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N;,,gm dac nhom & ngudi suy than giai doan cugi: Nhimg nguin
duy tri chay thin nhan tao hodic loc mau ¢6 thé ding deferoxamin
mesilat 5 mg/kg, moi l!-lﬁn Mot lan, béng cich tigm truyén tinh
mach chim trong gio cudi cung ciua mdt lan loc mau, hodc 5 giés
gruée khi loc mdu & bénh nhan ngo déc nhom ning. Nhu‘ng bénh
qhan dang thim phén phiic mac (CAPD hodc CCPD) c6 thé dung
deferoxamin mesilat 5 mg/kg, mdi tuin mot lén, bing céch truyén
(inh mach chgm, tiém dudi da, tiém bip, hodc tiém mang bung
ineée khi trao doi cudi cing trong ngay. P& chin dodn ngé doc
nhom: Truyén tinh mach chim deferoxamin mesylat mgfkg
trong gior cudi cung thdm tach mau. P\lung d% nhom trong huyét
{hanh tang hon 150 nanogam/ml (do lie bt diu l4n thim tich méu
tiép theo) 1a ngd doc nhom.

Tuwong tic thude

Acid ascorbic: Thuﬁng dugc cho din g cung deferoxamin ¢ bénh
phin ng doc sit dé gilp bai tiét st tot hon. Tuy nhién, trong diéu
tri sém, khi lugng sit & mé du thira, ¢6 mét sé bing chimg cho
thy acid ascorbic ¢o thé lam trim trong thém ngo doc sit, dic
biét cho tim. Do d6, ¢6 khuyén céo ngudi on uéng licu téi da
hang ngay l1a 200 mg acid ascorbic. Khéng nén ding vitamin C
trong thang dau tién diéu trj deferoxamin hodc ¢ nhirg ngudi suy
tim ding deferoxamin, va can theo doi tim khi sir dung phdi hop
deferoxamin va acid ascorbic.

Deferoxamin gin v&i gali va ¢o thé 1am sai Iéch két qua hinh anh
gali-67.

Diing dong thoi véi proclorperazin co thé gay mét § thire tam thai.
Twong ky,

Khong nén pha thude vai cac dung méi khac ngoai chi dan vi thude
c6 thé bi tua.

Deferoxamin tuong ky vai heparin.

Qué lidu va xir tri

Triéu chimg: Nhip tim nhanh, ha huyét ap va nhimg trigu chimg
vé tidu hoa.

Xir tri: Khong ¢6 thude diéu trj dic hiu. Nhimg dau hi¢u va triéu
chimg qué liéu co thé hét khi giam liéu, Deferoxamin c6 thé thai
loai duge bﬁng thim tach mau.

Cdp nhdt lan cuoi: 2016.

DELAMANID

Tén chung quée té: Delamanid.

Mi ATC: JO4AK06.

Loai thude: Thube chéng lao.

Dang thude va ham lrgng

Vién nén bao phim: 50 mg.

Durgre Iy hoe

Delamanid 14 mot nitroimidazo-oxazol c6 tac dung khéng khuén
dac higu in vitro d6i voi cac Mycobacteria, khong c6 tac dung dbi
Vi cac vi khuin Gram am, Gram duong hodc h¢ vi sinh duéng
rujt. Delamanid durge sir dung phéi hop vai cic thude chéng lao
khéc trong phéc db didu trj cho bénh nhén lao phéi da khang thuoc.
Delamanid 1a mét tién thude dugc hoat hoa thong qua hON tinh
sinh hoe nhom nitro bai M. rubercuh)su. Thube c ché tong hgp
¢ac thinh phin cua thanh té bao vi khudn Mycobacteria, acid
methoxy-mycolic va acid ketomycolic. Cac chat chuyen hoa da
biét ciia delamanid khong c6 tac dung khang Mycobacteria.

Dé khang: Trong cc thir nghi¢m 1am sang, delamanid duge xac
dinh 14 dé khang khi c6 sy ting truong cia vi khuan nudi cay
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trong moi truémg Middlebrook 7H11 & éng c6 ndng dp delamanid

0,2 microgam/ml Iém hon 1% so voi abng khungcémuoc (MIC>0,2

mtcrogamfml) Di ¢6 ghi nhiin dé khang delamanid xudt hrcn trong

qué trinh diéu tri. Khéng ¢6 dé khang chéo véi cic thude chéng lao

hién dang duqc sur dung.

Co ché dé khang: Dot bién 1 trong 5 gen coenzym F420 la co

che chinh trong dé khang ctia Mycobacteria vo1 delamanid. Tén

suat khang thudc tién phat in vitro cia Mycobacteria v&i delamanid

twong tr nhu ddi vai isoniazid va cao hom rifampicin.

Duge dgng hoc

Hap thu: Sinh kha dung cla delamanid tang 1én khi ubng clng voi

bira dn chuén va cao hon 2,7 lin so véi udng thude lic déi. Khi

ting liéu nung dd delamanid trong huyét tuong tang lén nhung ty

1¢ ting nong d¢ thip hon so vai ty 1¢ ting liéu.

Phén bé: Delamanid giin véi tat ca cac protein huyét twong voi ty

1& cao > 99,5%. Delamanid c6 thé tich phin b 16n (V2/F 14 2 100 lit)

va phan b6 rong rii trong co thé.

Chuyén hoa: Delamanid dugc chuyén héa chi yéu trong huyét

twong béi phfm {mg v@i amino acid ctia albumin thanh DM-6705

va mot phan bi chuyén hoéa béi LYP3A4 DM-6705 bj thuy phén

va CYP3A4 bj oxy hoa. Théng tin vc chuycn héa ciia delamanid

chura ducge biét day du, do dé ¢6 thé tiém 4n twong tic vai cdc thube

dung ddng thai néu cic chét chuyén hoa quan trong chua biet khac

duoc tim ra. Cac chét chuyén héa di x4c dinh dugc, chi yéu 1a

DM-6705, khong ¢ tic dung khang khuan nhung gép phan gy

khodng QT kéo dai. Nong do cac chat chuyén hoa xac dinh dwoc

tng din dén trang thai bio hoa sau 6 - 10 tudn dicu tri.

Thai trir: Hau hét liéu delamanid dugc thai trir qua phan. Nira déi

thai trir ciia delamanid tir 30 - 38 gi&. Delamanid khéng bai tiét

vao nude tidu.

Chi dinh

Phdi hop véi cdc thude chong lao khic trong phac 49 diéu tri cho

bénh nhin lao phdi da khang thudc & ngudi 16m va tré em > 30 kg.

Chong chi dinh

Qué man véi thude,

Albumin huyét thanh < 2.8 g/dl.

Khoang QT > 500 mili gidy.

Pang sir dyng mét s6 thude cam img manh CYP3A4 (vi du,

carbamazepin).

Thén trong

Cho dén nay khong ¢6 dir ligu va khéng khuyén céo sir dung cho
céc truomg hop sau: Diéu trj delamanid qui 24 tuan, lao ngodi
phoz bénh do cic vi khudn Mycobacteria khic, lao tiém an do
M. tuberculosis.

Delamanid chi duge sir dyng trong phac do phm hop cho bénh
nhén lao phéi da khang thude duoc WHO khuyén céo dé ngan chidn
phat sinh tinh trang khing thudc.

Khoang QT kéo dai: Hay gap & bénh nhén didu tri bing delamanid
va khoang QT kéo dai tang dan theo thei gian trong 6 - 10 tuin diu
diéu trj va sau d6 on dinh. Khoang QT kéo dai lién quan chat ché
dén chit chuyén hoa chinh DM-6705. Can do dién tam 4o trude
diéu tri va dinh ky héng thang trong sudt qua trinh diéu tri. Néu
phit hign khoang QTcF > 500 mili gidy trude diéu trj hojc trong
qué trinh dicu trj thi khédng duge ding hodc ngimg delamanid. Néu
khoang QT > 450 déi véi nam va > 470 mili glay doi véi nit trong
qua trinh diéu trj thi phi theo dai dién tim dé thudmg xuyén hon,

dién 8'31 do cin phai xét nghiém truée diéu trj va hi¢u chinh néu
thay bat thudmg,

Céc nguy co tim mach: Can nhic cén than lgi ich va nguy co khi sir
dyng delamanid, theo d5i dién tam db trong sudt qua trinh diéu tri
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delamanid trong nhimg trudmg hop cé nhimg nguy co tim mach sau;
(1) Khoing QT kéo dii bim sinh hofic ¢6 tién sir bt ky tinh hudng
lim sdng ndo bi kéo dai khodng QT hoiic QT > 500 mili gidy.

) Tién st rSi loan nhjp tim c6 tridu chimg hogc nhip chim c6 lién
(3) Biit ky tinh trang tim mach ndo d& dén dén rdi loan nhip tim
nhur téing huyet 4p ndng, phi dai that trai {bao gbm ca bénh co tim
phi dai) hodic suy tim sung huyét kém theo giam phén suat tong
mau that tréi.

(4) Roi loan dién gidi, ddc biét 1a giam kali huyét, giam calci huyét,
giam magnesi huyét.

(5) Pang ding cc thude duge biét c6 tic dung kéo dai khoang
QT, bao gbm (nhung khéng giéi han): Thuéc chéng loan nhip
tim (amiodaron, disopyramid, dofetilid, ibutilid, procainamid,
quinidin, hydroquinidin); thuéc an thin (phenothiazin, sertindol,
sultoprid, clorpromazin, haloperidol, mesoridazin, pimozid,
thioridazin); thuéc chong trim cam; mt s khéng sinh (macrolid
nhu erythromyein, clarithromycin), moxifloxacin, sparfloxacin,
bedaquilin, pentamidin, saquinavir, thuéc chdng ndm nhom triazol),
thudc khing histamin khong gdy ngu (terfenadin, astemizol,
mizolastin); thuéc chdng sot rét co nguy co kéo dai QT (halofantrin,
quinin, cloroquin, : artesunat/amodiaquin, dihydroartemisinin/
piperaquin); cdc thuoc cisaprid, droperidol, domperidon, bepridil,
diphemanil, probucol, levomethadyl, methadon, alkaloid dira can,
arsenic trioxyd.

Gidm albumin huyét: Nguy co QT kéo dai khi albumin huyét thap
& bénh nhan diéu tri bang delamanid, vi vay chdng chi dinh diéu
tri delamanid néu albumin huyét < 2,8 mg/dl. Phai theo doi dién
tAm d6 thuong xuyén trong sudt qué trinh diéu tri bing delamanid
néu albumin < 3,4 g/dl hojic ¢6 tién sir albumin da timg < 3,4 g/dl.
Str dung delamanid cing cac thuéc trc ché manh CYP3A4
(lopinavir/ritonavir) lam ting AUC ctia chat chuyén hoa DM-6705
lén 30% va lién quan dén nguy co QT kéo dai, do d6 phai theo ddi
dién tam dd chiit ch@ trong sudt qua trinh diéu tri.
Str dung delamanid cung cdc quinolon 1am tang khoang QT, do dé
néu phéi hop delamanid véi quinonlon trong phéc dé diéu tri cén
phai theo ddi dién tdm dé chit ch& trong subt qua trinh diéu tri.
Chuyén héa va thdi trie: Thong tin ve chuyén héa cua delamanid
chwra duge biét ddy di, ¢6 thé co twong tic véi cic thude khac
ding ddng thi va tic dung tong thé gay QT kéo dai khong dw
kién dugc truée.

Ldi xe va vdn hanh mdy méc: Néu bénh nhan dang didu tri
delamanid ma cé cic ADR gy dau diu, run tay thi khong 14i xe va
véan hanh mdy méc.

Thoi ky mang thai

Nghién ciru trén dong vét cho thay delamanid c6 ddc tinh véi chir
ning sinh san, hi¢n tai chua cé dir ligu sir dung delamanid & phu
nhir mang thai. Khéng khuyén cdo sir dung delamanid & phu nir
mang thai va phy nir dang d¢ tudi sinh dé khong sir dung bién phap
tranh thai pha hop.
Thdi ky cho con bid
Chua ¢6 dif ligu delamanid va céc chit chuyén héa c6 tiét vio
sita me & ngudi hay khong. Nghién ciru trén dong vét cho thay
delamanid va chit chuyén hoa dwgc tiét vao trong sira me nén ‘ff’
thé xdy ra nguy co cho tré ba me. Khong cho tré bu sita me néu
ngudi me dang diéu tri bing delamanid.
Téc dyng khing mong muén (ADR) L
Khi sir dyng delamanid véi cac thuoc khac trong phic do diéu
tri, cic ADR hay gip 14 budn nén (32,9%), nén (29,9%), dau dau
(27,6%), mét ngu (27,3%), chéng mat (22,4%), 4 tai (16,5%), gidm
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kali huyét (16,2%), viém da diy (15,0%), chén &n (13,1%,, suy
nhuoc (11,3%).

Rat thiecng gap

Toan than: suy nhuge,

TKTW: mit ngii, dau diu, chéng mit, loan cam, run tay.

Tim mach: khoang QT kéo dai, d4nh trong ngyc.

Huyét hgc: tang bach chu ludi.

Chuyén héa: ha kali huyét, ting acid uric huyét.

Tiéu héa: chén in, ndn, budn nén, tiéu chay, dau bung.

Co - xuong - khop: dau khop, dau co.

Tai va tién dinh: U tai,

H& hép: ho ra mau,

Thuong gap
Toan thin: sét, mét méi, phi ngoai vi.

Huyét hoc: thiéu méu, ting bach cAu 4i toan, ting cortisol huyér,
Chuyén hoa: ting triglycerid.
Tinh thin: rbi loan tam than, kich déng, lo lng, réi loan lo du, trin,
cam, tim trang budn chan, bon chén.
Thén kinh: bénh thén kinh ngoai vi, ngu li bi, giam mé.
Miit: khé mét, s¢ 4nh sang.
Tai: dau tai.
Tim mach: ting huyél ap, tut huyét ap, tu mau, néng bimg,
Ho hép: khé tho, ho, dau hong, ngira hong, chdy nuwde miii, day
ngue, tirc ngue.
Tiéu hoa: viém da day, téo bon, dau bung, dau ving ha vi, chin 4n,
diy bung.

Da va té chire dudi da: viém da, may day, ngira, phat ban, trimg c4,
tang tiét md héi.

Co - xuong - khdp: yéu co, dau moi co xuong, dau man suon, day
cac chi, u xuong.

Thén - tiét niéu: dai mau.

It gap

Todn thin: cam giac nong birc.

Nhiém trung: Herpes zoster, nam Candida hong, nim da.

Huyét hoc: giam bach cdu, gidm tiéu ciu, thoi gian hoat héa
prothrombin kéo dai, ting Gamma-glutamyltransferase, giim
cortisol huyét.

Chuyén hoa: mét nude, giam calci huyét, giam cholesterol huyé:.
Tinh thin: d& kich déng, hoang tudng, roi loan hoang sg, tram cam,
loan than, chén nan, rdi loan tam than, roi loan giéc ngu, ting ham
muén tinh duc.

Than kinh: hén mé, ot loan thang bé’mg,

MAt: viém két mac di {mg.

Tim mach: blée nhi thit do 1, ngoai tim thu that.

Tiéu héa: khé nudt.

Gan mat: roi loan chirc nang gan, ting transaminase.

Da va tb chirc dudi da: rung toc, viém nang 16ng, tang bach céu i
toan, ngua toan than, ban do.

Than - tiét niéu: bi tiéu, tiéu khé, tiéu dém.

Hutmg diin cch xir tri ADR

Xem phén Thén trong.

Liéu lwgng va cich ding

Céch diing: Delamanid duge phdi hop vai cac thude chong lao
khac trong phac do dicu trj bénh nhan lao da khéng thude. Trong
qué trinh diéu tri, bénh nhan phai dugc giam st truc tiép. Udng
thude cling véi bira an.

Liéu diing

Ngueeri Iém: 100 mg/lan, 2 lan/ngay dung hing ngay trong 24 tuan.
Tré em: Tré vi thanh vién va tré ¢6 can ning > 50 kg: 100 mg/lan,
2 lin/ngdy ding hang ngay trong 24 tuan. Tré cé can ning > 30 kg
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va < 50 kg: 50 mg/ldn, 2 Ian/nga}- ding hang ngdy trong 24 tuln.
Chua xéc dinh unh an toan va higu qua & tré em < 30 kg.

Ngudi > 65 toi: chua ¢6 dit ligu vé s dung delamanid & nguoi
> 65 tuo:
Ngudi suy thdn: Khong can diéu chinh lidu & bénh nhan suy than
nhg va vira. Chua ¢6 dir ligu vé sir dung delamanid va khong
]d;uycn cao sir dung & ngudi suy thin nang,
Ngwoi suy gan: l{hong can diéu chinh lidy & bénh nhin suy gan
nhe. Khong khuyén cdo sir dung delamanid & ngudi suy gan mirc
do tir vira dén nang.
Tuong tac thube
Anh hudng ciia cdc thuic khdc lén delamanid
Cc thuoc cam img CYP3A4: Khi ding cing delamanid, rifampicin
lam giam 45% AUC cua delamanid, efavirenz khong anh hudmg
dang ké dén dugc dong hoc cua delamanid.
Cic thuoe khang HIV: AUC ciia delamanid bi thay ddi khéng dang
ké khi dung delamanid cing tenofovir va efavirenz nhung bj ting
nhe khi két hop vai lopinavir/ritonavir,
Anh huing caa delamanid lén cic thude khée
In vitro: Delamanid khong tre ché isozyme CYP450: delamanid
vi céc chit chuyén hoa khong anh hudmg dén cic chit vin chuycn
MDRI(p-gp), BCRP, OATP1, OATP3, OCT1, OCT2, OATPIBI,
OATPI1B3, BSEP & nnng d6 5 - 20 lan cao hon C,.,, 0 trang thii
biio hoa. Tuy nhién rmng 4% delamanid & trong ducmg tiéu hoa co
thé cao hon nhiéu lan néng dé C,... nén co thé delamanid vin anh
huémg dén cc chét van chuyén lren
Cac thudc ching {_ao khac: Khi ding cing nhau, delamanid khéng
lam anh huéng dén AUC cua rifampicin, isoniazid, pyrazinamid,
riéng ethambutol bi ting nong d trong huyét twong ¢ trang thai
bdo hoa 1én 25%, chwa rd c6 lién quan dén 1am sang hay khong.
Cac thude khang HIV: Duge dong hoe cua cac thude khang HIV
(tenofovir disoproxil, lopinavir/ritonavir va efavirenz) khong bi
anh huéng khi dung phéi hop véi delamanid.
Cde thude gdy kéo dai khoang QOT: Than trong khi sir dung
delamanid & bénh nhén dang dung cac thude giy QT kéo dai (xem
phan Than trong). Ding dong théi moxifloxacin va delamanid &
bénh nhan lao da khang thude chua duge nghién ciru. Moxifloxacin
khéng duge khuyén cio ding phdi hop voi delamanid.
Qui liéu va xir tri
Trong cic nghién ciru ldam sang khong phal hién nhirng triromg
hop qué liéu. Tuy nhién, nhing b¢nh nhén d:cu tri liéu delamanid
400 mg/ngay so vai dung 200 mg/ngay cd mot s6 ADR tan suit cao
hon nhu khoang QT kéo dai ting theo lieu.
Piéu tri qua liéu bao gdm diéu trj triéu chimg va cac bién phap loai
bo delamanid ra khoi da day - rudt, thuong xuyén do dign tam db.

Cap nhat lan cuoi: 2021.

DESLORATADIN

Tén chung québc té: Desloratadine.
Mi ATC: RO6AX2T.
Loai thuée: Thude khang histamin H, thé hé thi hai.

Dang thuéc va ham lwgng

Sird: 0,5 mg/ml (100 ml, 150 ml, 473 ml).

Vién nén: 5 mg.

Vién nén phén tan trong miéng: 2,5 mg, 5 mg.

Durgee lye hoc

Desloratadin, chét chuyen héa descarboethoxy cé hoat tinh cua
loratadin, 14 mot thude khéng histamin ba vong thé hé thi hai, it co

Desloratadin

565

tac dung irc ché TKTW hon thuéc khang histamin thé hé thir nhét.
Thudc ¢6 tac dung d6i khang chon loc thy thé H, ngoai vi, lam
giam kéo dai triéu ching cua dj ung, nhu viem mu1 dj (mg, may
day. Desloratadin cé thé ding mdt minh hodc phéi hop vai mdt
thu6e chong sung huyét nhu pseudoephedrin sulfat.

Dugce djng hgc

Hap thu: Sau khi ubng, thudc co tac dung trong vong 1 gio. Thai
gian dat nong d dinh trong huyét twong la 3 gid, duy tri tac dung
kéo dai tin 24 gior. Sinh kha dung cua vién nén thong thuong va
dung dich uong twong duong nhau, Thirc &n va nu6e ép budi
khong anh hudng dén sinh kha dyng ctia thude dang vién nén théng
thudmg va dung dich udng; nude cling khéng anh hudmg dén sinh
kha dung sau khi dung vién nén phan tan trong mi¢ng. C_ va
AUC ciia desloratadin bj ting & ngudi suy than va ngudi co lham
tach mau.

Phén bé: Ty 1& gin vai protein huyét tuong cua desloratadin la
82 - 87%, cua 3-hydroxydesloratadin la 85 - 89%. Ty I¢ lién ket
protein khong bi 4nh huong & ngudi bi suy than.

Chuyén hoa: Thube chuyén héa @ gan thanh chét chuyén héa co
hoat tinh la 3-hydroxydesloratadin (chua rd qua enzym dac hig¢u
140), sau dé thai trir theo con dudmg lién hop véi acid glucuronic.
Thai trie: Niradén thai trir cua desloratadin va 3-hydroxydesloratadin
la 27 gi. Khoang 87% thube thai trir qua nudc tiéu va qua
phan (dudi dang chét chuyén héa) véi ty 1é trong ducmb nhau.
Desloratadin va 3-hydroxydesloratadin dugc loai bo it néu thim
tach mau. AUC vat, , tang, dd thanh thai gidam & ngudi bl suy gan.
Ndng d¢ trong huyet twong va t,, ciia desloratadin ciing tang @
ngudi trén 635 tudi.

Chi dinh

Giam triéu chimg di tmg trong bénh viém miii di img theo mua,
viém mili di (g quanh nim, may day, may day man tinh vo can.
Chéng chi dinh

Main cam véi desloratadin hoic loratadin.

Thin trong

Qué liéu va nhiém djc (bao gbm ca tir vong) da dugce bao cao &
tré nho dudi 2 tudi dung cac ché phim khong ké dom, chira thudc
khang histamin, giam ho, long dom va chéng xung huyét miii don
thuén hodc phdi hop dé giam cic triéu chimg cua dwong hd hip
trén. Ciing chua xac dinh duge do an toan va hi¢u qua cua thuéc
dé kiém soat tri¢u chimg viém mii di img theo mua ¢ tré em dudi
2 tudi. Vi viy, nén thén trong khi dung cac thude khong ké don
(don thuin hodc phéi hep) chira desloratadin dé giam ho, giam
tri¢u chimg cam ¢im cho tré em dudi 2 tudi.

Mic du hiém gip ngu ga & cac thude khang histamin thé hé thir hai
hon thé hé thir nhit, song vin co thé xudt hién & mét s bénh nhan,
do d6 phai thin trong déi vai nhitng ngudi 14i xe hodc vin hanh
may. Udng rurgu ciing nén tranh trong khi ding thuée.

Dai khi c6 nhimg bio cdo vé co giat xudt hién & nhimg bénh nhan
diung thude khang histamin, do do ciing cén than trong khi ding
desloratadin cho nht'mg bénh nhan co [ién sir dong kinh.
Desloratadin thai trir qua than duéi dang chit chuyén héa con hoat
tinh, do d6 cin luu y giam liéu trén bénh nhén suy than. Tuong tyr,
cling cin giam liéu desloratadin trén bénh nhén suy gan.

D¢ an toan va higu qua cua thude dé kiém sodt triéu chimg viém
mili di img lau nam hodc may day man tinh v6 cin o tré dudi
6 thang tudi chua duge xac dinh.

Théi ki mang thai

Tuy chua ¢é bang chimg cho thay thudc giy quai thai, nhung nén
tranh ding khéng histamin trong thoi ky mang thai.




