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0 ARESFRE QT XM (QTc) Kt « 100 ng Ja & linagliptin & & & 3K A 48 5 mg e 3

WInggELu Rt

FlSCRTAE AT 5% IR JF % ¢ 04 Wk cnmpap i Movin (e WO TLER 1 + i o 0420 NLBLAT Ih A A CGIT R 78 Rtk |
N5 2 KRR B - AT LT DR T L RAL Y LAY - RHRA NP INEE - £—
KRR oA E R AR Y ¢+ Zn ik SUASES 6 A oGFR FHAGH A — R FALB 0,1 mp/dL 4-9.0 mUmin/1 73

mie % g iled o Bobie g e - WK A empaglifiozin - SN kb ERILETF AR RE PR
—RERe

AR E G RBAF (LDI-C) LS 2 HAR cmpaghiloin 56 A9 A ¢ + ¥ B P& H KM% (1 9 198% (LDL-
O AMANELA A LA - LRLL BN iNozin 10 my iMozin 25 g 5% #9s A b + LDL-
CoRbgh 2% 46% « 6.5% | F L SUERESER(S19] + #9802 LOL-C QA & &6 2 Fn B m
2 901 5 90.6 mgidL. «

Sk BRI B S A SRR AL P ok Y 1.3% 5 cupapliforin 10 mg 4% 5 A 2.H%
amnpagliflozin 28 mg iGR MM Ao 2.8% « TRMN - iflozin 10 ng + liflozin 25 ng AN — I K 1K E Hh
ILERFREANBRA - FHA 0.6%27%  35% NGHERMAASL ER LA -

Lmapliplin

LA Linaghiplin 64 AT RLLGE SR THBMME T 1% OWHE AWM S A RS w (X046
1.3% + linagliplin G4 4m 2.9%) «
MY Hp  E—RUHA W@ T AAKE RS R EANN B IE 4 A B 172 3 BEIH T 6) linagliplin sX

AR ¥ ¢ linagliplin 36 £ S0 80 £ 24 3 @R 85 IIUE 00 A 30% » Z B M AR 539 du 2% ¢ Linagliptin i
HAUARSHUURIARAENERN QLRI BB A FHIH 82%M 1,77~

FAPO po LK =B WAL 42 linagliptin Ao glimpiride < da % 244 8E SX8 < Vinagliptin 36 & R
limpiride #64 M RGMAAM N EF AL A3 B 6K AR BIH 1%M 05% »

LA KA MU KA A Fua i 0 L linagliptin & £ K 8 FoR) By BRER K A5 W06 5 R 5% M -
83 Lo Mk

& Tnaglipiin & cmpaglifozin L k4 AL ARKE - ALK EANFAATANZTIRNA R 0
BB TR RLR  ERERLMNIBRAT NGB ERHE -

o FRAAG SUMKE - CHRSOMKE (WLREZE Q)] Rir- vk - oRS

o AALMAS BEA LRI UBK - AFHEKKPNS, ANE

o SF CHRERARMR KGR ARNE) - RBMaE RFLY X

o AHAERSSHARY £

° RATHRGHLRAR RELEBTRZHTARD

o NELZERARSK T BILKMN

o RARR FUBss: RBUAXBE A RAL (b A% - AT

9. 4%

GLYXAMBI # §84 o8 - 843000038 - B A% & St 94 4 30A ¥ ok i ompagliflozin ¢y SRR 678 ¢ 2l e
& & RUBLIE 494 R Linagliptin A F X T 47 -

10, 2 it
10.1 1

HBESHE
1031 At - RRWR LT HRH

GLYXAMBI

& A #H $ empagliflozin & linagliptin A4 Mk fF2 84 - R - L THLRGAR » LHHBWHEY -
AARPREAR 13 @E—KEAHR o WK RPF « empaglifiorin §X linagliptin KW L5 ¢ S84
L2

Empagliflozin

232 CD-1 s LA Wistar X 8 347 2 4 @184 188% » 42 F empaglifiozin 100 + 300 ~ 700 mgkg/k (& $ 4R
B AME25mg 4 7248) RAMMNEARAVARLE « SLARARAFT & HEL 70 mg/ kg /% (BN
UK M E 25 g 64 92 48) 0f » GRMAC K a8 %R 63 T 8BE N < I2F empaglifiozin 100 « 300 ~ 1000 ing/
kg/X (S RRHRENTE25mg G O248) - A ANNAR P DLGRARKL S « £F 1000mg/ kg /% (9K
HSREAME S mg e 45 & MRNAM D RBLE DTUART LTS KEMATENE LG LB
EE S 9 URd TR 1 2. K

Wt Ames B RXRA 4 WA LITSY K" AR ARG+ UAXRHBNEEY HEBRTF > FRT
K WSt enpaglillozin SRR R ERE + &1 4 AR L BETH -

4 empagliflozin & & 700 mp/ kg /X M T (M HWRME 25 mg 64 155 2) HaH EMB A MAER AN
NETMBHRETERET

Linagliptin

LKA 2 RGP 4 linogliptin KA INE G 18- 60mp/ kg M FRE « 22N M AN AN K L5
HELE - BHAUCERE - A SWE Omp/ ke HAMARNT Sme/R) MAISHE - - RBM2 4 ik
¥+ o linagliptin ¥ 80 my/ ky (RR44) v 25 mg/ kg (Ait) WRIE M T B M AUC RE R B M
BRI 35 b 270 8 > SR AN RGN REF o K KR & Iinaglipiin (80 mp/ kg - #UH AUC &
AR HABENE S - THRBMME L AORCERL R -

4 Ames b T QA ARR] - AMACIRE & H R e - ALK T - FIRH B AUGEILAEM « linagliptin
FAARERH - LR KB AU -

SR RBHE KRR E A linsgliptin & 240 mpy kg MNET (B AUC KBS HABRMEH %I H) #
RYMERGT - 2 AN REARFATALE

1. Rda S )y F454t

GLYXAMB]

Hp—2 B B AN RSN - T &t empaglillozin & linaglipio ¢y ¥4 &5 # © % + cupaglillozin fo
0 60 Cous 2 H12 % 30% 0 32% + IELBERABE SR «

S & S dbaldhamelil 5 5 3 A 84T L in )Rt ) AR HESHMLABANBL
wnEw i W15 RN ESa AL 2 RaFRATAYPAGKI ' 45

-_— 12

Efal




BT - B PRGN c BERGF )00 AAHT DK AUC) SRS RBX (Ca)* &
empuagliflozin £ B — <X 10 mg k% %) & 1870 ol WL #a 259 nmol/L » & 8 — Xk 25 mg fa & 4740 omal VL, +s 687
nmobiL + fe56 % AR A+ empaglifiozin &4 5t & 5 R § 158 b - empagliflozin R MM TR S R+
LEES S VT-SE SO T VRT3 o0

ML S & VR RMA anpaglifioZin25me » SR AAZRSHFN BRAZTRA > AUCKRI B
16% * Cos A P #) 3700 » BAR MU ciopagliozin &) R4 SRS L LR E RS EYL + cinpaglifozin
TSR KZ RS -

Linggliptin
Linagliptin 630,95 & ®TH £ 48 30% » BEERTIE Coe B 15% » AUC S0 4% LUTFABE SR
4« Linagliptin 7 AL X TURM -

316

Empgeliforin
R0 i R BEKE AR SR AN D 738 # - 24 L 104 2 W [''Cl-enpagliflozin ¥
SR ¢ dedenh g AR pEmiotlg) M) A 308% ¢ MR GG A R B2 -

i
QR R AR AP RGE A R Tinagliptin Smig 1+ ERRE M O HBRHTEIGHA 1110 4 + M7 linaglipin
ey et & M - Linagliptin S ¢ &4 % 8 S R RABEME KX | unolL 6h8) & 99% - 230 nioliL
BT HE 75%~89% - BT ML linaglipio R ALK 1% « R DPP-3 k&g Fedo - £HRAT DPP-4 %
e MR T0% 2 H0% @ linagliptin KA 40K8 206 £ 300 M AL R T ANEGKS < &R HELHD)
ERCHRA LM Eaf PSRt hne -

Bk

Empaglifiozin: 40 el R 480 5 k461t - empaglifosin ahie g M52 ¥ X (apparent werminal climination
half-life) & 12.4 /6% - &1 B PR (apparenl ol clearance) A1 A 10.6L1 W s B M A —ki#fl » £a% AUC
K AR ¢ KAk A 22% » A cpaplilozin R —# ¢

Linagliptin: Linagliptin ¢4kt & R AR TSR 200008 R XK/EKMMA |1 - BTUEW
# 5t Sk R F M A 70 mLmin «

A#

AMARY AR anpaglifiozin i £ XM - SRR S HRMHA =1 0L WBAS: D 20~ 3-0-- 6
O-glucuranide) + 481 M 0) &4 & K G152 2 Ry in KK 2 09 10% « M SEAMERIA « £ASE + cmpaglifiozin
HERKWERDBBIAF S G N K W2 KNS M (ridine S-diphospho-gl I UGT2B7 -
UGTIA3 » UGTIAR - UGTIAD ik 17 69 &) B RREEBRILAEM -

i
linagliptin U BLZ 1§ + A& (¥ 90%) ¥R AL Sitd « BRI WAR SR EN s - RS
&) linaglipin 445 8HA K R RILEH K4 - LR B kLK & A Jinagliptin ¢ 13.3%

e
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204 SMAFEN MBI AHBYE
Fmpagllfiozin : S BBy /1 @5 47 ERBT  E00 - AR T RDACBM) - RHAAM (ZRALEREA) N
3 empaglifozin YA B N FURF BLABRER GV [ FINR B L EFH(6.5)]

Linaghiptin - st RN B W RNGT » 48 - AREFHRBM) - EHAAR (ERPELEREA) HE
linagliplin @ B ) PR UFHLENBRERABE [ FLBRRTX B FRX (6.5

NHLZLHR

# &4t 8t GLYXAMDBE 3 47 #f dy Jr F & X 5 17 M $XAR © R I8 C $t9F GLYXAMBI #4948 0 & 2 {eupagliflozin 4o
linagliptin 445 3 % & #)R 5T

Enmpagliffozin

HARB D I

Empaglifiozin F & #p#l + & &1L X A& CYP4SO Flopsh « @4 B M BT » AR & empaglifozin ¢ £ $ 42 Mk
BAREEN S —AMY S RERUS B (wridine S-diphospho-gl UGTIA? + UGTIAS -
UGTIAY #» UGT2B7 5k A1 & 0 & 8 MM # W - Empaglifiozin £ §:3¢# UGTIAL ~ UGTIA3 « UGTIAS »
UGTIAY % UGTIB7 - IS M W44 £ & CYP4S0 Bl M UGTIAL UGTIAZ - UGTIAS - UGTIAY &
UGTZB? 2.4 % » M5 MM cmpaglifiozin # 1Y R4hA £ BE « 4% UGT (94 ek rifampicin &4 & UGT #¢
KW AR A 4 4F M) $Hat enpaglifiozin £ B RN XMBEHA W RLWHE -

Ewmpaglifiozin & P 8% & (P4p) ANBIHEE BCRPOI 22N » RLGEME FA M LEMY LT

G BRI ISR N BT - empagliffozin R K TRAP-gp £ ¥ MWRd0A % R 2 %8 - Empagliflozin H A%
%% & OATI ~ OATPIB] » OATPIB3 2 £ R +  # 3k OATI & OCT2 24 % - Enpagliflozin £ R B84 &
R aTRRT « Fdet Ll AR HETES : MM IRSA LR EARERGXQR  WEHM
enpaglifozin ¢ $4tkF Min X £ LF -

BRI R IR
4 empaglifiozin # S A & 1R B8y + & 337 & A mietformin « glimepiride ~ piogl) « sitagliplin ~
inagliptin ~ warfarin ~ verapamil - ramipril $ in ARG R HAEKEAY > AOHENM

hydrochlorothiazide & torscmide - M9 I FE s (RE 1) £ FRAHEETHLUAY » 1L cmpaglifiozin M
Al probenecid 4 1€ & ¥ # cnipaglilozin e FFAN%  REEH X4 I HAERM 2Rt L BE - L RN
RERHRFLH/ATHANN -
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Empaglilozin

4 & AR o B | VCl-empagliflozin Rtk ¢ #) 95.6% o Ml il M ATSIE IR b R B (4] 250) R4 (54
A%) 4852« X850 RIS WA AN FR NS AL RLOEE R A ERERME R GRIIAMR
MERAARL QILESERR -

Linaglipti
SR VA v R~ M [C)-linaghiptin (& « 8 drdu 3k 4 SAE 3 85% 40 3 K P M AT A A (80%) K BR
%) Jarg -

LEed 3

THEER
GLYXAMBI * % & St 9 516 K2 % A f748 M GLYXAMBI £ # cmpaglifiozin % linagliptin i éhty /) 51 %, -

Empagliflozin * B % #% % 8% (cGFR © 60 £ 90 mLimin/l 73 m*) » # & (cGFR 30 £ 0 ml/min/l,7Am) ~ § 4
(cGFR 8.5 30 mUmin/] 73 %) pfF 2 A » SR B AUS/ KM T Sk (ESRD) % A 8 - emipagliflozin &
AUCH HIRFAREBAHRIKBH 18% » 20% * 66% « 4k% + ARPTHRLBL KL $RFHRF L
AT %K MEAH AL empuglilodn R &KX - BEAEARAER 25 A o) enpaglillozin & £ 4
SR RENRET QR KL S H 20% « S5 Bingh ) £ 3R cmpaglifiozin ¢ AL O SUR R R F
COFRFH > Mg MG R LN « i~ S5+ LAY S MK ¥k o5 empagliNozin XA kMY - &
i # cGFR TR&ERXY «

Linagliptin ¢ -~ MR @R MR 2R HHEBRARZBHTHRF SO BRALBRAA - B
linagliptin 5 1og & W dn g h LI10E « MR B K 6 & F oy 6 5 8RB LA (BLMEFRRR % (CrCl) 280
mLmin) + 6 AMARHEFRLKRA (OCI50 £ <ROmLimin) 6 FFRFHER £HA (CrCl30 & <50
mLmin s 10 EEATFHRFL AV P BAGHA (CCLBOmLimin) > LA 1] EBHEILFOE_IMER
HA © WUBEBEHF: $ Akl 24 SR b mat kBt - & IRE CockaroN-Guull 2 K b Kk SLA AT 151}

ABELRT MATAET LRANLE L4 # linagliptin KT R4 -

RRRRERRA - PHAGHRTDAANBELRS FH linagliptin A XS4 (AUC.L R 71% Cons &

46%) - EB TR REH FAMICK - KRR ERMA KA U o % R MW - Linagliplin & § skt
HRB BN 5% AXREWEREKT - MRRENRESHR _HREAAS €Y RR LR =0
BEERAHREES A BT W 40% (AUCia Mo 42% » Cows 30 35%) » i b R U B AR B A ST
ELS § -t b E ) R .

ABRGGI BT HRRE-PLIFLIE

x4
GLYXAMBI : &k SHIAE 8 F 2 A AR (M GLYXAMDBI # # empaglifiozin & linsgliplin #4928 h $4 % +
Empaglifiozin © MRFAEH RLE AR KL « RN Child-Pugh F HAMR ~ v X - ¥ ENHEF L OHEA -
cmpaglifiozin 8 AUC 5158 m #) 23% ~ 47% + 75% * Cua S #) 4% ~ 23% ~ 48% +

Linagliptin : PR KA K - SRS KR 255 A (Child-Pugh B A 30) 8948 &8 linagliplin £ 5 ¥
(AUC,0) X M6, 25% - Coman FRAK36% » MR R UCE - ¥ AR ET 295 A (Child-Pugh 3 B a0 #
linagliptin AUC,, X B3R (4% * Cucn FFA B% « ERIFDHEF 2 RA (Child-Pugh i C ££) ¢ linagliptin AUCoz
ERFRABRURIY > Caa MAAK 2V AHARALEARRHAKDHN P RUTRNN - S A7
WA K7 DOP4 DipsAE M <
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M1 &8N Empagliiozio et 2 GIE - LUHF 3 AUC N Coe ZIL 1R 8 90% M E MAK [§
AR AK 100% (30% - 125%)|

GeoTmine esn rtio (B0% confidence interval)

Anbasbetc drugs  Mletomw, 000 m) hroecelyt AKX -
> -
Gumagrdy 1 siagle dast ret -
o .-
Progiarne. 43 5 oce i s =T
= ——
Sagicin KOmy onca caiy' e e
e —
Linagactn 5.2 onea cady* s -
ore R
“ . o -
Othan Servismic #mg et S %
v : nc -~
Waruin 23 my, ngie v ae
Yerspemd 12D g snge one® o hat
o ——
i
Ramignt, 5mg anca cady: e -
cman S
Oetocnd, 600 g, tome et} KX -
-~ = P ——
HysrohEromiazte, 2ma onedaty A t—
=4 =
Tolia Mg ance ey we ol
onen —
s pogwsm’ MG -+
Wi, S35 g g S s —
Frovecerid, 100 mg oGl A ——
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Chango reistred 10 empagitiozn alane

*empaglifiozin 50 mg » # 8 —:K @ “empaglillozin 25 myg » R A ¥ : ‘cmpagliflazin 25 mg » {8 —% ;
‘empagliNozin 10 mg - &1 &
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’*»ﬁ&ﬂtﬂ BM#M cnlpJEIIﬂMﬂ "ﬂ‘ Hert  HERBHHFHERLAAREE RS  meilormin -
iptin - warfarin + digoxin * rainipril « simvastatin ~
ll}dlochlumllllﬂ/ldc ~ 1otsemide Uni RRED -

W2 Empuglifonin 8t -8 Moz MAth 1 BB A > LBITH 4 AUC J Cony ZRALBY 0% (EME AR
144 Rk 100% (50% - 125%)]

Seomatnc mean 190 (§0% confrience mnierval)

Arfdabete dgs M 8 g St dalet us
Gimeprdn 1y angh dowe’ 2

Puoglarocs 45 1% ones ausy’ e
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Sagigan 100 109, ozce byt e
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[ T =

Omiconimorptves  Ebmkeead Xing cme e’ Av
Levenogestal 190 g owe cal)’  AUC

o

Othecs, Semvastam. 4009, bagie domet =
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*empagliNozin 50 mg « & B —:X : "empagliflozin 25 mg + 4§ B —:k : ‘empaglifiozin 25 mg » £ &(F ;B RF A R
simvasiatin 4 B : < 2 F X R warkirin %A 4 F G B F AR Microgynon® #F| '8R5 X & ramipril

i8R
17
R-warlann .99 1.00
N S-warlann 1.0} (K11
* 9
Warfarin 10 mg! 5mng QD INR 0.3 | o4t
PT Loy 115
e S cinmylesteadiol ¢ 03 mp = .
Ibn_nuylcsmllul A | R evonorgestrel 0,450 | SmgQD ﬁ;’"m‘s‘::’['v‘:' Jl:;; :(I“:
evonorgestrel me OD Tl . b
PR (BERE) - RRSH 1LY
"EME

R A &R/ AUC= AUCANF) : § &1F iR AUC = AUC(TAL)
4§ SLG (4 1 42 AUC-AUC(0-168) » Ciuax— Eanax

INR = B R {2 L3k 4 0k P 2t

PT =2k b 85 2 M

QD=fa3—-%

TIDe#a =%

12, AR LR M
GLYXAMBI 2 ke 3 # 1k0k

GLYXAMBI 3 dv #* Motformin %

A£—NEET - HARGEH AT - BTN 686 2R —HREAHBA + 115 eopaglillozin 10 mg & 25 mg H
M linagliptin Smg HRFEH L2 HOAR R &4 «

S48 & 1500 mg 5 Lk ) metformin (oA MALEMHFROR —HRESSA C DARLRNEENRARS
BZA-BARBRE - £ @IEHARE - HAIC AR T% £ 105% HBA * 8 1 DRAMRIEL S M
# oM » F% cmpagliflozin 10 me & 25 mg ~ linagliptin 5 mg » £ i Smg M in 10 mg

K 25mg HMENFAL 2N -

#2485 RRY WK GS60Y 2L malormid F IS 6 F kM5 A - cmpagliflozin 10 mg & 25 mg #t A
linugliprin 5 mg s¢# J * 4t HbAlc (p 48 <0.0001) v FPG (p 4 <0.001) F @A F KM S 2 B (LA G- B

Linagliptin

SRz EFRITE
Linagliptin & CYP K268 CYP3AY 4% & & LM 81 - 2 ahstie CYP 1 3h 800 Ja bpd 410 -
@B L4 CYPIA2 - 246 + 2B6 + 2C8 ~ 209 2CI19 + D6 ~ 2E1 + 4A1) «

Linagliptin & P-$8'% & (P-gp) < # + {e 5k A F 5T Er#] P-gp Ai 5t &) digoxin HE « AL RAMN AN 4
GR R M ARRASY linagliptin R A TR MK & Pep 2 RRGAL T4 kN -

i %3 Rkl
CYPIAS & P-pp 22 3% sk 3k & & (18 %o rifumpin) <7 ic 3 52 Tinagliplin I & B E Q. R 2 ARDAERE S RIL%
ok - [0 EZ A7) EA SR > Tinugliptin f CYPIA + CYP2CY « CYPICH ~ P-gp A & i M5 (R 5
GOCT)RXFAZRHTEBRNOTRSA -

A4 DA Wi Lingliptin 22 4B R R OB

B 3E CYP R85

LL R T
BH My WA M@k RE " | Linagliplin MM §* G/ ot M)
EEE=1.0
AUC* Con |
M 450 mp TID 10 g QD 1.20 103
Glyburide 1.75 i S g D 1z Lot
Pioglitarans 45 g 0 10.my O 1 1,07
Ritonavir 200 mg BID 5mg 201 296
Rifainpin® | 600 me OD 5me QD 0.60 0.56
THHE BERE) - RIS A M o
SE RBRRKE W/ SRR LA
AME
TR 68 AUC = AUC(O 2 248 & M E:68 AUC=AUCTAL)
QD=48n X
BID=%83&%
TID=#8 &
A S Linagliptin 80t F Mb2z 2 AL BT HHE
Linagliptin # SRS
LLE Y LR T LRSS & Mk (FRMR Ripehad)
AB¥=10
AlLCT Ui
Melfonmin 850 rog TID 10mg QD Metfonmin Lot
Glyburide 1,75 mg* 5mgQD Glyburide 086
Pioglitazone 094
Pioglitazonc 45mg QD 10mg QD W4 M- 098
A1t # M-1V 104
Digoxin 025 mz QD Sma QD Dizoxin 102
Simyasiatin 40 mg QD 10 e QD SI:::::T;I.?‘I::M ::‘,:
18
A& 6 MM Metformin 3 e $ G :31L B e GLYXAMBURS B KA 9K ¢ F 24 A e m i B
GLYXAMBI GLYXAMMBL | Empugliflozin | Empagliffozin | Linagliptin
10 me/S mo 25 myS my Al mg 28 my 5my
A e (%)
sA0 o=13% o3y usINy we =128
&40 (Fiaa) 40 29 U k0 o
BEREDGRL RER PN NE] 33 A7 06 £7
e ¥y empagiifionn 25 mg #& 10 04 06
me (4L ) (95% CIP 06,021 07, 04y = = =
WRR¥ iinaghpio 3 mg (WERF -04 45
M4 (95% CIY (06,02 (R AR - I
it HPAIC <T% Z A K (%) Bl To e ¥5(28) Y33 4300
FI'G (my/dL)
BAR n=133 =131 n=136 n=137 0=115
2R (FI5E) 157 155 162 160 156
AERIDAOPIE (W2 RTITH) -3 -36 -2l =21 -13
A empaghflozin 25 mg X 10 12 -5
Ing (21 4 & 30 (95% CIP (-18 5§ 22,9 = - -
AARN Tunagiiptn S mp (A E® T 20 21
Ha) 95 Cyt -27,-130 -29.-16¢° i u
ae
AAR n=135 =14 n=[37 n=140 15
ERR (RH): R 87 [H [13 (3 Fij
hEAD WYL % (NE kT I8E) BN B¥] 30 as k]
A empaghilozin 25 mg X 19 () 01
K410 ) (95% CIF (09.08) -0.8.0.9 = =
Tnaghptin S g (MERF 224 =27
J98) (95% CIY (-33,-15¢ 36,18’ - B -

AL R (BN ) R L] R O SRS OMMRM) - MMBM (AT B - e - e
@rS - FSRERMEEINER - B2 S HVAICY

CARR HbAlc ¥ 7% @& A © GLYXAMBI 25 mg/S mg * n=12.

GLYXAMBI 10 mg/S mg » n=128 1

3}« H Mt linagliplin S mg 756 b+ £ 8 04 GLYXAMBI 25 mS mg & GLYXAMBI 10 mg/5 my
HERRT LTI MEL R (p (K <0.0000) « 48 3 cmpaglilozin £ —58 & » S0 H At &

Fﬂ'flﬂfs'l

fifloein 250g « n=132 : anpagliflozin 10 nig * n=125 gliptin 5 mg + n=119 - k£ & &4 A % it (NCF)
Q *: vNMlﬂl‘tlI AR B S RUT I (ANCOVA) I 46/ ~ N k- AARYE - 4
HbAle .
| for < |
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Sli=

=




B3 SHERNG EKA) RF 248 (2 KNS BAR 0lTT| Kisp) &M F34 1A R1E

24 = =
E
T
5
&
£
£ . ey H.
H e i
A T
3o S — .
2 Al W —————————a i
7 wes . :
£ i
T |
§ S

|

ol

Baseling Week 6 Weok 12 Week 18 Week 24 W 24 (miTT)

Week

“Mean vhange fram baselne sdiusted for basetne HiATe, geographecal regron. And €GFR at haseine,

Empagliflozinn #3856 38 & 5 £ mvtformin 88 linagliptin % #LIE #1408 8545 A

11 faskE Lt K 2 218 2 moiformin 4 LS $ a6 BF A« DA 2 linopliptin 5 mp HA 168 ¢+ 4EIL 16
WM RIS REA SIEHBRE - R liglozin 10 mg ~ in25 mg &% BMRWi6H 24 -
AILRTERMZ R+ MXENM - gliflozin 10 mg & ! in 25 mp 54 % TR 2B HbA, -
FPG Mt (R R ¥4L) « oL 1M KA R A %5 95 A W M JR4 nciformin & linagliptio S mg 364 + 9 M e}
HbA[ 27.0 %t A + PR B M 3L » L ik 17 8 & anpaplifiozin ;64 tiik 34 HbAL <7 % B 1Z 6995 A W L
ERP (RKHMFL) (MANT) « £ empaglifiozin i$ 24 A i+ vo &M FUHF SR & R &6 © cmpaglifiozin
25 g AL-2,6-1.1 mmHg (S35 BMNA SR RGRRA LR TME) - empagliozin 10 ng g-1.3/-0.]
mmbe (MEYRAHREERFRRNRERATRE) -

a4 18 ik 0 &k (rescue therpy) M 4% 4 2(3.6%)cmpagliflozin 25mg £ 144 & 2 42(1.8%)empaglifiozin
10mg £ 304 - 4024 13 R (12.00%) % 58 42 L (26N L 3K ¥ TR A mclionnin X, linagliptio 5 mg) +

&7 MM AEU meilormin S linagliptin 5 my 47 #3E # %A+ 150 empugliliozin R Y MMA 4
fl sk WA & 2 R S

Mutfurmin + lnagliptin § mg
Empplifiozin 10 mg' Ei liflarin 25 mg' | HMM
UDAL(%)— 203 ¢
—— BT 11 106
Bm L-FinM) 247 2,97 7.96
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A Y JESH3H@HE R empagliflozin 10 mg/25 ing A metformin 7 M IE$ A GR A » H Glyxambi 10 mg/s
my R empagliflozia 10 mg A Glyxambl 25 nig/5 mg S empaglillozin 25 my ik dh i de sk B AR T 2 2 5
b 2

Metlormin + Metlornin +
empiugliflogin 10 mge empuglifingin 2§ mg
Linagliptin 5 my 3y ] Linagliptin 5 mg E1 ]
HbA, (%) -241°
N 122 124 1 i
EWM (CEHN) R4 (5] 7.82 788
*:;f’:;z;;‘g';) 033 021 58 -0
. 032 047
nEgmnn (egeinn) |00, oot
(O5S%IEMEH) 0.0013 20,0001
A )8 HoA 2T %L ALK IDA;,
<D %A@k (%) -144°
N iih Tiw [T I
LE] HOA,c<T %M A (%) 259 10,9 36,0 150
3965 4429
RRBAGR (RIR) OS%E |0 e (2097.9352)
LI P=0.0008 P0.0001
L 28 linaplignin S mg i btyaf AR L0 TH S LG & Glyaambi 10 oS me gt mefoouin - & 10 %

3 A4 M Glyxambi 25 mg/S mg e 1 metformin = £ M5 % £ 5K & 65% AL R 8 840 £ compaglifiozin 10 mg
R metformin + %% $ M2 L empagliflozin 25 mg W netfonnin »

Vst R it R KAE (FAS) (O0) Mz SAMNE ARG AMY (MMRM) MA LR HoAlc: £
¢GFR (MDRD ) “3CIPEAE -~ @) ~ (64 » LR GHR-DIP XL A - st FPG 2 h ki fFmA 25 FPG «

TR RTINS SRR KREN ARG B -

‘5tat et R A (FAS) (NCF) 452K a8 4 dmAakm HoAlc - M cGFR (MDRD) -~ 2B
B AR HDA L 27 %A -

A B MW IR (o e R 2 I =D MR AM A ) Empaglifiozin <2 s 3 bk Rt 4k

Empagliffozin W % BRR Ca ¥ AAMNR —INESEASA FUROA CQEEBARCER - Hit
BENERLHORPAERLH AT SEE DAL ASA - cnipagliflozin R -2 b 5 B 69 B %o
ik -

EMPA-REG QUTCOME 3342 & $ - - $ B - MR R » QT * P HAHKRR - R ESAHAGHRBERLRS
ARKELGR AN BEZRA IS empaglilozin S92 B MK A 20 6 Mo R 0 WM KR fL i b K AR MR
AMAREGELERE L AT FHMACEIGAR « £UARGH 120K A GLEERRSERI®R
Ho e BT ICRE R A AN SR A AT ML AL 65k SR TS » SRS OROE P9 ML
P LTS e 3T T ale 2

4L 3 7020 108 A& i M (empagliflozin 10 mg = 2345 & cinpaglilozin 25 mg = 2342 @ £ MM=2303)» LAk
P30 SRR KM %L AT A - R%AZMA - SRAIA - FHEMB O R - FHAS

2% ¢
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Z:l)n&&llz!ﬂ: (iR ER2F3Y 065 0.56 e
o .79 070
’é:i’ﬁ:gé‘;‘f“"’-*”“" (102,-055) (093, 046)
oln pﬂ(l_(mﬂl Pl
ay-24a’
N ————— 109 | oI e
Al (FHR) (2F) 884 §44 823
1::13?5!!&&1!: (iR 1 Al B 01
. v ; 28 22
AL BRER (iREMZ FHN) (3.5.2.0) (29.15)
(IS %I RERM) !
L] p<0.D00L
Z M HbA( 27 %2 & AL & HbAr <7
% Wby (%) -247°
N 10 107 [0
® 5] HbAw<T %dFHA (%) 370 27 17.0
NREDEHAR (BRL) 40 2.9
(S %IEREM)* (19,87) (14,61)
B30 s & empaplifiozin 10 mg % 25 mg fir & M bk A0 R Glysanibl 10 mits mg & 25 mgr5 mg o B3 E80

et formin <

TRE MY RE R DN A AR R Y Mok linugliptio § mg & # &5 meformin -

N5t & aris KA RA (FAS) (OC) b2 9 i ME L 4 RW A (Mixed-cTecis models for repeaicd
measurements + MMRM ) imA 48 HbALc » S ¢GFR (MDRD) + b RE 3 + @1 ~ b » URGH-EIS L
EHR  StHFPGZ W AMALMFPG - HHBEZ W FMASMAE -

VIR WIS U IR B IS KRS R KA MRS R ) -

SHM LT HLRE (FAS) (NCP) Mz REMEMHmALM HbAlc - XM cGFR (MDRD } - i1y
BIAA R BEEN HDA 2T %EIRA ¢

LB AL AL AN WA 265% AT 8 - A cmpagliflozin 25 mg/linagliptin S mg 34 % & ¥ 24 A5}
HbAL R EMB45-1.3% (RN L MR lingliplin 5 mg & p<O.000] ) - £ empaglillozin 10 mginagliptin 5
mg 5o %A R A-1.3% (MR ZAK limglipin 5 mg & p<U.U001) -

Linagliptin 5 mg /& 8256 8 R K metformin 3 empagliflezin 10 mg & liflozin 25 mg % &2 81 b1 18 6954 A
It ik sk i kol 2 8 B2 metformin ¥ SIS B AR ERA SRRk RL ifloziu 10 mp & cnpagli
25 mg A 16 « Ak 16 HEARMBE Y KIS HARA - PR linaglipin Smg LR AMYT 4K 249 -
ZEREERMZ U AT kel (meformin + liflozin L0 mg $4 i agliflozin 25 mg) it

+
# 0 SR AMER - linagliptin 5 mg ¥ TME R E HbA L (R $4E) « £ILIRARR R4 HA T LR
metformin &4 cmpaglifiozio i # - # K08 HbAL >T0%WBA A + ARBM MR - 2 linagliplin &% % it 5)
HbAwW <7 %EEMMARBER § (RMUBEL) (WRELEF) -

22

LA BAE Y + ERKEAM G R IRE B AR RA T A A MEHHLAIC2T%) - $ B R 81H HbALC 43918
BB 1% & S7%ML WA CELIARAIL 10E - R0 A S 3% « 22%M 20%M K SE S AR E IFAR
S WA HRRN - RATELHK RRF KR cGFR $410 0 74 mLimin/1L.7Am* « X0 FARE—4
3K & B4 (~T0%) I B35 68+ L.45 motfonnin (74%4) « BB K (48%) ~ 88 & 4 @ H5(40% ) =1k
Mk By-4 (dipeptidyl peplidase-d)¥p$I M (11%) -

AEDEAH URANE RTOHRMARILE - o TEA - LIF—HEKR L $HOVOUT %5 1 RIEX
LA SRR i (T6%) + P BL(23%) M SRR (21%) » B B 0§ o KRB0 B 136 mmip > SRR £
A% 76 mmilg - LDL £3444 & 86 mg/dL + UDL 594 & 44 mgidL - A% + &% & # MM BHIL (i(UACR) $14

WA 175meip e HARE  HH BI%NGZABLT LT LR ARIPHN - 65%METHRKN - 43%8%

AV AY + T7% o stalin M4 - BOYRRR IR AMR (R 4 A S R E RO -

EMPA-REG QUTCOME 30k t9 £ B IR3J5 i A £ § KB £ TAFR R vHF HMACEINFHN - ERF L CHE
FHENSRECAFRRACAGL FRGLMREMDAFRFETR - ki MK EHARIH 10
M5 mp MG SR - SEH RSN QRRARRL 13 - &M Cox b REMHARELE AR ROKFAZ
& Rvtt (hazard mtio) AR H 4k CURSHEAE ¥ AR 4 FAR R KE L ahRaiH - 0 M ik
SRIEH P H ML AR —HAUR -

EmpapliNozn TN RV R LB At » PEFHBUERE AR S4B 2 204 IRERRHR 2
086 & 95% ST I 0.74,0.99) « ststFwk R har MM S R X empaglifiozin iz 4 WA 8- do T K H - AL EK
EREMHHR 062 : 95%{ERME M 049,077« sk @HcRBEE L EREH ¥ AMERN KRG AR
WA A4 5)« 10mg v 25 mg cmpaglifiozin M E B M KRB ERGHE RSN VHHR -8 -

A9 EERRENERABES BT & SRR

-_Eﬂil Empaglifluzin “xi:”
N=2333 N=4647 o
CATREET - MUK
ERARGH T RAGESHR 282 (12.1%) 490 (10.5%) Q.86 (0,74, 0.99)
(2 h k81 ana)
NEGFHCTHES < 121 (5.2%) 213 (4.5%) 0.47 (0.70, 1.09)
RREOULTR - 60 (2.6%) 150 (3.2%) 1.2410.92, 1.67)
chadBRART: 137 (5.9%) 172 (4.7%) 0.62 (0.49.0.77)

BLAsETURIRLE V—iRuddhutud)
PR MR Z p- B R)S 0.04
TFHAR
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AL m T - & T LA mellomiin & ¥3% » FALK A E 28% « BI%H L DA DM JLh R s » %L KM
BAEAGRY L SURMERN TR THRMA T%ALRERA TR E -

KR ERWEEEEY  NRAAFACKAFIESARFHS (MACE) Z4H2E- R - g XSMAF
FAFHHOLALCaRRORTE RO CIUEE (M) LIERFESE « LB K HIRRTY » WA
KEHMR GRS 1.3 » Bk 356 {25k AR M lioughiptin & 362 fr8 A M plhimperide &4 ® X o B F e
AAREH - EXSHATIRGE LFHGT L £0H M6 A 5 linaghiplin 765 @ F 1000 KAFRE 207X
A plimperide SE R AR & 1000 2 A £8 2 212 ¥ # - Linaglipiin 48 43¢ glimperide #9 MACE 512tk 06 &y
D98(9S%AL KIE f:084,1)4) - AEMERM O LRGN 114 AR FA STyl RILMA 13-

13. 6 XA
niex
GLYXAMBI (cmpagliNozin A linagliplin) &2 # :

10mp/S g M © SR MEZ AL - ik RRB NN —ERTTRURBEANRY  H-8
EpUF 1105, « 21000 8 H R K -

25me/Soig 4t RN d - BREZAM - Fih EARHD AR ~GRPH EEBIB RN RN - 5~
WEPKT T255, < 2-1000 SFBIERX R -

132 M

S8 R A

DIRHFHS

AL A I0°C LT«
[RER 5.5 % 2 23 )

HRERNLE RERG AT LR -
H AR G o

.:1-3.3

& oA A - linagliplin L F € #AEAMNAARLLHRRBEGRH R4S ASRHERT UK (F oF
FRIERE ATRABLEL ETEFCRLCL) BAAMKEOREEN - MAAAESRALE S
U S PP GLYXAMBI S W /37 2 $IER L Z K (5.0.0)] »

HET§
HEOAARMT ELTERAALGARELRAN « # A& M cupagliNozin 5 - RARBRE S KM - F &
RESEZSFMHARSA BN TAY - REFAALRERAINRT S OE KW PRI LA R
BEPSLY c HARRARRBRAM TS HLR (ClsR B WA - KRASARD) &AM

GLYXAMBI & & Ppsx W [ 20K SRR LS R (51.9]

HIORMARA Glyxambi TR CSL B A ENKGBER » FHARM L LG - HRNL&F 2R
HRFRLSEFH (3] SloB ABARTER R G Coa B AR - WA LH K R

Eﬁa*
Mg 51

SE

HuadBEAREHT  cmpagliflozin BN &M E EA O AFZATFAAPU— K &4 cGFR A 30 5 ie9n
45mLAnin/|, 730 ##5 AUardiance S5 8 381 & X MM 18V 5) -

UL R P < 9. 2% ML IKA & A HERB R A + 4 EMPA-REG OUTCOME $KaR )y % » I £ 1288 463 4 %
ToRERTRHAMP UM VAT RERT  Fob P EARTRE IS + BB GR AT R EOEE
empaglifiozin £ & 2.1% + BELXBELB 24%) ¢

Linngliptin < da 4 32 4~ 4 1Ak
CARMELINA

CARMELINA 1Mk » #194 B — BB ES AARALRR X b LT WARE €255 A% + 15 linagliplin 14
ChAFRROBE LS S P - PR RIRA A BT - A linagliptin J6 8 m (N = 3494) 8 R S M (N=
3445)(F 2 & 1709 B0 AR IR » 4L AR 3 linagliplin 4% BRI ERAMA R4 o T AN T 8012 85
EERANA R RERURL ERF R B EH (MACE) 69BN « M s 1 & (LD 22 & - By
PI%ERLAATRBRE - MALBRMEZERS B4 4 V%G« R R0y HbALC B 6 5%~ 10%A
RAEBRAANLE X AT RA(E I0%AL NE 50K R 5k K204 cGFR X UACR B K T) (&4 42%)
&AW S RS 1R%A LR KT

By FHLEFHE 600 LRAMT %Y K - S0%NBAHA  I%BIHA  6%h LA - HbAlC

FH0E 0% RSN Dok M P A B 15 F - WERH BT ROBA » & 17% - RHex
£ A ¢GFR <60 mL/min/1.73 m? » & 62% = ¥ H) ¢GFR B S5L./min/ L73 0 » 27% € KA ARR Fh i

F 4 (¢GFR 60-90 L/ nin, /1,72 M%) * 47%2 k& & + A R & F (eGFR 30 £ <60 mL,/min /1.7 m)H & 15%
By AR A DEGFR <30mL,/min/ 173 m2) « 7% INEBMEY —ILRAEL MBS - FUARB L
KB b 57% metformin & 54% - MEE RS 12% « 9% AR RABMN Lk B Rih - T6% L REBNR a
Kith4g - St 2% S T MR A ISR § 62% » CARMELINA AR e & RIFE 2D © FRRBRE AR
A REF RFH (MACE) ZA2E—RAMY « FACKRFAFENZAD i KRR KR S

BHEE (M) &S SH VA - R BFFHVRTY  MARTRRLAZBERDS 13-

B3k 434 % AN linapliptin & 20 R AR A X BNEL EACKRAFESTAFH  FASRAPEKLE
RE4ASLEDLHMES R T BNBLEG 1000 5 A XG4 563 K F 47 linagliplin 6 £ w4} 1000 5 A 4
&4 S7.7 XF M+ Linagliptin 2 Q25 KM 8 MACE BRI 014 1.02 (95%{5HI& M 089, 1.17) + LIEME
M@LRES LT SRMARLARRILY 13

CAROLINA

CAROLINAGRK » B R 2R AARALAE R ChT R L/ §#w b BRMBEE 11 livagliptin
HoaFEROVE  ARRRA S SE CRIMS A CH - X linaglipling N=3023 o glimcpiride (N=3010)
By A 47 $E %) (Y BR IR LAAR « JL TR WA 3K linagliplin & plimepiride 4 MRS AR L & F ARE F AR L4 -
ERGEHB L FAR Kot FHMACE) MRM ¢ bAME RS P 20 6.23 5 » RIF 99.3%K M 04 7555
HERHE

MAARBEVRZEE R EH R Y RARLAALARIEN R L(ZKARILAB TS 65%-85% &
65%~7.5% AR KRR RYCRESUER) AF AR BMOANA T A T XLBENET
3%~ EM2T0 R I 2 W PR M A B G 20 E - RS 140minHE « F e bk - LB R R 01D
2135 np/dL)

SRS FIYLAKE N0 G4 R, - KA KT GO% B BH - TINH G MA » [9%B THMA » 593 KA « HbAle
AR TIS% R SR A REANERE RO 705 - SRBR AT X BRAL M%  RAEF
2HALKSY GFR <60 mLmiv] 73m* & 19% » )9 cGFR & 77 mlLimin/L 73 m* - 9I%ARKERRE Y~

2%

WA ALKRK R OTRE (TRANEKR) » SRR R GMHEDR - IWIRIH AR B RE
RGN [ FEREREBFRC)A)]

L LVESL LR L8 L LAY,
& 20m A GLYXAMBY it B kU2 M(M ko RSk K80 KM B XM ot ¢ SeBcnd i
fR BATRAEORE FINEN L EAME » 50LD Ba g WEM/F LN FHEALEEKS1S)] -

SEAEH B KB KR

WA domA o RAEM cmpagliflosin( A RUF (%5 )53 LB TRALR O LR KIESORM » EREA -
WELABIAREANBRAHAAGLZRA - FLABBREFMIRNBICCE AN S0 BUWR/H
LHPHLELFH5I 6] -

 (4v
WEWEEBRATRGLREORBER  EHME AR LR NDERPE IR TR & hoi AT
G BB UAMSEAANSER /L FHRLLEL(5).7)] -

A3 HER 4o

ML ARBATRELRIHREE A CRAMALENEL ) LALKHEA AT HRARAIE K&
RK o RNHEHEPAHEAROBAFER MU ORMALABLALAAR) AR ARKAR TR - 3
HRBATEACHEEE  MAMUARKERLN /[ HEEFAI LKA (5.17)) -

AMAS

H & doxy A empagliflozin % linagliptis (GLYXAMBI 65592 —) LW  # 5 RS EBUAN » His
Ml A TR KR - R E AR ARG (N~ A XA - BOH - KRR
KA A - FMARELMS > TRIAKFARS RN - 284N GLYXAMBI 2o rr R B /4 PR R
¥ 2 s PRIt

J A £ k3 XA LY
HEloRALM DPPA P UNAUR TR AL BEHHHLRZUNAL A TRENRAR | RARFLE
3 - leRANRBERIMPALEN - 2IRNLPUE [HLRFELEFASIIY ] -

AR X

Wt dor A - & A ILER b KT Gk SOt SR + AR A 0 I S UMK R SUI SRR
EFH(5.1.11) |+

pa s :.|

LA AA - WA GLYXAMBI MAXRD W ZRHEALERE ¢

i3
WA SRR A RAETRA BRA 5 GLYXAMBI 0% 7T 6 #40 LG KO Fe/ 3K & 1f 1 K00, 8 5
6.0] - MEARRRLRES OSA - ALBEHER S U & -

=il
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GLYXAMDBI tablets are avalable tn two dosage strengths containing 10 my or 25 myg empaghtlozin in
bi with & g linaglipti

ghp

1.2 Excipients

The inactive ingredients of GLY XAMBI aic the following: Tablet Core: mannitol, pregelatinized siarch, conn
starch, copovidone, povidone, talc and mag stearate, Coating: hypromellose, mannitol. walc,
titanium dioxide, polycthylene glyeol and ferric oxide. yelow (10 mg/3 mg) or ferric oxide, red (25 mg/S me)

1.3 Dosage Form
film-coated tablcls.

1.4 Appearance

GLYXAMBI tablcts arc a combination of liflozin and linagliptin available as

« 10 mg empaglifiozin‘s mg linagliptin arc pale ycllow, arc (nangular, flat-faced, bevel-cdged, film-coated
tablets, One side is debossed with the Bochringer Ingelhcim company symbol; the other side is debossed
with“10/5”

= 25 mg empagliflozin/S mg linagliptin are pale pink, arc wiangular, flal-faced, bevel-edged, film-coated
tablets. Onc side is debossed with the Bochringer Ingetheim company symnbol; the other side is debossed
with “25/5".

2, INDICATION

GLYXAMBI 1ablets are indicated us an adjunct to diet and excrcise w0 improve glycemic control in adults with
type 2 diabetes mellitus when metformin and one of the manecomponents of Glyxambi do not provide
adequate glycacmic control; or when already being treated with both empagliflozin and linagliptin is
appropriale.

Empagliflozin is indicated to reduce the risk of cardiovascular death in adults with type 2 diabetes mellitus and
cstablished cardiovascular discase However, the cilectivencss of GLYXAMBI on reducing the risk of’
cardiovascular death in adults with type 2 diabetes mcllitus and cardiovascular discase has not been
cstablished,

Limitations of
GLYXAMBI is not reccommended in patients with type | diabetes melliws. [t may increasc Ihe risk of diabetic
ketoacidosis in these patients [see Wirrnings and Precantions (3.1,.2)]

GLYXAMBI has nol been studied in patienis with a histery ef pancreatitis, It is unknown whether patients
with a history of pancrcatitis arc at an incrcased risk for the development ol pancieatitis while using
GLYXAMBI fsee Warnings and Precaiaions (5.1 1)},

3. DOSAGE AND ADMINISTRATION
3.1 Dosage and Administration

3.1.1 Prior to Initiation of GLYXAMBI
o Assess renal function before initiating GLLY XAMBI and as clinically indicated fsee Warnings amd
Precautions (5.1.3)].

Glyxambi® 10/5 mg Film-Coated Tablets
Glyxambi” 25/5 mg Filin-Coalted Tablcls
“The product should be used by physician preseription

1. DESCRIPTION
1.1 Active Ingredients and Strengths

GLYXAMBI tablets for oral use contain: empagliflozin and linagliptin

Empagliftozin
Empaglifiozin is an inhibitor of the sodium-glucose co-transporter 2 (SGLT2}

The ehemical name of empaglifiozin is D-Glucitol,1,S-anhydio-1-C-{4-chloro-3-]|4-|[ (38)-tetrabydro-3-
furanyl Joxy pheny! jmethyl|phenyl |-, (1S).

The molccular formula is C23H2+ClO7 and the molecular weight is 450,91, The structural fonoula is:

YOR®

Rmpagliflozin is a white 10 yellowish, scopic powder 1Uis very slighily soluble in water, sparingly
soluble in methanol. slightly soluble in cthanol and acctonitiile, soluble in 50% acetonitrile/water, and
practically insoluble in tohiene.

Lirugliptin
Linagliptin is an inhibitor of the dipeptidyl peptidase-4 (DPP4) enzyme

The chemical name of linagliptin is 1H-Purine-2.6-dionc, §-| (3R)-3-amino-1-piperidiny||-742-butyn-1-y1)-3,7-
dilydro-3-methyl-1-|(4-methyl-2-quinazolinyl}methyl]-

The molecular fonnula is C2sH:xN+O: and the molecular weight is 472,54, The structural formula is:

HH,

Linagliptin is a white to yellowish, not or only slightly hygroscopic solid substance, [t js very slightly soluble
in water. Linagliptin is soluble in sparingly solable in ethanol, very slightly soluble in isopropanol,
and very slightly solublc in acetone

GLYXAMBI

o In paticnts with volume depletion, correct this condition before initating GLYXAMBI {sce Harnings and
Precautions (5.1 3) and Warnings in Speciol Popudations (6.5, 6.7)/.

3.1.2 Recommended Dosage

The recommended dose of GLY XAMBI is 10 mg empaglifiozin/S mg linagliptin once daily in the momning.
taken with or without food. GLY XAMBI may be increased to 25 mg empagliflozin/5 mg linagliptin once daily
{or additional glycemic control

3 Specilic Populations Dosage and Administration
Dosage Recommendations in Patients with Renal Impsirment
GILYXAMBI should not be initiated in patients with an ¢GFR less than 30 mLsmin/1,73 m*

No dose adjustment is inceded in patients with an ¢GFR greater than or cqual to 30 mL/min/1.73 m®

GLYXAMBI should be di inued if ¢GFR is p ly less than 30 mLimin/L 73 m* /see Warmngs and
Precaudions (5.1.3, 5.1.5) and Warnings m Spectal Populations (6.7)]

4. CONTRAINDICATIONS
GLYXAMBI is contraindicated in paticnts with:
e Severe renal impairment, cnd-stage renal diseasc, o1 dialysis /see Warningy in Special Poprdations (6,73

o Hyp ilivity 1o or any of Lthe excipicnts in GLYXAMBI, reactions such as

anaphylaxis, angiocd iative skin i urticaria, or | hial hyperreactivity have occurred
{see Warnings and Precautions (3.1,8) and Adverse Reactions (8)].

5. WARNINGS AND PRECAUTIONS

5.1 Warnings / Precantions

5.1.1 Pancreatitis

Acute pancreatitis, including fatal pancreatitis, has been reported in patients treated with linagliptin. In the
CARMELINA trial fsee Clinieal Studies (12)/, acute pancreantis was reported in 9 (0,3%) paticnts treated
with linngliptin and in § {0,1%) patients treated with placebo. Two patients treated with linagliptin in the

CARMELI\A lnal had acute p itis with a fatal . There have been postmarketing reports of
acuie p . includi fntnl itis. in patients irealed with linagliptin,
Take careful notice of | ial signs and symploms of [ itis, Ify itis is susp

discontinue GLYXA VIBl and initiate appropriate management. Ttis unknu\m whether patients wuh a Ius(on’
of pancreatitis atc at i d risk for the devel of pancreatitis while using GLYXAMBI

5.1.2 Ketoacidosis

Reponts of k idosis, a serious lifc-tl 14 requiting urgent hospitalization have been
identificd in clinical trials and postmarketing survclllnnu: in paticnts with t)pc | and type 2 diabetes mellitus
receiving sodium glucose co-transporter-2 (SGLT2) i inclhudi (if) Fatnl coses of
ketoacidosis have been reported in patients taking In plac E‘ lled rinls of paticnts with

| type 1 diabeics, the risk of ketoacidasis was increased in patients who reccived SGL T2 inhibitors compared to
| paticnis who reccived placebo, GLYXAMBI is nol indicnated for the reatment of paticnts with type 1 diabetes
| melliws fsee Indicetions and Usage (2)].
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