https://trungtamthuoc.com/

Rx Thuéc nay chi ding theo don thuéc

Stefamlor 5/10

Tén thudc

Stefamlor 5/10

Cac déu hiéu lwru ¥ va khuyén cédo khi ding thuéc

Bé xa tam tay tré em

Doc ki hudng dén sir dung trudre khi ding

Thanh phiin cong thirc thubc

Thanh phan hoat chat:

ATTOIDNIVE s o i soivibason isvaviat oot ovas e i e Ryl 5mg
(duréi dang amlodipine besilate 6,94 mg)
Atorvastatin..... i

(duéi dang atorvastatin calcium trihydrate 10,90 mg)
Thanh phan 1a duoc:

Microcrystalline cellulose, calcium carbonate, croscarmellose sodium,
pregelatinised starch, hydroxypropyl cellulose, colloidal anhydrous silica,
magnesium stearate, opadry || white E5F28751.

Dang bao ché

Vién nén hinh oval, bao phim mau trdng, hai mat khum, mét mat khéc
“aa", mot mat tron.

Chi dinh

Stefamlor 5/10 dugc chi dinh d8 ngan nglra cdc bién cd tim mach &
bénh nhan tdng huyé&t ap c6 3 yéu té nguy co mac bénh tim mach lién
quan, vii mirc cholesterol binh thuéng dén trung binh cao ma chua cé
béng chirng mic bénh mach vanh v & nhirng banh nhan ma theo cac
khuy&n céo hién hanh, viéc sir dung dbng thdi amlodipine va mét ligu
thap atorvastatin ducre cho la phi hop.

Stefamlor 5/10 nén dugc st dung khi viéc dap ing véi ché db didu tr
va cac bién phap khong ding thuéc khac la chuva do.

Céch dung, lIl2u dung

Cach ding

Stefamlor 5/10 dugc ding bang diréng udng.

Thude cd thé uding bét cur ldc nao trong ngély, cung hodc khdng cling voi
thirc an.

Stefamlor 5/10 c6 thé ding don 1& hodc két hop voi cac thube chang
ting huyét ap khac, nhung khing nén ding dbng théi véi cac thubc
chen kénh calci hofic statin khac.

Ligu dang

Ligu khoi dau thudng ding 14 5 mg/10 mg x 1 laningay.

NEu can kiém soat huyét 4p chat ché hon, co6 thé ding ligu 10 mg/10 mg
mdi ngay mdt [an (ding ché pham khac phi hop voi liBu nay).

Suy thdn

Khéng can digu chinh ligu & nhitng bénh nhan suy chire nang than.

Suy gan

Stefamior 5/10 chéng chi dinh & nhirng b&nh nhén bi bénh gan hoat djng.
Tré em

Tinh an toan va hiéu qud cla Stefamlor 5/10 chirra dugc thiét 1ap & tré
eim va tre vi thanh nién. Do dd, khing khuy&n cao dang Stefamlor 5/10 &
nhirng déi tuong nay.

Nguoi cao tudi

Khéng can digu chinh liu & ngueai cao tudi.

Dang déng thén vin cac thudc khac

Khi dung dbng thii vai ciclosporin, liBu atorvastatin khong dugre vugt
gua 10 mg.

Tang nguy ce tdn thuong co khi sir dung statin ddng thiri véi cac thudc
sau: Gemfibrozil, céc thudc ha cholesterol méu nhém fibrate khac, niacin
ligu cao (> 1 g/ngay), colchicine.

Viée sir dung ddng theri cac thude ha lipid méu nhom statin véi cac thubc
digu tri HIV va viéem gan sigéu vi C (HCV) c6 thé 1am tang nguy co gy
tdn throng co, nghiém trong nhét 1a tiu co van, than he dan dén suy
than va ca thé gay tir vong.

Dung ddng thivi atorvastatin véi cc chét tre ché protease clia HIV va HCV:

Céc chit trc ché protease

c6 frong tic Khuyén cédo ké don
« Tipranavr + Ritonavir B ;
« Telaprevr Tranh sir dung atorvastatin,

Lopinavir + Ritonavir Sir dung than trong va néu can thigt

nén dung ligu atervastatin thap nhat.

Darunavir + Ritonavir
Fosamprenavir
Fosamprenavir + Ritonavir
Saquinavir + Ritonavir
Nelfinavir Khéng qua 40 mg atorvastatin/ngay.
Khéng khuyén cdo ding atorvastatin & nhimg bénh nhan ding dbng thiv
letermovir vdi ciclosporin.

Khdng gua 20 mg atorvastatin/ngay.

Chéng chi dinh

Stefamlor 5/10 chfing chi dinh & nhirng bénh nhan:

Qua man voi dihydropyridine*, amlodipine va atorvastatin hoic bét ky
thanh phan ta dugc nao cia thudc,

Voi bénh gan hoat ddng hodc transaminase huy8t thanh tang cao dai
dang khang rd nguyén nhan, virgt qua 3 1&n giéi han trén cla mirc binh
thurdrng.

Phy ni¥ ca thai, cho con b0 ho#ic ¢6 khd naéng sinh san ma khéng sir
dung cac hién phap tranh thai dang tin cay.

K&t hgp véi iraconazole, ketoconazole, telithromysin,

Ha huyét ap nang.

S6c (bao gOm sc tim).

Téac nghén dudng ra cia tam that trai (nhw hep ddng mach chd nang).
Suy tim khéng Gn dinh huyét ddng sau nhdi mau co tim cap.

Bidu tri voi thudc khang virus viém gan C glecaprevir/pibrentasvir.

Sir dung ddng thoi voi tipranavir + ritonavir, telaprevir,

* Amlodipine la thudc chen kénh calci co ngudn goc tir dinydrapyridine.
Canh bao va théin trong khi diing thuéc

Suy tim

Nén diéu tri thén trong & nhirng bénh nhan suy tim. Trong nghién ciru
dai han cd kiém soét so v6i gia dugc dugc thuc hién & nhirng bénh
nhan suy tim nang (NYHA nhom 1l va IV), ty 1€ ma&c bénh phd phi da
durgre bao céo la cao hon & nhém dugc digu tri véi amlodipine so vai
nhom dong gia dugc. Cac thude chen kénh calci bao gdm amlodipine
nén duee st dung than trong & nhiing bénh nhan suy tim sung huyét vi
6 thé 1am tang nguy co bién cd tim mach va ti veng.

Suy gan

¥ét nghigém chire ndng gan nén thuc hién trede khi bt dau didu i, va
thirerng xuyén sau dé, cling nhur trong trudng hop cd dau higu va triéu
chirng cia suy gan. Trong trudng hop nbng di transaminase trong
huy&t thanh tang cao, can theo ddi cho dén khi dat mirc binh thuong.

Khi €6 sir gia tng lién tuc ALT hodc AST vuot qua 3 1an gidi han trén
cla mirc binh thuing (ULN), nén ngirng digu trj.

Thivi gian ban thai cia amlodipine t&ng 18n va AUC (dién tich dudi
dudng cong) I&n hon & nhirng bénh nhén suy gan; liéu khuyén cao
chua dugc thét lap.

Do cd sy hién dién cla atorvastatin, Stefamlor 5/10 nén ding than trong
@ nhitng bénh nhan udng nhi€u regu, nhirng bénh nhan suy gan
va/hodc cd tién sir bj bénh gan.

Tdc djng trén co’

Nhur céac thudc e ché enzym HMG-CoA reductase khéc, atorvastatin cd
thé tac doing lén co xrong va din dén dau cor, viem co va bénh co. Sur tén
thurong co nay hiém khi tién trién thanh tiéu co van, d4c trung bdi ndng d6
cao creating kinase (CK) (> 10 I1&n ULN), myoglotin huyét va myoglobin
niéu co thé dén dén suy than va gay tir vong & mot sb trurdng hop,

Viéc kiém tra thudng xuyén CK hoAc cac enzym co khac khéng ducgc
khuyén cao & nhirng b&nh nhan didu tri voi statin khong co tigu chimg.
Tuy nhién, khuyén céo do nbng dé CK trudc khi bdt diu digu tr| voi
siatin & nhirng bénh nhan cé yéu 8 dén dén titu co van cing nhu &
nhirng ngudi co triéu ching co khi digu tri bang statin,

Cac trirerng horp rat hiém gp veé bénh co hoai tr gua trung gian mién
dich (IMNM) da& dugc bao cdo trong hodc sau khi digu tri véi mot sd
statin. IMNM duge dac trung 1am sang bdi yEu co & gic chi va tang
creatine kinase huyé&t thanh, van tbn tai m&c du ¢4 ngirng diéu tri bang
statin, biéu hign hévi khang thé khang HMG-CoA reductase va cai thién
phén trng véi cac thufic bc ché mién dich.

Truoc khi bat dau digu tri

Stefamlor 5/10 nén dugc chi dinh than trong & nhirng bénh nhan co yéu
td ddn dén tiéu co van. Truedc khi bat dau digu tri vai statin, cin kiém tra
ning df CK trong céc truéng hop nhu sau:

Suy than.

Suy giap.

C4 nhan hoac gia dinh co tién sir mac bénh co di truyén.

C4 nh&n c6 tign st nhiém d6c co trang qua trinh digu tri voi statin hoic
fibrata.

Tign sir bénh gan va/hoéc udng qua nhiu ruou.

¢ nguei cao twéi (> 70 wi), can danh gia c&c bign phap nay, dia trén
st hién dién cta cac yBu 16 din dén tifu co van khac.

Trudrng herp ting ndng dg trong huyét tuong co thé xay ra do trong tac
va sir dung & nhirng d6i twong d&c biét bao gbm sir da hinh di truyén.
Trong nhirng trrdng hop nay, nén danh gia lai theédng xuyén lgi
fch/inguy co cia diu tri, cing nhu theo doi lam séng thudng xuyén.
Khong nén bat dau digu irj néu ndng d6 CK ban diu ting cao dang ké
(> 5130 ULN).

£o creatine kinase

Khéng nén do CK sau khi tap thé duc géng strc hoic véi sy cb mat cla
m@t nguyén nhan khac cd thé 1am tang CK, vi diBu nay sé pay kho khan
cho viéc giai thich kBt gud. Trong trerémg hop cd sir gia ting déng k& CK
(> 5 |&n ULN] trudc khi didu oi, c@n kiém tra lai mdt cach cd hé thdng
trang vong 5 dén 7 ngay dé xac nhan k&t qua.
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Trong gud trinh didu tri

Bé&nh nhan nén bao cao kip théri bt ky con dau co khdng rd nguyén
nhan, chudt rit, hodc yéu co, ddc biét néu di kém véi khd chiu ho#c sét.
NEu cac trigu ching xuét hién trong khi b&nh nhan dang diéu tri bang
Stefamlor 5/10, nén tién hanh xét nghiém CK; néu ndng dd CK cao dang
ké (= 5 1an ULN), nén ngirng digu tr),

NEu cac triéu ching co trér nén nghiém trong va gay ra sy khd chiu
hang ngay, cin can nhic cho ngirng digu tri ngay ca khi néng do CK
khong vurot qua 5 fan ULN,

NEu cac trigu chimg thuyén gidm va ndng d6 CK trér v& mic binh
thurtng, c6 thé xem xét didu tri lai voi Stefamlor 5/10 & ligu thdp nhat va
duge gidm sat chat che,

Ngirng diéu trj Stefamlor 5/10 trong truérng hop ndng d6 CK tang cao oo
y nghta Idm sang (> 10 1&n ULN) hoac néu ct chdn doan hoac nghi ngéy
tiéu cor van.

Amlodipine khéng co tac dung lén cic thong sd sinh hoc.

Piéu trj dbng thoi véi cdc thubc khic

Nhu cac thube statin khac, nguy co tiéu co van tdng |&n khi ding
Stefamlor 5/10 ding theéri véi mot sé loai thudc co thé lam tang nbng do
atorvastatin trong huyét weong, nhu cac thudc Uuc ché manh CYP3A4
ho#ic cac chat van chuy&n protein (nhu ciclosporin, telithromycin),
clarithromycin, delavirdine, stiripentol, ketoconazole, voriconazole,
iraconazole, posaconazole, letermovir va cac thudc Uc ché protease
HIV bao gdm ritonavir, lopinavir, atazanavir, indinavir, darunavir,
tipranavirfritonavir, v.v... ). Nguy co bénh co cling cé thé téng 1&n khi
ding dBng thoi véi gemfibrozil va cac fibrate khac, thudc khang virus
dirge sir dung trong didu tri vidm gan C (HCV) (nhu boceprevir,
telaprevir, elbasvir/grazoprevir, ledipasvir/sofosbuvir), erythromycin,
niacin ( > 1 g/ngay), ezetimibe hodc, colchicine. Cac phwong phap digu
tri thay thé (khding gay ra nhirng trong tac nay) can duoc cdn nhic than
trong. Vigc st dung dbng thei cac thudc ha lipid mau nhém statin véi
cac thude digu trj HIV va viém gan siéu vi C (HCV) cd thé lam tng nguy
o gay tin thuong co, nghiém trong nhat I tiéu co van, than hu dén
dén suy than va cd thé gay tir vong.

NEu can thiét phai ding dong thei céc thude nay voi Stefamlor 5/10, loi
fchinguy co cba viéc digu trj d@ng thai phai duoc danh gid cén than va
nén theo dai lam sang thich hop.

Khéng nén ding Stefamlor 5/10 ddng thoi véi acid fusidic & dang toan
than va dén 7 ngay sau khi ngirng digu tri bdng acid fusidic. O’ nhirng bénh
rhan can phai sir dung acid fusidic duémg toan than, nén nging didu tr
béng statin trong subt thdi gian digu tri voi acid fusidic. Tiéu co van (mét s6
trrdng hop gay tlr vong) da dugc bao cao & nhirng bénh nhan ding ddng
thévi acid fusidic va statin. B&nh nhan can dugc thing bao phai can thigp y
18 ngay néu co céc trigu chirng yéu co, dau hoéc céng co.

C6 thé tai digu tri bang statin sau 7 ngay k& tir ligu acid fusidic cudi cing.
Trong treéng hep dac biét, khi can dieu tri kéo dai bing acid fusidic
dudng toan than, nhu diéu tri nhiém tring nang, viéc sir dung dbng théi
Stefamlor 5/10 va acid fusidic nén dugc can nhic trong tirng trueng hep
va phai duoc gidm sat y (& chat ché.

Ngdn nglra djt quy bdng cdch gidm manh nbong d§ cholesterol
(nghién ciru SPARCL)

Trong mdt phan tich posteriori dugc thye hién trén nhém bé&nh nhan bi
a0t quy hoac con thiéu mau nao thoang qua (T1A) gan day nhung khéng
co bénh dfng mach vanh, tan sd dit quy xuét huyét cao hon quan sat
dugc & nhirng bénh nhan duge diéu tri voi atorvastatin 80 mg so véi
bénh nhan ding gid dugc.

Nguy co cao nay dac biét duvgc guan sét thdy & nhitng bénh nhan d4 tirmg
bj g6t quy xudt huygt hodc nhdi mau 6 khuyet khi dua vao nghién ciu.

O nhirng bénh nhén cé tién sir A6t quy xudt huyét hoAc nhdi mau &
khuyét, su can bang loi ich/nguy cor cla atorvastatin 80 mg 1a khdng
chdc chdn. Co d6, nguy co ti8m &n cla dot quy xudt huyét nén duogc
danh gia cén than trude khi bt dau didu tr.

Bénh phdi ké

Cac trurng hop bénh phéi ké 04 duoc bao cao & mot s6 statin, dic biét
khi digu trj dai han, Cac triéu chimg cd thé bao gbm kho théy, ho khong ro
nguyén nhan va lam xau di tinh trang chung (mét moi, sut can va sit). Néu
nghi ngd bénh phdi k& & banh nhan, nén ngirng digu trj bang statin.

Pdi thdo duwong

Co mét s bang chirng cho thay rang statin, & mot nhom dugc ly, 1am
ting lugng duirng trong mau. O mét s& bénh nhan ¢ nguy co cao phat
trién bénh da thao duiyng, statin co thé gay ting clucose huyét can phai
bat dau diéu trj dai thao duong. Tuy nhién, nguy co' nay duoc bl dap
béng viéc gidm nguy co mach mau khi ding statin va do dé khéng can
phai ngirng statin. Bénh nhan co nguy cor (dudng huyét l0c d6i tir 5,6 -
6,9 mmol/L, BMI > 30 kg/m’, ting ndng do triglyceride, ting huy&t ap
déing mach) nén duge theo dbi lAm sang va sinh héa theo khuyén cao
gubc gia.

Sir dyng thudc cho phu nik cé thai va cho con bid

Stefamlor 5/10 chéing chi dinh & phu nir cé thai va cho con ba.

Phy niktrong d@ tudi sinh sdn

Phu nir cd khd nang sinh sdn nén st dung céc bién phap trdnh thai
dang tin cay trong qua trinh digu trj.

10.

11.

Phu ni¥ co thai

S an toan cla atorvastatin chua dugc thigt Iap & phu nir c6 thai. Chua co
thir nghiém lam sang c6 ddi chimg nao duoc thye hién & phu nir ¢ thai
dirgre diéu tri bang atorvastatin. BAt thwéng bam sinh hiem khi duoc béo
cao sau khi tiép xic vai thude dc ché enzym HMG-CoA reductase trong tor
cung. CAc nghién ctru trén dong vét da cho thay déc tinh sinh san.

Biéu trj cho me bang atorvastatin ¢6 thé lam giam ndng dé mevalonate
cia thai nhi, la tién chét ciia qua trinh sinh téng hop cholesterol, Xo vira
dong mach Ia mot qua trinh man tinh, va viéc nging st dung thubc ha
lipid mau trong thai ky thuong it &nh huong dén nguy co dai han lién
quan dén tang cholesterol mau nguyén phéat,

Vi nhirng ly do nay, Stefamlor 5/10 khéng nén str dung khi c6 thai, hodc
dang cé k& hoach mang thai hodc nghi ngd co thai. Nén ngirng diéu tr
béng Stefamlor 5/10 trong khi £6 thai ho#ic cho dén khi xac dinh ring
nguréri phu nir khéng co thai.

NEu phat hién co thai trang qua trinh diu tri, phai ngirng digu trj ngay
lap ture.

Phy nt cho con bu

Amlodipine droc bai ti€t qua sta me. Ty 18 liBu nhan duoc tir me cla
tré¢ so sinh duge woc tinh trong khodng tir 3 — 7%, véi tdi da la
15%. Tac ding coa amlodipine d6i véi tré so sinh chua dugc bigt
ré. Chira hiét atorvastatin hodc cac chat chuy@n hoa clia no co bai tiét
qua sira me hay khéng. © chuft, niing d6 atorvastatin trong huyét teong
va cdc chét chuyén héa cla né tuong tr nhu ndng d§ trong sira. Do kha
néng gay tac dung khdéng mong mubn nghiém trong, phu nt dugc digu
tri bang Stefamlor 5/10 khGng nén cho con ba, Atorvastatin chéng chi
dinh trong khicho con bi.

Kha ndng sinh sdn

Viéc atorvastatin khéng anh hudng dén kha ndng sinh san da dugc
chirng minh trong cac nghién ctru thire hién & dong vat dirc hoic cai.
Nhirng thay d3i sinh héa c6 thé phuc hdi & diu tinh tring da dugc bao
cao & mat s6 b&nh nhan duoc digu trf bang thudc chen k&nh calci.
Khong di dir liéu 1&m sang lién quan dén tac dong tiEm tang cla
amlodipine trén kha ndng sinh san. Trong mdt nghién ciu trén chudt,
cac tac dung khéng mong muén trén kha nang sinh san coa con dirc da
dugre phat hién.

Anh hwéng caa thudc 18n kha niang I4i xe, van hanh may méc

Chua cd nghién ciru duge thic hién d8 xac dinh &nh huéing cla
Siefamlor 5/10 dén kha nang Iai xe hodc van hanh may moc.
Arorvastatin trong Stefamlor 5/10 6 anh hudng khénag dang k& dén kha
nang lai xe vavan hanh may moc.

Tuy nhién, dira trén cac dac tinh duoc lyc hoc v@ thanh phan
amlodipine trong Stefamlor 5/10, ¢ thé xay ra tinh trang chong mat, dau
diu, mét mdi hodc bubn nén khi 14i xe hoac van hanh may moéc,

Twong tac, twong Ky cla thudc

Twong téc cua thudc

Twong tac phdi hop cd lién gquan:

Dir ligu tir mét nghién ciu teong tac thube gitra 10 mg amlodipine va
80 mg atorvastatin duge thye hién trén cac d6i tvong khoe manh cho
thdy dugc ddng hoc cia amlodipine khdng bi thay déi trong quéa trinh st
dung ddng thoi hai thudc nay. Khong quan sat thdy tac déng cla
amlodipine trén Cnax cUa atorvastatin, Nguec lai, AUC cla atorvastatin
tang 18% (90% CI [109 ~ 127%]) khi c6 mat amlodipine.

Khéing ¢6 nghién ciru tvong tac thufc nao dugc thuc hién gila
Stefamlor 5/10 va cac loai thufic khac. Tuy nhién, cac nghign ctu vE sir
tuong tac da dugce thue hign véi tirng thube amlodipine va atorvastatin,
nhu dugc mo ta dudi day:

Twrong tdc cua amiodipine:

Khéing khuyén cao két hop:

Dantrolene (tiém truyén): O déing vat, ung tdm thét va truy tim mach gy
tit vong da dugc quan sal cd lién quan dén tang kali mau sau khi ding
verapamil va dantrolene tiém tinh mach. Do nguy co ting kali mau, tranh
dung dbng thei cac thue chen kénh calci nhur amledipine & nhirng bénh
nhan co kha ndng bj tang than nhiét ac tinh va trong diu tri ting than
nhigt ac tinh.

Béng cach ngoai suy, tranh sir dyng ddng thévi amledipine va dantrolene.
Than trong khi sir dung d8ng thévi:

Baclofen: Tang tac dung ha huy8t &p, Theo ddi huyét ap va digu chinh
litu cla thubc ha huyét 4p néu can.

Cdc thubc te ché CYP3A4: Sir dung ding theri amlodipine vai cac thudc
¢ ché CYP3A4 manh hodc trung binh (cac thuSc wc ché protease,
thuGc khang ndm azole, macrolide nhu erythromycin  hoic
clarithromycin, verapamil hoac diltiazem) co thé lam ting dang k& ndng
dd amlodipine trong huy&t trong din dén ting nguy co ha huyét ap.

Sir chuy&n déi 1am sang cia cac bién thé dwoe déng hoc nay thay ro
hon & ngudi cao twbi. Do dé, can theo dai lam sang va digu chinh ligu.

&

\Z\

/S

/'O
%



https://trungtamthuoc.com/

Cdac thude cdm g CYP2A4: Niing ad amindipine trong huyét tiromg o6
thé thay ddi khi ding ding thdi véi cac thude cam dng CYP3A4 da
biét. Do d6, can theo ddi huy@t ap va didu chinh ligu trong va sau khi
dung két hop cac thudc, dac biét vai cac thufc gay cam ung CYP3A4
manh (nhu rifampicin, St John's wort [Hypericurn perforatum).

Khdng khuyén cao ding amiodipine v&i budi chim hodc nudc ép budi
chim, vi sinh kha dung cé thé tang & mdt s6 bénh nhan, dan dén tang tac
dung ha huyét ap.

Tdc dfng cda amiodipine trén céc thudc khédc:

Tac dung ha huy@t ap cia amiodipine cong hop voi cac thuic co dac
tinh ha huy8t ap khac.

Tacrolimus: CO nguy co tEing ndng df tacrolimus trong huyt tuong khi
dung chung v&i amlodipine, nhung co ché dugc déng hoc cia tuong
tac nay chura duoc bigt ré. £8 tranh ddc tinh cia tacralimus, viéc sir
dung amlodipine cho b&nh nhan didu tri v&i tacrofimus ddi hdi phdi theo
dgi nbﬁng d§ tacrolimus trong huyét trong va digu chinh ligu tacrolimus
néu can.

Thubc e chd myc tiéu co hoc rapamycin (MTOR): Cac thubc (rc ché
mTOR nhu sirolimus, temsirolimus va everolimus 14 chét nén cha
CYP3A. Amlodipine 12 thuGe trc ché y&u CYPR3A. Khi sir dyung két hop
viri amlodipine, co thé 1am ting hoat tinh cha cac thude tc ché mTOR.
Trong cdc nghién ctu tuong tc 1am sang, amlodipine khang lam anh
huwérng dén duoc déng hee cha atorvastatin, digoxin hodc warfarin.

Than trong khi két hop:

Thudc chen alpha-1 ding trong tiét nigu (prazosin, alfuzosin, doxazosin,
tamsulosin, terazosin): Téng tac dong ha huy8t ap. Nguy co ha huyét ap
thé dirng nghiém trong.

Amifostine: Tang tac dyng ha huyét ap kém véi cac tac dung khéng
mang mudn.

Thudc chdng trdm cam imipramine, thudc an than: Tac dung ha huyét ap
va ting nguy co ha huyét ap thé ding (tac dung khéng mong mudn).
Cac thudc chen beta trong suy tim (bisoprolol, carvedilol, metoproiof):
Nguy co' ha huy8t ap, suy tim & bgnh nhan suy tim tiém an hodc khong
kiém soat dugc (tac dung co co dm tinh in vitro cia dihydropyridine it
nhigu c6 § nghia va cé thé cong gop vao tac dung co co &m tinh clia
thuéic chen beta). Viéc didu tri bdng thufic chen beta cling cd thé giam
thi€u phan Ump phan xa giao cam lién quan dén truéng hop tic déng
huyét ding qua mirc.

Corticosteraid, tetracosactide: Gidm tac dung ha huyét &p (gitr nudc-
natri cla corticosteroid).

Thubc chéng tdng huyét p khac: Str dung dong thoi amlodipine véi mét
thudc chdng tang huygt dp khac (thudc chen beta, thubc ddi khang thu
thé angiotersin I, thudc lgi ti€u, thuc (rc ché enzym chuyén
angiotensin) ¢o thé lam ting tac dung ha huyét ap cha amlodipine. Viéc
digu tri voi tinitrine, nitrat hodc thudc gidn mach khac nén dugc can
nhac than trong.

Sildenafil: MGt liBu 100 mg sildenafil & nhirng d&i wrgng bj tdng huyét ap
khéng 1am thay ddi dugc ddng hoc cia amlodipine. Khi amlodipine duwrgc
sir dung dbng thei voi sidenafil, mdi thudc s& thé hién tac dung chéng
tang huyét ap riéng.

Ciclosporin: Chua cé nghién clru tvong tac nao dugc tién hanh vdi
ciclosporin va amlodipine & ngudi tinh nguyén khbe manh hodc cac ddi
trrng khac, ngoai trir nhirng bénh nhan da dugc ghép than, sy gia ting
thay ddi ndng da tdi thiéu cha ciclosporin sau 46 da dwgc quan sat
(trung binh tir 0% dén 40%).

Can theo ddi nbng 4o ciclosporin & nhirng ddi trong da ghep than, dugc
diBu tri bing amlodipine va can nhic giam liéu ciclosporin néu cn,

Trong cac nghién cuu twong tdc, cimetidine, atorvastating® mudi
nhém/magie va digoxin khéng anh hwéng dén dugc dong hoc cha
amlodipine.

Tdc dfng cia cdc thudc diu tri ddng thod trén atorvastatin:
Atorvastatin dugre chuy@n hda bdi cytochrom P450 344 (CYP3A4) va 1a
chdt nén cho cac chat van chuyén & gan, cac polypeptide van chuyén
anion hiru co 1B1 (OATP1B1) va 1B3 (OATP1B3). Cac chét chuyén hda
cha atorvastatin |a chat nén cia OATP1B1. Atorvastatin ciing dugc xac
dinh |a chat nén cla cac protein van chuyén ra P-glycoprotein (P-gp) va
protein kha&ng ung thu vi (BCRP), cd the han ché sy hap thu & rudt va
dao thai qua mét cla atorvastatin. S dung déng thivi cac thubic (rc ché
CYP3A4 hoZc cac chét van chuygn protein c6 thé 1am tdng ndng do
atorvastatin trong huyét trong va dan dén tang nguy co bénh co.

Tang nguy co tdn thuong co khi st dung statin d3ng théi voi cac thude
sau: Gemfibrozil, cac thudc ha cholesterol mau nham fibrate khac, niacin
ligu cao (> 1 g/ngay), colchicine.

Viéc st dung ddng thevi céc thudc ha lipid mau nhom statin véi cac thudc
digu tri HIV va viém gan siéu vi C (HCV) cd thé lam tang nguy co gay
ton thuong co, nghiém tong nhat 14 tiéu co van, than hu dan dén suy
thdn va co thé gay tlr vong.

Ligu khuy&n céo ké don atorvastatin khi phai ding két hop véi cac chat
iic ché protease ciia HIV va HCV: Xin xem muc “6. Cach ding, ligu
daung".

Cic thube e ché CYP3A4: Nbng df atorvastatin trong huyét tuong tang
dang k& khi ding déng thdi véi cac thufic (rc ché CYP3A4 manh (xem
Bang 1 va thing tin cu thé bén duwéi). NEu ca thé nén tranh sir dung
ding théri cac thufc (rc ch& CYP3A4 manh (nhe ciclosparin,
telithromycin, clarithromycin, delavirdine, stiripentol, ketoconazole,
voriconazole, itraconazole, posaconazole, cac thudc khang virus duoc
sir dung trong digu tri HCV (nhu elbasvir/grazoprevir) va cac thufc uc
ché protease HIV bao gbm ritonavir, lopinavir, atazanavir, indinavir,
darunavir,... ).

Trong truriyng hep cén phdi két hop céc thufc nay, cAc thufic (rc ché
CYP3A4 trung binh (nhu erythromycin, diltiazem, verapamil va
fluconazole) ¢6 thé 1am ting ndng d atorvastatin trong huyét tureng
(xem Bang 1). Tang nguy co bénh co da dugc quan sat khi st dung
dong thévi erythromycin va statin. Knhong cé nghién cuu turong tac danh
gia &nh hudng cia amiodarone hodc verapamil rén atorvastatin, Vi
amiodarone va verapamil déu dugc biét 14 6 tac dung (rc ché hoat ddng
CYP3A4, su k&t hop cla cac thubc nay véi atorvastatin co thé dan dén
tang phoi nhigm atorvastatin, Do @6, atorvastatin nén khévi dau véi ligu
thip va theo ddi Iam sang day du.

Cic thudc cam ung CYP3A4: SUr dung dong thdi atorvastatin véi mot
thufic cam (ng cytochrom P450 3A (nhu efavirenz, rifampicin hodic St
John's Wort) c6 thé lam gidm nbng di atorvastatin trong huyét
twong. Do co ché twrong tac kép cha rifampicin (cdm tng cytochrom
P450 3A va rc ché chdt van chuyén t€ bao gan OATP1B1), nén sir
dung dBng thdi atorvastatin va rifampicin, vi viéc st dung riéng I&
atorvastatin theo thivi gian vai rifampicin cé thé lam giam dang ké ndng
dd atorvastatin trong huyét turong.

Tuy nhién, tac dung ctia rifampicin déi véi néng dé trong 18 bao gan cia
atorvastatin van chua dugc biét. Néu sy két hop nay duwoc chimg minh
Ia can thiét, higu qua cia viéc digu tr phai dugc theo doi dac bigt.

CAc thubc tre ché van chuyén: Cac thufic (rc ché van chuyén protein co
thé lam tiing phoi nhiém toan than voi atorvastatin. Ca ciclosporin va
letermovir deu (a thudc e ché chat van chuygn lién guan dén s thai trir
atorvastatin, nhu OATP1B1/1B3, P-gp va BCRP, din dén ting phoi
nhiém toan than véi atorvastatin (xem Bang 1). Tac ddng trc ché chét
van chuyén té& bao gan ddi véi néng do t& bao gan clia atorvastatin van
chwra dugc biét. Néu cln phdi st dung ddng thoi, nén gidm lidu va theo
doi hidu qua cla viéc diu trj (xem Bang 1). Khdng khuyén cao sir dung
atorvastatin & nh@rng bénh nhén dung letermovir déng thoi i
ciclosporin.

Gemfibrozil/ddn xudt cla acid fibric: Bieu tri bing fibrate don & dai khi
co lign guan dén cac tac ddng trén co, nhu tiéu co van. Nguy co nay co
thé tang 1én néu sir dung dong thdi mdt dan xuat cia acid fibric va
atorvastatin. N&u can thiét phai ding két hep, nén sir dung atorvastatin
liEu thdp hon @8 dat myc tiéu didu tri va bénh nhan phai duoc theo ddi
thich hgp.

Eretimibe: Ding riéng |8 ezetimibe cé lién quan dén cac tac ddng trén
co, nhu tiéu co van. Do dd, nguy co nay cd thé tang Ién trong truding
hop digu tri ding thevi ezetimibe va atorvastatin, Can theo dai lam sang
day du & nhing bénh nhan nay.

Colestipol: DUng dang thoi atorvastatin va colestipol dan dén lam giam
nbng 4§ atorvastatin trong huyét twong va cac chét chuyén hda cé hoat
tinh cha nd (ty I8 ndng dd atorvastatin: 0,74). Tuy nhién, tdc dung ha lipid
s& In hon khi atorvastatin va colestipol dugc ding dbng thév so véi diing
fiéng l&.

Acid fusidic: Nguy co bénh co, bao gdm tiéu co vén, cé thé tang I&n khi
st dung dong théri acid fusidic dirdng toan than va statin. Co ché cia su
tuong tac nay (cho du la dwoc lye hoe, dugc dong hoc hay ca hai) van
chura duge bigt. Tieu co van (mét s6 trrong hop gay tWr vong) dd duoc
bao céo & nhng bénh nhan digu tri véi ket hep nay.

NEU c&n diu trj bang acid fusidic dudng toan than, nén ngirmg digu tr
bang Stefamlor 5/10 trong suét thivi gian digu tri bang acid fusidic.
Coichicine: Méc di khéng cd nghién clru turorng tAc gilra atorvastatin va
colchicine dugc thue hign, nhung bénh co 43 dwrgc bao cao khi sir dung
ding thoi atorvastatin va colchicine. CAn th&n trong khi ké don
alorvastatin vl colchicine.

Tdc ding cua atorvastatin trén cdc thudc ding déng thoi:

Digoxin: ¥ trang thai can bing, nbng d6 digoxin huyét trong ting nhe
khi ding dong thév ligu 13p lai digoxin va atorvastatin 10 mg. Bénh nhan
digu tri bing digoxin nén dugc theo ddi day do.

Thuéc trdnh thai duding udng: Sir dung ddng thii atorvastatin vai thudc
tranh thai dwdng ufng din dén ting nbng d6 norethindrone va
ethinylestradic! trong huyéttuong.

Warfarin: Trang nghién ciru lam sang & nhitng b&nh nhan déu tri vii
warfarin kéo dai, ding dbng thé&ri atorvastatin 80 mgingay v&i warfarin
lam giam nhe thai gian prothrombin khoang 1,7 gidy coa 4 ngay dau
digu trj, thoi gian tré lai binh thudng trong 15 ngay dau didu tri voi
alorvastatin.
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Mac di chi rdt hiém cac trirdring hop firong tic ching déng dang ké va
1am sang dugc béo cdo. van nén xac dinh thei gian prothrombin truéc
khi bt d3u cho ding atorvastatin & bénh nhan dang ding chét ching
dbng coumarin, va vé&i mirc db do thudng xuyén trong thévi gian dau digu
tri dé dam béo khéng c thay ddi ro rét vé thai gian prothrombin, Sau khi
da ghi lai thei gian prothrombin G dinh, co thé theo doi thid gian
prothrombin dinh ki theo khuyén cée thudng quy cho bénh nhan dang
ding chét chéng dong coumarin, N8u thay ddi liBu atorvastatin hoic
ngung ding atorvastatin thi phai I3p lai quy trinh tirong ty. Vigc digu tr
bang atorvastatin khong ién guan dén chay mau hodc thay ddi thei gian
prothrombin & bénh nhan khéng ding thufic chdng déng.

Béang 1. Anh hudng cla cac thudc diung déng thei 18n dwgc dong hoc
clra atorvastatin.

Thuée duge cho Atorvastatin
ding déng thevi va i
phic dé lidu Ligu (mg) aug? | Khuyén céo lam sang®
Glecaprevir 400 mg OD/| 10 mg OD 82 | Ching chidinh ding ddng
Pibrentasvir 120 mg OD, | trang 7 ngay ther vl cac thube co chira
7 ngay glecaprovir hodic
pibrentasvir.
Tipranavir 500 mg BID/| 40 mg vao 94 | NBu cn ding dbng thivi
Ritonavir 200 mg BID,| ngay 1, 10 mg Vi atorvastating khéng
& ngay (ngéy 14 dén 21) | vao ngay 20 ding atorvastatin qua
Telaprevir 750 mg méi| 20 mg, SO T2 | 10mpingsy. Han thas da
8 giv, 10 ngay lam sang cac bénh nhan
Ciclosporin 5.2 10mgODwong| 87 |
mgfkgingay, lidu 6n dinh | 28 ngay
Lopinavir 400 mg BIDY | 20 mg OD 59 | Khing co khuyén co cu
Ritonayir 100 mg BID, wong 4 ngay thé. Stefamlor 510 choa
14 ngay 10 mg atorvastain
Clarithromycin 500 mg | 80 mg OD 45
BID, 8 ngay trong E ngay
Saquinavir 400 mg BID/ | 40 mg OD 39
Ritonavir (300 mg BID twr | trong 4 ngay
ngay 5— 7, tdng lén
400 mg BID vao ngay 8),
ngay 4 — 18, 30 phut sau
khi ding atorvastatin
Darunavir 300 mg BIDY| 10 mg OD 34
Ritonavir 100 mg, BID, | trong 4 ngay
9 ngay
Itraconazol 2C0 mg OD, | 40 mg SD 33
4 ngay
Fosamprenayit 700 mg 10mg OD 25
BID/ Ritonavir 100 mg trong 4 ngay
BID, 14 ngay
Fosamprenavr 10 mg OO0 23
1400 mg BID, 14 ngay trong 4 ngay
Elbasvir 50 mg OD 10 mg SD 1,95 | Ligu atorvastatin khong gua
IGrazoprevir 200 mg 20 mgfngay khi ding ding
QD, 13 ngay thii vori cac thuic chira
elbasvir hodc grazoprevir,
Letermovir 480 mg 20 mg S0 3,29 [ Lidu atorvastatin khong qua
00, 10 ngay 20 mafngay khi ding déng
thiri voi cac thubc chira
elbasvir hodc leermovir,
Nelfinavir 1250 mg BID, | 10 mg CD 1,74 | Khdng cé khuyén cao cu
14 ngay trong 28 ngay thé.
Nude buedi chim, 40 mg, SD 137 | Khéng nén udng mot lugng
240 mi. oo’ Iém nuedre budi chiim cing
atorvastatin,
Diltazem 240 mg OD,|40mg, SD 1,51 | Nén theo ddi lam sang cdc
28 ngay bénh nhan nay mét cach
thich hop sau khi bit dau
hodc sau khi chinh ligu
ditiazem.
Erythromycin - 500 mg| 10 mg, SD 133 | Nén gidm ligu 16 da va
QID, 7 ngay theo dai lam sang céc bénh
nhan nay.
Cimetidine 300 mg QID, |10 mg OD 100 | Khing cd khuyén cdo oy
21én trang 2 twan thé.
Colestipol 10 g BID, 40 mg OO0 0,74" [Khéng co khuyén cao cy
24 tan trong 8 tudn thé.
Hbn dich khéng acid cia | 10 mg OD wong | 0,66 | Khéng cé khuyén cdo cu
magnesi va nhém 15 ngay thé
hydroxyd, 30 mL QID,
17 ngay
Efavirenz 600 mg OD,| 10 mg trong 0,58 | Khéng cé khuyén cédo cu
14 ngay 3ngay thé.
Rifampicin 600 mg OD,| 40 mg SD 1,12 | NEu can thiét phéi sd dung
7 ngay (dung dong thi) déng ther, nén cho dang
Rifampicin 600 mg OD, | 48 mg SD 0,20 | &wrvastatin clng ldc vai
5 npay (i ritng bit) rifamnpicin, cé thea déi lam
sing.

Thube dwoc cho Atorvastatin
dung dong thei va e
phéc da ligu Ligugmg) | I | Knuyén cio lam sang’

Gemfibrozil 600 mg BID, | 40mg SD 1,35 |Nén theo dai [&m sang cac

7 ngay bénh nhan nay.

Fenofibrate 160 mg OD, |40 mg SD 1,03 | Nén theo ddi lam sang céc

7 ngay bénh nhan nay.

Boceprevir B00 mg TID, | 40 mg SD 23 NEn gidm liBu khiri d8u va

7 ngéy theo dai lam sang cac bénh
nhén nay. Ligu aorvastatn
khiing nén virgt qué 20 mg/
ngay trong thei gian dung
dbng thivi véi boceprevir,

Bi€u thi cho ty 1& digu trj (ding thufc khdc déng thei vai atorvastatin so
viri diing ligu don atorvastating.

? Xem muc 8. va 11, dé biéty nghia Iam sang.
* Chira mt hodc nhigu thanh phan (c ché CYP3A4 va ¢ thé lam ting

nbng dé thube dugc chuyén hoa béi CYP3A4 trong huyét twong. Udng
mit cdc 240 mL nuée budi chim ciing 1Am giam 20,4% AUC cla chét
chuyén hda orthohydroxy ¢6 hoat tinh, Lugng lén nwéc budi chum (trén
1.2 L méi ngay trong 5 ngay) lam ting AUC clia atorvastatin va cac chét
c6 hoat tinh (atorvastatin va chat chuyén hoa) Ién 2,5 1an.

“ Ty 18 duoec tinh dya trén mot mau duy nhét 1&y vao lic 8 — 16 tigng sau

khi diing thufic.

0D = mét [an méi ngay; SD = lidu don BID = hai lin méi ngay; TID = ha
lan mdi ngay; QID = ban En mbi ngay.

Bing 2. Anh hudng cua atorvastatin 1€n duge déng hoc cla céc thutc
khac khi ding dang ther,

Thube diroe diing déng thevi
LIt neoy Leuciathuse | 151 Khuyén céo
(mg) AU lém sang
80 mg OD trong Digoxin 0,25 mg OD, 115 Neén theo dai thich
10 ngay 20 ngay horp bénh nhan duge
digu tr véi digoxin,

40 mg OD trong ThuBc  trédnh  thai Khang co khuyén
22 ngay dueng  udng OD, cao o thé,

2 thang

- norethindrone 1 mg 128

- ethinylestradiol 35 pg 1,19
80 mg OD trong ® Phenazone, 600mg | 103 | Khdng co khuyén
15 ngay SD cdo cy thé.
10 mg, SD Tipranavir 500 mg 108 | Khbng co khuyén

Bib/ritanavir 200 mg céo ci thé,

BID, 7 ngay
10 mg, OD trong Fosamprenavir 0,73 | Khong co khuyén
4 ngay 1400 mg BID, 14 ngay céo cy the.
10 mg, OD trong Fosamprenavir 0,99 | Khong co khuyén
4 ngay 700 mg BID/rtonavir cdo cy thé.

100 mg BID, 14 ngay

Bi€u thi cho ty 18 diéu tri (dung thufc khac dBng the véi atorvastatin so
vei ding litu don atorvastatin).

Ding dbng théri liBu 1ap lai atorvastatin va phenazone cho thdy anh
hirdng khéng dang k& ho3c khéng dnh hurdng 1&n dé thanh thai cia
phenazone.

OD = mét Ian mdi ngay; SD = ligu don: BID = hai 1an mdi ngay.

Twong ky cia thude

Do khéng cd cac nghién ciru ve tinh trong ky cda thude, khang trén 1an
thudic nay va&i cac thudc khac.

Téac dung khdng mong mudn clia thude

Amiodipine

Rét thuromg gdp (1/10 s ADR)

Todn than va fai chd dung thuéc: Phi.

Thwdmg gép (1/100 < ADR < 1/10)

HE than kinh: Bubin ngl, hoa mat, dau dau (d4c bigt khi bat dau digu tr).
M&t: R6i loan thj giac (bao gdm chitng nhin déi).

Tim: Banh trdng nguc.

Mach. B birng.

H6 hdp, ngucva trung that Kho the.

Tiéu hod: Buén ndn, dau bung trén va dudi, khd tidu, thay d6i nhu déng
rufit (hao gom tigu chay va tao bon).

Co xuong va mb lién ké. Sung khop (hao gbm sung mét ca chan),
chudit rit, co cirng co.

Todn than va fai chd dung thude: Mat mai, suy nhiroe.

it géip (1/1000 s ADR < 1/100)

Chuyén hoa va dinh dudng: Tang can, sut cln,

Tam than: M&t ngd, rdi loan tam trang (ban géim |o lAng), trdm cam.

HE& than kinh: Run, hén mé, dj cadm, ngat, loan vj gidc.

Tai va tai trong: U tai,

Tim: Loan nhip tim (bao gdm nhip tim cham, nhip nhanh that va rung
tam nh).
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Mach: Ha huyét ap.

H6 hap, ngure va trung that: Viém mii, ho.

Tiéu hod: Non, khd miéng, loan v| giac.

Da va mo dudi da: Rung téc, ban xudt huyét, d5i mau da, ngira, phat
ban, téng tiét md hoi, ngoai ban, may day.

Co xwromyg va ma lfén kel Bau khap, dau co, dau lung.

Thén va tiét niéu. RGi loan dwdng tiét niéu, tiéu dém, tiu budt.

Hé sinh sdn va vir: Bat lure, vi to & nam gioi.

Toan thén vé tai chd ding thude: Dau ngurc, dau, ué oai.

Hiém gdp (1/10.000 < ADR < 1/1000)

TAm than: LG Ian.

Tim: Bau that ngurc.

Rét hiém gdp (ADR < 1/10.000)

Mau va hé bach huyét: Giam bach cau, giam tifu ciu.

Hé mién dich: Qua mén.

Chuyén hoa va dinh dudmg: Tang glucose huyét*.

Hé than kinh: Tang truong ke o, benh ly than kinh ngoai bién.

Tim: Nhi mau co tim.

Mach: Viém mach.

Tiéu héa: Téng san nudu, viem da day, viém tyy.

Gan-mdt: Viém gan, vang da.

Da va mo6 dudi da; Viém da bdng nuéc bao gom hang ban da dang, phi
mach, héing ban da dang, phd mach than kinh, viém da trc vay, nhay
cam voi anh sang, hdi chirng Stevens-Johnson,

Khac: Tang enzym gan: alanine aminotiansferase,
aminotransferase (chi y8u lién quan dén & mat).

Chura rd tAn sudt (khéng thé wéc tinh tir cdc dib liéu c6 sdn)

Hé than kinh: HGi chirng ngoai thap.

Da va mo dudi da; Hoai tir thegng bl nhigm ddc.

Atorvastatin

Thwéng gdp (1/100 < ADR < 1/10)

Nhiém tring va nhigm ky sinh tring. Viém mii hong.

HE mién dich: Qua man.

Chuyén hda va dinh dudng: Tang glucose huyét*.

HE thén kinh; Bau dau (dic biét 1a khi bit du digu tr)),

Hé hap, ngue va trung thét: au hong-thanh quan, chdy méau cam.

Tiéu hda: Bubn ndn, kho tiéu, tiéu chay, tAo bon, day hoi.

Co xuong va md lién két: Sung khép (bac gbm swng mét ca chan),
chudt rat, co cirng co, dau khép, dau co, dau lung, dau chi.

Khac: Tang enzym gan: alanine aminotransferase, aspartate
aminotransferase (chi yBu lién quan dén ( méat), tng CK trong mau.

It gép (1/1000 = ADR < 1/100)

Chuyén hda va dinh duong: Ha glucose huyst, tang can, chan én,

Tam than: Mat ngl, &c ming.

Hé than kinh. Chéng mat, hdn mé, di cam, mét tri nhé, loan vi giac.

Mat: Nhin mér.

Tai va tai trong: U tai.

Tiéu hoa: Bau bung trén va dudi, non, viém tuy, o hoi.

Gan-mat; Viém gan.

Da va md dudi da: Rung tdc, ngira, phat ban, may day.

Co xuomg va ma lien két: Bau cd, mai co.,

Hé sinh sdn va viu. Bat e,

Toan than va tai chd ding thude: Phi, phi ngoai bién, mét méi, suy
nhugre, dau nguc, ué odi, sét.

Khac: Tang bach cau niégu.

Hiém gdp (1/10.000 = ADR < 1/1000)

Mau va hé bach huyét: Gam tiéu cau,

Hé than kinh. Bénh Iy than kinh ngoai bién.

Mat: RGi loar thi giac (bao gdm nhin ¢8i),

Gan-mét: U mat,

Da va mf dudi da; Viém da béng nudéc bao gdm hdng ban da dang, phi
mach than kinh, héi chiing Stevens-Johnson, hoai ti thiromg bi nhiém déc.
Co xuong vé md lién &kt Viém co, tiéu co van, bénh co, rach co, viém
gan, hiém gap treérng hop dat gan.

Rt hiém gap (ADR < 1/10.000)

He mién dich: SGc phan ve,

Tai va tai trang: Mat thinh lyc.

Gan-mét: Suy gan.

Cer xwromg va mé lién k&t: Hoi chirng Lupus.

Hé sinh san va vi: Vi to & nam gidi.

Chira ré tan sudt (khdng thé wéc tinh tir cdc di ligu o6 sin)

Tam than: Tram cam.

Hé hap, nguc va trung that: BEnh phdi k&, dac bigt khi diu tri lau dai,

Co xurong va ma lién két: Bénh co hoai tir qua trung gian mién dich.

Céc tac dung khdng mong mudn sau da duoc bao cao vai mol sG statin:
Suy giam nhan thirc (nhu mét tri nho, 10 1an,...).

Tang HbAlc.

* Pai thao dudng: Tan sudt phy thubc vao viéc co sy xudt hién cla yéu
tf nguy cor hay khéng (chi s glucose huyét lic dai = 5.6 mmol/L, chi s6
khBi co thé (BMI) > 30 kg/m®, tang triglyceride, tign sir cao huyst ap).

aspartate

14.

15.

Qua lidu va cach v tri

Khéng cé théng tin v& viéc sir dung qua ligu Stefamlor 5/10 & ngudi.
Amlodipine

£6i voi amlodipine, kinh nghiém v& qué liBu cd chil ¥ & ngued con han
ché. Qua lieu vai mat lrgng l6n co thé gay gidn mach ngoai bién dang
k& v& nhip tim nhanh phan xa. Ha huyft ap toan than rd rét va cd thé kéo
dai dén sdc gay tir vong dd duoc bao cdo. Bt ki treérng hop ha huyét
ap do ngd déc clp tinh déu can theo dai trong don vi chim sdc dic bist
V& tim, Co thé st dung thudc co mach dé khdi phuc truong lvc mach
méau va huyét ap. Vi amlodipine gan két chat ché vai protein, viéc tham
tach mau hau nhu khong mang lai lgi ich,

Atorvastatin

Khéng cé digu trj dc hiéu cho qua ligu atorvastatin. Trong treéyng hop
qué liu, bénh nhan nén dugc diu tr triéu chirng va thie hién cac bién
phap hd tror khi can thiét. Can theo dbi chirc ndng gan va ndng dé CK
huyét thanh. Do sy gan k&t chat ché cha thude vdi protein huyét tuoang,
vigc tham tach mau dir ki€n sé khdng lam tang dang ké d6 thanh thai
cla atorvastatin,

Biéc tinh dwgc lyc hoc

Nhém duoc ly: Thude (e ché enzym HMG-CoA reductase, cac phdi
herp khac.

Ma ATC: C10BX03.

Stefamlor 5/10 k&t hop hai co ché tac dung: tac dung cda chét ddi khang
calci nhém dihydropyridine cta amlodipine (thudc chen kénh calci hoac
thudc chen kénh calci cham) va tac dyng o ché& enzym HMG-CoA
reductase cia atorvastatin, Amlodipine (rc ché dong xuyén mang cla
cic ion calci trong céc t€ bao co tron va 18 bao co tim. Atorvastatin 1a
chdt tre ché chon lgc va canh tranh cla HMG-CoA reductase, enzym
chju trach nhigm chuyén 3-hydroxy-3-methylglutaryl-coenzym A thanh
mevalonate, tén chat cia sterol, bao gém ca cholesterol.

Khéng ca thay déi v tac dung ha huyét ap ciia amlodipine ddi voi huyét ap
tam thu duge quan sat thay khi sir dung dang ph6i hop amiodipine 5 mg
Jatorvastatin 10 mg, so véi chi ding amlodipine.

Tuong ty, khing co sy thay dai nao vé tac dung cla atorvastatin déi voi
LDL-C dugc quan sat thdy trong qué trinh sir dung dang phdi hop
amlodipine 5 mg/atorvastatin 10 mg, so véi chi ding atorvastatin.

Béc tinh dwge dbng hoc

Dang phéi hop amlodipine 5 mag/atorvastatin 10 mg

Sau khi udng, guan sat thiy cé 2 nding d§ dinh trong huyét trong. Néng
db dinh dau tién dat dwgc 1 - 2 gid sau khi ung va duoc quy cho
alorvastatin; ndng dé dinh thir hai dat dugc trong khoang tir 6 - 12 gity
sau khi uGng va dugce quy cho amlodipine, Téc dd hdp thu v& sinh kha
dung cla amlodipine v& atorvastatin trong dang phdi hop khéng khac
higt dang ké sa vé&i amlodipine va atorvastatin khi ding riéng lé.

Sinh khéa dung cia amlodipine trong dang phdi hop khéng bj dnh hudng
bivi thitc &n. Thirc &n lam giam muc dd hdp thu (Co) va dign tich dudi
dirrng cong (AUC) cla atorvastatin trong dang phdi hop tvong tng
khoang 32% wva 11%; quan sat thdy su gidm tuong tr noéng do
aorvastatin trong huyét twrong khi co thirc an ma khang lam giam tac
dung déi véi LDL-cholesteral,

Amlodipine

Hép thu

Sau khi u@ing ligu diéu tri amlodipine don 1&, ndng d6 dinh trong huyét
trong dat dugc 6 — 12 gitr sau khi ding. Sinh kha dung tuyét ddi dao
djng 64 — B0%. Thé tich phan bé xdp xi 21 Likg. Sinh kha dung coa
amlodipine khng thay ddi khi ding cung voi thire an.

Phén bé

Cac nghién ctru in vitro ela amlodipine d3 chi ra riing khoang 07 5%
thudic Irru hanh gén voi protein huyét wong & bénh nhén ting huyét ap.
Sinh chuyén hoa

Amlodipine dirgc chuyén hda thanh cac chat chuyén hoa khong hoat
tinh phan 1&n & gan (khodng 90%).

Thaf trir

Qua trinh thai trir amlodipine trong huy&t twong 14 hai pha, v&i thed gian
ban thai & glai doan cufi khoang 30 — 50 git. Néng dé trong huyét
trang & trang thai 6n dinh dat dwoc trong vong 7 - 8 ngay sau khi ding
13p lai. 10% amlodipine dudi dang khéng d6i va 60% cac chit chuyén
hoa cua amlodipine dugrc bai i€t qua nurdc tiéu.

Atorvastatin

Hap thu

Atorvastatin duvoc hép thu nhanh véi nBng dd dinh trang huyét twong dat
trong khodng 1 - 2 gitr. Murc dé hap thu cha atorvastatin phy thudc vao
liéu. Sinh kha dung tuyét d6i cua atorvastatin (thufc me) |a khodng 12%
va kha ndng (¢ ché enzym HMG-CoA reductase toan than 1a khoang
30%. Sinh kha dung toan than thap duce cho 14 do sir thanh thai trén hé
théng & niém mac duwéng tiéu hda va/hoac chuyén hoa qua gan 1an dau.
Mac di thire &n 1am gidm t8c d6 (C...) va lwgng thudc duoc hip thu
(AUC) twong dng khodng 25% va 9%, viéc gidm LDL-C la tvong duong,
cho di atorvastatin cd dugc s dung cing hay khing clng véi thic &n.
MNBng df atorvastatin trong huyét twong thap hon (khodng 30% dbi voi
Ciax VA AUC) sau khi dung thudc vao budi t6i so véi ding thufic vao
bui séang. Tuy nhién, viéc giam LDL-C la nhu nhau, khdng phy thudc
vao thoi gian ding thufc tong ngay.
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Phan b6

Thé tich phan b trung binh cia atorvastatin |a khodng 381 lit. Atorvastatin
liBn két vari protein trong huyét tong = 95%.

Sinh chuyén hod

Atorvastatin dwoc chuyn hoa réng rai thanh cic dan xudt ortho- va
parahydroxyl hda va céac sdn phdm oxy hoa beta khéc nhau. Sy Oc ché
in vitro HMG-CoA reductase bdi cdc chat chuyén héa ortho- va
parahydroxyl hoa twong tu nhu atorvastatin. Khoang 70% hoat dng (¢
ché luu hanh clia HMG-CoA reductase dugc quy cho cac chét chuyén
héa co hoat tinh.

Thai trer

Atorvastatin va cac chét chuyén hoa coa nd chi yBu duoc thai trir qua
mét sau khi chuyén hoa & gan va/hodc ngoai gan. Tuy nhién, ca vé nhu
thudc khong qua chu ki gan-rudt dang ké. Thivi gian ban thai trung binh
trong huyét (wong cla atorvastatin 14 khodng 14 gidy & ngudi, nhung
théri gian ban thai cia thudc trc ché enzym HMG-CoA reductase la 20
dén 30 gitr do sy dong gop cua chat chuyén hoa cé hoat tinh. Dudi 2%
liBu atorvastatin dugc tim thay trong nudc tiéu sau khi ubng.
Atorvastatin la chét nén cho céc chét van chuyén & gan, polypeptide vén
chuyén anion hitu co 181 (OATP1B1) va 1B3 (OATP1B3). Cac chat
chuy8n héa clia atorvastatin la chat nén cha OATP1B1. Atorvastatin
cing dugc xdc dinh Ia chédt nén cla chdt van chuyén P-glycoprotein
(P-gp) va protein khang ung thu v (BCRP), cd thé han ché su hap thu
i rudt va thai trir gua mat.

Amlodipine vd atorvastatin di véi cde dbi trrpng ddc biét

Ngudi cao tusi

Théi gian dé dat duoc ndng d6 dinh trong huyét twong cia amlodipine
trong t & ngudi cao tudi va tré wéi. O ngudi cao tudi, do thanh thai
cta amlodipine cd xu huéng giam, ¢in dén ting AUC. & nhimg bénh
nhén bj suy tim sung huyét, viéc tdng AUC va théxi gian ban thai pho hop
veri nham a6 twdi cda bénh nhan nghién ciu,

No&ng dé atorvastatin trong huyét tuveng cao hon (khodng 40% dbi voi
Crmax ¥a 30% d6i vai AUC) & nguri cao tudi khde manh (2 65 twéi) so voi
nguoi e i, Do liéu 1am sang cho thay mic d giam LOL-cholesterol
& ngudi cao woi cao hon so v ngudi tré tudi, bat ké lidu atorvastatin,
Gidi tinh

N@ng dé atorvastatin khac nhau & nir giti (Cpay cao hon khoang 20% va
AUC th8p hon khodng 10%) va & nam gidi. Nhirng khac biét nay khong
cd ¥ nghta 1am sang, dac biét |a viéc anh hudng d8n cac chi s lipid.
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.2. Handing
.3. Tiéu chudn

Suy than

Cuwrere ding hoe cia amlodipine khéing bj 4nh hiding dang ké do suy
than. Amlodipine khéing thé tham tach dugc. Do do, bénh nhan suy than
¢ thé diing liBu kh&i dau thong thudmng coa amlodipine.

Trong cac nghién ctru v&i atorvastatin, suy than khéng dnh huwéng dén
nbng d6 atorvastatin trong huyét trong hodc sy gidm LDL-C & nhirng
b&nh nhan bi suy than, khang can didu chinh lidu atorvastatin.

Suy gan

Bénh nhan suy gan gidm dg thanh thai amlodipine, dan dén tang AUC
khoang 40 — 60%4. & nhirng b&nh nhan bi suy gan tir trung binh dén nang,
dap (g didu tr| véi atorvastatin khéng thay d8i, nhung phoi nhiém véi
thuBc tang |én rdt nhigu. O nhimg bénh nhan suy gan man tinh do rugu
(Childs-Pugh B), néng df atorvastatn trong huy@t twong tang rd rét
(khoang 16 1an d6i véi Crar va 11 [an d6i vai AUC),

£a hinh SLCO181

Sur 1 hdp thu & gan cla tat ca céac thudc vc ché enzym HMG-CoA
reductase, bao gom atorvastatin, lién quan dén chat van chuyén
OATP1B1. O nhirng b&nh nhan c6 biéu hign da hinh SLCO1B1, c6 nguy
co phoi nhiém qua mirc voi atorvastatin, dieu nay cd thé lam tang nguy
co tiéu co van. Mgt da hinh trong gen OATP1B1 (SLCO1B ¢.521CC) cd
lign guan dén phoi nhiém wéi atorvastatin lén hon 2,4 1&n (AUC) quan
sat dugc ¢ nhitng c4 thé khong cd bién thé kifu gen nay
(c.5217TT). Bién thé ki€éu gen trong gua trinh @i hdp thu gan cla
atorvastatin cing co thé xay ra & nhivrng bénh nhan nay. Nhitng hiu qui
co thé tac dfing 18n higu gud 1a chwa rd,

Quy céch ddng goi

Vi 10 vién. Hdp 3 vi.

Biéu kién bao quén, han dung, tiéu chudn

.1. Pidu kién bao quan

Bao quan trong bao bi kin, nei khd. Nhiét dé khong qua 30°C.
24 thang k& tir ngay san xuét.

TCCS.
Tén, dia chi cia co s& san xudt thudc

Céng ty TNHH LD Stellapharm - Chi nhanh 1
Sd 40 dai I Ty Do, KCN Viét Nam - Singapore, 2
P_An Phi, Tp. Thudn An, T. Binh Duong, Vigt Nam -
BT: (+84 274) 3767 470 Fax: (+84 274) 3767 469
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Rx Prescription only

Stefamlor 5/10

prege!annlsed starch hydroxypropyl cellulose, colloidal anhydrous silica,
magnesium stearate, opadry Il white 85F28751.

Pharmaceutical form

Cval, white, flm-coated tablet. biconvex, engraved with "aa” in one side.
plain on the other side.

Indications

Stefamlor 5/10 is indicated for the prevention of cardiovascular events in
hypertensive patients with 3 associated cardiovascular risk factors, with
normal to moderately elevated cholesterol without established coronary
artery disease, and in whom, according to current recommendations, the
concomitant use of amlodipine and a low dose of atorvastatin is suitable,
Stefamlor 5/10 should be used when the response to the regimen and
other non-pharmacological measures is inadequate.

Administration and dosage

Administration

Stefamlor 5/10 is administered orally.

The tablets can be taken at any time of the day, with or without food.
Stefamlor S/L0 can be used alone or In combination with other
antihypertensive drugs, but it must not be used in combination with other
calcium channel blockers or another statin.

Dosage

The usual starting dose is 5 ma/10 mg once a day.

If tighter blood pressure control is required, a dose of 10 mg/10 mg once
daily may be administered (using other suitable preparation).

Renal failure

No dose adjustment is necessary in patients with impaired renal function.
Hepatic insufiiciency

Stefamlor 5/10 is contraindicated in patients with active hepatic disease.
Pediatric population

The safety and efficacy of Stefamlor 5/10 have not been established in
children and adolescents. Therefore, the use of Stefamlor 510 is not
recommended in this population.

Eiderly patients

It does not appear necessary to adjust the dose in the elderly.
Co-administration with other drugs
In combination with ciclosporin,
exceed 10 mg.

The risk of muscle injury increases when certain other medications are
taken with statins: Gemfibrozil, blood cholesterol-lowering agents of
other fibrates, high doses of niacin (> 1 g/day), colchicine.
Co-administration of HIV and hepatitis C virus (HCV) protease inhibitors
and cholesterol-lowering statin drugs can increase the risk of muscle
injury. The most serious form of myopathy, called rhabdomyolysis, can
damage the kidneys and lead to kidney failure, which can be fatal.
Co-administration of atorvastatin with HIV and HCV protease inhibitors:

the dose of alorvastatin should not

Interacting protease

inhibitors Prescribing recommendation

« Tipranavir + Ritonavir
» lelaprevir

Avoid atorvastatin,

Use with caution and use with the lowest
atorvastatin dose necessary.

« Lopinavir + Ritonavir

+ Darunavir + Ritonavir

- Fosamprenavir

« Fosamprenavir + Ritonavir
« Saquinavir + Ritonavir

Do not exceed 20 mg atorvastatin daily,

« Nelfinavir Do not exceed 40 mg atorvastatin daily.

The use of atorvastatin is not recommended in patients taking letermovir
co-administered with ciclesporin.

Contraindications
Stefamlor 5/10 is contraindicated in patients:
Hypersensitive to dihydropyridines*, to the active substances amlodipine
and atorvastatin or to any of the excipients.
With active liver disease or a persistent and unexplained increase in
serum ransaminases exceeding 3 times the upper limit of normal.
Pregnant women, breastieeding or of childbearing potential and not
using reliable contraception.
In combination with itraconazole, ketoconazole, telithromycin.
With severa hypotension.
Having shock (including cardiogenic shock).
Having an obstruction of the efferent passage of the left ventricle (e.g.
severe aortic stenosis).
With haemodynamically unstable heart failure after acute myocardial
infarction.
Treated with hepatitis C antivirals glecaprevir/pibrentasvir.
Co-administering with tipranavir + ritonavir, telaprevir,
* Amlodipine is a calcium channel blocker derived from dihydropyridine.
Special warnings and precautions for use
Heart failure
Patients with heart failure should be ireated with caution. In controlled
long-term study versus placebo conducted in patients with severe heart
failure (NYHA class Ill and IV) the reported incidence of pulmonary
edema was higher in the group treated with amlodipine compared with
placebo. Calcium channel blockers including amlodipine should be used
with caution in patients with congestive heart failure because they may
increase the risk of cardiovascular events and mortality.
Hepatic insufficiency
Liver function tests should be performed before the start of treatment
and then regularly after initiation of treatment, as well as in the event of
signs or symptoms suggestive of hepatic impairment. If the serum
transaminase level is elevated, monitoring is reguired until normalization.
A persistent increase in ALT or AST exceeding 3 times the upper limit of
normal (ULN) should lead to discontinuation of treatment.
The half-life of amlodipine is increased and its AUC (Area Under the
Curve) is greater in patients with hepatic impairment; dosage
recommendations have not been established.
Due to the presence of atorvastatin, Stefamlor 5/10 should be used with
caution in patients who consume large amounts of alcohol. in patients
with hepatic impairment and/or a history of liver disease.
Muscle effects
Like other HMG-CoA reductase inhibitors, atorvastatin can affect skeletal
muscles and lead to myalgia, myositis and myopathy. These muscle
damage may rarely progress to rhabdomyolysis, characterized by high
levels of creatine kinase (CK) (more than 10 times ULN), myoglobinemia
and myoglobinuria which can lead to renal failure, and in some cases
can be fatal.
Regular testing of CK or other muscle enzymes is not recommended in
asymptomatic patients treated with statins, However, dosing of CKs is
recommended before initiating statin therapy in patients with
predisposing factors to rhabdomyolysis as well as in those with muscle
symptoms during statin therapy.
Very rare cases of autoimmune mediated necrotizing myopathies (IMNM)
have been reported during or after treatment with certain statins. IMNM is
clinically characterized by proximal muscle weakness and elevation in
serum creatine kinase, which persist despite discontinuation of statin
therapy, expression of anti HMG-CoA reductase antibodies, and
improvement in response to immunosuppressive agents,
Before initiation of treatment
Stefamlor 510 should be prescribed with caution in patients with
predisposing factors to rhabdomyolysis. Before starting treatment with a
statin, the CK level should be checked in the following situations:
Renal impairment.
Hypothyroidism.
Personal or family history of genetic muscle diseases.
Personal history of muscle toxicity during treatment with a statin or a fibrate.
History of liver disease and/or excessive alcohol consumption.
in elderly patients (> 70 years), the need for these measures should be
assessed, depending on the presence of other predisposing factors for
rhabdomyolysis.
Stuations where increased plasma concentrations may occur, due to
interactions and use in special populations including genetic
polymorphisms.
In these situations, a regular reassessment of the benefit/risk of the
treatment, as well as regular clinical monitoring is recommended.
Ifthe initial CK level is significantly elevated (more than 5 times the ULN)
treatment should not be started.

reating kin T
Creatine kinase (CK) should not be measured after heavy exercise or in
the presence of another possible cause of increased CK, as this will
make it difficult to interpret the results. In the event of a significant
elevation of CK (more than 5 times the ULN) before treatment, this
should be systematically checked again within 5 to 7 days to confirm the
results.
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During the treatment

It iIs recommended to ask patients to promptly report unexplained muscle
pain, cramps, or weakness, particularly if accompanied by malaise or fever,
If symptoms appear when a patient is under treatment with Stefamlor 5/10,
a CK levels should be measured; if the CK level is significantly elevated
(more than 5 times the ULN), treatmen: should be discontinued.

I muscular symptoms are severe and cause daily discomfort,
discontinuation of treatment should be considered, even if CK levels did
not exceed 5times the ULN.

It symptoms resolve and CK levels return to normal, the reintroduction of
Stefamlor 5/10 may be considered at the lowest dose and under close
supenvision.

Treatment with Stefamlor 5/10 should be discontinued in the event of a
clinically sigrificant increase in the level of CK (> 10 times the ULN) or if
rhabdomyolysis is diagnosed or suspected.

Amlodipine has no effect on laboratory parameters.

Combinations with other drugs

As with other statins, the risk of rhabdomyolysis is increased when
Stefamlor 5/10 is administered in combination with certain drugs which
may increase the plasma concentration of atorvastatin, such as strong
inhibitors of CYP3A4 or protein transporters (e.g., ciclosporin,
telithromycin), clarithromycin, delavirdine, stiripentol, ketoconazole,
voriconazole, itraconazola, posaconazole, letermovir and HIV protease
inhibitors including ritonavir, lopinavir, atazanavir, indinavir, darunavir,
tipranavir/ritonavir, etc.). The risk of myopathy may also be increased in
combination with gemfibrozil and other fibrates, the antivirals used in the
treatment of hepatitis C (HCV) (e.g. boceprevir, telaprevir, elbasvir/
grazoprevir, ledipasvir/sofosbuvir), erythromycin, niacin (> 1 g/day),
ezetimibe or, colchicine. Therapeutic alternatives (not exhibiting these
interactions) should be considered as far as possible. Co-administration
of HIV and hepatitis C virus (HCV) protease inhibitors and cholesterol-
lowering statin drugs can increase the risk of muscle injury. The most
serious form of myopathy, called rhabdomyolysis, can damage the
kidneys and lead to kidney failure, which can be fatal.

In the event that the combination of these medicinal products with
Stefamlor 5/10 is necessary, the benefitisk of concomitant treatments
should be carefully assessed and appropriate clinical monitoring is
recommended.

Stefamlor 5/10 should not be administered concomitantly with fusidic acid
in systemic form, and for up to 7 days after stopping treatment with fusidic
acid. In patients where the use of systemic fusidic acid is considered
essential, statin therapy should be discontinued for the duration of fusidic
acid therapy. Cases of rhabdomyolysis (some fatal) have been reported in
patients receiving fusidic acid and a statin in combination. Patients should
be advised of the need to seek immediate medical attention if they
experience symptoms of muscle weakness, pain, or muscle tenderness.
Statin therapy can be restarted seven days after the last dose of fusidic acid.
In exceptional circumstances, when prolonged treatment with systemic
fusidic acid is reguired, for example for the treatment of severe
infections, the need for co-administration of Stefamior 510 and fusidic
acid should only be considered if by case and under close medical
supervision.

The stroke prevention by aggressive reduction of cholesterol levels
(SPARCL study)

In a posteriorl performed In subgroups of patients with recent stroke or
transient ischemic attack (TIA) but without coronary artery disease, a
higher frequency of hemarrhagic stroke was observed in treated patients
per B0 mg atorvastatin compared to patients on placebo.

This high risk Is particularly observed in patients who have already had a
nemorrhagic stroke or a lacunar infarction at the inclusion of the study.

In patients with a history of hemorrhagic stroke or lacunar infarction, the
benefitfrisk balance of atorvastatin 80 mg is uncertain. Therefore, the
potential risk of occurrence of haemorrhagic stroke should be carefully
assessed before any initiation of treatment,

Interstitial lung disease

Cases of interstitial lung disease have exceptionally been reported with
some statins, particularly during long-term therapy. Symploms may
include dyspnea, an unproductive cough, and altered general condition
(fatigue, weight loss, and fever). If a patient is suspected of interstitial
lung disease, statin therapy should be discontinued.

Diabetes

There is some evidence that statins, as a pharmacoclogical class,
increase blood sugar. In some patients at high risk of developing
diabetes, statins may cause hyperglycaemia requiring the initiation of
diabetes treatment. This risk is nevertheless compensated by the
reduction in the vascular risk under statins and therefore it should not be
a reason for stopping satins. Patients at risk (fasting blood glucose
between 5.6 and 6.9 mmol/L, BMI = 30 kg/m?, increased triglyceride
levels, arterial hypertension) should be monitored clinically  and
biologically in accordance with national recommendations.

Pregnancy and lactation

Stefamlor 5/10 is contraindicated during pregnancy and lactation.
Women of childhearing age

Women of childbearing potential should use reliable contraceptive
measures during treatment,

10.

Pregnancy

The safety of atorvastatin has not been established in pregnant women.
No controlled clinical trials have been performed in pregnant women
treated with atorvastatin. Following intrauterine exposure to HMG-CoA
reductase inhibitors, birth defects have rarely been reported. Studies in
animals have shown reproductive toxicity.

Treatment of the mother with atorvastatin may reduce fetal levels of
mevalonate, which is a precursor of cholesterol biosynthesis.
Atherosclerosis is a chronic process, and stopping a lipid-lowaring drug
during pregnancy should generally have little effect on the long-term risk
associated with primary hypercholesterolemia,

For these reasons, Stefamlor 5/10 should not be used during pregnancy, or
in a woman planning to become pregnant or in whom pregnancy Is
suspected. Tieatment with Stefamlor 5/10 should be withheld during
pregnancy or until it has been determined that the woman is not pregnant.
If a pregnancy is discovered during treatment, it must be stopped
immediately.

Feeding with milk

Amlodipine is excreted in breast milk. The proportion of maternal dose
received by the infant has been estimated at an interquartile range of 3 —
7%, with a maximum of 15%. The effect of amlodipine on infants is
unknown, The excretion of atorvastatin or its metabolites in human milk
is unknown. In rats, the plasma concentrations of atorvastatin and its
metabolites are similar to those found in milk. Due to the possibility of
serious side effects, women taking Stefamlor 5/10 should not breast-feed
their infants, Atorvastatin is contraindicated during breast-feeding.
Fertility

No effect of atorvastatin on fertility has been demonstrated in siudies
conducted in male or female animals.

Reversible bicchemical changes in the sperm head have been reported
in some patents treated with calcium channel blockers. There is
insufficient clinical data regarding the potential efiect of amiodipine on
fertility, In a study in rats, adverse effects were detected on the fertility of
males.

Effects on ability to drive and use machines

No studies have been performed to determine the effect of Stefamior
5/10 on the atility to drive or use machines.

Atarvastatin in Stefamlor 5/10 has negligible influence on the ability to
drive and use machines.

However, based on the pharmacodynamic properties of the amlodipine
component of Stefamlor 5/10, the possible occurrence of dizziness,
headache, fatigue or nausea should be taken into account when driving
a vehicle or operating machinery.

Interactions and incompatibilities with other drugs

Drug interactions

Interactions linked to the association:

Data from a drug interaction study between 10 mg of amlodipine and
80 myg of atorvastatin carried out in healthy subjects show that the
pharmacokinetics of amlodipine are not modified during the concomitant
administration of these two molecules. No effect of amlodipine on
atorvastatin Cqay was observed. In contrast, the AUC of atorvastatin was
increased by 18% (90% CI [109 — 127%)]) in the presence of amlodipine.
No drug interaction studies have been performed with Stefamlor 5/10
and other drugs. Nevertheless, interaction studies have been performed
with amicdipine and atorvastatin (ndividually, as described belaw:
Interactions related to amlodipine:

Mot recommended iations:

Dantrolene (nfusion); In animals, lethal ventricular fibrillation and
cardiovascular collapse have been observed in association with
hyperkalaemia following administration of verapamil and |V dantrolene.
In view of the risk of hyperkalaemia, it is recommended to avoid the
concomitant administration of calcium channel blockers such as
amlodipine in patients susceptible to malignant hyperthermia and in the
management of malignant hyperthermia.

By extrapolation, the combination of amlodipine and dantrolene should
be avoided.

Combinations subject ecautions for use:

Baclofen: Increase in the antihypertensive effect. Blood pressure
monitoring and dose adjustment of the antihypertensive drug if
necessary.

CYP3A4 inhibitors: Concomitant use of amlodipine with strong or
moderate CYP3A4 inhibitors (protease inhibitors, azole antifungals,
macrolides such as erythromycin or clarithromycin, verapamil or
ditiazem) may result in a significant increase in concentration
amledipine plasma resulting in an increased risk of hypotension.

The clinical translation of these pharmacokinetic variations may be more
pronounced in the eldedy. Therefore, clinical monitoring and dose
adjustment may be required.
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CYP3A4 inducers: When co-administered with known inducers of
CYP3A4, the plasma concentration of amlodipine may vary. Therefore,
blood pressure should be monitored and dosage adjustment should be
considered during and after concomitant use of drugs, especially with
strong inducers of CYP3A4 (e.g. rifampicin, St. John's wort [Hypericum
perforatumy).

Administration of amlodipine with grapefruit or grapefruit juice is not
recommended, as bioavailability may be increased in some patients,
which may lead to increased hypotensive effects,

Effects of amlodipine on other medicines:

The hypotensive effects of amlodipine are in addition to those of other
drugs with antihypertensive properties.

Tacrolimus; There is a risk of increased plasma concentrations of
tacrolimus  when co-administered with  amlodipine, but the
pharmacokinetic mechanism of this interaction is not fully understood. In
order to avoid tacrolimus toxicity, administration of amlodipine to a
patient treated with tacrolimus requires monitoring of tacrolimus plasma
concentrations and dose adjustment of tacrolimus if necessary.
Rapamycin mechanical target inhibiters (mTOR): mTOR inhibitors such
as sirolimus, temsirolimus and everolimus are substrates of CYP3A.
Amlodipine is a weak inhibitor of CYF3A. When used concomitantly with
amlodipine, mTOR inhibitors may increase in activity,

In clinical interaction studies, amlodipine did not affect the
pharmacokinetics of atorvastatin, digoxin or warfarin,
Associations to take intg account:

Alpha-1-blockers for urological purposes (prazosin, alfuzosin, doxazosin,
tamsulosin, terazosin): Increased hypotensive effect. Risk of severe
orthostatic hypotension,

Amifostine: Increase of the hypotensive effect by addition of undesirable
effects.

Imipramine antidepressants, neurofeptics: Antihypertensive effect and
increased risk of arthostatic hypotension (additive effect).

Beta-blockers in heart faiure (bisoprofol, carvediiol, metoprofol); Risk of
hypotension, heart failure in patients with latent or uncontrolled heart
failure (negative inotropic effect in vitro of dihydropyridines more or less
marked and likely to be added to the negative inotropic effects of beta-
blockers). The presence of beta-blocker treatment can also minimize the
sympathetic reflex reaction involved in the event of excessive
hemodynamic repercussions.

Caorticasteroids, tetracosactide: Decrease in the antihypertensive effect
(hydrosodium retention of corticosteroids).

Other antihypertensive agents: Concomitant use of amlodipine with
another antiypertensive agent (beta-blocker, angiotensin Il receptor
antagonist, diuretic, ACE inhibitor) may increase the hypotensive effect
of amlodipine. Treatment with trinitrine, nitrates or other vasodilators
should be considered with caution.

Sildenafil: A 100 mg dose of sildenafil in subjects with essential
hypertension did not alter the pharmacokinetics of amlodipine. When
amlodipine is combined with sildenafil, each molecule exeris its own
antihypertensive activity.

Ciclosporin: No interaction studies have been performed with ciclosporin
and amlodipine In healthy volunteers or other populations, except in
patients who have undergone kidney transplantation; a variable increase
in the minimum concentration of ciclosporin was then ohserved (from 0%
to 40% on average).

Ciclosporin levels should be monitored in renal transplant recipients
treated with amlodipine and a reduction in the dose of ciclosporin should
be considered if necessary.

In interaction studies, cimetidine, atorvastatin, aluminum/magnesium
salts and digoxin did not affect the pharmacokinetics of amlodipine,
Effect of co-administered medicinal products on atorvastatin:
Atorvastatin is metabolized by cytochrome P450 3A4 (CYP3A4) and is a
substrate  of hepatic transporters, organic anion  transporting
polypeptides 1B1 (OATF1Bl1) and 1B3 (CATP1B3). Alorvastatin
metabaolites are substrates of OATP1B1. Atorvastatin is also identified as
a substrate of P-glycoprotein-iike efflux transporiers (P-gp) and breast
cancer resistance protein (BCRP), which may limit intestinal absorption
and bile clearance of atorvastatin. Co-administration of drugs that inhibit
CYP3A4 or protein transporters may increase atorvastatin plasma
concentrations and lead to an increased risk of myopathy.

The risk of muscle injury increases when certain other medications are
taken with statins: Gemfibrozil, blood cholesterol-lowering agents of
other fibrates, high doses of niacin (> 1 g/day), colchicine.
Co-administration of HIV and hepatitis C virus (HCV) protease inhibitors
and cholesterol-lowering statin drugs can increase the risk of muscle
injury. The most serious form of myopathy, called rhabdomyolysis, can
damage the kidneys and lead to kidney failure, which can be fatal,
Prescribing recommendation of atorvastatin when co-administered with
HIV and HCV protease inhibitors: See section ‘6. Administration and
dosage".

CYP3A4 inhibitors: Plasma concentrations of atorvastatin  are
significantly increased when combined with strang inhibitors of CYP3A4
(see Table 1 and specific information below). The combination of strong
CYP3A4 inhibitors (such as ciclosporin, telithromycin, clarithromyein,
delavirdine, stiripental, ketoconazole, voriconazole, itraconazole,
posaconazole, certain antivirals used in the treatment of HCV (e.g.,
elbasvir/grazoprevir) and inhibitors HIV protease including ritonavir,
Ipinavir, atazanavir, indinavir, darunavir, etc.) should be avoided if
possible,

In cases where the combination of these drugs is necessary, moderate
CYP3A4 inhibitors (such as erythromycin, diltiazem, verapamil, and
fluconazole) may increase atorvastatin plasma concentrations (see
Table 1). An increased risk of myopathy has been observed with
concomitant administration of erythromycin and statins. No interaction
studies evaluating the effects of amiodarone or verapamil on atorvastatin
have been performed. Since both amiodarone and verapamil are known
to inhibit CYP3A4 activity, their combination with atorvastatin may result
inincreased exposure to atorvastatin. Therefore, alower starting dose of
atorvastatin should be prescribed and adequate clinical monitoring of the
patient should be implemented.

CYP3A4 inducers: Co-administration of atorvastatin with a cytochrome
P450 3A inducer (such as efavirenz, rifampicin or St. John's Wort) may
result in varying decreases in the plasma conceniration of atorvastatin,
Due to the dual mechanism of interaction of rifampicin (induction of
cytochrome P450 3A and inhibition of the hepatocyte transporter
DATP1B1), simultaneous administraton of atorvastatin and rifampicin is
advised, since separate administration over time of atorvastatin from that
of rifampicin was associated with a significant decrease in plasma
concentrations of atorvastatin.

However, the effect of rifampicin on hepatocyte concentrations of
alorvastatin is unknown. If the combination proves necessary, the
effectiveness of the treatment should be particularly monitored.
Transporter inhibitors: Inhibitors of protein transporters may increase
systemic exposure to atorvastatin, Both ciclosporin and letermovir are
inhibitors of transporters involved in the elimination of atorvastatin, such as
OATP1B1/1B3, P-gp and BCRP, resulting in increased systemic exposure
o atorvastatin (see Table 1). The effect of inhibition of hepatocyte
transporters on hepatocyte exposure to atorvastatn is unknown. If the
combination is necessary, the dose should be reduced and the efficacy of
the treatment should be monitored (see Table 1). The use of atorvastatin is
not recommended in paients taking letermovir co-administered with
ciclosporin.

Gemfibrozilffibric acid derivatives: Treatment with fibrates alone is
sometimes associated with muscie events, such as rhabdomyaolysis. The
risk of these events occurring may be increased with concomitant use of
afibric acid derivative and atorvastatin. If the combination is found to be
necessary, a lower dose of atorvastatin to achieve the therapeutic
objective should be used and the patient should be monitored
appropriately.

Ezetimibe: Ezetimibe alone is associated with muscle events, such as
rhabdomyolysis. The risk of these events occurring may therefore be
increased with concomitant treatment with ezetimibe and atorvastatin,
Adequate clinical monitoring of these patients is recommended.
Colestipol: The combination of atorvastatin and colestipol results In a
decrease in plasma concentrations of atorvastatin and its active
metabolites (ratio of atorvastatin concentration: 0.74). The lipic lowering
effects are, however, greater when atorvastatin and colestipol are
administered simultaneously compared to separate administration.
Fusidic acid: The risk of myopathy, including rhabdomyolysis, may be
increased by co-administration of systemic fusidic acid and a statin. The
mechanism  of this interaction (whether pharmacodynamic,
pharmacokinetics or both) is still unknown. Cases of rhabdomyolysis
(some fatal) have been reported in patients receiving this combination.

If treatment with systemic fusidic acid is required, treatment with
Stefamlor 5/10 should be discontinued for the duration of treatment with
fusidic acid.

Colchicine: Although no interaction study beltween atorvastatin and
colchicine has been performed, cases of myopathy have been reported
with the combination of atorvastatin and colchicine. Care should be
taken when prescribing atorvastatin with colchicine.

Effect of atorvastatin on combination drugs:

Digoxin: At steady state, plasma digoxin concentrations are slightly
increased upon co-administration of repeated doses of digoxin and 10 mg
alorvastatin. Patients treated with digoxin should be adequately monitored.
Oral contraceptives: Concomitant administration of atorvastatin and an
oral contraceptive resulted in increased plasma concentrations of
norethindrone and ethinylestradiol.

Warfarin: In a clinical study conducited in patients receiving chronic
warfarin therapy, concomitant administration of atorvastatin 80 mg daily
with warfarin resulted in a slight decrease of approximately 1.7 seconds
in prothrombin time over the course of the first 4 days of treatment, this
time normalizing in the first 15 days of treatment with atorvastatin.
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Although only wvery rare cases of clinically significant anticoagulant
interactions have been reported, prothrombin time should be determined
before initiating atorvastatin therapy in patients receiving coumarin-
derived anticoagulants, and then at the start of therapy at a frequency of
sufficient to ensure that no significant change In prathrombin time
occurs. As soon as the stahility of the prothromhbin time is reached, the
prothrombin time can be monitored at the frequency usually practiced in
patients treated with anticoagulants derived from coumarin, If the dose of
atorvastatin is changed or treatment interrupted, the same procedure
should be repeated. Treatment with aorvastatin has not been associated
with bleeding or changes in prothrombin time in patients not receiving
anticoagulants.

Table 1. Effect of co-administered medicinal products on the
nharmacokinetics of atorvastatin.
ALSOL

Atar

Co-admint

ed drug

and dosing schedule | pose (mg) :{f:l Clinical recommendation’
Glecaprevir 400 mg 10 mg CD 8.3 The combination with products
0D/ Pibrentasvir for 7 days containing glecaprevir or

120 mg OD, 7 days pibrentasvir is contraindicated.
Tipranavir 5C0 mg A0 mg on o4 IF the comhination of

BIDf Ritonavr 200 mg | day 1, 10 atorvastatin is necessary, do
BID, B days (days 14 [ mgan day not exceed 10 mg/day of

- 21) 20 atorvastatin. Adequate clinical

monitoring of these patients is

Ui et recommended

every 8 hours, 10 days
Ciclosporin 5.2

20 mg, SD 78

10mgoD | 87

mg/kg/day, stable dose | for 28 days

Lopinavir 400 mg BID! | 20 mg OD 59 Neo specific recommendation,
Ritonavir 100mg BID, | for 4 days Stefamlor 5/10 contains

14 days 10 mg atorvastating
Clanthromycn 500 mg | 80 mg OD 45

BID, 9 days for 8 days

Saguinavir 400 mg 40 mg OD 39

BID/ Ritonavr (300 mg | for 4 days

BID fromdays 57,
increased to 400 mg
BID on day 8), days 4
- 18, 30 mins after
taking atorvastatin

Darunavir 300 mg BIDY

10mgOD | 34

Ritonavir 100mg BID, | for 4 days

9 days

Itraconazole 200 mg 40 mg S0 33
OD, 4 days

Fosamprenavir 700 mg | 10 mg OD 25
BIDJ Ritonavr 100 mg | for 4 days

BID, 14 days

Fosamprenavir 1400 mg [ 10 mg OD 2.3
BID, 14 days for 4 days

The dose of atorvastatin
should not exceed 20 mg per

Elbasvir 50 mq OD
[Grazoprevir 200 mg

10 mag SD 195

0D, 13 days day when combined with
products containing elbasvir or
grazoprevir,

Letermovir 480 mg OD, | 20 mg SD 3.28 | The dose of atorvasiatm

10 days should not exceed 20 mg per
day when combined with
products containing letermavir,

Nelfinavir 1250 mg 10 mg 0D 1.74 | No specific recommendation.

BID, 14 days for 28 days

Grapeiruit juice, 40 mg, SD 137 Drinking large amounts of

240 mL Q0* grapelruit juice is nol

recommended while taking
atorvastatin,

Diltiazem 240 mg CD, |40 mg, SD 151 | Approprate clinical monitoring

28 days of patients is recommended
following Initiation of therapy or
dose adjustment of diltazem,

Erythromycin 10 mg, SD 133 | Alower maximum dose and

500 mg QID, 7 days clinical monitoring of these

patients is recommended,

Cimetidine 300 mg 10 mg OD 100 | No specific recommendation.
QID, 2 weeks for 2 weeks
Colestipal 10 g BID, 40 mg 0D 0.74* | No specific recommendation.
24 weeks for 8 weeks
Antacid suspension 10 mg OD 0.66 | Nospechic recommendation,
of magnesium for 15 days

alumirium hydroxides,
30 mL QID, 17 days

Efavirenz 600 mg 0D, | 10 mg for 0.59 No specific recommendation.

14 days 3 days

Rifampicin 600 mg 40 mg SD 112 If the combination proves

0D, 7 days (laken necessary, simultaneous
simultaneousy) administration of atorvastatin and
Rifampicin 600 mg 40 mg SD n20 | ffampcin is recommended, with

chinical monitaring,

OD, 5 days (laken

I )

=

won

Fe

° Represents the

2 Atorvastati

Co ed drug A0C

and dosing schedule | Dose (mg) ratio? Glinical recommendation®

Gemfibrozil 600 mg 40 mg SD 135 | Clinical monitoring of patients

BID, 7 days is recommended.

Fenofibrate 160 g 40mg SD 102 | Clinical manitoring of patients

0D, 7 days is recommended.

Bocepravir 800 mg 40mg SD 23 A lower initial dose and clinical

TID, 7 days monitoing of patients is
recommended. The dose of
atervastatin should not exceed
20 mg per day during co-

iministration with boceprevir,
Represents the ratio of ftreatments (drug co-administered plus

alorvastatin versus atorvastatin alone).

See sections 8. and 11. for clinical significance.

Contains one or more companents which inhibit CYP3A4 and may
increase the plasma concentrations of drugs metabolized by CYP3A4,
Taking a 240 mL glass of grapefruit juice also resulted in a 20.4%
decrease in the AUC of the active metabolite orthohydroxy. Large
amounts of grapefruit juice (more than 1.2 liters per day for five days)
increased the AUC of atorvastatin and that of the active substances
(atorvastatin and metabolites) by 2.5 times.

Ratio based on a single sample taken between B and 16 hours after
taking the dose.

QD = once daily; SD = single dose; BID = twice daily; TID = three times
daily; QID = four times daily.

Table 2. Effect of alorvastatin on the pharmacokinetics of co-administered drugs.

Co-administered drugs
Atorvastatin AUC
dosage Drug dosage (mag) ratic® Clinical recommendations
80 mg OO for | Digoxin 0.25mg OD, | L15 | Patients treated with digoxin
10 days 20 days should be adequately moniored,
40 mg OO for | Oral  contracepive No specific recommendation.
22 days 0D, 2 months
- norethindrone 1 mg 1.28
- ethinylestradiol 119
35 yg
80 mg OD for ®Phenazone, 600 mag | L03 | No specific recommendation.
15 days SD
10 mg, SD Tipranavir 500 mg | L.OB | No specific recommendation,
BiD/ritonavir
200 mg BID, 7 days
10 mg, OO0 far | Fosamprenavir 0.73 | No specific recommendation.
4 days 1400 mg BID,
14 days
10 mg, OD for | Fosamprenavir 0.99 | No specific recommendation.
4 days 700 mg BID/
ntonavir 100 mg
BID, 14 days

ratio of treatments (drug
alorvastatin versus atorvastatin alone).
Co-administration of repeated doses of atorvastatin and phenazone had
litte ar no detectable effect on the clearance of phenazone.

QD = once daily; SD = single dose; BID = twice daily.

Drug incompatibilities

In the absence of incompatibility studies, this medicinal product must not
be mixed with other medicinal products.

Adverse reactions

Amlodipine

Very common (1/10 < ACR)

General and administration site conditions: Edema,

Common (1/100 € ADR < 1/10)

Nervous system: Drowsiness, dizziness, headache (especially at the
start of treatment).

Eye: Visual disturbances (including diplopia).

Cardiac: Palpitations.

Vascular: Flushing.

Respiratory, thoracic and mediastinal: Dysprnea.

Gastrointestinal: Nausea, upper and lower abdominal pain, dyspepsia,
changes in intestinal transit (including diarrhea and constipation).
Musculoskeletal and connective tissue. Swelling of the joints (including
swelling of the ankles), muscle cramps, muscle spasms.

General and administration site conditions: Tired, asthenia.

Uncommon (1/1000 s ADR < 1/100)

Metabolism and nutrition: Weight gain, weight [oss.

Fsychiatric: Insomnia, mood disorders (including anxiety), depression.
Nervous system: Tremors, hypoesthesias, paresthesias, syncope,
dysgeusia.

Ear and labyrinth: Tinnitus.

Cardiac: Archythmia (including bradycardia, ventricular tachycardia and
atrial fibrillation).

co-administered  plus

\2
3

\3
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Vascular: Hypotension,

Respiratory, thoracic and mediastinal: Rhinitis, cough.

Gastrointestinal: Vomiting, dry mouth, dysgeusia.

Skin and subcutaneous tissue: Alopecia, purpura, skin discoloration,
itching, eruption, hyperhidrosis, exanthema, urticaria.

Musculoskeletal and connective tissue: Arthralgia, myalgia, back pain.
Kidney and vrinary tract; Urination disorder, nocturia, pollakiuria,
Reproductive system and breast: Incapacity, gynecomastia.

General and administration site conditions: Chest pain, pain, faintness.
Rare (1/10,000 = ADR < 1/1000)

Psychiatric: Confusion.

Cardiac: Angina pectoris,

Very rare (ADR < 1/10,000)

Blood and lymphatic system: Leukopenia, thrombocytopenia.

Immune system: Hypersensitivity.

Metabolism and nutrition: Hyperglycemia®.

Nervous system: Hypertonia, peripheral neuropathy.

Cardiac: Myocardial infarction.

Vascuiar: Vasculitis.

Gastrointestinal: Gingival hyperplasia, gastritis, pancreatitis.
Hepaiobifiary: Hepatitis, jaundice,

Skin and subcutaneous tissue: Bullous dermatasis including erythema
multiforme, angioedema, erythema multiforme, angioneurotc edema,
exfoliative dermatitis, photosensitivity, Stevens-Jahnson syndrome.
Investigations: Increased liver enzymes: alanine aminotransferase,
aspartate aminotransferase (mainly related to cholestasis).

Not known (cannot be estimated from the available data)

Nervous system. Extrapyramidal syndrome,

Skin and subcutaneous tissue: Toxic epidermal necrolysis.

Atorvastatin
‘Common (1/100 < ADR < 1/10)

Infections and infestations: Nasopharyngitis.

Immune system: Hypersensitivity.

Metabolism and nutrition: Hyperglycemia*.

Nervous system: Headache (especially at the start of treatment).
Respiratory, thoracic and medfastinal: Pharyngolaryngeal pain, epistaxis.
Gastrointestinal: Mausea, dyspepsia, diarrhea, constipation, flatulence.
Musculoskeletal and connective tissue: Swelling of the joints (including
swelling of the ankles), muscle cramps, muscle spasms, arthralgia,
myalgia, back pain, pain in extremity.

Investigations: Increased liver enzymes: alanine aminotransferase,
aspartate aminotransferase (mainly related to cholestasis), blood CK
increased.

Uncommon (1/1000 < ADR < 1/100)

Metabolism and nutrition: Hypoglycemia, weight gain, anorexia,
Psychiatric: insomnia, nightmares.

Nervous system: Dizziness, hypoesthesias, paresthesias, amnesia,
dysgeusia.

Eye. Blurred vision.

Ear and labyrinth: Tinnitus.

Gastrointestinal: Upper and lower abdominal pain, vemiting, pancreatitis,
eructation.

Hepatobifiary: Hepatitis,

Skin and subcutaneous tissue: Alopecia, itching, eruption, urticaria.
Musculoskeletal and connective tissue: Neck pain, muscle fatigue.
Reproductive system and breast: Incapacity.

General and administration site conditions: Edema, peripheral edema,
tired, asthenia, chest pair, faintness, fever.

Investigations: Leukocyturia.

Rare (1/10,000 = ADR < 1/1000)

Blood and lymphatic system: Thrombocytopenia.

Nervous system: Peripheral neuropathy.

Eye: Visual disturbances (including diplopia).

Hepatobiliary: Cholestasis.

Skin and subcutaneous fissue: Bullous dermatosis including erythema
multiforme, angioneurotic edema, Stevens Johnson syndrome, toxic
epidermal necrolysis.

Musculoskeletal and connective tissue: Myositis, rhabdomyolysis, myopathy,
muscle breakdown, tendinopathies, in rare cases tendon rupture.

Very rare (ADR < 1/10,000)

immune system: Anaphylaxis.

Ear and labyrinth: Hearing loss,

Hepatobiliary: Hepatic insufficiency.

Musculoskeletal and connective fissue: Lupoid syndrome.

Reproductive system and breast: Gynecomastia.

Not known f{cannot be estimated from the available data)

Psychiatric: Depression.

Respiratory, thoracic and mediastinal. Interstitial lung disease, especially
during long-term treatment.

Musculoskeletal and connective tissue: Autcimmune mediated
necrotizing myopathy.

The following adver: nts haw n reported with some statins:
Cognitive impairment (e.g. memory loss, confusion....).

Increases in HbAlc.

* Diabetes: The frequency depends on the presence or absence of risk
factors (fasting blood sugar = 5.6 mmaolflL, BM| > 30 kg/m?, increased
triglyceride level, history of arterial hypertension).

13.

14.

15.

COverdosage and management

No information is available regarding overdose of Stefamlor 5/10 in
humans.

Amlodipine

For amlodipine, experience with intentional overdose in humans is
limited. Massive overdose could cause severe peripheral vasodilation
and possibly reflex tachycardia. Marked and possibly prolonged systemic
hypotension up to shock with fatal outcome has been reported. Any
hypotension resulting from acute intaxication requires monitoring in an
intensive cardiological care unit. A vasoconstrictor can be used to
restore vascular tone and blood pressure. Since amlodipine is highly
protein bound, dialysis is unlikely to provide any benefit.

Atorvastatin

There is no specific treatment for atorvastatin overdose. In the event of
an overdose, the patient should be treated symptomatically and
supportive measures should be implemented as needed. Liver function
and serum CK concentrations should be monitored. Due to the strong
binding of the drug to plasma proteins, hemodialysis is not expected to
significantly increase the clearance of atorvastatin.

Pharmacodynamic properties

Pharmacotherapeutic  group: HMG-CoA  reductase inhibitor, other
combinations.

ATC code: C10BX03.

Stefamlor 5/10 combines two mechanisms of action: the action of the
dhydropyridine calcium antagonist of amlodipine (calcium channel
blocker or slow calcium channel hlocker) and the inhihition of HMG-CoA
reductase by atorvastatin. Amlodipine inhibits the transmembrane flow of
calcium ions in smooth muscle cells and myocardial cells. Atorvastatin is
a selective and competitive inhibitor of HMG-CoA reductase, the enzyme
responsible for the transformation of 3-hydroxy-3-methylglutaryl-
coenzyme A to mevalonate, a precursor of sterols, including cholesterol.
No change in the antihypertensive effect of amlodipine on systolic blood
pressure was observed with administration of amlodipine 5 mg
fatorvastatin 10 mg, compared to administration of amlodipine alone.
Lkewise, no change in the effect of atorvastatin on LDL-C was observed
during administration of amlodipine 5 mgfatorvastatin 10 ma, compared
to administration of atorvastatin alone.

Pharmacokinetic properties

Combination of amlodipine 5 mg/atorvastatin 10 mg

After oral administration, two distinct plasma peaks are observed. The
first occurs 1 to 2 hours after administration and is attributable to
alorvastatin, the second occurs between 6 and 12 hours after
administration and is attributable to amlodipine. The rate of absorption
and bioavailability of amiodipine and atorvastatin from combination tablet
is not significantly different from that of amlodipine and atorvastatin when
co-administered with amlodipine and atorvastatin tablets.

The bioavailability of amlodipine from combination tabliet was not
affected by feod. Food decreases the rate of absorption (Cy.) and the
observed amount (AUC) of atorvastatin present in combination tablet by
approximately 32% and 11% respectively; similar reductions in plasma
concentrations of atorvastatin in the presence of food were observed
without a decrease In the effect on LDL-cholesteral.

Amlodipine

Absorption

After oral administration of therapeutic doses of amlodipine alone, peak
plasma levels are observed 6 to 12 hours after administration. The
absolute bioavailability varies between 64 and BU%. The volume of
distribution is approximately 21 L/kg. The bioavailability of amlodipine is
not affected in the presence of food.

Distribution

In vitro studies of amlodipine have shown that approximately 97.5% of
the circulating drug is bound to plasma proteins in hypertensive patients.
Biotransformation

Amlodipine is metabolized to inactive metabolites largely by the liver
(approximately 90%).

Elimination

Amlodipine elimination from plasma is biphasic, with a terminal
elimination half-life of approximately 30 to 50 hours. Steady state plasma
concentrations are reached within 7 — 8 days after repeated
administration. 10% of the unchanged amlodipine molecule and 60% of
the amlodipine metabolites are excreted in the urine.

Atorvastatin

Absorption

Atorvastatin is rapidly absorbed with peak plasma concentrations being
reached within 1 to 2 hours. The extent of atorvastatin absorption is dose
dependent. The absolute bicavailability of atorvastatin (parent
compound) is approximately 12% and the systemic availability of HMG-
CoA reductase inhibition is approximately 30%. The low systemic
availability s attributed to pre-systemic clearance from the
gastrointestinal mucosa and/or to hepatic first-pass metabolism.
Although the power supply decreases the speed (Cp.,) and the amount
of drug absored (AUC) of approximately 25% and 9%, respectively, the
reduction in LDL-C is equivalent whether atorvastatin is administered
with or without food. Plasma concentrations of atorvastatin are lower
(approximately 30% for C,, and AUC) after administration of the drug in
the evening compared to administration of the drug in the morning.
However, the reduction in LDL-C is the same regardless of when the
drug is administered during the day.
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Distribution

The mean volume of distribution of atorvastatin is approximately
381 liters. The binding of atorvastatin to plasma protein is = 95%.
Biotransformation

Atorvastatin is extensively metabolized to ortho- and parahydroxylated
derivatives and various beta-oxidation products. in vifro inhibition of
HMG-CoA reductase by ortho- and parahydroxylated metabolites is
similar to that of atorvastatin. About 70% of the circulating inhibitary
activity of HMG-CoA reductase is attributed to the active metabolites.
Efimination

Atarvastatin and its metabolites are mainly excreted in the bile after
hepatic and/or extrahepatic metabolism. However, it does not appear
that the drug undergoes a significant enterohepatic cycle. The mean
plasma elimination half-life of atorvastatin is approximately 14 hours in
humans, but the inhibition half-life of HMG-CoA reductase (s 20 to
30 hours due to the contribution active metabolites. Less than 2% of a
dose of atorvastatin is found in the urine after oral administration.
Atorvastatin is a substrate for hepatic transporters, organic anion
wansporting polypeptides 1B1 (OATP1B1) and 1B3 (OATP1B3).
Atorvastatin metabolites are substrates of OATP1B1. Atorvastatin has
also been identified as a substrate of P-glycoprotein (P-gp) and breast
cancer resistance protein (BCRP) efflux transporters, which may limit
intestinal absorption and biliary clearance of atorvastatin.

Amiodipine and atorvastatin in special populations

Elderly subject

The time to peak plasma concentration of amlodipine is similar in older
and younger subjects. In the elderly, the clearance of amlodipine tends
to decrease, resulting in increases in AUC. In patients with congestive
heart failure, increases in AUC and elimination half-life are as expected
for the age group of patients studied.

Plasma concentrations of atorvastatin are higher (approximately 40% for
Crax @and 30% for AUC) in healthy elderly subjects (= 65 years) than in
young adults. Clinical data indicate a greater level of decrease in LDL
cholesterol in the elderly population compared to younger adults,
regardless of the dose of atorvastatin.

Sex

Atorvastatin concentrations are different in women (C.... approximately
20% higher and AUC approximately 10% lower) and in men. These
differences have no clinical significance, in particular as regards the
effects on lipid parameters,
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Renal failure
The pharmacokinetics of amlodipine are not significantly affected by
renal impairment. Amlodipine is not dialyzable. Patients with renal
impairment may therefore receive the usual starting dose of amlodipine.
During studies with atorvastatin, the presence of renal impairment did
not influence the plasma concentrations of atorvastatin or the reduction
of LDL-C. In patients with impaired renal function, no dose adjustment of
atorvastatin is necessary.

Hepatic insufficiency

Fatients with hepatic impairment have reduced clearance of amlodipine,
resulting in an increase in AUC of approximately 40 — 60%. In patients
with moderate to severe hepatic impairment, the therapeutic response to
atorvastatin is not altered. but exposure to the drug is greatly increased.
In patients with chronic alcohal-related hepatic impairment (Childs-Pugh B),
atorvastatin - plasma  concentrations are  markedly increased
(approximately 16-fold for C,.. and 11-fold for AUC).
SLCOI1B1 polymorphism

Hepatic reuptake of al HMG-CoA reductase inhibitors, includ
atorvastatin, involves the OATPI1B1 transporter. In patients “wi
SLCO1B1 polymorphism, there is a risk of overexposure to atorvasiat
which may lead to an increased risk of rhabdomyalysis. A polymorph
in the OATP1B1 gene (SLCO1B c.521CC) is associated with ‘a
exposure to atorvastatin 2.4 times (AUC) greater than that observail’|
individuals without this genotypic variant (c.521TT). Genetic alterati
hepatic atorvastatin reuptake is also possible in these patents:”
possible consequences on efficacy are unknown. :
Fackaging

Elister of 10 tablets. Box of 3 blisters.

Storage condition, shelf-life, specification

Storage condition

Store in a well-closed container, in a dry place. Do not store above 30°C.
Shelf-life

24 months from the date of manufacturing.
Specification

In-house.

Name, address of manufacturer

P1100723
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STELLA

Stellapharm J.V. Co., Ltd. - Branch 1
40 Tu Do Avenue, Vietnam - Singapore Industrial Park,
An PhuWard, Thuan An, Binh Duong, Vietnam
Tel: (+84 274) 3767 470 Fax: (+B84 274) 3767 469




