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Rx

EZUPOL 25
Vién nén bao _pJ'lim Empagliflozin 25 mg
Thude nay ehf dimg theo dom thude DE xa tim tay ré em. Poe kP hedng didn sir dung trrde
ki dime.,

1. Tén thude: Ezupol 25

2. Thanh phiin: M3i vién nén bao plim ¢o chira:

- Thénh phdn hogt chdt: Empagliflozin 25 mg

- Thénh phdn té dwee; Cellulose vi tinh thé (Avicel PH-101), lactose monohydrat, Povidon
(K-30), Croscarmellose natri, magnesi stearat, silica khan dpng keo, hypromellose {15 cps),
polyethylen glyeol (PEG-6000), tale tinh khiét, titan dioxid, td dupe miu Orange loke, sip
carnauba.

3, Dyng bio ché: Vién nén beo phim
- Md te san phdm: Vién nén bao phim trdn, mau cam nhyt, hai mit 16, mdt mat cd vach chia
(khiing dwge bé d6i d& chia lidu) vi mdt mit trom nhin,

4. Chi dinh

Thude Ezupol 25 duge chi dinh 48 dido tri bénh déi thao duimg 19p 2 khang dinpe kidm sodt
diiv dit & nguedn 1om nho mot lidu phiip didu trj bo sung v ché 4 &n udng vA luvén tip, dudi
ding:

= Dom i ligu khi khdng thich hgp ding metformin de khimg dung ngp

- Piéu tri phoi hop véi cde thube diéu trf bénh dai thio duidmyg khac

¢ biét thém thong tin v& sy phoi hgp thube, dnh hudmg én sy kidm sodt duimg huvét, cde
hién ¢b tim moch va d&i tgmg ding thude duge nghién el xem mue 7, mye 10.

5. Liéu ding, cich dimg

[. K |-\.I

Lidu khiri din khuyda cho lh 10 mg empagliflozin (1 vién Ezupol 10) mdt n m8i ngly trong
don tr ligu vi trong diéu tri b sung viri cde thude dicu trj bénh ddi thio dwong khie. O
nhimg bénh nhin dung nap v&i lidu empagliflozin 10 mg, mjt lin mdi ngdy cb eGFR = 60
ml’ phit' 1,73 m?® v cdn kidm soft dudng huydt chit ché hon, c6 thé ting lidu 1én 25 me (1
vidn Ezupol 25), mdt lin mdi ngay. Ligu i da mdi nghy 1i 25 me empagliflozin (xem bén
dirdn va mue Th

KChi str dung empagliflozin két hop vési mét sulphonylurea hofic voi insulin, nén xem xét ding
licu sulphonylures hode insulin thip hon @8 gidm nguy oo ha dutmg huyét (xem mype 10 vi
L1

Cie ddi tromg bink nhdn dde bit

Bénh nhdn suy then
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Do cor ché the dyng, hicu qué trén duimg huydt cia empagliflozin phy thude vio chite ning
thin. Khing cfin didu chinh lidy ddi vo7 bénh nhin ¢ ¢GFR = 60 ml/ phit' 1,73 m* hoje
Crll = 60 ml’ phut.

Khing nén ding empagliflozin cho nhimg bénh nhin c6 eGFR < 60 ml/ phit' 1,73 m* hojc
CriCl < 60 ml/ phit. O nhimg bénh nhin dung nap véi empagliflozin ¢b ¢GFR gidm lign tye
dueri 60 mbd phit 11,73 m® hode CrCl < 60 mlf phit, nén didu chinh liéu empaglifiozin i
hode duy tri & mire lidu 10 mg, mdt lin mdi ngay. Nén ngimg ding empagliflozin khi gid tq
eGFR lign tye dudi 45 ml/ phat' 1,73 m? hode CrCl lién tue dudi 45 ml/ phit (xem mue 7, 11
vin 14).

Khiing nén sit dyng empagliflozin cho bénh nhin bi binh thin gial doan cudi (ESRD) hojic
bénh nhin dang tham téch vi duge cho 1a khing ed higu qué & nhimg bénh nhiin ndy (xem
e 7 va 14

Hénh iahdn suy gan

Khéng cin didu chinh liéu cho bénh nhin suy gan. Ning dé ompaglifiozin tdng 1én & bénh
rihin bj suy gan ndng. Kinh nghiém diéu trj & bénh nhin suy gan ning cdn han chié vii do dé
khing khuyén co sir dung cho dbi treng nédy (xem muyce 14).

Ngweri gicl

Khéng cin diéu chinh lidu dym trén ¢ tudi, O nhimg bénh nhin tir 75 wdi wé 18n, cin xem
xét dén nguy oo suy gidm thé tich ting lén (xem mye 7 v 11). O nhimg bénh nhin tir 835 twdi
trdr 1én, khing khuyén cdo difu tri voi empagliflozin do kinh nghitm didu trf con han ché
(e mge 7).

Béaly nhi

Syr am toan v hidu qua cha empagliflozin khi ding cho tré em vl thanh thifu niga vin chia
dupe thidt . Chira od sin dit ligu.

Dyomg ding

Co thié ubng thude cing hode khéng cling vai thire fin, nudt ca vién thude vii e, Néu bénk
nhiin quén ubng mot lidu thude thi nén udng ngay sau khi nhd ra; tuy nhién, khing duge ding
piip doi lidu trong cing mit ngdy.

Khimg 6 yéu edu gi die bigt vé vige xir 1y thube sau khi sir dung,

6. Chibmg chi djnh
Min cam v hogt ehat hay vivi bit ky té duge nao ed trong thude (xem mue 2).

7. Cinh bio va thin trong khi dimg thude

Nhiém toan ceton do dii thio duimp

Mt 58 triimyg hop higm gdp bénh nhan b nhidgm toan ceton do dii thio didmy (DKA), buo
phm i cle trudng hop de doo tinh mang v tir vong 43 duge bdo cho & nhing bénh nhin
duye digu trf voi thube de ché SGLT2, buo gdm empaglifiozin. Trong mdt sb trudmg hep,
tinh trgng bénh bicu hign khéng dién hinh chi véi gid trf dudmg huyét ting vire phai, dudi 14
mmol/ | (250 mg/ dl). Chura bict 18 lidu DKA ¢6 dE xiy ra hon khi ding lidu empaglifiozin
cao hon hay Khdng

Nouy co nhidm toan ceton do ddi thio dutmg phai duge xem xét trong trdmg hop ¢ céc
triga chimg khing dién hinh nhu bubn ndn, non, chin an, day bung, khit mede, khd the, 14
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lin, mét mal hodie hudn ngd bit thuimg. Toi bt cir mie duémg huvét ndo, bénh nhin cln
duge dinh gia tinh teang nhiém toan ceton ngay Kip tire néu cie tridu chimg nay xuit hidn.

(0 nhimg bénh nhin nghi ngd hofie duge chin dodn bj DKA, phii ngimg didu twrj v
empogliflozin ngay [§p tie.

Vide didu tri nén tum ngimy ¢ nhimg bénh nhin phii nhiip vién dé thue hign cie philu thut
lom hode bénh Iy cip tinh nghiém trong, Khuyén cdo theo ddi ceton & nhimg bénh nhin niy.
Po nong df ceton trong mdu duge o tién hon trong nude tiéu. Didu trj bing empagliflozin
ed thé duye biit ddu lgi khi nbng d§ ceton tnd vé mire binh thuimg vi tinh trang cta bénh nhin
dii i dinh.

Trude khi bat diu ding empaglifiozin, clin xem xét dén cic véu trong tién sir cia bénh
nhin ¢ thé din dén nhiém toan ceton.

Mhitmg bnh nhin cd thé cb nguy co bj DKA cao hon bao gdm binh nhin of di trir chire
ning t& bao beta thiip (vi dy nhw bénh nhin ddi thao dutmg t¥p 2 ¢é C-peptid thip hofic bénh
dai thio dwomg ty midn tiém dn & nguii 1om (LADA) hofic bénh nhin cb tién sir viém tyy),
bénh nhiin e6 cie tinh trang din dén hgn ché &n ubng holic mit nude nghiém trong, bénh nhin
duge gidm lidu insulin va bénh nhin 1eng nhu el insulin do bénh 1¢ clp tnh, phiu thuj
hogie lgm dyng rugu. Cae chit bc ché SGLT2 nén duge sir dyng thin trong cho nhimg bénh
nhin nay.

Khing khuyén cdo bt ddu didu tri lal véi thube do ché SGLT2 & nhing bénh nhin di bi
DKA trude dd (rong khi didu trj voi thube do ché SGLT-2, trir khi xdc dinh 16 ring do
nguyén nhiin khde va 48 g qu}"ét duge nguyén nhin nay.

Khing nén sir dyng empagliflozin ¢é diéu trj cho bénh nhan dii thio dutmg typ 1. DIr lidu tir
m chiteng trinh thir nghifm lim sing & bénh nhin b ddi thdo dwimg t¥p | cho thily 1 18
sut hign DKA ting 1én voi tin suit 1o thuimg glp & bénh nhin duwoc didu tri bing
empagliflozin 10 mg vii 25 mg dudi dgng didu trj két hop voi insulin khi so v gl duoe.
Bénh nhiin suy thin

Khing nén ding empagliflozin & nhirg bénh nhin e6 eGFR < 60 ml/ phit’' 1,73 m* hojc
CrCl < 60 mlf phist, O nhimg bgnh nhin dung nap véi empaalifozin b eGFR gidm lén tye
dudi 60 ml/ phit /1,73 m® hofe CrCl < 60 ml/ phit, nén digu chinh lidu empagliflozin 16
hoge duy tri & mire 1iéw 10 mg, mdt lin mdi ngay. Nén ngimg ding empaglifiozin khi gid trj
cGFR lién e dudi 45 mi/ phit' 1,73 m? hodie CrCl lién tue dundi 45 ml/ phit, Khéng nén sir
dyng empagliflozin cho bénh nhin bj bénh thin giai dogn eudi (ESRD) hodic bénh nhéin dang
thiim tach vi duge cho la kKhdng cb hidu qua & nhitmg bénh nhiin ndy (xem myc 3 vi 14),

Theo doi chiire nling thidin

Do co ché e dyng, hifu gud trén dudmg huyet cia empagliflozin phy thude vio chire ning
thin. Do dé, khuvin cho danh gid chire nang thin nhy sau:

- Trude khi biit ddu sir dung empaglifiozin vi dinh k¥ kidin tra trong qué tinh didu td, e 1B
ti thidu kidm tra hiing ndm (xem phdin 5, 13 va 14),

- Trwnve khi bt déu sit dung déng théi vai bilt ki thube ndo mi o thé ¢6 dnh huimg xdu dén
chirc ning thin.

Tim tharomg gan

Che trudmyg herp Win thuomyg gon 33 duge bio cdo val empagliflozin trong che thir nghifm lim
sang. Mbi quan hé nhin qua gita empaglifiozin vi thn thwong gan ehira duge thidt p.,

Thng hematocrit
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i ghi nhiin ting hematoerit khi diéu trj véi empaglifiozin (xem myc 11).
Nguy co giam the tich
Dura trén phuong thire hogt dong cla cde thuée Ge ché SGLT-2, sir bii nigu tham thiu di kém
virl didu tf bai nidu glucose od thé din dén hy huyét dp vim phid (xem mpe 13), Do 86, cin
thiin trong & nhimg bénh nhin ma ha huvét ap iy boi empagliflozin b thé tao ra mit véu td
nguy e, vi du nhur bénh nhin 44 biét bj bénh tim mach, bénh nhin dong didu 1 ting huyét
dp vl tidn sir by huyét dp hode bénh nhén tir 75 tusi tedr lén.
Trong truimg hgp ¢6 cic tinh trang o 1hé din dén mét dich (vi dy nhe bénh vé duimg tigu
hia), efin theo ddi cin thin trpng thili thé tich dich (vi dy: kiém tra thé lyre, do huyé ap, thyre
hién cac xot nghiém boo g-il’un hematocrit) vi tinh trang oin cac chiit dién giai cha bénh nhiin
diing empagliflozin. Nén xem xét tgm thivi nging didu trj véi empagliflozin cho dén khi tinh
wgng mit djch duge khic ple.
Mg gia
Anh hudmg ¢iu empagliflozin 18n sy bii tide glucose gua nunde tiéu cd Iién quan dén s biid
nidu thim thifn, cb thé anh hudmg dén tinh trang A mede trong co thé. Bénh nhin tir 75 tubi
wir Lén o6 the e nguy co bj suy gidm the tich ting 1én. S& luomg bénh nhin lrcu:g nthim d&i
tugme ndy duge dicu trj voi empaglifiozin gip phai tie dung khong mnng mudcn lién qLuu:l. dén
suy gitm the tich can hom so v gaa duge (xem mpe 11). Do do, ciin diic bl.r;l. chu vy dén thé
tich mudre du vio cor thé & nhimg bénh nhin nhy trong trrdmg hop ding déng thid vii cie
thubic eo the din dén suy gidm thé tich (vl dy thude lgi tidu, thude e ché men chuyénj Kinh
nghidm didy trj & bénh nhin tir 85 tudi trdr 18n cdn han ché. Khéng khuyvén cdo bit diu didu
trj viri empaglifiozin & nhom tudi niy (xem myc 5).
Nhiém khudn dubng tiét nidu
Trong mdt nhim cdc thir nghidm mi d5 o déi chimg véi git dinge kéo dai vir 18 dén 24
tuiin, thn sudt chung xudt hién nhidm khudn ditmg 18t nito dwge béo céo dudi dang the dyng
khimg mong mudn 13 tuong ty gitts nhimg bénh nhin duge didu tr] vii empagliflozin 25 mg
v il duge: va cao hon & nhitng bénh nhin dm:m. didu trj véi empagliflozin 10 mg (xem myc
11). Cae 1ru15TrL1:r hgp nhidm khudn dudng tiét ni¢u phm.. tap duge ghi nhin trong dit [18u hiu
mii bao gﬂm vidm dii b thin va nhidm khudn hu:..l.l giy bai nhifm khudn dutmg tiét nigu da
dirre b o & nhitmg bénh nidn duoc diéo tr bing empagliflogin, Phili duge xem xét ngimg
sir dung empagliflozin tom thm o nh nng bénh |:||1nn bj nhidm khufn dudmg 1ié1 nidu phirc tap.
Vitm cin moc i 1
Cée trudmg hop bj viém cdn mac hnai tir & ddy chdu (con goi 1é hog the Fournier), d& duge
béo cio sau khi huu hinh thube & bénh nhin nit va nam ding thude ire ché SGLT2. Biy la
mt trsimyg hop hiém ghp nhimg nghiém trong va ¢o kha ning de don tinh mang, clin can
thigp philu thudt khiln edp vii didu tr§ véi thube khing sinh,
Bénh nhin phai duge khayén cdo dén co 5o y 18 ndu gap phii sie két hop ein ehe trigu chimg
nhu dow, cing. ban &6 hoje sume 0 b phin sinh dyc hode t?mg sith mon, kém theo s&t hode
met moL. Ciin canh wide ring nhiém khuin tiet nigu-sinh dyc hofic ap xe & tﬁng sinh mén cb
thé 1 dau higu bédo trunde cua viem cin hogl tir. Néu nghi ngd binh nhén bj hopi thu Fournder,
phii ngimg ding empaglifiozin va tién hinh didu tn kip thén (bao gﬁ-m ligu phip khing sinh
vt philu thuft ciit bo md hoai tir).
Cat b chi dud
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Sy ma tAng cdc truomg hop phai ciit bo chi dudi {chi yéu 18 ngon chin) dd dupe ghi nhin
trong ciie nghién et lim sing dai han voi mit thude (e ché SGLT2 khac, Chua biét rd ligu
diéu niy ¢d tgo thinh mdt nhém anh hudng hay khéng, Gidng nhu ddi véi it ca binh nhin
did thito dutmy, didu quan trong la phai fir vin cho bénh nhiin cach cham sée phéng ngira
hiing ngay cho bin chiin.

Suy tim

Kinh nghiém dung empagliflozin cho bénh nhin suy tim nhém I-11 theo phitn logi NYHA con
han ¢hé va khdng co kinh nghidm ding empagliflozin trong cic nghidn ciru lim sang & bénh
nhin suy tim NYTA OI-1V. Trong nghién ciu EMPA-REG, 10,1% b{nh nhin duge bio cho
b suy thm han diu, Vige giam ti 1§ tir vong da tim mach & nhitng bénh nhin ndy phit hop vii
ede doi tugmg duge nghién oiu chung.

Ciie xét nehiém vii mnve tidu

Do cor ché tie dyng. binh nhén ding empaglifiozin &2 cho két qua duong tinh v glucose
trong mroe tiéu,

Anh éme dén x81 nghiém do 1, S-anhydroglueitel (1,5-AG)

Khing khuyén cdo theo doi sy kidm sodt dutmg huyét bing xét nghiém do 1,5-AG vi cic
phép do |,5-AG khing dang tin cfy trong vide ddnh gid kiém sodt dudmg huydt & bénh nhin
dimg thude tre ché SGLT2. Khuyén cio nén sir dung céc phuong phip thay thé dé theo ddi sy
kiem sodt dudmg huwvét,

Lactose

Thute Exupol 25 ¢ chim lactose monohydrat. Khing dimg thube niy cho bénh nhiin ¢b cic
vin &2 di truyén hiém gdp vé khong dung ngp galactose, thidu lactase todn phin hoge kém
hip thu glucose-galactose,

K. Sirdyng thuite eho phy nfr ¢d thai vi ¢ho con b

Phi nir dang mang tha

Khing of dir liéu vé vige sir dung empagliflozin & phy nit dang mang thai. Cée nghién efru
trén ding vit cho thiy empaglifiozin qua dupe nhau thai trong théd kY mang thai mudn vl
lugng rit nho nhung khéng cho thiy dnh hwimg ¢b hai truc tiép hodc gidn ép 1én sy phit
trién ban diu cin phéi thai. Tuy nhién, cie nghién el trén ddng viit dd chi ra nhimg dnh
hirdig o6 hai dén sy phat tién sau khi sinh, Nhe mdt bign phap phong ngira, 16t hon 14 nén
pdnh s dyng empagliflozin trong thin kit mang thai.

Pl nir dang cho con b

Khing o div ligu v sy bai 1id&t cin empagliflozin vio sin mg. Dix 1idu vé die tinh hign cb &
déng vit cho thiy o6 sy b tiét cin empagliflozin viio trong sira, Khang thé logi trir nguy co
dii viri tré sor sinhy/ tré nhd. Khing nén sir dung empagliflozin trong third kv cho con bil.

Khi niing sinh sin

Chura thyre hién nghifn el ndo v drnh hwrémg efia empagliflozin 12n khd ning sinh san &
ngwin. Che nghién ciru trén ddng vit khéng chi ra dnh hudmg e6 hai trire tiép hoBe gidn tiép
|én kha nding sinh sdn.

9, Auh hwréme lén khi nding 18 xe, viin hinh may mée
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Empagliflozin it co anh hwong 1én kha ning l& xe va viin hinh may mae, Nén khuyén bénh
nhiln thin trong dé tinh bj ha dwomg huyét khi 161 xe vi vin hinh may maoe, dic biét khi sir
dung empagliflozin kit hop v mdt thude sulphonylurea v/ hofic insulin,

10, Twomg the, tromg ky cia thube

* Tuony tac

Tugomg the duoe lpe hog

Thude lird riéu

Empagliflozin e thé lim thng thém e dung loi tiéu coa thiszid vi thude lgi téu quai vi ed
W L ting nguy oo miit nurdre v ha huydt dp (xem mye 7).

Insulin vé ede chdr kich thich iét insulin

Insulin vi che chiit kich thich tiét insulin nhu cie sulphonylures, o the lim ting nguy co ha
dutmg huyét. Do d6, o6 thé clin dimg lidu thip hon cia insulin hofic chit kich thich tidt
insulin d& gidm nguy co ha dudmg huyét khi dang két hpp vod empagliflozin (xem muye 5 vi
11y

Tircng tae d ddne hoe

Anh iy e cde thede bhde lin empaglifiozin

136 liga {n vitra gen ¥ dding con dwdmg chuyén hda chinh cla empaglifiozin & ngwdi 14 thng
qua quid trinh glecuronid hda bid ede enzym undine 5'-diphosphogiucuronosyltransterase
LGTIAS, UGTIASR, UGTIA9 vh UGT2B7. Empagliflozin 1a chit nén cia efc chit vin
chyén ldp thu OATI, QATPIBI vi OATPIB3 & ngudi, nhumg khdng cia QAT va OCT2,
Empagliflozin 1 chit nén ciia P-glycoprotein (P-gp) va protein khing cdc thude ching ung
thar va (BCRP).

Sir dung dong thén empagliflozin vin probenecid, mit chilt fre ché enzym UGT vA OATS, lam
Hing 26% ndng 48 dinh cia empaglifiozin trong huyét trong (Cus) Vi ting 53% dién tich
durdii dudmg cong ndng do-thid gian (AUC). Nhimg thay d6i nay khong dugre coi 18 ¢d ¢ nghin
ve miit 1im simg

Anh hueémg cta sy cam tmg UGT (vi du nhi cam {mg boi rifampicin hofic phenytoin) 1én
empagliflozin chim dirge nghién ciu, Khing khuyén céo dimg dbng thoi vai thude giy cam
tmg ede enzym UGT do cd nguy co lam giam hidu qua. Néu phii ding dang theri mit thude
cim (g cde enzym UGT nby, thi nén theo dii su kidm sodt dutmg huvét d& danh gid dip
tnig vin ampagliflozin

Mt nghién ciru tuomg e vai gemfibrozil, mdt chit 1o ché in witro d0i vii edc chiit viin
chuyén OAT3I vi OATPIB1/183, cho thiy ring Cuus cin empagliflozin ting 15% v AUC
lang 599 sau khi ding déng thei. Nhimg thay déi ndy khéng dirge coi 1 eb § nphia vé mjt
[am sing.

Sur (e ché cde chit vin chuyén OATPIBI/IB3 boi ding déng thii véi rifampicin lim ting
T5% s Vit Hing 33% AUC etin empagliflozin. Nhimg thay d5i ndy khéng duge coi 1h ¢d ¢
nahis vé mit im séing.

Néng 48 et empagliflozin & twong vy khi ding cdng vi khdng cing véi verapamil, miit chit
tre ché P-gp, cho thiy ring sy e ché P-gp khang giy ra blt k¥ anh hudmg c6 ¥ nghia trén lim
sang nho doi voi empagliflozin.
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Cée nghién ciru vé nromg tae cho thiy ring duge ding hoe cila empagliflozin khing b anh
haomg khi ding ddng thixi véi metformin, glimepirid, pioglitazon, sitagliptin, linagliptin,
warfarin, verapamil, ramipril, simvastatin, torasemid vi hydrochlorothiazid,

Ank neimg ciia empagliflozin lén cie thude khie

Dyn irfn cée ngheén clu fn vitro, empagliflozin khong e L‘]’lé, bt hoat hofic cim (mg céc
enzym CYP450, Empagliflozin khéng ¢ ché UGTIAL, UGTIAY, UGTIAS, UGT1A9 hoje
UGTZBT. Do db, twong the thude-thude lién quan dén cac enzym CYP430 va UGT chinh v
empagliflozin vA ede chit nén cia cde enzym ndy khi sir dung déng thid duge xem li it co
khil mdng xay ra.

Empagliflozin khong (¢ ché P-gp & cic lidu didu trd, Dym trén cic nghién ¢l fa vitre,
cinpagliflozin dirge coi s khing of kha ning gy ra che tuong the win cée hoat chit 1 chiir
nén oiia P-gp. Sir dung ddng thoi véi digoxin, mét chit nén P-gp, vii empagliflozin lim tang
6% AUC vis tang 14% Cos ot digoxin. Nhimg thay dbi nhy khéng dupe coi 13 cb ¥ nghia vé
miit 1im sang.

Empagliflozin khodng e ché ede chit vin chuyvén hip thu & nguid nhue OATI, OATPIBI vi
OATPIR3 trén fa vitro & cic nong 46 trong huyét tuong tuong ¢ ¥ nghia lam sing va do 4o,
luromg the thude-thude vii chiit nén cia cée chit viin nhuyﬂn hﬁp thu nay duge xem ia it cd
kha ning xéy ra,

Cée puhién el Weomg tie duge thyre hign & ngwéd tinh nguyén khée manh cho thiy ring
empagliflozn khing o6 anh hwomg ob v nghin trén lim séng l6n duge ding hoc con
metformin, glimepind, pioglitazon, sitagliptin, linagliptin, simvastatin, warfarin, ramipril,
digoxin, thude lgi tigu vis cde thude tranh thai duimg ubng

. Tuwong ky: do khimg cb che nghién eire v& tinh twomg ky cia thube, khiding trin 1in
thude niy v ciic thude khic.

11. Tée dung khéing mong muin

Tong s6 135,582 bénh nhin déi thie dudmy typ 2 dii tham gin cde nghién edu lim sing dé dinh
2ifi tinh an todn cha cmpagliflozin, trong dd 10,004 bénh nhin ding empagliflozin dudi dang
dem trj 1igu holic két hop vii metformin, sulphonylurea, pioglitazon, cle thube (e ché DPP-4
hode insulin,

Trong 6 thir nghiém <6 d6i chimg voi gid duoe voi thi gian tir 18 dén 24 tudn, bao gom
3.534 bénh nhiin, trong &6 1.183 nguin duge didu trj hﬁng gid duge va 2.351 ngudi duge dieu
1rj bang empagliflozin. T¥ 1& chung cia cic tic dyng khing mong mudn & bénh nhin dugc
didu i vii empagliflozin 1 twong ty nhir gid dige. Tic dung khing mong mudn duge bio
o phid bicn nhit 14 hg dutmg huy@t khi st dgng cing voi sulphonylurea hoge insulin (xem
plién md 14 cae tie dung khéng mong mudn bén dudi).

Hang cde tae dyne khdng mong mudn

Cée tic dung khong mong mudn duge phin lopi theo hé co quan vi thudt nglt MedDRA,
dirge biio cdo o nbimg binh nhin ding empagliflozin trong céc nghi@n el co ddi chimg viri
gt dirge vt durge the hida trong bing dudi day,

Thn suft gip phii cic tic dyng khdng mong mudn duge xde djnh beo pom: Rit thuémg gip
= 110), Therdmyg glp (= 1100 dén <1/10), it gip (= 1/1.000 dén < 1/100), Hiém gip (=
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L/10L000 dén < 171.000), hode Rt hidm gap (< 1/10.000) vi Chua rd (chia thé wie tinh durge
1 dit liéu b san).
Hing cde the dung khdng mong mubn (MedDRA) dupe bao cio tir vis nghitn el cb déi
chime veri gia dyoe vi A 1idw sau khi luy hanh thube

Héco quan | Rat thuing | Thubnggap | Ttglp Hifmgjp | Chuard
gip B
Nhidm khudn Nhifm nam Viém  cfn
vt nhidm kv im dao, viém mac hoai BT &
stnll brieng im h§ - am diy chiu
dao,  viém (hogi thr
quy diu vh Fournier)®
cic  nhiém '
(T
due khie'
Nhiém khudn
diftmg  ti81
nifu  (bao
ghm  viém
thin - bé
thiin vil
nhigm khuin
huyet gy boi
nhiém khutin
dirdmg  tict
nifu - sinh
dyc)
Rt fogm | Ha dirimg | Khit nude Nhitm toan
chuyvén  hoa hu:.ﬂf:l (kb sir ceton do did
vt dimh | dyng  clng thio dutmg®
r.l'm'.i'ng vin
sulphonylures
hofic insulin)’
Réi loan da Mpie  (toin | May day Phil mach
vt md oo thiin),  phit
s ban
Rl loga Gigm  thé
nicn tich'
Rdi logn thdn | Tang b Tidu kho
v 16T midu nigu’
Cleie xdt Ting nong | Tang
Hghidm dd cdc hpid | creatining
trong  huvét | méw  gidm
thunh? | tbe dp loc &
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o
Tang
. hematoerit? |

Ty 1& ting trung binh tinh theo % so vir théd difm ban diu di véi lidu empaglifiozin 10 mg
v 25 mg so vii gid duge, twong img vin cholesterol toan phiin 1a 4,9% va 5,7% so voi 3,5%;
HDL-cholesterol 3,3% wi 3,6% so v&i 0,4%; LDL-cholesterol 9,5% va 10,0% so véi 7,5%:;
cie triglycerid 9,2% va 9,9% so voi 10,5%.

Thay déi trung binh vé hematocrit so vii ban diu lin leot 14 3,4% vi 3,6% dbi v
empagliflozin 10 mg v 25 mg, so vii 0,1% 36 voi gid duge. Trong nghién o EMPA-REG
Outeome, gid tri hematoerit try v& gid trj ban didu sau thivi gian theo ddi 30 nghy sau khi
ngimyg didu trj,

* xwom mye 7
M3t ehie the dune ki ubn di chon
Fla dirding J.liu'f'"f

Tan sulit ha dudmg huyét phu thude vae lidu phap didu t nén trong cde nghifn el tuong ing
vl 14 tromg 1y giftn empaglifiozin v gid duge trong don trj lidw, diéu trj phdi hop vai
metformin, dicu trj phdi hop véi pioglitaron o holic khing kém theo metformin, diéu tri phii
hop véi linagliptin va metformin, thém vio didu tr chudn vi didu t phéi hop empaglifiozin
viti metformin & nhimg bénh nhin chua sir dyng cde thude ndy truée d6 so véi nhimg nguei
duge don didu trf bing empaglifiozin v metformin riéng ré. Tin sudt niy cling dirge ghi
nhdin tng 1én khi ding phdi hop voi metformin vi sulfonylurea (empaglifiozin 10 mg:
16,1%. empagliflozin 25 mg: 11,5%, gid duge: 8,4%), phii hop vai insulin difu tri nén o
hodic khéng kem theo metformin vi co hode khong kém theo sulphonylurea (empaglifiozin 10
me 19.5%, empaglifiozin 25 mg: 28,4%, gia duge; 20,6% trong 18 win diu dide wj khi
khing thé diéu chinh liéu cia insulin; empaglifiozin 10 mg v 25 ma: 36,1%, gid duge 35,3%
trong thir nghi¢m kéo dai 78 tudn), va &idu 1 két hop v&i insulin MDI (didu trj tiém insulin
nhidu lin trong ngdy) o hodic khong phii hop v metformin (empagliflozin 10 mg: 39.8%,
emnpagliflozin 25 myg: 41,3%, gid duge: 37,2% trong 18 tuin ddo didu tri khi khong thé didu
chinh licu cia insuling empagliflozin 10 mg : 51,1%, empaglifiozin 25 mg: 57,7%, gia duge:
58% trong thir nghidm kéo dai 52 tudn).

Hit dteeing huvét nghiém trong (hién ob véu cdu didu rf hé fre)

Khing ghi nhdn ting U 18 biunh ahin bj by duimg huyét nghiém trong khi dimg empagliflozin
so viri g dugre trong dom trj lige, didu trf phdi hep vid metformin, didu tr phii hop v
metfornin va mdt sulfonylurea, dicu trj phéi hop voi ploglitazon b hoje khdng kém theo
metformin, didu trj phii hop v linagliptin v metformin, thém vio didu ] chudn vi didu tr
phii hop empagliflozin véi metformin & nhimg bénh nhin chus st dyng cic thude niy ke
di 50 virt nhitng nguid duoe don dieu trj bing empaglifiozin vd metformin riéng ré. Tin suit
mity eling duee ghi nhin ting 1én khi ding phdi hop vii insulin diéu trj nén ¢d hojic khong
kém theo metformin vi o hode khing ding cing vai sulphonylurca (empagliflozin 10 my:
0%, empagliflozin 25 myg: 1.3%, gid duge: 0% trong 18 tuiin didu trj kKhi kbong thé didu chinh
lidu cia insuling empaglifiozin 10 mg: 0%, empoaglifiorin 25 mg: 1.3%, gia dupe 0% trong
thir nyghigm kéo did 78 tudn) vi didu trj ket hop vl insulin MDI (didu tri tiém insulin nhidu
lin wong npiy) o6 hede khong kém theo metformin (empoglifiozin 10 mg: 0,5%,

Trang % 14

* s

-]

A



https://trungtamthuoc.com/

empaglifiozin 25 mg: 0,5%, gia duge: 0,5% trong 18 tuin diu didu tri khi khong thé diéu
chinh liéu eda insulin; empagliflozin 10 mg: 1,6%, empagliflozin 25 mg: 0,5%, gt dugu:
| 6% trong thir nghidm kéo dii 52 tain),

Nhidm ndm dm dgo, viém dm hi-gm doo, viém guy ddu va nhidm khudn sinh due Khdc

Nhiém ndm dm dao, viém dm hi-am dao, viém quy dilu v nhidm khudn sinh due khic 43
dupe bao cdo thudmg xuyén hon & nhimg bénh nhin dirye didu tej v empagliflozin
{empoglifiozin 10 my: 4,0%, empaglifiozin 25 mg: 3,9%) so voi gia duge (1,0%). Nhitng
rudmg hop nhidm khudn nay dge bdo cdo thuong xuyén hon o phy nir dugpe didu tr v
empagliflozin so vl gia duge va sz khac bigt ve tin sudt it o ¢t hon & nam gidi, Nhiém
khudn ditmg sinh due & mite 48 nhe hofie trung bink,

Fiing bl midu

Tang bii nidu (bao gbm tiéu som, ticu lugng nhidu vt tiéu dém) duoc ghi nhin véi tin sudt
cao hon @ nhimg béah nhin duge didu trj voi empaglifiozin (empagliflozin 10 me: 3,5%,
cmpogliflozin 25 mg: 3,3%) so voi gia duge (1,4%). Ting bai nifu cha y-iu o mue dd nhe
hode trung binh. Tén sult téu dém duge béo cio lh twomg ty dbi véi gid duge v
empogliflozin (<1%).

Nhidm klitdn dhedmg tiés nigu

Thn suit chung cha nhifm khuin duimg tiét nidu duge bio cédo nhur 1i the dung khing mong
mudn 1 twong ty & nhimg binh nhin duge didu 1} bing empaglifiozin 25 mg va gid duge
(7.0% va 7,2%) v coo hom ddi voi empagliflozin 10 mg (8,8%), Twong tir nhar gia dugre,
nhigm khufn dubmg tidt nidu duge bio edo thuémg xuvén hon khi dimg empagliflozin &
nhimg bénh nhin ¢d tién sir bj nhiém khufn dudmg tidt niéu man tinh hode tii phic. Mic 4§
(nhe, trung binh, ning) cia nhidm khudn dudmg tiét nidu 1 twemg ty & nhimg bénh nhin duge
diku tr] biing empagliflozin vi gia duge. Nhidm khudn ditmg tiét nigu duge hilo cto thimg
xuydn hem & phy nir dwge didu trj voi empagliflozin so véi gid duge; khing cd su khic bigt &
nam gho,

Gisim thi tich

Thn sufit widm the tich chung (hao gdm ca gidm huvét dp (Juu ddng), widm huyét dp tim thu,
it nudre, by huyét dp, giam thé tich mau, ha huyét dp tue thé dimg va ngdt) 13 tong e &
nhimg bénh nhin duge dicu i vai empaglifiozin (empagliflozin 10 mg: 0,6%, empaghflozin
75 mp: 0,4%) vit gig duge (0,3%), Tin suit cic bidn b suy glam thé tich tang & nhimg bénh
nhién tir 75 tidi rd 1én duge didu tri von empaglifiozin 10 mg (2,3%) hode empagliflozin 25
my (4.3%) so voi gia duge (2,1%).

Tiing erectinin mde’ giam téie & loc e thin

Ti sudt chung bénh nhin b ting crestinin miu vi gidm e 4 loc ciiu thin 18 twong tur gtk
empagliflozin vi gid duge (Ang creatinin mau: empagliflozin 10 mg 0,6%, empagliflozin 253
mg 0,1%, gid duge 0,5%; tbe 40 loc clu thin gitm: cmpaglifiozin 10 mg 0,1 %,
empagliflozin 25 mg 0%, pid dige 0,3%).

Tang creatinin ban diu vi gidgm mie loe wihin thiln wéve tinh ban ddu & nhimg bénh nhin dige
didu trj véi empaglifiosin thuimg thodng qua khi didu tr lidn tuc hode of thé hii phue sau khi
ngimg didu tr.

Ciing trong nghién eiru EMPA-REG OUTCOME, bénh nhiin duge dicu trj vai empaglifiozin
cling bj gidm ¢GFR ban diu (trung binh: 3 ml/ phat' 1,73 m?). Seu 46, eGFR duge duy tr
frong qui trinh diéu tr. ¢GFR trung binh triy vé mie ban diu sau khi ngimg dicu tr cho thiy
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nhitng thay di huyét déng cip tinh o6 thé dong vai trd trong nhimg thay ddi chire ning thin
nay.

12, Qud liéu vii edeh s tri

Trigu chimg

I'rong cdc nghidn oy lbm sing cd &bi chimg, ding céc liéu don lén dén 800 mp
empagliflozin (twong duong gp 32 lin lidu khuyén cdo hing nghy cao nhit) & nhimg ngudi
tinh nguyén khoe manh va ding da lidu hing nghy lén dén 100 mg empagliflozin (lweng
diemp pip 4 lin lidu khuyén cdo hang ngdy cso nhidf) & bénh nhin dii thio dwimg
tip 2 khéing cho thiy dic tinh. Empaglilozin lam ting bai tiét glucose qua nude tidu din dén
ting thit tich nudr tide. Sur pia 1ing thé tich nude tidu quan sit due khéng phy thuje vio lidu
vl khing b ¢ nghia vé mat lim sang. Khong e kinh nghigm ding liu trén 800 mg & ngudi.

iy tr

Trong trutmg hop qué lidu, nén bt diu diéu trj thich hop theo tinh trang lim siing cia binh
nhdin, Chira ed nghién e vé viée logi bé empaglifiozin biing thim tich mau.

13. Biie tink durge Iye hoe

Nhém duge 1§: Thude didu irf bénh ddi thio dwimg, cic thube ha duimg huyét khie, ngogi trir
insulin, mid ATC: ALOBKD3

Co che tic dyng,

Empagliflozin 14 mat chit ire ché thudin nghich, canh tranh chon lge chat ding vin chuyéna
natri-glucose 2 (SGLT2), ¢d hidu lyc cao (ICse la 1,3 nmol). Empagliflozin khéng irc ché cic
chiit viin chuyén glucose khdc quan trong trong vide viin chuyén glucose vio cic mb ngogi vi
vir ¢6 tinh chon loe d6i véi SGLT2 cao hon gip 5000 Yin so véi SGLT1, chit vin chuyén
chinh chiu trieh nhidm hip thu glucose & mudt, SGLT2 dige bidu hién nhidu & thin, trong khi
khéing hodie It bidu hién o cdec md khic. No chiu trdch nhidm, nhy I chit vin chuyén chiém
u thé cho sy tai hip thu glucose tir dich lge ciu thin 4@ dua wd Igi win hodn. O bénh nhén
dii thiio dirdmg tip 2 va tang dudmg huvét, lugmg glucose duge loc vit tal hiip thu 58 coo hon,
Empagliflozin cai thadn kibm sodt dutmg huvétl & bénh nhén dai thio dudmg typ 2 hﬁng cich
lim giam tdi hiip thu glucose & thin, Lugmg glucose duge thin loai bd qua co ché biti niéu
glucose niy phy thude vio ndng db glucose trong miu vi GFR. Théng qua sir dre ché SGLT2
¢ bénh phitn ddi thio didmg typ 2 va ting diémg huyét, lugmg glucose dur thin 52 duge bii
tiét qua nude tidy, Ngoai ra, khi bt diu ding empaglifiozin & lam ting bai tiét natri diin dén
bai nidu thim thiu va giam thé tich nji mych,

{3 hinh nhin 441 thdo dudmg tvp 2, ki tiét glucose qua nude tiéy tEng ngay sau khi ding lidu
empaglifiozin diu tién vA tiép tue tang trong khoing ding lidu 24 giiv. Tang bai 1iét glucose
qua nude tién dirge duy to tai thod didm cudi coa giai dogn didu tr kéo dai 4 tufin, trung binh
khodng 78 g/ nghy, Tang bisi tiét glucose trong mrde tidu din dén gidm ngay lip tie ndng dé
glucose huylt tromg & bénh nhin déi thio duimg typ 2.

Empagliflosin cdi thidgn ndng 43 glucose trong huyCt twong khi d6i vi seu Bn. Co chié tie
dung clin empagliflozin déc lip var chire nfing cin 1 biio beta va con duémg insulin vi didu
nity gop phin tim giam nguy co ha dudmg huyét, Sy cdi tidn clc chit dinh diu dai dign cho
chire niing té bao beta hao gbm mé hinh dinh gia cin bing ndi mbi t& bao-f (HOMA-P) 48
duge ghi nhin. Ngodi m, qui trinh bai tidt plucose quo nurde titu cfing lam tiéu hao ning
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lrgng, lién quan dén vide gam béo va giam cin, Glucose nidu do empogliflozin di kém v
b nifu cb thé gop phiin lim giam huyét dp trung binh va &n dinh. Su bii nidu glucose, natri
vii bai nigu thim thau do empaglifiozin b thé gép phin cai thidn tinh trang tim mach.

14, Biic tinh duge ding hoe

Sir hilp thu

Durgre ding hoe eda empagliflozin duge dje trung b & nhimg ngudni tinh nguyén khoe manh
vii bEnh nhin dii théo dwimg typ 2. Sau khi wing, empaglifiozin dupc hilp thu nhanh vai
néng d dinh trong huyét twong dat duge & feae trung binh 14 1,5 giiv sau khi udng. Sau d,
nimng di trang huyét twong gifim hai pha v pha phiin b nhanh va pha cubi twong d6i chim,
AUC vhi Coga trung binh trong huydt twong & trang thii dn dinh 14 1870 nmel vl vi 259
el v empagliflozin 10 mg v 4740 nmol.W/] va 687 nmol/] véi empagliflozin 25 mg mot
lin mdi ngiy. Ning 4 cioa empaglifiozin ting ty 18 thuin voi lidw. Céc théng sb duge ddng
hoc ¢ trang thid dn dinh v & lidu dem cia empaglifiozin Ta tuemg ty cho thity duge ding hoe
tuven tinh theo thin an. Khing b sy khic bidt ob ¥ nghia trén 1dm sing vié duge ding hoe
et empagliflozin gifm ohimg nguedtd tinh nguyén khoe mgnh va bénh nhin dai thio duimg
wp L.

Sir dyng empagliflozin 25 mg sau mdt bita &n nhidu chit béo v& nhicu cale lim giam nhg
néng do thude; AUC gidm khodng 16% v Cuu giam khoing 37% so vai trang thai lie Joi,
Anh hudmg cha thire an lén duge déng hoc coa empaglifiozin d& guan sit duge khong duge
coi 1 ¢d § nghia trén lim sing vi empagliflozin 6 the duge sir dung cling hodc khing cing
vin thirc fin.

Phin b

Thi tich phin bd bicu kicn o trpng thiti on dinh dirgre wée tinh 12 73,8 L da trén phin tich
dirge ding hoe theo dén s0. Sau khi ding duwimg uﬁng dung dich ["'C] -empagliflozin & ngudi
tinh nguyén khoe manh, sy phin bd cie thude dén hing chu 1h khoing 37% va lidn két v
protein fhuﬁ*t tromy 1a 86%.

Chuyén hoa

Churt phit hidn thily chét chuven hoa chinh ndo cin empagliflozin trong huvét tromg naei
vl che chit chuyén hoa chii yéu nhit 1a ba hop chit lién hop glucuronid (2 -, 3- vd 6-0
glucuronid). Nong &6 cin mdi chit chuyén hoa it hon 10% nEmg &0 10ng cla cde chit lidn
quan dén thude. Cac nghién ciru in viore ggi ¢ ring con dutmg chuyén hoa chinh cla
empaglifiozin & ngwdi 1a thing qua qui trinh glucuronid hoa bad cde enzym uridine 5'-
diphospho-glucuronosyltransferase UGTIBY, UGT1AZ, UGT1AS va LUGTIAD,

Thai trir

Dy trén phin tich duge ddng hoc theo din sb, thii gian bin thii biéu kién pha cudi coa
empaglifiozin duge wie tinh 14 12,4 gie vz 43 thanh thai bidu kién qua dwing uong 14 10,6 U
i, Bién thién gt cie che thé v thgng du cho dd thanh thii qua dudmg udng cin
conpapliflozin lan luet 18 39,1% vh 35,8%. Vi lidu dimg mdt lin mdi ngiy, nong 4o
empagliflozin trong huyét tuong & trang thai dn dinh d8 dat duge & liéu thic nim. Cling gidng
nhir thivi giun ban thid, véi sy tich 1y thude [én 16 22%, AUC huyét trong cling duge ghi
nhin & trang thii én dinh. Sau khi ding duimg vbng dung djch [''Cl-empagliflozin & ngubi
finh niguyvén Khie manh, khoang 96% hogt dd phéng xg lién quan dén thube duge xie dinh
trong phin (41%) bodic trong mrde tidu (S4%). Phiin Ién hogt 86 phéng xa lién quan dén
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thude duge tim 1.11.:5:,- trong phin la thute mg & dong khéng thay ddi va khodng m{t nira hoat
df phong xa lién guan dén thude dupe bai tidt Qua nuoc tidu 1a thude mg & dang khdng thay
i

Benk nivan sy el

(3 bénh nhin suy thin nhe, trung binh hodc suy thin ning (¢GFR <30 - <90 ml/ phaot/ 1,73
m”) vl bénh thin gini dogn cudi (ESRD), AUC cia empagliflozin ting Kin lugt khodnp 18%,
0%, 66 %, vi 48% so vii efie dbi tugmg ed chize ndng thin binh thudimg. Hﬁng df dinh coa
empagliflozin trong huvét twong tuemg ty & nhing bénh nhin suy thin trung binh va bénh
thiin giai dogn cudi so vii nhitng bénh nhin ¢6 chic ning thin bink thromg. Nong dé dinh
cln empagliflozin trong huyét tuomy cao hon khoang 20% & nhitng bénh nhiin bj suy thin nhg
vih nfing so vii nhimg bénh nhin ob chire ndng thin binh thudmg. Phin tich duge dong hoe
theo dan 58 cho thiy ring 46 thanh (hii biéu kién qua dudmg udng cia empaglifiozin gidm
kim theo gism cGFR diin dén ting ndng 8§ thube.

Bénh nhin suy gan

0} nhimg bénh nhdn bi suy gan nhe, trung binh vi niing theo phin logi Child-Pugh, AUC cia
empagliflozin ting khodng 23%, 47% vi 75% vi Cuws tuomg tmg khoang 4%, 23% vt 48%,
so virl cde dii nepmg e6 chire nding gan binh thuwéng,

Chi sch kirdi o thé

Chi s khili co thé khdng cd anh hudng lién quan trén lim sing dén duoe ddng hoe cia
empagliflozin dya teén phin tich duge ddng hoe theo din sb. Trong phin tich nay, AUC duge
v tinh [in luor 1 3,82%, 10,4% v 17,3% thip hon & nhimg &b twong ¢6 BMI 14 30, 35 vh
45 ke/m? 50 v nhitg déi tugng o6 chi s6 khbi co thé 14 25 kg/m?,

Cedet tinht

Gidi tinh khing o6 dnh ludmg lidn quan teén lam sing d&i vdi duge ding hoc cia
empaglifiogin dyn trén phin tich duge ddng hoe theo din sb.

Siic tic

Trong phils tich duge dong hoc theo din sb, AUC & nguir chiu A viri chl sd khbi co thé 14 25
kg m® duwge woe tinh 13 coo hon 13,5% =0 vol nyuin khing phii 18 nguin chilu A vén chi sb
khii co thé 14 25 kg'm®.

Newen gia

Tudi tde khong co dnh hudng o6 ¥ nghia trén lim sing lén duge ddng hoe ¢in empagliflozin
dym trén phin tich dwoe ddng hye theo diin 55,

Béwh nhi

MOt npghién edru giod dogr 1 vé disge ddng hoe v diroe Iue hoe eda empaglifiozin (5 mg, 10
mg vl 25 myg) & tré em v thanh thidu nién tir 10 dén <18 tudi mic bénh dai thio dwimg typ 2.
Ciic dip tmg duge ddng hpe v dugre lye hoe quan sét duge phid hop voi cde dip (myg duge
ghi nhiin & ddi twemg nguen 1ém.

15, Quy cach dong gai
Hap 3 vi x 10 vién nén bao phim.

16, Dicu kign bao quidn
Bao guan thude o nhidt dd duwéi 30°C.
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17, Han ding
24 thing ké tir ngdy sdn xudr.

1%, Titu ehuin ehiit lrong
MWha san xuit,

19, Tén, dja chi ciin eo s sin xuit thude
Delts Pharma Limited
Pakundia, Kishoregnnj, Bangladesh.
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