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 Erstes Trimester
« cffDNA und Aborte (COPL)
* LMWH und St.n VTE (Highlow Trial)
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Placental (fetal] cDMNA
passes from the
placenta into maternal blood

Owerreprasentation suggests
fotal anauploidy (e.g., trisomy 21)

Norton M. NEJM 387;14 2022
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@ @ Cell-free fetal DNA for genetic evaluation in Copenhagen COPL Weltkongresse 2023 @&
Pregnancy Loss Study (COPL): a prospective cohort study ~ —————  FirSie besucht, kondensiert und présentiert

Hintergrund

Jede vierte SS ist ein ,pregnancy loss”
1 Aneuploidien vs. | Euploidie — Erfolg bei nachster SS

cffDNA im Serum ist bei Fehlgeburten/Spataborten nicht etabliert

Methodik

Prospective Cohort study

- Alle SS unter der 22 SSW mit Aborten/Spataborten
- PUL und GTDs nicht rekrutiert
- cffDNA - spatestens nach 24 Stunden Geburt vs. Sequenzierung

Schlaikjaer Hartwig T. et al. Lancet 2023; 401: 762—-771
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1000 Schwangere rekrutiert

333 — Validierung (cffDNA vs. Seq)
667 — Performance

Test potential
(n=333)
Value 95% Cl
Sensitivity 85-1% 79:0to 89-7%
Specificity 93-3% 87-71t096-4%
Positive Likelihood
16-0 7-2t0 276
Ratio
Negative Likelihood
0-16 0-11to0-23
Ratio
Accuracy 88-9% 84-7t092-2%
Cohen’s coefficient 078 0-70 to 0-85
No-calls (n) 31(9-3%)

T15 (7-9%)
T14(47%) T13(6-2%)
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Figure 2: Distribution of 1000 cell-free fetal DNA-based tests results
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@+ M) Cell-free fetal DNA for genetic evaluation in Copenhagen

Crosshdark

Pregnancy Loss Study (COPL): a prospective cohort study

Schlaikjaer Hartwig T. et al. Lancet 2023; 401: 762—-771

cffDNA Bestimmung ab 7+0 SSW hat
eine 85% Sensitivitat und 93% Speazifitat
bel der Detektion der Aneuploidie.
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Intermediate-dose versus low-dose low-molecular-weight @+k ® i
heparin in pregnant and post-partum women with a history L Weltkong resse 2023 GE& =
mg h Iow Stud¥ Fiir Sie besucht, kondensiert und prasentiert

of venous thromboembolism (Highlow study): an open-
label, multicentre, randomised, controlled trial

Hintergrund

SS-bedingte VTE Bei St.n VTE ist eine
Prophylaxe in der SS indiziert

T maternale M&M
— Dosierung ist unklar

Methodik

Multicountry, open-label, randomized, 1:1 randomisiert
controlled trial - LMWH low-dose fix

( 70 Spitaler in 9 Landern) - LMWH gewichtsadaptiert
(intermediate-dose)

Bristervels |. Lancet 2022; 400: 1777-87
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1339 Schwangere im Screening - Maternale Charakteristika vergleichbar
1110 randomisiert

A
10-0 7 — Fixed low-dose low-molecular-weight heparin group
5 5 5 ( I OW- d O S e ) * low-molecular-weight heparin group
£ 757 Relative risk: 0.69 (95% I 0-32-1-47; p=0-33)
555 ( i nte rm ed iate d Ose) E- Hazard ratio: 0-68 (95% Ol 0-32-1.47; p=0-33)
- Qo
£ G0+
=
=B
VTE ? a5
Madroparin|| Enoxaparin  Dalteparin |[Tinzaparin S
dose, U dose, U dose, IU idose, IU 4
Weight—adjustgd intermediate dose group 0 3I() GIO QIO ﬂl) ISIO 12I30 ZII.O 2:'10 ZFI"O 3i|)0
Number at risk
<50 kg 3800 6000 7500 4500 FXed IOW-d0s8 555 549 532 510 508 501 494  &/T 294 68 0
bodyweight low-molecular-weight heparin group
Weight-adjusted intermediate-dose 555 550 530 G515 Ci1 506 500 489 281 70 0
5010 <70 kg 5700 8000 10000 7000 low-molecular-weight heparin group
bodyweight
70to<100kg 7600 10000 12500 10000 B
bodyweight 10.0
=100 kg 9500 12000 15000 12000 z
bodyweight g 757 Relative risk: 1-16 (95% C1 0-65-2.00; p=0.63)
X Hazard ratio: 125 (95% C1 0-60-2-28; p=0-46)
. g
Fixed low-dose group Blutu n'g £ 504
<100 kg 2850 4000 5000 3500 :
bodyweight E 25
=100 kg 3800 6000 7500 4500 &
bodywemht Y T T T T T T T 1
_ 0 30 60 90 120 150 180 210 240 270 300
All doses are administered once daily. IU=international unit. TSI AT TS s
Number atrisk
I : 3 x Fixedlow-dose 535 G13 497 481 473 462 440 411 242 G52 0
Table 1: Dosing schemes for each low-molecular-weight heparin type, by e (e
treatment group Weight-adjusted intermediate-dose 520 494 464 446 438 427 413 380 210 56 0

low-molecular-weight heparin group
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Intermediate-dose versus low-dose low-molecular-weight @+k ®
heparin in pregnant and post-partum women with a history J
of venous thromboembolism (Highlow study): an open-

label, multicentre, randomised, controlled trial
Bristervels |. Lancet 2022; 400: 1777-87

Bei St. n. VTE ist eine low-
dose LMWH ausreichend.
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. Erstes Trimester
« cfDNA und Aborte (COPL) * iiiéééééé *

* LMWH und St.n VTE (Highlow Trial) T ST ST

Endo

@"‘}r@ﬁ Cell-free fetal DNA for genetic evaluation in Copenhagen cffDNA BeStimmung ab 7+0 SSW hat eine

Pregnancy Loss Study (COPL): a prospective cohort study 85% Sensitivitat und 93 % SpeZIfItat bei
Detektion der Aneuploidie

Intermediate-dose versus low-dose low-molecular-weight @+k () . . .
heparin in pregnant and post-partum women with a history o Bei st.n VTE ist eine low-dose

of venous thromboembolism (Highlow study): an open- LMWH ausreichend
label, multicentre, randomised, controlled trial

« Zweites Trimester
« GDM Risiko und OGTT (TOBOGM Trial)
* RSVpreF und Infekt (MATISSE Trial)
 GBS6 und Infekt (GBS6 Trial)
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TOBOGM Weltkongresse 2023

Treatment of Gestational Diabetes Mellitus - . -
i 5 ir Sie besucht, kondensiert und prasentiert
Diagnosed Early in Pregnancy

Hintergrund
GDM ist haufig und mit Morbiditat
assoziiert Vorteil vom Screening und Therapie
Screening (24-28 SSW) ist vor 20 SSW ist unklar
Goldstandard

Methodik

Multicenter, randomized, controlled trial (17 Spitaler)

OGTT zwischen 4 0/7 und 19 6/7 bei Risiko 1:1 randomisiert

- GDM oder Makrosomie in der letzten SS - Fruhe Therapie
- BMI >30 oder PCO - OGTT (24-28 SSW)

- > 40 Jahre oder Ethnizitat (non-European ancestry)
Simmons D. et al. NEJM 2023;388:2132-44
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43.721 Schwangere im Screening Maternale Charakteristika vergleichbar
802 randomisiert - Kontrolle — 60.7% erneut positiver OGTT

406 — 50.6% (Intervention) - Insulin 58.1% vs. 41.4%

(Intervention/Kontrolle)
396 = 49.4% (Kontrolle) - Metformin 23.6% vs. 10.4%

(Intervention/Kontrolle)

Percentage of Participants

Adverse Neonatal Outcome Pregnancy-Related Hypertension Neonatal Lean Body Mass
100- 100-
100+ Adjusted mean difference, Adjusted mean difference,
Adjusted mean difference, -5.6 percentage points 90 0.7 percentage points 90+ -0.04 kg
s [95% Cl,-10.1 to -1_2L P=0.02 ¥ 80 (95% Cl,-1.6 to 2.9) 20 (95% CI, -0.09 to 0.02)
; y g Adjusted relative risk, 1.08
50 Adjusted relative risk, 0.82 (95% Cl, 0.68 to 0.98) i o1 (95% Cl, 0.85 to 1.38) -
v
E 604 60
40 5
30.5 &9 2504
30; 24.9 $ o] 04
204 {9‘”3?3} 5 304 304
10 € ] 20
| 5] 10.6 9.9 il
0 (40/378) (37/372) 2.86:0.34 2.91+0.33
i 0- 0 — —
Immediate-Treatment Control Immediate- Control Immediate- Control
Gmup Gmup Treatment Group Group Treatment Group Group
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ORIGINAL ARTICLE ‘

Treatment of Gestational Diabetes Mellitus
Diagnosed Early in Pregnancy

Simmons D. et al. NEJM 2023;388:2132-44

OGTT und Therapie vor der 20. SSW bei
Risiko senkt die Inzidenz der ,,adverse
neonatal outcomes‘ moderat.
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Bivalent Prefusion F Vaccine in Pregnancy to Prevent RSV
Illness in Infants
Hintergrund

RSV ist die haufigste Todesursache (unter 6 Lebensmonat)
50% der stationaren Behandlungen bei Kindern unter 1 Jahr

Impfung in der SS schutzt das Neugeborene

Methodik

Phase 3, double-blind, randomized, placebocontrolled trial
- 18 Lander und 4 RSV Seasons — follow up 1-2 Jahre

1:1 randomisiert
- 120 microg RSVpreF (RSV A und RSB B Ag) oder Placebo

Kampmann B. et al. NEJM 2023;388:1451-64
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7358 Schwangere im Screening - Demographische Charakteristika vergleichbar
3682 — (Intervention) — 3570 Kinder
3676 — (Kontrolle) — 3558 Kinder i hcperss Eveciin il Pafipts

within 1 Mo after Injection
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Bivalent Prefusion F Vaccine in Pregnancy to Prevent RSV
lliness in Infants Kampmann B. et al. NEJM 2023;388:1451-64

Maternale RSVpreF-Impfung ist effektiv gegen
schwere RSV-assoziierte Infektionen bei
Neugeborenen. Safety Signals wurden nicht
beobachtet.

Impfung bereits in Deutschland dieses Jahr
erhaltlich.
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Potential for Maternally Administered
Vaccine for Infant Group B Streptococcus

Hintergrund

GBS Sepsis ist eine haufige Ursache maternaler und neonataler M&M
SS-Screening und antibiotische Prophylaxe ist Goldstandard

EO-Sepsis kann um 80% reduziert werden — LO-Sepsis aber nicht

Methodik

Seroepidemiologic trial
- Case-control, longitudinal, observational cohort
- Anti-CPS IgG (capsular polysacharides — 6 Typen bei 98% Erkrankungen)

Phase 2 vaccine trial
- prospective mother-infant pairs
- 5 yg, 10 ug, or 20 yg (GBSG6) +/- AIPO, or placebo.

Madhi S.A. et al. NEJM 2023;389:215-27
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Mild B Mode 5
24,053 Schwangere im Screening M Mi B Moderate [ Severe

48
17,752 prospektive Uberwachung TR -
. . 15 15 16
494 Schwangere im Screening
360 randomisiert O O O
A SRON, S NS Ot
&C,b c,&ég;: ‘\S:;Q&%b ,‘S,Q <
) O R
“ N S
C Aggregate of Serotypes la, Ib, and Il through V Pain at Injection Site
100.000— B 0.0015+
[+]
o0 w
o9 3 O o O QO O o D O
10.000
= 8208, s 1aG 0.184 - 0.827 gmbpons PUube 3
2 . °°°Ogoo°° 2§ 00010 g . . TUFLUFUVE TUZIVZIU §
8 o Oo%“?’eoo o & 0 + bh+ BD+ BOE  + B+ GO+ BOE
1.000-] ) 2B
E oopo  facas ug/mL — RR75-95%  gxez8s 82838
B o % B = O O~0y = SR o a s s Y
5} OOOOO 00, 5 U J &) W U 9 )
$  0100- A % 2, 00005 o ob oo o0 bBO 6O
8 Yoo &pEevs = vl AP -y
o fo) o =i i
= o010 % 88%8 & - ~
W ow,ooo 0.0000 Fatigue or Headache
0001 0000000 00080000 0 1 2 3 Tiredness

Case Patients  Controls 1gG Concentration (ug/ml)




FaZit fur die PraXiS Weltkongresse 2023

Fiir Sie besucht, kondensiert und prasentiert

ORIGINAL ARTICLE

Potential for Maternally Administered
Vaccine for Infant Group B Streptococcus

Madhi S.A. et al. NEJM 2023;389:215-27

Maternale GBS6-Impfung und anti-CPS Ak
reduzieren das Risiko fur neonatale GBS
Erkrankung.
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. Erstes Trimester
«  c¢fDNA und Aborte (COPL)
* LMWH und St.n VTE (Highlow Trial)
. Zweites Trimester
+ GDM Risiko und OGTT (TOBOGM Trial) i i
. RSVpreF und Infekt (MATISSE Trial) *  Drittes Trimester
*  GBS6 und Infekt (GBS6 Trial) e CS und Tranexamsaure
[ ORIGINAL ARTICLE | OGTT und Therapie vor der 20 SSW bei Risiko senkt
Treatment of Gestational Diabetes Mellitus die Inzidenz der ,adverse neonatal outcomes”
Diagnosed Early in Pregnancy moderat.

e W BN EANT Maternale RSVpreF ImPfung ist effektlv gegen
JOURNAL of MEDICINE schwere RSV assoziierte Infektionen bei
e Neugeborenen. Safety Signals wurden nicht

Bivalent Prefusion F Vaccine in Pregnancy to Prevent RSV beob aChtet.

Illness in Infants

“ ORIGINAL ARTICLE ”

Maternale GBS6 Impfung und die anti-CPS Ak

PSR TSI e S reduzieren das Risiko fiir neonatale GBS Erkrankung
Vaccine for Infant Group B Streptococcus
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Hemorrhage after Cesarean Delivery

Hintergrund

Mutterliche Todesfalle Weltweit — PPH
Prophylaktische Tranexamsaure | Blutungen bei CS

Methodik

Multicenter, double-blind, randomized, controlled trial
( 31 Spitaler in US)
1 gram Tranexamsaure oder Placebo bei geplanter CS

Pachaco L.D. et al. NEJM 2023;388:1365-75
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84,062 Schwangere im Screening - Maternale Charakteristika vergleichbar
11,000 randomisiert
5529 (Tranexamsaure) Safety Outcomes by 6 Wk Post Partum
- Tranexamic acid . Placebo
55471 (Placebo) 251 .
_E 20 Reiatcl')v;;islk:ig_.spl_;gg‘? il
3§15~ 13/4996 1
Maternal Death or Estimated Blood Et"j 104 8/5069 .
Blood Transfusion Loss >1 Liter p . | P=0.50 P>0.99
100- B Tranexamic acid [ Placebo = ' 2/5069 0/4996 2/5069 2/4396
0 T 1' Relative risk, 0.91; 95% Cl, 0 Thromboembolic Event ~ New-Onset Seizure Maternal Death
t 10 - 0.79-1.05
a Relative risk, 0.89; 95.26% Cl, 3.0
2 e 0.74-1.07; P=0.19 d 73 :
a
% 67 "
gﬂ o 7 4,2 |
5
¥ 24 4
& 0% <0.1 . .

Maternal Death Blood Transfusion Blood Loss >1 Liter
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ORIGINAL ARTICLE ‘

Tranexamic Acid to Prevent Obstetrical
Hemorrhage after Cesarean Delivery

Pachaco L.D. et al. NEJM 2023;388:1365-75

Prophylaktische Tranexamsaure bei
CS reduziert nicht die maternale
M&M.
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TRIRLS CAN'TBE
TRUSTED?

Investigations suggest that, insome fields, at least
one-quarter of clinical trials might be problematic
or fake, warn researchers. 1hey urge stronger
scrutiny. By Richard Van Noorden
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THE PREVALENCE OF 'ZOMBIE’ TRIALS

Msora than one-quarter of a subsat of manuscripts describing randomized clinical trials submitted
to the journal Anaasthesla batweoen 2017 and 2020 seemad to bo faked or fatally flawed when
their raw data could be examined, editor John Carlisle reported. He callad these ‘zombles'. But
when thalr raw data could not be cbtained, Carlisie could labeol only 1% as zombles.

WOK wFlawed data m Zombia
Raw data examined

Raw data not available

I
0 20 ao 60 B0 100% ‘ ‘

JOURNALS SHOULD
ASSUME THAT ALL
SUBMITTED PAPERS ARE
POTENTIALLY FLAWED.

Van Norden R. Nature 2023 18 July
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DOl 10.1111/1471-0528. 14267 Systematic reView
www.bjog.org

Does tranexamic acid prevent postpartum
haemorrhage? A systematic review of  conclusions There is no reliable evidence that TXA prevents

randomised controlled trials postpartum haemorrhage during childbirth. Many of the tnals
conducted to date are small, low quality and contain serions flaws.

K Ker, H Shakur, | Roberts

Ker K. et al. BJOG 2016;123:1745-1752

Effect of early tranexamic acid administration on mortality, @ ®
hysterectomy, and other morbidities in women with o
post-partum haemorrhage (WOMAN): an international,

randomised, double-blind, placebo-controlled trial

R Interpretation Tranexamic acid reduces death due to bleeding in women with post-partum haemorrhage with no
adverse effects. When used as a treatment for postpartum haemorrhage, tranexamic acid should be given as soon as
possible after bleeding onset.

Lancet 2017;389: 2105-16
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1 Studie 16% | vs. 35 Studien mit 93% |

Tranexamic acid for the prevention of Zusammen 60% |

postpartum hemorrhage in women undergoing
cesarean delivery: an updated meta-analysis

Ioannis Bellos, MD; Vasilios Pergialiotis, MD), PhD

CONCLUSION: This meta-analysis suggested that prophylactic tranexamic acid admin-
istration is effective among women undergoing cesarean delivery in lowering postpartum
blood loss and limiting hemoglobin drop. Further research is needed to test its efficacy in
high-risk populations and verify its safety profile.

Bellos | & Pergialiotis V. AJOG 2021.09.025

ORIGINAL ARTICLE |

Tranexamic Acid to Prevent Obstetrical

Hemorrhage after Cesarean Delivery
CONCLUSIONS

Prophylactic use of tranexamic acid during cesarean delivery did not lead to a
significantly lower risk of a composite outcome of maternal death or blood trans-
fusion than placebo. (Funded by the Eunice Kennedy Shriver National Institute of
Child Health and Human Development; ClinicalTrials.gov number, NCT03364491.)

Pachaco L.D. et al. NEJM 2023;388:1365-75
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Qualitat der Trials von grosser
‘ ‘ Bedeutung
* Individual data
JOURNALS SHOULD + Study design
ASSUME THAT ALL

Systemic reviews — Transparenz
SUBMITTED PAPERS ARE d P
PDTEHT IAI-I-Y FI-AWED' or penalties against hiding datasets. Similarly, the academic

reward system should take more seriously into account

transparency, openness and research rigor in its appraisals
for hiring and promoting faculty [19]. There are already too
many zombies circulating among us.

Van Norden R. Nature 2023 18 July
loannidis J. P. A. Anaesthesia 2021, 76, 444-447
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