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6.0% 7.0% 8.0%

Patient attitude and expected

treatment efforts Highly motivated, adherent, Less motivated, non-adherent,
Excellent self-care capacity Poor self-care capacity

Potential risk associated with
hypoglycaemia, other adverse events

Low High
Disease duration __’_4‘4
Newly diagnosed Long-standing

Life expectancy

Long Shor
Important comorbidities ‘4
Absent Few/Mild Severe
Established cardiovascular
complications Absent Few/Mild Severe
Resources, support system
Readily available Absent

1. Inzucchi SE, et al. Diabetes Care 2012;35:1364-79; 2. Ismail-Beigi F, et al. Ann Intern Med 2011;154:554-9






PRINCIPLES OF THESARGNEEACE COMPREHENSIVE

TYPE 2 DIABETES MANAGEMENT ALGORITHM

Lifestyle therapy, including medically supervised weight loss, is key to managing type 2 diabetes.
The A1C target must be individualized.

Glycemic control targets include fasting and postprandial glucoses.

The choice of therapies must be individualized on basis of patient characteristics, impact of net cost
to patient, formulary restrictions, personal preferences, etc.

Minimizing risk of hypoglycemia is a priority.

Minimizing risk of weight gain is a priority.

Initial acquisition cost of medications is only a part of the total cost of care which includes
monitoring requirements, risk of hypoglycemia, weight gain, safety, etc.

This algorithm stratifies choice of therapies based on initial A1C.

Combination therapy is usually required and should involve agents with complementary actions.

Comprehensive management includes lipid and blood pressure therapies and related comorbidities.
Therapy must be evaluated frequently until stable (e.g., every 3 months) and then less often.
The therapeutic regimen should be as simple as possible to optimize adherence.

This algorithm includes every FDA-approved class of medications for diabetes.

COPYRIGHT ©2016 AACE MAY NOT BE REPRODUCED IN ANY FORM WITHOUT EXPRESS WRITTEN PERMISSION FROM AACE.
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H NMPATMATIKOTHTA

China Latin America Europe
(CODIC-2)* (DEAL)3 (CODE-2)°
HbA, <7.5% HbA, <7% HbA1c< 6.5%

1c 1c

57%
(1)
Canada us 69%
(DICE)? (NHANES)*
HbA, < 7% HbA, < 7%
49%
63%

1. Xingbao C. Chinese Health Economics 2003. Ling T. China Diabetic Journal 2003. 2. Harris SB, et al. Diabetes Res Clin Pract 2005; 70:90-97.
3. Lopez Stewart G, et al. Rev Panam Salud Publica 2007; 22:12-20. 4. Saydah SH, et al. JAMA 2004; 291:335-342.
5. Liebl A, et al. Diabetologia 2002; 45:523-S28.
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H avénon tou Bapouc kat n vrtoyAukatpio emnpeadlouyv 1n
oUUpOPpPWON TWV aoBeVWV
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Khunti K, et al. Diabetes Obes Metab 2010;12:474-84.
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Therapy for Glycaemia at 5 Years
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Sulfonylurea Inadequacy

Efficacy of addition of insulin over 6 years in patients with type 2 diabetes
in the U.K. Prospective Diabetes Study (UKPDS 57)
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JYMMNEPAZMA:H tpooBnkn Baolkng tvoouAivng otav n peylotn doocoloyia
oouAdovuloupiac anotuyyave (FPG>108 mg/dl) :

a)BeAtiwoe Tov YAUKOLULKO EAEYXO
B)xwplc avénuéva eneloodia umtoyAukaiag aAAd pe avénon ocwpaTkoL Bapoug Kal
Y) o€ peyaAUTtepPO TO00O0TO a.oBevwy enetevxOn puBuwon (HbA1C)
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COMPARISON OF INSULIN REGIMENS IN PATIENTS WITH NON-INSULIN-DEPENDENT
DIABETES MELLITUS

HaAnNNELE YKI-JARVINEN, M.D., Marjur KaurpiLa, M.D., EiLa Kujansuu, M.D., JormMa LaaTi, M.D.,
Tapant MarjaNneEN, M.D., LEo NiskaneN, M.D., Suro Rajara, M.D., LEena Ryvsy, M. D,
Sepro SaLo, M.D., PENTTI SEPPALA, M.D., Timo TurLokas, M.D., Jorma Vukari, M.D.,

JUKKA KArRjaLAINEN, M.D., anp Marja-Rurra Taskinen, M.D.

Table 1. Base-Line Clinical Characteristics of the Five Groups of Patients with
NIDDM . *
o= MULTIPLE-
MorrminG-MNPH EvEmMIMG-MNPH INFECTION [MIECTIOMN CoMNTROL
CHARACTERISTIC GROUP GrOUP GROLP Group GROUP
No. of patients 3z 28 2o 30D 30
Menwomen 12720 15513 1217 18512 LErF1D
Age (vr) 598 606 597 =5 597
Body-mass index 27.6x3 6 27.9x3.2 28.7+4 0 2B BE+3.2 28,637
Dwuration of diabetes (yr) 11=44 1026 10=>=4 11=5 104
Fasting blood glucose 225 =44 220 +44 223473 22550 22038
(mg/didT
Fasting serum C peptide 0.69+0.31 O.66x0.31 D682 0.23 Q.54 =0.22 0.67+=0.31
(nmol/liter)f
Serum creatinine 0.9=201 0901 0. 9=, 1 .90 1 09201
(mg/dl)E
Urinary albumin excre- 65 =76 B2+HS 3640 5149 4537
tion {(mg/24 hry¥y
dose (percens of growp)
Oral hvpoglycemic
agents
Glyburide (mg/day) 1E=2 (81) 112 (8B9) 1222 (B1) 12 (BR) 11 (89)
Glipizide (mg/day) I8=3 {17T) 193 (14) 17=3 {(18) 226 (100 18=3 (10)

Metformin (g/day)

1.3x0.5 (59)

L.3=0.5 (64)

1.220.5 {55}

1.4*0.5 (60)

1.420.5 (57)

-
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Figure 4. Changes in Mean Diurnal Serum Free Insulin Concentrations after Three Months in Each Insulin-Treatment Group as
Compared with the Control Group, as Measured in the Hospital.

H ouyxopriynon Bpaduvric NPH pe Stokia avedelte kaAUTeEpO MPOdIA YAUKALULKNC

SlakupOavVoNG o€ OXEON LLE TOL UTIOAOLTTOL OXNULOTA, LLE EVUVOIKOTEPO YAUKOALLLLKO
npodiA otic povadec tvoouAivng kot mapopola puBuon (HbA1C)




2YMIMEPAZMATA (1990-2000)

H cuyxopnynon dtokiwv (SU kat MET) Atav onpavtikn Bepameutikn e€EALEN HE
A€OVEC TN MPWLN EVTATLKOTIONON HUE AoDAAELDL

H cuyxopnynon Bpaduvnc NPH pe diokia avedelée kaAUTepo POdIA
YAUKOULULKAC SLAKULOVONG OE OXECN LLE TOL UTTOAOLTTAL OXNLOTA, LE EVUVOIKOTEPO
nPodiA oTLc povadec tvoouAivng ko tapopota puBuion (HbA1C)

H mpooBnkn Baolknc tvoouAivng otav n peyltotn docoloyio couAdovuloupiag
amotuyxove (FPG>108 mg/dl) BeAtiwoe Tov YAUKALULKO EAEYXO XWPLC auEnUeEva
EMELOOOLa UTTOYAUKALMIOG KOl aUEnon CWHATIKOU BApoug o€ peyaAUTEPO
TTOCOOTO 0.00evVwWY

H petdoppuivn daivetal va umepeixe oto cuvOUACUO LE LVOOUALVN OE OXEON UE
T SU o€ oxéon e to Bapocg



H EMMANA2ZTA2H TH2 GLARGINE: 2YNAYA2MO2 ME AIZKIA
The Treat-to-Target Trial

Randomized addition of glargine or human NPH insulin to oral therapy of

type 2 diabetic patients

Clargine

n
Sex (FM) (%)

Age (years)

Duration of diabetes (years)

BMI (kg/m’)
FPG (mg/d| [mmol|)
HbA,;, (%)
Ethnicity (%)

White

Black

Asian

Multiracial
Hispanic heritage (%)

Start with 10 [U/day bedtime basal insuln and adjust weekly

Mean of sell-monilored FPG values from Increase of inulin dosage
preceding 2 dajs ([Lday)

> 180 mg/dl (10 mmol
140-180 myd) (78-10.0 mmol)

120-140 myal (6.7-7.8 mmol/)

100-120 mg/dl (5.6-6.7 mmol) )

Prior therapy (%)
SU + metformin
SU only
Metformin only
SU+TZD
Metlormin + TZD
TZD only

The Lreat-Lo-tanget FPG was <100 gl Excetions to this algorithm were 1) no increaze in dosage i
lasma.relerenced ghucose <72 mpdi was documented ut any ime in he preceding week, and 2} in addition
Lo no increase, smallinsulim dose decreases (2-4 IUday per adustment) weze allowed i severe hypogyee

mia (requining assistance) or plasma-relerenced gucose <56 my/dl were documented in he preceding

Wees

Marmuew C. RIDDLE, .-.‘m' ON BEHALF OF THE INSULIN GraRGINE 4002
Jurio ROSENSTOCK, MD™ STuDY INVESTIGATORS®
Jonx Gemcn, mp?

Digrts Cage, voeuse 20, sumeen 11, Novisis 2003
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DETEMIR KAl ANTIAIABHTIKA Al2KIA

A 26-Week, Randomized, Parallel, Treat-
to-Target Trial Comparing Insulin Detemir
With NPH Insulin as Add-On Therapy to
Oral Glucose-Lowering Drugs in Insulin-
Naive People With Type 2 Diabetes

KjerD HERMANSEN, MD! Per Cravson® s
J - . o : Merante Davies, Mp? Pty HOME, DM, DPHIL
- 1017601774 3 ! ! AVIES, )
Diabetes Care 29:1260-1274, 2006 TAUDEUSZ DEREZINSKI, MD” ON BEHALF OF THE LEVEMIR TREAT-TO-
GasriELLE MARTINEZ RavN? Tarcer Stony Grove




DEGLUDEC KAI ANTIAIABHTIKA AI2KIA

Insulin Degludec Versus Insulin Glargine
in Insulin-Naive Patients With Type 2
Diabetes

A l-year, randomized, treat-to-target trial (BEGIN Once Long)

IGlar od

Anndiabetic treatment at screening
OAD regimmen
Metformm monotherapy¥
Metformm =% (sulfonviurea or glinides)
*+ a-ghicosidase mhibitor#
Metformm + DPP-4 inhibitor
+ (sulfonylurea or ghmdes)
+ oe-ghicosidase mhibitor i P 7 (18.3)
O ADSs at screening
Metformm v (QC_7) - (100.0)
Sulfonvlurea 71 {(60.9) (54.1)
DPP-+ mhibitor (17.2 (18.3)
Sitaghiptin (15.8) > (16.3)
Vildaghptin (1.4) » (1.9)
Glinide 20 (3.8) (3.9)
o-Glucosidase imhaibitor (0.9) (1.2)
Thiazolidinedione (C.6)** —
Number of OADs at screening
1 2 (27.6)
2 '8 (61.8)

=2 32 (10.6) j
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Overall confirmed hypoglycemia
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Insulin detemir versus insulin glargine for type 2 diabetes
mellitus (Review)

Swinnen SG, Simon ACR, Holleman F, Hoekstra JB, DeVries JH

THE COCHRANE
COLLABORATION®

This is a reprint of a Cochrane review, prepared and maintained by The Cochrane Collaboration and published in The Cochrane Library
2011, Issue 7
htep:/fwranan thecochranelibrary.com



2YMMEPAZMATA

(Xpnon Glargine/Detemir/Degludec kat Stokiwv)

OL peleteg pe Glargine kat Detemir oe cuvduaouo pe dlokia eival otnv

AElOVOTNTA TOUC treat-to-target kat epdavitouv vPnAo kivduvo bias

OL peAeteg pe Glargine xpnotuomnoinoav Bpadvn anoé xopnynon ,evw ot

avtiotowxeg pe Detemir (amo 13.6% -57.2%) di¢/nuepnoiwg

O YAUKOLULKOG EAEYXOC KoL Ta eTteElcOSLa uTtoyAuKaLlpiog o Stedpepav

ONUOVTLKA

Cochrane Database Syst Rev. 2011 Jul 6;(7)



2YMITEPA2ZMATA

(Xpnon Glargine/Detemir/Degludec kat Stokiwv)

OL pel€tec pe Glargine glyav ocUYKPLTLKA ALlyOTEPEG LOVADOEG KAl AVTLOPAOELC
OTO OnMelo TNG Eveonc ,evw oL PeAETEC pe Detemir epdavioov Alyotepn

avénon Bapoug

Ol aoBeveic mou €AaBav Degludec og ouvduaouo pe Slokia epdavicav
ALYOTEPEC VUKTEPLVEC UTTOYAUKOLULES ,aANd B tpETel var AndOet utoP v Kot To

KOOTOC

Ol ouvduaopol dtokiwv pe Glargine ,Deglucec kot Detemir umepgxouv avtwv

e NPH og entimedo umoyAuvkalplwy, avénoncg Bapouc kot Lovadwyv LVGOUALVNG

Cochrane Database Syst Rev. 2011 Jul 6;(7)



ORIGINAL PAPER

Patients with type 2 diabetes inadequately controlled
on premixed insulin: effect of initiating insulin glargine
plus oral antidiabetic agents on glycaemic control in
daily practice*

H. Hammer,! A. Klinge?
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What's known

Phamacologal therapy of type 2 dlabetes melitus
tyicaly tants with oral agents, incuding
metiormn of Sufforylurea. Howeve!, the naturd
procpession of type 2 dlabetex malfitus means that
combination theragy & oten raquied One option
10 starting Insulin thempy & the addtion of a
basal’ insull 1o help manage fasting blood
e,

What's new

Prommixad insully & used by approximately 40% of
natients with type 2 dibates melits, but for many
ghcaanic control, In this obsenvational study of
everyday clincal practice, transferring from
preenixad insuln to fnsulin glargine was asocited
with signficant Improvements In HbA,. and fasting
biood ghucose. Thus, the switch 1o incul glargine
Offers an alternathve tretment option for patfents
with inadequate ghcaemic control on premoied
U,
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Initiating insulin therapy in elderly patients with Type 2
diabetes: efficacy and safety of lispro mix 25 vs. basal
insulin combined with oral glucose-lowering agents
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SYSTEMATIC REVIEW

meta-analysis

P. Rys,' P. Wojciechowski,' S. Siejka,' P. Matecki,? k. Hak,” M. T. Malecki®*

Outcems AMBATC level [%6)
Study B#Asp 30 1Giar
o sub-category N Mean SO N Mean SD
Syojeh 2000 225 = = 232 £ =
Yang 2012 x x b x x x

Sebtotal (BiAsp 30 gd)
Q08 o= 1(p*08ST)I" =%

Kann 2006 128 x x 127 x x

Lghtaim 2011 132 —-1.30 x 127 -120 x

Raskn 2005 177 =270 119 116 -236 118
Subtotal (BiAsp 30 bid)

Q565 o =100« 0858 1* =«55%

Total

Test far hetercgeaeity: Q=B8E61, i =4 (p =00717) 17 = 53.53%

Test overal enect Z = -3.08 @ = 0.0020)
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Figure 2 Weighted mean difference in HbAlc level for the comparison between BlAsp 30 and IGlar
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Raskn 2004 117 12500 7200 116 12500 Y440
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CLINICAL PRACTICE

A comparison of biphasic insulin aspart and insulin
glargine administered with oral antidiabetic drugs
in type 2 diabetes mellitus — a systematic review and
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random efects moded
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WD [95% C1)
rmndom effects model

~720 [-1843 503
2870 [1357.4383)
000 [-1852 10.62)
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Review Criteria

Systematic teview was carled out n ordet 1o
enty fandomized controlid triaks (RCTs)
comparing efficacy and safety of biphasic nsuln
aspart (BlAsp 30) and insulin glargine (IGls)
administered with oral antidiabetic chugs {OAD) in
patients with type 2 dabates mefitus (T2DM).

Message for the clinic

* BlAsp 30 aded to OAD & compared with |Glat
used with OAD results in batter ghcaemic control
without Increased risk of major hypoghcasnia

* Prembred biphasic preparations should be
congdred at the initation of insully therapy n
T2OM patients with moderate of sewse
hypergcasmi,




MITMA vs. BAZIKHZ wc Bepameia mpooBnknc oe diokia
2YMTIEPA2ZMATA

OL pEAETEC IOV CUYKpivouv Ta SUOo oXAUATO AVAOELKVUOUV OVTLKPOUOLEVO ATOTEAECHATA

H xopriynon piypotog avaAoywv He SLokia utepEXEL 0T YAUKALULKA pUBULoN pe

EUVOIKOTEPO TIPOGDIA UTIOYAUKALULWY TWV VEOTEPWV AVOAOYWV ULYUATWY

Kataypddetal euvoikotepo podil puOULONG, LUTTOYAUKALULWY Kal BApouc oTo

ouvOUAOTIKO OXNUO BACLIKAC LVOOUALVNG KoL SLoKiwv o0& NALKIWUEVOUG a0BEVELC

2 NUAVTLKO pOAO oTNV KAWVLKN anodaon Stadpapatilel To YAUKOLULKO TtpodiA

(avénuéva FPG-guvoeital n Baotkn vs. PPG- mou suvoouyv to pivua) ,n nAtkia aAAd kol To

Bapoc tou aocBevoulc (euvoeital n cuyxopriynon Baotkng tvoouAivng pe Slokia)



YTEPEXEL KATIOLOU TUTTOU LVOOUALVN
0TO oUVOUOOUO UE OLOKLAL
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CORIGINNAIL. ARTICILE I|

Addition of Biphasic, Prandial, or Basal
Insulin to Oral Therapy in IType 2 Diabertes

Rury R. Holrmanmn, NM1_ B. Ch. . B., F. R . C P, Kerensa I. Thorme, M _Sc._,
Anrnclrew ). Farrmmer, D NM., F.R. C. G P, Melanie ). Davies, N D, F. R.<_P_,
Joannme F, Keconan, B.A . Sanjoy Pauwul, Ph.D., and Jonatham C, Levy, M. D, F.R.C . P,
for thie AT Study Growup ™™

936 Patients were screened

219 Were excluded (could have more than one reason)
126 Had gilycated hemoglobin =726 or =10%S
27 Had plasma creatinine =1.47 mg/dl
20 Had alanine aminotransferase =3 times the
upper limit of normal
9 Declined to participate 11 Had body-mass index =40
3 Withdrew consent 8 Had previously received insulin
4 Were unwilling to inject insulin 7 Were not receiving maximally tolerated oral
2 Were unwilling to perform self- antidiabetes agents
monitored capillary glucose 6 Had had diabetes for<1 yr
measurements S Had received thiazolidinediones within 6 mo
—~
s
-
=

Had uncontrolied hypertension

Had received oral therapy for <4 mo

Had received oral therapy with 3 or more drugs
within 6 mo

Had other reasons

Y16 péylotn avekti doon

ue MT ny /+SU

708 Underwent randomization

235 Were assigned to 239 Were assigned to 234 Were assigned to
biphasic insulin prandial insulin basal insulin

13 Discontinued v

2 Had adverse 17 Discontinued i e
event 1 Died F

3 Died 2 Had protoceol A Tiad ackrer=e

Z = event
2 Had protocol violation
e = = — 1 Had protocol

violation 1 Was lost to iolats

2 Were lost to follow-up 1 I‘:cl>°staa'cocness to
follow-up 13 Withdrew parti-

4 wWithdrew parti- cipation S
st 3 Withdrew parti-

= cipation

v v v

222 Completed 1 yr 222 Completed 1 yr 224 Completed 1 yr




Biphasic insulin

Prandial insulin

Basal insulin

Months since Randomization
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5 W Biphasic nsulin [ Prandialinsulin [ Basal inulin “ r
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: g 154
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S
Cycated ~ Fasting Plasma  Postprandia Body Hypoglycemia

Hemoglobin Glucose Glucose Weight Grade20r3
Baseline value  8.3% 173 mg/d 207 mg/d 858 kg




YTIepEXEL KATIOLOU TUTIOU LVOOUALVN 0TOo ouvOuaouo UE SLoKia,

2YMMEPAZMATA
OL tpeic dLadopetikol cuvduaopol tvoouAivng pe Slokia Sev eixav Sltadopa

oto eninedo puOuLong e HbAlc <8.5% mpo €vapénc

AcBeveic pe HbAlc > 8.5% mpo €vapénc Ntav Alyotepo nbavo va eTuxouv
pLOULON (<6.5%) otnv opada TN Baokng LvoouAivneg o€ oxeon Ue TLc duo
AAAEC OpAOEC

Ot duo aAlec opadec ( prandial/biphasic) dev epdavicav dtadopec petalv

TOUC

H mpooBnkn Baolkng tvooulivng eival Beparmeia mpwtng YPOUUNG O
ouvluaouo pe dokia (HbAlc <8.5% ),aAAd pe uPnAd TocooTA aoToXLaC

pLOULONC pakpoTpOcOeopa (evtatikonoinon Ke piypo [ yEUUOTLKN )



Comparison of metformin and insulin versus insulin
alone for type 2 diabetes: systematic review of
randomised clinical trials with meta-analyses and trial
sequential analyses

Mean (SD) Total

Study Insulin and Insulin Mean difference Weight Mean difference
metformin (and placebo) (95% Cl), IV (%) (95% Cl), IV

Avilés-Santa 1999 0.5(5.5 21 3.2(4.7) 22 — 2.8  -2.70 (-5.76 10 0.36)
Civera 2008 1.7 (2.6) 12 3.0(2.8) 13 — 5.2 -1.30(-3.42t0 0.82)
Douek 2005 6.1(2.1) 87 7.6(5.9) 88 : 9.9  -1.50(-2.8110-0.19)
HOME 2009 2.0 (2.5) 4.0(5.5) 14.7 -2.00 (-2.8510-1,15)
Kabadi 2006 2.0(2.6) 12 52(4.0) 8 2.7 -3.20 (-6.34 t0 -0.06)
Kvapil 2006 0.8 (2.1) 1.6 (6.2) 10.5  -0.80 (-2.04 to 0.44)
Relimpio 1998 0.300.5 24 1,2(1.9) 23 j 15.3  -0.90 (-1.70 t0 -0.10)
Schnack 1996 1.1(3.1) 20 23(5.7) 19 3.1 -1.20 (-4,10t0 1.70)
SDDSa 2011 3.0 (3.2 45 5.3(6.3) 46 : 5.4 2,30 (-4.35 10 -0.25)
SDSSh 2011 3.9(2.9) 45 6.1(5.8) 48 ; 6.3  -2.20 (-4.05 10 -0.35)
Strowig 2002 0.5(2.8) 27 4.4(4.3) 31 ; 6.3  -3.90 (-5.75 t0 -2.05)
Ushakova 2007 1.5 (4.4) 1.7 (5.1) — 9.9  -0.20(-1.51t01.11)
Yilmaz 2007 1.4(3.6) 17 3.6(3.00 19 f 49  -2.20 (-4.38t0-0.02)
Yki-Jdrvinen 1999 09(52) 19 4.6 (4.9) 24 : 2.8  -3.70 (-6.75t0 -0.65)
Total 733 746 : 1.68 (-2.22t0-1.13)
Test for heterogeneity: T°=0.34, 1°=20.30, df=13, P=0,09, |’=36%

Test for overall effect: z=6.00, P<0.001 10 S 5

Favours insulin Favours insulin
and metformin (and placebo)

BMJ2012;344:e1771 doi: 10.1136/bmj.e1771 (Published 19 April 2012)



No of events/total

Study Insulin and Insulin Risk ratio Weight Risk ratio
metformin (and placebo) (95%CI), M-H (%) (95% C1), M-H

All cause mortality
Avilés-Santz 1999 0/21 0/22 0.0 Not estimable
Civera 2008 0/12 1/13 e 7.1  0.36(0.02t08.05)
Douek 2005 0/92 0/92 0.0 Not estimable
Galani 2011 0/15 0/15 0.0 Not estimable
Giugliano 1993 o/27 0/23 0.0 Not estimable
Hermann 2001 0/16 0/19 0.0 Not estimable
HOME 2009 9/196 6/194 —":I— 66.9 1.48(0.54104.09)
Kabadi 2006 0/12 0/8 0.0 Not estimable
Kvapil 2006 1/116 0/111 6.8 2,87 (0.121069.76)
Ponssen 2000 0/17 0/14 0.0 Not estimable
Relimpio 1998 0/31 0/29 ; 0.0 Not estimable
SDDSa 2011 0/45 0/46 ! 0.0 Not estimable
SDDSb 2011 1/45 2/48 —— 12,3 0.53(0.05t05.68)
Strowig 2002 0/30 0/31 0.0 Not estimable
Ushakova 2007  0/100 0/104 : 0.0 Not estimable
Yilmaz 2007 0/17 0/19 0.0  Notestimable
Yki-jarvinen 1999 1/23 0f24 6.9 3.13(0.13t073.01)

Total 12/815 9/812 ‘ 100.0 1.30(0.57 t0 2.99)

Test for heterogeneity: T/=0.00,
1%=1.80, df=4, P=0.77, I*=0%

Test for overall effect: z=0.63, P=0.53

‘Cardiovascular mortality
Avilés-Santa 1999 0/21 0/22 : 0.0 Not estimable
Civera 2008 0/12 1/13 ———— 25.9 0.36(0.02t08.05)
Douek 2005 0/92 /91 0.0 Not estimable
Galani 2011 0/15 0/15 0.0 Not estimable
Giugliano 1993 0/27 0/23 0.0 Notestimable
Hermann 2001 0/12 0/19 : 0.0 Not estimable
HOME 2009 3/196 1/194 ———-0-— 49.4 2.97 (0.31to 28.30)
Kabadi 2006 0/12 o/8 } 00  Notestimable
Kvapil 2006 1/116 0/111 ——‘-'— 24,7 2,87 (0.121069.76)
Relimpio 1998 0/31 0/29 : 0.0 Not estimable
SDDSa 2011 0/45 0/46 H 0.0 Not estimable
Strowig 2002 0/30 0/31 0.0 Not estimable
Ushakova 2007 0/100 0/104 0.0 Not estimable
Yilmaz 2007 0/17 0/19 0.0 Not estimable
Yki-Jarvinen 1999 0/23 0/24 - 0.0 Not estimable

Total 41749 2(749 4-‘- 100.0 1.70(0.35t0 8.30)

Test for heterogeneity: t°=0.00,

0.01 0.1 1

17=1.30, df=2, P=0.52, I’=0%

Favours insulin

Test for overall effect: 2=0.66, P=0.51

and metformin

10 100

Favours insulin
(and olacebo)

No of events/total
Study Insulinand  Insulin Risk ratio Weight  Riskratio
metformin (and placebo) (95%CI), M-H (%) (95%Cl), M-H
Severe hypoglycaemia
Altuntas 2003 0/20 0/40 0.0 Not estimable
Civera 2008 0/12 0/13 0.0  Notestimable
Douek 2005 10/92 1/91 ———— 315 9.89 (1,290 75.70)
Hirsch 1999 0/25 0/25 0.0 Not estimable
HOME 2002 8/196 4(194 o e 51.2 1.98(0.61t06.47)
Kabadi 2006 0/12 0/8 0.0 Not estimable
Kvapil 2006 0/116 0/111 0.0  Notestimable
Strowig 2002 0/30 1/31 17.3 0.34(0.01t08.13)
Ushakova 2007  0/100 0/104 0.0  Notestimable
Yilmaz 2007 0/17 0/19 ; 0.0  Notestimable
Yki-Jérvinen 1999 0/23 0/24 : 0.0  Notestimable
Total 18/643 6/660 By 100.0 2.43 (0.54 to 10.85)
Test for heterogeneity: t'=0.77,
1'=3.51, df=2, P=0.17, I"=43%
Test for overall effect: 2=1,16, P=0.25
Mild hypoglycaemia
Douek 2005 53/92 47/91 * 254 1,12(0.86to 1.45)
Hermann 2001 2/16 0/19 — e 0.3 5.88(0.301t0 114.28
Kvapil 2006 13/116 10/111 = 46 1.24(0.57t02.72)
SDDSa 2011* 33/45 35/46 + 285 0.96(0.76101.22)
SDDSh2011*  36/45 43/48 E 37.9 0.89(0.75t01.06)
Ushakova 2007 9/100 4104 — 2.2 2.34(0.74t07.36)
Yilmaz 2007 2/17 219 — 0.9 1.12(0.18t07.09)
Total 148/431 141/438 ¢ 100.0 1.01(0.85t01.20)
Test for heterogeneity: t'=0.01,
3 . 001 01 1 10 100
1 =8.18, df=6, P=0,23, |°=27%
Favours insulin Favours insulin
Test for overall effect: 2=0.12,P=0.91 504 o atformin (and placebo)
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Study

Altuntas 2003
Avilds Santa 1999
(Ivera 2008
Douek 2005
Galani 2011
Glugliano 1993
Hermann 2001
Hirsch 1999
HOME 2009
Kabad! 2006
Kokic 2003
Kokic 2010
Kvapil 2006
Relimpio 1998
Schnack 1996
5004 2011
§055h 2011
Strowig 2002
Ushakowa 2007
Vihdtalo 2007
Yilmaz 2007
Total

Mean(S0) Total

Insulin and
metformin

24 20
2503 1
07010 1
1503 87
3808) 15
1902 o
1104) 16
1208 0
02(10) 196
2500 12
W00 B
2608 79
1706) 108
1900
16018 20
130) 4

12(102) 45

1700 27
30(16) 100
1502 %
2000 17

%8

[nsulin

(and placebo)

245
16(1)
14(14)
13(10)
2305
02(08)
0.3(06)
08(20)
00(08)
2809
12(13)
(L)
16(60)
003(1.)
47013
04(10)
08(04)
17(L9)
29(19)
180
1201)

i0
)]
13
88
15
3
19
%
19
§
9
It
107

963

Tt orheterogenety. 20,29, '=110,65, f=20, K001, '=82%
Test for overall effect: 2=4.11, Pe0.001

Mean difference
(98%CI), v

42 0 1 4

Favours Insulln ~~ Favours insulin
andmetfornin ~~ (and placebe)

Weight  Mean difference
() (o5%C)N

L1 030(281t0221)
35 090(2.0010.20)
35 070(04010150
68 0.20(051100.41)
64 -150(190t0-1.10)
57 -170(22610-1.44)
67 L40(73t0:107)
34 040(1.5600074)
71 02000381000
08 030(2731033))
48 080 (15810000
6.1 -0.40(088t0008)
38 010011200092
31933050 081)
39 010(088110)
63 000334047
65 060(097t00.3)
58 0000054t 054)
63 0.10(05310033)
29 030(102t01.62)
52 080(149000.1)
1000 0,60 (0.8910-0.31)



Metdoppuivn Kot WooUALvVN

H ovuotnuatikn avaAuvon 26 RCTs avadeikvuel (2012) otL n cuyxopnynon

ExeL oubETEPN 6paon otV cUVOALKN AAAA Kal KapdLlayyelokn Bvntotnta

Kataypadnke peiwon xopnyolpevwyv povadwv tvaoulivng (-5 IU/nu) pe

oplokn alENon UTTOYAUKOLULWY

Kataypadnke peiwon HbAlc (-0.5%)

Kataypadnke peiwon Bapoug [.tT.:-1.0 kg(-0.8 wg -4.5 kg)]

BM]

BMJ2012;344:e1771 doi: 10.1136/bmj.e1771 (Published 19 April 2012)



MeAgtec ouvbuaopou moyAtrtalovng e LVOOUALVN

Authors Mo.of Female Age EMI Design| Combination  Follow up Reduction
cases (%) (years) FPG (mgidl) HbAIlc (%)
Rosenstock? 566 517 30-75 332343 V Fio 15 mg |6 weeks  -345 -10
(range| Fio 30 mg -48.0 -1.3
Mattoo™ 163 56.7 568.8 31.8-325| BBT Pio 30 mg bmonths  -26.1 -0.6%
(mean|
Raiz” 181 40 56 (meanj 295 Bl Fio 30 mg |Bweeks -3 —0.64
Davidson’ 690 454 563-566 331 V Fio 30 mg ldweeks  -319 -1.17
(mean| Fio 45 mg -45.8 -1.46
Asnani® 20 — 18-75 — R Fio 30 mg 4 months -1.6
(range|
Berhanu® 1 — 18-80 — v Fio 45 mg Wweeks  —Bo(insulin  -16
(range) (titrated) dose reduction
(metformin study)
involved)
Fernandez’ 30 — — — MDI| Pio 45 mg Jbweeks 47 -11
(titrated)

——  (CSllinvolved)
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Pioglitazone Use im Combination with Insulin in
thhe Prospective Pioglitazone Clinical Trial in
Macrovascular Events Study (PROactive19)

Bernard Charbonnel, Ralph DeFronzo, Jaime Davidson, Ole Schmitz,
Kare Birkeland, Valdis Pirags, and Andre Scheen, on behaif of the PROactive
investigators

A\ Kaplan Meier Estimate

0.25 - g’
i
Pioglitazone P
1 " 0.20 - =
- ]
— 0.15 4
- —a
0.10 4
6 0.05
5.5
S i T T T T oy I 9':_— Pio (864): 818 776 745 716 404
Baseline 6 12 18 24 30 Final visit atnsk: | prac (896); 852 803 766 726 410
Ll Ll L Al T Bl
Months (e) 200 400 600 800 1000
Tp<0.0001 versus placebo Time from Randomisation {days)
3 B Kaplan Meier Estimate
0} 0.25 - e T e
(J Clin Endocrinol Metab 95: 2163-2171, 2010)
60 Pioglitazone
o204 = e Placebo
0.15 -
0.10 -
0.05 -
301
: i ' 5 ¢ x - Pio (864); 834 811 783 765 448
Baseline 6 12 18 24 30 Final visit N at risk: Plac (896): 871 843 815 790 451
Months T T T T T ]
o 200 400 600 800 1000

Tp<0.0001 versus placebo; 8p<0.0371 versus placebo Time from Randomisation (days)



Pioglitazonmne Use inmn Combination with Insulimn in
tThhe Prospective Pioglitazonmne Clinical Trial imn

Miacrovascular Events Study (PROactive19)

d CTharbonnel, Ralph DeFronzo, Jaime Davidson, Ole Schmitz=,
Kare Birkeland, Vaildis Pirags., and Andre Scheen, on behaif of the PROactive
iNnvestigators

Méon 66on wvoouAivng (42 vs. 55 u/d, p<0.001)

AHbA1C (-0.93 VS.-0.45 p<0.001)

EAattwon kapdloayyetakwyv [HR 0.86 (0.71-1.04)NS]

Kapoiakn avernapketo(13.5% vs. 10.5),016nua(30.8% vs
18.2%) ,urtoyAukatpia (42.1 vs.29.0%)

Mn oTOTLOTIKA onUovTikn dtadopa ota coBapa cuppfapota



2uvOUaoMOC TILoyAttalovng LLE LVOOUALVN
2YMITEPA2ZMATA

* HmpooBnkn royArtalovng og dStaBntikouc aoBeveilc pe pakpoayyeLlomabeLa
BeAtiwoe Tov YAUKALULKO EAEYXO,EAAATWOE TIC LOVASEC XOPNYOUEVNG LVOOUALVNG Kall

armAornolnoe to oxnua (eveoelg) wvoouAlvoBeparmeioag

*  EmumpooBeta Sedopéva avadelkviouv eUOSOTIKEC avVTLOONPOCKANPWTLKEC AYYELOKEG

Sdpaoelc oto AMwOEC o Kal ota TPLyAUKEPLSLa

*  NMapola autd xpelaletal TPoooxXn N XOPrnyNnon tng o€ XaUNAEG apXLlkd SOCELG
(utoyAukaipia),ue xapunAn AnYPn aAatog Kot PETA amo KapSLoAoyLKn EKTUNGCN
(kaBw¢ peyalo mooooto SLafnTikwy acOeVwY MAGXOUV OO 00U UTTTWHUOTIKA

KapSLaKr oVETAPKELD)



Juvbuaopoc DDP-IV avaoTtoAéwv Kot LVGOUAivNg

Duration £\ Baseline® AFasting % Patients
Reference of A HbA, ., FIbA, plasma achieving
(Clinical trial diabetes, nincl/ Other Duration, mmol/mol mmol/mol glucose, AWeight, A Insulin, HbA o
reg. no.) years® Compound | Dose compl. trearment weeks (%)* (%) mmol/1® kg® Ufday® < 7%
Rosenstock 12,1 + 7.2) Alogliptin 12.5 mg 131/83 + metformin 26 —6.9 (0.63)° 78 £ 1.1 +0.1 £ 0.3 +0.6 + 0.2 0.4 + 5.7 NR
et al, [19] once (9.3 & 0.1)
(NCT00286429) daily
13.4 £ 6.3] Aloglipun 25 mg once 12977 + metformin 26 ~7.8 (-0.71) 78 £ 1.1 —0.6 + 0.3% 0.7 £ 0.2 -0.2 £8.7 NR
daily (9.3 + 0.1)
12.2 + 7.1] Placebo 130/55 4 metformin 26 -1.4 (-0.13) 78 £+ 1.1 +.3 + 0.3 +0.6 + 0.2 +#.6 £ 3.5 NR
(9.3 & 0.1)
Barnett et al. [20]  11.8 £+ 6.9] Saxagliptin | 5§ mg once 304/246 4+ metformin 52 (24) 2 (-0.75)*« 72+ 98 ~0.56 + 2.76% +0.8%* +5.67%* 21.3%%%
(NCT00757588) daily (8.7 + 0.9}
12.2 + 7.4] Placebo 151125+ metformin 52 (24) —4.2 (—-0.38)** 70+ 9.8 ~-0.34 £ 2.7° +).5%* +6.67%* 8.7
(8.6 + 0.9)
Charbonnel 15.7 + 7.8] Saxagliptin | 5 mg NR + metformin 24 8.0 (—0.73)* 68 + 6.6 -0.58 +0.5 + 23 NR 20.0
et al.* [22] = 65 once (8.4 £ 0.6)
(NCTO0757588) years) daily
10.6 + 6.2] Saxagliptin | 5§ mg NR + metformin 24 ~8.0 (—0.73)* 73+ 98 ~0.54 +0.4 + 2.7 NR 16.5%
(< 65 once (8.8 + 0.9)
years) daily
16.2 + 9.8] Placebo NR + metformin 24 —3.8 (-0.35) 69 + 8.7 ~0.88 04 +£24 NR 9.4
=65 (8.5 &+ 0.8)
years)
11.1 + 6.1] Placebo NR + metformin 24 —-3.4 (-0.31) 72+ 98 ~0.18 +0.3 £+ 2.6 NR 6.0
(< 65 (8.7 £ 0.9)
years)
Fonseca et al. [25] 14.4 &+ 8.6] Vildagliptin] 50 mg 144/114 - 24 -55+1.1 68 + 10.9 0.8 £ 0.3 +1.3+ 03 +124+22 'NR
(NCT0009993 1) twice (—0.5 % 0.1)} (8.4 + 1.0)
daily
14.9 + 8.4] Placebo 152/124 - 24 -2.2 4+ 1.1 68 + 12 0.2+ 04 +.6 + 0.3 +4.1 +£2.1 NR
(—0.2 £ 0.1) 8.4 £ 1.1)
Vilsboll et al. (23] 1347 Sitagliptin 100 mg 322/281 4+ metformin 24 —6.6 (—0.6)° 72 4 9.8 —1.15¢ +0.1(LS) 0458 13
(NCT00395343) once (8.7 £ 0.9)
daily
124+ 6 Placebo 319/283 4+ metformin 24 0(0) 70 & 9.8 —0.45 +0.1(LS) +16 70 §
(8.6 + 0.9)
Kothny et al. [26] 129 + 6.9] Vildagliptin] 50 mg 228/208 + mettormin 24 8.7+ 11 73 + 10.9 -0.8 +0.1 -1.10 22.2¢
(NCT01224366) twice (—0.8 £ 0.1)% 8.8 + 1.0)
daily
13.2 + 7.9] Placebo 221/2191  + mettormin 24 -1.1 % 11 73 £ 109 0.2 0.4 -0.19 51
(—=0.1 & 0.1) 8.8 + 1.0)
Yki-Jarvinen NR Linagliptin | 5§ mg once 631/543 4 metformin + = 52 -524+ 219 67 £ 93 - 02 -0.3 £ 0.2 +2.6 £ 0.8° 16°
et al. [24] daily pioglitazone (—0.48 + 2.0)° (8.3 &+ 0.9)
(NCT00954447) NR Placebo 630/520 + metformin + > 52 0.5 £219 67 + 9.3 - 0.2 0,04 £0.2 +42 +0.8 7
pioglitazone (0.05 £ 2.0) 8.3 £ 09)

n incl./compl.,

indicated.

number of patiefts included in|
*Poster at American Diabetes A

the study/completed the study; NR, not reported; LS, least-squares mean change (ANGOVA).

sociation 201

; **Change after 52 weeks; ¥ Change after 24 weeks; *Statistically significant placebo-adjusted difference; *Values are mean +sp unless otherwise



Revievw Article

Efficacy and safety of dipeptidyl pep ticdase-4 imhibitors as

anmn add-omn to iINnsulin treatmMmentt I patients vwith Type 2

cliabetes: a reviewvwv

>. Frandsen and S. Madsbad DIABETICMedicine

et of Lndocrinalogy, hdouvre U

To oUVOAO TWV HEAETWV ,0TI0U Xpnotpornolndnke cuvduaouog DDP-IV avaoTtoAéwv
Kol LvooUAlvng avedelée pa peon peiwon tng HbAlc (0.60-0.80%) armo pwa Baoikn
TN (8.3%-9.3%)

H pelwon avth (av Kot oTatloTika onpavtikn o€ 3 peAetec) adopouoe tn YAUKOIN

vnoteilag aAAA TIC LETAYEUUATIKEC TIMEC (HeAETN SITA)

Aev mapatnpnOnke emidpaon oTic LovAdEC TNC XOPNYOUEVNC LVGOUALVNG

nuepnoiwg (avgnon r ueiwon)

Aev mapatnpnbnke alénon LTTOYAUKOLULKWY ETIELCOSIWV



2uvouaopoc DDP-IV avaoTtoAEwv Kal LVOOUALVNG

Me Bdon ta untapyxovta Sedopeva ,0 cuvduaopuog DDP-IV avaotoAéwv kal tvoouAivn ,eival

ula aodaing Beparmeutikn erthoyn mou odnyel og aflohoynotpn YAUKaLpLKr BeAtiwon

(-AHbA1C:0.6%)

H yAUKaLpLKN aUuTh emidpoaon LLE EVTATIKOTIOINON TOU OXNHOTOG WVvooUALlvoBeparmeiag (avénon

HovAdwV) ,evOEXOUEVWCE VO aUEVE TOV KIvOUVO UTTOYAUKOULULWV

Ye avtiBeon n mpooOrkn DDP-IV avaotoAéwv avadelkvietal aoPpaAn oe auto to enimedo pe

OUOETEPN ETLOPOON OTO CWHATLKO BAPOC Kal OTLG AoLmeg mapapetpouc (A/MN,Autidia)

AVOEVOVTOL CUYKPLTLIKEC “treat-to —target” "peA€tec e xprion BaolkAG KoL e A xwplc xprRon

YEUMOTIKAG LVOOUALVNG



Dapagliflozin Versus Placebo
wg Beparneia npooOnkng otnv wvoouAivn[ HbA,_ (%)]

—l— DAPA 2.5 mg+INS —f— DAPA 5 mg+INS DAPA 10 mg+INS Placebo+INS

N=202 N=211 EABOMAAA 48 N=194 N=193

. EBAOMAAA 104
0.0 ‘

-0.1 \
) 1\
-03 |
04
-0.5
-0.6
0.7
0.8
-0.9
-1.0
-1.1
-1.2
-1.3

—0.89 (-0.98,—0.68)

g — " -088(-0.06,-063)

METABOAH HbA,_ (%)

0 32 48 52 104

Cl, confidence interval; DAPA, dapagliflozin; HbA,, glycated hemoglobin; INS, insulin; LT, long term; ST, short term
Wilding JP, et al. Ann Intern Med 2012;156:405-415; Wilding JP, et al. Diabetes Obes Metab 2014;16:124-136



Dapagliflozin w¢ mpooBnkn o tvoouAivn :
Meta oA oto Bapoc os epiodo 104 eBdouadwv [BAPOZ ( (kg)]

—l— DAPA 2.5 mg+INS —— DAPA 5 mg+INS DAPA 10 mg+INS Placebo+INS
N=202 N=211 N=194 N=193
EBAOMAAA 48 EBAOMAAA 104

-0.98 (-1.41, -0.2%)

\/;ﬁ_\t% —0.99 (-1.36, —0.38)

METABOAH £TO
BAPOS ( (kg)

LT period 1

Cl, confidence interval; DAPA, dapagliflozin; INS, insulin; LT, long term; ST, short term
Wilding JP, et al. Diabetes Obes Metab 2014;16:124-136



METABOAH 2TIZ MONAAEZ

Dapagliflozin w¢ mpooBnkn o tvoouAivn :
Meta oA ot xopnyoUUEVEC LOVAOEC LVOCOUALVNG
o€ T[Ep_[B_SO 104 eBdopadwv (Lovadec voouAivng)

4196-0-3,B.4)9)
, o D08(-23,39)

INSOYAINHZ(IU)

LT period 1

Cl, confidence interval; DAPA, dapagliflozin; INS, insulin; LT, long term; ST, short term
Wilding JP, et al. Diabetes Obes Metab 2014;16:124-136
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Improved Glucose Control With
Weight l.oss., Lower ITnsulin Doses,
and No Increased Hypoglyvcemia
With Empagliflozin Added to
Titrated Multiple Daily Injections
of Insulin in Obese ITnadeguately
Controlled T ype 2 Diabetes

CrossMurk

Julio Rosenstock,” Ante Jelaska,”
Guillaurme Frappin,” Afshin Salsali,”
Gabrie! Kirry,” Hans ). Woerle,™ and

LN ©. Broedl”™ on bebralf of the EMPA-REG
NN Trial Investigotors
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Odds ratio vs, placebo: 1,935 2,848 Baseline mean 06,34 96 47 95,37
{95% C 1,179, 3.174) (95% Cl 1.761, 4,607)
- p=0,009 p<0,001
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p=0,001 p=0,001
m MOl insulin + placebo (n=186)
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| Figure 2—Continued.



2YMIMEPA2ZMATA :
2uyxopnynon SGLT-2 avaoToAEwV Kol LVOOUALVNG

O ouvduaouoOC LVooUALVNC Kal SGLT-2 avaoTOAEWV ATTOTEAEL Lt CNUOVTLKA

NMPOCONKN OTLG BEPATIEVTIKEG ETULAOYEG

Ta dedopeva avadelkvuouv onNUAVTIKA YAUKOLULKY BeAtiwon

(amo -0.5% wc -1.13 %)

2 NUaVTLKN €ivatl n emwdeAn dpaon oto Bapoc (amwAela 1.5 kg) pe eAattwon

Hovadwv xopnyou LEVNG LVOOUALVNG

Auénuévn eival n mBovotnTa UTTOYAUKALULWY OE OXECHN LLE TO ELKOVLKO

dappako(tithomoinon Ko emaveAEyXoq)
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Efficacy’ : high
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If A1C target not achieved after ~3 months of monatherapy, proceed to 2-drug combinstion {order not meant to denote |
specific prefers pice dap ant 0N & vai of patient- and diseas: ific factors):
Metformin Metformin Metformin Metformin Metformin
+ + +
Dual Sulfonylurea DPP-4 SGLT2
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/3 ll- not achieved after ~2 months of triple therapy and patient (1) on oral combination, move to injectables; (2) on ll' add
basal Insufin; or (3} on optimally titrated basal insulin, add GLP-1-RA or meaitime insulin. In refractory patients consider adding TZD or SGLT2-i:
L ]

Metformin
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Basal insulin + L0 ) or

GLP-1-RA




Oa npemnel va cuveyilovtal ot SU og ocuyxoprnynon UE WWOOUALvNn?

DIABETES/METABOLISM RESEARCH AND REVIEWS REVIEW ARTICLE
Diabetes Metab Res Rev 2008; 24: 3-13.

Published online 29 October 2007 in Wiley InterScience (www.interscience.wiley.com) DOI: 10.1002/dmrr.783

Why insulin sensitizers but not secretagogues
should be retained when initiating insulin in type 2
diabetes

Philip Raskin*



Diabetes, Obesity and Metabolissn 12: 923—-925, 2010,
@ 2010 Blackwell Publishing Ltd

research letter

Continuation versus discontinuation of insulin secretagogues
when initiating insulin in type 2 diabetes

Continuation (n = 498) Discontinuation (#n = 367) p value
(Glycaemic control
Reduction in HbA L level from baseline to week 12 (%) —1.53+£0.93 —1.05+ 1.04 <(0.001
Reduction in HbA c level from baseline to study endpoint (%) —1.59 £ 1.08 —-1.30£ .14 0.382
Patients attaining HbAlc ><7% at study endpoint 208 (41.8) 156 (42.5) 0.705
Reduction in fasting PG from baseline to study endpoint (mmoll) -354127 -321124 0.589
Reduction in predinner PG from baseline to study endpoint —-25+131 —1.6+34 <0.001
(mmol/l)
Hypoglycaemia®
Patients with at least one hypoglycaemic event during the study 199 {40.0) 90 (24.5) «0.001
Hypoglycaemia event rate per patient-year 32176 laE5.1 «0.001
Patients attaining HbAlc <7% at study endpoint without 99(19.9) 97 (26.4) 0.018
hypoglycaemia* during the study
Daily insulin dose
Units 5251 39.8 67.0L 448 <(.001
__Units perkg 06404 08404 0,001
Weight gain (kg) L44 £ 3.04 0.43 £ 3.00 <(.001




MBava odEAN CUVOUAOTIKAC OLYWYNC
SLOKLWV HLE LVOOUALVN;

Mpwlun emnitevén otoxwv

[poteiveTal n cuyxopnynon ,non amo to 2° BAua

EAQTTWON UTTOYAUKOULLLWV

EAatTwon Bapouc Kat povadwv XopnyoUuEVNC LVOOUALVNC
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