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MR 14 oo

MEDSAFE: NHAC LAI CAC TAC DUNG KHONG MONG MUON QUAN TRONG
LIEN QUAN PEN OPIOID

Nhém thude opioid bao gdm nhu morphin, tramadol, oxycodon va fentanyl, duoc chi dinh
dé kiém soat con dau cap tinh mirc d6 vira dén ning trong thoi gian ngin hoic dau man
tinh lién quan dén bénh 1y 4c tinh.

Nhom thude opioid cling dugc bi€t dén vdi tac dung khong mong mudn trén nhiéu h¢ co
quan nhu hé ndi ti€t, gan mat va duong tiéu hoa.

e H¢ noi tiét: Uc ché cac truc duéi doi — tuyén yén

Viéc sir dung opioid kéo dai (> 1 thang) c6 nguy co lam rbi loan qua trinh bai tiét mot sd
hormon tir tuyén yén do kich thich cac thy thé opioid ¢ ving duéi dbi.

Truc dwéi doi — tuyén yén — sinh duc (HPG)

Opioid c6 thé &rc ché sy giai phong hormon giai phong gonadotropin (GnRH) tir ving dudi
d6i, 1am giam tiét hormon lutein hoa (LH) va hormon kich thich nang tring (FSH), tir d6
trc ché qua trinh san xuit hormon sinh duc steroid & tuyén sinh duc (gdy suy giam chtc
nang sinh duc).

Nhiing tac dong 1én truc HPG c6 thé khién suy giam nong do hormon testosterone va
estrogen, tir 46 c¢6 thé xay ra cac triéu chtng 14m sang nhu giam ham mudn tinh duc & ca
hai gidi, roi loan cuwong duwong va rdi loan kinh nguyét & nir gi6i.

Truc dwéi doi — tuyén yén — thwong thin (HPA)

Opioid diéu hoa hoat dong cua truc dudi ddi — tuyén yén — thuong than thong qua cac thu
thé opioid tai viing dudi d6i, tuyén yén va tuyén thuong than. Thudc chu yéu tic dong Ién
hé than kinh trung uong, giy trc ché bai tiét hormon kich thich vo thuong than (ACTH).
Tinh trang giam giai phong ACTH kéo theo sy giam san xuét cortisol tai tuyén thuong
than.

Vi¢c sir dung opioid co thé dan dén suy thuong than cé hoi phuc, tinh trang nay can duoc
theo d&i va diéu trj thay thé bang glucocorticoid. Cac triéu chimg bao gom mét moi, chong
mit, budn ndn, ndn va ha huyét ap.

Tang prolactin mau

Opioid c6 thé gay ting prolactin mau & ca nam va nit, do tac dung trc ché hé dopaminergic
ctii — phéu.

Khuyén cdo danh cho nhén vién y té luwu y riang:

Ban tin Thong tin thudc & Dwoc 1am sang Bénh vién San-Nhi tinh Gia Lai | S6 1- 2026



- Nguy co roi loan ndi tiét ty 1 thuan voi mirc d6 phoi nhiém opioid, dic biét khi st dung
opioid liéu cao, diéu tri kéo dai hodc sir dung cac dang bao ché giai phong kéo dai.

- Cac thubce chu van tirng phan nhu buprenorphin ¢ thé gay e ché truc HPG va truc HPA
it hon so véi cac opioid chii van toan phan nhu morphin hodc oxycodon

- Bénh 1y noi tiét do opioid thudng khai phat 4m tham véi cac triéu ching khong dic hiéu,
d& bi che 1ap boi cac tic dung khong mong mudn khac cua thude hodc bénh 1y nén (nhu
dau man tinh), gy kho khin cho chan doan 1am sang.

- Khuyén c4o bénh nhin c6 nguy co mic bénh 1y noi tiét do opioid chu déng bao cdo cac
triéu chtg nghi ngo dé duge danh gia va xu tri kip thoi.

e Tac dung trén hé gan mat: Co thit co vong Oddi

Opioid, dic biét 1a morphin, cé thé gy co bop va co thit co vong Oddi - cu tric co vong
6 vai tro diéu hoa su luu thong cua dich mat va dich tuy vao ta trang.

Tinh trang co thit co vong Oddi c6 thé 1am ting ap luc dudng mat, 1am ting nguy co xuat
hién cac triéu chung & dudong mat va viém tuy.

Can than trong va c6 bién phap theo ddi thich hop khi str dung opioid ¢ nhitng bénh nhan
mac viém tuy va cac bénh 1y dudng mat.

e Tic dung trén dwong tiéu héa: Rdi loan chirc niing thue quan
R&i loan chirc nang thuc quan do opioid dac trung véi su xuét hién céc triéu ching ¢ thuc
quan kém theo sy bat thudng vé nhu dong thue quan sau khi st dung opioid kéo dai. Trong
d6, kho nubt 13 tridu ching dugc ghi nhan phd bién nhat. Cac triéu chimg khac bao gém o
noéng, trao ngugc va dau nguc khong do nguyén nhan tim mach.
Khuyén cdo danh cho nhén vién y té
- Can nhic ngimg thudc hodc giam dan lidu cac opioid ¢ nhirng bénh nhén c6 biéu hién goi
¥ 16i loan chirc nang thuc quan do opioid.

Tai li€éu tham khdao:

https.://www.medsafe.govt.nz/profs/PUArticles/June2026/Undesirable-effects-
opioids.html
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NGUY CO BIEN CO TIM MACH LIEN QUAN PEN CEFAZOLIN: KHUYEN CAO
TU UY BAN PANH GIA NGUY CO’ CANH GIAC DU'QO'C CHAU AU (PRAC)

Hoi ching Kounis 1a cac bién ¢ trén tim mach xdy ra do phan ing di rng hoac qua man
gay ra, lién quan dén céc tinh trang nhu co that dong mach vanh va co6 thé dan dén nhoi
mau co tim.

Cefazolin 1a khang sinh cephalosporin thé hé thtr nhit, dudng tiém truyén, dang duoc st
dung rong rii trong diéu tri cac bénh 1y nhiém khuan do vi khuan nhay cam gay ra, ciing
nhu dé du phong trong phau thuat .

Khuyén cdo tir PRAC

Sau khi danh gia cac dit liéu hién c6 tt CSDL EudraVigilance va tai liéu y van, dir li¢u bao
c40 an toan tich lily tir cac nha san xuét, Uy ban Panh gia nguy co Canh giac Duoc Chau
Au (PRAC) khuyén nghi cac nha san xuét can bo sung ndi dung canh bao vé nguy co hoi
ching Kounis trén thong tin san pham cta cac ché phiam thudc chira cefazolin. Cuy thé,
PRAC yéu cau cac nha san xuat ndp ho so sira d6i nham cap nhat nguy co ndy trong muc
“Canh bao va than trong” va “Tac dung khong mong mudn”, trong d6, dé cap dén viéc da
ghi nhan cac truong hop hoi ching Kounis (v6i cac dau hiéu nhu kho thd, dau nguc) &
bénh nhan dang diéu trj vi cefazolin. Pong thoi, khuyén cio bénh nhan ngimg thubc ngay
1ap tirc va thong bao nhan vién y té ngay khi xuat hién cac biéu hién nay.

Tai liéu tham khdio:

https://iris.who.int/server/api/core/bitstreams/2c41433d-76d6-4a0d-b367-
dcc5456f1850/content

MEDSAFE: NHAC LAI CAC TAC DUNG KHONG MONG MUON KHI SU’ DUNG
CORTICOSTEROID TAC DUNG TAI CHO KHONG PUNG CACH

Corticosteroid tac dung tai chd thuong dugc sir dung dé diéu trj cac bénh viém da, vi du
nhu eczema. Hiéu qua cia nhom thude ndy da dugce ching minh 1 rang, va cac bién ¢
bét loi nghiém trong ctia thudc hiém khi xay ra khi thudc duoc ké don va st dung dung
cach.

Moi day, Medsafe ting cuong canh bao vé nguy co xuat hién cac tic dung khong mong
mudn nghiém trong tiém an do sir dung khéng dung cach corticosteroid tac dung tai chd
va khuyén nghi cac bién phap gitp giam thiéu nhiing nguy co nay.
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Str dung khéng diing cach cac corticosteroid tac dung tai chd bao gém viée sir dung thude
c6 hoat lyc khong pht hop cho timg vi tri trén co thé hodc sir dung thube voi tan suét cao
hon hoic trong thoi gian dai hon so véi khuyén céo.

e Cic tic dung khong mong muon nghiém trong do sir dung khong diing cich
corticosteroid boi ngoai da

Nguy co gap cac phan ing c6 hai nghiém trong tang 1én khi str dung corticosteroid c6 hoat
lwc manh, dung kéo dai hodc vdi tan suat cao, boi 1én cac ving da mong, bing kin ving da
bdi thude, hodc st dung dong thoi voi cac corticosteroid dudng dung khac (vi du: dudng
udng hoic liéu cao dang hit).

Cic bién cé bit lgi trén da

Céc phan tng trén da dic trung bao gom teo da (mong da), ran da, gidn mao mach (gidn
tinh mach mang nhén), mun tring c4 va lam nang thém tinh trang mun trimg ca hodc
rosacea. Mot s6 phan ing nhu teo da c6 thé cai thién dan sau khi nging diéu tri, trong khi
d6 ran da va gian mach thuong 1a nhimng ton thuong khong hoi phuc.

Cic bién cé bt lgi toan thén

U'c ché tuyén thuong than do thudc duoc hap thu vio tuan hoan toan than ¢ thé xay ra khi
st dung céc corticosteroid tac dung tai chd c6 hoat lirc manh hodc rat manh trong thoi gian
dai va qua mirc. Tinh trang ndy c6 thé dan dén tc ché hdi phuc truc ha doi - tuyén yén -
thuong than (HPA), hoi ching Cushing va suy thugong than.

H@i chitng ton thwong da khi ngieng steroid tai ché

Hoi ching ton thuong da khi ngimg steroid tai chd (Topical Steroid Withdrawal - TSW) 1a
mot phan ung hiém gip bung phat sau khi ngimg sir dung corticosteroid tac dung tai chd,
dac biét sau thoi gian dai st dung khong ding cach va thuong xuyén cac corticosteroid co
hoat lirc manh.

Céc biéu hién ctia hoi ching ndy bao gdm phat ban cip tinh, cam gidc bong rat, ngtra di
doi va tinh trang da do, tiét dich, c6 thé lan rong sang ca nhitng ving da khong béi thude.
TSW c6 thé kho phan biét voi dot bung phat ciia bénh 1y da sin c6 hodc v6i cac bénh 1y da
1idu khéc c6 biéu hién tuong tu.

e Khuyén cdo danh cho nhén vién y té

- K& don corticosteroid hoat lyc thap nhat c6 hi¢u qua dé kiém soat triéu chimg ciia ngudi
bénh. Céan luu v réng viéc pha tron corticosteroid tac dung tai chd khong lam giam hoat luc
cua thude.
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- Tham khéo ¥ kién béc si chuyén khoa d6i véi nhitng bénh nhan can diéu trj lién tuc voi
corticosteroid tac dung tai chd c6 hoat lyc manh hodc rit manh trong khoang tho1 gian tur
4 tuan tro 1én. C6 thé can bd sung cac bién phéap diéu tri khac dé kiém soat bénh da lidu.

- Huéng dan cu thé cho nguoi bénh vé vi tri va thoi diém st dung thudc, tan suit st dung
va thoi gian diéu tri.

- Don vi dau ngon tay (Fingerunit - FTU) c6 thé gitip bac si xac dinh chinh xac luong thube
can ké don. Pon vi nay ciing c6 thé dugc st dung dé hudng din ngudi bénh vé luong
corticosteroid tac dung tai chd can dung, giup bao dam st dung du luong thube ddng thoi
tranh dung qua murc can thiét.

- Néu ké don nhiéu ché phém corticosteroid tac dung tai chd, can giai thich rd cho bénh
nhan vé muc do hoat lyc khac nhau cua timg ché pham, ciing nhu huéng dan vi tri va thoi
diém sur dung tuwong tng.

e Khuyeén cdo vé ghi nhan rd rang hon doi voi cac cheé pham corticosteroid tac
dung tai chd

T ngay 23/3/2028, thong tin vé murc d6 hoat luc s& duogc ghi 0 trén bao bi cua tAt ca cac
ché pham corticosteroid tac dung tai chd sir dung trong diéu tri cac bénh viém da (nhu
Bang 1). Thay d6i ndy s& giup ngudi bénh nhan biét dung ché pham can str dung va giam
nguy co vo tinh st dung corticosteroid c6 hoat lyc manh hon trén céc vung co thé nhay
cam hon.

Quy dinh nay khong ap dung dbi véi nhin cp phat thudc tai nha thude. Tuy nhién, Medsafe
khuyén khich cac duoc si ghi b6 sung thong tin vé mirc d6 hoat luc trén nhén thudc khi can
thiét.

Bing 1. Quy dinh ghi nhin mirc dp hoat lwc di vdi corticosteroid tic dung tai ché dp
dung tir ngay 23 thang 3 nam 2028

Mitrc d0 hoat Vidu Thong tin ghi trén nhan san
luc pham

Yéu Hydrocortisone Corticosteroid nhe

Trung binh Clobetasone Corticosteroid trung binh

Hydrocortisone butyrate

Triamcinolone acetonide
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Manh Betamethasone valerate Corticosteroid manh
Betamethasone dipropionate
Mometasone furoate

Methylprednisolone aceponate

R4t manh Clobetasol propionate Corticosteroid rat manh

Betamethasone dipropionate (dang bao ché
t61 uu hoa)

Tai liéu tham khdio:

https://www.medsafe.govt.nz/profs/PUArticles/June2026/Adverse-effects-topical-
corticosteroids.htm

CBIP: PIEU TRI BUON NON VA NON TRONG THAI KY

Budn noén va nén 1a nhitng tridu chimg thudng gip (khoang 50-80% phu nir mang thai),
dic biét ¢ 3 thang dau thai ky. Cac triéu ching budn nén, non thuong khoi phat tir tudn thi
4 dén tuan thir 8 sau ky kinh cudi va ty bién mat trong tam c4 nguyét thir hai. Viéc quan 1y
cac triéu ching budn ndn va ndén trong thai ky can dic biét than trong do giai doan Xuét
hién ciing 1a thoi diém quan trong trong qua trinh hinh thanh co quan cua thai nhi.

e Bié¢n phap khong dung thudc
Bién phap dinh duiong

Bién phap dinh dudng nhu diéu chinh théi quen an udng 1 lyra chon uu tién trong diéu tri
budn ndn, ndn trong thai ky. Cac bién phap duoc khuyén cao, bao gom:

- An nhiéu bira trong ngay, mdi lan an it

- Tranh cac bita dn chira nhiéu chét béo, cay hodc c6 mui manh

- Uu tién thyc pham giau protein hodc carbohydrat

- Uu tién thirc dn hodc d6 udng mat (ung timg luong nho, ding ngoai bira in)
- Tranh ndm ngay sau khi an, dac biét 1a nam nghiéng trai

Girng - C6 thé sir dung
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Tuy bang ching khoa hoc van con han ché, gimg duoc ghi nhan 13 an toan trong sudt thai
ky va c6 tac dung hd tro 1am giam nhe cam gidc budn ndn va ndn trong thai ky. Ging cd
thé dung dudi dang tuoi, tra hodc vién nang.

Vé d6 an toan, hién nay c6 it nghién ciru truc tiép vé viée sir dung gimg trong thai ky nhumg
gimg ¢6 lich st sir dung 1au dai. Cho dén nay, chua ghi nhan tac dung khong mong muén
nao dbi voi thai nhi hay thai ky, do d0, girng c6 thé dugc khuyén céo st dung trong thai ky
nhim hd tro diéu tri budn non va non.

e Diéu tri bang thudc
Thuéc khdng histamin H1
Doxylamin - C6 thé sir dung

Tai Bi, cac ché pham doxylamin dang phéi hop véi pyridoxin (vitamin B6) da duoc cap
phép chi dinh trong diéu tri triéu chting budn ndn va noén thai ky khong dap tmg véi bién
phap khong dung thude. Tuy nhién, chua c6 bang chimg cho thay phdi hop doxylamin véi
pyridoxin nay hiéu qua hon doxylamin don thanh phan va dit liéu vé hiéu qua van con han
che.

Két qua ctia cac nghién ctru trén phy nit ¢6 thai cho thdy doxylamin khong gay ting nguy
co dj tat bam sinh hay cac bién cb bt 1gi trén tré so sinh. Déng thoi, viéc st dung vitamin
B6 véi mirc lidu 40-50 mg/ngdy trong thoi gian ngin dé diéu tri budn nén thai ky ciing
khong gia ting nguy co cac bénh 1y than kinh ngoai bién. Do d6, khi cac bién phap khong
dung thudc thit bai, can nhic st dung doxylamin. Theo mot sb tai liéu tham khao,
doxylamin ciing dugc coi 1a lua chon hang dau cho dén thoi diém hién tai.

Hién nay, dit liéu vé viéc phoi nhiém doxylamin trong giai doan tam ca nguyét thir 2 va
thtr 3 cta thai ky con han ché.

Meclozin — Co thé sir dung

Meclozin ¢6 thé dugc sir dung off-label trong diéu tri budn ndn va ndn trong thai ky. Cac
dwr liéu duogc cong bd vé viée st dung meclozin trén phu nit mang thai chua ghi nhan duoc
bién cd bat 1gi nao o tré so sinh. Do d6, thudc c¢6 thé dugc sir dung & moi giai doan trong
thai ky, tuy nhién can luu ¥ dén tac dung an than va khang cholinergic thudng gip.

Thuéc ting nhu dong da day - rujt

Metoclopramid - Cé thé sir dung (ngin han)
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Metoclopramid c6 thé duogc sir dung off-label dé diéu tri budén ndén va non trong thai ky.
Nhiéu dir liéu cho thiy sir dung trong tam ca nguyét th nhat khong lam ting nguy co di
tat bAm sinh.

Khi st dung vao cudi thai ky, metoclopramid c6 thé gay nguy co rdi loan ngoai thap, rdi
loan diéu hoa than nhiét va rdi loan tim mach & tré so sinh. Dé phong ngtra, can tranh st
dung kéo dai vao cudi thai ky hodc theo ddi chét ché cac bién cb bat loi nay & tré so sinh.
Ngoai ra, viéc str dung kéo dai ciing c6 thé ting nguy co gip cac rdi loan than kinh ¢ me.
Do d6, thudc nén duoc dung trong thoi gian ngén nhat c6 thé.

Domperidon - Cé thé sir dung (ngiin han)

Domperidon c6 thé duoc sir dung off-label ¢ bat ky giai doan nao cua thai ky. Cac dit liéu
hién c6 khong cho thay thudc gy ting nguy co di tit bam sinh & tré, tuy nhién, thudc co
thé gay kéo dai khoang QT & me, dic biét khi dung liéu cao va nguy co ting 1én me co rbi
loan dién giai. Di liéu vé& nguy co kéo dai QT ¢ thai nhi hodc dnh huéng dai han chua c6
dir liéu. Do d6, viéc sir dung chi nén gidi han trong thoi gian ngan, t6i da 1 tuan.

Thuéc doi khdng thu thé 5-HT3
Ondansetron - Cé thé cin nhic trong truwong hop noén nghén ning

Céc dit liéu vé sir dung ondansetron trong thai ky khong ghi nhan gia ting nguy co di tat
no6i chung. Tuy nhién, mot sé nghién ctru goi ¥ ting nguy co di tat sttt moi/hé ham éch va
di tat tim khi sir dung trong tam c4 nguyét thr nhat, nhung chat lugng bang chimg con
nhiéu méu thuan. Do d6, chua thé thiét 1ap moi quan hé nhan qué giita ondansetron va cc
di tat bam sinh cuy thé nay.

Mot nghién ctru dua trén dir li€u tir co sé dit liéu tai Hoa Ky wdc tinh rﬁng di tat hd moi/ho
ham éch c6 thé ting thém khoang 3 trudng hop trén mdi 10.000 tré so sinh ¢ phoi nhiém,
tuong tng voi ty 16 0,11% so véi ty 16 mic trong dan s6 chung 1 khoang 0,08%.

Trong céac truong hop ndn nghén ndng, ondansetron doi khi dugc st dung off-label. Tuy
nhién, nén tranh st dung trong tam ca nguyét thir nhat.

Két luan ciia CBIP

Lua chon thudc trong xir tri budn nén va non trong thai ky luén 1a mot van dé thach thic
trong thuc hanh. Do cac dir li¢u d§ an toan cua cac thude trén phu nir c6 thai con nhiéu han
ché vé ca sd luong va chat lugng bang ching thap.

Vi vay, CBIP c6 tién hanh tra ctru thém nhiéu ngudn dit liéu vé van dé nay. CBIP khuyén
cao:
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- Cac bi¢én phap diéu chinh ché d§ an udng va gung duoc xem la lya chon uu tién trong
di€u tri buon ndn va ndn khi mang thai

- Néu céc bién phap khong dung thude khong hiéu qua, doxylamin va meclozin c6 thé dugc
can nhic st dung.

- Metoclopramid hodc domperidon ciing ¢ thé duoc sir dung, tuy nhién chi nén sir dung
trong thoi gian ngdn do c6 thé ting nguy co xuét hién mot sd tac dung khong mong mubn
trén me va tré so sinh.

- Trong truong hop budn nén hoic ndn nghiém trong khong dap tng bat ky liéu phap diéu
tri khac, ondansetron c6 thé duoc cin nhéc, tuy nhién can tranh st dung trong 3 thang dau
do nguy co di tat hd moi/hd ham éch.

Bang tong hop céc lwa chon diéu tri budn nén va nén trong thai ky

Thudc khang histamin H1

Doxylamin C6 thé str dung (chi dinh phé duyét tai Bi)
Meclozin C6 thé str dung (ngoai chi dinh)

Thudc ting nhu dong da day - rudt

Metoclopramid C6 thé sir dung (ngan han, ngoai chi dinh)
Domperidon C6 thé str dung (ngdn han, ngoai chi dinh)
Thubc khang 5-HT3

Ondansetron Chi can nhéc trong truong hop non nghén ning khong dap tng véi cac liéu
phép khéc
Tai liéu tham khdio:

https://www.cbip.be/fr/quelles-sont-les-options-sures-dans-la-prise-en-charge-des-
nausees-et-vomissements-pendant-la-grossesse
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CAN BANG GIT’A LO'1 iCH- NGUY CO’ KHI SU” DUNG VALPROAT: THONG TIN
TU TAP CHi AUSTRALIAN PRESCRIBER

Natri valproat (valproat) dugc chi dinh trong diéu tri dong kinh, réi loan ludng cuc. Trong
15 ndm qua, mo hinh ké don tai Uc di c6 su thay doi dang ké; trude day valproat ting 1a
thuc chéng dong kinh pho bién nhat, tuy nhién hién nay tan suat chi dinh valproat da giam
dan do nguy co gy di tat bAm sinh va su sin c6 cua thudc thay thé khac an toan hon.

Trude nhitng lo ngai gan diy vé su an toan khi sir dung valproat & nam gidi trong d6 tudi
sinh sdn, vai tro cua valproat trong thuc hanh; dong thoi can bang gitra g1 ich va nguy co
khi ké don ngudi bénh trong do tuoi sinh san dang dugc quan tam thao luan.

Chi dinh 1am sang

Valproat dugc phé duyét la lva chon dau tay trong diéu tri cac hoi chimng dong kinh toan
thé do di truyen bao gdm con vang y thic, con giat co va con co cimg - co giat tai Uc.
Trong diéu trj rdi loan ludng cuc, vaproat dugc khuyén céo dung bo trg cho thube chéng
loan than dé diéu tri hung cam cép tinh, va 1a mot lua chon diéu tri duy tri khi khong thé
str dung lithium. Ngoai ra, valproat c6 thé duoc ké don off-label trong du phong dau nira
dau v6i hiéu qua tuong duong topiramat hodc candesartan, tuy nhién hiéu qua cua valproat
trong cac chi dinh nay van chua duoc ching minh. Valproat khong dugc khuyén céo dé
kiém soat cac triéu ching rdi loan hanh vi va tdm 1y trong hoi ching sa sut tri tu¢ do thudc
khong dem lai hiéu qua cai thién ma con lam gia tang bién c6 bét loi nghiém trong.

e Tac dung khong mong mudn

- Mt 56 tic dung khong mong muén thwong gip (> 1%): Tang cam giac thém an (dan
dén ting can), run, budn ngu, rung toc va triéu ching di cam thoang qua. Cac biéu hién
nay co thé thuyén giam khi giam lidu hodc ngimg str dung thude.

- Buong trirng da nang (PCOS): Phu nit diéu tri dong kinh bang valproat ¢6 nguy co mac
PCOS cao gan gap do1 so voi cac thudc khac. Béc si can cin nhic d6i liéu phap va chuyén
kham chuyén khoa néu nghi ngo.

- Huyét hoc: Pho bién nhét 13 giam tiéu cau nhe, khong triéu chimg (ti 16 12—18%). Giam
bach cau hoac thi€u mau bat san rat hiém gap.

- Djc tinh trén gan: Hiém gip (ti 1¢ 1/20.000) nhung c6 thé gay tir vong; 95% sd ca khai
phat trong 6 thang dau diéu tri. Do do, than trong khi chi dinh cho bénh nhan suy gan, hoac
& nhom nguy co cao: tré em < 3 tudi, ri loan chuyén hoa bam sinh (thiéu hut carnitin, r6i
loan chu trinh uré, dot bién gen POLG), bénh thoai hoa than kinh, ton thuong nao thuc thé,
cham phat trién tri tué hoic dang phdi hop nhiéu thubc chdng dong kinh. Khoang 10%
bénh nhén ting men gan khong triéu chimg, can can nhic giam liéu va kiém tra lai sau 1
thang. Thubc khong 1am ting GGT nhu carbamazepin hay phenytoin.

- Hji chirng Stevens-Johnson (SJS): Phan ing da hiém gap nhung c6 nguy co tur vong,
thudng lién quan dén phdi hop dong thoi voi lamotrigin. Biéu hién bao gdm phét ban lan
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nhanh, sét, dau hong (thuong trong 8 tuan dau). Can tu van bénh nhan ngimg thude va bao
bac si ngay khi phat ban.

- Co, xwong, khdp: Diéu tri trén 10 nim 1am giam mat d6 khoang cia xuong, ting nguy
co loang xuong. Can nhac danh gia nong do vitamin D theo yéu t6 nguy co ¢4 nhan.

- Ngo doc cdp tinh (qua liéu): Biéu hién phu thudc liéu bao gdm budn ngu, run, lu lan va
mat diéu hoa van dong.

e Theo doi

Viéc theo ddi lam sang can tap trung vao kha ning dung nap thudc, muc do tinh tdo, tinh
trang tdng can va tri¢u chirng run cua nguoi bénh.

- Céc xét nghiém co ban ban dau (cong thirc mau, sinh hoa mau) duoc dé xuét, thi hién
chua c6 dong thuan chung vé viéc lam xét nghiém thuong quy dé du phong doc tinh gan
do valproat.

- Cac x¢t nghiém mau chuyén sau hon chi duoc thyc hién néu cé cac triéu ching 1am sang
nghiém trong (nhu chan an, nén, mét moi, mat kiém soat con dong kinh, phu, vang da),
bénh nhan phai ngirng thude va bao ngay cho nhan vién y té.

- Theo ddi nong d6 thube trong mau (TDM) c6 vai trd han ché, do khong c6 mdi twong
quan tryc tiép gitta nong d¢ valproat trong huyét tuong va hi¢u qua 1am sang.

e Nguy co giy di tit bAm sinh va roi loan phat trién thin kinh
S dung valproat ¢ phu nii co thai (PNCT)

Diéu trj bang valproat & PNCT lam ting nguy co di tit bam sinh, dic biét nguy co ting tir
3,3% (vdi liéu < 1100 mg/ngay) 1én téi 30,2% (lidu >1100 mg/ngay), dién hinh 1 khuyét
tat 6ng than kinh (nurt dbt séng, thai v ndo), di tat so mit, tim mach, chi va 16 tiéu thép.
Valproat ¢ thé anh hudng dén sy phat trién hé than kinh cua thai nhi, ting nguy co cham
phat trién tri tué (OR 2,4-4,5), ting dong giam cha y (OR 1,4-1,8) va rdi loan phd tur ky
(OR 1,7-4,4), trong khi chura x4c dinh dugc mirc lidu valproat nao hoan toan khong cé nguy
co. Do vay, CQQL Duoc pham Uc (TGA) va cac CQQL khuyen cao khong nén chi dinh
valproat cho phu nit trong d6 tudi sinh san, trir khi cac thudc khac khong c6 hiéu qua hodc
khong dung nap. Néu duoc chi dinh, thude phai do bac si chuyén khoa (d6ng kinh/rdi loan
ludng cuc) ké don kém bién phap tranh thai hi¢u qua.

Thubc tranh thai chira estrogen c6 thé 1am ting thanh thai va giam nong do valproat trong
mau. Uu tién bién phap khong chira estrogen (dung cu tir cung, vién udng chi chira
progestogen) tuy nguyén vong ngudi bénh.

Dé diéu tri dong kinh & nir gi6i trong do tudi sinh san, levetiracetam hodc lamotrigin la cac
Ira chon wu tién nho dung nap tét, an toan trong thai ky va chwa ghi nhin van dé an toan
dai han. PNCT dang dung valproat nén cAn nhic chuyén ddi; néu can duy tri valproat thi
dung liéu thap nhat co thé va bd sung acid folic (> 0,4mg/ngay) trudc khi mang thai va
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trong sudt thai ky (tuy chwa duoc chirng minh c6 thé 1am giam nguy co di tit bdm sinh do
valproat).

Diéu trj 1di loan ludng cuc thi nén tranh valproat khi c6 ké hoach mang thai. Lithi 1 Iya
chon thay thé hiéu qua nhat (du van c6 nguy co di tat bam sinh); lamotrigin an toan hon
trong thai ky nhung kém hi¢u qua hon va can t61 6 tuan ting lidu cham dé dat liéu diéu tri
(giai doan can tham van ¥ kién tir bac si tdm than do nguy co dién bién bénh).

Trong mét sb trudng hop (PNCT bi dong kinh ning kho kiém soat hodc méc réi loan ludng
cuc), loi ich duy tri valproat c6 thé vuot troi nguy co (tranh tai phat, tu hai hodc ty sat ¢
nguoi me). Panh gia loi ich va nguy co can ca thé hoa, can nhic muc do ning cua bénh,
nguy co bién cd bét loi trén me va thai nhi, tudi thai va nguyén vong nguoi bénh.

Sit dung valproat & nam gidi trong dp tuoi sinh sin

Mot nghién ctru doan hé hoi ciru nam 2023 goi ¥ tré c6 cha sir dung valproat trong vong 3
thang trudce khi thu thai c6 nguy co mac cac roi loan phat trién than kinh (tu ky, chdm phat
trién tri tu¢, ADHD) cao hon so v6i dung lamotrigin hoac levetiracetam.

Moi day, ngay 12/06/2026, Uy ban Danh gia Nguy co Canh giac Duoc (PRAC) thude
EMA d3 hoan tit danh gid vé tin hiéu an toan lién quan dén valproat va cac dan chat cua
thudc nay ¢ nam gidi. Dya trén viéc xem xét cac dir liéu moi, PRAC két luan rang bang
chtng vé nguy co rdi loan phat trién than kinh (neurodevelopmental disorders — NDDs) &
tré sinh ra c6 cha dugc diéu tri bang valproat hién khong nhat quan, va mbi quan hé nhan
qua gilra viéc sir dung valproat ¢ nguoi cha voi NDDs ¢ tré van chua duoc xéac dinh 1o
rang. Theo d6, PRAC khuyén nghi tiép tuc duy tri cc bién phap phong ngua hién co d6i
V01 benh nhan nam st dung Valproat duoc dua ra tir ndm 2024 nham giam thiéu nguy co
tiém 4n & tré c6 cha duoc diéu trj bang valproat trong 3 thang trudc khi thy thai. Dong thoi,
EMA khuyén nghi cap nhat thong tin san pham, hudng din danh cho nhan vién y té va tai
liéu danh cho bénh nhan nam dé phan anh céc dit liéu méi nhat. PRAC ciing nhan manh
rﬁng cac nghién ctu tiép tuc duoc tién hanh, du kién hoan thanh vao nam 2028, trudce khi
c6 thé dua ra két luan chéc chin hon vé nguy co nay. Theo d0, hién tai TGA va EMA van
duy tri cac khuyén cdo trude ddy vé nguy co nay:

- Thong tin cho bénh nhan nam vé cac nguy co tiém an.

- Yéu cau bénh nhén 4p dung céc bién phép tranh thai hiéu qua trong sudt thoi gian diéu tri
va kéo dai 3 thang sau khi ngung thudc.

- Khuyén céo bénh nhan tham van béc si vé liéu phap thay thé néu c6 ké hoach sinh con,
trude khi dung tranh thai hodc khi ban do1 mang thai.

- Khuyén c4o bénh nhin khong hién tinh tring trong khi dung thudc ciing nhu 3 thang sau
do.

o Kétluin
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Valproat la thube diéu tri hiéu qua cao cho bénh dong kinh va roi loan ludng cuc, nhung
di kém nhiéu tac dung khong mong mudn can duoc theo ddi va c6 thé 1am han ché viée str
dung thudc. Do nguy co giy di tat bam sinh, valproat khong duge chi dinh cho phy ntr
trong d6 tudi sinh san, trir khi cac liéu phap khac khong phu hop va khi d6 can phéi hop
voi cac bién phap tranh thai hiéu qua. Du cac moi quan ngai vé nguy co ] rdi loan phat trién
than kinh & thé hé sau chua dugc xac nhan hoan toan, bénh nhan nam van nén duoc thong
béo vé nhiing nguy co tiém an nay.

Tai liéu tham khao:

https://australianprescriber.tg.org.au/articles/sodium-valproate-balancing-benefits-
and-risks-especially-in-people-of-childbearing-potential. html

ESCMID 2026: HWO'NG DAN VE DPANH GIA VA QUAN LY BENH NHAN DI ’'NG
KHANG SINH

Khang sinh beta-lactam, dic biét 1a cac penicillin, 1a nhém khéang sinh dugc ké don phd
bién nhat do nhiing wu diém vé hiéu qua, o an toan va pho tac dung. Tuy nhién, cac beta-
lactam ciing la nguy€n nhan gay di ung duoc bao cao nhiéu nhat. Tuy nhién, dit liéu tir mot
sO nghién ciru tong quan va phan tich gop hién nay chi ra ty 1¢ di ing khang sinh beta-
lactam thyc té thap hon dang ké so véi nhimg gi dugc ghi nhan tur ho so bénh 4n cta bénh
nhan. Cu thé, chi khoang 1 - 2 trong mdi 20 canh bao “di tng” 14 chinh x4c.

Viéc ghi nhan tién st di tng khong chinh xac dan dén viéc béac si tranh ké don cac khang
sinh dau tay mac du viéc nay la khong can thiét, tir d6, gay ra hau qua nhu lya chon phac
dd thay thé kém téi wu, thoi gian nam vién keo dai, chi phiy té cao hon, gia ting viéc st
dung cac khang sinh pho rong. Nhirng yéu to nay déu gop phan lam gia tang tinh trang
khang khang sinh trén toan cau. Thuc té nay nhan manh tinh can thiét ciia viéc danh gié lai
tién st di ing khang sinh da dugc bao cdo, tir d6 thuc viéc quan 1y va st dung khang sinh
hop 1y. Trude tinh hinh d6, Hoi Vi sinh 1dm sang va cac bénh Truyén nhiém chau Au
(ESCMID) da ban hanh Hudng dan danh gia lai va quan ly di img khang sinh nham h tro
t1ep can céac truong hop di tng khang sinh mot cach thong nhat va hiéu qua hon tai Chau
Au.

Noi dung tém tat cac khuyén céo chinh trong huéng dan cua ESCMID 2026 vé danh gia
va quan ly bénh nhan di tng khang sinh dugc trinh bay cu thé trong cac phan dudi day.

1. Poi véi truwong hop di wng khang sinh beta-lactam
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Bénh nhin tw khai hodc dwoc ghi nhan di ingkhing sinh beta-lactam I
h
Khai théc tién sir di irng v cdc théng tin lién quan khéc tir bénh nhin, nguri
chim séc [ nguiri nha, hé so'bénh dn [néu cé) dé phan ting nguy oo

¥
¥ L] Y
Nguy co rat thap Nguy co thap Nguy co cao
+ D3 dung ngp dugc vdi khang Ph3n P 5 ;
g ; - . g mirc dgnhe > 5 nam trrdc
sinh nghi ngds di g trudre 46 « Phit ban nhung khéng c6 thém - —
*  Thé cinh bio dj irng chi dya trén théng tin chi tiét * May day (tirc thi ||« Phén vé ndng
tign sir gia dinh hodc tdm Iy e «  Khéng nhé 18 cic triéu chimg d] ¢ng hodc mudn) = SCARZ
ngal vE dj irng ban d3u ’ ) *Phan g mirc ||« Phan (rng mudn
»=  Trigu chirng khong phi hop vai d& nhe trong < 5 nghiém trong khéc
dj irng ndm
[ Khéng cin test di rng ] CDCT! vél khing Méu khéng phi Khém chuyén Khdam chuyén
sinh nghis ngr hop thire hign khoa di irng khoa di irng
cocT? MNEu can  digqu tri] Iy clin @iBu tri
| trrde, xem bén dut trurde, xem bén duti |
Duong
| B4 Thé cinh bie di ing tinh
Am tinh
v v L
Ap dung d&ivdi khdng sinh nghi Cén nhic thay th€ bing céc cephalosporin hodc monobactam Sir dung cic khdng
ngd¥ va cac khdng sinh khic cing cd nhom thé R khic, tit cd cic carbapenem sinh khdng thudc
nhdm nghi ngér Can nhic hdi chén chuyén khoa dj irng nhiom beta-lactam

ISCAR: cac phan dmg oo hai nghiém trong trén da | TEN, 515, ..)

YCDCT: Test tai sif dyng thudc oo kidm soét (Controlled Drug Challenge Test)

¥héng phil hop thyc hién CDCT d6i vai cac trudng ho'p: phuy nif oo thai, bénh nhén cd bénh Iy tim mach, hé hip ning hodc dang méc cac
be&nh Iy c3p tinh hosc finh trang l3m sang khing dn djnh, dang sir dung corticosteroid/ khang histamin ligu cao

Hinh 1: Panh gia va quan ly bénh nhan di &rng khang sinh beta-lactam
Quy trinh thwc hién Thir di vrng cé kiém sodt (Controlled Drug Challenge Test - CDCT):

1. Thong bao cho bénh nhan, ddng thoi ddnh gia xem bénh nhan c6 phi hop dé 1am thuc
hién CDCT hay khong.

2. CDCT cén duoc thuce hién tai cac co s& y té co kha nang theo doi va xur tri cac phan ing
di img c6 the xdy ra va trén cac doi tugng bénh nhan phu hop.

3. Co thé sir dung phuong phap CDCT liéu don hoic CDCT liéu ting dan
- CDCT liéu don:

+ Str dung 100% liéu day du cta khang sinh nghi ngo.

+ Tt nhat dung dudng udng, hodc duong dung khac (néu can).

+ Néu nghi ngo di tmg véi penicillin, thudng sir dung amoxicillin 500 mg & ngudi 16n.
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- CDCT liéu tang dan:

+ Str dung 10% liéu khang sinh nghi ngd (vi du 50 mg amoxicillin & ngudi 16n) va theo

ddi trong 30 phut

+ Tiép tuc cho 50% liéu (vi du 250 mg amoxicillin) va theo ddi trong 30 phut

+ Pua phan liéu con lai dé du 100% liéu day du (vi du 200 mg amoxicillin) va theo ddi

trong 60 phut

4. Néu triéu chimg nghi phan vé xuat hién trong qua trinh test, can x\r tri bénh nhén theo

huéng dan vé xir tri phan vé.

5. Bénh nhan phai duoc theo di it nhat 1 gid sau khi dung liéu cudi cing.

6. Cung cap hudng dan rd rang cho bénh nhan dé theo ddi céc triéu chimg xuat hién sau

khi xuat bénh vién.

7. Tu vin bénh nhan vé két qua test va y nghia cua két qua test.

2. Poi v6i trueomg hop di ing cac khang sinh KHONG thudc nhém beta-lactam

¥ ESCMID DIJADR

| Bénh nhin tw khai hodc dwge ghi nhin dj ing khang sinh KHONG thuée nhém lm.-r...:um|

L J

Khai théc tign sir di omg v céc théng tin lién quan khéc tir bénh nhén, ngwai
chim séc / ngwdi nha, hd so bénh dn (néu cb) 48 phén tAng nguy co

v

L]
Mguy co rat thap

. D3 dung nap duwgc vai khdng
sinh nghi ngir di irng trurdre 46

*  Thé canh bao dj &ng chi dyra trén
tidn sir gia dinh hodc tdm Iy e
ngai vié di trng

= Trigu chirmng khdng phi hgp wéi

di irng
¥

v
MNguy co thip

*  Phin ng mirc 6 nhe > 5 ndm trudc

- Phat ban nhwng khong oo thém
thang tin chi tiét

& Khong nhd rd céc trigu chimg dj ng
ban d3u

f\‘

¥

Nguy co cao

= May day (tdrc thi hodic mudn)
* Phén drng mic dd ndng:

Q scar?

QO Phianvé

Q@ Phin dng mudn nghigm
trong khac

| Khéng cin test dj tng

A

| Bo Thé canh bdo dj ¥'ng

v

| CDCT! véri N&u khéng phi
khédng sinh nghi hep thyre higén
ngé’ CDCT?
| I Duong
tinh
A tink "
L L

Khiam chuyén
khoa di irng

l

Ap dung d&i wéi khing sinh nghi
ngtr va cdc khdngsinh khéc cing
nhém nghi ngd

Cén nhic hii chidn chuyén khoa dj ong

Trinh téi sir dung khdng sinh nghi ngd
wva cac khang sinh khac cing nhém

Ikhi thye hign Test tai sir dung thudc cé kidm sodt (Controlled Drug Challenge Test - CDCT) d&i v céc khdng sinh nhur vancomycin, teicoplanin,
guinolon, amphotericin B cén nhic truyién chim, theo déi va cd thé sir dung phéc d8 dy phong (premedication)

FCDCT: Test téi slr dung thudc cd kifm sodt (Controlled Drug Challenge Test)
héng phi hg'p thiye hign COCT d8i wdi cac trurding hgp: phy nik cd thai, bénh nhin cé b§nh Iy tim mach, hé hilp ndng hodc dang mic cac
bignh Iy clip tinh hojic tinh trang lim sang khéng &n dinh, dang sir dyng corticostercid/ khdng histamin li#u cao
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Hinh 2: Danh gia va quin ly bénh nhan di itng khang sinh khong thu¢éc nhom beta-
lactam

3. Nguy co di irng chéo giira cac khang sinh nhém beta-lactam
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Hinh 3: Nguy co di ing chéo giira cac khang sinh beta-lactam
Tai li€éu tham khdio:

https://www.clinicalmicrobiologyandinfection.org/article/S1198-743X(26)00069-
8/fulltext

NGUY CO' BIEN CO TIM MACH KHI SU* DUNG DOMPERIDON: THONG TIN TU
BAN TIN BIP OCCITANIE SO 02/2026

Domperidon 12 thudc d6i khang dopamin, dugc chi dinh trong diéu tri buén noén va non.
Ngoai ra, domperidon c6 tac dung gay ting tiét prolactin tir tuyén yén nén d6i khi duogc sir
dung ngoai chi dinh dé hd trg kich thich tiét sita cho nhitng san phu khong du sita. Tuy
nhién, cach s dung nay thuong di kém voi lidu dung cao hon va thoi gian dai hon so
khuyén cdo trong to& hudéng dan st dung.

Domperidon gy gia ting dang ké nguy co xuat hién mot s6 bién ¢ tim mach. Thudc co
lién quan dén tinh trang kéo dai khoang QT, dan dén nguy co loan nhip that nghiém trong,
tham chi dot tir. Nguy co ndy ting lén ¢ bénh nhan sir dung liéu trén 30mg/ngay, diéu tri
kéo dai, c6 cac yéu to nguy co tim mach, hodc khi phdi hop véi cac thude gay kéo dai
khoang QT hay cac thudc trc ché CYP3A4. Theo khuyén céo, domperidon chi duoc phé
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duyét ¢ liéu 10 mg, toi da 3 lan/ngay, dung khéng qua 7 ngay va chi c6 chi dinh diéu tri
budn ndén va ndn. Tuy nhién, khi dung dé kich thich tiét sira, muc liéu 60 mg/ngay hoic
cao hon déi khi van dugc chi dinh va dung kéo dai trong nhiéu tuan.

Déi voi tré bl me, cac dir liéu hién tai cho thay thudc bai tiét rat it vao sira me (ty 1¢ ndng
do sira/huyét trong khoang 0,25) va lidu twong d6i domperoidon & tré so sinh (RID) chiém
0,01% dén 0,5% so véi lidu dung hiéu chinh theo cin ning cta ngudi me, thip hon rat
nhiéu so véi ngudng 10% c6 y nghia 1am sang. Diéu nay 1a do domperidon cé sinh kha
dung dudng udng kém (13-17%) va ty 1¢ lién két v6i protein huyét twong cao (91-93%).
Du vay, van can luu y thudce c6 thoi gian ban thai kha dai (7-9 gio) va phai mat tir 1,5 dén
2,5 ngay dé thai trir hoan toan. Hon nita, domperidon duoc chuyén héa qua CYP3A4 — hé
enzyme chua phét trién hoan thién ¢ tré so sinh. Du vay, cho dén nay van chua ghi nhan
tac dung khong mong muébn nghiém trong nao & tré phoi nhiém qua sira me.

Bién c6 bt loi & ngudi 10n di dugc ghi nhan 6 rang va d6i khi cuc ky nghiém trong, dién
hinh 14 c4c bién cb tim mach (kéo dai khoang QT, loan nhip thét) va trén than kinh, dic
biét khi dung liéu cao, kéo dai hoic khi ngung thudc dot ngot.

Duya trén cac phan tich vé lgi ich va nguy co, domperidon khong dugc khuyén céo cho chi
dinh kich thich tiét sita, dic biét 1a khi dung liéu cao va kéo dai. Trudc khi cAn nhac bat ky
phuong an diéu tri bang thudc nao, nhan vién y té can wu tién danh gia cic nguyén nhan
gy giam tiét sita nhu: tim 1y clia nguoi me, tan suat va hiéu qua cia cac lan cho con bu va
cac bénh 1y tiém an.

Tai liéu tham khdio:

https://filesender.renater.fr/?s=download&token=e6a41416-312a-47f1-bd4f-
696225141017
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THONG TIN THUBC

CAP NHAT HUONG DAN VE CHi PINH, LIEU DUNG VA THEO DOI PIEU
TRI KHANG SINH NHOM AMINOGLYCOSID

+» Tom tat:

Aminoglycosid (gdm gentamicin, tobramycin va amikacin) 14 cac khang sinh duong
tiém c6 hiéu qua cao, thudng duoc chi dinh 1 phac dd kinh nghiém ban dau trong diéu
trj nhiém khuan Gram am nghiém trong. Aminoglycosid c6 tic dung diét khuan nhanh
va ty 1& khang thudc tai Uc hién twong d6i thip so voi nhiéu khang sinh Gram am khac.
Hudng dan “Therapeutic Guidelines: Antibiotic” duoc cip nhat vao thang 3 nim 2025,
cung cap cac khuyén cdo méi vé vai tro ciia aminoglycosid cung chién luoc tdi wu hoa
liéu dung va lya chon thubc. Huéng dan méi cung cap thong tin vé lidu dung & nguoi
16n duoc tinh dua trén khéi luong nac co thé (lean body mass), va cac cong cu tinh toan
nham hiéu chinh liéu. Pong thoi, dua ra khuyén cédo vé giam sat ndong do thude trong
mau khi du kién thoi gian diéu tri véi aminoglycosid trén 48 gid; ¢ bénh nhan nguoi
16n, thong qua theo ddi dién tich dudi dudng cong ndng do - thoi gian (AUC) cua
aminoglycosid.

% Noi dung bai:

Aminoglycosid, bao gdm gentamicin, tobramycin va amikacin, 1d nhém khang sinh
duong tiém co hoat tinh manh trén vi khuan Gram am va thuong dugc st dung nhu liéu
phap kinh nghiém ban dau trong cac nhiém khuan ning. Nhém thudc nay ¢ tac dung
diét khuan nhanh, ty 1¢ dé khang tai Uc hién van twong ddi thap so voi nhiéu khang sinh
khac dung trong diéu tri nhiém khuan Gram am. Tuy nhién, do khoang diéu tri hep,
nguy co doc tinh va yéu ciu theo ddi ndng do thude, viée str dung aminoglycosid trong
thuc hanh 14m sang van con nhiéu tranh luan. Mot s6 bac si 14m sang c6 xu hudng thay
thé aminoglycosid bang carbapenem hoic beta-lactam phd rong trong diéu tri kinh
nghi¢m. Du vay, viéc st dung rong rai cadc khang sinh thay thé nay cé mdi lién quan
dén nguy co gia ting tinh trang khang khang sinh.

Cap nhat thang 3 ndm 2025 ciia Therapeutic Guidelines vé khang sinh da tong hop cac
dir liéu méi nhat tai Uc vé tinh trang dé khang aminoglycosid, cac nguyén tic quan 1y
stt dung khang sinh hgp ly, cac luu y thuc hanh 1dm sang va cadc ngudng nhay cam
khang sinh (breakpoint) theo khuyén cio ciia Uy ban Chau Au vé Thir nghiém Do nhay
Khang sinh (EUCAST) va Vién Tiéu chuin Lam sang va Xét nghiém Hoa Ky (CLSI).
Cap nhat méi nay da 1am rd vai trd ciia aminoglycosid dudng tiém trong diéu tri nhiém
khuén, dong thoi nhdn manh nhiing nguyén tic quan trong nham sir dung thudc an toan
va hiéu qua.
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CHI PINH CUA AMINOGLYCOSID

Céc chi dinh cta khang sinh aminoglycosid duoc thé hién trong Bdng 1.

Bang 1: Cac chi dinh dugc khuyén cao cua aminoglycosid

Diéu tri theo kinh nghiém

Piéu tri ngdn han ddi vdi cic nhiém khudn ndng nghi ngd do cin nguyén Gram am (vi du:
nhiém khudn 6 bung, nhiém khuan tiét niéu, nhiém khudn huyét chua r can nguyén)

Diéu tri dich ban dau trong khi chd két qua khang sinh dé

e Nhiém khudn Gram &m da xac dinh nhung nghi ngd dé khang vdi cac khang sinh
kinh nghiém ban dau khac.

« Diéu tri phdi hgp trong nhiém khuan do Pseudomonas aeruginosa.

Diéu tri dich

e Nhiém khudn Gram @m da xac dinh va con nhay cam vdi aminoglycosid, trong
cac trudng hdp da khang cac khang sinh phl hdp hdn cho diéu tri kéo dai.

e Diéu tri phdi hgp trong bénh Brucellosis, Nocardiosis va nhiém Mycobacteria
khong phai lao.

o Diéu tri hiép dong vdi cac khang sinh khac trong viém ndi tdm mac do
Streptococcus, Enterococcus va Bartonella (xem Bang 2)

UU PIEM VA HAN CHE CUA KHANG SINH NHOM AMINOGLYCOSID

Str dung aminoglycosid ¢ rat nhiéu wu diém. Viéc str dung aminoglycosid giup giam
thiéu viéc phai dung téi cac khang sinh nhoém Watch trong danh myc AWaRe cta To
chtre Y t& Thé gidi (vi du: piperacillin/tazobactam, ceftriaxon, cefotaxim, meropenem),
vbn 1a nhitng thudc c6 phd tac dung rong hon, dé 1am ting nguy co khang khang sinh
hon va ¢6 lién quan dén tang ty 18 nhiém trung do Clostridioides difficile.

Poc tinh ctia aminoglycosid di duoc ghi nhan rd doc tinh trén than xay ra & 10% dén
25% bénh nhan, phu thudc liéu tich Iy va thuong cé thé hoi phuc. Bdc tinh trén tién
dinh va thinh giac 13 nhimg ddc tinh khong thé du doan trudc, v6i nhitng trudng hop
nghiém trong c6 thé khong hoi phuc. Bdng 2 trinh bay tom tat nhitng wu diém va han
ché cua khang sinh nhom aminoglycosid.
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Bang 2: Uu diém va han ché cua khang sinh aminoglycosid

Uu diém

e Tac dung diét khuan manh.

e Hau hét nhiém khudn cdng déng va nhiém khudn bénh do vi khudn Gram &m
con nhay cam vdi aminoglycosid.

e (06 tac dung hdu khang sinh (PAE).

o Khi phoi hgp vdi cac thudc cd hoat tinh trén thanh té bao nhu beta-lactam hodc
glycopeptides, aminoglycosid c6 tac dung hiép dong doi vdi Enterococcus va
Streptococcus.

« Hiém khi gdy phan (fng qua man

o It lién quan dén nhiém tring do Clostridioides difficile.

Han ché

e Ddc tinh trén than, thudng xay ra khi s dung trén 5-7 ngay hodc suy giam chic
nang than.

e DAdc tinh tién dinh va thinh giac khdng héi phuc.

CAC LUA CHON KHANG SINH THAY THE AMINOGLYCODIS

O nhitng bénh nhan co chéng chi dinh hodc can than trong khi dung aminoglycosid, co
thé sir dung khang sinh beta-lactam pho rong nhu piperacillin/tazobactam hoic cefepim,
tiy thudc vao chi dinh va cin nguyén. Uu tién khoi dau bang phac d6 betalactam néu
du kién truyén tinh mach trén 72 gio, tranh viéc phai doi khang sinh do aminoglycosid
chi dugc khuyén cdo dung tdi da 48 gio. Tuy nhién, néu chua biét rd thoi gian st dung
thudc dudng tinh mach du kién, hodc bénh nhin dang c6 nhiém khuan huyét/séc nhiém
khuan, khuyén céo st dung aminoglycosid ban dau do hiéu qua diét khuan cao.

Carbapenem nhu meropenem c6 pho rat rong va hiéu qua trén nhiéu vi khuan Gram 4m
da khang, nhung can dugc bao ton do nguy co thiic day tinh trang da khang khang sinh.
Theo d6, diéu tri nhiém khuan duong ni€u ap dung chién lugc theo béc: dung don tri
lidu aminoglycosid hodc ceftriaxon khi khong c6 sdc nhiém khuan; va phdi hop ca hai
loai trén khi c6 sdc nhiém khuan dé bao phu chung sinh ESBL va Streptococcus
agalactiae (lién cau nhém B). Meropenem chi dugc danh riéng cho nhiém khuéan huyét
hodc sbc nhiém khuan duong niéu & ngudi co nguy co cao nhidm vi khuan Gram am da
khang (MDR) do tién sir nhap vién hodc yéu t6 dich té.
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LUA CHON AMINOGLYCOSID

Viéc Iya chon aminoglycosid phu thudc vao nhiéu yéu t, bao gdm tac nhan nghi ngd,
vi tri nhidm khuan, khang sinh dd, kha ning sin c6 cta thudc va huéng dan diéu tri hién
hanh. Gentamicin va tobramycin 1a cac thudc duoc sir dung phd bién nhat, thudng phbi
hop v6i khang sinh khac; trong khi amikacin c6 pho rong hon, thuong duge dé sir dung
trong diéu tri cac ching c6 dé khang noi tai voi hai khang sinh con lai ciia nhom.

- Trong cic nhiém khuan do Enterobacterales (Escherichia coli hodc Klebsiella
pneumoniae): thudng sir dung gentamicin va tobramyein, nhung can theo dai tinh hinh
dich t& dia phuong do ty 18 da khang (dic biét 1a chung sinh ESBL) dang gia ting. O
nhiing vung co ty 1& Enterobacterales sinh ESBL va carbapenemase cao, amikacin la
lra chon uu tién.

- Truc khuan mu xanh (Pseudomonas aeruginosa): tobramycin duogc uu tién hon
gentamicin nho gia tri MIC thap hon khoang hai 1an va hiéu qua in vitro cao hon;
amikacin ciing c6 thé duoc sir dung. Can luu ¥, ddi v6i nhiém khuan ngoai duong niéu,
bét budc phai phdi hop gentamicin hodc tobramycin véi mot khang sinh khac con nhay
cam.

- Nhiém Mycobacteria khong phai lao: amikacin dugc uvu tién sit dung trong diéu tri
dich do van duy tri dugc hoat tinh, trong khi gentamicin va tobramycin hau nhu khong
c6 tac dung.

- Viém ndi tdm mac do vi khuidn Gram dwong (nhu Streptococcus, Enterococcus):
gentamicin 13 lira chon hang dau cho phac dd diéu trj hiép dong.

KHUYEN CAO HIEN NAY VE LIEU DUNG AMINOGLYCOSID

- Liéu khéi dau (Trong diéu tri theo kinh nghiém)

+ Gentamicin va tobramycin: 7 mg/kg (4p dung cho ngudi 16n va tré > 1 thang tudi).
+ Amikacin: 30 mg/kg (cho ngudi 16n) va 20 mg/kg (cho tré em).

+ Tré so sinh: Liéu luong phu thudc vao tudi thai va tudi sau sinh.

+ Ngoai 18: Khong ap dung cac mirc lidu trén khi sir dung voi muc dich diéu tri hiép
ddng viém nodi tim mac (do Streptococcus/Enterococcus), nhidm Mycobacteria khong
lao, Brucellosis, hoac Nocardiosis.

- Nguyén tic tinh lidu va hi¢u chinh liéu

+ Chung: Khéng giam liéu d6i voi nhiém khuan duong niéu. Can hiéu chinh liéu &
bénh nhan ning, soc nhiém khuan hoic dang loc mau.

Ban tin Thong tin thudc & Dwoc 1am sang Bénh vién San-Nhi tinh Gia Lai | S6 1 -2026



+ Dbi véi ngudi 16n:

« Chi s tinh liéu chinh x4c nhat: Khéi luong co thé nac (LBW) do thubc phan bd kém
vao mo mo.

« Bénh nhan béo phi (BMI > 35): Can tham khao ¥ kién chuyén gia.

* Danh gia chtrc nang than (Cockcroft-Gault): Chon can nang 1y tuédng (v61 bénh nhan
c6 chi s6 BMI binh thuong 18,5-24,9), can ning thuc té (ngudi thiéu can c6 BMI <
18.5), hodc can ning hiéu chinh véi hé s 0,4 (ngudi thira can/béo phi c6 BMI > 25)
trong cong thirc ude tinh muc loc ciu than.

+ Poi voi tré em: Tré khong béo phi: C6 thé dung can nang thuc té dé tinh lidu. Tré
béo phi: Cén cé thé hoéa liéu dua trén can nang hi¢u chinh hoac khdi luong khong mo
(chi s6 chinh x4c nhat).

THEO DOI PIEU TRI POI VOI AMINOGLYCOSID

Theo ddi 1am sang (Bat budc v6i moi bénh nhan): Can nging thude ngay néu nghi ngd
gap doc tinh trén than, tién dinh hodc thinh giac.

- Doc tinh trén than:

+ Pénh gia chirc nang than trude khi khoi tri va gidam sat dinh ky 2—3 lan/tuan (tin suat
day hon néu chirc niang than khong on dinh).

+ Dau hiéu canh bdo sém: Nong d¢ thude do duge cao yéu cau phai giam lidu.
- Pjc tinh tién dinh va thinh giac:

+ Bénh nhan can bdo cio ngay lap néu bi mat thing bang hoic giam thinh luc (ké ca
khi d3 ngimg thudc).

+ Panh gia dinh ky tinh trang that diéu, dao dong nhan ciu va test thi luc khi xoay dau
thu dong (giam >2 dong thi lyc 12 dau hiéu suy giam tién dinh). Luu y: chong mat tu
phat khong phai 13 triéu chimg dién hinh.

+ Piéu tri > 5 ngay: Can nhac do thinh lyc tan sb cao va tham do tién dinh.

+ Piéu tri > 14 ngay: Khuyén céo do thinh luc nén trudc diéu tri va theo ddi thinh luc
dinh ky.

- Theo d6i ndng dd thudc trong huyét twong

+ Chi dinh: Can nhéc theo doi tir lidu dau tién néu bénh nhan c6 chire nang than bién
thién, c6 bién doi duoc dong hoc (béo phi), hodc thdi gian st dung aminoglycosid du
kién > 48 gid. Bénh nhan khong can can theo ddi nong d6 thude néu thoi gian sir dung
thudc trong vong 48 gior (t6i da 3 liu).
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+ V6i phac dd aminoglycosid 1 1an/ ngay (hodc thua hon):

« Theo ddi AUC (uu tién nhét cho ngudi 16n): Du doan chinh xac ca hiéu qua va doc
tinh. AUC dich nam trong khoang 80-100 mg.hr/L (d6i voi gentamicin/tobramycin tri
kinh nghiém). Nén dung phin mém Bayes dé tinh toan (chi cdn 1 diém ndng do).
Phuong phap nay han ché & tré em do phai 1dy mau nhiéu 1an va chua c6 phan mém tinh
toan.

« Nong do day (Trough): khong phu hop dé theo ddi hiéu qua, nhung c6 thé dung dé
canh bao tich liy thube/ doc tinh khi chua theo ddi dugec AUC, dic biét trén tré em.
Thoi diém 14y méu ngay trude lidu ké tiép, voi nong do dich 1a < 1 mg/L (gentamicin/
tobramycin) va <4 mg/L (amikacin).

« Nong d6 dinh (Peak): Dung danh gia hiéu qua khi khong c6 diéu kién uée tinh AUC.
Thoi diém lay mau ngay sau khi két thuc truyén, véi muc tiéu 1a ty 16 Cmax/MIC tir 7-
10 (chi ap dung vé1 gentamicin).

+ Phac d6 nhiéu lidu/ngay trong diéu tri hiép dong:

« Theo ddi nong d6 day dinh ky 2 lan/ tuan (hodc hon néu chirc ning than thay doi
nhanh).

« Nong d6 dich: < 1 mg/L.

< KET LUAN

Aminoglycosid van giit vai tro quan trong 1a khang sinh diéu tri kinh nghiém nhiém
khuan Gram am nghiém trong nho vao dac tinh diét khuan nhanh chong, tinh hi¢u qua
dbi vé6i cac vi khuan da khang thude, va c6 hiéu tng hau khang sinh. Ca thé hoa liéu
dung cing véi theo ddi diéu tri chit ch& ¢ ¥ nghia quyét dinh nhim dam bao hiéu qua
va an toan. Viéc sir dung aminoglycosid mot cach t6i wu con gop phan bao dam hiéu
qua cua cac nhom khang sinh khac trong diéu tri cac nhiém khuan ning do vi khuan
Gram am.
Tai li€éu tham khdio:

https://magazine.canhgiacduoc.org.vi/Magazine/Details/336

TONG QUAN VE PIEU TRI MYCOPLASMA PNEUMONIAE KHANG
MACROLID

1. Tong quan vé nhiém khuin Mycoplasma pneumoniae

Mycoplasma pneumoniae (MP) 1a vi khuan khong c¢6 thanh té bao, thudc
ho Mycoplasmataceae. Day la la can nguyén phd bién gay nhiém trung duong ho hép &
con ngudi, dic biét 1a tré em va thanh thiéu nién. Vi khudn nay chu yéu lay qua dudng
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ho6 hip, qua cac giot ban tir ngudi nhiém bénh khi ho, hit hoi hoic néi chuyén. Thoi
gian U bénh thuong kéo dai tir 1 dén 4 tuan, thuong dan dén céc tri¢u chtrng ho hap kéo
dai néu khong dugc diéu tri kip thoi .

O tré em, MP 1a nguyén nhan hang dau gdy viém phdi cong dong (community-acquired
pneumonia — CAP), chiém khoang 20-40% céc truong hop CAP ¢ tre tur 5 tudi tro 1én,
va lén dén 50% trong cac dot dich. Triéu ching dién hinh bao gdm ho khan dai ding,
sOt, dau dau, mét moi, dau hong va doi khi 14 triéu chimg ngoai phéi nhu phét ban, viém
khép, viém mang ndo hodc réi loan tim mach. Trong cic trudng hop ning, MP c6 thé
gy viém phoi ning, hoi ching Stevens-Johnson, hodc hdi ching Guillain-Barré. Tré
em dudi 5 tudi thuong cé tridu chimg nhe hon, nhung ty 1 nhidm tring & nhom tudi
nay dang tang lén sau dai dich COVID-19 !

Bién chiing ctia nhiém MP & tré em bao gom ca ho hap va ngoai ho hap. Viém phoi
ning co6 thé dan dén suy ho hap, can thé may hoic ICU, véi ty 18 ICU khoang 2-5% &
tré nhiém mycoplasma pneumoniae khang macrolid (Macrolide-resistant Mycoplasma
pneumoniae — MRMP). Bién chiig ngoai phdi chiém 25-30%, bao gom viém mang
ndo, viém tim, phat ban (erythema multiforme), va r6i loan dong méu. Trong cac dot
dich gén day, tré¢ em co ty 1€ bién chtirng cao hon do cham tré diéu tri, dic biét &
MRMP 3. Nghién ctru tir Nhat Ban 2025 cho thiy MRMP lién quan dén thoi gian sot
kéo dai va tang st dung corticosteroid. Tong thé, MP khéng chi 14 bénh nhe ma co thé
gay ganh nang kinh té-xa hoi 16n, véi chi phi diéu tri ting 2-3 1an ¢ trudng hop khang
thude *.

2. Thach thire trong diéu tri Mycoplasma pneumoniae

Diéu tri MP d6i mit voi nhiéu thach thie, chu yéu do su gia taing khang macrolid, lam
dung khang sinh va han ché lya chon & tré em. Macrolid (nhu azithromycin) 1a thude
dau tay tir 1au do tinh an toan va hiéu qua chdng MP, nhung ty 18 khang tang vot tir nim
2000, dac biét ¢ bong A. Nguyén nhan chinh 1a dét bién diém & domain V cua gen 23S
rRNA (A2063G hodac A2064G), lam giam ai luc cua macrolid vdi ribosom. Ty 1€
MRMP & Trung Qudc 1én dén 90-95%, Nhat Ban 50-80%, Han Quéc 70-80%. Ty 1é
nay & My va chau Au chi 3-13% nhung c6 xu huéng dang ting sau COVID °.

Thach thtc 16n nhat 1a MRMP din dén thét bai diéu tri ban dau, kéo dai thoi gian sbt
cling nhu ndm vién, va ting nguy co phai chuyén thudc thay thé (OR=4.42). O tré em,
diéu nay tang ganh ning bénh tat, véi ty 1é ICU ting 5 1an va chi phi cao hon do phai
dung glucocorticoid hoidc IVIG 6. Ngoai ra, chan doan MRMP thuong cham tré vi can
thuc hién xét nghiém PCR va khong phai lic ndo ciing san c6. Diéu nay dan dén lam
dung macrolid va ting khang thudc °.

Lam dung khang sinh 13 yéu t6 1am tang ti 1& cac chaing MRMP trong d6 cac nghién ctru
chi ra moi1 tuong quan gitra sit dung macrolid cao & Pong A va ty 1€ dé khang. Mot
thach thirc khong nho gdp phdi trén tré em la tinh an toan cua cac thudc thay the.
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Tetracyclin ¢6 nguy co anh hudng men rang & tré dudi 8 tudi trong khi quinolon co6 thé
anh huong t6i khop va sun cua tré. Pong thuan nam 2024 khuyén céo can can nhic loi
ich — nguy co trong diéu kién thiéu dit liéu vé tinh an toan dai han !.

B6i nhiém véi virus (nhu RSV, influenza) hodc vi khuan khac 1am chan doan va diéu
tr1 kho khan hon, véi ty 1€ boi nhiém Ién dén 30-50% & tré MRMP. Cudi cung, thiéu
vaccin va huéng dan toan cau lam tang thach thirc, dic biét & cac nude dang phat trién .

3. Nguyén tic diéu tri va lya chon khang sinh

Nguyén tic diéu tri MP & tré em 14 sém, phit hop va giam thiéu khang thudc. Macrolid
van 13 lva chon dau tay cho MP, véi azithromycin (10 mg/kg/ngdy, 3-5 ngdy) hoic
clarithromycin (15 mg/kg/ngay, chia 2 1an, 7-10 ngay). Néu khong dap ung sau 48-72
gid (sot kéo dai, xau di), c6 thé nghi MRMP va chuyén thude tha hai’.

Pbi véi MRMP, tetracyclin va quinolon 1a lya chon chinh, do MP van nhay cam in vitro
(MIC thap) Tetracycline: Doxycyclin (4 mg/kg/ngdy, chia 2 lan, 7-10 ngiy) cho tré
trén 8 tudi; minocyclin twong tw. Cac phan tich gop cho thay tetracyclin rit ngin sot
nhanh hon (OR=5.34-40.77), ting hiéu qua (OR=8.80) 8.Quinolon: Levofloxacin (8-10
mg/kg/ngay, 7-14 ngay) cho truong hop nang, nhung thuong dugc ké off-label trén tré
dudi 18 tudi do nguy co trén khép ®.

Bang liéu luong :

Khang sinh Pwng dung|Liéu lwgng (mg/kg/ngay) |Thei gian (ngay)
Azithromycin Ubng/IV 10, qd 3-7
Clarithromycin Uéng 10-15, bid 10

Erythromycin Ubng/IV 30-45, q8h 10-14

6 thang-5 tudi: 16-20, q12h;

Levofloxacin (quinolon)|Uéng/IV 516 tu8i: 8.10, 0 7-14
Moxifloxacin Udng/IV 10, qd 7-14
Doxycyclin (tetracyclin)[Uéng/IV 4, bid 7-10
Minocyclin Ubng/IV 4, bid (liéu dau 4 mg/kg) |10

O truong hop nang, co thé két hop glucocorticoid (methylprednisolone 1-2 mg/kg/ngay)
dé giam viém néu co tinh trang tac nghén hodc st dung IVIG néu c¢6 bién ching trén
mién dich °.

4. Két luan va deé xuat
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Nhin chung, MP 1a nguyén nhan ph6 bién giy CAP & tré trong d6 MRMP dang tré
thanh mét thach thirc 16n. Piéu tri thuong dya trén dong thuan, vu tién macrolid nhung
c6 thé chuyén nhanh sang cac thudc khac néu c6 dé khang. Can giam lam dung khang
sinh, va can c6 thém cac nghién ctru an toan vé tetracyclin va quinolon & tré nho dé cd
thém bang chimg cho cac khuyén cdo va dong thuin trong tuong lai.

Tai liéu tham khao

https://benhviennhitrunguong.gov.vn/tong-quan-ve-dieu-tri-mycoplasma-
pneumoniae-khang-macrolid.html

NGO POC THUOC GAY TE

< Tom tat

Thang 02/2019, Trung tam DI & ADR Quéc gia da nhan duogc bdo céo vé mot truong
hop gip phan tng c6 hai sau khi ding thudc gay té lidocain va procain. Theo d6, ngudi
bénh nhap vién vai cac triéu ching chong mat, dau dau, budn nédn, té ludi, tut huyét ap,
nhip cham, mat y thirc. Két qua xét nghiém mau cho thiy ha kali mau (2,53 mmol/L).
Trudc do, bénh nhan duoc thiy cham tai phong kham tu nhan. Cac biéu hién than kinh
xudt hién khoang 10 phut sau khi thiy cham vé6i dung dich bao gém céc loai vitamin,
colagen, lincomycin, cerebrolycsin, procain va lidocain. Bac si nghi ngd bénh nhan bi
ngd doc thude gy té. Phan tng duoc cai thién sau khi bénh nhin duoc truyén nhii dich
lipid 20% theo phéac d6 xu tri ngd doc thudc giy té.

% Noi dung bai
e Gi6i thiéu chung vé ngd doc thudc giy té

Ngo doc thube gay té (local anesthetic systemic toxicity - LAST) 1a phan tng c6 hai
nghiém trong, c6 thé gay tir vong cho bénh nhan. Phan tng nay da duoc ghi nhan nhiéu
trong y van va trong co s& dir li¢u vé bdo céo phan trng c6 hai cia thudc tai Viét Nam
va trén thé gidi. Dya trén phuong phap thong ké str dung dinh nghia ngod doc thube gay
té riéng, nhom nghién ctru cua Simon Dagenaisa va cong sy da ghi nhan 578 trudong
hop nghi ngo ngd doc thude gay té trong tong cong 12.714 bao cdo ADR lién quan dén
tat ca cac thude gay té trong co s di liéu vé bao cao phan tmg c6 hai ctia Co quan Quén
1y Duoc pham va Thuc pham Hoa Ky (FAERS) [1]. Tai Viét Nam, Co s& dir liéu Quéc
gia vé ADR nam 2018 ciing d4 ghi nhan 123 bao céo lién quan dén cac thudc té, trong
d6 nhiéu bénh nhan c6 biéu hién phan tng trén than kinh (chong mait, choang vang, dau
dau, kich dong, lo mo, no61 nham, tay chan qud quang) va tim mach (mach nhanh, tut
huyét 4p, truy tim mach).

Tat ca cac thude gy té déu c6 kha ning giy doc tinh toan than véi ty 16 doc tinh trén
tim mach va than kinh khac nhau. Nguyén nhan dan dén ngo doc thudc giy té bao gom
vO ¥ tiém vao 10ng mach, hap thu tir mo, dung lidu lap lai (thudng tir cac can bo y té
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khac nhau) ma khong can bang voi qué trinh thai trir ctia thude va hap thu khong chu ¥
tir rudt hodc niém mac. pKa, tinh wa lipid va kha ning gan protein gop phan giy ra sy
khac biét vé duoc dong hoc va kha niang giy ngd doc ciia thude. pKa thap thé hién ty 16
thudc & dang khong tai dién cao hon. Cac phan tir khong tai dién c6 thé vuot qua mang
té bao wa lipid dén vi tri dap Gmg (effector site) va khoi phat tac dung nhanh hon. Tinh
wa lipid c6 twong quan véi hiéu luc cta thude. Thude giy té hiéu lyc manh hon gy doc
tinh trén tim do tinh wa lipid cao hon dan dén kha ning xAm nhép qua 16p mang lipid
kép dé gin vao thy thé muc tiéu tot hon. Cubi cing, thube o ai luc gin véi protein cao
hon 1am giam ndng d6 thudc té tir do trong mau, din dén kéo dai thoi gian duy tri tac
dung (bang 1) [2].

e Xir tri va giam thiéu nguy co ngd doc thudc gy té

Nam 2018, Hoi Gay té vung va Giam dau Hoa Ky da cong bo ban cap nhat hudng dan
xtr trf ngd doc thude gay té véi cac diém chinh duoc trinh bay trong bang kiém sau:

Trong thyc hanh 1am sang, can tranh nham 13n giita ngd doc thudc gay té véi phan tng
di Gmg, vi diéu nay c6 thé anh hudng dén qua trinh cip cru bénh nhan. Di Gng thudc
gdy té 12 phan tng c6 hai da duoc ghi nhan nhung rat hiém gap. Tai Trung tim Di Gng
Gay mé Pan Mach (DAAC), trong giai doan tir naim 2004 dén nam 2013, c¢6 409 bénh
nhan nghi ngd di ing trong qua trinh gy mé va phau thuat duoc dwa vao mot nghién
ctru. Trong d6, 162 (40%) bénh nhan di dung mot hodc nhiéu thudc gay té. Nghién ctru
phat hién khong c6 bénh nhan nao c6 phan tng véi test kich thich duéi da vai thude té
nghi ngd trong tong sd 162 bénh nhan néu trén. Nhom tac gia két luan khong c6 bénh
nhan ndo dugc chan doan di ing thudc giy té tai Tai Trung tdm Di Gtng GAy mé Pan
Mach trong giai doan trén va di Gng thudc gay té phai duoc coi 1a rat hiém gip trong
nhom bénh nhan nay [5].

Theo Thong tu s6 51/2017/TT-BYT ngay 29/12/2017 ciia B Y té vé Huéng dan phong,
chan doan va xir tri phan vé [6], can chi ¥ khai thac k¥ tién st di Gmg trude khi tién
hanh giy mé, giy té phau thuat. Mot s6 thudc gay té 1a nhitng hoat chat wa md cé doc
tinh cao. Khi vao co thé, cac thudc ndy c6 thé giy nén tinh trang ngd doc ning, giong
nhu phan vé, c6 thé giy tir vong trong vai phut. Néu xay ra phan tng, can diéu tri cip
ctru bang thudc khang doc (nhii dich lipid) két hop vé6i adrenalin vi khong thé biét dugc
ngay co ché phan tng 14 nguyén nhan ngd doc hay di img. Trong cap ciru ngd doc thudce
gay té, nhil dich lipid 20% tiém tinh mach dwoc dung vé6i lidu nhu sau:

Nguoi 16n: Tong lidu 10 ml/kg, trong d6 bolus 100 ml, tiép theo truyén tinh mach 0,2-
0,5 ml/kg/phut.

Tré em: Téng lidu 10 ml/kg, trong d6 bolus 2 ml/kg, tiép theo truyén tinh mach 0,2-0,5
ml/kg/phut.

Ban tin Thong tin thudc & Dwoc 1am sang Bénh vién San-Nhi tinh Gia Lai | S6 1 -2026



Truong hop ning, nguy kich c6 thé tiém 2 1an bolus cach nhau vai phit.
< Két ludn:

Ngbo doc thude gay té 1a phan Gmg c6 hai nghiém trong va co thé gay tir vong cho bénh
nhan. Tuy nhién, phan tng nay chua dugc cic can bd y té cht ¥ dung mirc. Can bo vy té
tham gia vao qua trinh st dung thudc giy té nén duoc tip huin, cip nhat thong tin
thudng xuyén vé cach sir dung thude gy té hop 1y, an toan, cach phat hién va xir tri ngd
doc thube gy té [7]. Trong truong hop ghi nhan phan Gng c6 hai lién quan dén thude
gay t8, dic biét 1 cac trudng hop nghiém trong, can giri bao cao ngay dén Trung tim
Quéc gia/Khu vuc vé Théng tin thudc va Theo ddi phan tng c6 hai cta thude.
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TY LE PHOI HO'P AMOXICILIN/ACID CLAVULANIC VA CHE PO LIEU CAO
AMOXICILIN TRONG NHI KHOA

1. Tong quan vé amoxicilin/acid clavulanic

Amoxicilin dugc nghién ctru va phat trién tir ampicillin trong nhitng ndm 1970, véi myc
tiéu mé rong phd tic dung cia penicillin trén ca vi khuan Gram duong va Gram am.
Sau d6, acid clavulanic (hay dang mubi clavulanate) ra doi véi cau trac vong B-lactam
turong tu cac khang sinh nhom B-lactamnhung c6 hoat tinh khang sinh thip, trong khi
lai ¢6 kha ning trc ché men B-lactamase sinh ra boi vi khuan. Viée phdi hop amoxicilin
va acid clavulanic gitip mé rong pho tac dung trén cac chung vi khuan c6 kha niang dé
khang v&i penicillin thong qua co ché sinh enzyme B-lactamase®.

1.1. Co ché hoat dpng

Amoxicilin hoat dong bang cach lién két véi protein gan penicillin (PBP) 1A, enzyme
quan trong tham gia qu4 trinh téng hop véach té bao vi khuan. Trong qua trinh tic dung,
vong B-lactam ctia amoxicilin mé ra va acyl hoa vung C-terminal transpeptidase cua
PBP 1A. Lién két khong déao ngugc nay gay bat hoat PBP 1A, {rc ché qua trinh tong
hop peptidoglycan cu tao nén vach té bao, tir d6 1am ting tinh thdm ciia vach té bao vi
khuan, gay ly giai va tiéu diét té bao®°.
Acid clavulanic phat huy tac dung nhu mot chat “trc ché tu hity” bang cach lién két cong
hoa tri véi mot gde serin trong vi tri hoat dong cia B-lactamase, khién enzyme nay tu
tai cAu tric. Sau do, acid clavulanic tiép tuc lién két v6i mot acid amin khéac, lam bat
hoat vinh vién B-lactamase®”.

Str dung acid clavulanic phdi hop gitip (rc ché men phan huy amoxicillin sinh ra boi vi
khuan, tir 46 mé rong pho tac dung ctia amoxicillin.

1.2. Pic diém dwoc dpng hoc/dwoc lyc hoc (PK/PD)

Mot sb dic diém duoc dong hoc ctia amoxicilin va acid clavulanic trén tré em li€én quan
t6i ing dung trong thuc hanh 1am sang dugc tong hop tom tat trong Bang 1.

Bang 1. Duoc dong hoc ctia amoxicilin va acid clavulanic®'?
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Amoxicilin Acid clavulanic

Hap thu - Pudng udng hap thu nhanh - Thai gian dat dinh néng dé:
khang bi anh hudng bgi bira 1- 4 gio
an

- Hap thu thudéc dudng udng
c6 thé cham hon & tré so
sinh va tré < 60 ngay tudi

- Théigian dat dinh néng do: 2

-6 gid

Phan bd - Phan bé tét vao: gan, phoi, - Kha nang thdm vao than
tuyén tién liét, cd bap, dich kinh trung uong kém, ké ca
tiét tai gilra, dich tiét xoang khi cé viém
ham trén, xuong, tdi mat, - Tylégan protein: 25%
mat, dich cd trudng va dich
khdp

- Khanangthamkém vaodich
nao tuy (tri khi c6 viém)
- Ty lé gan protein: ~20%

Thai trir - Thdoi gian ban thai: 5,2 = 1,9 - Thdi gian ban thai: 0.81 =
gid (tré sd sinh 25 - 42 tuan, 0.04 gid (tré = 2 tudiva < 14
PNA =< S ngay) tudi)
- Thai trir qua nudc tiéu (60% - Thai trlr qua nudc tiéu (25%
& dang con hoat tinh, thap - 40% & dang con hoat tinh)

haon &' tré so sinh)

Amoxicilin ¢6 pho tac dung trén ca vi khuan gram duong va gram am, bao gdm Listeria
monocytogenes, Haemophilus influenzae, Moraxella catarrhalis, Corynebacterium
diphtheria, Escherichia coli va Klebsiella pneumoniae. Ngoai ra, amoxicilin con ¢ tac
dung trén cac wvi khuén thudc ho Streptococcus, Enterococcus, Salmonella,
Shigella va Borrelia. Viéc phdi hop thém acid clavulanic gilp mé rong pho tac dung
trén cic vi khuan sinh B-lactamase nhu Staphylococcus — aureus nhay
methicillin, Neisseria spp., Proteus spp., Pasteurella  multocida, =~ Capnocytophaga

canimorsus va mot s0 chung vi khuan khac!"-12,

Tuong tu cac khang sinh B-lactam khéac, dé toi wu héa ché d6 liéu amoxicilin/acid
clavulanic dya trén PK/PD, can tbi vu thoi gian thude & dang tu do trén néng do e ché
t6i thiéu (fT/MIC)6. Theo cac nghién ciru, dich muc tiéu fT/MIC cua amoxicilin/acid
clavulanic dé dat duoc hiéu qua diét khuén 1a > 40% tGi 50%°.
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Hinh 1. Phén nhém khang sinh theo PK/PD'3
2. Cac ty 1€ phi")i hop amoxicilin/acid clavulanic

Ty 1€ phéi hop amoxicilin/acid clavulanic dau tién 1a ty 1€ 2:1 va 4:1, vo1 mot lugng
nho acid clavulanic duoc bd sung dé trc ché B-lactamase'®. Sau do, ty 1& 7:1 dugc phat
trién, chu yéu v6i muc dich han ché tac dung khong mong muén cua acid clavulanic.
Hién tai, ché pham amoxicilin/acid clavulanic ty 1& 8:1, 14:1 va 16:1 da duoc san xuat
va cap phép sir dung?®.

Lidu dung cia ché pham amoxicilin/acid clavulanic dugc khuyén céo theo lidu
amoxicilin, vi vy can luu ¥ trong qua trinh tinh toan lidu dé tranh nham 14n.

Goi y vé ché do liéu va ché pham tuong tng trong mot sb chi dinh trén 1m sang duoc
téng hop trong Bang 2'°.
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Ché dé ligu Dang phdi Chi dinh
hop
Liéu théng thuong 7:1 Viém tai ngoai
(Standard) Viém hach bach huyét
(40-45 mg/kg/ngay, q12h)* Nhiém khuan rang miéng
Ap xe quanh amidan, hong hoac sau hong
Nhiém khuén 6 bung
Nhiém khuan da, mé mém
Liéu cao (High) 14:1 hoac | Viémtaigi(ra cap
(80 - 90 mg/kg/ngay, q12h)* 16:1 Viém xuong chiim
Viém xoang
Viém phdi do hit sac
Viém phéi mac phai tai cong dong
Viém mé té bao hdc méat va quanh hdc mat
Liéu ty L& thap (Low-Ratio) 4:1 Hoi chimg tang sinh vi khuén rudt non
(30 - 40 mg/kg/ngay, g8h)* (SIBO)
Nhiém khuan tiét niéu

*Liéu theo Amoxicilin, khuyén cdo trén tré > 3 thang, chirc ndng thdn binh thurong

Liéu acid clavulanic duoc khuyén cdo < 10m/kg/ngdy dé han ché tac dung khong mong
mudn trén dudng tiéu hoa®. Nghién ciru cho thay sir dung amoxicilin phdi hop véi acid
clavulanic 1am ting nguy co gip tic dung khong mong mudn trén tidu hoa (dic biét 1a
tiéu chay), phan tng bat loi trén gan va hé tao mau so voi amoxicilin don doc'S.

3. Ché d liéu cao amoxicilin trong nhi khoa

Ché d6 liéu cao amoxicilin (90 mg/kg/ngdy, q12h) duoc khuyén cdo lan dau trong
Huéng dan diéu tri viém miii xoang cap do vi khuan (ABRS) cua Hiép hoi Bénh truyén
nhiém Hoa Ky (2012), do su gia tang tinh trang dé khang ciia S. pneumoniae — mot
trong nhitng cin nguyén gy bénh phd bién duoc phan 1ap'7.

Co ché d¢ khang ciia S. pneumoniae dya trén viéc bién doi cac PBP nhu pbpla, pbp2x,
pbp2b gy giam ai lyc gan véi B-lactam. Piéu nay tao ra tinh trang khang thudc & cac
mitc 46 khac nhau, trong d6 amoxicillin bi khang & mirc d6 trung gian, c6 thé khic phuc
bang cach ting nong do khang sinh diéu trj'®.

Ché d6 liéu cao ctia amoxicilin/acid clavulanic mé rong kha ning bao phii 1én cac ching
vi khuan c¢6 MIC cao (giam nhay cam khang sinh hodc dé khang trung gian). Dit lidu tir
nghién ctru trén ngudi 16n cho thdy ché do liéu cao (2000mg amoxicilin/lan, q12h) cho
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thiy kha ning dat dich PK/PD d6i v6i cac chung vi khuan c6 MIC penicillin va
amoxicillin cao. P6i v6i cac cin nguyén giy bénh c6 MIC amoxicillin 13 4mg/L,
amoxicillin/acid clavulanic dat duoc T/MIC trung binh 14 49%, ngoai ra d6i v6i cac cin
nguyén c6 MIC la 8mg/mL thi T/MIC trung binh dat 35% 1°.

Céc khuyén céo diéu tri st dung ché do liéu cao amoxicilin dugc tong hop trong Bang
3. Trong cac trudng hop diéu trj theo ché do liéu cao amoxicilin, cAn uu tién lya chon
cac ché pham co ty 16 két hop 14:1 hodc 16:1 dé han ché phan tng bt loi do acid

clavulanic.

Bang 3. Khuyén cao sir dung amoxicilin li€u cao

Chi dinh Nguoén Khuyén cao
Viém tai gitra cap?® Hoi Nhi Khang sinh dau tay
khoa Viét | Amoxicilin (90 mg/kg/ngay, khéng qua 3g/ngay)
Nam -
Hoac

Amoxicilin/acid clavulanate (30mg
amoxicilin/kg/ngay, khong qua 3g amoxicillin/ngay
va 10mg acid clavulanic/kg/ngay)

Viém tai gitra cap 2’ AAP Diéu tri khoi dau (khuyén cao uu tién)
Amoxicilin (80 — 90 mg/kg/ngay, q12h)

Hoac

Amoxicilin/acid clavulanate (30mg
amoxicilin/kg/ngay, q12h)

Diéu tri sau 48-72 gi®’ hoac that bai voi diéu tri
khd&'i ddu (khuyén cao wu tién)

Amoxicilin/acid clavulanate (30mg
amoxicilin/kg/ngay, q12h)

Viém mui xoang cap' | IDSA Diéu tri khoi dau

90 mg amoxicilin/kg/ngay, q12h

Khuyén cao cho tré em &' vung co ty lé can nguyén do
S. pneumoniae = 10%, nhiém khuan nang, sét= 39
dé C, tré < 2 tubi, da nhap vién tru'éc do, tién s’ dung
khang sinh trong vong 30 ngay tru'd’c do, ngudi bénh
suy giam mién dich.

Viém phéi cong dong | UptoDate | Diéu tri wu tién cac truedng hop do vi khuan dién
(diéu tri ngoai tru)* hinh

90 mg amoxicilin/kg/ngay, q8-12h

Khuyén cdo cho tré = 6 thang tudi, ap dung cho ca
tré co phan u'ng di ung nhe voi penicillin va khéng co
d&u hiéu cua phén u'ng qua trung gian IgE
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AAP: Hiép hoi Nhi khoa Hoa Ky (American Academy of Pediatrics)
IDSA: Hiép hoi Bénh truyén nhiém Hoa Ky
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