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Hémophiliezentren in Deutschland
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Hamophilie Steckbrief

Hamophilie A FVIIl  1:5.000 mannl. Geburten
Hamophilie B FIX 1:30.000 mannl. Geburten

FVIII <1 % schwer, FVIII 1 - 5 % mittelschwer, FVIII >5 % - <40 % leicht




Hamophilie Steckbrief

Hamophilie A FVIII

1:5.000 mannl. Geburten
Hamophilie B FIX 1:3

0.000 mannl. Geburten
FVIII <1 % schwer, FVIII 1 - 5 % mittelschwer, FVIII >5 % - <40 % leicht

Bedarfsbehandlun
Dauerbehandlung %Prophylaxe)

Faktorenpraparate (Plasma, rekombinant)
e Standardhalbwertzeit
* Verlangerte Halbwertzeit
Bispezifische monoklonale Antikorper

Gentherapie



Hamphilie A Efanesoctocog alfa (Altuvoct)

Lynn Malec. 539 Clinical outcomes up to 4 years of once-weekly efanesoctocog alfa prophylaxis in previously treated adults, adolescents, Por' =
and children with severe hemophilia A: Interim analysis of the Phase 3 XTEND-ed long-term extension study SV —



Hamphilie A Efanesoctocog alfa (Altuvoct)

XTEN
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Recombinant FVIll

Fc domain

Covalent linkage to
the D'D3 domain
of VWF
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Lynn Malec. 539 Clinical outcomes up to 4 years of once-weekly efanesoctocog alfa prophylaxis in previously treated adults, adolescents, Por' =

and children with severe hemophilia A: Interim analysis of the Phase 3 XTEND-ed long-term extension study SV




Hamphilie A Efanesoctocog alfa (Altuvoct)

Clinical Outcomes up to 4 Years of Once-Weekly Efanesoctocog Alfa
Prophylaxis in Previously Treated Adults, Adolescents, and Children with
Severe Hemophilia A: Interim Analysis of the Phase 3 XTEND-ed Long-Term

Extension Study

Sophie Susen’, Anthony Chan?, Pratima Chowdary?, Stephanie P'ng*®, Manuela Albisetti®, Keiji Nogami®, Karin Fijnvandraat’,

Jennifer Dumont®, Elena Santagostino®, Sriya Gunawardena’, Mahnouch Georget'', Lynn Malec213

'Centre Hospitalier Universitaire de Lille, Université de Lille, Lille, France, “McMaster Children’s Hospital, McMaster University, Hamilten, Canada, *Katharine Dormandy Haemophilia and Thrombesis Cantre,
Royal Free Hospital, London, United Kingdom, ‘The Haemophilia and Haemostasis Centre, Fiona Stanley Hospital, Murdoch, Westem Australia, Austrakia, “University Children's Hospital Zusich, Zurich,
Switzerland, “Nara Medical University, Nara, Japan, 'Emma Kinderziekenhuis/AMC, University of Amsterdam, Amsterdam, Netherlands, *Sanofi, Cambridge, United States, *Sobi, Basel, Switzerland, '*Sanofi
Muorristown, United States, '"Sobi, Stockholm, Sweden, "“Versiti Blood Research Institute, Milwaukee, United States, "*Division of Hematology & Oncology, Departments of Medicine and Pediatrics, Medical
College of Wisconsin, Milwaukee, United States

Lynn Malec. 539 Clinical outcomes up to 4 years of once-weekly efanesoctocog alfa prophylaxis in previously treated adults, adolescents, &P — —
and children with severe hemophilia A: Interim analysis of the Phase 3 XTEND-ed long-term extension study GtV —



Hamphilie A Efanesoctocog alfa (Altuvoct)

Low Bleed Rates (ABR <1) Were Maintained With Weekly
Efanesoctocog Alfa Prophylaxis

Summary of ABRs in XTEND-ed Arm A in adults, adolescents, and children

Adults/Adolescents (N=146)

Is
i

L&)
i

* In adults/adolescents, mean overall ABR during
XTEND-ed was 0.80 consistent with the low overall
ABR of 0.71 in XTEND-1 Arm A’

p—y
i

0.60

Mean (95% Cl)
model-based ABR
Pd

0.20 0.29 e
0 i _ ees  sew 2
All Treated Spontaneocus Traumatic Joint
. 4 1 Children (N=71)
CL3-
In children, mean overall ABR during XTEND-ed > 8
was 0.64 consistent with the low ABR of 0.61 in %E ?
XTEND-Kids? s
— E ! 054 — 0.44 0.31
0 - , = B
All Treated Spontaneous Traumatic Joint

Data et Fabruary 21, 202%
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Lynn Malec. 539 Clinical outcomes up to 4 years of once-weekly efanesoctocog alfa prophylaxis in previously treated adults, adolescents, =
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Hamphilie A Efanesoctocog alfa (Altuvoct)

Percentage of Participants With Zero Bleeds Remained High
With Long-Term Weekly Prophylaxis With Efanesoctocog Alfa

= The mean (SD) percentage of adults and adolescents with = The mean (SD) percentage of children with zero bleeds per
zero bleeds per 6-month interval®* was 6-month interval™ was
» 80.7% (4.83) for all bleeds » 77.1% (5.19) for all bleeds
* 91.7% (3.10) for spontaneous bleeds « 97.7% (0.63) for spontaneous bleeds

Summary of percentage of participants from XTEND-ed Arm A with zero bleeds by 12-month intervals

Adults/Adolescents (N=146) Children (N=71)
a L mAl = Spontaneous o 100 - =All = Spontaneous
8 80 3
BU -
£ Ee
-l 2g
E c a
g« g2 w0
= =]
E 20 - - 20 -
o o
0 0 -
D1 to Month 12 Month 13 to 24 Month 25 to 36 D1 to Month 12 Month 13 to 24
Evaluable Evaluable
participants V=146 (100.0%) N=141 (96.6%) N=132 (90.4%) ticipants N=71 (100.0%) N=62 (87.3%)

Data ol Fobauany 21 2025
“Crvor 36 months. ““Ower 24 months
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Hamophilie A Emicizumab (Hemlibra®)

Gili Kenet. 305 Emicizumab prophylaxis in pups and mtps with severe haemophilia: The pednet real world experience in 80 infantsl.
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Hamophilie A Emicizumab (Hemlibra®)

Bispezifischer, monoklonaler Antikorper
HWZ 26,7 Tage

a FVilla

Gili Kenet. 305 Emicizumab prophylaxis in pups and mtps with severe haemophilia: The pednet real world experience in 80 infantsl.
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Hamophilie A Emicizumab (Hemlibra®)

PedNet @
Hoemophilia Registry

Risk of bleeding and inhibitor development in 80 PUPs and MTPs with
severe haemophilia on emicizumab prophylaxis
The PedNet real-world experience

Presenting author: Gili Kenet, director PedNet Haemophilia Research Foundation

Co-authors: Marloes de Kovel, Jayashree Motwani, Nadine G. Andersson, Jan Blatny, Giancarlo Castaman,
Manuel Carcao, Carmen Escuriola Ettingshausen, Chris Konigs, Christoph Male, Beatrice Nolan, Martin Olivieri,
Caroline Oudot, Helen Pergantou, Susanna Ranta, Ester Zapotocka, Kathelijn Fischer,

on behalf of the PedNet Study Group

Gili Kenet. 305 Emicizumab prophylaxis in pups and mtps with severe haemophilia: The pednet real world experience in 80 infantsl. Por' — —




Hamophilie A Emicizumab (Hemlibra®)

Pedhlef 9

Patient outcomes — Bleeding & AE

PUP MTP Total
Children included 39 41 80
Bleeding
No treated bleeds 24 (62%) 21 (51%) 45 (56%)
No treated joint bleeds 36 (92%) 38 (93%) 74 (93%)
ICH or life-threatening bleeds 0 (0%) 0 (0%) 0 (0%)
Emicizumab related side effects
Anti-drug antibodies 0 (0%) 0 (0%) 0 (0%)
Thrombotic events 0 (0%) 0 (0%) 0 (0%)
|
Gili Kenet. 305 Emicizumab prophylaxis in pups and mtps with severe haemophilia: The pednet real world experience in 80 infantsl. Por' =
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Hamophile A Mim8 Phase 3

Steven Lentz. 537 Mim8 prophylaxis in adults and adolescents with hemophilia A: 52-week efficacy and safety outcomes from the phase Por'

3 FRONTIER2 study GtV
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Hamophile A Mim8 Phase 3

Anti-FX arm

Anti-FIXa arm

FX FiXa

Activated platelet

Steven Lentz. 537 Mim8 prophylaxis in adults and adolescents with hemophilia A: 52-week efficacy and safety outcomes from the phase Por'
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Hamophile A Mim8 Phase 3

Mim8 Prophylaxis in Adults and Adolescents with
Hemophilia A: 52-Week Efficacy and Safety Outcomes
from the Phase 3 FRONTIER2 Study

Steven R. Lentz,' Aby Abraham,? Cihan Ay,> Anthony KC Chan,* Victor Jiménez-Yuste,>
Johannes Oldenburg,® Maria Elisa Mancuso,”-2 Johnny Mahlangu,® Tadashi Matsushita,'°
Lize van Vulpen,’ Renchi Yang,'? Amalie Rhode Hagh Nielsen,? ligiz Rakhmatullin,'3

Pratima Chowdary4

Departmant of Intemal Medicine, Univarsity of lowa, lowa City, 1A; Departmeant of Clinical Haematology, Christian Medical College, Vellore, Tamil Madu, India; *Department of Medicine |, Division of
Hematology and Hemostaseology, Medical University of Vienna, Vienna, Austria; *“McMaster Children's Hospital, MchMaster University, Hamilton, Ontano, Canada; *Hospital Universitanio La Paz, Universidad
Autdnoma de Madrid, Madrid, Spain; *The Institute of Experimental Hematology and Transfusion Medicine, Universitatsifinium Bonn, Bonn, Germany; "Center for Thrombosis and Hemorrhagic Diseases,
IRCCS Humanitas Research Hospital, Rozzano, Mitan, ltaly; *Humanitas University, Pieve Emanuele, Milan, taly; "Department of Molecular Medicine and Haematology, Faculty of Health Science, University
of the Witwatersrand, Johannesburg, South Africa; ""Department of Transfusion Medicine, Nagoya University Hospital, Nagoya, Japan; ""Center for Benign Haematology, University Medical Center Utrecht,
Utrecht, Netherlands; “*Thrombosis and Hemostasis Center, Institute of Hematology and Blood Diseases Hospital, Chinese Academy of Medical Scences and Peking Union Medical College, Tianjin, China;
BNovo Nordisk A/S, Seborg, Denmark; “Katharine Dormandy Haemophiia and Thrombosis Centre, Royal Free Hospital, Department of Haematology, Uiniversity College London, London, UK.

Presented at the 67th ASH Annual Meeting and Exposition in Orlando, Florida, December 6-8, 2025.
This material is intended to be used at the ASH 2025 congress only.

The study was sponsored by Novo Nordisk A/S, Bagsvaerd, Denmark

Steven Lentz. 537 Mim8 prophylaxis in adults and adolescents with hemophilia A: 52-week efficacy and safety outcomes from the phase 3
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Hamophile A Mim8 Phase 3

A reduction in mean estimated ABR was observed upon

transitioning to Mim8 QW and QM in the extension period
Pre-study on-demand group (Arm 1)

Main (Weeks 0-26) Extension (Weeks 26-52)
On-demand (n=18) Mim8 QW (n=8) Mim8 QM (n=10)
M treat t
analysis zz:iode:.r;;?s‘} 0.50 0.51 0.51
Median ABR 12.24 0.00 0.00
—. 98 - 16.09 i B m = i
o [11.21;23.09] O O
§ 24 - = § 5 0.67 § 5 - 0.79
g = z 4 [0.13;3.61] x 4 [0.19:3.33]
g~ 16 4 b < o I < sl 2
8 12 - 3 3 %
£ E 5 | E 5
8 81 g 2
1] m 1]
£ 4 E 1 — iy —
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Hamophilie A NXTOO07 Phase /Il

Maria Elisa Mancuso. 302 NXT0O07 prophylaxis in people with hemophilia A with or without FVIII inhibitors: A global Phase I/1l multiple- Por'
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Hamophilie A NXTOO07 Phase /Il

Emicizumab NXTOO07

Common light chain Further optimized heavy chain of emicizumab

FlXa FX " Non-common
arm am S new light chain
new light chain
D
CT-lg*
fn:m:rﬂ?.ring FAET‘IT.
: for manufactunng of
antibody . :
halt-life PR
bispecific antibody

Maria Elisa Mancuso. 302 NXT0O07 prophylaxis in people with hemophilia A with or without FVIII inhibitors: A global Phase I/1l multiple- Por'
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Hamophilie A NXTOO07 Phase /Il

NXTO007 prophylaxis in people with hemophilia A
with or without FVIIl inhibitors: a global Phase I/l
multiple-ascending-dose study

Maria Elisa Mancuso,'? Davide Matino,®> Dan Hart,* Francisco José Lépez-Jaime,®
Christophe Schmitt,® Amy Shapiro,” Giuliana Ventriglia,® Anna Kiialainen,® Laura Young,?
Olivier Catalani,® Mark Belletrutti,® Tom Chu,'° Jerzy Windyga,'" Victor Jiménez-Yuste,?
Michaela Lehle,® Janice M. Staber'3

'Humanitas University, Pieve Emanuele. Milan, ltaly; “Center for Thrombosis and Hemorrhagic Diseases, IRCCS Humanifas Research Hospital, Rozzano, Milan, italy;
IMcMaster University, Hamiilten, ON, Canads; *Roche Products Ltd, Welwyn Garden City, UK, “Hespital Universitario Regional de Malaga, Malaga, Spain;

“F. Hoffmann-La Roche Lid, Basel, Switzeriand; "Indiana Hemophilia and Thrombosis Center, indianapolis, IN, USA; *Auckland City Hospital, Auckland, New Zealand;
Depariment of Pediatrics, University of British Colombia, Vancouver, BC, Canada; ""Genentech, Inc., South San Francisco, CA, USA; "'Department of Hemostasis
Disorders and Internal Medicine, Laboratory of Hemostasis and Metabolic Diseases, institute of Hematology and Transfusion Medicine, Warsaw, Poland; "*La Paz
University Hospital-IdiPaz, Auténoma University, Madrid. Spain; '*Stead Family Department of Pediatrics, Carver Coliege of Medicine, University of lowa,

lowa Cily, 1A, USA

Presented at the 67th ASH Annual Meeting | December 6-9, 2025

Maria Elisa Mancuso. 302 NXT0O07 prophylaxis in people with hemophilia A with or without FVIII inhibitors: A global Phase I/1l multiple- Por' =
ascending-dose study. SV —



Hamophilie A NXTOO07 Phase /Il

Bleeding rates improved after initiating NXT007 treatment

Number of treated bleeds during the maintenance Mean ABRSs for treated bleeds per cohort before and
period per cohort after initiating NXTO07 treatment

: = 24 weeks pre-study (retrospective) wsNXT007
Traumatic bleed = Spontaneous bleed

4 25 217 217
Mulliple spontaneous &3k o) 1.92
treated bleeds were 2 (1.0-3.4) 1.78
5 4 reporied in a nolable _ (1.3-2.4)
& outlier who experienced o
- arterial bleeds £ 15
- secondary to direct 2.
S 2 trauma to a vesselin a -
3 replaced knee oa 4
=
£ =
= ]
z =
D5
NA—— 0
12345678 910111213141516171819202122 Cahort 1 Cohort 2 Cohort 3 Overall
Participant number (n=7) (n=9) (n=6) (N=22)
f:::f;g:":: with  cohort 1 Cohort 2 Cohort 3 m%‘;‘;’;ﬁﬂmm 649 weeks  40.1weeks  17.6 weeks 40.1 weeks
bleeds, n (%) /7 (85.7%) 8/9 (88.9%) 5/6 (83.3%) observation duration (' 00)  (38AHAZ1) - {164-200) - (164-76.0)

The majority of participants (86.4%) had zero treated bleeds, and ABRs reduced after initiating NXTOO07 treatment

ABR, annualized bleeding rate; Cl, confidence interval

Maria Elisa Mancuso. 302 NXT0O07 prophylaxis in people with hemophilia A with or without FVIII inhibitors: A global Phase I/1l multiple- Por'

ascending-dose study. SV
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Hamophilie B Gentherapie

Steven Pipe. 538 End-of-study analysis of the HOPE-B trial confirms the durable efficacy and safety of etranacogene dezaparvovec =N
hemophilia b gene therapy over 5 years. SV —



Hamophilie B Etranacogen dezaparvovec (Hemgenix®)

i = "' .

End-of-Study Analysis of the HOPE-B Trial Confirms the Durable
Efficacy and Safety of Etranacogene Dezaparvovec Hemophilia
B Gene Therapy Over 5 Years

Steven W. Pipe'; Wolfgang Miesbach?; Michael Recht32®; Frank Leebeek?; Nigel S. Key®; Giancarlo Castaman®;
Susan Lattimore”; Michiel Coppens®a®; Sandra Le Quellec?; Sean Gill?; Vaibhav Mahajan®’; Douglass Drelich®; Paul E. Monahan®

- |

Wniversity of Michigan, Ann Arbor, MI; ZUniversity Hospital Frankfurt, Frankfurt, Germany; **Yale School of Medicine, New Haven, CT,
“National Bleeding Disorders Foundation, New York, NY; ‘Erasmus University Medical Center Rotterdam, Rotterdam, Netherlands; University of North Carolina, Chapel Hill, NC;
SCareggi University Hospital, Florence, italy; "Oregon Heath & Science University, Portland, OR; ®Amsterdam UMC, University of Amsterdam, Amsterdam, The Netherlands;
#amsterdam Cardiovascular Sciences, Pulmonary Hyperension & Critical Care, Amsterdam, The Netherlands; “CSL Behring, King of Prussia, PA. "At the time of research.

Steven Pipe. 538 End-of-study analysis of the HOPE-B trial confirms the durable efficacy and safety of etranacogene dezaparvovec &P
&

hemophilia b gene therapy over 5 years.
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Hamophilie B Etranacogen dezaparvovec (Hemgenix®)

ABRs decreased over 5 years post-gene therapy

1 418

Lead in

2.24
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Ized bleeding rain_ CI

ABR all bleeds

£}
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Joint ABR

Y1 Y2
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Steven Pipe. 538 End-of-study analysis of the HOPE-B trial confirms the durable efficacy and safety of etranacogene dezaparvovec

hemophilia b gene therapy over 5 years.

Adjusted ABR (95% ClI)

Adjusted ABR (95% CI)
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Hamophilie B Etranacogen dezaparvovec (Hemgenix®)

Endogenous FIX activity was stable over 5 years

Mean (SD) FIX activity was 39.0 (18.7) IU/dL at month 6 and 36.1 (15.7) IU/dL at year 5
125 1
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Week Month

Time post-etranacogene dezaparvovec infusion
Number of participants with data: 54 43 48 51 47 46 4B 46 44 46 51 48 45 51 47 45 51 50 S0 S0 50 S50 49 48 50 47 47 48
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Steven Pipe. 538 End-of-study analysis of the HOPE-B trial confirms the durable efficacy and safety of etranacogene dezaparvovec
hemophilia b gene therapy over 5 years. SV —
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VTE Apixaban oder Rivaroxaban zur verlangerten Antikoagulation

Francis Couturaud. 740 Apixaban or rivaroxaban for extended anticoagulation in patients with venous thromboembolism: A post hoc

=
analysis of the renove clinical triall. G0 —
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VTE

Apixaban oder Rivaroxaban zur verlangerten Antikoagulation

American Society of Hematology

Helping hematologists conquer blood diseases worldwide

67th ASH Annual Meeting
| Orlando,
EN@)E

OC, December 8, 2025
APIXABAN OR RIVAROXABAN FOR EXTENDED ANTICOAGULATION IN PATIENTS

WITH VENOUS THROMBOEMBOLISM: A POST HOC ANALYSIS OF THE RENOVE

CLINICAL TRIAL. THE RENOVE TRIAL

Philippe Girard, M.D*., Emilie Presles, M.S., Olivier Sanchez, M.D., Ph.D., Jeannot Schmidt
M.D., Ph.D., Nicolas Meneveau M.D., Ph.D., Alice Ballerie M.D., Marie-Antoinette Sevestre
M.D., Ph.D., Sandrine Acassat. M.D., Gilles Pernod M.D., Ph.D., Isabelle Mahe M.D., Ph.D

CecileTromeur M.D., Ph.D., Patrick Mismetti M.D., Ph.D., Silvy Laporte M.D., Ph.D
*In memory

Francis Couturaud M.D., Ph.D., for the RENOVE Investigators
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VTE Apixaban oder Rivaroxaban zur verlangerten Antikoagulation

Median follow-up of 36 months

17 French centers & >
Reduced dose of DOAC
(apixaban 2.5 mg BID or rivaroxaban 10 mg OD)
6-24 months of
2 . anticoagulation
VTE at high risk 7
of recurrence

= 2774 patients ‘ full dose of DOAC .

(apixaban 5 mg BID or rivaroxaban 20 mg OD)

Inclusion Studjr end
Randomization 1 year after last included patient

Francis Couturaud. 740 Apixaban or rivaroxaban for extended anticoagulation in patients with venous thromboembolism: A post hoc =N
analysis of the renove clinical triall. SV —



VTE

Apixaban oder Rivaroxaban zur verlangerten Antikoagulation

EN@VE-tial \ain findings from RENOVE trial

Recurrent VTE

aHR (95%Cl): 1.32 (0.67-2.60)
P-nonivr= 0.23

2.2% at 5 years

Bleeding

aHR (95%Cl): 0.61 (0.48-0.79)

9.9% at 5 years

Net clinical benefit

aHR (95%Cl): 0.67 (0.53-0.86)

11.8% at 5 years
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Couturaud et al. Lancet 2025:405:725-33.

Francis Couturaud. 740 Apixaban or rivaroxaban for extended anticoagulation in patients with venous thromboembolism: A post hoc =N
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VTE Apixaban oder Rivaroxaban zur verlangerten Antikoagulation
KENYE- trial Recurrent VTE

S-year cumulative incidence

Patients with reduced or
full dose DOAC e —
Rivaroxaban Apixaban

All RENOVE study population (N=1513) (N=1255) :
E 4 A Y VLT 2T,
Recurrent VTE - n (%) 21(2.2) 13 (1.7) i
HR (95% Cl) 1.19 (0.59 - 2.37) e
Adjusted HR (95% CI)* 1.15 (0.57 - 2.31) ——— T

Francis Couturaud. 740 Apixaban or rivaroxaban for extended anticoagulation in patients with venous thromboembolism: A post hoc =N
analysis of the renove clinical triall. SV —



VTE Apixaban oder Rivaroxaban zur verlangerten Antikoagulation

KENYE- trial Recurrent VTE
S-year cumulative incidence

Patients with reduced or Full dose Reduced dose
full dose DOAC

Rivaroxaban Apixaban

Rivaroxaban  Apixaban Rivaroxaban  Apixaban
All RENOVE study population (N=1513) (N=1255) (N=755) (N=630) (N=758) (N=625)
Recurrent VTE - n (%) 21 (2.2) 13 (1.7) 9(1.7) 6 (2.0) 12 (2.7) 7 (1.4)
HR (95% Cl) 1.19(0.59-2.37) 1.07 (0.38-3.01) 1.29(0.51-3.27)
Adjusted HR (95% CI)* 1.15(0.57-2.31)

1.08 (0.38 - 3.07) 1.20 (0.47 - 3.08)

Francis Couturaud. 740 Apixaban or rivaroxaban for extended anticoagulation in patients with venous thromboembolism: A post hoc
analysis of the renove clinical triall.
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VTE Apixaban oder Rivaroxaban zur verlangerten Antikoagulation
r‘El’(YE- trial  Primary outcome — clinically relevant bleeding

S-year cumulative incidence

Patients with reduced or full
dose DOAC o e
Rivaroxaban Apixaban
All RENOVE study population (N=1513) (N=1255) I——_ —
o ——e
Clinically relevant bleeding, n(%) 132 (11.7) 118(13.7) i _ff_’:_,ff
- il f'___..:r‘“
HR (95% CI) 0.85 (0.67 - 1.10) /
Adjusted HR (95% CI)* 0.90 (0.70-1.17) _ .

Trw wncy cancorGaton (maria)

Francis Couturaud. 740 Apixaban or rivaroxaban for extended anticoagulation in patients with venous thromboembolism: A post hoc =N
analysis of the renove clinical triall. SV —



VTE Apixaban oder Rivaroxaban zur verlangerten Antikoagulation
EN@VE-trial  primary outcome — clinically relevant bleeding

S-year cumulative incidence

Patients with reduced or full Full dose Reduced dose
dose DOAC
Rivaroxaban Apixaban Rivaroxaban  Apixaban Rivaroxaban Apixaban
All RENOVE study population (N=1513) (N=1255) (N=755) (N=630) (N=758) (N=625)
Clinically relevant bleeding, n(%) 132 (11.7) 118(13.7) 84 (14.0) 70 (16.5) 48 (9.0) 48 (11.0)
HR (95% Cl) 0.85 (0.67 - 1.10) 0.91 (0.67 - 1.26) 0.77 (0.51 - 1.15)
Adjusted HR (95% CI)* 0.90 (0.70-1.17) 0.99 (0.71-1.38) 0.81(0.53-1.23)

Francis Couturaud. 740 Apixaban or rivaroxaban for extended anticoagulation in patients with venous thromboembolism: A post hoc =N
analysis of the renove clinical triall. SV —



VTE Apixaban oder Rivaroxaban zur verlangerten Antikoagulation
KENYE- trial Major bleeding

S-year cumulative incidence

Patients with reduced or
full dose DOAC - —

Rivaroxaban Apixaban )

All RENOVE study population (N=1513) (N=1255) ;
g 54 L i Re i X L) .
Major bleeding - n (%) 26 (2.5) 27 (3.9) i —
- #_.# _,J”I

HR (95% ClI) 0.72 (0.42-1.23) e
Adjusted HR (95% Cl1)* 0.82 (0.46 - 1.44) i

Francis Couturaud. 740 Apixaban or rivaroxaban for extended anticoagulation in patients with venous thromboembolism: A post hoc =N
analysis of the renove clinical triall. SV —



VTE Apixaban oder Rivaroxaban zur verlangerten Antikoagulation
’*ENYE- trial Major bleeding

o-year cumulative incidence

Patients with reduced or Full dose Reduced dose
full dose DOAC
Rivaroxaban Apixaban Rivaroxaban  Apixaban Rivaroxaban  Apixaban
All RENOVE study population (N=1513) (N=1255) (N=755) (N=630) (N=758) (N=625)
Major bleeding - n (%) 26 (2.5) 27 (3.9) 18 (3.5) 20 (4.6) 8 (1.6) 7 (3.0)
HR (95% Cl) 0.72 (0.42-1.23) 0.66 (0.35-1.25) 0.85 (0.31- 2.36)
Adjusted HR (95% CI)* 0.82 (0.46 - 1.44) 0.79 (0.40 - 1.55) 0.87 (0.30 - 2.50)

Francis Couturaud. 740 Apixaban or rivaroxaban for extended anticoagulation in patients with venous thromboembolism: A post hoc &P =N
analysis of the renove clinical triall. —
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VTE und Krebs Vergleich DOAK und NMH
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Comparative safety and effectiveness of direct
oral anticoagulants and low-molecular weight
heparin in patients with venous

thromboembolism and cancer in Europe
(VICTORIE)

Rupesh Subash. 24 Comparative safety and effectiveness of direct oral anticoagulants and low-molecular weight heparin in patients with Por' =
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VTE und Krebs Vergleich DOAK und NMH

Data Sources

Norwegian National Patient Registry (NPR) linked
to National Prescription Database (NPD)

Swedish NPR linked to NPD
Finnish NPR linked to NPD

UK Clinical Practice Research Datalink (CPRD)
Aurum linked to Hospital Episode Statistics (HES)

¥ To &

German Social Health Insurance databases (AOK

Plus and GWQ) Each countries data source
was linked at the patient level.

Wil

Rupesh Subash. 24 Comparative safety and effectiveness of direct oral anticoagulants and low-molecular weight heparin in patients with Por' =
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VTE und Krebs Vergleich DOAK und NMH

VTE diagnosis from 1 December 2012 to 30 September ZGTE_"
N=562,818

1
Cancer diagnosis in the 6 months. prior to ndex VTE event and |
up 1o index date Included

Patient Attrition : |

MN=130,758

[ DOAC (apixaban, nvarcxaban, dabigatran, or edoxaban) or 3 Not i ’
LMWH with 20 days of the VTE included in
« After IPTW, 30,002 and x sl J anciysas

. . ) | —
2,892 patients were in the Aguxitiymacs [

: : Excluded
LM.WH-aplxaban' . AT \ .
weighted comparison, L ot J

AN e S
and 29,976 and 4,321 T o
patients in the LMWH- i st 1
g : \ N=23817 J
fwaroxabapweignted @ @—@@=0zZ ] e eascasecse e
. " included populaton
comparison, respectively. [ N=48,170 ]
1
1 | 1 1 1 1
[ LMWH [ Apixaban ] [ Rivaroxaban ] VKA Dabigatran** Edoxaban**
N=34,687 N=3,045 N=4,537 N=3,176 N=145 N=580
Finland**
N=5841
[ Weightad population
Abbreviations: DOALC = direct oral anticoagulant, IVC = infenor
i vena cava: LMWH = low-molecular ht heparin; OAC = oral
[ o ] Tt anscosguent: PAC = Emml-m%ts:nl. VKA = vitamin K

fgf% American Society of Hematology

Rupesh Subash. 24 Comparative safety and effectiveness of direct oral anticoagulants and low-molecular weight heparin in patients with Por' =
venous thromboembolism and cancer in europe. SV —



VTE und Krebs Vergleich DOAK und NMH

Bleeding Incidence Rates and Hazard Ratios

e oxaban vs. LMWH Apixaban LW
Overall bleed - 14.94 [10.16-21.97] 24 60 [15.37-39.37] 0.67 [0.53-0.86]
Gl bleed * 6.37 [4.34-9.35] 7.71[5.61-10.61] 0.89 [0.61-1.29]
ICH bleed * 1.25 [0.76-2.09] 2.21[1.91-2.55] 0.67 [0.31-1.44]
Other bleed . 941 [5.74-15.44] 16.06 [8.40-30.71] 0.64 [0.41-0.998]

Rivaroxaban vs. LMWH Rivaroxaban LMWH
Overall bleed —a— 20.54 [12.47-33.81) 24.38[15.32-38.79] 0.98 [0.83-1.15]
Gl bleed . 6.05 [2.86-12.82] 7.60 [5.57-10.36] 0.86 [0.47-1.58]
ICH bleed - —— 0.78 [0.38-1.63] 221 [1.91-255] 0.32 [0.13-0.82]
Other bleed e 13.21 [7.01-24.91] 15.94 [8.39-30.29] 0.89 [0.74-1.08]

Hazard Rano {95% C)

« rVTE was underpowered for comparative analysis.

« Apixaban was associated with a lower risk of overall and other bleeding, with similar risks for Gl and ICH compared to LMWH.
« Rivaroxaban had a similar risk of overall, Gl, and other bleeding compared to LMWH, but a lower risk of ICH.

Abbreviations: Cl = confidence interval; Gl = gastrointestinal; HR = hazard ratio; ICH = intracranial hemorrhage; LMWH = low-molecular weight hepann; PY = person-year

@€ American Society of Hematology

Rupesh Subash. 24 Comparative safety and effectiveness of direct oral anticoagulants and low-molecular weight heparin in patients with Por' =

venous thromboembolism and cancer in europe.
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VTE und Krebs Thrombozytenaggregationshemmern/NSAIDs + Apixaban
|

Impact of Concurrent Antiplatelet Use on the Safety and Efficacy of
Thromboprophylaxis with Apixaban in Patients with Cancer:
A Post-Hoc Analysis of the AVERT Trial
Mysa Saad, PGY-2 Internal Medicine Resident, University of Ottawa
uOttawa
1
=

K2 e

The Ottawa | L'Hopital
d'Ottawa
Institut de recherche

|
ﬁ} Hospital
Reseorch Institute
Mysa Saad. 741 Impact of concurrent antiplatelet/NSAID use on the safety and efficacy of thromboprophylaxis with apixaban in patients Por'

with cancer: A post-hoc analysis of the AVERT trial.




VTE und Krebs Thrombozytenaggregationshemmern/NSAIDs + Apixaban

1803

AVERT Trial

* Newly diagnosed or
progressive cancer

* Khorana score > 2

* |nitiating a new course
of chemotherapy for
minimum of 3 months

Y 210 days

Primary efficacy and
safety outcomes
g American Society of Hematology Carrier M et al. N Engl ] Med. 2019; 380:711-719. 4

Mysa Saad. 741 Impact of concurrent antiplatelet/NSAID use on the safety and efficacy of thromboprophylaxis with apixaban in patients &P
with cancer: A post-hoc analysis of the AVERT trial. Sl



VTE und Krebs

Thrombozytenaggregationshemmern/NSAIDs + Apixaban
Study Population

Apixaban Placebo
n =288 n =275
Concurrent use of drugs with antiplatelet properties
|

Yes
n =99 (34.4%)

No
n =189 (65.6%)

Concurrent use of drugs with antiplatelet properties

Yes

No
n =85 (30.9%) n =190 (69.1%)
Antiplatelet NSAIDs Antiplatelet NSAIDs
agents n = 36 (36.4%) agents
n = 55 (55.5%) - . n = 44 (51.8%)
Missing (n=2)

n = 31 (36.5%)

@ American Society of Hematology

Missing (n=2)

with cancer: A post-hoc analysis of the AVERT trial.

8
Mysa Saad. 741 Impact of concurrent antiplatelet/NSAID use on the safety and efficacy of thromboprophylaxis with apixaban in patients &P
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VTE und Krebs

Thrombozytenaggregationshemmern/NSAIDs + Apixaban

Subgroup Outcomes — Apixaban Arm

Concurrent use of antiplatelet agents was associated with:

Clinically relevant Major bleeding CRNMB VTE
bleeding
HR 2.02 HR 0.74 HR 2.63 HR 0.73
95% CI 1.29-3.18 95% C1 0.16-3.45 95% C11.594.35 95% Cl10.21-2.53
g American Society of Hematology
with cancer: A post-hoc analysis of the AVERT trial.

12
Mysa Saad. 741 Impact of concurrent antiplatelet/NSAID use on the safety and efficacy of thromboprophylaxis with apixaban in patients &P
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VTE und Krebs

Thrombozytenaggregationshemmern/NSAIDs + Apixaban

Subgroup Outcomes — Apixaban Arm

Concurrent use of NSAIDs was associated with:

46¢

Clinically relevant Major bleeding CRNMB VTE
bleeding
— —— ey ﬂ
HR 1.33 HR 3.62 HR 0.88 HR 0.49
95% Cl1 0.56-3.12 95% C10.52-25.30 95% Cl10.67-1.15 95% CI 0.38-0.62
g American Society of Hematology
with cancer: A post-hoc analysis of the AVERT trial.

13
Mysa Saad. 741 Impact of concurrent antiplatelet/NSAID use on the safety and efficacy of thromboprophylaxis with apixaban in patients &P
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VTE und Krebs Thrombozytenaggregationshemmern/NSAIDs + Apixaban

Outcomes — Placebo Arm

Concurrent use of drugs with antiplatelet properties was associated with:
* Increased risk of CRNMB (HR 1.88, 95% Cl 1.0-3.55)

* Nosignificant difference in the rates of clinically relevant bleeding events
or major bleeding events

* Nossignificant difference in the rates of VTE

Antiplatelet agents / NSAIDs subgroups:

* Nossignificant differences were observed in the rates of clinically relevant
bleeding, CRNMB, major bleeding, or VTE events

e American Society of Hematology ”

Mysa Saad. 741 Impact of concurrent antiplatelet/NSAID use on the safety and efficacy of thromboprophylaxis with apixaban in patients &P
with cancer: A post-hoc analysis of the AVERT trial. Sl
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APS DOAK oder Warfarin APS mit niedrigem Risiko
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Real-world outcomes of direct oral anticoagulants
versus warfarin in patients with single positive
antiphospholipid antibody syndrome: A trinetx
cohort analysis
Fayaz Khan', Renu Bhargavi Boyapati?, Zuhair Alam?
é. ;.:Eri:faﬂrsg :E:;ﬂ;ﬁ:;f:::: ;aétggpﬁi:::ﬁ;z gaolﬁ sge:lesru E;:?IS;ENY: 2 Baton Rouge General Internal Medicine Residency,
Renu Bhargavi Boyapati. 953 Real-world outcomes of direct oral anticoagulants versus warfarin in patients with singlepositive =
Sy =

antiphospholipid antibody syndrome: A trinetx cohort analysis.
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APS DOAK oder Warfarin APS mit niedrigem Risiko

METHODS

* Three parallel, retrospective cohort studies using the TriNetX global network (National EHR
based database).

* Adult patients (218 years) with APS and isolated positivity for aCL, LAC, or aB2GP1 antibodies
who were newly initiated on DOACs were compared to those started on warfarin.

*  Propensity score matching was performed 1:1 for demographics and key comorbidities.

* Follow up: 2 years

* Statistical analysis utilized Kaplan-Meier survival curves with log-rank tests and hazard ratios
(HR) with 95% confidence intervals;

* p<0.05 was considered significant.

@:‘:« American Society of Hematology

Renu Bhargavi Boyapati. 953 Real-world outcomes of direct oral anticoagulants versus warfarin in patients with singlepositive

antiphospholipid antibody syndrome: A trinetx cohort analysis. SV
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APS

DOAK oder Warfarin APS mit niedrigem Risiko

Results - Anticardiolipin (aCL) positive APS

No Statistically significant difference in
most outcomes

except for

LOWER RISK of Hospitalization

INCREASED RISK of Myocardial Infarction

* DOAC: 15 patients
* Warfarin: 10 patients

Q} American Society of Hematology

Renu Bhargavi Boyapati. 953 Real-world outcomes of direct oral anticoagulants versus warfarin in patients with singlepositive

antiphospholipid antibody syndrome: A trinetx cohort analysis.

Forest Plot - aCL-Positive APS (DOAC vs Warfarin)

Biooad Tl ety

intracranial Hemarrhage

Id-pocml infarctaon

Hohemmad Stroke

1.40 (0.70-2.82); p=0.34
0.79 (0.33 -1.88); p=0.59
2.09 (0.38- 11.41); p=0.39
1.35 (0.80- 2.30); p=0.26
1.25 (0.77-2.03); p=0.37
0.77 (0.48-1.22); p=0.27
0.88 (0.52-1.51); p=0.64
0.378 (0.175-0.817); p=0.010
0.94 (0.68-1.31); p=0.72
0.56 (0.21-1.52); p=0.25
0.76 (0.35-1.65); p=0.48
1.69 (0.95-3.01); p=0.07
2.48 (1.01-6.09); p=0.040
0.70 (0.31-1.57); p=0.38

107

10°
Hazard Ratio (95% O
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Renu Bhargavi Boyapati. 953 Real-world outcomes of direct oral anticoagulants versus warfarin in patients with singlepositive

DOAK oder Warfarin APS mit niedrigem Risiko

Lupus Anticoagulant (LAC) Positive APS

No Statistically significant difference in
rates of Ml, PE
Emergency visits, outpatient visits.

Blood Transfusion

intracranial Hemorrhage
Hemopentoneum
Gl Blead

bron Deficiency Anemis

LOWER RISK of ICH, Gl Bleed,
Hemoperitoneum, Blood transfusion

Myocardial Infarction

Emergency Visits
Arterial thrombosis, Ischemic stroke, DVT, Outpstient visits
Hospitalization, all-cause mortality. ———

All-cause Mortality
Pulmonary Embolsm
INCREASED RISK of iron Deficiency anemia ot

Peripheral Arterial Thrombosis

Ischemic Stroke

@ American Society of Hematology

antiphospholipid antibody syndrome: A trinetx cohort analysis.

Forest Plot - LAC-Positive APS (DOAC vs Warfarin)

e 0.76 (0.57- 0.99); p= 0.049

—e—  0.50(0.32-0.77); p=0.001
0.18 (0.06—0.53); p<0.001

- 0.72(0.58-0.88); p=0.001
~ 122 (1.05-1.42); p=0.010
~+— 124 (0.85-1.80); p=0.27

+  0.92(0.82-1.03); p=0.13
+ 1.05(0.90-1.220; p=0.53

= 0.75(0.66- 0.86); p<0.001

* | 0.61(0.53-0.71); p<0.001
~-  0.85(0.70-1.04); p=0.12

- 0.79 (0.69-0.91); p=0.001
—+—  0.59(0.43-0.80); p=0.001
=~ 0.50(0.37-0.67); p<0.001

10t

10°
Hazard Ratio [95% C1)
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APS DOAK oder Warfarin APS mit niedrigem Risiko

Anti-Beta 2 Glycoprotein (aB2GP1) Positive

Biood Transtusion 0.50 (C10.21-1.23) p=0.13
No Statistically significant wercranio Wemorhage  ———=——— 0.95{0.29-2.06) p= 0.1
Hemoperitoneum 1.79 (0.30- 10.75) p= 0.52
difference in most of the outcomes = i 0.79 (0.42- 1.48) p= 0.47
won Deficiency Anemia LUE 0.96 (0.58- 1.59) p= 0.88
Emergency Visits —— 0.96 (0.62-1.49) p=0.86
" T ik | 1.00 (0.50-2.00) p=0.997
LOWER RISK of Ischemic stroke R | I S
AN-cause Mortality i 0.89 (0.60-1.31) p= 0.55
Plmonary Embollsm MESLI: - 0.79 (0.33-1.89) p=0.60
INCREASED RISK: NONE owt R 0.80 (0.39-1.66) p= 0.55
Penipheral Artenal Thrambosss —— 1.05 (0.39-2.79) p=0.93
Myocardial Infarction SE A i 0.61 (0.24-1.53) p=0.28
Fechuermac Stroke ——s————— 0.21 (0.06-0.74) p= 0.007
10! 10° 104

Harard Ratio (95% CI)

P ; i :
@} American Society of Hematology

Renu Bhargavi Boyapati. 953 Real-world outcomes of direct oral anticoagulants versus warfarin in patients with singlepositive
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