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Rx Thude néy chi dimg theo don thude
DEXA-EASE 2 MG

B thude xa tdm tay tvé em.
Dpe kif hiedng ddin si dyng triede ki divg,

I. THANH PHAN

Mai vién nén chim:

Hogt chilt: Dexamethasone (Ph, BUFY ....oooioeeirmmememiesiissiissssmimeesssesssies 2 mg
T dhepre: Durdmg lactosefTinh bdt ngd (85:13), Magnesi stearate.

2. DANG BAO CHE:

Vién nén,

M ti dang béio ché: Vién nén trom, det, ¢d mau tring dén tring nhat, dubmg kinh 6 mm, mit mt
e khie chir “D2",

3. CHI PINH
Dexamethasone duge chi dinh dé didu tri mit 56 réi logn ndi tiét va phi ndi e, trong mdt 56
trudmg hop phix néio v dé xét nghigm chin dodn ting chire niing v thargmg thiin.

- Cée roi logn ndi tigt: Thigu ning vo thuong thin nguyén phét hode thir phat, ting sin

thugmg thin bim sinh.
- Céc rbi logn phi ndi tiét: Dexamethasone ¢6 thé duge sir dyng dé didu trj cae tnrimg hep
phi ndi tiét c6 dap tng véi corticosteroid bao pdm:
o Dj img v phin vé: Phi mach thin kinb, phin vé.
o Bénh tao keo vidm déng mach: Viém da co dang thdp, viém da déng mach hinh

nt,
Réi loan vé méu: Thify mdu tan miu, bénh bach cu, u tiy.
Céc rbi logn tim mach: Hi chimg sau ahdi miu co tim,
Da day - rudt: Bénh Crohn, viém loét dai tring.
Ting canxi miu: Bénh u hat.
Nhi€m triing (cling véi héa tri lidu thich hop): Lao phéi,
R6i logn co: Viém da co.
R#i loan thiin kinh: Thng dp lre ndi so thir phét do khéi u nfio.
Réi logn vé met: Vidm ming bd dio trude vit sau, vidm iy thin kinh thi gide,
R loan v thin: Vidm thdn lupus.
Bénh hé hip: Hen phé quan, viém phdi hit phai,
Ridi loan thap khép: Viém khip dang thip.

o o oo o O O OO O O




https://trungtamthuoc.com/

o Rdi logn vé da: Pemphigus thing thikmg.

4. CACH DUNG, LIEU DUNG

Chch ding

Dring theo dudmg uéng. Ul.!l-ng nguyén vién oing von mede.

Lién ding

Lary ¥ chung; Céin diéu ehinh liéu dimg trén timg bénh nhin dya vio tinh trang bénh vé dip img
ciia bénh nhin. Pé gidm thidu téc dung phy, nén sir dyng lidu thip nhit ma vin co thé kidm sodt
tinh trgng bénh (xem mye 10, TAC DUNG KHONG MONG MUON CUA THUOC),

Liu khéri diu thay ddi tir 0,5 mg dén 9 mg mdi ngay, tiy theo bénh dang diéu trj, Cée bénh nghidm
trong cd thé cdn dén lidu cao hon 9 mg. Liéu khai ddu nén duge duy i hode ditu chinh cho dén
khi bénh nhiin e dép img dat yéu ciu. Ca ché 43 lidu vio bodi thi gitip 1am gism cimg khép budi
sang vi ché 4§ chia lidu déu lign quan dén sir de ché manh hon weén trpe ha ddi-tuyén yén-luyén
thuromg thiin, Néu bénh nhin khiing dat dirge ddp (eng lim sing mong mudn sau khodng thid gian
hop 1y, eiin ngimg sir dyng dexamethasone va chuyén sang ligu phip didu trj khic.

Suu khi bénh nhiin ¢6 ddp img phis hep véri lidu khéd diu, cin xic djnh iéu duy il bing céch gidm
diin lidu khii didu cho dén lidu thip nhit ma viln duy tr dép img 1am sing. Lidu duy trl khing nén
virrl qui 1,5 mp dexamethnsone mdi ngiy.

Bénh nhin cin duoe theo ddi cde diu hidu cln cho viée didu chinh lidu, bao gm nhimg thay ddi
vé tinh trang lim sing din dén bénh héi phye hode tri nén nfing hon, khi nling dap tmg thude trén
tirng bénh nhin v dnh himg cla cic siress (vi dy phﬁu thuft, nhiém tring, chiin thiromg). Trong
théni gian stress, eo thé cén phdi ting Lidtu tam thii,

Bé trinh tinh trang suy tu'_fén thirgmg thiin vivhodc tai phat binh nén, ¢ thé cin phéi ngimg thude
Lir tir {(xem myc 6. CANH BAQ VA THAN TRONG KHI DUNG THUOC).

Cé thé chuyén tir dexamethasone sang dimg nhimg glucocorticoid khde tuomg durmg theo nguyvén
tic sau déy:

Tir dom v miligam sang dom vi miligam, dexamethasone tromg duomg véi betamethasone, manh
hom methylprednisolone vi trismeinolone tir 4 dén 6 kin, manh hon prednisone v prednisolane tir
6 dén 8 1in, manh hon hydrocortisone tir 25 @én 30 14n v manh hom cortisone khodng 35 lin,

Xét nghiém ire ché Dexamethasone:
I. Xét nghiém hi chimg Cushing: Ubng 2 mg dexamethasone [ 11 gidy tdi, sau dé iy miu dé
xhe: dinh cortisol huyét tirong 6o 8 giér sg hdm sau.
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Bé co di chinh xic cao hon, wbng 500 meg dexamethasone mbi 6 gitr trang 48 giv. o néng d
cortisol huyét twong l0e 8 gitr sng ngay thir ba. Ly mu miede tidu 24 git 48 xée dinh sir bai tidt
1 7-hydroxyeorticosteroid.

2. Xét nghidm 4é phiin bigt hisi chimg Cushing do tift ACTH qud mire tir tuyén yén véi hi chimg
do céc nguyén nhin khac giy Uﬂng 2 mg dexamethasone moi 6 gier rong 48 gio. Po cortisol
huyét twomg lic § gitr séng ngay hom swu. Liy miu nude tidu 24 gitr dé xdc dinh bai tidy 17-
hydroxycorticosteroid.

Sir lung & tré em; Lidu ding nén dige gidi han & mit lidu duy nhit trong nghy va ding cich nghy
¢ gidm syr chiim sy phil trién va gidm thigu sy te ché trpe ha dbi-tuyén vén-tuyén thugng thiin,

Sir dyung & ngudi cao wii; Didu tr cho binh nhin cao i, dic bigt néu ding My dii clin duge 1én
ké hoach, luu ¥ dén hu qui nghigm trong hom cin efc tie dung phy thidmg gip cia corticosteroid
& ngurii cao Lwdi, ddc bigt Id lofing xwong, dai thio dudmg, ting huyét 4p, ha kali miu, d bj nhim
tring vA mdng da. Clin gidm sdt 1dm sang chiit che 88 trinh cdc phan (mg de doa tinh mang (xem
mye 10, Téc dyng khong mong mudn eda thude).

5. CHONG CHI BINH

- Nhidm nfim 1odn thin; nhim tring todn thén, trir khi sir dung ligu phép ching nhidm tring dic
hidu; nguwir qua miin vam vii bt ki thinh phin nio cta thude.

- Tiém viie xin virus sbng (xem mye 6. Cinh bdo vi thin trong khi diing thube).

6. CANH BAO VA THAN TRONG KHI DUNG THUOC

Cé nguy co ting tie dung phuy todn thin véi cie chiit ¢c ché CYP3A (xem mye 9. Twomg tic, twong
ky ciia thude).

Héi chimg by giai khéi u{TLS) 4 duge bio cdo & nhimg bénh nhin c6 bénh dc tinh v hu:r'é-t hoe
sau khi s dyng dexamethasone riéng lé hofic két hop vdi ede the nhiin hon o ligu khie, Nhimg
bénh nhin 6 nguy co cao mic TLS nhu bénh nhin c6 tj 18 tang sinh cao, & trong khdi u cao vi
di nhay cao vai cae the nhan iy dic té bio, edn duge theo dii chjt ché va thire hién ede bién
phip phong ngim thich hop.

Cé thé gidm thiéu cée the dung khéng mong mudn bing cdch sir dung lidu thip nhit 06 hidu qua
trong thivi gian t5i thidu va khi thich hop, bing cdch ding mot liéu duy nhit viio budi sing va ding
chch ngiy. Cén thidmg xuyén theo dai bénh nhiin dé higu chinh lidu phit hop vai chuyén bidn cia
bénh. Nén gidm din liéu khi c6 thé (xem mye 4. Lidu ding, cach ding).

Corticosteroid cé thé lam tinh trang nhidm ndm toén thiin difn tidn nghi¢m trong hom, do d6 khéng
nén sir dung thudc trong nhimg tnnémg hop nay trir khi cn kiém sodt cde phin img thudc de doa
tinh mang do amphotericin. Honm nita, di o bio céo cde tnemg hop st dung dﬁng thin
amphotericin va hydrocortisone dén dén phi dai tim va suy tim,
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Céc bdo cio cho thiy mdi lién he £d rhng gilta vie sir dung corticosteroid va vir thinh ty do thit
tréii sau nhdi méiu eo tim gin ddy; do 46, cin hét sirc thin trong khi sir dyng corlicosteroid & nhitmg
bénh rhiin néy.

Mt biio céo cho thay vige sir dung corticosteroid trong sdt rét the nfio co lién quan dén tinh trang
hitn mé kéo dai vit tang ty 1é mic bénh viém phéi va xuit huyét tiéa hoa,

Diing hydrocortisone hojie cortisone liéu trung binh vi liéu cao cb the gy ting huyét fip, gl mudi,
nurdre, v tng hii tiét kali, nhung nhimg tde dung niy it kha ning xay ra voi cde diin xuitt thng hip,
ngoai trir khi diing liéu eso. Vige han ché mudi wong ché d§ &in vi bb sung kali ef thé cin thide
Téit cd céc logi corticosteroid déu lim ting bai tiét canxi.

() nhirmg bénh nhiin dang diéu trj bing corticostervid phéi chin ciing thang bét thuimg (vi dy nhu
hénth tt, chdn thueng hodie plily thult) nén ting lidu tnrde, trong v sau tinh hudng cing thing.
Thidu nfing vé thugmg thin thie phét do thude e thé do ngimg corticosteroid qud nhanh vi cf thé
durge gidm thidu bing cdeh gitm dfin lidu theo tudn hofic theo thing, tly theo lidu vi thii gian ditu
trj, nhimg thiéu niing vi thugng thin thir phat cling o6 thé kéo dai 167 mdt nim sau khi ngimg
thudie. Néu eb bit ky linh hudng cling thiing nio trong thixi gian ndy, nén sir dung lai conticosteroid,
Néu bénh nhin dang dimg corticosteroid, co thé phai tam thir ting lido hién tai. Mudi vivhodc
minerslocorticoid nén duge dimg déng thi, vi viée tiét mineralocorticoid cd thé bj suy gidm,

Ngimg corticosteroid sau théi gian didu trj kéo dai co thé gdy m cie trigu chimg ngimg thude bao
ghim s, dau co, dau khip vi khi chju. Tinh trgng nay viin cd thé xdy ra & ci nhimg bénh nhin
khiing b bilng chimg suy tuyén thugmg thiin.

Khing nén ngimg thude dét ngdt & nhimg bénh nhin 43 ding corticosteroid toan thin vai liéu cao
hom ligu zinh ¥ (khodng 1 mg dexamethasone) trong hom ba wudin, Céch gidm lidu phu thude phin
Iém vao khi niing bénh tdi phit khi lidu corticosteroid todn thin gidm. Danh gia lim sing chuyén
bién ciia bénh o thé cin thiét trong qué trinh ngimg thude, Néu bénh khdng c6 kha ning i phit
khi ngimg thufic corticosteroid toan thiin, nhimng khing chic chiin v tinh trang i ché tuyén dudi
dbi-tuyén yén-thupng thin (HPA), lifu corticosteroid todn thin cé thé duge gidm nhanh dén lidy
sinh 19. Khi dat duoe lidu dexamethasone | mg/ngdy, cin gigm lidu chim lai dé phye hdi trpe
HPA.,

Viée ngimg d§t ngdt lidu phip corticosteroid todn thin khi di kéo dai dén ba tudn I3 phi hop trong
trurémg hop diinh gid bénh khang c6 khi ndng 14l phdt. Véi lidu dexamethasone 1én dén 6 my/ngiy
trong ba tufin, vige dimpg lidu dt ngdt khing c6 khi nang din deén (e ché trpe HPA 6 lién quan
vé mat ldm sang & da 5 bénh nhin. Vi céic nhém binh nhén san diy, cin cin nhac ngimg tr tir
liéu phip corticosteroid ton thin ngay ca khi d3 kit thic ede dot didu trj kéo dii ba tuin hoge

ngdn hom:
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+ Bénh nhin di ding nhidu dot conticosteroid todn thin, dgic hiét néu da ding hom ba tudn,

« Bénh nhin &8 dirge didu tr mdt dot ngdin han trong vong mét nim ké tir khi ngimg lidu phap dai
han (nhidu thing hode nhidu nim).

» Bénh nhén ci nguyén nhin khic giy thiéu néng vo thong thin ngodi ligu phip corticosteroid
ngog sinh.

* Bénh nhiin sit dung corticosieroid todn thin véi litu dexamethasone cao hon 6 mg/nghy.

« Bénh nhiin dimg nhigu liéu 1ip lai vaa budi ti.

Bénh nhiin nén mang theo thé "didu tri I:r:ing steroid’, trong d6 c6 hudmg din 16 cdc bién phip phong
ngita edn thyre hién dé gidm thidu rii ro vi cung cip thong tin chi tidt vé nguii ké dom, thude, lidu
lurgng v thivi ginn diéu i,

Chﬁng chi dinh sir dyung wic-xin virus sﬁng ¢ho nhimg b¢nh nhén dang ding lidu corticosteroid ire
ché midn djch. Co kivd niing khéng dat duge phin img khing thé huyét thanh dy kidn néu sir dyng
viie-xin virus hode vi khudn bit hoat cho nhimg bénh nhin dang dimg liéu corticosteroid ire ché
mién djch. Tuy nhién, ed thé tién hinh cde thi thudt tiém ching cho nhimg bénh nhiin dang ding
corticosteraid nhu mt ligu phip thay thé, vi dy déi viri bénh Addison,

Chi nén ding dexamethasone trong bénh lao dang hogt ddng ddi véi eae tnrdmg hop lao bing phit
hodic lao lan t6a, khi d6, corticosteroid duge sir dyng 38 kifm sodt bénh két hop vii phic db diéu
trj lao thich hop. Néu ding corticosternid cho nhitng bénh nhin mac bénh lao tiém dn hodic o6 phin
img voi tuberculin, cin theo dai chit ch# vi bénh cd khi niing thi phdt. Trong thii gian diéu tr
biing corticosteroid kéo dai, cin ding lidu phip héa tr dw phéng & nhimg bénh nhin nay,

Cé sir gin ting tde dung cla corticnsternid & bénh nhin suy gidp vi nhimg ngudi bj xo gan.

Corticosteroid o6 thé che gifu m6t sé diu hidu nhidm irting vi o6 thé gdy xudt hign cic binh nhiém
trimg mdi trong qud trinh sir dung. (Te ché dp (mg chong viém va chire ning mign djch lim ting
nguy co v mire &% nghiém trong ciia cic nhiém tring. Lic ndy, biéu hign lm sing céa cic nhi¢m
tring thuimg khiing dién hinh, nhitng bénh nhiém tring nghiém trong nhi nhiém tming hu:rél vl
Jao 6 thé b che gidu va dat dén giai dogn tién trién trwde khi duge phat hign. Co kha ning xdy ra
tinh trgng giam sirc dé khéng v khéng thé xdc dinh duge vi tri nhidm trimg & nhimg bénh nhin
ding corticosteroid.

Thiiy @ 14 mbi quan tdm dde bidt, vi bénh thudmg nhy nhumg cé thé gy tr vong & nhitg bénh
nhdin bi suy giam midn dich. Bénh nhin (hodc cha me cia tré) khing co tién sir méc thiy ddu rd
ring nén duge ur vin trinh tidp xde gin vl nguii bénh thity déu hodic herpes zoster; néu bj phoi
nhidm, cdn dén co séy té dé duge didu trj khin cip. Can mién dich thy ddng bing immunoglobulin
varicella-zoster (VZIG) cho nhimg bénh nhin khéng cd mién dich tidp xic dang ding
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corticosteroid toén thin hofic d& sir dung corticosteroid trong véng ba thing tnrde d6; nén ching
ngim trong vong mudd ngay ké tir khi o tigp xic vii bénh thiy diu. Néu co chin dodn xic nhin
bémh thity du, binh nhéin cin duge chilm soc chuyén khoa vi diéu trj khin cip. Khdng nén ngimg
ding corticosteroid v cd thé cdn ting lidu,

Bénh s cd the dién tién nghiém trong hojic thiim chi gdy Ui vong & nhitng bénh nhin bj suy gim
mién dich. Cin djic bigt thiin trong ddi vii tré em hodle ngurdi Iém bi suy gidm mién djch dé trinh
tiép xiic véi binh séi, Néu xiy ra tiép xic, co thé chi dinh liém dy phong immunoglobulin (1G)
tiém bip. Bénh nhin tiép xbe cin di kham ngay 1p tie,

Corticosteroid oo thé kich hont bénh amip hoic bénh giun lwom tiém dn, hojic lim trim trong thiém
bénh dang hogt ddng. Do 46, nén logi tir b¥nh amip va bénh giun luon tiém n hege dang hoat
ding trode khi bit dhu didu trj bing corticosteroid & bilt ki b@nh nhin néo co nguy co miic hojie
cb cde triéu chimg o6 lién quun dén mdt trong hai tinh trang ndy,

Sir dyng corticosteroid trong thivi gian dii cb thé gdy duc thiy tinh the dudi bao, tang nhiin &p cé
thé gy thn thuemg ddy thin kinh thi gide vit ed thé lam ting nguy co nhidm tring mat thie phit do
ném hofic vi-rit, Steroid cd thé lim ting hode gidm kha ning hogt ding vi i lugmg tinh triing.

Kining hodng u 1€ bio wa crine: _
P ¢6 béo cdo vl con khing hodng u 1€ bdo ua erdm ed thé din dén tir vong sau khi ding
corticosteroid todn thin. Chi nén sir dung corticosteroid cho bénh nhin dung nghi ngér hoje di xée
dinh mae u & bdo wa crdm sau khi co ddnh gid npuy covlei ich phit hop.,

Thiin tromg dée bigr: Clin d3c bigt cin thin khi xem xét sir dung corticosteroid todn thin vi cdn
theo diii thuimg xuyén ddi viri nhimng bénh nhin mie cac tinh trang sau: suy thin, ting huyé dp,
ddi thio ditmg hojie nhimg bénh nhan oo tién sir gia dinh mie ddi thao duimg, suy tim sung huyiy,
loding xuemg, bénh co do steroid trude do, bénh tang nhiin dp (hodic tién st gia dinh mic bénh ting
nhéin dp), nhirge co, viem loét dai tring khdng dac higu, viém (i thira, vira ndi rudt, loét da diy ta
tring dang hogt ddng hoic tiém &n, 6 tidn sir méc cic rbi loan cam xic nghiém trong bao gom
ehe tritmg hop & hign tai hojie trong qui khir (dic bidt 12 rbi logn tim thin do steroid trude do),
suy gan va ddng kinh. Kich img philec mge sau thing dudmg tidu hoa cd thé biéu hién rit it hodc
khdng ot bidu hign & nhitng bénh nhin ding lidu cao corticostercid. Thuyén tic m& duge bio céo
li mét bidn chimg cé thé xdy ra cin tinh trgng ting tidt cortisal,

Corticosternid ciin dhroe sir dung thin trong & nhimg bénh nhén bj herpes simplex mit, vi ci thé
gy thimg gidc mae.

Bénh nhin/vi nguéi chiim sée edn duee cdnh bilo v cie phin img oo hai vé tim thin nghiém trong
ed thé xay ra vid steroid toan thin (xem myc 10. Tic dyng khing mong mudn cua thudc), Cie
trigu chimg thuémg xuit hin trong vong vl ngay hofe vai tudin sau khi bat diu didu tri. O thid
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diém bt dliu, loai, mirc 49 nghidm trong hojc thai gian kéo dii cim cde phim {mg co hai khing
phy thude véo lidu lugng sit dung, tuy nhién, vige dimg lidu cav/phei nhidm todn thin cé thé gly
rn nguy co cao hon so v viée sit dung ligu Ihﬁp."tf'u: dyng tgi chd (xem thém mye 9, Tuong the,
tuomg ky cia thude). Mie di cae phin img 6 thé ciin phai didu tr dac higu, nhimg hilu hét déu
héi phye san khi gidm lidu hodie ngimg thude. Bénh nhin/mgudi chiam soc nén duge khuyén khich
tim dén e vén y 18 néu b tidn tridn cde trigu chimg vé tam 1Y déng lo ngai, dac biét 14 néu nghi
ngdr e6 tim trang chén ndn holie ¥ dinh tr tir. Bénh nhin/ngudi chim sbe nén cinh gide vii cae o
logn tam thitn co thé xdy m trong holle ngay sau khi giam liduwngimg thudc steroid todn thin, mac
dii cae phin img niy 4% duge bio cdo 14 khdng xdy ra thuirtmg xuyén,

Cn cljie bidt thiin wong khi ciin nhie sit dung corticosteroid toan thin cho nhimg bénh nhin cd tién
sit hofie dang mae cie rbi logn edm xic nghiém trgng, hodie di xdy m & nhitng ngudi thiin tryre bi.
Nhimg t5i logn ndy bao ghm bénh trdm cim hodc himg cdm-trdm cim va logn thin do steroid
trunte ¢,

Nhimg bénh nhin mic cic vin dé di truyén hidm gip vé khing dung ngp galactose, thiéu byt
lactase Lapp hofic kém hﬂp thu glucose-galactose khing nén ding thudie niy.

Tré sor sinh mon ihang: Bing chimg hign co cho thiy cde the dung phu kéo dii vé phdt trién thin
kinh & tré so sinh non thing mic bénh phii mdn tinh sau khi didu tr sém (< 96 git) vii licu khei
diu 14 0,25 mg/kg hai lin moi ngay.

Tré em: Corticosteroid giy chim phét trién & tré so sinh, tré nhd vi thanh thiéu nién; tinh trang
ndy cé thé khing hii phye. Cén gioi han didy trj & liéu 15i thidu trong thivi gian ngin nhit co the,
B giam thidu tink trang te ché true h dbi-tuyén yén-tuyén thuemg thin va chim phat trifn, nén
gidn han didu tr, ndu ¢ thé ehi ding mit lidu cich ngay,

Cin theo ddi thiin trong sir phit tridn v ting truémg cda tré so sinh vi é em khi dicu trj bing
corticosteroid kéo dit.

7. 80U DUNG THUOC CHO PHY NT' CO THAI VA CHO CON BU

Phu wir ¢6 thai

Co sir khac bidt vé kha ning di qua nhau thai cia timg logi thubc corticosteroid, dexamethasone
dé ding qua duwge nhau thai,

Diimg corticosteroid cho ddng vt cd thai cé the giy ra che bat thusémg vé sy phdt trién edia thai nhi
bao ghm hiv him éch, chim phit trién trong tir cung vA dnh luromg dén sy phit trién va ting tnmg
cira nio. Khong co bing chimg cho thily corticosternid 1am tang t¥ 1@ mie cic bit thudmg bim
sinh, ching han nhu hé him éch/hd méi & nguii. Khi ding trong thin gian ddi hofie ding lip lai
trong thai ky, corticosteroid coé thé lim ting nguy co chim phat trién ciia thai nhi trong tit cung.
Vé mit 1y thuyét, tinh trang suy tuyén thupng thin cb thé xay ra & tré so sinh sau khi tifp xie vi
corticosteroid tnede khd sinh nhung thirimg tir khdt sau khi sinh v hiém khi quan trong vé mat lim
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sing. Gibng nhur it ci cdc logi thibe, corticosteroid chi nén dwoc k& don khi loi fch cho me vé
con lém hom nguy co, Tuy nhién, khi corticosteroid I cin thié1, bénh nhin mang thal binh thudmg
¢t thé duge didu tri nhur nhimg bénh nhin khéng mang thai,

Phy nir cho con ba

Corticosteroid c6 thi di vio sim me, mic dit khng co dit ligu c6 sin ddi véi dexsmethasone, Tré
so sinh ctia phimg bi me ding corticosteroid todn thin liéu cao trong thii gian dai c6 thé bj suy
tuyén thuong thiin & mire 4§ nio 46,

8. ANIH HUONG CUA THUOC LEN KHA NANG LAIXE VA VAN HANH MAY MOC
Chura c6 nghidn elru vié dnh budmg cia thube trén khi niing 181 xe vil viin hinh mdy méc.

9, TUONG TAC, TUONG KY CUA THUOC

- Clin thin wong khi sir dung dexamethasone vii thalidomide, vi dii ¢6 bdo cho vé tinh trang hogi
tir bidu bi nhidm ddc khi diing ddng théi hai logi thude nay,

- Aspirin cin duge sit dyng thiin trong khi két hop véi corticosteroid trong trutmg hop giam
prothrombin man. DY thanh thai salicylate qua thin ting 1én do corticosteroid va do d6, lidu
salicylate nén dupe gidm cling vii vife ngimg steroid.

- Didu trj déng thiri véi chit (re ché CYP3A, bao glm che sén phim cb chiva cobicistat, dir kidn s
lam t#ing nguy co t@e dung phy todn thin, Nén trinh két hip trir khi I ich lém hom nguy co ting
tac dyng phy toan thin ciia corticosteroid, trang tredmg hop d6, binh nhin ciin durcre theo ddi cée
tac dyng phy todn than cia corticosteroid.

- Dexamethasone durge chuyén hba héi cytochrome P450 3A4 (CYP 3A4).

- Diing ding thiri dexamethasone vii cée chit giy cim (mg enzym eytochrome P450 3A4 (vi dy
nhir phenytoin, barbiturat, nfabutin, carbamazepine va rifampicin} cd thé lam ting 46 thanh thai
chuyén how cin corticosteroid, dén dén gidm ndng 4§ trong mau vi giam hogt ddng sinh ly, do dé
o6 thé cin phi didu chinh lidu ding cia dexamethasone, Ngodi m, ding déng thév dexamethasone
vii cée chilt tre ehé CYP 3A4 di bidt (vi dy nhir ketoconazole, khing sinh nhém macrolide nhur
erythromycin) c6 kha niing lim ting néng ) dexamethasone trong huvét tiomg. Tde dyng cia cée
thude khac [&n qui trinh chuyén héa dexamethasone o6 thé dnh hwong dén cic xét nghiém (e ché
dexamethasone, cdn thiin trong khi diing efe thude nay.

- Dexamethasone 1a chilt gy cém (mg CYP 3A4 & mic dj trung binh, Ding dng thei voi cde
thube khde duge chuyén hoa bin CYP 3A4 (vi dis nhir enythromycin va thude chéng HTV nhu
indinavir, ritonavir, lopinavir, saquinavir) eé thé lim ting dd thanh thitl ¢im ciac thude nay, din dén
gidm ndng 45 trong huydt Wwong. Theo kinh nghiém sau khi dus thude ra th trudng, 43 o6 bdo cfio
ve vide ting va giam nong dj phenytoin khi ding déng thii dexamethasone, dfin dén thay dbi trong
vide kidm sodt com ding kinh, Mic di ketoconazole ¢6 thé lam ting ndng dd dexamethasone trong
huyét twong thng qua i ché CYP 3A4, nlumg ketoconazole don ddc ¢o thé e ché tong hop

LY
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corticosteroid tuyén thwgng thin vi c6 thé gy suy tuyén thugmg thin tong quéd trinh ngimg
corticosteroid.

- Aminoglutethimide va ephedrine c6 thé lim ting d§ thanh théi corlicosteroid qua chuyén hoa v
gy thé clin tdng licu corticosteroid. Da cb bio cdo vé két qua dm tinh gid trong xét nghigm irc ché
dexamethasone & nhimg bénh nhin dang duge diéu trj bing indomethacin,

- ‘Thi gian prothrombin nén duge kiém ta thuémg xuyén & nhimg bénh nhin dang ding dfing thiri
corticosteroid vi thude ching déng coumarin vi co bdo cdo cho riing corticosteroid 41 lim thay
déi phiin img véi cée thude chbng ddng niy. Céc nghién cim dil chi ra riing téc dung thudmg gip
do sir dyng corticosteroid I e ché phin (mg voi coumnarin, mic dd cd mjt st hito cdo trii chidu
v the dyng liing cudmg nhimg chira duge cic nghién cin chimg minh.

- Corticosteroid giy ddi khing cée the dyng mong mubn ciia thute ha didmg huydt (bao gom
insulin).

- Khi dimg corticosteroid ding thivi véi thude lgi tidu lim gidm kali, cin theo dai chiit ché bénh
nhdn dé phit hign tinh trang ha kali méu.

- Corticosteroid ¢o thé giy #nh hdmg d&n xét nghiém nitro blue tetrazolium d& phit hién nhidm
trimg do vi khuiin vh gy §m tinh gid.

i, TAC DUNG KHONG MONG MUON CUA THUOC

Ty 1& xuft hign chic the dyng khing mong mudn cd thé dir dodn, bao ghm irc ché truc ha ddi - tuyén
yén - thugmg thin, o6 moi twong quan véi hoal lye trong Abi el thude, lidy lugng, thisi diém ding
thudc vil thir gian didu trj (xem myc 6. Cénh béo va thiin trong khi ding thufic),

1.--
e
)i—

&

Rdi loan mede i difn gigi: Gilt natei, giit nude, suy tim sung huyét & nhimg bénh nhiin nhay cam,
bt kali, nhifm kidm ha kali mAu, ting huyét dp, tAng b tiét canxi (xem muc 6. Canh béo vi thin
trong khi diing thudc).

Anh hietng dén hi oo xiemg: Yéu co, bénh co do steroid, mit khoi lugmg co, lofing xuwong (dic
bigt & phu nit sau man kinh), gy nén dit sbng, hoai tir v0 khuin & chim xuong ddi vi déi xuwomg
cénh tay, gly xuweng bénh 1y & cie xweng dai, (rach) din gin.

Enedmg fiéu hoa; Loét da day té tring ¢b thé giy thing vi xufit huyél, thing rudt non vh rudt gia,
diic bidt & hénh nhan viém rudt, viém wy, chudng bung, viém loét thye qudn, khé ticu, nhitm ndm
candida & thyre quan.

Da liéw: Chm tanh vét thuong, méng da, chim xudt huyét, ban xudt huyét, ban d6, ran da, gidn
o mach, mun trimg ¢4, ting tiét md hai, {re ché phan img véi céc xét nghigm trén da, cic phan
(mg da khde nhir viém da dj (mg, méy day, phi né do rbi logn thin kinh huyét quén.

Fi thén kinh: Co gidt, chdng mdt, dau dhu. Ting dp lyre ndi 50 kém phit gai thi (u nfio giil) ¢o the
xiy m, thutmg sau khi ngimg digu trj.
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Tém thin: Nhidu phin (mg tdm thin bao gdm rdi loan cdm xic (nhur céu kinh, hung phin, trhm
cam, 1im trang khong n dinh vA § nghf tir tir), phin img loan thin (bao gdm humg chm, hoang
twdmg, &0 gific vA Iim trim trong thém bénh tim thin phin 1ig), rbi loan hinh vi, d8 ciu git, lo fu,
vii logn gific ngdh vi rdi logn nhin thire nhur 16 Bin vii mit i nhé 48 duge bio cdo. Cée phin (mg
niy khii phd bidn v c6 thé xdy ra & cd ngudi lim va iné em. O ngudi l6m, ty 1§ phin (mg nghiém
trong ude Linh khodng 5-6%, Chc téc ddng tim 1§ ciing o6 thé xdy ra khi ngimg corticosteroid,
nhumg tAn sut chim duge xée djnh,

Ngi tiét: Kinh nguyét khing déu, v kinh, hii chimg Cushing, e ché sy phit trién & tré em vi
thanh thiéy nién, wyén thigng thin v tuyén yén khing ddp img thir phat (dfic bigt trong cde tinh
huéing cdng thing nhu chin thuong, phiu thudt hofic bénh), gidm dung nap carbohydrate, gidm
biéu hign el dii thio dirdmg tidm fn, ting dudomg huyét, ting nhu clu insulin hodc thudic ha dudmg
huyét ding duimg udng & bénh nhin dai thao dwimg, chimg rim ling.

Téie dung ching vidm vir tre ché midn dich: Ting nguy co v mirc 48 nghiém trong cla nhifm
trimg, che gifu tridu chimg lim sang cta nhigm tring. Nhifm tring co hii, ti phét bénh lao tiém
din (xem muyc 6. Canh béo va thin trong khi ding thudc).

Rdi logn mdt: Puc thiy tinh thé dudi bao sau, ting dp lyc ndi nhin, phi gai thi, méng gibe mac
hodc elng mac, lam trdm trong thém bénh 1y mét do virus, glaucoma, 18i mit, bénh hic ving mae.

Chuyén héa: Cin biing nite §m tinh do tang dj héa protein. Cin biing canxi Am tinh.

Tim mgeh: V& cortim san nihod mau e tim g:?m diy (xem myc 6. Canh bdo vi thin trong khi ding
thudic).

Khdc: Qua mén bao gdm phin v&, tng bach ciu, hu;.rfll khéi thc mach, ting cin, ting cam gidc
thém &, budn nén, khé chiu, née.

Trigu chimg v ddine higue khi ngitng thude:

Viée giam litu corticosteroid qui nhanh sau khi diu tri kéo dii e thé din dén suy thugmg thin
clip, ha huyét 4p vl tir vong (xem mye 6. Canh bio va thiln trong khi dimg thugc).

Trong mit sb tnwdng hop, tign chimg ngimg thudc c6 thé mé phong sy i phit cia bénh ma binh
nhiin dang diéu tr.

11. QUA LIEU VA CACH XU TR

Cic bio cdo vé dde tinh efip vaodie tr vong sau khi ding qué liéu glucocorticoid it higm gap.
Hién khéing ed thude gidi dic. C6 thé khdng chi dinh didu trj cho cde phén img ngd dde mén tinh,
trir khi b§nh nhén e tinh trang nhay cém bt thuémg véi céc dnh hudmg xdu do corticosteroid.
Trong tririmg hgp nity, cin rira da diy va diéu trj tridu chimg néu cin thiés,
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Ciic phan fmg phin vé& vA qud min c6 thé duge dibu trj bang cpinephrine (adrenaline), thir may ap
lye diromg vik aminophylline, Bénh nhin cin duoe gitt im va yén tinh,

Thivi gian bdn hiy sinh hge cie dexamethasons trong huyét twong 13 khodang 190 phit.

12. PAC TINH DUGC LYC HOC
Ma ATC: HOZABGR

Mhom dimpe |y: Glucocorticoid

Dexamethasone fd mdt glicocorticoid. Thube o cic téc dung va hifu qui twong te nhir che
glucocorticoid co ban khic, déng théd & mdt trong nhimg diin chit ¢ hogt lye manh nhét
Glucocorticoid 14 nhém corticosteroid 6 ngudn ge tir vo thugng thin, bao ghm c& hop chit
nhién va tng hop, co khi ning bip thu 16t qua dubng tiéu hos. Ching gy ra nhimg téc ding
chuyén hba sdu rdng vi da dgng, dbng thid didu bidn dép img midn dich cin co thé dii véi nhiéu
logi kich thich khac nhau.

Ciie plucocorticoid ndi sinh (hydrocortison vi cortison), vbn ¢o thém diic tnh gitr mudi vi mede,
duge sir dyng 38 didu e thay thé trong treomg hgp suy vo thugng thin., Cae din chdt 1ing hep,
bao ghm dexamethasone, chil yéu duge ding do tac dung khing vigm mygnh trong diéu trj céc bénh
I lién quan dén nhidu hé co quan khic nhau.

13. PAC TINH DUQC BONG HQC
Dexamethasone dugc I:Lép thu dé ding qua dudmg tiéu hoa.

Thivi gian bdn hity sinh hoe clia dexamethasone trong huyét tromg khodng 190 phit.
Dexamethasone gin vii protein huyét tneng thp hon so véi hiu hét cic corticosteroid khic v
wire tinh khoding 77%.

Cd 16 65% lidu ding duge bai tidt qua nude tidu trong vong 24 gid, t¥ |§ bai tiét ting khi ding
dbng thii v phenytoin,

Céc corticosteroid halogen hda manh hon nhr dexamethasone didmg nhar di qua hang rao nhau
thai véi sir bét hogt it nho,

Dexamethasone co hogt tinh glucocorticoid chidm wu thé wii xu hordng it gy gilt natri v muede o
thin. Do dé, dexamethasone khang phii 1d ligu phdp thay thé hodn ton vi cin bd sung mudi
vivholic deoxycorticosterone. Cortisone v hydrocortisone ciing hoat dimg chu yéu nhu
glucocatticoid, mdc di hogt tinh mineralocorticoid cia ching lém hon cia dexamethasone. Vige
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sir dung cortisone v hydrocortisone & nhimg bénh nhdn bj suy vé thurgng thin hodn toin ciing cd
thé edin bé sung i, deoxycortisone, hodc cd hai.

14. PONG GOI: Hop 5 vi * 10 vién.

15. BAO QUAN: Bao quén & noi khd mt, dudi 30 °C. Tranh dnh sing tre lidp,
16. HAN DUNG: 24 thiing ke tir ngy san xudt,

17. TIEU CHUAN CHAT LUONG: TCCS.

18, CO SO SAN XUAT:
BALKANPHARMA — RAZGRAD AD

Dia chi: 68 Aprilsko vastanie Blvd., 7200 Razgrad, Bulgary.

19, CHU SO HU'U SO DANG KY LUU HANH, NHAP KHAT VA PHAN PHOI
CONG TY CO PHAN GONSA

Din chi: 88 Duémg Pham Thi Téanb, Phubng 4, Quin 8, Thinh phé HO Chi Minh, Viét Nam.
Bi¢n thoai: 1800 646899,
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Rx This drug i taken with prescription only
DEXA-EASE 2 MG

Keep out of children 's reach.
Carefully read this package fnsert before using,

1. COMPOSITION

Each tablel contains:
Aetive ingredient: Dexamethasone (Ph. Eur) .. s s s s TR
Excipienis: Lactose monochydrate/Maize starch (85 IS} Magnr:sr stearate.

1. PHARMACEUTICAL DOSAGE FORM:

Tablet.
Deescription of the dosage form: Round, flat tablets, while to almost white, 6 mm in dismeter, “[2"
on one side.

3. INDICATIONS
Dexamethasone is indicated as a treatment for certain endocrine and non-endocrine disordery, in |
certain cases of cerebral oedema, and for dingnostic testing of adrenocortical hyperfunction.
- Endocrine disorders: Primary or secondary adrenocortical insufficiency, congenital adrenal
hyperplasia.
- MNon-endoerine disorders: Dexamethasone may be used in the treatment of non-endocrine
corticosteroid responsive conditions, including:
o Allergy and anaphylaxis: Angioneurotic oedema, anaphylaxis.
Arteritis collagenosis: Polymyalgia rheumatica, polyarteritis nodosa.
Blood disorders: Haemolytic anaemia, leukaemia, myeloma,
Cardiovascular disorders: Post-myocardial infarction syndrome.
Gstro-intestinal: Crohn's disease, uleerative colitis,
Hypercalcaemia: Sarcoidosis.
infections (with appropriate chemaotherapy ): Miliary tuberculosis,
Muscular disorders: Polymyositis.
Neurslogical disorders: Raised intra-cranial pressure secondary to cerebral tumours,
Ocular disorders: Antenor and posterior uveitis, optic neuntis.
Renal disorders: L.upus nephritis.
Respiratory disease: Bronchial asthma, aspiration preumonitis.
Rheumatic disorders: Rheumatoid arthritis.
skin disorders: Pemphigus vulgans.

o o o0 0 0 0 0o o 0 H o o0 o6
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4. METHOD OF ADMINISTRATION, POSOLOGY

Method of administration

For oral administration. Teke the tablet whole with water,

Mosology

General considerations; Dosage miust be individualised on the basis of the disease and the response
of the patient. In order to minimise side effccts, the lowest possible dosage adequale to control the
disease pracess should be used (see section 10, UNDESIRABLE EFFECTS).

The initial dosage varies from 0.5 mg to 9 mg a day depending on the disease being treated, Tn
more severe discases, doses higher than 9 mg may be required, The initial dosage should be
maintained or adjusted until the patient's response is satisfactory. Both the dose in the evening,
which is useful in alleviating moming stiffness, and the divided dosage regimen are associated
with greater suppression of the hypothalamo-piteitary-adrenal axis. IF satisfuctory clinical
reaponse does nol occur afler a reasonable period of time, discontinue dexamethasone tablets and
transfer the patient to other therapy.

After a favourable initial response, the proper maintenance dosage should be determined by
decrensing the initial dosage in small amounts to the lowest dosage that maintaing an adequate
clinical response. Chronic dosage should preferably not exceed 1.5 mg dexamethasone daily.

Patients should be monitored for signs that might require dosage adjustment, including changes in
clinical status resulting from remissions or exacerbations of the disease, individual drug
responsiveness, and the effect of stress (e.g. surgery, infection, trauma). During stress it may be
necessary to increase dosage temporarily.

To avoid hypoadrenalism and/or a relapse of the underlying discase, it may be necessary to
withdraw the drug gradually (see section 6. Special wamings and precautions for use).

The following equivalents facilitate changing to dexamethasone from other glucocorticoids:
Milligram for milligram, dexemethasone is approximately equivalent to betamethasone, 4 to 6
times more potent than methylpredniselone and tdamcinolone, 6 1o § times more potent than
prodnisone and prediisolone, 25 to 30 times more potent than hydmocartisone, and about 35 times
more potent than corlisone.

Dexamethasone suppression lests:
|, Tests for Cushing's syndrome: 2 milligram dexamethasone is given orally at | | p.m., then bood

is drawn for plasma cortisol determination at 8 a.m. the following moming.
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For greater accuracy, 500 microgram dexamethasone is given orally every 6 hours for 48 hours.
Plasma cortisol is measured at £ a.m. on the third moming. Twenty -four-hour urine collections are
made for determination of 17-hydroxycorticosteroid excretion,

2. Test to distinguish Cushing's syndrome caused by pituitary ACTH excess from the syndrome
induced by other causes: 2 milligram dexamethasone is given orally every 6 hours for 48 hours.
Plasma cortisol is measured at 8 a.m. on the morning following the last dose. Twenty-four-hour
uring collections are made for determination of 17-hydroxycorticosteroid excretion.

Use in children: Dosage should be limited to a single dose on alternate days to lessen retardation
of growth and minimise suppression of hypothalamo-pituitary -adrenal axis.

Use in the clderdy: Treatment of clderly patients, particularly if long term, should be planned
bearing in mind the more sernous consequences of the common side effects of corticosteroids in
old age, especially osteoporosis, diabetes, hypertension, hypokalsemia, susceptibility to infection
and thinning of the skin. Close clinical supervision is reguired o avoid life threatening reactions
(see section 10, UNDESIRABLE EFFECTS).

5. CONTRAINDICATIONS

- Systemic [ungal infections; systemic infection unless specific anti-infective therapy s employed;
hypersensitivity to any component of the drug.

- Administration of live virus vaccines (see section 6. Special warnings and precautions [or use).

6. SPECIAL WARNINGS AND PRECAUTIONS FOR USE

There is an increased risk of systemic side-elfects with CYP3A inhibitors (refer to section 9. rug
mnteraction and incompatibility),

In post marketing experience tumour lysis syndrome (TLS) has been reported in patients with
hacmatological malignancies following the use of dexamethasone alone or in combination with
other chemotherapeutic agents. Patient at high risk of TLS, such as patients with high proliferative
rate, high tumour burden, and high sensitivity to cytotoxic agents, should be monitored closely and
appropriate precaution taken.

Undesirable effects may be minimised by using the lowest effective dose for the minimum period
and when appropriate by administering the daily requirement as a single morning dose or whenever
passible as a single morning dose on altemative days, Frequent patient review is required to
appropriately titrate the dose against disease activity. When reduction in dosage is possible, the
reduction should be gradual (see section 4. Method of adminisiration, posology).

Corticosteroids may exacerbate systemic fungal infections and should not be used in the presence
of such infections unless they are needed to control life-threatening drug reactions due w0
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amphotericin, Moreover, there have been cases reported in which concomitant use of amphotericin
and hydrocortisone was followed by cardiac enlargement and heart failure.

Reports in the literature suggest an apparent association between use of corticosteroids and lefi-
ventricular free-wall rupture after a recent myocardial infarction; therefore, conicosteroids should
be used with great caution in these paticnts.

A repotl shows that the use of corticosteroids in cercbral malaria is associated with a prolonged
coma and an incressed incidence of pneumonia and gastro-intestinal bleeding.

Average and large doses of hydrocortisone or cortisone can cause elevation of blood pressure,
retention of salt and water, and increased excretion of potassium, but these effects are less likely
o occur with synthetic derivatives, except when used in large doses. Dietary salt restriction and
potassium supplementation may be necessary.
All corticosteroids increase calcium excretion.

In patients on corlicasteroid therapy subjected to unusual stress (g, intercurrent illness, traoma,
or surgical procedure), dosage should be increased before, during and after the stressful situation.
Drrug-induced secondary adrenocortical insufficiency may result from oo rapid withdrawal of
corticosternids and may be minimised by gradual dosage reduction, being tapered off over weeks
and months, depending on the dese and duration of treatment, but may persist for up to a year afler
discontinuation of therapy. In any stressful situation during that period, therefore, corlicosieroid
therapy should be reinstated. If the patient is already receiving corticosternids, the current dosage
may have to be temporarily increased. Salt andior a mineralocorticoid should be given
concurrently, since minerslocorticoid secretion may be impaired.

Stopping corticosteroids after prolonged therapy may cause withdrawal symploms including fever,
myalgia, arthralgia, and malaise. This may oceur in patients even without evidence ef adrenal
insufficiency.

In patients who have received more than physiological doses of systemic corlicosteroids
(approximately | mg dexamethasone) for greater than three weeks, withdrawal should not be
abrupt. How dose reduction should be carried out depends largely on whether the disease is likely
to relapse as the dose of systemic corticosleroids is reduced. Clinical assessment of disease activity
may be needed during withdrawal. If the disease is unlikely to relapse on withdrawal of systemic
corticosteroids but there is uncertainty about hypothalamic-pituitary adrenal (HPA) suppression,
the dose of systemic corticosternids may be reduced rapidly to physiological doses. Once a daily
dose of | mg dexamethasone is reached, dose reduction should be slower 1o allow the HPA-axis
to recover.

Abrupt withdrawal of systemic corticosteroid treatment, which has continued up to three weeks is
appropriate if it is considered that the disease is unlikely to relapse. Abrupt withdrawal of doses of
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up to 6 mg daily of dexamethasone for three weeks is unlikely to lead to clinically relevant HPA-
axis suppression, in the majority of patients. In the following patient groups, gradual withdrawal
of systemic corticosteroid therapy should be considered even after courses lasting three weeks or
less:

« Patients who have had repeated courses of systemic coticosteroids, particularly if taken for
greater than three weeks.

» When a short course has been prescribed within one year of cessation of long term therapy
{months or years).

» Patients who may have ressons for adrenocortical insufficiency other than exogenous
corticosteroid therapy,

« Patients receiving doses of systemic corticosteroid greater than 6 mg daily of dexamethasone,

* Patients repeatedly taking doses in the evening.

Patients should carry 'steroid treaiment’ cards, which give clear guidance on the precautions to be
taken o minimise risk, and which provide details of prescriber, drug, dosage, and the duration of
treatment,

Administration of live virus vaccines iz comtra-indicated in individuals receiving
immunosuppressive doses of corticosteroids. If inactivated viral or baclerial vaccines are
administered to individuals receiving immunosuppressive doses of corticosteroids, the expected
serum antibody response may not be obtained. However, immunisation procedures may be
undertaken in patients who are receiving corticosieroids as replacement therapy, e_g. for Addison's

disease,

The use of dexamethasone in active tuberculosis should be restricted to those cases of fulminating
or disseminated tuberculosis in which the corticosteroid is used for the management of the discase
in conjunction with an appropriate antituberculous regimen. If corticosteroids are indicated in
paticnts with latent tuberculosis or tuberculin reactivity, close observation of the discase is
necessary as reactivation may occur. During prolonged corticosteroid therapy, these patients
should receive prophylactic chemotherapy.

There is an enhanced effect of corticosteroids in patients with hypothyroidism and in those with
cirrhogis,

Corticosteroids may mask some signs of infection, and new infections may appear during their
use. Suppression of the inflammutory response and immune function increases the susceptibility
to infections and their severity. The clinical presentation may often be atypical, and serious
infections such as septicaemia and tuberculosis may be masked and reach an advanced stage before
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being recognised. There may be decreased resistance and inability to localise infection in patients
on corticosternids.

Chickenpox is of particulsr concern, since this normally minor illness may be fatal in
immunosuppressed patients, Patients (or parents of children) without a definite history ol
chickenpox should be advised o avoid close personal contact with chickenpox or herpes zoster,
and if exposed they should seek urgent medical attention. Passive immunisation with varicclla-
zoster immunoglobulin (VZIG) is needed by exposed non-immune patients who are receiving
systemic corticosteraids or who have used them within the previous three months; this should be
given within ten days of exposure to chickenpox. IFa diagnosis of chickenpox is confirmed, the
illness warranis specialist care and wgent treatment. Corticosteroids should not be stopped and the
dose may need to be increased.

Measles can have a more serious or even fatal course in immunosuppressed patients. Tn such
children or adults patticulsr care should be taken to avoid exposure to measles. I exposed,
prophylaxis with intramuscular pooled immunoglobulin (IG) may be indicated. Exposed patients
should be advised to seek medical advice without delay.

Corticosternids may activaie latent amocbiasis or strongylodinsis or exacerbate active disease.
Therefore, it is recommended that latent or active amoebiasis and strongyloidiasis be ruled out
before initiating corticosteroid therapy in any patient at risk of or with symptoms suggestive of
either condition,

Prolonged use of corticosteroids may produce subcapsuler cataracts, glaucoma with possible
damage to the optic nerves, and may enhance the establishment of secondary ocular infections due
to fungi or viruses, Steroids may increase or decrease the motility and number of spermatozoa.

Pheochromocyioma crisis:

Pheochromocytoma crisis, which can be fatal, has been reported after administration of systemic
corticosteroids. Corticosteroids should only be administered to patients with suspected or
identified pheochromocytoma afier an appropriate risk/benefit evaluation.

Special precawtions: Particular care is required when considering the use of systemic
corticosteroids in patients with the following conditions, and frequent patient monitoring is
necessary: renal insufficiency, hypertension, diabetes or in those with a family listory of diabetes,
congestive heart failure, osteoporosis, previous steroid myopathy, glavcoma (or family history of
glavcoma), myasthenia gravis, non-specific ulcerative colitis, diverticulitis, fresh mtestinal
anastomosis, active or latent peptic uleer, existing of previous history of severe affective disorders
(especially previous steroid psychosis), liver failure, and epilepsy. Signs of peritoneal irvitation
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following gastro-intestinal perforation in patients receiving large doses of corticosteroids may be
minimal or absent, Fat embolism has been reported as a possible complication of hypercortisonism.
Corticosteroids should be used cautiously in patients with ocular herpes simplex, because of
possible comeal perforation,

Patients/and or carers should be warned that polentially severe psychiatric adverse reactions may
occur with systemic steroids (sce section 10, Undesimble effects), Symptoms typically emerge
within a few days or weeks of starting the treatment. Risks may be higher with high doses/systemic
exposure (see also section 9, Drug interaction and incompatibility), although dose levels do not
allow prediction of the onset, type, severity or duration of reactions, Most reactions recover after
either dose reduction or withdrawal, although specific treatment may be necessary. Patients/carers
should be encouraged to seek medical advice il worrying psychological symploms develop,
especially if depressed mood or suicidal ideation is suspected. Patients/carers should be alent to
possible psychiatric disturbances that may occur either during or immediately after dose
tupering/withdrmwal of systemic steroids, although such reactions have been reported infrequently.
Particular care is required when considering the use of systemic corticosteroids in paticnts with
existing or previous history of severe affective disorders in themselves or in their first degree
relatives. These would include depressive or manic-depressive illness and previous steroid
psychosis.

Patients with rare hereditary problems of galactose intolerance, the Lapp lactase deficiency or
glucose-galactose malabsorption should not take this medicine.

Preterm neonptes: Available evidence suggests long-term neurodevelopmental adverse events
after early treatment (< 96 howrs) of premature infants with chronic lung disease at starting doses
of 0.25 mg/kg twice daily.

Chifdren; Corticosteroids cause growth retardation in infancy, childhood and adolescence, which
may be irreversible. Treatment should be limited 1o the minimum dosage for the shortest possible
time. In order to minimise suppression of the hypothalamo-pituitary-adrenal axis and growth
retardation, treatment should be limited, where possible, to a single dose on alternate days.
Cirowth and development of infants and children on prolonged corticostercid therapy should be
carefully monitored.

7. PREGNANCY AND LACTATION

Pregnancy

The ability of corticosteroids to cross the placenta varies between individunl drugs, however,
dexamethasone readily crosses the placerta.

Administration of corficosteroids to pregnant animals can cause sbnormalities of foetal
development including cleft palate, intrauterine growth retardation and effects on brain growth and
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development. There is no evidence that corticostervids result in an increased incidence of
congenital abnormalities, such as cleft palate / lip in man. When administered for prolonged
periods or repeatedly during pregnancy, corticosteroids may increase the risk of intra-uterine
growth retardation. Hypoadrenalism may, in theory, occur in the neonate following prenatal
exposure to corticosteroids but usually resolves spontaneously following birth and is rarely
clinically important. As with all drugs, corticosteroids should only be prescribed when the benefits
1o the mother and child outweigh the risks. When corticosteroids are essential however, patients
with normal pregnancics maybe treated as though they were in the non-gravid state,

Laciation

Corticosteroids may pass inle breast milk, although no data are available for dexamethasonc,
Infants of mothers taking high doses of systemic corticosteroids for prolonged periods may have
a degree of adrenal suppression.

8. EFFECTS ON ABILITY TO DRIVE AND USE MACHINES
There have been no studies on the effects of the drug on the ability 1o drive and operate machinery.

9. DRUG INTERACTION AND INCOMPATIBILITY

- Dexamethasone should be used with caution with thalidomide, as toxic epidermal necrolysis has
been reported with concomitant administration of these two drugs.

- Aspirin should be used eautiously in conjunction with corticesteroids in hypoprothrombinaemia.
The renal clearance of salicylates is increased by corticosteroids and, therefore, salicylate dosage
should be reduced along with steroid withdrawal.

- Co-treatment with CYP3A inhibitors, including cobicistat-containing products, is expected to
increase the risk of systemic side-effects. The combination should be avoided unless the benefit
outweighs the increased risk ol systemic corticosteroid side-effects, in which case patients should
he monitored for systemic corticosteroid side-effects,

- Dexamethasone is metabolised by cytochrome P450 3A4 (CYP 3A4).

= Concomitant administration of dexamethasone with cytochrome P450 A4 enzyme inducers (e.g,
phenyloin, barbiturates, rifabutin, carbamazepine, and rifampicin), may enhance the metabolic
clearance of corticosternids, resulting in decreased blood levels and reduced physiclogical activity,
This may necessitate adjustment of the dosage of Dexamethasone. [n addition, the concomitant
administration of dexamethasone with known inhibitors of CYP 344 (e.g. ketoconazole, magrolide
antibiotics such as erythromycin) has the potential to result in increased plasma concentrations af
dexamethasone. Effects of other drugs on the metabolism of dexamethasone may interfere with
dexnmethasone suppression tests, which should be interpreted with caution during administration
of such drugs.
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- Dexamethasone is & moderate inducer of CYP 3Ad. Co-administration with other drugs that are
metabolized by CYP 3A4 (eg. erthyromycin and anti-HIV drugs such as indinavir, ritonavir,
lopinavir, saquinavir) may increase their clearance, resulting in decreased plasma concentrations.
In post-marketing experience, there have been reports of bath increases and decreases in phenytoin
levels with dexamethasone co-administration, leading to allerations in seizure control, Although
ketoconazole may incrense dexamethasone plasma concentrations through inhibition of CYT 3A4,
ketoconazale alone can iuhibit adrenal corticosteroid synthesis and may cause adrenal
insufficiency during corticosteroid withdrawal.

- Aminoglutethimide and ephedrine may enhance metabolic clearance of corticosteroids and an
increase in corticosteroid dosage may be necessary. False-negative results in the dexamethasone
suppression test in patients being treated with indomethacin have been reporied.

- The prothrombin time should be checked frequently in patients whe are receiving corticostervids
and coumarin anticoagulants at the same time as there have been reports thal corticosteroids have
altered the response to these anticoagulants. Studies have shown that the usual effect produced by
widing corticostéroids is inhibition of response to coumarins, although there have heen some
conflicting reports of potentiation not substantiated by studies,

. The desired effects of hypoglycaemic agents (incloding insulin) are antagonised by
corticosteroids.

. When corticosteroids are administered concomitantly with potassium-depleting diuretics,

paticnts should be observed closely for development of hypokalaemia. -
- Corticosteroids may affect the nitro blug tetrazolium test for bacterial infection and produce false- 2
negative results. »

10, UNDESIRABLE EFFECTS

The incidence of predictable undesirable effects, including hypothalamic-pituitary-adrenal
suppression, correlates with the relative potency of the drug, dosage, timing of administration and
the duration of treatment (see section 6. Special warnings and precautions for use).

Fiuid and electrolyte disturbances: Sodium retention, {luid retention, congestive heart failure in
susceptible patients, potassium loss, hypokalaemic alkalosis, hyperiension, increased calcium
excretion (see section 6. Special warnings and precautions for use).

Musculoskeletal effects: Muscle weakness, steroid myopathy, loss of muscle mass, OStEOpOTOsiS
{especially in post-menopausal females), vertebral compression fractures, nseptic necrosis of
femoral and humeral heads, pathological fracture of long bones, tendon rupture,

Gastro-intestinal: Peptic ulcer with possible perforation and haemorrhage, perforation of the small
and large bowel particularly in patients with inflammatory bowel disease, pancreatitis, abdominal
distension, ulcerative ocsophagitis, dyspepsia, oesophageal candidiasis.
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Dermatalogical: Impaired wound healing, thin fragile skin, petechize and ecchymoses, erythema,
striae, telangiectasia, acne, increased sweating, suppressed reaction to skin tests, other cutancous
reactions such as allergic dermatitis, urticaria, angioneurotic oedema.

Newrological: Convulsions, vertigo, headache. Increased intracranial pressure with papilloedema
{psendotumour cerebri) may occur usually after treatment.

Psyehiairic: A wide range of psychiatric reactions including affective disorders (such as irvitable,
cuphoric, depressed and labile mood, and suicidal thoughts), psyehotic reactions {including mania,
delusions, hallucinations and aggravation of schizophrenia), behwvioural disturbances, irritability,
anxiety, sleep disturbances, and cognitive dysfunction including confusion and amnesia have been
reported. Reactions are common and may occur in both adulis and children. In adults, the
frequency of severe reactions have been estimated to be 5-6%. Psychological effects have been
reparted on withdrawal of corticosteroids; the frequency 15 unknown.

Endocrine: Menstrual irregularities, amenorrhoea, development of Cushingoid state, suppression
of growih in children and adolescents, secondary adrenocortical and pituitary unresponsiveness
{particularly in times of stress as in trauma, surgery or illness), decreased carbohydrate tolerance,
manifestations of latent diabetes mellitus, hyperglyeaemia, increased requirements for insulin or
oral hypoglycasmic agents in diabetics, hirsutism.

Anti-inflammatory and immumosuppressive effects: Increased  susceptibility and severity of
infections with suppression of clinical symptoms and signs. Opportunistic infeclions, recurmence
of dormant tuberculosis (see section 6, Special warnings and precautions for use).

Eve divorders: Posterior subcapsular cataracts, increased intra-ocular pressure, papillosdema,
corneal or scleral thinning, exacerbation of ophthalmic viml disease, glavcoma, exophthalmos,
chorioretinopathy.

Merabolie: Negative nitrogen balance due (o protein catabolism. Negative calcium balance.

Cardipvascular: Myocardial rupture following recent myocardial infarction (see section 6. Special
warnings and precautions for use),

(hher:  Hypersensitivity, including anaphylaxis has  been reported, leucocytosis,
thrombeembaolism, weight gain, increased appetite, nansen, malaise, hiccups.

Withdrawal symptoms and signs:

Too rapid a reduction of corticosteroid dosage following prolonged reatment can lead to acule
adrenal insufficiency, hypolension, and death {3ec section 6. Special wamings and precautions for
use).
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In some instances, withdrawal symptoms may simulate a clinical relapse of the disease for which
the patient has been undergoing treatment.

11. OVERDOSE AND TREATMENT

Reports of acute toxicity and/or deaths following overdosage with glucocorticoids are rare, No
antidote is available. Treatment is probably not indicated for reactions due to chronic poisoning
unless the patient has a condition that would render him unusually susceptible to ill effects from
corticostervids. In this case, the stomuch should be emptied and symptomatic treatment should be
instituted as necessary.

Anaphylactic and hypersensitivity reactions may be treated with epinephrine {adrenaling),
positive-pressure artificial respiration and aminophylline, The patient should be kept warm and
quiel,

The biological half-life of dexamethasone in plasma is about 190 minutes.
- 12. PHARMACOLOGICAL PROPERTIES

Pharmacotherapeutic group: Glucocorticoids

ATC code: HOZABO2

Dexamethasone is a glucocorticoid. It possesses the actions and effects of other basic
glucocorticoids and is among the most active members. Glucocorticoids are adrenocortical
steroids, both naturally occurring and synthetic, which are readily absorbed from the
gastrointestinal tract. They cause profound and varied metabolic effects and in addition they
modify the body's immume responses to diverse stimuli,

Naturally occurring glucocorticoids (hydrocortisone and cortisone), which also have salt retaining
propertics, are used as replacement therapy in adrenocortical deficiency states. Their synthetic
analogs, including dexamethasone, are used primarily for their potent anti-inflammatory effiects in
disorders of many organ sysiems.

13, PHARMACOKINETIC PROPERTIES
Dexamethasone s readily absorbed from the gastro-intestinal tract,
lts biological half-life in plasma is about 190 minules.

Binding of dexamethasone to plasma proteins is less than for most other corticosteroids and is
estimated to be about 77%,
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Up 1o 65% of a dose is excreted in the urine in 24 hours, the rate of excretion being increased
following concomitant administration of phenyloin,

The mare potent halogenated corticosteroids such as dexamethisone, appesr to cross the placental
barrier with minimal inactivation.

Dexamethasone has predominant glucocorticoid activity with little propensity to promote renal
retention of sodium and water. Therefore, it does not offer complete replacement therapy and must
be supplemented with salt and/or deoxycorticosterone. Contisone and hydrocortisone also act
predominately as glucocorticoids, although their mineralocorticoid action is greater than that of
dexamethasone, Their use in patients with total adrenocortical insufficiency also may require
supplemental salt, deoxyeortisone, or both,

14. PACKAGE SIZE: Box ol 5 blisters = 10 tablets.

15, STORAGE CONIMTTIONS: Store in dry and cool place, below 30 *C. Protect from direct
light,
16. SHELF-LIFE; 24 months from the manufactuning date.

17. SPECIFICATIONS: In-house,

18. MANUFACTURER
BALKANPHARMA - RAZGRAD AD
Address: 68 Aprilsko vastanie Blvd., 7200 Razgrad, Bulgary.

19. APPLICANT, IMPORTER AND DISTRIBUTER

GONSA JOINT STOCK COMPANY

Address: 88 Pham Thi Tanh Street, Ward 4, District 8, Ho Chi Minh City, Vietnam.,
Tel: 1800 646899,




