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Vién nén bao phim

THUOC NAY CHI DUNG THEO BON THUOC %) A
DOC KY HUONG DAN SU DUNG TRUGC KHI DUNG Wy s
DE XA TAM TAY TRE EM

Thinh phin céng thire thuie

Thémh p.ﬁ.:'in haviat chat ®1
I vién nén bao phim chira; 3
D-Glucitol, |, 5-anhydro-1-C-[4-chloro-3-[[4-[[(38)-tetrah ydro-3-
furanyljoxylphenyl|methyl]phenyi]-, (15) (= empagliflozin) Smg hodc 12,5 mg

Vi

N,N-dimethylimidodicarbonimidic diamide hydrochloride (= metformin h vdrochloride) 500 mg,
850 mg hofic 100 mg

Thank phan td dicc:

Cho moi him lwgng: Tinh bit ngd (Maize starch), Copovidone, Silica, colleidal khan, Magnesi
stearat

Ham fuong Smg/500me: Opadry™ Yellow (02B220011)

Ham luong Smg/850mg: Opadry® Yellow (02B220010)

Ham lugmg Smg/1000mg: Opadry® Yellow (02B220012)

Ham lugmg 12, 5mg/500mg: Opadry® Pink (02B240004)

Ham lugng 12,5mg/850my: Opadry® Pink (02B240006)

Ham lugng 12,5mg/ 1000mg: Opadry® Purple ((2B200008)

Dang biio ché

Jardiance Duo Smg/300mg: Vién nén bao phim hinh biu duc, hai mét 16, mau ving cam, mét mat
dip chim biéu twmg cing ty Boehringer Ingelheim va “S57, mjt kia dip “500" Jardiance Duo
3mg/850mg: Vieén nén bao phim hinh bau duc, hei mat 161, man tring hoi ving, mdt mét ddp chim
biéu tirgmyg céing ty Boehri nger Ingelheim v& 557, mit kia ddp “850”

lardiance Duo Smg/1000mg: Vién nén bao phim hinh bau dyc, hai mét 15i, miu nédu ving, mdt ma
ddp chim biéu tgmg cong ty Boehringer Ingelheim va “§5, mit kia dap “ 1000

Jardiance Duo 12,5mg/500mg: Vién nén bao phim hinh bau dye, hai mat 16, mau tim dnh néu, met
mit dip chim bidu tugng cong ty Boehringer Ingelheim vi “312, mit kia dép “500™,
Jardiance Duo 13.5mg/BS0mg: Vien nén bao phim hinh bau duc, hai mat 181, miu tring hing, mit
mit ddp chim bigu twong cong ty Boehringer Ingelheim va “§12, mal kia dip “B50™

Jardiance Duo IIE,Smg.-']UHUmg: Vién nén bao phim hinh béu duc, hai mjt hi’ri, man niu tim, mi
mat dap chim biéu twomg cong ty Boehringer Ingelheim va “S§12", mit kia dép “1000"
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Chi djnh

Kiém sodt dwimg huyér:

Jardiance Duo dusge chi dinh phdi hop vei ché do an vi luyén tip dé cdi thign vige kigm sodt duimy

huyét & bénh nhin ngwdi o bj dai thao durimg typ 2

*  khi phil hop diéu tr bing empagliflozin va metiormin

»  khéng kiém sodt 1t khi didu trj biing metformin hojc empaglillozin dom dic

o khing kiém soat tét khi didy tri béng metformin hodc empagliflorin két hep v ciie thude ha
duimyg huyvét khdc bao ghm ca insulin (xem mue Ce thir nghigm lim sing)

o i duge dieu trj diing thi béng empagliflozin vi metformin dwoi dang vién nén ri¢ng hiél

Empagliflozin duge chi dinh lam giam nguy co ti vong tim maeh & bénh nhin trimg thanh dai
thio duimg typ 2 v cé sin bgnh 1y tim mach. Tuy nhién, higu qua coa Jardiance Duo trong lim
gidgm nguy co i vong tim mach o bénh nhin truimyg thanh dai thio dudmg typ 2 va cd sin bénh Iy
tim mach chira duge chimg minh.

Ciich dimg, li¢u diing -

Liéu khuyén edo f :
Trén binh nhan chira duge didu tr v empagliflozin trude do, néu co tinh trang gidm thé tich tudn
hoin, ein phai khic phuc tinh trang niy trude khi khai 11 véi Jardiance Do (xem phin Canh bdo
va than trong khi ding ihuric),
* Nén diéu chinh liéu khoi ddu theo timg bénh nhin dua trén co si phic dé hign tai clia binh
nhin;
= Trén binh nhin dang ding metformin hydrochloride, chuyén sang Jardiance Duo 6
him lugmg empagliflozin Smg va téng lidu metformin hydrochloride trong ngay tuomg
tye lidu dang ding | _
= Trén bénh nhian dang dimg empagliflozin, chuyén sang Jardiance Duo ¢6 ham lurgmg
metformin hydrochloride 500mg va ting lidy empagliflozin trong ngay twong ty lidy
dang ding ,
- Trén b{nh nhin dang ding empaglifiozin vi metformin hydrochloride, chuyén san}
Jardiance Duo véi ting liéu trong ngay caa méi hoat chit twong img ver lidu dang ding.
* Ubng Jurdiance Duo 2 lin/ngiy trong bira in; tang Hiéu theo timg bude dé giam tac dung
khong mong mudn trén dwimg tiéu hoa cia metformin, 7
s Viée chinh Jidy dya trén hidu qua vi do dung nap cua thuoe va khiing vimpt quia mire 11y
khuyén cio téi da hing ngay cia metformin hydrochloride 1d 2000m £ va empagliflozin la
25mg

Liéu khuyén céo trén bink nhin suy thin:
*  Binh gia chic nang thin trude khi khin tri ¥&i Jardiance Duo va sau d6 dénh @i theo dinh
ky
* Chong chi dinh Jardiance Duo tén binh nhin cé eGFR dudi 45m Liphit/1,73m? (xem myc
Chang chi dink vi Canh bdo va then trong khi dime thde)

Ngieng si dung khi thye hign xét nghigm chiin dodn hink dnk 6 siv dyng thuic cin guang
chira iod,

Trén nhimg bénh nhin cd eGFR nim trong khodng tir 45-60 mL/phit'1,73 m®, trén nhimg bénh
nhan ¢o tién sir bénh 19 ve gan, nghi¢n rugu hode suy tim, hodc tén nhimg bénh nhin sé s dyng
thude can quang chira iod qua duimg ding mach, ngimg Jardiance Duo trude hode tad thiv diém

il D | 3-0F-VR Fage dafds



thue hign xét nghi¢m chin dodn hinh anh ¢é sir dung thude can quang chira iod. Dénh gia lai chi sd
eGFR sau khi chiéu chup 48 gidr, s dyng lai Jardiance Duo néu chine néng thin on dinh

Ching chi dinh

*  Qui miin vai hoat chit empagliflozin vi'hode metformin hodc bét cif thanh phin ta duoe nao
{xem muc Thanh phin)

*  Bénh nhén toan chuyén héa cép tink hodc man tinh. bao £6m ca nhidm toan ceton do ddi thio
duomg

*  Tién him mé do di thdo dirimg

*  Suy thin vira hodc ning (¢GFR <45 ml/phit/1,73m%), suy thin giai doan cudi hode dang loc
thin.

= Cde tneimg hop cdp tinh e thé lam bién 067 chire mang thiin nhir: médt mrde, nhidm tring niing,
soec, dimg thuie cin quang cb chira idt dang tiém mach (xem mpe Cinh bdo va thin trong khi
ding thude),

*  Bénh cb the giy thidy oxy & mo (dic bigt bénh cap tinh hofic bénh man tinh dang tmo ndng)
nhur: suy tim mat bit, suy hé hdp, nhéi mau co tim maj mic, soe,

= Suy gan, ngd doc noou L.up - nghién ruou (xem mye Twmg tdc),

Canh bdo vi thin trong khi diing thuie [-ﬂq

Dhi thig dwimg nhiém lopan ceton )

Ciic tririmg hop dai thao dromg nljiém toan ceton (DKA) ~ tinh trang de doa tinh mang nghiém
rong :in]:'.ﬁp ciru nhip vién, bao gom i cic trudmg hep tir vong di duere ghi nhin trén bénh nhin
dicu trl bang empagliflozin. Trong mat vai trwimg hop, tinh trang néy xudt hién mot cich khiing
dién hinh, chi voi sy tang trung binh Elucose trong mauw, dudi 14 mmaol/L (2 SOmg/dL).

Nguy eo dii thio duimp nhidm toan ceton cin duge xem xét khi xudt hién trigu chimg khéng dic
higu nhir buon ndn, ndn, chin an, dau byng, khat nude qua mirc, khe thér, lin 16n, mét mai bt
thuimg hodic hudn ngi,

Bénh akin nén dupe dinh gig tinh trang nhi¢m toan ceton ngay néu co xudt hign cac triéu chimg
nay, bt ké ndng d§ plucose trong méu. New eb nghi ngir nhifm toan ceton, nén ngimg dimg
Jardiance Duo, dénh gid tinh trang bénh nhin vi didy trj nhanh chéong,

Bénh nhin cd nguy cor cao bj dai thio duimg nhiém toan ceton khi ding Jardiance Duo gim bénh
nhin cd che di an rér i carbohydrate (do sur két hop ed the lim co thé tang san xudt ceton), bénh
nhin dang 6 bénh edp tinh, ¢d cde rdi loan vé tuy din t6i thidy hut insulin (vi dy dai thio duimg
t¥p 1, €6 tién sir viém tuy hodic phiu thudt tuy), midm lidu insulin (bao gom ca bénh nhin khi tiém
insulin bj bom sai), nghién nrow, bj mét nuie riing va benh nhiin 6 tién sir nhigm toan ceton, Nén
thin trong khi ding Jardiance Duo cho céic bénh nhén ndy. Nén thin trong khi gidm lidy insulin
(xem muc Liéu dimg , Cich dimg). Vin nhimg bénh nhin dang dimg Jardiance Duo, nén xem xét
dén vigc kiém sodt nhidm toan ceton va tam thin ngumg ding thude khi tink trang ldm sang cos
bénh nhin da dige bién 14 58 din 167 nhidm toan ceton (vi du nhin &n kéo dii do cac bénh cip tinh
hodic do phiu thust),

Nhiém toan Jactic

Quid trinh gidm sit hie mai d3 ghi nhdn nhimg ca nhiﬁm toan lsctic lién quan dén mettormin, bao
BOM ¢ triremg hop i vong, giam thin nhiét w huyét dp, loan nhip chim kéo dai. Khai phat cua
tinh trang nhiém toan acid lactic lién quan dén metformin thuimg khing dé phat hién, kém theo cde
rigu chimg khong dién hinh nhur khé chju, dau co, suy ho hép. lo ma va dau bung. Nhigm toan
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acid factic lién quan dén metformin dge dic tnmg hé:ng nimg 46 lactat tng 1&n trong mau (=
Smmol/L), giam pH mdu, khodng mong anion (kbéng b bang chimg cia keto nidu hode keto mau),
ting ty 1 lactav/pyruvat vi nong 46 metformin huvét trong noi chung tdng =Sue/ml.

Yéu 10 nguy eo eoa nhiém toan acid lactic lign quan dén metformin bao gdm suy thin, sir dung
ding thoi véi mit 5o thude nhdt dinh (vi du cie chit e ché carbonic anhydrase nhw topiramat), tir
65 Wil ind 18, cb thire hién chitu chyp sir dung thute can quang, phiu thugt va thue hign ¢dc thi
thugt khic, tinh trang giam oxy hit vio (vi dy suy tim sung huyét edp), uhng nhidu rueu vé suy gan,

Cac bién phap giam thiéu nguy co vé xit tr nhiém toan aeid Jactic lién quan dén metformin & nhom
benh nhin co nguy co cao dupe trinh bay chi tiét trong tiy uemg din sir dung thude (mue Cach
ding, liéu ding, Chéng chi dinh, Canh béo vA thin trong khi dimg thuée, Tuomg tic cia thube va
Sir dyng thude trén nhimg di tuemg dic big),

Néu nghi ngor ¢o toan lactic ign quan dén metformin, nén ngimg st dung metformin, nhanh chng
dua bénh nhin dén bénh vién v tién hanh céc bign phép it i, O nhimg bénh nhin da ditu 1 voi
metformin, di duge chin dodn toan lactic hode nghi ngé o khd nang cao bi toan lactic, khuyén céo
nhanh chong loc maw de dieu chinh tinh trang nhi#m toan va loai bo phin metformin dii bj tich lity
(metformin hydroclorid e6 thé thim 1éch duge voi 46 thanh thai 170 mL/phit trong didu kién huyeét
ding lye 1ot), Loe mau e the lam dao nguge triéu chimg vi héi phuc.

Hucmg din cho bénh nhin v ngwoi nhi vé cée igu chimg cia toan lactic va néu nhimg triéy
chimg ndy xiy ra, can ngimg Jardiance Duo vi bio cho nhimg tridu chmmg nay cho bac sy,

Bxéi véi mdi yeu 6 1am 1Eng nguy co nhidm toan lactic lign quan dén metformin, nhimg khuyén cdo
nhim pilip gidm thiéu nguy ¢o va xir tri tinh trang toan lactic lién quan d&én metformin, cu thé nhur
sau;

Suy than: Nhimg ca nhidm toan lactic lién quan dén metformin trong qué trinh gidm sét thuée hau
mii xdy ra chi yéu trén nhimg bénh nhan bi suy thin ning . Nguy co tich 1oy metformin va nhidm
toan lactic lién quan dén metformin téng lén theo mire 4§ nghiém trong cda suy thin b metformin
dirge thai trir ehlh yéu qua thin. Khuyén cdo lim sing dya trén chire néng than cia bénh nhin bao
gém (xem myue Cich ding, lidu dimg):

= TrunGe khi khod tr voi Jardiance Duo cin uée tinh mire 86 1pc ciu thin (eGFR) ciia bénh nhan.

- Ching chi dinh Jardiance Duo trén bénh nhin c¢d eGFR duoi 45 mL/phit /1,73 m? fxem muc
Chéng chi dinh) . ;
- Thu thip dir ligu vé eGFR it nhat | Bn/nam & tit ca cic bénh nhén sir dung Jardiance Duo. )
bénh nhiin cd kha nang tdng npuy co suy thin (vi dy nha ngwini cao woi) chire néng thin nén duge
danh gid thuémg xuyén hom,

Tiremg tic thude: Sir dung ding thivi metformin v mét s6 thude oo thé lim @ng nguy co nhiE{ﬁ
toan lactic lién quan dén metformin: bénh nhén suy gidm chire ning thin din 60 nhimg thay dbi
ding ké ve mit huyét déng, dnh hudmg 16 can bing scid-base hotic 1am lang tich |0y metformin
fxem muc Teomg tde cua thuoe), ¥i vily, ein nhic theo dii bénh nhin thudmg xuyén hom

Bénh nhan tie 65 i tro lén: Nguy co toan lactic lign quan dén metformin ting 1én theo tudi cda
bénh nhan boi bénh nhin cao tudi cb khi ndng bj suy gan, suy thin, suy tim lon hon nhimg bénh
nhiin tré toi hom. Can dénh gid chie nang thin thuomg xuyén hon doi véi bénh nhan lon wii,

Tluee lign cac xét nghiém chdn dodn cd s dyng thude can quang: Tiém thl;én: cin quang vio ndi
mach & nhimg bénh nhiin dang diéu tri metformin oo thé din téi suy gidm cap tinh chife ning thin
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vi gity ri loan lactic. Ngimg sir dung metformin trde hodc tai thin dicm thire hign chicu chyp cd
sit dung thude can guang b chia iod o nhimg bénh nhin cé eGER nam trong khodng 45-6()
mL/phit /1,73 m®, nhl‘.'mg bénh nhin cd tien sir suy gan, nghién rrgu, suy tim hode nhimg bénh
n.hﬂn 58 311 dyng thube can quang chm iod theo dudmg dong mach. Bénh gid lai eGFR 48h sau khi
chidu chyp vi sir dung lai metformin néu chire néng thin dn dinh.

Phew thudt hode ede thu thugt Khac: Vige nhin dn va uﬂng trong qua trinh phau thudt hodc thyc
hién cdc thh thudt khic ed thé lam 18N nguy cor giam thé tich, fut hu:.-n:i ap va suy thin, Nén tam
thivi ngimg sir dung metformmn khi bénh ahdn by gidi han lugmg thioe an v dich nap vao,

finh srang giam oxy hifr vde: Qua trinh theo dbi hju mai di ghi nhin mdt st ca nhiém toan lactic
lién quan dén metformin xay ra trong b¢nh canh suy tim sung hayét :ﬁp ld&r bi¢t khi co kém theo
Eam I mau va giam oxy huyr:u Truy tim mach {mc], phéi mau co tim cap, nhiém khuan hu;m
vit ciic bénh 1y khéc lign quan dén gidm oxy huyét o moi lign quan vii toan lactic va ciing ¢d thé
giy nita huyét tnrde than. Khi nhimg bién chh niy xdy ra, ngimg metformin,

Dlang r wgne: Rargu cd kha nﬁng anh huimg dén téc ddng cia metformin lén chuvén hoa lactat va tir
a6 e thé 1am tang nguy co nhiém toan lactic lién quan dén metformin, Cinh bao bénh nhén khong
wing rugru khi st dung metformin. @_I_

Suy gan: Bénh nhan suy gan ¢o lhé tién trién thanh toan lactic lién quan dén metformin do suy
giam thai trir lactat din toi téng nong dé lactat trong mau. Vi viy, trinh sir dung metformin trén
nhimg bénh nhan da duge chén dodn bénh pan théng qua biing chimg xét nghiém hodc lim sing

Viém cin mac hoai vﬂng diy chiu (hoai t Fournier)

D4 ¢ bao cao hiu mai vé cic I.nmng hq:rp viém cin mac hoal ti ving diy chiu { hay cin gl;rl 1A
hoai tir Fournier), mot dang nhiém khuan hogi tir hiem gip nhung nghiém trong va de doa dén tinh
mang, trén bénh nhin dai thio dudmg nam v nir dang diéu trj hiing cac thude ire ché SGLT2 bao
gﬂm empaglifiozin. Hiu qua nghiém trong bao gom nhap vién, da phau va to vong,

Bénh nhin dang dugc diéu trj hang Jardiance [}uu néu xudt hién dau hobe tﬁ:r do, sumg bd phin
sinh dyc h::rﬁu: ving day chiu, s, mel méi thi cin dwge dinh gid bénh viém cén mac hogi tir. ML
nghi ngdr miéic bénh, cin ngimg thude Jardiance Duo vi nhanh chnng dwu trj (hao gom ding khing
sinh phd rGng va phiu thudt cat bo phin mé bj nhiém tring néu cin thiét),

Chire ning thin

Do co ché tae dung, hidu gua cia empagliflozin phu thude vao chire ning thin, Can ddanh gid GFR
trude khi khoi dau didu trj va dinh kv sau d6, xem myc Chch dimg, liu ding. Khuyén cio kidm
sodt chitc ning thin thwimg xuyén hom & nhimg bénh nhin ¢ eGFR dudi 60mL/phat'l,73 m’
Ehéug chi dinh Jardiance Duo & bénh nhin cd GFR < 45 ml/ phait /1,73 m?,

Chire néng tim

Bénh nhin suy tim ¢ nhiéu nguy eo thicu oxy va suy thin. G bénh nhin suy tim man &n dinh, 6
thé sir dung Jardiance Duo kém theo theo dbi thirdmg xuyén chite ning tim vi than.

P6i vivi bénh nhin suy tim ::ap va khong on dinh, ching chi dinh ding Jardiance Duo do thanh
phfm metformin (xem muyc Ching chi dinh).
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Bénh nhin cao tudi

Bénh nhin tir 75 twdi tré lén cé the ting nguy co gidm thé tich tuan hoan, do dé nén thin trpng khi
ké don Jardiance Due cho cde bénh nhén nay (xem mue Tdc dung khéng mong mudn cia thuic).
Kinh nghiém diéu tri cho bénh nhan tir 85 wdi trér Ién eon han ché. Khang khuyén céo bit diu diéy
tri ¢ho nhém bénh nhin nay.

Sir dung thube & bénh nhén cd npuv co pidm thé tich Lgﬁ,;p_ hodn

Diyra trén eo ché cia tre ché SGLT-2, tic dung loi tiéu thém théu kém theo ting thai glucose nidu b
the giy ha huvét ap o mire 4 trung binh. Do do. nén thin trong khi dimg thude cho cic bénh nhén
Ma s gam huvét dp iy ra béi empagliflozin co thé tao ra mat nguy cer, vi dy nhu bénh nhian ¢
tién sir bénh tim mach, bénh nhan dang didu trj bing cac thude chéng ting huvét &p cd tién sir ha
huyét dp hodc bénh nhin tir 75 tudi tré 18n,

Trong céc tnrimyg hip oo thé dan den mit dich (shu bénh duimg iéu hoa), can theo d8i edn than thé
tich tuin hoan {nhuw khém Lim sang, do huyét ap, cic xét nghiém bao gom haematocrit) vi céc chit
dign gidi o cac bénh nhin ding empagliflozin. Nén cin nhic ngimg digu trj tam thii vai Jardiance
Duo cho dén khi hét tinh trang mét dich.

Nhigm trimg dudmg tiét nigu @’T

Trong cac thit nghigm gdp, mit di, oo kiém chimg bing gia duge kéo dai tir 18 dén 24 wdin, ting
tin sudt nhiém triing diwimg tiét nigu dugre bédo cdo la bien o ngoai ¥ cha thudc cao hom rén bénh
nhan ding empagliflozin 10 mg két hop véi metformin so véi bénh nhin ding gia duge két hop
vin metformin heje empaglifiozin 25 mg két hop véi metformin (xem mue Téac dung khing mong
mudn cda thuiic). Di co bio céo sau luu hanh vé che tnsimg hop nhidm khudn duimg tiét nigu phin
tap bao gim viém thin-bé thin va nhidm khudn huyét ir duémg tiét nidu & bénh nhdn diéu i voi
empagliflozin.Nén ciin nhic tam ngimg didu tri & céc bénh nhin nhiém trimg duimg tiét nidu o6
bién chimg.

Phiu thuds

Phai ngimg sir dung Jardiance Duo tai thi diém phiu thuit co gay mé toén thin, giy mé iy song
hodic ngodi méng eimg. Co the bt diu lai phic dd sau it nhdt 48 g ur khi phiu thuat hodc sau ki
bénh nhiin duge nudi dudmg trir lai qua dudmg migng va chi khi chie nang thin duge danh gid viy
xdc dinh 14 binh thuemg.

Sir dung thude cho phy nir cd thai v cho con bi

Phu nir cd thai

Cac dir ligu Ve sir dyng Jardiance Duo hodc timg thinh phin cla thubc cho phu ni b thai con han
che. Cée nghién ciru phi ldm sang véi empagliflozin don dée khéng cho thdy anh hudmg cd hai iruc
tiep hay gidn tiép twemg img vii doc tinh trén hé sinh sén. Céc nghién ciru trén ding vat dang ké

hop empaglitlozin vé metformin hodc metformin don déc cho thiy ddc tinh trén hé sinh san chi
xudl hién o licu metformin cao hon
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F}é.dl,r phong, khuyén céo trinh sir dung Jardiance Duo trong thid ki o6 thai i khi thét s cdn
thiét,

Phy ni¥ cho con bi

Metformin duge bai tét vio sir me, Khong co tac dung bét lod duge ghi nhdn trén tré sor sinhitee
nhil nhi bis sira me. Chira 16 empaglifiozin c6 bai tidt vao st me hay khéng,

Cic dit ligu phi tim sang sin e6 trén ddng vit cho thiy empagliflozin bii tiét vio sita. Khéng loai
trir nguy co thuoe gy anh hudmg dén tré so sinh/ tré nhii nhi b mg. Khuvén cdo ngimp cho tré b

me trong khi diéu trj bing Jardiance Duo
k-ha néng sinh san m’{

Chua ¢ cac nghién ciru vé anh hiréitg ciia Jardiance Duo hode cic thanh phin cia thude trén kha
ning sinh san & ngwi. ) .

Cac nghién ciu phi lam sing trén ding vill vdi cae thanh phin riéng 1€ coa thude khong cho thay
anh huémg cd hai truc tiep hay gidn tiép ddi vin khd ning sinh san,

Anh hwimg cia thube lén khi ning ki xe vi vin hinh may mie _

Jardiance Duo gdy anh hudmg nho dén kha niing 14§ xe va vin hanh méy moc, Cén Khuyén bénh
nhin thin trong dé trénh ha duimg huvet trong khi 14 xe va vin hanh miy moe, dde bigt khi dimg
két hop Jardiance Duo vii sulphonylurea vivhodc insulin,

Twong tic ciha thude
Sur dung dong thiri nhitu lidy empagliflozin vé metformin khing lam thay ddi cb ¥ nghia ducc
ding hoc o empagliflozin hode metformin trén bénh nhin khoe manh.

Chura c6 nghign ciru vé tuomg tic duge tién hinh véi Jardiance Do, Nhimg néi dung sau dy
phin anh thing tin ¢o sin cia timg hoat chit riéng J¢,

Empaglifiozin
Tirgpg ide doe e hoe

Céc thude lgi tidu ) A
Do Jardiance Duo co chira empagliflozin nén ¢ thé lam tang tic dung lgi tidy cii cde thude pi
tiéu thiazide va thude lei tidu quai v cd thé lam ling nguy eo mat nude v ha huyét 4p (xem mge
Canh bio va thin trong khi ding thudc), }.‘;

Insulin vi ede thude kch thich bai 1t insulin *
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Insulin vii cie thude kich thich bai tiét insulin, vi dy nhy cée sulphonylurea, cd the lam ting npuy
cur bia duomg huyét, Do do. e thé cin sir dung insulin vi cic lhqfx kich thich bai tiét insulin & mire
lieu thap hom dé giam nguy co ha duimg huyét khi sir dung phéi hep vii empagliflozin (xem muoc
Céch diing, lieu ding va Tac dyung khing moeng mudn cia thutc)

Liromyg igc duege ding hoe

Anh leedmg cia cdc thude khde lén empagliflozin ':‘J:"'i

Dir ligu in vitro cho thiy con dikmg chuyén héa chinh cua empagliflozin & ngodi b con duimg lién
hiop glucuronide gua unidine '-diphosphoglucuronosyltransferases UGT1A3, UGTI1AS, UGT1A9
vt UGT2BT. Empagliflozin 1a co chit ca cac chit vin chuyén hip thu & ngrdd OAT3, OATP1BI
vt OATPIB3 nhumg khimg phai la co chiit eaa OATI va OCT2. Empagliflozin la co chit ooa P-
glycoprotein (P-gp) va protein khing ung thye v (BCRP).

Sir dyng dfm[: thin qmpagiii]ﬂzin virl probenecid, mot chat ire ché enzyme UGT v4 OATS din dén
ing 26% nong 43 dinh cua thude trong huyét tuemg (Coay) va tlng 53% dién tich dudi duimg cong
nong di thude thee thii gian (AUC). Nhimg thay ddi ndy dirge xem nhu khing cd ¥ nghia lim
sdng.

Anh huémg cia sy cam img UGT Ién empagliflozin chira duge nghién ciru. Cén tranh sir dyng dong
thivi ven cde chat cam (mg enzyme UGT do nguy co giam higu qui cia thube,

MGt nghién ciru tuong tde voi gemfibrozil, mt chit itc ché in vitro el céc chéit van chuyén OAT3
vi DATPIBI/1B3, cho thiy Cow cia empagliflozin tang 153% va AUC ting 59% sau khi sir dung
dong thoi. Nhimg thay déi niy duge xem nhir khong cé v nghla lam shng,

St iie ché cdc chdl vin chuyén OATPIB1/1B3 khi sir dung dong tho véi rifampicin din dén tang
73% Cma va tAng 35% AUC cia empagliflozin, Nhimg thay ddi ndy duoe xem nhu khing cé ¥
nghia ldm sing.

Ning di empagliflozin 14 iromg duong khi sir dung ddng thoi hodie khéng déng thén vin verapamil.
mdt chit fc ché P-gp, cho thay sy e ché P-gp khong b dnh hwimg lién quan ve mit lim sang ddi
voi empaglifiozin,

Cac nghién ‘:Enf vé tiromg téc cho :]?éy duge ding hpe ciaa empagliflozin khing bi anh huimg béi

vige sit dyng dong thivi voi cac thude metformin, glimepinde, pioglitazone, sitagliptin, linagliptin,
wartarin, verapamil, ramipeil, simvastatin, torasemide v hydrochlorothiazide,

Anh Inrimg eiia empagliflozin lén cde thude khde

Dya trén cde nghién el in vitro, empagliflozin khéng ire chi, lim mét the dung hay cim img cé
dong dang CYP450. Empaglifiozin khong (re ché UGTI1AL, UGT1A3, UGTIAS, UGT1A9 hoae
UGT2BT. Do 46, hromg tace thude-thude thing qua cic dong dang CYP450 v UGT chinh gitra
empagliflozin va cde thuoe ding déng thivi la co chit coa cic enzyme niy xem nhu kho x4y ra.

Empagliflozin khong ire ché P-gp & lidu didu trj, Dy trén che nghién ciru in vitro, empagliflozin
duge xem nhu khing gy wong te voi cde thuoc la co chit cia Pogp. Sir dung ding this
empagliflozin vii digoxin, mot co chét coa P-pp, din dén téng 6% AUC va ting 14% Cyy, cla
digoxin. Nhimng thay ddi ndy duge xem nhr khong co ¥ nghia lam sang.
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Empaglifiozin khong (ic che che chit van chuyén hip thu @ nguisi OAT3, OATPIRI vi OATP | B3
Irén in vitro o nong di o fdc dung diéu tri trong huvét tromg va do viy tuomg tac thude-thude v
cac co chit coa cac chat vin chuveén hip thu niy xem nhu khé Xdy ra,

Cic nghién ciru tién hinh trén ngudi tinh nguyén khée manh cho thiy empagliflozin khing lam
thay doi duge ddng hoc cd ¢ nghia vé lim sang cia metformin, g]imePEridr:, ploglitazone,
sitaglptin, linagliptin, warfarin, ramipril, digoxin, céc thude lod tidu va céc thude trinh thai

formin

Khuyén ede khing sie dyng ding thai voi- >
Rueri =

Ngd doe ruou lién quan dén ting nguy co nhiém toan lactic, diic biét 1a trong trimy hep nhin an,
dinh dutmg kém va suy gan.

Cée char vin chuyén cation Htu cor (OCT) ) _
Mertformin 14 co chit cia ca chit vin chuyén OCT] va OCT2. Sir dung dong thér metformin vai;

Cie thube (e ché OCTT (vi dy nhir verapamil) c6 thé gidm higy qua ¢t metformin,
Cidc thude cam tmg OCT (vi dy nhu rifampicing c6 thé lam ting hip thy o ducmng tién hoa
va hidu gué cua metformin.

» Céec thude ire ché OCT2 (vi du nhu cimetidine, dolutegravir, ranolazine, trimethoprime,
vandetanib, isavuconazole), oo thé lam giam thai trir qua than cua metformin vi vi vy diin
den tang nong dé metformin trong huyét nrong,

* Cac thudc de ché cd OCT1 va OCT2 (vi dy nhu crizotinib, olaparib) ed thé thay dbi higy
qua va sy thai frir qua thin cia metformin, _ .

Vi vity, can thin trong dic bigt vin nhnrn;.; bénh nhin suy thin , khi sur dung dong thir cic thudc
ndy voi metformin do nong d trong huyet twong cia metformin cd the tang lén, Néu cin thiét. cé
the xem xét chinh liéu clia metformin vi cde chit irc chélcam fmg OCT ca thé lam thay ddi higu
qua clia metformin.

Cée thute can iricnng chea fod )

Phii ngimg dimg metformin trude hodc vao thé diém thire hign xét nghiém chin dodn hinh anh va
khong ding lai it nhat 48 git sau khi chiéu chup, chi dimg khi da danh £i4 lgi cho théy chire nang
thiin dn dinh (xem mye Ching ehi dinh, Canh bio va thin trong khi diing thudc),

Cac k.{g‘r by i thiin Irong

Mot 50 thude cb kha nang fnh huomg bat loi dén chirc nng thin co thé lam ting nguy cor nhiém
toan lactic, vi dy nhu cée thude giam dau ching viém khing steroid (NSAID), bao gim cic thudc
ire ché chon loe evelo-oxygenase (COX) 1L, cac thude oo chd men chuyén (ACE). cde thudc dii
khing thy the angiotensin [ va cic thude loi tidy, dic bigt 1a thube loi ticu quai, Can theo d6i chiit
ché chire ning thin khi bt & va ki dang sur dung cac thude nay két hop véi metformin,

Cic thubc glucocorticoid (ding toan thin hoic tal chd). cde thude chi vin beta 2, vi cac thude T
tidu o hoat tinh ting duéimg huyét ndi tai. Bénh nhén cin dwge thing bao va theo dii duimg huyél
thutmg xuyén hom, die bidt 1a khi bit diu didu 1] véi cic thude nay, Néu cin thidt, nén didu chinh
lieu cia cde thube ching ting dudmg huyét trong khi sir dung ciing véi thude khic va khi ngimg sir
dung thude dé.
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Instifin vt cde thuie kich thich héd riés izl in

Insulin vi céc thudc kich thich bai tiél insulin, vi dhy nhir cac sulphonylurea, ¢6 thé lam ting nguy
eor ha duime huyet. Do dd, ¢d thé cin sir dung insulin va ede thube kich thich bi tids insulin & mie
Iiéy thap hom dé giam nguy co ha dudng huyét khi sir dung phéi hop véi metformin (Xem mug
Licu ding, cich ding va Tac dung khéng mong mudn cia thude)

Twomg ky cia thufe
Khimg dp dung

Tde dung khiing mong mudn cda thuée ?,1

Tong sb 12245 bénh nhn déi thao duimg typ 2 dupe dieu 1 dé danh gia do an todn cds
empagliflozin két hop vii metformin trong cic thir nghiém Tam sang, trong 6 dd 8199 bénh nhin
due didu tri bling empagliflozin két hop voi metformin sir dung don dic. hodc két hop véi
sulfonylurea, pioglitazone, cic thude irc ché DPP4 hofic insulin. Trong céc thir nghiém 1am sing
nay, 2910 bénh nhin ding empagliflozin 10 mg két hop vl metformin va 3699 bénh nhin ding
empagliflozin 25 mg két hop voi metformin trong it nhét 24 tuin va tuong dmg 2151 hodic 2807
bénh nhédn trong it nhat 76 win,

Di ligu an toan tong thé vé empaglifiozin két hop vl metformin caa bénh nhén trong thir nghiém
EMPA REG OUTCOME twong ty nhu dir figu an toin duge bidl truoe iy,

Cae thar nghiém lim sang mi i, co ddi chimg placebo trong ving 18 dén 24 win duge thue hign
trén 3456 bénh nhén, trong d6 1271 bénh nhin duge diéy tr bing empaglifiozin 10 mg két hop v
metformin va 1259 bénh nhin ding empagliflozin 25 mg ket hop vin metformin,

Cae hign ¢f ngoai ¥ thweme gap nhit duge ghi nhin trong cée thir nghiém ldm sang bao gdm ha
Blucose méu, phy thuje vao phic do didu frj co ban duge sir dung trong cde nghién ci firomyg img
(xem mi té cde tic dung khong mong mudn chon loc),

Khing ¢6 thém cic tac dung khong mong muén dwge ghi nhin trong cac thir nghiém 1dm sang si
dyng empagliflozin két hop vii metformin so vé tdc dung khéng mong mudn cia timg thanh phin
riéng lé.

Bang ligt ke cac tde dung khiing mong mudn, _

Cac tde dyng khéng mong muén duce liét ké theo tin suit tuyét déi, Cic thn suft duce xac dink rat
phé bién (= 1/10), phd bién (=1/100 aén <1/10), khing phd bién (=1/1000 dén <1/100), hiém gip
(=1/10000 dén <1/1000), hode rit hiém gip (<1/10000) va khong bit (khing thé wec tinh tir cic
dir lig¢u sin cd)

Bing 1: Céc tic dung khéng mong mudn dwgc ghi nhdn trén bénh nhin ding empagliflozin dang
dom tri ligu hode dang két hop empagliflozin vi metformin trong céc nghién ciru lim sanyg mo dai
et doi chimg gid dwpe kéo dai dén 24 win | bit ké kit quit dénth gid mdi quan hé nhin qua cia
aghién eln vién), vi céc the dung khéng mong mudn nhin duoe tir kink nghtém hiu mii coa
empagliflozin dang dom 1rj ligu hodc dang ki horp empagliflozin va metformin, phin logi theo hé
coquan vi cle thudt ngd cia MedDRA

| bien

H§ co quan Rit phil bién | Ph bién | Khiing phi | Hiém gip | Rat hiem ﬂpi: Khiing biét |
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| Xem phin phy lye bén dudi dé bidt thitm thaag tin

" Téc ding phiy duge xac dinh khi ding empagliflozin don i

* Tae dung php dge wae dinh khi ding metformin don tri

* Didu 1rj metformin kéo did o6 lién quan dén gidm hap tha vitamin B12 o hidm khi o6 thé din dén thidy byt vitamin
BEZX ch ¢ nghfa trén lam sang (nbar thiy mdu hing cdu khdng 16)

* Céc iridu chimg da diy rudt nhu budn nim, nda, tidy chay, dau bung vé fn khing ngon xudt hin thudme suvén nhii
khi bt diiu dién tr va iy khoi rong ha bét cie e hop,

" Xem mye Cénh hio vi thin trgng khi ding thude

* Phim trim gang trung binh 1 mive ban diu cia empaglifiozin 10mg vi 25me 50 vii gid duge Bn logt 12 g
cholesterol 5,0% v 52% so voi 3,7%; HDL-cholesterol 4.6% vd 2,7% so wii <,5%; LDL-cholesterol 9,1% va
B, 7% w0 wiri T8 wiglveenid 5,4% va 10.8% 50 wdi 12.1%.

® Thay doi trung binh 1t mirc hematocrit ban diu 1 3,6% v& 4.0% Hin et voi empaglifiozin mg vt 25mg. 5o i
0% virl gidh dhrore, Trong nghién el EMPA-REG Cutcome, cac geb trj hetmatoerit quay trirlad gia trj ban &l sau khi
dimg diéu tri 30 nghy Md 1@ cie tic dung khong mong mudn chon lge

Tan sudt dudi diy dwgc tinh cho céc tie dyng khong mong mudn bit k& eo lién hé nhin qua hay

khim

E- ':1111
Ha glucose miiu =
Tiin suil ha glucose méu phy thue vio phic db diéu tr oo ban trong céc nghién clu uong @mg va
tromg e v gia duge khi dang empagliflozin két hop metformin va kit hop pioglitazone +/-
metformin hode linagliptin + metformin. Tén sudt bénh nhin bi by plucose mau tang 1én & nhm
dimg empagliflozin so v gia duge khi két hop metformin v sulfonyvlurea, két hop insulin +/-
metformin v +/- sulfonylures (xem myc Licu diing va cich dimg; xem Bang 2 duvi déy).

Ha plucose méu niing (bién cd Lﬁnw

Ting tin swit bénh nhin co bidn cb ha glucose mau niing thip (<1%) vA tong tw khi diing
empagliflozin so viri gia dupe khi két hop véi metformin. Tin sudt cua bign oo ha glucose miu
ndng phuy thude vao didu trj nén trong cie nghién el wromg img (xem phin Lide dimg va Cach
ding; xem Bang 2 bén dudn).

Jasthance Doo | 3-LP VM Fapge 13 ol 45



Bang 2; Tan sufil bénh nhan di durge xéc dinh ¢b bien eb ha glucose mau theo thir nghiém lam sang

v chi dinh diéu tri

Nhom dicu irj

G drgre

Empagliftorin 10 mg

Empagkifozin 25 myg

Empagliflozin 2 lin/n

Két hop vl metformin (Nghitn ciu (NC) 1245.23 frerf) (24 tudm)
H 206 117 214
T4 18 44 duwgre ki djnh (%) 0.5% 18% 14%
Mang (%) e % e
Két hirp vii Metformin + Sulfonyhures (MW 124523 furer + SEY) (24 “:l..‘“.] CDT
M ___115 114 M7 -
Ty 1 di dwroe xic dinb (%) B4% 16.1% 1},5%
]"-.'-..‘J.nE {%%) (1% 0% 1%
Kt il Pioglitazone +/- Metformin (NC 124519 (24 tulln)
M 165 165 168
Ty I i dwge xaéc dinh (%) 1.8% 1,2% 2.4%
| Nang (%) %% 0% %
K&t hyp voi Insulin nén +/- Metformin +- Sulfonylurea (NC 1245.33) (18 tuda' / 78 fudin)
M 170 169 155
T9 1€ da duge xic dinh (%a) 20,6% / 35,3% 19.5% | 36,1% 28,4% / 36,1%
NEI-E ] 1% ¢ 0% 1% 0% 1.3% f 1,3%
Kt hixp viri Insulin dyng hit libu 13p lai +/-Metformin (NC 1245.49) (18 tuiin' / 52 tulin)
M 188 186 159
Iy B8 di durge xae dind (25) IT.I% /58000 3R /51 1% &1.3% /57,78
Nang (%) 0,5% / 1 6% 0,5% / 1,6% 0,5% ! (1,5%

ghy so viri ding | Bin/nghy ket hyp vii metformin (NC 1276.10) (16 tudn)

Ceid durgee Emgpa 10 imng Empa 25 mg
M 187 439 437
T 18 d& daegre xide dinh (%) 10,9, 0.5% 0,2%
Mg (M) L] 7% Ll

Kt hop vii metformin trén bfah nhin chia ding thuiic (NC 1276.1%) (24 tuin)

Met SDO/1000 mg Empa 10/25 mg Empa (5125 mg) +
2 /iy 1 lin/ngiy Mt (SO0 1M mg)
_ 2limingdy
M M1 3530 a8l
T¥ I di duge xbc dith (%) (A (6% 1.0%
Nang (%) 0% 1% 0%
Kt hop vid metformin vi linagliptin (NC 1275.9) (24 tuin)’
N ir=110 n=112 =110
Ty |§ d8 duoe xsc dinh (%) 0.9% 0.0% 1. T%
Nang (*a) 1%, g 0,9%
Kiét qua thir nghigm EMPA REG OUTCOME (NC 1245.25)

Gt duye Ermpa 1{mgr Emipa 25mg
M 2333 1345 1341
Ty i di durge xic dink (%) 27.59% 2% 27 6%
Ming (%) 5% 1.4% 1.3%

Truiang harp o abe dinh oo hi glucose miu khi glucose mau <70 mUdL hobic cin syoirg giop

Ming: chn o glap

' Litu el insiulin én dinh srong ving 1% wudn di khi b thede dide 15 co bin .
* Tim aham didy trj: 4 nhdim dié 10 két hop empagliNoeis (5 g bodc 12,5 mg 2 lan/wghy} vd metfoemin (500 kojc 1000 mg
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2 Vinmpin) wi cidys orf ciom arj vl empagliliozin (10 mg hode 25 mg | i) bode metformin (300 g hoge 1000mg 2
Ky,

Bt b Fidee of dimh empag i Mol vivi lmaglptin 5 mg v didgy irj oo ban bdng metformin, (xem thém mpe Thi nghim tm
simp )

Nhiém trimg dyémg tiét nidu l"D—[

Tan sut chung bién ¢6 ngoai ¥ nhidm triing dudmg nidu cao hon & nhom bénh nhén diéu 1 bing
empagliflozin 10 mg két hop véi metformin (8, &%) so v nhom bénh nhan ding empagliflozin 25
mg két Im‘p metformin (6,6%) hofc gia duge két hgp vii metformin (7,8%). Tuong ur véi nhém
ding gia duge, nhiém trimg dudmg tiét m-r‘;u dugc ghi nh:&n XAy ra :hmmg xuvén hem khi két hop
empaghflozin va metformin & bénh nhén <o tién sir nhiém tring didmg & ni¢u man tinh hodic tii
phit. Mire dg nhi¢m trimg dutmg Gét nidu tweng ty & nhom ding gid duoe, Bién cd nhidm tring
durimg tiét niu duge ghi nhin thrdmg m} ta hom & nhom bénh nhén ni dung empagliflozin 10 mg
két hgp metformin so v nhom ding gta durgre nhung khing nhiéu hom & n!mm bénh nhin ding
empagliflozin 25 mg két hop metformin. Tin sudt xudl hién nhiém trimg duimg tiét nigu thip hon &
nhdm bénh nhén nam va wong wr gids cic nhom diéu .

Viém am dap do nhiém ndm candida, vié viém quy ddu hode dm vt va cdc nhidm
triing dirimyg sinh due khic

Viém dm dao do nhidém nam candida, viém am ho-am dao, viem quy din hofic dm Vil vi cic nhifm
trimg dutmg sinh dge khic dwpc ghi nhin thirmg séy ra hon o nhom bénh nhin ding
empaglifiozin 10 mg két hop metformin (4.0%) va empagliflozin 25 mg két hop metformin (3,9%)
50 vin nhom dimg zia duge két hop vinl metformin (1.3%), va duroce ghi nhin lhm:mg xay ra hom &
nhim bénh nhin ding empagliflozin k::i hop v mettormin so véi nhom ding gia duge trén céc

bénh nhin ni. Sy khac bigt ve tan suat it o ¥t & bénh nhan nam. Nhiém tring dwimg sinh dyc
thuomg & mire 4§ nhe v trung binh, khéng co truimg hop & mite 9 ning.

Tjéu ubilf’u

Dhra trén co ché tac dyng da biét, tidu nhifu (danh gid theo cic tir khéa 12 di tidu nhidu lin, tidu
nhidy, tidu dém) duge ghi nhin thuémg gap hom & bénh nhin dicu i bing empaglifiozin 10 mg két
hop metformin (3,0%) v qnpaghﬂnzm 25 mg két hop metformin (2,%%) so vol nhom ding gid
drge k{:t hop metformin (1,4%). Phén lém cic trirémg hop tidu nhidu & mire 46 nhe va trung binh,
Tén sudt ticu dém dugc ghi nhiin twong Gy gita nhom ddng gid duge va empagliflozin, ca khi d3
diéu tr{ co ban bing metformin (<1%).

Giiam thé tich tua

fan suat chung cla gigm the tich tuan hodn thip (gdm céc tir khéa duoc xéc dinh tnrdc 1 gidm

4p sudt ]4 gitr, gidm huyét ip tim thu, mét nwde, ba huvét dp, gidm thé tich maw, ha huyet ap

dimg va ngat) va twomg tr & nhom ding gia duge fempagllfluzm 10 mg k&t hop metformin

|[[J 6%), empagliflozin 25 mg két hep melhm-r'un (0,3%) vi gia duge két hop metformin (0, l%]

Anh huomg cim empagliflozin trén sy bai tiét glucose ni¢u lién quan dén loi tiu thim thi, o thé

énh huomg den tlnh trang thé dich & bénh nhén tir 75 i teér 1én. O bn;nh nhin =75 tubi, hién o

gidm thé tich tun hodn di duo ghi nhin trén | bénh nhén diéu trj bing empagliflozin 25 mg kél
hﬁ:l- metformnin,

Tang creatinine huvet v gidm dd i
Téng s bénh nhin tAng creatinine huvét va giam d¢ loc cau thin & nhém ding empagliflozin nhu
liéu phip tri lidy dimg thém vao metformin vi gid duge 1a twong ty nhau (creatinine huyét tng:
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empaglifiozin 10mg 0,5%, empagliflozin 25mg 0,1%, gia duoe 0.4%; giam do lpe ciu thin:
Empagljﬂuz.m 10 ©0,1%, Empaghﬂuzm 23mg e, gia durge 0,2%) .

Trong cac nghién ot ma d6i, cb r.lq’.‘u] chimg mé duge kéo dai 24 tudn da guan sat lhﬁ‘v bat diu ed sy
tang thoang qua creatinine (thay dbi trung binkh so wii thin diém bun diu sau 12 1u41n empagliflosan
10mg 0,02 mg/dL., empagliflozin 23mg 0,02 mg/dL) va gidm thoang qua d) loc ciu than wic tinh
i thay dii trung hinh 50 véi thin diém ban dau sau 12 tuan: empaghﬂn:-zm 10mg 14 -1,46
mL/phit'l,73m*, empagliflozin Eimg la -2.05 mL/phit'1,73m%). Trong cac nghién ciru dai han,
nhimg thay doi I:ren nhin chung c6 thé dao ngwge trong thin gian dung thuoc hode sau khi ngimg
thuoe (Xem phan Thir nghigm lam sang, hinh 6 phan vé eGFR trong nghicn ciru EMPA-REG
outcome).

Thing bda ngay che bic 57 hogc diwepe 57 nhitng phin ting cd hai gip phdi khi ding thudc

b :
T ching B

Trong cac nghién ciru ldm sing co doi chimg, lieu don lén ton 800 mg empaglifiozin (twong
dwromg voi 32 lan licu khuyén cdo i da hang ngay) trén nguti khoe manh va nhicu lidu hang
ngay lén toi 100 mg empaglifiozin (trong dwong voi 4 lan e khuyén cao 161 da hing ngay) trén
bénh nhin dai thio dutmg typ 2 hhﬁng cho thiy bt ;i.'_‘r" doc tinh ndo. Empa liflosin am Liang thin
trir dudmg qua nirde tidu din dén ting thé tich ninde tidu. Thé tich nude ugu ting quan sat dm;n:
khéng phy thuge vao liu va khing co ¥ nghia lim sang. Khéng cd kinh nghiém khi ding liéu
cao hom B0 mg & ngwin,

Metformin

Khang ghi nhin duoc ha glucose man vii metformin hydrochloride lidu lén dén 85 g, mge di hign
turgmg nhiém toan chu:rén hoa acid lactic d& dugc ghi nhan tmng truimg hqﬂ:t nay, Qua lidu liéu cao
metformin hy«dmchiondc hoge cac nguy co di kém cd thé din dén nhiem toan l.'-]'ll.l}'l:l'l hoa acid
lactic, Nhigm toan chuvén hoa acid lactic 1d mt cip ciru v khoa v phai duge Qi 1rf tal hénh vién.

Bidu tri

Trong truimg hop qud lidw, diéu tri hd irg nén duoc thuc hién thee bénh canh lim sing cia {mg
bénh nhin. Bién phip co hidu qua nhét n:!ri"~ loai bo lactate va metformin hydrochlonde [a loc nigu,
trong khi kha néng logi bo empagliflozin bang thim phéin loe miu chuea duge nghidén o, *
Dac tinh dwoe I¥ hoe

Dije tinh dwee lye hoe

Nhom duge 19 diéu tri: Thude ha glucose mau dudmg udng dang phoi hop, ma ATC: A10BD20

Ca ché tie dung

Empaglifiozm 14 thudc e ché manh, canh tranh co chon loc, cd kha ning hii phuc kénh -I-"EI'TIE vin
chuyén Na-glucose 2 (SGLT2) v gid trf 1Cse 18 1,3 nM. Thude ¢é tinh chon lge gip 5000 1in so
viri kénh SGLTI (ICs0 = 6278 nM), dam nhigm vai trd hﬁp thu glocose trong ruft. Hom nim thutie
e di chon loc cao trén cde kénh vin chuvén glucose khac (GLUTs) chju trach nhigm cén bing ndi
mai glucose trong cédc mo khac nhau,
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SGLT-2 c6 mat nhifu ¢ thin, khéng hﬂﬁn: cd rit it & cac md khac., Dy la kénh vin chuyén chinh
cho sy téi hip thu glucose tir dich loe cAu thin quay tror lai tudn ]m.an () bénh nhin &4 thio duidmg
tvp 2 (T2DM) va tang glucoss maw, heomg glucose duoe loe va thi hap thu lém hom.

Empagliflozin cai thién vige kiém sodt diimg huyet & bénh nhin ddi théo duimg typ 2 b&nb cich
gidm tai hip thu gl.un:nsc tai thén. Lu.rqmg glucose duge thai trir qua thin theo co ché ting thai
glucose qua nuic ticu phy thude vao ndng 84 glueose trong mau va the 49 loc cu thiin (GFR).
Théng qua irc ché SGLT-2 & bénh nhin dai thio duwimg typ 2 va ting glucose médu, mdt lugng lom
glucose duge thai trir qua ninde téu,

() bénh nhin dii thio diwdmg typ 2, thii rir plucose nidu tang npay saw ligu dau tién ela
empagliflozin va lién tuc trong khodng lidu 24 gir, ﬁng thai trir glucose ni¢u duge duy tri den cudi
giai doan diéu 1 4 twdn, trung binh k]m:mg 78 gingdy vl liew empaglifiozin 25 mg, uong |
lan/ngay. Thng thii i glucose niéu lam giam ngay ning di glucose trong huyét twomg & bénh
nhén dai théo duimg typ 2. @l—r

Cor ché tic dl,mg cda empagliflozin I-:hung phu thuéc chire ndng 1 bao beta va con dulmg sir dung
insulin nén din dén nguy co ha glucose mau

D ghi nhiin o sir cai thién cde ditu hidu dac tnmg cho chire ning cia té bio beta bao gdm mé hink
ddnh gid ¢fin hing TH;I-'I mii B (HOMA- B) vi t¥ |§ preinsulin so viéi imsulin. Ngoai ra. thii trir
glucose niéu lam miit calo, lam tiéu hao chit béo va giam trong hoong eo thé.

Empaglifiozin cai thign mire duimg huyét ca khi doi v sau khi dn

Glucose nigu dm,m ghi nhin v empaglifiozin kém theo tic dyng loi ticu nhe ¢6 thé lam giam
huyét 4p lau dai vé o mic db trung hinh,

Metformin thude nham h1guamde cd tac dung t.hung ting glumse midn, ldm giam ca duimg huyéi
nen va sau bita an, Thuoe khong kich thich bé: tiéi insulin va do dé khing gdy ha plucose mau,
Metformin h}fdn:h]umle oo thé tac dung theo 3 co ché:

(1) giém san xudt glucose tai gan bang cach fc ché con dudmg tin tao va ly gidi glycopen

(2} tai co, bang cdch Iﬁ.ng iy nhay cém v insulin, ting hdp thu va si dung glucose ngoal vi

{3) v lam chiém sy hap thu glucose & rudt.

Metformin hydrochloride kich thich tong hop glycogen ndi bdo hing cich hoat héa enzvme
glveogen synthasc.

Metformin hydrochloride lam ting kha ning vin chuyén cua tat ca céc chit viin chuyén glucose
qua mang dirre biét hign nay (GLUTs),

Trén ngmn metformin h:.'dmuhinnde tac dung cb 1o trén sy chuyén hoa lipid khdng phu thude vio
co ché tae dung cia thude trén glucose mau. Trong céc nghién el lim séng ed doi chimg, trung
han hofic dai han. metformin hydrochloride lam pidm ndng d8 cholesterol todn phin, LDL
cholesterol va triglyceride.

Thw nghitm lim sing

Tung s0 10224 bénh nhin dai thao duimg typ 2 dugc didu trf trong % thu nghiém ldm sang ma déd,
et doi chimg gia duoe hole chit hoat tinh trong théi gian it nhiit 24 tudn, trong 46 2947 bénh nhin
ding empagliflozin 10 mg vi 3703 bénh nhin ding empaglitlozin 25 mg nhw 1a didu trj b sung
phéi hop véi metformin,
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Bieu trj bing empagliflozin két hop vii metformin, két hip hojic khing voi cde thube nén khic
(proglitazone, sulfonvlurea, cic th e ché DPP-4 va insulin) lam cai thign cd ¥ nghia trén am
sing HbA le, glucose huyet lic dod, trong hrong cor thé, huyét 4p 1am thu va huvét dp tim troong,

Sir dung empagliflozin 25 mg lam ting ljr Ié bénh nhin dat dich HhAle < 7% va giam 1% 1¢ bénh
nhﬁn cin clip el lang dmg hu}'E# 50 voi nhom duug empﬂghﬂn:-'_m 10 mg va ding gia dutn: Chi
s HbAlc duoe cai thidgn cd ¥ nghia lam sang o tit ci cac phin tich diedi nhom theo gidi tink,
chung toc. ving dia 1y, thin gian tir khi chan doan dai thao dudmg Lyp 2 v chi sh trong lugmg cor
the (BMI). Trén bi.tr'nh nhén tir 75 tudi iné 12n, s6 luomg bénh nhén co chi so HbAlc gidm thip hon
dii duge ghi nhin khl dicu trj biing empaglifiozin. Chi s6 HbA l¢ gidgm manh hon trén bénh nhan cé
chi 351 HbA lc ban déu cao hom. Empaglitflozin két hep vii metformin trén bénh nhan chia dimg
thuie trnde dé lam giam cé 3 nghia lam sang HbAlc, dudmg huyét e doi, trong lugng co the va

huyét ap.
W

Empagliffozin li thudc b sung cho diéu tri bdng metformin

M nghlerl ciru ldm sang mi dbi, co dbi chirmng gid duge trong thid gian 24 tudan 43 duge ﬂwr: hign
dé danh gia higu qua va d§ an todn clia empﬁ.t.llﬂn?rn trén bénh nhin didu tri khing higu qua bing
metfonmin. Digu trj bing empaglifiozin gitp cai thién ¢o ¥ ngh?a trén 1am sang chi 06 HbAlc va
trong ligmg cor thé, 1am giam cé ¥ nghia 1dm sang duimg huyét lic déi va huyét dp so vei gid duge
{Bang 3).

Trong phin mo rng ma dbi, cb dbi chimg placebo cha nghién cira ndy, giam chi s0 HbA le (thay
déi so v ban ddu -0,62% & nhom dung empagliflozin 10 -0,74% & nhom dimg empagliflozin
253 mp va -0,01% & nhom ding gia duge), trong lugmg LcrIth%-{Thay dbi s0 v ban ddu -2,39 kg o
nhom dung empagjuf]uxm 10 mg, -2.65 kg @ nhom dung empagliflozin 25 mg va 0,46 kg & nhim
ding gia duge) va huyét ap (huyét dp tam tho: thay ddi so v&i ban déu -5.2 mmHg & nhom ding
empagliflozin 10 mg, -4,5 mmHg & nhém dung_ ﬁm]:lﬂkllﬂu?ln 25 mg va -0.8 mmHg o nhom ding
gid duge, huyét dp tam trromg: thay ddi so viod ban ddu 2.5 mmHg & nhom dimg empagliflozin
10 mg, -1,% mmHg & nhom dimg empaghflozin 25 mg va -0.5 mmHg & nhim ding pia duge) duope
duy tri cho dén tudn thir 76,

Bing 3 Ké qua nghién ciu lim séang cd ddi chimg gia duge trong 24 tudn (LOCF) voi
empagliflozin diing diéu trj bd sung cho metformin ( Bd phin tich diy di)

et et | Giadere | Sepnatean 1o | mpaiten 250
N 207 1n7 213
 HbAle (%) = ]
Trusdre didy tr) (trumyg binh)] 7.90 7.4 L B
Thay ddi so vii trande diéu trj’ 0,13 070 0,77
EChiic bidt so viri nhdim ding
pid dure! {khodng tin chy 00,57* (0,72, -0,42) 1,64 (-0,79, -0,458)
97, 5%) _ :
N | 54 199 _ 191
BEnh nhiim (%) dat dwree
HhA L <7% vid chi sb tride 125 317 18,7
difu trj HhAle =7%°
M 207 216 1 213
FPG (mg/dL) [mmol1]*
Trudc didu trj {rung bink) 15,0 [E,66] 1 54,6 [4,58] 149.4 [8.29]
Thay d6i so vai tredc didy ! 6.4 ]0,35) 200 [-1,11] 223 [-1,24]
Khiic bift so vési nhom ding -26,4% (31,3, -21.6) -28,7% {(-33 6, 23 §)
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gid drpe! (khoang tin ciy 95 | [-FA7* {174, -L20)) | [-1.55% (-1.86, -1.33)] |
*al -
N 207 217 213
Trong luyng co thé (kg ~
Trinie didu e} (trung binh) 473 8159 8.2
Thay doi so v brute didy irj’ A5 -2.08 246
Eohac bift so v nhdm dimg
gil dupe’ (khodng tin cay -1,63% (-2,17, -1,08) -201® {-2,56, -1 46)
. =
(N 207 217 213
Binh nhiin (%) gidm dirge cin
ning =5%7 43 212 23,0
N 207 217 213
Huyét ap tim thu immbp)*
Trtre digu trj {mung bink) 1284 L29.6 E30,0
Thay doi so vén trnée didu ' 1.4 4.5 -5.2
Khic bid1 5o viri nham ding
gia duge! (khedng tin ciy 4 1% (6,2, -2.1) -4.8% (-6.9,.27)
454%)

. i irung binh trinds detu in dusac Feeu chinh va phan ding -

T khiing diee died gin ol nghta thing ke; Kining phai L resa ey con quay (rind chir nghigm Bén nges dlihi i che 8 chi dank ges phi
* b nhie codi cimg dune thire hign faraie khi phii ciip cing dutne e {LOCE)

g trj oD, (_.DT

Biéu iri kér hop empagliflozin va metformin trén bénh nhdn chiea duge dicu tej trde do

Mot nghién ciru thict ké giai thira trong théi gian 24 tudn duge thyc hién d& dénh gid hidu qua va
40 an todn cia empaglifiozin trén bénh nhin chua duge didu tri trude d6, Didu 1 bing
empagliflozin ket hop vii metformin (5 mg va 300 mg; 5 mg va 1000 mg; 12,5 mg vi 500 mg;
1.5 mg v 1000 mg, ding 2 Hningay) cii thign c6 ¥ nghia thong ké chi s6 HbA lc va lam oiam
FPG cf ¥ nghia hon so véi timg thiinh phiin dom 1&. T¥ 1é bénh nhin c6 chi s HbA L trude didu tri
=>7.0% didu tri bing empaglifozin két hap vai metformin di dat duge chi 6 HbAle dich <7% cao
hom so v timg thode dom trf (Bang 4 va 5).
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Bang 4: Két qua nghién eiu 24 twin (0C) so sinh empagliflozin 10 mg két hop vii metformin so
viri timg thude dom tr,

Empaglifiozin 10 mg | Empagliflazin 10 m Empagliffozin | Metformiu | Mesfarmin
Huetformln 10 mg* | +metformia 2000 mg* | 0 mg TIHHE g™ Wi g
(1 Iim'ngiﬂ
N 161 167 |62 167 162
HbAle {?éi
Trurdve diéu trj
| (irung binh) 8,7 5.7 B 87 B,
mzﬁmﬁ”‘ 20 21 P 1.2 18
S0 zdnh v
empagliflozin
(kb tin cdy
059!
Sor=anh v
metformin [
(khodng tin cjy -0.8% (-1,0, -0,6)" -0,3% (0,5, -0,1) :DT
955! _iF
N 153 1] 150 164 159
Bénh nhin (%)
dat duge HbAle
=T v ehi sé &6 (639 112 {705 B9 (43%) B3 (38%) | 92 (58%)
trwde didu tri
HbAlc =T%
N 161 166 168 163 164
FPG (mgrdi.)
mmal]
ET“'*“ ;‘i‘;‘" 165,89 [9,3) 163, 79,1} LT00(94] | 1726096 | 1690{9.4]
L";’;‘;‘f&'ﬁnﬂh 45,5 [-2.9] ATR[2T] 329[-18) | 172 10 | 320 18]
8o stinly vil
empagliflozin L26% 18,1, 6,01 [ -14.8% 214, 5 2p
(khoang tin ciy [=0.7 (-1,1,-0,3)] 0.8 {-1.2, -0.57)

-0.6% (0,9, -0 4)" R

metformin (350 arsp | 156% 223, dop
(odngrincty | | VOOS | sei s

S5%) !
N 161 165 168 146 162
Trong lugng co
the (kg)

Trude diéu irj

{inmp bink}

Thiry ddi so e g

s didu ¢! 3.1 4,1 -7 4.4 -12

5o sanh vai -L T 36, -1 5t -2 E¥ AR, 1 ab

msetformin

ikhoang tin cjiy
| ose)! i
*Chia 2 [su bang nhas i Mgy
* Qudes b ot phdn ich dity & {trinmyg map dve ghi Milidin thiig 1 s dang MMREM, M2 high MMEM bio pim didu ir), chos nise thin, vung
it Iy, tham kham, tham khisn hing teong i diéy ir) wit-chi = HBA ¢ trie didu iy dima hervét Bac dis b pim o dudng et e 9ii tnnde
dikcu tri. rong I co thé bao pm i trgng loomg oo thé mede By
! with tri trung binky duoc bids chinh che g3 i bruesic: Klin i pri
" Cac phin vich duae thye ign toden ) il tich iy i (F A5 et ddung el eimp hap ghi shin dwoc thime tin (0
*pl DT dini wik HBA | ¢
PR ek ibsdm do el 0002 ddi von FPGH vi PO IHHT | 0 wai trgng lipgen cor theé

B2.3 B30 830 LFE B3R
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Bang §: Két qud nghién cinu 24 tudn (OC) so sinh empagliflozin 25 mg k&t hop véi metformin vai

tirng thude dom trj
EmpagliMlarin Empaghiflozin 15 mg | Empagliflozin | Metformin | Metformin
15 my +metformin | +metformin 2000 mg* | 25 mg 10k meg® 20008 mg?
2 1000 mg! I heingity
£l 163 169 163 167 162
| HbAle '.T
Trundee didu tr B & &7
{trieeg biih) K9 8,7 5.6
_Eg ik E i = -14 13 -1.8
So sanh v L0564 {7 (-1,0, -0.5F
enypaghiflozin {-0L.8, -0.39" rjﬁ
ikhoang tin cjiy
95%) 2
Soesanh v -[1,&® 3% (06 -0.1F
metformin {=1.0, -0 50
(khodng tin ciy
95%) !
] 159 163 158 166 159
Bfnh nhin (%)
dud duge HbAlc
<7 wiki chi sl 91 (57%) 111 (AE%) 51 (32%) 63 (38%) | 92 (58%)
tririe didu tr
HbAle >7%
N = 163 167 163 163 164
FPG (mg'dl)
[mmal/L)
Trude: diu i 171.2 [9,5] 1679 [9.3] 1759 [9,8] 1726 150,0
i binh) [9.6] [.4]
Thay ddi s0 vin 44,0 [-2.4] =510 [-2.8] 28,0 [-1,5] 17,2 321
true didu iri' [-1,01 [-1,%]
S0 snh vai -16.0%% 23 0
empaglifozin {-22.8, 907 (28,7, -16,3F
i khexiing tin cdy [kB . [=1.31-1,6,-0.9)]
05%4) ! 1,3, 40.5)]
S0 sénh vivi 26,74 18 g
metformin (-33.5, -3, 00" (=255, - 1227
(khodng tin ey [«1.51- -10(-1.4, 0.7)]
454y 1.9.-1.1)]
N 164 67 T35 156 162
Trong luyng co
the {kg) -
Trunde didu tr] i
(irvng bink) g2 0 83,7 B34 829 B3
mﬂumﬂm 36 43 -2.3 04 12
So sanh vii ErL -1, 1%* (4.1, 2.2
ML formi (=41, -2 2
{khodng tin cdy
B5%)

*Chia 2 N b rhan mi ngiy

" Qe theé duc phin tich dlly Fil (rsmg hop dugs ghe nidn i tin) wir dyng MMREM, M0 hinh MMRM bao
e dlidid by v ohi od HbA Lo traco Side ui; duimg huyés 1 89 b
rong hinme et trnie digu irj.
2834 Irune khi i i

i Iy, i khim, thism i Bang tinmg
didn i, trang hemg ot b gde o 1
' g trj trung hinb dwoc higu chinh chn

Cdc phin blchy dwgs tagc hidn tr2n be} phitn tich &8y i {FAS sir dung ch wwimg hop ghd sildn dirgs ihitng e (00

Imdmnoe Duo 13-LPF-%N

e et 1), chiir ndreg dhdn, vimg
ci Baiip howd o A0 riede
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Empagliflozin dhepe dimg bd sung trong diéu trj két hpp merformin va sulphonylurea

Mt nghién ciru lam sing mu dai, co déi chimg gia duge trong thin gian 24 tuAn durpe thyre hign dllf'
danh g higu qua va d an todn clia t:m]'mgliﬂﬂ.{jn & beénh nhan khing dap dmg 6t khi digu tn két
hop metformin vd mit sulphonylurea. Bidu i bing empagliflozin gidp cii thién ding ké eb ¥
ngh]’a I.I'bﬁng ké chi so HbAlc va trong lugng co thé, lam giam cd ¥ nghla tén lim sing FPG va
huyét ap so vir gid duge (Bang 6).

1
I

Trong phan ma ring mi il co dii chimg placebo cia nghién ciru nay, giam HhAle (thay doi so
i trude didu i 14 -0,74% & nhdm ding empagliflozin 10 mg, -0,72% & nhdém dimg empagliflozin
25 mg va -0,03% & nhim diing gia duge), trong lugmg co thé (thay dbi so vai trde didu tr 13 -2,44
kg & nhom dh‘mg empagliflozin 10 mg, 2,28 kg & nhom dtlng mnpa,@ﬂnzm 25 mg via =063 kg &
nhim ding gia duge) va huayét ap {huyéi ap tam thu: thay ddi so v trede diéu tri 13 -3,8 mmHg i
nhom dung empagliflozin 10 mg, -3.7 mmHg ¢ nhom ding empagliflozin 25 mg va -1,6 mmHg ¢
nhém ding gia duge, huyét dp tim triomg: thay dbi so vid trode didu 19 14 -2,6 mmHg & nhém
ding empagliflozinl0 mg, -2.3 mmHg & nhim ding empaglitlozin 25 mg va -1 4 mmHg & nhém
diing gid duce) duge duy tri cho dén tun 76.

Jordiznce Do 1-LPIYH Puage 31 of 45



https://trungtamthuoc.com/

Bing 6: K&t qud nghién cinu co ddi chimg gid dvge tromg thid gian 24 tudn (LOCF)Y win
empaglifiozin duge ding bé sung trong diéu trj két hop metformin vi mér sulphonylurea (Bé phan
tich div di)

Empagiflozin |
ng hit i . . w— .
' :"'i"ﬁ:’:; m:;:‘i’i':”:f :';I“ Gl durge Empagliflozin 10 mg | Enapaghifiscin 25 mg
3 sulphonvivres
™ 225 225 216 ]
HbALc (%)
Trude dita tr (wung hink) ' R,15 8,07 8,100
They déi so vii trinde dide “il.:l _ 0,17 -0.%2 077
Khic bift so voi ki dusep
Aboing di thy ey . G4 (079, 049) | D59 (074,049
N | 216 209 22
Bfnh nhiin (%) dyt duge
HibsAle 7% vii chi 56 trude 6.3 26,3 ﬂ”l’ 32.2

didu trf HbATe 7% T
N 134 225 215

FPG (mg/dl) |mmali]]* o -

Truoe diéu tri {trung binh) 151,7 [.43] 1510 [8.38] 156,5 [§,68]
_ Thay déi so vai tnroc diu o' 5.5 [0,31] 233 1-1.35] _-233-1,29]
Khic biét so voi ding gia duge! SIERY (342,23 4) | 2887 (-343,.313)
{khoang tin ¢y 95%) [-1.60% (-1,90, <1.300] | [-1.60%(-1.90, -1,20%]
N 225 225 216
Trpng hryng co the (k)
Truge didu tri (trung bink) 76,23 77,08 71,50
Thay ddi so véi trude diéu 1rj' 0,39 206 -2,39
Khéc bigt so véi ding g duge!

(g tin c3y 97,5%) 1 -1,76% (-2,25, -1,78) -1,949* (248, -1 .si |
N 223 223 AL N
Binh nhiin (%) giam ein >5%* 5.8 I 276 2356
N L 225 214
Huyét ip thm thu (mmHg) o S

_Trure diéu trj (trung binh) 124 & 128,7 129.3

Thay d0i 30 vii trede didu trj! I 4,1 -3, =
Khis Bagt so ver d i !
(khoang tin c3y g':;;f' el dhags 2,7 (4,6, -08) | 2ieaan

! gia n) rung binh bus & dies oy chink v phin ding 5
* khéng disoe danh gis vé § nghiu thing kii; khong phii [ mi phin céa quy trinh thit it lits e db vii cac tiés chi @anh gl g
* Cilik wsbstin cuda cang dupe thiee hign jtnade bhi phii clp cin dineng Beén (LOCE)

i tr) =001

Empagliflozin dwge ding bo sung trong diéu tri pioglitazone (+/- metformin )

Higu qua vi d an todn cia empagliflozin khi két hgp voi pioglitazone, ¢d hode khéng metformin
(75,5% tomg s0 b{nh nhin d3 duoc digu trj bang metformin) duge ddnh gid trong mdt nghién ci
lim sang mi doi, co doi chimg placebo kéo dai 24 tuin. Empagliflozin két hop vii pioglitazone
(ligu =30 kém hodc khing kém metformin lam giam o6 ¥ nghia thong ké chi sé HbAlc,
glucose huyet lc doi va trong lugng co the, lam giam c6 ¥ nghia lim sing huyét dp so véi gid
duge (Bang 7).

Trong phin mé rong mix doi, co dbi chimg placebo ca nghién el nay, giam HbAlc (thay ddi so
wilti trirde diu tr 1i -0,61% & nhdm dimg empaglifiozin 10 mp, -0,70% & nhom ding empaglifiozin
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25 mg vii ~0.01% & nhém dimg gia duge), trong Jugng cor the {thay 461 so vor trude dida 1§ 1a -1,47
ki & nham ding empagliflozin 10 mg, -1,21 kg & nhom ding empaglifiozin 25 mg va +0,50 kg o
nhdm ding gia duge) va huyét dp (huyét dp dm thu: thay d6i so vai truede didy trj 14 -1,7 mmHg &
nhom ding empagliflozin 10 mg, -3.4 mmHg & nham ding empagliflozin 25 mg vi +0.3 mmHg &
nhom ding gid duge, huyet ap tim troomg: thay ddi so voi trwde didu o 1a -1,3 mmHg o nhom
ding empagliflozin 10 mg, -2.0 munHg & nhom dang empagliflozin 25 mg va +0.2 mmHg o nhom
ding gia duge) due duy tri cho dén tedn 76.

Dy
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Bing 7: Két qua nghién ciru cd dbi chimg gia duge trong 24 tudin (LOCF)Y coa empagliflozin duge
diing bo sung trong diéu trj bang pioglitazone két hop hoac khong két hop vii metformin (B§ phin

tich diy di)

Diéu tri bi sung
ploglitazone +/-
metformin

Gila dope

Empaglifiozin 10 mg

Empaglifiozin 25 mg

M

X

165

164

HbALe (%)

Trudre didu trj (1rung
hinh]

BO7

LA

Thity doi so v
trundse didu ir'

.11

.59

M

-,72

Ehie Bidt ao win
dimg aid durge!
(khodng tin ey
97.5%)

-048* (-0.69, -0.27)

-0,B1% (401,52, 01,400

M

153

151

160

Binh nhfin (%) dat
duge HbATc =7% vii
chi sé trunde didu trf

¥

3.8

LR

HbAle =T%
M

[

163

168

FiPCG: (mp/dL)
[ mmeol’L]

Trrde didu try {trung
binh)

15193 [8.43]

1520 [8,44]

151,56 [8,43]

Thay dbi 5o v
trude didu trj!

6,47 [0,37]

17,0 [-{h584]

2199 (-1.23)

Ehac biét so win
diig gia disge!
(khoang fin ciy
87.5%)

-23.5% (-31.8,-15,1)
[-1.32(-1,72, -0,913]

28,59 (-36,7, -20,2)
[-1.61 {2,010, -1,21}]

M

163

165

168

Trong lryng oo thé

Trunre digu tri (trung
bl

Thizy A8 50 wii
trirére didu 1ri!

781

T7.97

78,93

k34

r

-1,62

-1.47

khac bél so v
ditng gia duge!
(khosdng tin ciy
27.5%]

-1.95% (-1,64,-1.27)

1,80 (2,49, -1,13)

k]

165

168

Binh nldin (%) giim
ciin >5%"

i e T

35

1%,4

13,7

165

165

168

Huyét ip fim th
tmmHg)"*

Trude digy ] {rung
binh)

1257

[26.5

1259

Thay 081 50 ¥
trrée didy 1!

L)

=30

4.0

" Khic bigl 50 voi
ding gid duece'
(khoskny tin ¢y 95%)

-3.91{-6,2, -1.5)

d-l? 1'Tr] B -3|'"
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Empagliflozin va linagliptin duege dimg b sung cho dicu v .’m:frrg metformin

Trong mdt nghién el thiét ké giai thira, bénh nhin khing dap img ot vioi metformin, diéu trj trong
24 wian vin ¢a 2 liéu empagliflozin 10 mg va 25 mg k& hgp vii linagliptin 3 mg gidp cai thign co ¥
nghia 1im &:’mg chi &0 HbAlc va FPG so vdi linagliptin 5 mg v so v empagliflozin 10 hode 25
mg. So voi Imagllptln Jmg. cad liéu cuia empagliflozin kit hep v linagliptin 3 mg lam giam cd ¥
nghia trén [am sang trong lu:;mg co thé va huvet ap. Mot 1::.' I lém hom bénh nhin ¢6 chi 5:‘3 HbAle
trude didu trj =7,0% duge diéu trj bing empagliflozin két hop linagliptin dat dwoc chi s¢ HbAle
dich <7% so vin linagliptin 5 mg (Bang 8). ’}_}

Sau 24 tuan diéu tri bing empagliflozintinagliptin, cd huvét &p tim thu va huyét ap tim treomg
deu giam, -5.6/-3,6 mmHg (p=<0,001 so véi linagliptin 5 mg trén huyét 4p tim thu va huyét dp tim
trwomg) o nhém ding mnpaghﬂu?m 25 metlinagliptin 5 me va -4,1/~2.6 mmI-Ig {p<0.03 s0 vin
linagliptim 5 mg trén huyet ap tim thu, khong ¢d ¥ nghia ﬂ'h:mg ké trén huyét ﬂp tam trucmg) &
nhom ding empaglifiozim 10 mg+inagliptin 5 mg. Giam hu:.:t ap oo v nghia lm sang duge duy tri
tromg 52 tafin, -3,8/-1.6 mmHg (p<0,05 50 vin hinaghptin 5 mg trén hu:.rét ap tdm thu va huyet ap
tim truomg) & nhom ding empagliflozin 25 mg/linagliptin 5 mgva -3, 1/-1,6 mmHg (p=0,05 so vii
linagliptin 5 mg trén huyét ap tim thu, khéng cb ¥ nghia ﬂNﬁ’lﬂ ké trén huyét dp tim trucng) &
nhom dimg empagliflozin 10 mg/linagliptin 3 mg.

Sau 24 tuﬁn | bénh nhin {0,7%) ding empagliflozn 25 mg.-’lmughpt:n 5 mg va 3 bénh nhin
(2,2%) diing ﬁnpaglﬂuzln 10 mglinapliptin 5 mg phéi diu tr] cAp cin, so véi 4 bénh nhin (3,1%)
dung linagliptin 5 mg va & bénh nhdn (4.3%) ding empagliflozin 25 mg va | bénh nhdn (0,7%)
dimg empagliflozin 10 mg.
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Bang 8: Két qua nghién ciru c6 dii chimg gid dwge thue hign trong 24 tdn (OC) véi empaglifiozin
vit linagliptin két hop lidu cd dinh duge ding bé sung cho diéu trj bing metformin (B3 phin tich

div di)

Empagliflozin/ | Empaglifiocin’ | Empaplifiozin Empaglifiozin | Linngliptin
fimagHptin linngliptin Emg 10 mg Smig
(25 mg'S mg) (A0 mps mgj
i 134 135 140 137 | 24
"Mkm&{. — 24 tuin
Frmoe didu irj
g bl T4 B LR B B0
Thay 07 50 Vi trumie
diéws trj (g hinh disge | <1,2 -1 -(16 0.7 L7
hidu chink)
So shih viri linagliptia 5
mg [rung hinh duos 1.5 -tk lGI-[
i ch Irﬁ}[Hming ] {07, 0,35 (=06, -[L2
tlﬁ_'r gm]:l' 4
M 134 153 140 137 128
HbaAle = 52 fudn'
Trurdrg iy 1
(imursg bish} 4 £0 E0 H‘ﬂf A
Thay Al 5o véi e
didu trj {trung bink dwoe | .12 -1.4 A7 4.7 1,5
|__higa chinli}
Bo sinh vii lmagliptin 3
mg {irung binh dirg .5 =060
hign chinh) (kbodng tim | (-1,0, 06 {8, -0 ay
ooy 5% -
N : 134 135 I 137 128
Trgng hrgmg co the - 24
adn E :
Trietc didu irf
(1rung binh tink theo kg | *5 B7 H8 26 a5
Thay 46§ 2o iy turc
didy irj {trung binh dwge | -5,0 Bl -31 25 A7
hidu chinb
Sar sl wir lineghiptin 3
mg |trung binh dupg 23 -1,9
hius chinh) (khomng vin -3 -4 (=28 -1
iy Ii) -
N 123 138 132 125 11
Binh nhin (%) dgt ii:w
HbALc =7%, wi chi .
truréte Bk irj HbAlLe 62 H - 28 =k
=T% - 14 tuiin
Sarshink wini linaghiptin 5 3.5 28
mg ity s chinh) (1.9 6,4)* (16; 3.0p%
| (khiing tin ehy 95%F I
! Kl dusge @nh pia vE § nghia thiing k& tibua 1d ket qud w5 quy irink e nghlem khimg dmb lign ticp
1 I}uhd‘éﬂ.mplﬁhchdﬁ-d‘ﬁ ﬁmhi.hupnhu‘cﬂinln':;ljnwﬂuﬂ}unh MMEM. M6 hinh MMEM bao phm did I, chire ning thdn, wimg

5 Iy . chim kbdm. tham kham co twong 1oc didu i1 va che
' that dirc phiis tich didy dil v cio benh nidn khong
trunc didu 4, viing djan 1y vi chi s HBA L e didn ir|

* Quitn the due pivin tich dily & s dung i phi mhin cid)

clitsa i vl chi sl b e mpde o
i) (0]
bt 2 LY 1

it tr

HE ¢ trne dids irj )
hivie @himh dieu ir) coi nhur ghie bgi. Hoi quy logisic bao phm dibu 1 chire ning thin

vimg. M binh ANCOV A koo pdm didy i1, chie néng than, v oja 5. can sgng 1rince

Empagliflozin trén bénk nhdn Khdng ddp teng 161 voi diéu tr melformin va linagliptin

Trén b¢nh nhin khing dip
24 tudn vol cd GLYXAMB

lard@noe Do | 3-LPE-YS

fmg 10t vii diéu 1 metformin va linagliptin 5 mg,
I {tEmpagliflozin/Linagliptin) 10 mg/dmg va GLY
céi thién cd ¥ nghia lim sing HbAlc, FPG va trong hrgmg cor thé

didu 1r trong ving
KAMBI 25 mg'5 mg
s0 vl nhém ding gid duge +
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linagliptin 5 mg. 56 lugng bénh nhin ¢ chi sd HbA e tnede didu tri =7,0% v duge dicu trj véi ca
2 licu empagliflozin dat duge HbA L e dich <7% lém hon ¢ ¥ nghfa thong k& so vei nham dimg gia
duge + linagliptin § mg (Bang 9). Sau 24 tuan didu 1] bing empagliflozin, ca huyét ap tam thu vi
huyét ap tim truemy déu giam, -2,6/-1,1 mmHg (khong co y nghia thing ké so voi nhom ding gid
durgre trén huy@t ap tim thu va huyét ap 1am tngong) o nhom ding empaglhiflozin 25 mg+linagliptin
amg v -1.3/-0,1 mmHg (khing cd y nghfa thong ké so véi nhém ding gia dige trén huyét dp tim
thu v huyet ap tdm trirong) & nhém ding empagliflozin 10 mg+linagliptin 5 mg.

Sau 24 tuan, 4 binh nhin (3,6%) ding empagliflozin 25 mg+hinagliptin 5 mg va 2 bénh nhin
(1.8%) ding empagliflozin 10 mg+linagliptin 5 mg phii didu tj cap cinw so v 13 bénh nhin
(12,0%) ding gid dugc+linagliptin 5 mg. :DT

Bang 9: Céc chi sb s0 sinh hi¢u qua cia empagliflozin vor gia duge khi ding didu tri bé sung cha
bénh nhin dap (mg khdng tot voi metformin vi linagliptin 5 mg

Metfurmin + Linaghiptin § mg
B Empaghflozin 10 mg' Empugliflozin 2% mg’ i e’
_HbALe (%) - 24 tudn’ :
N 3k 109 LTI 106
Trarire didu i {inung mrﬂ - 197 7 7596
Thay d8i =0 wéiri trinde dsbu i
(tung binh duoe higa chinh] e i il
So ginh vii gid durge (trung bink 0,7 -,70
| hitu chink) i-1,02, 4,55 (-0, 93, (1, 46)
| (khoing tin oy 35%}" P00 P 0001 |
{_FPG { mydL) — 24 mida® i
| N 149 HE 13
Truoe diéw iri (erung binh) 67,9 1701 1624
Thay dii so voi tnsde diew o 263 A6 A1
{trunyg binh kigu chink}
So shnh v gia disge (trung binh -12.4 (41,7, -23,0) AT,7(-AT0, 28,0
hiu chinh) e IR =0l
(lchaing tin chy 95%)
Trgng ligmg cer thé-24 tuin’ 1
N L 1 10
Trrére di trj {nang bink) tinh HE 4 £4.4 BX 3
then kg —
Thay dii so voi trirde did tr 31 2.5 -0,3
{trang binh higu chinh)
S0 sinh vii glé drge (trung bink -LH -2.2
hitu chink) {+3.5, -2, {-29, -1,5)
| {khotng tin ciy 95%) | PR | e UL
Binh  mhin (%) dgt dupe |
Hhale <7% vid chi s trote
dilibu trf HbALe 37% - 24 tudp?
M 141 107 100
Bénh nhin (%} dgt dupe AIC =z
o 70 27 17,08
So sdnh vdi gin dispe (1) w0 4.1 10
chénhi) (khodng vin ciy 95%)° (L% 87y (LA, &1}
=i, 0004 P06

'Bénh mhin troc phdn nhdm ngiu nhids #ing empaglifiorin 10 mg hoje 25 mg dang ding GLYXAMBI 10 mg'S mg habe 25 mgd
g virl didu tri nén bing metformia

“Bimb phin duge phin nplu hidn vao nhém dimg glé doge dang dimg gis duoc k4 hep lnaghiptin S mg voi didu irf nkn hilng
meifoamin

"M iisih MMBM trén bi phiin tich aly di cic tnrimg hop ghi nldn diee thny tin) bao HbsA L trigd didu trj, =GFR
(MDRD) e didu tri, vang dja b, diéw i qua thim khém v thim khim i ong e dies e Bai vii FPG, bao phm o4 FPG
trutre didu 1ri, VE cdn ndng. bao ghm ci cln nding rwde didu i,

‘khéng duge dinh gis vé ¥ nphla thdng ki khisng phii 12 mis phin cis quy trinh tie nghigm fign ise cho Géw chi dénk gid phu,
*HiE quy lagistic i bd phdm tick div da boe Hidh ¢t diku i, olFR (MDRD) tnetve didu iri, vieng din b, v didu 1 dies
erén hénh mhdn cb chish HbALc = T% inie b ir,
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Trong mat phan nhim 33 duge xtic dinh tnroc cua cac bénh nhin cb HbA Tc rude dicuy trj = £,5%.
mure giam HbAlc so v trudic digw trj khi ditng mpagi]ﬂnz.m 25 mgtlinagliptin 5 mg 12 -1.3% sau
24 tudn (p<0,0001 s0 viri gia dureet Ilr'ul_ghpim 5 mg) vaa khi dimg empagliflozin 10 mg+linagliptin
S mg 12 -1,3% sau 24 fudn (p=0.0001 so véi gid duge+linagliptin 5 mg).

Diy ligu sir dung empaglifiozin 2 niim. dege ding B sung cho metformin so vii glimepiride

Trong mét nghién cire so sénh higu qua va do an todn cia empagliflozin 25 Mg 50 Vi g]:mepmde
(4 mg) & bénh nhin khing ddp dmg 1ot khi ding metformin don ddc, didu tri hang ngay I:r.i.ng
empaglifiozin lam gidm manh hom HbAle vi lam giam FPG cd v nghia trén lém sing so vai
glimepiride (Bang 10). Empaglifiozin ding hing ngiy lam giam e ¥ nghia théng ké trong hegmg
co thé, huyét ap tim thu va hu:.fét dp tam troeng (huyEl ap tam troomg thay déi so trude didu 1 1.8
mmHg khi dong empagliflozin va +0.9 mmHg khi ding glimepiride, p<0,0001 ).

Biéu trj béng empagliflozin 1am giam c6 ¥ nghia théng ke t¥ 18 bénh nhiin ¢o bicn e ha glucose
huyet so voi glimepiride (2,5% khi ding empagliflozin, 24.2% khi ding glimepiride, p<0,0001),

Bing 10: Két qua nghién ciru cé &6 :huug ];u:m tinh thuc hién trong 104 tudn (LOCF) so sanh
empagliflozin véi glimepiride nhu thuoe dimg b8 sung cho ligu phip metformin (B& phin tich diy

du) | -D1

Empagliflozin d::l‘lg diu trj bil sung ;

cho metformin s0 sdah vii Empaglifiozin 25 mg Iﬂlh:::ﬂi?
plimepiride 2 kg
N ThS TRO
HbATe (%)
Truse didu irj (g binh) 7.92 7,92
Theay divi zo voi triede digu try' T 0,55
Elhe bl 50 virl glimepirsde (khoang .
tin cly 97.5%) SO f-00,20 ;-0
il AR 713
Binh nhin (%) dat duge HbAle
<% viri chi s ban o HhAle 275 il i
N
FPG (mg/dL) [mumel1 ]
Trude it trj (rung binh 150,00 149 82
Thay ddi so vii trude didu trj' -15.36 =108
Khéc biét zo vir ghmepmde'{khoang 12,37 _15.47 - -
Bimh Gy 95%%) 9.27)
N 08 780
| Trong leyng o thié (kgh
Truire diu trf (trung binh) §2,52 83,03
Thay d0i 50 v tnade digu trj] -3.12 1,34
Khic bigt so vin glimepiride'(khodng .
| i cay 57.5%) -3 46%4 (487 -4.08)
N 765 T80 A
__Binh nbin (%) gldm clin =5%° 27.5 3% —
N 765 TR0
Huyét ap tim the {mmHg)’
Trre dicu trj {trung binh) 133.4 133.4
| Thay & so v tnnde diéu irj' 3,1 2.5
Khac biét so véi glimepiride’(khodng A
fin ciy 97 5%) 56" =70 :-4.2)

! Trung hink diac hidu chisls cho gis i s didu irj v phim cing
“Khing duoc dinh gid vé ¥ nghin hing ke, Khing phisi 13 min phas coa gey e ik gid lien tie cho U chi dish ik phu
VLOCT, cie gl i s bhi ﬂphh{h\ulhghu‘;‘lﬁ.npdu‘pc kifm sod
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* Ol shdin fuska cang (i K cip csni dirdssg Bavet] dirgg Bhwic Boi (L)
= gid tn p <k HHH cho kbing thuz B¥m. va gid tnp = 0D Shi b e vt bem
= e i e pedh ML

Empagliflozin dugpre dimg bd sung cho [igu phap trsudin neén

Hiéu qua va d6 an toan cia empagliflozin dirge b sung cho ligu phip insulin nEnj:-:’: két hip hode
khong vai metformin va‘hode sulfonylurca (79.8% tong s6 bénh nhin da dicu trj nén bang
metformin) duge danh gia trong thir nghigm lam sang mai doi. ed déi chimg placebo trong thin gian
78 tudn. Trong |8 tuin diu tién, liéu insulin duge gilr nguyén, trong 60 twan tidp theo, lidu insulin
duroc hidu chinh 88 dat gid tri FPG <110 mg/dL,

(3 tuan thir 18, empagliflozin gitp cai thién co v nghia mu:'-mg ké chi so HbAlc so vii nhom ding
gia duge. Ty 1¢ binh nhin ¢t chi 56 HbAle 27,08 trde diéu trj dat duge HbAle dich <7% lén
him so vl nhom ding gia duge. Sau 78 tuan, empagliflozin lm gidm o6 ¥ nghia thiing ké chi s
HbA le vi lidu insulin s dung so v nhdm ding gid duge (Bang 11). ‘J}..I,

(3 twin thir 78, empagliflozin lam giam FPG 13 -10,51 mg/dl [-0,58 mmol1] & nhom ding
empaglifiozin 10 mg, -17,43 mg/dL [0,3 mmol/L] & nhém ding empaglifiozin 25 mg va -548
mg/dLl [-0.97 mmol/L] & nhom dimg gia duge), trong lgmg cor the (-2,47 kg & nhom ding
empagliflozin 10 mg, -1,96 kg & nhdm ding empagliflozin 25 mg va +1,16 kg & nhdm ding gia
dirge, p< 0,0001), huyét ap (huyét dp tAm thu: -4,1 mmHg & nhom ding empagliflozin 10 mg, -2.4
mmHg & nhém ding empagliflozin 25 mg va +0,1 mmHg & nhém ding gid duge, huyét ap tam
truomg: 2.9 mmHg & nhom dimg empagliflozin 10 mg, -1.5 mmHg & nhom dong empagliflozin 25
mg v -0.3 mmHg ¢ nhom diang gia duge).

Bang 11: Két qui é tudn thir 18 vi 78 wong nghién et lim sing co déi chimg gia duge (LOCFY
cea empagliflozin duge ding bd sung cho insulin nén co két hop hodc khong voi metformin
vi'hofic sulphonylurea (B phén tich dav du)

Bitu tri bi sang insalin nén |
két hyp hojic khing vdi Gt o Empagliflozin Empaglifiozin
metformin hode e 10 mg 25 mg
_sulfonylurea . .
M 125 132 17
_HbAle (%) o tuin th 18
Truée didu trj (irung hinh) 2,10 ~ R26 8,34
Lﬂaﬁr A1 50 v trude digu 0,01 057 o1
Ehac hid so viri nhim ding {56 .70
giit g (khoang tin ciy 5 a
97.5%) {-01,78 ; -0.35) (0,93 ; 0,47}
N 112 127 110
HbAlc (%) i tuin T8
Truere diu trj {trung bink) 8,09 827 §.29
ETET dbi o v tarde did 002 048 054
| Khac biét so v nhom ding ke
gid dugc’ (khodng tin cfy 07350190 0,62 (0,90 ; -0.34)
| 97.5%) = —
L 112 127 110
Liéu insulin nén (I/ngiy) &
tudn 78
Trinde didw tri {trung binh) 47,54 4513 4R 43
Thay Add s vir tridve didy 545 121 0,47
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Khic Biét so véi nhom dong
ik dwoe! (khodng tin iy
97.5%)

_;,Iﬁ,_-:pHnt -5.':]2'“"
(=11,56,-1,77) (=110, -0 85) |

" trug s e hidu chinks cho gid 1 i ditn 11 v phdn | ing
* Gihi rbiin o dined ki clp oo duitee Banvci) dinee thape hign (LOCF)
*igti b p <Lk 01K} |
S8t ) p o<l Fh
|
B

Empaglifiozin dige ding b6 sung ligu phap insudin tich cue (Multiple dose insulin - MDI) va
metformin

Higu qua va d§ an toan coa empagliflozin dupe ding bd sung cho ligu phip insulin tich eyre (MDI)
két hop hodic khéng v&i metformin {(71,0% ting s6 bénh nhin duee didy ir] nén bang metformin)
durge danh gid trong mét thir nghig¢m Lim sanp mi d6i. b dﬁilclu'mg g1a duge trong 32 tudn, Trong
L8 tudn diu tién va 12 tuln cudi cing, lidw insulin dwge giir dn djnh, trong khodng tuan 19 dén 40
Ficu insulin duge hidu chinh 38 dat dirge ning dé glucose trude khi &n <100 mg/dl [5.5 mmol/l] va
ning 4§ glucose sau bim &n <140 mg/d] [7,8 mmal],

() tudn 18, empagliflozin gitp ci thidn cé ¥ nghia théng ké chi s6 HbAle so vii nhém dimg gia
duge (Bang 12). Ty 1¢ bénh nhdn co chi s6 HbAlc >7.0% trude didu tri (19,5% & nhom ding
cmpagliflozin 10 mg, 31,0% & nham ding empagliflozin 25 mg) dat dupe HbA ¢ dich <7% so v
nhaom ding gia duge (15,1%).

O tudn 52, didu trj biing empaglifiozin lam gidm c6 ¢ nghia thong ké chi s HbAlc va lidu insulin
sur dung 5o vai nhom ding gid duoe va lam giam FPG (thay doi so vii trude didu tri 14 0.3 mg/dl
[-0,02 mmol/l] & nhém ding gid duge, -19.7 mg/dl [-1,00 mmol1] & nhém ding empagliflozin 10
mg, va -23.7 mg/dl [-1,31 mmol/I] & nhom dimg empaglifiozin 25 ma), rong lugmg oo the va huyét
ép (huyét dp tdm thu: thay doi so véi tde didu i -2.6 mmHg i nhom ding gia duge, -3.9 mmig
o nhém ding empagliflozin 10 mg vi 4,0 mmHg & nhém dimg empaglifiozin 25 mg. huyét dp tim
thu: thay d6i so véi trinde diéu trj -1.0 mmHg & nhom ding gid dige, -1.4 mmHg & nhom diing
empagliflozin 10 mg vi -2.6 mmHg & nhém dimg empagliflozin 25 mg).
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Bang 12: Két gua nghién cin ca dbi chimg gid dugre sau 18 va 52 tudn (LOCF)® vii empagliflozin
dirge diing bé sung cho ligy phép insulin tich eye (MDI) va metformin:

Empaglifinzin dwge ding b sung Git i Empaglifiozin Empaglifiozin
cho liéw phip insulin + metformin v 1 mz 15 mg
N 188 186 150
_HbAle (%) i tudin 18 s =
Trurde didu trj | hinh) 8,33 B39 829
__J;'_'__INF" hay 46 triri: didu ] -, 50 1,54 -1.02
s o ,
s B e iy D44% (060,-027) | 0,520 (0,69, -0.38)
M 1% 119 1%
HbA ¢ (%) & tuin 527
Trutr digu tr {lrung bink) R.25 R.40 2,37
Thay doi trede dieu i’ -0.81 -1,18 127 |
: ; Fre—
m"‘:;;: J_;‘]‘“ BR dugc? (khaang 038 (062, 013} | 0A6% (0,70, -0.32)
N 113 118 118
Binh nhim (%) dg1 dwge HbAle
<T% vii ﬁ“ trj trinde diéw trj HbATc 26,5 39§ Ph 458
=T% i tulin 524
N 188 186 159
FPG (mpdL} [mmol/L| i tuin 52°
Trude digu i (wrung binh) 130,6 [8.41] 15,1 [E.83] 150,3 [3.34]
Thary dibi trude dia )| -0.3 [-0.02] -19,7 [-1,09] -23,7 [-1.31]
Khidc bift s vai gia duge’ (kbodng tin -19.3-37.5, -10,8) 234 (:31.5,-14.9)
ey 05%) [-LO7(-1.55, -6 | [-1304-1,77, -0.83)]
N 115 118 117
Lifu IE“;: (Iliingay} & tuin 527
Trade didu hink) 80,04 35,57 90,38
ﬂggmu?ﬂ?ni' 10,14 .33 -1.06
Khac Bigt 50 voi gia duge! (khoan
sincay 67 5% & -BAARE L1560, 1,97) | -11.229% 18,00, -4,36)
N _ 115 19 118
_Trgng hrgmg oo thé (kg) o tudn 52°
Trwde didu trj {trung binh) 96,34 0R,47 9537
Thay diti trecre didu try! 0,44 -1,95 -2.04 —
Ehic bidt so v gid dige® (khodn
tin efy 97,5%) % -2,39* (-3 54, -1,24) -248% (1,63, -1,33)
r 158 186 180
Hg}i_il EE tdm the (mmiip)*
Trudre dica 1rj binh} 1326 134,2 1329
Thay &6i tma.:qﬁu iri’ 26 39 40
Kl bagt so viri gl dupe 19 -1,4 {-3,6, 0,9) -1.4-3,7, 0.8)
| {khodng tin efy 95%) )

" Nroreg Evim B chinh cho gin 10 trnve difss try vi phén thng
" Tudln T8: b phiis tich ddy g sudn 32 b phdn tich i b Badn

'TuhI!J-lﬂ-rm#:iih:damtiduermﬂmlinﬂmhdmhhh&d'
(3.3 wanod 1, saw biw 40 <140 mgidd (7,8 mumold])
* khing dun: dembs g v § nghin thing ki, ke phi 13 MK i

‘ﬁﬂ'l
* Tughn 52: i) phin tich diy &
* gid i p <0000
** gl onl pr Ik
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Empaglifiozin wong 2 ldnmedy so vai uong ! ldnngay dupe dimg bo sumg cho diéu i b.rlmg
Fretfor i

Higu qua va dé an toan cua empagliflozin uong 2 ki ngay o0 vird ufing | Eﬁmm_.,ﬁ} (lidu hing ngay
10 mg va 25 mg) dé diu trj bd sung ¢ bénh nhin cd nong 46 glucose ItLl!.fét khong droc Kigm soat
et khi dimg metformin dom 7 liéu dwoe danh gid trong mi;ht nghién ciu ma doi co abi chirng gia
durge kéo dai 16 tudn. Tét ci cic bénh nhin duge diéu tri bing empaghﬂumn déu gla.m ¢0 ¥ nghia
chi s0 HbAle so vl trrde diéu tri -[tﬂ-ng trung binh 14 7.8%) sau 16 tuin didu ] 50 vin nhom dung
gid dwoe. Phae 46 empagllﬂnzln 2 lan-’ngm' lam giam HbA e tromgg tur phic dd ding 1 lﬁﬂ.-fngé,:,- wiri
sur khac biét o tuan 16 50 v truoe didu irj -L02% (khoang tin ¢dy 93%, - (L16, (L13) & nhim ding
empagliflozin 5 mg 2 ]ﬂn-'ngag.r s0 vai 10 mg | Iﬂrr-’nl,él:.-, va <0,11% (khodang tin cdy 95%, - 0,26,
(0,03} & nhom dung empagliffozin 12,5 mg 2 lan/ngay so véi 23 mg 1 lan/ngdy,

f;_mg dd :_Jumse 2 pidr sau bita dn
Piéu trj bing empaglifiozin bo sung cho diéu trj bing metformin hoge metformin kiét hop
sulfonylurea giip cai thi¢n co ¥ nghia lam sang ning 4o glucose hl.l}'-?:l 2 gidr sau bhita &n (thi
nghiém dung nap duimg huyét) sau 24 tudin (b sung cho metformin, gia duge (n=57): +5.9 me/dL,
empaglifiorin 10 mg (n=52): 46,0 mg/dl, empagliflozin 25 mg (n=58); -44.6 mgdL: bé sung cho
metformin - két hop sulphonylurea, pid duge (0=35) -23 mg/dL, empaglifiozin 10 mg
(n=44): -35.7 mg/dl, empagliflozin 25 mg (n=46): -36,6 mg/dL). I)‘I'

Bénh nhin ¢6 chi si tnude didy tri HhA e >9% -
Trong mt phén tich di dinh trude trén cde bénh nhin cb chi sfh HbAle trude didu trj =9,0%, didu

tri biing enpagliflozin 10 mg hodic 25 mg by sung cho metformin lam g!am co ¥ nghia thong ké chi
0 HbA Lc o tudn 24 {trung binh hig¢u chinh sy thay ddi so vai trude didu tr -1,49% ¢ nhim dimg
empagliflozin 25 mg, -1,40% & nhom ding empaglifiozin 10 mg va -0,44% & nhim ding gid

duge).

Trong heomg cof thé
Tmng it phin tich gfp da J-:ac dinh trude cia 4 nghién ci fam sang cd disi chimg gid dige, didu

I:uEng empaglifiozin (68% tong bénh nhiin diéu trj nén bang metformin) lam giam trong luomg co
mc s0 vGi nhom dimg gia duge & tiin 24 (-2,04 kg & nhom ding empaglifiozin 10 mg, -2,26 kg &
nhom ding empaglifiozin 25 mg va -0,24 kp & nhom ding gia duge) va duge duy tri dén win 52
(-1,96 kg & nhom ding empagliflozin 10 mg, -2,25 kg & nhom ding empaglifiozin 25 mg va -0,16
kg & nhim ding gia duge).

Huyét ap

Higu qua va 40 an toin cia empagliflozin duge danh gid trong nghién ciu mi déi, co doi chimg
gid dirge kéo dai 12 tuan trén bénh nhan dai thao duimg typ 2 va cao huyé‘t Ap sir dyng e thudie
dicu trj dai thao dun‘mg_ khac nhau (67.8% bénh nhan dm;rc dicu tri bang metformin od hodc khﬁng
kém theno -..ﬁ:., thudc diéu trj ddi thio duimg khic bao g 1_.,E|m ca msulln} vii sir dung <2 loai thutc ditu
i ling 5.,;‘:" ap (Bang 13). Biéu trj hﬁnh ﬁmpﬂgllﬂunn 1 lin/ngay lam cai TJ:|-|,:r| ¢d y nghia lam
séng chi sb HbAle, huyit ap tam thu va ]'tu].n:t ap tam truomg trung binh 24 o duoe do bing may
theo dii huyét hru dong sunl 24 g, Bidu trj bang empagliflozin lam gidm huyét ap t3m the & w
thé ngdi (thay dii so vdi trude didu trq -0,67 mmHg & nhom ding gia duge, -4,60 mmi—lg & nhim
ding empaghﬂﬂzm 10 | mg va -5.47 mmHg o nhém ding empagliflozin 25 mg} v huyét ap tam
trromg & tr thé ng«ul (thay dbi so vai trude didu trj -1,13 mmHg ¢ nhom ding ga
dirge, -3,06 mmHg o nhdm dimg empaglifiozin 10 mg va -3,02 mmHg & nhim ding empagliflozin
25 mg).
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Bang 13: Két qua sau 12 win (LOCF)Y s nghién eiru o dii chimg gia duroe v empagliflozin
trén bénh nhin ¢o ddi thao duomg typ 2 va huyét ap khong duoc kiém sodt (Bo phin tich dﬁ}' du)

Gid durge Empaglifiozin 10 my | Empaglifiozin 25 mg
N 271 2768 276
HbAlLc (%) & tulin 12 S |
Trunde dicu ori (trung binh | 7,80 787 7.2
Thety & s viri trurcre didu iy’ 0,03 N 0,62

Klshe bodin 20 wiri gid durge!
{klvoing tin cdy 95%0)
Hl:}*ﬂt ap thm thu 24 ghr ir tudn
ix
| Trude diéu brj (trung binh) 131,72 1314 131,18

e e e i

Thity & 50 viri trisse didu i’ 0,48 -2,95 . 368
3 A4¥ (4,78, -200) | -4,16% (-5,50,-2.,43)

[ Khaie bt so v gid chrgre!
{khsodng tin cdy 93%)
Huyit dp the trirong 24 gidr & |
tuin 127

Aa2* (-0,72; -0,52) -(,65% {-0,73, -0.55)

~ Trude diéu irf {trang binh) 75,16 75.13 : 74,64
Thay 381 so v trrde didu tri’ 0,32 -1,04 -1.40
Kohac bagt so veri gia dargre! -1,36%* {_1.15,

=1,72% (-2.51, -0.93)

{khoing tin cdy 93%) «(1,50]
" “Unang minh higa chink chi gia ir ire dits o vl phis e 5
1 0] il cuds cing (it khi cip e chdng tng byt dp ) duge Bun: bidn (LDCF} LDCF, gii i sau khi cip cou ting it ap duoc kidm duyé
' (Zhi nhén 2w cing (e ki cip o domg by ) dove thee hign (LOCE)

# gid e p i, 001 | y
== gk oy p =0,0008 “[}T

Trong phiin tich gip duge xde dinh trude tir 4 nghién ciru o6 dbi chimg gia duge, didu tri bang
empagliflozin (68% tong s0 bénh nhin d3 dupe diéu trj nén bing metformin) lam giam huydt ap
tam thu (-3,% mmHg & nhom ding empagliflozin 10 mg, -4.3 mmHg ¢ nhom ding empagliflozin
25 mg) s0 voi nhom ding pid diege (-0.5 mmHg), vi buyét dp tim treong (-1,8 mmHg & nhém
dung empagliflozin 10 mg, -2.0 mmHg & nhém ding empagliflozin 25 mg) so véi nhém ding gia
dure (-0.5 mmHg), & tuan thir 24, va duoe duy tri cho den tuin thir 76.

Cic thong s xét nghiém

Téng haematocrit

Trong mot phan tich ghp vé tinh an toan cila_tﬁt ca céc thir nghiém v didu trj nén héng metformin,
thay ddn trung binh tir mirc hematocrit ban ddu 1a 3,6% va 4,0% kin It wir empagliflozin 10mg va
253mg, so v&i 0% vid gid duge. Trong uﬁlién ciru EMPA-REG Outcome, cie gid trj hematocrit
quay tror lai gia trj ban diu sau khi dimg didu tei 30 ngay.

T gl Byt vhiin]
Trong mét phéin tich gdp vé tinh an todn cla it cd cac thir nghidgm voi didu tri nén bang
metformin, phan trdm ting trung binh tir mirc ban diu cua empaglifiozin 10mg va 25mg 50 vl gid
durgpe Hn Tugt 13 tdng cholesteral 5,0% va 5,2% so véi 3,7%; HDL-cholesterol 4,6% v 2,7% so v
-0,5%; LDL-cholesterol 9,1% v 8,7% so viri 7,8%: triglyeerid 5,4% va 10,8% so véi 12,1%.

K&t gud trén tim mach
Thit nghiém EMPA REG OUTCOME la thir nghiém da trung tim, da quoc gia, ngdu nhién, mu

ddi. cd kiém chimg bing gia duge 8¢ nghién cinu e dung cia empagliflozin nhu 1a thude b trg
cho lidu phip chudn trong viée giam cic bién cb tim mach trén bénh nhin dai thio duémg typ 2 cd
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mot hay nhidu yéu 16 npuy o tim mach, hao gom bénh ding mach vinh, binh déng mach ngogi
vi, tién sir nhdi miu co tim, hay tién si dai quy. Tiéu chi dinh gid chink 1d thoi gian dén khi xay
ra bién o ddu tién coa & hop cée bién b saw: b vong do tim mach, nhdi mau co tim khéng uir
vong, dit quy khéng tr vong (Cac bign cé tim mach ning - Major Adverse Cardiovascular Evente
(MACE-3)). Ngodi ra efin ¢6 cdic tiéu chi 43 duge dinh trude Hp trung vio cic bién cb 14m sing
lién guan duge kiém tea theo phuemg phip tham dé, bao gém i vong do tim mach, nhip vién do
suy tim hojc ir vong do tim mach, tir vong do mgi nguyén nhin va cic bénh vé thin mdi xudt hign
hodc bi ning thém, ) )

Co ting 7020 bénh nhdn dupe didu i bang empagliflozin (empagliflozin 10mg: 2345
empaglifiozin 25mg: 2342, gid duge: 2333) va due theo dai trung binh trong 3,1 nam. Bénh nhén
gém 72,4% |8 ngudi da tring, 21.6% fa nguini Chiu A vi 5,1% 1a ngusivi da den. Tuéi trung binh I3
03 tudi, T1,5% 14 nam gici. Tyi thisi diém ban ddu, khoang 81% bénh nhin dang duge diéu irj bang
thube Gre ché hé renin angiotensin, 65% bénh nhin dang duoc diu trj bing thude (e ché beta, 43%
bénh nhin dang dm;u:ﬁ;g.l trj bing thuie loi tidu, 89 b¢nh nhin dang duge diéu tri bang thude
ching ddng vi 81% bénh nhin dang duge diéu tr bing thude ha lipid méu. Tai thoi diém ban diu,
khodang 74% binh nhin dang duge diéu trj béng metformin, 48% bénh nhin dang duge didu tr
bing insulin va 43% bénh nhin dang duge diéu trj biang sulphonyvlurea.

Khodng mgt nim so bénh nhin (52,2%) ¢ oGFR trong khodng 60-90mL/phit/1,73m?®, 17.8%
trong khoang 45-60mL/phit/|, 73m?%, va 7,7% trong khedng 30-45 mLiphit/1.73 m?, huyét ap tim
thu trung binh 1d 136 mmHg, huyét ap tm triong trung binh 14 76 mmHe, LDL $6mg/dL, HDL
Hmg/dL va ty 1§ albumin — creatinine nigu 12 175mg/g tai thiv didm ban dau.

Gicim nguy co tir vong do tim mach v tir vong ting thé Ci‘lT

Empagliflozin ob téc dung virt triji trong vige giam tiéu chi dénh gid chinh gom tr vong do tim
mach, nhdi mau co tim khing tir vong, dot quy khdng it vong so vid gia duoe. Anh huomg diéu tri
duge thé hign I3 gidm w0 vong tim mach (bien cé nhdi méu e tim khéng tir vong, hay dét quy
khéng tir vong khing thay déi rd rét) (Béng 14 vi Hinh 1),

Empagliflozin ciing cdi thign 1y 18 séng con chung (Bang 14 vi hinh 2), vige cii thign ndy 12 nh
giam ur vong do tim mach khi ding empagliflozin, Khong co sir khic bigt co ¥ nghia thing ké vé
tir vong do cde nguyén nhin ngodi tim mach gita empagliflozin va gid dugrc,
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Biing 14: Anh hwimg didu tri déi vii 16 hop tiéu

chi dinh id chinh, cic thinh phin trong 16

Do v i vong (Nhim due didu tri®)

. Empﬂgli;l:luzin
GI3 duge (10 vi 25
N _ 2333 4687
iri én_khi xuit hién lin dia i
tién tw vong do tim mach, Illgli mdu oo
tim khéng tir vong hodc dét quy khéng 282 (12.1) 490 (10,5)
ik vomg N (%)
Ty so nguy hai so vén gia dupe (KTC 0,86 (0,74, 0,00)
95,02%)** }-]-
| Gid tri p cho tinh v vidt 0,0382
Tir vong do tim mach N (%) 137 (5.9) 172(3.,7)
T 50 nguy hgi s0 v giad dwge (RKTC 0,62 (0,49, 0,77)
95%4)
Gid trj p <0,000]
Nhoi miu co tim khing tir vong N (%) 121 (5,2) 213 (4,5)
TV 55 nguy hai so voi gié duge (KTC 0,87 (0,70, 1,00}
95%)
| Giatp 0.2189
Bt quy khing tir vong N (%) 60 (2,68) 150 (3,2)
Ty 0 npuy hai so von gin duge (KTC 1.24 (0,92, 1,67)
9504
| Gid tri p 0.1638
- Tir vong do moi nguyén nhin N (%) 194 (%.3) 268 (5.7
Ty s0 nguy hgi so véi gia duge (KTC 0,68 (0,57, 0,82)
95%;)
Gidtp <0,0001]
“Tir vong khéng do tim mach N (%) 571(2.4) 97 (2.1)
T¥ s0 nguy hai so voi gmia duge (KI1C 0,84 (0,60, 1,16)
9594)

* bénh nhin duge ding it nhit mat Tt thudc nghién el
W1 dir ligu tir thir nghiém di duoc dua vio mit phin tich tam thir, khoang tin cay 2 bén 95,029
ve miit ¥ nghta duie dp dung furomg img vén gid trj p nhd hon 0,0498,
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Hinh 1: Thiv E,illl‘!l dién khi Hll{i.t hign tr vomng do tim mach
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Himh 2: Then gian dén khi xuét hi¢n tir vong do moi nguyén nhin *
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*Duimg cong Kaplan-Meier woc tinh théri gian dén khi xudt hign tir vong do mod nguyén nhin, gip

tat ¢ bénh nhén dién tr empaglifiozin so véd gi dwpe — nhém duge didy tri

Gidam nguy oo nhdp vien do suy tim hode wir vahig do Him mach

Empagliflozin vurgt trdi trong viée giam nguy co nhip vién do suy tim va tir vong do tim mach

hodc nhip vién do suy tim so virl gid dupe (Bang 15 va Hinh 3)
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Bang 15: Anh huémg diéu tri dii véi nhdp vign do suy tim holie tir vong do ti mach (ngogi

brir tir vong do 4§t quy) (Nhom duec didu 15%)

Empagliflozin**
Giii durye (50 ligm gdp liéu 10 vi
Bmg)
N _ 2333 4687
Nhip vign do Suy tim hojic tr vong do |98 (8,5) 265 (3.7)

tim mach (ngoai trir tr vong do djt quy)

N (W) w ke ]}Ir
Ty 6 nguy hai (KTC 95%) = 0,66 (0,53, 0,79)
Gidtrj p <0,0001
Nhip vién do suy tim N (%) 95 (4.1) 126 (2.7)
T¥ 50 nguy hai (KTC 93%) 0,65 (0,50, 0,85)
Gié tr p 0,0017
T vomg do tim mach (ngogi trir tir vong 126 (5.4) 156 (3.3}
do djt quy) N (%)
T4 s6 nguy hai (KTC 95%) 0,61 (0,48, 0,77)
Gid trj p <0001

*bénh nhin dimg it nhit mjt liéu thude nghién i
**empagliflozin 10 mg va 25 mg cho két qud théng nhét
**% thir gian tod khi xay ra bign b diu tién

Hinh 3: Then gian ti khi xay ra bién ¢d nhdp vién do suy tim ddu tién hoje tir vong do tim mach
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* Ham ty 1¢ gop ude tinh cho thin gian den khi xdy ra bien cd diu tién ahdp vién do suy tim
hofic tir vong do tim mach, gdp tit ca bénh nhén diéu trj empaglifiozin so véi nhom gid disge -
nhom duge dicu tr

Ciic lgi ich im mach cua empagliflozin di thé hign lh:*mg nhit giim cic phan nhom, duce mé ta
trong Hinh 4.

Hinh 4: Cic phin tich diedi nhom vé ti vong do tim mach vi nhip vién do suy tim hodic tir vong do

tim mach *-*# j}"f
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* Nhip vién do suy tim hodic nr vong do tim mach ngoai trir tr vong do du;-t quy.

**gid trj p duge ding € kiém tra tinh déng nhit cia su khée bigt giira cac phin nhém (kiém tra
tuomg tac gifra cac hilEll sﬂ}. khing duge dicu chinh cho nhiéu phin tich va co ll'u: khong phan dnh
ﬁnhhuﬁngmamm}.reumdﬁc bigt nito sau khi higu chinh cho 14t ci cde yéu t6 khie, Khing nén
kidn gidi qui mi tinh dong nhat biéu kién hodic khéng déng nhit gitta cie nhém.

Trong phin nhim I:rénh nhin co ding metformin tg thid didm han :Zlﬁ,u1 anh huémg trén cic bién cb
tim mgch 1 thong nhat vét cie két qua quan sat duge trong toan thé quin thé nghién cin cia thir
nghiém EMPA REG OUTCOME.

Bénh than do dai thao dudng

Trén dan =0 cia thir nghiém EMPA REG OUTCOME, nguy co mei mic che bénh vé thin hodc
bénh thin nang thém (duoc xdc dinh khi xudt hién albumin ni¢u dai lugng, creatinine huyét thanh

lndanacs Thio | 3-EPEVR loge 8 of 4F
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tng gap ddi, va bit dau ligu phap thay thé thin (tic 1 loc méu) gidm b ré trén nhom ding
empaghiflozin so vii gid duge (Bang 16 va Hinh 5).
Trén nhimg bénh nhin cd albumin migu dai lugng hie bt diu nghién cine, nhom diéu
empagliflozin ¢6 ty 1§ albumin niéu binh thuémg hode vi lugmg cao hom rd rét so véi nhom ding gia

durre (by 50 nguy hai 1,82, KTC 95%, 1,40, 2 37).

Bing 16: Thivi gian dén khi xudt hign bénh thin mai mée hodic bénh thin ning thém (Nhém dirge

diéu trj *)
Empaglifiozin
Gld dwge (st liéu gip litu 10
and 25 mg)

N 2061 4124

Bénh than mdi mac hojic bénh thin ning 188 (18.8) 525 (12.7)

thém N (%)
Ty st nguy hai (KTC 95%) o T 0,61 (0,53, 0,70)

Gid tri p 2 <0,000]

N 2323 4645

Niing d§ creatinine huyét thanh ting gip 6l (2,6) 70(1,5)

dBi**N (%)

Ty s0 nguy hai (KTC 95%) 0,56 (0,39, 0,79)
 Gidtrip 0,0009

N 2033 409]

M xuiit hi¢n albumin niéu dgi hrgng*** 330 (16,2) 459(11,2)

N (%)

TV 0 nguy hai (KTC 95%) 0,62 (0,54, 0,72)

Giamip : 00001 |

N 2333 4687

Bit diu cia lifu phap thay thé thin N 14 (0,6) 13(0,3)

(%e)

Ty 56 nguy hai (KTC 95%) 0,45 (0,21, 0,97)
(Giatrip 0,0409

N 2333 4687

Tir vong do bénh thin N (%) 0 Fi0,1)

“bénh nhin d& ding it nhat mat lieu thude nghién ciru
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*“kém theo ¢6 €GFR <45 mL/phit/1,73m’
""" Ty 1§ Albumin Creatinine niu >300 mg/g
*Do ty 1¢ hién cd thip, khéng tinh Ty 56 nguy co

Hinh 5: Thiri gion dén khi xait hiéa béah thdn mén mée hojic binh thin adng thim
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Biéw trj véi empagliflozin bao thn mirc eGFR va eGFR tang lgi trong sudit 4 tudn theo dii sau khi
ngumg diéu tri. Tuy nhién, & nhom dimg placebo, quan sit thiy sy giam dén GFR trong suit qud

trinh nghién ciru ma khéng thiy thay doi néo khac trong 4 tedn theo ddi. (xem Hinh 6)

Hinh 6: eGFR theo thir gian®
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*eGFR (MDRD) (mLiphit/ |, 73m?), Két qua MMRM theo thi gian & nhém bénh nhdn durgre didy
tri, My gid tri cudi ciing sau két thie diéu ] va sau thivi gian theo dbi thém, cde gii trj khéng hidu
chinh,

0 phin nhém bénh nhin ding metformin ti thivi diém ban diu, anh hudng trén cic chi sé vé thin
av dong nhat voi két que quan sat duge & 1odn b quan the nghién cina cia thir nghiem EMPA
REG OUTCOME.

Nghien ciow anh heedmg trén QTc toan dién

Trong mdt nghién ciru chéo, ngdu nhién, cb dii chimg gia dugc, so sinh vai ci'{:fu ed hoat tinh trén
30 ngwini tinh nguyén khie manh khéng lam ting khodng QTe teén dién tim 6 dd duge ghi nhin
vi empagliflozin & ca mire lidu 25 mg hojdic 200 me,

Bric tinh dwye djng hoe
Jardiance Duo

Két qua nghién céu sinh kha dyng trén nguin tinh nguyin khde manh cho thiy Jardiance Duo
(empagliflozin/metformin hydrochloride) dang vién nén phoi hop 5 mg/SH0 mg. 5 mg/850 mg, 5
mg/ 1000 me, 12,5 mg/500 mg, 12,5 mg/850 mg vi 12,5 mg/1000 mg cd sinh kha dung tromg
dirong v cac lidu twong dng cia dang vién nén don 1é empagliflozin va metformin,

Liong 12,5 mg empagliflozin/ 1000 mg metformin trong biva &n Lim giam 9% dign tich dudi dumg
cong (AUC) v giam 28% ndng dd dinh (Conis ) cua empaglhiflozin so vai khi ding thude 1oe doi
Béi v metformin, ding thute trong bita n lim giam 12% AUC va 26% Cyu 50 vél khi ding
thubc loc déi. Anh hwrémg ciia thire &n dén empacliflozin vi metformin duge xem nhi khéng o6 ¥
nghia trén lim sing. Tuy nhién, metformin duge khuvén cdo nén ding trong bia an, do viy
Jardiance Duo ciing nén duge ding cing véi thire an,

Cac dir ligu dwdi day dugre ghi nhan trong cic nghién ciru duge thie hign vii empagliflozin va
metformin riéng higt,

Hap thu

Duge ding hge cia empaglifiozin 43 duge ma 18 ci trén ngwii tinh nguyén khie manh va bénh
nhin dii thio duwimg typ 2. Sau khi ding duimg udng, empaglifiozin duge hip thy nhanh vai ning
di; dinh trong huyét !.l.n:ru%'r xudl hién véi £1a ] tmax trung vj = 1,5 gidr sau khi udng thudc. Sau 46,
n@-ng dé thuoe trong huyet womg giam theo 2 pha v mt pha phin [:lé nhanh va pha cuoi trome
ddi chidm. O trang thai on dinh nong dé trung binh cia thude trong huyét twomg AUC v Coay tromg
g 14 1870 nmol.gicy'L va 259 nmol/] vai empagliflozin 10 mg v 4740 nmol.gid'L va 687 nmol/L
voi empagliflozin 25 mg, dimg | lin/ngdy. Néng d6 empagliflozin trong tudn hodn ting ty 1§ thudn
véi lieu dng. Lidu dom va cde thong sb duve dong hoc & trang thiii on dinh cia empagliflozin 4
irmg tw nhau cho thay dupe déng hoc tuyén tinh theo thin gian. Khing co sir khac bigt v duge
ding hoe bién hién trén 1dm sang cia empagliflozin gifta ngudn tinh nguyén khoe manh v bénh
nhin d4i thio duimg tvp 2.

Tarshamce Duc 13-LPFWR oge 41 ar 45



Duge dong hoe cua empagliflozin § mg vong 2 ln/ngdy dirgre 50 sanh vin empagliflozin 10 mg
uong 1 lin/ngdy trén ngwai tinh nguyén khie manh. Téng néng do dudi dudmg cong cia
empagliflozin & trang thai on dinh (AlCss) trong 24 gitr cia lidu § mg ding 2 Tan‘ngay tuomg Ly
liéu 10 mg ding 1 lan/ngay, Nhar du kien, empagliflozin 3 mp ding 2 ln/ngdy so v
empagliflozin 10 mg ding | lan/ngiy c6 Cra thip hon va nong 49 diy empagliflozin (Cui) tfrong
huyét twong cao hon.

Udng 25 mg empaglifiozin sau bita &n o6 nhidu chit béo v& nhidu calo lim widm nhe nang do
empagliflozin trong tuan hodn: AUC gidim khodng 16% va Ci giam khodng 37% so von uﬂng
thude khi d6i. Anh huémg duge ghi nhin cia thirc an dén duge déng hoe cia empagliflozin duge
nem nhir khimg ding k& trén lam sang va empaglifiozin cd thé dwge ding cing hode khimg cing
vin thire an,

Jt:".r

-

FPhan b

The tich phin bé cta thude & trang thii én dinh dwoe wie tinh 13 73,8 L, dua tén phén tich duwe
ding hoc quin the. Sau khi ding dung dich ["CJ-empagliflozin diimg udng cho ngui tinh nguyén
khie manh, thudc phin bo trong hong cau khoang 36.8% va Tign két v protein huyeél tromg
86,2%.

Chuyén héa

Khing tim thity cac chit chuyén héa chinh cia empagliflozin trong huyét nromg ngudi va cie chit
chuyén hoa chidm wu thé nhit 14 ba dang lién hop glucuronide (2-0-, 3-0- vi 6-0-glucuronide).
Mai chat chuyén hia cb mit trong tudn hodn e6 ty 1¢ dwdi 10% ting 56 cac thanh phin ¢d lién quan
deén thuoe. Cac nghidn ciru in vifro cho thiy con duimg chuydn héa chinh ctia empaglifiozin o
ngwn 13 glucoronide hoa bii cdc enzyme S'-diphospho-glucuronosyltransferase, UGTIA3Z,
UGTIAR, UGT1A% va UGT2R7.

Thai trir

Thiri gian ban thii thai trir pha cuoi clia empagliflozin duge wic tinh 13 12,4 giv v thanh thai
duimg uong la 10,6 L/h dya irén phin tich duge dong hoce guin thé. Bién thién gila cac cd thé va
bién thién ton dy v& thanh thai duomg ubng cia empagliflozin tuong {mg 13 39,1% va 35,8%. Vi
lieu 1 lan/ngay, nd&ngkdq‘: cua empaglifiozin frong huyét trong & rang thai on dink dat duoe san lidu
thir 15. O trang théi 6n dinh, da ghi nhan duge thude tich 10y dén 22%, phi hep vii thiri gian hin
thii, tromg tmg vini dién tich dudi dudmg cong cia thube trong huyét twomg. Sau khi udng dung
dich ["C‘]-gmpagi:iﬂmiﬂ & ngun finh nguyén khae manh, khodng 93.6% hoat tinh phing xa lién
két val thude duge that trir qua phan (41.2%) hodic nuwde tiéu (54,4%). Phin Iém hoat tinh phing xa
lién ket véi thuoe duge tim lhﬁ}f trong phiin dudi dang khong bj bicn dbi va khoang miit nira hoat
tinh phong xg lién két vai thuoc duge tha trir qua nude tidu didi dang khéng bi bién ddi.

Quiin thé dac hist
Suy gicin chere ndng thin

Trén bénh nhin suy giam chire ning thin mic 4§ nhe (téc 46 loe ciu thin ude tinh eGFR: 60 - <00
mL/phit/1,73 m?), mirc & trung binh (eGFR: 30 - <60 mL/phit1,73 m?), mire dd ning (eGFR :
<30 mL/phit/1,73 m®} va bénh nhin suy thin/ bénh thin giai doan cudi, dign tich duwdd dudmg cong
cua empaghflozin ting twong mg khoang 18%, 20%, 66% va 48% so vii bénh nhan o chie ning
thin binh thigmg. Nong d§ dinh trong huyét tuong cia empaglifiozin & bénh nhin suy gidm chic
nang thin & mire 46 trung binh va bénh nhin suy thin/ bénh thin giai doan cudi twomg T & bénh
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nhin eo chire nang than binh thuong. Ning di dinh trong huyé wromg o bénh nhin sy giam chire
ning thin mic dd nhe va njing cao hon khodng 200 so vii bénh nhén cd chire nang thin binh
thirimg. Twomg twr nghién i lim sang pha 1. cac phin tich dupe ddng hoe quén thé cho thiy thanh
thiii dudmg uong coa empaglifiozin giam cling vii eGFR din dén tang néng dé coa thude trong
tean hodn. Dya vao duge déng hoc cia thude, khéng cin hi¢u chinh liéu & bénh nhén suy giam
chare ning thin.

B

(J hénh nhén suy gidm chirc néing gan mire 3§ nhg, trung binh v ning theo phin logi Child-Pugh.
dign tich dwdi dwdmg cong eha empaglifiozin ting twomg (mg khodng 23%, 47% va 75% va Cos
ting khoang 4%, 23% vi 48% so vai bénh nhdn ¢o chire ning gan binh thuemg, Dua vio dugc
ding hoe cida thuoe, khéng cén hi¢u chinh liéu & bénh nhiln suy giam chire ning gan,

Suy giam chire ndng gan

Chi 56 tromg heemy co thé (BMI)

Khéng cdn higu chinh liéu dua vio chi sé BMI. Chi sb trong liwgmg co thé khang c6 inh huimg trén
lam sang té1 duge dong hoe cha empagliflozin diga trén cdc phén tich duge ding hoc quin the.

Crierl timh

Khong can hi¢u chinh lidu theo gici tinh. Gidi tinh khing co dnh huimg trén lam sang dén duge
diong hoc cia empagliflozin dya trén cac phén tich duoe ding hoe quan the,

Chiing tic

Khang cin hiéu chinh liéu theo chiing t9c. Dya trén céc phan tich dugc ding hoe quin thé, AUC &
bérth nhiin chin A wic tinh cao hom 13.5% v chi s0 BMI 14 25 kg/m® so voi cde bgnh nhin thuje
chiing the khée co chi sd BMI 1a 25 kg'm?,

Newred cao fudi

Tudi khang ¢t dnh huémg ci ¥ nghia lim sing dén dupe ding hoe cua empagliflozin da trén céc
phan tich dugc ddng hoc quan thé,

Bénh nini

Cic nghién ciru ve duge ddng hoe cia empagliflozin trén bénh nhi chua dugre thye higén.
Metformin

Hap thu

Sau khi udng metformin, Ty, dai dugc Lrung 2,5 git. Sinh kha dung tuyét ddi cia vién nén
metformin hydrochloride 500 mg vi 830 mg xap xi 50-60% o nguéni tinh nguyén khoe marh, Sau
khi udng thudc, 20-30% phén khing hip thu duge tim thiy trong phén.

Sau khi uong, hip thu metformin hydrochloride ¢ thé bie héa va khang hoan toan. Duge ding
hoe hip thu clia metformin hydrochloride dugc cho 13 khing tuyén tinh.

O mie liéu va khodng liéu duge khuyén cdo cia metformin hydrochloride, néng d6 thude trong
huyét tromg dat trang théi dn dinh trong vong 24 dén 48 gio va thuimg < | pg/mL. Trong cac
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nghién ciru §dm sang dwgc kitm sodt, nnnj,, dd trong hqul lmm;.. i da cia metformin
hydrochloride (Cu) khdng vugt qud 5 pg'mL, nEay ca & cic mic lieu 161 da.

Thire an lam giam mire 4§ va gidm nhe ie 4o hip thu cua metformin hydrochloride. Sau khi uéng
ligu 850 mg, di ghi nhin doe nong dd dinh cia thube trong I!u_-,E-t Liremg lhap hon 40%, dién tich
dwdi duromg cong (AUC) giam 25% va kéo dai hom 35 philt dié dat duroe nong 4§ dinh trong huyet
twomg, Biéu hign trén lm sang cia hién tuong gidam ndy chua dugc bigt r.

Phen bi

Thude gin khing dang ké vai ]:rmtl:m hu:r'm I.m:mg Vung phin b cia metformin hudmm]undu_ 14
tmng hing eau. hﬁ.ng &6 dinh clia thuic trong mau thap hon trong hli}‘ﬂ lu'ung vil xudt hién Hﬁp Xi
cing thoi gian. Cdc € bao hing clu duoe xem 18 khoang phin b thir cip. The tich phin b trung
binh (Vd) dao djng trong khoang 63-276 L. ],}7

Metformin hydrochloride duge thai trir dudi dang khong bién ddi fua nude iy, Khing ¢b cle chit
Lhu!.-'én héa duge xac dinh trén ngr,

Chirvén hia

Thei trir

Thanh thai thin cha metformin hj.rdmchlnnde > 400 mL/phit cho thﬁ:, metformin hydrochlonde
durgre that trir thong qua loc o cau thiin v bai tiet qua dng than, Sau khi uu-rl.g. thixi LIE]J‘I bén thai thai
trir pha cudi etia thude vio khodng 6,5 i, Khi chire ning thin b suy gidgm. mirc d6 thanh thai thin
giam ty 1€ vdi thanh thai creatinine vi do dd thii gian bin thai kéo dai din dén ting ning do
metformin hydrochloride trong huyét twromg.

Oudn thé dac bist

Suy gidm chirc ndng chin

Cic dir igw hign o trén bénh nhan suy thin mirc d§ trung binh la vt it v khing b wdc tinh chic
chiin vé lrgmg metformin trong tudn hoan et phin nhom bénh nhin ndy so v&i bénh nhdn co chic
ning thin binh thudmg. Do dé, lidu ding thich hop duge cdn nhac dya trén higu qua 1dm sing/miic
d6 dung nap (xem mye Lidu dimg va cach ding).

Benh ni

MNghién ciru lieu dem: Bénh nhi sau khi dilng liéu don metformin 500 mg 6 céc théng st duge
déng hoc tuomg tr & ngudd 1én khodé manh.

Mghién eiru licu 13p lai: Bénh nhi sau khi ding lieu l3p lai SU'I'.I mg 2 lin‘ngiy trong 7 ngdy o nang
dé dinh (Cia) trong huyét twomg va luomg thude trong tudn hodn (AUC)) thip hon twong Gng
khﬂang 33% va 40% s0 vid Enh nhin ddi thée ddme ngwin om ding liéu lap lai 50[}! mg 2
lm&tgav trong I4 ngay. Do mirc liéu tén timg bénh nhin dwge h1éu chinh dya vao vige kicm soat
dirdmg hu‘-'nf'l bidu hién trén lam sang cua hién tuong nay con han ché.

Bigu kign bio quin
Bao quin dudi 30°C,

Han ding
36 thang ké tir ngay sin xuit
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Quy cach ding ghi

Jardiance Duo 5/500: hip 3 vi x [0 vién nén bao phim
Jardiance Do 5/350: hip 3 vi x 10 vién nén bao phim
Jardiance Duo 5/1000: hp 3 vi x 10 vién nén bao phim
Jardiance Do 12,5/500: hop 3 vi x 10 vién nén bao phim
Jardiance Duao 12,5/850: hip 3 vi x 10 vién nén bao phim
Jardiance Duo 12.5/T000: hip 3 vi x 10 vién nén bao phim

Tiéu r.:hulﬁl chit lrpng clia thube
Tiéu chudin oo s 1‘;‘_1

Cor s sdn xust -

Bochringer Ingelheim Pharma GmbH & Co. KG
Binger Strasse 173, 55216 Ingelheim am Rhein, Bire
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