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/s severe macrosomia manifested at 1114
Wweens of gestation?

30 term severely macrosomic neonates
* 90 appropriate-for-gestational age (AGA) controls.

« early pregnancy CRL or date of fertilization.

@ Severe macrosomia apparently manifests as early as 11-14
weeks' gestation.

Hackmon R et al.2008
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Ultrasound Obstet Gynecol 2009; 34: 249252
Published online in Wiley InterScience (www.interscience.wiley.com). DOI: 10.1002/uo0g. 7329

Assessment of intracranial translucency (IT) in the detection
of spina bifida at the 11—-13-week scan

R. CHAOUI*, B. BENOITt{, H. MITKOWSKA-WOZNIAK+}, K. S. HELING*
and K. H. NICOLAIDESS

*Prenatal Diagnosis and Human Genetics, Berlin, Germarny, tHépital Princesse Grace, Monaco, +K. Marcinkowski University of Medical
Sciences, Poznan, Poland and §Harris Birthright Research Centre for Fetal Medicine, King’s College Hospital, L.ondon, UK
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°H eLBpPUIKN UTTEPN)OKAPOIOYPAPIt OTIC
14 gfoouddee, O EYKULIOOUVEC UWnAOU
KivoUvou nrav olayvwaoTikr oro 96% 1!

Carvalho JS, Moscoso G, Tekay A,et al. Heart. 2004 Aug;90(8):921-6



http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Carvalho%20JS%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Moscoso%20G%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus
http://www.ncbi.nlm.nih.gov/sites/entrez?Db=pubmed&Cmd=Search&Term=%22Tekay%20A%22%5BAuthor%5D&itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_DiscoveryPanel.Pubmed_RVAbstractPlus

AEYTEPO TPIMHNO




Tabie 1

Incidence of major congenital anomalies in diabetic women with and without preconception

care

[DDM with
preconception cure

IDDM without
preconception care

Congenttal Congenital

Number anomalies, Number anomatlies,
Clinical tnals ol infants n (%) of infants n (%)
Fuhrmann et al [23] 128 1 (0.8) 292 16 (5.5)
Fuhrmann et al {31] 56 [ (1.8) 144 6 (4.2)
Goldman et al [27] 44 0 31 2 (6.5)
Mills et al [32] 347 17 (84.9) 279 25 (9.0)
Damm and Molsted- 283 1 (2.5) 148 15 (10.1)

Pedersen [33]

Steel et al {24] 196 3 (81.5) 117 4 (12.0)
Kitzmiller et al [30] 84 1 (1.2) 110 12 (10.9)
Rosenn et al [34] 28 0 71 1 (1.4)
Tchobroutsky et ai [35] 40 0 186 16 (8.6)
Willhoite et al [25] 58 1 (1.7) 93 8 (8.6)
McElvy et al [28] 92 2 (2.2) 79 11 (14)
Evers et al [29] 262 L1 (4.2) 49 6 (12.2)

Abbreviation: IDDM | insulin dependent diabetes mellitus.

1618 2. 7%

1599 8.2%



’_l 1

retal cardiac effecis of maternal nyperglycermia
during pregnanc)y.

transposition of the great arteries,

mitral and pulmonary atresia,

* double outlet of the right ventricle,

» tetralogy of Fallot,

» fetal cardiomyopathy.

Corrigan N et al 2009,



Maternal Overweight and Obesity

and the Risk of Congenital Anomalies
A Systematic Review and Meta-analysis

1944 potential articles,
39 were included in the systematic review and
18 in the meta-analysis

Obese mothers were at increased odds of
pregnancies affected by

neural tube defects (OR, 1.87)

Spina bifida (OR, 2.24),
cardiovascular anomalies (OR, 1.30),
septal anomalies (OR, 1.20),

cleft palate (OR, 1.23;),

cleft lip and palate (OR, 1.20),
anorectal atresia (OR, 1.48;)
hydrocephaly (OR, 1.68;),

limb reduction anomalies (OR, 1.34;).

Stothard K. et al JAMA. 2009



Seminars in Fetal & Neonatal
WMedicine 14 (2009) 85-93

FETAL & NEONATAL

Congenital anomalies in diabetic pregnancy

UIf J. Eriksson*

Department of Medical Cell Biology, Uppsala University, Biomedical Center, PO Box
571, SE-75123 Uppsala, Sweden

the rate of congenital malformations remains increased in studies of
diabetic gestation of

type 1

(Ray JG, QJM 2001;94:435-44.

Platt MJ, Diabet Med 2002;19:216-20.

Evers IM, Br Med J 2004;328:915-24.

Verheijen EC,. Br J Obstet Gynaecol 2005;112:1500-3.)

type 2

(Verheijen EC,. Br J Obstet Gynaecol 2005;112:1500-3.
Schaefer-Graf UM, Am J

Obstet Gynecol 2000;182:313-20.

Brydon P,. Int J Clin Pract2000;54:418-9.

Dunne F, Diabet Med 2003;20:734-8.)

and GDM.

(Schaefer-Graf UM, Am J Obstet Gynecol 2000;182:313-20
Garcia-Patterson A,Diabetologia 2004;47:509-14.)




Seminars in Fetal & Neonatal
WMedicine 14 (2009) 1071=105

FETAL & NEONATAL

The fetus of a diabetic mother: Sonographic evaluation
Jacky Nizard a, Yves Ville b,*

a CHI Poissy-Saint-Germain en Laye, Poissy, France
b Hépital Necker—Enfants-Malades, Paris, France

Surprisingly, GDM has also been reported to be associated with
an increased risk of fetal malformations.

@ This hypothesis does not fit with the previously and well-
documented theory that it is early poor glycemic control that
increases the risk of fetal malformations.

Aberg A, et al.2001.
Mokdad AH,et al. 2001
Correa A, et al.2008



Pregnancy outcornes in dizaoetes suotyoes:
now do tney cormpare? A province-vased study
of Ontario, 2005-2006

®* Increased rates of major negative maternal and

perinatal outcomes (i.e. preterm delivery, Caesarean

section, pregnancy-inducedhypertension/preeclampsia)
occurred in women with DM1.

 Both DM1 and GDM subtypes were associated with the
greatest risk of macrosomia, shoulder dystocia, and
congenital anomalies. DM2 did not demonstrate an
association with an increased risk of congenital
malformations and stillbirth.

Peticca P et al. 2009
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Gestational r/J ibstes m ellitus in ltaly | =
rnulticenter st c//,ZJJ) |

1999 - 2003,

we collected 3465 GDM women from 31 Italian regional
obstetric or diabetes centers,(75 authors)

had twice as many newborn with congenital malformations
(2.05% vs. 0.89%, p<0.01; Cl 1.64-2.62).

CONCLUSION: When correctly diagnosed and treated during
pregnancy, women with GDM have a pregnancy outcome
similar to the general pregnant population, except for a greater
likelihood of congenital malformations in the newborn,
probably due to unrecognized prior diabetes.

Prepregnancy obesity plays an important part in raising the
risk of adverse perinatal outcomes in GDM patients.

Lapolla A et al 2009



2uyyeveic Avwuadlisc - GDM

Eyxupoouvn 12 W Mrprzoa 108 g




2uyyeveic Avwualdiec - GDM

Langer O, 2005
Martinez-Frias M.L., 2005
Garcia — Patterson A, 2004
Sheffield J.S., 2003
Schaefer U.M., 1997
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FKBP8 Gene and Spina Bifida

« September 13, 2005
All mice with a
defective form of the
FKBP8 gene develop
spina bifida.

« Screening of human
DNA for this gene
defect as well as
others implicated,
such as the MITHF
and CT677 genes,
will help to improve
understanding of the
gene pathways
involved in normal
and abnormal neural
tube closures.



http://www.aboutweblogs.com/genetics/?query=spina+bifida&amount=0&blogid=14
http://www.aboutweblogs.com/genetics/item/2005/9/8/folic-acid-genes-and-spina-bifida
http://www.aboutweblogs.com/genetics/item/2005/9/8/folic-acid-genes-and-spina-bifida
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Maxpoowuica

* Hpéon niun tng yAukodng aiparog
TPEMEl va gival 1-2 popES mMavw armo
TIC un S1aBNTIKES EYKUOUC yia va

Gestational Diabetes npOKAnesl' [.IGKPOO'(UI.H'G.
. High blood
glucose levels
l in mother
 YmepBoAikny auénon Tou uBpPUIKOU
Bapouc mpokuTtrTEl avelapTnTa amo
Brings extra glucose Tov Tumro Tou diafrjrou !!!!
to baby , ;
e /f“
Causes baby to put
on extra weight e O um:plaouAlwapog TTPOKAAEI

audnon TNG MEPILETPOU TNGS KolAiag
agou mpokaAsi auénorn Tou peyéBoug
TOU £UBPUIKOU NTTarog.



Maternal and fetal outcome in women with type

2 versus type 1 diabetes mellitus:
a systematic review and metaanalysis.

@ Despite a milder glycemic disturbance,
women with type 2 DM had no better perinatal
outcomes than those with type 1, indicating that
type 2 DM in pregnancy is a serious condition.

Balsells M et al.2009
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Tne association of intrauterine growth abnormalities in
wornen witn type 1 diaoetes mellitus cornplicated oy
vasculopain)y.

340 type 1

181 no vasculopathy

79 hypertension or background retinopathy
16 proliferative retinopathy only

40 nephropathy only

24 proliferative retinopathy and nephropathy

Diabetic vasculopathy is associated with increased
odds for delivery of low-birthweight or SGA infants.

Haeri S.et al 2008



Diabetes in Pregnancy

OBSTETRICS AND
GYNECOLOGY
CUMICS

=2 Ev&opijtpiog ©dvarog

oumir 3
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W
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Approximate Perinatal Mortality Rate
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Fig. 1. Estimated rate of stillbirth in diabetic women: 1920-2000. These estimates of the
stillbirth rate in diabetic women are based on a summary of the reported literature.




=

Diabetes in Pregnancy

Evdounrpioc Gdvaroc —

GYNECOLOGY
CLINICS
OF NORTH AMERICA

Table 1 Y

Nehone 34

Epidemiology of stillbirth in type 1 diabetics

Country Years of study  Sample size  Rate/1000 births  Relative risk

Denmark 19902000 1361 18 —
Denmark 1993-1999 1218 21 6.2
Scotland 1979--1995 1112 25 4.7
Scotland 19981999 293 8.5 3.6
UK 19901994 462 25 5.0
UK 2002-2003 1707 25:8 4.5
USA 1995-1997 271,691 5.9 1.5

Epidemiology of stillbirth in type 2 diabetics

Country Years of study  Sample size  Rate/1000 births  Relative risk  Reference
UK 1990-2002 182 12.2 2.3 [17]
UK 2002-2003 652 29.2 3.1 [13]
New Zealand  1985-1997 434 34% 2.8 [15]

* Estimated rate.



Differing causes of pregnancy loss in type 1
and type 2 diaveies.

* 870 pregnancies in women with known diabetes
330 with type 1
540 with type 2 ( 97% persisting).

 The rate of pregnancy loss was similar in type 1 and
type 2 (2.6 vs. 3.7%, P = 0.39),

@ In type 1 diabetes >75% major congenital anomalies or
prematurity

@ in type 2 diabetes >75% to stillbirth or chorioamnionitis

Cundy T et al. 2007



Cause of death in infants of wornen with pre Js*;‘ff tional dian
rnellitus and tne relationsnio witn glycermic conirol.

59 women with type 1 diabetes; 34 women with type 2 diabetes

There were 73 stillbirths,
12 were early neonatal deaths, and
8 were late neonatal deaths.

18 congenital anomalies,
64 to antepartum asphyxia,
4 to intrapartum asphyxia,
3 to postnatal nyaline mermorane disease,
2 o postnatal infection,
1 was unclassifiaole, and
1 case nad no details availaole.

@ Median postmenstrual age at death was 34 weeks for both women
with type 1 and type 2 diabetes.

Rackham O et al. 2009

L/a



Ymeprpooikny Muokapdiomrdadsia

Neoyva Neoyva Makpoowuika@ Makpoowuika
n=10498 orapnrikwv SiapnTikwv
N=118
% 7% % %
0,4 0,8 0,2

= [layuvon TOU ECOKOIAIKOU SIapPAayuaTog.

» [Ipokeiran yia EKAEKTIKI) OpyavopgydAia.

» Mnxaviouog acapng amrodiosTal oE OIAPOPETIKO
Babuo suaiobnaoiac rou puokapdiou O TTAPAYOVTES
TOU EMITAXUVOUV TNV avamruén .

= MeTd 1n yévvnon UTTEPTPOQYIA UTTOCTPEPE] OE UEPIKOUS
MVES KAl TO TTOAU HEXPI Eva ETOG.

Rizzo G. 1996



Cardiomyopathy znd cardiornegaly in stillborn
inrants or diabetic motners.

stillborn of diabetic mothers (n = 27)
compared with stillborn LGA (n = 18)

stillborn appropriately grown (n = 107) nondiabetic
infants.

@ Cardiomegaly is a common finding in stillborn
infants of mothers with diabetes mellitus and may
contribute to the risk of fetal death in these
pregnancies.

Russell NE et al. 2008



2Uvopouo AvarrveuoTiknc Auoyépeiac
(RDS)

Neoyva Neoyva Makpoowuika@ Makpoowuika
— n=10498 diapnrikwv S1aBnTIKWV

Alveoli o N=118
Ny | % % % %
m Pulmonary Vein 3’5 2,4

10,2

7,7
Engle MJ, 1983

@ H ivooulivn gumoodilel rnyv oladixkaaica rnc wpiuavonc
TWV TYVEUIOVWY Ao 70 YAUKOKOPTIKOEZIOH.

@ To mpofAnuariké veoyvo umropéei va 1o Bonbricer o maidiarpog.
2¢& gvoounrpio 8dvaro o& umropei va Bonbrjos! kavévac.



A rnulticenter, randormized trial of treatment ifor
rnild gestational diaoetes.

958 women were randomly assigned to a study group-
485 to the treatment group and
473 to the control group.

* birth weight (3302 vs. 3408 g),

 neonatal fat mass (427 vs. 464 g),

o the frequency of LGA (7.1% vs. 14.5%),

o birth weight greater than 4000 g (5.9% vs. 14.3%),

o shoulder dystocia (1.5% vs. 4.0%),

o cesarean delivery (26.9% vs. 33.8%).

 preeclampsia and gestational hypertension (8.6% vs. 13.6%).

Landon MB et al, Collaborators (88) 2009



Ekriunon tn¢
avamrruéng

Bio@uoiko mpo@iA
EUPBPUIKES KIVIIOEIS
EUPBPUIKESC AVATTVEUOTIKES KIVOEIC
EUPBPUIKOC TOVOC
TOooOTNC auvIaKoU uypou
NST

Babudc wpiudérnrag mAakouvra ?

Doppler unpiaiwyv ,0u@alikng ,
MEONC EYKEPAAIKNG




 O1 uerpnoeic rou Doppler ornv
OMQAAIKN apTnpia Kai oTIC UNTPIAIES
o0& oxeriovral ye Tn pUuBuION TOU
orapnrn.

o AKOua kai o o1aBNTIKEC EYKUES UE
vepporralsia kair ayysiomrabsia n pon

aipgarog¢ oTic uNTpIaisc BpéOnke
(QUOIOAOYIKN.

 H avakaravoun tn¢ KukAogopiag mou
oiamioTwveral o€ EuBpua ue urmroéia
a1TO MAAKOUVTIAKN AVETTAPKEIA
MTTOPEI va un avarrruxBei akoua kai
o éuBpua us cofapn HETaBoAikn
oééwon.
Nicolaides K H. 2000




Kaioapixry Toun

@ YmoAoyilsrai 2 popéC
auénuévoc Kivbuvoc yia
KaICapIKL) TOMI).

» Me duokolis¢ kara tnv eméuBaon
o Kauia popa ue amrwAsia aiuparog
e PAgBobBpOouBwon
 Evoounrtpitidoa

 Aiamunon Tou TpauUuATOC.

26 682 TPpWTOTOKEC EYKUEC
14.3% (BMI< 19.8)
42.6% (BMI 35).

Dietz PM,et al 2005



Kaicapikn Toun

Kaioapikry rour

. 25.1% (BMI 30)
. 30.2% (BMI 35)
. 43.1% (BMI 40)

Holger S, et al.2006

Emsufarik6¢c Toxeroc

. 20.7% (BMI 30)
. 33.8% (BMI 30-34.9)
. 47.4% (BMI 35).

Yu CK,et al. 2006




Antepartal rnaternal risxs for snoulder dystocia. An analysis of
224 744 virtns spontanous and vaginal and after the 37th weeskx of
gestation vorn in Hessen (2002-2008)

224,744 vaginal and spontanous births >or= the 37 (th) week

Diabetes mellitus elevate the risk of shoulder dystocia only in
combination with macrosomia >4 000 g.

@ The pregnant woman should be informed about the
statistically proved different maternal risk factors for a shoulder
dystocia.

@ The sensitivity of 60% of the sonographic estimation of the
fetal birth weight is to low and cannot be the only content of an
information about this danger for the newborn.

Berle P et al, 2009



Right Shoulder Dystocia

Shoulder trapped
behind pubic bone
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& Anatomical Justice, LIL.C. ‘}‘_




EXPERTS IN WRONGFUL BIRTH AND
MEDICAL VMALPRACITICE

Blume Goldfaden's lawyers specializes in cases of
wrongful birth, Erb's Palsy, and delays in
diagnosing cancer (including cancers of the breast,
cervix and colon).

During the past 5 years alone, and including only
those matters where there have been recoveries in
excess of $350,000, our attorneys have obtained
more than 320 million dollars in significant verdicts
and settlements for our clients.



http://www.njatty.com/groups/wrongbirth.html
http://www.njatty.com/groups/erbs.html
http://www.njatty.com/groups/cancer.html
http://www.njatty.com/groups/cancer.html
http://www.njatty.com/articles/articles.html
http://www.njatty.com/articles/articles.html
http://www.njatty.com/certified_trial_attorneys.html

2YMINEPAZMATA |

@ H mpiv amro tn cuAAnyn kaAr pubuion rou diaBnTn sivai
TPWTAPXIKNG OCHUATIAC.

@ [loAAéc amo 1 avwualdisg Tou diafnTn HITopEl va
OIayvwaoTOoUV OTO O TPINVO KAl Evag ETTITTAEOV aplOuog
avwuaAiwv aro B 1piunvo, oxi OUWS OAEG.

@ 271n SIApKEIA TNG EYKUNOOUVNGS N KaAr) pubuion Tou
peTaBoAIopou TN YAUKOCNS BeATIWVEI TO TTEPIYEVVITIKO
aIroTéEAso Q.



ZYMIIEPAZMATA I

@ Kauia amro 1I¢ uTTapxoUuoEeC O1aBETIUES HEOOOOUC EAEYyYOU
NS KAaAnNg karaoraong rou euppuou dev e€aopalilsl otnv
ITEPITITWON TOU OIafNTn Ao Tuxov evoounTpio Bavaro.

@ H oworn amréeaon yia tnv mAoyrj Tou Ypovou
TEPUATIONOU TNG EYKUNOOUVNG iowg e§aceaAilel To
KOAO ammoréAsoua.

@ [lpoimroBson arroreAsi n rekunpiwaon rnc nAikiac
EyKupooUvn OTO TTPWTO TPIUNVO.
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