|

|

o

"
-
. ! Yy
; ‘ ||
f *__._J>
I ]

|
mq'@yu

Lo
\i‘,_

' . [}
(A3ARARRAEE N Al

1‘1 ._.:—"—"—J
v IR ¢ e
T ‘r-_..\\'
’-—“\

Insulin -Oral Antihiperglisemik
Kombinasyonu

Dr.Kubilay Karsidag
i.U.istanbul Tip Fakiiltesi



Mantigi
Yarari?
Kime?
Nasil?






Tip 2 Diyabette Fizyopatoloji - 1

* Insiilin Direnci (Baslatici) :
Genetik+Edinsel (kilo artisi, hareketsizlik)

e Beta Hiicre Disfonksiyonu (Hizlandirici):
Genetik + Edinsel



Hipergliseminin Belirlenmesinde Beta

Hucre Rezervi Tek Etken Degildir

Beta hucrelerinin % 40’Inin

etkin ¢alismasi glukoz > 5 _
metabolizmasinin kontroll g«
icin yeterlidir

%20.

319 g 5|
Hiperglisemiyi belirleyen  ~\ME | [ENEEE | MO
peta hicre sayisindan gok, ———— ==

peta hlicre fonksiyonudur

Diabetes 57, 142-149, 2008



Pankreas insulin Rezervi ve insulin

Sekresyonu Arasindaki Iliski
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No Decrease of the 3-Cell Mass in Type 2 Diabetic
Patients

Yves Guiot, Christine Sempoux, Pierre Moulin, and Jacques Rahier
DIABETES, VOL. 50, SUPPLEMENT 1, FEBRUARY 2001

38 Tip 2 diyabetik, 28 normoglisemik hasta otopsi verileri

Toplam diyabetik ve nondiyabetikler arasinda anlamli beta hucre kitle farki yok
insulin kullanmasi gerekenlerde toplam beta hiicre kitlesi diistik

Tip 2 diyabetiklerin % 82’ si beta hiicre rezervini koruyor

Tip 2 diyabetiklerde toplam kitleden daha cok fonksiyon yetersizligi 6n planda




Otopsi Serilerinde Beta Hucre Kitlesi
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Endocrinology, April 2010, 151(4):1462—-1472



HIT-T15 Hucrelerinin Ardisik Glukoz Verilmesine

Insulin Yanitlari
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INSULIN (pU/mL)

Diabetes, Volume 47(4).April 1998.606-611



INSULIN (pU/mL)

HIT-T15 Hucrelerinin Epinefrin Varliginda

Ardisik Glukoz Verilmesine Yanitlari
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Diabetes, Volume 47(4).April 1998.606-611



Pankreas Beta Huicre Kitle ve/veya

Fonksiyonunda Azalmaya Neden Olan
Mekanizmalar

* Glukoz Toksisitesi

e Lipotoksisite

e Oksidatif Stress

* Endoplazmik Retikulum Stress

* Inkretin Regllasyonunda Bozulma
* Adacik Amiloid Inflitrasyonu

* Adacik Inflamasyonu

e Genetik Nedenlerle Beta Hiicre Uretiminde
Azalma ve/veya erken yaslanma

* Apoptoz



Pankreas Beta Huicre Kitle ve/veya

Fonksiyonunda Azalmaya Neden Olan

Mekanizmalar

Glukoz Toksisitesi (Hiperglisemiye izin vermemek)
Lipotoksisite (Hipertrigliseridemiye izin vermemek)
Oksidatif Stress (Glisemik varyabiliteyi engellemek)
Endoplazmik Retikulum Stress (MF, DPP-IV, TUDCA, ??)
Inkretin Regiilasyonunda Bozulma (GLP-1 bazl tedaviler)

Adaci
engel

Adaci

< Amiloid Inflitrasyonu (Gereksiz sekresyonu
emek, erken insulin)

kK Inflamasyonu

Genetik Nedenlerle Beta Hiicre Uretiminde Azalma ve/veya
erken yaslanma

Apoptoz (lyi glisemik regiilasyon, DPP-IV?, MF)



* Yetersiz beta hucre kitlesine insulin ile destek

e Geri kalan beta hcre kitlesini etkin
kullanmak:
— Temeldeki fizyopatolojik defekte yonelik tedavi

— Fonksiyon bozukluguna yolacan mekanizmayi
engellemek, geriletmek






Yarari

* Farkli fizyopatolojik temele yonelik
ilaclari daha az dozda kombine
ederek kullanip;

—Daha az yan etki (hipoglisemi, kilo
alimi)

—Daha dusuk dozlarda kullanmak






Kime?

* Beta hucre rezervinin,

—Tek basina OAD kullanmak icin
vetersiz,

—Sik aralikh insulin kullanmak icin
fazla oldugu hastalarda



Tip 2 Diyabet Tedavisinde C-Peptid

Duzeyine Bakmamak Hata midir?

Postprandiyal C-peptid duzeyleri insulin tedavisi
icin en iyi gostergedir

Endocrine Journal 2011, 58 (4), 315-322
Bazal beta hucre rezervi, insulin tedavisinde
basari gostergesidir

Endocrine Journal 2013, 60 (4), 517-523
Tani esnasindaki c-peptid duzeyi prognozun ve
tedavi seciminin gostergesidir

Diabet. Med. 32, 85-89 (2015)

Sabah tokluk c peptid dlizeyi SAIT’e gecisin en
yararli gostergesidir

J of Diab Invest 4(6): 618-625, 2013

Postprandiyal CPGR, beta hcre rezervinin ve tip 2
diyabette tedavi seciminin gostergesidir

J Diabetes Invest 2014; 5: 517-524






Protokoller

OO N RkWDNRE

Baza
Baza
Baza
Baza
Baza
Baza

Insu
Insu
Insu
Insu
Insu
Insu

in + Metformin

in + DPP-1V Inhibitor

in + Metformin + DPP-IV inhibitori

in + Metformin + Sulfoniltre

in + DPP-1V Inhibitor

in + Metformin + Kisa Etkili Sekretagog

Karisim Insulin + Metformin
Karisim Insulin + Metformin + DPP-1V Inhibitori
SAIT + Metformin



[Intervention Review]

Insulin monotherapy versus combinations of insulin with oral

hypoglycaemic agents in patients with type 2 diabetes mellitus

Alex N Goudswaard!, Niall J Furlong?, Gerlof D Valk3, Ronald P Stolk?, Guy EHM Rutten®

e 20 RKC (ortalama 10 ay)
* 1811 hasta

* 59.8 yas

* Diyabet suresi 9.6 yil

Cochrane Database Syst Rev. 2004 Oct 18;(4):CD003418.




[Intervention Review]

Insulin monotherapy versus combinations of insulin with oral

hypoglycaemic agents in patients with type 2 diabetes mellitus

Alex N Goudswaard!, Niall J Furlong?, Gerlof D Valk3, Ronald P Stolk?, Guy EHM Rutten®

Diyabetle iliskili mortalite, morbidite veya total
mortalite degerlendirilmemis

Gece tek doz NPH

Sabah tek doz yerine giinde 2 kez bazal veya mixt
daha iyi

Gece 1 kez bazal, giinde 2 kez veya MSCll’'ye gore
daha iyi

Cochrane Database Syst Rev. 2004 Oct 18;(4):CD003418.




[Intervention Review]

Insulin monotherapy versus combinations of insulin with oral

hypoglycaemic agents in patients with type 2 diabetes mellitus

Alex N Goudswaard!, Niall J Furlong?, Gerlof D Valk3, Ronald P Stolk?, Guy EHM Rutten®

* Toplam insulin dozu % 43 azalmis

* Hipoglisemi sikligi acisindan belirgin fark yok
* Yasam kalitesi acisindan anlamli fark yok

« Ozellikle MF kullananlarda kilo artisi daha az.

Cochrane Database Syst Rev. 2004 Oct 18;(4):CD003418.




[Intervention Review]

Insulin monotherapy versus combinations of insulin with oral

hypoglycaemic agents in patients with type 2 diabetes mellitus

Alex N Goudswaard!, Niall J Furlong?, Gerlof D Valk3, Ronald P Stolk?, Guy EHM Rutten®

* MFliinsulin-OHA kombinasyonu SU+MF
tedavisiyle yer degisebilir mi?

* Insulin-OHA kombinasyonuna gecmek icin belirgin

oir insulin dozu var midir?

* Hastanin bazal o6zellikleri, tedavi basarisini
dnceden bize soyleyebilir mi?

* Oral ve uzun etkili insulin analoglariyla (glargine,
detemir) NPH arasinda bir fark var mi?

* Hangi insulin semasi tercih edilmeli? Yasam
kalitesi nasil etkilenir?




Yayinlanmis Review ve Meta-Analizler

Sonuglar
Review Kargilastirma | Calisma | HbAlc Hipoglisemi
Sayisi /
Hasta
Lee 2009 Tip 2 — 4 calisma | Genc hastalarda HbA1c Glarginle nokturnal
glargine+oral vs. duguklukleri benzer, daha | hipoglisemi daha az (p<0.01)
NPH-+oral yasli grupta glargin daha
etkin
(<65 ve >65
yasinda)
Duckworth Tip 2 — glargin 6 calisma | Glargin ve NPH’ da Glarginle noktlrnal hipo
2007 vs. NPH (mono benzer azalmalar daha az
veya OAD ile
birlikte)
Home 2010 | Tip 2 5 calisma | Glarginde -% 1.12, Glargin vs NPH agir nokturnal
glargin+oral 2711 NPH'da -%1.03 azalma hipo riski :
vs. hasta bildirilmig, farkhlik OR=0.52; p=0.0498
belirtiimemis.
NPH-+oral

Diab, Obesity and Metab 12: 772-779, 2010, Diab Res Clin Pract 2010 Jan; 87 (1): 108 - 16




Comparison of Basal Insulin Added to
Oral Agents Versus Twice-Daily
Premixed Insulin as Initial Insulin
Therapy for Type 2 Diabetes

1 3

Hans U. JANKA, MD CHRISTINE KLIEBE-FRISCH, PHD
GERD PLEWE, mp! MATTHIAS A. SCHWEITZER, MD
MattHEW C. RIDDLE, MD? HANNELE YKI-JARVINEN, MD* Diabetes Care 28:254 —259, 2005




Hastalarin Genel Ozellikler;i

Hasta Ozellikleri Glargin+MF+Glimeprid W

n

Yas (yil)

BKI (kg/m?2)

Diyabet stresi (yil)

OAD Kullanim Siresi (yil)
C-peptid (ng/ml)

HbA1c (%)

177
60.9
29.5+3.6
9.9+7.3
7.015
3.5%2
8.85+0.9

187
60.419
29.6+3.6
9.9+6.4
7.35%5.5
3.5%2.1
9.6+2.1

Diabetes Care 28:254 —259, 2005



Glukoregulasyona Etkisi

= 90 ;
= S
© 85 %\L + —m Insulin glargine +
§ a0 | ] 5 OADs
= g 3 x'ﬂ'\—\_ﬁ —{— Premixed insulin
] i e ——i
7.0
65 - I Il
6-0 ¥ 1 ! 1 1
0 4 8 12 16 20 24
Time (weeks)
B Treatment
Insulin glargine + OADs Premixed insulin
0.0

HbA,. decrease (%)
L
o

=20 -1.64

A=0.34% (95% Cl: -0.52%,

~0.16%: p=0.0003
0.16%: p ) Diabetes Care 28:254 —259, 2005



Diger Sonuclar

Hipoglisemi Ozelligi | Glargin+MF+Glimp. m—

Tum 4.07
Semptomatik 2.62
Nokturnal 0.51
Agir 0.00

Kilo Artisi (kg) 1.4+3.4

Gunluk 28.2 IU/giin
insulin Dozu

9.87
5.73
1.04
0.05

2.114.2
64.5 |U/glin

<0.0001
0.0009
0.045
0.07

0.085

Diabetes Care 28:254 —259, 2005



Diabetes, Obesity and Metabolism 15: 729-736, 2013.

Original al—ti(:|e © 2013 Blackwell Publishing Ltd

Once-daily initiation of basal insulin as add-on to
metformin: a 26-week, randomized, treat-to-target trial
comparing insulin detemir with insulin glargine in patients
with type 2 diabetes

L. Meneghini?, J. Kesavadev?, M. Demissie3, A. Nazeri® & P. Hollander?



Hastalarin Genel Ozellikler;i

N

Yas (yil)

BKi (kg/m2)

Onceki OAD (%)
MF

MF+TZD
MFE+TZD disi OAD

OAD Kullanim Siresi (yil)
Diyabet Siresi (yil)
HbAlc (%)

226
57
28.9

27.4
6,6
65,9

7.015

7.96

227
57
29.1

27.3
6,6
66,1

7.35%5.5
3.4
7.86



b

Mean HbA,_ (%)

o

Baseline

]
Week 12

of

Endoftrial -2 0 12

- Detemir: MM

-4~ Detemir: OAD discontinued
- Detemir: TZD discontinued
—&— Glargine: MM

--ai-- Glargine: OAD discontinued
@ Glargine: TZD discontinued



A B
= 2.0 ~ -= Detemir 2.0 m Detemir
= )5 - Glargine s 154 m Glargine
e 2
§ é, 2 104
= z 3 0.5 -
== - o .
z 5 g 0.0 -

@ ~—

o @ -
E £8 05
[ -4 o
g; £ -1.0 1

1.5 25 225-<30 230 Overall

BMI category at baseline (kg/m?)

c 2.0 - m Detemir
m Glargine
S 15+
SE 1.0-
o
%g 0.5 -
E .
= g 0.0
£S5 -05-
3+
S -1.0
=157 MM TZD OAD Overall

discontinued discontinued

Detemir (n=226) Glargine (n=227)

103.3 103.5
——————————————————— Rate ratio (95% CI)

Exposure (years) N (%) N (%) p = detemir vs. glargine

All events 104 (46) 329 3.19 123 (54) 457 4.41 0.73 (0.54; 0.98)
p=0.034



Combining insulin with metformin or aninsulin secretagogue
In non-obese patients with type 2 diabetes: 12 month,
randomised, double blind trial

Sgren S Lund, medical doctor,' Lise Tarnow, medical doctor,' Merete Frandsen, chief laboratory technician,’
Bente B Nielsen, nurse,’ Birgitte V Hansen, laboratory technician,' Oluf Pedersen, chief physician,?3#
Hans-Henrik Parving, chief physician,> Allan A Vaag, chief physician®®



HaemoglobinA, (%)

HaemoglobinA,

B Metformin plus insulin [J Repaglinide plus insulin

6

Visit (months from randomisation)

Body weight (kg)

9

P=0.177

12

Body weight
85

BO

75

70

65

Total daily insulin dose

v 50
— P=0.233
]
a 40
L'y ]
L=
-
£ 30
= |
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> 20
‘m
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a2 10
2

0

0 3 6 9 12
Visit (months from randomisation)
P=0.002
6 9 12

Visit (months from randomisation)



J Endocrinol Invest. 2009 Jan;32(1):69-73.

The investigation of the efficacy of insulin glargine on glycemic control when combined with
either repaglinide or acarbose in obese Type 2 diabetic patients.

Duran G1, Tuncel E, Ersoy C, Ercan |, Selimoglu H, Kivici S, Guclu M, Erturk E, Imamoglu S.

* 13 Haftalik calisma

* Glargin +RPG (30 hasta tamamladi) vs
Glargin+AKA (18 hasta tamamladi)

* A1C duzeyleri anlamli farkliik gostermemis
* RGP grubunda % 10.9'dan % 7.7

 AKA grubunda % 11.0" den 8.1’ e.

 RPG grubunda kilo artisi daha fazla

 Semptomatik hipoglisemide fark yok ama agir
hipoglisemi riski RPG grubunda daha fazla.

* Gaz ve flatulans sikhgi AKA grubunda daha sik




A randomized controlled trial examining combinations of
repaglinide, metformin and NPH insulin

M. J. Davies, P. K. Thaware, J. R. Tringham, J. Howe, J. Jarvis, V. Johnston, D. L. Kitchener,
T. C. Skinner*, P. G. McNally and I. G. Lawrence

University Hospitals of Leicester NHS Trust, Leicester and *University of Southampton, Southampton, UK

Diabetic Medicine, 24: 714-719, 2007



Hastalarin Genel Ozellikler;i

Grupl Grup 2 Grup 3
(MF+Karisim) (MF+NPH) (MF+NPH+RPG)
n 27 29 26 NS

Yas (yil) 57 57 56 NS
Diyabet 9 7 10 NS
Suresi (yil)

BKIi (kg/m2) 30 32 31.5 NS
HbA1c (%) 9 10 10 <0.05

C-p (ng/ml) 1 1.1 1.1 NS

Diabetic Medicine, 24: 714-719, 2007



Bazal HbA1lc (%) Takip Sonu insulin Dozu
HbAlc (%) (IU/kg/glin)

Grup 1 90+11 /791%+1.1 0.63 +0.32
Grup 2 10.0+£ 2.2 92+1.4 0.58 +0.21

Grup 3 10.0+1.7 8.1+x1.5 0.37+£0.22

Diabetic Medicine, 24: 714-719, 2007



Addition of Biphasic, Prandial, or Basal
Insulin to Oral Therapy in Type 2 Diabetes

Rury R. Holman, M.B., Ch.B., F.R.C.P., Kerensa |. Thorne, M.Sc.,
Andrew J. Farmer, D.M., F.R.C.G.P., Melanie . Davies, M.D., F.R.C.P.,
Joanne F. Keenan, B.A., Sanjoy Paul, Ph.D., and Jonathan C. Levy, M.D., F.R.C.P.,
for the 4-T Study Group*

N Engl ] Med 2007;357:1716-30.



Hastalarin Genel Ozellikler;i

Bifazik insulin
(n: 235)
Yas 61

DM Suresi

OAD Kullanimi
Sadece MF
Sadece SU
MF+SU

Komplikasyon (%)
Retinopati
Noropati
Makroanjiopati
Nefropati

BKi (kg/m2)
HbAlc
Onerilen Doz (IU/giin)

9

4
10
221

14.5

17.4

22.1
8.9

30.2
8.6
16 (10-26)

Prandial insulin Detemir insulin
(n: 239) (n:234)
61 61

9 9
0 2
12 8
227 224
18.8 18.4
23 16.7
17.6 18.8
10 9.8
29.6 29.7
8.6 8.4
18 (9-24) 16 (10-24)

N Engl ) Med 2007;357:1716-30.



Daily Insulin Dose (U/kg)

=

Mean Relative Change (%)

Bifazik Prandiyal Detemir
1.00- L
o6 95 -
0.75+ = -
0.50+
= 1 1
&5 =
0.25 -E
' ¢ = 30-
P
ﬂ.m | T T T 1 ﬂ ] 1 1 I 1
0 3 6 9 12 0 3 [ s 12
B
20- 25- -
[ Biphasicinsulin [l Prandial insulin [l Basal insulin
10+ E 20
]
ﬂ_. e, __ o -
E 15
—
. g J0-
—70- E
o
-30- 2 M
—40 =
Glycated Fasting Plasma Postprandial Hypoglycemia
Hemoglobin Glucose Glucose WElght Grade 2 or3
Baseline value 8.5% 173 mg/dl 227 mg/dl B58kg



Insulin Kullanan Renal Yetersizlikli Hastalarda

DPP-IV Kullanimi Reglilasyona Katkida Bulunur mu?

e Ort.insulin Dozu 50 U

* Kr.Klr20 mL/dk/1.73 m2
e Sik aralikli insulin tedauvisi
e BKi29-30 kg/m2

* Diyabet siiresi 18 yil

* 5-12 vyildan beri insulin kullanimi
8.2

—&— Vildagliptin 50 mg qd
—O—Placebo
7.8
)
=
(5]
< 74
L
=
7.0
-2 BL 4 8 12 16 20 24

Time (wk)

Vascular Health and Risk Management 2013:9



Yiksek Dozda Sik Aralikli Insulin Kullanan Hastalarda DPP-IV

9.0 4

@
(4]

Mean HbA (%)
o
o

7.5

Kullanimi Glisemik Reglilasyona Olumlu Etki Saglar mi?

80 Uniteden fazla insulin
Sik aralikli insulin tedavisi
Normal renal fonksiyon

BKI 33-35 kg/m2
Hastalik stiresi 14 yil

Time (weeks)

e 5-12vyildan beriinsu
35
< 30
@
+ gl{ 251
=
@ 20
m
(OR
v 154
@
o
£ 10+
C
g
w 05
-8 -4 0 4 8 12 16 20 24 00 -

lin kullanimi

o

0.12 1

0.10 -

0.08

0.06

0.04 4

Events per patient-year (n)

0.02 |

0.00 -

Confirmed hypoglycaemia Severe hypoglycaemia

Diabetologia (2007) 50:1148—1155



Effects of Adding Linagliptin to Basal
Insulin Regimen for Inadequately
Controlled Type 2 Diabetes

A =52-week randomized, double-blind study

HANNELE YKI-JARVINEN, MD, pHD" SuDIPTA BHATTACHARYA, msyt

_]SULIO ROSENSTOF;K, MD 5 SANDRA THIEMANN, PHD Diabetes Care 36:3875-3881, 2013
ANTIAGO DURAN-GARCIA, MD, PHD SANJAY PATEL, MB CHB
SABINE PINNETTI, mp* HANS-JUERGEN WOERLE, MD




Hastalarin Genel Ozellikler;i

Hasta Ozellikleri Linagliptin

N

Yas (yil)

BKi (kg/m2)

Diyabet stresi (yil)
<1 yil (%)
1-5 yil (%)
>5 yil (%)

OAD Kullanim Siresi (yil)
Bazal ins. Dozu (1U/giin)

HbA1c (%)

631
59
30.815.4

2.3
13.8
83.8

7.015
41.5+31.9
8.31+0.8

630
60
31.2%4.9

1.9
10.7
87.4

7.35%5.5
40.1+27.3
8.29+0.8

Niashoatoae Care DOQOEA4 OHOEQ HYNNE



Stable insulin dose

1l

Free insulin titration period

—

()
0.004 @ J
()
)
[
() ()
ey ()
2
e .
< —-0.251
=]
I
c
aQ
(93]
{
(4]
i
(]
y —0.50
w
+H
c
m
a
=
-0.75-
-1.00- “® Linagliptin 5 mg/day O~ Placebo
Baseline &6 12 18 24 3z 40 52 G4 76
Treatment duration (weeks)
Placebo (n) (617 |606 | 565 |537 |493 440 370 301 163 76
Linagliptin (n) |618 | 611 | 593 |568 527 496 426 386 233 122

Diabetes Care 36:3875-3881, 2013



B Stable insulin dose Free insulin titration period

I i} { -8
044 W Linagliptin 5 mg/day (insulin) --{J- Placebo (insulin) '_.§
¢ - '6
-4
~  0.21 =
=4 (1]
= W]
o 2 =
E +
= 4 g W
= 0.0 6 =
o o
o e
R D @
3
£ _0.2- e
- - .4
o 5
c Z
=
E -0.44 --6 g
m —_—
- lz =
H -8 P
c w
- L]
g 08 Fi10 =
= c
.12
~0.81 -
--14
@ Linagliptin 5 mg/day (FPG) <O Placebo (FPG) -
= --16
Baseline6 12 18 24 32 40 52 64 76
Treatment duration (weeks)
FPG
Placebo (n) |613|600( 556 |533|499 | 436 357 292 155 73
Linagliptin (n) |615|606| 590 |567 | 533 | 491 429 377 A 122
Insulin
Placebo (n) |617 602 576 | 560 553 548 208
Linagliptin (n)|618 608 587 | 571 576 566 227

Diahetec Care 2R6°-2975—-2221 2012



Endocrine Journal 2013, 60 (6), 733-742

ORIGINAL

Add-on therapy with the DPP-4 inhibitor sitagliptin improves
glycemic control in insulin-treated Japanese patients with
type 2 diabetes mellitus

Tomoyuki Katsuno!, Hiroki Ikeda®, Kenichi Ida®, Jun-ichiro Miyagawa!) and Mitsuyoshi Nambal



Hastalarin Genel Ozellikler;i

Hasta Ozellikleri Sitagliptin

n 71
Yas (yil) 63
BKi (kg/m2) 25.7+3.6
insulin tedavisi (%)
Gunde 2 63.8
SAIT 21.1
Bazal 15.5
OAD Kullanim Sdresi (yil) 9.317.3
Bazal ins. Dozu (1U/giin) 27.3+15.8
CPR index (CPI) 1.3+0.8
HbAlc (%) 8.1+1.2
Oral antidiyabetik (%)
Yok 16.9
SU 59.2
Glinid 5.6
MF 33.8
TZD 1.4

AGI 39.4



HbA1c (NGSP) %

Glukoregulasyona Etkisi

HbA1c >7.4
8.4 - HbAlc<7.4  and <84 HbA1c >8.4
(n=19) (n=34) (n=1 8)
8.2 Al 0.0 T T T
8.0 - -0.2 4 -0.27
7.8 - % |
- ,\ -0.4 *x -0.48
X
7.6 - i1 I
= 06 okok
2
7.4 - 3 -0.82
-0.8
7.2 Mean+S.E.
-1.04
70 0 4 8 12
kkok
Weeks =12~ Mean=S.E.

p<0.001 by two-way ANOVA
*: p<0.05, **:p<0.01 (vs. Week 0) by Dunnett’s test

**: p<0.01, ***: p<0.001 by the paired t-test (vs. baseline)




* Beta hucre rezervi yeterli olan hastalar

* Orta derecede kotu glisemik
regulasyonu olan hastalar

* Daha az hipoglisemi

* Daha az insulin kullanimi

* Daha iyi kontrol

* Vakaya gore tedavi secenegi
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* Gereksiz hipersekresyon IAPP salinimini
indukleyebilir

» Sekretagoglar (Glibenglamid ve Repaglinid)
vasli hastalarda iskelet kaslarinda atrofi ve

sarkopeniyi tetikleyebilirler
Curr Diabetes Rev. 2014;10(4):231-7.

* Insulin+OAD kombinasyonu “insulini eksik
vermek” anlamina gelir mi?



