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MHRA: PREGABALIN VA NHUNG PHAT HIEN
TRONG NGHIEN CUU VE RUI RO TRONG
THAI KY™

Mot nghién ciru gan day da
chi ra ring viéc st dung
Pregabalin trong qué trinh
thai ky c6 thé 1am ting nhe
nguy co di tit bam sinh
nghiém trong. Trong qua trinh
diéu tri bénh nhan nén tiép tuc
su dung cac bién phap tranh
thai va tranh st dung thudc
trong thoi ky mang thai trir
khi thyuc su can thiét.

LOI KHUYEN CHO

NHAN VIEN Y TE:

Mot nghién ctru quan sat
trén 2.700 thai ky st dung
Pregabalin cho thdy viéc st
dung nay trong tam ca nguyét
thir nhat c6 lién quan t6i viéc
ting nhe nguy co mic di tat
bam sinh nang so voi viéc
khong st dung thudc dong
kinh hoac sur dung thubc
Lamotrigine  hay  thudc
Duloxetine.

Tiép tuc tw vin cho bénh
nhan vé:

- Nhitng nguy co tiém an cua
Pregabalin d6i v6i thai nhi.

- Su can thiét st dung bién
phép tranh thai hiéu qua trong
sudt qua trinh diéu tri.
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- Tiép tuc tranh st dung
Pregabalin trong sudt thai ky
trr khi that su can thiét va chi
khi lgi ich 16n hon nguy co
tiém an cho thai nhi. Can dam
bao bénh nhan that sy hiéu vé
lo1 ich, nguy co, céac lya chon
thay thé va bénh nhan c6
quyén quyét dinh.

- Khuyén bénh nhan co ké
hoach hodc dang mang thai
dat hen voi dé trao ddi vé tinh
hinh stc khoé va cac thudc
dang su dung.

Trong truong ho’p lgi ich
cao hon nguy co, cin thiét
st dung Pregabalin trong
thai ky can:

- Str dung liéu tdi thiéu co
hiéu qua

- Can béo cdo tat ca phan ung
c6 hai nghi ngd do thude bao
gdm anh hudng 18n thai nhi.



HSA: AMOXICILLIN VA NGUY CO VIEM
MANG NAO VO KHUAN?!

Amoxicillin 1a loai khang
sinh beta-lactam phd hep
dugc dang ky luu hanh tai

Singapore tir nim 1998 nham
diéu trj cac bénh nhiém trung
do vi khuin thuong xay ra
nhu: nhiém tring dudng ho
hép, sinh duc, da va mo mém.
Thubc ¢6 dang don chét hodc
két hop voi clavulanate, mot
chat trc ché Beta-lactamase.

Day la tinh trang viém mang
ndo va tuy sébng ma khong co
nguyén nhan 1y nhiém. Mot
s6 thude duge xem 1a nguyén
nhan tiém an gy viém mang
ndo vo khuan: thudc khang
viém khong steroid (NSAID),
globulin duong tiém tinh
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mach va khang sinh, bao gdm
amoxicillin. Ngoai ra con
nguyén nhan khac nhu: ung
thu, bénh ty mién (vi du:
lupus ban d6 hé théng, viém
khop dang thip) va nguyén
nhan khac do diéu tri gy ra
nhu bién chimg choc &ng
sdng thit lung hodc cac phan
g c6 hai cta thudc tiém tiy
song.

Trong tai liéu y van dugc
cong bd rat hiém truong hop
viém mang ndo vo khuan lién
quan dén viéc sir dung cac san
pham c6 chira Amoxicillin.
Thong thuong bénh nhén co
biéu hién sét va dau dau tién
trién vai gio cho dén bay ngay
sau khi sir dung Amoxicillin.
Mot sb truong hop ciling gap
ching s¢ anh sang, cing do,
hon mé, dau co va tinh trang
kho chiu chung. Pang chu y,



hau hét cac truong hop déu
cho théy su hoi phuc tich cuc
sau 2-3 dot viém mang nao vo
khuén do Amoxicillin. Cac
phat hién trong dich ndo tuy
(CFS) dién hinh bao gdm ting
bach ciu (bach ciu lympho
hodc bach cau trung tinh),
trong mot sd trudng hop kém
protein tang cao va glucose &
murc binh thuong (khong nhu
truong hop viém mang nao do
vi khuin nong do glucose
thap). Khi nuoi ciy dich nio
tuy ludn am tinh.

Viéc chin doan viém mang
nio v6 khuan do Amoxicillin
thuong dya trén méi lién hé
giita thoi gian udng thudc va
khoi phat triéu ching, tang
bach cau trong dich ndo tuy,
xét nghiém vi sinh am tinh va
kha nang cai thién tri€u chiing
nhanh, thuong trong khoang
vai ngay sau khi ngimg thude.
Vi day la chan doan loai trtr,
viéc xem xét ki ludng lich su
dung thudc hd trg viéc chan
doadn viéem mang ndo VO
khuan do Amoxicillin sau khi
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loai tror nguyén nhan viém
mang nio vo khuan do nhiém
khudn hodc céc bénh lién
quan (chi yéu 13 ung thu va
roi loan ty mién dich).

Nam 2021, Bo y té Canada da
xem xét nguy co tiém an cua
bénh viém mang ndo voO
khuan ¢ nhimg bénh nhéin
duogc diéu tri bang cac san
pham c6 chira Amoxicillin va
da dua ra két luan rang co thé
c6 mbi quan hé giira viéc st
dung cac thudc co6 chua
Amoxicillin va nguy co viém
mang no vo khuan. Panh gia
nay cling xem xét nhiing
truong hop viém mang néo vo
khuan do Amoxicillin trong
va ngoai nudc cling nhu
nhitng nghién ctru tai qudc gia
khac dugc bao cdo ngudn dir
liéu WHO cho thdy mdi lién
hé gitra viém mang ndo vo
khuin va viéc s dung
Amoxicillin.

KHUYEN CAO CUA HSA|
Viém mang nio vo khuan do
Amoxicillin 1a mot AE hiém



gip nhung co thé hdi phuc va
c6 thé kiém soat bang viéc
ngung st dung thudc. Vi vay,
viéc nhan biét AE mot cach
nhanh chéng co thé ngin
nglra viéc phai tién hanh quy
trinh chan doan xam l4n va
kéo dai diéu tri cling nhu kha
nang cac dot tai phat lién quan
vigc st dung Amoxicillin.
Nhan vién y t& nén xem xét
khd ndng xay ra AE nay &
nhtrng bénh nhan dugc ké don
cic san pham c6 chua
Amoxicillin bi viém mang
ndo sau khi loai trr cac
nguyén nhan do nhiém khuan
hodc cac bénh lién quan.
ISMP  (CANADA):
TANG NGUY CO
NHIEM POQC
METHOTREXATE O
BENH NHAN MAC
BENH THAN GIAI
POAN CUOI B

Bénh than man tinh do suy
giam chic nang than anh
hudng dén khoang 3% dan s6
Canada. Bénh than man giai
doan cudi, thuong dan dén
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can loc mau hoic ghép than,
c6 thé 12 hau qua cta suy giam
chtrc nang than tién trién nang
hon. Nhiéu loai thudc nén
tranh hoic ké don voi lidu
thip hon cho bénh nhéan suy
giam chire ning than dé ngan
ngura doc tinh. Viéc ké don co
thé phuc tap hon do dung
nhiéu loai thudc va cac bénh
dé)ng mac, Chéng han nhu rdi
loan chirc nang gan. Ban tin
nay mé ta cac phat hién tur 2
bién ¢ ¢ hai lién quan dén
bénh nhin dugc ké don
Methotrexate trong khi dang
duoc loc mau.

BIEN CO
Bién cé thir nhat: Mot bénh
nhan dang dugc tham phan
phdc mac (loc mang bung) bi
bung phét réi loan viém va
Mot bac si chuyén khoa co
xuong khép da ké don
Methotrexate dé diéu tri.
Methotrexate da khong duoc



nhap vao hd so bénh 4n dién
tor (EMR) cua bénh nhén, va
b6 phan loc mang bung khdng
dugc théng tin rang thudc da
duoc bat dau st dung. Trudc
khi cap phat don thudc, duoc
s cong ddng, ngudi biét vé
tinh trang than caa bénh nhan,
da lién hé voi bac si chuyén
khoa xuwong khép dé nghi
giam liéu Methotrexate; béac
sT di ddéng y vai viéc giam
lidu methotrexate trén bénh
nhan nay. Tuy nhién, lidu
lugng methotrexate van qua
cao va bénh nhan phai nhap
vién vi bi giam céc dong té
bao mau va viém niém mac.
Bién c6 thi 2: Mot bénh
nhan dang dugc chay than
nhén tao da tr vong ngay sau
khi bat dau sa dung
Methotrexate. Nguyén nhan
tr vong cia bénh nhan dugc
cho 1a nhidm khuan vi giam
cac dong té bao mau do
Methotrexate.
BOI CANH

Tham phan phic mac hoic
chay than nhéan tao thuong
duogc thuc hién ¢ nhitng bénh
nhan bi bénh than giai doan
cudi. Bénh nhan dang loc mau
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duoc hd tro bai cac bo phan
cham séc lién nganh chuyén
biét, c6 chuyén mén sau. Vi
don vi loc méau cung cip
huéng dan cho bénh nhan vé
quan ly céc thudc dang sir
dung, nén viéc bénh nhan (va
cac nhan vién y té) thong bao
cho don vi loc mau bét cu khi
nao cé thay d6i doi véi phéac
dd diéu tri, dac biét 1a khi
théem mot loai thudc méi 1a vo
cung quan trong.

Methotrexate 1a thudc chéng
ung thu va e ché mién dich.
Thude nay duoc chi dinh dé
didu tri mot s6 bénh ung thu
nhat dinh va nhu mot loai
thuéc diéu bién mién dich
(DMARD) dé diéu tri cc rbi
loan viém khop; do6i  khi
Methotrexate dugc su dung
V6i chi dinh ngoai nhin dé
diéu tri cac rdi loan khac lién
quan dén hé théng mién dich.
Methotrexate thai trir chinh
qua than, do d6 can hiéu chinh
lidu di voi bénh nhan bi suy
giam chic nang than. Tich
lity Methotrexate trong co thé
c6 lién quan dén gia ting ty 18
cac phan ttng c6 hai nhu viém
niém mac, viém miéng, ton



thuong gan, va cac anh huong
vé huyét hoc, bao gom thiéu
mau, giam tiéu cau, thiéu méu
bat san va ¢ ché tiy xuong.
BAN LUAN
Phén tich 2 sy c6 trén di xac
dinh mot sb yéu té gop phan
din dén viéc st dung
Methotrexate khéng hop ly
trén bénh nhan dang dugc loc
mau. Cac can bo y té co thé
gap phai cac van dé twong tu
khi ké don céc loai thubc can
hiéu chinh liéu khac cho
bénh nhan bi suy giam chuc
nang than.
* Nhirng thach thirc trong
lién lac thong tin gilra
cacnhan viény té dang
chiam séc bénh nhan
Trong ca hai truong hop,
bénh nhin duoc ké don
Methotrexate khi dang duoc
loc mau. Nguoi ké don da
khéng lién lac véi bac si than
hoc hoac don vi loc mau cua
bénh nhan truéc khi bat dau
diéu tri bang loai thudc co
nguy co cao nay. Trong su ¢b
dau tién, duoc si cong dong
da nhan ra nguy co doc tinh
lién quan dén rdi loan chuc
nang than va dé nghi vai bac
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si thap khép da ké don vé viéc
thay ddi liéu luong cho bénh
nhan; tuy nhién don vi tham
phan phic mac di khong tiép
nhan dugc thong tin do.
Trong su ¢ thi hai, khong ro
liéu duoc si cong ddng cap
phat Methotrexate c6 biét
rang bénh nhan dang duoc loc
mau hay khdng. Mot cudc
khao sat ¢ Canada do mot
phong kham than thuc hién
cho thay hon 2/3 dugc si cong
ddéng khéng biét rang bénh
nhén cua phong khadm than
dén nha thudc cua ho.

« Thiéu hiéu biét vé hiéu
chinh lidu Methotrexate
trén bénh nhan suy giam
chirc nang than

Trong ca hai truong hop, cac
can bo y té co thé khong nhan
ra rang Methotrexate dugc
chdng chi dinh hoic can diéu
chinh liéu khi st dungcho
bénh nhan mac bénh than giai
doan cubi. Vi duy, theo cac
chuyén khao vé san pham cua
Canada, Methotrexate duocC
chdng chi dinh cho bénh nhan
suy than ning bao gom bénh
than giai doan cudi c6 hoic
khong chay than. Tuy nhién,



vao thoi diém xay ra su cd,
c4c ngudn thong tin khac da
dua ra nhirng canh bao khéng
ré rang hoac khong néu bat
Methotrexate nhu mot loai
thudc can than trong di véi
bénh nhan dang loc mau.

Phan mém duoc thiét ké dé
kiém tra twong tic thudc -
bénh khdng c6 mat trong tat
ca cac hé thong va co thé
khong duoc s dung nhat
quan. Nguoi dung (ca nguoi
ké don va dugc si) thuong
dia vao bénh nhan dé théng
bao vé tinh trang y té, di ung
va danh sach thudc cua bénh
nhan. C6 co hoi dé cai tién
viéc str dung cdng nghé dé hd
trg truyén théng thong tin vé
thudc.

Trong su c6 dau tién, don
thuéc Methotrexate khong
duoc dua vao EMR. Do do,
phan mém kiém tra tuong tac
s& khdng thé tao ra canh béo
tuong tac thudc & loai thudc
nay.
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KHUYEN NGHI

« Pi v4i bénh nhan bi bénh
than giai doan cudi:

- Thuong xuyén xem xeét lai
cac loai thuéc cua ho, dac biét
khi bat dau sir dung mot loai
thudc méi.

- Ghi lai tat ca cac thay d6i vé
thudc trong bénh an / ho so
thudc cua bénh nhan va EMR.
- Xé&c nhan su phu hop cua bt
ky loai thuéc méi ndo véi bac
si hodc dugc si chuyén khoa
than.

- Chia sé danh séach thuéc cap
nhat vai tat ca cac can bo y té
dang cham soc bénh nhan.

- Khi xem xét mot loai thudc
ma&i cho bénh nhan bi bénh
than giai doan cudi (dic biét
1a thudc c6 nguy co cao), hiy
xac minh tinh phu hgp cua
thudc d6 va / hoac su can thiét
phai hiéu chinh liéu véi bod
phan phu trach loc mau cua
bénh nhan trudc khi ké don
thudc.

- Ghi thdng tin vé chiic ning
than cua bénh nhan trén don
thudc.



- Khi ké don methotrexate,
hay Iap mot ban ké hoach theo
dai doc tinh trén than, nhiém
doc gan va suy tay.

- Can nhéc cac co hdi dé hd
tro cai thién van dé trao doi
thong tin gitra cac can bo y té
dang cham s6c bénh nhan,
bao gom ca dugc si cong
ddng.

- Yéu ciu bénh nhan bj bénh
than giai doan cudi, bat ké
dang ¢ tinh trang loc mau hay
khéng, can:

+ Thdng béo tinh trang y té
nay khi tim cach diéu tri tir
bac si ngoai don vi diéu tri
bénhthan/loc mau.

+ Lién h¢ véi don vi diéu trj
bénh than/loc mau trudc khi
st dung mat loai thubc mai.

« Chuan héa quy trinh nhap
don thuéc méi dé dam bao
rang bénh nhan dugc hoi vé
nhiing thay ddi trong suc
khoe cua ho, bao gdom ca
nhitng thay doi trong chuc
nang than.
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« Bat hoic diéu chinh chic
nang kiém tra twong tac thudc
- bénh trong hé théng phan
mém duoc.

« D6i voi bat ky bénh nhan
nao ¢ hd so thubc goi ¥ bénh
than, hdy hoi vé chirc ning
than cua ho bt cr khi ndo ho
mua don thubéc. Thong
thuong, bénh nhan bi bénh
than giai doan cudi dang ding
cac chit bd sung nhu chat
tuong tu vitamin D (nhu
calcitriol, alphacalcidol), sit,
chat két dinh phosphat (nhu
canxi), erythropoietin va
vitamin.

* Xac dinh bénh nhéan cé nguy
co mac bénh than (nhunguoi
bi tang huyét p hoic dai thao
duong) va dinh ky hoi vé
chuc nang than cua trén
nhitng d6i tugng nay.

« Két hop danh sach tong hop
cac chan doan y khoa va
phuong thuc diéu tri (vi du:
“bénh than man tinh” va “loc
mau”) trong danh sach lua
chon cho céc tinh trang bénh.
» Tham khao tai liéu chuyén
khoa dé biét thong tin tong



hop vé cac bénh phd bién,
ching han nhu bénh than man
tinh, cho phép phan loai cac
mac d6 dé chi ra mac do
nghiém trong cua tuong tac
véi mot sb loai thubc nhét
dinh (twong tu nhu xép hang
nguy co nhe, trung binh va
nghiém trong trong hé théng
kKiém tra tuong tac thudc -
thudc).

Cic nha thong tin thudc

« Dé hd tro cac can bo y té,
can tdi wu hoa thong tin dugc
trinh bay trong cac nguon
thong tin vé thudc (nhu
chuyén khao vé san pham, tai
liéu tham khao vé liéu luong
thuéc chuyén khoa cho than)
dé st dung thudc an toan &
ngudi suy than.

Tai liéu tham khao

KET LUAN
Viéc hiéu chinh liéu thubc
phu hop ¢ bénh nhan suy
giam chtrc ning than tiép tuc
1a mot thach thire. Cac két qua
phan tich dugc mé ta trong
ban tin ndy nhan manh sy can
thiét phai tham khao y kién tir
cac ngudn chinh (nhu bac si,
dugc si chuyén khoa than,
danh sach céc loai thudc can
tranh trong bénh than giai
doan cudi va loc méu) va tam
guan trong cua viéc trao doi
thong tin giira cac can bo y té
va nguoi bénh. Viéc tang
cuong sir dung su hd tro va
céc chirc nang trong hé théng
phan mém (vi duy, tai céc
phong kham va nha thubc) co
thé hd trg xac dinh céac loai
thudc chdng chi dinh hozc can
hiéu chinh liéu cho bénh nhan
méc bénh than giai doan cudi.

1.https://www.gov.uk/drug-safety-update/pregabalin - lyrica -
findings-of-safety-study-on-risks-during-pregnancy.
2.https://www.hsa.gov.sg/announcements/safetyalert/amoxicillin -

and-risk-of-aseptic-meningitis.

3.http://canhgiacduoc.org.vn/CanhGiacDuoc/DiemTin/2157/ISMP
-Canada-tang-nguy-co-nhiem-doc-methotrexate-o-benh-nhan-

mac-benh-than-giai-doan-cuoi.htm.
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THEO Dbl Nbueaé TRI uEu

i sAo a l(l-ll NAO?

(o)

e Cic chién lugc theo d&i néng dd tri liéu cha thubc (Therapeutic drug
monitoring - TDM) nham t8i wu héa liu lvgng vancomycin [a chi dé cla
nhiéu nghién ctu, bdo cdo tdng quan va huéng dan qudc té. Nhiéu bang
chirng nhat quan d3 dwoc cling c6 qua nhiéu ndm cho thay, viéc ca nhan hda
lieu dung dya trén TDM c6 thé cai thién tinh an toan clia vancomycin va hiéu
qud thudc khi so sanh véi chién lwoc litu c6 dinh hodc diéu chinh liéu
vancomycin theo kinh nghiém !, Nghién ciru téng quan hé théng va phan tich
g6p cla Zhi-Kang Ye va cong su ndm 2013 cho thay, nhém thuc hién TDM dat
ti 1& hiéu qua 1dm sang cao hon cé y nghia so véi nhdm khéng thuc hién TDM
(OR = 2.62, 95%Cl 1.34-5.11 P = 0.005). Phan tich duédi nhém ciling cho thay
nhém thuc hién TDM dat ti 1é hiéu qua 1am sang cao hon cd y nghia trong c3
nghién ctru thuan tap dudi nhém (OR = 3.04, 95%Cl 1.34—6.90) va ca & dan s6
chau A duéi nhém (OR = 3.04, 95%Cl 1.34-6.90) 181,

T

Vao ndm 2013, mot phan tich téng hop cha 15 nghién clru quan sat da ching
minh rang néng do6 day clia vancomycin > 15 mg/L 6 lién quan véi tang nguy
co déc than (OR, 2.67; 95% Cl, 1.95-3.65) VL.

Nhat quan v&i nghién ctru trén, mét phan tich tng hgp ndm 2019 gém 8
nghién clru quan sat da xac dinh rang AUC24 thap hon khodng 650 mg.h/L cé
lien quan dén viéc gidm nguy co tén thuong than cap tinh (OR, 0.36;95% Cl,
0.23-0.56) 12,

Mét s& nghién ctru in vitro chirng minh liéu thap kéo dai clia vancomycin vdi
AUC/MIC < 250 cé lién quan dén sy phat trién dé khang cla céc ching S.
aureus nhém Il khdng cé gen didu hoa agr (accessory gene regulator), tuy
nhién lidu 750mg hodc 1g tuong (ng véity s6 AUC/MIC 1a 382 hodc 510 khéng
cho thay sy thay d6i trong tinh khang cta chlng tu cdu nay. Dt liéu nay cling
chi ra kha nang tao chling dét bién do dung lidu thap kéo dai vancomycin [,
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ETA rong nhitng ndm qua, vancomycin la
\ Tﬂ mot trong nhiing khang sinh da dugc
A nghién ctru nhiéu nhat. Cac nghién

cuu dugc dong hoc md rong trén quan
thé bénh nhan da dang va su san ¢ cua cac thir nghiém thudc
thwong mai dd cho phép cac bac si 1am sang nhim dén muc tiéu
nong do vancomycin huyét thanh chinh xac trong mot khoang
turong d6i hep. Cach tiép cin nay da duoc 1 ung ho dé giam nguy co
gay doc cho than va doc tai va dé dat duoc nong do dleu tri. Tuy
nhién, can luu y rang viéc theo doi va diéu chinh nong do huyét
thanh vancomycin thu’ong quy da 1a chu dé tranh luan gay git trong
nhiéu nam. Cudc tranh cai bat ngudn tir cac bang chiig mau thuan
cho viéc sir dung ndng d6 vancomycin trong huyét thanh dé du doan
va ngan ngura doc tinh va nhu mét thude do hiéu qua trong diéu tri
nhiém trung. Hon nita, dir liéu thu dugce tir cac nghién ciru gan day
hon xuét hién goi ¥ rang vancomycin it ¢6 kha nang gay doc than
hoac doc tinh trén tai khi sur dung & lidu lugng thong thuong (vi du:
Ig mdi 12 gio [15 mg/kg moi 12 gio]), trir khi n6 dugc su dung
dong thoi voi cac loai thubc gy doc cho than da biét hodc véi lidu
luong rat cao Bl. Nam 2009, Huéng dan dong thuan trong theo ddi
diéu tri ciia vancomycin cho bénh nhan nguoi 16n tai Hoa Ky da
dugc ban hanh lan dau tién dudi su phodi hop cua Hiép hoi Dugc si
Y té Hoa Ky (ASHP), Hiép hoi Bénh truyen nhiém Hoa Ky (IDSA)
va Hi€p hoi Duoc si vé cac bénh truyen nhiém (SIDP). M¢i day,
Bén dong thuan sira d6i nam 2020 bd sung su tham gia ctia Hiép
hoi bénh truyén nhiém nhi khoa (PIDS) d duoc cong bd trén co s&
cap nhat, danh gia cac dir liéu khoa hoc hién c6 va céc tranh cai lién
quan dén viéc su dung vancomycin va theo doi néng dd thude, dic
biét trén bénh nhan nhiém MRSA nang.
Pon vi thong tin thudc — T6 duge 14m sang xin diém qua mot sb
khuyén céo vé cac truong hop can thyc hién TDM vancomycin nhu
Sau:
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Bénh nhan
nhiém MRSA

Bénh nhan
khéng MRSA :
Theo doi
vancomycin
duoc khuyén
cdo cho tat ca
cac trwong hop

\ sau (B-Il)

D6i twong dac
biét

N\
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~ « Bénh nhan nghi ngd hay chan doan xac dinh nhiém

khuan nang do MRSA (bao gdbm nhuwng khong gidi han:
nhiém khuan huyét, viém ndi tdm mac nhiém khuan,
viém phdi, viém tly xwong va viém mang n3o): can dat
muc tiéu AUC/MIC BMD Ila 400 dén 600 (véi gia dinh
MIC BMD vancomycin la 1 mg/L). (Mic khuyén cdo A —
Mrc bing ching 11) 14,

e Bénh nhan nhidm MRSA khong xam 1an (g6m nhiém
khuan da, mé mém ) hodc cic bénh nhiém khuin
khac: Khong cé dl bing chirng dé dwa ra cac khuyén
cdo Ve viéc nén sir dung theo ddi vancomycin néng dé
day hay AUC cho nhitng bénh nhan dang dung

/ vancomycin [,

*Bénh nhan cé nguy co cao gap doc tinh trén

than, VD: bénh nhan nang dang diéu tri
dong thoi cac thube cé doc tinh trén than 41,
eBénh nhan cé chirc ning than khéng én
dinh: suy gidm hodc tdng thanh thai than 1,
eBénh nhan diéu tri kéo dai (hon 3 dén 5
ngay) (4.

* Bénh nhan béo phi: Nén theo ddi sém va thudng xuyén gia tri AUC dé
hiéu chinh liéu, d&c biét khi liéu kinh nghiém vuwot qua 4.000 mg/ngay
(A-11) 11,
e Bénh nhan dung thém cac thudc gay doc cho tai, ching han nhu
aminoglycoside: Theo ddi ndng d6 thudc cé thé quan trong (B-111) B,
e Tréem:
eNén theo d&i sém ndng dd khi liéu vwot qua 2.000 dén 3.000
mg/ngay (A-IlI) 4,

 Theo ddi ndng do thudc cé thé bit dau trong vong 24 dén 48 gior didu
tri bang vancomycin di véi nhiém tring MRSA ning & tré em, tuong
ty & ngudi 1én (B-111) 141,

*Tré em béo phi: Cac khuyén cdo cu thé dé theo ddi diéu tri & tré em
khéng béo phi ciing cé thé ap dung cho tré béo phi (B-I1) 4,



Tai liéu tham khao
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Quy¢et dinh s6 708/QD-BYT ngay 02/3/2015”, tr.37-38.
2. Aljefri DM et al (2019), “Vancomycin area under the curve and
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Pharmacists”, Am J Health Syst Pharm, 66(1), pp. 82-98.

4. Michael J. Rybak et al (2020), “Therapeutic monitoring of
vancomycin for serious methicillin-resistant Staphylococcus
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American Society of Health-System Pharmacists, the Infectious
Diseases Society of America, the Pediatric Infectious Diseases
Society, and the Society of Infectious Diseases Pharmacists”, Am J
Health-Syst Pharm., 77 (11), pp. 854-855.
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infectives Committee of the International Association of
Therapeutic Drug Monitoring and Clinical Toxicology”, Ther Drug
Monit, 44(1), pp. 121-132.

7. S Jvan Hal et al (2013), “Systematic review and metaanalysis of
vancomycin-induced nephrotoxicity associated with dosing
schedules that maintain troughs between 15 and 20 milligrams per
liter”, Antimicrob Agents Chemother, 57 (2), pp. 734-744.
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ONE, 8(10), pp. e77169.
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NHUNG DIEM CHINH TRONG
CHUONG TRiNH
QUANLY SU DUNG I(HANG SINH
TAI BENH VIEN

Khéng thuéc khang sinh da tré thanh thuc
trang ddng bdo déng trén cidu. O nudc ta, viéc
mua béan st dung thuéc khéng cé don dién ra phé
bién va la nguyén nhéan chinh. Bén canh dé van
con tinh trang bac sy ké don thuéc khéng hop 1y,
vi khudn khédng thuéc tir ngudi ndy sang nguoi
khac hoac tir vat nuoi qua nguoi.

Trwoéc tinh hinh dé, ngay 31 /12/2020, B6 Y té
da ban hanh Quyét dinh sé 5631 hudéng dan
viéc trién khai chwong trinh quan 1y sir dung
khang sinh tai bénh vién, néu ro muc dich, yéu
cau, nhiém vu va cach thirc trién khai thuc hién
tai bénh vién.
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Muc dich cta chwong trinh quan ly sitr dung kha

- Nang cao hiéu qua diéu tri bénh nhiém trung.
-bam bao an toan, giam thiéu cac yéu té bat loi cho nguoi bénh.
-Gidm kha nang xudt hién dé khang cta vi sinh vat gy bénh.
-Giam chi phi nhung khéng anh hudng téi chat luong diéu tri.
-Thiic ddy chinh séch sir dung k@g sinh an toan, hop ly.

Yéu cau ‘

1. Thanh lap Ban quan ly sir dung khéng sinh va xéc dinh duoc
vai tro, chirc nang, nhiém vu ctia moi thanh vién trong Ban.

2. Xay dung ké hoach hoat dong dinh ky hodac dot xuat va
trién khai thye hién cdc hoat déng quan ly sir dung khang sinh
trong bénh vién theo ké hoach da xay dung.

3. Kiém tra, gidm sat va ti€n hanh céc can thiép.

4. Panh gi4, téng két va bdo cdo két qua sir dung khang sinh
va mirc dd dé khang cua vi sinh véat gay bénh tai bénh vié

06 nhiém vu cot 1oi

-Thanh 1ap Ban quan ly sttr dung khéng sinh cua bénh vién.
-Xay dung céac quy dinh vé str dung khéang sinh tai bénh vién.
-Giam sat sir dung khéng sinh va giam sat dé khang khang sin
tai bénh vién.

-Trién khai céc can thiép nang cao chat luong sir dung khang
sinh trong bénh vién.

-Dao tao, tip hudn cho nhén vién y té trong bénh vién.

anh gia thuc hién, bdo cao va phan héi théng tin.
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DANH MUC KHANG SINH
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Khing sinh c¢an wu tién quanly -
Nhom 1 5
Lua chon cudi cung trong diéu tri cdc nhiém trung
nang khi da that bai hoac kém dap Umg véi cac
phéc doé khang sinh trude do;
Lwra chon diéu tri cac nhiém khudn nghi ngé hoac
c6 bang chirng vi sinh xac dinh do vi sinh vat da
khang;
La khang sinh dé diéu tri cdc nhiém khudn nang do
vi sinh vat khang thudc, cé nguy co bi dé khang
cao néu s dung rong rai, can can nhac chi dinh
phi hop;
Khéng sinh cé déc tinh cao can gidm sat néong doé
diéu tri thong qua nong do thudc trong mau hoac
idm sat chat ché vé 1Am sang va xét nghiém dé
ﬁi&m thi€u céc tac dung khéng mong mudn va doc
tinh.

STT Hoat chiit Pwing ding Tén thube (*)

Khdng sink cdn wu tién qudn Iy — Nhom 1

Colistin Truyén tinh mach Colistimed

Fosfomycin Truyén tinh mach Fosmicin

Uéng Idomagi

- Meropenem

Truyén tinh mach

Tiepanem

- Imipenem + cilastatin

Truyén tinh mach

Cepemd,

Tienam

Ertapenem

Truyén tinh mach

Invanz

WVancomyvcin

Truyén tinh mach

Vancomycm,
Voxin

Teicoplanin

Tiém tinh mach, Truyén
tinh mach, Tiém bép

Targosid

22 | Ban tin s6 02/2022



Khiing sinh can theo doi, giam sa s du
Nhom 2 i

Khang sinh dugc khuyén khich thye hién chuong
trinh giam sat st dung tai bénh vién bao gom giam
sat tiéu thu khang sinh, gidm sat ty 1é dé khang
ctia vi khudn véi khang sinh, thue hién céac nghién
ciru danh gia str dung thudc dé cé can thiép phu
hop tuy theo diéu kién cia bénh vién.

Hoat chit

Khing sinh cin theo doi, gidm sdt it dung — Nhém 2

Khang sinh nhém aminoglycoside

Tiém bip, Tiém tinh

- Amilacin mach, Trayn tinh mach

Tiém bép, Tiém tinh
mach, Truyén tinh mach

- Gentamycin

Ciprobay,
Ciprofloxacin
Kab, Oradays,
Saci Cipro

- Ciprofloxacin Truyén tinh mach, Uéng

. . Levofloxacin
Truyén tinh mach. Udng | Kabi, Tavanic,
Volfacine

Moveloxin
Bvmoxi

- Moxifloxacin Truyén tinh mach, Udng

(*) Tén thudc thay dai theo két qua tring thiu hing ndm
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| SO SANH GIUA P]R]EGABAL]IN VA "
| GABAPENTIN

Thudc chéng dong kinh Pregabalin va Gabapentin 13 thudc diéu tri
dau tay ddi cac hoi chung dau than kinh khac nhau, bao gdm: dau
day than kinh sau herpetic (PHN) 1a chimg dau than kinh kéo dai
sau khi chita lanh do virus Zona; bénh than kinh ngoai bién do tiéu
duong va dau co xo hoa mot chimg 16i loan dic trung boi dau lan
rong, mét moi, cac van dé vé gidc ngu va tri nho.

Song, bén canh cong dung gidng nhau cua hai duoc pham, ching
ciing c6 nhitng diém khac biét.

Pregabalin VS Gabapentin

GABA analogues — similar but different

Duoc Iy va co ché tac dung

Pregabalin, giéng nhu gabapentin, 1a mot dan xuat axit amin cia
axit gamma-amino butyric (chat twong tuy GABA) va c6 dic diém
duoc 1y twong ty nhu gabapentin®, mic du khong cé tac nhan nao
c6 hoat tinh trong hé thong té bao than kinh ciia GABA.

Thong thudng, khi calci lién két véi mot sb vi tri nhat dinh trong
nio, chat dan truyén than kinh dugc giai phong va loai lién két nay
1am ting lugng giai phong chat dan truyén than kinh goi 1a GABA,
dong vai tro trong viéc lam diu tin hiéu dau®.

« Gabapentin hoat dong bang cach tuong tic vdi cac kénh
calci trong nao, do d6 cai thién mirc d6 phan ing cia té bao
ndo voi GABA.

« Pregabalin ciing hoat dong trén cac kénh calci, c6 thé diéu
chinh cac kénh nay dé giap giai phong GABA dé dang hon.

! Frampton JE, Foster RH. Pregabalin: in the treatment of postherpetic neuralgia. Drugs.
2005;65(1):111-8; discussion 119-20.
2Bo Y Té (2018), Duroc thir Quéc gia Viéet Nam, Nha xudt ban Y hoc, Ha Noi, tr.705.
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Duwoc dong hoc va lidu lwong

Pregabalin da duoc phat hién c6 nhimg loi thé vé& duoc dong hoc
khac biét so vai gabapentin.

Céc nghién ctru d3 chi ra rang pregabalin co hiéu qua hon trong
diéu tri dau than kinh so voi gabapentin. Két qua {tuong tu cling Xuét
hién sau khi so sanh hai loai thudc trong diéu tri chimg dong
kinh. Két qua cho thay 150mg dén 600mg pregabalin c6 thé hiéu
qua hon 900mg dén 2400mg gabapentin. Ly do I vi pregabalin c6
sinh kha dung cao hon gabapentin (90% so véi 33-66%) va dugc
hép thu nhanh choéng (1,5 gio so voi 2-3 gio)®. Ngoai ra, noéng do
thudc trong huyét twong cua pregabalin tang tuyen tinh khi tang
lidu, khac véi gabapentin khong tuyén tinh véi viéc tang lidu.
Chuyen doi gilra pregaballn va gabapentin

Mot nghién ctru thuan tap di xem xét loi ich cua viéc chuyén doi
thudc & bénh nhan bi dau than kinh (do bénh than kinh ngoai bién)
tr gabapentin sang pregabalin. Nghién ctru theo ddi nhitng bénh
nhan duoc chuyén tir gabapentin sang pregabalin va sau d6 so sanh
ho v&i nhitng bénh nhan van ding gabapentin®. Liéu lugng di duoc
chuyén dbi bang cach sir dung thuat toan sau:

Gabapentin < 900mg/ngay — pregabalin 150mg/ngay

Gabapentin  901mg/ngay dén 1500mg/ngdy — pregabalin
225mg/ngay

Gabapentin  1501mg/ngay dén 2100mg/ngdy — pregabalin
300mg/ngay

Gabapentin  2101mg/ngdy dén 2700mg/ngay — pregabalin
450mg/ngay

Gabapentin > 2700 mg/ngay — pregabalin 600mg/ngay

Su thay d6i nhanh chong nay thudng dugc bénh nhan dung nap tét.
Chuyén sang ding pregabalin gitp cai thién tinh trang giam dau va
cling it tac dung phu hon. Diéu nay dic biét dang dbi voi nhing
bénh nhan trude day da dap ting voi gabapentin.

% D. Wesche, H. Bockbrader. A pharmacokinetic comparison of pregabalin and
gabapentin. https://www.ampainsoc.org/abstract/2005/data/684/index.html. Accessed: June 22,
2005.

“ Toth C. Substitution of gabapentin therapy with pregabalin therapy in neuropathic pain due to
peripheral neuropathy. Pain Med. 2010;11(3):456-65.
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Mot thu nghiém nhé khéc so sanh mure d§ giam dau cua gabapentin
v6i pregabalin & bénh nhan dau day than kinh sau gay dé xac dinh
chit ché hon liéu lugng tuong dwong gitra 2 loai thudc®.

Bénh nhan duoc chuyen tr gabapentin sang pregabalin khi sir dung
1/6 lidu gabapentin v6i tan suat liéu khong thay doi. Sau khi chuyén
ddi thude, cac bénh nhan cho biét cac tac dung phu va giam dau
tuong ty nhau, ngoai trr ty 1€ phu ngoai bién ting ¢ nhém dung
pregabalin. Cac tic gia két luin ring tic dung giam dau cia
pregabalin gip khoang 6 1an so voi gabapentin.

Tém tit

Pregabalin di dugc chirng minh trong cac nghién cau vé
hiéu qua tuong duong véi gabapentin, tuy nhién, & liéu thap
hon do ty & hip thu cao. Hon nira, ndng do trong huyét
tuong ctia né ting tuyén tinh véi lidu lugng, diéu nay khong
dang vai gabapentin.

Mbt s6 nghién ciru da phat hién ra rang pregabalin co it tac
dung phu hon va c6 thé hiéu qua hon dbi véi chimg dau than
kinh so véi gabapentin. Mot s6 nghién ciru xem xét chuyén
d6i gabapentin thanh pregabalin du doan rang ty 1& chuyén
doi tho la khoang 6:1 gabapentin thanh pregabalin. Ngoai
ra, viéc chuyén doi truc tiép tir gabapentin sang pregabalin
dudng nhu duoc dung nap tét, 1am cho viéc chuyén doi tro
nén don gian.

5 Ifuku M, Iseki M, Hidaka I, Morita Y, Komatus S, Inada E. Replacement of gabapentin with
pregabalin in postherpetic neuralgia therapy. Pain Med. 2011;12(7):1112-6
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TOI VU HOA CHE PO LIEU
KHANG SINH AMINOGLYCOSIDE

1. Tong quan vé khang sinh aminoglycoside

Aminoglycoside la nhém khang sinh c6 tac dung diét khuén,
bao gébm: Amikacin, Gentamycin, Tobramycin, Kanamycin,
Netilmycin, Plazomicin, Streptomycin va Paromomycin.

Aminoglycoside la khang sinh phu thuéc vao néng dé
1 (Cpeak/MIC) va AUC/MIC, khi dwa néng dd cao hon
sé tao ra tdc dd va mirc do diét khuan Ién hon

Tac dung hau khang sinh trung binh hoac kéo dai
(PAE - Post antibiotic effect). Cu thé, tac dung hau
khang sinh (PAE) 1a mét trong nhirng théng sb dwoc
lwc hoc ctia khang sinh, 1a kha nang &rc ché sy phat

2 trién cha vi khuan ké ca khi ndng dé khang sinh dwai
ngwdng ndng dd trc ché tdi thiéu. Ngoai ra, PAE con
phu thudc vao cac yéu té khac nhw: chiing vi khuén,
MIC, kha nang diét khuan cta khang sinh va khoang
thoi gian vi khuan tiép xic véi khang sinh. Théng
thwdrng, PAE c6 thé kéo dai Ién dén 8h.

liéu khang sinh aminoglycoside phu thuéc vao can
nang, chirc nang than cha bénh nhan va két qua cla

3 viéc theo déi néng dd thudc trong mau (TDM —
therapeutic drug monitoring).
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Co ché tac dung:

Aminoglycoside cé tac dung diét khuan nhanh bang cach
trc ché tdng hop protein cla vi khuan.

Phé khang khuan:

Céc khang sinh aminoglycoside cé phd tac dung khong
hoan toan giébng nhau, tuy nhién phé khang khuan chi yéu
ctia nhém khang sinh nay Ia trén trwc khuan Gram (-).

Cics Aminoglycosides
Coa/MIC Fluoroquinolones

Aminoglycosides
Fluoroquinolones
Glycopeptides
Macrolides
Ketolides

AUCMIC

Concentration (mg/L)

T>MIC

Tetracycline, f-lactams
Oxazolidinones, Macrolides

Time (h)

Hinh 1: Cac chi s6 dwore dong hoc va dwoc lwe hoc cac
nhom khang sinh [1]
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2. T6i wu héa ché doé lieu khang sinh nhém
Aminoglycoside

Trén |am sang, dé tbi wu hiéu qua diéu tri va gidm doc tinh
trén than va trén tai do aminoglycoside gay ra, dong thoi dé
han ché tinh khang thudc thi viéc lya chon ché d¢ liéu nham
t6i wu hoa tbc d6 va mirc d6 diét khuan la mét cach tiép can
kha réng rai. Thuc té, c6 2 ché d¢ liéu dang dwoc st dung la
ché dd liéu nhiéu lan/ngay (Multiple daily dose -MDD) va
ché dd liéu 1 lan/ngay (Once daily dose — ODD).

Hién nay, cac bang chirng 1am sang dang ting ho ché dé liéu
ODD do chirng minh mang lai tinh hiéu qua cao trong diéu tri
va giam thiéu ddc tinh trén than va trén tai do thubc gay ra,
ddng thdi gidm thao tac trong thwe hanh 1am sang, gidm chi
phi quan ly va giam sat lién quan [2].

Trong 1 nghién ctru tdng quan va phan tich gdp gébm 20
nghién ctru trén 2881 bé&nh nhan da chirng minh ché do
liéu ODD mang lai hiéu qua diéu tri hon cé y nghia théng
ké so v&i ché do liéu nhiéu lan/ngay. Bén canh do, nghién
ctu nay ciing chi ra ché d& ODD lam gidm doc tinh trén
than hon ché d6 liéu nhiéu lan/ngay [3].
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ODD, khuyén khich cac bac s nén wu tién ché d6 ODD trong
thwe hanh 1am sang (ngoai trir mét s trwérng hop trong bang

1 sau):

Bang 1: Liéu goi y khang sinh aminoglycoside theo
chirc nang than [4]

ol Lidu ODD (1 IAn/ngay) Lidu MDD (nhiéu Ian/ngay)
r
ml/ohat Gentamycin/ . Gentamycin/ .
(ml/phut) e T Amikacin B Amikacin
Y N 7,5mg/kg q12h
60 mL/phut 5-7mg q24h 15mg q24h 1,7mg/kg q8h hoac 5mg q8h
40-59 57mgqg36h | 15mgqg36h | 1,7mgkgqlzh | 5-7,5mg/kg gl2h
Lisib 949 94q .7mg/kg g 5mg/kg g
ALY 5-7mgg48h | 15mgqdsh | 1,7mglkgq24h | 5-7,5mglkg q24h
mL/phut ’ '
R X A Liéu nap: Liéu nap:
<20 mL/phat Kh°“‘~g é'l‘:“ye" km}fhg:gao 2mglkg, liu duy | 5mglkg, liéu duy
Y tri tinh theo TDM | tri tinh theo TDM
] Liéu nap:
Loc mau ngat | Khong khuyén Khong 2mg/kg, sau do 5-7,5mg/kg sau
quang cédo khuyén cao 1,5mg/kg sau thdm tach
thdm tach
Liéu nap: Liéu nap:
Loc mau lién | Khong khuyén Khéng 3mg/kg, lidu duy 10mg/kg, liéu
tuc (CRRT) cao khuyén cao | tri 1,5-2,5mg/kg | duy tri 7,5mg/kg
g24-48h g24-48h
Tai liéu tham khao:
1.Biochemical Pharmacology (2017) “Antibiotic:

Pharmacokinetics, toxicity, resistant and multidrug efflux pumps”.
2. Uptodate (2022), “Dosing and administration of parenteral
aminoglycosides”.

3. Wendy J. (1996), “A meta- analysis of studies on the safety and
efficacy of aminoglycosides given either once daily or as divided
doses”.

4. Sanford Health Care Aminoglycoside Dosing Guideline (2020).
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TONG KET BAO CAO ADR
6 THANG DAU NAM 2022

I. Thong tin vé s6 lwgng bao cio ADR

Tir 01/2022 dén 06/2022, Bénh vién Chan thuong Chinh hinh da ghi
nhan dugc 24 bao cdo. S6 lwong béo cao trong ting thang duoc tong

hop nhu sau:

B S6 bdo céo

=
o

O P, N W b U1 O N 0 ©

- T4t ca ADR déu duoc bao c4o truc tuyén vé Trung tim DI & ADR Quéc

gia.

- V& chat lugng bao cao: Tat ca bao cao déu ghi day du thong tin: thong
tin chung, théng tin bénh nhan, théng tin vé phan ing ¢ hai, thong tin vé
thudc nghi ngd phan ang cé hai, thim dinh ciia don vi giri bao céo.

IL. Théng tin vé ngudi bio co

Thang 1/2022 Théng 3/2022 Thang 4/2022 Thang 5/2022 Thang 6/2022

Poi twgng S6 bio cdo Ty 1§ %
Duoc si 23 95,8%
K§ thuat vién 1 4,2%

Pa phén cac bao cao ADR dugc thu thap boi duge si, can khuyén khich
cac bac si va diéu dudng thuc hién bao cdo ADR. Tat ca bao cao ADR
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déu dugc duoc si 1am sang tham dinh cac thong tin va bao cao kip thoi vé
trung tam DI & ADR Qudc gia.

II1. Théng tin vé thudc nghi ngd giy ADR

Nhém thude Hoat chit Tén thude Si;:() Ty 1€
Celecoxib Medicel 200 1 2,7%
Etodolac Betadolac 1 2,7%
Thubc chéng | Etoricoxib Roticox 60 1 2,7%
viém khong | Flurbiprofen Amgifer 1 2,7%
steroid Ibuprofen Antarene Codeine 1 2,7%
(NSAIDs) Lornoxicam 8mg | Vocfor - 8 2 5,4%
Meloxicam Trosicam 7.5mg 1 2,7%
Nabumetone Binexmetone 2 5,4%
Paracetamol Kabi
Paracetamol 1000/100ml 1 2,7%
e e Algotra 2 5,4%
dau hf sot | Paracetamol; Gramadol 4 10.8%
> ’ Poltrapa 2 5,4%
Tramadol
Tradamadol 1 2,7%
Yuraf 2 5,4%
C Gabapentin, .| Neurogesic M 4 10,8%
Thuoc diéu | Methylcobalamin
tri dau than Febalin 1 2,7%
kinh Pregabalin Neuralmin 1 2,7%
Prezel 75 1 2,7%
Thude gidn | Carisoprodol Biromonol 1 2,7%
co Eperison Koruan 2 5,4%
. | Amikacin Amikacin 1| 27%
Thuoc khang 500mg/2ml
sinh . . Clindamycin-
Clindamycin Hameln 150mg/m| 1 2,7%
Thubc ch("ing
thodi hoa Diacerein Opecerin 50 1 2,7%
khép
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Thubc gi?m Tramadol Tramadol-hameln 2. 7%
dau opoid 50mg/ml
Nhom
hydrat
Thubc tiéu | magnesi
héa hydroxyd, nhoém Moxydar 2:7%
phosphat hydrat
hoéa

Cac thudc nghi ngd gay phan tng ¢6 hai xuat hién nhiéu nhat trong cac
bao cao ADR thugc nhom Thude chdng viém khong steroid (NSAIDs)
(10 bao ca0); nhom Thude giam dau, ha sét (12 bao c4o), chu yéu
Tramadol phdi hop Paracetamol (11 béo c4o) va nhom Thube diéu tri
dau than kinh (7 béo c4o), chu yéu Pregabalin.

Gramadol Capsules

Neurogesic M

Koruan

Yuraf

Poltrapa

Algotra 37,5mg/325mg
Binexmetone

Vocfor - 8

Amikacin

Clindamycin- Hameln 150mg/ml
Biromonol

Paracetamol Kabi 1000
Tradamadol
Tramadol-hameln50mg/ml
Neuralmin

Febalin

Prezel 75

Amgifer

Antarene Codeine 200Mg/30Mg
Trosicam 7.5mg

Betadolac

Medicel 200

Roticox 60mg Film-Coated Tablets
Opecerin 50

Moxydar
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IV. Théng tin vé bénh nhan trong cic bio cio ADR

m<18tudi m18-60tudi = >60 tudi

= Nam = N{r

Hau hét cac ADR dugc ghi nhan & nhom ngudi truang thanh (18-60 tudi),
trong d6 ti 18 xay ra & nir chiém da sb (83%).
IV. Biéu hién ADR

' ADR nghiém trong

chiém ty 1& thip
(8%)

= Nghiém trong = Khong nghiém trong
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Nén, budn nén
Chéng mat
Mét moi

V3 md hoi

Tiéu chay

Phu

Ngtra, n6i man
Khé thé

Pau bung

Té nlra nguoi
Tay chan bun ran
Tang huyét ap
Swng mét
Mat ngl

Ha huyét 4p

]
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Non, budn nén, chong mat la biéu hién dugc ghi nhan nhiéu nhat.
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