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Rx Thude bdn thee don

Dapaquis 10 mg

Vién nén hao phim Dapaglifiozin 10 mg

Thuic niy chi ding thee don thude
By k§ hicdmg ddn triede ki s dung

Biio ngay che bic st hode diege 5T clda gui vi bidt néu quit vi od bdr k3 tdc dung khing mong
mradn ndo i vide si dung thube

Bé xa f&m!a_}' e enr

1. Thimh phin ciing thire thude:

M1 vién nén bao phim co chir:
Thanh phan hoat chi: Dupagliflozin propanadiol tuomg dwong dapagliflozin 10 mg.

{ il ,-z.l'rrfn tad dhege: Microctystalline Cellulose {Avicel PH 112), Copovidone, Anhydrous
Lactose (Supertab 24 AN) (WHO Sampling), Silicon Dioxide (Syloid AL-1 FP), Magnesium
Stearate (Vegetable Grade), Opadry 1l Complete Film Coating System 83F94333- CN Pink.

Thirh phdn Opadry Il Complete Film Coating System 83F94333- ON Pink: Polyvinyl
Alcohol-Part Hydrolysed, Titanium Dioxide, Macrogol / PEG (MW 3350, Macrogol 4000 IP),
Tale, Tron Oxide Red,

Mai vién nén bao phim 10 mg ¢ chira 50,00 mg lactose khan.

2. Dang bao ché:
Vién nén bao phim

M td sire phim: Vién nén bao phim, cé mau héng, hai mat 16i, hinh kim cuong dwoe cham
khic chir “CI89" & mat mdt va tron & mat con lai,

3. Chidjnh:

i thao duime tuyp 2
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Dapaguis duge chi dinh & ngudi Ion d8 didu 1 bénh @i thio duimg wyp 2 khing duge kiém
sodl diy dd nhw mat chit bo trg cho che dd 4n udng va tp the dyc

- la dom trj lidu khi metformin duree cod 14 khdng phit hop do khéng dung nap diroe.

- ngodi cde san phim thuoe didu trj bénh tidu dudmg uyp 2 khic.

Bii vii cae ket qua nghidn el vi sy phdi hgp cia cic ligu phép, anh hudmg dén viée kidm
sodt didmg huyét

cac bién oo tim mach vi thin, va cic quin thé durge nghién ciru, xem canh bdo va than trong,
twong tée thute va duge lye hoe.

Suy tim

Dapaquis duoe chi dinh & ngwii 1om d2 didu trj suy tim man tinh ¢6 Wity chimg kém theo
giam phén suat tong mau.

Bénh thin mdn tinh

Dapaquis duge chi dinh & nguii 1én @& didu tr bénh thdn min tinh.
4. Liéu ding, cach ding:

Liéu ding

ki theen diene finp 2

Lidu khuyén cdo 1a 10 mg dapagliflozin m3i ngay mdt l3n.
Khi sir dung dapagliflozin két hop voi insulin hodie chit kich thich tuy tiét insulin, ching han
nhir sulphenylures, lidu insulin hofc chét kich thich tuy tiét insulin thip hom cé thé dwge cén

nhic d¢ gidgm nguy co ha dudmg huvét (xem céde ph{in roTiE e thude vi cée tic dung khing
mong mudn).

Litu khuyén cao 13 10 mg dapagliflozin mi ngiy mat ln,
Trong nghién ciru DAPA-HF, dapaglillozin duge sir dyng cing vii cdc lidu phap didu trj suy

tim khéc (xem phin dirge lire hoc).
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Bénk than mdn rinf
Lidu khuvén edo 1a 10 mg dapaglifiozin mdi ngéy mit Tin.

Trong nghién cirn DAPA-CKD, dapagliflozin dwoc st dung cling vé&i cac liéu phap lién quan
dén binh than man tinh khac (xem phin duge hve hoe).

Ahar bér, in e hig
St rhan
Khong ciin diéu chinh lidu diea trén chire ning thin.

Khing nén bt diu diéu tri bing dapaglifiozin & nhimg bénh nhiin cd mire loc cAu than woc
tinh (eGFR} <15 ml/phat'l,73m",

(3 nhitng bénh nhin ddi thao duéng tuyp 2, hiéu qua ha glucose cua dapaglifiozin giam khi
eliFR < 45mL/phit/1, 73m?. vi ¢6 thé khing e6 & nhimg bénh nhén suy thin ning. Do dé, néy
eGFR giam xuong dudi 45mL/phit’],73m", can cén nhic dieu tri ha glucose bd sung & nhimg
bénh nhin dai théo dudmg tuyp 2 (xem ph{l:n cinh bdo v thin trong, cac e dung khing mong
muin, dicre lyre hoo va duoe dong hoc).

Suy gron

Khéng cin diéu chinh 1idu ddi wéi nhitng bénh nhén bi suy gan nhe hodc vira. () nhitng bénh
nhin b suv gan ndng, khuyén cdo ding liéu khoi diu 13 5 me. Néu dung nap tht, ¢t thé thng
lid 180 10 mg (xem phin cank bdo va thin trong va duge déng hoe),

Newki can tuii (265 tudi)

Khuyén céo khang nén didu chinh ligw dya trén tdi tic,

Nhom benh nhi

EX3 an todan va tinh higu gqud cda dapagliflozin & teé em 1 O dén <18 tudi viin chira duoe thids
liip.,

Khéng co dir ligu.

Cach ding
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Ci the ding dapaguis gua dudmg udng mdi ngay mit [dn vao bat ki thii diém ndo trong ngiy
cung hodic khong cing thire &n. Can nudt hét ¢ vién nén.

Khéng cin bién phap phing neda xir 1y dic bist saw khi st dung
5. Chdng chi djnh:
Qud min v hoat chit hode bét ki 1 due.,
6, Canh bdo v thin trony khi diang thuie:

uy than
Cé it kinh nghidm vé viée bit ddu didu 1 bing dapagliflozin & nhimg bénh nhan ¢6 ¢GFR <
25 mL/phit/1,73m* v& khing co kinh nghiém khi bit ddu difu trj & nhimg bénh nhan ¢6 eGFR
< 15 mL/phit'],73m*. Do dé, khing nén bat din diéu tri béng dapagliflozin & nhitng bénh
nhdn o6 eGFR <13 mL/phit'],73m* (xem liéu luomg vi céch ding).
Hiéu qua ha glucose cia dapagliflozin phy thude vao chirc nfing thin v& giam & nhitng bénh
nhin co eGFR < 45mL/phit'1,73m® va o thé khang co & nhimg bénh nhin suy thin nang
(xem licu hegng vi cach dung, duge lye hoe va duge ding hoc).
O nhitg bénh nhin suy thin vim (eGFR < 60 mL/phit'1,73m?), ¥ |& bénh nhin duoc dide o

bing dapagliflozin cao hon co phan (ng kit loi 1a ting hdc-mbn ruvén cdin giap (PTH) va ha
huyét Ap, 50 v gid duos,

Buy gan

Cd it kinh nghi¢m trong cac nghién ciru |dm sang & nhiimg bénh nhian suy gan. Téng mirc phei
nhiém vai dapagliflozin & nhiing bénh nhin suy gan nang (xem phin lieu luyng va cich ding
vt dugre ding hoc).

iam thé tich

Do co ché tie dyng cia thude, dapaglifiozin 1am ting bai niéu, ¢ thé din dén gidm huvét dp
vira phai dugc quan sit thay trong cde nghidn clu lim sng (xem phﬁn durpe lue hoc). Didu
niy ef thé rd rang hen & nhitng bénh nhiin o nong 4§ dwdmg huyét rat cao,
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Cén thin trpng & nhimg bénh nhin ¢6 thé gdy ra nguy oo i huyét ap do dapaglifiozin, ching
han nhir bénh nhin dang diéu trj chong ting Im;rt'-[ ip ch tién sir ha huyél dp hodie bénh nhan
oo tudi,

Trong truimg hop cac bénh tai phat co the dan dén giam the tich (ching han nhu bénh dutmg
tiéu haa), khuyén cio nén theo ddi cdn thin tinh trang the tich (ching han nhir khim sire khoe,
do huyé dp, xét nghigm trong phong thi nghigm bao gom the tich khoi hing cau va dién giai),
Khuyén cdo ndn ngumg didu tri tam thid bing dapegliflozin dbi v&i nhimg bénh nhén bi gidm
thé tich cho dén khi tinh frang suy gidm dugc khéc phuc (xem phin fomg tac thubc).

Nhidm toan xeton do dai théo duimg

Cac trwimg hop hidm gp v& nhifm toan xeton do déi thio duimg (DKA), bao gém ¢a cac
triring hop de doa tinh mang va tr vong, da dupe bio céo & nhimg bénh nhin duge didu 1
béing céc chil (rc ché ddng vin chuyén natri-glucose 2 (SGLT2), bao ghm ci dapagliflozin,
Trong mat s6 truomg hop, bigu hién cia bénh khdng dién hinh vii chi sd duémg huyét ting
vira phéi, dudi 14 mmolT. (250 mg/dL).

Nguy co nhiem toan xeton do dii thao duémg phal duge cin nhic trong trudmg hop o6 cdc
trigu chimg khong dic hidu nha budn nén, non, chan dn, dau bung, khit qua mic, kho thi, l
lin, mét mai hodic budn nzi bét thitmg. Bénh nhdn cin droc dinh gia tink trang nhidm toan
xewon ngay Lip tie néu ede tridu chimg nay xdy ra, bat ké mirc dwimg huvét

(3 nhimg bénh nhan nghi ngd holic chin dodn bj DKA, cin ngimg diéu irj bing dapagliflozin
ngay lap tic,

Cin ngung diéu tri & nhitng bénh nhan nhip vién do cae thi thuit phiiu thut lém holie cac
bénh nii khoa :ﬁp tinh nghiém trong. Khuvén cao nén theo dbi xeton & nhimg bénh nhin nay,
Bo ndng 86 xeton trong méu duge wu tién hom trong nude tidu, Co thé bir diu didu i lai biing
dapagliflozin khi gia trj xeton binh thuémg v tfinh trang cia bénh nhin J8 &n dinh.

Trwde khi bt diu ding dapagliflozin, cin cin nhic cic véu 10 vé tién sir bénh cé thé din dén
nhiém toan xeton,

Nhimg bénh nhén co thé ¢d nguy co DKA cao hon bao ghm bénh nhin cd dur trit chire ning té
bio beta thap (ching han nhw bénh nhin tifu dwimg tuyp 2 cd peptit C thip hode bénh tidu
dwémg 1y mién tiém n & ngudi lom (LADA) hodic bénh nhén ¢o tién sir viém o), bénh nhin
méc cic bénh din dén han ché dn hofc mét nuwdc nghiém tong, bénh nhin drgc gidm lidu




https://trungtamthuoc.com/

insulin v bénh nhin ting nhuy cdu insulin do bénh cap tinh, phau thui@t hode lam dung ruou.
Cién than trong khi sir dyng cac chit irc ché SGLT2 & nhimg bénh nhin ndy.

Khéng khuyén cao bil dau dieu trj lai bing chit ie ché SGLT2 & nhimg bénh nhin dang trai
qua DKA trong khi dang diéu tri bang chat irc ché SGLT2, trir khi mét yéu td thic ddy nd rang
khac dirge xac dinh va gid quyél.

Trong cdc nghién clru didu i ddi thio dwimg wyp | bing dapaglifiozin, DKA duge bio cio
mfni tin sudt pho bicn. Khong nén sir dung dapagliflozin dé diéu i cho nhimg bénh nhin hj
tigu dwdmg tayp 1.

Wiém cin mac hoai ving day chiu (hoai the Foumier)

Cac truomp hop viém cln mac hogi wr ving day chiu (con duge goi 13 hodi thr Fournier) sau
khi ban trén thi trrimg d3 dwoe bio céo & nhitng bénh nhén nif va nam dang ding chit oc ché
SOLT2 (xem phin tuong tic thuic). By 1a mét trrong hop hiém edp nhumg nghiém trong va
et kha ning de doa tinh mang, cdn can thigp phiu thudt khin cdp vA didu tri bing khing sinh.

Bénh nhén nén tim kiém sir chim soc v 18 néu b gdp phai sir kit hop oia che 1déu chimg dau,
cing, ban d6 hode sung tiy & viing sinh duc hodic ting sinh mén, kém theo s6t hofic khé chiju,
Cén biét ring nhiém trimg ni¢u-sinh dyc hofic dp xe ting sinh min ¢d thé béo trwde viém cin
mac hogi tir. Néu nghi ngdr bj hoai thy Fournier, nén ngung ding dapagliflozin v tién hanh
didu tri kip thiri (bao gdm ca khing sinh va phiu thudt ciit bo md hoai ).

hifm tring duimg 1iét niéy

Sy bai riér glucose trong nude tiéu oo the lién quan dén ding ngey co nhidm ring huyél do
nhiém tring dwomg tidt nidu; do &, nén cin nhic vige tam ngung ding dapagliflozin khi didu
tri viém bé thin hoac nhiém tring |'lIJ]|-'éI do nhidm trisng dirimng LB ridu.

Ml cao lul"'rL (=55 12& ]

Bénh nhan cao tudi co thé cé nhidu nguy co bi gidm thé tich han va ¢6 nhidu khé nang duge
diu tri biing thube lgi tidy,

Bénh nhin cao tudi co nhidu khi néing bj suy giam chir ning thin va'hode duoc didu tri bing
che sdn phim thube ching tang huyét &p od thé gdy thay dbi chire ning thin nhe cdc chit to
ché enzym chuyén ddi angiotensin (ACE-I) va thube chen thy thé angiotensin Il tuyp 1 {ARB).
Céc khuyén cio trong ty déi vai chire ning thin dp dung cho béah nhan cao twéi cling nhu
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cho tit ca bénh nhin (xem phin liu lrong va cach dimg, canh bao, v thin wong, 4.8 vi dugc
hyre hoe).

Suy tim
Kinh nghiém vdi dapagliflozin trong NYHA loai IV cdn han ché.
Bénh thin min tinh

khing co h:.inh nghi¢m vé dapagliflozin trong didu trj bénh thin man tinh & nhimg bénh nhin
khong bi tiéu dutmg khdng kém theo albumin nigu.

Dispagliflozin chua duge nghién ciru dé didu trj béah thin man tnh & bénh nhin bi bé&nh than
da nang, viém ciu thin ¢d bing phat (viém thin lupus hofic viém mach lién guan dén ANCA),

cde yeu cdu lign tuc hofic gin diy dbi voi lidu phap gly ddc 1é bao, ke chié mign dich hodc
digu hia mién dich khdc trén than hode & nhimg bénh nhin dirge cdy ghép ndi tang.

Ci cut chi dudi
Tang trong cac tuedmg hop it cut chi dwdi (cho yéu & ngon chény d3 duge quan sat thiy
trong cic nghién cire 1m sing dai han & bénh nhin dai thao diimg twyp 2 vii cic chit ic ché

SGLT2, Chura rd lidu didu ndy cd 130 thanh tic dyng nhém hay khéng. Digu quan trong li phai
tur van cho bénh nhin tidu duimg cach chm soc ban chan phang ngim dinh k.

Brinh gid xét nghigm nudc téy

Do co ché tic dung, nhimg bénh nhin ding dapsgliflozin 32 cho kél qua duomg tinh vai
glucose trong munde tidu.

Lactose

Dl.li"l,ﬂ.'- pham niy 6 chira lactose. Whimg bénh nhdn bj cac van dé khéng dung nap galactose
hiem gap do di truyen, thiéu hit Lapp lactase hodic kém hilp thu glucose-galactose khdng nén
diing thubc nay.

7. Sir dung thute cho phy nif co thai va cho con bi:

Phu nir co tha
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Khong eo dir 1iéu tir vide siv dung dapagliflozin & phu nit 6 thai. Céc nghién clru trén chudt 43
cho thidy dde tnh dbi voi thin dang phat trign rong khodng thivi gian twomg img vl tam ca
nguyét thir hai va thir ba clia thai k¥ & ngwdi (xem dir liéu an todn tidn ldm sang). Do do,
khéng khuyén céo sir dung dapagliflozin trong tam cd nguyét Ui hai vi thir ba ciia thai k¥.

Khi phat hién e thai, nén ngung dieu tri bing dapagliflozin,

i con b
Chua rd ligu dapagliflozin va/hode che chiit -Ellu}'f:.n hda ela thude co durge bai tiél vio sita me
hay khong, Dit liéu dwge lye hpo/dde tinh hién cé & ding vt di cho thiy sy bai 11t cia
dapagliflozin/chét ::hu:.*én héa trong sira, cing nhr cac tac dung dirge |y gqua trung gian & con

non dang bl me (xem dif liéu an todn tién ldm sang), Khing the logi trir nguy oo d6i v tré so
sinh. Khing nén sir dgng dapagliflozin trong khi dang cho con b,

Kha niing sinh sin

Anh huémg eia dapagliflozin 1&n khi ndng sinh sin & ngwdi chua duge nghién cou, O chuft
cong due vi cdi, dapegliflozin d3 cho thay khang et anh hifmg |80 kba nfing sinh san & bat ki
lidw lugmg due thir nghigm.

8. Anh hirdme ciia thude lén kha ning Ki xe, viin banh may moc:

Khing cé bang chimg vé anh hudmg cia thude dbi voi kha nang 14i xe hodc viin hanh may
moc.

9. Twong tic, twomg ky ciia th wihe:
Teromg e duoe lue hoe

Ly tidu

Dapagliforin ci thé lam ting thém tic dyng lgi tidu cila thiazid v thude loi tiéu quai va
¢ thé lam thing nguy co mat nerire va ha huyét ap (xem phiin cinh bio va thin trong).

Insuldin va cdc chit kich thich fuy tide insulin

Insulin va efc chit kich thich tuy tiét insulin, ching han nhu sulphonyviurea, edy ha duimg
huyét. Do dé, cb the cln lidu insulin holic chét kich thich tuy tiét insulin thép hom dé giam
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nguy co ha dwimg huyet khi duge sir dung két hop voi dapaglifiozin & bénh nhin dai thio
dudmg tuyp 2 (xem phﬁn liéu lugmg va cich ding va cie e dung kbing mong rttuifl-nj_

Céc twong tde dwoe ding hoe

Qué trinh chuyén hoa cia dapagliflozin chi yéu thdng qua sy lién hop glucuronid qua taing
gian cua UDP glucuronosy liranslerase 1A® {UGT 1A%

Trong cac nghién ciu in vitro, dapagliflozin khéng e ché cytochrome P430 (CYP) 1A2,
CYP2A6, CYP2B6, CYP2CR, CYP2C9, CYP2C 19, CYP2D4, l:?'ﬁ"ﬂ."'ﬂ, cing khing gay ra
CYP1AZ, CYP2E6 hoje CYP3A4. Do &6, dapagliflozin dy kifn s& khong liam thay 84 48
thanh thai chuyén hoa cda cdc san ph:rim thuoe ding dong thai duge chuyén hoa bii cic
BNFYM nay,

Anh hiring cia cie sin phim thubc khic 18 dapaglifiozin

Cac nghin cilru twong the duoc thue hién & nhing dii twgng khoe manh, chi yéu sir dung
thiét ke lifu dom, cho thiy ring duge ding hoe cia dapaglifiozin khong bj thay ddi béi
medformin, pioglitazone, sitagliptin, glimepiride, voglibose, hydrochlorothiazide, bumetanide,
valsartan hod@c simvasiatin,

Sau khi diing ddng thii dapaglifiozin vai rifampicin (mét chit gy cam img ciia céc chit vin
chuyén tich cye khac nhau va ciéc enzvm chuyén héa thude), di guan st thiy mirc phoi nhigm
todn thin cha dapagliflozin (AUC) gidm 22%, nhumg khing co e dung lim sang c6 y nghia
ddi vdi bai tiet glucose gua mude tiéu trong 24 gidr. Khuyén cdo khéng nén didu chinh liéw.
khing du kifn ob tac dung o lign guan wi mt ldm sing von cac chiét gy cam (myg khac
{ching han nhur carbamazeping, phenytoin, phenobarbital).

Sau khi ding dong thi dapagliflozin voi axit mefenamic (mdt chét ie chd UGT1AY), da thiy
mirc phoi nhiém todn thin cia dapagliflozin ting 55%, nhumg khéng cé tie dung 1dm sing co
v ngha doi voi b tiét glucose qua nurde tidu trong 24 i, Khuyén cdo khéng nén diéu chinh
lidu.

Anh hwimg cia dapaglifiozin lén cic sin phim thuie khic

Trong cac nghién ciu trong tdc dwoe thue hign & nhing disi wrgng khde manh, chi 3‘E'u g1
dung thigt ke lige dom, dapaglifiozin khéng lam thay doi dugc ding hoc cla metformin,
pioglitazone, sitagliptin, glimepiride, hydrochlorothiazide, bumetanide, valsartan, digoxin
imét chat nén P-gp) hodic warfarin (S-warfarin, mat chit nén CYP2C9), hodic tic dyng chﬁn,g
ding miu cda warfarin dirge do bing INR. Su phdi hop lidu don dapaglifiozin 20 mg va
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simvastatin (mit chat nén CYP3A4) diin dén thng 19% AUC coa simvastatin va tAng 31%
AUC via axit simvastatin. Sy gia ting phoi nhiém simvastatin v axit simvastatin khéng duoe
coi 14 ¢d lién quan vé mdt lam sang.

hiép voi xét pehitm 1.5-anhvdroglucitol (1.5-AG

Khéng khuyén cdo theo dai kiém sodt duimg huyét bing xét nghigm 1,5-AG vi cic phép do
,5-A0 khdng déng tin cdy trong viée danh gid khi nling kigm soat dudmg huyét & bénh nhén
dang ding céc chit (rc ché SGLT2, Nén sir dung cac phuong phap they thé dé thee dai kidm
5ot duimg huyét.

Mha nh nhi
Cac nghién clru twong tde chi mdi duoe thue hidn & ngui ldn.

Twong ky:
Do khéng ¢t cae nghién iy vé tinh tromg ky thude, khang duge tegn 1n thude nay vai thude
khic,

10, Tic dyng khing mong mubn ciia thude:

Tom tat ho so an toan

Trong cée nghién ciru 1dm sdng vé bénh titu duimg ou¥p 2, hon 15.000 bénh nhin df duge
didu tri bing dapagliflozin,

D¥inh gia chinh vé& 46 an todn vi khé ning dung nap duge thue hién trong mdt phan tich
g6p guy dinh trrde gém 13 nghién cim doi chimg vér gid duee ngln han (18a dén 24 win) véi
2.360) dbi wromg duere didu tr bang dapagliflozin 10 mg va 2,295 dbi tugmg duge diéu tr bing
gia durgre,

Trong nghién cie v& két cuc tim mach cla dapaglifiozin & bénh nhin dai thao duimg wip 2
{nghién ciu DECLARE, xem phin dirge liye hpe), 8.574 bénk nhin durec ding dapagliflozin
10 mg va 8.569 bénh nhin duge dimg gid dirge vi thix gian phoi nhiém trung binh 13 48
théng, Téng cong, 43 c6 30.623 bénh nhin-nam phoi nhidm véi dapaglifiozin,

Cae phan img bét lgi duge bdo cdo thudmg xuyén nhit trong cde nghign citu lam séng la nhiém
tring sirth due.
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S i

Trong nghién ciu vé ké euc tim mach cie dapagliflozin & nhimg bénh nhin suy tim ¢6 gidm
phin sudt thng mdu (nghidn ciu DAPA-HP), 2368 binh nhin duwge dide tr bing
dapagliflozin 10 mg va 2.368 bénh nhan dugc diéu tri b&ng gid duoc trong théi gian phod
nhiém trung binh l4 18 thang. Quén thé bénh nhén bao gom bénh nhin bi dai thao duimg tup
2 vi khéng bi tiéu dwémg, va bénh nhin o6 eGFR = 30 mL/phit/1,73 m".

Hé st an todn tong the cia dapagliflozin & nhitng banh nhin suy tim phit hop voi hé so an
todn di bift cda dapaglifozin.

Bénh thim mdr tink

Trong aghién ciru vé két cuc trén thin cia dapaglifiozin & nhimg bénh nhan mic bénh thin
min tinh (PAPA-CKD), 2.149 bénh nhin dirge digu ir] biing dapagliflozin 10 mg va 2.149
bénh nhin duoc didu i biing gid dwge trong thiti gian phai nhidm trung binh 13 27 thang.
Ouin thé bénh nhén bao gom bénh nhin bi 44i thdo dutmg tuyp 2 va khong bj tidu duimg, cb
eGFR = 25 dén < 75 mL/phit',73 m?.

Tiep tyc dicu trj néu eGFR gidm xudng mire dudi 25 mLiphit 1,73 m’,

Hé soran todn tdng thé cila dapaglifiozin & nhimg bénh nhdn bi bénh thin man tinh phii hep
v hid sor an todn d3 bidt cia dapagliflozin.

Bang danh sach o ' it I

Chic phan img bat lyi sau diy dirge xéc dinh trong cée nghia el 1im sing cb ddi chimg v
gia dwge vi gidm sat sau khi bdn wén thi tniimg. Khing phén img nao duge phéat hién la co
lién quan dén lieu lugng, Cic phan tmg bét loi duoe 1iét ke dindi diy dwoe phin loai thee tén
sSufit va phiin loai theo hé co quan (30C). Loai tin sust duge dinh nghia theo quy woc sau: rit
thuéng gip (>1/10), thudmg gip (=1/100 dén <1/103, khing thudmg gap (= 171,000 déa <1/100),
higm gp (=1/10.000 dén <1/1000), it higm gdp (<1/10.000) va khong 8 (khing thé wic
|ugmig tir di fidu cd siin).

Biing 10. Cic phin tmg bt loi trong cac nghién ciru m sing b 460 chimg véi gid duge®
va trai nghigm sau khi ban trén thi tredmg
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Roi logn hé Mgira  dm

sinh sin v hi**

Vii Ngira b
phin  sitth
dﬂ-‘:*-

Xét nmghiém | Téng thé tich | Tang

tham di khoi  hong | creatinine

cauf  Giam | lromg mau
| dd thanh thii | rong  thii

creatinine & | gian dicu 1 |

thin  trong | ban d&u"r‘;
' thoi  gian | Ting  uré

diéu ti ban | huyét
| dau” Rii | #= Gidm
| loain lipid | cn*e

mau”

* Bang hién thi dit liéu 1&n dén 24 tudn (ngdn han) bat ke liéu phap ha duomg huyet,

® Xem phin phy tiromg (me bén durdi d€ bidt thém thang tin,

“ Viém dm hi-dm dao, viém quy ddu va cic bénh nhiém tring sinh dyc cé lidgn quan bao gom,
ching han nh ¢ac thudt ngl uu tidn duge quy dinh trude: nhidm tring dm hd dm dao do nfim,
nhiém tring am dao, viém quy diu, nhidm tring sinh dyc do ném, nhiém ndm Candida dm ho-
am dao, viém &m hi-dm dgo, viém quy diiu do nim Candida, rhi®m nim Candida sinh duc,
nhiém tring sinh duc, nhidm tring sinh duc & nam gidi, nhiém tring duong vat, viém dm hd,
viém im dao do vi khudn, #p xe dm hd.

4 Nhiém tring dudmg tiét nidu bao pdm che thudt ng® dwwe ru tién sau diy, duge liét ké theo
thir tr tdn sudt drge bdo co: nhiém tring ducmg tiét nidu, viém bang quang, nhim tring
dirimg tiét nigu Escherichia, nhidm tring dwdmg sinh duc nidu, vidgm bé thén, viém tam gigc
bing quang, viém niéu dao, nhicm tring thin va viém tuyén tién ids,

© Giam thé tich bao gém, ching han nhir cde thudt ngit vu tiégn dugc quy dinh tnrde: mét nue,
gidm thé tich mdu lwu hanh, ha huyét ap.

" Pa nigu buo gdm cdc thudt ngit wu tién: dai rdt, da nidu, lrgng nudc tidu ting,

¢ Thay dbi trung binh so voi ban &iu vé thé tich khéi hong chu 14 2,30% dbi voi dapagliflozin
10 mig so voi =0,33% adi v gid duge, Cae gia u thé tich khdi hdng ciu > 55% dupe bdo cdo
ir 1,3% d8i tugmg dugc didu trj bing dapaplifiozin 10 mg so vii 0.4% ddi twong ding gia
duroc.

" Thay doi phin trim trung binh sa véi ban ddu 880 véi dapegliflozin 10 mg so v gid duoe,
tuwong (g la: cholesterol toan phin 2,5% so woi 0,0%: HDL cholesteral 6,09 so véi 2,7%:
LIDL cholesterol 2.9% so vii -1,0%:; chit béo trung tinh -2,7% so vai -0,7%,

' ¥em canh bao va than trong

* Phan (mg bit o duye xac dinh thing qua giam =4t sau khi ban trén th triime. Phét ban bao
gom céc thudt ngit wu tién sau ddy, dugc 1iét ki theo thir t thn sudt trong cde nghién ciru lim
shng: phit ban, phit ban todn than, ban san ngia, phat ban db chim, phdt ban dat sin, phit ban
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muyn mi, phat ban mun nude va ban do. Trong cic nghién ciru [dm sang cd 481 chimg véi
thube co hogt tinh va gia dugc (dapaglifiozin, N=3936, tir ci cic thube dbi chimg, N=3403),
tin sudt phit ban wrong wr twong (mg dai vai dapaglifiozin (1,4%) va tit ca cac thude déi
chimg {1,4%),

“Puge bio céo trong nghién ciru vé k&t cyc tim mach & bénh nhin tigu dudmg tuyp 2
(DECLARE). Tan sudt dya trén 19 1& hing nim.
*Duge bdo edo & = 2% ddi urgng v > 1% va it nhar 3 doi nme khace duoe digu te hﬁng
dapagliflozin 10 mg s0 véi gid duwoe.
**Puge nghién ciru vién bdo cdo 1a co the lién quan, c6 12 lign quan & hodc lién quan dén didy
tri nghién ciu va dwoc bio cao & = 0,2% doi tuomg va > 0,1% va it nhat 3 doi wong khic
duge digu tri bing dapagliflozin 10 me so véi gia duge.

MG 1 e phin (me bat i chon log

Vi cim hei-cim dav, vism guy ddu v nhiém iring sinh duc e {8 guan

Trong nhdm an Wwan cda 13 nghién cis, viém dm hj-dm dgo, viém quy ddu va cac bénh nhidm
triing sinh duc lién quan dd dugc bao cao tuong (me & 5,5% va 0.6% dbi rong dwge ding
dapaglifiozin 10 mg va gia duge. Hitu et cac tnémg hop nhifm tring dou & mite dé nhe dén
trung binh, vi cdc doi twong dap img vai mot dot didu trf tidu chudn ban diu va hiém khi din
dén viéc ngung didu tri bing dapagliflozin, Nhimg tneimg hgp nhiem tring néy xéy ra thurdmg
xuyén hom & nit gioi (twomg img 13 8,4% va 1,2% dbi vai dapagliflozin va gia duge), va nhimg
d0i trgmg co tién sir trude 46 ob nhigu khi ndng bi nhifm tring tai phét hom.

Trong nghién ciru DECLARE, 56 lugng bénh nhin bi cic bién co bit lgi nghiém trong cla
nhi&m triing sinh dyc 12 rdt it va can bang: 2 bénh nhan trong mdi nhom dapaglifiozin vi gia
durgre,

Trong nghién ciu DAPA-HF, khong 6 bénh nhén nao béo céo cic bien c¢ bat lgi nghiém
trong vé nhidm trimg sinh dye & nhom dapagliflozin vi mt bién c§ & nhom gid duge. C6 7
(0,3%) bénh nhin cé cde bién o bt lpi din dén ngimg ding thuoc do nhiém tring sinh dyc &
nhom dapaglitiozin va khéng b béah ahin ndo & nhdm gid duge.

Trong nghién ciru DAPA-CKD, ¢6 3 {0,1%) bénh nhdn ¢t cdc hién ci hdt loi nghiém trong
cia rihiém triing sinh dyc & nhom dapaglifiozin va khong co bénh nhin nao & nhom gid duge.
Cd 3 (0.1%) bénh nhdn ¢6 cdc bidn o6 bl lpi din dén ngumg ding thuée do nhidm tring sinh
dyc & nhom dapaglifiozin va khéng cd bénh nhén nao & nhém gia dwge, Cic bign ¢o bat Igi
nghiém trong cla nhiém trimg sinh duc hojc cée bién cb bét lgi din dén ngumg ding thude do
nhigm lriing sinh dyc khdng duge bio cio cho bdt ki bénh nhin ndo khing bi tidu dwimg.
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Vigm cum mag foaj fir vieeg $iv chgin thoal the Fowrnier)

Cac truemg hop hoai thu Fournier df duge bao cao sau khi bén trén thj tridmg & nhirng bénh
nhin ding chit e ché SGLT2, bao gom ca dapagliflozin (xem phan cinh bdo va thin trong).

Trong nghién ciru DECLARE vai 17,160 bénh nhian dai thao duomg tuyp 2 va thad gian phoi
nhiém trung binh 14 48 thang. 1E|r|g chng 6 trudmg hop bi hoai thu Fournier d8 duge bao cao,
mdt truimg hop & nhom digu trj bing dapaglifiozin va 5 trwdmg hop & nhom gia duge.

Ha duimg huvey

Tin sufit ha duwémg huyét phy thudc vao loai lidu phap nén duge si dung trong cde nghién edu
lam sing vé bénh dii thio dudmg.

B voi cde nghién ciu vé depagliflozin trong don trj ligu, dudi dang lidu phép bd trg cho
metformin hede b try cho sitagliptin (c6 hoge khing c6 metformin), tin sudt xdy ra cde dot
ha duémg huyét nhé 14 nrong or {<5%) giia céc nhom diéu tri, bao gdm ca gia dwge lén dén
102 twdn digu trj. Trong tat ¢ céc nghién ciu, cie bién ci ha duimg huyét chinh la khbng phﬁ
bién vi twong duemg nhau gitta cde nhém dirge didu tr bing dapaglificzin hode gia duge. Cac
nghién cire v cic ligu phap sulphonylurea va insulin bd tey co ty 18 ha duimg huyér cao hon
{xem phan tuong tie thude).

1mng mdt nghién cinu v ligu phip b teg cho glimepinide, & twdn 24 va 48, cic det ha durimg
hu:.-'ét nhé duroe bdo cdo thissmg xuvén hon @ nhom dwgpe didu trf bing dapagliflozin 10 mg
cong voi glimepiride (meong mg 14 6,0% vi 7.9%0) so véi nhdm gid duge edag vdi glimepinde
(wromg fmg 14 2, 1% v 2, 1%).

Trong mét nghién cine vé lidu phap bd try vao insulin, ede dot ha dudimg huvét nghiém trong
da duge béo cdo tromg (mg & 0,5% v 1,0% a8i tuong duge diéu trf biing dapagliflozin 10 mg
chng v insulin & tudn 24 va 104, va & 0,5% 44 tgme duge diéu trj bing gia duce cing vii
insulin & tudn 24 va 104, O win 24 va 104, cde dot ha duimg huyét nhe duge bido cdo twong
(g & 40,3% it §3,1% doi trgng ding dapagliflozin 10 mg cdng vdi insulin va 34,0% va
41.6% doi nrgng ding gid duge cdng vai insulin,

Trong mdt nghién ciu v& lidu phap bd tror vao metformin va sulphonylurea, 18n dén 24 tin,
khéng cd dgt ha duimg hu}-é'[ nghiém trong ndo duge béo cdo. Cic dot hg duwomg huvét nhe da
dige bao cao & 12,8% dbi twomg ding dapaglifiozin 10 mg céng v&i metformin vi
sulphonylures va & 3,7% d6i twomg ding gia duge cing vai metformin va sulphonylurea.
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Trong nghién cie DECLARE, khéing quan sat thiy ting nguy co ha duimg huyét nghidm
trong khi digu trj bing dapaglifiozin so véi gia duge. Chc bién od chinh vé ha dudmg huyét da
duge bdo cdo & 58 {0.7%) bénh nhin duoe diéu trj bing dapaglifiozin va 83 (1,0%) bénh nhin
dupe didu trj bing gid dupe,

Trong nghién cie DAPA-HF, cic bién cb chinh cia ha dmg huydt dii duoe bio cdo o 4
(0,2%) bénh nhdn & ci nhom diéu trj bing dapagliflozin va gidt dwoc va chi quan sat r.hi',.- &
bénh nhén dai théo dudmg tuvp 2.

Trong nghién ciu DAPA-CKD, cée bién ¢b chinh cia ha duomg huvét d8 duge bdo cdo o 14
{0,7%) bénh nhan & nhom dapaglitlozin va 28 (1,3%) bénh nhin & nhém gid duge va chi quan
sit thiy & béah nhin dii thio dudmg tuyp 2

(Gidm theé tick

Trong nhédm an toan cia |3 nghién ein, céc phan img 13 biéu hién coa giam thé tich {bao gbm
cac bdo ¢do vé mit nide, gidm thé tich méu | hanh hoic ha huyét dp) &8 duoe bao cdo
trong dng & 1,1% va 0,7% 467 wong ding dapaglifiozin 10 mg va gia duge; phan img nehiém
trong xdy ra o <0,2% dSi twgng duge cén bdng eitta dapaglifiozin 10 mg va gia dirge (xem
phin cinh bio vi thin trong).

I'rong nghién ciru DECLARE, $0 luymg bénh nhin bj cdc bien ¢ 13 bieu hién ciia gigm the
tich durgre cdn biing gitra cdc nhom didu tri: 213 (2,5%) va 207 (2.4%) twong img & nhom
dapagliflozin va gid duge. Chc bién ob bit [¢i nghigm trong duge bao céo 14 81 (0,9%) va 70
(0.8%) wrong (g & nhém dapaglifiozin v gid duoc. Cac bién cd nhin chung dwgce céin bing
gifta cac nham didu tri trén cdo phin nhom wdi, sir dung thuoc lgi tidy, hu}'ét ap va sir dyng
chit tre ché enzym chuyén doi angiotensin {ACE-[Vthude chen thy thé angiotensin 11 wyp 1
(ARB). ¢ nhimg bénh nhin ¢6 eGFR < 60 mliphit!|,73 m” tai théi didm ban diu, co 19
trudmg hop bign b bat Igi nghiém trong 13 bigu hign clia giam thé tich & nhdm dapagliflozin
v |3 trrémg hop & nhdm gia duge,

Trong nghién ciru DAPA-HF, s6 bénh nhin cé cde bién ¢d la biéu hién cia piam the tich 13
170 (7.2%) & nhom dapagliflozin va 153 (6,5%) & nhdm gid duge, C6 it bénh nhin cd céc
trigu chieng nghiém trong 14 bidu hién cla giam the tich & nhom dapagliflozin (23 [1,0%]) so
voi nhdm gid dugpe (38 [1,6%]). Cac két qua wong ty nhau bat ké ¢ bénh tidu dudmg tai thoi
diém han diu vi ¢GFR ban déu hay khine.

Trong nghién ciru DAPA-CKD, si b&nh nhin ¢6 cie bibn ¢d 14 biéu hign cia gidm thé tich 1a
120 {5.6%) & nhdm dapaglifiozin va 84 (3,9%) & nhém gia duge. Co 16 (0,7%) bénh nhin cd
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cdc triéu chimg nghiém trong 13 bidu hign cia giam thé tich & nhém dapaglifiozin va 15
(0, 7%} bénh nhén & nhom gia dige,

Nhidm toan ceton do dii thio diedne o bink 441 thio dugng tugp 2

Trong nghién ciw DECLARE, vin thii gian phoi nhiém trung binh 1a 48 thing, cde bién cb
DEA d8 duge bao ¢bo & 27 bénh nhéin & nhom dapaglifiozin 10 mg va 12 bénh nhiin & nhém
gid duge. Cée bien cb xdy ra dwge phin bd déu trong thid gian nghign ciru. Trong s 27 bénh
nhén cé bién cd DKA & nhom dapagliflozin, 22 bénh nhin duge dieu trj dong thivi béng
insulin tat thii didm xdv ra bidn ¢b. Cae yéu uh thic ddy a6 vii DKA ding nhu dy kién &
quiin thé dai thio dudmg tuyp 2 (xem phin canh bao va thin trong),

Trong nghién cini DAPA-HF, cic bifn cd DKA duoc bao cdo & 3 bénh nhin dai thio duimg
tuyp 2 & nhom dapagliflozin va khing cé bénh nhan néo & nhom gia duge.

Trong nghién ciu DAPA-CKD, cic hién cd DKA khang duge bao céo o bét ky bénh nhin &
nhom dapagliflozin va 2 bénh nhin dai thio dudmg wyp 2 & nhdm gid duoe.

."'r'hiq.-"_m {riing dircrg figt nicy

I'tong nhom an todn cia |3 nghién ciu, nhifm tring duéme tiét nidu duge bio co thidmg
xuyén hen ddi vioi dapaglifbozin 10 mg so.védi gia duge (lwong img 12 4,7% so viod 3,5%; xem
phén canh bdo vi thin trgng). Hiu hét cic trimg hop nhiém wing déu & mic 4§ nhe dén
trung binh, v céc 481 trong ddp dmg vii mit dot didu tri igu chudn ban ddu va hifm khi din
dén vide ngumg didu rj bing dapaglifiozin. Whimg trnromg hop nhiém tring nay xdy ra thurdmg
xuyén hom & nir gidi vi nhimg déi wong cb tién s tnede dé b ohigu khad ndng bj nhiém olng
tii phét hom.

Trong nghién cieu DECLARE, cdc bign o6 nghiém trong cita nhidm tring duémg tiét nigu dioc
héo can ft thidmg xuyen hon déi véi dapagliflozin 10 mg so véi gia dwge, Wwong img 13 79
(0,9%) hién cd so vai 109 (1,3%) bidn cd.

Trung nghién ciu DAPA-HF, 56 bénh nhin cf cac bidn o bit loi nghigm trong caa nhigm
triing diurdmg tét nidu |4 14 i0,6%) & nhom dapaglifiozin v& 17 (0,7%) & nhom gid dwoc. C6 3
{0,2%) bénh nhin c6 cdc bién cb bit lgi din dén ngumg ding thubde do nhigm tring duimg tiét
nigu & mai nhdm dapaglifiozin va gia dupe.

Trong nghién cin DAPA-CKD, s bénh nhin cé cie bidn cé bit loi nghigm trong cia nhidm
tring dirlmg Lidt nidw 12 29 (1,3%) & nhém dapagliflozin va 18 {0,8%) & nhom gia duge. Co 8
(0,4%) bénh nhéin 6 cac bién cf bt lyi din dén ngimg diing thubc do nhidm triing dwdng tiét
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nigu & nhom dapagliffozin va 3 (0,1%) & nhom gid duoc. 56 bénh nhin khing miac bénh tidu
duimg béo cdo cie bidn cb bit loi nghiém wong cis nhiém trimg diimg tiét nigw hodie cde bidn
cb bdtl lgi din dén ngumg ding thude do nhifm trimg dudmg tift niéu 14 wong e gita cac
nhom didu tef (6 [0.9%] so vi 4 [0,6%)] 487 vdi cac bidn cb bt loi nghiém trong va 1 [0,1%)
so viri 0 dbi vai cic bifn cd bit loi din dén nmumg ding thube, wromg img & nhom
dapaglitlozin va gia duge).

Tdng creatinie

Céc phin dmg cd hai lién quan dén tAng creatinin duoc phin nhdm (:hémg han nbi gidam dg
thanh thai creatinine & thin, suy thiin, tng creatinine trong mau va giam mirc loc cdu thin).

Trong nhom an toan cia 13 nghién clu, nhdm phan (ng ndy duoe bdo cio twrong ng & 3,2%
va 1,8% bénh nhin ding dapegliflozin 10 mg va gid duge, O nhitng bénh nhan cd chire nang

thén binh thwémg hodc suy thin nhe (eGFR ban ddu > 60 mL/phit/1,73 m*), nhém phan img
niy duge bio cao ivong dmg & 1,3% va 0,8% bénh nhin ding dapaglifiozin 10 mg va gié duge.
Nhimg phin img ndy phd bién hon & nhitng bénh nhin o6 ¢GFR ban diu > 30 va <60
mL/phie/1,73 m? {18,5% dapagliflozin 10 mg so véi 9,3% gii duoc).

Franh gia thém vé nhimg bénh nhin cf cac bién cé bt | lién quan dén thin 43 cho thdy hiu
ket déu eo sir thay doi creatinine huyét thanh < 0,5 mg/dL so véi ban diu, Tang creatinine
thudmg thoang qua khi digu wrj lién te hode co thé hii phye sau khi npumg digu tri.

Trong nghign ciru DECLARE, bao gbm ci bénh nhdn cao tudi va bénh nhin suy thin (eGFR
nhd hom 60 mL/phit/1,73 m*), eGFR giam theo thoi gian & ca hai nhém didu trf. Tai thid digm
1 ndm, ¢GIR trung binh thip hon mat chit vid & 4 tudi, eGFR trung binh & nhém dapagliflozin
cao hon mdt chit so vii nhom gia duge,

Trong nghién ciu DAPA-HF, cGFR giam thee thoi gian & cd nhém dapagliflozin va nhdm gia
dugre. Mire giam eGFR trung binh ban i 14 -4.3 mL/phit/1,73 m* & nhom dapagliflozin va -
1.1 mL/phat/1.73 m* & nhom gid duge. Tai thii diém 20 thing, si thay 43 eGFR so véi ban
dau la tuong ty gilta cde nhdm dicu ted: -5,3 mL/phat'1,73 m* déi véi dapaglifiozin v - 4,5
mL/phit'1,73 m* dbi vii gis duge,

Trong nghién ¢l DAPA-CKD, eGFR gidm theo théi gian & ca nhom dapagliflozin va nhom
gia duge. Mire gidgm eGFR trung binh ban ddu (ngdy 14) 1a -4.0 mL/phit/1,73 m® & nhom
dapaglifiozin va 0.8 mL/phit'1,73 m® & nhém gid duge. Tai thin diém 28 thang, sy thay doi
¢UFR 50 vii ban diu 13 -7.4 mL/phit/1,73 m® & nhom dapagliflozin va -8,6 mL/phit/1,73 m’
& nham gid durge.
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Bio cdo cdc phan iing bat lpi ding ngd

Vige bio cdo cac phan img bar hei ding ngdr sau khi duge pham duge edp quyen |3 dieu quan
trong. Viéc ndv cho phép theo dai sir can bing giia loi ich/nguy co cia duge phim. Yéu cdu
e chuyén gia chidm séc sie khoe bao cio bat ky phan (mg bdr lgi ding ngér ndo qua hé thing
bao cao tal dija phuong.

Thong bao ngay cho bae s hode dge sTnéu glip cac tic dung khing mong mudn nhu trén khi
st dung thude hode bio clio cde phin img b hai cia thude vE Trung tim Théng tin thudc va
T|'FFE& ddi phan img co hai cia thude (ADR) Qudc Gia. Bia chi: 13 - 15 Lé Thanh Tdng - Hodn
Kigm - Ha Ng. Dién thogi: 02439335618 Fax: 024.3.9335642; Email:
di.pveenter/@gmail.com,

11. Qua lidu v cach xir tri:

Dapagliflozin khang cho thay bl ki dc tinh ndo & cic ddi nrgng khée manh & lidu udng duy
nhit [&n dén 500 mg (ghp 50 Nin lidu khuyén cio i da & ngudi). Nhimg di nrong nay cé
glucose phat hién duye trong nirde tidu trong mot khoang thivi gian lign quan dén lidu lugng
(it nhit 5 ngiy dii vt [idu 500 mg), khdng c6 hio cio vé tinh trang mét nirde, ha huyér ép
hode mit can bing dién giai va khing co anh huong ¢6 v nghia lim sang deén khodng QTe. T
I& ha duwimg huyér tuomg ty nhr gid duge. Trong ede nghign cing m sang khi sir dyng lidy
moi ngdy mot lin 18n dén 100 mg (gdp 10 lin Léu khuyén cao 16i da o nguin) trong 2 tudn ¢
cac d0i tugng khoe manh v d6i twgng mac bénh tidu duimg tuyp 2, 1 18 ha duémg huyét cao
hom mit chit so vii gia duge v khong lién quan dén lidu hegmg, Ty 1§ cdc bién ¢b bat loi bao
gom mét nude hode ha huydt dp nromg tr v pid duge va khong o thay déi cd ¥ nghia Lim
sang lién quan dén lidu lugng trong cde théng sb xét nghiém, bao gdm dién giai huyét thanh
va chi dau sinh hge eia chic rang thin.

Trong tridmg hgp qua lidu, nén bit diu didu tri hb tro thich hop tiy theo tinh trang l3m sang
clia bénh nhén. Viée logi bo dapagliflozin bing thiim tich mau chua dupe nghién e,

12, Bc tinh duve lue hoe:

Nhém duge b Cac logi thode duoe sir dung trong bénh tidu durémg, chit ire che l:]ilf::ng vin
chuyén natri-glecose 2 (SGLT2),

Ma ATC: ALOBKOI

Co ché tac dung

Dapagliffezin 1a mdt chat e ché rat manh (Ki: 0,55 nM), co chon loc va cb thé phuc hdi cia
SGLT2.
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Qud trinh (e ché SGLT2 ciia dapagliflozin lam giim i hip thu glucose tir dich loc céu than &
dng thin gan dﬁ-ng thin lam gidm téi hiip thu natri din dén bai tu:-l: glul..nsc qua nude Héu va bai
nigu tham thiu. Do dé, dapaglifiozin lam ting cung céip natri dén &rlg lugn xa, lém tang diéu
hoa nguge ciu ﬂ]!g v glam ap lygc ndi chu. Didy nay két hop wivi bai niéu tham than din dén
gidm qud tii th tich, gidm huyét dp, gidm i teude va tai sau, ¢b thé cd e dung ¢b loi déi voi
viée tai tao tim va bdo todn chire ning thin. Cac tie dung khac bao ghm ting the tich khéi
hiing céu vi giam trong Iwgmg cor the. Lo dch trén tim vi thin coa dapaghﬂuzm khing chi phu
thuje vao tic dung ha dwdmg huvét v khing gidi han & bénh nhan tidu diimg nhir 33 dirge
chimg minh trong cdc nghién efu DAPA-HF vi DAPA-CKD.

Dapaglifiozin cai thign ca mirc glucose trong huyét lwemg lic 61 va sau &n biing cach gidm ti
hip thu glucose & thin din dén bai tiét glucose qua muede 1iéu. Su bai tiét glucose ndy (téc
dung glucuretic) duge quan sit thiy sau lidqu ddu tidn, lién tpc trong khoang thoi gian ding
thude 24 gitr vi due duy tri trong sudt thii gian diéu 1. Lueng glucose dirge than déo thag
théng qua co ché nay phu thude vio ning di glucese trong méu va GFR. Do do, & nhirng dbi
trgmg ¢ dikmg huyét binh thuémg vivhode GFR thip, dapaglifiozin cd xu hidng 2y ha
durimg huyét thip vi lwgng glucose loc dwee nhé va b thé due tai hip thu béi SGLTI va cic
chét viin chuyén SGLT2 khong bj chin. Dapaglifiozin khéng lim suy gidm sin xeat plucose
ndi sinh kinh thitmg d€ dip img vii ha duimg huyét. Dapaglifiozin hoat dong dic lp v s
bai tidt insulin va e dung cia insulin. Sy cai thién trong ddnh gid md hinh ¢dn bang ndi mai
d6i viri chire ning t¢ bao beta (té bao beta HOMA) di dugc guan sat thay trong cde nghién el
lim sang vivi dapaglillozin.

SGLT2 duge biéu hign cb chon loc & thin, Dapagliflozin khéng ire ché cac chit vin chuyen
glucose khic quan trong doi véi qud trinh vin chuyén glueose vio cic md ngoai vi vé ¢d tink
chon loe cao hon gdp > 1.400 lin 381 véi SGLT2 so véi SGLTI, chit viin chuyén chink trong
rudt chiu trdch nhigm hép thu glucose.

Tacdung d ]

Sir gia ting lwong glucose bai tiét trong nuwde tidu d3 duge quan sit thiy & cac 4 tuong khde
manh v & nhimg di trgng bi déi thao duang ayp 2 sau khi ding dapagliflozin. Khodng 70 g
glucose duge bai tiét qua nude tidu mdi ngay (twong (mg vol 280 keallngay) véi lidu
dapagliflozin 10 mg/ngdy & cée d6i tugng dii thdo duwimg tugp 2 trong 12 tudn, B3 thiy bing
chimg vé syr bai tét glucose bén vimg & nhimg doi tuomg bi dai théo dirdmg tuyp 2 duwge cho
diing dapagliflozin 10 mg/ngiy trong thi da 2 nam,

Sir bai tiét glucose qua nude tidu ndy voi dapaglifozin ciing din dén lgi tiéu thim thiu va Tam
ting thé tich nwde tidu & cde doi twong b déi thio diimg Wwip 2. Sy gia tEng thé tich nudc tidu
& ce doi egmg bj 4 thio didmg tugp 2 duge didu tri bing dapaglifiozin 10 mg dinye duy {ri
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sau |2 wdin va 1&n toi khodng 375 mL/ngay. Sy gia ting the tich nuoe tice co lign quan dén sir
gia ting nho va thoang qua trong qud trinh bai tiét natri qua nurde tidu ma khang 1ién quan dén
sy thay do1 ndng dd natri trong huyét thanh.

Sur b tidt axit uric qua nude tiéu cling ting thodng qua (trong 3-7 ngay) va kém theo sy giam
lién tyc ndng 49 axit uric trong huyét thanh. O théi didm 24 twdn. néng d& axit uric trong
huyét thanh gigm dao ding tir -48,3 dén -18,3 micromole/L (-0,87 dén -0.33 mg/dL).

Tinh higu gu: va di) an todn trén Em sing
Bdi thdo dwdng tupp 2

Cai thién kiém sodt dwémg huydt va gidm tv 16 mac bEnh vih 1y 18 tir vong do tim mach va thin
lé nhing phiin khong thé thifu trong didu i bénh tiéu dudmg mip 2.

Musrdyi bin nghidn eiru [3m sang oo doi chimg, ngiu nhién, mi ddi d8 dwoe thye hién vai 7.056
doi trgmg bi tidu dwong tufp 2 a4 dinh gid tinh hidu qua vA 4 an wdn trén ditmg huyét cia
dapagliffozin; 4.737 dbi womg trong cac nghién ciru nay d3 duge didu trj bing dapagliflozin.
Mudi hai nghién cirg oo thii gian didu t 24 tudn, B nghién ot o6 thisd gian gia han kéo daj or
24 dén 80 tudn (18n dén tdng théd gian nghidn ciu 13 104 tuAn), mét nghién cim co thai gian
di¢u tri 28 twdn va mdt nghidn cir co thivi gian 14 52 tuln vdi thin gian gia han kéo dai 1a 52
vii 104 tun (tong thisi gian nghign ciu 13 208 tuin), Thir gian méc bénh tidu dwimg trung
binh dao ding tir 1,4 dén 16,9 ndm. Nim muroi phin trim (30%) bi suy thin nhe va 11% b
suy thén trung binh. Nam muwoi mde phin teim (51%) 861 twong la nam gidi, 84% la ngudi Da
triing, 8% 14 ngwéri chiu A, 4% |3 ngwii Da den va 4% thudc cic nhom ching tic khic. Tam
muwreri mot phin trim (81%) 381 tugng ob chi 56 khi co the (BMI) > 27, Hon nifs, hai nghién
clru ed ddi chimg vii gia duge kéo dai 12 tudn 48 duge thyre hién trén nhimg bénh ahin mic
bénh tidu dwémg tuip 2 va ting huydt &p duge kigm sodt khéng day du,

Mot nghidn ol vé két cue tim mach (DECLARE) dure thye hign voi dapagliflozin 10 mg so

véi gid duge trén 17,160 bénh nhin di thio dutmg tup 2 c6 hodic khong kém theo bénk tim
mach dé dénh gid dnh huémg 1&n cic bién cb tim mach va thin,

Kiém sodt dwémg hupét
Brern tri fidu
Mt nghién ciru mil doi, cb déi chimg véi gia duroe trong thdi gian 24 tudn (cd thém thii gian

gia han) 33 dwrge thue hién dé danh gifh df an todn va tinh higu qua cia don i ligu E:u;ing
dapagliflozin & nhimg d8i wrgng b ddi thio dudmg tufp 2 duge kidm soat khing diy di. Didu

21 /48
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iri méi ngdy mot ldn bang dapaglifiozin lim giam HbA lc o ¥ nghia théng ké (p <0,0001) so
v gid dirgre (Bang 1)

Trong giai dogn gia hgn, mc gidm HbA le diee duy i dén tudn 102 (-0,61% va -0,17% thay
d&i trung binh dupe dicu chinh so véi ban dau turomg (mg dii v dapagliflozin 10 mg va gia
durgre),

Bang 1. Két qua & tuiin 24 (LOCF?) cia mit nghién cirn eo dbi chirng voi gia dwge vé
dapagliflozin durdvi dang dom trj liéu

[dom tr ligu
Dapaglifozin Gis dirge B
- 10 mg
INE 70 75
| HbAlc (%) =
| Gid tri ban dau (trung binh) | 8,01 7.79
| Thay doi so vii ban diu® -0,89 -0,23
'S khic higt s vor pia | -0,66°
dugc(Cl 95%) (0,96, -0,36)
BOi wome (%) dat duce:
HbAle < 7%
B diéu chinh d6i vei gid trj | 50,87 31,6 o
hen déu
Trong lrgng co thé (ke) .
Gid tri ban ddu (trung binh) | 94,13 | RR,7T7
[ Thay dii so viri ban dau’ 3,16 2,19
Sur khac biét 5o voi gia dugc® | -0,97 T
{C195%) {-2,20, 0.25)
"LOCF: Lin quan sdt cudi cimg (trdre khi ciru nguy cho céc doi twong duge el nELr}:]_.
tinh vé trinde

" Tat eh ede doi trong dupe phin ngiu nhién 3 ding it nhdt mt lidu san phdm thude
nghién ciru mi d&i trong théd gian ma déi ngan han
“Trung binh binh phuomg t3i thigu duge didu chink cho gia tri ban déu
*gid Irj p < 0,0001 $0 véi gid duge
*Khang duge danh gia vé ¥ nghla thing k& do quy trinh kifm tra tudin tr ¢ho cde tiéu chi danh
gid phy

Ligu phdp phii hep lidu b tre

MLBEAT 5 *
A0
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Trong mét nghién ciu khdng thua kém b dbi chirng vin thuds: cé hoat tinh, kéo dii 52 tuan
(v théri gian gia han 52 va 104 tuin), dapaglifiozin dwge dénh gis |3 ligu phép bd sung cho
metformin so vo1 sulphonylurea (glipizide) nhur mdt ligu phip bd try cha metformin & cac doi
wrgng 6 kidm sodt dudmg huyét khong diy du (HbAlc > 6,3% va < 10%). Két qui cho thiy
mirc giam HbA le trung binh wromg tu tir thi digém ban diu dén tudn 52, so vdi glipizide, do
di chimg tb tinh khéng thua kém (Bang 2). O tuan 104, thay ddi trung binh da dicu chinh so
vii ban diu & HbaA ¢ 12 -0,32% d6i voi dapagliflozin va -0, 14% déi v&i glipizide. O tudn 208,
thay d6i trung binh &4 diéu chinh so vdi ban ddu & HbA e 1 -0,10% 48 vii dapagliflozin va
0.20% doi voi glipizide. O 52, 104 va 208 tudn, t7 18 dbi tucmg trong nhém duge ditu wi b;‘mg
dapagliflozin thap hon ding ké (tuomg dng 13 3.5%, 4,3% va 5,0%0) bi it nhét mot bidn cf hg
durirng huyét so vii nhom duge dicu tr bang glipizide (wong img 1 40,8%6, 47,0% va 50,0%).
Ty 1§ d6i twong con i trong nghién ciru & tudn 104 vh tedn 208 18 56,2% va 39,7% dbi vii
nhém duge didu tri bing dapagliflozin va 50,0% v 34,6% d6i véi nhém duge didu te] bing
plipizide.

Bing 2. Két qud & tufin 52 (LOCF?*) trong mit nghién ciru ci ddi chimg v thuie co hogt
tinh so sanh dapaglifiozin vii glipizide dwdd dang lién phip bii trgr cho metformin

" Dapaglifiozin Glipizide

_ '+ metformin + metformin
Nb 400 401
HibA le (%)

| Giid tri ban ddu (trung binh) | 7,69 7.74

| Thay déi so vii ban diu° 0,52 | 0,52

| Sy khic bigt so voi glipizide | 0,00° '

| + metformin® (C[ 95%) (-0.11, 0,11}

| Trong lugng eo the (kg)

| Gitd trj ban diu (trung binh) | 88,44 87,60

| Thay ddi so vai ban dag" 3,22 1,44

| Sy khic bigt so véi glipizide | -4,65*
+ metformin® (CI 95%) (-5,14, -4,17)

"LOCF: Liin quan sit cudi cung tinh ve trude
®  Cic doi twong duge phin nglu nhign v diéu trf vai Tin khdm ban dda v it nhét 1
lan do ludmg hide qué sau lin khim ban diu
* do dac
4 Trung binh binh phuong 161 thién duge digu chinh cho gid irj ban diu
*Khiing thus kém vai glipizide + metformin
*gia j p < 0,0001
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Dapagliflozin dudi dang figu phip bd trg véi metformin, glimepicde, metformin v
sulphonylurea, sitagliptin (cd hode khing ¢6 metformin) hodc insulin lam gidgm HbAlc cd ¥
nghia thong ké & 24 tudn so vivi cde dbi tuone dang gii duge {p <0,0001: Bang 4, 3 va 6).

Mirc giam HbA lc quan st duce & tuidn 24 duge duy e trong cdc nghién et phéi hop bd tro
{glimepiride vi insulin) vdi dit ligu 48 tuan (glimepiride) va di léu lén dén 104 tudn (inselin).
O tudn 48 khi duge thém vao sitagliptin (¢ hodic khong c6 metformin), sy thay dbi trung binh
dd dicu chinh so vai ban diu d6i vai dapagliftozin 10 mg va gia duoe wong (ng 13 -0.30% vi
0,38%. Ddi véi nghién ciru bd sung metformin, mire giam HbA le dwge duy tr qua tudn 102
(thay di trung binh duwc didu chinh so v ban diu trrong dmgg 14 -0,78% vi 0,02% déi viri 10
mg vi gid durge). O win 104 déi véi insulin (c6 hodic khing ¢6 cic thude ubng ha ditmg huyét
b sung), mirc giam HbA lc 1d -0,71% va -0,06% thay ddi trung binh duoe dida chinh so véi
ban ddu trong img déi v dapagliflozin 10 mg va gia duge. O tein 48 va 104, ligw insulin vin
an dinh so veri ban diu & nhimg d&i twromg duge didu 19 bing dapagliflozin 10 me véi lidu
trung binh 76 IWingdy. € nhém gia duge of mic ting trung binh 10,5 Wingiy va 183
IU/ngay so vai ban diu (lidu trung binh 1i B4 v 92 TU/nghv) trong dmg & twin 48 va 104 Ty
1& dbi twong con lai trong nghién el & tudn 104 13 72,4% doi voi nhom dwoe didu i I:léng
dapagliflozin 10 mg va 54,8% ddi voi nhdm gid duoc.

Bang 3. Két quii ciia cic nghién eiu co aii chirng vivi gid dwoe (LOCF") kéo dai 24 tuin
vé dapaglifiozin trong liguw phap phii hop bd try vii metformin hodc sitagliptin (cd hojc

khiing et metformin)
Phii hop lidu bé e
Metformin' Chét ire ché DPP-4 (sitagliptin®)
+ metformin'
Dapagliflozin Giia dwrgre Dapagliflozin Gid durgre
1l mg 10 mg
NP 135 137 273 224
HoAlc (%) '
Gia trj ban diu | 7.92 8.11 7.90 797
{trung binh)
Thay doi so vl | -0.84 <030 1,45 0,04
ban dﬂl,i':
Sy khac biét so | -0,54* £0,48*
vl gia duec (CI | (0,74, -0,34) (-0,62, -0,34)
95%)
Boi ugng (%) dat
duge; HbAle <
%
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D2 digu chinh dbi | 40.6%* 1259

v gid trj ban ddu

Trong lwong ¢

thé (kg)

‘Gid wj ban diu | 86,28 £7.74 91,02 89,23
{trung binh)

Thay doi so vdi | -2,86 -0.89 2,14 0,26
ban diu®

| Sy khic bigt so| -1,07% -1.89*

Cvai gia diege® (C1 (2,63, -1,31) (2,37, -1,40)

| 93%)

7 Metformin = 1500 mg/ngay:
Y sitagliptin 100 mg‘ngay
“LOCF: Lan quan sat cudi ciing {trinée khi el nguy cho cde dbi wgng duge oty nguy)
tinh vé trude
B Tét ca céc 46i tugng duoc phin nglu nhidn 48 ding it nhit mdt idu sén phdm thude
nghién eiru mis d6i trong thisd gian mi 46i ngén han
“Trung binh binh phueng t8i thidu duge didu chinh cho gia tri ban diu
*oid trj p < 0,0001 so véi gia duge + thudc wong ha ddmg huyét
*gitt tri p < 0,05 so v gid duge + thube udng ha drimg huyét

Biing 4. Két qud cia cic nghién cim e ddi chimg voi gid dwge kiv dai 24 tuin vé
dapaglifiozin trong ligu phdp phfni hop bi trg vii sulfonyl urea (glimepiride) hode
metformin v mdi sulphonyl urea

Phii hop licu bi trg |
Sulphonyl urea Sulphonyl urea |
(glimepiride!) + metformin’ |
Dapagliflozin Gid duye Dapagliflozin | Gid durge
10 mg 10 my i

N" 151 145 108 108

HbAlc (%) | |

Gia trf ban ddu| 8,07 8,15 8,08 1824

| (trung binh) |

Thay doi so vai | -0,82 0,13 0,86 017

ban iy’

Sir khic biét so | -0,68% 0,69+ ]

voi gia dwge’ (C | (0,86, -0,51) (-0,89, -0,49)

95%)

| Déi trgmg (%) dat |
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dirgre:

HbhAle = 7%

(LOCF)®

B4 diéu chinh dai | 31,7° 13,0 31,8* 11,1
v gid trj ban diu

Trong  luong  co I
the (kg)

Gid trj ban ddu | 80,56 | 80,94 §8.57 99,07
| {trung binh}

| Thay d8i so wéi | -2,26 0,72 -2,65 0,58
| ban dau®

| Sy khic biét so | -1,54% 2.07*

| vl gid dwge® (CI | (=217, -0,92) (-2.79, -=1,35)

| G55%)

" glimepiride 4 mg/ngay;
* Metformin {cong thie phing thich e thi hosic kéo dai) >1500 me/nedy chng wii
lidu dung nap téi da, it nhét phai bing mét nia lidu t3i da, cia sulphonyl ure trong {t
nhét B tudn trude khi thu tuyén,
*Cac binh nhdn duge phin ngdu nhidn v digy tr véi ldn kham ban d3u va it nhat | lan
do lwdmg hidu qué sau lin kham ban déw.
b Ct | va 2, HhAlc dwoe phin tich sit dung LOCF (xem chis thich d); Cit 3 va 4,
HbaA lc dirge phén tich s dung LEM {(xem chi thich e)
“T'rung hinh binh phircng t6i thigu duge ditu chinh cho gid wi ban ¢y
4 LOCF: Lan guan sét cudi cing {inre khi ciro nguy cho cée doi tgme duge el
nguv) tinh vé trude
"LRM: Phan tich phuong sai cho thi nghiém I3p lai theo chicu doc
*gid i p < 00001 50 vii gid duge + (cdc) thude udng ha dulmg huyét

Bing 5. Két qui o tuiin 24 (LOCF*) trong mdt aghién ciu cd dbi chirng vdéi gid duyge v
dapaglifiozin két hep vivi insulin (dom die hofic vii che thube udng ha dwimg huyét)

Dapaglifiozin 10 mg+ insulin = | Gid dwpet+ insulin £ cic
Thing sé cic thubc uwing hg dwimg | thufic wing ha dwing
huyét? huyét
NE 194 193
| HbA lc (%)
' Gid trj ban ddu (trung binh} | §,58 846
Thay ddi 50 Vi !mr: dau® {),490 0,30
Sur khac higt so v gia duge” | -0,60*
(C1 95%) (0,74, -01,45)
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Trong lugng co the (ke)

Gid trj ban ddu (rung blnh) | 94,63 54,21
| Thay d6i so vii ban dau’ | -1,67 0,02
| Sy khac biét so v gid duge® | -1,68*

(C1os%) (2.19,-1,18)

Liéu insulin hang ngay trung

| binh (1L’ _

| Gid trj ban daw (trung bink) | 77.96 | 73,96

Thay dti so v&i han dau® -1,16 3,08

Sir khac Bigt so véi gid duoe” | 6,23° '

(C1 95%) (-B.84, -3,63) I

Cdc doi tugng duoe giam | 19,7%* 110

ligu insulin trung hinh hing
ng&v .ft_nh.ﬁt 10%% (M) |

ELOCF: Lin quan sat cudi ciing (trwde khi hode vao ngay chudn 49 ting insulin diu tién,
niu ean) tinh veé e
b Tarcd cac doi tugng dugc phdn ngfu nhidn 48 ding it nhit mdt lidu san phim thudc
nghién ciru min déi trong that gian m d4i ngén han
“Trung binh binh phuong t8i thidu duoe didy chinh cho gid tri ban diu vA su hign dign
cia thube utﬁnng ha dwimyg hu:.rét
*oid trj p < 0,0001 so vl gid duge + insulin £ thude udne ha dutme huaydt
**gid tr] p < 0,05 s0 vifi gif duge + insulin = thude uong ha duémg huyét
' Chi cho phép cdc phac d6 chudn 46 ting insulin (bao gdm insulin thc dung ngfin,
trung binh vi nén) néu cae dbi lwgng dép img cic tiéu chi FPG duge xdc dinh trude.
* Nam muscri phan trim doi tugng dang si dyng don tri lids insulin vao thai didm ban
l:la;_ll.l: 30% sir dung | hode 2 lowai thude Ltﬁi‘lg ha dwdmg hu:.rét ngodi insulin: Trong s
nhom thir hai nay, 30% ding metformin dom ddc, 12% ding metformin cdng vi
lign phdip Sulphﬂﬂ:,'l ure, va sty e b ding cac loas lhl,nfu; u{‘rm_i ha dwimg huyé-t_
khac.

Phii hop vid metformin i nhitng bénh nidn chiea timg dimg thude

Fong 50 1.236 bénh nhin chura limg ding thude mie bénh tiéu dudmg twyp 2 duge kidm sodt
khing day di (HhAlc > 7,5% va < 12%) d3 tham gia va0 hai nghién ciu co d6i chimg i
thude cé hoat tinh kéo dai 24 tudn dé danh g tinh higu qua vé d an wan cia dapagliflozin (5
mg hode 10 mg) phfli herp viri metformin & nhimg bénh nhin chuea timg ding thude so v didn
tri bing cdc thinh phin don chdr,

Briéu tri bing dapagliflozin 10 mg phéi hop vii metformin (lén dén 2000 mg m3i ngiy) d4 cii
thién ddng ké HbA lc so vdi cée thanh phin riéng 1& (Bing 8), v din dén gidm nhitu hom
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lwgng dudmg huyét lie d6i (FPG) (so vt cic thanh phan riéng 1&) va trong lugng co the (so
vl metformin).

Bing 6. Két qui o tuin 24 {LOCF*) trong m{t nghién ciru o6 ddi chirng v thude cb hoat
tinh vé ligu phip phi hyp dapaglifiozin va metformin i nhifng bénh nhin chua tirmg

ding thuic
' Théng s ﬁaanl-i:EI_;nﬁl 10 mg + | Dapaglifiozin 10 | Metformin
_ metformin mg
| NP 211% 216" 208"
HbA e (34)
Gid trj ban diu (trung | 9,10 Tem 903 j
binh}
Thay d3i so voi ban | -1,98 -1,45 -1,44 [i
déu®
S khic bidt so wdi | -0,53*
dapagliflozin® (=0,74, -0,32)
(L1 95%)
Sy Khie bigt so voi | -0,54% -0,01
metformin® (C1 25%) ' (=073, 0,33) (=022, 0,20
LOCF: lan quan sat cudi cung {touoc khi ¢iru nguy cho cac bénh nhin dwge ciu nguy)
tinh vé trindc,

b Tit cd ¢de bénh nhdn dwee phdn ngiau nhién 43 ding it nhat mdt lidu sin phim
thudc nghién cira mi) ddi trong thii gian mi 4di ngdn han.
“Trung binh binh phuong 15i thiéu duge didu chinh cho gi trj ban déu,
*gid trj p < 0,0001.

Ligu phip phisi hop vdi exenatide phing thich kéo dii

Trong mét nghién ciru co dbi chimg voi thube dbi chimg hoat tinh, mi ¢8i, kéo dai 28 tuin, s
phéi hop gita dapagliflozin vi exenatide phong thich kéo dai (mét chét chi vin thy the GLP-
1) @urgre so sanh v dapagliflozin dom dic va exenatide phong thich kéo diai don dje & nhimg
ddi wong co kiem sodt dudmg huvét khong u.ﬁ;r' dii khi ding metformin dom dbc (HbAlc = 8%
vi £ [2%). Tit ci che nhom didu tr déu giam HbA e so voi ban dau, Biéu trj phdi hop véi
dapegliflozin 10 mg v nhom exenatide phong thich kéo dai da cho thiy mire gidm manh
HbA l¢ so vidi ban ddu so viéi chi dapaglifiozin don déc v exenatide phong thich kéo dai dom
dije (Bang 7).
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Bang 7, Két qua cia m§t nghién eiru kéo dai 28 tudn vi dapaglifiozin va exenatide phing
thich kéo dai so vid dapaglifiozin dom dic va exenatide phong thich kéo dai dom dde, phbi
hop vid metformin (bénh nhin c6 ¢ djah didu tri)

]}al_pazliﬂzﬁl mg QD Dﬂpﬂgﬁﬂﬁzin 10 | Exenatide phing
Théng s + exenatide phong thich | mg QD gid dwoc | thich kéo dai 2 me
kéo dii 2 mg QW Qow QW <+ pid dge

Qb |
N 228 230 227

HbAlc (%)

Gid tri ban ddu (trung | 9,29 925 9,26

binh)

Thay dii so vii ban | -1,98 -1,39 o -1,60

diu

ISu khic bidr trung |
| binh vé syr thay ddi so -,59% -0, 38+

vl ban déu giia san {-0,84. -0,34) (-0,63, -0,13)
| phdm thude phéi hop
| va thubc don 1 (CI

93%)
| Dol teomg (%) dat | 44,7 19, 1 26,9

durgec:

| HbAle <7%

Trong lwgng ceor thé |

(ke)

Gid trj ban ddu (rung | 92,13 90,87 89,12

binh)

Thay ddi so vé&i ban | -3.55 233 -1,56

dau®

Sy khac bidt trung -1,33* -2 0%

binh vé sy thay doi (-2,12, -0.55) (-2,79, -1.20)

so v ban diu gitka

san pham thude phoi

hip va

thuoe dom & (CI |

95%) I |

QD=moi ngay mdt lan, QW=mdi tuin mdt lin, N=sd bénh nhin, C| --I;huémg tin cdy.
*Trung binh binh phuong toi thidu duge digu chinh (LS Means) va {nhimg) sy khic bigt
vi thay doi so voi ban dau trong nhdm didu 1 & wdn 28 dwge mé hinh héa bing
cdeh sir dyng mé hinh hin hyp voi do luimg 1gp lai (MMEM) bao gbm diéu ti,
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viing, ting HbA le ban diu (<9,0% hadie = 9.0%), tudn va didu i theo wan trong
e nhu cde yéu 16 ¢o dinh va gid trj ban dau dudi dang hiép bién,
*n < 0,001, **p = 0,01,
Giidi 1rf p 1 1t ca cde gid tri p duge didu chinh cho sb bit.
Phin tich logi trir céc phép do sau khi diéu tri ey nguy va sau khi npimg diing =an ph..i'.m
thude nghién cin sém.

Glucose hupét trong lic ddi

BYiéu tri hding dapagliflozin 10 mg dudi dang don 1 lidu hode bd try cho metformin,
glimepiride, metformin v& sulphony| wre, sitagliptin {cd holc khéng cé metformin) hodc
insulin kim gidm FPG c6 ¥ nghia thng ké (-1,90 dén -1,20 mmol/L [- 34,2 dén -21,7 meg/dL])
s v gia duge (-0,33 dén 0,21 mmol/L [-6,0 ¢8n 3.8 mg/dL]). Tac dung niy dugc quan sit
théy & tudn diéu tri | va duge duy I trong che nghign ciru kéo dai dén tudn 104,

Ligu phap phf"r[ hop dapaglifiozin 10 mg va exenatide phong thich kéo dai din dén giam FPG
nhidu hon ding ké & tudn 28 -3.66 mmol/L (-65.8 me/dL). so véi -2,73 mmolL (-49.2
me/dL) déi viri dapaglifiozin don dic {p <0,001} va -2,54 mmol/L (- 45,8 mg/dL) d6i i
exenatide dom diic (p <0,001),

Trong mdt nghién ci chuyén bigt & bénh nhin tiéu dudmg co eGFR = 45 dén <60

mL/phit/1.73 m?, diéu trj bing dapagliflozin d& cho thiy gidm FPG o wdn 24; -1,19 mmoliL
(- 21,46 mg/dL) so v&i 0,27 mmol/L {(-4,87 mg/dL} doi vai gia duge (p = 0,001).

Ehedwe fnovér sau dn

Biéu irj bing dapagliflozin 10 mg dudi dang ligu phip b trg cho glimepiride dan dén giam
glucose sau dn 2 giir oo ¥ nghla thong ké & 24 tudin vA duwoc duy tel dén tulin 48,

Didu tri biing dapaglifiozin 10 mg dudi dang lidu phip bd tny cho sitagliptin (o6 hodc khong
cd metformin} din dén giam glucose sau &n 2 gid & 24 tudn va duge duy tel dén tuan 48.

Li¢u phdp phoi hgp dapaglifiozin 10 mg va exenatide phéng thich kéo dai din ddn giam
glucose sau fin 2 gidr Iom hom ding ké & wdn 28 so véi mot san phim thuoe don déc.

Trong lieeme cer thé

Dapagliflozin 10 mg dudi dgng ligu phip b tro che metformin, glimepiride, metformin va
sulphonyl urea, sitagliptin (¢6 hodc khing <6 metformin) hodc insulin lam giam trong lugmg
cof the o ¥ nghia thong ké & 24 wan {p <0,0001; Bing 4 va 5). Nhitng thc dung nay duce duy

J0 S48
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tri trong cde nghién ey dai han hon, O 48 win, sir khac bigt doi vai dapagliflozin dudi dang
ligu phdp b trg cho sitagliptin (c6 hodic khéng cd metformin) so véi gia duoc 1 2,22 kg, O
102 wdn, sy khic bigt d6i vai dapagliflozin dudi dang liéu phap bé tro cho metformin so vai
gid duge, hodc dudi dang ligu phdp bd trg cho insulin so véi gid duge treng fng [a -2, 14 va -
288 kg,

La mt ligu phap bi try cho metformin trang mét nghién cire khéng hon kém co dii chimy
viri thude oo hogt tinh, dapaglifiozin din dén gidm trong heeng oo thé &b ¥ nghia théng ké so
v glipizide 14 -4,65 kg & 52 wan (p <0,0001, Bang 2) duoc duy tri & 104 va 208 tuin (wrong
ung la -5.06 ke va =4 38 ko).

Vigc phdi hop dapaglifiozin 10 mg v exenatide phong thich kéo dai di chimg minh vige gidm
trong lugng 1ém hom ding ke so véi mit san pnﬁm thude dom die (Bang 8).

Mt nghin ciru kéa dai 24 tudn & 182 dbi nrgng tidu durding sir dung, phuung phap do hdp thy
béng chyp X-guang ning lugmg kép (DXA) dé danh gia thanh phiin co thé cho thiy mi gidm
vixi dapaghflozin 10 mg cing vdi metformin so voi gid duoe cdng v metformin, womg (mg
vé trong lugmg co thé va khdi Tugng mi co thé dupe do bing DXA chir khéng phai 1a mé nac
hofic Tuomg dich mit. Piéu trj hiing dapaglifiozin efng vai metformin 3 che thiy sy giam 56
Iz mé md nii tang so v diku tr hing gia duge edng vai metformin trong mat nghién e
phu chip cing hudng tir,

i G e

Trong mdt phiin tich Wng hyp quy dinh trudc coa 13 nghién cin o6 ddi chimg véi gia dugce,
vide didu tr] véri dapaglifiozin 10 mg da din ddn thay 46i huyét dp tém thu so véri ban ddu 14 -
3,7 mmHg va huyét dip tim truemg 14 — 1,8 mmHg so vii —0,5 mmHg huyét dp tdm thu va -0,5
mmHg huvét ap tdm truong 46 véi nhdm gith duoe & twln 24, Mirc giam tuong ty cling duge
quan sdt thily 1én dén 104 tudn.

Ligu phip phbi hop dapagliflozin 10 mg v exenatide phing thich kéo dii lm gidm huyét ap
tim thu nhitu hom ding ke & tudn 28 (4.3 mmHg) so v&i dapaglifiozin don dic (-1,8 mmHg,
p <0.05} va exenatide phong thich kéo dai don ddc (- 1,2 mmHg, p <0,01).

Trang hai nghién ciru co déi chimg véi gia duge kéo dai 12 twén, thng sb 1,062 bénh nhin
mic bénh tiéu dudmg wfp 2 duge kiém sodt khang diy 4 va ting huvét dp (mae di dd didu tri
én dinh tir trede bing ACE-I hodc ARB trong mt nghién clu va ACE-1 hodc ARB chng vii
mit phiong phap diéu trj ha huyét &p bd sung trong mdt nghidn ciru khic) duge didu trj bing
dapagliflozin 10 mg hode gid dwpe. O tudn 12 46§ vai ca hai nghién ciru, dapaglifiozin 10 mg

/S48
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cing vii phuong phap didu trf bénh ticu duong thing thudmg 83 cii thign HbA T v ldm giam
huyét dp tdm thu dirgre didu chinh thea gid diree trung binh tremg g 14 3,1 va 4,3 mm iy,

Trong mét nghién ciu chuyén bidt & bénh nhin tidu duimg cd eGFR > 45 dén <60
mLiphdt/1,73 m?, didu trj bing dapagliflozin da cho thiy gidm huyét dp tim thu khi ngdi o
tuan 24: 4.8 mmHg so vdi -1,7 mmHg d6i voi gia duge (p <0,05).

Kiém sodt diedme hvét & nhitg bémh nhdn bi gy than vire CKD 34 (eGFR = 45 dén < 60
mi/phuit/ ] 73 ')

Tinh hi€u gua cia dapagliflozin duge danh gid trong mdt nghién cliu chuyén bigt & benh nhan
tiéu dutmg cd eGFR = 45 dén <60 mL/phit/1,73 m* khong kiém sodt duge duimg huyél diy
dii trong ché di chim séc théng thudmg. Didu trf bing dapagliflozin l4m giém HbA lc va trong
lugmg co thé so Vi gia duge (Bang 8).

Bing 8. Két qui & twin 24 cia mjt nghién ciu 6 d6i chimg vii gia duye vi
dapagliflozin & bénh nhin tiéu duwimg ¢b eGFR = 45 dén < 60 mL/phat/1,73 m?

Dapaglifiozin® Gik duge?

Thing s 10 mg

NF i 159 161

HbA Lo (%) )
Gid tri ban ddu (rung binh) | 8,35 8.03 |
Thay ddi so vei ban diu® 0,37 -0,03 ]
Sir khac bigt o vii gia dugc® | -0,34% '
(C1 95%) (0,53, 0,15)
 Trgng lugng co the (kg)

Giid trj ban dau (irung binh) | 92,51 88,30

Phin trim thay dbi so vdi | -3,42 T ]
han ddu*

Su khic biet vé phan tam | -1,43* B
thay dbi so véi gid duge® (CI | (-2,15, 0,69)

95%0) I

"Metformin hofc metformin hydeochloride 1 mdt phin cia viée chim soc thing thurémg
tiromg img & 69,4% va 64,0% bénh nhidn 861 v&i cic nhim dapaglifiozin va gia
durgre.

" Trung binh binh phuong t8i thidu dge didu chinh cho gid tri ban déu

“Ldy tir trung binh binh phuemg thi thidu dige didu chinh cho gid trj ban diu

* p<i, 00
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Bénh ¢ Hb A lc ban diin = 9%

Trong mot phin tich quy dinh trede vé céc dai twong o6 HbA le ban diu = 9,0%, ditu tr vi
dapaglifiozin 10 mg din d&n gidm HbAle cé ¥ nghia thing k& & tudn 24 duni dang don i lidu
(thay doi trung binh duge dieu chinh so vii ban dau: -2,04% v 0,19% tuong (me 461 véi
dapagliflozin 10 mg va gia duge) v dudi dang lidgu phip b trg cho metformin (thay d6i trung
binh duge didu chinh o vai ban dau: -1.32% va -0,53% twomg ime doi voi dapaglifiozin va
gid durgre).

Ciic ket cue (im mach va thgm

Tac dung cia dapaglifiozin [8n cic Bign cé Tim mach (DECLARE) |4 mét nghién ciru lam
sing qubc té, da trung tim, nglu nhién, mi 481, cb déi chimg v&i gid duoe duge thire hign dé
xac dinh tac dl,mg cia dapaglifiozin so vai gid I:Ium: lén cdc ket cuc tim mach khi duoe thém
'l.f&l:l ]|r.§=u phép nén hién tai. Tl c& bénh nhin déu mac déi thio Ltuvng tuyp 2 vii b it nhit hai
u:u to nguy o tim ma::h khéc (nam = 33 (i hege nir = 60 Ludi v ml hode nhiéu rbi lown
lipid madu, tang hu:.-'Et iip hodic hién dang hit thudc 14) hodc bénh tim mach 43 hink thinh.

Trong sb 17.160 bénh nhén duge phén ngﬁu nhién, 5974 (40.6%) co bénh tim mach da hinh
thanh va 10,186 (59,4%) khdng cd b@nh tim mach d& hinh thanh. 8.582 bénh nhén durge phin
ngau nhién ding dapaglifiozin [0 mg va 5.578 bénh nhin duoc phin ngdu nhién ding gia
duigp, va dupe theo doi trong théd gian trung binh la 4,2 ndm.

Tudi trung binh eua quan thé nghién ciru 12 63,9 tudi, 37,4% 13 ni, Tong edng, 22,4% d5 méc
bénh tieu dudmg trong thiri gian < 5 nam. thivi gian mdc bénh tiéu duémg trung binh 12 11,9
niam. HbA ¢ trung binh la 8,3% va BMI trung binh la 32,1 kg/m2.

O lin khim ban ddu, 10,0% bénh nhin co tidn sir suy tim. EGFR tung binh 12 852
mL/phit/1,73 m?, 7.4% bénh nhin c6 eGFR <60 mL/phdt/],73 m?, va 30,3% bénh nhin cd
albumin nigu vi lugng hodc lugng 16n (o 1é albumin so voi creatinine trong nude tiéu trong
tng 14 [UACR] > 30 dén < 300 my/g hode > 300 mg/g).

Hiu hét bénh nhin {98%) da s dung mdt hodc nhiéu =an phz-im thude didu Iri Ry dwrdmg [
ban diu, bao gom metformin (82%), insulin (419%) va sulfonylurea (43%).

(Cae tiéu chi ddnh gid chinh 1 thivi gian ¢én khi xdy ra bién ¢ diu tién trong tdng hep tririmg
hyp 1 vong do tim mach, nhéi méu co tim hodc dit quy do thiéu méu cuc b (MACE) va thoi
gian dén khi xdy ra bién e déiu tién trong tong hgp nhip vién do suy tim hode tir vong do tim
mach. Cac tigu chi danh gia phy 1 tidu chi danh gid thap hop vé thdn vi ty 18 tr vong do moi
nguyén nhin.
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Cie bign o tinr mach bat loi chink

Dapaglifiozin 10 mg duge chimg minh la khong thus kém so v gia duge vié tdng hop trudmg
hop tir vong do tim mach, nhii maw eo tim hodc dit quy do th 0 L eue bd (p <0,001),

Suy lim hode e vong do tm mach

Dapagliflozin 10 mg da chimg minh tinh wu viét hon so voi gia duge ong viéc ngdn ngia
téng hop cdc trdmg hap nhip vién do suy tim hofic tir vong do tim mach (Hinh 1), Sy khac
bigt vé higu qua diéu tr dwoc thoe ddy béd nhip vién do suy tim, khéng cé sir khic bist vé
tremg hop 1o vong do tim mach (Hinh 2).

Lai ich diéu tri cia dapaglifiozin so vdi gid duge di duge quan st thay & ca bénh nhan co va
khong mac bénh tim mach 43 hinh thanh, ¢ va khoing c6 suy tim lic ban diu, va nhit qudan
gifra cac phin nhom chinh, bao gﬁnm tudi, it tinh, chire ndng thin (eGFR) va khu vire,

Hinh 1: Théi gian dén khi Xdy ra bién eb nhip vién hode suy tim hoge tir vong do tim
mych diiu tién

L (e ——— ——

Evibots b eves %)

Felemiatton Fimaes Foapiobsireie dibasy
Faiisnos & rish

Frpagh#lorin: &HT HLET LETES HREE Le="1 ERELE LTy ] Taoy LTSk ] TR
Flacmlns - TATE BAES Lhlng e #izxe MErE (L] Fand £y 1%k

Tavieras a0 rek do s Oriber of juid s i sl i B e ing oF e period
HR=H prsrd roti 1= on flodemcs e sl

Whimg bénh nhén 6 nguy co I3 50 hénh nhin cd ngey co diu kY.
HR=Hazard ratio (T¥ 18 nguy cor) Cl=Confidence imerval (Khoang tin céy).

Két qua vé clie Liéu chi didnh gid chinh va phy duge hién thj trong Hinh 2. Tinh wy viét cia
dapagliflozin so vii gia dunye khing dwoe chimg minh d6i véi MACE (p = 0,172). Do dé6, tige
chi déanh gid tdng hop ve thin va t¥ 16 tir vong do mei nguyén nhén khéng dwge kidm wa nhe
miit phin cia quy trinh xét nghiém khing dinh.
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Hinh 2: Hifu qui diéu trj d6i voi esic tiéu chi dinh gid tong hgp chinh vi cic thinh phin
cila ching ciing nhi cde tidu chi danh gid va thanh phain phy
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Canliriydar doh N TN E T SOl 1T LEL
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WA A e " INETS IHED 1.0 5L 0 I aile
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Tiéu chi danh gid wng hop vé thin duge dinh nghia 1A giam eGFR dupe xdc nhin kéo daj >
40% xubng eGFR <60 mL/phit/l,73 m® va'hodic bénh thin giai dogn cudi (Joc mau > %) ngay
hodic ghép than, eGFR duge s4c nhin kéo dai <15 mLphat'1,73 m-) vivhode tir vong do thin
hode tim mach.

Ciic gid tri p Ja hai phia. Cac gia 1] p cho cic tiéu chi danh gid phy va cho cac thanh phin don
k¢ 14 danh nghia. Théi gian dén khi &y ra bidn co ddu tén dege phi].n tich trong md hinh ﬂng'-'
e theo tj 18 Cox. 56 bién cd dau tién cho cac thanh phin don le 14 56 bién b déu tién thie &
cho mai thanh phin va khong cing voi 58 bign cb trong tiéu chi dinh gid tong hop. Cl=khodng

tin cdy.
Bénf thin

Dapagliflozin lam gidm tj 1§ hién cd trong tdng hgp gom giam eGFR dige xdc nhin kéo dai,
bénh thin giai doan cudi, tr vong do thin hodc tim mach. Sy khac bigét gifra cac nhom duopc
thic ddy bai viée gidm cic bién ¢ cfia cic thinh phin thin; gidm eGFR kéo dai, bénh thin
giai doan cudi va tir vong do thin (Hinh 2).

T4 1& nguy co (HR) theo thivi gian dbi voi bénh than (gidam cGFR kéo dai. bénh thin giai doan
cudi va ol vong do thin) 12 0,53 (C1 95% Ia 0,43, 0.66) d4i véi dapagliflozin so v gia duge.,
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Ngoal ra, dapagliflozin lam giam s khévi phit méi cos albumin niéu kéo dai (HR 0,79 [C]
959 1a 0,72, 0,87]) va din dén sy thodi Jui nhiéu hom cia albumin nidu luwong lén (HR 1,82
[C195% [ 1,51, 2,20]) so véi gid duge.

Suv tim

Dapaglifiozin vi Phang ngira cdc két cuc bat lgi vé Suy tim (DAPA-HF) 13 mét nghién cin
quic t8, da trung tam, ngdu nhign, mi 86, cd ddi chimg voi gid duge o béah nhin suy tim
{phiin loai chire ndng -1V theo Hidp hdi Tim mach MNew York [NYHA]) véi piam phin suit
thng méu (phin sudt thng méu thit éi [1.VEF] = 40%) & xac dinh tic dung coa dapagliflozin
0 v gia duge, khi dwge thém vao tiéu chudn co bédn coa liu phap chim soe, ve ty 18 ur vong
do tim mach v suy 1im nang hon,

Trong sb 4.744 bénh nhin, 2.373 bénh nhan dugc phén ngau nhién ding dapaglifiozin 10 mg
va 2,371 bénh nhén duge phin ngau nhién ding gid duge. vi duge theo ddi trong thir gian
trung binh 12 18 thing. Tudi trung binh cia quan thé nghidn ciru 14 66 tudi, 77% 12 nam.

Lic ban ddu, 67,5% bénh nhin doe phin loai 1a NYHA dd 11, 31,6% dd 111 va 0,9% di 1V,
LVEF trung vi la 32%, 56% trudmg hop suy tim do thidu miu cuc bd, 36% khing do thidu
méu cye by va 8% I chua 16 cin nguyén, O mdi nhém digu tri, 42% bénh nhén ¢ tign sir dai
thio duimg tuyp 2, va thém 3% bénh nhin wrong mdi nhom dure phin logi 13 oo d4i thio
duwimg tuyp 2 dya trén HbA e = 6,5% cd khi thu myén v phin ngdu nhién. Cée bénh nhin
dirgie digu tri theo tigu chudn cham séc; 94% bénh nhin diroe diéu trj bing ACE-1, ARB hodic
chat (re ché thy thé angictensin-neprilysin (ARNI, 11%), 96% bing thudc chen beta, 71%
bng thude ddi khing thy thé mineralocorticoid (MRA), 93% bing thube lgi tidu va 26% co
migt thidt bj cdy ghep.

Bénh nhén cd eGFR > 30 mL/phiv'1,73 m® khi thu wyén duge thu nhin viie nghign clu,

EGFR trung binh 13 66 mL/phit/1,73 m’, 4% bénh nhin co eGFR < 60mL/phin/1,73 m? vit
15% c6 eGFR <43 mL/phat/1,73 m.

Twr vong do tim mgch va suy tim ning hon

Dapagliflozin wu viét hom gid duge trong viée ngian ngira tigu chi danh gia wng hyp chinh vé
tir vong do tim mach, nhip vién do suy tim hojc tham kham khin cip do suy tim (HR 0,74 [C]
95% 14 0,65, 0,85], p < 0,0001). Hidu qua duwge quan sit thiy sém va dirge duy i trong subt
théi gian nghién eiu (Hinh 3).

Hinh 3: Théi gian dén khi xiy ra ting hgp bién cb tir vong do tim mach ddu tién, nhip
vién hode suy tim hodc thim khim khin cip do suy tim
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Thim kham khén cap do suy tim dirge djnh nghia 14 mdt cude ddnh gid khin cdp, ngodi dy
kign béi bac sT, ching han nhir tai Khoa CAp i, v cin didu trj cho tinh trang suy tim nghy
cang ngng hom (ngodi vige chi ting legmg thubc loi tidu dudmg udng). Nhimg béah nhin co
nguy cor li 58 bénh nhan cd nguy co dau kv,

Tﬁlt cd ba thanh phin cia tiéu chi ddnh gid tdng hop chinh déu déng gop riéng vio hifu qud
diéu tri (Hinh 4). Co mot vai lin thadm khém khén cp do suv tim.

Hinh 4 Higu qua dién tri dbi véi tidu chi ddnh gid tng hop chinh, cde thanh phin cing
nhir i¥ 1§ tir vong do moi nguyén nhin
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Th_ﬂm khdm khin cip do suv tim duoc dinh nghfa 1a mit cude danh zid khin cap, ngodi di
kién béri bic sT; ching han nhur tai Khoa Clip cin, vA cin didu i cho tinh trang suy tim ngay
cing ndng hon (ngoai vide chi ting lugng thude lyi tidu dudmg uong).

Sé bign cb ddu tign cho cic thinh phin dom 1¢ 13 58 bién cd déu tién thye té cho méi thanh
phan v khong cong vii sb bifn cd trong tiéu chi danh gid thng hop.

Ty & bicn cd duge trinh biy dudi dang 50 di tromg co bien cd trén 100 bénh nhin-ndm theo
di,

Gid tri p cho cde thinh phan don le va t¥ 1é uF vong do moi nguvén nhin la danh ngha,

Drapagliflozin ciing lam giam tong s6 bién ¢ nhdp vién do suy tim (lin ddu v tai phét) va o
vong do tim mach: ¢6 567 bién cd & nhom dapagliflozin so vii 742 bién c& & nhom gia duoc
(Ty 16 T4 56 0,75 [C195% |3 0,65, 0,88 ]; p = 0,0002),

Loi ich digu trj cia dapagliflozin 83 dwge quan sar thiy & cd bénh nhan suy tim bi d4i théo
dirdmg luyp 2 va khong bi tiéu dutmg. Dapaglifiozin lam gidm tifu chi dinh gi4 tong hop
chinh ve t§ 18 t& vong do tim mach v& [dm ndng thém suy tim v HR 13 0,75 (CT 95% 13 0.63,
0,90} & bénh nhan tidu dudmg vi 0,73 (C1 95% la 0,60, 0,88) & bénh nhin khdng bj tiéu dwdmg,
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Lai ich didu trj coa dapagliflozin so vai gia duge trén idu chi danh gid chinh ciing nhit quan
trén céc phin nhém chinh khde, bao gbm liéu phap didu trj suy tim dong thivi, chire nang thin
{eGFR), tudi, gidi tinh va khu vye,

him Do cdo — ede tridu el

Hiéu qua diéu trj cia dapaglifiozin 881 v cac trigu chimg suy tim duwoe danh gid bang Tong
PYiém Triéu chimg cia Bang ciu hoi vé& Bénh co tim cda Thanh phé Kansas (KCCO-TSS),
dénh gid mirc 35 nghiém trong va tn sudt triéu chimg suy tim, bao gdm mét mai, phin nzoai vi,
kho the va kho tho khi ndim. Piém =6 dao dong tir 0 dén 100, véi diém b cao hon thé hign
tinh trang sirc khde kit hern,

Digu tri hé!-.g dapagliflozin mang lai lod ich co y nghfa thing ké va cé ¥ nehia lim sang so voi
gia dhrpe ve cde trigu chimg suy tim, dige do lubmg bang sy thay 48§ so vii ban dfu & Thang §
trong KCCO-TSS, (Ty 18 thang 1,18 [C1 95% 12 1,11, 1,26]; p <0,0001). Ca tén suat trigu
chimg va ganh ndng triéu chimg dia pdp pihﬁn diin dén kit gua. Da 11153 lgnn 1ch trong ca vige
cdi thign cde trigu chimg suy tim va ngan ngim tinh trang xiu di ciua céc tridu chimg suy tim.

Trong phén tich nguén dip (mg, tv I bénh nhin co sy cdi thién ¢ ¥ nghia ldm sang vé KCCQ-
TSS 5o wii ban diau vio thi didm 8 thang, dioc dinh nghia |4 5 didgm & 180, cao hon & nhém
diéu tri bing dapaglifiozin so vii nhém gid duoe. TV 1 bénh nhin cé tinh trang xiu di co ¥
nghia 1am séng, dwpe dinh nghia 1a tr 5 diém teér én, lihé;p hom & nhom didy i hing
dapagliflozin so voi nhom gia duge, Lyi ich quan st duge voi dapagliflozin viin duge duy
khi dp dyng cdc théi diém khoa dif ligu thin tronz hom d2 tao ra s thay ddi cd ¥ nghia [m
sang [ém hon (Bang 9.

Bang 9 86 lwgng vi phiin triim bénh nhin 6 cai thién va xiu di ¢é 7 nghia lim sing vé
KCCQ-TSS vio thid diém 8 thang

' Thay d6i so véi | Dapagliflozin 10 Gia dwoe o
' ban diu & thid | mg n*=2086 n'=2062
- didm 8 thing: ,
| Ci thign n (%) | 0 (%) Ty so chénh® | gidtri p’
dd cai thign® d& cai thign® {C1 95%)
=5 diém 933 (44,7) 754 (38.5) 14 01,0002
|- (1,06, 1,22)
> 10 diem 689 (23.0) 579 (28.1) RE 0.0018
N (1,05, 1,22)
> 15 diem 474 (22.7) 406 (19,7 | 1,10 | 00300
(1,01, 1,19)




https://trungtamthuoc.com/

Nein ofi n {%) | n) Tv s6 chénh® gid trj p’
i da xau di 4 xiu di (Cl 93%)
= § diém 537 (25.7) 693 (33,6] 0,84 | =0.0001
(0,78, 0,89)
= 10 diém 195 (18,5) 506 (24,5) 0,85 <0),0001
(0,79, 0,92)

*56 bénh rhin cd KCCQ-TSS quan sit duce hodc tir vong trinde 8 thang.

b 84 bénh nhin cé sy cai thidn quan sat dwoe It nhfit 5, 10 hode 15 didm so voi ban
ddu. Nhimg bénh nhin di qua dii trudc thai diém da cho duge tinh 13 khang céi
thign,

*VE sur cii thidn, ty st chénh > | thién vé dapagliflozin 10 mg.

¢ S bénh nhin cd tinh trang xdu di quan sat duge it nhét 5 hoae 10 didgm so vii ban
diu, Nhimg bénh nhin 43 qua déi trudc thid didém d4 cho duge tinh 1a d2 xéu i,

*W tinh trgng xdu di, 1y s6 chénh < | thign vé dapagliflozin 10 me.

"Céc gid tri p 1& danh nghia.

Binh thin

Cth mdt vai bign eb vé tidu chi dinh gid wng hop vé thin (giam eGFR = 50% & xdc nhin kéo
ditf, ESKD, hodc tir vong do thin); ty 13 méc benh 4 1.2% ¢ nhom dapagliflozin vi 1,6% &
nhom gid duge.

Bénh thin mdn tinh

Nghién ciru nhim dénh gid tic dung cla dapaglifiozin 180 két cuc & thin vA tv 12 tir vong do
tim mach & bénh nhin mac bénh thin man tinh (DAPA-CKD) 14 mt nghign ciru quc 1, da
trung tém, ngau nhign, mi déi, co d6i chimg v gia duge & bénh nhan méc bénh thin man
tinh (CKD) cé eGFR = 25 dén < 75 mL/phit/1,73 m* v& albumin niéu (15 1§ creatinine
albumin trong nuwoc tieu [UACR] = 200 va = 5000 mg/g) dé xic dinh tic dyng cia
dapagliflozin so vdi gia duge, khi duge thém vio li8u phép t8u chudn chim sé¢ co bin, vE ty
Ié méc theo tidu chi danh gid thng hop 12 > 50% suy giam eGFR kéo dai, bénh thin giai doan
cudi (ESKD) {duwoc dinh nghta l& ¢GFR kéo dai <15 mL/phit'1,73 m?, didu tri loc mau man
tinh hodc diwge ghép thin, tir vong do tim mach hofic thin.

Trong s6 4.304 bénh nhén, 2.152 bénh nhin duoc phin ngdu nhign ding dapagliflozin 10 mg
v 2152 bénh nhén duge phin ngdu nhién ding gia dugc vi dugc theo ddi trong théi gian
trung binh 12 28.5 thang, Tiép tyc dicu trf néu ¢GFR gidm xudng mie dudi 25 mL/phiv'1,73
==

trong qud trinh nghién ciru va oo thé tigp tuc diéu trj trong nhimg truimg hop cin loc mau.
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Tudi trung bink ci quin the nghién cinu 1 61,8 wdi, 56,9% 1a nam, Lic ban diu, eGFR trung
binh la 43, ImL/phat/1,73 m- va UACR trung vi la %493 mg'a, 44,1% bénh nhin co eGFR 30
dén <45 mL/phit 1,73 m® va 14.5% cé eGFR <30 mL/phii'1,73 m?. 67,5% bénh nhdn bi dai
thao dugmg tuvp 2. Bénh nhin duge di¢u trj theo tiéu chuan chiam soc (SOC); 97,0% bénh
nhin dupc didy 1 héng chit irc ché enzEym -:hu}-én ddi angiotensin (ACELD) hodc thude chen
thu thé angiotensin (ARB),

Dapagliflozin uu vigt hon gid duoc trong vide ngln nglm tidu chi danh gia tdng hop chinh fa
gidm eGFR kéo dai > 50%, dan dén hénh than giai doan cudi, tir vong do tim mach hodc thin
(HR 061 [C195% 1a 0,51, 0,72], p < 0,0001). S& lugng can diéu 1ri mdi 27 thang 14 19 (C]
95% 14 15, 27). Dua trén bidu db Kaplan-Meicr, duomg cong bién co gilra dapaglifiozin va gid
dupc bit dau tich bigt som (4 thing) va tigp tuc phin ki trong thd gian nghign ciu (Hinh 5).

Hinh 5: Thiri gian dén khi xdy ra biéa cd diu tign theo tiéu chi dinh gid 1dog hop chinh,
giam eGFR kén dai = 30%, bénh thin giai doan cudi, tir vong do tim mach hodc thin
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Nhitng bénh nhén cé nguy co 13 s0 bénh nhéin cd nguy oo diu ki,

Tét ¢ bén thanh phan cia tidu chi dénh gid dng hop chinh déu déng gop ridng vio hidu qui
diéu tri. Dapaglifiozin cling lam gidm 1y 1& méc theo tidu chi danh gid thng hop la gidm cGFR
kéo dii = 50%, bénh thin giai doan cudi holc tk veng do thin (HR 0.56 [Cl 95% la 0,45,
0.68]. p <0,0001) v tidu chi ddnh gid tdng hop ve tir vong do tim mach va nhip vién do suy
tim (HR 0,71 [CI 95% 14 0,55, 0,92], p = 0,0089) (Hinh &),

Hinh 6: Hi¢u qus dién tri d6i voi tiéu chi danh gid tdng hop chinh vi phe, cic thanh
phén riéng Ié cling nhr 1y 1 tir vong do mol aguyén nhin
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S bién co dau tién cho cc thanh phin don B8 14 6 bién b du tién thyc té cho méi thanh
phin vi khéng céng véi si bién cd trong tiéu chi danh gid 1dng hop.

Ty 18 bidn b duwpc trinh bay dudi dang s6 ddi tromg ed bidn cf trén 100 bénh nhin-nam theo
dai.

Céc wic tnh ty I€ nguy co khong duge irinh bay cho cac phan nhom cd tong =6 it hon 15 bien
6, ci hai nhom két hop lai,

Céc gid tri p cho cdc thanh phén theo tidu chi dénh gid ting hop la danh nghta.
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Didu trj bng dapagliflozin cdi thign thév gian séng thém todn bd & nhilng bénh nhdn méc bénh
thin miin tinh cd gidm ddng ké v 1 v vong do moi nguyén nhdn (HR 0,69 [Cl 95% [a 0,53,
0,%8], p=0,0035) (Hinh 7).

Hinh 7: Thévi gian #én khi xiy ra biéa o tir vong déu tién do myi nguyén nhin
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Nhimg bénh nhan cé nguy co |2 6 bénh nhin cé nguy oo diu ki

Higu qué diéu trj cia dapagliflozin nhét quén & ci bénh nhin méc bénh thin min tinh bj dai
théo dwdmg tuyp 2 va khéng bi tiéu duimg (Hinh 8).
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Hinh 8: Higu qua diéu trj & nhirng bénh nhin bj dai thao duwimg wyp 2 va & nhitmg bink
nhin khing bi tien dirirme
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S5 bign ci diiu tién cho cic thianh phin dom 1€ 13 b bidn cb ddu tién thue 8 che mdi thank
phin va khéng cfing vii st bidn e trong tidu chi dénh gid tdng hep.

Cac wie tinh ty 1§ nguy co khdng duge trinh by cho cic phén nham cd tdng sd it hon 15 bién
co, cd hai nhom két hop lai,

T¥ 1§ bién ¢f duge trinh biy dudi dang sé déi twgmg c6 bién cb trén 100 bénh nhin-ndm theo
dii,

Cdc gid trj p 1& danh nghfa.

Ly ich diéu trj clia dapagliflozin so veéi gia duoc trén tiéu chi dénh gia chinh cling nhét quén
trén cée phin nhdm chinh khic, bao gém cit ndng 86 eGFR va UACR, tudi, gidi tinh va khu
viIC.

Diéu tri bing dapaglifiozin din dén giam albumin nidu nhidu hom. Hidu qua dwge quan sat
som nhit li 14 ngdy va duge duy tri trong sudt qud trinh nghitn ciu. Tai thiv diém 36 théng,
phén trdm thay déi trung binh d3 didu chinh so vdi ban diu cia UACR (mg/g) la -41% &
nhimg bénh nhin duwoc diéu tri bing dapagliflozin vi -20% & nhing bénh nhin duge didu tr
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béing i due, vii sir khic bigt gifta cae nhém didu tri B -26,3% ([C1 95% |1 -36.8, -14,0], p
danit nghia = 0.0001).

Ty 1€ wang gap dbi creatinine huvet thanh ké tir lan do luimg trong phong thi nghidm gdn nhit
(danh Zid sir xhu di Eflp tinh ¢oa chirc nang than}, da giam & nhom dapaghflozin o v nhom
gid dupie (HR 0,68 [C1 95% 14 0,49, 0,94], p danh ngha = 0,0187).

Co {t bénh nhdn bj cic bign co bdt loi lién quan dén thin hon & nhém dapagliflozin so vii
nhom gia duge, twong g 1a 144 (6,7%) va 169 (7,9%) 0 nhom dapagliflozin va gid dugc.

Whim bénh nhi

Cuor quan Duoc pham chan Au d3 mién trir trich nhiém ndp ket qua cia nhimg nghién ciu vdi
dapagliflozin & mit hode nhicu tép hop con cia quan the bénh nhi trong dizu tr bénh tieu
dutmg tudp 2 (xem ligu lwong va cach ding),

Co quan Duge pham chin Au d3 midn i trich nhiém ndp két qua cia nhimg nghién ey v
dapagliflozin & tét ¢i cic tip hep con cia quan thé bénh nhi trong phong ngira céc bign ¢é tim
mach & nhimg bénh nhén bj suy tim man tinh v& dang didu trj bénh thin man tinh (xem lidu
lugmg v cdch diing).

13. Bc tinh dwge djoz hoe:
Hip thu

Diapagliflozin dwge hip thu nhanh v tét saw khi ubng. Ning 46 tHi da cia dapagliflozin trong
huyét twong (Cue) thuimg dat duge trong vong 2 gidy sau khi ding thude & trang thai nhin &n,
Cac gid trj Com va AUCT trung binh hinh hoc cla dapagliflozin & teang thai &n dinh sau lidu
10 mg dapagliflozin mdi ngdy mat lin tuomg img la |58 ng/mL va 628 ng h/mL. Sinh kha
dung tuyét dii qua dudmg udng cia dapaglifiozin sau khi ding lidu 10 mg 14 78%. Ding v
bita an gidu chit béo lam gidm Cre ciia dapagliflozin téi 50% va kéo dai Tnax khoang 1 gid,
nhumg khéng lam thay d6i AUC so véi trang thii nhin Gn. Nhitng thay doi nay khong duge coi
l4 6 ¥ nghia 1am sing. Do 45, cé the dimg dapagliflozin cling vai hodic khéng clng thirc n.

E! & l &
Dapagliflozin gin kit véi protein khodng 91%. Sir gén két v&i protein khong bi thay di trong

chc trang thai bgnh khidc nhau (ching han nhu suy thin hofic gan). Thé tich phin bé
dapaglifiozin trung binh & trang thdi én dinh 14 118 lit.
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Chuvén hia

Dapaglifiozin duoe chu}'én hoa ring i, cha _'..'éu d2 tao dapagliflozin 3-O-glucuronid, &
mét chit chuyén hoa khang c6 hoat tinh. Dapagliflozin 3-O-glucuronide hojc cic chit chuyén
héa khic khing gép phin vio wc dung ha dwimg huyét. Sy hinh thanh depaghiffozin 3-0-
glucuronid & qua trung gian UGTIAY, mit logi enzym cb trong gan va thin, vi chuyveén héa
qua trung gian CY P la mét dudng thai tnr nho & nguo,

Thii tri

Thisi gian ban thai cudt rung binh trong huyét trong (t1/2) dbi voi dapagliflozin 12 12,9 gid
sau khi cho cic dii wrgmg khae manh ditng mit lidu dapaglifiozin 10 mg. B thanh thai tean
thén trung binh cua dapaglifiozin tiém tTnh mach 1a 207 mL/phit. Dapagliflozin vi cic cha
L-hu:.-'én héa lién quan duge thai trir cha :.-'éu qua ddmg bai tiét nurdre tidn v dudi 2% dndi
dang dapaglifiozin khong dbi. Sau khi dine léu 50 mg ["*C)-dapaglifiozin, 96% &3 duoe thu
héi, 75% trong mude tisu va 21% trong phéin. Trong phén, khodng 15% ligu dimg duge bai tidt
dusdi dang thude gic.

Tinh tuvén tinh

Phoi nhiém véi depaglifiozin lam ting 19 18 thudn vii sy pia ting lidu dapaglifiozin trong
khoang 0,1 dén 500 mg va dire ddng hoo cia thude khang thay d6i theo thei gian khi dimg
ligu 1ap lai hang ngay trong 16i da 24 win.

hiém b dm i

Suy Hhin

(J trang thai &n dinh (20 mg dapaglifiozin mdi ngdy mét 1an trong 7 ngdy), cic doi twong by
dai thio dwdmg tuyp 2 va suy thin nhe, trung hinh hode ndng (duge xde dinh h'ﬁng d6 thanh
thai iohexol trong huyét twong) b mire phoi nhiém dapagliflozin todn thin trung binh twong
img 14 32%, 60% vii B7% cau hom so wii céc d6i wong bj déi thao dwimg tuyp 2 va cb chirc
nang thén binh thirémg. Sur b tiét glucose qua nude tigu & trang thii n dinh trong 24 giir phy
thude nhidu vao chire ning thin va %5, 52, 18 va 11 g glucose/ngay trong (mg dugc bai tids
béi nhimg d6i tugng bi ddi thén diimg tuyp 2 va o chire ndng than binh thuimg hodc suy thin
nhg, trung binh hojc ning. Chuma rd dnh huimg coa thim tich mdu [&n mie phoi nhigm vii
dapaglillozin, Anh hudmg cia viéc suy giam chirc ndng thin 1én mirc phoi nhidm toén thin 42
durgre danh gid rong mdt mé hinh duge ddng hoc quin thé, Phi hyp vii cic két qua trede dé,
mi hinh du dodan AUC cao hon & nhimg bénh nhiin bj bénh thin mdn tinh 50 v&i nhimg bénh
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nhin cd chirc nang thén binh thudmg, va khang khac bigt co ¢ nghia & nhimg bénh nhin bj
bénh than man tinh co kém theo dai thao dudng tuyp 2 va khing kém theo bénh tiéu disimg,

Suy gan

(J nhimg d0i twong b suy gan nhe holic trung binh (Child-Pugh nhém A v& B), Cias va AUC
trung binh cha dapaglifiozin lan lugt cao hom toi 12% va 36% so véi nhitng @i tuong dii
chimg khoe manh phi hop. Nhimg khac bigt nay khing duge coi 13 ¢6 ¥ nghia lim sang. O
nhilng 44i tirgmg bj suy gan ndng (Child-Pugh nhém A vi B), Crw vd AUC trung binh cia
dapagliflozin lin lugt cao hon 40% v 67% so vai nhimg ddi wong déi chimg khée manh phil
hep,

Ngwdti cao tuii (=65 tudi)

Khang co sy gia ting phoi nhi@m o6 ¥ nghia [am sang chi dya trén dd twoi & nhimg d6i tegne
dén 70 tudi, Tuy nhién, co thé dir kién ting phoi nhidm do suy gidm chirc nang than lien quan
dén tuci tac. Khong eo dit dir ligu d& du ro két ludn lidn quan dén phoi nhiém & nhitg bénk
nhin > 70 tubi.

Nhonm bénh whi

Duoe ding hoc & quén thé bénh nhi chia dupe nghién el

[ ferth
AUCss trung binh ctia dapagliflozin & nir dwge wdc tinh cao hom nam khoang 22%.
Ching the

Khéng c6 su khic bidt b lign quan veé mat lim sang vé mie phoi nhiém toan thin gitta cac
ching tée Da trfing, Da den hodic Chiu A.

Trong lirpng co thé

Phat hién thiy gidm mirc phoi nhiém véi dapagliflozin khi ting cin. Do dd, nhimg bénh nhin
nhe cin co thé bj ting phoi nhidm mdt phén ndo &6 va nhimng bénh nhén ning cin <6 thé giam
pheti nhidm mdt phén ndo do. Tuy nhién, s khic bigt v& mirc phoi nhidm khong duoe coi 13
6 ¥ nghta vé mdt lim sing,
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14. Quy cich dong ghi:
Hdip 01 lo x 30 vién nén bao phim

15. Ditu kién bio quin:
Bao quan trong bao bl dong kin & nhigt dd khéng qud 30°C

16. Han dang:
24 thing ké tir ngay sin xud.
45 ngay ké tir ngdy mé ndp in dEu tién,

17. Tiéu chudin chit lwong cia thuie:
TCCS

18. Tin, dja chi co s sén xuit thuic:
Cipla Lid,
Plot Mo L-139 to L.- 146, Yema Industrial Estate, Vema-Goa, India.

Cip nhit Ein gino diy nhit:
Thang 10 ndm 2023

o CIPLA LIMiTED
ALTS




