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CHUONG 1. ADR - CANH GIAC DUQC

1.1 Canh bao phan &ng di &ng ning do san pham chira phenylbutazone

Thong tin tir Cuc Qudn Iy Duwgc (Céng van sé 2391/QLD-CL, %
ngay 18/08/2025)

“>
Trong thoi gian gan day, Bénh vién Bach Mai d3 ghi nhan va xi ly N
nhiéu trudong hop di tng ning do tu y sir dung san pham c6 chia Vv
hoat chat phenylbutazone duoC quang céo trén mang xi hoi 1 © ‘

“thudc tri dau khp”. Cac bénh nhan gap bién ching nghiém trong

nhu s6t cao, phat ban, xuat huyét, suy gan cap, tham chi ¢ truong hop tir vong.

Theo béo cdo, cac san pham nay khong rd ngudn gbc, dugc mua
ban qua mang xa hoi, khdng phai thudc duoc cap phép luu hanh tai
Viét Nam. Tra ctru co s¢ dir liéu cua Cuc Quan ly Duoc, hién

khong cé thube chira phenylbutazone nao cé gidy dang ky luu hanh

con hiéu luc, va Cuc ciing khong cap phép nhap khau nguyén liéu
hay thanh pham thudc cé chtra hoat chat nay.

Pic diém va dién tién cia cac ca phan @ng:

Céc phan tng di tng do phenylbutazone thuong khoi phat mudn, it nhat sau 1 tuan, tham
chi 1-3 thang ké tir khi bat dau sir dung.

Piéu nay gy khé khin trong viéc khai thac tién sir dé xac dinh nguyén nhan, vi triéu
chtng ban dau c6 thé gidng bénh Iy nhidm tring. Ngoai ra, tén san pham thuong la tiéng
nudce ngoai, ngudi bénh khong nhé hodc doc sai tén, khién qua trinh chan doan bi kéo
dai, dan dén can thiép diéu tri cham tré.

Khuyén céo ciaia Cuc Quian 1y Dwoc

Dé dam bao an toan cho ngudi dan, Cuc Quan 1y Duoc d3 yéu cau:



- S&'Y té cac tinh, thanh phd théng béo rong rii dén co sé kinh doanh, nguoi dan tuyét
d6i khéng mua, ban hoic st dung cac thudc chira phenylbutazone, hay bat ky thudc
khéng rd ngudn goc.

- Khi phét hién san pham nghi ngo, can béo ngay cho S& Y té va co quan chirc ning dé
kiém tra, xir 1y.

- Céc co s¢ kinh doanh dugc va co sé kham chira bénh phai ra soat va go bo cac thdng
tin quang céo sai quy dinh vé san pham chtra phenylbutazone.

- Nguoi dan can duoc tuyén truyén khdng tu y mua thudc trén mang hoic qua truyén
miéng; chi nén mua thudc tai nha thudc hop phap va dudi huéng dan cia nhan vién y
té.

Két luan

Viéc tu y sir dung cac san pham chira phenylbutazone khéng rd ngudn gdc tiém an nguy

co di tng nang, suy gan, tham chi tir vong.

Nhan vién y té va nguoi dan can ting cudng canh giac, chi sir dung thudc cé nguon géc

rd rang, va bao céo ngay cho co quan chirc nang néu phét hién san pham nghi ngo.



1.2 Nguy co béng khi sir dung miéng dan trén da trong qué trinh chup céng hwéng
tr (MRI)
Théng tin tir Ban tin BIP Occitanie sé 04/2024

Nguy co bong khi st dung miéng dan qua da trong qua trinh
chup cong huong tir (MRI) da duoc canh bao tir nam 2006
boi Co quan quan 1y Duoc pham va San pham y té Phap

(ANSM). Nam 2014, ANSM d4 dua ra cac huong dan nham |

nang cao viéc st dung ding cach miéng dan trén da va \
khuyén c&o bénh nhan ciing nhu cac nhan vién y té vé nhiing \
rai ro lién quan.

Trong thuc té, mot s miéng dan c6 16p mang bao vé chira
kim loai, thuong 1a nhom. Mic du nhém khong cd tir tinh, nhung day 1a mot kim loai dan
dién va co thé gay bong do tac dong cua dong dién tao ra boi trudng tan sé vo tuyén caa
may MRI. Do d6, ANSM khuyén cao nén g& miéng dan trén da truéc khi chup MRI va
dan lai sau khi két thic qua trinh chup, trir truong hop chac chan rang miéng dan khong
chtra vat liu dan dién. Trong trudng hop g& miéng dan, can tham khao y kién bac si dé
c6 bién phap dam bao diéu tri phi hop cho viéc gian doan nay d6i véi tirng loai thude
lién quan.

Thong tin lién quan dén thanh phan kim loai dan dién trong miéng
dan trén da c6 thé duoc tim thiy trong to théng tin san pham va
huéng dan sir dung thudc. Tuy nhién, thanh phan chiza nhém c6

thé thay doi tly theo tirng nha san xuat dbi véi mot hoat chét cu

thé, va khdng nhat thiét phai c6 canh bao vé MRI trong to thong
tin san pham.
Do d6, trude khi thuc hién chup MRI, can hoi bénh nhan vé tat

ca cac thudc bénh nhan dang sir dung, bao gém thudc dang

R«
miéng dan, va xac dinh chinh xéac ché pham dé kiém tra thanh ‘




phan cua thudc. Nguy co tuong ty ciing da dugc ghi nhan & céc loai bang gac ¢ chta

bac.
Nhém thuée diéu tri Vi du vé miéng dan trén da lru hanh tai Viét Nam
Thudc giam dau, gy mé Durogesic (fentanyl), fentanyl
Thudc tranh thai Evra (norelgestromin, ethinylestradiol)

Thudc khang cholinesterase | Exelon (rivastigmin), rivastigmin

Chat chu van Dopamin Neupro (rotigotin)




1.3 Nguy co ddng kinh khi sir dung thuéc khang histamin thé hé 1 trén tré nhé
Théng tin tir ban tin BIP Occitanie sé 4/2024

Thudc khang histamin thé hé 1, nhu promethazin, dexclorpheniramin, hydroxyzin hoic

alimemazin, van duoc st dung cho tré em dé diéu tri triéu chitng '

di (rng, mic du thudc c6 tac dung khdng mong muén trén than &
kinh trung wong do thdm qua hang rao méau néo. L F
Mot nghién ciu gan day cua Han Quéc cong b trén JAMA ﬁ
Network Open nhan manh nguy co gia ting co giat dong kinh &

tré em sir dung thubc khang histamin thé hé 1. Nghién cau ty
W\ ; chung (self-controlled) theo md hinh bénh - bat chéo (case-
7 e -~

@)”’H@ crossover) bao gdm 11.729 tré em Han Quéc ting bi co giat
\/\/ dong kinh. Nghién ctu nay so sanh viéc sir dung thudc khang
\ \ histamin H1 trong khoang thoi gian ¢6 nguy co (1-15 ngay

trudc con co giat) voi hai khoang thoi gian ddi chiing (31-45
ngay va 61-75 ngay trudc con co giat).
Nghién ctu tu chiing coi mdi dira tré 1a doi chung cua chinh minh, gidp giam cac sai léch
do khéc biét giita cac cé thé. Tuy nhién, nghién ciu chi danh gia nhitng thudc phai c6
thoi gian str dung ngan (nhu thudc khang histamin) va triéu ching phai c6 tinh chét cap
tinh, cd thé hdi phuc (nhu co giat dong kinh).
Két qua cho thdy nguy co co giat dong kinh ting cao khi str dung thudc khang histamin
thé hé 1 (OR hiéu chinh: 1,22; Khoang tin cay 95% ClI: 1,13-1,31), dac biét & tré tir 6 dén
24 thang tudi (OR hiéu chinh: 1,49; 95% CI: 1,31-1,70).
Mic du nguy co co giat dong kinh do thudc khang histamin thé hé 1

la hiém gap, dac biét & tré so sinh, nhung can than trong khi ké don,

nhét 13 trong cac trudng hop bénh nhe nhu cam lanh. r
2.



1.4 Sir dung thudc giam dau trén bénh nhan cé bénh ly gan
Théng tin tir ban tin BIP Occitanie sé 02/2025

Quan ly tinh trang dau man tinh trén bénh nhan c6 bénh ly gan 1a rat phic tap, thuong
lién quan dén cac thay ddi trong duoc dong hoc va duogc luc hoc cua thude bai tinh trang
suy giam chirc nang gan, nguy co bénh ndo gan va cac
nguy co gy nghién tiém an cua thudc.

Thuéc giam dau hang diu dwoc lwa chon I
paracetamol, nho vao hiéu qua va tinh an toan tuong

dbi cua hoat chat nay. Paracetamol c6 thé dugc chi

dinh st dung trén bénh nhan cé bénh ly gan, vai liéu
t6i da 2g/ngay trén nhitng bénh nhan nghién ruou
Parocetamol _

hoac suy dinh dudng.
H Thudc chéng viem khéng steroid (NSAIDs) hién
N CHs khong dugc khuyén céo, do doc tinh trén than cua
Q/ Y thudc va nguy co xuét huyét tieu hoa do NSAIDs
HO 0 giam tong hop prostaglandin, tir d6, giam bao vé

niém mac da day.

Tramadol dudng nhu khong duoc coi 13 mét lwa chon thay thé trén bénh nhan cé nguy
co |¢ thudc thudc va nghién thudc cao. Bong thoi, can than trong khi sir dung cac hoat
chat nhém opioid do nguy co lam dung thudc va ting nguy co bénh nfo gan trén cac
bénh nhan c6 bénh Iy gan man tinh. Mac di mot s6 nghién ctu cho thay kha ning dung
nap céc thubc nhém opioid trén cac bénh nhan nay twong duong véi bénh nhan khéng c6
bénh 1y gan khi duoc hiéu chinh liéu phi hop. Cu thé, morphin khi sir dung cho bénh
nhan c6 bénh ly gan van can duoc giam liéu va kéo
dai khoang dua lidu do chuyén hoa thubc bi anh

hudng khi bénh nhén suy gan nghiém trong. Nguoc




lai, methadon c6 thé 1a mét sw lwa chon thay thé an toan hon trong truong hop bénh
nhan dau man tinh va 1& thuoc thuéc.

Gabapentin va pregabalin c6 thé dwogc can nhic lwa chon thay thé trong cac truong
hop dau than kinh, do cac thuc nay khong chuyén hoa qua gan.

Trong tat ca cac trudong hop, viéc ké don thudc giam dau man tinh doi hoi bénh nhan can
dugc danh gia con dau nham dinh hudng lua chon diéu tri. Bong thoi, tat ca cac thude

giam dau duoc khuyén céo nén hiéu chinh lidu tir tir, khoi dau diéu tri tir liéu thap hon

v6i khoang cach dua lidu dai hon so vai bénh nhan khéng cé bénh ly gan.

So dd quan Iy dau man tinh & bénh nhan c6 bénh ly gan man tinh:

Paracetamol

Tinh trang dau

=1

Pautang /
Pau co xwong khop

Oxycodon 5 mg mdi 6h
HOAC
Tramadol 50 mg méi 6h
VA
Lactulose 20 ml 2 lan/ngay

Fentanyl 25 mcg mdi 6h
HOAC
Marphin 2.5 mg moi 6h
VA
Lactulose 20 ml 2 lan/ngay

Bau than kinh

Tramadol 50 mg mdi 6h
VA
Lactulose 20 ml 2 lan/ngay

Gabapentin 100 mg
2 lan/ngay
HOAC
Pregabalin 75 mgingay
VA
Lactulose 20 ml 2 lan/ngay

10

Man tinh

Para
Can nan

Bau than kinh

Oxycodon/naloxon 5/2.5 mg
218

Lactulose 20 ml 2 lan/ngay

Fentanyl dan 12 mcg/h
VA MNortriptylin 10 mg vao budi toi
VA
Lactulose 20 ml 2 lan/ngay



1.5 Than trong khi sir dung methotrexat dwdng uéng
Théng tin tir Ban tin BIP Occitanie sé 04/2024

Methotrexat (MTX) dugc chi dinh trong diéu tri bénh 1y viém va ung thu, 1a thudc c6 cira
s6 diéu tri hep va c6 lién quan dang ké téi nguy co xay ra sai
s6t trong sir dung thude, dic biét 1a tan suét sir dung thude.

. C4c sai sot bao gom viéc sir dung methotrexat hang ngay thay
. vi hang tuan trong diéu tri cac bénh ly viém.
Mot truong hop sai sot trong st dung MTX duoc mé ta gan
day: bénh nhan nham Ian giira Imenor va Tahor, dan dén viéc
st dung ddng thoi Imenor

va Imeth (hai ché pham duong uéng khac nhau cua

MTX). Sai s6t nay da gay ra bién cd bat san tay xuong,

mot tac dung khéng mong mudn nghiém trong cua

MTX. Truong hop ndy canh bao vé mot van dé lién

quan dén MTX van con c6 thé tai dién, dong thoi, nhan

manh su can thiét cua céc bién phap cu thé thay vi chi =

dua ra cac canh bao than trong. =

Cac nguy co doc tinh lién quan t6i sai sét sir dung
thudc 1ap lai qua duong udng dang tré nén dang lo ngai va da duoc liét ké trong danh
sach “Sw cd khong bao gio dwoc phép xay ra” tir nim 2012.

Mét sb bién phap da dugce dua ra nham nang cao nhan thac cia bénh nhan va céc nhan
vién y té vé van dé nay. Nam 2019, Co quan Quan 1y Duoc pham chau Au (EMA) ghi
nhan su gia ting nguy co sai sot vé liéu cia MTX. Do d6, nhiéu bién phap phong ngira
duoc trién khai, bao gom: cung cap thong tin va thay di to théng tin san pham. Ngoai

ra, bién phap dé& xuat giam s6 luong vién trong mdi hop khong duoc thdng qua.

11



Tuy nhién, két qua caa nghién ciru dénh gia tac dong cua

nhitng bién phap nay duoc thyuc hién nim 2022 trén 5 qudc

gia chau Au cho thay cac bién phap duoc thuc hién tir 2019

dén 2021 khong du hiéu qua dé du phong cac sai sot st

dung thudc lién quan tgi MTX.

Trudc khi c6 cac bién phdp méi, nhan vién y té can dam bao trao d6i rd rang véi bénh
nhan dang diéu tri bing MTX, dic biét khi c6 thay d6i trong ké don. Bén canh do, can
dam bao bénh nhan nim rd cac hudng dan va tim quan trong cua viéc tuan tha lidu luong

duoc ké don.

12



1.6. Dir ligu méi vé nguy co di tat thai nhi khi sir dung tramadol trong ba thang dau

thai ky

Thong tin tir ban tin BIP Occitanie sé 1/2025

Tramadol 12 mét thudc giam dau opioid dugc chi dinh trong diéu tri cac ’\

con dau tir trung binh dén ning. Hai nghién ctru dd cong bd trude do

dua ra két qua dbi 1ap nhau vé nguy co di tat thai nhi hoic say thai khi

thai ky.

sir dung thubc nay trong thai ky.

Do d6, cac tac gia da tién hanh mot nghién ciru trén co s
dit ligu EFEMERIS, nham dbi chiéu cac don thudc va ho
so theo doi thai ky cua phu nir mang thai tai Haute-Garonne
tir ndm 2004. EFEMERIS bao gom dit liéu tir 166 664 phu
nr mang thai. Nghién ctru da so sanh 1602 phu nir cO st
dung tramadol trong thai ky (1,0% quan thé) so véi 6311
phu nix ¢d st dung codein (quan thé c6 dic diém tuong tu)

va vai 158 426 phu nir khdng sir dung céc thudc nay trong

Ty 1é don thubc tramadol ké cho phu nit mang thai nam 2020 ting gap 7 lan so véi nam

2004. Viéc st dung tramadol trong 3 thang dau tién cua thai ky khong 1am ting nguy co

di tat bam sinh. Tuy nhién, nghién cttu ghi nhan nguy co say thai tang 1én trén nhom phu

ntr mang thai cé sir dung codein (HRa 2,23 [1,64 - 3,03]) khi so sanh vai nhom khéng st
dung (HRa 1,86 [1,46 - 2,37]).

Nghién cttu ndy cung cap bang chang c6 tinh chét tich cuc vé nguy co di tat thai nhi

nghiém trong khi phoi nhiém véi tramadol trong 3 thang P
dau thai ky. Cac tac gia chua thé dua ra két luan vé nguy
co say thai do c6 thé cd cac sai sot tiém an (dac biét 1a chi
dinh duing thudc) trong nghién ciu nay. Can c6 cac nghién

ctru b6 sung nham xac nhan hoic phu nhan nguy co nay.

f;"‘: [] f
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Trong trudng hop ngudi me st dung tramadol 1au dai va cho dén hét thai ky, can theo ddi

nguy co mac hoi chiing cai thudc trén tré duoc sinh ra.

14



1.7. Sir dung nicorandil va nguy co loét niém mac da

Théng tin tir ban tin BIP Occitanie sé 4/2024

Nicorandil (biét duoc Ikorel, Adancor), 1a chat hoat hoa
kénh kali thuoc nhom “Cac thude gidn mach khac dugc s
dung trong cac bénh Iy tim mach”. Thudc di dugc cap gidy

phép luu hanh vao nam 1922 (va c6 thudc generic tir nim

2007) véi chi dinh “diéu tri triéu ching trén bénh nhan
ngudi 16n co con dau that nguc khdng kiém soat hoic ¢ chong chi dinh véi thude diéu
tri dau thit nguc dau tay (thudc chen beta hoac chen kénh calci)”.

To thong tin san pham cia nicorandil di ghi nhan nguy co loét tai dwong tiéu hod hoic
mat. Mot khao sat canh giac dugc ndm 2012 da phan tich 170

truong hop loét lién quan dén nicorandil tai Phap. Sau d6, Phap A
d3 dua ra khuyén nghi danh cho cac béc si ké don vao ngay /ﬁ"g

20/3/2012 dé canh b&o vé nguy co xay ra loét khi sir dung thuée

nay.

Co ché bénh sinh cua nicorandil lién quan dén qua trinh chuyén
hoa thubc tai gan thanh dan xuat khong c6 hoat tinh, giai
phdng acid nicotinic va nicotinamid, nhitng chat nay tiép tuc tham gia vao chu trinh
NAD/NADP trong chuyén hoa té bao. Trong trudng hop st dung quéa liéu hoic tang liéu
luong nicorandil, lwong acid nicotinic va nicotinamid du thira ¢6 thé tham nhap vao céac
viing t6n thuong cé san hoic dang lanh lai, dan dén tinh trang loét. Hon nita, nicotinamid
la chat hoat hoa kénh kali, din dén thuc day su ting sinh biéu mé & cac ving ton thuong
bang cach ting luu lwong Mau tai cac md nam gan ving seo. Co ché ton thuong hoa hoc
nay duoc cung cb boi cac dic diém riéng cua cac vét loét: sau, b rd va day sach, khdng
ph né, dau, dai dang, ngay cang tién trién nang, d6i khi dan toi hinh thanh cac 16 ro, va

khong ¢ dic diém md hoc dic hiéu.
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O chiau Au, EMA di dua ra mot 6 bién phap vao nim 2013 va 2015, va ¢ két luan vao
thang 6/2015 rang can bang lgi ich-nguy co cua thudc van & mac chap nhan duoc, tuy
nhién can tién hanh thém nghién ciu quan sat PASS (nghién ciru d6 an toan hau cap
phép). Trong nam 2016, két qua nghién ciru da chi ra méi lién
quan ctia nguy co loét véi sir dung nicorandil, dan dén bo sung
cac tac dung khdng mong mudn trén va tan suat vao to thdng tin
san pham thang 2/2021. Thang 10/2022, khao sat cac béo

cao loét ing ho dé xuat giam sat chit ché cac truong hop nay.

L

Chéu Au s& danh gié lai loi ich va nguy co khi st dung nicorandil

vao thang 5/2025. Bong thoi, co quan Y té Phap (HAS) yéu cau danh gia lai dich vy y té
va canh bao cac nhan vién y té & Phap vé tac dung khéng mong muén nay. Tuy nhién,
can chl y rang nha san xuat (Sanofi Winthrop) dang c6 du kién nging tiép thi thuong

mai biét dugc goc Ikorel vao cudi nam 2024.
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1.8. Mot sé tac dung khéng mong mudn cia liéu phap hormon (leuprorelin, letrozol)
Théng tin bdn tin BIP Occitanie sé 1/2025

Liéu phap hormon 1a mot phuong phap thiét yéu trong diéu tri cac ung thu thé noi tiét
duong tinh, nhu ung thu via. Co ché tac dung cua liéu phéap nay 1a tc

ché tong hop estrogen nham han ché sy ting sinh khéi u. Do co ché

nay, liéu phap hormon c6 thé gay ra mot sb tac dung khéng mong

mubn it dugc biét dén nhung dang luu ¥ vé mat 1am sang. Trén thyc

té, c4c chuyén gia gan day da dat nghi van vé méi lién quan gitra

leuprorelin va cac réi loan van dong nhu kho di lai kém theo yéu co, ciing nhu mbi lién
quan gitra letrozol vai kha nang gay loét nuwou.

Leuprorelin 1a mot chat tong hop twong tu hormon giai phéng gonadotropin (GnRH) ty
nhién, c6 tac dung ¢ ché tiét estradiol tir tuyén sinh dyc.

Sau khoang 3 dén 4 tuan diéu tri, nong do estrogen trong A PN

huyét thanh chi & muc twong dwong véi thoi ky sau man of ¥ - @ ,:

ann B
kinh. Co ché nay gay ra su thoai trién co hoi phuc cua Y L
~/  anaRALY
cac mo chiu anh hudng ctiia hormon, nhu ndi mac tir cung R 2 & ¢ LEBE
va mo vd. =

Dang chu y, tinh trang suy giam estrogen ¢ phu nir sau

mén kinh da duoc ghi nhan 1a 6 lién quan dén giam khéi luong co va truong luc co, cho
thdy cac thudc 1am giam estrogen nhu leuprorelin c6 thé lién quan dén cac réi loan van
déng lién quan dén co.

Ngoai ra, estrogen duoc ghi nhan ¢é vai trd bao vé niém mac miéng bang cach ngan chin

ton thwong thanh té bao nuéu do nodi doc té lipopolysaccarid

(LPS) cua vi khuan Porphyromonas gingivalis gy ra. Do do, su
w ton thwong hang riao biéu méd nwéu co thé lién quan dén tinh

trang thiéu hut estrogen.
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Nhiéu nghién ctru da ghi nhan sy gia ting nguy co mic bénh nha chu va tiéu xwong
riing khi sir dung céc thudc e ché aromatase, dic biét trong trueong hop diéu tri kéo dai.
Piéu nay di din dén gia thuyét rang letrozol (mét chat e ché aromatase khong steroid
c6 hdi phuc) c6 lién quan dén tinh trang loét nwéu.

Estrogen con duogc biét dén véi dic tinh chdng viém, thong qua
viéc uc ché qua trinh phién méa cac cytokin gay viém. Do vay, su

suy giam nong do estrogen (so véi ngudng nong do thap nhat cé

hiéu qua da duoc x4c dinh trén dong vat), ¢d thé dan dén tinh trang
viém nudu ngay ca khi khong cé tac nhan gay bénh.

Nhitng ghi nhan trén nhian manh tam quan trong cia viéc nang cao muc d6 canh giac doi
véi céc tac dung khong mong muén it gap cua lidéu phap hormon, dong thoi can co cac

bién phap xtr tri phil hop nham téi wu hoa chét luong cudc séng cho nguoi bénh.
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CHUONG 2. SO KET HOAT PONG DUQC LAM SANG NQI TRU 6
THANG DAU NAM 2025

2.1. Théng tin thudc
Théng tin thudc 12 hoat dong co ban va khdng thé thiéu trong cong tac duoc 1am sang tai
bénh vién hién nay. Trong 1 nim vira qua to d tién hanh céc hoat dong thong tin:

Bang 1.1. Tong két hoat déng théng tin thuac

STT Hoat déng S6 lwong N@i dung théng tin thuéc

16 -Liéu va ché do s dung Vnacomycin trén

BN IHD

-Hudng dan pha truyén Vancomycin

- Huéng dan pha truyén Colistin

- Huéng dan pha truyén Adrelanin

- Liéu Terbutalin trén BN hen, ché pham

vinterlin do PKD duogc khong

- Tim hiéu vé viéc sir dung thudc trén BN
_ PCR EBV

1 Hoat | Tralal - ADR loan than/ o giac caa Clindamycin

dong TTT

- KClI pha trong Ringerlactat

- Tac dung khdng mong muén cia Paravina

khi truyén ¢ nong d6 dam dac

- Cach pha Phosphorus Aguettant? Tuong ki

Vi nhitng chat nao?

-Tra tuong tic thudc VGi Cac cap sau:

Terbinafin véi Metoprolol, fluconazol véi

Nifedipin va Atorvastain

- Céch bao quan Lipofundin
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STT Hoat déng S6 lwong N@i dung théng tin thuéc

Céach pha KCI va Mgcl trong dd Ringerlactat
-Lovenox st dung trén BN noi trd c6 IHD

- Cach bao quan Lovenox?

- Céch ldy mau TDM Linezonid

Bai TTT
2.2. Pao tao
STT Hoat dong S6 lwong Noi dung dao tao
Bao cao
khoa lam
sang

Bao cao 03 1.Vancomycin goc nhin DLS

tai 2.Duyét toa
t6 DLS 3. SHKH ADR
Bao cao

Hoat | toan vién

. dong Poster. Panh gia hiéu qua cua ap dung hudng
dao dan theo néng d6 Vancomycin tai khoa
tao Ngoai TK

Poster. Khao sat thuc trang st dung thudc
Bao céo ) . .
) trén nguoi bénh mach vanh cap tai BV. NTP
ngoai 3 o . o
_ Poster.Khao sat tinh hinh st dung statin trén
bénh vién

nguoi bénh DTD tip 2 Ngoai Trl tai BV.NTP
Khao sat tinh hinh st dung thuéc khang nam
trén nguoi bénh nhiém Canida mau tai BV.
NTP

20



STT Hoat déng S6 lwong Noi dung dao tao

Khao sat viéc theo ddi nong dd6 Vancomycin
theo AUC/MIC tai khoa HSTCCD tai

BV.NTP
bao tao
sinh
) Dao tao SV UPNT Duoc 2 khba 2023
vién/hoc 44
_ DPao tao 2 SV UPNT Duoc 5 khoa 2020
vién thuc
hanh
1.Vancomycin goc nhin DLS
Poi DS 60 2.Duyét toa
5 twgng 3. SHKH ADR
dao BS

tao Hoc vién

Toan vién

2.3. Can thiép dwoc
Tong s6 ca 1439 hoi chan trong d6 ¢6 569 van dé thude, chiém ty 1 phat hién van dé/sd

ca hoi chan 13 39.54% twong mg 569 can thiép dugc.

Bang 1.1.1. Téng két vdn dé thuoc theo déic diém BN

Pic diém BN S6 lwong Ti I (%)
< 18 tudi 6 1%
1 Tuoi 18 - 65 tuoi 358 63%
> 65 tudi 205 36%
2 Gioi Nam 267 47%
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N

302

53%

Bang 1.1.2. Téng két vén dé thusc theo khoa phong

Khoa phéng S6 lwong Ti I8 (%)

1 CTCH 80 14%
2 Noi than kinh 42 7.4%
3 HSTC 84 14.76%
4 Ngoai than kinh 182 32%
5 H6 hap 13 2.3%
6 CXK 15 2.64%
8 Noi tim mach 52 9.14%
9 Ndi tiéu hoa 17 3%
10 Ngoai tiéu hoa 19 3.34%
11 L&o khoa 15 2.64%
12 No¢i than-Loc mau 6 1.05%
13 Ngoai tong hop ) 0.88%
14 Ngoai than - Tiét niéu 12 2.1%
15 GMHS 5 0.88%
16 Ngi tong hop 16 2.81%
17 TMH 1 0.18%
18 Noi tiét 4 0.7%
19 TMCT 0
20 San 0
21 Nhi 1 0.18%

Tong 569 100%
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Bang 1.1.3. Téng két vdn dé thuéc theo nhém khang sinh — khdng ndm

Nhom khang sinh —

: Hoat chat
khang nam
Vancomycin 331 542
Meropenem 89
JO1X :
Ceftriaxone 24
Colistin 43
Linezolid 40
Fosfomycin 15
Cefazolin 1 116
Cefoperazon/sulbactam 3
Ceftolozan/tazobactam 0
Ceftazidim/avibactam 7
Ampicillin/sulbactam 26
ampicillin/sulbactam
Vancomycin
JO1D : _
_ Piperacillin/tazobactam 21
Cephalosporin :
Cefotaxim 0
Carbapenem
Cefalexin 0
Monobactam
Doripenem 3
Imipenem/cilastin 17
Meropenem
Ertapenem 4
Ceftizoxim 0
Ceftriaxone 24
Ceftazidime 10
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Nhom khang sinh —

: Hoat chat
khang nam
Ampicilcin/sulbactam 2
Piperacillin
Jo1C : __
. Piperacillin/tazobactam
Penicillin
Amoxicillin/Clavuclanic 2
Amoxicillin 0
Fluconazole 4 8
JO1A i
Doxycyclin 4
Amikacin 67 71
Jo1C _
) ) Gentamicin 2
Aminoglycoside : :
Tigecyclin 2
JO1A Tetracyclin | Tigecyclin
Celecoxib 0
MO1A
Amphotericin B 3 10
JO2A
Fluconazol
Caspofungin 7
Meropenem
JO1DHO02 Vancomycin
Doripenem
Gadolinium 03
VO8A __
lobitridol 3
JO1E Sulfmethoxazol/Trimethoprim 10 10
JO1F Clindamycin 6 06
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Nhom khang sinh —

Hoat chat

khang nam

Azithromycin 0
JO1G Amikacin
Aminoglycoside
Al2B Kali clorid 0
Levofloxacin 37 49
JO1M Ciprofloxacin 9
Quinolone Moxifloxacin 3
Ofloxacin 0
Tong 817

Bang 1.1.4. Tong két van dé thuoc theo logi vén dé thuoc

Van dé thudc

1 | Lwa chon thubc 137
2 | Van d@é khéc vé liéu 108
3 | Liéu dung 54
4 | Tuan thu diéu tri cua ngudi bénh 0
5 | Van dé khac vé bénh 1y chua duogc diéu trj du 4
6 | Van dé khic vé d¢ dai dot diéu tri 9
7 Céc chi sb can 1am sang 44
8 Van dé khac can theo doi 13
9 boc tinh va ADR 51
10 | Qué nhiéu thudc cho cuing mot chi dinh 0
11 | Cap phéat thudc 1

25




12 | Tan suét dung khong du 0
13 | Van dé khong duoc phan loai khac 3
14 | Bé tréng 8
15 | Can duoc theo ddi 13
16 | Tuong tac thudc 1
17 | C6 bénh li chwa duoc diéu trj du 0
18 | Can bién phap du phong/ chua dy phong du 0
19 | Biéu hién Iam sang 8
20 | Khéc 115
Tong 569
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Bang 1.1.5. Tang két vén dé thuéc theo logi can thiép duoc

Can thiép dwoc S6 lwong

Thay doi diéu tri
= Ngung thuéc 87
= Thém thudc 54
= Tang/Giam lidu thudc 58
= Thay d6i thudc cé hoat chit khac 83
1 | = Thay doi thudc cé tén thuong mai
khac cé cung hoat chat 0
= Thay ddi dang bao ché 7
= Thay d6i tan suét diéu tri 1
= Thay doi d6 dai dot diéu tri 4
= Khéng co thubc cung tng 0
Can tham khao thém
, = Hoi chan can thiép/chuyén khoa 0
= Y kién khéc trong bénh vién 0
= Y van
Cung céap théng tin
= Tu van thém cho NB 0
. H& tro tinh liéu khuyén cao/ HDSD
thudc 63
Theo déi thém
4 | = Giam sat lam sang 11
= Céc chisd CLS 49
5 Chii y cho diéu dudng 1
6 Can thiép khac 3
7 Khéng cé can thi¢p 21
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8 Khac 127
Téng 569

Bang 1.1.6. Téng két két qua can thiép duwoc

Y kién caa BS Tilé

pong y 60%
Khong dong y 0,17%
Khéng ro 39.83%

% Nhan xét:
Két qua Can thiép Duogc duoc sy dong ¥ ctia Béac si chiém ti 18 60%

2.4. Van dé duyét toa thudc ngoai tri

. Tong toa sai 6 _ _
Tong so toa ) Ti I€ sali
6 thang nam 2025 thang

(Toa) (Toa) (%)

TONG 246.653 418 0.2%

Bdng 3.1.1. Tong két vdn dé thudc theo dic diém

Pic diém BN 6 thang nam 2025 (Toa) Ti 1€ (%)
< 18 tudi 6 1.4%
1 Tubi 18 - 65 tuoi 214 51.2%
> 65 tudi 198 47.4%
Nam 170 40.7%
2 Gidi
Nt 238 56.9%

Bang 3.1.2. Téng két vin dé thuéc theo phong kham
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Nam 2024

Khoa phon Tilé (%
phong (Toa) ¢ (%)
1 Noi tiét 40 9.6%
2 CXK (A.09P) 19 4.5%
3 CXK 11 2.6%
4 Dv CXK 21 5.0%
5 Da lidu(A08) 73 17.5%
6 Noi tim mach 8 1.9%
7 Noi tong quat 19 4.5%
8 Ho hap 36 8.6%
9 CTCH 10 2.4%
10 Ngoai tiéu hoa 4 1.0%
11 TMCT 29 6.9%
12 TMH 7 1.7%
13 Dv Thén niéu 10 2.4%
14 Ngoai TK 4 1.0%
15 DV.Noi TQ 19 4.5%
16 Noi tong hop 12 2.9%
17 Ngoai tiét niéu 4 1.0%
18 DV. Noi TM 28 6.7%
19 DV. l3o khoa 4 1.0%
21 NOoi tiéu hoa + ndi khoa 5 1.2%
22 Gan mat 3 0.7%
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Nam 2024

Khoa phong (Toa) Ti 1€ (%)

23 Mat 6 1.4%
24 Noi than kinh 17 4.1%
25 Nhi 2 0.5%
26 Noi tiéu hoa 11 2.6%
27 Tiéu phau 2 0.5%
28 Tam TK 2 0.5%
29 Phu khoa 1 0.2%
30 Noi than 1 0.2%
31 Da lidu (A35) 2 0.5%

TONG 418 100%

Bang 3.1.3. Tong két vén dé thuoc theo nhom thuoc — hoat chat

Nhém thuéc Hoat chat 6 thang Ty 1 (%)
2025 (Toa)
Tim mach Losartan 2 69( 16.5%)
Telmisartan 5
Bisoprolol 5
Amlodipin + Atorvastatin 6
Clopidogel 18
Mo mau(  Atorvastatin, 17

Rosuvastatin, Fenofibrat...)

HC khac 16
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Nhém thudc Hoat chat 6 thang Ty 1 (%)
2025 (Toa)
Sitaliptin 2 32(7.7%)
Insulin 15
Metformin 3
Noi tict Linagliptin 3
Saxagliptin + Metformin 1
Sitagliptin + Metformin 1
Levothyroxin 1
Gliclazid 1
Levothyroxin 3
Dapagliflozin 1
Thimazol 1
Tiéu hoa Diosmin 18 54(12.9%)
PPI( Esomeprazol, 20
Lansoprazol...)
Magnesi hydroxyd + Nhom 3
hydroxyd
Hoat chat khac 13
Giam  dau, | Celecoxib 3 46( 11%)
khéang viém Paracetamol 6
Glucosamin 2
Acid alendronic 28
Allopurinol 1
HC khac 6
Than kinh Mirtazapin 2 17(4.1%)
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Nhém thudc Hoat chat 6 thang Ty 1 (%)

2025 (Toa)
Venlafaxin 2
Paroxetin 1
Zopiclon 1
Olazapine 2
Piracetam 4
Gabapentin 5
Ho hap Budesonid 1 6(1.4%)
Natri Montelukast 1
Baburol 1
Bromhexin 1
Sabutamol 2
Di ung Bilastine 1 1(0.3%)
Mat, TMH Refresh 2 7(1.7%)
Betahistin 4
Hameron 1
Nhém ki sinh | Albendazol 32 57(13.6%)
trung, chdng | Fluconazol 7
nhiém khuan | Khang sinh 18
Nhom Vitamin 8 8(1.9%)
vitamin,
khoéng chat
Sai ngay cap Sai ngay cap 104 104(24.9%)
Nhom khéac HC khac 9 9(2.1%)
TONG 418 100%
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Bang 3.1.4. Téng két vin dé thuéc theo logi van dé thuoc
6 thang 2025

Vén dé thuéc Ti 1é (%)
(Toa)

1 | T1.1- Lap thude 26 6.2%
2 | T1.6-Khongco CH 170 40.7%
3 | T2.1- Liéu dung qua cao 55 13.2%
4 | T2.2 - Liéu dung qua thap 26 6.2%
5 | T2.3 - Tan suat ding qua nhiéu 12 2.9%
6 | T2.4 - Tan suat dung khong du 103 24.6%
8 | T1.3- Sai thudc 6 1.4%
10 | T5.1 - Po dai dot quéa ngan 3 0.7%
12 | T1.2 - Tuong tac thudc 1 0.2%
13 | T1.5- C6 chdng chi dinh 2 0.5%
14 | T2.5 - Thoi diém dung chua phi hop 1 0.2%
15 | T3.5 - Dang bao ché khé sir dung 1 0.2%
16 | T4.1- C6 bénh Iy chua dugc diéu tri du 1 0.2%
17 | T1.2 - Twong tac thudc 1 0.2%
18 | T99 - Van dé khong duoc phan loai khac 1 0.2%

TONG 418 100.0%

Bang 3.1.5. Téng két van dé thusc theo can thiép ducoc

Can thi¢p dwoc

6 thang 2025(Toa) Ti I€ (%0)

1 | Ngung thude 32 7.7%
2 | Thém thudc 3 0.7%
3 | Tang/Giam liéu thudc 93 22.2%
4 | Thay doi thudc cé hoat chat khac 4 1.0%
5 | Thay doi tan suat diéu tri 85 20.3%
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6 | Thay doi d6 dai dot diéu tri 12 2.9%

7 Can thiép khac 175 41.9%

8 Khong c6 can thiép 13 3.1%
Thay d6i thudc c6 tén thuong mai khéac

9 . , 2 0.5%
cung hoat chat

10 | Thay dbi dang bao ché 2 0.5%

11 | Khéng c6 thudc cung &ng 3 0.7%

TONG 418 100.0%

Bang 3.1.6. Tong két két qud can thiép
Y kién cia BS

pong y 374( 89.5%)
Khong dong y 44( 10.5%)

Nhan xét chung:

Tinh hinh toa sai ngoai tru trong ndm 2025 khong cé xu hudéng gidm, mac du da dugc
phan mém hd trg mot phan trong khau duyét toa. Do mot phan s6 lwong bénh nhan kham
bénh tang 1én.

Tuy nhién trong qué trinh duyét toa DSLS con gap mot s6 van dé kho khan:

+ Tinh hinh toa “ Nhay” thém 1 phong thudc ngay cang ting. DSLS di tim toa cii rat mat
thoi gian, khong con nhiéu thoi gian dé kiém tra toa thudc.

+ Toa thubc khdng hop 1i, qua trinh stra con kho khan: Lién hé phong kham khong dugc,
BN phai cho 1au khé chiu, CSKH qua tai nén chi hd trg trong nhimg truong hop rat can
thiét. ...

+ PK tu dénh thém thudc, doi thude vao don thuéc. DSLS kho kiém soét, dé dan téi mat
thudc ciia khoa Dugc. Tinh trang nay xay rai rac ¢ hau hét cac phong kham, nhu bang
bén dudi:

Bio cdo su co 1/1/2025 — 30/6/2025
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Loai sw cd S6 lwong

1 Mot nguwdi bénh c6 2 sb thir tw 14 33.3%
2 Bac si tw mé khoa 26 61.9%
3 Toa nhay khong hién 1 2.4%
4 Khac 1 2.4%
TONG 42 100.0%
Bang chi tiét:
Tong s6
. , Tén béc si, s6 .| S6 | lan theo
STT | Phong kham . Loaiswco | .
lan pham lan phong
kham
Tu mé
) 4
PK (A.05A) | TrinKim Lién khoa 5(11.9%)
1 Noi tong quat 2 56 thu tyr 1
Truong Neuyén ,
gj g Y 2 s0 thur tu 1 1(2.4%)
Thuy Trinh
, BS tu mo
PK (A.29) Mat ] 1
khoa
2 A 2(4.8%)
Toa nhay .
khong hién
BS tu mo
PK (A.07) Huynh Thi Phudc ) 1
3 khoa 5(11.9%)
CXK + Dung .
2 s0 thir tu 1
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Tong so

. . Tén bac si, s6 .| S6 | lan theo
STT | Phong kham . Loaiswco | .
lan pham lan phong
kham
(A.07P) Nguyén Thién | BS tu m& .
+(A.07A) Nhéan khoa
Nguyén Minh )
s , 2 s0 thur tu 2
Chién
PK (A.09P) , Khac 1
4 L& Van Tuyén . 2(4.8%)
CXK 2sothoty | 1
PK (A.10) Ty mo 1
5 | Tiéu hoa + Noi | Ngé Duong Huan khoa 2(4.8%)
khoa 2s6thtrty | 1
) . Tu mo
PK (A.11) N6i | Huynh Tan Tai ] 1
6 _ ) khoa 2(4.8%)
tiéu hoa < z
Phan Hong Linh | 2 s0 thir tu 1
Tu mo
Chu Ly Hai Van ) 1
khoa
PK (A.12) Noi . Ty mo
7 , Nguyén Vil ) 1 3(7.1%)
tiet khoa
Tran Thi Ngoc BS tu mé .
Anh khoa
PK (A.15) Nguyén Minh BS tu mé
] 1 1(2.4%)
o RHM Hoa khoa
PK (Al.6A) Lé Thuy Thao BS tu mé
] 2 5(11.9%)
DV Than niéu Van khoa
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Tong so

. . Tén bac si, s6 .| S6 | lan theo
STT | Phong kham . Loaiswco | .
lan pham lan phong
kham
Lé Thi Thu Thao | 2sdthaty | 1
Nguyén Thi Tric | BS tu mé .
Hong khoa
Lé Hai Bang 2sdthuty | 1
PK (A.17)Noi | Nguyén Tran BS ty m&
10 ] 3 3(7.1%)
tim mach Phuong Uyén khoa
PK (A1.8A) Huynh Thi Nhu | BS tu mé
11 . ] i ] 1 1(2.4%)
DV Tiéu hoa Y khoa
PK Loc mau | H-Nuk Bubn Ya | BS tu m&
12 ) 1 1(2.4%)
khoa
PK (C1.16)
o R BS tuy mo
13 DV Noi tim Nguyén Vi Dat ) 1 1(2.4%)
khoa
mach
Phan Lé Anh BS tu mé
PK (A.19A) ] ] 2
Minh khoa
14 | Ngoai tiéu hoa _ 3(7.1%)
Nguyeén Manh ,
. 2s6thoty | 1
Khiém
PK (A.08) Da .
15 . Duong Chi Nhan | 2 s0 thtr tu 1 1(2.4%)
licu
PK (Al1.1) DV Nguyén Chi )
16 . 2 s0 thur tu 1 1(2.4%)
NoiTQ 1 Thanh
PK (A.26) . ,
17 Tran Nghi Lan | 2 s0 thu tu 1 1(2.4%)
Ngoai TK
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Tong s6
. . Tén bac si, s6 .| S6 | lan theo
STT | Phong kham . Loaiswco | .
lan pham lan phong
kham
PK (A.10A) . o BS ty mo
18 , Tran Thi Hién ) 1 1(2.4%)
Noi tong quat khoa
PK DV Noi Nguyén Anh BS ty m&
19 . N ] 1 1(2.4%)
than kinh Diem Thuy khoa

2.5. Tw van ngoai tru

Ty 18(%)

N@i dung S6 lwong 6 thang
(BN)

Nhu ciu tw van

BN tw van: 1616 100,00%
Loai tw van

Tu van thu dong 1559 96,5%
Tu véan theo don 1306 83,7%
Tra loi cau hoi cy thé 253 16,3%
Tw van cha dong 57 3,5%
But tiém insulin 22 1,49%
Dong y 0 0,00%
OAC 1 0,08%
Suy tim 0 0,00%
Tang huyét &p 15 1,10%
Khéc 19 1,49%

Pic diém BN
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Tubi

<18 tudi 0 0.0%
18-65 tuoi 688 42.6%
>65 tudi 928 57.4%
Gioi Nam: 387 Nam: 23,9%
Nir: 1229 Nit: 76,1%
Noi dung cau héi tw
van
Tu vén theo don 1306 80.8%
Chi dinh cua thudc 108 6.7%
Céach dung 97 6.0%
Tuong tac thude 5 0.3%
Nhan biét thubc 6 0.4%
Tac dung cO hai cua 7 0.4%
thudc
Theo doi 1 0.1%
Tuan thu diéu tri 23 1.4%
Vé bénh 6 0.4%
Thay doi 16i séng 4 0.2%
Khéc 0 0.0%
Hinh thire tw van
Trao doi truc tiép 1616 100,00%
Qua goi dién thoai 0 0,00%
Qua tin nhan/mang x& 0 0,00%
hoi
Qua email 0 0,00%
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Khac 0 0,00%
Thoi gian tu van

< 5 phut 223 13.8%
5-10 phat 963 59.6%
15 pht 207 12.8%
>15 phut 223 13.8%
Khac 0 0.0%
Mike do hai long

4: Hai long 855 52.9%
5: Rat hai long 761 47.1%
Khéac 0 0.0%
Duwoe si twr van

Nga 718 44.4%
Thay 610 37.7%
M¥$ Ngan 0 0.0%
Khanh 0 0.0%
Ha 0 0.0%
Khac 288 17.8%
Tong 1616 100.0%

2.6.1. S6 lwong béo cdo ADR

S6 luong bao céo theo timg thang duoc téng hop trong bang sau:
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2.6. B4o c4o Hoat dong ADR tai bénh vién Nguyén Tri Phwong nim 2025
Tét ca cac ADR déu duoc giri online vé Trung tim DI&ADR Qudc Gia. Vé chit luong
bao c4o: Da s bao co ghi day du cac thong tin gom 4 truong thong tin chinh: thong tin

ngudi bénh, thong tin vé ADR, thong tin vé& thudc nghi ngd va thong tin vé ngudi bao




Thang 01/2025 6 10.2%
Thang 02/2025 3 5.1%
Thang 03/2025 18 30.5%
Thang 04/2025 10 16.9%
Thang 05/2025 8 13.6%
Thang 06/2025 12 20.3%
Téng 59 100.00%

2.6.2. Nguwoi bao cdo ADR

Pbi tuong bao cao ADR:
Poi twong S6 bao cao Ti I (%)
Bac st 6 10.2%
Picu dudng 0 0.0%
Tong 59 100.00%

Pa s bao cao ADR dugc thu thap bai Dugc si (chiém 89.8%) va Bac si (10.2%). Tét ca
cac bao cao ADR sau d6 duoc duoc si dugc 1am sang tham dinh vé cac théng tin: yéu cau
ngudi bao cao bo sung truong thong tin con thiéu, thim dinh mbi quan hé nhan qua gitta
thudc va ADR.

Do tudi va gidi tinh:

Giéi tinh S6 ca ADR
Nam 20 33.9%
Nir 39 66.1%

S6 ca ADR Ti 18 (%)
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<18 2 3.4%

19 tudi — 60 tudi 30 50.8%
> 60 tuoi 26 44.1%
Trong 1 1.7%

S6 ca ADR xay ra chu yéu ¢ bénh nhan nit (66.1%) va trong do tudi tir 19-60 tudi (50.8%).

2.6.3. Cac khoa phong tham gia bao cao ADR:

Tén don vi S6 béo céo Ti 1é (%)
1 | Khoa Cap Cuu 5 8.5%
2 | Khoa CTCH 6 10.2%
3 | Khoa CXK 3 5.1%
4 | Khoa GMHS 2 3.4%
5 | Khoa H6 Hap 4 6.8%
6 | Khoa HSTC 5 8.5%
7 | Khoa Léo 3 5.1%
8 | Khoa Ngoai Than Kinh 3 5.1%
9 | Khoa Ngoai Tiéu Hoa 4 6.8%
10 | Khoa Ngoai Tong Hop 2 3.4%
11 | Khoa Nhi 1 1.7%
12 | Khoa Ngoai Niéu 1 1.7%
13 | Khoa Noi Tiét 2 3.4%
14 | Khoa Noi Tiéu Hoa 14 23.7%
15 | Khoa Noi Tim Mach 2 3.4%
16 | Khoa Noi Tong Hop 1 1.7%
17 | Khoa San 1 1.7%
Tong 59 100.00%
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2.6.4. Biéu hién 1am sang

Bién hién S6 bao cdo Ty 18 (%)

Ngtta, man d6 41 53.9%
Do da 5 6.6%
Kho tho 3 3.9%
Kho khé 1 1.3%
Sung phu 2 2.6%
Ha huyét ap 1 1.3%
Run nguoi 1 1.3%
Chong mat 1 1.3%
Ngtra toan than 3 3.9%
Loan than (ao giac, ndi sang) 2 2.6%
Giam tiéu cau 2 2.6%
Tang Lactat 1 1.3%
Tang kali 1 1.3%
D6 giac mac mat 1 1.3%
M¢ét moi 3 3.9%
Budn nén 5 6.6%
Thd nhanh 1 1.3%
Stevens-Johson 1 1.3%
Tiéu nhiéu 1 1.3%

Tong 76 100.0%

2.6.5. Thudc nghi ngo gy ADR
> Duwong dung
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Puong diung S6 bao cao Ty 18 (%)

Tiém/ Truyén tinh mach 56 94.9%
Udng 3 5.1%
Dat 0 0.0%
Khi dung 0 0.0%
Tiém/Truyén tinh mach,
; 0 0.0%
uong

Tat ca cac bao cdo ADR chu yéu lién quan dén duong tiém (94.9%), ca lién quan dén

duong udng (5.1%) ....

> Thudc va nhém thude

Nhém khang Ty 1€ (%)
sinh — , , .
Khiing ndm — Hoat chat Solwgng Tong
Nhom Khéac
A03B Hyoscin Butylbromid 1 1 1.6%
Al10B Dapaglifozin 1 1 1.6%
— Kali Clorid 1 5 3.2%
Natri bicarbonat 1
Jo1C Tazobactam/Sulbactam 2 2 3.2%
JOIR Piperacillin 1 1 1.6%
Vancomycin 8 19.0%
JO1X Colistin 1
Tetracyclin Linezolid 3 e
Metronidazol 1
Ceftriaxon 4 7 11.1%
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Nhom khang Ty 1€ (%)

sinh — , . .
, Hoat chat So lwgng Tong
Khang nam —
Nhom Khéac
JO1D Doripenem 1
Cephalosporin
Carbapenem Imipenem 2
Monobactam
Levofloxacine 2 33.3%
JO1M Ciprofloxacine 19 21
Moxifloxacin 0
Rifampicin 0.0%
Isoniazid
JO4A _ 0 0
Pyrazinamide
Ethambutol
lopromide 1 6.3%
VO08AB lobitridol 2 4
lodine 1
NO1A Propofol 1 1 1.6%
JO1E Trimethoprim/sulfamethoxazol 1 1 1.6%
NO2A Fentanyl 3 3 4.8%
NO7X Acid Thiotic 1 1 1.6%
Ipratropium
RO1AX03 _ 0 0 0.0%
bromide/Salbutamol
RO5C Acetylcystein 2 2 3.2%
Ketorolac 1 3.2%
MO1A 2
Dexketoprofen 1
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Nhom khang Ty 1€ (%)
sinh — : . .
, Hoat chat So lwgng Tong
Khang nam —
Nhom Khéac
MO4A Allopurinol 1 1 1.6%
Tong 63 100.0%
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SU DUNG SULBACTAM TRONG PIEU TRI NHIEM KHUAN DO
ACINETOBACTER BAUMANNII KHANG CARBAPENEM

I. Pat van dé

Acinetobacter 1a nhém truc khuan Gram am hiéu khi khong sinh men, dugc md ta lan
dau tién trong y van nam 1911. T nhitng nam 1980, Acine- tobacter baumannii (A.
baumannii) da noi 1én 1a vi khuan gay bénh véi kha nang dé khang khang sinh ngay cang
gia tang [1]. A. baumannii thuong duoc biét dén 1a cin nguyén gay ra cac nhidm khuan
Bénh vién nhu: viém phdi (26%), nhiém khuan huyét (1 - 2%), nhidm khuan tiét niéu
(1%), viém mang ndo sau phau thuat than kinh, nhiém khuan da mé mém (thuong xay ra
sau cac chan thuong 16n, bong nang két hop véi mdi truong Bénh vién) [2] trong d6 phd
bién nhat 1a viém phoi dac biét & cac nguoi bénh diéu tri & don vi Hoi stc tich cuc (ICU).
Ngoai ra, dd c6 mot s6 bao céo ca vé viem mang ndo mac phai ¢ cong dong gay ra bai A.
bau- mannii, tuy nhién ty 1& rat hiém gap [2]. Ty Ié tir vong & nhidm khuan A. baumannii
hién dang & muc rat cao, 1én t6i 40 - 70% trong viém phoi lién quan dén tho may, 28 -
43% trong nhiém khuan huyét [3].

Véi kha ning tao biofilm, ton tai dai dang trén cac bé mat thiét bi y té, ty 1é dé khang
khang sinh cao, co ché dé khang da dang va kha ning nhin gen dé khang tir c4c vi sinh
vat gay bénh khéc, nhiém tring do A. baumannii dit ra nhiéu thach thirc trong lwa chon
khang sinh diéu trj [2, 3], dac biét véi cac chung A. baumannii da khang (MDR- AB) va
A. baumannii khang carbapenem (CRAB).

Hién chua c6 phac d6 khang sinh nao vai dit liéu nghién ciu & mic do tin cay cao dugc
khuyén céo uu tién diéu tri cac nhidm tring do CRAB. Mot sé khang sinh thuong duoc
chi dinh trong diéu tri CRAB dugc tong két trong Bang 1.

CRAB la 1 trong 3 loai vi khuan Gram am quan trong nhit trong danh séch céc tac nhan
vi sinh vat gay bénh can duoc uu tién nghién ciru Xay dung cac phac do diéu tri va phat
trién cac khang sinh méi theo khuyén cao caa To chuc Y té thé gigi (WHO, 2018) [14].
Gan day, Hoi cac bénh Truyén nhiém Hoa ky (IDSA, 2022) da dé cap dén viéc sir dung
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phac db chira sulbactam liéu cao trong huéng dan diéu tri nhiém khuan do CRAB [12] .

Trén 1am sang, sulbactam dwoc sir dung trong thanh phan céng thic phdi hop véi

ampicillin hay cefoperazon voi vai trd 1 chat @c ché B-lactamase. D¢ hiéu rd hon vé vai

trd cua hoat chit nay va ap dung trong diéu tri cac nhidm tring ning do CRAB trong thuc

hanh 1am sang, bai viét nay tong hop dit liéu nghién ciru vé sulbactam trong diéu tri cac

nhiém trung do A. baumannii dugc cdng bd cap nhat trong y van.

Bdng 1. Mgt sé khang sinh si dung frong diéu tri nhiém tring do CRAB

Khang sinh Uu diém Han ché
- bac tinh dugc dong hoc phuc tap, kho du doan
-Ty I& nhay cam cao; kha ning dat dich PK/PD. Nong d6 thap trong dich
Colistin |- Khéng sinh diét 16t biéu md phé nang, dich ndo tuy. Boc tinh trén
khuan [4] than cao, khoang diéu tri hep [4];
- Pa xuét hién cac chung A. baumannii dé khang
colistin [5]
- La khang sinh kim khuan:;
- Chi ¢6 duong tiém;
-Ty Ié nhay cam cao | - Nong do trong huyét thanh thap [7];
[6]; -FDAVva B0 Y té cap phép céc chi dinh nhiém
Tigecyclin | -Phan bb nhanh vao | khuan da md mém, 6 bung va viém phéi cong
mb & cac vi tri nhu | d6ng tuy nhién CRAB gy nhiém khuan thuong
phoi, damd mém, | gap nhit trong viém phdi bénh vién va nhidm
6 bung voi ndng d6 cao| khuan huyét;
hon dang ké so véi - Khong cé diém gy nhay cam duoc céng bd
nong do6 huyét thanh| (CLSI/EUCAST) véi A. baumannii dé phién giai
[7] két qua khang sinh d6
-La khang sinh kim
Minocyclin | khuan, xam nhap t6t
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va nhanh vao cac md | - Khong duoc st dung trong nhiém khuan duong
Doxycyclin | bao gdm md phéi [8];/ tiét niéu, nhidm khuan huyét do khéng thai qua
-Minocyclin c6 thé st nudce tiéu va nong do trong méu thap [8];

dung ca duong uéng | - Khéng c6 ché pham dudng tiém luwu hanh tai
va duong tiém; Viét Nam

- Sinh kha dung
duong udng 95%

Fosfomycin A. baumannii dé khang tu nhién vai fosfomycin [8]

Fluoroquinolon,

aminoglycosid Ty Ié A. baumannii dé khang cao [9]

Ceftazidim /

avibactam

Ceftolozan /it c6 hoat tinh in-vitro voi A. baumannii da dé khang carbapenem [10]

tazobactam

I1. Hoat tinh vi sinh sulbactam trén céc ching A. baumannii.

Sulbactam duoc lan dau gigi thiéu vao nam 1978 va duoc chap thuan sur dung trén 1am
sang vao nam 1986 [1], c6 tac dung uc ché khong hdi phuc B-lactamase, ngin can qua
trinh bat hoat khang sinh p-lactam cua vi khuan gay bénh. Khéng giéng véi cac chat c
ché p-lactamase khéc thuong khong c6 hoat tinh vi sinh, sulbactam tinh c& duoc phat hién
c6 kha nang gan penicillin binding protein (PBP) va c6 tac dung khang khuan trén mot s6
loai vi khuan, trong d6 c6 A. baumannii [13]. Nghién ctru cua Corbella va cong su (1998)
cho thay sulbactam Ia thanh phan chinh c6 hoat tinh trong phéi hop am- picillin/sulbactam
va khdng ghi nhan tac dung hiép dong giita ampicillin va sulbactam trén cac chung A.
baumannii da khang [14].

Nam 2018, két qua nghién ctu dich t& 16n tai Trung Qudc bao gom 2.197 ching A.
baumannii thu thap trong giai doan 2009 - 2010 cho thay ty I& d& khang cefepim,

imipenem, meropenem va amika- cin & mac rat cao, lan luot 12 93,3%, 76,6%, 78,5% va
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86,8%. Tuy nhién, ty 18 dé khang cua cac chung nay voi cefoperazon/sulbactam & muc
thap hon rd rét (37,7%) [15]. Nghién ctu vé hoat tinh cua khang sinh trén cac chung A.
baumannii sinh carbapen- emase cho thay ampicillin/sulbactam cé hoat tinh trén 62,5%
sb chung da thir nghiém, bao gém céc ching khang thudc théng qua san xuat cac enzym
khang thudc khac nhau (blaOxa-23, blaOxa-52, blalPM va blaNDM) [16].

Hoat tinh khang khuan cua sulbactam duoc giai thich mét phan thdng qua kha ning gin
véi cac PBP, chu yéu voi PBP1a va PBP3. Tuy nhién ai luc cua sulbactam yéu hon rét
nhiéu so véi cac khang sinh khac nhu meropenem, ceftazidim hay aztreo- nam. Vi vay,
tac dyung cua sulbactam con c6 thé lién quan dén cac co ché khac, hién chua duoc nghién
ctru day du [17]

1.  Bang ching lam sang

Trong nhitng ndm 1990, da ghi nhan cac chung A. baumannii dé khang imipenem va chi
con nhay cam véi colistin va sulbactam [18]. Vi vay, dé xem xét kha nang st dung
sulbactam, nghién ctru dau tién (cong bd nam 1998) da danh gia hiéu qua cua viéc sir
dung sulbactam don trj liéu trong diéu tri nhiém khuan A. baumannii da khang & nguoi
bénh mac céc nhiém khuan khong de doa tinh mang. Trong nghién ctru nay, 18/42 nguoi
bénh sir dung sulbactam véi muc lidu 1 g mdi 8 gio, 24/42 ngudi bénh diéu tri véi
ampicillin/sulbactam (2:1) véi muc liéu 1 g mdi 8 gio (liéu tinh theo sulbactam). 22/24
nguoi bénh & nhom dung ampicillin/sulbactam va 17/18 nguoi bénh dung sulbactam don
doc duoc ghi nhan dat thanh cdng vé 1am sang. Céc tac gia nhan dinh khong cé tac dung
hiép dong giita sul- bactam véi ampicillin va cho rang sulbactam la thanh phan chinh
dem lai thanh cong vé 1am sang va vi sinh, tir 46 dé xuat str dung sulbactam don doc trong
diéu tri cac nhiém khuan khong de doa tinh mang do A. baumannii. Can luu y tai thoi
diém nay, cac trudong hop nhidm khuan ning chwa dugc nghién ctiu [14].

Nam 2007, hiéu qua va an toan cia ampicillin/ sulbactam liéu cao trong diéu trj viém phoi
lién quan dén tho may (VAP) do MDR-AB lan dau tién dugc cong bd trén 27 nguoi bénh

nang nhiém tring do A. baumannii khang sulbactam (MICsubactam > 16 pg/ml). Cac nguoi
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bénh duoc chia vao 2 nhém sir dung ampicillin/sulbactam don trj liéu lan luot véi cac
muc liéu 9 g (n = 14) va 12 g (n = 13) (liéu tinh theo sulbactam). 66,7% ngudi bénh dat
duoc thanh coéng vé 1am sang (nhdm 1 va nhdm 2 lan luot 1a 64,2% va 69,2%); thanh
cdng vé mit vi sinh dat duoc trén 77,8% ngudi bénh (nhém 1 va nhém 2 lan luot 12 85,7%
va 69,2%), ty I¢ tir vong trong vong 30 ngay chung cta 2 nhém 1a 27,5%. Nhu vay, hiéu
qua cua sulbactam liéu cao da dwgc ghi nhan trén ¢& mau nho do d6 can thém dir liéu so
sanh hiéu qua va an toan cua thudc véi cac phac do khang sinh khéc [19].

Tir d6 dén nay, 4 phan tich gop da duoc thyc hién dé danh gia vai trd cua sulbactam trong
cac lidu phap diéu tri nhiém khuan do céc chung A. bau- mannii. Gan day nhat (2021),
phan tich gop tir 18 nghién ctru da duoc thuc hién trén 1.835 ngudi bénh nham so sénh
hiéu qua va an toan ciia phac do chira sulbactam liéu cao véi phac d6 chira colistin trong
diéu tri nhidm khuan A. baumannii da khang (MDR-AB) va A. baumannii khang mé rong
(XDR-AB) dua trén cac tiéu chi: cai thién 1am sang, khoi bénh, thanh céng vé vi sinh, ty
& tir vong do moi nguyén nhan, ty 1¢ xuat hien bién ¢ bat loi trén than [20]. Trong do6, 11
nghién ciru thuc hién trén cac nguoi bénh viém phoi Bénh vién/viém phoi lién quan dén
tho may (HAP/VAP), 7 nghién ciru con lai thyc hién trén cac nhiém khuan da dang bao
gom viém phoi, nhidm khuan huyét, nhiém khuan tiét niéu, nhiém khuan sau phau thuat
6 bung sau phau thuat. 8/18 nghién ctru thuc hién trén cac cac chung CRAB, 3/18 nghién
ctru thyuc hién trén cac chang da khang, MDR-AB (A. baumannii dé khang véi it nhat 3
khang sinh theo cac co ché dé khang khéac nhau), 6/18 nghién ctru ¢ céc chung khang
mao rong, XDR-AB (A. baumannii chi nhay cam véi colistin hay tigecyclin), 1 nghién ctu
ghi nhan ca cac chung MDR-AB va XDR-AB. V¢ liéu ding cua sul- bactam, 3/18 nghién
ctru (61 nguoi bénh) sir dung liéu sulbactam 8 - 9 g/ngay, 5/18 nghién ctu (301 nguoi
bénh) st dung liéu sulbactam 4 - 6 g/ngay. 7/20 nghién ctru (669 nguoi bénh) str dung
phac d6 phdi hop c6 colistin [20]. Phéi hop sulbactam liéu cao (> 6 g/ngay) véi khang
sinh khac (levoflox- acin hay tigecyclin) cho thay két qua cai thién 1am sang tét hon c6 ¥

nghia so voi cac phiac d6 khac bao gom colistin/sulbactam; colistin don doc; colis-

51



tin/carbapenem; sulbactam/carbapenem; colistin/ khang sinh khac (levofloxacin,
aminoglycosid, tige- cyclin hoac vancomycin). Tuy nhién, phan tich gép khong ghi nhan
su khac biét co ¥ nghia trén tiéu chi nay gitra phac dd phdi hop chira sulbactam voi cac
phac do colistin/rifampicin va colistin/fosfomycin. Vé tiéu chi khoi bénh (dat duoc khi
ngudi bénh hét cac triéu chitng va dau hiéu caa nhiém khuan) phac do phéi hop sulbactam
liéu cao véi khang sinh khac (levofloxacin hay tigecyclin) khong dem lai cai thién rd rét
c6 ¥ nghia so v&i phac do colis- tin/carbapenem (RR 2,19, 95%CI 0,76 - 6,34) hay
colistin/sulbactam (RR 2,30, 95%CI 0,79 - 6,66). Trén tiéu chi thanh céng vé vi sinh,
phac do sul- bactam liéu cao phdi hop véi cac khang sinh khéc cho thay hiéu qua diét
khuan thap hon so vé&i phac db colistin/sulbactam (RR 1,66, 95%CI 1,02 - 2,68). Khong
c6 su khéc biét co y nghia théng ké giita cac phac d6 dugc danh gia trén ty 1¢ tir vong do
moi nguy@n nhan. Két qua phan tich gop nay cho thay sulbactam liéu cao phéi hop Véi
khang sinh khac (levofloxacin hay tigecyclin) cho thay hiéu qua trong diéu tri nhiém triing
do A. baumannii khang thuéc & nhiéu vi tri khac nhau [20], d6ng thoi theo két qua trén,
thi day c6 thé 1a phac d6 hiéu qua nhét trong sb cac phac do duoc danh gia. Nhom tac gia
Ky vong rang trong trudng hop ngudi bénh khdng thé diéu tri véi colistin (vi tinh sin c6
hoac doc tinh), sulbactam liéu cao két hop vai khang sinh khéc s& duoc lya chon 1am phéc
d6 thay thé. Tuy nhién phan tich gop nay chi yéu dya trén dit lidu tir cac nghién ctru quan
sat do d6 két qua cd thé bi anh huang bai nhiéu yéu té nhidu khong thé danh gia duoc,
can bién giai can than truéc khi dua ra quyét dinh diéu tri dua trén cac két qua nghién cau
[20].

A. baumannii con c6 thé gay viém mang ndo, dic biét véi cac chung di dé& khang
carbapenem gay kho khin cho lya chon phac do khang sinh hiéu qua. Mot nghién ctu hoi
ctru (2018) trén 12 ngudi bénh duoc chan doan viém mang nio do A. bau- mannii trong
d6 c¢6 10 chang phan lap duoc nhay cam véi  ampicillin/sulbactam
(MICampicillin/sulbactam < 8/4 ug/mL) va da dé khang cephalosporin thé hé 3,

ciprofloxacin va gentamicin; 9 ching da dé khang imipenem va colistin. 12/12 nguoi
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bénh dugc diéu tri véi ampicillin/sulbactam, 2/12 ngudi bénh cd bd sung thém amikacin
tiém noi tay. Nghién cttu da ghi nhan 11/12 ngudi bénh dat dwoc thanh cong vé 1am sang
va vi sinh [21] cho thay ampicillin/sulbactam c6 thé hiéu qua trong diéu tri viém mang
ndo do A. baumannii di dé khang carbapenem. Tuy nhién nghién ciu nay ¢ c& mau nho,
thoi gian theo ddi nguoi bénh ngan, liéu sulbactam (cao nhit 4 g) dwoc lya chon khdng
dwa trén nghién ctu dugc dong hoc/duoc luc hoc, do dé can thém dit liéu day di hon 1am
co s& ung dung ampicillin/sulbactam trong diéu tri viém mang ndo do CRAB [21].
2. Vi tri cia sulbactam trong hwéng dan diéu tri
Nam 2022, ampicillin/sulbactam dugc khuyén céo la khang sinh wu tién trong diéu tri
nhiém triing do cac chung A. baumannii con nhay cam véi sulbactam trong huéng dan
cua Hiép hoi Truyén nhiém Hoa Ky (IDSA). Truong hop A. Baumannii da khang hoac
khong c6 két qua khang sinh d6 véi ampicillin/sulbactam, khuyén céo st dung phéi hop
sulbactam v&i céc khang sinh khac. Liéu cao cua sulbactam (6 - 9 g/ngay) dugc wu tién
khuyén céo cho cac truong hop nhiém khuan muc do trung binh dén nang [12]. Bén canh
huéng dan caa IDSA, cac hudng dan diéu tri cua cac hiép hoi chuyén mon cua Chau Au,
Pai Loan, Tay Ban Nha va Italy ciing c6 mot s6 khuyén cdo trong diéu tri nhiém khuan
CRAB. Tom tit thong tin vé sir dung sulbactam trong cac khuyén cao nay duogc trinh bay
trong Bang 2.

Bdng 2. Tang hep khuyén céo vé sulbactam trong diéu tri nhiém khudn do CRAB

Mirc do
Hiép hdi Nam Khuyén céo Liéu dung khuyén

(lidu tinh theo sulbactam) | céo,

A. baumannii nhay cam véi
ampi- cillin/sulbactam:
» Ampicillin/sulbactam (2:1) 6
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Ampicillin/sulbactam

lidu cao

phdi hop véi it nhat 1 khang sinh

- 9 g/ ngay

sinh do:

- Ampicillin/sulbactam (2:1)

A. baumannii dé khang véi
ampi- cillin/sulbactam, hoac

khong c6 két qua khang

IDSA| 2023 khac duoc khuyén céo trong didu 9 g/ngdy Ché do truyén  |Khéng
[22] tri nhiém khuan do CRAB khong| dwoc khuyén céo: Liéu tinh jphan loai
phu thudc vao d6 nhay cam cua theo sulbactam 6 g/ngay
chung phan lap vé6i| - Ampicillin/sulbactam (2:1)
ampicillin/sulbactam 1 g mdi 4 gio truyén trong
30 phut
Liéu tinh theo sulbactam 9
g/ngay
- Ampicillin/sulbactam (2:1)
3 g mdi 8 gio truyén trong 4
gio;
- Ampicillin/sulbactam (2:1)
9 g/ngay truyén lién tuc
Ampicillin/sulbactam liéu caoAmpicillin/sulbactam (2:1) 3
dugc vu tién trong diéu tri nhiémg moi
khuan do CRAB con nhay cam 8 gio, truyén trong 4 gid hoic
IDSA| 2022 Ampicillin/sulbactam  liéu cao9 g/ ngay, truyén lién tyc. Khong
[12] duoc lya chon trong phac d6 phdilCac nhiém tring nhe do viphan loai

hop diéu tri nhiém khuan do

khuan con nhay cam, khi
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CRAB khi khéng c6 két qua
khang sinh d véi sulbactam hoic

vi khuan di khang sulbactam

nguoi bénh gap doc tinh véi
litu cao sulbactam, c6 thé
diéu tri vgi ché do liéu
ampicillin/ sulbactam (2:1) 1

g mdi 4 gio.

Nhiém khuan do CRAB nhay cam

ESCMID 2022 |véi sulbactam va HAP/VAP doKhéng c6 khuyén céo liéuConditio
[23] CRAB, khuyén céo sir dungding n- al -
ampicillin/sulbactam low
Nguoi bénh nang va cé nguy col
cao nhiém khuan do CRAB, Conditio
khuyén céo diéu tri bang phac d6 n- al -
phdi hop 2 khang sinh con hoat very low
tinh (polymyxin, aminoglycosid,
ESCMID tigeyclin, phdéi  hop  chua
[23] 2022 sulbactam). Khong c6 khuyén céo liéu
Nhiém khuan do CRAB da khangdung
sul- bactam: c6 thé st dung
polymyxin hoic tigecyclin liéu No
cao néu chung phan lap con nhay, recom-
cam trén KSD. Hién khong dua ra mendatio
dugc khuyén cdo vé phac dd n
khang sinh uu tién do khong du
dr lidu.
Sulbactam liéu cao phdi hop véi
khang sinh khac (bao gom C- 1l

colistin) nén duoc can nhic trong
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diéu tri nhiém trang do CRAB.

Phéac @6 phdi hop véi cac khang

sinh con hoat tinh khac nhu:

SEIMC colistin, minocyclin, tigecyclin C-1l
[24] 2023 hay aminoglycosid nén dugc CénSuIbactam 6 -9 g/ngay
nhic trong diéu tri nhidm tring do
CRAB di dé khang sulbactam.
Phéi hop cefiderocol + colistin
hoac phéi hop 3 thudc colistin +
meropenem liéu cao + sulbactam C-
lidu cao nén duoc can nhic trong
diéu tri nhiém trung do PDR- AB.
SIMIT Khong c6 dit liéu thuyét phuc dé
-SITA dé xuat phac do khang sinh tdi uu Strong -
-GISA 2022 diéu tri nhiém khuan gay ra boi low
-AMCLI CRAB. Tham khao y kién chuyén
- SIM gia Truyén nhiém trong cac
[25] treong hop nay.
Sulbactam va phac do chaa
Taiwan sulbactam duoc khuyén céo trong Weak
Siciety of diéu tri nhiém khuan gay ra boi recomen-
Microbiol| 2023|CRAB. Nhiém khuan nang:dation -
0- gy [26] Trong thuc hanh 1&m sang,sulbactam 6 - 9 g/ngay low
sulbactam dugc st dung trong quality
phdi hop véi poly- myxin, evidence
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tigecyclin, minocyclin,
doxycyclin dwa theo két qua
khang sinh do.

IDSA: Infectious Diseases Society of America; ESCMID: European Society of Clinical
Microbiology and Infectious Diseases; SEIMC: the Spanish Society of Infectious Diseases
and Clinical Microbiology; SIMIT: the Italian Society of Infection and Tropical Diseases;
SITA: the lItalian Society of Anti-Infective Therapy; GISA: the Italian Group for
Antimicrobial Stewardship; AMCLI: the Italian Association of Clinical Microbiologists;
SIM: the Italian Society of Microbiology;

C - II: Meze d@é khuyén céo yéu, bang chiing dira trén y kien chuyén gia hogc cac béo cao
ca; Conditional - low: Mz d@é khuyén céo yéu, mize dé bang chieng thap; Conditional -
very low: Mire dé khuyén céo yéu, mize dé bang ching rat thdp; Strong - low: Mic do
khuyén céo cao; Weak recomendation - low quality evidence: Mitc dg khuyén céo yéu,

mute dg bang ching thap

Trong céc khuyén cdo & trén, sulbactam duoc dé cap 1a lua chon wu tién trong 4/5 huéng
dan diéu tri véi cac truong hop nhidm trung do cac chung con nhay cam véi
ampicillin/sulbactam. Vi A. baumannii da dé khang ampicillin/sulbactam, 3/5 huéng dan
khuyén céo st dung phac d6 phdi hop khang sinh c6 chira sulbactam. Cac huéng dan
(ngoai trir IDSA, khdng c6 phan loai mac do bang chiing va khuyén cao) déu xép loai
khuyén céo ¢ muac do thap, dua trén cac biang chiing ¢ mic d6 bang ching & mtc do
thap.

I11. T6i wu liéu sulbactam trong diéu tri nhiém khuan do A. baumannii dwa trén
PK/PD

Céc nghién ctru dich té cho thay ty 16 cac chung A.baumannii dé khang sulbactam c6 xu

huéng ngay cang gia ting. Theo khao sat tai Trung Qudc, ty lé dé khéang
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cefoperazon/sulbactam ting tir 25 - 40% khi so sanh s6 liéu ndam 2005 véi nam 2014
[27]. Ty Ié A. baumannii dé khang ampicillin/sulbac- tam theo mot khao sat tai My ting
tir 35,2% trong giai doan 2003 - 2005 1én 41,2% trong giai doan 2009 - 2012 [28]. Co ché
dé khang cua A. bauman- nii véi sulbactam van chua duogc téng két day du. Mot sé nghién
ctru cho thay cac ching dé khang sulbactam c6 lién quan dén dot bién gen téng hop PBP3,
blaTEM-1D va ISAbal-ampC [15, 17]. O cac ngudi bénh niang, dic biét nhitng ngudi
bénh diéu tri tai don vi Hoi stc tich cuc, tinh trang bénh Iy va sir dung can thiép xam lan
c6 thé lam thay doi dugc dong hoc cua thude trén ngudi bénh, anh huéng dén hiéu qua
cua phac do khang sinh [29]. Vi vay, mét trong nhitng chién lugc st dung khang sinh
hiéu qua trén cac nguoi bénh nay dong thoi han ché kha nang phat trién dé khang cua vi
khuan 1a hiéu chinh liéu téi uu trén ting cé thé ngudi bénh dya trén nguyén tac Duoc
dong hoc/Duoc luc hoc (PK/PD).

V& Duogc dong hoc, 75 - 85% lidu dung sul- bactam duoc thai trir & dang khdng bién doi
qua nudc tiéu trong khoang 8 gio sau khi sir dung thudc trén ¢ nguoi bénh c6 chic nang
than binh thuong. Ty 1é lién két (thuan nghich) véi protein huyét twong 1a 38% [30].
Thudc c6 tac dung diét khuan phu thudc thoi gian va diét khuan tét nhat khi dat nong do
trong duong voi 4 x MIC [31]. Hoat tinh khang khuan cua sulbactam c6 lién quan dén
thoi gian nong do thude tu do dat trén MIC trong mau (%TsMic), Voi higu qua diét
khuan t6i da trén A. bau- mannii khi %T>M|C > 60% [31]. Véi cac nguoi bénh nang,
cac huéng dan déu khuyén khich dat dich PK/PD cao hon véi %TsMm|C = 100% [32].
Truyén tinh mach sulbactam kéo dai 4 gio da duoc chirng minh gitp kha niang dat dich
PK/PD tbt hon so véi truyén tinh mach thudc trong 1 gio [31], [33], [34]. Cho dén nay,
diém gay nhay cam (clinical breakpoint) cuia sulbactam don doc véi A. baumannii chua
duoc cong bd. Cac nghién ciru va khuyén céo hién tai déu xac dinh mic d6 nhay cam
cua sulbactam véi A. baumannii thong qua diém gy nhay cam cua ché pham phéi hop
ampicillin/sulbactam. Theo Vién Chuan thic 1am sang va Xét nghiém Hoa ky (CLSI

2023), chung A. baumannii dugc xac dinh 1a con nhay cam khi MICampicillin/sulbactam
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< 8/4 pg/mL va dé khang sulbactam khi MICampicillin/sulbactam > 32/16 pug/mL [35].

Do d6, cac nghién ciu déu dé xuat dé lya chon liéu téi vu diéu tri nhiém khuan CRAB
can xac dinh mac d6 nhay cam cua A. baumannii voi sulbactam. O céc ching A.
baumannii nhay cam sulbactam (MICgy|bactam < 4 Mg/mL), liéu sulbactam 1 g mdi 8 gid
hodc 1 g mdi 6 gio truyén trong 4 gio déu cho kha nang dat dich PK/PD (%T>MIC >
60%, PTA > 90%) [33, 34]. Vai cac chung c6 MICsy|pactam = 8 Hg/mL, liéu sulbactam
1 g mdi 6 gio, 2 g mdi 12 gio, 2 g mdi 8 gio truyen dai 4 gio cho kha ning dat dich PK/PD
lan luot 1a: 98,65%, 78,07% va 98,23%. Vi cac chiung ¢6 MICsy|bactam = 16 Hg/mL, &
ngudi bénh cd albumin huyét thanh dao dong tir 1,7 - 2,4 g/dL va thanh thai Clcr > 90
mL/phdt, kha nang dat dich PK/PD cua céc ché do liéu 2 g mdi 6 gio, 3 g mdi 8 gio truyén
dai 4 gio lan luot 1 98,83% va 95,59% [34]. Nhu vay, nén cé thé hoa liéu sulbactam dua
trén chirc nang than cua nguoi bénh va mire dd nhay cam cua A. baumannii vai sulbactam.

Béng 3. Ché d liéu goi y cua sulbactam theo thanh thai creatinin va MICgy|pactam [33],

[34]
Thanh thai creatinine, Clcr (mL/phut)
MICsylbactam 15 - 29,9 30-59,9 60 - 89,9 90 - 120
(Hg/mL)
4 1gmdi8giv | 1gmdi8gid | 1gmdi8giv | 1gmdib gid
8 1gmdi8giv | 1gmdi8gid | 1gmdibgiv | 1gmdib g
16 2gmoi8giy | 2gmdi8gid | 2gmdi6giv | 3gmodib gio
32 2. gmdi 6 gid | 3 gmdi6givy | 3gmdi6gid | 3gmdibgid
(*) (*)
(*): Liéu dat dich khi ngwoi bénh b giam albumin huyét thanh: 1,7 - 2,4 g/dL

Véi cac chang A. baumannii ¢6 MIC sulbactam = 32 pg/mL, liéu sulbactam 3 g
mdi 6 gio (12 g/ ngay) cho thay kha ning dat dich PK/PD véi tat ca ngudi bénh ¢ Cler
trong khoang 30 - 60 mL/phdt, tuy nhién & nhitng nguoi bénh ¢ Cler > 60 mL/ phit, ché
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do liéu nay chi cd kha nang dat dich trén nhitng ngudi bénh ¢ ndng d6 albumin huyét
thanh dao dong trong khoang 1,7 - 2,4 g/dL [34]. Vi cac chung cd MICgypactam > 32
ug/mL, khdng c6 ché do liéu sulbactam nao (9 - 12 g/ngay) c6 kha niang dat dich PK/PD
[34].

Déi v6i ngudi bénh nang diéu tri tai ICU, cac thay doi vé thé tich phan b, do thanh thai,
nong do albumin huyét thanh, ty 1& thudc tu do trong mau va cac can thiép loc méau duoc
&p dung s& anh huong dén PK/PD cua thudc [36]. Sulbactam cd khéi lwong phan tir 233,24
g/mol, 78% thai trir qua than & dang khdng bién doi, dong thoi cling dugc thai trir qua loc
méu [37]. Két qua nghién ctru trén mot ngudi bénh méc viém phoi lién quan dén tha may
do CRAB, duoc loc mau lién tuc (CVVHDF), diéu tri véi phac do khang sinh ¢ chia
sulbactam 3 g mdi 8 gior va dugc dinh lwgng nong do sulbactam trong qué trinh st dung.
Néu MIC sulbactam = 32 pg/ml thi % T> MIC la 90% con véi MIC sulbactam = 64 pg/mL
thi % MIC T>MIC la 0% [38]. Trong mot nghién ciru dugc dong hoc khac thuc hién trén
ngudi bénh loc méu lién tuc diéu tri voi cefoperazon/sulbactam (2:1) liéu 1 g mdi 8 gio
(lidu tinh theo sulbactam) da ghi nhan thanh thai sulbactam ¢ ngudi bénh loc méau lién
tuc con chirc niang than nén (Cler 94,7 - 111,3 mL/phat) thap hon déng ké so voi nhém
cac nguoi bénh khong co6 loc mau (118 + 85 mL/phit so vai 267 + 49 mL/phut) [39].
Vi ngudi bénh ¢d loc mau ngat quang, dix liu tbi wu lidu dia trén dic diém PK/PD khi
s dung sulbactam liéu cao (6 - 12 g/ngay) con rat han ché. Duoc dong hoc cua
ampicillin/sulbactam & ngudi bénh loc mau ngat quing tirmg dugc md ta trong mot nghién
ctru cach day hon 30 nim (1989).

Céc nguoi bénh dung ampicilin/sulbactam (2:1) 1g (liéu tinh theo sulbactam) va duoc chia
vao 4 nhém (theo thanh thai Cler) trong d6 4/20 nguoi bénh thyuc hién loc mau ngat quang.
Két qua dinh luong sulbactam trong méau, nudc tiéu va dich loc cho thy ¢ cac ngudi bénh
suy than nhe hoac chirc nang than binh thuong (Cler > 30 mL/phat), sulbac- tam duoc thai
trir & dang nguyén ven qua nudc tiéu khoang 78% liéu dung. Con & nhom ngudi bénh

duoc chi dinh loc mau ngat qudng (Clcr < 7 mL/phit), lugng sulbactam & dang khdng
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ddi phat hién duoc trong nudce tiéu trong 24 gio rat it (1,51 + 0,13% liéu dung sulbactam).
Ciing & nhdm ngudi bénh nay, wéc tinh khoang 44,7 + 3,2% liéu dung sulbactam duoc
thai trir sau 4 gio loc méau. Nhom tac gia dé xuat lidu dung thong thuong ampicillin/
sulbactam (2:1) 1 g mdi 24 gid (liéu tinh theo sul- bactam) nén dugc st dung hang ngay
va vao ngay thuc hién loc mau thudc nén duoc ding sau khi két thic loc [40]. M6t nghién
ctru khac thuc hién trén cac nguoi bénh loc mau kéo dai hang ngay (EDD, Extended daily
dialysis) str dung ampicillin/sulbac- tam (2:1) 1 g mdi 24 gio (liéu tinh theo sulbactam)
da ghi nhan ty & sulbactam thai trir qua mdi 1an loc 14 93%. Do d6, ché d6 liéu thuong
ding 1 g mdi 24 h (liéu tinh theo sulbactam) cho ngudi bénh loc mau ngat quang co thé
chua dat dich diéu tri. Cac tac gia khuyén cdo bd sung thém liéu ampicillin/sul- bactam
(2:1) 1 g (liéu tinh theo sulbactam) sau khi két thiic loc mau trén nguoi bénh cé loc mau
kéo dai hang ngay (EDD) [41]. Can cht y muc liéu am- picillin/sulbactam trong 2 nghién
ctru trén chi 1a lidu diéu tri thong thuong (1 - 2 g, liéu tinh theo sulbactam). Vi vay ¢ cac
ngudi bénh ¢ loc mau ngat quéng, can thém céac nghién cau PK/PD va lam sang khi st
dung sulbactam véi ché do liéu cao (9-12 g/ngay) dé téi wu lidu dung khang sinh nay
trong diéu tri nhiém khuan do CRAB.

IV. Két luan

Dit liéu nghién ctru vi sinh va 1am sang déu thdng nhat vé tiém ning cua sulbactam (don
doc hoac phéi hop) trong diéu tri cac nhiém khuan do A. baumannii da khang. Tuy nhién
dén nay, chwa c6 du dit liéu 1am sang véi mirc d6 tin cay cao lam cin cir dé xéac dinh phac
d6 phéi hop chtra sulbactam nao 1a téi wu trong diéu tri nhiém tring do CRAB. Ché do
lidu sulbactam nén dugc lya chon theo MICgyIhactam Cta Vi khuan va hiéu chinh liéu
theo thanh thai creatinin cua tirng nguoi bénh. Liéu sulbactam 3 g mdi 6 gio (12 g/ngay)
c6 thé cho phép dat dich PK/PD vai céc chung A. baumannii c6 MICsulbactam = 16, trong
khi murc liéu nay chi phti hop véi cac ching A. baumannii c6 MICsulbactam = 32 trong mot
s6 truong hop. Do dé, trude bdi canh c6 rat it khang sinh hiéu qua diéu tri cac nhiém tring

nang do A. baumannii da khang, can trién khai tiép can bao tén hoat tinh cua sulbactam
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thong qua chi dinh va phéi hop khang sinh hop ly dong thoi ti wu ché do lidu cua thude
trén ting ca thé ngudi bénh dua trén nguyén tic PK/PD.
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HOI CHUNG STEVENS-JOHNSON
Ths.DS. V& Nguyén My Ngan, DS. Nguyén Thi Hoang Phirong, TS. V3 Thi Ha

I. TONG QUAN VE HQI CHUNG STEVENS-JOHNSON

1.1. Pinh nghia

Hi chirng Steven-Johnson (Stevens-Johnson Syndrome, SJS) 14 tinh trang t6n thuong
da nghiém trong gay phat ban da, bong nudc va sau d6 bong tréc. Bénh déc trung boi tinh
trang viém loét cac héc tu nhién trén co thé nhu mét, mii, miéng, hong... dugc mo ta lan
dau tién vao nam 1922 boi hai bac si ngudi My 1a Albert Mason Stevens va Frank
Chambliss Johnson.

Pay 1a mot dang phan tng di tng, thuong 13 di Gmg véi thude. Bénh tuy it gdp nhung rat
nang, nguy co de doa tinh mang nguoi bénh.

Tan suat bénh trong dan s6 2/1.000.000 ngudi, nhung ti 1¢ tir vong 1én téi 5-30%.

Bénh thuong gap ¢ tré em, nguoi tré tudi nam c6 ti 1é mic bénh cao hon nguoi tré tudi

nir, ti 1€ bénh xuat hién cao vao mua hé va mua xuan.

DR TUNG

Steven Johnson

Hinh 1. Viém két mac, miéng, hong & bénh nhan mac hoi ching Stevens- Johnson [1]
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1.2. Dich t& hoc

Hinh 2. Tén thwong da dang & da niém mac [3]

Ty 1é mic: Khoang 5/1.000.000 ca mdi nam [4]

D¢ tuoi: Bénh co thé xay ra & moi ltra tudi.

Gi6i tinh: Nt gi61 c6 xu huéng mac bénh cao hon nam gidi.

I1. NGUYEN NHAN VA YEU TO NGUY CO

2.1. Nguyén nhan

2.1.1. Thube

Thudc 14 nguyén nhan phd bién nhét, chiém khoang 80% cac trudng hop. Thoi gian tiém

tang (latency period) tir khi bat dau dung thudc dén khi xut hién triéu ching thudng 1a

1-3 tuan, nhung c6 thé ngin hon (vai ngay) néu da ting tiép xtc véi thude dé trude day

hodc dai hon (vai tudn dén vai thang).

Céc nhom thude ¢6 nguy co cao gay SJS bao gom: thudc khang sinh chiém 41,2%, thudc

chéng dong kinh chiém 38,2%, giam dau va thao dugc chiém 5,9%, cac thudc con lai

chiém 8,8%.[5]

Bang 1. Cac thudc thuong gay Hoi chitng Stevens-Johnson

Nhém thuéc

Hoat chat

Khang sinh

- Sulfonamide (sulfamethoxazole-trimethoprim,

sulfasalazine)
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Penicillin (amoxicillin, ampicillin)
Cephalosporin.

Fluoroquinolone.

Thuéc chéng co  giat

(Anticonvulsants)

Carbamazepine

Phenytoin

Lamotrigine.

Phenobarbital

Valproate (it ph6 bién hon)

Thuéc giam dau, khang viém

khong steroid

Oxicam (piroxicam, tenoxicam)
Meloxicam

Celecoxib

Thuoc khang retrovirus Nevirapine

Thuéc khang lao Rifampicin
Isoniazid

Thuéc loan than Quetiapine

Thudc khac

Allopurinol: dac biét & bénh nahan cé chirc nang

than giam hoac c6 yéu té di truyén HLA-B*58

Paracetamol

2.1.2. Nhiém tring

Nhiém trung thudng 13 nguyén nhan gy SIS & tré em va thanh thiéu nién, it phd bién

hon & nguoi 16n.

- Mycoplasma pneumoniae: L3 nguyén nhan nhiém trung pho bién nhat gay SIS, dic

biét & tré em.

- Virus: Herpes simplex virus (HSV), Cytomegalovirus (CMV), HIV, virus cum,

virus so1, virus quai bi.

- Vikhuan: Streptococcus pyogenes, Corynebacterium diphtheriae, Salmonella typhi,

Brucella.
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Nam: Coccidioides immitis.

2.1.3. Bénh ly ac tinh

Mot sb bénh 1y 4c tinh, dic biét 13 ung thu hach va bénh bach cau, ¢ thé 13 yéu té nguy

co hodc nguyén nhan gay SJS

2.1.4. Céc yéu td di truyén

Cac nghién ctru da chi ra moi lién quan chat ché gitta mt s6 alen khang nguyén bach

cau nguoi (Human Leukocyte Antigen - HLA) v6i nguy co phat trién SJS do thude:

2.2.

1.

HLA-B*15:02: C6 lién quan manh mé& dén SJS do carbamazepine, phenytoin,
lamotrigine & ngudi gdc A (dac biét 1a ngudi Han, Thai, Malaysia).

HLA-B*58:01: C6 lién quan dén SJS do allopurinol, dic biét & ngudi gée A va mot
s6 quan thé chau Au.

HLA-A*31:01: C6 lién quan dén SJS do carbamazepine ¢ ngudi goc Au va Nhat
Ban. Viéc sang loc gen trude khi sir dung cac thude nay dang dugc khuyén cdo &
mot s6 khu vue.

CA4c yéu té nguy co khac

Suy giam mién dich: Bénh nhan HIV/AIDS c6 nguy co mac SJS cao hon gap 1000
14n so vé6i dan sd chung, dac biét 1a do sulfonamide.

Bénh lupus ban do hé thong.

Xa tri.

Ghép tay xuong.

CO CHE BENH SINH

Co ché bénh sinh SJS 1a mot phan tng qua man cam qua trung gian mién dich, chi yéu

1a phan tmg qua man loai IV (qua trung gian té bao), din dén sy chét theo chuong trinh

(apoptosis) lan rong cua cac té bao sing (keratinocytes) & 16p biéu bi.

Céc bude chinh trong co ché bénh sinh:

Phoi nhiém véi tac nhan giy bénh: Thuong 1a thude, dong vai tro nhu mot khang

nguyén (hapten) hodc prohapten.
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- Chuyén hoéa va gan két: Thudc hoac chat chuyén hda cua n6 gan két voi cac protein

ctia t& bao sitmg, tao thanh phirc hop khang nguyén-protein méi.

- Hoat héa té bao mién dich:

+

+

Té bao T dc té bao (Cytotoxic T lymphocytes - CTLs): Cac té bao T CD8+
dong vai tro trung tam. Chung nhan dién cac phtrc hop khang nguyén-protein trén
bé mit té bao simg thong qua cac phan tir MHC 16p 1.

Té bao Natural Killer (NK cells): Ciing c6 thé tham gia vao qua trinh ph4 hay

té bao sung.

- Giai phéng cac chat trung gian giy déc:

+

Granulysin: La mot protein gdy doc té bao duogc giai phong tir cac hat cta té bao
T doc té bao va té bao NK. Granulysin duoc coi la chat trung gian chinh gy ra su
chét té bao sing hang loat trong SJS. N6 tham nhap vao té bio sing va giy ra qua
trinh chét theo chwong trinh.

Perforin va Granzyme B: Cac protein khac duoc giai phong tir té bao T doc té
bao, tao 15 thung trén mang té bao stmg va kich hoat qua trinh chét theo chuong
trinh.

Fas-Fas Ligand (Fas-FasL) pathway: Té bao T doc té bao va céc té bao mién
dich khac c6 thé biéu hién FasL, gin vé6i thu thé Fas trén bé mit té bao simg. Su
gén két nay kich hoat mot chudi tin hiéu nodi bao dan dén qua trinh chét theo
chuong trinh cua té bao stng.

TNF-o (Tumor Necrosis Factor-alpha): Mot cytokine tién viém, cling c6 thé
dong goép vao qua trinh gay doc té bao va viém.

Reactive Oxygen Species (ROS): Cac gbc oxy hoa ty do ciing ¢ thé gy ton

thuong té bao.

- Chét té bao sirng va bong tréc biéu bi: Su chét theo chuong trinh hang loat cua té

bao simg din dén su ly giai cua 16p bicu bi khoi 16p ha bi, tao thanh cac bong nudc

16m va bong tréc da, tuong ty nhu bong dd hai.
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Mic du co ché chinh 13 qua trung gian té bao, cac yéu t6 khac nhu su thiéu hut enzyme
giai doc thude (vi dy, N-acetyltransferase 2 - NAT2 trong trudng hop sulfonamide) hoic
su tich lily cac chat chuyén hoa doc hai ciing c6 thé dong gop vao su phat trién ctia bénh.
IV. BIEU HIEN CUA CHAN POAN

H#éi chirng Steven-Johnson: 13 mot cap ciru y té can dugc chan doan va xtr tri kip thoi.

4.1. Giai doan tién triéu (Prodromal Phase)

Thuodng kéo dai 1-7 ngay trude khi cac ton thuong da xudt hién. Cac triéu chimg khong

dac hiéu bao gém:

S6t cao (>39°C).

M¢ét moi, kho chiu.

Dau khép, dau co.

Ho, viém hong, dau dau.
Pau rat mat.

4.2. Biéu hién da (Cutaneous Manifestations)

- Khéi phat: Cac dat do, san do d6i xting, khong ngira, thuong bat dau ¢ mat va than
trén, sau do lan nhanh ra toan than.

- Ton thwong dién hinh: Cac dat ¢ hinh bia ban (target lesions) khong dién hinh
(thuong 1a hai vong, khong c6 vong tron ro rang hodc bong nudce trung tam). Tuy
nhién, ton thuong hinh bia ban c6 thé khong xuat hién hodc bi che lap boi cac ton
thuong khac.

- Tién trién: Cac dat d6 nhanh chong phat trién thanh bong nudc 16ng 1éo, dé v&. Sau
d6, 16p biéu bi bi ly giai va bong troc, dé lai nén da do am uot.

- Déu hiéu Nikolsky dwong tinh: An va truot nhe trén ving da khong ton thuong co
thé gy bong troc 16p biéu bi.

- Phan loai theo dién tich bong tréc:

e SJS: Bong troc biéu bi < 10% BSA.
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4.3.

Vi tri: Ton thuong c6 thé xuat hién ¢ bat ky ving da ndo, bao gdm ca long ban tay
va long ban chan. Da du va niém mac toc thudng khéng bi anh huéng.

Biéu hién niém mac (Mucosal Manifestations)

Tén thwong niém mac 1a ddu hiéu dic trung va thuong 13 nghiém trong trong SJS, xuat

hién & it nhat hai vi tri ni€ém mac tré 1én.

4.5.

Niém mac miéng va moi: Viém loét, trot, dong vay Xuét huyét, dau don dir doi, gay
kho khin khi dn udng va noi chuyén.

Mit: Viém két mac, loét giac mac, dinh mi mét, viém mang bd dao, c6 thé dan dén
mu 1da vinh vién.

Niém mac sinh duc: Viém loét, trot, co thé gay dinh hoac seo.

Puwong ho hap: Viém thanh quan, khi quan, phé quan, c6 thé gy suy ho hép.
Puong tiéu héa: Viém thuc quan, rudt, co thé gy xuat huyét tiéu hoa.

DPwong tiét niéu: Viém niéu dao.

. Biéu hién toan than (Systemic Manifestations)

Sét, 6n lanh.

M¢ét moi, suy nhuoc.

Réi loan chirc ning gan, than (hiém gip).

Bat thuong vé huyét hoc (giam bach cau, thiéu mau).

Chén do4n

Chan doan SJS chu yéu dua vao 1am sang va giai phau bénh.

Lam sang: Dua vao cac biéu hién da va niém mac dién hinh, dic biét 1a sy bong tréc
biéu bi.

Tién sir thudc: Rat quan trong dé xac dinh thudc nghi ngo.

Sinh thiét da: tiéu chuin vang dé xac nhan chan doan. Két qua sinh thiét thuong
cho thay su chét theo chuong trinh cia té bao simng, ly giai biéu bi toan phan hoic

ban phan, va tham nhiém té bao lympho quanh mach méau & 16p ha bi nong.
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- Xét nghiém mau: Khong dic hiéu nhung c6 thé thiy ting bach ciu, ting téc d6 ling
mau, r6i loan dién giai, ting men gan, ting BUN/creatinine.

4.6. Chan doan phan biét

< Can phan biét SJS véi cac bénh ly khac c6 biéu hién da twong tu:

Ban d6 da dang (Erythema multiforme): Tén thuong hinh bia ban dién hinh, it bong

troc da, ton thuong niém mac it nghiém trong hon.

Hoi ching da bong vay do tu cau (Staphylococcal Scalded Skin Syndrome - SSSS):

Thuong gip 6 tré em, do doc té vi khuan, ton thuong néng hon, khong o ton thuong
niém mac nghiém trong, sinh thiét cho thiy bong tréc & 16p hat cta biéu bi.

- Bénh pemphigus thé bong nudc (Bullous pemphigoid), Pemphigus vulgaris.

Bénh vay nén thé mu toan than (Generalized pustular psoriasis).

Bong nhiét.

Bénh manh ghép chong chii cap tinh (Acute graft-versus-host disease).

SJS-TEN
overiap

-
|
~ESES
|
P

BRI 2 RIS
[=iox ] [e50%] [=so% |

[ ] = Surface area of epidermal detachwnent ] = oetached epidermis

Hinh 3. Cho thay bé mit bong troc biéu bi SJS, SIS-TEN, TEN [6]
< Phan biét SJS (hoi chirng Stevens- Johnson) v6i TEN (hoai tir thwong bi nhiém
doc)
Bang 2. Chan doan phan biét SJS va TEN dua vao cac dic diém sau: [7]
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Dac diém lAm sang

SJS

TEN

Thuong ton co ban

Dat d6 thim

khong dién hinh

T6n thuong hinh bia bén

Mang trot da,dat d6 thim
Tén thuong hinh bia ban
khéng dién hinh

Tinh chit ton thuong

Rai rac

va than minh (+)

Tap trung thanh dam ¢ mat

Rai rac (hiém)
Tap trung thanh dam, & than

minh va nhiing noi khac

(+++4)
To6n thuong niém mac (+) (+)
Tri¢u chirng toan than Thuong hay co Ludn ludn co
% dién tich da ton thuong | < 30 >30

< Phén biét SJS (hdi chirng Stevens- Johnson) v6i hdi chirng bong vay da do tu cau

DAu hiéu Stevens- Johnson va hdi chirng bong vay da do tu cau: [7]

Dau hi¢u

Bong vay da do tu ciu

Stevens- Johnson

Tién st ca nhan

Tu phat

Do thudc

Gia dinh C6 thé lién quan dén tién sir gia| Khong lién quan dén tién sir
dinh (chéc) gia dinh

Dich té dic trung C6 thé ¢ yéu té dich t& Khéng c6 yéu té dich t&

Tudi mic Thudng gap dudi 5 tudi Thuong gap & nguoi 1om 30

40 tudi

Vi tri thuong ton

Chu yéu ¢ cac nép gap

Rai rac toan than

Nikcolsky

(+) ca & nhitng noi khong c6 ton

thuong

(+) ¢ nhiing noi gan ton

thuong
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Ton thuong niém mac

Khong c6 ton thuong niém mac

Co6 ton thuong niém mac

Dién bién

2-4 ngay hoic 1 tuan

2-4 tuin

Tién lugng

Tot, néu diéu tri som. Gan nhu

khong co ti 1€ tor vong

Ning, ti 1¢ tir vong thap

Piéu tri toan than

Phai dung khang sinh liéu cao

Corticoid liéu cao

V. QUAN LY VA PIEU TRI

5.1. Céc bién phap chan dean bénh Héi chitng Stevens-Johnson

Dé chan doan h{i chirng Steven-Johnson: Cac bac si sé€ dua vao lich str str dung thude

cua bénh nhan, muc d bi€u hi¢n trén da va két qua xét nghiém tong quat. Ngoai ra co

thé st dung sinh thiét da dé chuan doan chinh x4c hon

Nguyén tic chung

Ngirng ngay lap tirc tit ca cic thudc nghi ngo: Pay 1a budc quan trong nhat va cd
anh hudng 16n nhit dén tién luong. Ngimng ca cac thude khong thiét yéu dang dung.

Chuyén bénh nhan dén don vi chuyén biét: Ly tuéng 1a don vi bong hoic ICU,

noi c¢d kinh nghi¢m trong viéc chdm séc bénh nhan béng nang.

Cham séc ho trg toan dién: Day l1a nén tang cua di€u tri, nham duy tri sy song,

ngan ngira bién chimg va hd trg qua trinh lanh da.

Can nhac diéu tri dic hi¢u: Mac du con tranh cai, mét so li¢u phap mién dich co

thé duoc xem xét.

5.2. Chiim séc hd tro (Supportive Care)

Chim s6c da va vét thwong:

+ MB@éi trwong v6 trung: Bénh nhan dugc dit trong phong vo trung, nhiét do am

dé gidam mat nhiét.
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+

Vé sinh: Tam rira nhe nhang bang nudc mudi sinh 1y hodc dung dich sat khuin
nhe.

Bang bo: Dép gac vo khuin tAm vaseline hodc céc loai bang gac ddc biét (nhu
silicone, hydrocolloid) dé bao vé ving da bi ton thuong, giam dau va ngin ngira
nhiém trung. Thay bang dinh ky.

Tranh cha xat: Han ché tdi da viéc cham vao da dé tranh lam bong troc thém.

-  Cham soc mat:

+

+

Rira mit thuong xuyén bang nudc mudi sinh 1y hoic nude mét nhan tao khong
chét bao quan.

St dung thudc m& khang sinh tai chd dé ngin ngira nhiém tring. o Tra
corticosteroid tai chd (dexamethasone) dé giam viém.

Trong trudng hop ning, c¢6 thé can phau thuat tach dinh mi mat hoic dat 6ng
thong dé bao vé giac mac.

Tham van bac si nhan khoa ngay 1ap tuc.

- Cham s6c niém mac miéng:

+

+

+

Rira miéng thudng xuyén bang nudc mudi sinh 1y hodc dung dich sat khuan nhe
(chlorhexidine).

Str dung thudc giam dau va thude té tai chd (lidocaine viscous) trudc bira an dé
giam dau.

Dung thudc m& bao vé niém mac.

Dinh dwdng:

+ Bénh nhan thudong khé in udng do tén thwong miéng. Can cung cip day du

dinh dudng va niang lwong dé hd trg qua trinh lanh vét thuong.
C6 thé can dit 6ng thong da day (NG tube) hodc nudi an tinh mach (TPN) néu

bénh nhan khong thé dn udng qua dudng miéng.

-  Kiém soat dau:

+

Str dung thudc giam dau manh (opioid) dé kiém soat dau dir doi.
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+ Danh gia mac d§ dau thuong xuyén.
- Kiém soat nhiém trung:

+ Nhiém tring 1a nguyén nhan tir vong hang dau. Can theo ddi sat cac dau hiéu

nhiém trung (sét, dich tiét c6 mui héi, ting bach cau).
+ Cay mau, cdy dich vét thuong khi c6 nghi ngd nhiém tring.
+ Sir dung khang sinh pho rong theo kinh nghiém ban dau, sau d6 diéu chinh theo
két qua khang sinh d.

- Can bing nwéc va dién giai:

+ Bénh nhan mat mot luong 16n dich qua vung da bi ton thuong, tuong tu nhu bong.

+ Truyén dich tinh mach dé duy tri huyét 4p va can bang dién giai.

+ Theo ddi lwong nudc tiéu, dién giai d6 thuong xuyén.
- Kiém soat nhiét d9 co thé: Bénh nhan dé bi ha than nhiét do mét da. Duy tri nhiét

d6 phong 4m.
5.3. Piéu tri dic hiéu
Diéu tri thanh cong nhét khi hoi chimg Stevens-Johnson dugc phat hién som va diéu tri
tai khoa da liéu ho#ic don vi cham soc dic biét danh cho bénh nhan noi tri; bénh ning c6
thé can duogc diéu tri tai khoa bong.
Piéu tri bang thubc ciia SIS dang gay tranh cii. Cyclosporine (3 mg/kg dén 5 mg/kg udng
mot 1an/ngay) trc ché té bao CD8 va da duoc ching minh 13 1am giam thoi gian bénh hoat
dong (vi du: tir 2 ngay dén 3 ngdy trong mot sb trudong hop) va co thé lam giam ty 18 tir
vong. Viéc str dung corticosteroid toan than van con nhiéu tranh ci. Nhiéu chuyén gia
cho rang corticosteroid toan than 1am ting ty 18 tir vong vi ting ty 1é nhiém trung va nguy
co gdy nhidém tring huyét. Tuy nhién, mot s bao céo cho thay két qua duoc cai thién khi
diéu tri bang corticosteroid sém Trao ddi huyét twong c6 thé loai bo cac chat chuyén hoa

cua thudc hodc cac khang the va cé thé dugc xem xét.
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IVIG Mot s6 nghién ciru cho thay IVIG c6 thé cai thién tién luong, dic biét khi dugc sir

dung sém va & lidu cao (0.75-1 g/kg/ngay trong 3-5 ngay). Tuy nhién, cac thir nghiém

1am sang ngau nhién 16n van con han ché.

Céc thude e ché TNF-alpha infliximab va etanercept c6 thé gitp giam viém.

Thalidomide cling d& duoc thir nghiém nhung lam ting ty 1é tir vong va hién bi chong chi

dinh.

VI. TIEN LUQNG VA BIEN CHUNG

Tién lugng ctia SJS phu thudc vao mirc d6 nang cua bénh (dién tich bong troc da), tudi

tac, bénh nén va thoi gian bat dau diéu tri.

6.1. Ty I€ tir vong

Hoi chirng steven-johnson: Khoang 1-5%.

6.2. Bién chirng cap tinh

- Nhiém trung: Nhiém tring da (viém mo té bao), nhiém tring huyét (sepsis) 1a bién
chtng cap tinh nguy hiém nhat va 12 nguyén nhan tir vong hang dau.

- Roi loan dién giai va mat nwée: Do mét dich qua ving da bi ton thuong.

- Suy hé hip: Do ton thuong niém mac dudng ho hap.

- Suy than cap: Do mat nudc, nhidm tring hodc ddc tinh cta thudc.

- Xuat huyét tiéu héa: Do loét niém mac dudng tiéu hoa.

- Ha than nhiét: Do mét chirc ning bao vé cua da.

6.3. Bién chitng 1au dai (Sequelae)

Ngay ca sau khi hoi phuc, bénh nhan SJS ¢6 thé phai d6i mat v6i nhiéu bién ching 1au

dai, anh huong nghiém trong dén chat luong cudc song.

Mit:

- Khé mit man tinh: Do ton thuong tuyén 1¢ va té bao hinh dai.

- Viém két mac: Tai phat.

- Dinh mi mit (symblepharon): Dinh két mac nhan cau va két mac mi.

Loét giac mac, duc giac mac.

79



- Seo gidc mac, tin mach gidc mac.
- Mu 10a: La bién ching nghiém trong nhét.
Da:

- Roi loan sac to: Tang sac t0 sau viém hoac gidm sdc to vinh vién.

Seo: Dac biét ¢ nhiing vung da bi bong troc sau.

Rung téc, moéng: Mong c6 thé rung va moc lai bat thudng.

- Da kho, ngira, nhay cam véi anh sang.

Niém mac:

- Puong hd hap: Seo thanh quan, khi quan, gidn phé quan, suy ho hip man tinh.

- Pwong sinh duc: Dinh &m dao, hep niéu dao.

-  Duwong tiéu hoa: Hep thuc quan

Réang miéng: Kho miéng, sau rang, seo khoang miéng.

TAm ly: Tram cam, lo au, rdi loan stress sau chan thuong (PTSD) do trai nghiém bénh
tat nghiém trong.

Viéc theo ddi lau dai va cham soc da chuyén khoa 1a can thiét dé quan Iy cac bién chung
nay.

VII. KET LUAN

Hbi chimg Stevens-Johnson 14 nhitng phan tng thudc nghiém trong, hiém gip nhung de
doa tinh mang. Viéc chan doan sém, ngirng ngay lap tirc thudc nghi ngd va cham soc hd
trg tich cyuc tai cac don vi chuyén biét la yéu t6 then chdt dé cai thién tién luong cho bénh
nhan.

Vi vai tro 1a duoc s 1am sang, ban c6 vai tro quan trong trong viéc hd tro xé4c dinh thudce
giy bénh, t6i wu hoa lidu phap diéu tri, quan 1y twong tic va tic dung phu cta thudc,

cling nhu tu van cho bénh nhan va gia dinh vé cach phong ngira tai phat.
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TIM HIEU VE CAC THUOC KHANG SINH BETA LACTAM THE HE MO

I. Tong quan vé khang sinh nhém Beta-lactam

1. Cac nhém Beta-lactam
Khang sinh Beta-lactam 1a nhdm khang sinh c6 vong beta-lactam trong ciu tric héa hoc, 1a
thanh phan thiét yéu gitp wc ché su tong hop thanh té bao vi khuan — gy chét vi khuan.

Nhém Beta Lactam 1a mot ho khang sinh da dang, bao gdm céc khang sinh c6 ciu trac hoa
hoc chira vong Beta Lactam. Khi cac vong Beta Lactam két hop véi cau trac vong khéc,

ching tao thanh cac phan nhom khang sinh khac nhau.

ROCHN, Y ¢ ROCHN, Y ¢ ROCHNL 23 s
: _ 5 S
T T Py
o H o \yJ\X o %
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penicillins cephalosporins cephamycins
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oxacephems clavulanic acid penems
(an oxapenem)
H
HO B RHN on RHN
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o o o SOgj3
CO%H CO5H
carbapenems nocardicin monobactams

Hinh 1.Beta Lactam la nhém khéang sinh ¢6 cdu tric 3 vong carbon va 1 nito
Nhém khang sinh Beta Lactam duoc dit tén theo cdu trac vong Beta Lactam dic trung, bao

gdm mot vong 3 carbon va mot nito. DAy 1a ciu trac quan trong dong vai tro trong kha ning
khang sinh nhém Beta Lactam két hop voi cac Protein Budc Penicillin (PBPs) - mdt loai
enzyme tham gia vao qué trinh tao thanh vach té bao vi khuan.

Khi két hop v6i PBPs, khang sinh nhom Beta Lactam can trd qua trinh tong hop peptidoglycan
ctia té bao vi khuan, din dén su pha v& va ly giai té bao vi khuan. Hiéu qua va pham vi hoat
dong cua cac khang sinh nhom Beta Lactam phu thudc vao do két hop cua chiing voi PBPs.
Céc loai khang sinh thuéc nhom Beta Lactam tao ra phirc tir 6n dinh véi transpeptidase dé trc
ché qua trinh tao vach vi khuan va lam tan hodc bién dang vi khuan. Tuy nhién, cac khang sinh
thudc nhom Beta Lactam c6 kha ning gay di ung rat cao.
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Khéng sinh Beta-lactam 13 nhom thudc c6 chira cdu trac vong Beta-lactam trong phan tir, giup tc ché sy tong hop thanh té bao vi

khuan. Nhom nay duoc chia thanh cac nhom chinh sau:

Bdng: 1 Nhom khang sinh Beta-lactam

Nhom khéang sinh

Céc nhom nhé/Thude dién hinh

Pho tac dung chinh

Téc dyng phu thuong gép

Penicillin

Tu nhién: Penicillin G, Penicillin V
Khang Penicillinase: Oxacillin,
Cloxacillin

Aminopenicillin: Ampicillin,
Amoxicillin

Phd rong/Ph6 mé rong: Piperacillin

(thudng phdi hop Tazobactam)

Tu nhién: Cau khuan Gram duong (lién cau, phé cau nhay
cam), xoan khuén.

Khéng Penicillinase: Tu ciu vang nhay cam Methicillin
(MSSA).

Aminopenicillin: Tang hoat tinh trén mot s6 Gram am (H.
influenzae, E. coli, Proteus mirabilis), cau khuidn Gram
duong.

Pho rong: Gram dwong, Gram 4m (bao gom P.

aeruginosa), ky khi (khi c6 chit trc ché Beta-lactamase).

Phén tng di ung (phat
ban, sdc phan v¢), 1o
loan tiéu hoa (buén non,
tiéu chdy), tang men gan,
roi loan huyét hoc (giam
bach cau, tiéu céu), viém

than ke.

Cephalosporin

Thé hé 1: Cefazolin, Cephalexin
Thé hé 2: Cefuroxime, Cefoxitin
Thé hé 3: Ceftriaxone, Cefotaxime,
Ceftazidime

Thé hé 4: Cefepime

Thé hé 5 (MOI): Ceftaroline,
Ceftobiprole

Thé hé 1: Chu yéu Gram duong (tu céu, lién céu), mot $6
Gram am (E. coli, Klebsiella, Proteus).

Thé h¢ 2: Tang hoat tinh Gram am (H. influenzae, M.
catarrhalis), mot s6 ky khi (Cefoxitin).

Thé hé 3: Tang manh Gram am (bao gom P. aeruginosa
voi Ceftazidime), gidm Gram duong.

Thé hé 4: Pho rong, ca Gram duong va Gram 4m (bao

gdm P. aeruginosa, ESBL yéu).

Tuong tu Penicillin
nhung ty 1€ di ing chéo
thap hon (dic biét cac thé
hé sau). Réi loan tiéu
hoéa, di Ung, roi loan
dong mau (Cefamandole,

Cefoperazone).
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Thé hé 5: MRSA, Gram duong, Gram am (khong phai P.
aeruginosa voi Ceftaroline, co P. aeruginosa véi

Ceftobiprole).

Carbapenem Imipenem, Meropenem, Ertapenem, | Phé tac dung rat rong: Gram dwong, Gram 4m (bao gdm | Budn nén, nén, tiéu chay,
Doripenem P. aeruginosa, Enterobacteriaceae), ky khi. co giat (dac biét
Phdi hop méi: Imipenem/Relebactam, | Phdi hop méi: Khic phuc khang Carbapenem do KPC va | Imipenem, liéu cao, suy
Meropenem/Vaborbactam mot sd Beta-lactamase khac. than), phan Gng di ing.
Monobactam Aztreonam Chi truc khuan Gram 4m hiéu khi (bao gém P. Phat ban, roi loan tiéu

Phéi hop moi: Aztreonam/Avibactam

aeruginosa).

Phéi hop m&i: Pang phat trién cho MBLs.

hoa, ting men gan. it gay
phan tng chéo véi

Penicillin.

Beta-lactam +
Chét trc ché Beta-
lactamase (MOT)

Ceftazidime/Avibactam

Cefiderocol

Ceftazidime/Avibactam: Gram am da khang (ESBL,
KPC, AmpC), P. aeruginosa. Khong hi¢u qua véi MBLs.
Cefiderocol: Gram am da khang (bao gom CRE, P.
aeruginosa, A. baumannii, S. maltophilia), ké ca ching

san xuit MBLs.

Tuong tu cac Beta-
lactam twong tmg. Doi
voi1 Cefiderocol: Tiéu
chay, budn nén, phan
(g tai chd tiém, ting

men gan.
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I1. Khang sinh beta-lactam thé hé méi

Bang: 2 Khang sinh Beta-lactam thé hé méi

Thudc Nhom Pho tac dung chinh Téac dung phu thuong Luu y/ghi chu
gap
Ceftaroline Cephalosporin thé hé 5 - Gram (+): MRSA, MSSA, - Phét ban- Tiéu Duy nhat trong nhém

Streptococcus- Gram (-): E.
coli, Klebsiella

chay- Tang men gan
nhe

Cephalosporin c6 hiéu luc
trén MRSA

Ceftobiprole

Cephalosporin thé hé 5

- MRSA, Streptococcus-
Gram (-): Pseudomonas,
Enterobacteriaceae

- Pau dau- Budn non-
ROi loan tiéu hoa

Chua pho bién toan cau;
dung & mot s6 nude chau
Au

Ceftolozane/Tazobactam

Cephalosporin + trc ché beta-
lactamase

- Pseudomonas aeruginosa da
khang- Enterobacteriaceae
ESBL

- Ti€u chay- Téang
men gan- Phat ban

Dung trong nhiém triing
ti€t ni¢u phuirc tap, viém
phoi bénh vién

Ceftazidime/Avibactam

Cephalosporin + trc ché beta-
lactamase moi

- Enterobacteriaceae san xuat
KPC- Pseudomonas khang
thuoc

- Budn non- Réi loan
tiéu héa- Nhire dau

Khoéng hiéu qua véi vi
khuan san xuat metallo-
beta-lactamase (NDM,
VIM)

Meropenem/Vaborbactam

Carbapenem + trc ché KPC

- CRE (Carbapenem-resistant
Enterobacteriaceae)- E. coli,
Klebsiella spp.

- S6t- Phét ban- Co
giat (hiém, liéu cao)

Khong c6 hi¢u qua véi
metallo-beta-lactamase
(NDM)

Imipenem/Relebactam

Carbapenem + tic ché beta-
lactamase

- Gram (-) da khang:
Pseudomonas, CRE-
Bacteroides

- Tiéu chay- Budn
non- Tang men gan

Dung trong viém phoi bénh
vién, nhiém trung 6 bung

Cefiderocol

Cephalosporin méi
(siderophore)

- Gram (-) da khang:
Acinetobacter, Pseudomonas,
CRE- Khong c6 tac dung trén
Gram (+)

- Tiéu chay- Viém
tinh mach- Tang nguy
co tor vong trong mot
sd nghién ciru

Co ché “Trojan horse” —
van chuyén qua hé hap thu
sat cua vi khuan
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Bang: 3 Chi dinh va cach si dung cho cac phsi hop BL-BLI diwroc FDA chdp thudn.

STT | Thubc Chi dinh da duogc chap Vi khuan Gram am Déi tuong
thuan
1 | Ceftolozane- | cIAI két hop voi E.cloacae, E.coli, K.oxytoca, K., Proteus >18 tudi
tazobactam metronidazole P.mirabilis, P. aeruginosa, B.fragilis
2 | Ceftolozane- | cUTIL, viém bé than E. coli, K. pneumoniae, P. mirabilis, P. >18 tudi
tazobactam aeruginosa
3 Ceftolozane- HABP/VABP E. cloacae, E. coli, Haemophilusenzae, K. >18 tudi
tazobactam oxytoca, K. pneumoniae, P. mirabilis, P.
aeruginosa, Serratia marcescens
4 Ceftazidime- | cIAI két hop voi E. coli, K. pneumoniae, P. mirabilis, E. >3 thang
avibactam metronidazole cloacae, K. oxytoca, phirc hgp Citrobacter
freundii, P. aeruginosa
5 Ceftazidime- | cUTI, viém bé than E. coli, K. pneumoniae, E. cloacae, phirc hop | >3 thang
avibactam C. freundii, P. mirabilis, P. aeruginosa
6 Ceftazidime- HABP/VABP K. pneumoniae, E. cloacae, E. coli, S. >18 tudi
avibactam marcescens, P. mirabilis, P. aeruginosa,
H.enzae
7 | Meropenem- | cUTI, viém bé than E.coli, Klebsiella. pneumoniae, phtc hop loai | >18 tudi
vaborbactam E. cloacae
8 | Imipenem- cUTI, viém bé than E. cloacae, E. coli, Klebsiella aerogenes, K. | >18 tudi
cilastatin- pneumoniae, P. aeruginosa
relebactam
9 Imipenem- clAl Bacteroides caccae, B. fragilis, Bacteroides >18 tudi
cilastatin- ovatus, Bacteroides stercoris, Bacteroides
relebactam thetaiotaomicron, Bacteroides clockis,

Bacteroides vulgatus, C. freundii, E. cloacae,
E. coli, Fusobacter nucleatum, K. aerogenes,
K. oxytoca, K. pneumoniae, Parabacteroides
distasonis , P. aeruginosa

Nguén: https://pme.ncbi.nlm.nih.gov/articles/PMC6834881/table/T 1/
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Bang: 4 Nhiing tién bé méi nhdt trong sie két hop S-lactam/chdt izc ché p-lactam d@é diéu tri nhiém trung do vi khugn Gram am.

Su két hop Loai BLI Cac tac nhan gay bénh Céc tinh nang doc dao Cap nhat
Ceftolozane- Sulfone P. aeruginosa , vi khuan Enterobacteriaceae | Muc tiéu P. aeruginosa , bao gém cac Puoc FDA
tazobactam san xuit ESBL chung MDR chap thuan
(2014)
Ceftazidime- DBO P. aeruginosa , Enterobacteriaceae san xuit | Enterobacteriaceae san xuat KPC va OXA- | Pugc FDA
avibactam carbapenemase va ESBL 48 chip thuan
(2015)
Meropenem- Boronat Carbapenemase va ESBL san xuat boi Enterobacteriaceae san xuit KPC, DPugc FDA
vaborbactam Enterobacteriaceae chap thuan
(2017)
Imipenem-cilastatin- DBO P. aeruginosa , Enterobacteriaceae san xuat | Nhim muc tiéu vao Enterobacteriaceae san | Pugc FDA
relebactam carbapenemase va ESBL xuat KPC va P. aeruginosa chap thuan
(2019)
Aztreonam-avibactam | DBO Carbapenemase san xuat Enterobacteriaceae, | Hoat dong chong lai Enterobacteriaceae san | Giai doan 3
bao gdm metallo-B-lactamase xuat metallo-p-lactamase
Sulbactam- DBO Phure hop A. baumannii-calcoaceticus Nham véao Acinetobacter spp., va BLI ¢6 Giai doan 3
durlobactam kha ning phan tng ting cudng, 13 'chit ting
cudng' B-lactam va trc ché OXA
Cefepime-tazobactam | Sulfone Carbapenemase va ESBL san xuét boi Liéu cao, truyén kéo dai, khong dung Giai doan 3
Enterobacteriaceae carbapenem
Cefepime- Boronat Enterobacteriaceae san xuit ESBL, Boronat bicyclic, hoat dong chong lai Giai doan 3
taniborbactam carbapenemase, bao gdm metallo-B- metallo-p-lactamase
lactamase (tru IMP)
Cefepime-zidebactam | DBO P. aeruginosa , Enterobacteriaceae san xuat | Uc ché Enterobacteriaceae san xuat KPC va | Giai doan 1
carbapenemase, bao gdm metallo-B- metallo-p-lactamase, BLI 14 chat ting cudng
lactamase va ESBL. Acinetobacter spp. B-lactam va bicyclo-acyl hydrazide
Meropenem- DBO Carbapenemase san xuat Enterobacteriaceae, | Uc ché Enterobacteriaceae san xuat KPC va | Giai doan 1
nacubactam bao gom metallo-B-lactamase va ESBL metallo-B-lactamase, BLI 1a chét ting cudng
B-lactam
Cefpodoxime- DBO Carbapenemase va ESBL san xuat boi Giam liéu qua duong udng va BLI ¢6 kha Giai doan 1

proxetil-ETX0282

Enterobacteriaceae

nang phan tng ting cuong, 1a 'cht ting
cuong' B-lactam va rc ché OXA
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Meropenem-WCK DBO Enterobacteriaceae san xuit carbapenemase Uc ché Enterobacteriaceae va Tién 1am sang
4234 va ESBL va A. baumannii Acinetobacter spp. san xuit KPC va OXA-
48 , BLI trc ché OXA
Ceftibuten-clavulanate | Oxapenem | Vi khuan duong rudt san xuat ESBL Giam liéu dudng udng, tiét kiém Tién 1am sang
carbapenem
Ceftibuten-VNRX- Boronat Carbapenemase va ESBL san xuat boi Giam liéu udng, tc ché vi khuan Tién 1am sang
7145 Enterobacteriaceae Enterobacteriaceae san xuat KPC va OXA-
48
GT-1-GT-055 DBO P. aeruginosa , Enterobacteriaceae san xuat | Siderophore-cephem va hoat dong pho rong; | Tién 1am sang
carbapenemase, metallo-p-lactamase va tic ché Enterobacteriaceae san xuat KPC va
ESBL va A. baumannii metallo-B-lactamase,
STT My Viét Nam

Str dung két hop v&i metronidazol dé diéu tri nhiém khuan 6 bung c6 bién ching (cIAI) do céc vi sinh vat Gram 4m va Gram dwong
1 nhay cam sau day: E.cloacae, E.coli, K.oxytoca, K.pneumoniae, P. mirabilis, P.aeruginosa, B.fragilis, S.anginosus,
S.constellatus va S.salivarius.

2 Nhiém khuén duong tiét niéu phuec tap (cUTI), bao g(‘A)m viém than - bé than, c6 hodc khong c6 kéem du khuén huyét, do cac vi sinh vat
Gram am nhay cam sau day: E.coli, K.pneumoniae, P.mirabilis va P.aeruginosa.

Viém phoi bénh vién (HABP), viém phoi thé may (VABP), gy ra
badi cac vi khuan gram am sau: E.cloacae, Escherichia coli,

3 — . S

Haemophilus influenzae, K.oxytoca, K.pneumoniae, P.mirabilis,

P.aeruginosa, va S.marcescens.

Khong phé duyét chi dinh cho HABP va VABP

Bdng: 5 Chi dinh dwoc phé duyét cua ceftolozan/tazobactam tai My va Viét Nam
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Bang: 6 Phé tac dung cuia BL/BLI méi trén cac chuing vi khudn gram &m khang carbapenem

New BLBLIs CPE- CPE- CPE-OXA-48 | CRPA (Non-MBL- | CRAB
KPC MBLs Producing)

Ceftazidime-avibactam + - + - -
Imipenem-cilastatin- + + - - -
relebactam

Meropenem-vaborbactam | + - + - -
Ceftolozane-tazobactam + + + - -
Aztreonam-avibactam - - + - .
Cefepime-zidebactam + - - - -
Cefepime-tanibactam + +/- + - -
Sulbactam-durlobactam - - - + +
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Natri) 500mg

Khang sinh Ham lugng Dang bao ché %UGHg Ql’Jy Ca(fh Cong ty san xuat Nudc san xuat
ung doéng goi

Ceftazidim/ | Avibactam (dudi dang | Bot pha dung dich | Tiémtruyén | Hop 01 Io Chi nhanh 3 - Cong ty C6 | Viét Nam
hdn hop bot vo khuan | dam dic dé pha phan Duoc pham

Avibactam | gdém Ceftazidim | tiém truyén Hop 10 lo Imexpharm tai Binh

(Imecef) pentahydrat c¢6 chtra Duong
natri  carbonat  va
Avibactam natri (ty 1¢
4:1)) 0,59, Ceftazidim
(duéi dang hon hop bot
vO khuan gdém
Ceftazidim pentahydrat
cd chua natri carbonat
va Avibactam natri (ty
1€ 4:1)) 2¢g

Ceftazidim/ | Ceftazidime (dudi Bot pha dung dich | Tiém truyén | Hop 10 lo ACS Dobfar S.P.A (Co Y
dang ceftazidime dam dic dé pha s tron bt trung gian:

Avibactam pentahydrate) 2g; dung dich tiém ACS Dobfar S.P.A (Dia
avibactam (dudi dang truyén chi: V. Le Addetta 2a/12-

(Zavicefta) avibactam sodium) 3/5-20067 Tribiano (M),
0,59 Italy))

Ceftolozan/T | Ceftolozane (du6i dang | Bot pha dung dich | Tiém truyén Hop 10 1o Steri-Pharma, LLC USA

azobactam Ceftolozane  Sulfate) | dam dic dé pha

(Zerbaxa) 1000mg; Tazobactam | dung dich tiém
(du6i dang Tazobactam | truyén
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Imipenem/
Cilastatin/
Relebactam
(Recarbrio)

Cilastatin (dudi dang
mudi Cilastatin natri)
500mg; Imipenem
(dudi dang Imipenem
monohydrate) 500mg;
Relebactam (dudi dang
Relebactam
monohydrate) 250mg

Bot pha dung dich
truyén

Tiém
truyén

Hop 25 1o

Co sO san xuit va dong
g6i cap 1: Merck Sharp
& Dohme LLC (Co s&
dong goi cip 2 va xuit
xuong: FAREVA
Mirabel (DPia chi: Route
de Marsat, Riom, 63963
Clermont-Ferrand, Cedex
9, France))

USA

Bang: 7 Khdng sinh di dwoc cdp phép tai Viét Nam
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SU DUNG THUOC KHANG PONG DU PHONG TRONG PHAU
THUAT NGOAI KHOA

I. PAI CUONG

Thuyén tic huyét khéi tinh mach (VTE) 14 tinh trang cuc mau dong luu thong bi ket
va gy tic nghén mau luu thong trong tinh mach.* O Hoa Ky, VTE duoc cho 13 bénh
lién quan dén tim mach phd bién th ba (sau nhdi mau co tim va dot quy), uée tinh mdi
nam cé téi 600.000 trudng hop méc cin bénh nay.! Huyét khéi tinh mach sau (DVT) 1a
cuc mau dong mic ket trong cac tinh mach sau hon, ton tai 1au dai s& gay viém & vi tri
tac nghén dan dén suy tinh mach man tinh. Tuy nhién, DVT néu bi bong ra va di chuyén
dén phoi s& dan dén thuyén tac phoi (PE), giy kho tho, nhip tim nhanh, dau nguc, c6 thé
de doa tinh mang.!*?

Nguyén nhan tao thanh huyét khdi 1 do sy phdi hop ctia 3 yéu t6 (goi 1a tam giac
Virchow): U tré tuan hoan tinh mach, t6n thuong thanh mach va rbi loan qua trinh dong
mau gy tdng dong.>

- U'tré tuan hoan tinh mach: Su phéi hop nhip nhang cta cac co ¢ dui, bap chan
va van mot chiéu trong hé tinh mach tao diéu kién cho dong mau tro lai tim va
phoi. Khi van tinh mach bi ton thuong kém theo tinh trang bat dong kéo dai
(nhu 1iét sau d6t quy, chan thuong tiry song hay sau cac thu thuat hoac phau
thuat 16n, gdy mé toan than trén 30 phit), cac yéu t6 dong mau s€ tap trung
ngay cang nhiéu. Két qua 1 nguy co hinh thanh huyét khéi tinh mach ngay
cang tang.

- Tén thirong thanh mach (do phau thuat, chan thuong hay dit catheter tinh
mach) s€ pha v& 16p té bao ndi mdé mach mau (cé chirc nang la ngan cach mau
v6i cac thanh phan & thanh mach), lam boc 19 cac thanh phan bén dudi 16p té
bao ndy, thu hut cac tiéu cau, yéu t6 dong mau dén, tao diéu kién cho sy hinh
thanh cuc mau dong.

- Roi logn qud trinh dong mau: Do cac bénh 1y di truyén hodc mac phai lam tang
nguy co mac VTE nhu ung thu, ndng d6 estrogen cao (béo phi, mang thai, diéu
tri hormone), viém rudt, hoi ching théan hu, nhiém khuan huyét, va tang dong
mau do di truyén (dot bién gen prothrombin, thiéu hut protein C, S, thiéu
antithrombin III, hoi ching khang phospholipid).

Nhitng bénh nhan nhap vién phau thuat thuong rat d& mac VTE, dic biét 1a cac bénh

nhan phau thuat chinh hinh do c6 nguy co gip bd ba Virchow cao trong qua trinh diéu
tri. Theo hudng dan du phong VTE cua B0 Y té Viét Nam nam 2023, viéc tiép can danh
gia va dy phong VTE, chung ta can thyc hién cac budc sau’:

Bang 1: Cac budc danh gia va dw phong VTE chung cho bénh nhdn ngoai khoa



Buée 1 Danh gi4 nguy co thuyén tic huyét khdi tinh mach cta cic bénh nhan nhap
uéc )
vién dya vao cac YTNC nén, va tinh trang bénh 1y ciia bénh nhan
Bwéc 2 | Panh gia nguy co xuat huyét, chong chi dinh cua thudc khang dong
Téng hop cc nguy co, can nhic loi ich cua viée du phong va nguy co xuat
Bwéc 3 | huyét khi dung thudc khang dong, dic biét chl G chirc ning than, ngudi
cao tudi dé lua chon.
Budc 4 | Lua chon bién phap du phong, va thoi gian du phong phu hop

Il. PANH GIA VTE O BENH NHAN NGOAI KHOA

Thang CAPRINI la thang diém duoc lya chon dé danh gia va phan ting nguy co

VTE cho bénh nhan ngoai khoa theo khuyén cao cua Ho1 tim mach Viét Nam 2022
(VNHA 2022) va huéng dan du phong VTE ctia Bo Y té Viét Nam.>?

Bing 2: Thang diém CAPRNI

Yéu t6 nguy co Piém
Tudi 41 - 60 1
C6 ké hoach tiéu phau 1
Tién st dai phiu (<1 thang) 1
Suy tinh mach 1
Tién st viém duong rudt (nhu bénh Crohn...) 1
Sung chén (tai thoi diém kham) 1
Béo phi (BMI > 25) 1
NMCT cap 1
Suy tim suy huyét (<1 thang) 1
Nhiém khuan huyét (<1 thang) 1
Bénh phoi nghiém trong bao gdm viém phdi (<1 thang) 1
Chtre ning phoi bat thuong (COPD) 1
Bénh ndi khoa nam tai giuong 1
Pang udng thudc tranh thai hodc liéu phap hormone thay thé 1
Mang thai hoac hau san (<1 thang) 1




Tién st tir vong so sinh khong 13 nguyén nhan, say thai lién tuc (> 3),

sinh non c6 nhiém ddc huyét hodc thai cham phat trién

Tudi 61 — 74

Phiu thuat noi soi khép

ba/dang c6 bénh 1y ac tinh

Dai phau (> 45 phut)

Phau thuat noi soi (> 45 phut)

Bat dong tai giuong (> 72h)

B6 bot hoic nep vit bat dong (< 1 thang)

Dat catheter TM trung tdm

Bénh nhan > 75 tudi

Tién sit VTE

Gidm ti€u cau do heparin

Gia dinh c6 cha me¢ hoac anh chi em bi VTE

W W W W N N N N N N NN

Yéu t6 di truyén:

Yéu t6 V Leiden duwong tinh, Yéu t6 Prothombin 202104 duwong tinh,
ting homocysteine huyét thanh, khéng déng Lupus dwong tinh, ting

khdng thé anticardiolipin, cdc bénh Ii ting déng bam sinh/mdc phdi

Chén thuong tay song cap (liét) (<1 thang)

Phau thuat khudp chi dudi chuong trinh

Pa chan thuong (<1 thang)

Gay chan, khép hang, khung chau < 1 thang

Dot quy < 1 thang

DN D] | | WD

Tong diem

Bing 3: Phén ting nguy co VTE tir diém sé CAPRINI

Theo VNHA 2022

Pi¢ém CAPRINI Nhém nguy co
1-2 Thip
3-4 Trung binh
>5 Cao




1-2 Thip

Theo hwéng din du

3-4 Trung binh
phong VTE ciia B Y
n 5-8 Cao
te -
> 8 Rat cao

Luu y: Riéng doi véi cde bénh nhan trdi qua cdc phdu thudt chinh hinh 1ém nhw thay
khép goi (TKA), thay khép hdang (THA), phdu thudt gay xwong dii, xuwong chdu hay
xuong hong thi déu dwoc xép vao nhém cé nguy co cao mac VIE va khéng can ding

bdt ky thang diém nao dé danh gid.

I11. PANH GIA NGUY CO XUAT HUYET VA CHONG CHI PINH VOl THUOC
KHANG PONG O BENH NHAN NGOAI KHOA

1.1. Panh gia nguy co xuat huyét
Khac véi ndi khoa, hién nay van chua c6 thang diém co6 thé danh gid nguy co xuat

huyét mot cach tdi wu nhat cho bénh nhan ngoai khoa. Theo khuyén cédo cia VNHA
2022, viéc danh gia nguy co xuat huyét c6 dugc dé cap dén nhung khong c6 thang diém
hay danh sach cac yéu t6 nguy co xuit huyét cu thé nao dugc dua ra. Trong du phong
VTE cho bénh nhan ngoai khoa, ACCP 2012 ¢6 dua ra danh sach cac yéu té nguy co
xuat huyét ning danh cho ca hai nhom ddi tuong 12 bénh nhan khong phiu thuét chinh
hinh (PTCH) va bénh nhan c6 PTCH.

1.1.1. Déivéi bénh nhan khong phdu thudt chinh hinh (bénh nhdn ngoai khoa chung):
Céc nguy co xuat huyét ma ACCP 2012 dé€ nghi cho doi tugng bénh nhan nay dugc

chia thanh 3 nhom: Yéu té nguy co chung, yéu t6 nguy co lién quan dén cac PT chuyén
biét, va danh sach cdc PT ma bién chimg xuat huyét s& gdy hau qua dic biét nghiém

trong.’

Bing 4: Cic yéu té nguy co xudt huyét cao theo ACCP 2012

Yéu t6 nguy co chung




Pang chay mau

Chay mau nang trude day

Réi loan chay mau dé biét nhung chua diéu tri

Suy gan (INR > 1,5) hodc suy than nidng

Giam tiéu cau (<100.000/uL)

Dot quy cap

THA chua kiém soat (huyét ap tdm thu > 180 mmHg va/hodc huyét ap tim truong >
110 mmHg

Choc do tiy séng, té tiiy hodc té ngodi mang ctng trong vong 4 gio trude hodc trong
12 gio ké

C6 str dung ddng thoi khang dong, khang tiéu cau hoic tiéu soi huyét

Yéu t6 nguy co lién quan PT chuyén biét

PT 6 bung: Nam, Hb < 13g/d] trudc mo, bénh ac tinh va PT phuc tap (> 2 PT, boc tach
kho khan.

Cit t4 — tuy: Nhiém triung huyét, do dich tuy, chay mau ro ri.

Cit gan: SO lugng gan cit, cit cac tang khac ngoai gan, bénh gan 4c tinh nguyén phat,
s6 lwong hemoglobin va tiéu cau trudc phiu thuat thap

Phau thuat tim mach: Dung aspirin; dung clopidogrel trong 3 ngay trude phau thuat;
BMI > 25 kg/m?, phau thuat khong chon loc, dit 5 cau ndi hodc nhiéu hon, tudi cao;
Tudi cao, giam chirc ning than, mé ma khac ngoai bac cau ndi dong mach vanh, thoi
gian bic cau kéo dai.

Phéu thuat 16ng ngyc: Cat phdi hodc loai bo mé rong.

PT ma bién chirng xuit huyét gy hau qua dic biét nghiém trong

PT mé so
PT cot sdng

Chan thuong cot séng

PT téi tao lién quan chuyén vat tu do (free flap)

1.1.2. Déi véi bénh nhéan phcfu thuat chinh hinh



Tuong ty nhu bénh nhan ngoai khoa chung, hién nay van chua co6 bat ky danh gia
nguy co xuat huyét nao dugc xac nhan day da dé ap dung cho bénh nhan PT chinh hinh.
Phién ban thir 9 cia ACCP 2012 ¢6 liét ké cac yéu td nguy co chung ciia xuit huyét
trong PT chinh hinh nhung ngudng cu thé dé gitp ra dua ra bién phap du phong phu
hop thi van chua c6. Ngoai ra, tuy thang diém IMPROVE d3 duoc khuyén cdo dung dé
danh gia nguy co xuat huyét cho bénh nhan ndi khoa nhung do c6 diém sb va ngudng
cu thé gitp dua ra chién lugce du phong VTE phu hop nén ching ta ¢6 thé can nhac két
hop thang IMPROVE va tham khdo cac yéu t6 nguy co cia ACCP 2012 dé danh gia
nguy co xuat huyét cho bénh nhan PT chinh hinh.

Bing 5: Thang diém IMPROVE

Yéu t6 nguy co Piém

Loét da day t4 trang tién trién 4,5
Xuat huyét trong vong 3 thang trudc nhap vién 4
S6 lugng tiéu cau < 50 x 10%1 4
Tudi >85 3,5
Suy gan (INR > 1,5) 2,5
Suy than nang (MLCT < 30 ml/phtt/1,73m?) 2,5
Pang nam diéu tri tai khoa hoi suc tich cuc 2,5
Catheter tinh mach trung tam 2
Bénh thap khép 2
Pang bi ung thu 2
Tubi 40 — 84 1,5
Gi61 nam 1
Suy than trung binh (MLCT 30 — 59 ml/phut/1,73m?) 1
Tong diém > 7: Nguy co xuat huyét ning, hoiic xuat huyét co y nghia 1am sang

Bing 6: Cdc yéu té nguy co chung lam ting nguy co xudt huyét theo phién bdn thir
9 clia ACCP 2012



Chay mau 16n trude ddy (nguy co xuat huyét trude dé twong tu nhu nguy co hién tai)

Suy than ndng

Dong thoi véi thude chdng két tap tiéu cau

Yéu t6 PT: Tién str xuat huyét PT hoic khé kiém soat trong qué trinh PT hién tai, PT

boc tach rong (extensive surgical dissection) va PT lai (revision surgery)

Bénh nhdn co mot trong cdc yéu to trén duoc coi la co nguy co xuat huyét cao

1.2. Panh gia chong chi dinh véi thudc khang dong
Sau khi da phan tang nguy co huyét khoi va xuat huyét, bénh nhan can xem xét

chdng chi dinh v6i thude chéng dong trude khi du phong VTE theo hudng dan du phong
va diéu tri VTE cta BO Y té Viét Nam niam 2022.2

Bing 7: Bing chong chi dinh, than trong khi sir dung thuéc chong dong

Chong chi dinh tuyét doi

Chong chi dinh twong d6i (thin trong)

- Suy gan nang

- Xuét huyét ndo

- Tinh trang xuat huyét dang tién trién
(vi du: Xuét huyét do loét da day ta
trang)

- Tién st xuat huyét giam tiéu cau nhat
1a ha tiéu cau do Heparin (HIT heparin-
induced thrombocytopenia)

- Di ung thubc khang dong

- Rdi loan dong mau bam sinh hay mac

phai

- Suy than ndng (CICr < 30 ml/phtt)

- Choc do tuy sdng

- Pang dung cac thudc chong ngung tap
tiéu cau (Aspirin, Clopidogrel...)

-S6 luong tiéu cau nang chua dugc kiém
soat (HATT > 180 mmHg, va/hoac HATTr
>110 mmHg)

- Méi PT so ndo, PT tiy séng hay c6 xuat
huyét ndi nhan cau

- Phu nit & giai doan chuan bi chuyén da,
v6i nguy co xuat huyét cao (rau tién
dao...)

Khong dung thudc khang dong khi c6

1 trong cic yéu to néu trén. Nén lya

chon dvw phong béng bién phdp co hoc.

Tri hodn sir dung thudc khang dong cho

dén khi nguy co xuat huyét giam




VI. DU PHONG VTE G BENH NHAN NGOAI KHOA

1.3. Cac bién phap dy phong
Bdng 8: Tong hop cdc bién phap dw phong VTE 6 bénh nhdn ngoai khoa theo

hwéng dén dw phong VTE ciia B3 Y 16 2

Bién phap

Bénh nhan
Bénh nhan PTCH

ngoai khoa chung

Bién phap chung

Bénh nhan duoc khuyén khich ra khoi giuvong bénh van dong

som va thuong xuyén

Bién phap co hoc
(Thiét bi bom hoi

ap luc ngét quang)

Duogc str dung khi bénh nhan chéng chi dinh tuyét ddi véi thude
khang dong

Déi v6i bénh nhan chéng chi dinh twong d6i véi thude khang

Tat/Bang chun ap | dong thi dén khi nguy co xuit huyét giam, nén chuyén sang bién
luc y khoa (4p luc | phép dugc ly
16 — 20 mmHg)
LMWH Enoxaparin 40 mg x 1 | Enoxaparin 40 mg x 1 lan/ngay TDD,
lﬁn/nga‘ly TDD, hoac hodc
Enoxaparin 30 mg x 1 | Enoxaparin 30 mg x 2 lan/ngay TDD,
lan/ngay TDD vé6i BN | hodc
suy than (MLCT < 30 | Enoxaparin 30 mg x1 lan/ngay TDD
ml/phtt) v6i BN suy than (MLCT < 30 ml/phut)
Fondaparinux Liéu 2,5 mg x 1 lan/ngay TDD, hodc
Liéu 1,5 mg x 1 1an/ngay TDD véi BN suy than (MLCT 30 — 50
ml/phut)
Puoc dung thay thé LMWH hoac UFH khi bénh nhan bi HIT
UFH Liéu 5000 UI x 2 lan/ngay TDD

Chi dinh v6i suy than nang (MLCT < 30 phut)

Khang vitamin K | Khong Liéu hiéu chinh sao cho INR 2 — 3
Khong duge khuyén cédo néu can dat
hi€u qua du phong sém, trong thoi gian
ngan

Rivaroxaban Khong 10 mg x 1 lan/ngay




phau thuat

trong 32 —

Dabigatran Khong 110 mg x 1 1an trong ngay dau, sau do
110 mg x vién udng 1 lan/ngay
Apixaban Khong Ban dau: Cho 2,5 mg 12 — 24 gid sau

Thay khép hang: 2,5 mg x 2 lan/ngay

38 ngay

Thay khép gbi: 2,5 mg x 2 lan/ngay
trong 10 — 14 ngay

PTCH: Phdu thuadt chinh hinh, BN: Bénh nhan, TDD: Tiém duoi da
LMWH: Heparin trong lwong phdn tir thap, UFH: Heparin khéng phéan doan, HIT:

Giam tiéu cau do Heparin

1.4. Chién lwgc dy phong
1.4.1. Bénh nhan ngoai khoa chung
Theo khuyén cao cua HG1 tim mach Viét Nam — VNHA 2022

Bdng 9: Cac budéc dw phong VTE ¢ bénh nhédn ngoai khoa chung

mat, PT tim, 16ng nguc, PT mach mau, PT cot séng cép thiét)

TAt ca bénh nhan ngoai khoa chung (gom phau thuat tong quat, phu khoa, tiét niéu, tiéu

hoa, tham my hodc tai tao, phau thuat ving tai, mii, hong, ving miéng hay ving ham —

Panh gia nguy co VTE, nguy co chay mau, chéng chi dinh voi thuée chdng dong

Nguy co THAP TRUNG BINH CAO
VTE (CAPRINI 1 | (CAPRINI 3 — 4 dié¢m) (CAPRINI > 5 diém)
— 2 diém)
Bién phap | St dung IPC Nguy co chiy mau Nguy co chiay mau
dy phong | HOAC CAO THAP CAO THAP
Tat chung 4p St  dung | Sau phau| St dung IPC | St dung IPC
lue 'y khoa | 1pc poay | thuat, ding | ngay tir diu. HOAC
ngay tirdau | g3y Enoxaparin | Sau phau thuat, | Tat chun ap luc
40 mg | danh gia lai (va | y khoa ngay tur
TDD hang | ghi nhan) nguy | dau
ngay co VA
HOAC IPC
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Ngay khi nguy
co chay mau
giam BO
SUNG NGAY
du phong duogc
ly

Sau phau thuat,
du phong bang
Enoxaparin 40
mg TDD hang
ngay

Thoi gian

Khong 4p
dung

Dy phong co hoc: Tiép tuc trong 30 ngay hodc cho dén khi

bénh nhan van dong hodc xuat vién, tuy theo diéu kién nao

som hon

Dy phong dugc 1y: St dung t6i thiéu 7 ngay*

Trong dy phong dugc 1y, lidu du phong cudi ciing nén duoc dung khong dudi 24 gid trude
khi phiu thuat cho nhitng bénh nhan c6 nguy co VTE cao hon nguy co chay mau. Khong
tién hanh du phong dugc 1y cho bénh nhan bi di tat v& mach méau ndo hoac bénh nhan bi

xuét huyét ndi so cho dén khi ton thuong dugc bao dam an toan hoac tinh trang da 6n dinh

Khuyén cdo dwa trén y kién chuyén gia dong thudn do thiéu bang chimg.

* Bénh nhdn cao tudi ndi vién dang trai qua phuc hoi chirc ndng: Can nhdc kéo dai thoi
gian dw phong vueot qud thoi gian toi thiéu dwoc dé nghi cho dén khi kha nang van dong da

tro lai mue dy doan hodc muee chap nhdn lam sang hodc khi bénh nhdn dwoc xuat vién.

PT: Phau thudt, IPC: Thiét bi bom hoi ap lwc ngdt quang, TDD: Tiém duwdi da

1.4.2. Bénh nhgin pthu thuat chinh hinh o
Theo khuyén cdo cia VNHA 2022 va huéng dan dy phong VTE cua BO Y té, tat ca

bénh nhan trai qua phiu thuat chinh hinh 16n nhu thay khép hang, thay khop gbi, phiu

thuat gay xuong dui, xuong chau, xuong hong déu dugc xép vao nhoém c6 nguy co mac

VTE cao. Do d6, khong can dung thang CAPRINI hay thang diém nao khac dé danh gia

nguy co mic VTE & nhém bénh nhan nay

Theo hudng dan dy phong VTE ctia BO Y té:

Bing 10: Phwong phdp dw phong VTE 6 bénh nhin phdu thudt thay khép hdng,

khop goi

100% BN thay khép hang va khép gdi c6 nguy co VTE cao

Trude khi ké don, xem xét chdng chi dinh va/hodc nguy co xuat huyét
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Thay khép hang Thay khép gbi
Str dung IPC hodc GCS khi nhép vién cho | Str dung IPC hodc GCS khi nhap vién cho

dén khi bénh nhan xuét vién dén khi bénh nhan xuét vién
VA VA

LMWH 28 ngay LMWH 28 ngay

HOAC HOAC

Rivaroxaban 10 mg/ngay trong 28 ngay | Rivaroxaban 10 mg/ngay trong 28 ngay

BN: Bénh nhan, VTE: Thuyén tic huyét khéi tinh mach, IPC: Thiét bi bom hoi ap lyc
ngdt quang, GCS: V& hodc chun dp lyc y khoa, LWMH: Heparin trong lwong phdn tiv
thap

Bing 11: Phwong phdp dw phong VTE é bénh nhén phdu thudt giy xwong chiu,

xwong hong, xwong dui

Nguy co VTE: C6 nguy co cao

Trude khi ké don, xem xét chéng chi dinh va/hodc nguy co xuat huyét

Str dung IPC hodc GCS khi nhép vién cho dén khi bénh nhan xuat vién

VA

Str dung LMWH 12 gio sau phiu thuat, tiép tuc dén 28 ngay

Néu phau thuat bi tri hodn sau ngay nhap vién, can nhic dung LWMH trudc phiu

thuat, v6i lidu cudi ciing nging trude phau thuat tir 12 gio tré 1én

Bing 12: Phwong phdp dw phong VTE ¢ bénh nhin chin thwong chinh hinh khdc

KHONG cén du phong bang bién phap dugc 1y néu BN:

- Pang st dung thubc chong dong
- PT trong ngay va dugc gay té tai cho, khong han ché van dong
- Panh gid chong chi dinh va/hodc nguy co chdy mau

Nguy co VTE thap Nguy co VTE trung binh hodc cao
BN duoc PT CTCH véi gay té tai chd, | BN dugc PT CTCH, kém theo mot hoidc
khong bi han ché van dong nhiéu YTNC sau:
HOAC - Ung thu dang hoat dong hoac diéu tri
BN khong c6 bat ky YTNC nao trong cot | BAenh.ly t‘ang dong hodc tién st VTE ca
nhan gia dinh
nguy co VTE trung binh/cao - Pang mang thai hodc hau san
- PT dai > 120 phut
- Tudi > 60
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- BMI > 40 kg/m?

- Bt dong trude md it nhit 4 ngay

- Suy tinh mach man tinh

Khéng khuyén ciao DP VTE Khoi dong IPC hodac GCS khi nhap vién

Khuyén khich dam bao du nuéc va van | va tiép tuc dén khi xuat vién
dong som VA/HOAC
Can nhic str dung LMWH t6i thiéu 7 ngay

1.4.3. Thubc
. Thoi gian
, . Thoi diém dung
Loai thuoc Liéu dung , dung
thuoc i
thuoc
Enoxaparin: 40 mg x 1| Trudéc PT > 12 gio
LWMH?* .
lan/ngay hodc sau PT > 12 gio
UFH" UFH: 5000 UI x 2 lan/ngay Trude PT 2 gid
Fondaparinux: 2,5 mg x 1
Fondaparinux® | Sau PT 6 gio e 2
lAn/ngay T61  thiéu
Khang Vitamin | Khiang Vitamin K: Liéu hiéu 10 - 14
Sau PT 12 — 24 gio \ ,
K¢ chinh sao cho INR tir 2 — 3 ngay. (6
Rivaroxaban: 10 mg x 1 the kéo dai
. Sau PT 6 — 10 gio 4é 35
lan/ngay cn
Dabigatran: 110 mg x 1 lan ngay  sau

Thubc chéng ‘ e
dong dwong trong ngay dau, sau d6 110 Sau PT 1 —4 gio

ubng (NOAC) mg x 2 vién udng 1 lan/ngay

Apixaban:

- Ban dau: 2,5 mg Sau PT 12 — 24 gio
2,5 mg x 2 lan/ngay

“Enoxaparin thudéc nhém LMWH (Heparin trong lwong phdn tir thap) 1a thuoc dwoc wu
tién lya chon. Theo huong dan du phong VTE cua Bo Y té, diéu chinh liéu LMWH hoic
khuyén céo cac thay thé c6 thé dugc yéu cau ¢ bénh nhan:

- eGFR dudi 30 mly/phl'Jt/,1,73m2 hodc CrCl dudi 30 ml/phut
- Tang nguy co xuat huyét
- Trong luong co thé dudi 50 kg
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- BMI trén 30 kg/m?. Bénh nhan c6 BMI tir 30 — 60 kg/m? thi can chinh liéu LMWH la
Enoxaparin giam 0,5 mg/kg moi ngay/lan hodc dung liéu 40 mg 2 lan/ngay (tiém duoi

da)

PUFH (Heparin khong phan doan) dwoc chi dinh véi bénh nhan bi suy than ning (eGFR

< 30 ml/phut/1,7 m?)

‘Fondaparinux duwoc dung thay thé LMWH hodc UFH khi bénh nhdn bi HIT. Ngodi ra,
6 thé dwoc ding cho bénh nhdn suy thdn mirc trung binh (eGFR 30 — 50 ml/phit/1,7

m?)

dKhéng dwpe khuyén cdo néu can dat hiéu qud dw phong sém trong thoi gian ngdn

1.4.4. Truong hop dac biét
e Bénh nhan suy than:

Bing 13: Diéu chinh liéu Heparin trong dw phong VTE cho bénh nhén suy théin

Chirc nang than Heparin khong phan Heparin trong lwong
(ml/phiit) doan (UFH) phén tir thip (LWMH)
30— 50 Khong can diéu chinh | Khong can diéu chinh
15-29 Khong can diéu chinh | Enoxaparin:  Giam  liéu
xubng 30 mg mdi ngay
<15 Khong can diéu chinh | KHONG sir dung
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Bing 14: Diéu chinh liéu khdng dong dwong uong dw phong VTE trén bénh nhin

thay khop hdng, khép goi bi suy thin

Churc nang
thin (ml/phit) Rivaroxaban Dabigatran Apixaban
30-50 10 mg hang ngay 150mg hang 2,5 mg x 2 lan/ngay
ngay
25-29 10 mg hang ngay Chéng chi dinh | 2,5 mg x 2 lan/ngay
(than trong khi dung) (than trong khi dung)
15-24 10 mg hang ngay Chédng chi dinh Chédng chi dinh
(than trong khi dung)
<15 Chéng chi dinh Chéng chi dinh Chéng chi dinh
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