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Natural History of Type 2 Diabetes
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H £¢eAIKTIKR @UON TOU ZAT2:
ETIOeivwor ToU YAUKOIMIKOU EAEYYOU ME TNV TTAPOOO TOU XPOVOU
o€ BepaTtreia pe diokKia

MOavérnTa 611 n eropevn pérpnon Tng HbA,c 0a utrepBei o 7 R 8%
gpooov n TpExouoca HbA, c BpiokeTal petagu 7,0 kai 9,0% (N=7.208)

MovoBepartreia pe HETQOPUIVN
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Aedopéva atré Brown JB et al. Diabetes Care 2004;27:1535-1540
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QL LREEL

* EVEQIUN HOPPN GLP-1 avaAoya
* UTTOYAUKQIMIEC OOUAQPOVUAOUpIEC
e Qu¢non Bapoug OOUAPOVUAOUpPIEC

YAIVIOEC, YAITACOVEC



BpaduTNTa 1IATPIKWY AVTOVOKAACTIKWYV
via aAAayn / TrpooOnkn Bgpatreiag

Mépaocav 26,5 Eéwg 35,1 prpvec HEXPI VA EEKIVIOEI ) va TTPOOTEDEI BepaTreia

QUTH N CUCOWPEUOT
UTTEPYAUKAIMIKOU (pOpPTioU
MTTOPOUCE VA ATTOTPOATTEI

AvatrO@QEUKTO QPOPTIO

| | I | I | | L1 1 | I | | 11 | I | | I N I | 1

Xpovog o€ uAVEG ATrd TnVv évapén Tng Bepartreiag

Aedopéva armrd Brown JB et al. Diabetes Care 2004;27:1535-1540.
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Microvascular Other diabetes- Other

related* non-diabetes
Current Medical Research and Opinion Clinical diagnoses
VOl 25 NO 3 2009 691_700 *Hypertension and dyslipidaemia

Distribution of HbAI,. immediately prior to insulin initiation in INSTIGATE, in each country and
overall; boxes show medians and interquartile (Q1-Q3) ranges, with means as diamonds, and whiskers show maximum and
minimum, plus horizontal lines for the EASD/ADA consensus target (HbAI . < 7%, continuous line) and the IDF target
(HbAI.<6.5%, dashed line)



ORIGINAL PAPER CLINICAL PRACTICE

Intensification to biphasic insulin aspart 30/70 (BlAsp 30,
NovoMix® 30) can improve glycaemic control in patients
treated with basal insulins: a subgroup analysis of the

IMPROVE' "~ observational studx

M. Benroubi,? V. Borzi,> R. Kawamori,* ). Shaban,® S. Shah,® M. Shestakova,’
e ‘ ~
Ligthelm,” P. Valensi,'® on behalf of the IMPROVE = Study Group Expert Panel

J. Gumprech‘f,1
Y. Wenying,® R.

"Department of Internal
What’'s known Diseases, Diabetology and
e safety Intensification from basal insulin regimen to Nephrology, Medical University
profile and effectiveness of biphasic insulin aspart 3070 (BlAsp 30) in the routine biphasic insulin aspart 3070 (BIAsp 30) can result of Silesia, Zabrze, Poland

i I : li A ith ?Diabetes Centre, General
treatment of patients with type 2 diabetes. We present analyses for the subgroup in improved glycaemic control in patients with type Hospital of Athens

of patients who switched from basal insulin to BlAsp 30. Methods: Patients in 2 aleliiizn ef ey o ez [aait ezl sl “POLYKLINICI”, Athens, Greece
routine care who started insulin therapy with or switched to BlAsp 30 from exist- prandial insufin neecs. *Department of Internal

. . . . L . . Lo Medicine, Vittorio Emanuele
ing insulin regimens were eligible for this 26-week study. This analysis includes What's new Hospital, Catania, Italy

only patients previously treated with basal insulin. Outcomes including adverse  Here, we present results from a subgroup of “Department of Metabolism
events, hypoglycaemic events and glycaemic profile were recorded from patients’ inadequately controlled patients previously and Endocrinology, Juntendo
notes, recall and diaries. Results: Of the 748 patients included (age treated with basal insulins who intensified their University School of Medicine,

Tokyo, Japan

59.7 + 11.8 years, diabetes duration 11.4 + 7.3 years, baseline HbA;. 9.1 =+ therapy to BlAsp 30 and improved their SEndocrinology and

1.6%), 497 were previously using human neutral protamine Hagedorn (NPH) insu- semlznlle Geaiiel, D s L Metabolism, Windsor Regional

lin and 245 analogue basal insulin. Overall, major and minor hypoglycaemia rates Tz liE S o Hospital, Windsor, ON, Canada

decreased from baseline to final visit (major: 0.171 to 0.011; minor: 9.70 to 5.89 | © Patients were more satisfied with Blisp 30 *Department of Endocrinalogy,
treatment than with their previous regimen. Bhatia Hospital, Mumbai, India

events/patient-year) and were similar between the subgroups. HbA;. and fasting Tinstitute of Diabetes, Federal
blood glucose were significantly reduced from baseline (NPH prestudy: —1.6%, Scientific Centre of
—2.4 mmol/l; analogue basal prestudy: —1.8%, —2.4 mmol~l), as was postpran- Endocrinology, Moscow, Russia
8 N
dial blood glucose, with 33.8% of patients achieving the HbA,  target < 7% with- c'??pa’;‘mem;’f ETFF”“O'WY‘
. . . . nina-lapan Frendshi
out hypoglycaemia. Insulin dose increased slightly from prestudy (0.33 = HospiLaIpBeijing Chinp;
0.21 Uskg), baseline (0.40 = 0.20 U/kg) to final visit (0.52 += 0.26 U-/kg); most 9EHM Clinic, Hoofddorp,
patients (76%) followed a twice-daily regimen at final visit. Body weight did not Rotterdam, The Netherlands
10 .
change significantly and treatment satisfaction increased. Conclusions: Patients ‘Department of Endocrinology-
. . ) . . . . Diabetology-Nutrition, Jean
with type 2 diabetes inadequately controlled on basal insulins may improve their Verdier Hospital, AP-HP, Paris
glycaemic control by intensification to BlAsp 30 therapy. Nord University, CRNH-IdF,
Bondy, France
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ATTOQaOICETal CUXVA ETTEIVOVTWC,
Ol aTTO 0EBACPO OTOUG OAYOpIOuOUC,
aAAG WC “avaykaio Kako”, OE€:

- Oceia amroppuBuion
UETEUPPAYMATIKA / METATPAUMATIKI)
dleyxelpnTikn / Aolpwceelc / koptiovn / MEG©

- lNapouaoia etTITTAOKWV
LUE ouoTaon yIaTpou AAANC €10IKOTNTOC
VEQPOAOYOU / 0o@BaAuIaTpou /
ayyeloxeipoupyou / kapdioAoyou
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DCCT & UKPDS — yAukaipia o€ @UOIOAOYIKA ETTITTEDQ
21NV TTpagn metuxav HbAc ~ 7%

210X0G EASD/ADA —» < 7%

IDF, AACE/ACE — <6,5%

Kumamoto Study — <6,5%

Steno-2: yeioyngia — < 6,5%

ACCORD: HbA,c — < 6% = TevnoipétnTa

&_ [ KO Ac@AAEIa Kal TToIOTNTA WAC

MikpEg NUEPNOIES DIOKUMAVOEIG YAUKAIMIOG
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ADA / EASD (2009)

‘Evapcn ue NPH 1TpIv Tn VUKTEPIV KATAKAION

N UE TQ avaAoya Pakpdag 0paoncg glargine, detemir
[Tpwivn xopnynon o€ TTEPITITWAON VUKTEPIVWV
UTTOYAUKQIMIWV

AACE / ACE (2009)
‘Evapcn ue glargine, detemir

NICE (2009)
‘Evapcn ue NPH kal evaAAakTiKa pe glargine, detemir
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Baoikn Ivoouivn

Ta avaAloya pakpag dpaong glargine, detemir
ouykpivopeva he Tnv NPH peiwvouv otov idlo BaBuo tnv HbA,c
OAAG pE AIYOTEPEC VUKTEPIVEC UTTOYAUKQIMIEC

KAl EVOEXOMEVWC ME MIKPOTEPN aucnon Bapoug

(€101KOTEPO N detemir)

Apxikn 66on 10U )R 0.2 U / kg

BT

| BaBpicia aténon d6ong katd 2 U avé 3 nuépeg
LMEXPI N TTPWIVI) YAUKOCN vnoTteiag < 70-130 mg/dl

ol AUEnon 86ong katd 4 U avd 3 nuépeg oy
€AV TTPWivr YAUKOZN vnoTeiag > 180 mg/dl

Meiwaon déonc kata 4 U 4 10%
- cav N TPwivr YAUkOZn vnoTeiog < 70 mg/dl

ADA / EASD, NICE 2009
DIABETES CARE, VOLUME 32, SUPPLEMENT 2, NOVEMBER 2009




to mix or not to mix 7

Baoikn + dl1oKia

O1PACIKES IVOOUAIVES
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N basal - plus
RacIKn L7 ] “basal - bolus”
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Consensus ADA/EASD 2009

21parnyikn 1. empBeaiwuEves Bsparreisg

+

Aiata/Acknon + MeT@opuivn

74 re
Kard tn Sidyvwon; Baaikn Ivoou)ivn
Aiaita/Aocknon 1
+
MeT@oppivn Aicita/Aoknon + MeT@oppivn

1 L +
ZouAgpovuloupia 2

. Bnpail BAua 2

270ATNYIKN 2: AlyoTEp0 mMBeLaIwWUEVES BepaTTEIES

Aiaita/Aoknon + MeT@oppivn
+

n |ovA|_TqZ6vn

Alaita/Acknon + MeT@oppivn

r
: (6x1 utroyAukaipieg, oidnua (CHF)/ arwAgia ooTOU)
1
I
|

+

E§£v_0(Ti6[|

(6x1 utroyAukaipieg/ amrwAegia BAPoUg /vauTia/EMPETOG )

Nathan DM, et al., Diabetes Care 2009 ; 32, 1, 193-203,
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2ouA@ovuloupia

Aiaita/Aoknon + MeT@oppivn
+
Baoikn lvoouAivn

Swinnen GS, et al., Diabetes Care 2009; 32, Sup 2, S253-259
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544 Glycemic Control Algorithm, Endocr Pract. 2009;15(No. 6)
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4. When the algorithm (Fig. 1) indicates insulin therapy,
one may use any of the following 4 general approaches:

basal insulin, using a long-acting insulin analogue

(glargine, detemir), generally given once daily;

* premuxed insulins, using a rapid-acting analogue
and protamine (NovolLog Mix, Humalog Mix), usu-
ally given twice daily with breakfast and dinner but
occasionally used only with the largest meal;

* basal-bolus insulin or multiple daily injections, using

i rapid-acting insulin analogues —aspart (NovolLog),

of lispro (Humalog), or glulisine (Apidra) —together

with the long-acting insulin analogue glargine

(Lantus) or detemir (Levemur);
* a “prandial” insulin regimen, involving use of the
rapid-acting insulin analogues, but without a basal
or long-acting insulin component. This may be pos-
sible if the patient 1s being treated with an insulin
sensitizer (metformin) that provides adequate con-
trol of fasting plasma glucose.




Glycemic Control Algorithm, Endocr Pract. 2009;15(No. 6) 549

another specified threshold.

measurement of the glucose level before dinner; the insulin
dose before dinner 1s adjusted primarily by measurement
of the fasting glucose concentration on the following day.
Use of premixed insulin generally involves 2 injections per
day rather than the 4 injections per day required for basal-
bolus insulin. In general, however, with use of premixed
insulin, the patient must have a fairly constant lifestyle and
may have a higher risk of hypoglycemia. If the patient has
failed to achieve goals for glycemia with use of a basal
msulin regimen, one may institute the premixed insulin
regimen with 2 injections per day.

of 1 to 3 U) every 2 to 3 days if the fasting plasma glu-
cose level reaches the desired target. In contrast, the dos-
age 1s reduced 1f the fasting plasma glucose declines below

Premixed Insulins: |An alternative approach to start-
ing insulin therapy 1s to use premixed insulin analogues
Epro—protamine_or aspart-protamine). One may initiate
therapy for the major meal of the day (typically, dinner)
and subsequently add another injection at the next larg-
est meal. The insulin dose before breakfast 1s adjusted by




GUIDELINE

FOR . N .
MANAGEM _ NT Glycaemic goals for clinical management of diabetes*
- HbA, <6.5%
OF POSTMEAL _
Premeal (fasting) 5.5 mmol/I (<100 mg/dl)
GLUCO SE 2-hour postmeal 7.8 mmol/l (<140 mg/dl)
INd  Use:

* a basal insulin once daily such as insulin detemir, insulin glargine, or NPH
insulin (risk of hypoglycaemia is higher with the last), or

" twice daily premix insulin (biphasic insulin) particularly with higher HoA, or

* multiple daily injections (meal-time and basal insulin) where blood glucose

control is sub-optimal on other regimens, or meal-time flexibility is desired.

“HbA,C > 8,5% IDF

International Diabetes Federation



NHS!

National Institute for
Health and Clinical Excellence

Issue date: May 2009

Type 2 diabetes: newer
agents

Type 2 diabetes: newer agents for blood
glucose control in type 2 diabetes

This short clinical guideline partially

updates NICE clinical guideline 66. The
recommendations have been combined
with unchanged recommendations from
CG66 in NICE clinical guideline 87

NICE short clinical guideline 87
Developed by the Centre for Clinical Practice at NICE

1.1.2

Mporteivel TTpoyepIoPéVa HiydaTa JE avaAoya TaxEiag
opdong yiari:

- gival eUXPNOTA KABWG evievTal AUECWG TTPIV TO YEUHA
- TTPOKAAOUV AlyOTEPEG UTTOYAUKAIMIEG

- EAéyXOUV KOAUTEPO TN METOYEUHOATIKN UTTEPYAUKAIMiQ

according to need.
¢ Consider, as an alternative, using a long-acting insulin analogue

(insulin detemir, insulin glargine) if:

— the person needs assistance from a carer or healthcare
professional to inject insulin, and use of a long-acting insulin
analogue (insulin detemir, insulin glargine) would reduce the
frequency of injections from twice to once daily, or

— the person’s lifestyle is restricted by recurrent symptomatic
hypoglycaemic episodes, or

— the person would otherwise need twice-daily NPH insulin
injections in combination with oral glucose-lowering drugs, or

— the person cannot use the device to inject NPH insulin.

e Consider twice-daily pre-mixed (biphasic) human insulin

(particularly if HbA: 2 9.0%). A once-daily regimen may be an

option.

e Consider pre-mixed preparations that include short-acting insulin

analogues, rather than pre-mixed preparations that include

short-acting human insulin preparations, if:

— a person prefers injecting insulin immediately before a meal,
or

— hypoglycaemia is a problem, or

— blood glucose levels rise markedly after meals.
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* H nuepnola £kkpion IvoouAivng cival ~ 50% Paoikr) / 50% METAYEUMNATIKI
« Katd 1n didyvwon ZA: | AsitoupyikoTnTa B-KUTTApWYV Katé ~ 50%
e [lpWTN JIATAPACOETAI N TTPWIMN EKKPITIKA AIXMN ’ \

Eav n ivoouAivoBeparTreia apyioel JETA ATTO JAKPA TTEPIOOO PTWYXNG PUBUIONC
(INSTIGATE, IMPROVE) n eKKPITIKI IKAVOTNTO TOU OPYAVIOMOU €ival PIKPN
Kal ETITTAEOV £XEI KATAOTAAEI AOYW YAUKOTOCIKOTNTAG.

To oxAua Baciki IVOOUAivn + dI0Kia OV ETTAPKEI TOTE VIO TNV ETTITEUEN
TWV YAUKQIMIKWY OTOXWYV Kal ID1AITEPA YIA TN METAYEUUATIKI pUBuIoN

e To evraTikotroinuévo oxnua “basal-bolus” gival 1davikd aAAad dev eivail
EPAPUOCINO Kal ATTOOEKTO OTOV €UPU dI1aBNTIKO TTANBUCUO KAl ATTAITEI
TTEPICOOTEPEC PETPNOEIC, APIOTN EKTTAIOEUCN KAl 1I0AVIKI OUVEPYAOTIQ.
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6.00 12.00 18.00 24.00 6.00

MéyioTn TIMA IVOOUAivng o€ yeopata
2UVEXNAS BAOIKA EKKPIOT IVOOUAIVNG HE KIPKADIKEG OIOKUMAVOEIG



Basal Insulin
Insulin Effect

/ V[ .

R ;

/‘ /, G 7/

Meals Q{,’ ’706 ’)@,‘ %/"e o ‘,}9%{.6
%S %, ¢
Advantages: Limitations:
* Postprandial control at each meal * Multiple dosing
* Improve fasting glucose « Some insulins cannot be mixed; therefore
* Provides basal coverage more injections needed
throughout the day * Requires patient monitoring and

* Flexible, physiologic control education

« May not be necessary for all patients

Data from Skyler JS: Insulin Treatment. In Lebovitz HE, ed. Therapy for Diabetes Mellitus and Related Disorders. 39 ed.
American Diabetes Association, 1998:186-203.
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dDuoiIoAoyIKO NPOPIA Ta cuyypova HiyHaTta unokafiotouv
IVOGOUAIVNG TOOO TN VEUHATIKI
- Baocikr) €Kkpion 000 Kal Tn Baoikn

- VEUHATIKEC AIXHEG EKKPION IVOOUAIVNC

€VEON OUYXPOVOU £EVEON OUYXPOVOU
HlypaTog HlypaTog




<A anpaaio e perayeupandic yAG{RRG)

I MetrayeupaTiki KOTAOTAON
[ MeTatroppo®nTIKA KATAOTAON
B ®don vnoTeiag

Y Y
| I I I I I I {
Mpoéysupa Cedpa Agitrvo 0.001TU 4.001T Mpdéysupa

KATAZXTAZH NHZITEIAZ: 2-3wpo o010 TEAOG TNG VUXTOG

Monnier L. , DIABETES CARE, VOLUME 32, SUPPLEMENT 2, NOVEMBER 2009 : S199- 204



0
=—"
o]
=
E
c
9o
S
c
@
Q
c
o]
Q
@
w
Q
Q
=
G

Breakfast

'

| Fasting (nocturnal period)

L L 1 L | L
Postprandial (daytime period)

ATC>9%

| 4.4

Mornin )

periodh 1 C<6.5% [ 0.7
10 12 14 22 24T

Diabetes

Duration (yrs)

Monnier et Al. Diabetes Care 2007 30(2): 263-269



IIFGER US| ITei

3 = mmwm == Humalog
- ssnnnnns Humalog Mix50
MeTdTaén - TpooOnKn ‘Evapén
1. "Evapén: @OpPA TNV NUEPA, TTPIV TO NEYOAUTEPO YEUMHO

2. NMpooBARKN 2" d6oNng TO TTPWI N YIA HETATAEN ATTO YAAPYIVIKH IVOOUAIVN:
EVEOEIG

3. & AQVETTAPKNA pUBION: EVTATIKOTTOINOT ME TTPOCOAKN
n Humalog R Humalog Mix50

AACE/ACE 2009, Diabetes Care, Vol. 32, Suppl. 2, S253, Nov 2009, NICE 2009



Humalog® Mix25™ (BID) + Met vs
+ Met og 2AT2 .
YTrepOITTAGACIO TTOCO0O0TO aoBevWwY TTETUXAV TO OTOXO HbAlCc = 7%
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O Humalog Mix25 + pstgpopuivn
‘ Fapyviknr wooukivn + peTgoppivn

Aedopéva arrdé Malone JK et al. Diabet Med 2005;22:374-381.



Humalog® Mix25™ (BID) + Met vs
+ Met og AT2 AOn o€ IVOOUAIvVN.
2NMAVTIKA AIYOTEPEG VUKTEPIVEG UTTOYAUKQIUIES

o

=
L

o
hu

NuYTEPIVA UTTOYAUKAIMIKA
eneloobia/acfeviy/ 30 nuépeg

o
—

0

O Humalog Mix25 + petgoppivn
‘ Fhapyiikr waoulhivn + pPeETgpopuivn

Aedopéva amrd Malone JK et al. Diabet Med 2005;22:374-381.
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TTPWIVI METPNON Bpadivil uETPNON
TPpWIVN 060N >< Bpadivy 660N

! !

TTPOYEUHA




IS

H rpocappoyn Tng 86ong TrpayHATOTTOIEITAlI OVA 3-4 NUEPEG

AocoAdynon Tou NUEPNTIWG

"Aukodn aipatog < 50 mg/dL — -4 povadeg

'Aukoln aipatog 50-79 mg/dL  — - 2 yovadeg

"Aukoln aipaTog mg/dL — MOVADEG
"Aukoln aipaTog mg/dL — MOVAdEG




1 1 1

Mpwivéd Meonuepiavéd Bpadivo

* H xopryynon Humalog Mix50 Tp€IC POopEC TNV NUEPA TTPOOPEPEI
BEATIOTO PHETAYEUMATIKO EAEYYO O ATOUA TTOU ETTIMEVOUV VA
dlaTpEPOoVTal JE YeUuaTa TTAoUCIa o€ udATAVOPOAKES Kal AITTapd

* H Humalog Mix50 Tp&Ig @OopEG TNV nUEPQ
gival JiIa TTPOKTIK ETTIAOYN VIO EVTATIKOTTOINOT) TOU OXNMATOG JE
Miyha IvoouAivng, Xwpic ueTtadBacon o€ oxnua Bepartreiac pe Basal/Bolus



2.UVOUQOUOC IVOOUAIVNG pE aAAa avTIdlaBNTIKa

O ouvdUaOUOC UE PETPOPMIVN EiVAlI O ACQ@AAECTEPOG K

OTTOTEAECHATIKOTEPOG VIO KAAUTEPO YAUKAIMIKO £AEYXO
UE AIYOTEPEC UTTOYAUKQIMIEC KOl MIKPOTEPN augnon Bapouc.
2UUBATOC o€ OAQ Ta OXNMATA IVOOUAIVOBEPATTEIQC.

- |+ Exkkpitaywyd (couh@ovuloupieg, yAIvideg) kal yAiITaloveg
1 evdeikvuvTal KUPiwg e Baaikn IVGOUAIvN.

-1+ GLP-1 avdloya & avaoToheig DPP-4 Sev éx0uv TEpEl 5V55'§n

Clinical Therapeutlcs 27. 554 67 1432-43, Diabetes 55: A134 Dlabetes Obesity and Metabollsm 10: 82-90

-
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 who has previously had a marked glucose-lowering response to

thiazolidinedione therapy (pioglitazone, rosiglitazone), or

e who is on high-dose insulin therapy and whose blood glucose is
iInadequately controlled.

NICE, 2009

O1 YAITalOveg e IVOOUAIVN eVOEXOUEVWC EUTTAEKOVTAI OE TTEQAITEPW aUCNON
Bapoug, TTEPIPEPIKA OIONMATA KAl CUMPOPNTIKI KAPOIAKN AVETTAPKEIQ




IMPROVE Int J Clin Pract 2009; 63(6): 966-972

PRESENT Int Clin Pract 2008; 62(7): 1013-1018

PREFER Diabetes Obesity and Metabolism 2009; 11: 45-52
1-2-3 Study Diabetes Obesity and Metabolism 2006; 8: 58-66
OnceMix Curr Med Res Opin 2009; 25(12): 2887-2894

4T (Treating To Target in Type 2 Diabetes) N Egl J Med 2009; 361: 1736-47




MeAETN OnceMix: onuavTikn peiwon HbA,C

NovoMix® 30 glargine
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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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Accepted date 21 July 2009

Abstract

Aims To compare starter insulins in the elderly subgroup of the DURABLE trial 24-week initiation phase.

Methods In a post-hoc analysis of the = 65 years subgroup enrolled in the DURABLE trial, we compared the safety and
efficacy of lispro mix 25 (LM25: lispro 25 % /msulin lispro protamine suspension 75%), 7 = 258, vs. glargine, # = 222, added to
oral glucose-lowering agents.

Results Baseline glycated hemoglobin (HbA ;) was similar (LM258.7 4+ 1.2, glargine 8.8 + 1.1%, P = 0.612). At24-weeks,
LM25 patients had lower HbA,. (7.0 £ 0.9 vs. 7.3 £ 0.9%, P < 0.001), greater HbA,;. reduction (-1.7 &£ 1.2 vs.
—1.5 + 1.1%, P < 0.001), and more patients reaching HbA ;. < 7.0% (55.6 vs. 41.0%, P = 0.005). LM25 patients were on
more insulin (0.40 £ 0.19vs.0.33 + 0.19wkg/day, P < 0.001) and experienced more weight gain (3.6 + 3.6 vs. 1.8 + 3.2kg,
P < 0.001). Additonally, LM25-treated patients reported a higher mean overall hypoglycaemia rate than glargine patents
(40.8 + 47.6 vs. 31.1 £ 48.5 episodes/patient/year, P = 0.037), while nocturnal hypoglycaemia rates were similar. Over 24
weeks, incidence of severe hypoglycaemia was higher for LM25 (4.3% vs. 0.9%, P = 0.018); however, by 24-week endpoint
incidence was similar (0.8 % vs. 0.0% P = 0.125).

Conclusions In this elderly subgroup post-hoc analysis, LM25 demonstrated a lower endpoint HbA, . and a higher % of
patients reaching HbA, . target of < 7.0%, but with more weight gain and higher rates of hypoglycaemia compared to glargine.

Diabet. Med. 26, 1147-1155 (2009)
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Grade 2 or 3 Hypoglycaemia over 3 years
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