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Agenda

* Preservacién de células beta con insulina

* Por qué insulinas basales después de falla a
agentes orales?

* Hay diferencias entre analogos de insulina
basales?

* Cudl es el mejor esquema para intensificar en
el uso de insulinas?

EndoDrChen.cor




Belfast Diet Study: biphasic decline in
B function
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Bagust A & Beale S. QUM 2003; 96:28-288.

PODEMOS PRESERVAR LA CELULA BETA
CON INSULINA TEMPRANAMENTE?

CSII VS MDI VS ORALES EN CHINA
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dias

Disefo

Pacientes naives de tratamiento

CSll vs MDI vs orales (glicazida, metformin o
ambas)

Titulacién de insulina cada dia y orales cada 3

¢ Se excluyen los que no alcanzan metas de
tratamiento

* 2 semanas de tratamiento estable y suspende
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Frdobrchencer Weng J. Lancet. 2008;371:1753
Caracteristicas
csil MDI Oral hypoglycaemic
agents
Number 133 us 101
Men (n) 88 81 58
Age (years) 50(11) 51(10) 52(9)
Body-mass index (kg/m’) 251330) 24427) 251(33)
Fasting plasma glucose (mmol/L)
Before therapy 1333) 115(32) 108(29)
After therapy* 66(15) 68(16) 65(16)
2-h postprandial plasma glucose (mmol/L)
Before therapy 161(55) 75(55) 166(50)
After therapy* 75(22) (n=113) 81(29) (n=111) 82(27) (n=90)
HDA, (%)
Before therapy 98(23) 97@23) 95(25)
After therapy* 80(15) 80(16) 79017)
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Weng J. Lancet. 2008;371:1753
M pretratamiento
M postratamiento
csli MDI Orales
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Pacientes en remision

Percentigeofpatients i remision
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Weng J. Lancet. 2008;371:1753

Secrecidén aguda de insulina

1400 - M CSllin the remission group P<0-0001
B MDI in the remission group

1200 | B OHAin the remission group

B Non-remission group

p=0006

Acuteirsulin response (pmol L per min)

200 = Before therapy Aftertherapy Atlyear
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Weng J. Lancet. 2008;371:1753

Reflexiones...

* Qué impacto tendrd esto a largo plazo?

* En DM-1, se ha demostrado que pequefias
cantidades de péptido C que secreten
predicen mejor control y menor riesgo de
hipoglicemias

¢ Por lo tanto, si un paciente debuta
hiperglicémico... valdra la pena iniciar orales o
sera mejor insulina por un tiempo?

EndoDrChen.cos




QUE HACER CUANDO FALLAS 2
AGENTES ORALES?
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Healthy eating, weight control, increased physical activity
Initial drug -
monotherapy Metformin
Hypogiycemia
Weight et
Costs b
oot afr ~3 monts,procoed
Wetiormin Wetformin Wetformin Wetformin Wetformin
drug + + + + +
wo
Sufonylurea | [Thiazolidine- | | opp4 ‘GLP1 receptor || [nsuin (usual
combinations e B ibitor st sy (2
Effcacy (4 HoA10). high. high nterme high ighest ...
Hypogt Tow ik ighisk
Waight i ol
Major side odoma, HE i
Cost high
Wetformin Metformin Metformin Watformin
+ + + +
Three drug Sulfonylurea DPP4 ‘GLP-1 receptor | [[insuin (usually
combinations Inhibitor agonist basal)
+ + +
0
or|_oppai
or [oLp-iral
fcombinaton terapythtincudes basa nsul has faied o achiove HbAT art afer 36 months
L omoeedioa e complex hauhn staiegy usuly i combination wh 1-20o-nainagents, |
More complex_ 5
insulin strategies (multple daily doses)
Diabetes C
19 April 2012 [Epub ahead of print]

GLYCEMIC CONTROL ALGORITHM

LIFESTYLE MODIFICATION

TRIPLE
THERAPY

romocipine o8 @
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QUIEN ES LA RESPONSABLE?
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Basal and postprandial contributions to hyperglycemia by
Alcrange

290 T2DM patients on diet + OAD
Mean A1c 8.86%
Standard meals at 0800, 1200 hrs
4-point daytime glucose profiles (0800, 1100, 1400, 1700 hrs)
s :

assume hypergly ia is >6.1 mmol/L (110 mg/dL)
100
80 30% Basal
50% 55% 60% hyperglycemia
70%
60
40
Postprandial
* . - peBeem
0
<7.3 7.3-84 8.5-9.2 9.3-10.2 >10.2

Alc ranges (quintiles)
Postprandial hyperglycemia is most important except at high Alc

Monnier L et al. Diabetes Care 2003;26:881-885

Basal and postprandial contributions to hyperglycemia by
Alcrange

Pooled baseline data from 6 Treat-to-Target design studies
1699 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)
76% 78% 79% 79% 80%
Postprandial
hyperglycemia
<8.0 8.0-8.4 8.5-8.9 9.0-9.4 29.5

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

EndoDrChen.con

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




Quién debe ser el 3er agente?

Hemoglobin A, Outcomes in Type 2 Diabetic Patients
Taking Sitagliptin or a Thiazolidinedione

Sitagliptin  Thiazolidinedione

Hemoglobin A, (n=102) (n=104) P value®

Hemoglobin A, mean (SD), %

Baseline 9.4(1.8) 9.4(1.9) .952

4 Months 8.0(1.8) 74(13) .007

Change -1.3 (1.8)° 2.0 (1.7 .006
Patients with hemoglobin A, <7.5%,

No. (%)

Baseline 9(8.8) 11 (10.6) 671

4 Months 47 (46.1)° 64 (61.5)° 026
Patients sustaining hemoglobin A, 26/44 (59.1) 37/64 (57.8) .895

<7.5% by 12 months, No. (%)

* P value is for between-group differences by analysis of variance for hemoglobin A, or chi-square test
for proportions.

b P<.001 for the change from baseline (determined by the paired Student f test).

© P<.001 for the change from baseline (determined by the chi-square test).

EndoDrChen.con
Hsia SH. Endocrine Pract. 2011;17(5);691
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Pre-insulina

Post-insulina

Glicemias

Insulina basal

| I | 1

Desayuno  Almuerzo _ - Cena

Proportion with events

05

0.4

03

0.2

0.1

0.0

" . JORIGIN/
1st Co-primary: M|, Stroke, or CV Death —
1 # at Risk 1 2 3 4 5 6 7
G 6264 6057 5850 5619 5379 5151 3611 766
SC 6273 6043 5847 5632 5415 5156 3639 800

Adj. HR 1.02 (0.94, 1.11)
Log Rank P = 0.63

— Glargine
— = Standard Care

0 1 2 3 4 5 6 7
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Years of Follow-up




BT
Median Glargine Dose & IQR (U/kg)

0,7 1
0,6
0,5

0,4

Dose (U/kg)

0,3 i 1
0,2 - /

) Median (IQR) 28 (19-39)
0, U/d in 70 Kg Person

Median A1C Levels

7,0

IQR5.8-6.9
J 64 64

6,3
6,2

“®=Glargine
=+=Standard

L ORe |

Hypoglycemia & Weight (6 -7 years)
Glargine Standard P
(N=6264) (N=6273)
% /100py = %  /100py
Any Non-severe
1 or more episodes 57 17 25 <0.001

Severe
1 or more episodes 6 1.0 2 0.3 <0.001

Glargine Standard P

Weight Change

Sinos Randomizeq 16 kg (351bs) -05kg (11b)  <0.001
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HAY DIFERENCIAS ENTRE
ANALOGOS BASALES?

DURACION DE ACCION: NUEVOS
DATOS Y RELEVANCIA CLiNICA

Koehler G. Diab Obes Metab. 2013;

01/11/13




Tiene sentido esta controversia?

* NPH duracién de accién mucho mas corta... a
pesar de lo cual cuando comparamos NPH y
glargina, la efectividad es la misma (no asi la
seguridad)

* Esto en DM-2 porque no estan totalmente
insulinopénicos

* Por lo tanto, para DM-2 parece que no tiene
tanta relevancia

EndoDrChen.cos
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DIFERENCIAS CLINICAS ENTRE
INSULINAS BASALES
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Variabilidad glicémica: DM-1
| Estudio | NPH | Detemir | P |

Bartley 0 2 <0.001
Home 0 2 <0.001
Rusell-Jones 0 2 <0.001
Pieber 0 2 <0.001
Vague 0 2 0.001
De Leeuw
Standl -
Kolendorf 0 2 <0.001
Hermansen 0 2 <0.001

FndobrChencom  prier M, Diab Obes Metab. 2013: online april 3.
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Variabilidad glicémica: DM-2
[ Estudio | NPH | Detemir | P |

Raslova 0 2 <0.001
Hermansen 0 2 0.008
Haak 0 2 0.021
Fajardo 0 2 <0.001
Montafia 2008
Philis-Tsimikas 1 1 NS
EndoDrChen.con

Frier BM. Diab Obes Metab. 2013: online april 3.
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NPH vs detemir en DM-2:
hipoglicemias

14— ) —@-~ Insulin detemir

0~ NPH insulin

Hypoglycaemic events per patient year

7.0
HbA1c (%)

FndobrChencom  prier M, Diab Obes Metab. 2013: online april 3.

Diferencias en peso

Study Sample Statistics Difference in means
size for each study and 95% CI
detemir NPH  difference  lower  upper P

in means limit limit
Bartley et al * 320 159 -0.990 1847 0133 0024 —
Home et al 2 267 125 0730 -1.039 0421 0.000 E
NN304-1476% 195 98 —0.920 1497 0313 0.002 —
Picber ot al.* 139 129 -1300 2066 -0534 0001
Russel-Jones etal 491 256 0540 0978 0102 0116 -
Vague etal 282 138 1200 2763 0363 0132
total 1694 905 0779 0992 0567 0.000 *

-0 20 00 20 40
favors datemic favors NPH
EndoDrChen.con

Szypowska A. Por Arch Med Wewn. 2011;121:737
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Review: Insulin detemir versus inzulin glaris
Comparizan: 1 Datemir varsus Clrgine
Gudome

Study or subgroup

glicémico

inefor ype 2 diabetes mellitus

17 Variabiliy of plasma glucose profiles at study endpaint

Cochrane: variabilidad en perfil
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Detemir Glargine Mean Difterence Weight Wean Diftrence
W Weansp) 0 WeanisD) W.Rindon 95% (i W Randon, 5% ¢

Hollander 2008 214 02702 105 0.280.21) —— 365% -0.01 [-0.06, 0.04]
Raskin 2008 34 032025 131 033029 —— B -0.011-0.05, 0.04]
Rosenstock 2008 31 04B04D 21 041034 — 300% 0.7 (0.01,013)

Total (95% CI 527 - 100.0%

Heterogeni: Tt = 0.00; C 3 09T =55%

Tastfor ovarall tict2 = 0.55 7 = 0,57

Testfor subgroup aiferences: Not spplicable

0.01(-0.03, 0.06 ]

£
Favaurs detenir’

En&Winhen et al. Cochrane Database Syst Rev 2011: CD006383

S
Favours glrgine

reus Clargn

Sty or ubgroup tog (te il
' i)

eview Insulin detemir versus insuli glargine for tpe 2 diabetes melltus
Comparison’ 1 Dutenir e Foine
Gutdom . B Event rate for overall Rypoglycaem ia per patenteyear

Cochrane: tasa de hipoglicemias

=059

T 0p ferences: Not applicable

5
Favaurs detemir

Flrogeneity: Tau® = 0.01: Chi* = 17,50, df = 3 (¢ = 0.00056):
St Tor ovaral dce 2 = 0,01
Sitfor 2ubgrou

%

Rate Ratio Weight Rate Ratio
W.Randon 35% €| W.Random 35% €1

Hollander 2008 013008 B 0% 088 (0.81,0.95)
Raskin 2009 003005 = 240% 103103, 1141
Rosenstock 2008 002 0.08) - 0% 098 (091, 1.06)
Swinnen 20102 013005 —a— 0% 114 01.03,1.26)

Total (95% C -

Hete

T

100 [ 0.90, 111 ]

5
Favaurs largine

EnWinhen et al. Cochrane Database Syst Rev 2011

CD006383

Cochrane: cambios en Hbalc

Wesn Difrence

0151-007,0351
0311007.0551
0041-015,026)
“o101-021 001

Revien: Insuli detenirvrsus insulin glrgine forype 2 iabetes melius
Eomparzan & Do sarsus G
Stady or subgroup Deemir Glagine Wesn Diference weight
W wansn ™ wanso) wlRingom 35 1 W Rindon 555 1
Hllander 2008 as oasw s ro3m —— 28x
Raskin 2009 s 7ma o rozan — 24x
Rosenstock 2008 W rasase 0 72039 —a— 2%
Swinnen 20102 w7108 am 7208 - 1%
Total (95% ) 1245 1005 - 1000%
Hetrogeneity Ta = 0.03: Chi < 11,26, 4 =3 7 =
e overi et < .67 = 03

705

0.08 [ -0.20,0.27 |

Favaurs deemie Favours gargine

EngWinhen et al. Cochrane Database Syst Rev 2011: CD006383
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Cochrane: aumento de peso

— weight
Wesns0) Mesns0) !

a4 zsesa w05 asea —— 5% 001203003

3 12080 27ase o Bix as00233-0671

W 2744m 29 3saan e 174% 0801520081

s oses  am 142 = G0%  0800-115,-041)

- 1000%  -0.91(-121 -0.61]
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Favaurs deemie Favours gargine
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Insulina detemir

LysB29(N-tetradecanoyl)des(B30)

* Solucién cristalina
* pH neutro
¢ 11U=24nmol

EndoDrChen.con

The ‘Liver hypothesis’: Systemic insulin in normal
physiology

Peripheral tissues

Adipose Muscle

Food

pancreas
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The ‘Liver hypothesis’:
Distribution of exogenous insulin

Peripheral tissues

Adipose Muscle

Food

pancreas

gl
EndoDrChen.Co7
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Relative peripheral and hepatic effects
of detemir and NPH

B
,s | DETEMIR B Effect on periphery (Rd G)
sl et
3 " [ Effect on liver (Ra G)
£
3
2
] I
os
0 iii
Wl
05 LR AR I A A A
4
551 NPH
o3
3
c2s
£
2
21.5
E 1
o5 Hordor V. o al. Diabotologia 2005.48:4206
o]
P
-0.5

>

25

L b

Change in weight over 16 weeks
(kg)

Por qué las diferencias en peso?

o
(9]

4000
o 2500
.
i H
: i
& a0 is
§§ °i 200
>
§§ i+
5"|500 _E 1000
3 ]
H 2
1000 0
[ I— | E—
000" 005" 0304
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Zachariah S. Diabetes Care. 2011;34:1487
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EL HACER UNA MODIFICACION DE
ESTILO DE VIDA ADICIONAL AYUDA
CON EL PESO EN PACIENTES CON
INSULINA DETEMIR?

01/11/13

Estudio DIET

0.5+ W Diet+Det
O et
o
g
5
S o5
H
B
8
e —1.09
®
£y
]
O -1.54
-0
25.0-29.9 30.0-34.9 35.0-39.9 40.0-45.0
Strata (BMI kg/m?)
FUOPIEI T N iswender K. Diab Obes Metab.2013
Week -2
[ 1et: 8.0% [63.8 mmol/imol] |
8.1 - | Diet+IDet: 7.9% [63.6 mmalimal] | - 65
8.0 - 64
7.9 Week 26 &
7.8 62
: [ IDet: 7.1% [54.5 mmolimol ||
7.7 61
764 [ Diet+IDet: 7.0% [53.3 mmol/mol] | |- 60 ¢
— F59 2
2 754 Lo 2
o - B P4
g 74 L5 3
£ 731 Fse 5
7.2 lss 3
7.14 -
—l Diet+IDet 54
7.0 53
694 - IDet I 52
1 ¥
T T T T T T T T T T T T T T
2 0 4 6 8 10 12 14 16 18 20 22 24 26

Time since randomization (weeks)
frdobrchence Niswender K. Diab Obes Metab.2013
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Republica Dominicana

Indicaciones aprobadas de detemir para
Republica Dominicana:

— Monoterapia o terapia combinada
—Unavezal dia

— Mayores de 6 afios

01/11/13

QUE HACER CUANDO FALLA UNA
BASAL?

POR QUE ANALOGOS DE INSULINA
EN LUGAR DE INSULINA REGULAR?

16



Overall change in A1C with insulin aspart

Trial number Estimates with a 95% CI

Type 1 N
035 1065
036 882

054 186 —
064 367 s
06 423 ——
Type 1 and type 2
1634 220
Type 2
037 182
1198 176 ‘ 1
1266 71
Al 3572
Fixed effects model =
Random effects model
= 0 1
RHI + NPH
Insulin aspart + NPH -—
Favors

Data from one trial (066) are missing as no measurements were done in the first 16 weeks

RHI regular human insulin
Heller et al. Diabetologia 2009;52(Suppl. 1):5359 (Poster §{6P M <"
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Nocturnal hypoglycemic episodes with
insulin aspart

Estimates with a 95% CI
Trial number

Type 1 N
035 1065
036 882 i
064 186 =
065 367 —=4
066 423 RS -
Type 1 and type 2
1634 220 —a
Type 2
037 182 S
— == 1
1198 176 —
All 3572
Fixed effects model =
Random effects model -
-1 0 1
Insulinaspart + NPH o RHI+NPH
Favors

Heller et al. Diabetologia 2009;52(Suppl. 1):5359 (Poster §{6P Mo <"

Optimizando e intensificando

Optimice la dosis de insulina basal

e

Dosis Dosis Cobertura Terapia con

prandial prandial prandial premezclas
unica secuencial completa de insulinas

Dosis
prandiales
fijas vs
flexibles

[ Fix vs Flex

vs completa

OPAL : 4] [PREFER

Holman et al. NEJM 2009;361:1736-

Lankisch et al. Diab Obes Metab Meneghini et al. Diabetes ;
008;10:1178-85 2010;59(Suppl. 1):AF9@I0DIChen. comSO(SUPPI. 1):5412

47; Milek et al. Diabetologia 2008;  |iep) et al. Diab Obes Metab
2009;11:45-52
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3 year study design to investigate
insulin initiation and intensification

NovoRapid®
TIODO apid NovoRapid® TID + Levemir® OD
]
708 patients: Levemir®
:D&e 27':_“13(?;:65 oD Levemir® OD + NovoRapid® TID
1c
« Max OAD dose
« Insulin naive e
« BMI <40 kg/m? NovoMix® NovoMix® BID + midday
BID NovoRapid®
0 1 2 3
Years

SU therapy replaced by second insulin in the first year if:
« HbA,. >10% or

« HbA,. =8% on two consecutive occasions

Or if:

» HbA,. >6.5% at end of year one

Adapted from Holman,et, al, NEJM 2009; 361:1736-47
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The majority of patients were
intensified with a second insulin

74.3% of patients had an intensified regimen

*

90 81.6

R 80 o7 73.6

< 70

S 60

2 50

% 40 32, . .

230 26. I MOriginal regimen

& 28 . Elintensified regimen
1
0 ® - ® ® *p=0.002 for overall

comparison

NovoMix® NovoRapid® Levemir®
start group start group start group

Holman et al. NETH 2667 357:1716-30

Sustainable HbA,. control in all
three arms

8.8 -
8.6 -
8.4 Baseline HbA,
8.2
~ g *
B3
< ;-2 1 7.6
o ]
£7.4 7.3 e 72 Elyear one
7.2 -
‘ear three
7 s 6.9 (m
6.8 -
6.6
0/ ; : *p<0.001 vs.

NovoRapid® and
NovoMix® groups
NovoMix® start NovoRapid® start Levemir® start

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

Adapted from HSIMSASE 31, NEIM 2007; 357:1716-30
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Patients (%) reaching

Sustainable glycaemic control:
patients with HbA,. <6.5% at 3 years

80
70
g 60 # #
1 50 44.8
© o N 43.2
i 4 319
<: 30 * 23.9. WYear one
220 7 vear three
10 8.1
0 .
#p<0.001 vs.
Levemir® at year
NovoMix® start NovoRapid® Levemir® start one os
group start group group bivire year
three

Holman et al. NETM 2667¢357:1716-30

01/11/13

Low median rates of minor
hypoglycaemia

10 " Mlvear one
5. 2 8 Jvear three
a g 8
s> 7 *k
I
gg © =2 *p=0.002 and
325 3#9 p<0.001 vs. NovoMix®
t 4 o HH# and Levemir®
S8 3 3 respectively at year
TE 17 one
938 2 : *%p<0.001 vs.
= h NovoMix® and
0 Levemir® at year
0 1 three
#p=0.01 vs. Levemir®
at year one
NovoMix® start NovoRapid® Levemir® start ##p<0.001 vs.
group start group group Levemir® at year

three

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

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

Patients (%) experiencing
major hypoglycaemia

Low proportion of patients experiencing major
hypoglycaemia over 3 years

10

9

8

7

6

5

4

3 2.6 21

I
0 ‘ . .

NovoMix® start NovoRapid® start Levemir® start
group group group

No. of patients No. of p: No. of patients in

the NovoMix® 30 the Levemir® st:
start group group
6 5 2

Holman et al. WEIM 2007'357:1716-30
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Achievement of HbA,. <6.5% did not compromise
hypoglycaemia rates

L 10 -
T
%) g 9
£ °
g e 7
2t 6
X
g2 5 .
ER 4 - § M vYear one
cg 3 Evear three
o2 5
v
Ot 1 - *p=0.002 vs.
=g NovoRapid® at year
3 0 three
#p<0.001 Vs,
Levemir® at year
NovoMix® NovaRapid® Levemir® three

start group start group start group

01/11/13

Holman et al. NETM 26079357:1716-30

Detemir weight advantage was
sustained throughout intensification

i

ORNWAUON®OO

W Year one

nYear three

##
** #
6.4
T 57 5.7
4.7 +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|
| ##p<0.001vs

Levemir® at year three

Weight change from
baseline (kg)

NovoMix® start NovoRapid®  Levemir® start
group start group group

Holman et al. NEIM 2007;'357:1716-30

PERO... PASAR A UN ESQUEMA
INTENSIFICADO COMPLETO A VECES
CUESTA (TANTO PARA EL MEDICO
COMO PARA EL PACIENTE)

COMO PODEMOS SIMPLIFICARLO?

EndoDrChen.con
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STEPwise™: study design

+1Asp x3
Randomisation I P
'[ +1Asp x2
ExtraSTEP
+1Asp x1
+1Asp x1
Insulin detemir SimpleSTEP .
initiated +1Asp.
Run-in period
P +1Asp x3

detemir + OADs
I )

Largest measured PPG
increment

Target postprandial:
4-8 mmol/I

Largest perceived meal
Target preprandial:
4-6 mmol/|

L T
-12

o+

} } }
Period1 2 period2 2% Period3 3°

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

ndoDrChen.cor

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

Weeks

01/11/13

STEPwise™: change in HbA,

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

0.0

04
0.4

0.6 1

-0.8 1

HbA; (%)

1.0 4

-1.2 A

1.4 4

Change was adjusted

-0.5

for baseline HbA,
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Meneghini et a. Diabetes 2010;59(Suppl. 1):A199

ExtraSTEP
W SimpleSTEP

CUAL ES LA MEJOR ALTERNATIVA?
PREMEZCLAS, BASAL PLUS O

INTENSIF

ICAR?
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Reduccion en Hbalc
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Riddle MC. Diab Obes Metab. 2013.
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Aumento de peso

Weight Change (kg)
o = N W OO N

24 36 48 60 LOGCF
Treatment Week
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Riddle MC. Diab Obes Metab. 2013.

Event Rate

Tasa de hipoglicemias

4.5
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Riddle MC. Diab Obes Metab. 2013.
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Cual estrategia de intensificacion?

* Basal plus/basal bolo .

— Mayor reduccién de
Hbalc

— Mas fisioldgico

— Mejor titulacién de
dosificacion

— Uso de 2 lapiceros de
insulina que pueden
producir confusion

— Un poco més dificil

Premezclas

— Hbalc ligeramente
mayor

— Mas rigido

— Al titular, modifica dosis
de ambos componentes

— Un sélo lapicero

— Mas sencillo

EndoDrChen.cos
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Insulina basal + 1 insulina
répida prandial

mero de Complejidad
inyecciones de régimen

\
\
\
A 9
\ 1 bajo
1
1
1
1
1
)

Insulina premezcla
(dos veces al dia) 2 mod

Insulina basal + 22 insulinas
rpidas prandial

>3

——  Recomendaciones con mayor evidengiarcher

comm=== Recomendaciones con menor evidencia

LA FORMA DE ADMINISTRAR
INSULINA... HACE ALGUNA
DIFERENCIA?

EndoDrChen.cos
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Vial vs lapiceros

Dat

01/11/13

tabase Vial/Syringe Pen PValue®
Outcome Mezsure, Mean (SD)
MarketScan = 5¢ N=6065
Number o nauin sspar precrpon iims 5.48 (350 482(299 <0.001
imber of post-index period visits (any type of vist/medical claim) E . ). =
for hypogiycemia
Past-index period health care Costs for any ype of hypoglycemia diagnosis (§) 456 (4689) FT3[191) <0007
Post-index period diabetes-related health care costs (§) 6469 (14,770) 5753 (9387) <0.001
Post-index period all-cause health care costs (§) 21,551 (37,495) 19,070 (29,913) 0503
LifeLink N=3782 = 4512
Number oIl ssprt rescripton clans 621 (4.16) 558 3.43 <0.001
lumber of post-index period visits (any type of visiVmedical claim) A | ).
for hypogiycemia
ndex per Gare Gosts Tor any type of hypoghycemia Gagnosis X Y . g
Post-index period diabetes-related health care costs (§) 6867.99 (12,16262) _6458.37 (9798.04) 0700
Post-index period all-cause health care costs (§) 1925568 (37.91235)  17,911.02(30,30766) 0890

“P-values were from chi square tests, Student’s t-tests, or nonparametric median tests for variables that were not distributed nomnally.

EndoDrChen.cos

Ache CV. Curr Res Med Opin. 2013;29:1287

Por qué las diferencias?

* Ellapicero:
— Permite hacer titulaciones mas finas de las dosis
— Menos error en la medicidn

 Especialmente en adultos mayores o pacientes con
trastornos visuales

— Mayor facilidad de aplicacion

EndoDrChen.cos

QUE OTROS BENEFICIOS PODEMOS
OBTENER DE ANALOGOS
ULTRARAPIDOS COMPARADOS CON
INSULINA REGULAR?

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, coronary artery bypassgraft; M, myocardial infarction; P, percutaneous coronary inervention,
TIA, wansient chermic attac

iabetologia 2008;51(Suppl. 1):5543 (PAALPIEAE <

Nishimura et a/.
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A1C and postprandial glucose control

9 ALC 300 PPG

250 T ’l‘ /I---—I n=162
i L Ir L
f\/\"// n=163

ALC (%)
l/’—!
¥

PPG (mg/dL)
&
a

100
6 Insulin aspart
50 A- Regular human insulin
o 0
T T T T T T T T
0 2 3 4 s 0 2 3
Duration (years) Duration (years)

Postprandial glucose levels 90 minutes after breakfast. Values
are given as mean £ SD. *p<0.02

Nishimura et al. Diabetologia 2008;51(Suppl. 1):5543 (PSSter 154%™

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 (%)

T T T
o 1 2 3 4 5
Duration (years)

Nishimura et al. Diabetologia 2008;51(Suppl. 1):5543 (PSSter 154%™
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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.cos
Rathman A. Diab Obes Metab. 2013;15:358
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Metodologia

* Andlisis de bases de datos en atencion
primaria de Alemania

* Soélo pacientes que han usado insulina aspart
o insulina simple, no permitia combinaciones

* Pacientes a quienes se les prescribié por
primera vez la insulina

EndoDrChen.cos
Rathman A. Diab Obes Metab. 2013;15:358

Insulin aspart ~ Regular insulin|

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
EndoDrCher

Rathn;a’n A. Diab Obes Metab. 2013;15:358
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Eventos cardiovasculares

Log-Rank Test
p<0.001

0.6 ~ Insulin Aspart
— Regular Insulin

Survival function

6 12 18 2 30 36 )
Months since start of insulin therapy

ndoDrChen.co
Rathman A. Diab Obes Metab. 2013;15:358

Republica Dominicana

Indicaciones aprobadas de aspart para
Republica Dominicana:
— Nifilos mayores de 2 afios

— Embarazo

— Pacientes geriatricos

EndoDrChen.cor

HAY ALGUN BENEFICIO EN PASAR A
INSULINAS ANALOGAS?

EndoDrChen.cor

27



01/11/13

Resultados en HbA, . por tipo de insulina
Sin tratamiento Usuarios de
previo con insulina insulina
10,0 10,0
9,0 9,0
9
E 8,5 8,5
g
sitasica Y- DA 8,0
Premezcigi-o 7.7
7,5 7,5 7,6
7,4 7,5
7,3 27,4 |
ABs:s;Iti; 7.0 7:3 7,0
7,3
6,5 6,5
6,0 6,0
Inicio 24 semanas Inicio 24 semanas
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Resultados hipoglucemia global por tipo de insulina
Sin trat. prev. usuarios de
con insulina insulina
4,0
lg
© 3,5
©
£ 3,0 $30 |
2
2 25
~
Bifasica Y] ou
Premezclafit=]
c
[
>
2 L ﬂ
D55 01,8 |
0138 |
0,5
0,0 0,0
Inicio 24 sem Inicio 24 sem

Resultados en el peso segun tipo de insulina
Sin trat. prev. usuarios de
con insulina insulina
~ 08 0,8
o
X
Z 06 0,6
[
2 04 0,4
5 79,53 79,3
§ o2 |zm o> WY 7c. S 90> |
0
o
T 2 00 M 0,0 @ H
PremezclafiCy
H -0,2 70,08 -0,2 | 74,43
° [ 68,32 L-03 70,12 2-0,3 |
a
Basal -0,4 -0,4
As:s;ti:a E ! !
o
-0,6 -0,6 -0,7
-0,8 -0,8
Inicio 24 semanas Inicio 24 semanas
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Conclusiones

* Los andlogos de insulina basal son una forma
muy practica y cdmoda para empezar a
insulinar
— Insulina detemir produce menos aumento de peso

* Laintesificacion con basal plus produce menos
hipoglicemia y aumento de peso

* Los dispositivos tipo lapicero producen menor
riesgo de hipoglicemia

EndoDrChen.cos
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Curso de Capacitacion (;a nternational

Osteoporosis

Avanzada en Osteoporosis Foundation A\

7.8 y 9 de noviembre de 2013 Hotel DoubleTree by Hilton Cariari * San José de Costa Rica

Curso de Capacitacion Avanzada en Osteoporosis

7,8y 9 de noviembre de 2013
/! hitp://www.iofbonehealth.org/curso-osteoporosis/costa-rica
info@menopausiacr.com ~iefla@iofbonehealth.org

L \ 28 al 30 de agosto, 2014

Certificado de participacion De 7:30 a.m. - 4:00 p.m.
Acceso alas chartas expuestas
Almuerzos y refrigerios los tres dias
Actividad social 15 créditos de recertificacion emi
la EMC del Colegio de Médicos

Interés Nacional e Inst
Banco de Costa Rica g
Colones: 001-0293956-8
Cuenta Gliente: 15201001020395683 Cuerpo médico

B Profesionales afines a la salud
Dolares: 001-0293954-1 Estudiantes
Cuenta Cliente: 15201001029395418

Asociacion Pro Estudio de la Diabetes,
Endocrinologiay Metabolismo
Cédulajuridica: 3-00253 30 62

$ 225 antes del 16 de julio, 2014
$ 250 Inscripcion
INSCRIBASE A: endocrinocr2014@medicos.cr
2487 4318
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Preguntas...

chenku2409@gmail.com
EndoDrChen.com
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