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Each tablet conteins 25 mg empegifiozin

and S mg linagliptin,

Read the package leaflet before use.

Keap out of the sight and reach of children.
Medicinal product subject to medical prescription.
Any unused product or weste material should be
disposed of In accordance wih local

requitements.

This medicina! praduct does not requive any
special storage condition.

Boehringer Ingeiheim Pherme GmbH & Co. KG
Binger Strasse 173, 55216 [ngelhelm am Rheln,
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Boehringer Ingelhaim Intemalional GmbH
Ingelheim am Rhein, Germsny
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Each tabier contains 25 mg empagiifiozin
and § mg Inagliptin,
Read the package leafted bofare use.
I(n‘r outal the sight and reach of chikdren.

Hedicinal produrt whjﬁtlﬂmm‘pﬂﬁw
" posed of In fance with local
Store befow 30'C. |
Manufetwiced by [
Rottendorf Pharma GmbH
Ostenfelder smue §1-61,59320 Enhigedoh,
Germany
Packaging Site
Rottendoef Pharma GmbH |
Am Reigendahl 3, 59320 Ennrigerloh, Germany |
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Glyxambie® Glyxambi®” |
25/5mg 25/5 mg
Film-coated Tablets
Fllm-co.ate Silbies Empagliflozin/Linagliptin
Empagliflozin/Linagliptin
1
Oral use
Oral use 30 tiim-coated tablets
30 film-coated tablets .
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GLYXAMBI £c# % o B3 M8 % copaglifiozin & linagliptio »

Empagliflozin
Ciopagliflozin & — ftdn-30 K @4 B EE S & 2 (SGLT2) #rdi N -

Empaglifiosin )16 % £ & D-Glucitol, 1,5-aunhydro-1-C- [4-chloro-3- [ [4- | |(3S)letrahydro-3-
furanyljoxy]phenylTmethylJphenyl]-, (18)

AR CollyrCIOr - f-F & B 45091 - RS :

i AL
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\g' Sy

Empaglifiozin B iz & EEK & RALBRIE QLR - KSHBI SR P FIRBMALH C £50% L

MiAPBTE AT LT RAE -

Linagliptin
Linagliptin & —# S 4k M.AL#-4 (DPP-4) &k Kk P4 Ri ~

Linagliptin #4t # & A |H-Purinc-2.6-dione, 8- [(IR)-3-amino- | -pipetidingl]-7-(2-butyn-1-y1)-3,7-diliydro-3-methyl-1-
[(4-melhyl-2-quinazolinylynethyl]-

X% CaHaNO: » 2 FHA 472,54 « SEW XD ¢

I 1

Linaglipiin & & EXH & FHANRAFL N ARSI A - ABHMEM  THRYH - S E]®  ALD
BEYBRRY LGHY BRRE -

GLYXAMB!
GLYXAMBI s 8 # % 48 & + 44 anpaglifosn 10 mg % 25 mg - %o L. linagliptin S mg «
1.2 MM

GLYXAMBI #7E 4 34 40 F | BRAHS P BN - BMLRH - SARS - AV¥AM - 20AM - £E
N RN BR D STRRE AR B Rk R =8 BALSA - K2 (10mgSmg) - &
AL s AL B (25 mg/S Ing) »

13 M8

MR .

LARESR

GLYXAMBI B empaglifozin & linagliptin #4048 ©

o 10 mg empagliflozin's g linagliptin B AK &, « WAZ AN -+ > AMAV AR — DR T B
RIS F—BROHTE T10/5, -

s 25 mg empaglifiozin/S mg linagliptin ;8 dpdc s ~ WA AN R @ - MMV HMRLE » -~ HEPET X
ERAERD TR BB EEPRY T255 ¢

248e

GLYXAMBI UM A AMK LS RN HANS - UK ETH LSS EA AL hhtiied * kM metformin 4
cmpaglifozin & linagliptin 4 # i ¥4 % b 3T 8L © L2 44EM cmpagliflozin & linagliptin 4 #7444 «

Empagliflozin M5t A B =2 MARBCH AT AMARARAN  THRASAPREAT G K6 - &
LMEAARRAHRERLCH b FRAWEARAN  ARECoERDRCHRROH RILH LB
&y

Py Nyt
GLYXAMBI R IRA 7 R — HMAAA * ATERMNEMGARM Y 0B - L PSS ES
(5.1.2)]

G RIS AH IR & #E AT GLYXAMBI #00UR - I B WA A MA T MM ES £ ZAAKR
GLYXAMBI - &G i & £ MO X B (R PR S FH(5.00))

IMEARE
EAR. P E

LI MR RNT N

01?-53
o MBRRNREHRLE IR LRBRAR [0 £ UL S FA (513 ]

o SIHNATTALMRA  RIREMMBR REH ANEL--VEL/HEY PR

MRt F N5, 6.7)] + ﬁ
312 MM E S
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GLYXAMBI ¢yt AN ¥ A & 8 ¥ & — & + #X 10 mg empagliflozin’s g linagliptin + T AR $h—AL M1 + 55T
EHMA « GLYXAMBI ¥ 3 v £ & 8 —:X 25 mg empaglifozin/S g Minagliplin * MW b MisH -

33 4h ook M &
EnRAFSMAGR AN E
% A 4631 B (cGFR) 447 30 mLAnivL. 73 in? A A+ R A £ A GLYXAMBI «

B AR A AA LR Wl T3 AR A - AATMEME -

2% MR & 15 T4 AR 30 mLimin/) 73 it + AR GLYXAMBI (SEE BRSSP 25 (5034 5.15) R
Hef 2o &K (6T)]

188
GLYXAMBI R TR # 7 F A AMKA *
o BEESARARTR KMRSMFRRAY [ IKEM RS BIA (6.7)]

« ¥ % cmpagliflozin - linagliptin & GLYXAMBI 4 {ESTMAI ML R AT BER A + Hbo 118k - 5 F 1
KM MARMRA AR WL AR MR LTI L RIACLS) WOARTREL(Y] -

| gnazyER

S1 WAL EFA

SL1 RME

% R linagliptin 69w A 6 &£ &AL MKk X 008 & o & CARMELINA WAR[ ML B A SR FH (12)]0 » K 9 %
(0.3%) #42 livaglipin i6 £ 625 Ade 5.5 (01%) RL R LM GRHAAGLELURK « & CARMELINA
WAt - F 2 Z 4 linaglipin ;o e AL S M A B B/ B A - linaglipin 5L F M4 K184
| MAL L - Bl OMBE -

HHHLEMEER TR QA3 - WA B K » LBk 4k B GLYXAMBI 1 M6 % F 4K #16
B BRDFEMA B K 2 85 ARM GLYXAMBL + &5 €04 MEKX 05ALHY

LR T R 2 3

AEANEM A DN- NN RBEN (SGLT2) #p#IM (L4 empaglifiozin) W3 —Dfvk ~HMEHR KA
AFETREAMS - AASBRIIRP + ¢ BANBRF SR AL —RBE  KFLPLLMPS LN
Beismh o R onpaglillozin AAR H MEKAMMRTERN ARA P REABABARKENTY
MNP S LR AT UNORA 1% SGLT2 oMb R KA » Bl F & il At - GLYXAMBL
AREURRGHR—VRERRA [ HLABE O] »

B2 GLYXAMBI 6% e A 2 A i L€ AR BHE M E St RAost ik » BN AWARS®  J9RITHL
FRAFME A BB MR R 250 mEdL » 13T £ GLYXAMBI W MM P & « R HIEWB
W B4R GLYXAMDL « B A+ 2 X 0P M B8 » CRNIT H# M TRERLTFALL - K )
LA A «

|ﬁ} LVRMERT A REER —DNERAAE - FHAPAGRME T R CHALATLEH

| st o R BB A G o iR RS - M AN £ TN L R AR (BK 82 250mgdl) - &
ARBHAMRAS KT SMALEXAMLH P SIS0 L85 - B WA 2XFR  UAFAS
ARG ENEHEY  FRRBARE BLAMEEHEE  HRAENENS - SR ENA

G HRATAY - Pl TRIEME EEALMAREE (WM — 2055 - AMLAMMFIGE) -
A B4

Mk M GLYXAMBI ¥ - AXZRAAL P TRARREF LM £ OR4 - Q4640 S H3 LARR
M EFA - MERRAH AR HARH R0 AR ED ZX G R Glyxambi » /2
E WA NMMI S EHE (11)] « A BEDRRE $ £4 L 0N B RLRRD § R LBRNRT
(HESHARERRD KR RY) ¥AFN GLYXAMBL « AM%HE M Glyxambi ¥ Siak 189 4 MaL b
FORLEE FEMGR - AT AMBPIN T OB KA - B A L AT S R LA
Glyxambi £ LW -

LERE. ¢ 2 8 7 84

Empagliflozin 7 5| @ a ¥ A HRY  AHLAFLPHERG QL RL T NMST AN AR/ & LYY
AN ME2)] - LT RME®FH 2L SCLT2 R HM LA cinpalifiozin & — MU MBGER A BRIHK

N FLRATRALALRS K - FHRT D OMACCIR &2 0mLmin1, 73 n’) » FRAAA - KEL£
ARRHEHHGEATEGERAREAD AR RAR R - WARF LU W& S WU - L MEN
WA BRZH O IR AT HE « MRTEE D A - MR GRZN  RAWELSEY - M

N T Bz HENREE IRV 2B A foE KA IR «

514 ENMARRFIN X

® BN SGLT2 oMM ( &4 cnpagliozin) MAARLE REAKLES (LEABMAL AL LRGSR
AW E) GRH - SCLT2 M6 H R AU ANRAR - HIHGEARTA L RU KR OO RAE
Ko BRI TR [ LRI FRELE )

SLSPHAMEEAR AL MARL WG

M A MM A AN S T B 04 : CLYXAMBI feah & F (st (Mo sk Mk & SR M 4) KM b &
MR e Bk E GRM RS » [t 5% GLYXAMBT 4 A 8% - o7 4 G 180 B K 4R A R 5 & AW
& ¢ RV ok AL

S.1.6 MMM BB KORE R K AE)

CREPEL VN EN LR A~ P LB AR TREAARGOMAEREN  ERTEFhion - &
144 SGLT2 # ¢ V(& 45 empagliflozin) Z RESMA P + $ FAAFFUAL VM EAT LR FXHAS
HETA - AP UEAHEH TR PRFMELRTE -

HARLHAF o AL A BN TR ERAA KRN - L MRS FRBRLSNTASHRA - TN
HHEATRANMARL BB « PARE * BLFUR ML E el oA 2% TRATF Ik - A
MW BUKMHANRE - LRNAT Hh RS -

SLTEABMME K

Empagliflozin T 06 4 3% £ 6 S0 18 ok e o BUNY (KL 204K AR A GN8.2)) + A HIM AN RILL A ARE K
RALGEA THREVACGLEABBKER - AUHRBNA A

S.1.8 B0A N
linaghiptin L4 {6« W ARRLREAMELHAN » CHSLAK - £ FHAMPMNERIE SEERALE
Bk 4B linagliplin e MR IMAR > HLANFL LD -ANE2 R

P 0 0 BN (DPP3) 4 ] » o 4 A A KRR R 1« SR DPP-4 S04 M W 3 b i HK M

P « AW AL R A GLYXAMBL A 5 4 Mhiv.a 3 4ok M & 8L Hr +
L {B ok WM empagliosin 4 EyMAH B EBMA K (FivafFiin) -

BTl '
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(RXBEBRAA » AL GLYXAMDT - BEAS AMARTARSH * L ENAE Mg %A % -
GLYXAMBI # M # #4 empuglifiozin - linagliptin % GLYXAMBI + & MU MA K ESME R4/t LM RS
@

5.9 @A R &4 REN (LOL-C) L5+
M cupagliNozin T R & WK LOL-C # % (XK 28K 20 M EME 2)] » KRR AEMB G +

| SLIORERGHERLERAA

MAE B MDA HANBE T A 3 B A T 00T 2 M A R - kA SN K L
[ RIREBFRGEMRAER - A PMAALDBRERETEM - TLRHEFR - 2 RMMARN KA
MR DPP4 sk - RELMBBER - FLOPPAIHBTRAABEMNFEAA » SEL BAAM -

5111 RegMd@X S (Bullous Pemphigoid)

4 CARMELINA SRR © [ HE A B ILA K ¥ (12)] + K 75 (02%) A linagliplin /0% ¢9:5% AR £ X A1 B X
g AP IA (01%) SRR T BRERMAR LN ML RS - DPPAipH Mot T lem& P4
FRUKAHKBLBRAEAE RN « AARENAEME  ZARETARRHNKL SRR LERALR
M DPPA M2 1LAR - It oA » AMARRL GLYXAMBI 3l 0,647k 56 S AM - 100 H KALHL S
AH - AHERRA GLYXAMBI » A ¥R HiS AN HEB B R FERL AT 650 % -

6. R BiSE § ¥R
(AR

-V E Y
 # empoglifiozin #YBAL X HMTHEARTMEE OARRURENEIL PR =P IMEAFER
GLYXAMBI »

A2 W4t M GLYXAMBI « linagliptin 4% empaglifiozin 54 M8 » BABEHAHERMRE ALK
SRR QA B T RA ML « REMEMIERIEHF L TRNER{oM RS LARONE BELE,
&) .

Aty ihiakt - SRTHAME RPN =R ML BT @ A MMM copaglifiozin (RSP 09K 2
) BAARNERL - MAKXARME 13 BEMBIGTURYREZAT D FRAE - RR A KMR
linagliptin 4o empagliflozin & + AMKRHHETH R RER L N, —M -

HH PHMAEEE HALCOT ki - LR AR E X ARM M ST B AL R 6%-10% » 4 HbAle >10
AR 20%-25% * R F Joil kWS OREFRARMHIN - ARB-RAAHLBBEFRGNEF » &
AR MRME G F FIRIRAS T 5 31 B 2%-4% N 15%-20% -

ugdg

KGR UTS BRI RN BT ERNT L OWAS - TR ERRLORAN AL
L FAML - ARMALE  FE - RARLENREGRS - RURAREHBABLAREBRSGLEX
AAMEG - REFERENMRA ORI -

xe
L Lis.s.ld

AT O AL 6 21 R G copaglifiozin 700 mpke &+ bk Tiagliptin |30 g/ &, (r %) % s M
2B ISI M) HRE RN RGBS o A kAL GLYXAMBI &0 R &2 RAF0 E HAn i 4 a2 KBt
“-

Empaglifozin

Ot K 21 X (PND21) K46 « 54 | ~ 10~ 30 4u 100 mpkg 24 8 iNE W £ 49K UL H %M empagliozin

EPNDYO A * 4 (00mpke it B MET (MBAUC: HARXBENE 25mg 1348) R MEANHAFR
| EFAmUART B PEI RPN - A 13 AT N RN RR - AR LR - SRR GA

BRRETAE(ERAGYURT AR AMRBFRZ2N) AR R Aka L -

LABREFHBEELETARY » copaglillozin R AR THARBTHEMT - RMNHARER - £ &F
| E 00 mpkg 9 8 M (R AUCHE  ARMLFRAMEFHATHRABEME 25 me #) 9B 1 128
B) TANRNAKF ALY £SGARRBEHNLEANET - £ K4 700 npkg v 8 N (HERAKX
BAENE 25 mp # 154 1) ¢ A SLw B A S5 440 K N o - Empagliflozin 7T WA X K A0 A M S a8, o
#&F R M RY; & einpagliflosin M (T00Ompkg & A ME - MEHRABDEMNE 2Smg 9y 1394) €31 &5
AN AN -

ARBARGARAARET AL L + M empagliflozin R ME 2 100 mykep'R (0485 R ABRENE 25
mg ¥ 164) - AR 6 AMIDM EERN 20K (M) Bt - ERFLFRSH - AME 0O mgkg/k (8
AHRRRMANE 25mg ey 4 ) XL BENSHR G EANE -

I Linaglipiin ¢

AR Wistar Han X (AR B 404 & o4 B4 MM A linagliptin (4 # 9 #& % — X 240 mg/kg ¢ 150
ngkg)sh » RABEIHARGETHR « MEBKRN » AKKMNEFRM K NEHY 2A RS0 H
B 5mp & M3 R 194348 « £ Wistar Han X L2 B 6 REFGER S 21 KM - RAAMESEIANT 3984
linagliptin # @ o4 VARB AR HN)  LRAMARES T RAHR - TAKLAKE -

AR X Wik F M0 B ® 2 1k Jivagliplin TiRSMT B A M -

02NN

1.2 L3

WAt GLYXAMBI A X MR 9 R E FRAA BRI AAR SR LAN LT TN B FUA
A« Empagliflozin fo linagliplin ¢ 5 558 0¥ A RALF WKL “FH_ ) dBABTMTRLEFTN
BHER2FNEBER LATERARSHER)  BULAMERARTTRANA L ¢ -

0% GLYXAMBI TR H-R LA LWL LA ARE )R R K B(L1% copagliflozin TR L F 4 #HT MB
W) B&dHA « FERLEALRNARM GLYXAMBL «

i}

ARFR IR AN TN MMHZ % X BN R 7o) empagliflozin KA « L5 ALY >
AAHART RIARLFIGAA 0635 KMA > HELARIR2E 241 HMMERN 1 - Lt NER TR
AP A S A M Mt B ) ok - B cmpaglifiozin @ M AERAM « Fahk LLME R
empugliflozio # » 4 #k LRI MG T F 6 T 0t LA M(F ERFDEMR)

64188

i

GLYXAMBI & LS AN &K 2L RH L » G AANSER -

GLYXAMBI

Empagliflozin #3/4e B &M% - TR UVE 15 RULEKAADKSRBH SN PHRLLEH (5.11)]-
Fmpagliffozin

254 empaglifozin (€ M 2 — A R R I - U K 2721 L4 empaplifosin ;¢4 45 A £ % 65 R XA
491 S4TSR - Wkt TS AR EMEAGLRABE AV MMERES £ T LM - copaglifiozin 10 mg
v cwpaplifiozin 25 mg 4 fa— R MR —RAOBATF » P51 B 2.1% » 23%A0 34% 5 75 Qi L tham AsiJk il & i

HEL R £XHMN - cmpaglifozin 10 mg 4 copugliflozin 25 mg & M — XA — kAR AT » > H & 10.5% »
157%%v 15.1% »

Linaghptin

4 linayliptio B8R KAk + 3 b 1085 {24k linagliptin 564 4R A B 05 RIXE » %% 131 Wik A A 75 RL
Lo R AR DORIKS  livaglipin #E R H AR RBEEFBRAARSHORERALRER

6.6 M RT £

GLYXAMBI TR R X a5 A [ 1L R85 4414 (11)]
(24 2T+ 33
Empaglifiozin
Ewmpaglifiozin 25 mp eyl A B SRR M AR HRGBERME « RNRERL (1L FHREL KA
GLH - MAEERIFASS - %A UARDMERAB R - BT AEBLANS -
Empaglifozin # o8 & £ 4 X A WA E ML R ESRDEA » FAH MA cGFR &4 30 mL minc1.73
' @A - Empagliosn % Wt & & ik 10 4 A A [ E LB R () RHM B -
T RAHEM
| & 1% GLYXAMBL Bk L i M 5 M
I. FRM
|| B&.L oy #HF | Empuglillozin RAFKNMR Fid &5 E A MK KA D THREHRARRE RXD
T
[¥] LM & GLYXAMBL G Z R * MIPEMBRRBAT S » WERKD URMA - Mt
GLYXAMBI %8 2 4 + %At M3 « M4 GLYXAMBI i 2 16 » & MMB K >
2 W RPERUAKTF IR -
B & W &
BALNHHE | GLYXAMBL M & kM & K125 (W dv:sullonyluren) it 1 6% + @ 1 e W . O HE B
& -
T GLYXAMBI #e0h 8 & (i (N bS5 5 SR Fr )l 5 A 4 M 8% - ST IRIRRHIAA B &
P S A A & W o O e M gE 4B Y
an A I - =
BELSHFE | RN SGLT2 A ARHBTE AR EE R
€ |00 GLYKAMBI &9 & &8 - MR Y odE ek ¥ iR R g -

r-g & & (Pglycaprotein)  CYP3IAd RA LRGN

MALHHF | Rifampin T R4 naghipiin &5 BE * B MRk P-B% & (Pgp) & CYPIAS & MM
A AT
ar linaglipin EAMB G P-gp % CYPIA BAMAA N - ANRMBAR K LK LR
IR FL L)
BALPYEF |[SULT2HHMTEIv KT OARRHEREAT D HRBNZ AN -
&x A SCLT2 RHMMEARA - RRRUEMAT DR RENaREY + B SGLT2 o #H
| MERWET D BRAL GG RAT DY RENE RN - R T 2K N A
“ .
1

T4k 1,S-anhydroglocitol (1,5-A0G) 4 #
BELHHE | SEN SOLTI W HMRA  LSAG AT RER AW MOIFRLERTA
ir l FIEIRCE LA S R MAMIES « AR IRE MM -

8. M#ER/RREA
BIBRERMAEMF LA

| THESARRSHH UL TR LAARES
o RER /AN PHRALL I (L]
MR P& [ YRR HRE IR (512)]
BREERXY (LM PEL LR ER (5.1 3)]
ARMaGRELR X/ HLNPHRYEEFH(51.9)]
PHRE X NUE KRG Ol (LY RS T (5.1.5)]
TSR H B AR A RMA) (AP HREEFAGG)]
AABRBES /LY EFLi S FH(5.1.7)]
MR TR BA L EER (5.1.8)]
BEXMES MBS (LDL-C) LA [ £ PHELL 8 KK (5.1.9)
BERGUTRIM AR [ F R FHRL R IR S.100)]
KRG MR R (Y £ PFA 2 FH(5011)]

8.2 BLR DAk M

AR DR A & MR BLOAOUT 1T - B A% - R AR IR T BRI AT AL RR LD - Kk
ALH-RHBARRR P ANRIOFRERES A ERRTEN > FALARTREAKLY W LD .

Empaglifiozin & Linagliptin

M cmpaglifiozin (4 8 A ¥ 10mg & 25 mg) A linaghiplin (4 2 NE Smp) MF R4 CRAHMMN AU
kA b il 4746 > MEHAR 1363 AR A M ARRA R R K 528 ¢ RIGGERUOR K MDY B
&+ S A empaglifiozin & linagliptin & 5 0 80 R LA & ok 2 M5 ©

&2 Empaglifiozin $## 8 Linagliptin s sy @2 8 25% BF LKA

GLYXAMBI (%) GLYXAMBI (%)
k.Y 3 3 10 mg/S myg 25 myS mg
n=272 n=273

NEZITYS 125 14
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Empaglifiozin

Je& cpaglifozin A » R4 % 22% AEREEMNWAA RES (10mg - 25mg + FHMN) * KKk
(93%,76%, T6%)  Sthd WA UM &M (54%, 64%, 1.5%) | LRl & & (3.1%,4.0%,3.8%) i h it
(3.4%. 3.2%, 1.0%) ; S (3.9%.2.9%, 3.4%) | WIRDAR (24%, 23%,22%) : R A A BMA & ik (3.1%,
1.6%, 04%) * B (23%, 1.1%, 1.4%) -

| 0 Codssma) &% 28 - ompag!

1.5% »

Empaglifiozin # S S EMAK - AR FRAPNERHKD > AAGREERIBHTAED - A IWHA
(1,1%)#2 2 Glyxumbi & metformin i R SRt £ WA B R XD (5o BAEHBMENF -

in 10 mg Fo li

in 25 mg A BRAL HR A 0% - L7% 4

Linagliptn

| limagliptin 5 mg G RN BEF 22% A AN K B0 RER & RBE(T0%61%) : WK (3%,
| 30%) § EHK (1%, 14%) »

£ Linagliptin LMk R UK P A MG AT AR BEIEBM (HE B A8 A FiHAM - BHML - L
AR BE) S -

LORRRE R linagliph SRAMMERLENE - NRASE BT P HR 1526 - KRR (XBNH
EHHMMRAE M) HARE AR~ NOALEREPHA LIS FHZNREEARLARA LR
— M linagliptin 2. £ &% 0 =

K e
& 31,9 cwpaglifiozin & linagliptin #)§ 52 @ #ich @ ¥ i} -
A3 M EAL CARTALARLA

» ; GLYXAMBI (%) GLYXAMBL (%)
‘::;t:;""" il 10 my'5 mg 25 my/S mg
: {n=136) (n=137)
ma 22 A&
ne 1] 0

ST TCE A R R R R S 3]
"RESREEH ERAY FlRaA &K

Nl e W

E iflozin 2 Linaglipt

M ciopeglifiozin A linagliptin 64 eha A + XA E MMM RS RILLISMAS P IETH LGN LRLGH
ﬁ .

[ Enpasiizin

M H % X cGFR ARG * W64 empaglifiozin 44 ) A8 A 4388 m ANMBFH %A cGFR [ 8 40tk
B X @EEREARRE « £—HAPRRART DBADS QAR Y » BEHRAGEIHRILE « £~
AN G F A RVRE ok M6 A cGFR B A& — 42 R A28 0.1 mgidl. &-9.0 mLmin'1.73
0o B AWAS e A REASII R MM cmpuglillozin i+ & Mk f (LA T BT BR
~RHRA -

REAATF S MBI (IDL-C) £# © 8% cmpaglifiozin 6 ¥ AP « # MIRHGHAKT G MDE (LDL-
CYHARAMTHMAL ARG < LA % M cmyp in 10 mg + empagliflozin 25 mg i & €& A P + LDL-

CRBLEN 23%  4.6%  6.5% [ L FHFR L EFH (5.1.9)) + ¥ X B 38 LDL-C AR A & i a2 W mEH
2 903 3 90.6 mp/dL »

AABREAN S TUMN b KB AL P kY 1.2% : empugliflozin 10 g A5 ¥ ho 28% »

empagliNozin 25 mg G2k M e 28% + TH M - iflozin 10 mg ~ Il in 25 mg kP - M b 5K F
A S RAINMEA > FHH 06% 27%  35% REBMREAAFH BT HEM <
Linagliptin

RN Linsgliptin se % RS LILGEAEREBNNE >
1.3% » linagliptin 36 2 2.7%) +

WA G- AR AU aRGRAE R AT QRO R W RAMA DA Z R BN linagliplin i
HSkM P Ninapliptio 6% R A E 24 3 )R BER KPR M3 Ao 30% + 4 MM AN ¥ M bo 2% - Linagliptin
LRARBRHAKSEEENELE LM IBERATHA 82%R1.7% -

RSN Jo ¢ & B A IR ARG A MR linagliptin fv glimpiride 2 < & § % 24 BRI + linagliptin i # b R
glirpiride 3688 ¥ RAT MR G915 F LR IS HBASTHH 1% 05% >

SAKREREEMATER M linagliplin @ L MMALRNMKRAEHBEEA®F R/ FLPHFLLE
EEAKGLY)

83 Lk

& linagliptin & cupsglifiazin EF R # $RA SR RAS « G UL R B AL RARXASLZ RO ik B
A A TREEHRLE  CRAFLARSHJ AT MDA LM -

1% AT AR E M RILAF M (RENE

o FRASH: ZHMBR  CHEBSORRE [HLAKE ()] - R THERM - IR
v R ARAA BN LA AN AT MM AR
o HREBUBLRRBEMEBL AL  ANMLsNTIR R
o AWRLRLS M E
. RALBASSANES BEHBTRIMBAR
+» FRACKARSLS LHTND

| v EAARTOMES REHOREE  LAER (A5 - Kas)

9. 4%

GLYXAMBI M M8 & o} - th SLPPRLIY - B A & k4 40K 8 VA PR empaglifiozin ey s 4]
4 K MUOLR 46 K 8 linagliptin 07 KT §

10 paHi

10.1 4 M 4N

GLYXKAMBI

GLYXAMBI 4 # : cupuglifiozin (% =2 #- 8 % e 4 E RN |SGLT2] #r&d ) & linagliptin (% Ak AKBY-4 [DPP-
4 k) -

Empagliflozin

Empaglifiosin -~ % = 4 16 & i HERSGLT2) #r#idd - A A &AL T AkAE a8 WRZ i Bis e

£ S HUEIL Mo ¢ SOLT2 » cpagliflozin Ta() $ S AR 2 QKM BAGHA - FET RN 0 H
L1 L P S &

Linagliptin

Linagliplin & —# DPP-4 Jn@i# * ® DPP4 R MMz 4 M LA 8% MAK | (GLP-1) fo A K 4R B AHIRM A,
4 $ 5k (GIP) BF & « Bl - linagliptin TH iE4 Witk M A KORAAS - EDHWHAMEAKEHURR T
D ERAAKIRT AANTRE - SSERATHAVIISAT LR FNHLEARIEMN « TR
AERRAHRTWLEHEREA % AR THRRAARIP LA - £d R EEAA TS GLP-I R
GIP ¥ T8 ho A Bk 00 7E R A ALK M N ) bude g7 3 » Jbsh + GLP-] F TREBMEE ¢ mBE LY Hi k5 5+ @
[ TR VR 22

10.2 Mok IR fH it
Fmpaglitflozin

=X MRS HARRE — N empaglifozin - KRB E € LA A HRTHEE IR 6RMB RS} HA
—k 10 mg cupagliNozin ;G W2 M 64 %, K& —R25mg WP 78 4 - KERLRA CREN
cpagliflozinlOnig ~ 25mg &9 SERF » R39HF « R I IHNBY I ADHEL -

LTSS
G- S R AR « & X —x cmpaglifiozin 25 mg i lmE 1524 S RBEE - R I RARKLE R AP
MLESH B S RHaw 135 £4F -

SHELSE

SRR E S ERMNREARGNN - 2 Lt E o LA 30 SRJRENL A -NoM
liflozin 25 mg + copagliflozin 200 mg (ML % AR kA & #) 8 #) in fu gz B9 - i

% Z(IU my ¥ A MEHARE QT i (QTe) k& »

in 25 ng.

Linagliphn

Linugliptin W DPP-4 & 88 & A T84t + ST M sk 4R R €K A - Linagliptin 4 0 & @ KALKS FA R L
Koy BRFAAMAOI S DATALREBOH DR EHAN - LBAXRY - AHERARE
B & WORAT * linagliptin E4F4 & DPP-4 462 % k#5544 « 9t DPP-8 4 DPP-9 S5t M MAER +

ARELAE

LM FEUHRALMIRE A4S LRGN 0 RT I6 SRR RARLL-NOM
linagliptin $ mg * linagliptin 100 mg (& % X 14 M & & 20 48) « moxifloxacin FeRBM - Smg RIAME K 100 mg &
e Sk R SLE QT K (QTo) 3 & + 100 mp fwég linagliplin & & 4 2R A 5 5 mg ka6 38 1 »

MIBRERLLTN

hEESHE
1031 Mot ~ B - AW R4

GLYXAMBI
Ak 4 St% cinpegliflozin & linagliptin 4 4 Mid /T2 Bakit - RRBHE - L XA LMRDSARL -

Empagiiflozin

2% CD-) /s RA& Wistar X P il AT 2 5 #1844 S8 « 3% T empaplifozin 100 + 300 ~ 700 mg/kp/ % (& Bt &
BORNE25mg o972 84) LAMMAE A RGRARES « SRBEARTE - ML 1000 kg/X (BN
BANE 25mg 942 #) % BEWRT ik E MR A€ R o #F ompaglifiozin 100 ~ 300 ~ 1000 mg/
Ke/k (R BB ERENE 25mg @ 02 1) » E Aot KB EEE < £ME 1000mg kg/R (HAK
HERRE 25 mg 945 18) 8y - MERHAR N AALF I TNARR L FE  MLEMATRNERFLRMH
PR RG—AREBEH Y

5+ Amncs gu b B R WA IF - MO LSITAY (K REMAHE MMM 4 - MAX RLOHMABNL 3 ¥ T - Tk
B AR WS » enpaglifiodn FARBRBIE LR A LKL BN -

& cmpaglifiozin & % 700 Mg/ kg /R WML F (MAENE 25mg o 155 40)  HPHAMERKAHRK - 1A
haTMERET S ALY

Linagliptin

S AN 2 E AP ¢ o linaglipin X M E 6~ 1860 mp/ kg H T AK 0 it kit Ko X KoM
AELE - REAUCEABE  ARGEMNE Omy kg ANBARE (Smg/R) #9418 8« 1 —FKB M2 EAHURK
¥ 1 linagliptin L% 80 mg/ kg (441) 4o 25 ng/ ke (oht) MM RN T1 X REAUCERE » LHEH N
BUR A 40 35 0 270 4 0 RRE R A A0 MMM 6L S+ R W o) linaglipti (80 mg/ kg + M AUC B
BE-HADENT )25 &) THHMME N EGHLAR L £ -

£ Amcs ba b R LRI « ABMEIKR Mo WM ~ MV RLIRN P RET BANGERAR
PEF TS LTRSS ST UYL U

SR BQEAAALY ¢ 4 linaglipin K& 240 my kg MET GREAUCRAE - HAKRENE K3 4) %
R RAEHET A AR ETEPRRTRBYE

» linagliptin

11, Mty AL

GLYXAMBI

B dn— A BN BT R R AN R 42 R empagliflozin & linagliplin ¢y XM $ A & : 12 & + empaglifiozin 4o
Bty P I9% F 3% AERCFAMEKE & -

m "‘-— 12
Bl



E iflozi
CSHA R A4 ML WA M MR A AR A DT Empagliflozin #) B 48h /1 £A K > A A KSML ARNRBEK
ERHHER - OM cmpagliflozin k- £ 15 PAHR G RAR > 2R LA THTHIAGER » 4.5
WM TR FIAE RN SHIR - BRI ARNT EH (AUO) R EL KA Cun) * £
empaglifozin & 8 —~ % 10 mg a2 %A 1870 nmol'W/L v 259 umolL - & B —X 25mg @ # 4740 nmol WL % 687
nnol’L « i A A R REA « empagliNozin o4 f & A F MM E ¥ 1k Ao » copaglifozin G141 €8 TR B My
HAREHM BTARENRDS R RFMAY -

MRS AR % SR AMA cnpaglifozin 25mg - w K AE R ES KA ARNEAMM - AUC KD #
16% « Cam &P #) 37% » MT A #1983t cpagliflozin ¢4 MM A FF A ERBAE S 9% R » cmpaglillozin
ToMEKZ AR -

inggliptiy
Linagliplin &894 TR B M3 30% - HA KA TE Can B8 15% + AUC v 4%  ILBPF R RE R
H » Lioagliptio 57 c4RA A6 5 % DORA -

»H

SRR Y N FEZ PSRN  BEKS HRLA A RABIE D TIR It » & & R W& o BL["Cl-empagliflozin 3
A bk KBS (pantitioning) M & 36 8%« AR EANR T H 862%

S AL TR I 49 Gz M R Y lnagliptin 5 mg th - 48 AR B bRl s> AR A 3499 B 1110 H « BT linagliptin
Heif o 6304 e« Linogliptin Aa R4 & & 5§ A4 RRA M RA | omolL 4§83 A 99% » 230 amolL.
Y R E 75%~89% + MR AL A linagliptin /& A Ao5h - 4 DPP4 698 494k 3 dv < £ KA AT > DPP4 # %
Lef 0 B H 70% £ RUY% ¥ tinagliplin B 4548 - 20% £ 0% Mk BT L REORS - £HAELFN
(TR YQFY P YY COTEYEE EY. ¢ 0

"

Empaglilozin: 446 81 84k & ) 4 1545 81~ empaglifiozin &Nk &3 # ¥ X % (spparent tenmina) eliminalion
half-lifc) & 12.4 0¥ - 12 Rk 1 # (opparent ol clearance) RIS 10614104 & & B M M —ktk « 4R AUC
Hd TS T HB 22% + K cpagliflozin ) F XM —8 -

Linagliptio: Linagliptin & & M4k & RMEB KIS SF 0 & 200 1 6% - R XK ERMAM 1)1 oh « REKS
% Sk % # & 70 ml/min ¢

AW
ARt LMY cpaglifiodn s E RAVES » A F R B G RINNA Z 4 4 B8R A K (2-0-3-0-- 6-
O-glucuronide) « £ 4h &y 2 & & KA1 WAl b ML 9 10% - MR DRARERSE + £ AR S empaglifiozin

Mk SRS Sy R4 5 = 210 M) M EE LM A8 BX (uridine S'-di gl ) UGT2B7
UGTIA3 s UGTIAR ~ UGTIAO 47 05 i 1 i ak it /4 0 =

Liniglipt
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Imagliptiin o B2 © K084 (8 90%) WA A B WF IR MK R I LE B AL 1S5y » 48 SF 5 E R AL
€ linogliplin 9 1% ED F R RIE G4 694 » R S ed R B E My linagliplin o 13.3% «

#or

E oz
B £ A R O M [Cl-empaglifiozin JEA I + #1 95,6% & M Mie MM 1L sB b AR (4).2%) SRR (54
A%) dhH o KA6 0 R T MIF A RMANMAM R R KL R GRD R B BRI | o Ribin Wk
LELT T ES T2 I L0 W

RARWRERA 0 R--A [MClinagliptin (- Mdhda BAM &0 @7 85% 5t 4 XA b BAF A & (BO%) S k%
(5%) Mtk -

1 LT

RARES
GLYXAMBI 2 & & 8t 94 % o) 6 F 2% A 18 74k M GLYXAMBI £ #) cinpaglifiozin A& linagliptin @b 4ot 77 #58 % «

Empaglifiozin : 1 ¥~ 8K €GFR @ 60 £ 90 mLmi/1,73m%) » ¢ & (¢GFR : 30 £ 60 mL/min/1.73 m?) ~ § M
(cGFR 4&#% 30 mL/min/) 73 m?) K R F £ AWA + 5UE 1§ § 9% & 1 A A 1+ empaglifiozin #7 AUC £ %
REHRESQTIREEH 18% - 20% - 66%  48% « AR PR ETHRWE > PARVRL 2 ADT AN
i # MR A ¢ empaglifozin A A RAXBLY - AR ECARHRFE SHA &) cmpagliflozio £ Ha W RA
MK HEERQLKAS# 20% - SRR 0190 F 7 if M7 cnpagliflozin &1k v Bk M B # cGFR T Ak -
B i A WA B RN K 45§ R BB 69IKE 2 empagliflozin AR K WM ] « & 1 cGFR
FRERD -

Yinagliptin : — R AR A G MIHH RHR » HHEBBRZBUFHRE N H ATHEKA - A
linagliptin 5 ing & f4h 8 71 PIPME « LT AR K ik 6 2 B 5) R F % MR AR 2K (MEFA B B [CrCl| 280
mLmin) + 6 ZMATHRF M A (CrCLSD £ <B0 mLimin)~ 6 B¢ KRB EF 2HA (CCI30 & <50
mLimin) ~ 10 2 EAFHER @R 5 8 EAH A (CrCL<30 mLimin) > UA 11 L TR EX )R 18 KK
A LAMBEA IR A AR 24 8 eh2k P WLIRET K R RSt % 0 & M CockoroD-Ginilt 40 X 4 da LR BF45 3 -

LARKET MER MRS SEARER R IA @ linagliptin B F 4938 -

ARRRRRRA P AR ARESHAGRLRS £ 5 lingliplin & B ho (AUCou & 71% * Coms B

40%) + R A F R R~ AU KA AR S 0 o & ML « Linagliptin & T Skt te
UG BER 5% LEARRHRREEE AR NREF @R —MRERAA  CAR IR 2R A
WEHRAGURBER T KA 40% (AUC 10 fo 42% * Can Mo 15%) » il B —H @EZAA T B
AR EARAANE Y 7%

ABRANN RS R B —F R LY -

3/

Liz/L L3
GLYXAMBI : % k $tHNEA T & MA & 47 A GLYXAMBI 4 # emnpaglifiozin 2 linagliptin M #h /) 58 5T -

Fmpaglifiozin 7 i BARKES) % E X QR AL « (R& Child-Pugh 4 MAME PR - EXAFVET 2 HKA
cupagliflozin &) AUC 95 15 o #) 23% « 47% « 75% + Coma D0 ) 4% ~ 23% ~ 48% »

Linagliptin : @ B4t L IRA + MAN 9T 2mA (Child-Pugh B A &) &8 %% % linagliptin & 8§
(AUC &) K #) 46 25% * Comcn FEH 36% « R AR R DA+ F RN IR LKA (Child-Pugh 3 B M) #

14

linagliptin AUC,, X #1RA& 14% * Cons PR 8% » M RAT 90 R F 2 # A (Child-Pugh 3 C M) & linagliptin AUCw2(
SAH AR LAWY - Con MR RK 3% SHAET 2EHMEAORILY ) RFEFRRAN £ AR
AR 35 DPP4 i $I4FA -

G0 SRNELY - AHBARUKE
Fmpaghiffozin © €0 Man®y 1 0 Wi SERART » b~ SRR BLH M OM) - HHRAR L RERBEA) N
3t anpaglifiozin & Mahty h PHRFHEABERS A OYE | KL IR B07:2 3 5 (65)] »

Linagliptin ¢ €38 W #) 7 4 0 I SKRMGT 0% 0 AREK MW BMY - HAA AR (2 Ao £ 256 A) $hit
linagliptin 8) M 8y ) BUNF AL A BKYE RAKYT [IFL M RIEIL B I (6.5)]

Moz 2 HA

A H 2 GLYXAMBI ik 45 4% ) B & X Z 7 A 18 ¢ 7 ilh 242 GLYXAMBY 6498 %] & 3r (cmpagliflozin #w
inagliptin) d A4 F d 8RS, «

Empaghiflozin

MR E AR

FEmpagliffozin X ¢4 ¥ © £&b &g CYPISD Rl oM » SR TMMF » S A Y cnpagliflozin &) 3 £ 4, M1k
REBDEYE S =R K R0k MK I8 M (uridine S-diphospho-g! YUGTIA3 ~ UGTJAS ~
UGTIAY #v UGT2B7 id 47 & i) & e 4L 15 o Empaglifiozin & ¢¥p4 UGTIAL » UGTIA3 + UGTIAS «
UGTIAY % UGT2B7 + E L% M 4% = & CYP450 K58k % UGTIA1 UGTIAZ « UGTIAB + UGTIAY %
UGT2B7 2 &% » MA BN cpuglifozin - #HIK% M E A ME « 5 UGT (4o rifanpicin kA & UGT &
KIS RA E W A) % empoglifozin A B M RAGEN R Y RRING -

Ewpaglifiozin & P % @1 (P-gp) ARA LA E G BORP) 2 &0 » MAAKMETF F oW Lk H T %

& - ok My 2 E AT % Mk - empagliflozin R X TARAPgp 4 R MM A 4 X 5 M » Empaglifiozin Iy A f
R HER & OAT) - OATPID] » OATPIBI 24 % + fo # 3 OATI & OCT2 2 & K - Empaglifloziu & J A&
RO NRET  F CHHLLARARRE L BAKARA RHAE LA UHEE LY HEHM
empaglifiozin # WA X MW AL KW -

L] 4 3
34 empagliflozin s A Ik & KA BF « AR A OHA melformin » glimepiride » piogli « sitagliptin +
linagliptin - warfarin + verapanil * ramipril f simvastatin + XA M ¥ 6B N =D RERXAL - BGH AHA
hydrochlorothiazide A, lorscnside » W #p#h /) B 4042 (LM 1) « & F Bboh 0. B 692 5K P » 14 enpaglifiozin
M probenecid 4k + 49 liflozin 448 § F R 30% « (R 94 24 [ A M ie B S 9% - L UMM
RERHEFCRAT BTN

15

W1 S8R Empaglifozn ekt S KHBE > LR K AUC N Co ZHA K 90% HEME M AT 5
AR 100% (BO% - 125%))

Geomsx mean miio (00% confidence ntervel)
Antiiabete ougs  Mevarmhn 1000 Mg beee amly®
Gimegis 1mQ, snghe daae’
Piagamee 45y, awe dedy
Smtitn. 10C 1y, e velr’

Linagepin 5 g, ance aly®

Others Berverain 40 mg wnge done®
Wetem, 35 mg, single dow”
Vermmn, 120 0, tnghe doe”™
Rurgrl 2mg onca debf

izt 450wy, fuss dudy’

Mysrock iR 23, once daly'

Tormate Vo my daef

Rrampicn, $00 11, 10ghe doue’

Probemecis, 500 mg hwee vaB

§L5E PR U5 REIS IR PR ER JEINERERUS

*cropagliflozin 50 mg * 4 8 —:X : *empaglifiozin 25 mg » M & ¥ : “cinpagliflozin 25mg * # 8 — K &
“empaglifozin 10 mg » XA ¥&
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‘ntll t!fd‘l‘] I#M A cmpagllﬂmn i-' F MMy HA RGP L RAREERAEE - meformin -
liptin ~ warfarin ~ digoxin * ramipril « simvastatin +
hydrodllormhl.mdc lurselmdc @ lﬂ? ROLM2)

M2 Empuglifiorin 958 Mz Mg EHBE  URAF M AUC A Con 2 AL B 10% AR RA R
£ A AL 100% (B0% - 125%)]

GeomwUic mawn ratio (20% confidence inferva)

Betatule grage  Metormin, 1000mg. buios daty® we E P
Qtroagride 1 mg, Nhga dosa® [d ——
cram S
Pogitazna, 45 mg, once dat? o —
orat -
agrin, 130 FE et = 2=
Lnaglotr, 5y ance dafy® ne _,..._
3 2
Orel contmcepuves  Ewinpemracd 30 ey once dahy ;»e. —
L rl, 150 meg. anow ] .
evonomeur, 150 meg. ance daly’ el
-
Ot Simvasiatn 40 mg, sk doust s = o £
Sawastn acks’ e —e——
e —a
AWarten T e ange dne” Ln.s- = ==
Varern e .
2 23 mp. wgle dose [ i
Rameprt g, cnce dady* v [
con -5 =
Romria® ne
! b S
Duai 03 19 o cou” e L — S
tra i
HydroeNomarice, 25 mp hea ety A —i
Tosarxis $mg ants Ay fo =
T T + T m—
» L] ™- s "

*empagliflozin 50 mg » % 8 — K © ‘empagliflozin 25 mp: + 4 9 —<& ; “empaglifiozin 25 mg * XM E ¢ Y P g3
simvastalin 48 F) 5 < M7 5 wakarin 5 2R & 48 5 5 "Rl A s Microgynon® 48 F) ¢ 2 6 W5 K % umipril
L]
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Linaglipttn

3
Linagliplin & CYP Rl o788 CYPIA4 #1485 &+ A v e M) » 2R CYP Bl2) MR ASr W {EM » 9 5k CYP LT ]
WIRE R £45 CYPIA2 ~ 2A6 ~ 2B6 ~ 208 ~ 29 ~ 2C19 + 2D6 ~ 2E) ~4Al) «

Linagliptin & P-#% & (P-gp) & K + &8 T T4l P-gp i kA & digoxin il - LB R ARN RN T
YRR ST BT 0 S UL A linagliptin R X THRNH & P-gp £ 5 MM AL XEAFR -

i L E BRI L kS

CYP3A4 & P-gp 2.3 s 188 M (#14 rilainpin) 74 B & Jinagliptin # 5 KR R4 & ZREA LA FAR
oo (KRR EAMT) MRS RGT  linagliptin 4 CYP3A4 - CYP2C9 » CYP2CS » P-gp AHANMTAEE
HOCHRANAL MM ZHAMGHTRMK «

4 HSMMRHM Lioagiplin 22 A AR R G BE

A S
LY L HAMMARE " | Linagliptin &M %A & e T LE L L]
A¥E-LO
AUCY Cou

Metfornd K80 my TID 10 mg OD 130 103
Cilyburide 175 ma® 5mi QD 1.02 L0l
Ficglinsong 45 mg OD 10 mg QD 113 1.07
Rilonavir 2090 g BID Smg® 200 296
Ridhingin® 600 me QD 5me OD 0.60 056
5“! [CEEET R

A MR W/ IEREANT)]

ENE

@M E 6 AUC =AUCQ £ 24 :)-3) : 5 i 64 AUC= AUC(TAL)

QD=4#10-%

BID=%#08 &%

TID=#%BZK

& S Linapliptin H5t A Méez 25 R EDBYE

Linugliptin & o
LT L] LN LT LEYE & . (/O IR Sy dni ()
R & ABY=10

AUC* Cmax

. Stmvastaun 1.34 1o
Simvasintin 40mg QD 101ng QD shinvastalin acid 1.33 1.21
R-warfarin 09 100
A S-warfarin 1.03 L0l
b
Wurfarin 10 mg' 5nmg QD INR 0903 1040
rPT 1013 1154
A . ethimylestradiol 0 03 mg I P
Ethinylestrudiol & A levonorgesuel 0 150 SwgQD cthinylestradiol 101 108
levorongestrel levonorgestrel Loy 113
mg QD
FRR (IBLHB) AN U
"R

< A6 % AUC=AUCINF) : 8§ Mi#ia® AUC = AUC(TAU)
4 0 14, % 744 43 4% AUC=AUC(0-168) » Cinax= Emax

INR = B 742 R Abb f sk

PT =2tk b % 4 R

QD=§H-%

1= &R =X

12, AR T #
GLYXAMBL 2 da S ¥ # 8 M
GLYXAMBI 38 40 8¢ Metformin 4 &

ARRN A ok Mingt MR o M AR 686 5 b =W BREA A 0 SE4E enpagliflozin 10 mg % 25 mg #
M linagliptlo 5§ mg 48 KA MR K 5 MR K 24 -

A% 8 &% 1500 mg M L 6§ mctformin oA - YAREUTRSR-DRERSA > BARTRENIAN:S

B2 SAME L A REHN KL HbAlC 92 7% 2 10.5% s A - & L KM RE S W
SERER kL A B empaglifozin 10 mg & 25 my - linagliplin S mg + & linagliptin S mg M A iflosin 10 mg

% 25mg SITEWENASRN

224 0N+ B R A A SE b 8 482 melformin M HEH K fE 894K A+ cmpagliliazin 10 mg & 25 mg 4F M
linugliptin 5 1ng ##% A+ & HbAl (p fk <0.0001) 4o FPG (p fl <0,001) ¥ &8 54 M5} WA a9BLH (L& 6 - W

3+ R linagliptin 5 mg s @ + % B {4 GLYXAMBI 25 my'S mg & GLYXAMBI 10 mg?S mg 6236 Mu » &
QEYRF D&M ME LR (p 1 <00001) « 3885 anpagliflozin K —6Rja « AH MHMELR +

19

£ 6 ADHAR R Metformin & 3 $1k i 1b 828 GLYXAMBI AR KL Wi+ X 24 A ¥ 3-8

GLYXAMBI | GLYXAMBI | Empagifiezin | Empsglifiudn | Lineglipon

1) mg/5 mg 25 me/S me 1M mo 28 mo 4 me

HhATe (%)

AAR 1=115 =113 n=137 0=l

B AR (FXi) [ 79 [ i

ABEGHRE (MERFHE) afil <12 -07 47

AR anpeglillozin 25 mg & 10 04 06

mp (P14 & 4 118 (95% CIp° 06,-020 (07,-048 - . -

1 limagliptio S mg (ME & F 04 AS

Il (5% CI (-n6,-02)° (-0.7,-03) X = =

WA HOAIC <T% Z AR (%) 74 (58) 0 42y 35 (28) 431 3%) 43 06)

| FPG (mphil)

aAAR =133 w131 n=136 =137 =125

ARE (¥ 1) 157 155 101 160 156

i B E M (AR IR -n B 21 -21 -13

o wnpaghiloen 25 mg & 10 2 25

g (PR R ML) (298 L (-18.-5¢ -22,-9¥ = = =

e lngliptlis 5 g (0 4 0L -20 23

W) ©s% e (-27,-130° (-29, -16)¢ = =

a2

aAR =135 n=134 o~137 e b n=120

ARG (R A 87 (5 3 [3 [0

ALADHRE R (MERPITH) =1 214 BT a0 k]

At cmpagliffoan 25 mg & (0 o0 0l

my (94 R Kl (95% CTYF (-0.9,08) (-0.8. 0.9) =

et Tisnghiption § mg (W 24 27

eyl (-33.-15¢ 36,18 = .

S AT AT AT (R ) 5 e L LA B (MMRM) » MMRM (30 W friire « Ralie » 0k

B FIBAhGRWT AR - BB HbALC

> % Mg HbA Ic X % 7% the% A © GLYXAMBI 25 mg/5 mg * 1=123 ; GLYXAMBI 10 mg/Smg » u=128 ¢
empaglifiozin 25 my « n=132 : empaglifiozin 10 mg * 0=125 | linagliptin 5@ * n=119 * k& &4 ALK &8 (NCF) +
<AL AL R LR LIRS - St RO H (ANCOVA) MB & 4364 » ik - ol - SARME - &
235 HbAIC -

4 p<0,001(or FPG; HbAlc & 8 & p<0.0001

Metlormin 850 mg TID 10.ug QD Metfonnin 101 0.89 E E n e ’e

Tk “‘

=

Glyburide 1.75 mg® 5mg QD Glyburide D.86 086
Pioglitazone 0.94 0.86
Pioglitzone 45mg QD 10 mg QD Al M-UL 0.98 0.96
A W4 M-IV 1.04 L0S
Ihijgorin 25 ing QD 5me OD Digoxin 1.0 (7] Fﬂﬁ

Sli=
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B3 NN (EAA) AR 24 % (3 AKX B R GM [mITT) K5) HWEHRFH HoAle R

BS T
- -~ ==~ EmpazSiinas (N=124) |
——®—— Empa |0Ama5 (N 130) |
———— Empa 25mg INA29) |
*— Empa 10mg (N=126)
¥ ———— Lina 5mg (N*120) :
i |
e —— g A{}
Py : 1
e~ :
§oe T :
L] R —_—
: el |1
v :
5
aal ; ; — - .
Bascline Woek 6 Week 12 Week 18 Wedk 38 Wi 2eUuTT}

Week

*Mean change from baseline aduted for bastime HiATc. gographical region. and £GER al baseline.

Empagliffozin 8 3876 8 8 & £ wnetformin £ lnagliptin % o 1t i 8556 A

1k AR R % 4 A 2 melfornin F 2k ki shB A - B o I AR T 2 linugliptin 5 mg 4% 1618 « fLik 16
AR BETREHAKE WAL iglozin 10 mg ~ in25mg HEBMNRE 4R 24 ¢+
LREWHRMZK  MEBMEN gliflozin 10 mg $ Jillozin 25 ng 6% % 5 M2 2L Y HbA - ~
FPO M ¥ (ARUAEN) < ZAVORMEAH KA T RKAL metformin N linagliplin 5 mg 564 - 1 E R
HbAL 270 %M A + MX BAR  JEL M A § &) conpugliozin J6 4 Wi 3 HbA, <7TUAHRARA R M
A5 (UEITEBNM) (LK 7) - ok empagliozin i6 4 24 WAL + &b B NAT 7 B % M-8 ¢ cmpaglillozin
25 mpg M-2.6-1.1 innHg (RE B0 M PUERNAFRR MR XK RAAE) + cmpaglifiozin 10 g ja-1.3/-0.1
mmHg (AX B RAHREAHABRANE REME) <

9% 24 A+ MR 6% (rescuc therapy) M 2% 4 {R(3.6%)empagliflozin 25me R 1AX & 2 {x(1.8%)empaglifozin
10mg £ R4 fa e 13 48(12.0%)% B E XA (22 A B HMA melformin A linagliptin 5 myg) -

AT st A metforniin A Tinagliptin 5 mg # MAE W iR WA ¢ o empaglifiozin N BMAS &
EZ TR SR 3 TN 2

Metforinin 4 Huaghiptia § m,
Empagdiflosin 10 my" Eunpagl Wy | wEMT
HUAY (%) ~24 9 7
N 109 110 10
L AN R 197 797 7.96
2
::y)zw&malm [§IF 3 EXTT] I~ Ie s
.79 -0.70
T;ﬁ::gé?fﬁz*m“ (-1.02,-055) (-0.93,-046)
D<) 00N | I,K'ﬂ.'_m!
ay-28'
N 109 110 10
[ IEE T TRTY N 84.4 844 823
::O)u@iﬂz!{t (RERLPH a1 25 3
R BN R (JE R FH8) i o
(95 %fEMEM) ! i 2=
p<0.0001 peo.onol
£ M ADA (27 %X ALK HDA, <7
%H ML (%) -248 1
N 00 107 I
it 4 HbAe <7 %S ia A (%) 370 32.7 17.0
RTHMER (FFR) a0 29
(95 %EMELR) * (1.9,87) (14,61)

"ML #E empsglifiozin 10 g %, 25 mg 6ok A% AT Glysnmibi 10 nig/S my &4 28 mp't g e § # 80
et fornin

AR AEE M ENRARLESMNmE linagliptin 5 10g K4 KA % metformin »

THHR RV RRIRA (FAS) (OC) Midtyx S A& HAMY (Mixed-effects models for repeated
wncasurements * MMRM) MA S.# HbALc » 4K eGFR (MDRD) -« IbIE@ HK « B ~ i » URGR-EIS L
LN HHFPGZ I UFMALRFPG - StHM K Z XM FMAL T E *

IR A R MBS IR R RTINSt .

TieHe A RA (FAS) (NCF) Mt 472 B W RS 2 47 A M HbAlc - £ cGFR (MDRD) -}t
B AR R HbA 27 Yot A »

e~ MAKN W2 AR HbA 28 5% A F ]+ 34 cmpaglillozin 25 ing/linagliptin 5 mg st M £ R 24 Mo
HbAi % MR i8-1.3 % (o852 8 9 Ninapliptin 5 iy & p<0.0001 ) » 44 einpaglifiozin 10 mg/linaglipiin §
mg iR EFA-13% Chienk BAA linagliptin 5 mg #) p0.6001)

Linagliprin 5 mg M 3868 M7k £ metformin f2 pliffozin 10 mg & empaglifiozin 25 mg # s0F ¥ da N 6045 A

2k AR X AR AT 2 meifoninin A HdE 6k 3 3% A - Hedo M ARG 2 empagliflozin 10 mg & empagliNozin
25mp oM 1639 - 45 ok 16 Mk 8 A A pLiz a8 4 B4 linapliplin S mp XX VMR T 6% 2414 -
FYA S EL L ER RN TT P N in+ iflozin 10 mg 4 in -+ cinpagliflozin 25 mg) e
& BN - linagliptin S mg ¥ T MUF &5 HbAL (ARHAMER) - iR RIAH A A SRS
meiformin $§ empaglifiozin 34 « 3 0 6¥ HbA\ 270 %M A + REBNMR » 384 linagliptin 68 thik &
HOA <7 %B MMAATMENS (ARHMEL) OFLAB) -

2

A8 AN Bk empaglifiozin 10 mg/25 mg M metformin F SCHE 6k W A A A + 1L Glysambi 10 mg/s
mg M empuplifozin 10 mg & Glyxambi 28 mg/S my A empuglifiozin 25 my 40N B ol ok B E R T Z 8 3
®

Metformin + Metformin +
empaglifozin 10 m cimpaglifuen 25 my
L Smp BN Li Smp =8N
HbAw (%) -2444 "
N 122 125 109 (1]
0 (PRl 8.04 R 03 7182 7.88
ELTY LY I
(L %2 E50) 053 021 0.5 010
- 3z 047
’:;i":::;?‘k&{ Faut) (+0.52,-0.13) (-0.66,-028)
’ p<0.0013 p<0.0001
AR HDAL2T Y%z AR A HDA)
<T%ERaH (%) -244° i
N - Tin EiEN 100 107
ALK HDbAc<T %t A (%) 259 10y 36.0 150
3965 .029
:‘:ﬁ;‘f‘“ (RRL) (95l (1.77),8.876) (2.007,9353)
P=0.0008 P<i1000]

L magliptin Smg a8 a b AR BT A & M Glysambl 10w mg be b metloomin S0 LK
¥ 48 Glyxambi 25 10g/5 mg At metformin « K§ M5 R £ € B4 R &4 AL R B Moot cmpagliflozio 10mg
A meifornin + % £ LR £ empagliflozin 25 g #& melfornin -

PR 2 AL RR (FAS) (O0) ATAHZ SHANERLAHAMY (MMRM) MALR HbAlc - A8
¢GFR (MDRD) ~ 3@ ~ @15 * 08 » SUAER-QB X E KA - 418 FPG L 24 FInA LM FPG «

ZIRH RIS A AN R RST LIRS N RES 00y

'St 2 SR IRAE (FAS) (NCF) d472 B EMEMR HMA LR HbALc ~ KK cGFR (MDRD) - it &
HAGR T REEM HbAL 2T %K A -

AT HRMBRIA B R AZ =W E RS A % Empagliozin < i 5 R 6k

Empagliflozin 4 R it A A < ad SR NE A EAHAARA » HURAN <A FKRALCHRK - Hit
AAH QA ZH YRR ER NS T BB R Y REFEABA + ampagliiozin H k< b RI& & § ¥ o
T

EMPA-REG OUTCOME Sk § boir + B~ ML M - LW« {7 RB sk o [ AStNASMKER fito
2 KR A R A T emipaglifozin RE 2R b AR 6 BN IR 1L 1E o R B
PRAMALRAEAT A aF EHMACE)NBE - AR EGTF 12NN - HM GILI8ES R0 A NS
Koo Lt BT E S A ORI 0 RIS S AL BRI R R AL W AT O U O e B 1R L
HEORR IR ERCAR RN

LR 7020 404 AR 50 #(cmpagliflozn 10 ing = 2345 | cmpaglilozin 25 g = 2742 © % M N=2333) + Bk {
Pk 3] EEM . K P UM AR BEBA RU%BTMA - SUARA - FHERA R JHA
72% -

ALAEIASKAR P ¢ R ML AR R U R M R A KA H(HDALCZ %) o B B 55K LA IC S 30E
A B1% B S7%ARIET KL ARG 10F - 5 217 KA H 3% 22%M 20%H R U G RMEIFAN
FERBEHN - AMBARAT R RH L cGFRAEE A 24 mlinin/l T3 - S RLT FARL
A& & 5 HCTOR TR R N MG A+ L8 merformin (74%) ~ B K (48%) ~ sk 8@ 5 & B h(43%) o — 8k
K HAM-4 (dipeptidy| peptidase-)¥p W (11%) «

E PO RAER RSB B BRI CaT RS  LH—HE2%REL J HO%R)XT £5 BB
IR B BI6%) ~ P RI%) KN RYMEAR21%) - $ABH - WEBFIEH B6muHg . HREEY
& 76 mmHg « LDL #3500 % 86 ing/dL « HDL F 344k & 44 mp/dL - k3R ¥ & & & 9{ MM F I M(UACR) 3
WA TS mp/g - RRR o 0K BI%EAWA A T ho 4 K A I N - 65% R T MM ~ 3% 104
AR L T1% I statin 34 M + S6%IR R I I RICK N 5 R TR R)ER

EMPA-REG OUTCOME KAk Y E R A Z B X G L FAR KR MF H(MACE)G RN « SAF RuKE

ANERBRAATRALCKGE FRALHREMDES R T « M PH T LHALM 10
R25mgNESAPH - HHALLEALRRERE I A Cox LHARKV RMEALEXF R REF#FLZ
BFri(buzard ratio).E 4R %44 » RAFEWE L MRELEEAFT ACREH LML - B2 ERER
SRIEW S HRE R — S5 -

EBupagliozin THER VAL aPAT - SRPLCMRE LIS AL P RZ 2 234 KEE(HR ¢
086 ¢ 95%{E M @ M) 0.74,0.99) « stib Mk R ARG M MY & E cmpaglifozin fux 4 KA &)< e & K&+ RRM
FRERMAHR 0,62 5%IENE L] 049,077 B4 RRELFRSLFAYRIEM L ALK
LA M A A S) o 10mg A 25 mg empaglifiozin NP MAMNKER RSN T RS A OSK - -

A9 EZRKOAMAMMAUS BT & hBu R

EZ 3 ] Empaglifiozin "::::“
N=2333 N=4637 DT
CaFRERT  FAGN TR
PN 28084 YT L X T ] 282 (121%) 490 10.5%) 0.86 (0,74, 0,99)
[t EL ST LTINS
SR MRE " 121 (5,2%) 213 (4,5%) 0.87 (.70, 1.0Y)
RGP A 60 (2.6%) 150 (3.2%) 1.24 (0,92, 1.67)
wh¥SART" 137 (5.9%) 172 (3. 7%) 062 (0.49,0,77)

TR LR T T TR
MM AL (R R)A 0.04
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B4 TRERAFACAFHHRARL AL

Fraista
Al Engagiiaziiv

T T
o 6 12 18 24 30 36 2 48

Subjects at sk Month
Placebo 2193 2256 218 2112 1875 1380 1161 PU T
Al Empagiifozn 4687 4500 4455 4328 3851 2621 2359 15M 370

BS chAtREATHRAELAGHE

Placebo
4 AN Empagiifiozm

. 12 18 2 = 2% 42 48

Subjects at risk Month
Piacebo 2313 230 2280 2243 2012 1503 1281 825 177
All Empagiiozin 4687 4651 4608 4556 M 79 2617 12 414
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B B A B R @K empagliNozin H N S E RAT RARTFHGAR—H * &4 cGFR & 0 P67
45mL/min/t, 73m? g% A(Jardiance 569 fi 381 £ > T BMMm 189 %) -

ZLINAR P 0 09,2%60 R 1A ¥ W 56K B K M - f2 EMPA-REG OUTCOME SRARM 1] - M4 423k 463 7%
T AR RTRANABH BN A RART « Foaf RERTRIE PSS » LhbR R ML
cmpagliflozin & K 2.1% » 4 X BMH L 24%) »

Linagliptin < s 3 32 24 oAk
CARMELINA

CARMELINA t8 » 5190 % =B MR R ARAL LA Xl A WA 0255 A AL L1145 Tinapliptin 8t
AP RROBE LM S Poo o S MMM OF ~ X linagliptin i AN = MDA F B M m(N=
3AH5) FF B F 47003 YRR R LR + oL IR IAARF linapliptin A% B o E RAEMA R u b P LARETHREA
EPRAMR  LRGAERZ AT KAl FH (MACE) #BM - RN AR Pl h 22 5« i
99 7% & A GAARSTH » MALBEUMZEES © 84 h ZHWES L AIE HbAIC N 6.5%10%8
ABEEAARKNLES X FERR(S 19%HR I B & T 9% EF &4 cGFR & UACRIRAN ) (5 42%#
LA BFIERA W R(D 18%HR KA KA)

By FHAREEMA 66 R » IS8 S3%H KU BRI GMA PR TIHA  %HRA - lIbAlC
FIUAE0% RBR MRV ELBA 155 RMKSEIEZTS RIKA » & 1% RARF
2% A eGFR <60 mL,/min,/1.73 1% » & 62% « $3§ cGFR B 55 mL/win/ 173 m? » 27%R WA R AR T 5k
% £(cGFR 60-90 1L, min/ 1,73 10} + 47%R (XA B ¢ & % 58 K 2 (eGFR 30 £ <60 mL/min/1.73 m) & 15%
A H AR AR (CGFR <0 mL/min, /L7 m) « 97%ME AWM E Y — B ILMER RS < FHIRE LA
A Wi 5 57% + metiommin & 54% » ik kL 32% « 96%H R WA LA kB W 6%R KA Ko
M R P 12%A 3] T MR FTIME K 62% » CARMELINA 1M ) £ RIMEHIEA © KR MM E RS R
ATHOFNTFH (MACE) SHLE— MO - FAVRFAFHATRAE AT ROACEIR it
SUEE (M) kbt B - AF #H M - AARKARLAL B L3¢

23k 434 gk Atk M linagliplin X 420 i SARK RUNFLEXSRATRETRFH - FROMRBFRET
AT G Bk A L 52 R L 1000 A B 560 R 4R d % linapliptin 64 b 1000 A K
@4 57.7XEH + Linagliplin 10 5% 8 M# MACE Rt 2 102 (95%fS HE %) 0.89,1.17) - ibfF W&
ME RS 117 R AL AR LM )3

CAROLINA

CAROLINA tRok + 31818 =AM Bk AR A L4 4 ol % € for e $ M da B AR E K » 3145 linagliprin
HoATAMAGE  LRA S ¢~ SR AR A RT s linaglipling N=3023)4v glimepiride (N=3010)
AR TR 0B AR TR LI LR M linagliptin A glinepiride £ F W3R & % fe-v i F A B B F (i R R %
LR e & AR N A (MACE) W Bl - dbtidk i RO 1 4 dk 6.23 % + AT 99.3% & 1R A %
RERH .

AARBRDRZ IR BT RN RASZ A R RN RH(EAA QL E &S 65%85% - &
6.5%7.5% RUAR AiO @ ~ EHARESMUR) AR whFRMENT ShTEN  HRABTIID
1 R0 RAorH, 20 g R A (B8 A R>10 & « SR> 140minHg - E A detedt - KB ARE
=135 mg/dL)

BRI FINRKA D GAR - LR AR C0%N F L - TI%B QMA > B EMA » S%ARA - H

ROGH T15% MG A DR OIFRA DI 0 I 7.0 F - IR AIE2T0 RGAA S 4% - T
26 A %A A cGFR <60 mLAnin/l 73 m’ & 19% + 34 ¢GFR & 77 mLmin/) 23 m? « 915 si s =

SR MY o S LB metformin & 83% + AR A B & 28% « BO% MR IKA DA ik K R 0 T0%EUAR
WA R R kP O5%URIRE A ST A A AT%R R AL RA PTME -

VMHERIPBARS K REATRCRAFHSFRFS (MACE) ZHZE-FOHM - FRSaP
ARFHNTRBChFRRDRCEERFLCABE (M) KERFIEPR - LA R, H UMK - HAR
AR 2 KK S 1.3 ¢ Mk 3504055 Atk linagliptin & 362 {2k A€M glimperide 4 & X RAK &
LA RES « FACRET KSR RF B L5205 M0 7] lnaglipin 6 R 5 1000 A £G4 20T ¥
R 2 glimperide 6 Gk 1000 A K454 212 R ¥ % Linagliptin /12 glimperide 69 MACE Bt 0 B
0.98(95%{5 BT & M0 84,1.14) « iL{E MBI e LA A 114 S AS LHRMRILA 13-
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AU HBERARE AN T A0SR (O ek A RRASRAR) - AHA
GLYXAMBL 33t st R [ L PIF L it B (5.1.2]
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RS KR B AR A R KM AR @A 3RC K AR RN - A /3
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WIOMRE  RAMRRGERURCIR /WL PELLEFH )]

ju
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R - WHN AR EARACL EABRIaK R Y AAMELRFLXERES) ABARMAMER - 1
FRBRATERARSE  UAMSATRE SR/ NERPALSFR (1] -
AMAE
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Whdoms ARA DPPAIHMEMNTEAL REH R RZMAAA - FTEAMMAR | AAQH G
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PLEE Y 5

@5 3% B ST L0/ A Glyxambi 10/5myg Film-Couted Tablets (768 M fx % § 027074 &)
B R BLRAZ 2505 & 4, Glyxambid: 25/5mg Filiu-Coated Tablets (GHE6 i 5F # 027073 1)

HITRN 2022811 )
BAaM20229 034

ik &

Rot(endorf Pharma GmbH
Ostenfelder Strape $1-61 59320 Ennigerloh, Germany

TEKRK

RattendorT Phurma Gmbll
Am Fleigendah! 3, 593200 Ennigeilub, Germany

BARTERINF
Bochringer Ingethein Wnternationnl GmbH
Jogelheim um Rhcein, Germany
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