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Approach to management

of hyperglycemia: more less
stringent stringent
Patient attitude and highly motivated, adherent, Tess motivated, non-adherent,
expected treatment efforts poor
Risks potentially associated  fow high
with hypoglycemia, other

adverse events

Disease duration ‘newly diagnosed Tong-standing

|

Life expectancy fong short
Important comorbidities ahsent fow / mild severe.
Established vascular absent few / mild severe.

complications

|

Resources, support system  readily available limited

Figure 1 EndoDrChen. diabetes Care, Diabetologia. 19 April 2012 [Epub ahead of print]
8! (Adapted with permission from: Ismail-Beigi F, et al. Ann Intern Med 2011;154:554)
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Insulina basal + 1 insulina
rapida prandial

1 bajo

Insulina premezcla
(dos veces al dia) 2

mod
Insulina basal + 22 insulinas
rapidas prandial
>3
Menos flexible ‘ Flexibilidad
Recomendaciones con mayor evidentiarChen commm==  Recomendaciones con menor evidencia
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8.9%
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Existe la necesidad de un inicio mas
temprano de la insulina - HbA;. basal
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Existe inercia clinica a pesar de:

Los beneficios del control glucémico oportuno

Guias de tratamiento que alientan el uso mas
temprano de la insulina

Al iniciar la insulina en SOLVE™:

El promedio de la HbA1c era 8.9%

22% presentaba HbAlc = 10.0%)|

Khunt et al Diabetologia 2011; 54 (Suppl.1): S160 and Poster

QUIEN ES LA RESPONSABLE DE LA

HIPERGLICEMIA?
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Basal and postprandial contributions to hyperglycemia by
Alcrange

Pooled baseline data from 6 Treat-to-Target design studies
699 T2DM patients on diet * OAD
Mean A1c 8.69%, FPG 10.8 mmol/L (194 mg/dL)
7-point ambulatory SMBG profiles (ac, 2hr-pc, and hs)

assume hypergl ia is >5.6 mmol/L (100 mg/dL)
hyperglycemiz
Postprandial
hyperglycemia
8.0-8.4 8.5-8.9 9.0-9.4

Baseline Alc ranges
On oral therapy, fasting hyperglycemia dominates over a wide range of Alc

EndoDrChen.com

Riddle et al, Diabetes Care 34:2508-2514, 2011
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Pre-insulina

Post-insulina

Glicemias

Insulina basal

T 1

Desayuno  Almuerzo _ - Cena

Dos dosis NPH
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Insulinas basales

* Cudles agentes disponibles hay?
—NPH

— Glargina
— Detemir
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Mecanismo de accién glargina
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Insulina detemir

LysB29(N-tetradecanoyl)des(B30)

Solucién cristalina
pH neutro
+ 11U=24nmol o

EndoDrChen.con




Variabilidad con analogos y NPH

11/10/14

8 8
o H

g g

2 2

< <

=4 =4

[} [}

£ £

NPH Glargina Detemir NPH Glargina Detemir
*p<0.001 vs. insulin detemir
EndoDrChen.con
I . .
Bevion: Inslin detemi versus inulin larine for type 2 disbets melius
Compritont 1§ Detemr vers Charine
S a3 7 Varbny of paces slocoseproie s sty andaint
Sy orsubgroup Dutemic Giargine e Difrence et e Difrence
W s W™ s Hiion S5l v Ringan S5 €0

Hotindsr 2008 us ozea s oz —a— % <001 (006,081

Raskin 2009 254 0.32 0.25 131 0.33 0.26) —— 335% -0.01 [-0.06, 0.04 ]

Rosenstock 2008 W oss0an 2 osr 0 —— 300% 0.07 (001, 0431
Total (95% CI) 759 527_ — 100.0 % 0.01[-0.03, 0.06 |
n o 186, ot =2 = 0,09 F 555

Eterogeneiv: Tau = 0.00; C
Testfor overall eect 2= 0.55 ¢
Testfor subgroup aifferences: Not

=%
Capplicable

EX S
Favaurs detenir Favours glargine

En&Wihkignét'al. Cochrane Database Syst Rev 2011: CD006383
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Revien: Inculin detemic vrsus inculin
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Cochrane: aumento de peso
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Detemir: menor ganancia de
peso en pacientes obesos

Cambio de peso promedio (kg)

.05

=25

>25-27 >27-29

>29-31 >31

Indice de masa corporal inicial

Hermansen et al. Diabetes 2005;54(Suppl 2):0R271
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M insulina detemir
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The ‘Liver hypothesis’:
Distribution of exogenous insulin

Peripheral tissues
Adipose Muscle Food

stomach
pancreas
4 B
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Relative peripheral and hepatic effects
of detemir and NPH
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Zachariah S. Diabetes Care. 2011;34:1487




Efectos centrales de la insulina

* Insulina actua como sefial de saciedad

* La administracion intranasal de insulina en
mujeres produce saciedad

* El acido graso del detemir puede facilitar su
paso al cerebro a través de la BHE

EndoDrChen.com

Van Golen LW. Diabetes Care. 2013;36:4050
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Estudios de flujo cerebral: NPH vs detemir

CMRy, CBF
NPH Detemir P NPH Detemir P

Total gray matter 015*0.02 0.16+0.02 02 031*005 034*005 006
Regions of interest

38+0.06 040*008 | 02

OFCL

OFCR .39 £ 0.07 0.41+008 | 0.3
Insula L .40 £ 0.07 0.44 £ 0.09 | 0.04
Insula R .39 £0.08 0.43£0.08 | 0.05
Putamen L 40 £0.07 0.44*009 |0.04
Putamen R .40 £ 0.06  0.45 +0.09 | 0.02
Caudate L Baeaen Fauss .34 £0.06 037 £0.08 | 0.08
Caudate R 0.19*0.04 020+0.03 02 031%0.06 036=*0.09 |0.02
Striatum 37+0.06 042+*009 | 002
Thalamus L .39 £0.06 0.43 £0.07 | 0.07
Thalamus R .38 £0.06 0.43*0.08 | 0.04
Cingulate ant L 36 £0.07 0.39*0.09 | 003
Cingulate ant R 38 £0.07 041009 |0.04
Cingulate post L .38 £0.06 0.41 £ 0.08
Cingulate post R .39 £0.06 0.43 £ 0.08

Dataare mean * SD unl min™~". CMRg, in pmol -cm ™+

Paired data, n = 24 for CMRgy, and n = 18 for,CRF, an, apterior; L, lefi; OFC, orbitofrontal cortex; post,
posterior; R, right. Van Golen LW. Diabetes Care. 2013;36:4050

Insulina basal:
Ajuste de dosis por el paciente

Glucosa de
ayunas >90 mg/d|

Glucosa de
ayunas >110 mg/dl

Glucosa de o Glucosa de
ayunas Mantener ayunas

70-90mg/d| Dosis 80-110 mg/dl

. Glucosa de Glucosa de
244 pacientes con
M 2 con falla & ayunas <70 mg/dl ayunas <80 mg/dl
orales que
iniciaban insulina
detemir

Ajuste cada 3er dia segun el promedio de la glucosa de ayunas

£,

Didbetds' Gbes Metab. Jun 2009;11(6):623-631




Metas de tratamiento

<6.5% 70-110 mg/dl <140 mg/dl
<7% 80-140 mg/d| <180 mg/d|
EndoDrChen.con
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Ajuste de dosis por el paciente
mejoria en HbA, . estudio Titrate

8.2— -0.94% -1.22%
a0 7.99 ~#- 70-90 mg/dL HbA;c  HbA;c

78- 700 80-110 mg/dL
7.6
7.4
7.2 7.04

7.0 7.00*
6.8—| 6.93 6.77%
6.6—|
6.4—|
6.2—|
6.0

Promedio de HbA, (%)

Inicial T semi12 T Sem20 !

Tiempo /semanas * cambio en ambos
grupos
p = 0.019 at 20 weeks

EndoDrChen.con
Blonde L. Diabetes Obes Metab. 2009,11:623

Basal Insulin: Percent of patients with HbAlc < 7%

Basal Insulin
Study (first authr, Proportion of patients with HbA1c <
29 trials, with 17,588 patients " %

Riddle. 2003 (20) —
Maicné, 2004 (22) E—

HbA1c < 7% was achieved in 52&”%&%3;.; —=r
41.4% (95% Cl, 35.6-47.4%).  Yacoe 200020

jacosar,

Predictors of response: EEEEE?? ég%?

- first insulin treatment, Kanoeoy ggg;g:i

- lower insulin dose Hemegeey 30088

- use of 2 oral drugs Smi R
Honpins 5007 (17)

Hypoglycemic events: 0 to Bamant 2007

St
4.71 events/patient/30 days Ewgg‘;gmgm E,”
Weight gain ~1.75 kg Rz, 20900

(1.2:2.1) g Ko eg ™ 0

000
Final Insulin dose: 0.48 Pootitua 2310 (6

04087 Fardies 33008 =

1
Pooled estimate (95% CI) | 41.4%(356% - 47.4%)
—

Giugliano et al. Diabetes Research & Clinical Practice 92 EndoDrChen.con
(2011)1-10 d o 10 0 30 4 s e 70 & -
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QUE PASA SI PERSISTE CON HBA1C

ALTO A PESAR DE TENER GLICEMIA EN
AYUNAS OPTIMO?

EndoDrChen.cos

Numerode | | Complejidad
inyecciones de e
™,
\
"
\
\
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\ 1 bajo
i
\
- i
. i
~. |
Insulina basal + 1 insulina Insulina premezcla 2 e
rapida prandial (dos veces al dia)
Insulina basal + 22 insulinas
répidas prandial
>3
- Menos flexible ‘ Flexibilidad
——  Recomendaciones con mayor evidentiarchen comm=== Recomendaciones con menor evidencia

ANALOGOS ULTRARRAPIDOS
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Lispro
/ /
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Aspart
/ /
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Glulisina
/ /
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Cochrane: Hbalc

Siine Trbnlt

Sudyorsubgroup  mesn diferance 69 e difunce gt e difarnce
Sodson 15875 o0 —.— sax oot-016,0161
Sadsan 1597¢ 02019 —— 295 0.201-047,007)
Samuss 2001 s 008 —— sa% 0151031, 001
o 2001 02020 ———— 1% 02010850251
o 2002 wssern  ———— 20 03510700001
Ciotens 1938 ez R 6ax o120043,0671
Ferguson 2001 02012 —_ P 0201038, 0041
Gt 2000 01009 —— s 0101008028
G 2005 o100m - sa 01010050261
Hodman 2001 01 — 0% oot-035,0351
Hatle 2004 000 - rax oor012.0121
Hallanan 1357 o1won p. s 01010080241

a2 00s) - 62s 0120022 002)

anata 2001 s 0an _— 225 0281057, 0031
Johsnzzon 2000 20 — asx 0.201-040,0001
Provenzans 2001 022010 — aix 0221044, 0001
Ruskin 2000 w15 00n - ey 015 t-028, 0011
Raskin 2001 024 008 —.— 5o 024 (040, 0081
Rucscons 2003 e 055 071050, 056
P 3008 - 7a% onstozs-o0
vignsi 1957 01000 - rax “r0r022,0021
Zinnan 1997 034 01n —_ s osmiessoi
Torat (95% 1) o 1000% 010 (016, -0.05]

e T« 101 €1 3875 0210 0001 w45

s 75—
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Siebenhofer A. Cochrane Dat Syst Rev. 2014;7.

Nocturnal hypoglycemic episodes with
insulin aspart

Estimates with a 95% CI
Trial number

Type 1 N
035 1065
036 882 ——
064 186 —=
065 367 =1
066 423 =l
Type 1 and type 2
1634 220 —
Type 2
037 182 S
—_
1198 176 —
Al 3572
Fixed effects model =
Random effects model -
-1 0 1
Insulnaspart +NPH o RHI+NPH
Favors

Heller et al. Diabetologia 2009;52(Suppl. 1):5359 (Poster §{6P Mo <"
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Control metabdlico: HbA, vy perfil de
glicemias

* Promedio HbA,_ al final de tratamiento fue
1Asp, 7.7 +0.8%; HI, 7.7 +0.9%; (NS)

3 =

lAsp

©

(mmol/l)

n=155

Glicemia plasmatica
promedio + SEM

o o N ©

Tiempo

EndoDrChen.cos
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Effect of insulin analogues on risk of severe hypoglycaemia
in patients with type 1 diabetes prone to recurrent severe
hypoglycaemia (HypoAna trial): a prospective, randomised,
open-label, blinded-endpoint crossover trial

Ulrik Pedersen-Bjergaard, Peter Lommer Kristensen, Henning Beck-Nielsen, Kirsten Nergaard, Hans Perrild, Jens Sandahl Christiansen,
Tonny Jensen, Philip Hougaard, Hans-Henrik Parving, Birger Thorsteinsson, Lise Tarnow

Lancet Diabetes Endocrinol

EndoDrChen.co 2014;2:553-61

Tasa de hipoglicemias severas

Onanalogueinsulin ~ Onhumaninsulin  pvalue
treatment treatment
Number of severe hypoglycaemic events 105 136 B
Causality (Whipple's triad) 014
Definite 31(30%) 53(39%)
NNT 2 pacientes en 1 afio para evitar una
hipoglicemia severa
With convulsions o fits 18 (17%) 25(18%) 08
Treatment with intramuscular 12(11%) 28 (21%) 0080
glucagon or intravenous glucose
External assistance required 27 (26%) 45(33%) 026
Use of health-care resources
Emergency call 16 (15%) 28 (21%) 031
Health-care professional 21(20%) 33(24%) 053
Hospital admission 2(2%) 0 019
Data are number of events (%) or mean (SD).
Table3:C
EndoDrChen.co

14



Distribucion de las hipoglicemias
severas

504 Bl Human insulin
B Analogue insulin
40
£
H
2
3
g 309
E
§
2
g 204
£
14
- 104
Y " o o o DY
A L I e
7 R N S

.
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3 dosis ultrardpida + 1 basal

EndoDrChen.com

Optimizando e intensificando

Optimice la dosis de insulina basal

Dosis Dosis Cobertura Terapia con
prandial prandial prandial premezclas

Unica secuencial completa de insulinas

Dosis
prandiales
fijas vs
flexibles

[ Fix vs Flex

OPAL ; 4] [PREFER

vs completa
Holman et al. NEJM 2009;361:1736~
Lankisch et al. Diab Obes Metab  Meneghini et al. Diabetes _47; Milek et al. Diabetologia 2008; b et al, Diab Obes Metab
2008;10:1178-85 2010;59(Suppl. 1):AF9@I0DIChen. comSO(SUPPI. 1):5412 2009;11:45-52
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STEPwise™: study design

+1Asp x3
Randomisation ] sp X Largest measured PPG
increment
] +1Asp x2 Target postprandial:
ExtraSTEP 4-8 mmol/I
+1Asp x1
+1Asp x1
Insulin detemir SimpleSTEP . Largest perceived meal
initiated +1Asp Target preprandial:
Run-in period 4-6 mmol/|
detemir + OADs +Asp X3
— y y | L
— + + + +
12 0 period 1 period2 2% period3 36 Weeks

Inclusion criteria:

. T2DM >6 months

© HbA, 7.5-10.0%

. Basal insulin 23 months +1-3 OADs

T2DM, type 2 diabetes; OAD, oral antidiabetic drug; IAsp, insulin aspart
2

Meneghini et a. Diabetes 2010;59(Suppl. 1):A199

ndoDrChen.con
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STEPwise™: change in HbA,

Change to week 11 Change to week 23 Change to week 36

HbA; (%)

Change was adjusted for baseline HbA, .

Meneghini et a. Diabetes 2010;59(Suppl. 1):A199

EndoDrChen.con

02 A
0.4 1
0.4
06 | 05 ExtraSTEP
W SimpleSTEP
0.8 1
10 4
1

-11 -1.1

STEPwise™: addition of first bolus injection

Percentage of patients (%)

ExtraSTEP group added
insulin based on PPG
measurement

Meneghi Diabetes

Dinner

SimpleSTEP group added
insulin based on patient
assessment

EndoDrChen.con
onfile

ExtraSTEP
W SimpleSTEP
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Treatment intensification with stepwise addition of prandial
insulin aspart boluses compared with full basal-bolus
therapy (FullSTEP Study): a randomised, treat-to-target
clinical trial

Helena W Rodbard, Virginia E Visco, Henning Andersen, Line C Hiort, David H W Shu

Lancet Diabetes Endocrinol
2014;,2:30-37

EndoDrChen.cos
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Procedimientos

* Basal bolo:

— 2 u de insulina aspart con cada comida
* Stepwise:

— 4 uinsulina aspart con la mayor comida

agregando un segundo bolo a la semana 11 0
tercer bolo a la semana 22 si hbalc >7%

— Mayor comida: definido como la comida con
mayor contenido de carbohidrato determinado
por el paciente

EndoDrChen.cos

Eficacia en Hbalc

A
80 —8— Stepwise 6
—4&— Basal-bolus
78
76 59 §
2 4 -0.98% (95% IC -1.09, -0.87) :E
3 72 [ S 55§
70 - T8 = 3
68 T3 51
66 -1.12% (95% 1C-1.23,-1.00) L4
Ed
07 T T T T T T T T o
0 4 8 12 16 20 24 28 32

Time (weeks)

EndoDrChen.cos
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Pacientes que alcanzaron Hbalc <7%

B
OR=6-85 OR=2:38 OR=136
p<0-0001 p<0-0001 p=015
” 654 633%
6:3%
_ 60 563 559%
2 452%
2 a0
3
192%
S 20
o
Week 10 Week 21 End of trial
B Stepwise
I Basal-bolus

EndoDrChen.cos
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Requerimientos de insulina

* Basal bolus: 0.6 u/kg de bolo

* Stepwise: 0.5 u/kg de bolo
— 17% requirieron un sélo bolo
— 27% requirieron 2 bolos
— 40% requirieron 3 bolos

* En ambos grupos, la insulina basal fue 0.6 u/kg

EndoDrChen.co
90 — Stepwise ! '
80~ — Basal-bolus h H
T 70 : |
g2 - — !
S 6o ! ' /
i ! I e
s H ST~
23 40 ' ~\ e —
Bz © S\ A
£2 H
£ 20 !
|
10 !
i i
o T T T T T T T 1
o 4 8 2 16 20 24 28 2
Time (weeks)
EndoDrChen.co
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Mean A1C (%)

Reduccion en Hbalc

10
954
9
8.5
8 4 Premezcla
7.5 $ Glr+36lu
7 Glar + 1 glu
6.5

(]

BL 6 12 24 36 48 60 LOCF
Treatment Week

EndoDrChen.cos

Riddle MC. Diab Obes Metab. 2013.
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Weight Change (kg)
o = N W OO N

Aumento de peso

Premezcla

T Garescn

+ Glar+1glu

BL 6 12 24 36 48 60 LOCF
Treatment Week

EndoDrChen.cos

Riddle MC. Diab Obes Metab. 2013.

Event Rate

Tasa de hipoglicemias

4.5
4
3.5
3
2.5
2 Premezcla
1.5 3 Glar+36lu
1 I Glar + 1 glu
0.5
0

EndoDrChen.cos

Riddle MC. Diab Obes Metab. 2013.
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IMPACTO EN COMPLICACIONES

EndoDrChen.cos
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The effect of insulin aspart on cardiovascular
disease

Aim: to investigate the morbidity and mortality by cardiovascular disease in patients
with type 2 diabetes treated either with insulin aspart or regular human insulin

A prospective, randomized, open-label, blinded endpoint trial
Intermediate/long-acting insulin was added when necessary. The primary endpoint
was composite cardiovascular events (MI, angina, PCI/CABG, TIA/cerebral infarction)

325 Japanese patients
with type 2 diabetes on
multiple injection
therapy with human
insulin

Aged 20-84 years

Regular human insulin  (n=162)

0 1 2 3 4 5
Years
CABG coromry ey bpassgrf, M, yocardl frctions 3, percuaneous coroanynervenon
TIA,transient chemicat
Nishimura et al. Diabetologia 2008;51(Suppl. 1):5543 (Poste? 1548

A1C and postprandial glucose control

9 ALC 300 PPG

250 l 1 ) S e
f\/\/*/ n=163

PPG (mg/dL)
&
a

100
6 Insulin aspart
50 A- Regular human insulin
o 0
T T T T T T T T
o 1 2 3 5 ) 2 3
Duration (years) Duration (years)

Postprandial glucose \cvc\sg[)mmutcs after breakfast. Values
are given as mean £ SD. *p<0.

Nishimura et al. Diabetologia 2008;51(Suppl. 1):5543 (PoSEP 154}
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Long-term use of insulin aspart and effect on
cardiovascular disease (CVD)

Regular human insulin (11.1%)

94 43%

Insulin aspart (6.4%)

Cumulative incidence of CVD primary composite endpoints analyzed
by Cox"s proportional hazard regression analysis

Accumulation of CVD (%)

Duration (years)

Nishimura et al. Diabetologia 2008;51(Suppl. 1):6543 (Poster 1548 "
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Lower incidence of recorded cardiovascular outcomes

in patients with type 2 diabetes using insulin aspart vs.
those on human regular insulin: observational evidence
from general practices

W. Rathmann' & K. Kostev?

1 German Diabetes Center, Institute of Biometrics and Epidemiology, Dusseldorf, Germany
2 Department LifeLink Epidemiology, IMS HEALTH, Frankfurt, Germany

EndoDrChen.con
Rathman W. Diab Obes Metab. 2013;15:358

N 3154 3154
Age (years) 60.0 (10.2) 60.0(10.2)
Diabetes treatment period (practice) 2.2(2.5) 2.2(2.5)
(years)
Males (%) 574 57.4
Private health insurance (%) 5.8 5.8
Diabetologist treatment (%) 42.1* 32.6%
Region (West Germany) (%) 73.1% 78.6%
Urban residencyt(%) 26.6 26.2
Antidiabetic treatment$(%)
Biguanides 26.2 26.1
Sulphonylureas 13.5¢ 19.7¢
Acarbose 4.1* 6.0%
NPH insulin 47.6* 67.9%
Long-acting analogues E 27.6*
Co-medication(%)
Antihypertensives 59.4 62.5
Lipid-lowering drugs 32,0 28.6
Antithrombotic agents 209 234
EndoDrChen.cor

Rathman W. Diab Obes Metab. 2013;15:358
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Eventos cardiovasculares

11/10/14

0.9
é o8
2
; Log-Rank Test
> 07 p<0.001
£
@
=
o . . .
6 12 18 2 30 36 )
Months since start of insulin therapy
EndoDrChen.cor
Rathman W. Diab Obes Metab. 2013;15:358
Variables Insulin glulisine | Regular insulin
n 952 11,157
Age (y) 60.7 (11.2) 64.7 (10.9)"
Observational period prior to 2637 1.6 (3.0
the index date (y)
Males (%) 543 52.4
Diabetologist treatment (%) 43.0 445
Private health insurance (%) 9.8* Hion
Region (West Germany) (%) 71.5* 68.2*
Urban residency® (%) 265 25.6
idiabeti ® (%)
Any oral antidiabetics 41.3" 33.1*
Sulfonylureas 18.3 16.4
Bi i 34.0" 272"
Acarbose 74" 42"
NPH insulin 256" 64.6"
Long-acting insulin analogs 74.5" 30.7*
Co-Medication® (%)
Antihypertensives 1) 56.3
Lipid-lowering drugs 323 30.1
Antithrombotic agents 17.7* 21.7*

EndoDrChen.col
Kress S. Int J Clin Pharm Ther. 2012;50:821

Sobrevida libre de enfermedad
cardiovascular

07
~=-Glulisine
06
.
0 6 12 1824 30 o0

Months since start of insulin therapy

EndoDrChen.cos
Kress S. Int J Clin Pharm Ther. 2012;50:821
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Sobrevida libre de enfermedad
microvascular

~=Glulisine,
0,6 —-Regular insulin

11/10/14

0
0 6 12 18 24 30 36 42
Months since start of insulin therapy
EndoDrChen.co

Kress S. Int J Clin Pharm Ther. 2012;50:821

Carateristicas basales

Variable

duration of follow-up on IA or HI treatment from index date [days], mean (SD)

age [years], mean (SD)
males [%]
private health insurance [ %]
treated by diabetologist [ %]
treated in West Germany [%]
urban residency (> 100000 inhabitants) [%]
type of insulin treatment [%]
multiple daily injection therapy
use of long-acting insulin analogue
HIJIA treatment before the index date
concomitant oral medications* [ %]
biguanides
sulfonylurea
diuretics
B-blockers
calcium channel blockers
ACEinhi
angiotensin l receptor antagonists
lipid-lowering agents
acetyl salicylic acid

1AN-2764> HIN-4193%
1891 (698) 1835 (608)
61.0(11.3) 64.7(105)
569 535
80 33
25 27
78 73
26 238
882 860
536 28
257 97
505 532
261 365
467 528
496 552
352 381
576 625
282 267
521 523
351 388

EndoDrChen.cor

p-values
0266

<0.001
0.006

<0.001
0424
0022
0411

0.008
<0.001
<0.001

0028
<0.001
<0.001
<0001
0016
<0.001
0177
0907
0.002

Rathman W. Exp Clin Endocrinol Diabetes. 2014;122:92

a 0dds ratios for the incidence of macro- and microvascular complications
Outcome 0dds ratio (95% C1)
Macrovascular disease —o— 092(0.72-1.18)
Microvascular disease —o— 095(0.77-1.17)
Coronary heart disease —— 0.84(0.65-1.09)
Myocardial infarction —T 0.84(0.58-1.22)
Stroke or TIA —— 1.03(0.74-1.44)
Peripheral vascular disease — 1.03(0.80-1.31)
Retinopathy —T 0.90(0.68-1.19)
Nephropathy T 1.21(0.96-1.54)
Neuropathy —— 0.96(0.76-1.21)
Diabetic foot syndrome — 0.66(0.46-0.94)
Lower limb 0.68(0.25-1.82)
0.0 1.0 2.0

Less common with More common with
IAvs. Hitreatment A vs. HI treatment

EndoDrChen.cor

P-value
0.497

0613
0.192
0352
0.849
0.846
0452
0.106
0.739
0.022*

0.440

Rathman W. Exp Clin Endocrinol Diabetes. 2014;122:92
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INTENSIFICACION BASAL-BOLUS,
CUAL ES LA EVIDENCIA?
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Estudio 3 afios disenado para investigar el
inicio e intensificacion de insulina

I Aspart:
T % 1 IAsparta TID + Detemir OD
708 pacientes: Deternir :
. ! X
« HbA,. 7-10% oD  Detemir OD + I Asparta TID
« Dosis Max ADO f 1
« Virgenes a i
insulina BiAsp30 BID i BiAsp30 BID + midday I
« IMC <40 kg/m?2 1 Asparta
0 1 2 3
Afios

Tx con SU reemplazado por una segunda insulina en el ler afio

si:
+ HbA,. 210% o
« HbA,. =8% en 2 ocasiones consecutivas
O si:
« HbA,. >6.5% al finalizar el ler afio
Adapted from Holman,et,al, NEJM 2009; 361:1736-47

La mayoria de los pacientes fueron
intensificados por una segunda insulina
74.3% de los pacientes fueron intensificados

81.6

I W Original regimen
B B ntensified regimen

Gpo Inicio Gpo Inicio Gpo Inicio :g;g-a"mﬂsinfﬂf overall
BiAsp30 | Asparta | DETEMIR

EndoDrChen.con
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Control sostenido de HbA,. en
los 3 brazos

88
8.6 Baseline HbA,
8.4
8.2 *
_ 8
§; 7.8 16
g6 B vear one
574 7.3 S
= 7.2 7.1 . O vear three
. ; . 6.9
: 0/ *p<0.001 vs.
NovoRapid® an
6.4 NovoMix® groupls
Gpo Inicio po Inicio
BiAsp30 | DETEMIR

NB. Mean HbA,_ at 1 year; median HbA,_ at 3 years

rchen com

Adapted from HOIRSAGE S NEJM 2007; 357:1716-30
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Tasas de hipoglucemia menor

10 « Mlvear one
5. ° 8 Jvear three
Q g 8
@
25 7 *k
T
e ° = *p=0.002 and
5o 5 ES p<0.001 vs. NovoMix®
t 4 i and Levemir®
] 3 3 respectively at year
TE one
38 2 17 *%p<0.001 vs.
=1 NovoMix® and
0 Levemir® at year
0 three

)

#p=0.01 vs. Levemir®
at year one
Gpo Ini Gpo Inicio | Gpo Inicio | ##p<0.001 vs.
Asp: Asparta Detem 't-::’:e"‘"“ at year

Minor hypoglycaemia did occur in the first year
with Levemir®, however the median rate was 0

Holman et al. WEIM 2007'357:1716-30

Baja proporcion de pacientes experimentaron
hipoglucemia mayor en 3 afios

10

9

8

7

6

5

4

3 2 2.1

2

1 m .
o ‘ I

BiAsp30 start group Aspart  °startgroup  Detemir startgroup

Patients (%) experiencing major
hypoglycaemia

f patients in

Holman et al. WEIM 2007'357:1716-30
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Ventaja en el peso sostenida con I
Detemir durante la intensificacion

Weight change from
baseline (kg)

-

0
9
8
7
6
5 4.7
4
3
2
1
0

##
** #
6.4
T s .7
57 5 +p=0.005 vs.
NovoRapid® at year on
3.6 *p<0.001 vs. Levemir'
at year one
#p<0.001 vs. Levemir
1.9
at year one
**p=0.005 vs.
Levemir® at year three|
1 ## p<0.001 vs.

W Year one

.Year three

Levemir® at year three

Gpo Inicio Gpo Inicio | Gpo Inicio |
BiAsp30 Asparta Detemir

Holman et al. WEIM 2007'357:1716-30
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HACIENDO EL SWITCH DE
INSULINAS HUMANAS A ANALOGAS

EndoDrChen.con

Resultados en HbA, . por tipo de insulina

Bifasica
Premezcl.

Basal +
Aspértica

10,0

Sin tratamiento
previo con insulina

11

0,0

Usuarios de
insulina

> &
9,0 9,0
-~
& 85 8,5
<
£ 7,0 8,0
T
7,5 7,5
"o A .,
6,5 6,5
6,0 6,0
Inicio Inicio 24 semanas

24 semanas
EndoDrChen.con

26



11/10/14

Resultados hipoglucemia global por tipo de insulina
Sin trat. prev. usuarios de
con insulina insulina

4,0
2
S 3,5
©
@ g 50 o]
2
8 25
N 341 ]
Bifési
Premeseia g )
>
‘e 2 o
Basal +
Aspartica CEI
0,5
0,0
Inicio g‘f}u;gm(w Inicio 24 Sem

Resultados en el peso segun tipo de insulina
Sin trat. prev. usuarios de
con insulina insulina
~ 08 0,8
o
X
= 06 0,6
[
2 04 0,4
H 79,5 00,3 | [ 79,24
o
g 02 | 74,14 0,2 |EIF> Fo,2 |
o
; 00 | @ T o0 | @
Premezcla
H -0,2 [ 70,4 -0,2 | 74,43
° <= 2-0,3 |
Basal - - -0,4
Aspartica M-
o
-0,6 -0,6 T
-0,8 -0,8
Inicio 24 semanas Inicio 24 semanas
EndoDrChen.com

CONCLUSIONES

EndoDrChen.com
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Numerode | | Complejidad
—— inyecciones de régimen
Esquemas no insulinicos
\
Insulina basal
(usualmente con agentes orales)

"
\
\
\
\
[
1
i
i
!
i
1

1 bajo
Insulina basal + 1 insulina Insulina premezcla nod
répida prandial (dos veces al dia) 2
Insulina basal + 22 insulinas
rpidas prandial
>3

Menos flexible ‘ Flexibilidad
——  Recomendaciones con mayor evidengiarcher

om==== Recomendaciones con menor evidencia

Actualizacion
Médica Periodica

www.ampmd.com

ARTICULO DE REVISION

Noviembre 2012
Dr. Chih Hao Chen Ku '
i INSU].INIZACI()N:
COMO HACERLO MAS SENCILLO PARA TODOS
EndoDrCher

Preguntas...

chenku2409@gmail.com
EndoDrChen.com

EndoDrCher

28



