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Tém tat

Bénh than man I& mét bénh ly nghiém trong, triéu chirng giai doan dau cé thé
mo hd, khé phat hién, gay cham tré trong viéc nhan biét va chiva tri, ddng thoi dé
d&n dén nguy co t&r vong. Bénh than man d&c biét nguy hiém déi v&i bénh nhan
méc kém nhiéu bénh ly khac. Do dd, viéc st dung thudc ddi v&i bénh nhan bénh
than man dang la van d& dwoc quan tam dac biét. Udng thubc khéng ding cach
c6 thé dan dén nhirng bién chirng nguy hiém, de doa tinh mang ctia ngudi bénh.

T khéa: Bénh than man, st dung thubc.

Abstract
Drug use in chronic kidney disease

Chronic kidney disease is a serious disease, early symptoms can be vague,
difficult to detect, delay in recognition and treatment, and easily lead to death.
Chronic kidney disease is especially dangerous for patients with many other
diseases. Therefore, the use of drugs for patients with chronic kidney disease is a
matter of special concern. Taking the wrong medication can lead to dangerous, life-
threatening complications.

Keywords: Chronic kidney disease, medication use.

1. PAT VAN DE

Khi sir dung bat ky loai thudc nao dé diéu
tri bénh ciing tiém an nguy co xay ra nhiing
tac dung khong mong mudn cua thude. Pic
biét, ddi v6i nguoi bi bénh than, nguy co nay
cao hon rat nhiéu nén ban than bénh nhan
can luu y mot sb vin dé can thiét dé tranh
gay hai cho than va cac co quan khac trong
co thé.

Than 1a con dudng thai trir thudc quan
trong nhat trong co thé vi phan 16n thudc
duoc loai khoi co thé qua duong nay. Than
gitup dao thai thudc va cac chat chuyén héa
ddc tinh gy hai cho co thé. Khi bi bénh than,
chtrc nang than bi suy gidm, vi vay su dung
thuéc & nguoi bi bénh than co ba nguy co:
Tht nhat, thubc gdy doc cho than lam suy
gidm chtc nang than nang hon. Thu hai,
thudc dugc thai trir chdm sé& bi tich lity trong
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co thé, gay ting tac dung khong mong mudn
ctia thudce va d& nhidm doc thude. Thir ba, rdi
loan ndi moi do suy than gay ra lam cho dé bi
nhiém doc thube ngay ca o lidu da duoc tinh
toan coi nhu phu hop.

Céc thudc gdy doc truc tiép cho than co thé
gdy suy than cip hodc 1am bénh than ning 1én
nhu: khang sinh (dac biét la nhiing nhém khang
sinh aminoglycosid, nhém quinolon, nhém
vancomycin, nhom cyclin... Cac khang sinh
khang nam nhu amphotericin B, ketoconazol,
itraconazol, fluconazol...), cac thudc can quang,
céc hoa chét tri ung thur. ..

Céac thubc khong gay doc tryc tiép lén
than nhung giy thiéu mau than lam giam
muc loc cau than giy suy than chirc ning,
nhung néu dung kéo dai s& gay suy than thyc
thé bao gém cac thudc ha huyét ap, khi dung
qua lidu gay tut huyét ap nghiém trong lam



Nguyén Phan Phwong Nhi. Tap chi Y Dwoc hoc Pham Ngoc Thach. 2023; 4(2): 13-24

thiéu mau than va lam suy giam muc loc cau
than, dac biét 1a nhom thudc tc ché men
chuyén (ACEI) va thubc d6i khang thu thé
angiotensin II (ARB). Cac thudc chdng viém
khong steroid (NSAIDs) loai tac dung khong
chon loc 1én COX2 nhu: indomethacin,
diclofenac, ibuprofen, tenoxicam... uc ché
tong hop prostaglandin 1a yéu t§ gdy gidn
mach dan dén thiéu mau than.

Ngoai tac dung doc voi than, 6 nguoi co
bénh than tuy theo mac d6 suy giam chuc
ning than lam giam dao thai thudc, do d6
thudc bi tich lily trong co thé gy ra céc tac
dung khoéng mong mudn trén cic co quan
khac hodc rbi loan ndi mdi do suy than gay
ra c6 thé lam d& bi nhi€m doc thude. Vi du,
giam kali mau lam dé nhiém doc digoxin.
Bénh nhan c6 hep dong mach than, khi dung
nhom thubc rc ché men chuyén c6 thé gay
suy than cép. Bénh nhan suy than nang, co
thiéu niéu hodc vo niéu, néu dung thude e
ché men chuyén c6 thé gay tang kali mau lam
r6i loan nhip tim... Do dd, viéc st dung thudce
trén 1am sang hét sirc quan trong d6i voi bénh
nhan bénh than man dé gop phan giam thiéu
cac tic dong khong mong mudn cua thude.

2. TONG QUAN

2.1. Dinh nghia bénh thin man theo
KDIGO 2012

Bénh than man 13 nhitng bét thuong vé cdu
tric va chirc nang than kéo dai trén 3 thang, anh
hudng [én stic khoe cua bénh nhan.

Tiéu chudn chan doan bénh thin man theo
KDIGO 2012 dya vao mot trong hai ti€u chuén
sau [1]:

- Triéu chimg ton thuong than kéo dai > 3
thang (c6 1 hodc nhidu biéu hién sau: C6 albumin
trong nudc tiéu; bat thuong cin ling nudc tiéu;
bat thuong dién giai hodc cac bat thuong khac do
ri loan chirc ning 6ng than; bt thuong vé mo
bénh hoc than; xét nghiém siéu am phat hi¢n bat
thuong cau tric than; ghép than).

- Giam GFR (Glomerular filtration rate: do
loc cau than) < 60 ml/phut/1,73 m?* da kéo dai
> 3 thang.

Bénh than man, theo KDIGO (Kidney
Disease Improving Global Outcomes) 2012
duoc phan thanh nhling giai doan sau:
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Bang 1: Phan giai doan bénh than man theo
KDIGO 2012 [4]

1123.“ Thuéit ngir GFR (mV/
¢ ¢ 4 2

GFR phut/1,73 m?)
Tén thwong than

Gl v6i GER binh =90
thudng hodc cao
Tén thuong than

G2 v6i GER giam nhe 60 -89
GER giam nhe

G3a dén trung binh 45-59

G3p | OER glam trung 30 - 44
binh dén nang

G4 GFR giam nang 15-29

G5 Suy than <15

Bang 1 cho thiy tién luong muc do nguy
co dan dén bénh than man theo GFR. Bénh
than man duoc goi la tién trién nhanh khi mét
> 5 ml/phiit/1,73 m? da mdi nam (theo KDIGO
2012) [5]. V6&i nhiing bénh nhan bénh than
man, trong viéc diéu trj bang thudc can hét sirc
can trong. Viéc chon thudc can tranh cac thudce
c6 doc tinh cao vé6i than, tranh két hop nhiéu
thude doc cho than. Hiéu chinh liéu thude theo
chtrc nang than: tinh liéu lugng, khoang cach
giita cac 1an dung, thoi gian dung thudc. Theo
ddi bién chung than bing 1am sang va xét
nghiém dé xur 1y kip thoi, luu ¥ trong viée sit
dung thudc diéu tri cac bién ching.

2.2. Mot sé thudc c6 kha ning giy déc
tinh trén than

2.2.1. Yéu té lién quan dén thuoc

2.2.1.1. Pau tién 1a hiéu tmg mién dich thude
xay ra voi nhitng bénh nhan viém 6ng than mé
ké. Co ché gay bénh 6ng than - md k& khong
phai do nhiém doc than vi thube diéu trj ma do
nhu mé thian qua min cam véi thude str dung.
Céc nha khoa hoc cho riang co ché gay bénh
1a do mién dich - di ing vi trén thyc té chi ¢
mot s6 it nguoi dung thude bi suy than cip du
sir dung lidu lwong thude cao hay thap [2]. Khi
dung cac loai thudc khac c6 ciu trac hoéa hoc
tuong tu ciing bi tai bién twong duong. Bénh
nhan c6 nhiéu biéu hién di tng di kém nhu: sbt,
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dau khop, néi man & da, ton thuong gan, ting
bach ciu 4i toan; c6 phan ing mién dich dwong
tinh v6i ddu hiéu mién dich thé dich, khang thé
lwu hanh, ting IgE huyét tuong, mién dich té
bao, thir nghiém bién ddi nguyén bao lympho,
di chuyén bach ciu, mét hat bach ciu kiém...
Néu sinh thiét nhu mé than dé xét nghiém mé
té bao thdy co su hién dién dic hiéu cua mién
dich - di ing. Trén lam sang ghi nhan khoi phat
bénh bét dau dot ngdt, di tiéu ra méau dai thé luc
déu, than to ra, it khi dién bién dén tinh trang
suy than man. Nhiing loai thudc c6 thé gay nén
bénh 6ng than - md k& do mién dich - di ing
cang luc nhiéu nhung chu yéu tap trung vao 2
nhom thudc khang sinh beta-lactam va thudc
chdng viém khong steroid [6]. Ddi véi thude
khang sinh nhom beta-lactam, nhitng dic diém
triéu chimg 14m sang & trén thay rd nhét khi sir
dung methicilin nén hién nay da cam dung; tuy
nhién trén thuc té cac thudc nhoém beta-lactam
khac ciing c6 thé gy ra bénh 1y nay nhu:
ampicilin, amoxicilin, carbenicilin, oxacilin va
cac cephalosporin... Dbi voi thube chdng viém
khong steroid ciing c6 thé giy bénh ng than -
mo k& theo co ché mién dich - di timg; dic diém
1am sang chung cho cac bénh than do mién dich
- di ung ctia nhom thude nay 1a xay ra mudn,
c6 khi xay ra trong thoi gian 18 thang sau khi
bét dau dung thudc, co thé kém theo hoi chimg
than hu. Ngoai ra, cac loai thube rifampicin,
cimetidin va allopurinol... cling d& giy nén
bénh than do mién dich - di ing.

2.2.1.2. Thudc can quang 1a nguyén nhan
gdy ra tinh trang hoai tir dng than cép do thude
¢6 chura iod gay doc than. Tuy nhién, nguy co
thip hon ddi véi cac thude can quang thé hé
moi hon, né 14 cac thudc khong ion hoa va ¢ ap
luc thim thau thdp hon cac thudc thé hé cii véi
ap luc tham thdu khoang 1400 dén 1800 mOsm/
kg. Vi dy, cac thudc thé hé 2 ¢6 ap luc tham thau
thip (vi du, iohexol, iopamidol, ioxaglate) c6
ap luc tham thau khoang 500 dén 850 mOsm/
kg, van con cao hon ap lyc tham thiu ciia mau.
Todixanol, thuéc can quang thé hé méi dau
tién c6 ap luc tham thau khoang 290 mOsm/kg
twong duong véi ap suét lyc thim thau mau. Co
ché gay doc chinh x4c cua cac thude can quang
hién chua duoc biét rd nhung dugc cho la cé su
két hop gitra tac dong gay co mach than va tac
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dong gay doc té bao truc tiép, 6 thé thong qua
su hinh thanh cac dang oxy phan Ung, gay hoai
tir ong than cap [11].

2.2.1.3. Céac thudc chong viém giam dau
khong steroid (NSAIDs) nhu ibuprofen,
aspirin... c6 lién quan dén than rd rét va thuong
¢6 kha nang hoi phuc sau khi ngung dung thude.
Mic du loai tai bién nay c6 thé xay ra & nhiing
nguoi khdée manh nhung n6 thuong gap hon &
nhitng d6i trong c6 nguy co cao nhu nguoi gia,
ngudi bi thiéu dich, bi méc cac bénh tim, bénh
than, hodc khi diéu tri phéi hop vai thude loi
tiéu va cac thude c6 nguy co gy doc cho than
nhu cyclosporine, gentamycin... V& co ché, cac
thudc chong viém giam dau khong steroid irc
ché qua trinh san xuat prostaglandin ¢ than, dan
dén co mach mau & than va giam lugng mau
dén than, hau qua gay suy giam chirc nang than.

22.1.4. Vé khang sinh, colistin (con dugc
goi 1a polymycin B) 1a khang sinh dién hinh
gy doc tinh trén than. Pac diém dau tién dan
dén doc tinh trén than 13 sy tai hap thu & ng
lwon gan cua polymyxin. Trong qué trinh nay,
¢6 su tich liiy noi bao dang ké cua thude, qua
trung gian thu thé noi tiét (endocytic receptor),
megalin ciing nhu cac chét van chuyén khéc. Su
tich tu ctia polymyxin dan dén chét té bao theo
chuong trinh (cell apoptosis) do thudc, tir d6
dan dén suy giam chirc niang than va ton thuong
md bénh hoc. Cac nghién ctu trén dong vat da
chi ra rang cac ong than bi gidn va hoai tir éng
than xay ra theo kiéu phu thudc vao liéu va thoi
gian tiép xtic véi polymyxin [5].

K¢é dén 1a khang sinh aminoglycoside, khang
sinh nay khong dugc chuyén hoa trong co thé
ma dugc dio thai nguyén dang, hau hét qua than.
Co ché gay bénh 14 do c6 mot phan khang sinh
aminoglycoside sau khi dugc dao thai ra nudc
tiéu lai duoc hap thu trd lai va gan vao té bao éng
luon g'?m ctia than, dan dén hoai tir 6ng than. Cac
yéu t6 nguy co gdy nhidm doc than do khang sinh
aminoglycoside 14 viéc dung thudc kéo dai, nong
d6 thudc trong mau cao (> 2mg/lit), ding cac
dot diéu tri aminoglycoside gin nhau (cach nhau
dudi 2 thang), ngudi 16n tudi, suy dinh dudng,
thiéu dich trong co thé, bénh gan tién trién, mic
bénh than tir trude, thiéu hut kali va magie trong
mau hodc ding ciing véi cac thude gay doc than
khac nhu amphotericin B, cyclosporine, cac
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thudc chéng viém giam dau... Gentamicin 1a
thudc c6 nguy co gy doc than cao nhét trong
nhom aminoglycoside. Tt ca cac khang sinh
thudc nhom aminoglycoside déu c¢6 kha ning
gdy nhiém doc than. Trén 1am sang, nhiém doc
than do cac khang sinh aminoglycoside thuong
biéu hién 1a tinh trang thiéu niéu hodc vo niéu
do hoai tir 5ng than cap tinh. Xét nghiém c6 tru
hat ¢ trong nudc tiéu, ndng do creatinine trong
méu thuong bat du ting sau diéu tri 5 - 10 ngay
nhung c6 thé sém hon khi ¢6 nhiém khu:fm, tut
huyét ap hodc dung cung cac tic nhan gy doc
than khac.

2.2.1.5. Amphotericin B - mot thudc khang
nam toan than c6 hoat phé rong, tuy nhién ddc
tinh trén than khién viéc sir dung thudc nay bi
han ché. Doc tinh trén than do amphotericin B
lién quan dén nhiéu co ché. Amphotericin B
gay co mach manh, lam giam luu lugng mau téi
than, giam muc loc cua cAu than va dan dén ton
thuong than do thiéu mau cuc bo. Ampbhotericin
B ciing gy doc tryc tiép trén mang té bao 6ng
than va cau than do 1am thay d6i tinh thAm cua
mang té bao, din dén that thoat cac thanh phan
clia nguyén sinh chat va gay ly giai té bao. Ty 1&
suy than (giam muc loc cau than khoang 40%)
c6 thé 1én dén 80% & bénh nhan diéu trj bang
amphotericin B. Co s dit lidu ctia T6 chirc Y té
Thé gi¢i (WHO) vé phan tmg c6 hai nim 2015
ghi nhan 81 bao cdo vé phan tng suy than trén
tong s6 1525 bao cao phan tmg co hai lién quan
dén amphotericin B. Co s dif liéu vé phan tmg
¢6 hai cta thude cua Viét Nam tir ndm 2010 dén
nay cling ghi nhan 2 truong hop suy thén lién
quan dén amphotericin B. Cac bénh nhéan nay
déu co nong do creatinin huyét thanh ting dan
trong qué trinh su dung amphotericin B. Sau
khi ngimg thudc, cac bién c¢b bat loi nay déu
dugc cai thién [3], [9].

2.2.1.6. Thudc khong tan trong nudc tiéu
hinh thanh tinh thé, lau din s& gay t6n thuong
than, dac biét la nguy co séi than va cac bién
chting nhiém tring.

2.2.1.7. M6t s6 tuong tac thudc hinh thanh
uromodulin. Uromodulin (con dugc goi la
protein Tamm-Horsfall) la mot glycoprotein
duoc san xudt trong cac té bao hinh éng va éng
luon xa, bai tiét vao long 6ng [2], [5]. Bénh
nhan bi bénh than man dic trung bdi xo hoa
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k& va teo dng c6 ndng d6 uromodulin thap hon.
Do d6, uromodulin c6 thé dai dién cho khdi
lugng than con nguyén ven hon la chirc nang
than. Nong d6 uromodulin trong huyét tuong 1a
mot dau hiéu manh mé cho khéi lugng than con
nguyén ven va cho phép xéac dinh giai doan dau
cua bénh than man.

2.2.1.8. Tich lily thudc ndi bao khi ding
thudc lidu cao, kéo dai nguy co gy suy than
man. Dién hinh 14 céc thudc didu tri bénh tim
thin nhu Litium carbonat, thudc chéng ung
thu cisplatin. Mot sb6 thudc ¢ sy canh tranh
van chuyén tai than nhu probenecid canh tranh
bai tiét & dng than vai penicillin nén 1am cham
thoi gian dao thai ctia penicillin, do d6 1am tang
nong do thudc trong té bao.

2.2.1.9. Mot s6 thude gay doc than truc tiép,
hoai tir ng than: hoa chat chéng ung thu nhu
cisplatin dung liéu cao c6 thé gy suy than cap
va lam ha magnesium mau; thudc ciclosporin 1a
loai thude giam mién dich co thé gy suy than
cip qua co ché giam loc cau than; thudc gy mé
¢6 fluor ciing c6 thé gy suy than cip vi fluor
qua gan sé& bi chuyén hoa thanh nhiing hop chat
doc ddi voi than...

2.2.1.10. Tang tiép xtc thudc voi than théng
qua liéu va thoi gian diéu tri hay qua dudng truyén
tinh mach vé lau dai ciing gay anh huéng dén than.

2.2.2. Yéu té nguy co ciia bénh nhén

Céc yéu td nguy co ctia bénh nhan bao gdm:
yéu t6 vé tudi: ngudi 16n tudi tién trién bénh
than man nhanh hon nguoi tré; gidi tinh: nir
gidi thuong c6 nguy co anh hudng cta thude 1én
than nhiéu hon nam gi6i. Nhing ngudi co tién
sir phan tmg di tng véi thude; bi thiéu hut thé
tich dich nhu nén mura, tiéu chay, st dung thube
loi tiéu, ... Nhitng bénh nhan bi rdi chuyén hoa
(ha kali mau, ha magie méau, pH nuéc tiéu acid/
kiém); nhitng bénh nhan bi ton thuong than cép,
bénh than man, hoi chung than hu, xo gan tién
trién, vang da tic nghén ... Nhirng bénh nhan c6
su thay doi vé dugc 1y di truyén trong viéc van
chuyén thudc tai than, su thay doi trong viéc
chuyén hoa thudc qua CYP 450... déu c6 nguy
co bi anh huong cia thudc 1én than rat nhiéu.

2.2.3. Nhitng ton thwong lim sang trén
thin dién hinh khi diing mét sé thuéc & bénh
nhdn cé bénh thidn man va cdach sw dung thuéc
dé han ché dic tinh trén thin
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2.2.3.1. Ton thuwong théan cap (AKI)

Tén thuong than cép duoc chin doan khi ¢o
bét ky nhitng ddu hiéu sau day [5]:

- Tang creatinine huyét thanh > 0,3 mg/dL
(26,52 pmol/L) trong 48 gio.

- Tang creatinine huyét thanh > 1,5 lan so
v6i gia tri nén trong 7 ngay trude do.

- Thé tich nudc tiéu < 0,5 mL/kg/gid trong
6 gio.

Vancomycin 1a thudc dién hinh giy ton
thuong than cap. Pinh nghia doc tinh trén than
ctia vancomycin 1a ndng do creatinin huyét thanh
tang it nhat 0,5 mg/dL hoic ting 50% hoic ting
cao hon 50% so v&i muc creatinin nén sau vai
ngay sir dung vancomycin trong it nhat hai lan
do va khong c6 nguyén nhan ro rang nao khac.

Vancomycin dugc thai trir chii yéu thong
qua loc cdu than va thai trir chu dong boi dng
than. Co ché chinh x4c cua doc tinh trén than
do vancomycin chua dugc hiéu 3, tuy nhién

nhiéu nghién ctru cho rang viéc sir dung khéng
sinh gy tic dung oxi hoa trén dng lwon gan dan
dén giam tudi mau tai dng than. Thude ciing ¢6
thé can tro chirc ning tai hap thu binh thudng
ctia té bao biéu mo6 6ng luon gin va thay doi
chirc ning ty thé cia nhing té bao trén. Ty 18
doc tinh trén than dao dong dang ké tir 5% dén
43% phu thudc vao tiéu chuén cua nghién ctru
(6], [13], [14]. ,

Mot s6 bién phap han ché dgc tinh trén than
cua vancomycin (xem Béang 2). Vancomycin
gdy ton thuong than cap va cling c6 thé gy hoai
tir dng than cép.

2.2.3.2. Hoqi tir ong thdn cdp (ATN)

Nhiing thudc dién hinh gay hoai tir dng than
cap thuong gip: khang sinh (aminoglycosid,
vancomycin,  colistin...), khang  nidm
(amphotericin B), thuc can quang, thudc trc
ché calcineurin... Mot s bién phap han ché
hoai tir 6ng than cp (Bang 2):

Bang 2. Mot sb bién phap han ché ATN

Nhém thude Thubc Bién phap han ché ATN
- Liéu dung mot lan hang ngay.
Aminoglycosides (gentamicin, | - Hiéu chinh liéu theo eGFR.
tobramycin, amikacin) - Nén st dung tobramycin hon la gentamicin
néu co the.
- Hiéu chinh liéu theo eGFR.
Khang sinh Vancomycin (+/- piperacillin- | - Theo ddi nong d¢ thude.
tazobactam) - Tranh két hop véi piperacillin-tazobactam
- Sir dung thudc thay thé.
- Hiéu chinh liu theo eGFR.
Colistin - Tranh sir dung thudc kéo dai.
- Sir dung thubc thay thé.
: . - Sir dung thuéc dang lipid hodc li L.
Khéang nam Amphotericin B v l;mg LT an% 1131 OseTIposoma
- Truyén dich tinh thé dang truong.
L - Truyén dich tinh thé ddng truong.
Thuoc can L . . , Lo, 2 <
uan Thudce can quang iod hoa - St dung thuoc can quang dang truong hodc
quang nhugc truong.
Uc ché , , s ,
ecne Cyclosporin, tacrolimus Theo doi nong d¢ thudc.
calcineurin
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O nguoi truong thanh, toc d6 loc cAu than udc tinh (eGFR) dua theo cong thirc: MDRD
hodc CKD-EPI. Khi dung thudc can luu ¥: néu eGFR < 60 ml/phat/1,73m? hodc c6 ton thuong
than cip (AKI): yéu cau dimg thudc trudc 48 gio va danh gia lai 48 gio sau thu thuat dya trén
creatinine nhiing thudc sau: NSAIDs, metformin, 1oi tiéu, ACEI/ARB va tranh dung lai thube
can quang iod trong 72 gid téi. Can bu dich v6i NaCl 0,9% hodc NaHCO, dang truong 3 - 12 gid
trude va 12 - 24 gid sau tha thuat, cé thé cdn nhac N-Acetylcystein 600 - 1200 mg udng x 2 lan/
ngay trudc va sau thu thuat.

Hoai tir 6ng than cp do Aminoglycosid: Aminoglycosid di vao té bao biéu mo dng than nho
tinh hap din véi mang phospholipid tich dién am, thong qua receptor megalin-cubilin (MC). Sau
d6, Aminoglycosid duoc phan huy trong cac boc lysosome. N6 gay tén thuong, pha v lysosome,
lam giai phong lysozyme va gy tén thuong ty thé, hoai tir té bao (Hinh 1) [15].

PROXIMAL TUBULE BASOUATERAL
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Hinh 1: Co ché gy t6n thuong dng than cdp do Aminoglycosid [15]
AG: Aminoglycoside; Cis: cisplatin; TF: tenofovir

- Dy phong: Diéu chinh liéu thudc theo GFR, theo ddi ndng d6 thude. Diéu chinh cac rdi loan
dién giai (ha kali, ha magie mau), tdi wu hoa thé tich dich. Dung liéu Aminoglycosid 1 lan/ngay.
Gi6i han thoi gian ding Aminoglycosid 7 - 10 ngay. Can nhic va han ché sir dung trén bénh nhan
cO nguy co cao.

- Chan doan: Bénh nhan co yéu td nguy co; st dung Aminoglycosid > 7 - 10 ngay; suy chic
nang than nhanh chong; xét nghiém nudce tiéu théy tru hat nau bun; sinh thiét than hinh anh hoai
tir ong than cap.

Hoai tir dng than cip do Amphotericin B: Amphotericin B gay co mach manh (co mach h¢ théng
va co tiéu dong mach dén than), lam giam luu luong méu tdi thén, gidam muc loc cua cau than va
dan dén t6n thuong than do thiéu mau cuc bd. Amphotericin B ciing gay doc truc tiép trén mang té
bao 6ng than va cau than do lam thay doi tinh thim ctia mang té bao, dan dén that thoat cac thanh
phan ciia nguyén sinh chat va gay ly giai té bao (Hinh 2) [12].

- Lam sang: Giam chirc niang than, giam kali mau, giam magie mau, nhiém toan chuyén hoéa (do
nhiém toan dng than), tiéu nhiéu (do dé khang voi hormone chdng bai niéu).

- Phong ngira: 3 lit dung dich nudc mudi udng hodc 1 lit dung dich nude mudi truyén tinh mach
mdi ngay (bat dau it nhat 1 ngay trude khi ding amphotericin B va trong qué trinh diéu tri), c6 thé
gdy hai cho nhitng bénh nhan c6 qua tai natri/qua tai dich tir trudc, giam chirc ning thét trai. Can
theo doi chiic nang than, dién giai thuong xuyén.
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Figure 1. | Effectsof amphotericin Bon distal tubule function. In the principal cell, amphatericincan have multiple eficcts, including increasing
cell membrane permeability through the inserlion of pores into the membrane that leak potassium into the tubular lumen and lead to hypo-
kalemia. Amphotericin B also inhibits vasopressin-induced insertion of aquaporin 2 {AQP-2) channcls intothe luminal eell membrane, Thisleads
to the development of concentrating defects and polyuria. In the intercalated cell, amphotericinB also creates pores in the cell membrane, which
allow back diffusion of hydrogen ions into the cell with impairment of distal tubular acidification and the development of a ronanion gap

acidosis. K+, potassium; Na+, sodium: W2 receplor, vasopressin lype 2 receplor.

Hinh 2: Co ché gy hoai tir 6ng than cip do Amphotericin B [12]

2.2.3.3. Viém mé ké ong thdn cdp (AIN)

Co ché bénh sinh: thudc hodc chat chuyén héa ctia ching c6 thé kich thich phan tmg mién dich
thong qua cic qué trinh khac nhau. Chung c6 thé lién két v6i mang day hinh 6ng va hoat dong nhu
hapten hodc prohapten. Thudc c6 thé bat chude mot khang nguyén thuong co trén mang day hinh
ong hodc mo k&, do dé tao ra phan tmg mién dich nhim vao khang nguyén nay. Thudc cling co
thé lién két voi mang day hinh 6ng hodc ling dong trong mé k&, hoat dong nhu mét khang nguyén
dugc cay vao. Cac té bao dudi gai va té bao hinh dng trinh dién khang nguyén cho cac té bao T hd
trg chua c6 CD4+, kich thich sy hinh thanh céc tdp hop con khac nhau cua cac té bao T hd trg. Sau
do, cac té bao nay tao ra cac cytokine khac nhau nhu IL va IFN, thu hut mot s6 té bao (dai thuc bao,
bach cau 4i toan, té bao T CDS va té bao mast/basophils) dén 6ng k& than. Nhirng té bao nay c6 thé
tham gia vao sy phat trién cua viém than k& cip tinh (Hinh 3) [15].

Nguyén nhan: Do ton thuong than cép, bénh than cép hodc bénh than man tién trién hodc do
nguyén nhan khong rd; mu ni¢u vo khuén hodc tru bach cau trong nudc tiéu; tang eosinophil hodc

phat ban; thudc lién quan dén AIN (Bang 3).
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Diéu tri: Ngung cac thudc gay ra. Corticosteroid hiéu qua van con tranh cii (nén bat dau som
hodc ngay sau khi chin doan dé giam nguy co suy than man tinh, tot nhat 13 trong 1-2 tuin, liéu
steroid: methylprednisolone li¢u phap xung tinh mach 250 mg mdi ngay trong 3 ngay lién tlep, sau
d6 str dung prednisone dudng udng 0,5-1 mg/kg/ngay hodc 1 mg/kg prednisone uéng mdi ngay
giam dan trong 4-6 tuan). Nguy co duong huyét kiém soat kém, ting nguy co nhiém trung khi ding
corticoid nén can can nhic giita nguy co va lgi ich khi ding.

Bang 3. Cac thudc gay viém mé k& dng than cp

Nhém thube Thube

B-lactam (penicillin, cephalosporins), khang sinh sulfamid (trimethoprim-

Khang sinh .y . . .
& sulfamethoxazole, sulfadiazine), fluoroquinolones, rifampin.

Thudc khang acid | Uc ché bom proton, chen histamin H2.

Giam dau NSAIDs

Liéu phap mién dich, liéu phap khang ting sinh mach, thudc loi tiéu, thudc khang virus, thude
chéng dong kinh, cac thude khac (allopurinol, mesalamine ...)

Renal tubular epdhelial cells

Antgéen presentabon \ Antgen presenting call

@e® e ©

1 1 l | |

Acute interstibal nephntis

Hinh 3: Co ché giy viém m6 k& dng than cap do thude [15]
2.2.3.4. Ton thiong than do thudc lién quan dén huyét dong hoc
Céc thude chdng viém giam dau khong steroid (NSAIDs) trc ché qué trinh san xuét prostaglandin
& than, lam co tiéu dong mach dén ¢ than va giam lugng mau dén than, hau qua gay suy giam churc
nang than.
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Céc thude e ché men chuyén (ACEI), thudc e ché angiotensin II (ARB) lam gidn tiéu dong
mach dén va di, dic biét 1a tiéu dong mach di. Didu nay lam cho ap luc trong cau than giam xudng
dot ngdt va ap suét loc giam (ACEI/ARB khong lam giam luwu lugng mau than tryc tiép nhung giam
ap luc tudi mau ciu than do dé gy giam chuc ning than cip tinh). Str dung ACEI/ARB céan dugc
theo ddi st sao va tuan thu mot s nguyén tic sau:

- B6i v6i bénh nhan c6 bénh thin man méi sur dung ACEI/ARB, mtc loc cau than co thé giam
t6i 30% va 6n dinh trong vong hai thang dau tién cua tri liéu, ddy ciing dugc coi 1a mirc giam co
thé chap nhéan dugc.

- TAm soat hep dong mach than trude khi st dung thude.

- Kiém tra ndng d6 kali mau va chirc ning than thudng xuyén. Ngung sir dung thudc néu chire
ning than suy giam > 30% sau 4 tuan diéu tri.

- Han ché su dung phéi hop ACEI/ARB véi cac thude c6 thé 1am nang hon tinh trang suy than
hoic kali mau nhu NSAIDs, thude loi tiéu (ddc biét 1 loi tiéu giir kali).

C6 nhiéu nghién ctru cho thy rang ngimg e ché hé renin - angiotensin (RAS) & bénh nhan
bénh than man tién trién c6 lién quan dén tang nguy co tir vong va cac bién ¢ tim mach c6 hai 16n,
nhung s& giam dugc nguy co bit ddu diéu tri thay thé than som.

Ddi v6i bénh nhan bénh than man c6 kém theo bénh 1y dai thao duong. Néu bénh nhan dang
diéu tri véi thude trc ché kénh dong van chuyén natri - glucose 2 (SGLT2i) thi trong nhiing tuin
dau diéu tri SGLT2i (Hinh 4), muc loc cau than ciia bénh nhan c6 thé giam (do giam ap luc trong
cau than) nhung sé trd vé muc binh thuong sau khoang 12-16 tuan [10].

Matriuresis effect on
tubuloglomerular feedback
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Hinh 4: Qua trinh ting bai tiét ion natri (Na+) trong nudc tiéu tai dng than khi sir dung nhom
thudc trc ché kénh dong van chuyén natri - glucose 2 (SGLT2i) [10]

2.3. Mot s6 lwu y vé chinh liéu thudc theo chirc ning thin

Hiéu chinh liéu thudc dya vao cong thirc uwéc tinh chic ning than [7]:

- Cockeroft-Gault uwdc tinh CrCl (ml/phut):

CrCl (ml/phit) = [(140 - tudi) x can ning] x (0,85 néu 1a nir)] / [(72 x SCr)]

Nhiéu nha 14m sang lam tron SCr 1én 1mg/dl khi khéi luong co ctia ngudi bénh thap.
(TBW: can nang thyc, IBW: can nang ly tuong, ABW: can nang hiéu chinh).
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- CKD-EPI udc tinh GFR (ml/phuat/1,73m?).
- MDRD uéc tinh GFR (ml/pht/1,73m?) khéng chinh xac & nhitng bénh nhan c¢6 GFR > 60 ml/
phat/1,73m?.
Can bt dau hiéu chinh liéu luong cta thude khi d thanh thai creatinin dudi 50 ml/phut.
Truong hop cu thé: hiéu chinh liéu Gabapentin ddi v6i nguoi bénh suy giam chirc nang than, liéu
thich hop can hiéu chinh theo d6 thanh thai creatinin (CrCl), duoc khuyén cdo nhu sau (Bang 4):
Bang 4. Hiéu chinh liéu Gabapentin d6i v6i ngudi bénh suy giam chirc ning than

Do thal(lfllllt/l;)?ﬁct;eatinin Piéu chinh liéu duy tri Liéu duy tri tdi da
>179 Khong can chinh liéu 3600 mg/ngay, chia 3 lan
50-79 Khong can chinh liéu 1800 mg/ngay, chia 3 lan
30-49 Giam 50% liéu 900 mg/ngay, chia trong khoang 2-3 lan
15-29 Giam 75% liéu 600 mg/ngay, chia trong khoang 1-2 1an
<15 Giam 90% liéu 300 mg/ngay, trong 1 lidu

Giam lidu cho phép giam ndng d6 thudc trong mau nén tranh duoc nguy co ting doc tinh
nhung lai c¢6 thé khong dat dugc nong d6 diéu tri mong mudn. Do vy, v6i mot sb loai thude,
truge khi giam lidu néu xét thiy can c6 hiéu qua ngay thi phai dua “lidu tai” con goi 1a lidu nap
(loading dose). Liéu tai thudng bang liéu ding cho nguoi bénh khong suy than. Vi du vé ché do
lidu vancomycin trong nhidm tring MRSA ning ¢ bénh nhan loc méu ngit quang (IHD) sir dung
qua loc c6 tinh thim thap va cao nhu sau:

Bang 5. Liéu vancomycin cho qua loc c6 tinh thim thap va cao
& bénh nhan nhiém tring MRSA ning [8]

Thoi gian cia lidu Tinh thAm Liéu nap (mg/kg) Liéu duy tri (mg/kg)
Sau loc mau Thép 25 7.5
Sau loc mau Cao 25 10

Ngoai viéc chinh liéu nap & bénh nhéan giam chirc ning than. Cac huéng din diéu tri khuyén céo
phuong phap dé chinh liéu duy tri. C6 3 cach thirc hiéu chinh liéu dugc dua ra:

- Giam liéu: thuong dung dbi voi nhitng thude co khoang diéu tri hep, thude ¢6 T1/2 ngan va
khong tang lén trén bénh nhan suy than (vi du: khang sinh Betalactam).

- Tang khoang cach giita cac 1an dua thudc: thuong dung dbi véi nhitng thude c6 pham vi didu
tri rong. Tac dung cta thude phu thudc néng dd dinh (Cmax) dat dugc. Khi can kéo dai khoang
cach giira cac 1an dua thude dé tranh doc tinh hodc khi thoi gian ban thai cta thude duoc ting 1én
(vi du: khang sinh Aminoglycosid).

- Hodc vira giam liéu vira ting khoang cach giira cac 1an dua thudc. Phuong phéap nay thuong
dugc ap dung nhiéu hon, 1y do chinh 14 nhim dam bao ndng d6 diéu tri (vi du: Digoxin).

DPdc biét 6 nhiing bénh nhan bénh thdn man da bénh ly (c6 kém thém cac bénh ly vé tim mach,
dai thao duong...) thi viéc hiéu chinh lidu 14 v6 ciing quan trong dé tranh sy tich lily cta thude va
doc tinh ma thudc gay ra (Bang 6, Bang 7, Bang 8).
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Biang 6: Hiéu chinh liéu ciia mot s6 thude e ché men chuyén (ACEI),
thudc rc ché Angiotensin IT (ARB), thudc chen beta - adrenergic trong cac bénh 1y tim mach [5]

, Liéu binh Ty 1¢ bai Chinh liéu theo GFR
Thuoc thuong | tiét qua Thén nhan tao
(mg) than GFR>50 | GFR:10-50 | GFR <10

Benazepril 10 20% 100% 75% 25-50% | Khong chinh liéu
Captopril 50-75 35% 100% 75% 50% 25 -30%
Enalapril 10-20 45% 100% 75% 50% 20 - 25%
Fosinopril 10 20% 100% 100% 75% Khéng chinh liéu
Lisinopril 5-10 80% 100% 50 - 75% 25 - 50% 20%
Perindopril 5-10 <10% 100% 75% 50% 25-50%
Quinapril 10-20 30% 100% 75 - 100% 75% 25%
Ramipril 5-10 15% 100% 50 - 75% 25 - 50% 20%
Trandolapril 1-2 33% 100% 50 - 100% 50% Khéng chinh lidu
Losartan 50-100 13% 100% 100% 100% Khéng chinh liéu
Valsartan 80 - 160 7% 100% 100% 100% Khéng chinh lidu
Candesartan | 16 - 32 33% 100% 100% 100% Khoéng chinh liéu
Irbesartan 150 - 300 20% 100% 100% 100% Khéng chinh liéu
Atenolol 25-100 90% 100% 75% 50% 25-50 mg
Bisoprolol 2,5-10 50% 100% 75% 100% 1,25-2,5mg
Carvediol | 3,125-25 2% 100% 100% 100% Khéng chinh liéu
Metoprolol | 50-100 <5% 100% 100% 100% 50 mg
Propanolol | 40-320 <5% 100% 100% 100% Khéng chinh lidu

Bang 7: Hiéu chinh liéu ciia mét s6 thude tre ché SGLT-2 trong bénh dai thao duong tuyp 2 [16]

Chirc nang thin

- EMPEOR-Reduced:
eGFR > 20 ml/phuat/1,73m?

U ché SGLT-2 Lidu di didu kién dé dwa vao Licu dwge FDA
i . oA chap thuan
cac thir nghiém
- DECLARE-TIMI 58: - Khéng chinh lidu néu
CrCl > 60 ml/phtit eGFR > 45 ml/phut/1,73m?
Dapaglifiozin 5‘—10 mg x 1 - DAPA-HF: eGFR > 30 - Khong khuyén céo néu
lan/ngay ml/phat/1,73m? eGFR <45 ml/phat/1,73m?
- DAPA-CKD: eGFR 25-75 | - Chdng chi dinh néu eGFR
ml/phit/1,73m> <30 ml/phut/1,73m?
- EMPA-REG: eGFR 2301y o hinh lidu néu
ml/phi/1,73m’ ¢GFR > 45 ml/phat/1,73m?
Empagliflozin 1‘0_25 mg> 1} - EMPA-KIDNEY: eGFR - Trénh_sfr dung, ngung
lan/ngay 20-90 ml/phat/1,73m? L

thudc néu eGFR < 45 ml/
phat/1,73m? dai dang
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Bang 8: Hi¢u chinh lidu ctia mot sb thude e ché DPP4,
Biguanides trong bénh dai thao duong tuyp 2 [5]

Nhém Thube Chinh liéu theo GFR Than nhén | Loc mang

thude GFR>50 | GFR: 10-50 | GFR<10 | 20 bung
Sitagliptin 100mg 50mg 25mg 25mg 25mg
Phiu thuat Linagliptin Smg Smg Smg Smg Smg
Vildagliptin Slgnn/lfgz y2 50mg 50mg 50mg 50mg

. . . Miic loc cau than < 45 ml/phut: khong nén bét dau ding

o : :
Biguanides | Metformin | 100% |\ 100 cau than < 30 mlphat: chéng chi dinh
3. KET LUAN 8. NguyénTrac Y Nhi. Vancomycin §bénhnhan

Mot sb thude co kha nang gay doc tinh trén
than thuong gip trén lam sang nhu colistin,
aminoglycosid, thudc can quang, NSAIDs,
vancomycin... Do d6 can han ché dung nhiing
thudc nay trén bénh nhan bénh than man va néu
dung thi can theo dai doc tinh ciing nhu thuc
hién cac bién phap du phong dé giam thiéu doc
tinh trén than.

Can hiéu chinh liéu thubc theo chirc ning
than dé giam tac dung phu cta thudc.

Duoc 1dm sang gop phan vao sir dung thudc
hop Iy trén bénh nhan bénh than man bang viéc
thong tin thudc cho nhén vién y té vé doc tinh trén
than ctia thudc, chinh liéu thudc theo chirc ning
than va phdi hop theo ddi tac dung phu cua thude.
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