhiém khuan xuong
khép dugc 1én ké hoach diéu tri bang
khang sinh trong it nhat 6 tuan, khong
phu thudc vao chi dinh can thiép phau
thudt hay cac khang sinh duogc st dung.
So sanh cac két qua trong vong mot nim
cho thay hiéu qua cua phac dd khang sinh
duong udng dugc lya chon hop 1y khong
thua kém so v&i phac do dudng tinh
mach. Tuy nhién, can luu y:

- Nghién ctru nay khong du hicu lyc
thong ké danh gia két cuc giita cac loai
nhiém khuan khic nhau;

-Nhiém khuan do Gram (-) chi
chiém ty 1€ nho;

- Pa sb bénh nhan duoc phﬁu thuat
dé kiém soat ngudn nhiém khuan;

- Rifampicin dugc st dung trong
phac d6 khang sinh ¢ khoang 1/3 s6 bénh
nhan trong nghién ctru;

- Béc si diéu tri cho bénh nhan la
cac chuyén gia dau nganh.

Bién cd bat lgi nghiém trong (co thé
lién quan dén khang sinh) duoc ghi nhan
& khoang 1/4 s6 bénh nhan trong nghién
ctru. Piéu nay cho thiy viéc tiép tuc theo
ddi bénh nhan 1a can thiét, ké ca véi
khang sinh duong ubng. Can tién hanh
nhitng nghién cru sdu hon dé danh gia
modt cach chit ché vé cic loai nhiém

khuan va cac phac dd khang sinh khéc
nhau trong cac hé thong y té sat v6i thuc
hanh lam sang tai co s& diéu trj.

Viém ngi tAm mac

Nghién ctu két hop khang sinh
duong ubng da duoc tién hanh trong viém
ndi tim mac (POET) ddi véi viém noi
tam mac trai do lién cau (Streptococci),
Enterococcus faecalis, Staphylococcus
aureus hodc tu clu khong sinh men
coagulase (coagulase-negative
staphylococci). Bénh nhan dugc chi dinh
ngau nhién khang sinh qua duong tinh
mach trong sudt dot diéu tri hoac trong it
nhat 10 ngay, sau dé su dung thudc
duong udng. Cac bénh nhan déu 6n dinh
vé mit 1am sang trude khi chuyén doi va
duoc siéu am tim qua thuc quan dé theo
doi dap ung diéu tri. Phac dd duong ubng
duoc thiét ké bao gdm it nhéat hai thudc
v6i co ché tac dung khac nhau, c6 thé co
tac dung hiép dong va lam giam nguy co
khang thubc dua trén két qua phén tich
PK/PD.

Két qua cho thiy khong c6 su khac
biét trén tiéu chi gdp bao goém tir vong do
moi nguyén nhan, can phiu thuat tim
khong theo chuong trinh, bién cd tic
mach hodc tai phat nhiém khuén huyét do
cin nguyén da phan l1ap dugc ban dau.
Phén tich tiép theo sau 3,5 nim ciing ghi
nhan cac két qua tuong tu.

Can luu ¥, nghién ctru ndy c6 han
ché lién quan dén thiéu tinh dong nhat
gitta 2 nhoém diéu tri vé tic nhan vi
khuén, phac dd phéi hop khang sinh dugc
sir dung va chua c6 mit cac nhiém khuin
do cin nguyén vi khuan da khang. Rat it
cac bénh nhan dugc thu dung dugc dat
thiét bi trén tim hodc 1a ddi twong nghién
chich thuéc qua duong tiém. Nghién ctru
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nay cling dugc thyc hi¢n tai cac trung tam
chuyén khoa tim.

Tinh trang khang khang sinh

Viéc lam dung khang sinh dan dén
su xuét hién va lan rong cua cac tac nhan
khang thubc trong bénh vién va ngoai
cong doéng. Giam st dung khang sinh
duong tinh mach va rat ngan do dai dot
diéu tri giup lam giam luong khang sinh
tiéu thu, tr d6 han ché gia ting khang
thudc. Viéc sir dung hop 1y cic khang
sinh dudng udng, dic biét véi thude cod
sinh kha dung cao, 1 can thiét dé duy tri
hiéu qua cua khang sinh.

Két luan

Trong nhiéu nhiém khuan, khang
sinh duong udng c6 thé c6 hiéu qua twong
duong khang sinh duong tinh mach. Can
nhic rit ngan thoi gian diéu tri bang
khang sinh dudng tinh mach va chuyén
d6i sang phac do duong udng 1a van dé
can duoc chu y khi diéu tri cho bénh
nhan, gitp cai thién két qua diéu tri,
phong tranh cac tac dung bét loi khi ding
qua duong tinh mach va tao diéu kién cho
bénh nhan xuit vién sém hon.
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THUOC BI PINH CHI LUU HANH, RUT SO PANG KY LUU HANH
TAI VIET NAM

Can cr cong vin s6 11996/QLD-CL ngay 31/7/2020 ciia Cuc Quan 1y Dugc vé
viéc cong bd dot 32 danh sach cong ty nudc ngoai c6 thude vi pham chét luong.

Can cr cong van s6 1889/SYT-NVD ngay 03/8/2020 cua S¢ Y té An Giang vé
viéc thong bao thu hdi thube vi pham muc do 2.

Can ctr cong van s6 2354/SYT-NVD ngay 21/9/2020 cua S¢ Y té An Giang vé
viéc théng bao thu hoi thude Trimoxtal, SDK: VD-20158-13.

1. Danh sich cac cdng ty nwéc ngoai co thudc vi pham chat lweng:
STT

S6 cong vin
11996/QLD-CL
11996/QLD-CL
11996/QLD-CL
11996/QLD-CL

Tén cong ty c6 thudc vi pham

Bal Pharma Ltd. - INDIA

1

2 | Flamingo Pharmaceuticals Ltd. — INDIA
3 | Windlas Biotech Private limited — INDIA
4

Industria Farmaceutica Nova Argentia S.p.A (Italy)

Danh sach cap nhat Dot 32 cac cong ty nudc ngodi co thudc vi pham
(http://www.dav.gov.vn — Muc: Qudn Iy chdt liwong thuéc)

2. Danh sach thuéc thu hdi c6 vi pham chét lweng:

Stt Tén thudc Tensd;()’n v S(L;)If(észglo’ Ly do S6 cong vin
Cong  ty| VD-16741-12 |. . . .
| Genpharmason | TNHH $6 16: 022020 1V\’i[a“ gﬁ;‘;‘i 11924/QLD-CL
MTV 120 | NSX: 02/6/2020 | V', PP@M | 1889/SyT-NVD
Armephaco | HD: 02/6/2023 murc do 2.
Mau thudc
khong dat
Trimoxtal Cong ty co sV ?-2?)%)3?)-51138 tiﬁy ?huan
rimoxta A 0 10: chat luong
2| 500/250 i}[ﬁl H[;‘i""-’c NSX: 08/5/2018 | vé chi tieu | 2o0HoY T-NVD
HD: 08/5/2021 | Pinh tinh
Sulbactam
natri.

29



http://www.dav.gov.vn/

DI \)SA[)R Phan vé 2 pha: mét s6 diém can luu y trong thuc hanh

Ngi dung

Luong Anh Tung

Thang 5/2020, Trung tam DI &
ADR Quéc gia dd nhan duogc bio cédo
ADR vé mot trudng hop sdc phan vé xay
ra trén bénh nhan nit, 43 tudi, duoc nghi
ngo la phan tng 2 pha.

Theo thdng tin trong béo céo, luc 7
gi0 50 phut sang ngay 13/5/2020, bénh
nhan duogc ti€m
cefotaxim 1 g dé diéu tri budu ba lung

tinh mach cham
boi nhiém. Sau tiém 10 phit, bénh nhan
mét, da ndi man do, ngra, va md héi,
mach nhe, huyét ap 60/40 mmHg. Sau khi
xur tri bang phac do chéng séc phan vé,
phan Uung dugc cai thién va bénh nhan
tinh tdo, 6n dinh luc 9 gio cung ngay. Tuy
nhién, mot gio sau, tinh trang bénh nhan
bat dau x4u dan voi cac triéu chimg mét,
vd mo hoi, chan tay lanh, huyét ap 60/40
mmHg, sau d6 hon mé, mach va huyét ap
khong do dugc, tién luong nang.

Mac du phan vé 1a phan tng di ing
dd dugc ghi nhan nhiéu trong y van va
thuc hanh 1dm sang, nhung truong hop
phan vé 2 pha tuong tu truong hop néu
trén it dugc ghi nhan. Do do, chung t6i da
tién hanh tra ctru mot s tai liéu dé tim
hiéu rd hon vé loai phan tng nay.

Theo Uptodate [1], c6 3 loai phan vé
d3 duoc ghi nhan, bao gdm phan vé mot
pha (uniphasic), phan vé 2 pha (biphasic)
va phan v¢ tro (protracted). Trong do:

- Phan vé mdt pha l1a dang phan v¢
pho bién nhat, chiém khoang 80%-90%
cac truong hop phan vé. Phan vé mot pha
thuong dat dinh trong mgt vai gid sau khi

xuét hién triéu ching. Sau d6, mot $6
truong hop c6 thé tu hdi phuc hoic hoi
phuc sau khi xt tri, thuong trong vong
vai gio.

- Phan vé tro kém dép tng vo1 xur tri
c6 thé kéo dai tir vai gio dén vai ngay ma
khong c6 biéu hién hoi phuc hoan toan va
rd rang. Phan vé tro to ra hiém gip, mac
du ty 1€ chinh x4c chua dugc x4c dinh r0.

- Phan v¢€ 2 pha dugc déc trung boi
mot phan tng ban dau, sau do 1a giai
doan khong tri€u ching kéo dai tur 1 gio
hodc lau hon, tiép d6 cac tridu ching tiép
tuc xuat hién ma khong co phoi nhiém
vo1 khang nguyén. Phan Gng 2 pha da
duoc ghi nhan lién quan dén nhiéu tic
nhan, bao gom ca thudc duoc ding qua
duong udng, duong tiém, hodc truong
hop phan v¢ khong rd nguyén nhan.

Ty 1€ phan wng 2 pha [1]

Ty 1€ phan tng 2 pha trong cac
nghién ctru tién ctru va hdi ciru dao dong
trong khoang 0,4%-23% tat ca cac truong
hop phan vé. Hau hét cac nghién ciu
duoc thuc hién ¢ khoa cép cuu. Mot téng
quan hé théng va phan tich gop dua ra két
qua ude tinh véi ty 1€ phan tng khoang
5% va thoi gian trung binh tir khi dung
thudc dén khi xudt hién phan ung 1a 11
gio. Tong quan nay ghi nhan cac bénh
nhan xudt hién triéu chung ban dau 1a ha
huyét 4p, hodc bénh nhin gip phan tng
v&1 mot tac nhan chua xac dinh, cé nguy
co gip phan tGng 2 pha ting 1én. Mot sb
ca tir vong cling da dugc ghi nhan. Mot

30



tong quan y vin sau d6 phan tich céac
truong hop xdy ra tai khoa cap ctru phat
hién ty 1& phan tung thip hon so véi cac
bao cdo trude d6, va nhiéu phan ung 2
pha khong c6 y nghia 1am sang.

Mot s6 nghién ctiru khac danh gia ty
1¢ phan vé 2 pha trong mot s6 co so diéu
tri va dua ra két qua:

-Phan mg 2 pha xuat hién &
khoang 10%-23% cac truong hop trong 2
nghién cltru trén cac bénh nhan dugc s
dung liéu phap mién dich. Cac nghién
ctru dugc tién hanh trén ca doi tuong
nguoi 16n va tré em.

-Ty 1& phan vé 2 pha thip hon
nhiéu trong mot nghién ctru vé thur thirc
an qua duong miéng trén tré em (1,5%-
2%).

- Cac bién c6 2 pha xuit hién o
10,3% céc truong hop trong mdt nghién
ctru hoi ctru trén bénh nhan st dung thude
can quang.

Do nang cia cac triéu ching tai
phat [1]

Trong phan tng 2 pha, khong thé du
doédn trudc do nang cua cac tri¢u chung
tai phat, va céac triéu ching ¢ pha thu 2
khong nhét thiét giéng nhu pha dau tién.
Pa s6 cac nghién ctru phat hién rang céac
triéu ching tai phat thuong it nghiém
trong nhu triéu ching ban dau. May day
t6 ra dic biét phd bién & pha thtr 2 va
thuong 13 triéu chimg duy nhat. Tuy
nhién, pha thtr 2 ctia mot truong hgp phan
vé ¢ thé c6 mic do nang hon, thdm chi
gay tir vong.

Thoi gian xuit hién tri¢u ching
tai phat [1]

C6 su dao dong 16n vé khoang thoi
gian gilta thoi diém hoéi phuc céac tridu
ching ban dau va thoi diém xuét hién cac

tri¢u chung tai phat. Trong mot nghién
cuu trén 103 bénh nhan duoc lién lac
trong vong 72 gid sau khi nhap vién khoa
cap ctru do phan vé, thoi gian trung binh
xuét hién triéu ching tai phat 1a 10 gio.
Tuy nhién, 40% bénh nhén trong cac
truong hop nay co céc triéu ching tai
phat xuat hién hon 10 gio sau khi hoi
phuc céac triéu ching ban dau. Mot sb
nghién ctru khac cling phat hién khoang
g101 gian khong triéu chirg kéo dai tur 1-
30 gio. Co6 mdt nghién clru mo ta mot ca
phan tng 2 pha xuat hién 72 gid sau khi
hodi phuc cac triéu chimg ban dau va day
dugc coi 1a mét trudng hop ngoai I¢€.

Nguyén nhan

Nguyén nhan ctia phan vé 2 pha con
chua dugc biét rd, mac du cé mot s co
ché da duoc goi y, bao gom [1]:

- Su tap trung cua cac té bao viém;

- bot thoat bong thir 2 cua té bao
mast;

- Téong hop mudn yéu t6 hoat hoa
bach cau;

- Tac dung cua cac bién phap xur tri
“bién mat dan”;

- Hap thu khang nguyén khong dong
déu.

Phan vé 2 pha c6 thé xuét hién véi
nhiéu tac nhan khac nhau, bao gom thudc
(nhu thudc can quang [2], thudc chdng
viém khoéng steroid [3], khang sinh [4]),
thirc an, con trung can hodc noc doc [5].
Phan ung nay c6 thé xuat hién trén ca d6i
tuong tré em va nguoi 1on [6].

Yéu t6 nguy co [1]

Dua trén dir li¢u hién c6, khong thé
du doén chéc chin cac bénh nhan nao s&
xuat hién phan mg 2 pha. Mt tong quan
hé thong tao nén tang cho ban cip nhat

31



chi s6 thuc hanh nam 2020 vé phan v¢ tai
Hoa Ky da xac dinh dugc 32 nghién ctru,
hau hét 13 nghién ctru quan sat hodc hoi
ctru, danh gia cac yéu t6 nguy co cia
phan vé 2 pha. Két qua cho thiy cac yéu
t6 nguy co cua phan vé 2 pha bao gom:

- Cac triéu ching ban dau ning:
téng quan trén phat hién nhu cau st dung
>1 liéu adrenalin (OR 4,82; 95% CI 2,70-
8,58) va cac tricu ching ban dau nang
(nhu ha huyét ap) (OR 2,11; 95% CI
1,23-3,61) 1a cac yéu td nguy co cia phan
ung 2 pha.

- St dung adrenalin mudn hodc
khong ddy du: sa dung adrenalin mudn
hoic khong day du co lién quan dén céac
bién c6 2 pha.

+ Trong mot nghién ciru hdi ciu
trén 430 lan tham kham tai khoa cép cau
do phan v¢, khoang 5% bénh nhan cé
phan trng 2 pha c6 y nghia lam sang. Thoi
gian trung binh tir khi xuat hién phan vé
dén thoi diém lan dau str dung adrelanin &
bénh nhan gap phan vé 2 pha dai hon so
vo1 & bénh nhan gap phan ung mot pha
(78 phut so véi 45 phat).

+ Trong tong quan hé théng nim
2020 néu trén, khoang thoi gian >60 phut
tinh dén liéu adrenalin dau tién duoc su
dung cling dugc phat hién cé lién quan
dén phan vé 2 pha. Két qua nay duoc rut
ra tir 8 nghién ciru hoi ctru (mirc do bang
chtng rat thap).

Dw phong

Xu tri nhanh chéng véi andrenalin
din dén hoi phuc hoan toan cac tri¢u
chung dugc coi 1a bién phap hi€u qua
nhit ngin ngira phan vé 2 pha [1]. Tai
Viét Nam, bién phap xtr tri phan v¢ da
dugc huéng dan chi tiét trong Thong tu

s& 51/2017/ TT-BYT ngay 29/12/2017
cia Bo Y té [7].

Cac liéu phap bd sung, nhu thude
khang histamin va glucocorticoid, khdng
cho thiy loi ich rd rét trong ngin ngira
cac triéu chung tai phat [1].

Theo doi va nhap vién [1]

Céc nguy co khong rd rang ctia phan
vé 2 pha din dén kho khin trong thuc
hanh lam sang. Ban cap nhat nam 2020
ctia cac chi sb thyc hanh Hoa Ky goi v
rang bénh nhéan ¢ cac triéu chiung ban
dau ning (nhu ha huyét 4p), hodc can sir
dung nhiéu hon mot lidu adrenalin dé xur
tri cac tri¢u chiing ban dau, nén duoc theo
ddi 1au hon do co thé ting nguy co gip
phan Ung 2 pha. Tuy nhién, d§ dai
khoang thoi gian theo doi chua duge néu
cu thé. Nén can nhéc cho bénh nhan nhap
vién dé theo ddi va bénh nhan thuong
dugc ndm vién it nhat 24 gid, mic du thoi
gian theo ddi co thé thay d6i dua trén céc
yéu t6 nguy co cta bénh nhan va khoang
cach dén khoa cép ctru. Néu co thé, bénh
nhan nén duoc cAp phat bat tiém
adrenalin ty dong khi Xuat vién.

Hién chua c6 dong thuan vé khoang
thoi gian theo doi t6i wu sau khi xur tri
thanh cong phan vé. Mot s6 nghién ciru
goi ¥ rang can theo ddi bénh nhan trong
vong 12 gio sau khi hoi phuc cac triéu
chting ban dau.

Chim séc khi xuit vién [1]

Néu c6 thé, khi bénh nhan dugc
xuét vién sau khi gip phan vé, can cip
phat cho bénh nhan bt ti€ém adrenalin tu
dong va dam bao bénh nhan hiéu duoc
cach sir dung va thoi diém can st dung
bat tiém nay.

Bénh nhan cin duoc tu van rang cac
triéu chung cé thé xudt hién lai trong
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vong 3 ngay sau khi xuat hién lan dau.
Trong mdt sb trudng hop, cic triéu ching
tai phat c6 thé nang hon céc triéu ching
ban dau.

Két luan

-Co6 3 loai phan v¢ da dugc ghi
nhan, bao gém phan vé mot pha, phan vé
2 pha va phan vé tro. Hau hét bénh nhan
gdp phan ung mot pha, trong khi it gap
phan Gng 2 pha va hiém gip phan tng
tro.

- Thoi gian trung binh xuat hién
triéu ching tai phat 1a 11 gio sau khi hoi
phuc cac triéu ching ban dau.

- Khong thé du doan trude do nang
cua cac tri¢u chirng tai phat trong phan v¢
2 pha. O moét sd it bénh nhan, triéu ching
tai phat c6 muc d nang, tham chi gay tu
vong.

- Bing chimg hién c6 goi y rang céac
triéu chimg ban dau ¢ muc do ning (nhu
ha huyét ap), va su can thiét phai ding >1
lidu adrenalin dé xir tri, c6 thé 1a cac yéu
t6 nguyén nhan gay phan ng 2 pha. Nén

Tai liéu tham khdo

can nhic cho bénh nhéan nhap vién dé
theo doi.

- Xur tri nhanh chéng véi adrenalin
dan dén hoi phuc hoan toan cac tri¢u
chirng dugc cho 1a bién phap hiéu qua
nhit ngin ngira phan vé 2 pha. Tai Viét
Nam, bién phap xu tri phan v¢é da duoc
huéng dan chi tiét trong Théng tu sb
51/2017/TT-BYT ngay 29/12/2017 cua
Bo Y té [7]. Cac liéu phap bd sung, nhu
thudc khang histamin va glucocorticoid,
chua cho thiy lgi ich rd rét trong ngan
ngua cac triéu ching tai phat.

- V6i bénh nhan dugc xuét vién sau
khi gap phan v¢, bénh nhan can duoc tu
van rang céc triéu chimg c6 thé xuit hién
lai trong vong 3 ngay sau khi xuét hién
cac triéu chuing ban dau. Trong mot sb
truong hop, triéu chimg tai phat co thé
nang hon triéu ching ban dau. Néu co
thé, nén cap phat cho bénh nhan but tiém
adrenalin ty dong va dam bao bénh nhan
hiéu duogc cach s dung va khi nao can str
dung but tiém nay.
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