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GEBELIKTE INSULIN STRATEJISI

v 1ki hedef
v Primer koruma




GEBELIKTE DIYABETIN ETKILERI

» Diyabetik retinopati

o Proliferatif retinopatiye ilerleme:
o Hafif: %6
o Orta: %18
o Ciddi:%38

» Diyabetik nefropati

o Albumin atiliminda artis

» Diyabetik gastroenteropati

o Hiperemezis gravidarum



GEBELIKTE DIYABETIN ETKILERI

Dogum Dogum sonrasi
Makrozomi Obezite
Hipoglisemi I
- Metabolik Sendrom
: !
f insilin BGT/DM
AA, Yag, KH I
KVH

Freinkel Hipotezi



MAKROZOMI

Maternal hiperglisemi

U

Fetal hiperglisemi

Vs

Fetal pankreatik hiperplazi

U

Fetal hiperinstlinemi

U

Fetal adipozite artisi




GEBELIKTE DIYABETIN ETKILERI
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Figure 1. Frequency of Primary Outcomes across the Glucose Categories.

+* Metzger BE et al. HAPO Study Cooperative Research Group. N Engl J Med 2008;358:1991-2002.




GEBELIKTE DIYABETIN ETKILERI

» Perinatal mortalite

» Konjenital malformasyonlar
» Spontan abortus

» Polihidramnioz

» Makrozomi

» Dogum travmasi riskinde artis

» Neonatal hipoglisemi

» Hiperbilirubinemi, hipokalsemi, polisitemi...



KONJENITAL MALFORMASYONLAR

» 1945-1965 arasi yayinlanmis 47

calismada konjenital malformasyon orani:
» Diyabetik anneler (7.101) :% 4.8
» Genel populasyon (431.764): % 0.65

+* Kucera J. ) Reprod Med 1971;7:73-82.

» Konjenital malformasyon orani:
» Pregestasyonel diyabet: % 5-9
» Genel populasyon: % 2

% Greene MF. Clin Perinatol 1993;20:533-554.



KONJENITAL MALFORMASYONLAR

» Kaudal regresyon
» Spina bifida
» Anansefali

» Kardiyak anomaliler

* Blyuk damarlarin transpozisyonu
* Ventrikiler septal defekt
* Atrial septal defekt

» Anal/rektal atrezi

» Renal anomaliler
* Agenezi
* Kistik bobrek
* Cift Ureter

> Situs inversus




KONJENITAL MALFORMASYONLAR

» Malformasyonlar ilk 6-8 haftada ytksek

glukoz duzeyleri ile iliskilidir.

» Gebelik 6ncesi planlama malformasyon

oranini anlamli diizeyde azaltir.
Planh: %1-1.7
Plansiz: %1.4-10.9

» Gebeliklerin 2/3’l plansizdir.

«» Kitzmiller JL et al. Diabetes Care 2008;31:1060-1079.



GEBELIK VE DIYABET

&  Pregestasyonel diyabet
=) Tip 1 Diabetes Mellitus

=) Tip 2 Diabetes Mellitus*

d  Gestasyonel diyabet

* Tani konmamis tip 2 diyabetik gebe kadin
orani giderek artmaktadir.

**» Lawrence JM et al. Diabetes Care 2008;31:899-904.

>



GEBELIKTE GLUKOZ METABOLIZMASI




GEBELIKTE GLUKOZ METABOLIZMASI
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GEBELIKTE GLUKOZ METABOLIZMASI

Plasental Hormonlar Sorun

Progesteron, Kortizol, :
& Maternal pankreatik

Bayume hormonu, \ o
Prolaktin. HPL B hucrelerinin artan
instlin gereksinimini
karsilamakta

basarisiz olmasi

insiilin Direnci | > (Gebeligin ikinci yarisi)




TEDAVININ SONUCLARI

» 555 tedavi edilmeyen GDM olgusu

» 1110 tedavi edilen GDM olgusu

» 1110 diyabetik olmayan kontrol grubu

s* Makrozomi ve metabolik komplikasyonlar
tedavi edilmeyen GDM olgularinda tedavi
edilen olgulara oranla % 200-400 artmuistir.

*» Tedavi edilen GDM olgulari ile diyabetik

olmayanlar arasinda anlamli fark yoktur.

¢ Langer O et al. AJOG 2005;192:989-997.



TEDAVININ SONUCLARI

Table 2. Primary Clinical Outcomes among the Infants and Their Mothers.*

Unadjusted Adjusted
Intervention Routine- Relative Risk  Unadjusted  Relative Risk  Adjusted Step-Down
Outcome Group  Care Group (95% CI) P Value (95% Cl)§ P Value| Sidak P Value
no. (%)

Infants
Total no. 506 524
Any serious perinatal complication:i: 0.32(0.14-0.73) 0004  0.33(0.14-0.75) 0.0l 0.04
Death 0 5 (1) 0.06 0.07

Stil lbirth 0 3 (1)§ 0.25 0.26

Neonatal death 0 2 (<1) 0.50 0.50
Shoulder dystociaf 7 (1) 16 (3)  0.45(0.19-1.09)  0.07 0.46 (0.19-1.10)  0.08
Bone fracture 0 1(<1) 1.00 0.38
Nerve palsy 0 3 (1) 0.25 0.11
Admission to neonatal nursery** 357 (71) 321 (61) 1.15(1.05-1.26) 0.002 1.13 (1.03-1.23) 0.01 0.04
Jaundice requiring phototherapy 44 (9) 48 (9) 0.95 (0.64-1.40) 0.79 0.93 (0.63-1.37) 0.72 0.98
Women
Total no. 400 £1n0
Induction of laborf The N EW ENGILAND )1 0.003
Cesarean delivery J OURNAL of MEDICINE } 0.98

Elective }

eeramravem e AS A JUNE 16, 2005 S
Emergency L

Effect of Treatment of Gestational Diabetes Mellitus
on Pregnancy Outcomes
Caroline A. Crowther, FRA.N.Z.C.0O.G,, Janet E. Hiller, Ph.D., John R. Moss, F.C.H.5.E.,

Andrew ). McPhee, FRA.CP., Willam 5 _|1‘f.r|'n---._ F.R.A.C.P., and Jeffrey 5. Robinson, F.RAN.ZC.O.G.,
for the Australian Carbohydrate Intolerance Study in Pregnant Women (ACHOIS) Trial Group=*



TEDAVININ SONUCLARI

Large for gestational age

Bonomo 2005 9/150 21/150
Crowther 2005'%%¢ 68/506 115/524
Landon 20097 34/477 66/454
Langer 1989%* 4/63 15/63
Total 115/1196 217/1191

Test for heterogeneity: x2=2.?9, df=3, P=0.425, 1’=0%
Test for overall effect: z=-5.85, P<0.001, =0

Macrosomia
Bonomo 2005 8/150 16/150
Crowther 2005820 49/506 110/524
Landon 200921 28/477 65/454
0’Sullivan 196623 13/307 40/308
Total 98/1440 231/1436

Test for heterogeneity: ¥?=0.91, df=3, P=0.823, I’=0%
Test for overall effect: z=-7.55, P«0.001, =0

Shoulder dystocia
Crowther 2005820 7/506 16/524
Landon 20097 71476 18/455
Total 14/982 34/979

Test for heterogeneity: x°=0.10, df=1, P=0.748, I°’=0%
Test for overall effect: z=-2.85, P=0.004,1=0

B

0.1 0.25

Favours
intervention

+»* Horvath K et al. BMJ 2010;340:c1935.

0.5

4

10

Favours
control

8.9
55.2
31.4

4.4

100.0

8.1
47.8
29.2
15.0

100.0

49.2
50.8
100.0

0.39 (0.17 to 0.89)
0.55 (0.40 t0 0.77)
0.45 (0.29 t0 0.70)
0.22 (0.07 to 0.70)
0.48 (0.38 t0 0.62)

0.47 (0.20to 1.14)
0.40 (0.28 t0 0.58)
0.37 (0.23 to 0.59)
0.30 (0.16 to 0.57)
0.38 (0.30 to 0.49)

0.45 (0.18 to 1.09)
0.36 (0.15 to 0.88)
0.40 (0.21 to 0.75)



TEDAVI HEDEFLERI

d  Gestasyonel diyabet
=> Aclik : <95 mg/dl
=) ].saat: <140 mg/dl
=) 2.saat: <120 mg/dI

+¢ Standards of Medical Care in Diabetes-2014. Diabetes Care 2014; 37(Suppl 1):14-78.



TEDAVI HEDEFLERI

&  Pregestasyonel diyabet
=> Aclik-gece: 60 -99 mg/dl
=) Tokluk-pik: 100-129 mg/dI
= Al1C : <%6.0

+¢ Standards of Medical Care in Diabetes-2014. Diabetes Care 2014; 37(Suppl 1):14-78.



BESLENME VE EGZERSIZ

> % 45-50 karbonhidrat

» % 18-20 protein % Obez diyabetlilerde 24 kcal/kg

» % 30-35 yag * Obez olmayan diyabetlilerde ilk
trimesterde 30 kcal/kg ve ikinci
trimesterden itibaren 35 kcal/kg




INSULIN

d 1922 6ncesinde bildirilen 100°’den az diyabetik

kadinda gebelik sonuclari:
&  Anne mortalitesi > %30

o Bebek mortalitesi > %90

¢ Negrato Ca et al. Arg Bras Endocrinol Metab 2012;56:405-414.



KRISTALIZE INSULIN

v’ Etki baslama suresi: 30-60 dk
v Maksimum etki zamani: 2-4 saat
v Etki sUresi: 6-8 saat

0 2 4 6 & 10 12 4 16 18 20 22 /4

L




NPH INSULIN

v’ Etki baslama siiresi: 1-2 saat
v Maksimum etki zamani: 4-8 saat
v Etki stresi: 10-20 saat

Z & 0 B8 N 12 18 10 1 U d& 48




KISA ETKILI INSULIN ANALOGLARI

Serum insiilin diizeyleri (ng/mL)

> Instlin lispro (Lys828-ProB2°)

> > Insulin aspart (Asp®28)
. > Insilin glulizin (LysB3-GluB2°)
v’ Etki baslama siresi: 5-15 dk.
4 v' Maksimum etki zamani: 1-2 saat
; v’ Etki siresi: 4-6 saat
4 Kisa etkili insiilin analogu
1 —f— Regiiler insiilin
+
0
o1 2 3 4 5 6 7== g% g 10 11 12

Siire (Saat)

+* Howey DC et al. Diabetes 1994;43:396-402.



INSULIN LISPRO
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Egri alt alana gdre p<0.025
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Achk Yemek sonrasi Yemek sonrasi
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mme Insiilin lispro
@& Regiiler insilin
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(€3]

+» Jovanovic L et al. Diabetes Care 1999;22:1422-7.




GLISEMIK KONTROL

Baslangica gore HbA1c farki

Insiilin lispro Regiiler insilin

4

-0.2

Baslangica gore maternal
HbA1c dususii (%)

-0.3

n=42:
p=0.0018

. Insiilin lispro
B Regiiler insiilin

+» Jovanovic L et al. Diabetes Care 1999;22:1422-7.



HIPOGLISEMI

Kahvalti oncesi hipoglisemi oranlari

. Insiilin lispro

0.9 G s
. Regiiler insilin

0.8
0.7——
0.6
0.5
0.4

0.2

Hastalar (%)

n=42;

0.4 p=0.025

Insiilin lispro Regiiler insiilin

*PG < 55mg/dl

+»* Jovanovic L et al. Diabetes Care 1999;22:1422-7.



MATERNAL VE FETAL SONUCLAR

Tedavi Gruplari

insiilin lispro Regiiler insiilin

N=veri 19 22

Sezaryen dogum 7 (36.8) 6 (27.3)

Gebelik haftasi 38.8+0.3 38.8+0.2

Neonatal Parametreler

Boy (cm) 49.8 £ 0.5 49.5+0.3

Agirhik (g) 3,098 + 202 3,169+ 78

10-25

25-50

50-75

75-90

Apgar skoru (1 dak)

Apgar skoru (5 dak)




INSULIN ASPART

POSTPRANDIYAL GLISEMIK KONTROL

instilin aspart

— 12 7] *p<0.05 Regiiler insiilin
=
©) |
g 10
E
> S|
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4
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€ 4
N
10
o 5 —
0 [ [ [ [ [ [ [ |
Kahvalti K +90dk Oglew & +90 dk Ak§anu1‘ A+90dk  Yatma 02:00
yemegi yemegi zamani
oncesi oncesi

Zaman noktasi
P2 vizitinde 8 noktali plazma glukoz profili

e insiilin aspart ile postprandiyal kan glukozu seviyesi her noktada daha diistikt.
* Preprandiyal kan glukozu seviyeleri tiim vizitlerde tedaviler arasinda karsilastirilabilirdi.

+* Mathiesen ER et al. Diabetes Care 2007;30:771-6.



HIPOGLISEMI

" insilin aspart
™ Regiiler insiilin

W
N (9]
1 J

Oran
(atak/yil)
=
(O]

[EY
1

o
(9]
1

o
I

24saat Nokturnal Gunici

322 gebe gondlliden toplam 73 gondilli
287 major hipoglisemik atak yasadi

e insiilin aspart ile gozlemlenen majér hipoglisemi oranlari regiiler insiiline gére % 28 ve majér noktiirnal

hipoglisemi oranlari % 52 daha disik olmasina ragmen bu fark istatistiksel olarak anlamli degildi.

+* Mathiesen ER et al. Diabetes Care 2007;30:771-6.



PERINATAL MORTALITE

90
80
70
60
50
40
30
20
10

w insiilin aspart
W Regller instlin

Gebe gondllilerin %’si
g

Canli dogumlar Fetal kayip

*20 kadinda 21 fetal kayip

Sonuglari bilinmeyen 20 gonilli grafige dahil edilmemistir.

[ e Perinatal mortalite insulin aspart grubu ve regller insilin grubu arasinda benzerdi.

** Hod M et al. Am J Obs Gyn 2008; 198(2):186.e1-7.



KONJENITAL MALFORMASYONLAR

insiilin aspart Regiiler insiilin

n n
Total (n = 15) 6/138* 9/136*
Yiizde 4.3% 6.6%
Kardiyak iliskili malformasyonlar 5 4
Anensefali/MSS malformasyonlari 1 1
Konjenital hidronefroz 0 1
Konjenital dil anomalisi 0 1
Talipes 0 1
Fetal kromozomal anomali 0 1

e iki grup arasinda malformasyonlarin sikhgi ve tirii benzerdi
ve genel olarak kardiyak malformasyonlar gorulda.

** Hod M et al. Am J Obs Gyn 2008; 198(2):186.e1-7.



UZUN ETKILI INSULIN ANALOGLARI

> Insilin detemir (B,q: alifatik yag asidi, B,: @)
> Insilin glarjin (Gly*2%, diarginy|83°)

v’ Etki baslama suresi: 1-2 saat

6 v’ Maksimum etki zamani: - Uzun etkili insiilin analogu
5 v Etki suresi: - 24 saat === NPH insiilin
1
& 3 -
5
S
s W
0 : |
% 10 20 30

Siire (saat)



INSULIN DETEMIR

[Det NPH
Randomized and exposed 152 158
Randomized during early pregnancy 79 (52.0%) 83 (52.5%)
Randomized before pregnancy 73 (48.0%) 75 (47.5%)
Age (years) 29.7 (4.6) a2
BMI (kg/m®) 243 (4.0) 25.2 (4.2)
Duration of diabetes (years) 11.7 (8.1) 12.8 (7.9)
A1C (%) 6.95 (0.82) 7.08 (0.76)
FPG (mg/dL) 106.0 (59.2) 107.8 (58.1)
FPG (mmol/L) 5.9 (3.3) 6.0 (3.2)
Retinopathy, n (%) 431(28.3) 40 (25.3)
Smoker, n (%) 9 (5.9 11 (7.0)

Data are given as mean (SD) or numbers (%).

+* Mathiesen ER et al. Diabetes Care 2012;35:2012-7.



ACLIK PLAZMA GLUKOZU

—@)— insulin detemir
—@— NPHinsilin

6,8 -
6,6 1 p=0.01
6,4 A
6,2 A
26,0 k
S 5,8 1
€ 5,6 -
~5,4 1

% 5,2 -
5,0 1
4,8 1

4,6 -
4,4
4,2

p=0.02

GH

FPG, Aclik plazma glukozu; GH, gebelik haftasi
+* Mathiesen ER et al. Diabetes Care 2012;35:2012-7.



HIPOGLISEMI

2,0 1 . .
B insilin detemir
1,8 -
. NPH insilin
1,6 1 %16 ya karsi %21
1,4 1 hasta %11 e kargl %19

hasta

%9 a karsi %6
hasta

N

Genel glndiz Gece

Major hipoglisemi orani (atak/yil)

+*» Mathiesen ER et al. Diabetes Care 2012;35:2012-7.



NEONATAL SONUCLAR

Ana sonuglardan en az birinin varligi Erken dogum(<37 hafta)

Konjenital malformasyon SGA

p=0.228

0lii dogum LGA

Erken fotal olim Makrozomi

p=0.284

Canli dogum Yenidogan hipoglisemisi

0 20 40 60 8 100 80 100
Gebelerde (%)

B insulindetemir I NPHinsilin

Canli doganlarda (%)

LGA, Gebelik yasina gore buylk; SGA, gebelik yasina gore kiguk

+* Hod et al. Diabetes 2011:Abstract 62.



INSULIN GLARJIN

Characteristics of the eight study reports included in this meta-analvsis.

Reference  Author Type of Time period Number Cohorts (n) Type of Comparison(s)
number (Year) study of women diabetes
[35] Di Cianni etal. Retrospective to December 31, 101 Glargine (43) Type 1 DM Continuous glargine use throughout pregnancy versus cessation
(2008) 2006 NPH (58) of glargine during pregnancy (replaced w/NPH)
[36] Egerman etal. Retrospective January zoo4to 114 Glargine (65) Pregestational Insulin glargine versus NPH
(zo00g) August 2006 NPH (49) Gestational
[37] Fang et al. Retrospective January 2003to 112 Pregestational: Pregestational Insulin glargine versus NPH Pregestational versus gestational
(2009) April 2008 glargine (37), Gestational DM
NPH (16)
Gestational:
glargine (15)
NFH (44)
[38] Imbergamo et Case control January 20o04to 73 Glargine (15) Type 1 DM Insulin glargine versus NPH
al. (z008) December 2007 NPH (15) Insulin glargine versus control
Control (43)* NPH versus control
[3a] Negratoetal. Observational January zoogto 138 Pregestational: Pregestational Insulin glargine versus NPH Pregestational versus gestational
(2010) prospective  April 2009 glargine (18), NPH Gestational DM
(38
Gestational:
glargine (37), NPH
(45)
[40] Poyhonen-Alho Case control  January 2oosto g1 Glargine (42) Type 1 DM Insulin glargine versus NPH
etal. (z007) December 2005 NPH (50)
[41] Price et al. Case control January zoo2to 64 Pregestational: Pregestational Insulin glargine versus NPH Pregestational versus gestational
(zo07) December 2005 glargine (10), NPH (type 1 DM) DM
(10) Gestational: Gestational
glargine (22), NPH
(22)
[42] Smith et al. Retrospective January 2o000to 52 Glargine (27) Pregestational Insulin glargine versus NPH
(zo0qg) December 2005 NPH (25) (type 1+2 DM)
Gestational

¢ Lepercq J et al. Obstet Gynecol Int 2012;2012:649070



MATERNAL SONUCLAR

Glargine NPH Odds ratio Odds ratio
study or subgroup Events Total Events Total Weight M-H, randoni, 95% CI M-H, random, 95% CI
Di Cianni et al. 2008 1 43 5 58 10.6% 0.25 [0.03, 2.24]
Egerman et al. 2009 16 65 6 49 21.5% 2.34 [0.84, 6.51] T
Fang et al. 2009 I o 4 60 10.4% 8.27 [D.03, 2.54] e
3.21 [0.12, 85.2]
Imbergamo et al. 2008 1 15 0 15 5.8% 3.21 [0.12, 85.2]
Negrato et al. 2010 1 55 1 83 11.3% 0.12 [0.02, 0.97]
Poyhonen-Alho et al. 2007 2 42 7 49  14.9% 0.3 [0.06, 1.53] i
: 0.3 [0.06, 1.53] —
Price et al. 2007 2 32 2 32 11.7% 1[0.13,7.57] |
Smith et al. 2009 2 27 5 25 13.9% 0.32 [0.06, 1.83]
Total (95% CI) 331 371 100% 0.55 [0.23, 1.32] >
Total events 26 40 . . i ’
Heterogeneity: 12 = 0.67; ¥2 = 1247, df = 7 (P = 0.09); I? = 44% 0.01 0.1 1 10 100
Test for overall effect: Z = 1.34 (P = 0.18) ) .
Favours glargine Favours NPH
{c) Preeclampsia
Glargine NPH Odds ratio Odds ratio
Study or subgroup Events Total Events Total Weight M-H, random, 95% CI M-H, random, 95% CI
Di Cianni et al. 2008 1 43 2 58 13.2% 0.67 [0.06, 7.6] "
Imbergamo et al. 2008 3 15 4 15 26.8% 0.69 [0.12, 3.79] =
Negrato et al. 2010 3 55 16 83 46.8% 0.24 [0.07, 0.87] — &
Poyhonen-Alho et al. 2007 2 42 1 49 13.2% 2.4 [0.21, 27.45] a
Total (95% CI) 155 205 100% 0.49 [0.2, 1.2] e
Total events 9 23
Heterogeneity: 7% = [].ﬂl;,\r2 = 302, df =3 (P.=0.39); I? = 1% T T T T
Test for overall effect: Z = 1.56 (P = 0.12) 005 0.2 i 3 20

Favours glargine Favours NPH

{d) Gestational/new-onset hypertension

¢ Lepercq J et al. Obstet Gynecol Int 2012;2012:649070



NEONATAL SONUCLAR

Glargine NPH Odds ratio Odds ratio
Study or subgroup Events Total Events Total Weight M-H, random, 95% CI M-H, random, 95% CI
Di Cianni et al. 2008 6 43 10 58 15.8% 0.78 [0.26, 2.34] _:b
Egerman et al. 2009 19 65 12 49 25.8% 1.27 [0.55, 2.96]
Fang et al. 2009 1 52 6 60 4.3% 0.18 [0.02, 1.52] N - T
Imbergamo et al. 2008 3 15 0 15 2.2% 8.68 [0.41, 184.28]
Negrato et al. 2010 3 55 8 83 10.4% 0.54 [0.14, 2.14] -7
Poyhonen-Alho et al. 2007 14 42 17 49 24.3% 0.94 [0.39, 2.25] =
Price et al. 2007 12 32 9 32 17.2% 1.53 [0.54, 4.39] =
Total (95% CI) 304 346 100% 0.99 [0.63, 1.56] L 2
Total events 58 62
Heterogeneity: 2 = 0.02; x* = 6.36,df = 6 (P = 0.38); I’ = 6% T T T T
Test for overall effect: Z = 0.05(P = 0.96) 0.005 0.1 1 10 200

Favours glargine Favours NPH

(a) Neonatal hypoglycemia

Glargine NPH Odds ratio Odds ratio
Study or subgroup Events Total Events Total Weight M-H, random, 95% CI M-H, random, 95% CI
Di Cianni et al. 2008 11 43 13 58 29% 1.19 [0.47, 2.99]
Egerman et al. 2009 63 65 48 49 5.2% 0.66 [0.06, 7.45]
Fang et al. 2009 3 52 11 60  15.6% 0.27 [0.07, 1.04] DR - TR |
Negrato et al. 2010 3 55 11 83 15.8% 0.38 [0.1, 1.42] — =
Price et al. 2007 7 32 5 32 17.1% 1.51 [0.42, 5.38] — a2
Smith et al. 2009 7 27 6 25 17.3% 1.11 [0.31, 3.9] e
Total (95% CI) 274 307  100% 0.79 [0.45, 1.38] e
Total events 94 94
Heterogeneity: 72 = 0.06; x> = 5.72,df =5(P = 0.33); 1> = 13% T T T T
Test for overall effect: Z = 0.84(P = 0.4) 0.05 0.2 1 5 20

Favours glargine Favours NPH

(b) Neonatal ICU admission

¢ Lepercq J et al. Obstet Gynecol Int 2012;2012:649070



NEONATAL SONUCLAR

(b) Neonatal ICU admission

Glargine NPH QOdds ratio Odds ratio
Study or subgroup Events Total Events Total Weight M-H, random, 95% CI = M-H, random, 95% CI
Di Cianni et al. 2008 2 43 3 58 14.8% 0.89 [0.14, 5.6] f
Egerman et al. 2009 10 65 7 49  45.5% 1.09 [0.38, 3.11]
Negrato et al. 2010 2 55 10 83 20.5% 0.28 [0.06, 1.31] =
Povhonen-Alho et al. 2007 1 42 0 49 4.8% 3.58 [0.14, 90.19]
Price et al. 2007 2 32 3 32 14.4% 0.64 [0.1,4.14] =
Total (95% CI) 237 271 100% 0.78 [0.39, 1.59] <>
Total events 17 23
Heterogeneity: 72 = 0; x* = 3.04,df = 4 (P = 0.55); I? = 0% T T T 1
Test for overall effect: Z = 0.68(P = 0.5) 0.01 0.1 1 10 100

Favours glargine  Favours NPH
(c) Congenital malformations

Glargine NPH Odds ratio Odds ratio
Study or subgroup Events Total Events Total Weight M-H, random, 95% CI M-H, random, 95% CI
Di Cianni et al. 2008 9 43 9 58 26.3% 1.44 [0.52,4.01] r
Negrato et al. 2010 10 55 14 83 34.4% 1.1 [0.45, 2.68]
Price et al. 2007 12 32 13 32 272% 0.88 [0.32,2.4] T
Smith et al. 2009 6 27 3 25 12.1% 2.1 [0.46,9.48] ol
Total (95% CI) 157 198  100% 1.2 [0.71, 2.02] o
Total events 37 39
Heterogeneity: 72 = 0; x? = 1.06, df = 3 (P = 0.79); I? = 0% T T T T T T
Test for overall effect: Z = 0.68 (P = 0.5) 01 02 D5 1 2 5 10

Favours glargine Favours NPH

(d) Macrosomia

¢ Lepercq J et al. Obstet Gynecol Int 2012;2012:649070



GEBELIK KATEGORILERI

N

Regdler insulin B
NPH insulin B
insilin lispro B
insilin aspart B
insiilin detemir B
insiilin glarjin C

insilin glulizin C



PLASENTAL GECIS

% Insilin 1gG antikorlarla bagl

olmadigi stirece plasentayi gecemez.

% Insllinin plasentayl gecme orani annedeki

anti-insulin antikor diizeyleri ile dogru orantilidir.

¢ Antikora bagl olarak plasentayi gecen insiilin

fetal makrozomiye katkida bulunabilir.

+* Menon RK et al. N Engl J Med 1990;323:309-315.



GEBELIKTE INSULIN STRATEJISI




BIFAZIK INSULIN TEDAVISI

= Regiiler insiilin
=== NPH insiilin

SABAH OGLE AKSAM GECE



BIFAZIK INSULIN TEDAVISI




YOGUN INSULIN TEDAVISI

= Regiiler insiilin
=== NPH insiilin

SABAH OGLE AKSAM GECE



YOGUN INSULIN TEDAVISI
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YOGUN INSULIN TEDAVISI

— Kisa etkili insulin analogu

= Uzun etkili instlin analogu

SABAH OGLE AKSAM GECE



SOMOGY FENOMENI
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SUREKLI CILT ALTI INSULIN INFUZYONU

SABAH OGLE AKSAM GECE



GEBELIKTE INSULIN STRATEJISI

» Yogun insllin tedavisi (multipl doz insilin
va da surekli cilt alti insilin inflizyonu) ile daha

iyi glisemik kontrol saglanabilir.

» Randomize kontrolll calismalarda, multipl doz
instlin ve strekli cilt alti instlin inflzyonu
arasinda glisemik kontrol ve fetal sonuclar

acisindan fark saptanmamistir.

+* Kitzmiller JL et al. Diabetes Care 2008;31(5):1060-1079.



GEBELIKTE INSULIN GEREKSINIMI

% Insilin gereksinimi gebeligin 3-7. haftalarinda artar.
s 7-15. haftalarda hafif azalma goralir.
*»* 35. haftaya kadar giderek artar.

** Tip 1 diyabetiklerde 35. haftadaki insiilin gereksinimi
(~1.0 U/kg/glin) gebelik oncesi gereksinimin yaklasik 2
kati kadardir.

*» Tip 2 diyabetiklerde genellikle daha fazla insiilin
gereksinimi vardir (~1.5-2 U/kg/gtin).



GEBELIK ONCESI PLANLAMA

*» Tip 1 ve tip 2 diyabetikler planli gebelik icin
bilinclendirilmelidir ve gebelik 6ncesi (ya da gebe
ilk gorulduglinde) yogun insulin tedavisine gecilmelidir.
* A1C:<7.0
** Gebelik planlandiginda gebelikte kontrendike
olan ilaclar kesilmelidir.
** Cogu gebeligin plansiz oldugu goz oniine alinarak,
gebe kalma potansiyeli olan hastalarda tedavi secimi

gebelikteki riskler dikkate alinarak yapiimalidir.

+¢ Standards of Medical Care in Diabetes-2014. Diabetes Care 2014; 37(Suppl 1):14-78.



GEBELIKTE INSULIN STRATEJISI
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GEBELIK IZLEMI
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KAN SEKERI IZLEMI
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YOGUN INSULIN TEDAVISI

SABAH OGLE AKSAM
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