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m

Le risque majeur de ces anti-
thrombotiques est
I'hémorragie tant en termes
de morbidité que de mortalité

A

fréquence de ces accidents
hémorragiques est faible

A

certaines populations
particulierement a risque
hémorragique représentent la
grande majorité des
accidents hémorragiques
graves

nouveaux traitements
anticoagulants oraux
(Apixaban Rivaroxaban,
Dabigatran...) devrait
profondément modifier la
gestion de la maladie
thromboembolique veineuse
et cardioembolique
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OBJECTIF RATED

COMPARER LES PATIENTS AVEC SAIGNEMENTS VS. CEUX SANS
HEMORRAGIES ET AINSI ESSAYER D’IDENTIFIER DES FACTEURS
PREDICTIFS DE SAIGNEMENTS



CE REGISTRE A PERMIS

* A DES INTERNES DE PASSER LEUR THESE D’EXERCICE

e A DES ASSISTANTS DE VALIDER LEUR MEMOIRE DE DESC DE
MEDECINE

e DE VALIDER DES MASTER 1 ET 2

* A DONNE LIEU A DES ABSTRACTS ET DES COMMUNICATIONS
ORALES AU CONGRES NATIONAL DE LA SFMU, AU CONGRES
NATIONAL DE LA CFPV ET AU CONGRES EUROPEEN DE
MEDECINE D’URGENCE DE L’EUSEM.
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Yalider Quiitter

Administratif
Date et heure arrivée aux urgences 251117215 10:57
Identité patient
F, néle) le :
age = 29a
Tel patient 0473937238

Poids du patient |

Médecin traitant m |

Mode d'entrée au BE (GAM) 4URGENCE ACCID.VOIE PUBLIQUE

Type d'admission au BE (GAM)

Mode de transport au BE (GAM) 10POMPIER

Prise en Charge durant le Transport |(PARAMED] PEC Para-Médicalisé ﬂ

| Admission

Motif(s) de la Consultation

(0503) suspicion de traumatisme cranien sans perte de connaissance i

Score de gravité |

Hémorragie Qui ) Non )

Type d'accident hémorragique -

Anrecedems

Infarctus du myocarde Qui ) Non () Insuffisance hépatocellulaire Qui ' Non ()

Hypertension artérielle Oui C_)Non ) Cancer QOui ' Non )
Diabéte Oui ) Non () Arythmie par fibrillation auriculaire Oui C'Non )
Ulcére gastroduodénal Qui C)Non () Accident Vasculaire Cérébral Qui C)Non ()
Hémorragie digestive i JNon ) Démence i JNon ()
Exogénose I Non () Hémorragie sous Anti-Thrombotique INon ()
Insuffisance coronarienne Oui " Non MTEV Oui ' Non
Artériopathie Qui (' Non ()
Autres ATCD |
Glasgow |15 Y |(4) Spontanée ~| v 5) Adaptée '~ 'm|(6) Ala demande ™|
T P —

Biologie

Créatininémie (micromol/l)
Urée (mmol/fl)

CRP (mg/l)

PCT {microg/l)

Troponine (ng/ml)

Taux prothrombine(%)
Temps céphaline activée (ratio)
Fibrinogéne(g/dl)
D-Dimére (microg/ml)
Bilirubine libre (UI/L)
ALAT (UIIL)

Phosphate alcaline (UI/L)

Nb culot globulaires regus

Nb de concentrés plaquettaires regus
Nb de plasma frais regus

Complexe pro-thrombinique regu
Feiba regu

Vitamine K regu

Embolisation

Modif TT antithrombotique

Image

Scanner abdomino-pelvien
Scanner cérébral
Echographie Abdominale
Echegraphie cardiaque

Scanner thoracique

Acces reslab__ Accés reslab_|

[ Plaquettes (GIL)
’7 Hématocrite (%)
[ Hemoglobine (g/l)
’7 Facteur V
’7 Facteur Il
,7 Facteur X
[ mR

Dosage Pondéral Nouv Anticoag (ng/ml) li
[ Protidémie (gl)
[ ASAT(UIL)
[ GGT(uIL)
[ \VGM(en FI)

Pprissencharge | |

m

QOui ' Non O
Oui C'Non O
QOui ' Non O
Qui ' Non O

Oui (' Non )

Réalisation Injection

QOui(_Non () Oui (' Non ()
Qui_'Non (J Qui __'Non ()
Qui_'Non (! Oui _'Non
Qui_'Non (! Qui _'Non
Qui 'Non( Qui 'Non '

M

Date Heure

4

ogin
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The number of valid patients included up-to-date is

119.092




Clinical Pharmacology

& Therapeutics EEASCPT

RIETE

ARTICLES

De janvier 2013 a novembre 2016:
« 18 853 patients atteints de MTEV
ont été recrutes.
« 3578 patients avaient au
moins l'un des criteres
d'exclusion prédéfinis.

Real-life Use of Anticoagulants in Venous

Thromboembolism With a Focus on Patients
With Exclusion Criteria for Direct Oral
Anticoagulants

Farés Moustafa', Raffacle Pesavento®, Pierpaolo di Micco?, José Gonzilez-Martinez®,
Roberto Quintavalla®, Maria-Luisa Pcris“,]osé Antonio Porras’, Nicolas Falvo®,
Pilar Banos”, Manuel Monreal'® and the RIETE Investigators

Taux d’incidence des hémorragies graves durant le traitement anticoagulant selon la presence ou I'absence des critéres d’exclusion

Any exclusion criteria No exclusion criteria

Patients, N

Mean days of therapy (+SD)

Median days (IQR)

Major bleeding

Death

Fatal bleeding

Metastatic cancer, N

Major bleeding

CrCl levels <30 mL/min, N

Major bleeding

PIC <100,000/pL, N

Major bleeding

Recent major bleeding, N

Major bleeding

Chronic liver failure, N

Major bleeding

Pregnancy, N

Major bleeding

Events per 100
patient-years

3,578

143+159
99 (32-190)

12.9 (11.2-14.9)
58.1 (54.3-62.2)
2.04 (1.39-2.88)

14.8 (12.0-18.1)
1,020

12.3 (9.24-16.0)
453

14.1 (9.31-20.5)
380

19.6 (13.2-27.9)
268

12.9 (7.36-21.2)
126
2.03 (0.10-10.0)

Events per 100
patient-years

15,275
184+185
125 (86-228)
3.16 (2.78-3.58)
6.14 (5.61-6.71)
0.34 (0.22-0.48)

3.94 (3.53-4.38)
17,833

4.30 (3.88-4.75)
18,400

4.48 (4.06-4.94)
18,473

4.43 (4.01-4.88)
18,585

4.56 (4.14-5.02)
18,727

4.68 (4.25-5.14)

Hazard ratio
(95%Cl)

.10 (3.38-4.96)
9.47 (8.46-10.6)
6.07 (3.56-10.4)

3.76 (2.96-4.72)

2.85 (2.11-3.80)

3.14 (2.05-4.63)

4.42 (2.96-6.39)

2.83 (1.60-4.69)

0.43 (0.02-2.15)




Contents lists available at ScienceDirect

Thrombosis Research

burnal homepage: www.elsevier.co

m/locate/thromres

T SIS
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Uterine bleeding during anticoagulation in women with venous thromboembolism

Farés Moustafa®*, Sonia Fernandez?, Carmen Fernandez-Capitan <, José Antonio Nietod,

José Maria Pedrajas ¢, Adriana Visonaf, Beatriz Valero#, Pablo Javier Marchena®, Andrei Braester/,

Manuel Monreall, and the RIETE Investigators**

» Les saignements utérins anormaux sous anticoagulants sont frequents chez les patientes

sous anticoagulants

» mais la littérature décrit peu leur fréquence, leurs caractéristiques cliniques, leur délai de
survenue ou la séverité du saignement

* En octobre 2016:

+ 31951 femmes avec une
MTEV.

» 53 saignements utérins
majeurs,

» 118 saignements utérins non
majeurs cliniquement
pertinents

+ et 948 saignements majeurs
dans d'autres sites.

Patients, N

Clinical characteristics,

Mean age (years £SD)

Age <35 years

Age 35-50 years

Age >50 years

Body weight (kg+SD)

Associated conditions,

Cancer

Uterine

Metastatic cancer

Pregnancy/puerperium

Anemia

PIC <100,000/uL

PIC >450,000/pL

CrCl levels <60 ml/min

Recent major bleeding

Initial VTE presentation,

Pulmonary embolism

Major uterine
bleeding

4 (7.5%)

17 (32%)*

32 (60%)T
77+20°

27 (51%)*
19 (36%)*
3 (5.7%)
38 (72%)*
0
10 (19%)*
13 (25%)*
6 (11%)*

30 (57%)

Non-major
uterine
bleeding

23 (19%)*

44 (37%)*

51 (43%)*
78+21%

27 (23%)
15 (13%)*
9 (33%)
4 (3.4%)
51 (43%)
3 (2.5%)
6 (5.1%)
26 (22%)*
7 (5.9%)"

72 (61%)

Major bleeding

In other sites

27 (2.8%)*

35 (3.7%)t

886 (93%)*
69+15t

272 (29%)*
26 (2.7%)"
127 (47%)
3 (0.32%)*
479 (51%)*
34 (3.6%)t
62 (6.5%)*
638 (67%)*
47 (5.0%)t

595 (63%)*

No major
bleeding

2,736 (8.9%)

3,672 (12%)

24,424 (79%)
71+15

6,145 (20%)
515 (1.7%)
2,606 (42%)
820 (2.7%)
10,980 (36%)
600 (1.9%)
1,160 (3.8%)
14615 (7%)
645 (2.1%)

16,421 (53%)

12
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e

Assessment of the Impact of L-Thyroxine Therapy on Bleeding
Risk in Patients Receiving Vitamin K Antagonists

Farés Moustafa'? -
Jennifer Saint-Denis'? - Frederic Dutheil'>® - Marie Ba

© Springer International Publishing AG

Abstract

Background Several studies have suggested a link exists
between L-thyroxine and the coagulation system, and,
according to some drug interaction studies, L-thyroxine can
potentiate the effect of warfarin. This study sought to assess
whether thyroid hormone therapy could impact the risk of
bleeding in patients receiving vitamin K antagonists (VK As).
Methods We conducted a monocentric, retrospective study
on prospectively collected data from consecutive patients
enrolled in the Registry of patient with AntiThrombotic agents
admitted to an Emergency Department (RATED) database,
and compared the hemorrhage rates (both major and nonma-
jor) of patients receiving treatment with and without L-thy-
roxine. Propensity score matching analysis was performed to
reduce the differences between patients receiving L-thyroxine

Farés Moustafa
fmoustafa @chu-clermontferrand . fr

Emergency Department, Clermont-Ferrand Univers
Hospital, 58 Rue Montalembert, 63003 Clermont-Fe
France

EA 4679, Université Clermont Auvergne,
63000 Clermont-Ferrand, France

Biostatistics Unit, DRCI, Clermont-Ferrand University
Hospital, Clermont-Ferrand, France

Department of Medical Information, University Hospital of
Clermmont-Ferrand, Clemmont-Ferrand, France

Laboratory of Metabolic Adaptations to Exercise in
Physiological and Pathological Conditions (AME2P, EA
3533), Blaise Pascal University, Clermont-Ferrand, France

School of Exercise Science, Australian Catholic University,
Melbourne, VIC, Australia

Department of Endocrinology, CHU Clermont-Ferrand,
Clermont-Ferrand, France

- Rémi Malhomme! - Bruno Pereira®

Alain Barres® -
e’ « Jeannot Schmidt'>

and those not receiving L-thyroxine in order to rea
bleeding outcomes in patients receiving VKAs.

Results From January 2014 to June 2015, 1454 patients
receiving VK As were recruited into the RATED database.
Owverall, 187 atients  (12.8%) received L-thyroxine.
Patients receiving L-thyroxine were more likely to be
female than those not receiving L-thyroxine (78.1 vs. 55%)
and more likely to exhibit hypertension (65.5 vs. 55.7%;
p = 0.015), but less likely to have history of myocardial
infarction (9.6 vs. 16.6%; p = 0.022) or higher creatinine
levels (96.1 vs. 112.1 pmol/L; p = 0.04). After propensity
score matching, bleeding outcomes were not significantly
different between patients receiving L-thyroxine and those
not receiving L-thyroxine.

Conclusions Our study revealed no evidence that L-thy-
roxine could increase bleeding risk in patients receiving
VEKAs. However, physicians must be aware that patients with
thyroid disease receiving VKA therapy could have other
drug interactions, particularly with amiodarone therapy.
ClinicalTrials.gov number NCT02706080.

Key Points

Nearly 13% of patients receiving VKAs also receive
L-thyroxine.

Patients receiving L-thyroxine displayed higher rates
of atrial fibrillation and higher rates of concomitant
treatment with amiodarone than those not receiving
L-thyroxine.

No evidence is available to suggest that L-thyroxine
could increase bleeding risk in patients receiving
VKAs, even after propensity analysis.
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Contents lists available at ScienceDirect

Thrombosis Research
Dans ces situations d'urgence, le journal homepage: www.elsevier.com/locate/thromres
traitement optimal n'est pas clair et
peut varier d'un centre a l'autre

Full Length Article

Management and outcome of major bleeding in patients receiving vitamin K = )

Chack for

antagonists for venous thromboembolism Sheshis

Farés Moustafa™”, Alexander Stehouwer”, Pieter Kamphuisen®, Joan Carles Sahuquillo?,

Intra- Gastro- Genito-
cranial intestinal urinar

Patients, N 72 78 50 20 47

Time since VTE,

Median days (range) 136 (66-423) 100 (29-260) 15 (8-97) 104 (35-288) 102 (20-300)

INR at bleeding,

INR <2.0 17 (24%) 17 (22%) 15 (30%) 3 (15%) 6 (13%) 58 (22%)
INR 2.0-3.0 21 (29%) 20 (26%) 6 (12%)" 7 (35%) 13 (28%) 67 (25%)
INR >3.0 20 (28%) 27 (35%) 22 (44%) 7 (35%) 20 (43%) 96 (36%)
Not reported 14 (19%) 14 (18%) 7 (14%) 3 (15%) 8 (17%) 46 (17%)

Therapy at bleeding,

VKA drugs 72 (100%) 77 (99%) 49 (98%) 20 (100%0) 46 (98%) 264 (99%)
LMWH+VKA drugs 1 (1.3%) 1 (2.0%) 0 1 (2.1%) 3 (1.1%)

Management,

Pro-hemostatic agents 15 (21%) 3 (3.8%)t 6 (12%) 5 (11%) 29 (11%)
PCC 11 (15%) 2 (2.6%)t 6 (12%) 5 (11%) 24 (9.0%)
aPCC 3 (4.2%) 0 0 0 3 (1.1%)
Factor Vlla 1(1.4%) 1(1.3%) 0 0 2 (0.75%)

Fresh frozen plasma 10 (14%) 16 (21%) 3 (6.0%) 2 (10%) 6 (13%) 37 (14%)

Vitamin K 28 (39%) 29 (37%) 25 (50%) 9 (45%) 19 (40%) 110 (41%)

Vitamin K and PCC 6 (8.3%) 1 (1.3%) 6 (12%) 0 4 (8.5%) 17 (6.4%)

Protamine sulfate 1 (1.4%) 0 0 0 0 1 (0.37%)

Transfusion

a2 (D ONLN [~V I {ToIi VAN 4 20 r7en.\t 1 r7£0.\1 29 rcons\t 1E1 (E704L\

Table 3
Thirty-day outcomes after major bleeding, according to bleeding site.

Intra-cranial Gastro-intestinal Haema-toma Genito-urinary Any

Patients, N 72 78 50 20 47 267
30-day events

Death 30 (42%) 15 (19%)' 3 (6.0%)" 2 (10%)’ 9 (19%)"
Fatal bleeding 27 (38%) 7 (9.0%) 1 (2.0%)" 0 6 (13%)’ 41 (15%)
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American Journal of Emergency Medicine

journal homepage: www.elsevier.com/locate/ajem

Characteristics and outcomes of reversed patients admitted to an emergency
department for VKA-related intramuscular hematoma

F. Moustafa ***, L. Poujol ?, N. Vincent ?, J. Saint-Denis *°, N. Dublanchet 2, N. Breuil %, S. Heuser ?, A. Lebreton "<,
F. Dutheil “*%¢, J. Schmidt **

Initial Transfusion

Blood Transfusion

Number of Red Blood Cell, mean + sd

Transfusion before 7 days

Blood Transfusion, n (%)

Number of red blood cell, mean + sd

Transfusion between days 7 and 28

Blood Transfusion, n (%)

Number of red blood cell, mean % sd

Fresh Frozen plasma, n (%)

Reversal therapy

PCC (UI/Kg), mean + sd

Reversal times from admission, mean + sd

Vitamin K, mean % sd

Embolization

Surgery

Blood test

INR after reversal, mean + sd

INR at 6 hours, mean + sd

INR at 24 Kgurs, mean + sa

Hsospitalisation, mean + sd

Outcomes

Death

Re-bleeding between before 7 days

ke hleedinag between between davs 7 254 2

Intramuscular

Hematoma

54 (74%)
2.19+1.74

5 (6.9%)
19+1.1

5 (6.8%)
1.6 £0.5
9 (12.3%)

235+4.3
5h12 + 4h58

9.2+2.8

2 (2.7%)

5 (6.8%)

2.16 £ 3.02
1.57+£0.85
1.28 £ 0.26
13.5+83

4 (5.5%)
36 (50.7%)

With
ISTH criteria
N= 36

35 (97.2%)
3.2+15

2 (8.3%)
1.65 +1.2

3 (8.3%)
1.3 +0.6
8 (22.2%)

252+25
3h33 + 3h39

9.1+2.9
2 (5.6%)

1 (2.8%)

23+34

1.4+0.2

1.3+£0.3
13.9+£6.7

4 (11.1%)
17 (47.2%)

Without ISTH
criteria

19 (51.4%)
1.2+15

3 (5.6%)
22+1.0

2 (5.4%)
2 0.0
1 (2.7%)

21.9+5.1

6h44+5h34

9.4+28
0

4 (10.8%)

19+26

1.7+£11

12+0.2
13.1+£9.6

0
19 (52.8%)




| 993 patients taking antiplatelets

700 excluded patients

- No head injury, N= 662
- Taking heparin, N=3

- Taking DOACs, N= 3

- Taking VKA, N= 16

- Non-searchable file, N= 18

| 293 included patients |

l

CT group -
N=267

l

lésions cérébrales traumatiques sont tres
courantes dans les services d'urgence

CT group +
N= 26

Table 2 Multivariate analysis of patient characteristics according
to the risk of intracranial bleeding on CT scan

Odds ratioc  95%(CI p-value
Major bleeding 847 156-4582  0.013
ASA + clopidogrel 6.46 1.46-2844 0014
Headache or vomiting 427 1.44-1260  0.008
Glasgow coma scale 8.60 2.85-2599 < 0.001
Women 1.59 0.60-4.15 0.34
Age 0.98 0.94-1.03 0.63
Loss of consciousness or amnesia ~ 2.21 0.81-6.02 0.11

ASA acetylsalicylic acid, C/ confidence interval

Moustafa et al. Scandinavian Journal of Trauma, Resuscitation and Emergency Medicine
(2018) 26:50
https://doi.org/10.1186/513049-018-0515-0

Scandinavian Journal of Trauma,
Resuscitation and Emergency Medicine

Predictive factors of intracranial bleeding in @ e
head trauma patients receiving antiplatelet
therapy admitted to an emergency

department

Farés Moustafa'?” @, Jean Roubin', Bruno Pereira®, Alain Barres®, Jennifer Saint-Denis'~?, Christophe Perrier',
Marine Mondet', Frederic Dutheil"**® and Jeannot Schmidt'?

Sensitivity
0.50

-4

0.00

0.00

0.50 0.75 1.00

1 - Specificity

025

Area under ROC curve = 085 10.77.0.93)
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