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2.

3.

Rostat 10 — HDSD cho can b y té

ROSTAT-10

Thanh phiin, him lugng ciia thude:

Mai vién nén bao phim chira:

Hogt chit: Rosuvastatin calei twong duong véi Rosuvastatin 10mg

Té duge: Tinh bt ngd, microcrystallin cellulose phosphat, lactose, PVP K-30, magnesi stearat, talc
tinh khiét, croscarmellose natri, hypromellose, sunset yellow, castor oil.

Dang bio ché: Vién nén bao phim

Cie diic tinh duge lye hoe, dwge djng hoe.
Durgre lwre hoe

Rosuvastatin 12 mit chét (e ché chon lge va canh tranh trén men HMG-CoA reductase, 1a men xiic tie
qué trinh chuyén ddi 3-hydroxy-3-methylglutaryl coenzym A thinh mevolonat, mét tién chit ciia
cholesterol. Rosuvastatin lam gidm lipid biing hai cich; N6 1am ting s6 luong thy thé LDL trén bé mit
té bio gan, do viiy lam tang hip thu va di ho
giam cdc thanh phin VLDL vi LDL.

¢ syt tong hop VLDL & gan, vi viy lam

Rosuvastatin lam giam nfmg di LDL-cholesterodl] fiolesterol toan phin va triglycerid va lam ting
HDL-cholesterol. Thude cling lam giam ApoB, non HDL-C, VLDL-TG vi lam ting ApoA-lL
Rosuvastatin ciing lam giam cde ty 1@ LDL-C/HDL-C, C toan phin/HDL-C, non HDL-C/HDL va
ApoB/ApoA-l.

Trj li¢u dép (mg voi rosuvastatin thiy rd ong vong 1 win bét diu didu tri va 90% dip (mg 161 da dat
duge trong vong 2 tudn. Cic dp (g 161 da thudmg dat duge trong vong 4 tudin va duy tri sau dé.
Duge déng hoe:

Hiip thu: Ndng d dinh trong huyét twong ciia rosuvastatin dat duge khoang 5 gidr sau khi uéng. Sinh
kha dung twyét dbi dat xdp xi 20%.

Phiin bd: Rosuvastatin duge phin bd rong rdi & gan noi chit véu tdng hop cholesterol va thanh thai
LDL-C. Thé tich phin b ciia rosuvastatin dat xdp xi 134L. Khodng 90% rosuvastatin két hop véi
protein huyét wong, chi yéu 14 albumin.

Chuyén héa: Rosuvastatin it bj chuyén hod (khoang 10%). Céc nghién ciru chuyén hoéa trén dng
nghigm sir dyng 1é bao gan ngudi cho lhﬁy 1a rosuvastatin i mot co chit y-f:u ddi vai sy chuyfm héa
dya trén cytochrom P450. CYP2C9 1a mdt isoenzym chinh tham gia vao chuyén héa, 2C19, 3A4 va
2D6 ¢6 tham gia nhung & mire d§ I.hép hon. Chit chuyq":n héa chinh duge xdc dinh 1a N-desmethyl va
ciic chit chuyén héa lacton. Chit chuyén hoa N-desmethyl ¢ hogt tinh it hon 50% so vai rosuvastatin
trong khi dang lacton duge xem [ khong cd hoat tinh trén lam sing.

o
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Thii trir: Xdp xi 90% lidu rosuvastatin duge bai tiét khing déi trong phan (bao gdm ca luong
rosuvastatin di duge hip thu va lugng rosuvastatin khang duge hip thu) v phin con lai duge bai tiét
qua nudce tiéu.

Xép xi 5% rosuvastatin duoc bai tiét dudi dang khong ddi trong nude tidu, Nia doi thai trir trong
huyét wong xép xi 19 gidn. Nira doi thai trir khéng ting & liéu cao hon. D§ thanh thai huyét tong
trung binh dat xdp xi 50 livgitr (hé s6 bién ddi la 21,7%). Ciing nhur véi cde chit e ché HMG-CoA
reductase khée, sy hap thu rosuvastatin ctia gan lién quan 16 chét van chuyén miang OATP-C. Chét
viin chuyén niy rit quan trong déi véi sir thii trir gan eta rosuvastatin,

Tuyén tinh: Sy phoi nhiém hé théng ciia rosuvastatin tang 1y 1& voi lidu. Khéng co sy thay ddi cdc
théng sb duge ding hoc sau lidu da hang ngiy.

Cic nhom bénh nhiin e bigt:

Tudi tic vi gidi tinh:

Tihe ding cia tudi the vi gici tinh trén duge ding hoe cia rosuvastatin khong ding ké trén 1im sang.
Chung tje

Ciéc nghién ciru duge ddng hoe cho théy ting x:"lp xi 2 lin AUC trung binh vd Cmax & ngudi chi A
{(Nhat Ban, Trung Qude, Philipin, Viét Nam va Han Quéc) so vai ngudi da triing con ngudi Chau A-
An Do ting xdp xi 1,3 lin AUC trung binh va Cmax. Mot phin tich duge dong hoc theo quén thé din
cur cho thily khéng c6 sir khdc biét cé ¥ nghia 1am sang vé duge djng hoc & cde nhém ngudi da tring
vit ngudi da den.

Suy thiin:

Trong nghién et trén ngwdi suy thin & nhiéu mire dd khic nhau cho thiy ring bénh thin tir nhe dén
vira khng anh huémg dén ndng 4§ rosuvastatin hoge chit chuyén hod N-desmethy! trong huyét wrong.

hit) ¢ abng dé thube wong

Bénh nhén suy thin niing (dd thanh thai creatinin huyét wong i
¢ cao gip 9 lin so vai

huyét twong ting cao gdp 3 Fin va ndng do chit chuyén hod N-de
ngudi tinh nguyén khoé manh.

Suy gan:

Trong mdt nghién ciru trén cie bénh nhin c6 mirc dd suy gan khac nhau, khéng cé biing chimg cia
viéc ting sy phoi nhiém dbi véi rosuvastatin & ngudi ¢6 chi s Child-Pugh tir 7 tré xudng.

Miie dit vity, 2 ngudi ¢6 chi sé Child-Pugh 12 8 va 9 cho thiy ¢6 sir ting phoi nhiém hé thong t6i thiéu
2 lin so voi ngudi ¢6 chi so Child-Pugh thip hon. Chua ¢6 kinh nghiém sir dung & bénh nhin ¢6 chi
s6 Child-Pugh trén 9.

Tinh da hinh di truyén:

Sy phén bd ciia cdc chit irc ché HMG-CoA reductase, bao gdm rosuvastatin, lién quan 16i cic protein
viin chuyén OATPIB] va BCRP. O bénh nhin c6 tinh da hinh di truyén SLCOIBI (OATPIBI)
varheie ABCG2 (BCRP), ¢d nguy co ting sir phoi nhiém rosuvastatin. Cdc hinh thai da hinh riéng I¢
SLCOIBI ¢.521CC va ABCG2 c.421AA c6 lién quan 16i sir phoi nhidém rosuvastatin cao hon (AUC)
so0 voi cdc kiéu gen SLCO1BI ¢.521TT hojic ABCG2 ¢.421CC. Cau tric di truyén cy thé khéng duge
thiét 13p trén thue hanh lim sang, nhung véi bénh nhin duqc biét co nhimg kiéu da hinh nay, mit liéu
hang ngiy Rostat th‘lp hon nén duge khuyén cio. =

Rostat 10 — HDSD cho cén bd y t& _ Ny Page 20f 12
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Tré em: Hai nghién ciru duge dgng hge vai rosuvastatin (dimg dudi dang vién nén) & tré em bi ting
huyét 4p gia dinh di hgp tr ¢6 4§ twdi tir 10-17 hofic 6 161 17 wdi (Wng sd 214 bnh nhan) di chimg
minh 1 sy phoi nhiém & tré em c6 vé nhr twong déng hodic thip hom so véi ngudi 1on. Sy phoi nhidm
rosuvastatin c6 thé dyr dodn duge theo lidu lugng va thai gian trong khodng 2 nam.

Quy cich déng goi: Hp 16p x 10 hip nho x 1 vi x 10 vién nén bao phim,

Chi dinh

Diéu tri ting cholesterol méu:

Rostat dwge chi dinh cho ngudi 1én, thanh thidu nién vi tré em tir 6 wéi trér 1én bi ting cholesterol
méu nguyén phat (logi la bao gdm ting cholesterol gia dinh di hep ur) hodie réi loan lipid mdu hén
hop (logi 11b) nhur la mét ligu phdp hd trg cho ché dg an kiéng khi sy dip (g voi ché dd in kiéng vi
trj li¢u khéng duge 1§ khdc (nhur tp thé due, giam cin) khéng dap (mg diy du.

Rostat ciing dige chi dinh cho ngudi lén, thanh thidu nién va wé em tir 6 woi wd 1én bi ting
cholesterol mdu gia dinh déng hop tir nhur 12 mdt ligu phip hd tro cho ché o an kiéng va didu tr giam
lipid khdc (nhur ly trich LDL mdau) hodc khi cée liéu phip ndy khdng thich hep.

Phéng ngira cic bién chimg tim mach

Ngiin ngira cic bién chimg tim mach & bénh nhin xic dinh ¢6 nguy co cao doi vai bién chimg tim
mach lin ddu, nhu 13 mét liéu phip hd trg dé diéu chinh cdc yéu 16 nguy co khdc.

Lidu lwgng vit cich diing

Trwde khi bit ddu didu tri, bénh nhin phai theo ché dd in kigng chuin giam cholesterol va tiép tue duy
tri ché d§ ndy trong sudt thoi gian diéu trj. Liéu lugng cho bEnh nhin theo mye dich trg ligu va sy dap
img cia timg bénh nhan, str dung hudng din théng nhit hign tai.

Rostat c6 thé duge diing vito bt k¥ thivi diém nao trong ngay, kém hodic khang kém thire an.

Diéu tri ting cholesterol msu:

Lidu khéi déu khuyén cdo 13 5 hofic 10mg, udng 1 lin mdi ngay trén ca bénl
hodic bénh nhin chuyén tir cdc chét (e ché HMG CoA reductase khic. 1,
duge tinh todn theo nfmg dd cholesterol ciia b§nh nhin vi nguy co im mach g lai cling nhur
nguy co iém tang d6i véi cde phan img phy. C6 thé tién hanh diéu chinh lidu Sau 4 wén, néu ¢in, Ty
¢ cae phin tmg phy duge bio céo ting 1én vai lidu 40mg so vai liéu thip hon, chudn lidu cudi ciing
t6i lidu 161 da 40mg chi nén duge xem xét & bénh nhin ting cholesterol niing véi nguy co tim mach

win chua ding statin

101 dau nén

cao (ddc biét nhimg ngwdi b ting cholesterol gia dinh), nhimg ngudi khong dat duge myc ticu tr licu
v6i liéu 20mg, vi nhimg ngudi s& phai theo doi hang ngdy, Cin gidm sat chuyén mon khi bit déu liéu
40mg.

Ngiin ngira cic bién chimg tim mach

Trong nghién ciru gidm nguy co cic bién chimg tim mach, lidu sir dyng la 20mg.

Tré em:

Sir dung cho tré em chi nén duge tién hanh boi bic sy chuyén khoa.

Rostat 10 — HDSD cho cén bd y t& / \ Page 3of 12
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m v thanh thiéu nién tir 6 16i 17 tdi

Tang cholesteral mdu gia dinh di hop te:

@ tré em va thanh thiéu nién bj ting cholesterol gia dinh di hop tir sir dyng lidu khai diu 14 Smg mdi

ngay.

o U wé em tir 6 t6i 9 tubi bi ting cholesterol miu gia dinh dj hop ur, khodng liéu thudmg ding 14 5-
10mg udng mdt ldn mdi ngay. Tinh an toin va higu qua cia lidu lén hon 20mg vin chua duge
nghién ciru trén nhém ddi wrgng ndy,

o O tréemtir 10 16i 17 tudi bj tang cholesterol miu gia dinh di hop tr, khoang licu théng thuimg 14
5-20mg udng mdt lan mdi ngdy. Tinh an todn va hidu qua cia lidu 1én hon 20mg vin chia duge
nghién ciru & déi wrgng nay.

Chudn liéu nén duge tién hanh theo sy ddp tmg va dung nap clia timg bénh nhin, theo khuyén cdo tr

ligu cho tré em. Tré em va thanh thiéu nién nén duge dit vao ché dé an Kiéng giam cholesterol chudn

trude khi bit dAu tri li¢u véi rosuvastating ché df n kiéng nay nén duge tiép tuc trong thoi gian tri
ligu véi rosuvastatin,

Tiing cholesterol mdu gia dinh déng hop nr:

O tré em tir 6 16 17 wdi bj tng cholesterol mau gia dinh déng hop i, liéu khuyén cdo 15i da 13 20mg

mit lin mdi ngay.

Mgt lidu khoi ddu 5 160 10mg mot lin mdi ngay phy thude lidu, cin ning va statin ding trude diy,

Chudn 161 liéu 161 da 20mg mot 1in mdi ngay nén duge tién hanh theo sy dip {mg ciia timg bénh nhén

va sir dung nap & bénh nhi theo sy khuyén cdo tr liéu & tré em. Tré em va thanh thiéu nién nén durge

diing ché ¢ an kiéng ha cholesterol chuan trude khi biit diu tri ligu rosuvastating ché dg an kigng niy
dirgre iép tuic trong sudt qud trinh tr ligu véi rosuvastatin,

Con gidgi han kinh nghig¢m vai liéu hon 20mg & bénh nhi.

Tré em dudi 6 tudi

Tinh an todn va hi¢u qua cia viée sir dung cho tré em dudi 6 tudi chua duge thiét 1ap. Do d6, Rostat

khang duee khuyén cdo sirdung & tré em dudi 6 udi.

Sir dung & ngudi cao tudi

Mt libu khéi ddu Smg duge khuyén cdo & bénh nhan > 70 twdi. Khong cin thiét phai diéu chinh liéu

khic lién quan t6i tudi.

Liéu diing & bénh nhin suy thin

Khang cin thiét didu chinh liéu & bénh nhin suy than nhe i trung binh. Liéu kh

Smg & b&nh nhin suy thin trung binh (d§ thanh thai creatitin < 60 ml/phit). L :

chi dinh & bénh nhén suy than trung binh. St dung Rostat & bénh nhin suy thin ning duge chéng chi

dinh & tit ca cdc lidu.

Lidu diing & b¢nh nhin suy gan

Khong ting sy phoi nhiém rosuvastatin & bénh nhin ¢6 diém Child-Pugh tir 7 trd xudng. Mic dil viy,

tiing sy phoi nhi&m rosuvastatin di duge quan sat thiy & bénh nhéin cé diém Child-Pugh tir 8 16i 9. ¢

nhitng bénh nhiin nay danh gid chirc ning thin nén duge xem xét Khing cé kinh nghiém & bénh nhin
¢6 56 diém Child-Pugh trén 9. Rostat duge chong chi dinh & bénh nhiin ¢6 bénh nhin gan tién tridn.

khai diu 13
4big duge chong

Rostat 10 - HDSD cho cén b y té& Page 4 of 12
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Chiing tHe

Ting sy phoi nhiém di duge thdy & ngudi Chiu A, Lidu khdi diu khuyén cdo ddi vai bénh nhan gde
chiiu A 13 Smg. Lidu 40mg duge chéng chi dinh & nhimg bénh nhin nay.

Da hinh di truyén

Cic logi da hinh di truyén nhét dinh duwge biét 13 ¢6 thé din 6 ting sy phoi nhiém rosuvastatin, Véi
bénh nhan duge bidt ¢6 cde da hinh di truyén nhit dinh, khuyén cdo liéu hang ngay thip hon binh
thudmg,

Li¢u diing & bénh nhiin ¢6 cic nhén tH khuynh huémg bénh co

Liéu khoi ddu khuyén céo 14 Smg & bénh nhan ¢6 nhan 16 khuynh huéng bénh co. Lidu 40mg duge
-::hf)ng chi dinh & mdt 56 bénh nhin nay.

Tri liéu két hgp:

Rosuvastatin 12 mjt chit nén ciia cdc protein vin chuyén khic nhau (vi du OATPIB1 vi BCRP).
Nguy co bénh co (bao gém ci globin co niéu kich phdt) ting Ién khi Rostat duge ding dﬁng théi vai
mdt thudc ma cé thé lam tang ndng do rosuvastatin do twong tac véi protein vin chuyén nay

Bit etr khi ndo c6 thé, nén xem xét thay ddi thude, va, néu cdn, xem xét ngimg tam thisi tri lidu Rostat,
Trong trudmg hop khang thé tranh vige sir dung két hop cac thude nay vai Rostat, xem xét can thin lgi
ich va nguy co cia tri liéu ddng thdi va diéu chinh liéu ding cia Rostat.

Khi sir dung déng thai rosuvastatin vai cde chit e ché protease cia HIV va HCV nhu atazanavir;
atazanavir + ritonavir hojic lopinavir + ritonavir; cn gidi han liéu rosuvastatin t6i da 10 mg mét

lin/ngay

7. Chdng chi dinh
Rostat duge chf)ng chi dinh trong:

- Bénh nhdn qua min cim vai bit ky thanh phin nio cia thude

- Bénh nhan méc bénh gan tién rién ké ca ting transaminase huyét thanh ké i khdng T nguyéns
nhdn, vi khi ndng d¢ transaminase huyét thanh ting hon 3 lin gidi han réd\dn binh Ihm‘m{
(ULN).

- Bénh nhin dang ding cyclosporin

- Bénh nhan c6 bénh 1y vé co

- Bénh nhdn suy thian (Cl., < 30 ml/phat).

- Tré em dudi 6 tdi, vi d an toan vi hiéu qui cia thude chura duge thiét 13p & tré em dudi 6 tudi.

- Phy nir ¢6 thai v phy nir cho con bi vi dg an toan ciing chua duge thiét 1dp.
Lidu 40mg duge chdng chi dinh & bénh nhin ¢6 nhén t§ khuynh hudng tir truée véi bgnh colglobin co

nic¢u kich phit. Céc nhén 1 gom:
Suy thin trung binh (d§ thanh thii creatinin < 60 ml/phat)
Giam niing tuyén gidp
- Réi loan co di truyén ¢6 tién sir gia dinh holic ¢d nhin
Nghién rugu
- Ciic trudmg hop ¢6 thé xay ra ting néng dd thude trong huyét tuong

Rostat 10 = HDSD cho cén bd y té }J*W of 12
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- Bénh nhin ngudi chiu A
- Str dung dong thii vdi fibrate

8. Cic trrimg hgp thin trong khi sir dung thude
Anh huéng trén thin:
Protein niéu, duge phat hién hﬁng que thir v ¢6 ngudn géc chinh tir dng than, di duge ghi nhin &
nhimg bénh nhin diéu tr bing Restat lidu cao, dic bidt & liéu 40mg, phin 16n tinh trang niy thodng
qua hofic thinh thodng xdy ra. Protein ni¢u khdng phii 1a diu higu bio trirde ciia tinh trang bénh thin
cz"gp hode tién trién. Cin ddnh gid chirc ning thin trong thiri gian theo ddi cde binh nhan da duoe didu
tr véi lidu 40meg,
Anh hurémg trén co xuong: Céc the ddng trén co xwrong nhu gy ra dau co va bénh co va mdt s6 hiém
trudmg hop tiéu co vin di duge ghi nhin & nhimg bénh nhin duge diéu tri hﬁr:g rosuvastatin & tét ci
cdc liéu va djc bidt & liéu>20mg.
Do ndng di creatinin Kinase (CK):

- Cin nhiic theo doi ereatin kinase (CK) trong trudmg hop:

+ Truge khi didu tri, xé nghiém CK nén duge tién hanh trong nhimg truémg hop: Suy giam chire ning
thiin, nhuge gidp, tién sir ban than holic tién sir gia dinh mic bénh co di lruyén, tién str bi bénh co do
sir dung statin hofic fibrat truée 6, tién sit bénh gan vi/hoiic udng nhicu rugu, bénh nhan cao tdi (>
70 wdi) ¢6 nhimg yéu 16 nguy co b tiéu co vin, kha ndng xay ra trong tac thude va mit sb ddi tugng
bénh nhén dic bigt. Trong nhing trudmg hop nay nén cin nhiic lgi fch/nguy co va theo doi bénh nhin
trén lam sang khi didu tri bing statin. Néu két qua xét nghi¢gm CK > 5 lin gi6i han trén cia mirc binh
thudmg, khong nén biit ddu diéu trj biing statin.
+Trong qué trinh didu trj bing statin, bgnh nhn cin thang bio khi c6 cdc biéu hi¢n vé co nhu dau co,
cimg co, yéu co ... Khi ¢o cic biéu hi¢n ndy, bénh nhn can 1am xét nghiém CK dé ¢é cdc bi¢n phip
can thigp phi hgp.

- Khéng nén do néng do creatinin kinase (CK) sau khi vin ding gling sirc hojic k
mdt nguyén nhin nio d6 6 thé lam ting CK vi diéu niy ¢6 thé lam sai 1éch I;_'i u

T khi didu tri;
Gidng nhur cde chit ire ¢hé men HMG-CoA reductase khic, cin than trong khi ding Rostat & bénh
nhin co cic yéu 1 ¢ thé diin dén banh 1y v cor (lidu co vin) nhu

cd sy hién dién cia

Suy thin.
Nhuge gidp
- Tién sir ban than hofc gia dinh cé bénh di truyén vé co.
- Tidn sir giy dic tinh trén cor do céc chdt ire ché men HMG-CoA reductase khde hoje fibrat,
- Nghién rugu.
- Trén 70 wéi.
- Cic tinh trang <6 thé gay ra tang ndng d¢ thude trong huyét wong,
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Ding déng thisi véi cdc fibrat. O nhitg bénh nhan niy nén ¢in nhiic gitia nguy co va lgi ich ciia vige
diéu tr va phai theo doi 1am sang. Néu nbng dd CK téing cao déng ké truée khi didu tri (=5xULN) thi
khéng nén bit diu didu trj biing Rostat.

Trong khi diéu tri:

Nén yéu ciiu bénh nhin bdo cdo ngay cie hién tugng dau co, yéu co hofie vop bé khng gidi thich
duge, diic biét néu coé kém mét modi hodie sét, Nén do néng do CK & nhimg bénh nhan nay. Nén ngimg
rosuvastatin néu néng dg CK ting cao ddng ké (>5xULN) hojic cic tri¢u chimg v co trim trong vi
gy khé chiu hang ngay (ngay ¢i khi ndng dg CK=<SULN). Néu cdc tri¢u chimg nay khéng con nira va
m“mg do CK trd lai miee binh thudmg nén xem xét dén vige ding lai Rostat hodic ding mit chit e ché
men HMG-CoA reductase khae & lidu thip nhét vi theo doi chit che.

Viée theo doi dinh ky nfmg dp CK & cic bénh nhin khong ¢d tri¢u chirng khong dam bao phat hign
bénh co.

Trong cde thir nghiém lim sang, khéng nhin thily gia ting dnh hudng trén co xuong & mdt sb it bénh
nhin ding Rostat déng thisi voi cde thube khae. Tuy nhién, 1y 1¢ mie bénh viém co va binh co gia
ting di duge thiy & bénh nhin ding cdc chit ic ché men HMG-CoA reductase khic dong thoi véi
ede diin xudt cia acid fibric ké ca gemfibrozil, cyclosporin, acid nicotinic, thude khing ndm nhém
azol, cde chit tre ché men protease vi khang sinh nhém macrolid, gemfibrozil lam tang nguy co bénh
co khi ding dong thsi vai vai chét trc ché men HMG-CoA reductase. Do viy, sy phéi hop giira Rostat
vi gemfibrozil khéng duge khuyén cdo. Viée sir dung két hgp Rostat vai fibrat hofic niacin d& dat
duge sy thay déi hon nira ndng d9 lipid, nén cin nhic k¥ gitra loi ich va nguy co c6 thé xdy ra do
nhimg két hop niy (xem “Tueng tdc thude™ & “Tae dung ngogi ¥7).

Khéng nén ding Rostat cho b¢nh nhin ¢6 tinh trang nghi¢m rong ¢éip tinh, nghi ngér do bénh co hojic
6 thé diin dén suy thin thir phat bj tiéu co vin (nhur nhidm khuiin huyét, tut huyét dp, dai philu, chin
thwrong, i logan dién giai, ndi tiétva chuyfzn hod ning; hojc co gidt khéng kiém sodt durgre).

Anh hwimg trén gan:
Giéng nhir ede chit irc ché men HMG-CoA reductase khic, can thin tWRastal & bénh
nhdn nghién rugu ndng vivhoje cb tién sir bénh gan,

Liam ede xét nghiém enzym gan trude khi bit du didu tri biing statin va trong trudmg hop chi dinh lim
sing véu ciu xét nghi¢m sau dé. Nén ngung hojc giam lidu Rostat néu ndng d transaminase huyét
thanh gép 3 1dn gidi han trén cia mire binh thudmg,

(3 nhimg bénh nhén tang cholesterol thir phit do thiéu ning tuyén gidp hoje hoi chimg thin hu, thi
nhimg bénh nhén nay phai duge diéu tri tneée khi bit diu ding Rostat.

Nitnya sivaramasnsnfian
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Chung tje:

Cie nghién ciru duge dong hoe cho thiy ¢6 sir gia ting mire di tiép xic vai thude tinh theo ndng d
vit thoi gian & bénh nhin Chiu A so véi ngudi da triing (xem “Liu lugng vi cich ding” & “Duge
dong hoc™).

Cie chiit ire ché protease

Tang sy phoi nhiém hé thong rosuvastatin di duge quan sit lhi{iy & bénh nhin ding dl,:ll'lg thini
rosuvastatin ciing véi cic chilt irc ché protease khdc nhau két hop véi ritonavir. Ciin can nhie ca vé lgi
ich eia ha lipid do sir dyng Rostat & bénh nhidn HIV dang ding cdc chit trc ché protease vi nguy co
tfing ndng dj rosuvastatin huyét twong khi bit diu va diéu chinh liéu Rostat & bénh nhén da u ligu véi
cde chilt ire ché protease. Sir dyng d6ng théi vai cic chit ire ché protease khong dirge khuyén cho trir
khi liéu Rostat duge diéu chinh.

Sy dung nap lactose.

Bénh nhin ¢ cdc viin dé di I_ruyui'n hiém clip vé dung nap galactose, thiéu men lapp lactase hole kém
hip thu glucose-galactose khong nén diing thude niy.

Bénh nhin bj bénh phoi ké:

i c6 cdc bio cdo hiém giip cac trudmg hop bi bénh phéi ke voi mdt sé statin, die bigt i ligu kéo dai.
Cie dic diém tri¢u chimg c6 thé gdm khé thd, ho khan va suy giam sire khoe noi chung (mét moi,
gidm ciin va sdt). Néu nghi ng&r bénh nhan c6 bénh viém phéi tién trién, tri 1i¢u statin nén duge ngimg
ngay.

Ddi thio duwimg

Mot sb bing chimg cho thiy 14 statin la mgt logi 1am ting glucose mau va & mit s bénh nhan, c6
nguy co cao tiéu didng, ¢6 thé gdy ra mire durdng huyét cao nén cin kiém soat duimg huyél. Tuy
nhién, khéng cén thiét phai ngime tri lidu statin vi Iy do ndy. Bénh nhan c6 nguy co (dudmg huyét lie
doi 1 5,6 161 6,9mmol/lit, BMI > 30 kgfm"', tang triglycerides, ting huyét ap) nén duge kiém sodt ¢
lam sing vi héa sinh theo hudmg din quéc é.

Trong nghién ciru JUPITER, tin xudt ddi thio dudng duge bdo cdo 14 2.8% & nhém rosuvastatin va
2,3% & nhom gid duge, chii yéu & bénh nhin ¢6 duong huyét lie doi 13 5,6 16i 6,9mmol/L.

Tré em

Vige danh gid sy phat trién tuyén tinh (chiéu cao), ¢in niing BMI (chi s
diém phy vé syt phdt trién gidi tinh theo Tanner & tré em tir 6 16i 17 i ding
trong mot giai doan 2 niim. Sau 2 ndm trj li¢u nghién ciru, khong phit hign thiy anh hudng trén sy
sinh truémg, can ndng, BMI hofic phit trién gidi tinh,

Trén mdt thir nghiém lam sang & teé em vi thanh thiéu nién ding rosuvastatin trong 52 tuin, CK ting
> 10 x ULN va cdic trigu chimg co sau tdp thé dyc hofic ting hoat dgng thé chit da duwge quan sit voi
téin xuiit phé bién hon so véi cde quan sat trong cde cude thir nghi¢m lam sing & ngudi lém.

Sir dung cho phu nir ed thai vi cho con bi:

Rostat chéng chi dinh trén phy nir €6 thai va cho con bil.

Phu nit ¢ thé mang thai nén sir dyng cde bién phdp ngira thai thich hep.

i
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Vi cholesterol vi cic san phim sinh thng hgp cholesterol khde i ein thiét cho sy phit rién bio thai,
nén nguy ¢o liém ting do (rc ché men HMG-CoA reductase s& chiém wu thé hon lgi ich cia vige diéu
tri biing Rostat trong sudt thoi gian mang thai. Cde nghidn efru trén déng vt cho thly ¢é nhitng biing
chitng gigi han vé dge tinh wén hé sinh san (“an todn tién lam sang™) néu bénh nhn ¢o thai rong khi
diéu tri cholesterol thi nén ngung thude ngay 1ap tire. O chudt, Rosuvastatin bai tiét qua sira. Khing cb
dir ligu wong img v sir bai Uiét qua sira & nguisi (xem Chong chi dinh).

Tic ddng ciia thude khi 14 xe v viin hinh may moc

Cic nghién ciru dé xdc dinh dnh hudng cia Rosiat trén kha niing 14§ xe vi viin hinh mdy chua duge
thyre hign. Tuy nhién, dya trén nhimg dic tinh dwge lyre thi Rostat khong thé anh huémg trén cde kha
niing ndy. Khi 1ii xe hodic viin hinh miy mée nén e § rfmg ching mit ¢b thé xdy ra trong thii gian
dicu tr.

Twong tic cua thudic véi che thude khide va cie loai trong tic khic

Cyelosporin: ding dong thai Rostat véi Cyclosporin, cic gid trj AUC cila Rosuvastatin cao hon trung
binh gdp 7 lin so véi tri sé ndy & ngudi tinh nguyén khoé manh (xem “Chdng chi dinh”)

Ding dong thixi Rostat va cyclosporin khong anh hudng dén ndng do cyclosporin trong huyét trong,
Cde chdt ddi khdng Vitamin K:

Gidng nhur cde chit tre ché men HMG-CoA reductase khic, khi bit diu diéu tri hofic ting liéu Rostat
& bénh nhan didu trj ddng thisi vdi cdc chit ddi khang Vitamin K (nhir warfarin) c6 thé lim ting trj s6
INR. Ngimg ding hofic giam lidu Rostat ¢d thé lam giam INR. Trong nhimg truimg hop nbhw vy, nén
theo doi tri s INR.

Colehicin: Ting nguy co ton thuong co khi sir dyng statin déng thoi voi cae thude colchicin
Gemfibrozil, nigein liéu cao v cde thude ha lipid mdu khéc:

Ding déng thi Rostat véi gemfibrozil lam ting gip 2 lin 1 56 C,a, vA AUC ciia Rosuvastatin (xem
“Chit ¥ dé phong va thin trong liic ding™). Diga trén dir ligu 1 cic nghién clru trong tde thude chuyén
biét cho thiy khong e6 tuong tac duge ding ding ké vai fenofibrat, tuy nhién wong tde vé duge lyc
¢6 thé xdy ra. Gemfibrozil, fenofibrat, cdc fibrat khic vi niacin (nicolinic ac cdc lidpha lipid (=
lg/ngdy) lam ting nguy co bénh co khi dimg déing thivi voi cde chit tre ché | reductase ¢
thé vi cic thude ndy co thé gay binh 1y vé co khi dimg riéng 1¢.

Thude khdng acid:

Ding Rostat déng thixi véi hon dich thude khing acid chira nhém va magnesi hydoxid lam gidm
khoang 50% néng db clia Rosuvastatin trong huyét twrong. Khi udng thude khang acid edch 2 gitr sau
khi diing Rostat thi ndng 49 Rosuvastatin trong huyét wrong s& giam it hon, Méi tuong quan vé mjt
lam sing ciia twomg tde ndy vin chura rd.

Eryihromyein:

Dimg dc:mg thdvi Rostat véi erythromycin lam gigm 20% AUC (0-1) vi 30% C,,, clia Rosuvastatin,
Tuong tde ndy ¢6 thé 1a do erythromyein ldm ting nhu ding rudt.

Page 9 of 12
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10.

Thude vien wing ngiea thai/licu phip thay thé hormon (HRT): Dimg ddng thii Rostat véi thude vién
ubng ngtra thai lim ting 26% AUC ciia ethinyl extradiol vi 34% AUC cia norgestrel. Nén lru ¥ dén
mire tAng nong d§ cice chit ndy trong huyét tuong khi chon thube ubng ngira thai.

Chura ¢6 dir li¢u dwge déng trén nhimg bénh nhéin diing dong thei Rostat va HRT va vi viily khang thé
logi trir kha nding ¢6 tic ding wong ty. Tuy nhién, két hop ndy da duge sir dung réng i & phy nir
trong ede thir nghiém lam sang va di duge dung ngp 161,

Cde thude khde:

Dura trén ede dir lidu tir cde nghién el vé trong tic thude chuyén bigt cho thay khéng ¢b trong tic
ddng ké vé mt lam sang khi ding chung véi digoxin.

Ezetimid: $ir dyng ddng thdi 10mg Rostat va 10mg ezetimid diin tdi ting 1,2 lin AUC rosuvastatin ¢
ngudi ting cholesteral mau. Khéng thé logi trir mét twong tac dugre lye hoe giy ra cde phian img phy
gifra Rostat va ezetimib.

Men cytochrom P430: k&t qua tir thit nghiém in vitro va in vivo chimg 16 ring rosuvastatin khong phai
li chit (rc ché hoje cam (mg men cytochrom P450. Hon nira, rosuvastatin 1 chdt nén yéu cho cac
isoenzym niy. Khong ghi nhin cic tuong tic lién quan vé lim sang gifra rosuvastatin véi fluconazol
(chdt (re ché CYP2C9 va CYP3A4) hodic ketoconazol (chit ire ché CYP2A6 v CYP3A4). Ding déng
thivi voi itraconazol (chit irc ché CYP3A4) vii rosuvastatin 1am ting 28% AUC ciia rosuvastatin. Sy
ting ndy khéng duge xem i co ¥ nghia vé mat lim siang. Vi vily, khdng ¢6 tuong téc thude do sy
chuyén hod qua trung gian eytochrom P430.

Céc chit ke ché protease: Trong mit nghién ciru duge ding hoe, ding dong thoi Rostat voi mét ché
phim két hop 2 chit irc ché protease (lopinavir 400mg/ritonavir 100mg) & ngudi tinh nguyén khoé
manh lim ting ede chi s6 AUC (0-24) trang théi S0 dinh 1én gdp 2 Lin va Cp, 160 gdp 5 lin. Tuong
tic gitra Rostat vA nhimg chit irc ché protease khie chua duge kiém chimg. Cin ¢in nhic lgi ich cia
vige giam lipid mdu & bénh nhin HIV dang dimg Lopinavir/ritonavir vai nguy co tang nong d¢ va thoi
gian tiép xiic Rosuvastatin khi bit diu didu trj va khi tang liéu Rostat.

Vige sir dung déng thoi cdc thube ha lipid mau nhom statin vai cde thube diéu 1

va viem gan
sicu vi C(HCV) ¢d thé lam ting nguy co giy t6n thueng co, nghiém trong nhit 13 tite'cly yafl, thin ur

dan dén suy thin va co thé gy uir vong

Tie dung khong mong mudn

Cic bién b khong ghi nhan khi diing Rostat thwdmg nhe vi thodng qua. Trong cdc nghién ciru lam
sing c6 dbi chimg, ¢6 dudi 4% bénh nhan diéu tri biing Rostat rit khoi nghién ciru do bién ¢b khang
mong muén.

Tin xufit ciia cic bién cb khong mong mudn nhu sau: thudmg gip (>1/100, <1/10), it gip (>1/1000,
<1/100), hiém gap (>1/10.000, <1/1000), rit hiém gip (<1/10.000).

R&i loan hé midn dich: Hiém gdp: cic phan img qui min ké ca phi mach,

Réi logn hé thiin kinh: Thirdng gap: nhic diu, chong mit.

Réi loan hé tidu hod: Thieemg gdp: tho bin, bubn ndn, dau bung.

Hiém gdp: viém y.

ok
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R6i loan da vt md dwdi da: /7 gdp: ngira phit ban va mé day.
Roi loan hé eo xwong, mé lién két va xwong: tuecmg gdp: dau co, hicm gdp: bénh co, tidu co vin,
Ciic rdi logn ting quit: Thiedng gdp: suy nhuge. Gidng nhur cde (e ché men HMG- CoA reductase
khdc, tin xudt xdy ra tic dyng khéng mong mudn lién quan dén thude ¢ khuynh hudng phy thude
liéu sir dyng.

Tic djng trén thin: Protein niéu, duge phit hién bing que thir vi ¢6 ngudn gbc chinh tir dng than,
dii duge ghi nhin & nhimg bénh nhan diéu rj Rostat. Sy thay ddi lugng protein nidu tir khong c6 hofie
chi ¢6 vét dén duong tinh (++) hofie cao hon ¢ duge nhin thiy & < 1% bénh nhin khi diéu tr bﬁng
Rostat 10mg va 20mg vi khoing 3% bénh nhin khi didu tri b;:ing Rostat 40mg. Lugng protein nifu
ting nhe tir khéng ¢d hodic ¢6 vét dén duong tinh (+) duge ghi nhin & liéu 20mg. Trong hiu hét cic
tridmg hop, protein ni¢u giam hojc bién mét khi tiép tuc didu trj va khéng phai 14 diu hiéu bio trude
ciia bénh thin cdp tinh hay tién wrién.

Tihe ding trén hé co — xwong: Tde ddng trén hé co- xuong nhur dau co, bénh co vi mdt sd hiém
truémg hop tiéu co vin di duge ghi nhin & nhimg bénh nhin duge didu trj biing Rostat & tit ¢a cic
lidu va dic biét & lidu > 20mg.

Ting nﬁr!g dd CK theo dirdmg diing duge quan sat thiy & bénh nhin diing rosuvastating phin lon & cic
trirdmg hop nhe, khong c6 tri¢u chimg va thodng qua, néu l':::'}ng do CK ting (>5xULN) vige didu tr
nén ngung tam thoi.

The djng trén gan: Cing gidng nhu cde chit e ché men HMG- CoA reductase khde, ting
transaminase theo lidu dii duge ghi nhin & mét s6 it bénh nhin dang rosuvastating phin lén cic truimg
hop déu nhe, khdng cd tri¢u chimg va thoang qua.

Kinh nghigm trong qud trinh licn hanh thuic:

Ngodi cdc phin tmg dé cip trén, cde bién ¢b lru hanh thude Rostat cée bién ¢ khong mong mudn sau
ciing duge ghi nhiin trong qué trinh luu hanh thude Rostat,

Réi logn h¢ gan-mat: Rdt hidm ggp: Vang da, viém gan; hiém gdp: Ting men
Réi loan co xwong: Hiém gdp: Dau khép .

Réi logn hé thiin kinh: Rdr hiém gap: Bénh da diy thén kinh, suy giam nhin tha

nhipAnit tri nhd,
i lan...).
Réi loan chuyén hoa: Hiém gdp: ting dudmg huyét; tang HbAle

Qui lidu v xir tri

Khéng ¢é phuong phip didu tri dic hidu khi ding thude qua liéu, Khi qué liéu, bénh nhin duge didu
tri tri¢u chimg va dp dung cic bign phip hd trg khi cin thidt, Nén theo dai chire ning gan va nong d9
CK. Vige thdm phin méu 6 thé khong c6 lgi.

12. Ciic dfiu hi¢u cin lwu ¥ v khuyén cio: khong ¢6

s& v
N W
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13. Pidu kién bio quén va han sir dyng ciia thube:
Ditu kién bio quan: Noi khé mat, tranh 4nh séng, & nhiét do dudi 30°C.
Han sir dyng: 36 thing k& tir ngay san xudt.

14. Tén va dia chi ciia nha siin xuiit
GLOBAL PHARMA HE 2 YT, LTD

Thiruporur, Kanchipuram - 603 110, Tamil Nadu, An B9.

15. Ngay xem xét, cip nhat lai ndi dung hwéng din sir dung thude:

Nithya Sivaramiasrisiriar:

TUQ.CUC TRUONG
P TRUSNG PHONG

Pham Thi Viin Hamh




