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CANH BAO PAC BIET:

Thude nay chi ding theo dom ciia bc sj.

Poc ki hwéng din sir dung trwée khi ding.

Khong diing qua liéu chi dinh.

Thong bao cho bic sy nhimg tac dung khong mong mudn giip phai khi sir dung thubc.
Néu cin thém théng tin, xin héi y kién bic si.

Khéng sir dung thude di qua han ding.

Dé xa tAm tay tré em.

1. TEN THUOC
MEDROL®

2. THANH PHAN PINH TiNH VA PINH LW
M3i vién nén chira 4mg hodc 16mg methylprednisdlon.

3. DANG BAO CHE

Vién nén dung dudong uong

4. DPAC TINH LAM SANG

4.1 Chi dinh diéu tri
R6i loan néi tiét
- Thiéu ning vé thugng thin nguyén phat hay thir phat (hydrocortison hay cortison 1a
thudc duoc wu tién sir dung; nhimg hoat chét tong hop tuong tu ¢6 thé duge dung cing
véi mineralocorticoid khi cén thiét; & tré em, viéc cung c:ip bd sung mineralocorticoid la
rit quan trong).
- Tang san tuyén thuong than bim sinh
- Viém tuyén giap khong sinh mu
- Calei mau cao lién quan dén ung thu
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Nhiing roi loan khéng phai do noi tiét

R6i loan do thip khép

La liéu phép diéu tri bd trg d6i véi chi dinh ngin han (d& dwa bénh nhan qua khoi giai

doan cép hay tram trong) trong:

Viém khép do vay nén e Viém khép cép tinh do gt

Viém khép dang thap, ké ca viém e Viém xuong khép sau chén thuong
khép dang thap & thiéu nién (mét sb

truomg hop dic biét c6 thé doi hoi

liéu phép duy tri liéu thip)

Viém cot séng dinh khép e Viém mang hoat dich trong chimg thoai

Viém bao hoat dich cép va ban cfip héa khdp

Viém mom 1061 cau xuong

Viém bao gin cép tinh khong dic

hiéu

. Bénh hé thdng tao keo

Diing trong giai doan trim trong hodc dé diéu tri duy tri trong nhirng truomg hop chon

loc cua: P
Lupus ban d6 hé thong e Dau da copdo thap khdp
Viém da co toan thin (viém da co) e Viém/d§ngkhach té bao khdng 156
Thép tim cip
. Bénh thugc vé da
Bénh Pemphigus e U sli dang nAm
Viém da bong nuéc dang Herpes e Vaiy nén thé ning
Hong ban da dang thé nang (hdi chimg e Viém da tiét ba nhon thé nang

Stevens-Johnson)

Viém da troc vay

Bénh dj img
Kiém soat c4c tinh trang di img nang hodc kho diéu trj da that bai véi cac céch diéu trj
thong thudng:

Viém mili di ng theo mua hoic e Céc phan mg qua mén véi thude
quanh nam.

Bénh huyét thanh e Viém da tiép xtc
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3.

Hen phé quan

Bénh vé mit

e Viém dadi{mg

Céc qua trinh viém va di tmg man tinh va cip tinh nghiém trong & mét va cac phan phu

ctia mét nhu:

Viém loét két mac do di img

Nhiém tring gidc mac do Herpes Zoster

Viém tién phong

Viém mang mach nho khuéch tin phia
sau va viém mang mach

Nhan viém giao cam

. Bénh & dudng ho hip

Bénh sarcoid c6 triéu chimg

Hoi chimg Loeffler khong thé kiém soat
dugc bing cac phuong phap khic
Nhiém doc berylli

. R&i loan vé huyét hoe

Xuat huyét giam tiéu cau vo can &
ngudi lén.

Giam tiéu cau thir phat & ngudi lm.

Thiéu mau tan huyét mic phai (tu

mién)

8. Cac bénh ung thu

e Bénh bach cau va u lympho & ngudi lon.

Diéu trj tam thoi trong:

o Bénh bach cau cip & tré em.

9. Tinh trang phu

Viém két mac di (mg
Viém gidc mac
Viém mang mach — vong mac

Viém than kinh thi gic

Viém mong mat va viém mong

mit-thé mi

Trong lao phdi thé lan toéa hodc bung
phat cdp tinh, dung ddng thoi véi
liéu phap hoa tri I/(,héng lao thich

e
Viém phothi

Chimg giam nguyén hong cau
(thiéu mau hong cau)
Thiéu méu giam san bam sinh

(dong hdng cau)
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e Dé gilp bai niéu va giam protein niéu trong hoi chimg than hu khong kém theo uré
mau cao, hodc hdi chirmg thin hu do lupus ban d6 rai réc.
10. Bénh duong tiéu hoa
Dung dé dua bénh nhan qua khéi con nguy kich ciia bénh trong:

e Viém loét dai trang

e Viém doan rudt non

11. Hé than kinh

e Céc dot cap tinh cua bénh da xo cimg.

e Céc trudng hop phu két hop véi u ndo.

12. Cdy ghép ndi tang

13. Céc chi dinh khéac

e Lao mang nio c6 tic nghén khoang dudi nhén hoac doa tic khi dung ddng thi liéu

phép hoa tri liéu khang lao thich hop.
e Bénh giun xo0én lién quan dén co tim va than kinh
4.2 Liéu lwong va cich ding

Liéu khoi ddu cta vién nén methylprednisolon c6 thé thay dbi tuy thudc vao bénh dac hiéu
can diéu tri. Néu bénh it nghiém trong, cac liéu thap hon thuong la du, trong khi & mt 50
bénh nhén c6 thé cin ding liéu khdi dau cao hon. Céac bénh cin dungdiéu cao bao gbm da
xo cing (200 mg/ngay), phu ndo (200-1000mg/ngay) va gh¢ an (toi 7 mg/kg/ngay).
Néu sau mot khoang thoi gian dang ké ma chua c6 dap\@ m sang day du, thi phai

ngimg thudc va chuyén sang liéu phép diéu trj thich hop hoir' cho bénh nhan. Néu sau khi
diéu tri dai ngdy ma mudn ngimg thudc thi phai ngimg tir tir, khong dugc ngimg dot ngot.

Sau khi thdy c6 dap tmg thudn loi, cdn xac dinh liéu duy tri bing cach giam liéu khéi dau
theo timg nic nhd, véi céc khoang cach thoi gian thich hop cho ti lidu thip nhat ma vin
gitr vimg duoc dap img 1am sang diy di. Can lubn nhé 14 phai theo doi lién tuc dé danh
gid vé muc liéu sir dung. Nhing trudng hop can diéu chinh lidu 1a nhimg trudng hop ¢
thay ddi vé tinh trang 1am sang thir phat nhu la cac dot thuyén giam hogc céc dot kich phat
cua bénh, dap img véi thubc cua timg ca thé bénh nhan va anh hudng cta céc trang thai
stress khong lién quan tryc tiép t6i bénh dang diéu tri. Trong tinh hudng sau ciing (trang
thai stress khong lién quan truc tiép téi bénh dang diéu tri), c6 thé can ting liéu
methylprednisolon trong mdt khoang thoi gian phit hop véi diéu kién cia bénh nhan.

Can nhin manh 1a yéu cau vé liéu c6 thé thay ddi va can phai c4 thé hoa theo bénh ly dang
diéu tri ciing nhu dép (mg diéu trj ctia bénh nhan.

ADT (Diéu tri cich nhét)
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Diéu tri cach nhat 1a ché do liéu corticosteroid trong d6 dung 2 lan liéu hang ngay cua
corticosteroid vao mdi budi sang cach nhat (mdt ngay udng — mdt ngay nghi). Muc dich
clia cach diéu tri nay la gitp cung cp cho bénh nhin mdt mirc lidu duoc ly dai ngay ma

= o - , . v . . . A A - ke .k

van dat dugc nhirng tac dung cé 1¢i cua corticosteroid trong khi han che dén mirc toi thiéu
cac tac dung khong mong muon, bao gom trc ché truc tuyén yén — thugng than, trang thai
gia Cushing, hi chimg cai thudc va @rc ché su phat trién cua tré em.

4.3 Chong chi dinh
Chéng chi dinh d6i véi nhimg bénh nhan:
e Nhiém ndm toan thin
e Qud min v6i methylprednisolon hogc bt ky thanh phan nao cua thuéc.

Chéng chi dinh sir dung vic-xin séng hodc vic-xin song giam doc lyc cho bénh nhan dang
ding céc liéu corticosteroid trc ché mién dich.

4.4 Cinh bdo va than trong dic biét khi sir dung
Tac dung irc ché mién dich/ Ting nguy co nhiém khuén

Corticosteroid ¢ thé lam ting nguy co nhidm khuin, che 14p mot s& ddu hiéu nhiém
khuan, va cac nhiém khuin méi c6 thé xay ra khi dang dung corticosteroid. C6 thé c6 hién
tugng giam dé khing va mat kha ning khu tri nhiém khuin tai chd khi sir dung
corticosteroid. Nhiém vi sinh vét gdy bénh bao gém nhiém virus, vi khuan, ndm, don bao
hodc giun san & bét ky vi tri ndo cua co thé, ¢ thé lién quan t&i viée sir dung corticosteroid
riéng ré& hodc phdi hop véi céc thude irec ché mién dich khac ¢6 tac dong 1én mién dich té
bao, mién dich thé dich hoic téi chirc ning bach cdu trung tinh. Nhimg nhiém khuan nay
c6 thé nhe, nhung ciing c6 thé nghiém trong, d6i khi gdy tir fong. Khi ting liéu
corticosteroid, ty 1é cac bién chimg do nhiém khuén ciing ti

Bénh nhan dang dung thudc @c ché mién dich dé bi nhiém khuin hon nhimg ngudi khoe
manh khac. Vi du & tré em hay ngudi 16n chua c6 mién dich, dang ding corticosteroid, khi
mic thily ddu va soi c6 thé bi nang hon va tham chi tir vong.

C6 thé dung vic-xin chét hodc vic-xin bat hoat cho bénh nhan dang dung corticosteroid
véi lidu e ché mién dich; tuy nhién, dap img v6i nhimg vic-xin nay c6 thé giam di. C6 thé
str dung céc bién phap tao mién dich cho bénh nhin dang dung céc liéu khong (rc ché mién
dich cua corticosteroid.

Sir dung corticosteroid trong bénh lao hoat dong cin giéi han & cac truong hop lao phdi
lan tda hodc thé bung phét cp tinh, trong d6 corticosteroid dugc dung dé kiém soat bénh,
két hop vai phac db khang lao thich hgp. Khi corticosteroid dugc chi dinh & bénh nhén lao
tiém tang hodc phan img véi tuberculin, cin theo ddi chit ché vi bénh c6 thé téi phét. Neu
dung corticosteroid kéo dai trén nhimg bénh nhan nay, cn du phong cac thude khang lao.

Pa ¢6 bao cdo vé u Sarcdm Kaposi & bénh nhan dung liéu phép corticosteroid. Khi ngimg

corticosteroid c6 thé s& thuyén giam trén 1am sing.
Page 5 of 19
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Vai trd cua corticosteroid trong soc nhiém khuan con chua rd rang, cac nghién ciru ban du
cho thdy c6 ca céc tac dung c6 lgi cling nhu cac anh huong bét loi. Gan day, viée bd sung
corticosteroid dugc cho ring ¢6 lgi cho bénh nhan duoc x4c dinh 1a séc nhiém khuén va bi
thiéu ning thugng than. Tuy nhién, viéc sir dung thudng xuyén corticosteroid trong soc
nhiém khuin khéng dugc khuyén nghi va mot tdng quan hé théng da két luan ring ding
corticosteroid liéu cao trong khoang thoi gian ngin khéng mang lai tac dung. Tuy nhién,
qua phan tich tong hop va dénh gia cho thdy sir dung corticosteroid liéu thap trong khoang
thoi gian dai hon (5 — 11 ngay) c6 thé lam giam tir vong, ddc biét & bénh nhan sdc nhidm
khuén phai ding thuc co mach.

Hé mién dich
C6 thé xay ra phan ung di img (vi du phit mach)

Vi mot sd hiém cac treong hop di Gmg trén da va phan (rng phan vé/dang phan vé xay ra &
bénh nhan dugc diéu tri bang liéu phép corticosteroid, can thuc hién céc bién phap phong
ngira thich hop trude khi bit dau diéu tri, dic biét 1a d6i v6i nhitg bénh nhén ¢ tién s di
{mg véi bat ky loai thu6e nao.

Ni tiét
O bénh nhan dang trong thoi gian diéu tri corticosteroid ma phai chiu nhirng cing thing

bat thuomg, can chi dinh tang liéu loai corticosteroid tac dung nhanh truéc, trong va sau
nhing tinh huéng cing thing d6.

Str dung corticosteroid ¢ liéu c6 tac dung duoc ly trong thai gian dai c6 thé dan tdi (rc ché
truc dudi ddi — tuyén yén — thuong than (HPA) (thiéu ning vo thuong than thir phat). Mirc
do va thoi gian suy thugng than thir phat khac nhau giira cdc bénh nhan ya phu thude vao
lidu, tan sd, thoi gian sir dung va khoang thoi gian diéu tri b ap glucocorticoid.
Téc dung nay c6 thé duge giam thiéu bing cach sir dung liéu ph4 tri cach nhat. (Xem
phén 4.2 Liéu lwgng va cich diung — Diéu tri cich nhat).

Ngoai ra, suy thugng thin cdp con dan téi tir vong néu ngimg dung glucocorticoid dét
ngot.

C6 thé giam thiéu nguy co suy thugng than thir phat bang cach giam din lidu. Kiéu suy
thugng than nay c6 thé ton tai nhidu thing sau khi ngung thude; do d6, véi bat ky tinh
trang stress ndo xdy ra trong thi ky ndy, nén bat dau lai liéu phap hormon.

“Hoi chimg cai thudc” steroid khong lién quan dén tinh trang suy vo thugng than ¢ thé
xuét hién sau khi ngirng sir dung glucocorticoid dot ngdt. Hoi chimg niy bao gom céc triéu
chimg nhu: chan an, budn nén, noén 6i, hon mé, dau dau, sbt, dau khép, bong da, dau co,
sut cdn va/hodc ha huyét ap. Nhirng anh hudng nay duge cho la do sy thay ddi dot ngot
ndng do glucocorticoid hon 14 do ndng do corticosteroid thap.

Do glucocorticoid ¢é thé gdy ra hodc 1am nang thém hdi chimg Cushing, khong ding
glucocorticoid cho bénh nhén bi bénh Cushing.

Page 6 of 19
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Tac dung cua corticosteroid ting 1én & nhimg bénh nhan thiéu ning tuyén gidp.
Chuyén hoa va dinh dwimg

Céc corticosteroid bao gdm methylprednisolon c6 thé lam ting glucose huyét, lam cho
bénh tiéu duong da c6 ning thém v néu dung corticosteroid trong thdi gian dai ¢6 thé dan
tdi bi bénh tiéu duong.

Tam thin

Loan tim than c6 thé xudt hién khi ding corticosteroid, tir sang khoai, mat ngu, thay dbi

tAm trang, tinh khi thit thuong va trdm uit ning cho dén nhitng biéu hién tim than thuc su.
Cam xtic khong on dinh hay khuynh huéng tim thin cling ¢6 thé nang né hon boi
corticosteroid.

Kha nang gip céc tac dung khong mong muén vé tim than niing c6 thé xay ra khi diung
steroid theo dudomg toan than (xem phan 4.8 Tic dung khéng mong muén, Cdc r6i logn
tém than). Cac triéu chimg dic biét xuit hién trong vai ngay hodc vai tuan dau didu tri.
Hau hét cac phan (mg mét di khi giam liéu hodc ngimg thudc, mic di ¢6 thé cin phai diéu
tri dac hiéu.

Anh hudéng vé tdm than da dugc bao cdo khi ngirng corticosteroid; tan suét chua duge xéc
dinh rd. Bénh nhan/ nhan vién y té nén luu y néu nhu nhimg biéu hién tdm than xuit hién &
bénh nhan, dic biét néu nghi ngd bénh nhén bj trdm cam hay ¢6 ¥ dinh tu sat. Nén canh
bao bénh nhan/ nhan vién y té vé kha ning c6 thé bi rdi loan tdm than xay ra trong thoi
gian diéu trj hay ngay sau khi giam lidu hay ngimg duing steroid theo dudng toan than.

Hé than kinh

Than trong khi dung corticosteroid trén nhitng bénh nhan dong kinh.

Than trong khi dung corticosteroid trén nhimg bénh nhan nhuoc ¢ g (Xem thém thong
tin vé bénh co & muc Co’ xwong).

Mic du céc thir nghiém 1am sang c6 ddi chimg da cho thiy corticosteroid c6 hiéu qua tac
dung nhanh trong diéu tri da xo cimg dot cip, cac thir nghiém nay cho thdy corticosteroid
khong lam anh huong dén két qua cudi ciing hodc dién bién ty nhién cta bénh. Cac nghién
ctru cho thdy can str dung liéu corticosteroid tuong d6i cao méi c6 tac dung rd rét (xem
muc 4.2 Liéu lwgng va cich ding).

b3 cé nhirng bdo céo vé chimg tich m& ngoai mang cimg & bénh nhan dang sir dung
corticosteroid, thudong 1a sir dung liéu cao trong thoi gian dai.

Miit

Thén trong khi dung corticosteroid trén nhimg bénh nhan bi herpes simplex & mét vi c6 thé
gdy thung gidc mac.

Str dung corticosteroid trong thoi gian dai cé thé gy duc thiy tinh thé dudi bao sau va duc
thily tinh thé & trung tim (dic biét & tré em), 16i mét, hodc tang 4p lyc ndi nhan c6 thé dén
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t¢i bénh ting nhin 4p c6 thé kém hiy hoai than kinh thi gidc. Nhirng bénh nhén ding
glucocorticoid ¢6 thé ting nguy co bi nhiém nidm hodc virus thir phat & mit.

Liéu phép corticosteroid da timg dugc xac dinh ¢6 lién quan dén bénh hic vOng mac trung
tam thanh dich, ¢6 thé dan dén bong véng mac.

Tim

Céc tac dung bt lgi cua glucocorticoid déi véi hé tim mach, nhu réi loan m& mdu va tang
huyet ap, c6 thé lam nhirg bénh nhan da c6 sin nguy co tim mach phai chiu thém cac anh
huéng tim mach khic, néu diéu tri bang liéu cao va kéo dai. Vi vay, can sir dung
corticosteroid than trong & nhitng bénh nhan nay va cn cha y thuc hién cac bién phap diéu
chinh nguy co v theo ddi thém cho tim néu can thiét. Dung liéu thp va cach nhat c6 thé
lam giam ty 1& bién chimg trong liéu phép corticosteroid.

Trong truomg hop bi suy tim sung huyét, nén than trong khi sir dung corticosteroid toan
than va chi sir dung khi dic biét can thiét.

Mach

Pi ¢6 nhimg bdo cdo vé tinh trang huyét khéi, bao gdm huyét khéi tinh mach xay ra khi
dung corticosteroid. Do vdy, corticosteroid nén dugc ding than trong trén nhimg bénh
nhan dang bi hodc ¢6 nguy co mic cac rdi loan huyét khéi.

., .
% "
N e

Than trong khi dung corticosteroid trén nhimg bénh nhén cao huyét ap.
Tiéu hoa
Liéu cao corticosteroid c6 thé gdy viém tuy cap.

Khéng c6 quan diém théng nhét nao vé viéc chinh corticosteroid gdy nén tinh trang loét
dudng tidu hoéa trong qua trinh didu trj, tuy nhién, dung glucocorticoid c¢ thé che 1ip
nhimg triéu ching cta loét dudng tiéu hoa, gdy nén tinh trang t ¢ Auit huyét tiéu
héa ma khong c6 kém dau dén rd rét. Liéu phap glucorticoid c6 th
mac hay cic ddu hiéu hodc triéu chimg khac lién quan dén rdi loan tiéu héa ching han nhu
thung, tic duong tiéu héa hodc viém tuy. Nguy co phat trién loét dudng tiéu héa ting khi
dung két hop véi thube chdng viém khong steroid (NSAID)

TR .

ddu viém phic

Thén trong khi ding corticosteroid trong viém loét dai trang khong dic hiéu néu c6 doa
thing, 4p-xe hay nhiém khuén sinh mua khéc; viém tdi thira, c6 chd noi rudt non méi, dang
bi hay ¢ tién sir b loét dudmg tiéu héa.

Gan mat

Pi ¢6 béo c4o vé tinh trang rbi loan gan mat c6 thé dugc hdi phuc sau khi ngung liéu phap.
Vi vy cén c6 nhing bién phap theo ddi phi hop.

Co xuong

D3 c6 bdo cao vé bénh co cip tinh khi sir dung corticosteroid liéu cao, thudng xay ra &

bénh nhan bi cac rdi loan din truyén than kinh co (vi dy nhuge co ning) hay trén bénh
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nhin dang ding cac thudc khang cholinergic nhu thubc @c ché thin kinh co (vi du
pancuronium). Bénh co cép tinh nay lan rong, c6 thé lién quan dén cic co mét, co ho hap
va c6 thé dan t6i liét chi. Tinh trang tang creatinin kinase c6 thé xay ra. Pé 6 tién trién vé
mit ldm sang hay héi phuc, can dimg thude trong vong vai tudn dén vai nam.

Lodng xuong la tac dung c6 hai chung, nhung it xay ra khi dung glucocorticoid liéu cao va
kéo dai.

Thén va tiét niéu

Than trong khi str dung corticosteroid trén bénh nhan suy than.

Cac nghién ciru

Liéu trung binh va liéu cao cua hydrocortison hodc cortison c6 thé gy ting huyét ap, tich
[ty mudi va nuée va lam ting dao thai kali. Nhimg tic dung nay it gip hon néu ding cac
corticosteroid loai tdng hop, trir khi dung liéu cao. C6 thé cin phai han ché an mudi va bd
sung thém kali. Moi corticosteroid déu lam ting dao thai calci.

Chén thwong, nhiém djc va cic bién chirng phiu thuit

Corticosteroid ding toan than khong dugc chi dinh va do dé, khong nén dung dé diéu tri
chin thuong so ndo. Mot nghién ciru da trung tim cho thay ty 1é tir vong ting Ién tai thoi
diém 2 tuan dén 6 thang sau chén thuong & bénh nhan diéu tri bang methylprednisolon
natri succinat so véi gia dugc. Méi quan hé nhan qua véi viéc diéu tri bing
methylprednisolon natri succinat chua duge thiét 1ap.

Cinh bido khac
Do bién chimg khi diéu tri bing glucocorticoid phu thudc vao liéu va thdi gian diéu tri,
quyét dinh diéu tri phai dva trén sy can nhéc giira nguy cofich lgi v6i timg truomg/hop
riéng va thdi gian diéu tri cling phai duge cin nhic hodc ding hang ngayrhoddydung cach
nhat.

Nén ding lidu thip nhét c6 hiéu qua cua corticosteroid dé kiém soat tinh hinh diéu tri, va
khi ¢6 thé giam liéu thi nén giam tir tir.

Aspirin va cic thude chdng viém khong steroid can dugc str dung than trong khi két hop
voi corticosteroid.

Bénh u té bao wa crdm c6 thé giy tir vong dd duge bdo cdo sau khi sir dung cic
corticosteroid toan than. V&i bénh nhan c6 nghi ngd hodc da xéac dinh 1a mac bénh u té bao
wa crém, chi nén sir dung céc corticosteroid sau khi di tién hanh danh gia loi ich/nguy co
phu hop.

Bénh nhan méc phai nhitng van dé di truyén hiém gip nhu khong dung nap galactose hogc
fructose, thiéu hut Lapp lactase hodc sucrase-isomaltase; roi loan hip thu glucose-
galactose khong nén sir dung thudc nay.
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Str dung cho tré em

Nén theo ddi can than sy phat trién va tang truéng cua tré khi sir dung liéu phap
corticosteroid kéo dai.

Tré em c6 thé chdm Ién khi dung glucocorticoid hang ngay trong thdi gian dai, véi liéu
chia nho va viéc sir dung liéu phap nay nén han ché, chi dung cho chi dinh khin cip nhét.

Tac dung khéng mong mudn nay c6 thé tranh dugc hodc giam thiéu khi sir dung liéu phap
glucocorticoid cach nhat (Xem muc 4.2 Liéu lrgng va cich ding — Diéu tri cach nhat)

Tré so sinh va tré em phai diéu tri lau dai bang corticosteroid c¢6 nguy co dic biét vé ting
ap luc noi so.

Corticosteroid liéu cao c6 thé din dén ching viém tuy & tré em.
4.5 Twong tic véi cac thude khic va cic dang twong tic khac

Methylprednisolon 1a co chét ciia enzym cytochrom P450 (CYP) va chii yéu duge chuyén
héa bdi enzym CYP3A4. CYP3A4 1a enzym chinh ctia hdu hét céc phan ho CYP trong gan
cua nguoi truong thanh. No xtc tac cho qua trinh 6 - hydroxyl hoa steroid, giai doan I
thiét yéu trong qua trinh chuyén héa cho ca corticosteroid noi sinh va tong hop. Ciing ¢6
rat nhidu chat khac ciing la co chédt cia CYP3A4, mét s chit nay (ciing nhu cac thude
khac) lam thay ddi sy chuyén héa glucocorticoid bang cach gdy cam img (diéu hoa ting)
hodc trc ché enzym CYP3A4.

Cdc chdt tec ché CYP344 — Nhimg thude trc ché hoat tinh CYP3A4 nhin chung lam giam
d¢ thanh thé.l cia gan va téng ndng do cua cac thuoc la cor chit cua CYP3A4 nhu

thanh thai cua gan, dan t6i lam giam néng dd céc thude 1a co chat cuia CYP3A4. C6 thé
cin phai tang liéu methylprednisolon khi ding cing cac thude nay dé dat duoc két qua
diéu tri nhu mong mudn.

Céc chdt la co chdt cua CYP344 — Néu c6 céc chét 1a co chit cia CYP3A4, qua trinh
thanh thai qua gan cua methylprednisolon ¢6 thé bi anh huong, do d6 cin cé sy dieu chinh
twong (mg liéu dung cta methylprednisolon. C6 thé cac tac dung khong mong mudn khi
dung riéng mdi thudc s& dé xay ra hon khi dung dong thai cic thude vé6i nhau.

Nhimg thudc khéng c6 hiéu tmg qua trung gian CYP 3A4 — Céc tuong téc va tic dung
khdc xay ra véi methylprednisolon dugc trinh bay trong bang 1.

Bang 1 bao gdom nhimg tuong tac thudc phd bién hodc quan trong vé mit lam sang véi
methylprednisolon.

Bing 1: Nhirng twong tac/ anh hwéng quan trong cua cac thubc hodc hoat chit véi
methylprednisolon.
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Phén loai thudc —
Thude hoic hoat chat

Twong tic/ Anh hwéng

Khang khuan
-ISONIAZID

CHAT UC CHE CYP3A4. Ngoai ra,
methylprednisolon ¢6 thé 1am ting téc do acetyl hoa
va do thanh thai cua isoniazid.

Khang sinh, Thudc khang lao
- RIFAMPIN

Chat cam img CYP3A4

Thubc chéng dong (dang udng)

Tac dung cia methylprednisolon trén thudc chdng
dong dudomg ubng c6 thé thay ddi. Pa c6 nhiéu béo céo
vé viéc ting hay giam tac dung cua thudc chong dong
khi dung chung véi corticosteroid. Chinh vi vdy, phai
kiém tra céc chi so dong mau dé duy tri tac dung mong
mudn cia thudc chdng dong

Thude chong co gidt

Chat cam img CYP3A4 (va la co chat)

- CARBAMAZEPIN
Thudc chdng co giat Chat cam (mg CYP3A4
- PHENOBARBITAL
- PHENYTOIN
Thudc khéng cholinergic Céc corticosteroid c6 thé 1am anh hudng dén tac dung
- CHEN THAN KINH CO ctia céc thude khang cholinergic

1. P ¢6 béo cao vé bénh co cdp tinh khi sir dung liéu

cao céc corticosteroid dong thii véi e thude
khang cholinergic nhu cac thuﬁ%n/én kinh co
(Xem phin 4.4 Canh bao dic biét va than trong

dic biét khi sir dung, Co xwong dé c6 thém thong
tin).

2. Pi ¢6 béo cdo vé tinh ddi khang cia tac dung irc
ché than kinh co ciia pancuronium va vecuronium
trén bénh nhdn ding corticosteroid. Tuong tac nay
c6 thé xay ra voi tit ca cic chat chen than kinh co
¢0 tinh canh tranh.

Thudc trc ché enzym cholinesterase

Steroid c6 thé lam giam céc tic dung cua thudc e che
enzym cholinesterase duing trong diéu tri chimg nhugc
co.

Thudc chong tiéu dudng

Vi corticosteroid c6 thé 1am ting nong d¢ glucose
trong mau, can diéu chinh liéu lugng thude chdng tiéu
duomg.

Thudc chong non
- APREPITANT
- FOSAPREPITANT

Uc ché CYP3A4 (va la co chit)

Page 11 of 19




LPD Title : Methylprednisolone
LPD date: Mar 01, 2017
Country: Vietnam

Reference CDS Version 14.0 Date: Aug 10, 2016

Thude khéng nam
- [ITRACONAZOL
- KETOCONAZOL

Uc ché CYP3A4 (va la co chat)

Thudc khéng virus
- Céac thudce tre ché HIV -protease

Uc ché CYP3A4 (va la co chat)

1/ Cac chat rc ché protease nhu 13 indinavir va
ritonavir c6 thé lam ting nong do corticosteroid trong
huyét tuong.

2/ Cac corticosteroid ¢6 thé 1am ting su chuyén héa
cia cac thude trc ché HIV —protease dan t&i giam ndng
d6 trong huyét tuong.

Thudc e ché aromatase
- AMINOGLUTETHIMID

Uc ché thugng than do aminoglutethimid ¢6 thé lam
tram trong thém nhimg thay ddi vé ndi tiét phat sinh tir
liéu phép glucocorticoid kéo dai.

Thude chen kénh Calci

Uc ché CYP3A4 (va la co chat)

- DILTIAZEM

Thudc tranh thai (dang udng) Uc ché CYP3A4 (va 1a co chét)

- ETHINYLESTRADIOL/

NORETHINDRON

Nudc ép budgi Uc ché CYP3A4

Thudc (rc ché mién dich Uc ché CYP3A4 (va la co chat)

- CYCLOSPORIN I/ Khi diung dbng thoi cyclosporin  véi
methylprednisolon thi xudt hién su (rc ché chyyén hoa
1dn nhau. Vi vdy, céc tdc dung khong\fnong/mudn khi
ding riéng mdi thudc co thé s& déx on khi ding

ddng thoi.
2/ P ¢6 béo cao vé hién tugng co gidt xay ra khi dung
ddng thoi methylprednisolon va cyclosporin

Thude e ché mién dich

Co chat cia CYP3A4

- CYCLOPHOSPHAMID
- TACROLIMUS
Thudc khang sinh ho macrolid Uc ché CYP3A4 (va la co chat)
- CLARITHROMYCIN
- ERYTHROMYCIN
Thudc khang sinh ho macrolid ; 3
. TROLEAI\gIDOMYCIN Ll
Cac NSAID (thudc chdng viém | 1/ Ty Ié xudt huyét tiéu hoa va loét da day c6 thé ting
khong steroid) khi dung methylprednisolon cing véi cac thudc

- ASPIRIN (acetylsalicylic) liéu cao

NSAID.
2/ Methylprednisolon c6 thé lam ting dd thanh thai
cua aspirin lidu cao, dan dén giam nong dd salicylat
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huyét thanh. Ngimg diéu tri bing methylprednisolon
6 thé lam ting nong d9 salicylat trong huyét thanh,
dan dén tang nguy co ngd doc salicylat.

Thubc lam giam kali Khi sir dung corticosteroid dong thdi véi cac loai
thude 1am giam kali (nhur 12 thude lgi tiéu thiazid hodc
thude loi tiéu quai), bénh nhan can dugc theo ddi chit
ché sy xuat hién cta chimg ha kali huyét. Nguy co ha
kali huyét cling tang khi si dung ddng thoi
corticosteroid v&i amphotericin B, cac xanthen hoac
thude chu vén beta 2.

4.6 Anh hwing dén kha ning sinh san, phy nir ¢6 thai va cho con ba
Kha niing sinh sin

Céc nghién ciru trén dong vat di cho thdy 1a corticosteroid lam suy giam kha ning sinh san
(xem muc 5.3 Dir liéu an toan tién 1am sang).
Phu nir c6 thai
Mot s& nghién ciru trén dong vat cho thdy corticosteroid ding cho me véi liéu cao ¢6 thé
gy qudi thai. Tuy nhién, cé vé nhu corticosteroid khong gay di tat bAm sinh khi dung cho
phu nir c6 thai.
Vi chua thyuc hién di nghién ciru vé sinh san & ngudi v6i methylprednisolone, nén thude
nay chi nén duoc sir dung trong thai ky sau khi can nhic than trong vé mit lgi ich-nguy co
ctia nguoi me va thai nhi.
Mot s corticosteroid dé dang qua duogc nhau thai. Mot nghién ctru dang hdi ciru cho thay
¢O sy tang ty 1€ tré sinh thiéu can & nhimg ba me dung corticosterioid. O ngudi, nguy co tre
bi nhe cén khi sinh duong nhur 6 lién quan dén liéu dung va c6 thé dugc gi
thiéu bing cach dung cac liéu corticosteroid thap hon. Tré so sinh tir me da dung
corticosteroid véi liéu dang ké trong thdi ky mang thai can dugc theo ddi va danh gid can
than vé cac ddu hiéu suy thuong than, du hiém gip cac trudmg hop suy thugng than & tré so
sinh bi phoi nhiém vdi corticosteroid ngay tir trong tir cung.
Chura biét tac dung cua corticosteroid véi qua trinh tré da va sinh con.
Puc thiy tinh thé da dugc quan st thiy & tré so sinh khi ba me dugce diéu tri kéo dai bang
corticosteroid trong khi mang thai.
Phu nir dang cho con bu
Corticosteroid bai tiét dugc qua sita me. Su phan bé cua corticosteroid vao sira me ¢6 thé {rc
ché sy ting trudng va gdy cin trd viéc san xudt glucocorticoid ndi sinh ¢ tré dang bu.
Thudc nay chi nén duge sir dung trong thoi gian cho con ba sau khi cén nhic than trong vé
mit loi ich-nguy co ctia ngudi me va tré so sinh.

4.7 Anh hwéng 1én kha ning lii xe va vin hanh miy méc

Anh hudng cua corticosteroid 1én kha nang lai xe va van hanh may méc chua dugc danh gia

mdt cach ¢ hé théng. Cac tac dung khéng mong mudn nhu choang vang, chéng mit, rbi
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loan thj gidc vA mét moi c6 thé xay ra sau khi diéu tri bing corticosteroid. Néu bi anh
hudng, bénh nhan khong nén lai xe hay van hanh may moc.

4.8 Tac dung khéng mong mudn

Téc dung khong mong mudn vi tin sd dwoc liét ké trong mdi hé co’ quan

Phin loai theo hé co quan Tsdc dung khong mong mudn | Tén suit (%)
Nhiém tring va nhiém ky sinh | Nhiém trung co hdi Khong rd
tring Nhiém triing Khéng rd
Viém phic mac’ Khéng rd
R6i loan mau va hé bach huyét | Tang bach cau Khong rd
RO6i loan hé mién dich Phan (mg qua man véi thude Khong rd
Phan img phan vé Khéng rd
Phan img dang phan vé Khong ro
R&i loan noi tiét Dang hdi chimg Cushing Khong ro
Suy tuyén yén Khoéng ro
Hoi chimg ngimg thudc Steroid | Khong rd
Roi loan chuyén héa va dinh Nhiém toan chuyen héa Khong 1
dudng U natri Khéng rd
U dich Khong rd
Ha kali mau do nhiém kiém Khong rd
R&i loan m& méau Khdng rd
Giam dung nap glucose Khong ro

Tang nhu cau insulin (hodc cac | Khong rd
thudc ha dudng huyét duong
udng & bénh nhan déi thao
dudng)

Chimg tich m& Khéng 19 ri
Tang cam giac thém @n (c6 thé | Kha

din dén tang can)
Roi loan tdm than Roi loan cam xic (bao gom tdim | Khong rd
trang trim cam, tim trang hung
cam, cam xuc khong n dinh,
phu thudc thude, c6 ¥ dinh tur tir)
R&i loan tdm than (bao gom Khéng rd
chirng dién cudng, hoang tudng,
40 giac, va tim than phan liét)

Hanh vi tim than Khong rd
R&i loan tdm than Khong rd
Thay d6i nhan céch Khong rd
Trang thai la 1an Khoéng rd
Lo du Khéng rd
Tinh khi thit thuong Khong rd
Hanh vi bat thudng Khéng rd
Mat ngu Khéng rd
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Phin loai theo hé co quan

Téc dung khong mong mudn

Tan suit (%)

Cau gat Khéng rd
R6i loan hé than kinh Tich m& ngoai mang cing Khéng rd
Tang 4p luc ndi so (kém phu gai | Khong rd
[tng 4p luc ndi so lanh tinh])
Dong kinh Khong rd
Chimg hay quén Khong rd
ROi loan nhén thac Khéng rd
Chéng mit Khong rd
Pau dau Khéng rd
R&i loan mét Hic véng mac Khéng rd
Puc thily tinh thé Khéng rd
Tang nhén ap Khong rd
Loi mat Khéng rd
R&i loan tai va tai trong Chdng mat Khong rd
R6i loan tim Suy tim sung huyét (& bénh nhan | Khong rd
c6 nguy co bj)
R6i loan mach Huyét khoi Khoéng rd
Cao huyét ap Khéng rd
Ha huyét ap Khéng rd
Roi loan hd hap, nguc va trung | Ngh&n mach phoi Khong rd
that Nic cut Khéng rd
Roi loan tiéu héa Loét da day (véi kha nang thing | Khong rd
loét da day va xuét huyét do loét
da day)
Thing ruét Khéng rd
Xuat huyét da day Khéng rd
Viém tuy Khong rd
Viém thuc quan giy loét Khéng rd /
Viém thuc quan Khong g0 Fs
Pay bung Kho
Dau bung Khﬁnﬁ;
Tiéu chay Khong rd
Kho tiéu Khoéng ro
Buon nén Khong rd
Rdi loan da va cdc mo duéida | Phi mach Khong rd
Ram long Khong rd
Dom xuat huyet Khong rd
Bam méu Khong rd
Teo da Khéng rd
Sung huyét Khong rd
Tiang tiét mo hi Khong rd
Van trén da Khong rd
Phat ban Khong rd
Ngua Khéng 16
May day Khong rd
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Phin loai theo hé co quan

Téc dung khong mong muon

Tan suat (%)

Mun Khong rd
R&i loan co xuong va cée md | Yéu co Khéng rd
lién ket DPau co Khong rd
Bénh co Khéng rd
Teo co Khong rd
Lodng xuong Khong rd
Hoai tir xuong Khéng rd
Gdy xuong bénh ly Khong rd
Bénh khdp do than kinh Khong rd
Pau khdp Khéng rdé
Cham ting truéng Khéng rd
R6i loan hé sinh san va vi Kinh nguyét khong déu Khdng rd
Rai loan chung va rdi loan tai Cham lanh vét thuong Khong rd
chd dung thude Phi ngoai bién Khong rd
Mét moi Khéng rd
Kho chiu Khong rd
Cac chi sb xét nghiémfkiém tra | Tang 4p luc ndi nhan Khong 16
Giam dung nap carbohydrat Khéng rd
Giam kali mau Khong rd
Tang calci trong nudc tiéu Khong rd
Tang men alanin Khéng rd
aminotransferase
Tang men aspartat Khong ro
aminotransferase
Tang alkalin phosphatase trong | Khong rd
mau
Tang ure trong mau Khong rd
Uc ché phan tmg véi cac xét Khéng rd
nghiém trén da’ & /
Céc bién chimg do thu thuat, Gay xuong do de ép cot song Khﬁnwg‘ra /
chin thuong va ngd doc but gén Khéng }f—ﬂv/

Khong phai 1a thudt ngir dugc vu tién sir dung ciia MedDRA '
' Viém phiic mac c6 thé 1a dau hiéu hoic triéu chimg chinh cta chimg roi loan tiéu hoa
nhu thing, tic dudng tiéu hda hodc viém tuy (xem muc 4.4 Cinh bdo va thin trong

dac biét khi sir dung).

Qua liéu

Khdng c6 triéu chirng lam sang véi truomg hop qua liéu corticosteroid cip tinh.

Hiém c6 cic béo céo vé ngd ddc cép hay tir vong do qua lidu corticosteroid. Trong trudng

hop qua lidu, khong c6 thude giai doc dic hiéu, chi diéu tri hd tro va triéu chimg.

C6 thé thim tach methylprednisolon.
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5.
5.1

S.2

53

CAC PAC TINH DUQC LY HOQC:
Dic tinh dwge lre hoe

Methylprednisolon la steroid ¢6 tdc dung khéng viém. Tac dung khang viém cua né tot
hon prednisolon va c¢6 xu huéng it giy giir natri va nuée hon. Hiéu lyc twong ddi cua
methylprednisolon it nhat gip khoang 4 lin hydrocortison.

Pic tinh dwoc dong hoc

Dugc dong hoc clia methylprednisolon tuyén tinh, khong phu thudc vao dudng dung.

r
A

Hap thu:

Methylprednisolon dugc hdp thu nhanh va dat ndng 6 dinh trong huyét trong khoang 1,5
t6i 2,3 gidr & moi lidu lugng sau khi ubng & ngudi 16m khoe manh binh thuong. Sinh kha
dung tuyét doi cua methlyprednisolon trén ngudi binh thudmg, khée manh nhin chung cao
(82% dén 89%) sau khi udng.

Phén bé:

Methylprednisolon phan b rong trong cdc md, qua dugce hang rao mdu ndo va tiét vao
trong sira. Thé tich phan b biéu kién cua thudc 1a khoang 1,4 L/kg. Methylprednisolon
gin véi protein huyét twong ngudi véi ty 1é khoang 77%.

Chuyén héa:
O ngudi, methylprednisolon dugc chuyén héa & gan thanh cac chét chuyén héa bét hoat,
cdc chit chuyén héa chi yéu 1a 20a -hydroxymethylprednisolon va 208 -
hydroxymethylprednisolon. Qua trinh chuyén héa ¢ gan chu yéu qua enzym CYP3A4.
Xem danh sich turong tic thudc do chuyén héa qua trung gian CYP3A4 tai muc 4.5
Twong tic véi cic thube khic va cac dang twong tic khac

Giéng nhu nhiéu loai co chit cia CYP3A4, methylprednisolon c¢6 thé la co, chét
protein van chuyén p-glycoprotein phan ho ABC gin ATP, anh huéng dé
trong mé va tuong tac vdi cc loai thude khac.

Thai trur:

Nira doi ban thai trung binh ciia methylprednisolon vao khoang 1,8 dén 5,2 gio. Toc do

ban thai tong thé 12 khoang 5 dén 6 mL/phitkg.

Céc dir liéu an toan tién lim sang

Céc dir lidu tién 14m sang cling vé&i cac bang chirng vé tinh an toan thu thip dugc trong

nhiéu nim qua khi sir dung trén 1dm sang va nhimg bdo cdo sau luu hanh cho thy

methylprednisolon an toan khi ding nhu mdt chat khang viém cho cac bénh viém trong

thoi gian ngin.

Dua trén cac nghién ciru thong thuong vé duge ly hoc an toan, dc tinh lidu lap lai &

chudt nhét, chudt cdng, thd va ché khi diing qua dudng tinh mach, trong mang bung, duéi
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da, bap va qua duong uong, khong xac dinh dugc nguy co khong ludng trude nao. Céac

~ I A - Y - . A . g - , « K ~ . . .

ddc tinh thay trong cac nghién ctru liéu lap lai 1a ddc tinh dy kién s& xay ra khi phoi nhiém
lién tuc vdi steroid vo thugng thdn ngoai sinh.

Kha ning giy ung thu:

Methylprednisolone chua dugc danh gia chinh thirc trong cac nghién ciru vé kha nang gy
ung thu & dong vat gam nham. D3 thu dwoc céc két qua khic nhau véi céc glucocorticoid
khac duge kiém tra vé kha ning gy ung thu & chudt nhét va chudt cong. Tuy nhién dir
litu dugc cong bd cho thdy mdt vai glucocorticoid lién quan bao gdm budesonide,
prednisolone, va triamcinolone acetonide ¢6 thé lam ting ty 1é mic u tuyén té bao gan va
ung thu sau khi cho ding qua dudng udng trong nudc udng & chudt cong duc. Céc tac
dung vé khdi u ndy xay ra & céc liéu it hon céc lidu 1m sang dién hinh trén co s¢ mg/m’.
Kha ning giy dét bién:

Methylprednisolone chua dugc danh gia chinh thirc vé kha ning gy dot bién. Tuy nhién,
methylprednisolone sulfonate, ¢6 cu triic twong tu nhu methylprednisolone, khong gy
dot bién bat ké c6 kich hoat trao ddi chat hay khong & Salmonella typhimurium & micc 250
dén 2.000 pg/dia, hodc trong thir nghiém dét bién gen té bao dong vat ¢6 vi sir dung té
bio bubng tring cia chudt dong Trung Qubc & mic 2.000 dén 10.000 pg/mL.
Methylprednisolone suleptanat khong giy ra su tong hop ADN dot xudt trong té bao gan
ctia chudt cng dau tién & mirc 5 dén 1.000 pug/mL. Hon nita, viéc xem xét lai dir liéu da
cong bd cho thiy prednisolone farnesylate (PNF), c¢6 cdu tric tuong tu nhu
methylprednisolone, khong giy dot bién bit ké co kich hoat trao ddi chét hay khong &
Salmonella typhimurium va cac chung Escherichia coli & mic 312 dén 5.000 pg/dia.
Trong mdt dong té bao nguyén bao s¢i clia chudt dong Trung Qudc, PNF gy ra su ting
nhe vé ty 1é sai léch nhiém sdc thé cdu tric 6 kich hoat trao dbi chat & ndng d¢ cao nhat
duoc kiém tra 12 1.500 pg/mL.

Dac tinh sinh san:

Corticosteroid da dugc nhan thdy c6 lam giam kha ning sinh san khi @ung\tréa chudt
cbng. Chudt céng duc duogce cho dung corticosterone véi cac liéu 0, 10, va o/kg/ngay
bing phuong phap tiém dudi da mot lan hang ngay trong 6 tudn va giao phéi v6i con céi
khong dung thudc. Lidu cao duge giam xudng 20 mg/kg/ngiy sau Ngay 15. Pd quan sat
thdy giam sb lugng nat giao cdu, diy cé thé 1a do giam trong lugng cua co quan phy. S6
diém trimg 1am 6 va s6 bao thai séng giam xuéng.

Corticosteroid da duge chimg minh 1a gdy quai thai & nhidu loai dong vat khi cho lidu
twong duong véi lidu & ngudi. Trong cic nghién ciru vé sinh san & dong vat, cac loai
glucocorticoid nhu methylprednisolon da dugc chimg minh 1a tang ti 1¢ di tat (ho ham
éch, di tat xwong), tir vong phdi bao thai nhi (vi du ting ty 1é tii hdp thu) va chdm ting
trudng trong tir cung.
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6. PAC TINH DUQC HQC
6.1 Cic ta dugc
Medrol 4mg: Lactose monohydrat, tinh bot ngd, sucrose, calci stearat.
Medrol 16mg: Lactose monohydrat, tinh bt ngo, sucrose, calci stearat, paraffin long.
6.2 Twong ky
Khéng 4p dung
6.3 Thoi han sir dung
Medrol 4mg: 36 thang ké tir ngay san xuit.
Medrol 16mg: 36 thang ké tir ngay san xuat.
6.4 Bao quan
Bao quan ¢ nhiét do khong qua 30°C.
6.5 Pong goi
Medrol 4mg: Hop 3 vi x 10 vién
Medrol 16mg: Hop 3 vi x 10 vién
Tiéu chuén: Nha san xut
Nha sian xuét: Pfizer Italia S.r.l.
Localita Marino del Tronto, 63100 Ascoli Pic ), Y.
®Nhan hiéu da ding ky
LPD date: Mar 01, 2017
Reference CDS date: Augl0, 2016

TUQ.CUC TRUING
P.TRUONG PHONG

Pham Chi Vin Honk
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