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CHi DINH - cuﬂmcmnmu g () 0710.3899000 |  Khu cong nghiép T4n Phi Thanh, Chéu Thanh A, Hau Giang
BT: (0711) 3953555 ® Fax: (0711) 3953555
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Box of 10 blisters x 10 tablets
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* To hwong dan sir dung thudc:

KCH DONG GOI: Hop 3 vix 10 vién.
DUQC LYC HOC:

Medlon véi thanh phdn hoat chét 12 methylprednisolon, 1a mot
glucocorticoid, ¢6 téc dung chéng viém, chéng dj ing va ic ché
mién dich rd rét. Do methyl héa prednisolon, téc dung corticoid
trén chuyén hoa mudi da dugc loai trif nén it c6 nguy co gdy gill
mudi, nuéc va gdy phi. Tac dyng chéng viém cla
methylprednisolon tdng 20% so vdi tac dung cla prednisolon, 4
mg methylprednisolon ¢d hiéu lyc bing 20 mg hydrocortison.
DUGC BONG HOC: Sinh kha dung khoang 80%, néng do huyét
tuong dat mifc t6i da 1 - 2 git sau khi dung thudc. Thai gian bén
thai khodng 3 gid. Methylprednisolon dugc chuyén héa qua gan,
céc chat chuy&n héa dugc bai tiét qua nudc tiéu.

CHI BINH: Chdng viém va gidm mi&n dich trong: viém khép dang
thap, lupus ban dé hé théng, mot s6 thé viém mach; viém dong
mach thai duong va viém quanh dong mach nét, bénh sarcoid,
hen phé& quéan, viém loét dai trang man, thi€u méu tan huyét, giam
bach c4u hat, va nhiing bénh dij img nZing gém cé& phan vé; trong
diéu tri ung thu nhu bénh leukemia c4p tinh, ulymph6, ung thu vii
va ung thu tuyén tién liét. Methylprednisolon con c6 chi dinh trong
diéutrj hoi chitng than hu nguyén phat.

CHONG CHI BINH: Qua mAn véi methylprednisolon. Nhi#m khudn
ning, trir s6¢ nhidm khudn va lao mang ndo. Tén thuong da do
virus, ndm hoic lao. Dang dung vaccin virus séng.

THAN TRONG: Sif dyng than trong & nhiing ngudi bénh lodng
xuong, ngudi méi n6i théng mach mau, rdi loan tdm thén, loét da
day, loét t& trang, dai thdo duding, ting huyét ap, suy tim va tré
dang I6n. Do nguy co ¢6 nhiing tac dung khong mong mudn, phai
sif dyng than trong corticosteroid toan than cho ngudsi cao tudi, véi
li€u thdp nhat va trong thdi gian ngdn nhét c6 thé dugc. Suy tuyén
thugng than c&p co thé xay ra khi ngitng thudc dot ngdt sau thai
gian dai diéu trj hodic khi cé stress. Khi duing liéu cao, c6 thé anh
hubng dén tac dung clia tiém chiing vaccin.

PHY NU CO THAI VA CHO CON BU: Dung kéo dai corticosteroid
toan than cho ngudi me c6 thé dn dén giam nhe thé trong clia tré
sd sinh. Sir dung corticosteroid & ngudi mang thai cdn can nhic Igi
ich c6 thé dat dugc so véi nhiing riii ro c6 thé xay ra véi me va con.
Khéng chéng chi dinh corticosteroid d6i véi ngudi cho con ba.

LAI XE VA VAN HANH MAY MOC: Than trong khi sif dung thuéc vi
thudc co thé gay cac tac dung khéng mong mudn anh hubng dén
kha nang lai xe va van hanh may mac.

TUONG TAC THUGC: Methylprednisolon 1 chat gdy cam ng
enzym cytochrom P450 va 13 co chat clia enzym P450 3A4, do d6
thudc nay tac dong dén chuyén héa clia ciclosporin, erythromycin,
phenobarbital, phenytoin, carbamazepin, ketoconazol, rifampicin.
Phenytoin, phenobarbital, rifampin va cac thudc Igi tiéu gidm Kali
huyét c6 thé lam gidm hiéu Ilyc clla methylprednisolon.
Methylprednisolon c6 thé gdy téng glucose huyét, do dé cén ding
li8uinsulin cao hon.

Hop 10 vix 10 vién.
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Methylprednisolon 16 mg

TAC DUNG KHONG MONG MUGN: Nhiing tac dyng khdng mong
mu6n thutng xay ra nhiéu nhdt khi dung methylprednisolon liéu
cao va dai ngay. Methylprednisolon iic ché téng hgp prostaglandin
va nhu vdy lam mét tic dung cla prostaglandin trén duting tiéu
héa, gém (ic ché tiét acid da day va bdo vé niém mac da day.

Thudng g3p: mét ngd, thdn kinh d& bj kich dong; ting ngon

miéng, kh tidu; rdm 18ng; dai thdo dubng; day khdp; dyc thiy tinh
thé, glécom; chdy mau cam.
it gp: chong mat, co giét, loan ta U gid & ndo, nhic dau,

thay d6i tdm trang, mé sang, 4o gidc, sang khodi; phil, ting huyét
ap; tring c4, teo da, tham tim, tdng sdc t6 m6; hdi chiing Cushing;
loét da day, bubn nén, nén, chuéng bung, viém loét thyc quan,
viém tyy; y€u co, lodng xuong, gdy xuong; phan ing qua man.
Théng bao cho bac sTnhiing tic dung khdng mong mudn gap phéi
khi st dung thudc.

QUA LIEU VA CACH XU TRi:

Triéu chitng qud liéu khi st dung dai ngay gém Hi chiing Cushing,
yéu ca, lodng xuong, (c ché tuyén thugng than. C4n xem xét viéc
tam diing hoc diing hin viéc duing thudc.

LIEU DUNG VA CACH DUNG: Xac dinh liéu lugng theo timg c4
nhan. Liéu b4t ddu la: 6 - 40 mg methylprednisolon mi ngay. Liéu
cén thiét dé duy tri tic dyung diéu tri mong mudn thdp hon liéu cin
thiét dé dat tac dung ban d4u, va phai xac dinh liéu thap nhat ¢6
thé dat tac dung cn c6 bing cach gidm liéu dén timg budc cho toi
khi thdy cac d4u higu hoac trigu chitng bénh téng 1&n.

Khi cdn dung nhitng liéu I6n trong thi gian dai, 4p dung liéu phép
dung thudc céch ngay sau khi da kiém soat dugc tién trinh clia
bénh, s& it cac tic dung khdng mong mudn hon vi ¢6 thdi gian
phyc hdi giita mdi liéu.

Trong liéu phap cach ngay, dung mot lifu duy nhét
methylprednisolon cif 2 ngay mdt 14n, vao budi sang theo nhip thai
gian tiét ty nhién glucocorticoid.

Diéu tri con hen c&p tinh: 32 - 48 mg/ ngay trong 5 ngay, sau do ¢6
thé diéu trj b sung véi liéu thap hon trong mét tudn. Khi khéi con
c4p tinh, thudc dugc giam d4n nhanh.

Dot cdp tinh viém khdp dang thap: 16 - 32 mg/ ngay, sau d6 giam
d4n nhanh.

Dot c4p tinh viém loét dai trang man tinh: 8 - 24 mg/ ngay.

Hi chitng than hu nguyén phét: bt ddu 0,8 - 1,6 mg/ kg/ ngay
trong 6 tudn, sau d6 giam dén liéu trong 6 - 8 tudn.

Thi€u méu tan huyét do mi&n dich: 64 mg/ ngay, it nh4t 6 - 8 tuan.
Hoéc theo chl d4n clia Thdy thudc.

Doc kj hudéng dén sit dyng trudc khi ding.

NEu c4n thém théng tin, xin hoi y kién cia béc sT.

Thudt nay chi ding theo don cia bac sT.

Han ding: 24 thang ké tir ngay san xuat.

Diéu kién bdo quan:

Noi khé, nhiét do khdng qua 30°C, tranh anh sang.

Tiéu chuén: TCCS.

San xuét tai:

CONG TY TNHH MTV DUGC PHAM DHG
Khu cdng nghiép Tan Phi Thanh, Chdu Thanh A, Hau Giang
BT: (0711) 3953555 e Fax: (0711) 3953555

Moi thdc mdc vé sin phdm,
Xin vui lbng lién he
@ 0710.3899000
E-mail: dhgpharma@dhgpharma.com.vn
www.dhgpharma.com.vn
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THANH PHAN:
Methylprednisolon .
Ta dugc vua du... .
CHI DINH - CACH DUNG -

CHONG CHI DINH VA

CAC THONG TIN KHAC: Xem trong

. L, Co ié sdn xudit: .
CONG TY CO PHAN DUGC HAU GIANG -
Chi nhanh nha méy dugc pha’m DHG tai Hau Giang
L6 B2 - B3, Khu cong nghigp Tan Pha Thanh - giai doan 1,
Xd Tan Pha Thanh, huyén Chau Thanh A, inh Hau Giang
DT: (0293) 3953454 - Fax: (0293) 3953555

10 hudng dan st dung thudc kem theo. w www.dhgpharma.com.vn
TIEU CHUAN: TCCS. () 0292.3899000

Moi théc méc vé san pham,

Medlon 16

Methylprednisolon 16 mg
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DE xa tam tay tré em.

Boc kj hudng dén st dung trudc khi ding.

Thud ndy chi dung theo dan thudc.

THANH PHAN CONG THUC THUGC

Thanh phan hoat chét

Methylprednisolon ... 16 mg

Thanh phan ta dugc: Microcrystalline cellulose M101, lactose monohydrat, dicalci phosphat, povidon K30, crospovidone type B, natri lauryl sulfat, talc,
colloidal silicon dioxyd, magnesi stearat.

DANG BAO CHE: Vign nén.

M3 ta san pham: Vién nén mau tréng hoac tring nga, hinh bau dyc, mot mat tron, mot mat ¢6 dau chif thap, canh va thanh vién lanh Ian.

CHiDINH

Chi dinh trong céc truting hgp cn hoat tinh glucocorticoid nhu:

1. R6i loan noi tiét: Thigu néng vé thuigng than nguy&n phat va thit phat, ting san tuyén thugng than bim sinh.

2. Rdi loan thap khap: Viem khap dang thdp, viém khép man tinh & thigu nién, viem cot séng dinh khdp.

3. Bénh collagen (bénh hé thdng tao keo)/ viem dong mach: Lupus ban dé hé thdng, viem da co ton than (viém da co), st thdp khp kém viém tim ndng,
viém dong mach t& bao khdng 16/ dau da ca do thap khop.

4.Bénh da lidu: B&nh Pemphigus Vulgaris.

5. Bénh di (ing: Viém mili di (ing n&ng theo miia va quanh nim, phn ting qud man vdi thuéic, bénh huy&t thanh, viém da tiép xdc di (ing, hen ph& quén.

6. Bénh nhan khoa: Viém mang bd dao trudc (viem méng mét, viem méng mét - thé mi), viem mang bd dao sau, viém thén kinh thj gidc.

7.Bénh duing hd hép: Bénh Sarcoid phdi, lao phdi thé lan tda hodc buing phat (diing déng thdi véi liéu phép hoa tri khang lao thich hop), viem phdi hit.

8. Roi loan huyét hoc: Xuat huyét giam tiu cau vo can & ngudi I6n, thigu mau tan huyét (ty mién).

9. Bénh ung thu: Bénh bach cdu (cAp tinh va bach huy&t), ulympho c tinh.

10. Bénh dudng tidu ha: Viém loét dai trang, bénh Crohn.

11. Céc chi dinh khac: Lao mang ndo (khi dung déng thai hoa trj ligu chding lao thich hop), céy ghép tang.

LIEU DUNG, CACH DUNG

Cac khuy&n nghi vé liéu diing trong bang dudi day dugc dé xudt liéu hang ngay ban ddu va dugc xem nhu Ia hudng dan. Téng lidu trung binh hang ngay dugc
dé nghi ¢6 thé dugc duing theo lidu don hoic chia liéu (ngoai tris trong liéu phap lidu cach ngay, liéu tai thidu hang ngay dugc ting gp doi va dugc cho cach
ngay vao lic 8 gid séng).

Tac dung khdng mong mudn cé thé dugc giam thidu bing cach sii dung lidu thap nhat cé hiéu qu trong khoang thdii gian ngén nhat (xem phan Canh bdo
va than trong khi ding thudt).

Liéu khdi ddu co thé thay ddi tily thudc vao tinh trang bénh dugc didu tri. Lidu nay dugc tiép tuc cho dén khi cé dap (ing Iam sang ddy dii, khong thdji gian
thuting Ia 3 d&n 7 ngay trong truting hgp bénh thdp khdp (trir thdp tim cép), tinh trang di ting &nh hung dén da hoic duting ho hdp va bénh nhan khoa.
Ngu khong c6 dap (ing lam sang ddy di trong 7 ngay, cdn danh gid lai tinh trang bénh dé x4c dinh lai chdn don ban ddu. Ngay khi c6 dép ing 1am sang
day dd, nén gidm dan lidu hang ngay, hodc cham dit diu tri trong truding hop cap tinh (vi dy hen suyén theo mia, viém da tréc vdy, viem mat cap tinh)
hodc dén mc ligu duy tri higu qua t6i thiéu trong trudng hdp bénh man tinh (vi dy viém khép dang thép, lupus ban d hé théng, hen phé quan, viém da di
{ing). Trong trudng hop man tinh va dac biét 1 viém khép dang thap, diéu quan trong 14 viéc gidm liéu tir lidu ban ddu dén lidu duy tri phai dugc thyc hign
khi thich hgp vé mat 1am sang. D& nghi gidm khong qua 2 mg trong khodng thai gian 7 - 10 ngay. Trong viém khap dang th&p, diéu tri steroid duy tri nén &
miic thap nhét co thé.

Trong ligu phap liéu cach ngay, nhu cdu corticoid i thidu hang ngay dugc ting gap doi va ding mot lidu duy nhat céch ngay vao liic 8 gio sang. Yéu cu vé
lidu duing tly thudc vao tinh trang bénh dang dugc diéu trj va dap (ng clia bénh nhan.

B&nh nhan cao tudi: Diu tri cho bénh nhan cao tudi, dic biét néu sif dung Iau dai, nén dugc I&n k& hoach ghi chii nhiing hau qua nghiém trong hon clia tac
dung phy phd bign cia corticosteroid & tudi gia, dac bigt Ia lodng xuong, dai thao dubing, ting huyét ap, da bi nhidm triing va mong da (xem phéan Canh bdo
va than trong khi dung thudc).

Tré em: Liéu dung cho tré em nén dua trén dép (ng 1am sang va theo chi dinh clia bac sT. Diéu tri nén dugc gi6i han 6 ligu thap nhat trong thdi gian ngén
nhét. N§u c6 thé, didu tri nén dugc thyc hign nhu mot lidu duy nhét cch ngay (xem phan Canh bdo va thén trong khi ding thudt).

Liéu khuyén cdo

Vigm khop dang thap

-Néng: 12-16 mg.

- Trung binh - ndng: 8 - 12 mg.

- Trung binh: 4 - 8 mg.

-Tréem: 4-8mg.

Viém da cotoan than: 48 mg.

Lupus ban do hé thng: 20 - 100 mg.

S6t thap khap c&p: 48 mg cho dén khi ESR binh thudng trong mot tudn.

Bénhdjiing: 12- 40 mg.

Hen phé quén: 1én dén 64 mg liéu duy nhét/ liéu céch ngay t6i da 100 mg.

Bénh nhan khoa: 12 - 40 mg.

Rdi loan huy&t hoc va bénh bach cdu: 16 - 100 mg.

Ulympho 4c tinh: 16 - 100 mg.

Viém loét dai trang: 16 - 60 mg.

Bénh Crohn: 18n dén 48 mg mdi ngay trong cac dot cap tinh.

Céy ghép noi tang: lén dén 3,6 mg/ kg/ ngay.

Sarcoid phdi: 32 - 48 mg cach ngay.

Viém dong mach t€ bao khdng 16/ dau da co do thap khp: 64 mg.

Bén[\ Pemphigus Vulgaris: 80 - 360 mg.

CHONG CHi BINH

Vién nén methylprednisolon chéng chi dinh:

- Nhitng b&nh nhan bj nhiém n&dm toan than.

- Nhitng b&nh nhan b nhiém khuén toan than trif khi st dung ligu phép chéng nhiém khun cy thé.

- Nhiing bgnh nhan qua man c&m véi hoat chét hodc véi bat ky té dugc nao clia thudc.

Sir dung vac-xin s6ng hodc vic-xin song giam doc Ic 1a chdng chi dinh & nhiing bénh nhan diing liéu corticosteroid (ic ché mién dich.

CANH BAO VA THAN TRONG KHI DUNG THUBC

Tac dung iic ché min dich/ Tang nguy co nhiém khudn

Corticosteroid c6 thé lam ting nguy co nhiém khudn, c6 thé che 1&p mot s& dau higu nhidm khudn va nhigm khudn méi c6 thé xuat hign trong qué trinh sif
dung. Uc ché phén (ing viém va chic nang mi&n dich 1am tang tinh nhay cam véi nhiém n&m, virus, vi khuin va lam tang mic do nghiém trong. Hau qua
1am sang thuing 6 thé khong dién hinh va ¢6 thé dat dén giai doan nghiém trong trudc khi dugc phat hign.

Bénh nhan dang diing thudc ic ch& mién dich d& bi nhim khudn hon nhiing ngudi khde manh khac. Vi dy, & tré em hay ngudi lon chua co mign dich, dang
dung corticosteroid, khi méc thily dau hoac sdi c6 thé bi nang hon va tham chi tii vong.

Thily du 12 méi quan tam dac bigt vi bgnh nay c6 thé gay tif vong & nhiing bgnh nhén bi tc ché mién dich. Bénh nhan (hodc cha me clia tré) khong c6 tién
sii bénh thily dau nén dugc khuy&n céo tranh tigp xic gn vdi banh thily dau hodc Herpes zoster va néu tiép xiic, nén tim kigm sy cham soc y t& khdn cap.
Mign dich thy dong véi varicella / zoster immunoglobulin (VZIG) I can thigt cho nhiing bénh nhan khéng ¢o midn dich bi phai nhidm va dang sif dung
corticosteroid toan thén hogc da sif dung chang trong vong 3 théng truc do; diéu nay nén dugc sir dung trong vong 10 ngay sau khi ti€p xdc véi bénh thiy
dau. Néu chdn doan thily dau dugc xéc nhan, phai dam bao cham soc chuyén khoa va diéu tri khdn cap. Corticosteroid khéng nén ngung va cé thé can ting
liéu.

Tiép xdic véi bénh sdi nén tranh. Tu van y t& phi dugc thyc hién ngay Iap tlic néu tiép xdc xay ra. Didu tri du phong bing immunoglobulin tiém b&p binh
thuding c6 thé cdn thiét.

Tuong tu corticosteroid nén dugc sif dung hét stic cdn than & nhiing bénh nhan bj nhigm ky sinh triing da biét hoac nghi ngds nhu nhi&m giun luon (giun
kim), c6 thé dan dén nhiém tring Strongyloides va phd bién vdi nhidm &u triing lan rong, thuiing di kém véi viem rugt ndng va nhigm khudn gram am co
kha nang gay tir vong.

Sir dung véc-xin sng hodc vac-xin séng giam doc Iuic 1a chdng chi dinh & nhiing bénh nhan duing lidu corticosteroid tic ché mi&n dich. Phan ting khang thé
v6i céc loai véc-xin khdc c6 thé bi giam.

Vige sif dung corticosteroid trong bénh lao hoat dong cdn gi6i han & cc trudng hop lao phéi lan toa hoac thé bing phét cap tinh, trong dé corticosteroid
dugc diing dé kidm soat bénh, ket hop vdi cac phat d6 khang lao thich hp.

Néu corticosteroid dugc chi dinh & nhiing bénh nhan lao tiém &n hodc phan (ng véi tuberculin, cn theo ddi chat ché vi ¢o thé tai phat. N&u ding
corticosteroid kéo dai trén nhiing bénh nhan nay, cdn du phong cc thudc khang lao.

Da ¢ bao céo vé u Sarcoma Kaposi & nhiing bénh nhan dang diéu tri bng corticosteroid. Ngiig corticosteroid ¢ thé s& thuyén giam trén 1am sang

Vai trd clia corticosteroid trong s&c nhigm khudn con chua rd rang, cac nghién ctiu ban ddu cho thay c6 ca tac dung c6 Igi va bat Igi. Gan day, vigc bd sung
corticosteroid dugc cho ring cd Igi cho bénh nhan dugc xac dinh 1a s6¢ nhidm khudn va bj thidu ning thugng than. Tuy nhién, viéc sif dung thugng xuyén
corticosteroid trong s6c nhidm khudn khong dugc khuy&n nghi va mot tdng quan hé théng da két luan riing ding corticosteroid liu cao trong khoang thai
gian ngn han khong mang lai tac dung. Tuy nhién, cac phan tich tdng hop va danh gi cho thy vigc sif dung corticosteroid liéu thp trong khoang thdji
gian dai hon (5 - 11 ngay) ¢ thé lam gidm tii vong.

Hé mién dich

Vi mdt s& hiém céc truding hop di (ing trén da va phan (ing phén vé/ dang phan vé xay ra & bénh nhan dugc diéu tri bing lidu phap corticosteroid, cn thuc
hién céc bign phap phong nglia thich hap trudc khi bét ddu diéu tri, dic biét 1 déi véi nhiing bénh nhan c6 tién sit di ing véi bét ky loai thudc ndo.

Noi tigt

@ nhiing bénh nhan dang diéu trj biing corticosteroid ma phai chiu nhiing cing thing bat thuting, cn chi dinh ting liéu corticosteroid tic dung nhanh
trugic, trong va sau nhiing tinh hudng cang thang do.

Suy vo thugng than phat trién trong thsi gian diéu tri kéo dai va c6 thé tn tai trong nhiéu thang sau khi ngiing diéu tri. § nhiing bénh nhan s dung nhidu
hon liéu sinh Iy clia corticosteroid toan than (khodng 6 mg methylprednisolon) trong hon 3 tudn, khdng nén dot ngdt ngling thudc. Phuong phap giam lidu
nén dugc thyc hign phy thudc phdn 16n vao viéc bénh co kha ndng tai phat hay khong khi giam liéu corticosteroid toan than. Banh gid 1am sang vé hoat
dong clia bénh cé thé cin thiét trong qué trinh ngling thudc. N&u bgnh khong c6 kha nang tai phat khi ngimg sif dung corticosteroid toan than, nhung
khong chac chan vé (ic ché tryc ha ddi - tuyén yén - tuyén thugng than (HPA), lidu corticosteroid toan than cd thé giam nhanh dén ligu sinh 1y. Sau khi dat
dugc lidu 6 mg methylprednisolon hang ngay, viéc giam liéu s& cham hon dé truc HPA phuc héi.

Vigc ngling diéu tri corticosteroid toan than, kéo dai d&n 3 tudn 1a phi hgp néu xét thay bénh kho c6 kha nang tai phat. Viéc ngiing dot ngét liéu 32 mg mai
ngay clia methylprednisolon trong 3 tudn khong cé kha nang dan dén dic ché truc HPA c6 lién quan trén lam sang, trong phan I6n bgnh nhan. Trong céc
nhom bénh nhan sau day, nén ngiing ddn viéc diéu tri bing corticosteroid toan than ngay ca sau khi viéc diéu tri kéo dai 3 tudn hogc it hon:

- Bénh nhan da Iap di lap lai cac dot diéu trj béing corticosteroid toan than, déc bigt néu ding trong hon 3 tudn.

- Khi ligu trinh ngdn dugc sit dung trong vong mot ndm sau khi ngiing tri liéu dai han (nhiéu thang hodc nhiéu nam).

- Bénh nhan c6 thé co nguy cd bj sy thugng than do nguyén nhan khac véi diéu tri bing corticosteroid ngoai sinh. Ngoai ra, suy thugng than cdp dan dén
hau qua nghiém trong c6 thé xay ra néu glucocorticoid bi ngimg dot ngot.

- Bénh nhén duing liéu corticosteroid toan than I6n hon 32 mg methylprednisolon mdi ngay .

- Bénh nhan ding nhigu 14n vao budi toi.

“Hoi chiing cai thudc” steroid khong lign quan dén tinh trang suy vd thugng than cé thé xudt hign sau khi ngling sif dung glucocorticoid dot ngot. Hoi chiing
nay bao gém cc trigu chiing nhu: chén @n, bun non, nén, 1 o, nhiic ddu, sét, dau khdp, bong da, dau cd, sut can va/ hodc ha huyét ap. Nhiing dnh hung
nay dugc cho la do sy thay ddi dot ngot néng do glucocorticoid han Ia do ndng do corticosteroid thdp.

Glucocorticoid c6 thé gy ra hodc lam ndng thém hoi chiing Cushing, do dé khdng dung glucocorticoid cho bénh nhan bi bénh Cushing.

C4n cham soc ddc bigt khi st dung corticosteroid toan than & bénh nhén suy giap va phai theo ddi bénh nhan thung xuyén.

Chuyén héa va dinh duéng

Corticosteroid, bao gdm methylprednisolon, c6 thé lam tang dubing huyét, 1am nang thém bénh dai thio duting va néu diing corticosteroid trong thdi gian
dai c6 thé dan t6i bi bénh déi thdo dudng.

Cdn ¢d sy chidm s6c dic biét khi sir dung corticosteroid toan than & bénh nhan dai thao duding (hodc c6 tién st gia dinh méc bénh dai théo dudng) va cén
theo ddi bgnh nhan thuing xuyén.

Tam than

Bénh nhan va/ hodc ngudi chim soc nén dugc canh bao réing céc phan (ing ¢6 hai nghiém trong vé tam thin co thé xay ra vdi steroid toan than (xem phan
Téc dung khéng mong muén ctia thudc). Céc trigu chiing thubing xudt hign trong vai ngay hoac vai tudn sau khi bat du diéu tri. Riii ro c6 thé cao hon khi
dung liéu cao/ liéu toan than (xem thém phan Tuong tc, tuong ky cia thudt), méc du mic liéu khong cho phép dy doén thoi gian khéi phat, loai, mic do
nghiém trong hodc thai gian phan (ing. Hau hét céc phan (ing mét di sau khi gidm liéu hodc ngiing thudc, mac di ¢6 thé cén dén diéu trj ddc higu.

Bénh nhan/ ngudi cham séc nén dugc khuy&n khich tim tu van y t& néu lo Idng céc trigu chiing tam than nghiém trong, dic biét néu nghi ngd bénh nhan bj
trdm cam hodc c6 ¥ dinh ty tir. Benh nhan/ nguti cham séc nén canh gidc véi céc rdi loan tam than co thé xdy ra trong hodc ngay sau khi giam liéw ngling
dung steroid toan thdn, méc du cac phan ing nhu vy dugc bao céo véi tan sudt khong thuting gap.

Cén co sy cham sdc déc bist khi st dung corticosteroid toan than & nhiing bénh nhan c6 tién st réi loan cam xtc nghiém trong hodc c6 tién st ban than
hoic gia dinh do mot. Bao gdm bénh trdm cam hoiic hung trdm c&m va réi loan tam thn do steroid trudc do.

Hé than kinh

C4n c6 sy cham soc ddc bigt khi st dung corticosteroid toan than & bénh nhan r6i loan co giat va nhugc ca (xem thém thdng tin vé bénh co & phdn Co
xuang) va phéi theo ddi bénh nhan thuding xuyén

D ¢ béo céo vé ching tich md ngoai mang cting & bénh nhan ding corticosteroid, thuting 12 sif dung liéu cao trong thdi gian dai.

Mat

R6i loan thi giac cé thé dugc bao cdo khi sif dung corticosteroid toan than va tai chd. Néu mot bénh nhan c6 céc tridu chiing nhu m& mét hodc réi loan thi
giac khac, b&nh nhan nén dugc xem xét chuyén dén bac s nhan khoa dé danh gid céc nguyén nhan cé thé bao gdm duc thily tinh thé, ting nhan ap hodc
cac bgnh higm gdp nhu bénh hdc vong mac trung tam thanh dich (CSCR) sau khi sit dung corticosteroid toan than va tai chd, co thé dan dén bong vong
mac

C4n ddc bigt cha y khi xem xét sit dung corticosteroid toan than 6 bénh nhan tang nhan ap (hodc tién sit gia dinh mdc bénh tang nhan ap) va viém két mac
do Herpes simplexvi nguy ca bi thiing giéc mac va cdn theo doi bénh nhan thuding xuyén.

Sif dung corticosteroid trong thdi gian dai cé thé gay dyc thily tinh thé duéi bao sau va dyc thily tinh thé & trung tam (dac bigt & tré em), Ii mét hodc tang
4p Iyc ngi nhan ¢d thé dan dén bénh tang nhan p ¢6 thé gy ton thuong cho cac day than kinh th gidc.

Nhiing bénh nhan diing glucocorticoid ¢6 thé tang nguy cd bi nhi&m nam hodc virus thit phat & mét.

Tim

Tac dung bat Igi clia glucocorticoid d6i véi hé tim mach, nhu rdi loan lipid mau va ting huyét 4p, c6 thé lam nhiing bénh nhan da c6 s&n nguy co tim mach
phai chiu thém céc anh huéing tim mach khac, néu diéu trj bing lidu cao va kéo dai. Vi vay, cin sif dung corticosteroid than trong & nhiing bénh nhan nay
va cdn chi y thyc hién cac bién phap diéu chinh nguy cg va theo ddi thém cho tim néu can thiét. Diing liéu thap va céch ngay ¢ thé 1am giam tJ 18 bign
chiing trong lidu phap corticosteroid.

Trong truing hgp bi suy tim sung huy&t, nén thén trong khi sir dung corticosteroid toan than va chi sir dung khi ddc biét cn thiét.

Cén d4c bigt cha y khi sir dung corticosteroid toan thdn & bénh nhén nhdi méu co tim gan day (vG co tim da dugc béo cdo) va cn theo ddi bénh nhan
thuong xuyén.

C4n than trong cho nhiing bénh nhan dang dung thudc diéu trj tim mach nhu digoxin vi réi loan dién giai do steroid gy ra/ mét kali (xem phdn Tdc dung
khéng mong mudh cia thudc).

Mach mau

C4n cham sdc ddc bigt khi st dung corticosteroid toan than & bénh nhén co cac vén dé sau ddy va phai theo ddi bgnh nhan thudng xuyén.

Téng huyét ap.

C6 kha nang bi viem tinh mach huy&t khai.

P c6 nhiing bdo céo vé tinh trang huyét khdi, bao gdm huyét khdi tinh mach xay ra khi duing corticosteroid. Do vay, corticosteroid nén dugc dung than
trong trén nhiing bénh nhan dang bj hodc ¢ nguy co méc cac ri loan huyét khdi.

Tiéu héa

Lidu cao corticosteroid c6 thé gy viém tuy cap.

Cén chdm soc ddc bigt khi st dung corticosteroid toan than & bénh nhan co cac van dé sau day va phai theo doi bénh nhan thuting xuyén.

Loét da day.

C6 chd nGi rubt non méi.

Ap xe hoc nhigm khudn sinh mii khéc.

Viém loét dai trang.

Vigm tdi thita.

Ligu phép glucocorticoid c6 thé che 1&p viém phic mac hodc cac d&u higu hodc trigu chiing khéc lién quan dén r6i loan tidu héa nhu thiing, téc dudng tiéu
héa hodc vigm tuy. Nguy cd phét trién logt dubing tiéu hoa tang khi dung k&t hop véi thudc chdng viem khong steroid (NSAID).

Gan mat

Cén c6 su cham s6c dc biét khi sii dung corticosteroid toan than & bénh nhan suy gan hoic xd gan va phai theo déi bénh nhan thuting xuyén.

Higm khi rdi loan gan mat da dugc béo céo, trong phan I6n céc truging hop nay, c6 thé hdi phuc sau khi ngling diéu tri. Do d6 can co nhiing bign phap theo
ddi phu hgp.

Co xuong

D3 co bao cdo v8 bénh co cdp tinh khi st dung corticosteroid liéu cao, thubng xéy ra & bénh nhan bj cac rdi loan dan truyén than kinh co (vi du nhu bénh
nhugc cd), hoc & bénh nhan dang diing déng thasi véi thudc khéng cholinergic, chéng han nhu thudc tc ché than kinh cd (vi du pancuronium). Bénh co cap
tinh nay lan rong, c6 thé lién quan dé&n co mét, co hd hép, va c6 thé dan dén ligt tr chi. Tinh trang ting creatinin kinase c6 thé xay ra. D& c6 tién trién vé
mit 1am sang hay hdi phyc, cdn ngling thudc trong vong vai tudn dén vai nam.

C4n cd sy chdm s6c ddc bigt khi st dung corticosteroid toan than & bénh nhén lodng xuang (phu nit sau man kinh dic bigt c6 nguy co) va cdn theo ddi bénh
nhan thuing xuyén.

Than va tiét nigu

C4n than trong & nhiing bénh nhan b xd clng hé théng vi tang ty 18 mAc khiing hodng than xd cling da dugc quan sét véi corticosteroid, bao gém
methylprednisolon. Do d6, huy&t 4p va chiic nang than (s-creatinin) nén dugc kigm tra thuding xuyén. Khi nghi ngds khiing hoang than, huyét &p nén dugc
kiém sodt cdn than.

Cén cham soc déc biét khi sif dung corticosteroid toan than & bénh nhan suy than va phai theo dai bénh nhan thuting xuyén.

Chan thugng, nhiém dfc va cac bién chifng phau thuat

Corticosteroid toan than khong dugc chi dinh va do dé khong nén dung dé diéu tri chan thudng so ndo, mot nghién ciiu da trung tam cho thay ty I8 ti vong
tang In tai thdi diém 2 tudn dén 6 thang sau chn thuong & bénh nhan ding methylprednisolon natri succinat so véi gia dugc. Mi quan hé nhan qua véi
diéu tri bing methylprednisolon natri succinat chua dugc thiét 1ap.

Canh bao khac

Tac dung khdng mong mudn c6 thé dugc gidm thiéu bing cach sif dung liéu thdp nhat ¢6 higu qud trong khodng thdi gian ngdn nhét va bing cach st dung
lidu hang ngay nhu 1 liéu don vao budi sang hodic nhu mot lidu don vao budi sing céch ngay. Can dénh gid bénh nhan thudng xuyén dé diéu chinh ligu thich
hop.

Bénh nhan nén mang theo thé “Biéu tri biing steroid” hudng dan rd rang vé céc bign phap phong ngira cn thyc hign dé giam thidu riii ro va cung cap chi
18t vé béac sTke toa, thudc, lidu lugng va thoi gian diéu tri.

Digu tri phéi hgp véi céc thudc G ché CYP3A, bao gém cac sdn phdm c6 chia cobicistat, kh néng s& 1am tang nguy cd téc dung phu toan than. Nén tranh
phai hop trir khi lgi ich vugt troi hon nguy co tac dung phu clia corticosteroid toan than, trong trudng hop d6 bgnh nhan can dugc theo doi tac dung phu clia
corticosteroid toan than (xem phan Tudng tac, tuong ky cia thudt).

Aspirin v c4c chat chdng viém khong steroid nén dugc sti dung than trong két hop véi corticosteroid.

Bénh u t& bao ua crom c6 thé gay tif vong da dugc béo céo sau khi sir dung corticosteroid toan than. Vi bénh nhan c¢6 nghi ngd hodc da xéc dinh la mic
bénh uté bao ua crom, chi nén sii dung céc corticosteroid sau khi da tign hanh danh gié Ioi ich/ nguy co phit hgp.

Tré em

Corticosteroid gay cham phat trién § tré nho, tré em va thanh thigu nién. Nén theo d6i cdn than sy phét trién va ting trubng clia tré khi sif dung liu phap
corticosteroid kéo dai. Diéu tri nén dugc gi6i han § liu thap nhat trong thdi gian ngén nhat. D& gidm thiéu sy tc ché clia truc ha ddi - tuyén yén - tuyén
thugng than va cham phat trién, néu co thé viéc diu tri nén sir dung liu don trong ligu phap céch ngay (xem phn Cach ding, liéu ding).

Tré sosinh va tré em phai diéutri lau dai bing corticosteroid co nguy co ddc bigt vé tang ap luc ndi so.

Corticosteroid liéu cao ¢6 thé dn dén chiing viém tuy & tré em.

Noudi cao tudi

Cac tac dung phy phd bign clia corticosteroid toan than co thé dn dén hau qua nghiém trong hon & ngudi cao tudi, dac bigt 1a lodng xudng, tang huyét ap,
ha kali mau, di thao duding, d& bj nhidm khun va méng da. Giam sat Iam sang chat ché 1a can thiét dé tréanh céc phan ting de doa tinh mang.

Lién quan dén ta dugc

Lactose (monohydrat): khong nén st dung & bénh nhén c6 vén dé vé dung nap galactose, thi€u hut men lactase hodc bi r6i loan h&p thu glucose -
galactose.

Thuc nay chifa it hon 1 mmol natri (23 mg) méi vién, ¢ nghta I “khdng c6 natri”.

S DUNG THUDC CHO PHU NI €O THAI VA CHO CON BU

Kha nang sinh san

Corticosteroid da dugc chiing minh 1a lam giam kha nang sinh sén trong céc nghién ciiutrén dong vat.

Phu nit ¢6 thai

Kha nang corticosteroid vugt qua nhau thai khac nhau giifa c4c loai thudc, tuy nhign, methylprednisolon qua dugc nhau thai. 0 ngui, nguy co nhe can khi
sinh dudng nhulién quan dén liéu va c6 thé dugc gidm thigu béing cach diing lidu corticosteroid thap.

Sir dung corticosteroid cho dong vat mang thai co thé gay ra nhiing bat thuging vé sy phat trién clia thai nhi bao gdm st mi, cham phit trién trong tif cung
va anh hung dén sy tang trubng va phat trién cila ndo. Khdng co bing chiing cho thay corticosteroid din dén ting ty 18 bat thuting bdm sinh, chéng han
nhu hé vom migng & nam gidi, tuy nhién, khi diing trong thdi gian dai hodc Iap di Iap lai trong thai ky, corticosteroid c6 thé lam ting nguy cd chdm phat
trign trong t cung. Tré sg'sinh dugc sinh ra tif cac ba me, nhiing ngudi da nhan dug lidu corticosteroid dang ké trong thai ky phéi dugc theo ddi va danh
gia cdn than vé céc dau higu suy vo thugng than. Theo Iy thuyét, thigu néng tuyén thugng than cé thé xay ra & tré so sinh sau khi sif dung corticosteroid
trong thai ky nhung thuing tu khoi sau khi sinh va hiém khi c6 y nghia vé mét 1am sang.

Vi chua thyc hién di nghién ciu vé sinh sén & ngudi véi methylprednisolon, nén giéng nhu cac thudc khac, methylprednisolon chi nén dugc sif dung trong
thai ky sau khi can nhic than trong vé mat Igi ich - nguy cd clia ngudii me va thai nhi. Tuy nhién, khi corticosteroid 1 cdn thiét, bgnh nhan c6 thai co thé
dugc diéu tri binh thudng nhu trudng hop khong co thai.

Buc thily tinh thé da dugc quan sat thay & tré so sinh khi ba me dugc diéu tri kéo dai béing corticosteroid trong khi mang thai.

Phu nif cho con bii

Corticosteroid dugc bai tigt véi mot lugng nhé trong siia me, tuy nhién, liéu methylprednisolon 18n d&n 40 mg mdi ngay khong cd kha nang gy ra tic dung
toan than & tré. Tré so sinh clia cdc ba me dung liu cao hon miic nay c6 thé co mot miic do (ic ché tuy&n thugng than. S&n phdm thudc nay chi nén dugc sit
dung trong thdsi gian cho con b sau khi dnh gid c&n than vé ty 1 rii ro va Igi ich cho me va tré sdsinh.

ANH HUBNG CUA THUGC LEN KHA NANG LAI XE VA VAN HANH MAY MOC

Téc dung clia corticosteroid d6i véi kha nang I4i xe hodc sit dung may méc chua dugc danh gia mot cach co hé théng. Tac dung khdng mong mudh, vi du
nhu chéng mit, rdi loan thj giac va mat moi 1a co thé xay ra sau khi diéu tri bing corticosteroid. N&u bj &nh huding, bénh nhan khang nén Idi xe hodc van
hanh may méc.

TUONG TAG, TUONG KY CUA THUGC

Methylprednisolon 12 cd chét ciia enzym cytochrom P450 (CYP) va chil y&u dugc chuyén hoa bdi enzym CYP3A4. CYP3A4 1a enzym chinh ciia hu hét cac
phan ho CYP trong gan clia ngudi trudng thanh. N6 xdc téc cho qué trinh 6 - hydroxyl héa steroid, giai doan I thigt yéu trong qué trinh chuyén ha cho c&
corticosteroid ndi sinh va tdng hgp. Cling c6 rat nhiéu chat khac cling I co chét clia CYP3A4, mot s& chét nay (cling nhu céc thudc khac) lam thay ddi sy
chuyén hoa glucocorticoid bing cach gay cam (ing (diéu hoa) hodc tc ché enzym CYP3A4.

Anh huéng

Phan loai thudc Tuang tac thudc
Thudc hodc hoat chat

Khéng sinh, khang lao

Chat cam (ing Chét c&m (ing CYP3A4 - Nhiing thudc gy cam

- RIFAMPIN CYP3A4 (ing CYP3A4 nhin chung 1am ting do thanh thai
- RIFABUTIN clia gan, dan t6i lam gidm ndng do clia cac thudc 1a
Thudc chéng co giat co chat clia CYP3A4. C6 thé cin phai ting liéu
- PHENOBARBITAL methylprednisolon khi diing cling cc thudc nay dé
- PHENYTOIN dat dugc két qua diéu tri nhu mong mudn.

- PRIMIDON

Chat cam (ing CYP3A4 | Chat cdm (ing CYP3A4: xem ndi dung 6 trén.

(va la co chét) Cac chat 1 co chét clia CYP3A4 - NEu ¢ céc chat
1a co chdt clia CYP3A4, qua trinh thanh thai qua
gan clia methylprednisolon c6 thé bj &nh hudng, do
d6 cdn co sy diéu chinh tuong (ing liéu dung clia
methylprednisolon. C6 thé céc tic dung khong
mong mudn khi diing riéng méi thudc s& dé xay ra
hon khi dung déng thdi cac thudc véi nhau.

Chat tc che CYP3A4 | Chat (c ché CYP3A4 - Nhiing thudc Gc ché hoat
tinh CYP3A4 nhin chung lam gidm dd thanh thai
clia gan va tang ndng do clia cac thudc la co chat
clia CYP3A4 nhu methylprednisolon trong huyét
tuong. N&u ¢ céc chat (ic ché CYP3A4, nén chudn
liéu methylprednisolon d& tréanh bj ngd doc steroid.

Thudc chéng co giat
- CARBAMAZEPIN

Khéng sinh nhdm macrolid
- TROLEANDOMYCIN

- NUGC EP BUGI CHUM
Chat d6i khang calci

- MIBEFRADIL

Thudc khang histamin H2

- CIMETIDIN

Khéng khudn Ngoai ra, methylprednisolon ¢6 thé 1am ting toc
- ISONIAZID do acetyl hoa va do thanh théi clia isoniazid.
Thudc chong non Chat e ché CYP3A4 | o v cha CYP3AG: xem noi dung §trén.

- APREPITANT (va la co chat) Céc chét [a co chét clia CYP3A4 - N&u o6 céc chit
- FOSAPREPITANT

1a co chdt clia CYP3A4, qua trinh thanh thai qua
gan clia methylprednisolon c6 thé bj anh huding, do
d6 cdn co sy diéu chinh tuong ting liéu dung clia
methylprednisolon. C6o thé céc tic dung khong
mong mudn khi diing riéng méi thudc s& dé xay ra
han khi diing dong thdi cac thudc véi nhau.

(1) Khi dung déng thai ciclosporin vdi
methylprednisolon thi xuat hién suf (ic ché chuyén
héa 1&n nhau, c6 thé 1am ting ndng do trong huyét
tuong clia mot hodc ca hai loai thudc. Vi vay, cac
téac dung khdng mong muén khi ding riéng méi
thudc c6 thé s& d& xay ra hon khi diing déng thoi.
(2) Cac chat Gc ché protease, nhu indinavir va
ritonavir, ¢6 thé lam tang ndng do corticosteroid
trong huyét tuong.

Thudc khang ndm
- ITRACONAZOL
- KETOCONAZOL

Thudc chen kénh calci
- DILTIAZEM

Thuc tréanh thai (dudng udng)
- ETHINYLESTRADIOL/
NORETHINDRON

Thudc Gc chg mién dich
- CICLOSPORIN (1)

Khéng sinh nhém macrolid

- CLARITHROMYCIN (3) Corticosteroid c6 thé lam tang sy chuyén héa
- ERYTHROMYCIN clia cac thudc (ic ché HIV - protease dan t6i giam

Thudc khang virus nong do trong huyét tuong.

- CAC THUOC UC CHE HIV-
PROTEASE (2) (3)

Thudc tdng cutng dugc dong
hoc

- COBICISTAT

Thudc Gc chg mién dich

- CYCLOPHOSPHAMID

- TACROLIMUS

Céc chat 1a co chat clia CYP3A4 - N&u c6 cac chat
1a co chdt clia CYP3A4, qua trinh thanh thai qua
gan clia methylprednisolon c6 thé bj &nh hutng, do
d6 cdn co sy diéu chinh tuong (ng liéu dung cla
methylprednisolon. C6 th& cac tac dung khong
mong mudn khi diing riéng méi thudc s& dé xay ra
han khi duing dong thdi cac thudc véi nhau.

Thuc khang viém non-steroid | Nhiing thudc khdng co | (4) Ty I8 xudt huy8t tidu hoa va loét da day co thé
NSAIDs (4) hiéu @ng qua trung tdng khi dung methylprednisolon cung véi céc
- LiBu cao ASPIRIN (5) gian CYP3A4 thudc NSAID. X

(acetylsalicylic acid) (5) Methylprednisolon co the 1am tang do thanh
thai clia aspirin liéu cao, din dén giam nong do
salicylat huyét thanh. Nglng diéu tri béng
methylprednisolon c6 thé lam ting ndng do
salicylat trong huyét thanh, d&n dén ting nguy co
ngd doc salicylat.

Co chat clia CYP3A4

Thudc khang cholinergic (6)

Y (6) D4 co bdo céo vé bénh ca cap tinh khi sti dung
- CHEN THAN KINH €0 (7)

lidu cao céc corticosteroid déng thoi véi cac thudc
khang cholinergic nhu cac thudc chen than kinh co
(xem phdn Cdnh bdo va than trong khi ding
thuéc, Co xuang dé c6 thém thdng tin)

(7) Ba ¢6 bao céo vé tinh ddi khang clia tac dung
ic chd thdn kinh co cla pancuronium va
vecuronium trén bénh nhan dung corticosteroid.
Tuong tac nay c thé xay ra vdi tat cd cc chat
chen than kinh cg ¢d tinh canh tranh.

Steroid ¢6 thé lam gidm cac tac dung clia thudc
lic ch& enzym cholinesterase dung trong diéu tri
bénh nhugc co.

Vi corticosteroid c6 thé lam ting ndng do glucose
trong mau, nén can diéu chinh ligu clia cac thudc
tri dai thao duting.

Thudc Gc ché enzym
cholinesterases

Thudc trj dai thao dudng

Thudc khang dong (dutng

3 Téc dung clia thusc chdng dong mau coumarin c6 thé
udng)

dugc téng cudng béng ligu phap corticosteroid dong
thoi va cdn thiét phai theo dGi chdt ché chi sd INR
hodc thdi gian prothrombin dé trénh chdy méau tu
phat.

Thugc 1am giam kali Khi sif dung corticosteroid déng thdi véi céc loai thudc
lam gidm kali (nhu thudc Ioi tiéu), bgnh nhan cin
dugc theo doi chat ché sy xudt hién clia chiing ha kali
huyét. Nguy co ha Kali huyét ciing ting khi sir dung
déng thai corticosteroid véi amphotericin B, céc
xanthen hodc thudc chii van beta - 2.

Thudc tc ché aromatase
- AMINOGLUTETHIMID

Uc ché thugng than do aminoglutethimid c6 thé
lam trdm trong thém nhiing thay ddi vé noi tiét
phét sinh tir ligu phdp glucocorticoid kéo dai.

TAC DUNG KHONG MONG MUGN CUA THUGC: C4c tac dung khong mong mudn dugc phan loai theo tin sG theo quy u6c sau: Rt thuong gap (= 1/ 10);

thudng gap (> 1/100, < 1/10); khang thudng gap (= 1/ 1000, < 1/100); higm gap (> 1/ 10000, < 1/1000); rat higm gap (< 1/10000), khong rd (khong thé

udc lugng tli cac di liéu hién c6).

Nhiém khuan va nhiém Ky sinh tring

Thubng gap: Nhigm khudn (bao gém tang d nhay cdm va miic do nghiém trong ciia nhidm khun véi sy (fc ché cac trigu chiing va dau higu lam sang).

Khong ro: Nhiém khudn co hoi, ti phat bénh lao khong hoat dong, viém phic mact.

Rdi loan mau va hé bach huyét

Khéng ro: Téng bach cu.

Rdi loan hé thang mién dich

Khdng rd: Qua man thudc; phan éing phén vé; phan (ing dang phén vé.

Réi loan ngi tigt

Thudng gép: Hoi chiing Cushing. Khdng rd: Suy tuyén yén.

U lanh tinh, 4c tinh va khéng xac dinh (bao gém c4 u nang va polyp)

Khdng rd: Ung thu Kaposi.

Rdi loan chuyén hoa va dinh dudng

Thuting gap: Gill natri, gilt nudc. Khong rd: Nhiém toan chuyén hoa, ha kali mau do nhiém kiém, r8i loan md mau, giam dung nap glucose, tang nhu ciu

insulin (hodc thudc ha duding huyét dubng udng & bénh nhan dai thao dubing), ching tich md, tang cam giac them &n (c6 thé dan dén tang can), tich Iiy md

ngoai mang ciing.

Réi loan tam than

Thuding gdp: Rai loan cam xdc (bao gdm tam trang trdm cdm va tm trang hung phan). Khdng rd: RGi loan tam thdn (bao gdm chiing dién cuéng, hoang

tudng, 4o giac va tam thdn phén ligt), hanh vi tam than, r6i loan cdm xic (bao gdm anh hutng dén kha ndng chiu dung, 18 thubc tam 1y, § tubng ty tl), r6i

loan tam than, thay ddi tinh cch, trang thai nhdm I4n, o 4u, tdm trang 1ang 1ang, hanh vi bét thuting, mét ngl, céu gat.

Réi loan hg than kinh

Khong rd: Tang &p luc ndi so (kém phi gai [Tang &p luc ndi so lanh tinh]), ddng kinh, mét tri nhd, réi loan nhan thiic, chong mét, dau ddu.

Rdi loan mét

Thuong gap: Buc thily tinh thé. Higm gap: TAm nhin bi md (xem thém phan Canh bdo va than trong khi ding thudc). Khong ro: Bénh tang nhan ap, 16i

mat, gidc mac mng, cling mac mdng, hic véng mac.

Réi loan tai va tai trong

Khong ro: Chang mat.

Rdiloan tim

Khong rd: Suy tim sung huyt (& bénh nhan c6 nguy co), v ¢ tim sau nhdi mau co tim.

Réi loan mach

Thuding g&p: Tang huy&t ap. Khdng rd: huyét ap thap, thuyén tdc dong mach, huyét khdi.

Réi loan hé hap, ngue va trung that

Khong ro: Thuyén téc phdi, ndc cut.

Réi loan tiéu hda

Thuting gép: Loét da day t4 trang (c6 thé thiing loét da day va xudt huyét do loét da day). Khong rd: Thiing rudt, xudt huy&t da day, viem tuy, viém loét thyc

quén, viém thyc quan, ddy bung, dau bung, tiéu chay, kho tiéu, budn non.

R6i loan gan mat

Khong rd: Tang men gan (vi du ting alanin aminotransferase, ting aspartat aminotransferase).

Rdi loan da va mé dudi da

Thudng gép: Teo da, mun. Khdng rd: Phit mach, ram 16ng, dém xuat huyét, bAm méu, ban do, ting tiét md hoi, van trén da, phét ban, ngiia, may day, gian

tinh mach.

Rdi loan co xuang va cic mé lién két

Thuding gap: Y&u cd, chdm phét trién. Khdng rd: Dau cd, bénh cd, teo cd, loding xuong, hoai tif xuong, gay xudng bénh 1y, bgnh khdp do than kinh, dau khép.

R6i loan hg sinh sdn va vii: Khong rd: Kinh nguyét khong déu.

R&7 loan chung va rdi loan tai ché ding thudc

Thuong gap: Cham lanh vét thuong. Khong rd: Phii ngoai bién, mét méi, khd chiu, c4c triéu ching cai - gidm qua nhanh liéu corticosteroid sau khi diéu tri

kéo dai c6 thé dan dén suy thugng than cap, ha huyét ap va tii vong (xem phan Canh bdo va than trong khi duing thudc)

Xétnghigm

Thuing gap: Giam Kali mau. Khong rd: Tang p lyc ndi nhan, giam dung nap carbohydrat, tang calci trong nudc tiéu, phosphatase kiém trong méu tang,

ting uré trong méu, (ic ché phan (ing véi céc xét nghiém trén da*.

Céc bign ching do thii thuat, chan thugng va ngd dgc

Khong rd: Dt gén (déc biét 1a gan Achilles), gay xuong do chén ép cot song.

* Khong phai 2 thudt ngir dugc uu tién sit dung clia MedDRA

+ Viém phiic mac c6 thé Ia d&u higu hoéc trigu chiing chinh clia chiing rdi loan tiéu héa nhu thiing, téc duding tiéu héa hodc viém tuy (xem phan Canh bdo

va than trong khi ding thudc)

TY I8 tac dung khdng mong mudn c6 thé du dodn dugc lién quan dén viéc sir dung corticosteroid, bao gdm Gc ché truc viing ha déi - tuyén yén - tuyén

thugng than tuong quan vai higu lyc tuong ddi clia thudc, liu lugng, thai gian duing va thai gian diéu tri (xem phdn Canh bdo va than trong khi dung thudc).

Théng bao cho bac sTnhitng tac dung khdng mong mudh gép phai khi sir dung thudc.

QUA LIEU VA CACH XU TRI: Khong nén ngung st dung methylprednisolon dot ngot ma phai giam liéu trong mot khoang thai gian. Biéu tri thich hop nén

dugc thc hign dé lam giam bét cc trigu chiing rd rang do cac tac dung phu gay ra. C6 thé can phai hd trg bénh nhan véi corticosteroid trong bat ky giai

doan chan thuong nao xy ra trong vong hai nam sau khi diing qué lidu.

Khng co trigu chiing 1dm sang vdi trudng hgp qua lidu cép tinh methylprednisolon. Hi€m ¢ cc bdo céo vé ngd doc cdp tinh va/ hoic ti vong sau khi sit

dung qué liéu glucocorticoid. Trong trudng hop qué lidu, khdng c6 thudc gidi doc ddc higu; didu tri hd trg va trigu ching. C6 thé thdm tich

methylprednisolon.

DAC TiNH DUQC LYC HOC

Nhom dugc Iy: Glucocorticosteroid. Ma ATC: HO2A B04

Methylprednisolon la mot glucocorticoid tong hop va Ia dn xudt methyl ciia prednison.

Methylprednisolon Ia mgt chat chéng viém manh véi kha néng (ic ch& manh hg théng mién dich.

Glucocorticoid hoat dong chi yéu bing céch lién két va kich hoat cac thy thé glucocorticoid ndi bao. Cac thy thé glucocorticoid dugc kich hoat lign ket véi

céc viing khdsi dong clia DNA (c6 thé kich hoat hodc ngan chan qua trinh phign ma) va kich hoat cac yéu t6 phién ma dan dén bat hoat gen thong qua khir

acetyl hoa histon. Sau khi diing corticosteroid, cac tic dung lam sang do nhiing thay ddi trong biéu hién gen dugc nhin thdy cham tré mot vai gio. Cac tac

dong khéc khong lign quan dén bigu hign gen c6 thé thay ngay lap tiic.

Corticosteroid 4nh hung d&n than, nu6c va can bing dién giai, chuyén héa lipid, protein va carbohydrat, co xuong, hé tim mach, hé mién dich, hg than

kinh va hg noi tiét. Corticosteroid ciing rat quan trong trong viéc duy tri chiic nang khi bi cang thing.

DAC TINH DUGC DONG HOC: Dugc dong hoc methylprednisolon Ia tuyén tinh, khdng phu thudc vao duting diing.

Hap thy

Methylprednisolon dugc hdp thu nhanh va dat ndng do dinh trong huyét tuong khoang 1,5 dén 2,3 gis & moi liu lugng sau khi usng & ngudi trubng thanh

khoe manh binh thudng. Sinh kha dung tuyét ddi ciia methylprednisolon & nhiing ngudi binh thung, khée manh thudng cao (82% dén 89%) sau khi usng

Phan hd: Methylprednisolon phan bd rong trong cac mo, qua dugc hang rao mau nao va tiét vao trong siia me. Thé tich phan bd biéu kign ciia thudc a

khoang 1,4 L/ kg. Methylprednisolon lién k&t protein huyét tuong & nguai vdi ty 18 khoang 77%.

Chuyén héa: Corticosteroid dugc chuyén héa chil y&u & gan ma con & than va dugc bai tigt qua nudc tiéu.

O nguoi, methylprednisolon dugc chuyén héa & gan thanh céc chat chuyén hoa khong hoat dong; cic chat chuyn hoa chii yéu Ia 20a-
V2 20p i

Qué trinh chuyén héa & gan chii y&u qua enzym CYP3A4. (Xem danh sdch cc tuong tac thudc do chuyén héa qua trung gian CYP3A4, xem phan Tuong téc,
tuong ky cda thudc).

Giéng nhu nhigu loai ca chat clia CYP3A4, methylprednisolon c6 thé 1 cd chat cho protein van chuyén p-glycoprotein phan ho ABC gdn ATP, dnh hung
d&n su phan b trong mo va tuong téc véi cac loai thudc khéc.

Thai trir: Thoi gian bén thai trung binh clia methylprednisolon vao khoang 1,8 dén 5,2 gid.

T6c do ban thai tdng thé la khoang 5 dén 6 mL/ phit/ kg.

QUY CACH BONG GOI: Hop 3vix 10vien.  Hop 10 vix 10 vién.

HAN DUNG: 24 théng ké tif ngay san xuat.

DI?U KIEI!:Bf\D QUAN: Noi kho, nhigt do khong qua 30°C, tranh anh sng.

TIEU CHUAN: TCCS.

CG sG san xuat:

CONG TY ¢O PHAN DUGC HAU GIANG - Chi nhanh nha may dugc phdm DHG tai Hau Giang
L6 B2 - B3, Khu cong nghiép Tan Phi Thanh - giai doan 1, xa Tan Phi Thanh, huyén Chau Thanh A, tinh Hau Giang

DT: (0293) 3953454 e Fax: (0293) 3953555

g
0292.3899000

E-mail: dhgpharma@dhgpharma.com.vn
www.dhgpharma.com.vn




Medlon 16

Methylprednisolone 16 mg

Keep out of reach of children.
Read the directions carefully before use.
For prescription only.
QUALITATIVE AND QUANTITATIVE COMPOSITION
Active ingredient
Methylprednisolone ... 16 mg
Excipients: Microcrystalline cellulose M101, lactose dicalcium
colloidal silicon dioxide, magnesium stearate.
PHARMACEUTICAL FORM: Tablet.
Product description
A white to off-white, oval tablet with a plain on one side, a cross symbol on the other side, undamaged edges.
THERAPEUTIC INDICATIONS
is indicated for conditions requiring glucocorticoid activity such as:

1. Endocrms disorders: Primary and secondary adrenal insufficiency, congenital adrenal hyperplasia.
2. Rheumatic disorders: Rheumatoid arthritis, juvenile chronic arthritis, ankylosing spondy\ms
3. Collagen diseases/arteritis: Systemic lupus er systemic
arteritis/polymyalgia rheumatica.
4. Dermatological diseases: Pemphigus vulgaris.
5. Allergic states: Severe seasonal and perennial allergic rhinitis, drug hypersensitivity reactions, serum sickness, allergic contact dermatitis, bronchial
asthma.
6. Ophthalmic diseases: Anterior uveitis (iritis, iridocyclitis), postermr uveitis, optic neuritis.
7. Respiratory diseases: Pulmonary sarcoid, i or (with iate anti
gastric contents.
8. Haematological disorders: Idiopathic thrombocytopenic purpura in adults, haemolytic anaemia (autoimmune).
9. Neoplastic diseases: Leukaemia (acute and lymphatic), malignant lymphoma.
10. Gastro-intestinal diseases: Ulcerative colitis, Crohn's disease.

Wi ingitis (with . - )
POSOLOGY AND METHOD OF ADMINISTRATION
The dosage recommendations shown below are suggested initial daily doses and are intended as guides. The average total daily dose recommended may
be given either as a single dose or in divided doses (excepting in alternate day therapy when the minimum effective daily dose is doubled and given every
other day at 8.00 am).
Undesirable effects may be minimised by using the lowest effective dose for the minimum period (see section Special warnings and precautions for use).
The initial suppressive dose level may vary depending on the condition being treated. This is continued until a satisfactory clinical response is obtained, a
period usually of three to seven days in the case of rheumatic diseases (except for acute rheumatic carditis), allergic conditions affecting the skin or
respiratory tract and ophthalmic diseases. If a satisfactory response is not obtained in seven days, re-evaluation of the case to confirm the original
diagnosis should be made. As soon as a satisfactory clinical response is obtained, the daily dose should be reduced gradually, either to termination of
treatment in the case of acute conditions (e.g. seasonal asthma, exfoliative dermatitis, acute ocular inflammations) or to the minimal effective
maintenance dose level in the case of chronic conditions (e.g. rheumatoid arthritis, systemic lupus erythematosus, bronchial asthma, atopic dermatitis).
In chronic conditions, and in rheumatoid arthritis especially, it is important that the reduction in dosage from initial to maintenance dose levels be
accomplished as clinically appropriate. Decrements of not more than 2 mg at intervals of 7 - 10 days are suggested. In rheumatoid arthritis, maintenance
steroid therapy should be at the lowest possible level.
In alternate-day therapy, the minimum daily corticoid requirement is doubled and administered as a single dose every other day at 8.00 am. Dosage
requirements depend on the condition being treated and response of the patient.
Elderly patients: Treatment of elderly patients, particularly if long-term, should be planned bearing in mind the more serious consequences of the
common side-effects of corticosteroids in old age, particularly osteoporosis, diabetes, hypertension, susceptibility to infection and thinning of skin (see
section Special warnings and precautions for use).
Paediatric population: In general, dosage for children should be based upon clinical response and is at the discretion of the physician. Treatment should
be limited to the minimum dosage for the shortest period of time. If possible, treatment should be administered as a single dose on alternate days (see
section Special warnings and precautions for use).
Dosage recommendations
Rheumatoid arthritis
- Severe: 12-16mg.
- Moderately severe: 8 - 12 mg
- Moderate: 4 -8 mg
- Children: 4-8 mg
Systemic dermatomyositis: 48 mg
Systemic lupus erythematosus: 20 - 100 mg
Acute rheumatic fever: 48 mg until ESR normal for one week.
Allergic diseases: 12 - 40 mg
Bronchial asthma: up to 64 mg single dose/alternate day up to 100 mg maximum.
Ophthalmic diseases: 12 - 40 mg
Haematological disorders and leukaemias: 16 - 100 mg
Malignant lymphoma: 16 - 100 mg
Ulcerative colitis: 16 - 60 mg
Crohn's disease: up to 48 mg per day in acute episodes
Organ transplantation: up to 3.6 mg/kg/day
Pulmonary sarcoid: 32 - 48 mg on alternate days
Giant cell arteritis/polymyalgia rheumatic: 64 mg
Pemphigus vulgaris: 80 - 360 mg
CONTRAINDICATIONS: i tablets are
- in patients who have systemic fungal infections
- in patients who have systemic infections unless specific anti-infective therapy is employed
- in patients who have hypersensitivity to the active substance or to any of the excipients listed in the product.
Administration of live or live, attenuated vaccines is contraindicated in patients receiving i ive doses of corti
SPECIAL WARNINGS AND PRECAUTIONS FOR USE

povidone K30, type B, sodium lauril talc,

, rheumatic fever with severe carditis, giant cell

), aspiration of

to infections

Corticosteroids may increase susceptibility to infection, may mask some signs of infection, and new infections may appear during their use. Suppression
of the inflammatory response and immune function increases the susceptibility to fungal, viral and bacterial infections and their severity. The clinical
presentation may often be atypical and may reach an advanced stage before being recognised.

Persons who are on drugs which suppress the immune system are more susceptible to infections than healthy individuals. Chicken pox and measles, for
example, can have a more serious or even fatal course in non-immune children or adults on corticosteroids.

Chickenpox is of serious concern since this normally minor illness may be fatal in immunosuppressed patients. Patients (or parents of children) without a
definite history of chickenpox should be advised to avoid close persona\ contact with chickenpox or herpes zoster and if exposed they should seek urgent
medical attention. Passive i ion with varicell in (VZIG) is needed by exposed non-immune patients who are receiving

lasting 3 weeks or less:

- Patients who have had repeated courses of systemic corticosteroids, particularly if taken for greater than 3 weeks.

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

- Patients who may have reasons for adrenocortical i other than id therapy. In addition, acute adrenal insufficiency
leading to a fatal outcome may occur if glucocorticoids are withdrawn abruptly.

- Patients receiving doses of systemic corticosteroid greater than 32 mg daily of methylprednisolone.

- Patients repeatedly taking doses in the evening.

A steroid “withdrawal syndrome” seemingly unrelated to adrenocortical insufficiency, may also occur following abrupt discontinuance of glucocorticoids.
This syndrome includes symptoms such as: anorexia, nausea, vomiting, lethargy, headache, fever, joint pain, desquamation, myalgia, weight loss, and/or
hypotension. These effects are thought to be due to the sudden change in glucocorticoid concentration rather than to low corticosteroid levels.
Glucocorticoids can produce or aggravate Cushing's syndrome, therefore glucocorticoids should be avoided in patients with Cushing's disease.

Particular care is required when considering the use of systemic corticosteroids in patients with hypothyroidism and frequent patient monitoring is

necessary.
Metabolism and nutrition disorders
Cortit ids, including can increase blood glucose, worsen pre-existing diabetes, and predispose those on long-term

corticosteroid therapy to diabetes mellitus.

Particular care is required when considering the use of systemic corticosteroids in patients with diabetes mellitus (or a family history of diabetes) and
frequent patient monitoring is necessary.

Psychiatric effects

Patients and/or carers should be warned that potentially severe psychiatric adverse reactions may occur with systemic steroids (see section Undesirable
effects). Symptoms typically emerge within a few days or weeks of starting treatment. Risks may be higher with high doses/systemic exposure (see also
section Interactions), 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 if worrying psychological symptoms develop, especially if depressed mood or suicidal
ideation is suspected. Patients/carers should be alert to possible psychiatric disturbances that may occur either during or immediately after dose
tapering/withdrawal of systemic steroids, although such reactions have been reported infrequently.

Particular care is required when considering the use of systemic corticosteroids in patients 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.

Nervous system effects

Particular care is required when considering the use of systemic corticosteroids in patients with seizure disorders and myasthenia gravis (see myopathy
statement in Musculoskeletal effects section) and frequent patient monitoring is necessary.

There have been reports of epidural lipomatosis in patients taking corticosteroids, typically with long-term use at high doses.

Ocular effects

Visual disturbance may be reported with systemic and topical corticosteroid use. If a patient presents with symptoms such as blurred vision or other visual
disturbances, the patient should be considered for referral to an ophthalmologist for evaluation of possible causes which may include cataract, glaucoma or
rare diseases such as central serous chorioretinopathy (CSCR) which have been reported after use of systemic and topical corticosteroids. Central serous
chorioretinopathy, may lead to retinal detachment.

Particular care is required when considering the use of systemic corticosteroids in patients with glaucoma (or a family history of glaucoma) and ocular
herpes simplex as there is a fear of corneal perforation, and frequent patient monitoring is necessary.

Prolonged use of corticosteroids may produce posterior subcapsular cataracts and nuclear cataracts (particularly in children), exophthalmos or increased
intraocular pressure, which may result in glaucoma with possible damage to the optic nerves.

Secondary fungal and viral infections of the eye may also be enhanced in patients receiving glucocorticoids.

Cardiac events

Adverse effects of glucocorticoids on the cardiovascular system, such as dyslipidemia and hypertension, may predispose treated patients with existing
cardiovascular risk factors to additional cardiovascular effects, if high doses and prolonged courses are used. Accordingly, corticosteroids should be
employed judiciously in such patients and attention should be paid to risk modification and additional cardiac monitoring if needed. Low dose and alternate
day therapy may reduce the incidence of complications in corticosteroid therapy.

Systemic corticosteroids should be used with caution, and only if strictly necessary, in cases of congestive heart failure.

Particular care is required when considering the use of systemic corticosteroids in patients with recent myocardial infarction (myocardial rupture has been
reported) and frequent patient monitoring is necessary.

Care should be taken for patients receiving cardioactive drugs such as digoxin because of steroid induced electrolyte disturbance/potassium loss (see
section Undesirable effects).

Vascular effects

Particular care is required when considering the use of systemic corticosteroids in patients with the following conditions and frequent patient monitoring is
necessary.

Hypertension.

Predisposition to thrombophlebitis.

Thrombosis including venous thromboembolism has been reported to occur with corti
patients who have or may be predisposed to thromboembolic disorders
Gastrointestinal effects

High doses of corticosteroids may produce acute pancreatitis.

Particular care is required when considering the use of systemic corticosteroids in patients with the following conditions and frequent patient monitoring is
necessary.

Peptic ulceration.

Fresh intestinal anastomoses.

Abscess or other pyogenic infections.

Ulcerative colitis.

Diverticulitis.

Glucocorticoid therapy may mask peritonitis or other signs or p with
pancreatitis. In combination with NSAIDs, the risk of developing gastrointestinal ulcers is increased.
Hepatobiliary effects

Particular care is required when considering the use of systemic corticosteroids in patients with liver failure or cirrhosis and frequent patient monitoring is
necessary.

Rarely hepatobiliary disorders were reported, in the majority of these cases, they were reversible after withdrawal of therapy. Therefore appropriate
monitoring is required.

Musculoskeletal effects

An acute myopathy has been reported with the use of high doses of corticosteroids, most often occurring in patients with disorders of neuromuscular
transmission (e.g. myasthenia gravis), or in patients receiving itant therapy with ics, such as blocking drugs (e.g.
pancuronium). This acute myopathy is generalized, may involve ocular and respiratory muscles, and may result in quadriparesis. Elevations of creatine
kinase may occur. Clinical improvement or recovery after stopping corticosteroids may require weeks to years
Particular care is required when considering the use of systemic cor in patients with (post
risk) and frequent patient monitoring is necessary.

Renal and urinary

Caution is required in patients with systemic sclerosis because an increased incidence of scleroderma renal crisis has been observed with corticosteroids,
including methylprednisolone. Blood pressure and renal function (s-creatinine) should therefore be routinely checked. When renal crisis is suspected,
blood pressure should be carefully controlled.

Particular care is required when considering the use of systemic corticosteroids in patients with renal insufficiency and frequent patient monitoring is
necessary.

Injury, poisoning and

Systemic corticosteroids are not indicated for, and therefore should not be used to treat, traumatic brain injury, a multicenter study revealed an increased
mortality at 2 weeks and 6 months after injury in patients administered methylprednisolone sodium succinate compared to placebo. A causal association
with methylprednisolone sodium succinate treatment has not been established.

Other

. As a result corti should be used with caution in

disorders such as perforation, obstruction or

females are particularly at

systemic corticosteroids or who have used them within the previous 3 months; this should be given within 10 days of exposure to Ifa
diagnosis of chickenpox is confirmed, the illness warrants specialist care and urgent treatment. Corticosteroids should not be stopped and the dose may
need to be increased.

Exposure to measles should be avoided. Medical advice must be sought immediately if exposure occurs. Prophylaxis with normal intramuscular
immunoglobulin may be needed.

Similarly corticosteroids should be used with great care in patients with known or suspected parasitic infections such as Strongyloides (threadworm)
infestation, which may lead to Strongyloides hyperinfection and dissemination with widespread larval migration, often accompanied by severe
enterocolitis and potentially fatal gram-negative septicemia.

Administration of live or live, attenuated vaccines is contraindicated in patients receiving
response to other vaccines may be diminished.

The use of corticosteroids 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 disease in conjunction with an appropriate regimen. If cor ids are indicated in patients with
latent tuberculosis or tuberculin reactivity, close observation is necessary as reactivation of the disease may occur. During prolonged corticosteroid
therapy, these patients should receive chemoprophylaxis.

Kaposi's sarcoma has been reported to occur in patients receiving corticosteroid therapy. Discontinuation of corticosteroids may result in clinical
remission.

The role of corticosteroids in septic shock has been controversial, with early studies reporting both beneficial and detrimental effects. More recently,
supplemental corticosteroids have been suggested to be beneficial in patients with established septic shock who exhibit adrenal insufficiency. However,
their routine use in septic shock is not recommended. A systematic review of short-course high-dose corticosteroids did not support their use. However,
meta-analyses, and a review have suggested that longer courses (5 - 11 days) of low-dose corticosteroids might reduce mortality.

Immune system

Because rare instances of skin reactions and anaphylactic/anaphylactoid reactions have occurred in patients receiving corticosteroid therapy, appropriate
precautionary measures should be taken prior to administration, especially when the patient has a history of allergy to any drug.

Endocrine effects

In patients on corticosteroid therapy subjected to unusual stress, increased dosage of rapidly acting corticosteroids before, during, and after the stressful
situation is indicated.

Adrenal cortical atrophy develops during prolonged therapy and may persist for months after stopping treatment. In patients who have received more
than physiological doses of systemic corti i 6 mg methylpredni: for greater than 3 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 corticosteroids 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 HPA suppression, the dose of systemic corticosteroid may be reduced rapidly to physiological doses. Once a daily dose of
6 mg methylprednisolone is reached, dose reduction should be slower to allow the HPA-axis to recover.

Abrupt withdrawal of systemic corticosteroid treatment, which has continued up to 3 weeks is appropriate if it considered that the disease is unlikely to
relapse. Abrupt withdrawal of doses up to 32 mg daily of methylprednisolone for 3 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

doses of cor The antibody

L i effects may be by using the lowest effective dose for the minimum period, and by administering the daily requirement as a single
morning dose or whenever possible as a single morning dose on alternative days. Frequent patient review is required to appropriately titrate the dose
against disease activity.

Patients should carry "Steroid treatment’ cards which give clear guidance on the precautions to be taken to minimise risk and which provide details of
prescriber, drug, dosage and the duration of treatment.

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 of systemic corticosteroid side-effects, in which case patients should be monitored for
systemic corticosteroid side-effects (see section Interactions).

Aspirin and non-steroidal anti-inflammatory agents should be used cautiously in CUI‘IJLIV'ICIIUI‘I with corticosteroids.
Pheochromocytoma crisis, which can be fatal, has been reported after i of systemic corti Corti
administered to patients with suspected or identified pheochromocytoma after an appropriate risk/benefit evaluation.
Paediatric population

Corticosteroids cause growth retardation in infancy, childhood and Growth and of infants and children on prolonged
corticosteroid therapy should be carefully observed. Treatment should be limited to 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 administered where possible as a single
dose on alternate days (see section Posology and Method of administration).

Infants and children on prolonged corticosteroid therapy are at special risk from raised intracranial pressure.

High doses of corticosteroids may produce pancreatitis in children.

Use in the elderly

The common adverse effects of systemic corticosteroids may be associated with more serious consequences in old age, especially osteoporosis,
hypertension, hypokalaemia, diabetes, susceptibility to infection and thinning of the skin. Close clinical supervision is required to avoid life-threatening
reactions.

Excipients

Lactose (monohydrate): Patients with problems of galactose intolerance, the lactase deficiency or glucose-galactose malabsorption should not take this
medicine.

This medicine contains less than 1 mmol sodium (23 mg) per tablet, that is to say essentially “sodium-free”.

USE IN PREGNANCY AND LACTATION

Fertility: Corticosteroids have been shown to impair fertility in animal studies.

Pregnancy

The ability of corticosteroids to cross the placenta varies between individual drugs, however, methylprednisolone does cross the placenta. In humans, the
risk of low birth weight appears to be dose related and may be minimized by administering lower corticosteroid doses.

Administration of corticosteroids to pregnant animals can cause abnormalities of foetal development including cleft palate, intra-uterine growth retardation
and effects on brain growth and development. There is no evidence that corticosteroids result in an increased incidence of congenital abnormalities, such
as cleft palate in man, however, when administered for long periods or repeatedly during pregnancy, corticosteroids may increase the risk of intra-uterine
growth retardation. Infants born to mothers, who have received ial doses of corti ids during preg! 'y must be carefully observed and

should only be

evaluated for signs of adrenal insufficiency. Hypoadrenalism may, in theory, occur in the neonate following prenatal exposure to corticosteroids but usually

resolves spontaneously following birth and is rarely clinically important.

Since adequate human reproductive studies have not been done with methylprednisolone, this medicinal product, as with all drugs, should be used during

pregnancy only after a careful assessment of the benefit-risk ratio to the mother, embryo, foetus or child. When corticosteroids are essential, however,

patients with normal pregnancies may be treated as though they were in the non-gravid state.

Cataracts have been observed in infants born to mothers undergoing long-term treatment with corticosteroids during pregnancy.

Breast-feeding

Corticosteroids are excreted in small amounts in breast milk, however, doses of up to 40 mg daily of methylprednisolone are unlikely to cause systemic

effects in the infant. Infants of mothers taking higher doses than this may have a degree of adrenal suppression. This medicinal product should be used

during breast feeding only after a careful assessment of the benefit-risk ratio to the mother and infant.

EFFECTS ON ABILITY TO DRIVE AND USE MACHINES

The effect of corticosteroids on the ability to drive or use machinery has not been systematically evaluated. Undesirable effects, such as dizziness, vertigo,

visual disturbances and fatigue are possible after treatment with corticosteroids. If affected, patients should not drive or operate machinery.

INTERACTIONS

Methylprednisolone is a cytochrome P450 enzyme (CYP) substrate and is mainly metabolized by the CYP3A4 enzyme. CYP3A4 is the dominant enzyme

of the most abundant CYP subfamily in the liver of adult humans. It catalyzes 63-hydroxylation of steroids, the essential Phase | metabolic step for both
and synthetic ids. Many other are also of CYP3A4, some of which (as well as other drugs) have been

shown to alter glucocorticoid metabolism by induction (upregulation) or inhibition of the CYP3A4 enzyme.

Drug class or type

Interaction Effect

Drug or Substance
Antibiotic, Antitubercular
- RIFAMPIN
- RIFABUTIN CYP3A4 inducers - Drugs that induce CYP3A4 activity generally increase hepatic clearance, resulting

CYP3A4 Inducer |in decreased plasma concentration of medications that are substrates for CYP3A4. Co-administration
Anticonvulsants may require an increase in methylprednisolone dosage to achieve the desired result.
- PHENOBARBITAL
- PHENYTOIN
- PRIMIDONE
CYP3A4 inducers - see above

Anticonvulsant CYP3A4 Inducer [CYP3A4 substrates - In the presence of another CYP3A4 substrate, the hepatic clearance of
. CARBAMAZEPINE (and Substrate) methylprednisolone may be affected, with corresponding dosage adjustments required. It is possible

that adverse events associated with the use of either drug alone may be more likely to occur with
co-administration.

Macrolide Antibacterial
- TROLEANDOMYCIN

- Grapefruit juice

CYP3A4 inhibitors - Drugs that inhibit CYP3A4 activity generally decrease hepatic c\earance and
increase the plasma concentration of CYP3A4 substrate icati such as In

Uncommon (> 1/1000, < 1/100); Rare (= 1/10000, < 1/1000); Very rare (< 1/10000); Not known (frequency cannot be estimated from the available data).
Infections and infestations
Common: Infection (including increased susceptibility and severity of infections with suppression of clinical symptoms and signs)
Not known: Opportunistic infection, recurrence of dormant tuberculosis, peritonitist
Blood and lymphatic system disorders
Not known: Leukocytosis.
Immune system dlsan!ers
Not known: Drug ivi ic reaction, id reaction.
Endocrine disorders
Common: Cushingoid.
Not known: Hypopituitarism.
benign, it and
Not known: Kaposi's sarcoma.
Metabolism and nutrition disorders
Common: Sodium retention, fluid retention.
Not known: Metabolic acidosis, alkalosis hypokalaemic, dyslipidaemia, glucose tolerance impaired, increased requirements for insulin (or oral
hypoglycemic agents in diabetics), lipomatosis, increased appetite (which may result in weight increased), epidural lipomatosis.
Psychiatric disorders
Common: Affective disorder (including depressed mood and euphoric mood).
Not known: Psychotic disorder (including mania, delusion, hallucination, and schizophrenia), psychotic behaviour, affective disorder (including affect
lability, psychological dependence, suicidal ideation), mental disorder, personality change, confusional state, anxiety, mood swings, abnormal behaviour,
insomnia, irritability.
Nervous system disorders
Not known: Intracranial pressure increased (with i [Benign i
headache.
Eye disorders
Common: Cataract.
Rare: Vision blurred (see also section Special warnings and precautions for use).
Not known: Glaucoma, exophthalmos, corneal thinning, scleral thinning, chorioretinopathy.
Ear and labyrinth disorders
Not known: Vertigo.
Cardiac disorders
Not known: Cardiac failure ive (in patients),
Vascular disorders
Common: Hypertension.
Not known: Hypotension, embolism arterial, thrombotic events.
Respiratory, thoracic and mediastinal disorders
Not known: Pulmonary embolism, hiccups.
Gastrointestinal disorders
Common: Peptic ulcer (with possible peptic ulcer perforation and pem\c ulcer haemorrhage).
Not known: Intestinal perforation, gastric haemorrhage, 3 is ulcerative, it inal distensi pain,
diarrhoea, dyspepsia, nausea.

cysts and polyps)

]), seizure, amnesia, cognitive disorder, dizziness,

rupture following myocardial infarction.

Calcium Antagonist
- MIBEFRADIL

the presence of a CYP3A4 inhibitor, the dose of methylprednisolone may need to be titrated to avoid
CYP3A4 Inhibitor [steroid toxicity.

Histamine H: receptor
Antagonist

- CIMETIDINE

Antibacterial In addition, there is a potential effect of methylprednisolone to increase the acetylation rate and clearance
- ISONIAZID of isoniazid.

Antiemetic
- APREPITANT

- FOSAPREPITANT CYP3A4 inhibitors - see box above

CYP3A4 substrates - In the presence of another CYP3A4 substrate, the hepatic clearance of

Antifungal CYP3A4 Inhibitor methylprednisolone may be affected, with corresponding dosage adjustments required.

- ITRACONAZOLE (and Substrate) Itis pngslb\e that gdverse events associated with the use of either drug alone may be more likely to
occur with co-administration.

- KETOCONAZOLE

(1) Mutual inhibition of metabolism occurs with concurrent use of ciclosporin and methylprednisolone,
'which may increase the plasma concentrations of either or both drugs. Therefore, it is possible that
adverse events associated with the use of either drug alone may be more likely to occur upon co-
administration.

(2) Protease inhibitors, such as indinavir and ritonavir, may increase plasma concentrations of
corticosteroids

Calcium Channel Blocker
- DILTIAZEM

Contraceptives (oral)

- ETHINYLESTRADIOL/ (3) Cor
NORETHINDRONE concentrations

may induce the of HIV-protease inhibitors resulting in reduced plasma

Immunosuppressant
- CICLOSPORIN (1)

Macrolide Antibacterial
- CLARITHROMYCIN
- ERYTHROMYCIN

Antivirals

- HIV-PROTEASE INHIBITORS

2

Pharmacokinetic enhancers

-COBICISTAT

Immunosuppressant CYP3A4 substrates - In the presence of another CYP3A4 substrate, the hepatic clearance of

. CYCLOPHOSPHAMIDE CYP3A4 methylprednisolone may be aﬁec?ed, with corresponding dosage adjustments required. It is possible
Substrate that adverse events associated with the use of either drug alone may be more likely to occur with co-

- TACROLIMUS administration.

(4) There may be increased incidence of gastrointestinal bleeding and ulceration when

NSAIDs (nonsteroidal anti-
methylprednisolone are given with NSAIDs.

inflammatory drugs) (4)
- High-dose ASPIRIN (5)
(acetylsalicylic acid)

(5) Methylprednisolone may increase the clearance of high-dose aspirin, which can lead to decreased
salicylate serum levels. Discontinuation of methylprednisolone treatment can lead to raised salicylate
serum levels, which could lead to an increased risk of salicylate toxicity.

Non-CYP3A4-
mediated effects [(6) An acute myopathy has been reported with the concomitant use of high doses of corticosteroids and
. anticholinergics, such as neuromuscular blocking drugs (see section Special warnings and precautions

Anticholinergics (6) for use - Musculoskeletal, for additional information).
- NEUROMUSCULAR BLOCKERS

@)

(7) Antagonism of the neuromuscular blocking effects of pancuronium and vecuronium has been reported
in patients taking corticosteroids. This interaction may be expected with all

iary disorders
Not known: Increase of liver enzymes (e.q alanine aminotransferase increased, aspartate aminotransferase increased).
Skin and subcutaneous tissue disorders
Common: Skin atrophy, acne.
Not known: Angioedema, hirsutism, petechiae, ecchymosis, erythema, hyperhidrosis, skin striae, rash, pruritus, urticaria, telangiectasia.
Musculoskeletal and connective tissue disorders
Common: Muscular weakness, growth retardation.
Not known: Myalgia, myopathy, muscle atrophy, i is, pathologic fracture,
Reproductive system and breast disorders
Not known: Menstruation irregular.
General disorders and administration site conditions
Common: Impaired healing.
Not known: Oedema peripheral, fatigue, malaise, withdrawal symptoms - too rapid a reduction of corticosteroid dosage following prolonged treatment can
lead to acute adrenal insufficiency, hypotension and death (see section Special warnings and precautions for use).
Investigations
Common: Blood potassium decreased.
Not known: Intraocular pressure increased, carbohydrate tolerance decreased; Urine calcium increased; Blood alkaline phosphatase increased; Blood urea
increased; Suppression of reactions to skm lests
Injury, poisoning and
Not known: Tendon rupture (particularly of the Achilles tendon), spinal compression fracture.
* Not a MedDRA PT
1 Peritonitis may be the primary presenting sign or symptom of a gastrointestinal disorder such as perforation, obstruction or pancreatitis (see section
Special warnings and precautions for use)

arthropathy, arthralgia.

The incidence of predi ffects with the use of cor ids, including pituitary-adrenal supp!
correlates with the relative potency of the drug, dosage, timing of administration and duration of treatment (see section Special warnings and precautions
for use).

Please inform your doctor of all effects upon drug

OVERDOSE

should not be abruptly but tailed off over a period of time. Appropriate action should be taken to
alleviate the symptoms produced by any side-effect that may become apparent. It may be necessary to support the patient with corticosteroids during any
further period of trauma occurring within two years of overdosage.
There is no clinical syndrome of acute overdose with methylprednisolone. Reports of acute toxicity and/or death following overdosage of glucocortlcmds

are rare. In the event of overdosage, no specific antidote is available; treatment is supportive and is
PHARMACODYNAMIC PROPERTIES
P ic group: Glucocorti ATC code: HO2A B04

Methylpredmsolone is a synthetic glucocorticoid and a methyl derivative of prednisolone.
is a potent anti- y agent with the capacity to profoundly inhibit the immune system.

Glucocorticoids act primarily by binding to and activating intracellular glucocorticoid receptors. Activated glucocorticoid receptors bind to promnter
regions of DNA (which may activate or suppress transcription) and activate transcription factors resulting in inacti of genes through d
of histones.
Following corticosteroid administration there is a delay of several hours for the clinical effects resulting from changes in gene expression to be seen.
Other effects not related to gene expression may be more immediate.
Corticosteroids influence the kidney and fluid and electrolyte balance, lipid, protein, and carbohydrate metabolism, skeletal muscle, the cardiovascular
system, the immune system, the nervous system, and the endocrine system. Corticosteroids are also critical in the maintenance of function during stress.
PHARMACOKINETIC PROPERTIES

i phar ics is linear, i of route of

Absorption

Methylprednisolone is rapidly absorbed and the maximum plasma methylprednisolone concentration is achieved around 1.5 to 2.3 hours across doses
following oral administration in normal healthy adults. The absolute bioavailability of methylprednisolone in normal healthy subjects is generally high
(82% to 89%) following oral administration.

Distribution

Methylprednisolone is widely distributed into the tissues, crosses the blood-brain barrier, and is secreted in breast milk. Its apparent volume of
distribution is approximately 1.4 L/kg.
The plasma protein binding of ylp
Metabolism

Corticosteroids are metabolised mainly in the liver but also in the kidney and are excreted in the urine.

In humans, methylprednisolone is metabolized in the liver to inactive metabolites; the major ones are 20c-hydroxymethylprednisolone and 208-

in humans is 77%.

blockers.

Anticholinesterases Steroids may reduce the effects of anticholinesterases in myasthenia gravis.

Anti-diabetics Because corticosteroids may increase blood glucose concentrations, dosage adjustments of anti-diabetic|

agents may be required.

The efficacy of coumarin anticoagulants may be enhanced by concurrent corticosteroid therapy and close

Anticoagulants (oral) monitoring of the INR or prothrombin time is required to avoid spontaneous bleeding.

Potassium-depleting agents (When cor ids are inif i with pot: -depleting agents (i.e. diuretics),
patients should be observed closely for development of hypokalaemia. There is also an increased risk of
hypokalaemia with concurrent use of corticosteroids with amphotericin B, xanthenes, or beta2 agonists.

Aromatase inhibitors imi duced adrenal
-AMINOGLUTETHIMIDE glucocorticoid treatment.

may exacerbate endocrine changes caused by prolonged

UNDESIRABLE EFFECTS
The undesirable effects are listed below by frequency according to the following convention: Very common (= 1/10); Common (= 1/100, <1/10);

Metabolism in the liver occurs primarily via the CYP3A4 enzyme. (For a list of drug it

based on CYP3A4-mediated see section
Interactions).
Methylpredmsolone like many CYP3A4 substrates, may also be a substrate for the ATP-binding cassette (ABC) transport protein p-glycoprotein,
ing tissue distri and i with other medicines.

Elimination

The mean elimination half-life for total methylprednisolone is in the range of 1.8 to 5.2 hours.
Total clearance is approximately 5 to 6 mL/min/kg.

PRESENTATION: Box of 3 blisters x 10 tablets. ~ Box of 10 blisters x 10 tablets.
SHELF-LIFE: 24 months from the manufacturing date.

STORAGE CONDITIONS: Store in dry places, not exceeding 30°C, protect from light.
SPECIFICATIONS: Manufacturer's.

Manufacturer:

DHG PHARMACEUTICAL JOINT-STOCK COMPANY - DHG Pharmaceutical plant branch in Hau Giang
Lot B2 - B3, Tan Phu Thanh industrial zone - phase 1, Tan Phu Thanh commune, Chau Thanh A district, Hau Giang province, Vietnam

Tel: (+84.293) 3953454 e Fax: (+84.293) 3953555

Any questions about the product,

please contact
+84 292 3899000
E-mail: dhgpharma@dhgpharma.com.vn
www.dhgpharma.com.vn
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