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Introduction

* Rare ~10-14 /10,000 pediatric admissions annually
* Incidence has increased 130% in the last decade!

* Increased awareness . T
* Better detection [ )

* Improved survival c\n

~
® [ ——

«90%i i €
90% iatrogenic = .

* Bimodal Presentation
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* Non-hospital-acquired DVT most often 211y
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* Mortality risk ~2% Sandoval et al; J Vasc Surg; 2008
Setty et al; Pediatr Blood Cancer; 2012

Data from the Kids’ Inpatient Databases

P
and Bleeding Events n Patients Younger Than 21 Years of Age
With Provoked Venous Thromboembolism

‘The Kids-DOTT Randomized Cliical Tral

* N =417 randomized; 297 met criteria for the primary per-protocol
population analysis (median age 8.3y)

* Primary efficacy outcomes = symptomatic recurrence and
clinically relevant bleeding
* 6wk v. 12wk = 0.66/0.65% v. 0.70/0.70% respectively
* Adverse Events = 26% (6wk) v. 32% (3mo) — fever most common

Non-inferiority
demonstrated supporting a
shortened course of
treatment

FDA approves drug to treat, help prevent types of
blood clots in certain pediatric populations
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Rivaroxaban compared with standard anticoagulants for the
treatment of acute venous thromboembolism i children:
arandomised, controlled, phase 3 trial

* EINSTEIN Junior (N=500)
276 children aged 12 to <18y; 101 aged 6 to <12y, 69 aged 2 to <6y and 54 <2y

« Initial 5d of UFH/LMWH/Fondaparinux followed by 2:1 randomization
« Rivaroxaban: |mproved thrombotic burden and similar low recurrence rates,
3% non-major bleeding, similar efficacy and safety estimates to adult studies
and no treatment related deaths

Efficacy Results in EINSTEIN Junior Study-Full Analysis Set
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Primary efficacy outcome: |  4(1.2) 560 1% 0.40
symptomatic recurrent VTE | (0.4% t0 3.0%) | (1.2% t0.6.6%) | (-6.0% 0 0.6%) | 011 to 1.41)

Secondary efficacy.
Symptomatic recurrent VTE | 5 (1.5) 6(36) 2.1%
or asymptomatic (0.6%103.4%) | (L6% 0 7.6%) | (-6.5% t0.0.6%)
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controlled, open-label, pl . . ’
e FDA Clears Pradaxa as First Oral Anticoagulant for Children
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June 21,2021 — The US. Food and Drug Adminisration (FDA)
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* Limitt  The Edoxaban Hokusai VTE PEDIATRICS Study: An open-
label, multicenter, rar study of ed ban for
pediatric venous thromboembolic disease

May 2020 - Research and Practice in Thrombosis and Haemostasis - 4(5)
DOI: 101002/rth2.12352
License: CC BY-NC-ND *
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Catheter-Associated (Arterial) Thrombus in
Critically IWL Children

* No evidence-based guidance on optimal treatment
* ~2/3 will have complete resolution — majority within 2-
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6 weeks
* LMWH particularly advantageous in the very young LE
* Decreases endogenous release of von Willebrand factor G
(VWF) to a greater extent than UFH T e :
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* Reduced platelet aggregation at the site of endothelial injury e ——

(this is important as arterial thrombotic events develop
under high shear rates and are composed primarily of

Crameri et al;  Peds; 2021
Wang et ol; 2017

platelets) Glatz et l; 2015 tl
Alblsett ot af, 2019 Duke University School of Medicine
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