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Jardiance Duo 12.5 mg/850 mg Jardiance Duo 5 mg/850 mg
a"n 850 /a"n 12.5 11T 0IN'TIX"2 A"n 850 /a"n 5 INIT OIN'TIXN'A
empagliflozin 12.5 mg, metformin HCI 850 mg empagliflozin 5 mg, metformin HCI 850 mg
film coated tablets film coated tablets
Jardiance Duo 12.5 mg/1000 mg Jardiance Duo 5 mg/1000 mg
2"n 1000 / a"n 12.5 IXIT 0OIX*TIX"A 2" 1000 /2"n 5 IXIT 0IX'TIN'A
empagliflozin 12.5 mg, metformin HCI 1000 mg eMmPpagliflozin 5 mg, metformin HCI 1000 mg
film coated tablets film coated tablets
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Jardiance duo is indicated in adults aged 18 years and older with type 2 diabetes mellitus as an
adjunct to diet and exercise to improve glycaemic control
« in patients inadequately controlled on their maximally tolerated dose of metformin alone.
* in patients inadequately controlled with metformin in combination with other glucose-lowering
medicinal products, including insulin.
* in patients already being treated with the combination of empagliflozin and metformin as
separate tablets.
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:Xan yT1nn TV 5. Dosage and administration 9'voa

5.1 Adults with normal renal function (glomerular filtration rate [GFR] > 90 ml/min)

[...]

o Adjust dosing based on effectiveness and tolerability while not exceeding the maximum recommended
daily dose of JARDIANCE DUO (metformin hydrochloride 2000 mg and empagliflozin 25 mg) [see
Dosage and Administration (3.2)].

:Xan y1nn PTIY 8. Warnings and precautions 9'voa

8.8 Lower Limb Amputation
In some clinical studies with SGLT2 inhibitors an imbalance in the incidence of lower limb amputation has
been observed. Across four empagliflozin outcome trials. lower limb amputation event rates were 4.3 and 5.0

events per 1.000 patient-vears in the placebo group and the empagliflozin 10 mg or 25 mg dose group.
respectively. with a HR of 1.05 (95% CI) (0.81. 1.36).

In a long-term cardio-renal outcome trial. in patients with chronic kidney disease. the oceurrence of lower
limb amputations was reported with event rates of 2.9. and 4.3 events per 1.000 patient-years in the placebo.
and empagliflozin 10 mg treatment arms. respectively. Amputation of the toe and mid-foot were most
frequent (21 out of 28 empagliflozin 10 me treated patients with lower limb amputations). and some
mvolving above and below the knee. Some patients had multiple amputations. Jardiance Duo 1s not indicated
for the treatment of chronic kidnev disease.

Peripheral artery disease. and diabetic foot infection (including osteomyelitis). were the most common
precipitating medical events leading to the need for an amputation. The risk of amputation was highest in
patients with a baseline history of diabetic foot. peripheral artery disease (including previous amputation) or
diabetes.

Counsel patients about the importance of routine preventative foot care. Monitor patients recerving Jardiance
Duo for siens and symptoms of diabetic foot infection (including osteomyelitis). new pain or tenderness.
sores or ulcers involving the lower limbs, and institute appropriate treatment |
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ADVERSE REACTIONS

The following important adverse reactions are described below and elsewhere in the labeling:

Lactic Acidosis [see Boxed Warning and Warnings and Precautions (8.1)]

Ketoacidosis [see Warnings and Precautions (8.2)]

Volume Depletion [see Warnings and Precautions (8.3)]

Urosepsis and Pyelonephritis [see Warnings and Precautions (8.4)]

Hypoglycemia [see Warnings and Precautions (8.3)]

Necrotizing Fasciitis of the Perineum (Fournier’s Gangrene) [see Warnings and Precautions (8.6)]
Genital Mycotic Infections [see Warnings and Precautibns (8.7)]

Lower Limb Amputation [see Warnings and Precautions (8.8)]

Hypersensitivity Reactions [see Warnings and Precautions (8.9)]
Vitamin B12 Deficiency [see Warnings and Precautions (8.10)]

9.1 Clinical Trials Experience

[..]

Lower Limb Amputations: Across four empagliflozin outcome trials. lower limb amputation event

rates were 4.3 and 5.0 events per 1.000 patient-vears in the placebo group and the empagliflozin 10
mg or 25 mg dose group. respectively, with a HR of 1.05 (95% CI) (0.81. 1.36). In a long-term
cardio-renal outcome trial. in patients with chronic kidney disease. the occurrence of lower limb
amputations was reported with event rates of 2.9. and 4.3 events per 1.000 patient-vears mn the
placebo. and empagliflozin 10 mg treatment arms. respectively. Jardiance Duo 1s not mdicated for the
treatment of chronic kidnev disease.

Boehringer Ingelheim |srael LTD
Medinat Ha-Yehudim 5t, 89, P.O. Box 4124, Hertzliya =Pituach, Israel 4676672
Phone +8728-9730515 Fax +9729-9730549



~ Boehringer
IlW tngelheim

[22XY7 |17V D''NIAN DIDTY

:NQAD VTN DTV A9NNA YIn'wn 9% .2 9'voa

DN N9NN] WNNYa? I'n

TNX 7 1IN, TDNOTD 'MIDLNt, ['TI79'730AK D'7'YON DNINAINT (FANIK) WA NN e
(6 q'wo nx1 0D K7D 0'DNN NN'YAT) NPNNN 27N WX 0'901N D'DYRNN
77 017V INIT 0IX'TIN'AT MmN N'AYTK N2UAN 7 D'nen
N9 o
(NT210) "IN 19 W 0'AITK ,0'N33IN ONITR ©
0717V WX HYR-I5-Y-BORN-BSHTAE |NANL 090 ,0"N5WA 0190 W NIN'DY o
Y73 IX NR'WIA 'WIFT7 0NaY

AR R

. 1
T KDNT7 NI IXKIT 0IX'TIN'A 7107 PODN ,N7X 0'1'AONNA MW7) |'"AoN 17 W' DX
AN ANED 071NN N [N TNT WA IR

MU0 TIPON2A NYADN NN AN YA 7Y KDNN) MN [DIKY T MU TIPPN )7 W e
w

1219'0 N2V IX N1DI0 NI NTNA ,ANMN X NI DNY7 AR'00-'KN 70 NN .
ATINTT

n'M2Ie N'VILE N¥nNn IX (metabolic acidosis) N™7120n N¥ANA 7210 NNK.
{Inwa ¥ 072 0D2I0E W nnaam ninn L diabetic ketoacidosis)

N9NNA YIN'Y7 NIvana NIThim nNnTx
0N 771D ,'RIDTN J2¥N 7V NDNT7 190 LINIT 0IN'TIR'A2 71900 19T

N2I0 OV O'WINA 719'07 NTVIM Q1IN INIT OIN'TIN'A .1 21010 NNDION 720 NN e
.1 aon

JI'TN2I0 N'OIVE NY¥ANA VA NT0 .
A7 '7101'KN 1'MA NNNBD NN e
NN DRNTIY7Y e

JOAIN TN 0NAN'TANWANTAC -
AU AYUR/NANMO NNV e

DA NMYAN U0 NN .

DA NMAN 70O NNN. e

Boehringer Ingelheim |srael LTD
Medinat Ha-Yehudim 5t, 89, P.O. Box 4124, Hertzliya =Pituach, Israel 4676672
Phone +8729-97 30515 Fax +5729-9730549



~ Boehringer
IlW tngelheim

A7 NP'00 'W 770 A7 NIVAN 7AI0ONNK .

ONPIXKDIWBS ANNKR e

O PR BERTE RN 30—

DY NP2 NIfYan IR MWD D172 0'AINTA NAVA N710_ .

DX IK NUXR'TN DX MW 17W XDNNW DN’ .(N77A) PNI N7TALUK'T 7V T'O7R 11D e
7Y N9NNA '

D7 IKIT OIN'TIR'AQ 7w 71D'0N NIK 7'0D' KDNNW PN .NINTIIWT7 IV ANKR e
NFoDN TVIA "AA7 7 KDINA VI NINM MIAVT TAIY ANNK DX .NININ DK YNy
NN 719'0N0 N7NNN TV KT 0IN'TIN'A NT'0)

JNMITNA ' NN NIND DI NNK__ e

NMA'MM DNK e

27172 NN IR A7 NE?T 770 W AT nvan VA nTaow INTAI0 NNK. .

q¥7 [AT 7192 71NN NN ANIY N TINA NIDIRN 07 2078 NNIY ANN__e
(™2I7127K NoMXI NN WIn'y" §'Wo DA NKD)

ARIT OIN'TIN'A7 'ANTX NAIAN OYD 'R Y7 NN =

X DY PN A0 DIT'Y IXT TIAN-MIN X YAX NPT 7AR7 T NN e
NODN TVINT TWKRL 17w KDNN OV 12T .JXP [AT7 INIT 0IX'TIX'A [N DX 7'09n7
[RI7 NIWDIN" 4 'yo AR LIKIT 0IN'TIR'A W [Nnn WIT'N TV IKIT 0IX'TIR'A

PO S B BRSBTS S TR T RO TSI S T
1 aon

OTAB12 o1 2w npm nm 7w e

("NIMIDIAFIA LJIMA" OO0 'R KIN) [N NIDNA N [INNA DK e

"NIMIBI AR LM QU0 'R KIN) P'INTMDNA KNI NN .

NOINY IX NN'TO NOI 7 I'NI (ATINDIN-NN9) 12UNN 72 NN NN K7W NW'NIN e
"nImIsl A L mn" gvo 'R KIN) 770 ny'oin X7

Boehringer Ingelheim |srael LTD
Medinat Ha-Yehudim 5t, 89, P.O. Box 4124, Hertzliya =Pituach, Israel 4676672
Phone +8728-9730515 Fax +9729-9730549



~ Boehringer
‘ IV Ingelheim

RIT NIWDIN" 4 0'vo AR NIKAN DNMND 'RI7A NIVDINYT NIVAIIN NIDOI NITNIM NNATRY?

n'og? nxnn o

(w2 ¥ DT2 D2ILE Y NIN2AIN NN - Ketoacidosis) n'olop n¥an o

niwa'na_ o

7'M 'M'MU9 DIN'T_ o

NI '9N MNVYA IX TA72 ['D0 NNVYA DIN'T) ['97 2'a0NW YN ¥ 'N'™MVD DIN'T_ ©
(0"7m1 X7 023 A

[Nwn 'DTa 0MNImn onIngT o

(MMpP2219'0) DTA NRIAI VIO NN ©

TR NIMIY NN NIRZI2A 0N 201 X YT P10 Din't} -Fournier's gangrene o
f{{nyavn '9 V) 701730

PR RISUS BRTF——S

NSRRI AT T SRR SRS RIS PO R S B HIS S RIS D AT

(nop) NI o

ARLARS NN NIPAYZR NRIAN ©

(B12 'av'nanon) B12 ot 5w ndimy nn o

Apyni NPT
XD NIXINYT DXNN2 DT 12100 NI DK PITA7 W 71I9'0N NDIFNY. e
JNY NPT VDI AWK LN IO YT NFNT T INIT OIR'TIR'ANT'0I NV -
7210 NN L(N'MP7AIDN) DT NIDIND 1210 NINNA 79071 NINTT VIINT7 TXD XDNA YV e
oo 7w ooiaroal (NMP*7a019N) 072 NINIAA

Ao TR ASH IS T S TSR AN R - BT R TR RO NERR——
T ORUTIN A Y

ASHRR WIN'WN N7'NN 197 NiN'ion 0T NIF'TAT7 NIK D19 17U XDNDW DN e
DIX7 ORNNA 719'0N N9IFNALIKIT 01X TIX'A]

.B12 o nn17 0T T NYT WEA KDNAW DN e

OXNN2A 07300 NI9D W NYIRE N'M2IPN AT 2V TOpn7 AWN M0 701 90 -
7w 'RIDIN 79UNRN Y Ni¥RnY

INAN VTN DTV 29NN WNNWN 1D .3 9'voa

[...]

DIN'T (0277 NAKD 7wAT) NRIKIY 01N 122 ,¥YNY 7Y 0'M"IoN 0310 NNN MY¥AI NIAN WD
7210 NN OX T'A 7Y NDINT7 190 NINYWAT 277 N DNNY 12107 DDINNN NIind NNt 1N
J'TI'NINYT DNNNA 7UDI1 N7XN 0AYANAR TNMA

[...]

Boehringer Ingelheim |srael LTD
Medinat Ha-Yehudim 5t, 89, P.O. Box 4124, Hertzliya =Pituach, Israel 4676672
Phone +8729-97 30515 Fax +5729-9730549



~ Boehringer
IlW tngelheim

:N2N VTN DTV N7 NIysin .4 9ol

[...]

DDA NIV'VF7 11w j1D'on NX 11AN7 07y SGLT2 oyn .(niy'og) nint) e
JINInnn
‘DX NRINNN D92 NIV'VF7 N DIAA [12'02 NI'A7 717 Anx
12Va Yo Ay o
MY T oT'PAnrNY A IR DInoN Y7 ' o
N'NI2I0 721 92 7w 0'WX9 1IN DAY . DIN'T70'D o
DAY D'NIN'T IX DY) ,0'UYD .AWTN NIYAY IX WTN AXD 17 ¥ DR T'N 1'7¢ X9N'7 N9
20 90a niva 719'0 7 7w X9nn DY NNY 7200 002 I 7a0a

ANBA-RIN-RRRN ((NVIT N7 NINDY) ARLHYLY) NN NFN NRan__e
NN 2'N ON W%%WB%—EWW
WA IN TR X9N7 D191 INIT 0IX'TIXN'A 7107 7090 NN D A7X NAIAN 7Y N7 |'non
ANM ANED 071NN DA N TNy
17 o'y IRIT 0N TIR'AT DN D'AN7X DAIAN 'YW D'nona

nn—o o

(NT90) TIvn 119 7V 0MITX ,D'NAAIN DNITN o
AV™722 IX NR'WIA 'WIFY DNaY D71V QWK [NaN 9N .U N9wn 0190 Y Nin'D) o

[...]
:NIS0N 'XII'7 NIYSIN
[...]

ARTRI'AIN, e

[...]

Boehringer Ingelheim |srael LTD
Medinat Ha-Yehudim 5t, 89, P.O. Box 4124, Hertzliya =Pituach, Israel 4676672
Phone +8729-97 30515 Fax +5729-9730549



