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Linaglipsin & P-4 % & (Pgpd £ 5 « £RRE T TR Ppp ANLA 6 dipoxin L+ TRBRE S HRHLE

AR AR - SR linugliptin R A TIe N Pyp 2 RRMAL ZEGH -

BB LR

CYP3AL % P-pp 4030 R85 §E B (o sifampin) U2 F 2t linapliptin @8 B EH 8 LI ANBAERHFRE

o, - [ JE A7) (8 I98E WHT + linagliptin 8t CYPIA ~ CYPICY ~ CYP2CS « Popp A & hH AT HE &

QO X FALRME LR ETRLE -

X4 HA RGN Lingliptin L2 AL E R

RALFHLR
R R SR RGNRERE | Linagliptin @R R £ - (F R A #Eemti)
A E=1.0
ALY Conex
Metfonnin 850 me TiD 10z QD 1,210 [)
Glybunids 175 mee Smg G0 100 1,03
Pioglilwone 45 1ng QD 1amp 00 1.13 1.07
Ritcunis 200 ing BID Smgt 201 296
Rifanpin® O ing Q0 Sine QD 0.6 056
PREF(BERR) - B Ay
CEMERERUR[FLRE LMD
Rl
SR B AUC= AUCIH £ 24 18) ! § 8% i AUC = AUCTAL)
Q=40 -5
PID =4 5K
TID =48 =24
A S Linughiptin R ALz o258 5 OHT
P BAFHLH
B Bl TETTEY Y TR Ring AR Tt R R
BE*
A =10
ALC Cenax
Mctlonnin $50ng TID 10mg QR Metlennin 0 0.59
{ilyburide 1.75 mg* 5mpQD Glvburide 086 085
Fioglitarane 004 0.86
Piogliavona a5 my QD 16 :my OB L dr M-I o 06
S E MY t04 105
Dizoxin 025 maOD Sz D Digaxin [X:F] 0.H
Simvasmin 0 mg GD ) mg QD si-sn:::::i:::i J :';‘.: :,l?
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F O HE RO Matforndn I A 000 vl GLYXAMBLAE SN QAT 3 24 AHARER

GLYXAMBI | GLYXAMBI | E Limagpti
1Bmpss g 25 wmpsS g W mp 25 ey Sug
HhATe (3]
AAL 1138 [ ER] g yaidY nel28
RO (533 X 24 §4 50 10
AR GREmERENE) K iz 47 04 97
4 11 & anpagliftata 25 g % 10 0.4 A6
g (3 AP ) 955 Oy 0.6, 0.2 (07,040 - - -
e sr dinaghptin 3 mp (R IF A 03 )
LH) (5% T 06,038 -7, 03y - - -
& EAIC <7% S AL (A) FH3E) 76 (1) 359 1508 3136
FFG (mgdly
AT =133 131 w136 nel 37 [
& AX (95} 157 (i 163 LRI 1%
RIERAREFELAR S BY) E B 2 = -13
b anpaglitham 28 mg & U 32 RY
e {55 48 10 ) (955 (18, -5, 2299 - - -
AR lngliptin S ep (A LR =20 Eri]
15 (95% Oy (-27,-13F 29,1641 n - -
nE
AL s [NE] w137 w140 =128
EED I oK 7 85 %§ (3 85
B RGO e (T ) EX] EX EX] EX] 57
T 828 copaghfiois 25 ag % 10 o1 [X]
g (7 B2 4 148} {95% CIF (08, 0.5 0L, 19y B - =
dazar braghpiin § g (T4 & 24 27
1383 95% CIF -33,+157 {1018 - - -
TR QP RTT (EEE R )RR L A A AR (MMRM) - MMEM {RA 8 B Babie - 12

i HreesE LR~ B20 BbAler
P2 HbAYC &4 P05 5B A P GLYXAMBI 28 img’5 1 - 22123 § GLYXAMBI 18 ma/s mg » 28 3

371+ {3824 linapliptin S mg #5428 8 84 GLYXAMBI 25 meS g & GLYXAMBI 10mg’3 mz
£ 6 RS Bl R IRE K B (p 1 00001 - dadedt empuplifiodin R —Siab e+ B AR

peliNozin 25 mg + n=132 iftozin 10 mg » n=125 3 linagliptin § g » o= 159 r % L85 & TU{NCF) -

001 fos Fi A 4<0.000]
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Ewpaglifiazin F1 8255358 2L metforain 58 linagliphin £ 25 #4848 A

FEAK ot A AR HE L malomin i H Ak A e SRR L linagliptin Smg 648 167 < £4L 16
ALk AR A RE  5iaE ompagtiglosin W0mg - liflowin 25 mg & % SBA T 29 -
LG TEHM R RaEE liffazin 10 mg 34 clitozin 28 mp %88 TAF 2 HbA, -
FRG A E (RAI RS ) - SRRk NI ATH 25 A Yy REAE RS netfonnin 52 linagliplin 5 mg 6 8% « SEE A1
HbAw 2TOBOFEA « RE DAY  HLDTIEHE & empagifodin frab (h3E 3 Hbdy U B B E A F A
¥R (ARIMEN) (HEETY » & ompaplifosn #8424 M & - SR RFRB YR ¢ ompaghiflorin
25 mg H-2.6L1 mntlg (NEHARMERERASRSNRE AFRE] - empaplilesin 10 my &-1.3-0.1
mmby { e B R R RRHE) -

Hdg 24 34+ defRifrl (rescue therapy) B 52 4 (043.0%)enpagltittorin 25mg £ 305 & 2 {2¢1 83)empaplilodn
18y £ 2 - 4424% 13 fR(I2I060F ¥ 52 Ry 2 24 W ST B A inctfonnin X Ginaghiptin 5 mg) »

&7 A& meformin S linapdiptia 5 ma 3 stiE 6 MR A + 1 H copapliliorin MMM S S
Jo f ks SRR T A

Met{orain + B intin § mg
Empaghifiozin 10 mg! Empaglifiovie 35 mg' | 88’
HiA (%6) - 24 1 °
N [[i5] 110 106
B (FHE) 757 7.97 TG

21

A8 ESNAM I ompaglillazin 10 mgiIS ma & metlormin F S $TA MAE A ¢ it Glyxambi 10 safS
my # empuglifiads 1§ mp & Glyzumbi 25 my/S my ff crepaghifiezin 25 mp St A bk ISR & o2t
4

Mutfnrmin + Metformin +
pagliflasin 10 mix empaglifiozin 25 mz
Linagtiptia 5 g, £xM LinzySiptin 5 my N
1ihay, (%) -2437
N 122 123 104 108
B {(F0) £.04 803 7.82 .48
?Kiiﬁ;:ﬁ:) 053 a2 038 .10
- 2t 032 047
r?iif:’;;g :;}i‘i e B (066, -D28)
L ) p<0.0008
EM hAL27 Nz m A A HhA,
<TURB LR (R) -2
N 116 139 100 107
L H HRAC<T RaHA (%) 259 19.5 36,0 15.0
. EX .

ARDBER ERIE) (5% {:.'r?ffsm) :zo;fl:ass)
nam)’ P=0.0008 Pt 001

KL a RE lnagligin S mg A4 b A2 13 41 % 4 4 & Glyxambi 10 m/5 mg &= & metfommin - % 0 & &1
484 £ Glywambi 25 ma'5 mg ke b snerfonmin - B & 5 2 E 2 RATE R AL % {4 L empaglifazin [0 mg
1 metformin - £ 5 583 b cmpaglifiovin 25 my 7 mcifommin «

VSN SR (FAS) (OC) AliTr Rt md 40 4ot 8 502 (MMEM) A dz HbhAle - £
oGFR (MDRD) ~ BN - B « i > SR HS-BIFEEHRM « 5 FPG & M Fien &0 FPG -

FRR bR ATERLE T ST R B M S MM B — ER e

PSR iR KA (FAS) (NCF) iz B ¥ 24 #MASRM HbAlc - A4 cGFR (MDRD) ~ uti
WRE D IR P HbA, DT MR A -

HEA YRR bR R A S B MR GE A ¢ Empnuglifozia < & F 8 KK

Enpagtifionin 1 A SHERAVH S T 50 MR LR MAR LARA 1 A SR BNk 88 AT RE - 1
BARHHTLNRH LA FREAS ZEREREASLA « coipogiiflorin f R & FEIa B+
Tk~

EMPA-REG OUTCOME S8 % § ¥+ FE ~H{AST 2~ /W - FHRMRE » § AHHABRSERLLy
s vt ~SN A A v LR spaghiosn FLE B AT A0 1 PR 25 B LR R AR T AL T 2 2 65HE
ABASUALE B AT Res i FFAQEACE B » 0200 0H 12 B (FR oot s B R A&
T2 PTRUSRE A SN MRS R IS EEHLE I Rk 185 » 2R R P T
FR AR MES AL .

B 20 40k ARG i tompaglifiozin 10 mg = 2345 | cinpaglificein 28 mg = 2392 1 2 Had=2333) ¢ B4
TR SOER  AH TIRAQINET A ABA - DUHSHA  THEEA - FIRLELR 61 - BB

Tk

Z?*"”S"E'h (Rematn 065 056 at
st 079 2,70
ﬁ:;ﬁﬁ”;g é?f‘““"“ {102, 055) (095, 045
s p<0,0001 PO
M-
N 109 110 106
&R (Fi) (2F/) 834 A44 %13
é{:#)m&mz&ﬂ: (REf2 Y a1 25 o3
= 28 33
HEANRL (RARZPHR) (3521) P
(I5LEMEM) <D 0 pOB01
%38 HbA 2T %235 Ask & WA, <7
HBMERH (%) 247
N 100 107 od
41 Bhde <T Rl A (%) 30 3 17.0
AEHHRE (BT A4 29
(OSYe B ¢ {19,87) (14,4.1)
KB E ompaglifiorin 10 mg ¢ 25 mg 4% 2R A RS Glyambl 1GmpsS ma & 25 mpSma e b T30k

metforain »

TELBG RE S MM RGN AR E B b L Enapliptin $ mg $ % 555k nedormin +

PHHE AW E LR (FAS) (OC) ML S 4aT R it -t sh 28 B3 { Mixed-efects models Ror repealed
measurenens « MMRM ) A L85 HbAlLe » £ cGFR (MDRD) - HRlRE R - @15 » 564 « MAHS-FSE
ZHH - SIH PG FMA LM PG - SR E2 i A S MU E -

aA skt AL IR A Rn L AU a - Rh -

Fipeh S5 E (FAS) (NCF) M2 & & B2t 9 29as A 0 HbAlC » £ 3 eGFR (MDRD) - a2
SRR RN HEAL ST MAGA -

A-BHADBZER MhALZEIRES AT 5 « £4 empugliasin 25 medinagliptin S mg 624 % 24205
HbAL REMFER-1.3% Chrderic B M linagliptin 5 mg #) p<0.0001 )+ j&4 empaghiflozin 10 metinagiipdin 5
my R A F H-LIY (fafF£ 8 MR Doglipin $ ing &3 pr0.00G1) -

Linagliptie 5 myg B #8868 Rt L3

spogtiflusin 10 myg 5 cmpagliffosin 25 g 1§ 252 51508 B35 A

85 7k Wk K AR B 2 metformin A SRR 4] A b Wih A v b b BT RR % cepaglifiosin )0 my 4 empaglifiozin
2536 16T « fak 16 M LI RIER SRS A R - YR Ninagliptin S g A S AR 58 259 -
HRLFHAMRLR - £SE G (maifornin 4 empagliferin 10 ms & in+ empagliftozin 25 me) &3
i SR AL ¢« Limplipin Smg BT SRS MbAs (JRIRFL) - LARSMMME R ATt
ntformin £ enpaglifiosia it « 1AM HbAL 270 %05E A A B N K - 54 lnaglipin s bt 1
HbAL T HARMHBARBERF (AAITEES) (REALB) »
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ERAVIT - ETDBIIMRT XA QRSB A T AT L2 (HDAICZ T » RIS HbAle £ 1948
B AL B8 STNAL N ORI BEGAS 05 « S U A II%  20%H BT RS AN AL
YA FRAY - R BA AT RA L cGFRFIA T4HmLmind T3’ » LRI S - HAILE— 18
(B0 2 B -ONMAN B R R4 + 45 motfonnin (T4%3) « 3 A F0485) « RS L8 R E1 o1
Erkei-4 (dippiidy] peptidase4bbr 412 (2 8%) »

BB A GH A S TR RBRS AT o F R S-S R § BISORT R § 12T
TR B RATEN) « P REIDAE 2B RRACIN) - AT 25t KRS IS 136 unHg - SRR
.5 THmaHg - LDL M A 86 mgidl  HDL )5 & 44 mgidh, « K98 4 f 4 72 SLOLME AR ((UACR) 93§

B 1T mp'e » BRI BH SINHRARL T RET AR & RI0E « 5MRL L MREA 3%

A T 2L ealin A4S © BOSHIR R SR Sl R AU A AR L )i

EMPA-REG OUTCOME R85 5 W R R HE T REL TR RS BFHMACEIME » £AF A cR¥
FHTRARECAPREAS KL FRGEIUEEMDA IRV » S HREE S AL M4 10
RIS mg A T8 - ANTAN A SHRRA L3 - 48 CoubWERBAARTEEX R Lo RERL
Efrthand miol b R FH  BAFEATEH  MERANAT AT HEGRAH - A SR KL S
e SR A Oy -

Ewpagfilosin FEHRFRF QLG HE LT » RS CHRYEEF T E A B2 E T AR GG RHR
GEG I OSHIIHE I 074, 0.99) » RIGF R SR E 62 5 conpaglifiosin fan 8 20 490 £ 5 5 B+ BLA S
ERAAAHR 2 0.62 5 95% L IE M 040,077 + AR RIEE LI P RRMM AL SUE LA 9
RAE 440 5) ¢ 10 mg fu 25 my empaghifionin £3F 5 09 B 6V ST G I E e S S e — 5k -

R ARRBRANERNHEAFDBF Gt

3.3 ] Empanliflozin i,
Ne2233 Net687 Pvaviiid
(95% CI}
LA - paédHuniE
FRTRALA EWIEEGRS 282 (12.1%) 490 (10.5%) 0.86¢0.74, 0.9%
(E4RB L
AR oER 121 (5.2%%) 213 (4.5%) 0.57¢0.70, 1,09)
FRAH A 60 (26%) 150 (3.2%) 1.24(0.82, 1.67)
hFERRY 137 (5.9%%) 192 (3.7%) 0.62(0.49,0,77)
ML THEM AR Y — SRR aL )
VRGN R prR (SRS D04
hE 2202 )
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b5 B3 - TR malformin b K35 GRS A RS 28% - BPCEE WL BRI A AL R - AN AR
MIFAE RS A2 OB A ARTHRGA TSR MEE

WIS FIPRAEEY  E AN RCBATIES T RES (MACE) 22 ip— Mt E] - EXUEAF
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Fhusn AR B L AN Py - PR MU L BT - o Dinagliptin N=3023)ie glhimepiride (N=3020}
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PR RS 1005 2 2, Glyxonibi® 1025y Filin-Coated Tablets (18655 # HeF & 027074 35)
BT 5 BRI 155 F 5, Ghyxamibi® 25/5mg Film-Cozted Tablets (455 @235 027073 48)

HETBBNLESA
HLBELEI2E Y

L E2

Rotteador! Pharma GnbH
Onxtenlelder Strafle 51-61 55320 Ennipeslah, Germany

AR
Rattendorf Pharma GmbH
Am Fleigemiahi 3, £9310 Enaigerdoh, Goemany

B AT R A
Bochringer Ingethein International GmhH
Inzeikeim am Rhein, Gennaay

R

EATRERBE RS XALA
HAFRERLBEZRIV 125

25

GLYXAMBE tablers arc m:uiabic in two dosage sirengths ¢ontaining 10 g ar 25 ing empaghflezin in
bt with 5 g limagli

1.2 Excipients

The inactive ngredienis of GLY XAMBI are the following: Tablzt Core: mannitel, pregelatinized starch, comy
siarch, copovidone, erasporidone, tale and mugnesium slearsie. Conting: hypromellase, manniul, ule,
titanium dioxide, polyethylene glycol and ferrie oxide, yellow (10 mg/5 mg) or forric oxide, red (23 mg/S mg).
1.3 Dosage Form.

film-coated ablers.

1.4 Appearance

GLYXAMBI tablets arc a combination of ecmpagiiflozin and Hinagliptin available a3

= (@ my empagliflozing mg linagliptin arc pale yellow, nm mnngul:u' flat-faced, bevel-edged. film-coated
tablets. Oue side is debossed with the Bochringer pany symbot; the other side is debossed
with “10/57,

= 25 mg empagliflozia/s my linaglipiin ace pale pink, arc tiangular, flat-Feed, beveledged, Rlm-coaled
tablets, One side is debossed with the Bochringer Ingelheim company symbol; the other side is debossed
with “25/3",

2. INDICATION

GLYXAMB 1abluts ar indicated as an adjunct 1o dict and excreise 1o imprave glycemic contral ia adults with
t¥pe 2 diabetes mellius whes merfonmia and one of the monecomponents of Glyxambi da not provide
adequate ghyeacmis sontrol; or when already being weated with both einpaglifiozin and inagliptin is
appropriats,

Empagliflozin is indicated 1o radute the risk of cardiovascelar death in adults with type 2 disbeses mellitus and
cstablished cardiovascular discass However, the effectiveness of GLYXAMBI on reducing the risk of
cadiovaseular death in adults with type2 diabetes mellitus and cardiovascnlar dissase has pot been
rsiablished.

Limitations of Use

GLYXAMBI is not recommended in patients with type | diabetes metliws, It may increase the risk of disbriic
ketoasidosts in these patients fsea Warnings and Precautions (5.1.2)].

GLYXAMBI has not been studicd in paticols witha history of pancreatitis. 1t is unknown whsther patients
with a history of pancreatitis are 1 an increased risk for the devclopment of panereatitis while using
GLYXAMB fsce Warnings and Precawiions (5.0.13.

3, DOSAGE AND ADMINISTRATION

3.1 Dosage and Administeation

3.1.1 Prior fo Jaitiatios of GLYXAMB!

= Assess renal function before inttating GLYXAMBI and as clinically indicaied fser Warnings and
Precautions (3.1.3)].

Glyzambi® 10/5 ing Filsn-Coated Tablets
Glyxamhi® 255 mg Filn-Coated Tublets

The product should be used by physician prescription.

1. DESCRIFTION
1§ Active Ingredients and Strengtks
GLYXAMB! 1ablets for oral use contain: empagliftozin znd linagliptin,

Empaglifiozin
Empaglifiozin is an inhibiter of the sodium-glicose co-transporter 2 (SGL12).

The chemical name of smpaglifloain is D-Glucital, 1, 5-anhydre-1-C-(d-shloro-3.Hd-H(35 M etrabydro-3-
luranylfoxyipheny] methyliphenyl)-, {ES).

The moleculzs formula is CsBnClOr and the molecular weighs is 45091, The sructural fonnula is;

Empugliffozin is a while to yellawish, non-hvgrescopie pawder, Itis very slightly soluble in water, sparingly
seluble in methanal, slighily soluble iz cthanal and accionimmile. soluble in $0% sectonitrilefwaler, and
peactically insoluble in tohwene,

Linagliptin
Linagliptins is 2a inhibitor of the dipeptidy] peptidase— (DPP-4) enzyme.

Tixe chemical name of linagliptin is 1H-Puring-2,6-dionc, 8-[(3R)-3-amino-§-piperidinyl]-7-(2-butyn-1-y1)}-3.7-
dihydro-3-methyl-1-[(4-methyl-2-quinazalingmethyl]-

The molecular fenmals is CaskeNiQ: and the molccatar weight is 472,54, The structsrl formula is:

K_T--"_
NN
T XX
|

KHy

Linagliptin is a white 1o ycllowdsh, not or only stightly hiygroscopic salid substance. It is very stightly saluble
inwater. Linagliptin is soluble in I, sparingfy saluble in cshanol, very stightly soluble in isopropano,
and very slightly soluble in acctone.

GLYNAMDI

*  In patieats with volume depletion, correct this condition before initiating GLYXAMBI [ses Warnings and
Frecantions (3.1.3) ond Warnings in Speciat Populations (6.5, 6.7)).

3,12 Recommended Posape

The recommended dose of GLYXAMBU is 30 mg ompaglifiozin/s mg linagliptin once daily in the merning,
tikes with ar without focd. GLYXAMBImay be i d 10 25 mg empagliftozin/5 my linagliptin ance daily
for additionat glycemic control.

3.3 Specilic Populations Dosage and Admisistration
Desage Recommendations in Patients with Renal lmpairment
GLYXAMS] should not be inilisted i paticats with an eGFR loss than 30 mlfmint1.73 m?,

No dose adjusument is needed in paticnts with an eGFR greater than ot cqual to 30 mLimin/{ 23 m?,

GLYXAMBI should bz discontinucd if eGFR i persistently less than 30 mLiminf1 73 o? fses Warrings and
Precawiions {5.1.3, 5.1.3) and Warnings In Special Pepulations (6.7)].

4. CONTRAINDICATIONS

GLYNAMBDI is contrmindizated in patients with:

= Severc renal impairment, end-stage renat disease, or dialysis fce Horaings in Special Podattons (6.75].

+ Hypersensitvity 1o nmpaghﬂnnn, linagliptin, or amy of the excipients in GEYXAMBI, reactions such as
anaphylaxis, angiocd exfoliative skin conditions, unicaria, or bronchial hyper ivity Bave d
Ifseq Wurnings ond Frecautions {3.1.8) and Adverse Reacvions (8)].

5. WARNINGS AND PRECAUTIONS

5.1 Warnings / Precautions

5.1.1 Pancreatitis

Acule pancreatitis, including fatal pancreatitis. has been reported in patients irsated with Tinagliptin. In the
CARMELINA frial free Clinfeal Stdies {12)1. acule pancreatitis was repenied in 9 (2.3%) patients treated
with linagliptin and in 5 {0,1%) paticnts treatod with placebo. Two pations treated with linagliptin in the
CARMELlNA teial had acute p s with a faral There have been postmarketing reports of

acule p is, ineludt fanﬂ- is, in paticnts teased with |iasliptin.

Take careful notice of potential signs and symptoms of pancreatitis, I p ity i d 1
discontinge GL‘JMHB[ and initiate appropriate mintprment. Ttis unl\nuv.n whether patu:m.s wnh S hlslonf
of pancreatitis are af i d 35k for the develog of pancreatitis while using GLYXAMBL

512 Ketoacidosis

Reparts of & sdosis, & serious life-thr requiring urgent hospilalization have bean

idenrified in clinical irials and postmarketing sunmllancc in pmcms mrh tpe 1 and type 2 disbetes metlius
receiving sodium glucoss co~transporter-2 (SGLT2) i {iflozin. Fatal cases of
ketoagidosis have been reported in patients wking empagliflozin. In placeboﬂ:umrollul trials of patients witk:
Type 1 diabetes, the risk af keloasidosis was increased in paticnts who reerived SGLT2 inhibitors compared 1o
patiesits who seczived placebo. GLYXAMBL is not indicsted for the treatment of paticnts with (ype 1 dinbetes

mellitus freg Indications and Usage (2],




Paticsts treated with GLYXAMB1 who present with signs and symptoms consisicat with severe metabolic
acidosis shoutd be d for} idost dless of 7 1z blood plucose levels, 25 ketoacidosis
associsted wilth GLY XAMBI may be present c\cn lt‘blood g!ncasc tevels are Jess than 250 mgdL i
Tetoucidosis is suspested, GLYXAMBI should b di inued. patient should be eval d, and prompl
geaiment shoold be insritated. Treaiment of kewozcidosis may require insulin, fuid and carbohydrae
replacement,

In many of the pcsumrk:ung n—prms :md pm:cularly in pam:ms with type 1 diaberes, the presence of

idosis was not i of was delaved because presenting
binod ghazose levels were bc]cm those typicallv exp:d«d for diabetic ketozeidesis {often less than 250
mufdl), Signs snd symploms al presemtation were Consi! wilh dehytlmation and sgvere holic 2cidysis

and incleded nausea, vomiting, abdominal pain, generalized malaise, and shortness of breath. [n sume but not
all cascs, faclors prodisposing to ketascidosis such a5 insulin dose redwuction, aewte febile illncss, reduced
caloric intake, surgery, pancreatic diserders sugnesting insulin deficicney (e.p., ype 1 dizbetes, history of
pancrealitis or pancreatic surgety), and alcohol abuse were identificd.

Before iniliating GEY XAMBY, consider factors in the patient history thal may predispose wo ketoacidasis
including pancreatic insulin deficiency from any cause, caloric restriction, and alcohol abuse.

Ear paticnis who undergo scheduled surgery, consider tamporarily discontinuing GLYXAMBI for af lzast 3
days prior 16 surgery [see Clialeal P togy €10.2) and Phar k {18

Consider monitoring for ketoacidosis and temporarily discontinuing GLYXAMBI in other clinical situations
kesown 1o predispose to ketoacidesis (c.g., prolonged fasting due ta acute illness or post-surgery}. Ensure visk
factors for keloacidosis are resalved prior to restarting GLYXARMBL

Educate paticnis on the qgns and sympmx:xs of ketoacidosis and instruct paticazs to discontinue GLY XAMBI
and seck medical diaely if signs and symp occur.

513 Volume I)eplelian

EmpagliRozin ¢an tause 3 lar volume depletion which may i ifest as

hypotension or acutc transicat changss in ereatining free Clinical Teial Paperfenee (23] Thcn: havebeen
post-marketing 1epedts of acm:kldncyuuurv somc rcquumz, hospilalization and dialysis, in patients with type
2 dinbetes mellitus receiving SGLT2 inhili fiflozin. Paticnts with impaized renal function
{eGFR less than 60 mE/mindl, 73 m2), eldarly pailmts or p:lm.'nu on foop diurctics may be at inervased risk
for valume depletion or hypotension. Beferc initiating GLYXAMBLin patients with one or mon: of these
characteristicy. assess velume status and 1enal function. [n patiznts with volume depletion, correet this
condition before initiating GLY XAMBI. Monitor for signs and symptomns of voleme depletivon, and remat
funclicn after imitisting therapy.

S.1.4 Urosepsis and Pyelonephritis

There have bcm pos!rnarkrlms reperts of strious utinary zact infections including uresepsis and

pyelonephritiz requiring hospitalizaton in patients receiving SGLT2 inbibilers, including cmpaynﬂnun
Treatment with SGLT2 inhibitars increases the risk for nnnar_\; tract infections. E\alualc patients for signs and
symptoms af urinary et infections and treat promply, ifT d fscr Adverse Ri 3]

5.0.5 Hypoglycersiz with Concomitant Use with Insulin and Insulin Secretapogues
Insulin and insnlin secretagogurs aro known to cause hypoglyeomia. The wse of cimpagliflazin of linaghiptin i

hypoglycemia compared with: placeba ina clinical wisk. Thorefore, a Jowes dose of the insulin scerctagogue or
inswlin may b required to reduce the risk of hypoglycemia whim vsed in combination with GLYXA MBI,

A6 Necrotizing Fasciitis of the Pecineum {Fournicr's Gangrene)

Reports ol necrotizing fasciitis of the perincum (Foumics's gangrene), a rare but sexious and lifc-threatening
nccrm'ziug infiection requiting argent surgic:ll intesvention, have been identified in postmarketing surveillance
in patients with dishetes inellitus receiving SGLT2 inhibitors, mcludmg m:pagi:ﬂﬂan Cases have been
repornted in botk femates and males. Sericus have incl pitalization, rmultiple surgerics, and
deatts.

Patients treated with GLYXAMBI presenting with pain or icnderness, cnythema, or swelling in :hc genital or
peringal arca. alony wuh fever or malaise, should be d for izing fasciitis, 1F suspected. stam

diately with brazd ibiatics and, if nceessary. surgica) debridement, Discontinue
GLYXAMBI, clmt.l\. monflor hlood glucose Jevels, sod provids appropriate allemative therpy for glycemic
<oatrol,

5.1.7 Genital Mycatic Infecions

Empagliflozin increases the risk for genital mycotic infections fsee Clinleal Trinl Experience (3.23). Patients
with a history of chronic or recurment genital myestic infections were mors likely 1o develop genital mycotic
infections, Maonilar and trcat as apprepriste.

5.58 Hypersensitivity Reactions

Ther have been posimarketing zeporis of serious hyperseasitivity reactions in patients treated with linagtiptin.
These reactions include anaphylaxis, angisedema, and exfafistive skin ¢onditions, @nset of these reactions
oezurred predosminantly within the first 3 months afler initiation of treatment with linagliptin, with some
reports occurring after the first dose.

Angioedena has also boen reporied with other dipeptidy] peptidase-4 (DPP=1) inhibitars. Use cautionina
patient with 2 history of angiocdzma to another DPP4 inhibiter becasse it is unknown whether such patients
wilt be predisposed 1o angioedema with GLYXAMBL

These have been postmarkesing roporzs of serious hyp itivity jons, (... angioed: in patients
treated with empaglifozin,

£ a hypersensitivity reaction oecurs, discontinue GLYXAMBI, treat prompily per standard of care, and
moniter unlil signs and symptems resolve. GLYXAMBE is contmindicated in paticnts with hypersensitivity w
linagliptic smpagliflozin or any of the excipients s GLY XAMBI fsve Contraindicutions (4],

5.1.9 Incressed Law-Density Lipoproteis Chalesterel (LBL-C)
inereases in LDL-C can ocour with empagliflozin fsee Cituleal Triol Expericiee (8.2)f, Monitor and treat ag
appropriate.

5.E.18 Severe and Disabling Artheulgia

There have been posunarketing reports of severe and disabling arthealgia in patients t2king DPP-4 inhibiors,
The time 10 oaset of symptoms t‘ollomng mmannn of dug therapy vericd from one day to yoars. Paticots
exper i relicd of symp upon di ion of the medication. A subsel of patients experienced 3
tecurrence of symptoms when restarting the sxme drag or a different DPP-4 inhibitar. Consider as & possible
cause for severe joint pain and discontinue dreg if appropriate.

5.511 Bullous Pemphigoid

b with gn izsulin {c.z., sulfouylurea) or insulin was associated with a higher rate of

4

Bullgus pemphigo:d was repostd in 7 {0.255) patients reated with HEnagliptin comparcd 1o ronc in paticals
treated with placebo in the CARMELINA trial fsoe Clinfeal Stndies (12)], and 5 of thase p:!:cms were

hespitalized dug 1o bulfous pemphigoid. Posamarketing cases of bullous pemphigoid lization
have b"cn reported with DPP—4 inhibitor use. In rcporb:d cases, patients wpmall) FCCoV! cn.'d with wpu:al or
P andd i ingation of the DPP4 § “Fell patients to report

devel of blisters or crosions while recciving GLYXAMBE, If bullous pemphigeid is suspected,
GLTA%MBI shauld be discontinusd and referral 10 3 dermatologist should be censidered for disgrosis and
approptiate treatsent.

6. WARNINGS [N SPECIAL POFULATIONS

6.1 Pregoancy

Risk Stemumary
Bascd on animal data showing zdverse renal efects from empaglifiorin, GLYXAMBI is not recommended
during lbe second and third rimestars of pregnancy.

The limited available data with GLYXAMBE, Liragliptin, or empagliflozin in pregnant women are not
suffisicnl o determine 3 drug-essociated 7isk for major binth defects and miscamiage, There are risks to the
mother and feus iated with poorly Hed diabetes in p y (see Clinfeal Copstderations).

In animal studies, empagliflozin, a compencnt of GLYXAMBI, resulied in adverse renal changes in rats whea
administezed during a period of renal development corresponding 1o the lawe second and third trimesters of
huzian pregnancy. Doses appmxmulcly 13~nmcs the maxinnzm clindest dose caused renad pelvie and tubule
dilatations that wers , Mo adverse develor | effccts were ebserved when the combinaison of
linagliptin and cpagliflozin was administered to pregnant rats {sce Daray),

The estimated background risk of major birth defeets is 6% 10 1074 i women with pre-gestationat dishatos
with 3 HhA e >7 and has heen reported 10 be as high as 20%% to 25% in women with HAle >10. The
estimated background nsi\ of mistamiags for the indicated population is unknown. In the U.S. gencml
populalion, the <sti kg { risk of major birth defecls and miscarriage in clinielly meognized
pregnancics is 2% 1 4% and E5%% to 209, respactively,

exposure during perinds of renal devel in Tals that d (o the lare second and third inniester of

human renal developmant, ) )

In ebryo-fetal developrsent studics in rats and rabbits, empaglifiozin was adminisiered for intervats
coinciding with the first 13 petiod of or ig in humans. Doses up 18 300 rgdig/day, which
aoproximates 48-tinees (rats) and 128-times (rabbits) the maximum ctinical dose of 25 mg (based on AUC),
did not result in adverse developmental effests, Tn mis, 3t higher dosss of empaglifiozin ¢ausing mmaternal
taxicity, malfemaations of limb bones increased in fetuses at 700 mpkeday or 134-times the 25 mg maxinum
clinical dose. Empaglifiozin crosses ths placenta and reaches fetal tissucs in mts. In the mbbit, higher doses of
cmpagliflozin rosulicd in maternal and fet! toxicity 3t 700 mghkgsday, o 139-1imes the 25 mg maxisum
clinical desz,

I pra- and p I devel studics in pregnant rats, empaglifiozin was sdministered from gestation day
& through to Imauon day 20 {weaning) at ap to 100 mgkg/day éapproxs 1y 16-dmes the 25 my

clinicat dosc) without matemal 1oxivity, Reduced bady weight was observed in the affspring ar greater than or
equal 10 30 mg/kg/day (approximatcly 4-times the 25 mg maximum clinical dosc).

Linagliptin: No adverse developmental outcome was observed when linagliptin was administersd 1o pregnant
Wistar Hen rats and Himalayan rabbits during the perfod nfmgamhmsts o1 deses up 10 240 mykg/day and
150 mpfaiday, ively, These doses Top 3-times (rats) and 1943-times (rabbirs)
she 5 mg maximum s linical desc, based on exposure. No adverse functional, brhavioral, or reproductive
outcoms was observed jn offspring folluwing administration of linagliptin 1o Wister Han rats from gestation
day & to lactation day 21 a1 a dosc 49-imes lhc maximum recommended treman doss, based on exposure,

Linzgliplin crossss the placenza into the fewes following oral dosing in pregrant rits and rabbits.
6.2 Laceation

Risk Srmmar)

‘Theze is no infe i di of GLYXAMBL, or its individual compenents in Buman milk,
the cffects on the brezsifed mfml.. ar the effexis on milk production, Empaglifiazin and linsgliptin zre presem
it rat milk fsew Daraj. Since humzn Sddney maruration ocours i fere and during the first 2 years of life when
lacsarianal cxposure may ocour, thore misy be Hisk 1o the developing buman kidasy,

infeal iens
Dlspasv-assaciared mawrnal amlior uubmfm{ r.'.nL Poorly controllcd disbeies in pregnancy increascs the Because of the polcmial for serious adverse regwtions ina b fod infunt, includiag the p ial for
maternal risk for diabetic k idosis, pre: P ibostions, preterm delivery, and delivery ernpeglifiozin to affect postnatal renal developiment, advise paticnts that use of GLYXAMBI is not

plicati Poorly Tled dishetss i ;hc felal risk for major birth defoets, stilibirth, and dad while 1 feedi

macrosamia related morbidity. Data
Dax Empaglifiazin was present at a low lovel in rat fetal tissnes afler a single oral doss fo the dxms at gestation day
Animal Data 18, In mat milk, the mean milk 1o plasma retio ranged from 0,634 w 5, and was greater than one from 2 1o 24
The combined dministered during the period of is werd not ic in rats up 1o hours post-dose. The mean maximal milk 1o plasma ratin of § occorred at & hours post-dose, suggesting
and including a combined dosc of 700 mgkg/day m:pnghﬂo:,m and 140 mgkg/day hnagilpun, which is 253« accumuiation of empaglifiozin in the milk. Juvenile rats direedy exposed to cmpaglifiozin showed a rigk 10 the
and 353-times the clinfcal exp . A pre-and | devel study was pot conducied with ping kidney (renal pobvic and tubular dilatations) dusing maturation,

combined components of GLYXAMBE,

Empaglifforiz: Empagliflerin dosed directly Lo juvenils rats from postastal day (PND) 21 until PN
doses of 1, 10, 30, and 100 mgﬁ.yda) caused increased kidney weights and renal tobular znd pelvie

a1 X0 mgikg?day, which opproximates 13-times the maxireum clinical dose of 25 mg. based on AU
findings were not observed after a 13-weck dmg-fres recovery period. These omcomes occurred wi

dnd cffe LGLAEAMBE Bave not been estblished in pediatric patiems.
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6.5 Geriatric use
GLYXAMBI

Empagliflozin is associated with osmolic divresis, which could affect hydration status of patients age 75 years
and older fsee Worniags and Precapilons (5,1.3}].

Empaglifiazin

!n empagliflazin type 2 diabetes studics. 2721 empagliNozin-treated patients were 65 years of age and older
and 491 paticnts were 75 years of age and older. In these studies, velume depleton-related adverse reactions
occurred in 2,153, 2.3%, and 4.43% of patients 75 years of age and older in the placeba, empagliflozin 10 g,
and espalifiozin 25 mg once daily groups. respectively; and nrinary tmct infections oocumed in 10,535,
15.7%3, and 15.1%5 of paticats 75 years of age and older in the placcbo, empaglifiozs 10 mg, and
empaglifozin 2% mg onec daily groups, respectively,

Linauliptin

Tn linagliptin studics, 1083 linagfiplin-treated palicnis were 63 years of age and elder and 131 paticnts were 75
years of age and older. In these linagliptin studies, no everall differcnces in safety or eifectivensss of
Einagliptin were observed between gesiatrie patients and younges adult parizals.

6.6 Hepalic Tmpairment

GLYXAMBIE may be used in patients with hepatie impainment fsue £ kinelics {H1)].
6.7 Renal Impairment
Ewpagtiflosin

‘The glucose Jowering benelit of empaglifiozin 25 mg decrzased in paticnls with worsening renal function.
The risks of renal impairment fsee Barnings and Precauions (3.1.33]. volume depletion adverse ceactions and
urinary et infect lated adverse ions i d with worsening renal function.

Efficacy amd safery studies with empaglifiozin did not cnro!l patienis with ESRD on dialysis or paticnts with
an cGFR: less than 30 mb/minfl. 73 m*. Empagliflozin is contraindicated a patients on dialysis fsee
Indications apd sage (2} and Contraindications (43],

T-INTERACTIONS
Table 1 Clindeally Re Tat with GEYXAMBE
Diurelics
Clinical Impaet Coadministration of empagliflozin with divrctics resulied in increased wring
volume and frequenty of voids, which might enharce the potential for valume
letion.
Entervemtion Belore iniliating GLYXAMBL assess volume status and renal function. b

paticas with volume depletion, comect this condition before initiating
GLYXAMBI. Monitor for signs and sympioms of volunie depletion, and renal
function afier initiating therapy.

Insulin or Jasulin Secretagogues

Clinical Iinpact Empagliftozin or finagliptin in combiration with an insalin secvetagogue (¢.g.
sulfonylurea} or insulin was assaciated with a higher rate of hypoglycemia
compared with placcho in a clinical trial.

Tmervention Coadministration of GLY XAMBI with an insulin secretyopue (e.g.,
sulfonyturea} or insulin may requite lower doses of she insulin socowgogue or
insulin te reduce i risk of hiypoglycemia.

Pasitive Urine Ghucose Test

Clinical Impact SGLT2 inhibitors iercase urinary ulucose excretion and will Jead to pasitive
urine glecese tests.

Intervention Monitoring glycemic contral with urine ghicoss (ests 1s not recommended in
pelicnts taking SGLT2 inhibitors. Use alicrmative methods to manitor glycemic
oanwol,

Interference with |, 3-anbydroplucitol (1L5AG) Assay

Clinical Impact Measurements of {,5-AG are unrelizble in assessing glyeamic control in
paticnts taking SGLT2 inhibitors.

Intervention Munitoring glycumic control with 1,3-AG assay s not secommended, Use

alternative methods 1 monitor glycemic contral.
Inducers of P-plycoprotein or CYP3A4 Enzymes

Clinical Impact Rifampin decreased linagfiptin expesure, supgesting that the efficacy of
finagliptin may be redeced when administered in combination with a stronyg P-
gp or CYP3A4 inducer.

Iateevention Usz of alternative is stronely dad wehen linagliptin is to

be administered with a strong P-gp or CYP3A4 inducer.

8. ADYERSE REACTIONS
8.1 Clinically Significant Adverse Reactions

The follewing imp adverze ions are described below and elsswhers in the Jabeling:
= Pancretitis fsee Warnings anif Procousions ¢5.0.1)1
= Ketoacidosis [ree Wurningy and Precautions (5.1.2)]
»  Volume Depletion fsue Warnings ond Precautions £5,1,3)}
*  LUrosepsis and Pyelonephritis fsee Harnings ard Precautions (3.4.4)f

= Hypogh ia with Ci Use with Insulin and Insulin Secremgopuss fsee Warnings and
Prn:uullnns (5.1.5)]

»  Necrotizing Fasciitis of the Perincumn (Fourniec's G } frve Warningr und Pr ienis (3. 4.65]

= Genital Mycotic Infections fsze VWarings and Pr ions (5,1.7)]

Hypemensitivity Reactions fsce Barnings opd Precautions (5.1.8)}

Tnercased Low-Density Lipopratein Cholesicrol (LDL-C) fsee Warnings and Precoutions £5.0.91)
Severe and Disabling Anbralgia free Warmings omd Procantions ¢5.1.10)]

+ Dullous Pemphigaid fse¢ Harnings and Precoutions (5.1.14)]

*

.2 Clinical Trial Experience

Because ciinteal ewals are conducted vnder widely varying canditions, adverse reaction rares observed in the
clinical trials of a drug cannm be direcily compared to rates in the clinieal trials of another drug and may not
reflect the rates obscrved in practice.

Empagliftozin ard Linaghprin

The safety of concomitzntly adwministered empaglifioxin (datly dose 10 mg or 25 mg) and linagliptin (daily
dose 5 mg) has been evalwated in a tolak of 1363 paticnts with type 2 diabetes treated for up 10 52 weeks in
active-controlled clinical drials, The most comsnon adverse reactions with concomitant administration of
empagliflozin and linagliptin based en 2 paoled anabyses of these studies are shown in Table 2,

Table2 Adverse Reactions Reported in 25% of Pafients Treated with Empaglifiozin and Linagliptin

GLYXAMBI (%) GLYNAMBI (%)
Adverse Reactions 10 mg/Smg 25 mgl5 mg
=272 n=273
Urinary tract infection® 12.5 114
Nasopharvngitis 39 6.6
Upper respiratorny wraet 5 7.0 70
“Predefined adverse event grouping, including, bur tof limited 16, twinary tmet infection, asymplomalic

bacteriuria, cystiis

Empagliffozin

Adverse reactions that ocurred in 22% of patients receiving empagliflozin and more commonly than in
paticats given placebo included {10 mg, 25 me, and placebo): vrinary fract infection (9.3%, 7.6%, and 7.6%),
female genital mycotic infections (5.4%, 64%, and 1.5%), upper respiratory tract infection (3.1%, 4.0%, and
3.8%%), increzsed urination (3.4%, 3.2%, and L.0%%), dyslipidemiz (3.9%, 2.9%, and 3.4%), anﬁnlgu 24%,
2.3%, and 2.24%), tale genieaf mycotic infections (3.1%, 1.6%, and 0.493), and nausea (2,3%, 1.6%%, and
1A%).

Thirst {including polydipsia) was reported in 0%, 1.7%%, and 1.5% for placebo, empaglifiozin 10 mg, and
empaglifiazin 28 mg, respeetively.

Empagtiflozin causes at osmoti: divresis, which may fead to intravascular volume contraction and adverse
reactions related to volume depletion, Events netated 10 vofwne depletion (hyy ion and were
reported in 3 patients (1.3%) treated with GLYXAMB! plus metformin,

Linagliptin

Adverse reactions reported in 22%, of patients treated with linagliptin 5 mg and more commonly than in
paticots treated with placcbe included: masopharynsitis (7.0% and 4.1%4), diardica (3.3% and 3,674), and
cough (2.1% and 1.4%).

Other sdverse reactions reported in clinical studics with weatment of linagliptin monotherapy were
hypersensitivity (¢ g., unticaria, angicedema, focalized skin exfoliation, or bronchial hyperreactivity) and
myaigia.

In the clinical rial prog ported in £5.2 cases per L&.000 patient year exposure while
being meated with hmg}n@n mewd wﬂh 3.7 cases pez LK) patient year whilg being treated
n

with campartor (placebo sad aclive comparator, suffonyhrca). Thice addrional cascs OF pancreatitis were
repotted follawing the last administered dose of linaglipti

Hypaglveemia

Table 3 summarizes the reports of hypoglysermia with empaglifiozin and linayliptin over a reatment period of
52 wetks,

Table } Incidence of Overall* and Severe® Hypoglyeentic Adverse Reacrions

Add-on {u Mttlormin CLYXAMBI (%) GLYXAMBI (%}
(52 wecks) 10 mg/5 mg 25 mg/5 mg
{a=136) {n=137) .
Ovenll 22 s
Severe [ m
“Overall hypoplycemic evenis: plasma or capillery glucose of less than or oqual to 70 myid. or requiring

assistnce

*Severe hypoglycemic events: sequiring assistance segardless of blood glicese
Laboratory Tests

Erpacliftazin and Finagliptin

Chaugcs in hbomluq findings in paticars mwd wilh the combination of cmpagliffozin and linagliptin
in chal { and h pared 1o baseling.

Empactifiozin

Tnereasex in Serpny Creatinine amd Decroases in eGRR Initiation of empagliflozin causes an increrse in
scrum creatinine and deereass in ¢GTR within weeks of starting therapy and then these changes stsbilize, I a
study of paticnts with moderate reaal impairment, larcer wean changes were observed, In 3 long-ierm
cardiovascular outcomes trial, the & increase in serum creatiniss and decrease in eGFR generally did ot exeesd
0.5 mg/dL and -8.0 mL'min/L.73 m?, respectively, at Week 4, and reversed afier wrcatment discontinuation,

supgresting acule hemedynamic changes may play a role in the renal funciion changes observed with
empagliflozis.

Increase in Low-Ienstiy Lipoprotein Cholesterol (LDL-C): Dose-related increases in Jow-density lipoprotein
cholestorel (LDL-C) were observed in patients treated with empaglifiozin. LDL-C joersased by 235, 4.6%,
and 6.5% in patients treated with placebo, empagliflozin 10 esg, and empagliffozin 25 my, respectively l(\'cz'
Wornings and Precaufions ¢5.1.9)f. The range of mean baseline LDL-C levols was 903 to 90.6 mg/dL across
treatment Eroups,

Increase in Hemaroerdt: Medinn hematocrit decreased by [3% in plascbs and increassd by 2.8% in
cmpag}iflca‘n 10 mg and 2.8% in empagliflezin 23 mg treated patients. At the end of remment, 9.6%, 2.7%5,
and 3.5% of paticnis with hematocrits initially within the refizence range had values above the upper Ltz of
the reference range with placebo, empaglifiozin i@ mg, and enpagliflozin 25 mg, respectively.

Linaplintin

1




fnvrease in Urie Aeid: Chunges in laborstony values that occurred more frequently i the llnai.h'p:in group and
21%% more than jn the placebo yroup were increases in uric acid (1.3% in the placcbo group, 2.7% in the
tinagliplin wroup).

Ieercose in Lipase: Ina p!acv:bo—conlmllcd <linical trial with linagliptin in tvpe 2 dilabetes mellitus patients
wilh micre- or macroafbuminuria, a mean increase of 3034 in fipase concenlralions from haseline ta 24 weeks
was shaerved in the inagliptin amm compared to & mean & of 2% i the pf.-m.-ho asm. Lipase levels
above 3 times upper [imit of nomaal were seon in 8.2%% compared $o 1.734 padents in the finagliptin and
placeba anvs, respectively.

Increase in Amylase: In a cardiovascular safety study comparing lisagliptin versus glimepiside in palients with
type 2 diabeies mellitus, amyface fevels above ¥ rimes upper Bimit of narmal were seen In LG compared 10
11.5% of paticnts in the linagliptin and glimepizide arms, respectively.

The clinical significance of clevations in lipase and amylase with linagliptin is unknown in the absence of
other signs and symptoms of pancreatitic.

8.3 Past-marketing Experieace

Additional adverse reactions have been identified during postzpproval use of linaglipin and empagliflozin,
Decavse these jows arc separted val 3ly frony a popularion of uncenain size, it is generlly not
possible ta reliably cstimate their frequendy or cstablish a cawsal relationship o drug expesurs.
+  Gostrofatrstinel Disenders: Acute panereatitis, icluding Fnal pancreatitis [ser fudications and Usage
(2}f, constipation, mouth ulceration, stomalitis
o fetsine Syxtem Iisorders: Hyp itivity reactions i
exfoliative skin ¢onditions
»  fifections: Newiolizing [xseiitis of e perinewn (Foumisr's gangrens). erosepsis und pyelonephnus
»  Motobalism ard Nutritiowr Disorders: Ketoacidosis
*  Musciloskelerl and Conneetive Tixewe IHsorders: Severe and disabling arthralgia
+  Renol and Urinary Disorders: Avute Xidney injury
+ Skin and Sub, Tisste Disorders: Bulloss pemphigeid, skin

fudi A

anaphylaxis. angi , and

(e.g.. rash, uricariz)

9. OYERDOSE

In the event of s everdose with GLY XAMBE, comact the physician imoediaely. Remaval of eropaglifiezin
by hemodialysis has not been studicd. and removal of linaghiptin by hemodialysis or peritoncal datysis is
unlikely.

10. CLINICAL PHARMACOLOGY
H.1 Mechanism of action
CGLYXAMBE

GLYXAMBI contains: empagliffozin, & sedium-glucose co-transporter 2 (SGLT2) inhibitor, and linaglipiin, a
dipeplidyl peptidase~t (DPP-4) inkibitor,

Ewmpagifloriv

Sodium-ghicose en-transponer Z(SGLT2) is the pr transporter responsible for reabsorption of
lucess from the glomerular filtrate back inte the circulation. Empaghiflozin is an inhibitor of SGLT2. By
12

16.3 Preclinical safety data

Nonclinical Toxicology

10.3.1 Carcinogenesis, Motagenesis, Tnpairment of Fertility
GLYXAMBI

Ne earcinogenicity, mulagesicity, or impairment of fertility studizs have been conducted with the combination
of cmpagliflozin and Hnagliptin, Genezal toxicity studics in rats up e 13 weeks were performed with the
cembined components. These studies indicated that no addlitive toxicity is cansed by the combination of
cnypaglifiozin and limagliptin,

Empagliflozin

Carcinopenssis was evaluated in 2-year studies conducted in CD-1 mice and Wistar rats. Etnpagliflozin did
not increase the incidense of fumors in femsle rats dosed at 100, 300, or 700 mekp'day (up 1o 72 times the
cxpsure frony the maximum clinical dose of 25 mg). In male rats, hemungiomas of the mesenteric lymph
node wers increased significamily at K my/kg/day or approximacly 42 time=s the exp froma25mg
clinival dese, Empaglifiozin did not incrense Lhe incidence of tumers in female miss dosed a1 100, 300, or
10600 mykg/day (up ta 62 times the expoasure from a 25 mg clinical doze). Renal tbule adenomas zhd
carcinaimas were observed in malé mice af 1000 mp/keiday, which is approxiizately 45 nmcs the exposure of
the maximum clinical dosc of 25 my. These mumors may be ialed with s halic pathway
predominanily present in the niale mouse kidney,

Empaglifiozin was not mutagenic or clastogenic with ar without metabolic activation in the I viiro Ames
bazterizl muatagenicity assay, the in vitro LS178Y ™ mouse lymphoma ecll assay, and an in vive
micrenucitus assay in rals,

Empaglifiozin had no efiects on mating, fenility or early embryunic devefopmient in trezted male or fenmale rats
4tp 1o the high dase of 700 mpkyday fepproximately 155 times the 25 myg clinical dose ip males and fimales,
Tespectively).

Ldnagliptin

Linagiiptin di< pot inerezse the incidence of tumars in male and female mis in a 2-year study ardoses of 6, 18,
and 60 ingykg. The highest dose of 60 mgihg is approximately 418 fimes the clinical doss of 5 my/day based on
AUC exposere. Linagliptin did not increase the incidenes of mmors in mice in a 2year siudy at doses up to §0
mg'kg {males) and 25 mp/kg (femalzs), or approximately 35« and 270-times the clinical dosc based on AUC
exposure. Higher doses of linagliptin in female mice (50 mgfkg) § 1 the incidence of lymph ar
approximately 215-times the clinical dose based en AUC expasure.

Linagliptin was not it ot ¢l ic with or without melabolic activation in the Ames bavterial

icity assay, a ch 1 ak 1ost iz hurman Iymphosytes, and an in vivo mistonuclous asay,

In fertility sudics in rats, linagliptin had no adverse cfitets on carly ¢tbryonie dev
of beariag live young up 1o the highest dose of 240 mgkg (approximately $43-timel

AUC exposure}.
1L PHARMACOKINETICS
GLYXAMBT

inhibiting SGLT2. einpagliflozin reduces renal reabsorpiion of filtezred glucose and lowers the senal (hreshold
for glucose, und therchy increases urinary ghucose excretion,

Linagliptin

Linagliptin is as inhibitor of DPP-4, 2n enzyme that degrades $he incretin honnones glucagon-like peptide-d
{GLF-1) and glucosc-dependent insulinotropic polypepaide ¢GIPL. Thus, linagliptin inereases the
concenirations of active incretin honmones, stimulating the release of insulin in a glucose-dependent manace
and d ing the fevels of glutagon in the circulation. Both incretin hormomes are involved in the
physialogical regulation of glucose homeostasis. Incretin hormones are secreted a1 n low basal lovel
throughont the day and levels rise immediately after mesl intake, GLP-1 and GIP increase insulin biosynthesis
and seerction from panercatic beta cells in the presence of nornal and slevated blood glucose levels.
Funhermers, GLP-1 alse mmduers glucagon secretion from pancreatic afpha cells, resnlting in a reduction in
bepatic glucese eutpul.

1.2 Pharmacodynamics
Empagliftozin

Uginary Glucose Excretipn

In pariznts with type 2 diabetes, uritary glucose g 2 dose of
empagliflezin and was maintined at the end of 3 4-week treatment peried averaging al approximately 64
grams per day with [{hug empaghflozie and 7R grams per day with 28 mg empagliflozin ence daily, Data
from single oral doses of empagliflazin in healthy subjects indicare thiat, on sverage, the elevation in urinary
glucose exeretfon approsches baseline by sbout 3 days for the FO mg and 25 mg dases.

Udnary Volume
Tn 2 5-day stwdy. maean 24-hout wrine volums increrse from bascline was 341 ml.on Day T and 135 ml on
Day 5 of empagliflozin 25 mg once daily treatment.

hH di diatels fall
¥

cardise Blseironhvsioloey
In # ndomized, placcbo-controtled, active-comparator, crossover study, 30 healthy subjects wene
ad:ninistered a single oral dose olempagliflozin 25 my, empaglifiosin 208 mg (8 1imes the maximum
recommended dase), moxifloxacin, and placebo. No increase in QTc was obscvved with either 25 mg or 200
my empagliflozin.
Liragliptin
Linagtiptin binds to DPP-4 in a yeversihle manner 2nd increases the conceniraions of incredn hormones.
Linaliptin glucose-dependently increases insulin scerction and fowers glucagon secrerion, dus resulting ina

beser regulatien of the glucose hormeostasis. Linagliptin hmds sdccmely 10 D]’P4 and selectively inhibits
DPP-4, but not BPP-§ or DPP-9 activity in vire at g thempeatic exp

Cardizc Elccirppbvsiolowy

In 2 mandosmized, placebo-controfled, active-compamiter, 3-way crassover study, 36 healthy subjects were
administered a single oral dose of linaglipiin § mg, linagliptis 100 mg (20 times the recommended dosc),
maoxiftoxacin, and placebo. Mo increase in QTe was observed with either ﬂw recommenided dose of S mg or
the [0-mg dese. At the 100D-my dose, peak linagliptin plasma con WS APProxi Ty 38-fold
higher than the peak concenirations following a 3-pig dose.
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Admi tion of the lixed-d with food resulted in no change 1n overall cxposurc of
cnpaglifiozin or linagliptin; hewever, the peak exposwe was decreased 39%% and 32% for empaglifiozin and
linagliptin, sespectively. These changes are nor likely o be clinically significant.

Absorption

Emnpaelifiozin
Tise pharmacckinetics of empaglifiozin bas been eharaciodzed in healthy volunteers and patients with type 2
dinbetcs and no elinically relevans differences were noted between the 1wo populations. After orsl

dnini: peak plasma ions of empaglifozin wese reached at 1.5 hours post-dose. Thereafter,
plasma concentrations declined in a biphasic manser with a rapid distribution phasc and 2 celatively slow
tennimal phase. The sieady-smte mean plasma AUC @nd Cray wore [870 minol-hi- and 259 nmol/L,
Tespectively, with 10 mg empaglifiorin ence d.-m]y treatment. 2nd 4740 arol- WL and 687 nmolid, respectively,

with 25 mg mg:gllﬂazln daily p of cmpaglifiozin increased in 2 dose-
proportional manner in the therapeutic dose rmnge. The single-dosc and stcady-state pharmacokinetic

: of liflozin were similar, ing iincar pharmacokinetics with respeet 10 time,
Administmation of 25 mg empaglifiozin after intake of 2 high-fat and high-caleric mzal :csullcd in slightly
lower exp AUC & 4 by spproximarely 1655 and Con d d by approximatcly 57%, comparcd
t¢ fasted condition. The abserved cffnclnffood o ympagliflozin pt kinetics wis not considered
chisically relevant and empagliflozin may be i d with or without food.

Linapliptig

The absolute bisavailability of Finagliptin is approximately 30%, High-fat meal reduced Cou by 15% 2nd
increased AUC by 4%4; this ¢ffect is st clinjealiy relevane. Einagliptin may be admini d with or withour
food.

Diswibution

Frnpagliffozin

The apparent steady-state volos of distribution was estimated to be 73.% 1. based o5 a population
pharmacckinetic analysis. Following administration ol'2n eral [C [-empayliflocin solution to healihy
subjects, the tod bloed eell paritioning was approximately 36,5% and plasma protein binding was 86.23%.

Apaplignin

The mean ap; volume of di

mg o heaithy subjects is app ty 1L10 L. indicating that iinagliptin exicnsively distributes 1o the tissucs.
Blasma protein binding of finagliptin is d Jenit, d ing from 2bour 996 a1 | nmolL 1o
75% to 89%% ar 230 nmol:L, refiecting samration of‘bmdmp, o DPP-4 with increasirg concentration of
linagliptin. At high ions, where DPP4 is fully ssiurated, 70% to 807%% of linaudiptin reinaing bound

1o plasma protins and 20% 1o 30%4 is unbound in plasma. Plzsma binding is not aliered in patients with renal
or hepatic impaiment.

bution ar steady-stzie following a single intrave dosc of linagliptin 5

Elbniration

Empaglifio=in: The apparenr terminal elimination kalf-life of smpaglifinzin was estimated 10 be 124 hand
apparent oral elcarance was 10.6 L'h based oa the population phammacokinetic analysis. Following once-daily
dosing. up to 22% accumulation, with respéet to plasma AUC, was observed at sieady-state, which was
{Fiapaglifiozin halfilife.



Linaglipsin: Linagliptin has & terminal halt-)ife of about 200 hours al sieady-state, thaugh the accumulation
halt-life is about 11 hours. Renal clearance at steady-state was spproximately 7hmLimin.

tabolism

FEmpaglifforin: Wo majer bolites ol empaglifozin were detecied in human plasmi and 1he most abundant

holites weee three gl idH j (2-0+, 5-0-, and 6-O-glucuronide). Systemic exposure of cach
metabolite was fess than 10% of total drug-relxed material. fr vt siudics suggested that the primary route of
metabalisne of empaglifiozin in bumans is glucuronidation by the sridine S"diphospho-

glscuronosyttrensierases UGT2B?, UGTIAZ, UGTIAR, and UGT1AY.

Linaglipen: Following oral admibistration, the majority {about 90%4) of linagliptin is exereted unchanged,
indicating that boli 2 minor elimi pagway. A small fraction of absorbed linagliptin is

bolized to a ph I liy inactive metabalite, which shiows a steady-stale eaposure of 13.3% relative
1n Tinagliptin.
Pxcretion
£ lifinzin: Following administration of an oral |Y*C |-empaglificzin solution fo healthy suchcts

approxlmatcly 95.6% cf:hc drug-refated radicactivity was efiminated in feces (45.29%) or urine (5£.4%3). The
majority of deug-reiated radivactivity secovered i fooes was unchanged parent drug and appraximately halfof

drug-relared radiosetivity f in urine was unch d parens drug.

Linugignin: Following administration of an oml [''C JHinagtiptin dose 10 kealthy subjects. approximately 8545
of the admini: d radicactivity was ¢li d via the enterohepatic system (8024} or urine (8%) within 4
days of dosing.

Specific Poprdations

Renal Impairment

GLYXAMBI: Sradics cf izing the ph kinctics of empagliflozin and tnagliptin afler administration

of GLY X AMEBI in renally impaired patiente have not been performed,

Empaglifiozing [ patents with wild (¢GFR: 60 © loss than 90 mLAnin/t.73 m%), moderate (eGFR: 30 to foss
than 60 mLimindl.73 m°), and severe (eGFR: fess than 30 nlimin/E. 73 m?) renal impairment and patients with
kidney Dilare/end stage renal discase (ESREY), AUC of coipagliflozin increasced by approsimately 1433, 2025,
G6%, and 45%, respectively, compared 1o subjects with normal renal funetion, Peak plasma fevels of
¢mpagliloris were sinilar in paticnts with moderate renal impairment and kidazy failure/ESRIY compared to
subjects with nommal renal function. Peak plasma levels af empaglifiozin were roughly 2005 higher in patients
with mild and scvere renal impairment es compared 1o subjeets with nomial ronal funciion. Population
pharmzcokinctic anafysis showed that the apparent oral clearance of empaglifiozin decreased, with a decrense
in ¢GFR leading 1o & increase in dug expostre, Howover, the fizction of empaglifiozin that was excroted
unchanged in vrine, and urdnary glicose excretion, declined with decrease in eGFR.

Linagliprin: An apen-fabe] phammacekinetic study cvaluated the pharmacakinetics of linapliptin 5 mg in male
anud female patienis with verying degrees of chronic renal impaitment, The study included 6 healthy subjects
with nonnat renal function (creatinine efearanee [CrCl| 2X0 mLimin), 6 paticnts with mild renal impairmemt
(C=C3 50 to <K mL/min), § paticnts with moderate renal impairment (C1CE 30 to <50 mEAmin), 10 patiems
with 1ype 2 diabetes and sevérs renal impainnent {CrCl <30 mL/min}, and 11 patients with 1ype 2 diabetes and
nom] renal function. Creatinine clearance was measured by 24-hour urinary ereatinine clearance
meassrernents or estimated from serum creatinine based on the Cockeroft-Gault formula,

UGTIAK, UGTLAS, or UGI2B?. ‘e cffect of UGT induction {c.g.. induction by rifympicin or any other
UGT enzyme induces) on emspagliflozin exposure has not been evaluated.

Empaglifloxin is a substrate for P-glyvoprotein {Pgp) und breast cancer resistance protein (BCRP), but it does
niey inhibit thesy ¢fflux transponers at therapeutic doses. Based on /7 vro studics, empagliflozin is considered
unlikely to eszse inemetions with drugs thet are P-gp sub bR liflozin is 2 sub al the neznan
uptake transporniers OAT3, QATP1BI, and CATPI1B3, but not QATL :md OCT2. Empagliflozin doss nat
inhibit any of these human upmke {TARSPONErS atclzmully relevant plasms concenirations and. therefore, no

cffect of empaglifl pateé on ly administered drugs that are substrates of these uptake

fransporters.

i vivey Sty g nt i

Em;ughﬂom pimmmuksmmcs were similar with and without coadministrution of metformin, glimepiride,
liptin, linaglipsin, warfarin, verapamil, ramipril, and si in in healthy vol and

with or without coadministration of hydrochiorothiazide and ide in paticts with 1ype 2 diabeies {see

Figure 1} In subjeels with normal szl function, coadministration of cmpaglifiozic: with probenecid resulted
in & 30%% decrease in the fraction of empagliflezin exercted it urine without any cffcct on 24-hour urinary
pluzese excretion. The relesanes of this obscrvation te patients with renal impaimicnt is unknows.

Under steady-state conditiens, linagliplia exposure in paticnls with mild renat impaimment was comparable to
healthy subjects.

In paticnts with moderate renal impairment under steady-siate conditions, mean exposure of linagliptin
inereased {AUC: by 7135 aad Comax by 46%) compared with healthy subjects. This inercase was not

¢ with a profonged accumulation half-life, twrminal half-life. er an increased accumulation factor.
Renal excretion ul‘imaghpun was below 324 of the administersd dose and was not affected by deercased renal
function. Paricaty with type 2 Sabetes wid severe remal impsianeut showel stesdysstate capusure
approximately 40%% higher than that of patients with type 2 diabetes and nonmal renal function (increase in
AUChu by 42% and Crax by 35%5). For bath type 2 diabetes groups, renal exeretion wes below 733 of the
administered dase.

These findings were further supported by the resulis of popufarion pharmacokinetic analyses.

Hepatic tmpafnnent
GLYNAMBI- Studies characterizing the pharmacokineties of liflozin aud linagliptin afer admini
oF GLYXAMBEL in hepatically impaired patients have not been perfonned,

Empaglifiozin; In patients with mild, moderte, and severe hepatic impairment aceosding lo the Child-Pugh
chassification. AUC of empaglifioein increased by approximately 2325, 47%, and 75% and Cre incotased by
approxiratily 455, 23%, and 48%, respectively, compared (o subjeets wilh noemal heparic function.

L faogliptin: Tn patigars with mild hepatic impaimzent {Chitd-Dugh class A} sieady-state exposuse (AUC,) of
linagliptin was approximalely 25% lower and Can o, w2s approximately 36% lower than in healthy subjects,

Tn patients with moderate hepatic Impairment {Child-Pugh class B), AUC,, of linagliptin was about 14% lower
and Cowen was approximately 854 Jowes than in heatthy subjccls Patients with severe hepatic impairmyenz
(Child-Pugh ¢lass C} had parable exp of linagliptin in tenns uf;\b(.‘a.q and approximatcty 73%

lawer Coar compared with healthy subjects. Reduetions in the ph kinetic seen in paticnts
with hepatic impairtsent &id not resull in reductions in DPP-4 inhibition.

Effeais of Age, Sodv Mase Index, Gender, and Rece

Empaglifiozin: Based on the populal K analysis, age, body mass index (BML), gender and race {Asians
wersns primarly Whites) do not have a elinically meaningful cHect on pharmacokinetics of empaghiflogin fsec
Wournings In Specind Poputasions (6,51,

Linagliy Based on the population PK analysis, age. body mass index (BM1), gendér and race do not have 2

linically meaningful effect on pharmacakinetics of linapliptin fsve Warmings in Special Populaions (5.5)],
5 P! P g I S o 2

Drrig Ioractions

Pharmacokinctic drey interaction ssudiss with GLY XAMBI have not been performed: hawever, such studics
have been condected with the individuzl components of GLYXAMBY (eimpagliflozin and Linagliptin).
Empaglifiozin

Iz vitrn Assevsment of Diug Intermcrions

Empaglifiozin docs not inhibit, inactivate, or induce CYPAS0 isoforms. fn vinro data suggest that the primarnye
route of metabolism of empagliflozin in lumans is glucaronidation by the wridine 5-diphospho-
glucuronosyliransfirages UGT) A, UGTIAS, UGTIA9 and UGT2B7, Empaglifiorin docs nol inhibit
UGTIAL UGTLA3, UGTIAS, UGTLAY, or UGT287, Thereferc, no effect of empaglifiozin is anticipated en
cencomitamly administered daugs that are subsicases of the major CYP450 isefomms &f UGTIAL UGTIA3,
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Figure 1 Effect of Various Medications on the Parmacokinelics of Empagliftozin as Dispiayed as
¥ Confidence Interval of Geometrie Mean AUC and Coun Ratios freference lines indicste 100% (0%
- 125%)]
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cmpabhﬂuzm 50 mg. once daily; empaglifiozin, 25 my, single dose: *empagliflozin, 25 mg, once daily;
‘empaglifiozin, 10 mg, singlc dose

I mpqghﬁozm E::d no cimzmliy relevant cffect on the phmmlm..um af'metfonnin, glimepiride,
lipti warﬁnn, d:;,nxm ramipsil, sisasiatin, hydrochlosothiazide, torsemide,

and onal -nvu when i 1 in healthy vol {set Figure 23,
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Figure 2 Effect of Empagliflozin on the Pharmacokinetics of YVarious Medications as Displayved as
96%% Confidence Inferval of Geometrie Mean AUC 450 Cou: Ratios [refertmce ling indicale 100%% (80%
~125%)]
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*empagliflozin, S0 my, ence daily: "ernpaghificeis, 25 mg, ovee daily; “empaghilozin, 25 my, single dovse;
dadmi ed 25 sin in; Sadministered 2s warfarin racemic mixture; dministered a5 Microgynon™;
fadministcred as ramipril

Linaglipiin

Invitre A menl of Brug Interctions
Linagliptin & a weak to moderaie inhibhor of CYP isozyme CYP3AA4, bul docs not inhibit other CYP isozymes
and is ot an inducer of CYP isoxzymes. including CYPLAZ, 246, 2B6, 208, 2C9, 2C19, 26, 2E1, and 4A1 L.

Linagliptin is a P-glycoprotein {P-gp) substrate, and inhibils P-gp mediated Iranspost of digoxin at high
concenmations. Based on these results and in vivo druy interaction studics, linagliptin s considered untikely ro
cause interactions with other P-gp sul at therapeuti i

0
Frhinylestradiol f]:h_‘:a"d“‘f;?:""' (’ciﬁc { fsmeqp cthinvlesiadiol | 103 $.08
and tevenorpostrel 0 !I’SO g Q;m’ ) Sl levororgestrel i 113
“Multiple dese (stcady-state) unless otherwise noted
Single dose

CALIC = AUC(INF} for single dose reatments and AUC = AUC(TAY) for multiple doss treatments
SAHC=AUC(0-168) and Crme = Enex Tor pharmacodynamic end pointg

INR = International Nomsalized Ratie

PT = Prothrombin Time

QD = once daily

TID = three times daily

12. CLINICAL STUDIES
GLYXAMBI Glycemic Controf Studies
Add-on Combiration Therapy with Meiformin

A total of 686 paticats with 1ype 2 diaha(es panicipated in a doubte-blind, arsive-conrolled stdy 1o cvaloaie
the cfficacy and safety of empaglifiozin i mg or 25 mg in bination wish Linagliptin 5 rag compared to the
individusl componems.

Patients with 1ype 2 diabates inadsquately controlied on at least 1500 g of metformin per day entered a
single-blind placebo run-in period for 2 wecks. At the end of the runin period, patients whe remaincd
inadequately controlled ad had an HbA e berween 744 and 10.5% were randomized 1:1:1:131 o oncof 5
At arms of empayliflozin 10 mg or 25 mg. linagliptin 5 my, or linagliptin 5 nig in combination
with 10 mg or 25 mg empagliflozin 2s a fixed dose combinalion tables.

At Week 24, empagtiflozin £0 mg or 25 mg used in combination with linagliptin § my provided statisticaily
significant improvement in HbA 1¢ {p-salue <0.0001} and FPG (p-value <(100F) compared 10 the individaat
companeats in patients who had been inadequately controfled on merformin (see Table 6, Figure 3). Treatment
with GLYXAMBI 25 mg/S mg or GLYXAMBI 10 mg/5 mg daily also resulted in & sttistieally significant
reduction in body weight compared to linagliptin 5 mg (p-vaiuc <B.0001). There wes no statistically
significant difference compared to empagliflozin alone,

I vive Assesement of Bug Interactions

Strong inducers of CYP3A4 or P-pp (e, rifampin) decrrase exposure 19 linagliptin 1o subtherapeetic and
likely ineffecrive concenteations fueu Tnteractions (7)]. In viro smudics indicated evidence of 2 low propeasity
for causing drug interactions with substeztes of CYFIA4, CYP2CY, CYP2CH, P-gp and organic cationic
Transporter (OCT).

Table+ Efiect of Coadministered Drugs on Sy i¢ Exposure of Linagliy

Geomriric Mean Ratio
Coadriinistered Dosing of Puosing of {ratto with/withont
Prug Coadministered Drog' | Linagliptin® demini: § drug)

No effect = 1.0

AUCT Com
Metformin £30 my TID EQ me QD 120 1.0%
Glvburide 1.75 mg” Smy QD 1.02 1,01
Pioglitazene 45 mg QD Hrma QD 1.E3 L.o7
Ritonavir 200 mg BID Smy 20l 2.06
Bifampin® 60 mg QD 3mg QD 260 056

*Muliple dose (steady-stae) unless othierwise noted

*For information segarding elinical recommendations fees Intcractivns (7)].

*Single dosa

AUC = AUC(O 10 24 Bours) for single dose seatments and AUC = AUC(TAU) for multiple-dose treatments
QD= once daily

BID = rwice daily

TID =three titnes daily

Table s Effect of Linugliptin on Syatemiv Expusure of Cuadministered Drugs
.. Dosing of . Geomelric Mean Ratio
g::dlmms"md Coadministered i?::“:‘_ e:‘_n‘ {ratio withwithout coadministered
8 Drug* aghpl drug) No effect = 1.0
AUC* Conar
Metformin 850 mg D 10 mz QD metlonnin 101 089
Glyboride 1.75 mg* Smeg Qb givburide 0.86 086
pioglitazone 04 0.86
Plogliazenc 45 mg QD 10mg QD metabolite M-I | 098 046
metabolile M-IV | 1.04 LUS
Pigoxin (125 mg QD Smg QD digoxin 102 0.54
- . simvasiatin L34 110
’ 40 : P
Sinvastatin mg QD 10mg QD simunsiatin acid 1.33 321
Rewarfann 099 HRET)
' N S-warfann 1.0 .00
Warfarin 10 mg® 5 me QD R a3t 104
T 1.034 1.55¢
21

Table & Glycemic Parameiers at 24 Weeks in 2 Stedy Comparing GLYXAMBL ta the lndividual
Components a5 Add-on Therapy in Fatients Iandeguately Controlled on Metformin

GLYXAMBI | GLYXAMB! | Empagliftyz | EmpagBlios | Linsglipt
Wmphimy | 25mgSmp M M M
iftmg 25 mp 5mg
1bALe (%3)
Number of paiisnis =133 =133 =137 n=139 ==128
Baseline (nean) (] 7.9 5.0 5.8 8.0
Change froin baseline -
(ejusied mean} -L.1 -1.2 0.7 0.6 £
Compansen vs enpagliflozin 04 o
(2:5!;9 Cnl{rw mg (adjusted aean) 06028 | (070 -
Compatizen vs linagligin 5 mg 0.4 0.5
(adjustod mezn) {95% L1y 06402 | 0703 B - -
Patizals [ (%)] achicving pXYEIS) TE(5) A5(28) 4143 43 (36}
HbAle <73
FPG (mg/ul)
Naumber of patients 3=133 [RE 1=i30 nmi37 n=l25
Bazcling (mean) 15% 155 162 {4 150
Change {rom bassling
. et 33 -36 -2 =21 ~L3
Comparison vs empaglifiorin 1
25 mg of 10 g tadinsizd mreen) 15,57 —1s 9 - - -
125% C1p '
Comparison vs linagliptin 5 ing <20 -3
dingtcd mean) (953 CIF 27,133 (29, 16y - - -
By Weight
Number of palicnis awils BiRd n=i37 neidl =128
Baselise (neat) in kg 87 £5 6 BE R3
%= change fiom bassline -3 =34 -3.0 35 2.7
Cadjusted mean)
Comprrison v empaglifiazn
25 mg ot 19 mg (adiusted mzan) | 0.0(-05,08) | 0140865 - - -
(5% Clr
Comparison vs linagliptin 5 mg. 24 -27 .
L tadusiod mazny(95% G 33157 | eR6,-LEY - -
“Full aralysis population (obscrved casc) using MMRM. MMRM mods! ncluded rreatment, reaat fimedon,

region, visit, visil by teament interaction, and baseline HbAle.
*paticats with HbA L above 7% at baseline: GLYXAMBI 25 mg!S mg, n=123 GLYXAMB! 10 my/5 g,
7=128; eopaptiflozin 25 mg, n=132; empaglifiozin 10 mg, n=125; linagliptin 5 mg, w=[ 1Y, Non-completers
were considered Faflures (NCP).
<Full analysis populadon usiny last obssrvation camied forward, ANCOVA model inchuded weatment, renal
function. regios, baseline weight, and baseling Hhdle,

p<.0001 for HbA ¢ and body weight




Fipure 3 Adjusted Mean HbAlc Change at Each Time Point (Compleiers) and at Week 24 {miTT
population)
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Empagliflozin in patients inadeygueately: contratled oa metformin am! Hragliptin

In patiznts inadequately sontrolled on masimally 1oleraved doses of metformin, open lebel linagliptin 5 myg was
added for 16 weeks, In patients imadequutely cantrolled afier this 16 week period, patiens reeeived double-
Blind treatnsent with cither empagliffozia 10 mg, empagliflozin 25 mg or placebo for 24-weeks, After this
double-blind period, ireatment with beth empaglifiozin 10 mg and empagliflozin 25 my provided statistically
significant improvements in HbA1c, FPG and body weight compared 10 placebo; all patients continued
treatment with metformin and Hsagliptin & g during the swdy. A statistically significant greater number of
patients with a bascling Hbise 27.0 %% treated with both doses of empagliflozin schicved a target HbAy: of <7
%h eampared w0 placebo {see Table 7). After 24-weeks treamment with empaglifiozin, both systafic and diastelic
Flood pressures wene reduced, «2.641.1 metHg (0.5, versus placsbo for SBP and DBP} for crpaglifiozin 25
mg and -1.370.1 mmHp (s vases placebo for SBP and DBP) for empagliflozin 14 me

Aficr 24 weeks, rescue therapy was used in A (3.6 %) patients sreated with empaglifiozin 23 my and in 2
(1.8%) palu:m.s m:amd with empagliflozin 10 ng, compared te 13 (12,0 %4) patients reated with plreebo (all
patients on back in « linagliptin 5 mg).

24

placebo and linagliptin § i) and with cospaglifiozin 36 my? linatiptin $ mg -1.3 % at 24 weeks (p<U.HKH
wersus placebo and linagliptin § mg).

£ 1,

Linagliptin 5 mp in paticnis i I controifed on meformin and empagiiflocin 16 mg or copayiiflozin

2imy

In patiznts inadequatsly contolied o masimally tolerated doscs of maformin, open babel cmpaglifiozin 10
mg or coupagliflozin 25 myg was added for 16 weeks, [ parients inadequately controlled after this 16 week
petied, paticnts received double-blind treatment with cither Linagtiptin 5 my or placebo for 24-weeks. After
this double-blind period, treatment in both popalations {metformin + empaghiflozin 10 mg and metformin +
empaglifiozin 25 mg) linagliptin 5 myg provided statistically significan: improvements in HbAs. compared o
placebo; all paticnts continued meament with metformin and empagliBozin during the sindy. A stastically
significant grester nurmbey of paticats with a bascline HbAle 27.0 % and treated with linagliptin achicved a
target HbAle of <7 %4 compared 10 placcho (s2¢ Table 8).

Tabte & Efficacy parameters ia clinical studics comparirg Glyxambi 16 mgf5 mg fo empaglifiozin
I0 mg as well as Glyzainbi 25 mg/S mg to empaglifozin 25 mg as add-on therapy in patients
imideyuately contrulled un crepaglifterin 1 mp/2S pg and meformin

Metformin + Metformin +
empagliflozie [0 mp crapagliflozin 25 mya
Linagliptin Placebo Linagliptin Placebn

Smp Sme
HbAs (%) -4
weeks!
N 132 125 19 08
Baseline (mean) 04 £03 7.82 7.88
Chiange from bascline 053 02l 058 4,10
(adiusted mean)
;:l‘;'c“c';””“ v 032 047

. {4152, .13} (=166, 0.28)
g“)‘““”" w3 % 1 como1s 400001
Patients { %4)
achieving HbAic<7
%% with baseline
HbA>7 % -24
weeks®
N 116 HE 100 107
Patients ( %)
achicving BbA1c<7 % 259 109 36.0 150
Campanson vs. 3.965 4,429
placcbo (1771, 8876) (20497, 9.353)
(odds Tatio) (95 %4 C1) P=0000R P<.0001
Patienls rndomized to the inagliptin 5 mg group were receiving cithet fixed dose combination tablets

Cilyxambi 0 med5 me plus metformin o Gxed dose combination (ables Glyxambi 25 me?S mg plus
26

Table? Efficacy mramclers in the clinical study comparing empagliffarin {0 plecebs as rdd-on
therapy i patients q; v o tled on metfurmin and Bnagliptin 5 mg
Metlormin + inaplipin 5 mg
Empaglifiozin 10 mp? Empagliffozin 25 mgt Placehn?
FibAqc(%¥a} — 24 weeks®
N 193 ELD 106
Hascline {mecan) 7897 77 19
Chang from bascliae 065 4136 0.34
{ smean)
Comparison vs. phccbo L7 AT
{adljimtod mean) (95 % {-1.02,-0.55) 1-0,93, -0.46)
cn? p<0,0001 0001
Body Weight - 24
weeks?
N 18 1] 106
Bascline {mean) in kg 884 LEX] £33
Change from basetine
{odjusted mem) - -23 03
Comparisen vs, placche -28 -22
{adjusted mean} (95 %% (-3.5,-2.1) (-22, -1.5)
(o)) p<0.0001 p0.0001
Patients { %)
=chieving HbAI<T %
with basefine HbAc>7
%o - 24 weeks*
N 100 107 L)
Patients ( %5} achicving - -
HbAue YAy g 170
Companison vs. placcba 4.0 29
odds rario) (45 % CIY (19.8.7) (1.4, 6.1)

Paticnts mndomized 10 the cupagliflozin 10 mg or 25 ny groups were receiving Glyeamb) 1 mg?§ mg or 25
/3 mg with background mctformin

* Patients randomized to the placeho grovp were receiving the phacebo plus linagliptia 5 mg with background
metformin

* Mixcd-cffects models for repealed measurements (MMRM) on FAS (OC) includes baseline HbAl¢, bascline
¢GFR (MDRD), geographical region, visit and By visit i ion. For FPG, bascline FPG
is also included.

Forweight, bascline wright is also included.

* Wot evaluated lor sttistical significanze: not part of L testing procedure for the dary endpoints
* Logistic regression on FAS (NCF) fncludes baseline HbAle, lxm:llm «GFR (MDRD), geagraphical region,
amd reatmcnt: based on patfens with FfbALe of 7 %5 and above at bascline

Tn a pre-specified subgronp of patients with bascline HbArc greater or oquzl than B.S % the reduction from
ascline in HbA. with empagliflozin 25 mu/linapliptin 5 ing veas - 1,3 %5 at 24 weeks (p<0.000] versus

mictformin; paticots randamized (o the placcho group were roceiving placehe plus cmpagliflozin 10 myg plus
reetformin or placebo plus enpaglifiozie 25 my plus metfommin

¥ MMBEM niodel oa FAS (DC) includes haseline Hbdy., haseline eGFR (MDRDY}, geographical region, visit,
treatment, and treatsent by visit imcraclinn. For FPG, bas::[inc FPG is also included.

2 Not evaluated for statistical si 3 not part of seg i testin durc for the dary endpoints

3P

3 Logistic cegression on FAS NC?} includes baseting BbAlc, bascline ¢GFR (MDRDY, geographical region,
and meatment; based on paticnis with HbA 1. of 7 % and above ar baseline

Cardiovascylar Dicesse

Empagliflozin is indicaled %o reduce the risk of cardiovascular deat: in adults with l)-pc 2 dizbeies mellitus and
established cardiovascular dissase. The effect of empaglifiozin on cardi far risk in adule patients with

type 2 diabetes and established, stable, ath Terotic cardi tay disease is p d below.

The EMPA-REG OUTCOME study, a multizemer, multi-national, madomizad, double-blind parallel group
trial compared the risk of txperiencing a major adverse cardiovasculse eveat (MACE) between ermpaglifiozin
and placebo whcn these were added to and used concormtamh md:sundzrd nf care treatments for diabetes
and stk ' di lar discasz, Coadmi i ions were 1o be kepl siable for
the first £2 weeks of the isizl. Thercafier, antidiabetic and atherpsclerotic therapies could be adusted, at the
discrction of ivestigators, to ensure participants were treated aceonding 5o the siandard cane for these diseases,

A toal of 7020 patients were treated (empagliflozin 10 mg = 2345; cmpaglifiezin 23 mg = 2342; placcbo =
2333) and followed fora medizn of 3,1 years. Approximarely T2% of the study population was Caucasian,
22% was Asinn, and 5% was Black. The mean age was 63 years and opproximately 72% were male.

All paticnis in the study hed idequaiely comrolled I.'_\'pc 2 diabeies mattitus at baseline (HbAlc greater than
or cqual 50 730}, Themean HbAlc at bascline was 8,19 and 57% of participants had diames for more than 10

years, Appnmmzlcly 31%. 22% and 20% reponed a past history of ¢ patiy. i 1y and nept hy
1o Investigators respectively and 1Bz mean ¢GFR was :4 mUmin?l. 73 m®. Az ba.ulmz ;):mmts were treated
with ene (~30%) or mote (~70%) antidiabet i including {74%3), insulin {48%5),

sulfonylurca {43%) and dipeptidyl peptidase—4 inbibitor (§1%)

All patients had established atherosclerotic cardiovascular disease at baseline ingluding one (B2%) or more
(18%4) of the following: 2 documeated history of coranary artery discase (76%3), siroke (23%) or pevipherl
actery disease (2194). At baseling, the mean systolic blood pressure wag 136 mmHg. the mean diastolic blood
pressary was 76 mmHg, the mean LIL was $6 mprdl, the mean HDL veas 44 mg/dL, and the meam urinzry
afbuiin to ereatinine ratio (ACR) was [75 mgfg. Al baseline, apprasimately § 9% of patients were treated
wilh renin angiojensin system inhibitors, 65% with beta-blockers, 43% with diurctics, 77% with statins, znd
84% with antiplatclet agents {mastly aspinin).

¥k priinary endpoiz: in EMIA-REG QUFCOME was the time (o First cccurrenes oF 3 Major Adverse Cardioe
Event {MACE). A major adverse candine event was defined as occurmence of cither & candiovascular death or 2
nan-fatal myocardia! infarction (MI) of 2 non-fatal streke. The siaristicat anatysiz plan had pre-spacified thas
the [k and 25 mg doses would be combined. A Cox ropostional hazards model wes used (0 test for non-
mfmom) agxms: the p:o-spcczf i risk margin of 1.3 for the hazard ratio of MACE and supmomy on MACE
if non- y was o d. Type-1 error was controlled across multiples tests using & hicrarchical
testing stmategy,

n



Empagliflozin significantly reduced the risk of frst pecnmenee of priznary romposile cudpoint of
cardiovascular deats, non-fatal myocardial infarction, or non-fatal siroke (HR: (.856; 95% CT0O.04, 0.99). The
treatment <ffect was dus to & significant reduction i the risk ol cardiovascular death in subjects randomized ta
empaglifiozin (HR: 0.62; 9545 CT0.4%, 0.77), with no change in the risk of non-fatal myocardial infarction or
non-fatal strake (sec Table ¥ and Figures 4 and 5}, Results for the 10 me and 25 mg empagliflozin doses were
consisten! will resulls for the combingd dosc groups.

Table ® Treatment Effect for the Primary Compesite Endpoint, and its Con Is*
Placcho Empagliflazin HM:::;;:O vE
‘e »

N=2333 N=4687 (555 CI)
Composite of cardiovascular death, nen-fatal
myoeardial infarction, non-fatal siroke 282 (12.2%%) 430 (INS453) (LRG (01,74, 0,59)
(time: 1o first ocoursensel”
Non-fatal myocardial infarction® 131 {5.2%) 213 {(4.5%) 0.87{0.70, 1 "y
Non-fatal strake® 6 (2.6%%) 150(3.2%%) 1.24 (5192, 1.67)
Cardiovascular dears® 137 (5.9%) 172 (3.7%) (16210.49,0.77)

*Treated ser {patients who had received at feastanc dose of study druglh
Upvalue for superionity (2-sided) ¢.04
“Total number of events

Figure 4 Estimated Cumulafive Incidence of First MACE
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At baseline the mean ags was 06 yoars and [he population was 63%% male, 8085 Caucasian, %% Asian, and 0%
Black, Mean HbAlc was 8.0% and mean durtion of type 2 diabewes mellites was 15 years. The trial
population included 17% patienls 275 years of age and 62% patents with renal impairment defined as eGFR
<40 il Aininfl 73 ¥, The mean oGFR was 55 mLinin/L.73 m? and 27% of patients had mild zenal irapairment
(cGFR 60 19 90 mlminAl, 73 m*), 47% of patiznts had moderaie renaf impaiment (eGFR 30 to <6
mLAmin/1. 73 m%) and 15% of paticnts had severe renat impaimment (cGFR <30 ml/imin?l, 73 ni), Patients were
taking at Jeasr one antidiabetic drug (97%), and ihe most common were fuswtin ind analogues {5740,
metformin {54%) and sulfonylurca {32%%). Patients were alsa taking antthyperiensives (36%4), lipid lowering
drugs {76%5) with 724 on statin, and aspirin (62%).

The primary endpoint, MACE, was the time 1o first oceurrence of ane of theee compesite outcomes which
included cardiovascular Seath, non-fatal myocardial infaretion or non-faral stroke. The study was desipned asa
non-inferiority irial with a pre-specified risk margin of 1.3 for the hazard zmtio of MACE. A total 0T 434
paticnts on finagtiptin snd 420 patients on placebo cxperienced MACE, The incidence miz of MACE in hoth
treatment amns: 56.3 MACE per FO00 patient-years on placebo vs. 57.7 MACE per 1006 patient-yeurs on
linngliptin. The estimated hazard mtio for MACE associnted with linagliptin relative to placcba was 1.02 with
2 95% confidence interval of (0.89, 1,17), The upper bound of this confidence interval, 117, excludad the risk
margin o 1.3.

CARCLINA

The cardi ular tigk of linaghiptin was evaluated in CAROLINA, a multi-center, multi-national,
randosmized, double-blind parallel group trial comparing finagliptin (¥=3023) 1o glimepiride (N=3010) in adult
patients with type 2 diabeles mallitus and a history of esoblished cardivvascular disease and'er multiple
cardiovaseular fisk factors. The trial comparcd the risk of major adverse eardiovascular evenis (MACE)
benween linagliptin 2nd glimepiride when thise were added 10 standard of care treauments for dizbetes and
ather cardiovascalar sisk faciors. The trial wes gvent deiven, the median duradion of follow-up was 6.23 vears
and] vital siatus was ohlined for 92.3% of patients.

Patients weee eligible to enter the sral if they were adulis with 1yps 2 disbetes with insufficizm giy\ccmlc
comtrol (defined as HbASc of 6.5% 1o ¥.5% or 6.5% 10 7.5% depending on ¢ iy, on Y of
on combination therapy), and were defined 10 be ot high eardiovascular risk itk previous vascular discase,
cvidence of vaseular related ¢ad-otpan damage, age 270 years, andfor vwo cardiovasaular risk factors (durstion
of disbetes > 19 vewrs. systolic blood pressure >140 mmblg, current smeker. LDL cholesterol 2135 mg/dL).

At baseline the mean age was 64 ycars and the popufation was 60% male, 73%% Cavcasian, 1836 Asian, and 5%
Black. The moen HbA ¢ was 7,154 snd mean duration of type 2 diabetes was 7.6 years. The iial pepuluion
included 34%: paucms 270 vears of age and 19% patienis with renal impairmens defived as <GFR <60
mlmin1.73 m. Ths msan eGFR was 77 mUmin/1.73 m®. Paticots were taking a1 Jeast ons antidisbetic drug
(91%2) and 1he most commion were metformin (83%) and sulfonylurea (282%), Paticuts were also making
antihyperiensives (§935), Bipid lowering drags (70%6) with 63% on statin, and nspiriz (47%).

The primary endpoinz, MACE, was the fime to first oerurmenee af ene of three composite cutcomes whi
included cardiovaseular deadh, non-fatal myov:mdial infarction or non-fatal strake, The study was de:
non-inferiority trial with a pre-specified nsk margm af 1.3 for the hazed wiio of MACE. A rowl of
patients on Linagliptin and 362 paticnis on g perienced MACE. The incidence rate of M.
bath treatment arms: 20,7 MACE per 1000, pmmt—yars on lngllpﬂn vs. 20 2 MACE por l()00 pat
on glimepiride. The estimated hazard ratio for MACE iated with finagliptin refative to glimepi

Figure 5 Estimated Centulative Incidence of Cardiavaseular Death
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The efficacy of erapagliflozn on cardiovaseular death was genemlly consistent scross major demographic and
disease subgroups , including patients with an ¢GFR of 3tk o <45 mbimin/s, 73 m* (381 patients treated with
JARDIANCE: L89 patienis treated with placebo).

¥ital status was obuained for 99.2%% of subjects in the trial. A total of 463 deaths were recordud during the
EMPA-REG OUTCOME mrial, Most of these deaths were calzgorized as cardiovascular deaths. Thenon-
cardiovascular deaths were only a small proportion of deaths, and were balaneed between the treatment groups
(2.1%5 in patients trealed with empaglifiozin, and 2.4%6 of paticnts treated with placebo),

Limagliptia Cardiovascalar Safely Teisls
CHRMETINS

The candiovascular risk of linagliptin was cvaleated in CARMELINA. a multi-nmienal, multi-centes, placebo.
controllsd, double-blind, paraflel group tris comparing linagliptin (N=3494} 10 placebo (N=3485) in adult
paticnts with type 2 diabetes melfits and a history of established macrovascular and/or renal disease. The trial
compared the risk of majer adverse eardievaseular events (MACE) batween [inaglipiin and placebo when these
were added to siandard of care treatments for diabetes and other candiovascular risk Bctors. The irial was event
driven, the median duration of falkew-up ss 2,2 years and vital slatug was ohtained for 99.7% of patisnts.

Paticats were eligible 10 enter the wial if they were adukis with type 2 diabetes, with HbA e of 6.5% to 0%,
ang had cither albuminuria amd previous macrovascenlar discase (3934 of enrolled popufation), or evidence of
Hupaired renaf function by eGFR and Urirary Afsumin Creatinioe Ratio {UACR) eriteria {3356 of enrolled
populatica), or both (18% of enrolled population).

29

L9 with a ¥5% confidence interval of (1L84, [,14), The upper bound ol this conlidence intervald, 1.14,
excluded the risk margin of £.3,

13. HOW SUPPLIED/STORAGE AND JIANDBLING ‘
13.1 How Supplied
GLYXAMBI (empagliflozin and linagliptin} tablcts are available as follows:

18 me/5 mg {ablclss p:l]l: w.-ilow arc lmnguhr flat-faced, bevel-edged, Ailm-coated tableis. One side is
debossed with the Boct y symbal; the other side is debossed with 10457,

2-106k ablels in aluminiuns blister of paper bex.

25 mgfS mg tablets: pale plnl. arc lnam:uhr flar-faced, bevel-edied, Blm-coaled tablets, One side is
dcbossed with tl¢ Baclminger npelh symbol; the other side s debossad withs "2575™,

2+ 000 tablets in aluminiurs blister of paper box.
13.2 Shelf Life

See the fabel on the packnging.

13.3 Storage Condition

Store befaw 30°C,

13.4 Special precantions for storage

Store in a safe place out of reach of childrea.

14, FATIENT COUNSELING INFORMATION

Pancreaitis

Inform patignis that acute pancreatilis has been reported during use of linaghiprin. Inform paticnts that
persistent severe abdominak pain, sometimes radiating 16 the back, which may ar may not be cccompanied by
vomiting, is the hallmark symptom af acute pancreatitis. Instnsct paticnts to discontinue GLYXAMBI
prompily and camact their physician if persistont severe shdominal pain oceurs fsee Warnings and Procoutions
5.1.0)).

Kgioaci

Inform patients that keteacidosis is a scnnus tilc-threatening condition a0d that cases of ketoscidesis have been

reposted during use of empagtiflozi ated with ilkness o surwery among oflkr risk factors,
Instruct patients 10 check kelones {when possible) iF 3 with k idasis acour cven il
blood glucoss is not clevated, If symp of k idosis (including nausea, vomiting. abdominal pain.

tiredness, and lzbored breathing} occur, instruct paticnts to discontinug GLYXAMBI and seek medical
ention immediately fsee Wamings and Precauions (5.1.2)).

patiznts that sympiomatic hypotension may occur with GLYXAMB1 and advise them to contact sheir
re provider if they experience such symptoms fsce Fomings end Precantions (5.1.3)f, Inform
that dehydratien may increase 1he sk for hyp Ion, and ta maintain adequate fieid intake,
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Inform patients of the polential for urinary trect infections, which may be setious, Provide them with
information on the symiploms of wrinary traet infections. Advise them to seck medical advice if such symptoms
occur free Warnfags amd Precatidons (5.1.4)].

H; Iycrmia with Concomitant Use with Insulin and Insulin Secnetayogues

Inform paticats that 1he incidence of Bypoglycemia is increzsed when GLYXAMBI is used in combination
with 2n insulin secretagogue {c.g.. sulfonylurcs) or insutin and that a lower dosc of the insulin secretagogue or
insulin sy b voguined Lo reduce he risk alhypoglycemiz fsee Haraings ond Precumions {5.1.5)],

N izing Fasciitis of the Perincum (Fournier's Ganurene’
Inform paticats thal necrotizing infections of the perincum (Foursier's gangrene) have occurred with
cmpaglifiozin. a component of GLYXAMBE. Counse patients to prempily seck madical anention if they
develop pain of teademess, redness, or swelling of 1he genitals or the anca from the gesisals back To the rectim,
along with 3 feves above 1004°F or malaisc free Harnings and Procations £3.1.6)).

tnform female patients thas vaginal yeast infoctions may occur and provide then with infonnation on the signs
and symptoms of vaginal yeast infections. Advise them of rreatment options and when 10 seek medical advice
Jace iFarnings and Precontions {5.0.7)].

iral M i¢ Infegtions in Mal Balapiti Balan hili
Inferm make palicnts thaz yeast infection of penis {e.x. balanits or balanoposthitis) may occur, cspetially in
uncircumeised males and patients with chroaic and recureent infections, Provide thent with informalion on the
signs and symp of balanitis and balanaposthitis {rash or redness of the glans or foreskin of the penis).
Advise them of reatment options and when to seck medical advice fyee Wamings amd Procansions (5.1.731.
Hyprwersensitivity Reactions
Inform paticnts that sedous allesgic reactions, sech as snaphylaxis, angivedema, 2nd exfofiative skin
<ondditions, have been reported during postmarketing use of Linagliptin or empagliflazin, cemponenis of
GLYXAMBL W synptoms of allergic reactions (such as rash, skin flaking or pecling, urticaria, swelling of the
sk, or sweiling of the face, fips, tongue, and throat tsat may couss difficulty in breathing or swatlowng)
ocur, paticnts must stop taking GLYXAMBI and scek medical advice promptly fsee 1Warnings and
Precauiions (5.1.8)f,

Severe and Disabling Arthraleia

Inform pativits 1ha1 severs and disabling joint pain may occar with this class af drugs. The dme ta enset of
symploms can sange from one day to years. Instrnet patients 1o seck medical advice if severe jofat pain ocours
[see Warnlags ond Procantions (5,1.103].

Bulls iphigoid

Inform paticnts that utlous persphigoid has been repozied during use of linagliptin. Instruct pmicnss to seek
medical advice if blisiers or crosions oceur fsee WVaraings and Precantions (5,4.11).

§aboratory Tests

Inform paticats tiat elevated glicose in urinalysis is expected when taking GLY XAMBL

Pregnancy

Advise pregnant patieats, and parients of reproductive potential of the pozential risk 1o a fetus with teatnent
with GLYXAMBI [sce Hamings in Spucial I'opulaiions (6.1]]. Tnstruct paticnts 1o sepert pregnancies (o thair
physicians a5 soon as possible,

32

Lactation
Advisc patients that ¢ feding & ned rex fed during L
Special Populattons (8.3},

Hsred Dose

with GLYXAMBE fsee Warnings in

Instruct parients o take GLYXAMEI only as prescribed. 1fa dosc is missed, it should be taken as soon as the

paticar rememiers. Advise palicents not 1o double their neat dose.

15, References

Products sharing package inserts:

Giyxambi® 11¥5mg Film-Coated Tablets (regismation number: 027(174)
Glyxambi# 25/5myg Film-Coated Tubluts (registration number: 02173)
USPT March 2022

Manufzetured by

Ruttendorf Pharma Gmb[l

Ostentelder Strafie 5161 $9320 Enpigerinb, Germany

Packaging sile
Rottendorf Pharma GmbH

Amt Fleigendahl 3, $9320 Enzigerioh, Germany

LICENSE HOLDER

Botehringer Ingelheim International GmbiH
Ingelheim am Rhein, Germany
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