
NordCoag 2026  
 

Abstract No. 1 of 20 

Patient Experience with Mim8 Prophylaxis: 52-Week Patient-Reported Outcomes 
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Introduction  
Mim8 is a bispecific activated factor VIII mimetic antibody for subcutaneous prophylaxis (PPX) in people with 
haemophilia A (PwHA) with/without inhibitors. We report 52 week patient reported outcomes (PROs) from phase 3 
FRONTIER2 (NCT05053139) in PwHA aged ≥12 years. 
Methods  
Prior on-demand (OD) participants either continued OD for 26 weeks then switched to Mim8 once-weekly (QW) or 
once-monthly (QM) for 26 weeks (Arm 1), or were randomised at baseline to Mim8 QW (Arm 2a) or QM (Arm 2b) for 
52 weeks. Prior clotting factor concentrate (CFC) PPX participants were randomised to Mim8 QW (Arm 3) or QM 
(Arm 4) for 52 weeks. PROs: Hemophilia Treatment Experience Measure (Hemo TEM, 0–100; lower=lower burden; 
meaningful ≥8 point reduction), PedsQL physical functioning (0–100; higher=better), Joint Pain Rating Scale (JPRS, 
0–10; lower=less pain), Patient Global Impression of Change (PGI C), and Hemophilia Patient Pref-erence 
Questionnaire. 
Results  
QW and QM results were consistent in the 281 participants; data were pooled by prior treatment (OD or CFC PPX). 
At Week 52, mean Hemo TEM changes were –16.0 (Arm 1), –12.7 (Arms 2a/2b) and –9.7 (Arms 3/4); meaningful 
improvement occurred in 62%, 55% and 46% of participants, respectively. PedsQL increased by 13.0, 17.6 and 4.0; 
JPRS decreased by –1.8, –1.5 and –0.4. PGI C physical function improved in 100%, 90% and 72%, and pain intensity 
in 88%, 95% and 60% of participants. Preference for Mim8 over prior therapy was reported by 88% (Arm 1), 98% 
(Arms 2a/2b) and 91% (Arms 3/4) of participants. 
Conclusion  
Over 52 weeks, Mim8 PPX was associated with durable improvements in treatment burden, physical function and 
joint pain, with strong preference versus prior therapy. Similar PROs with QW and QM support dosing flexibility and 
sustained patient reported benefit beyond bleed control. 
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Concizumab Plasma Concentration Measurements and Modelling for Personalised 
Dose Adjustment in Patients with Haemophilia A/B with & without Inhibitors 
Göran Klement*, Mary Mathias1, Chris Barnes2, Johnny Mahlangu3, Tulika Seth4, Sonata Šaulytė Trakymienė5, 
Alan Faraj6, Jakob Oemar Gjørret6, Kristoffer Winther Balling6, Thomas Porstmann7, Hermann Eichler8 
*Novo Nordisk Scandinavia AB, Malmö, Sweden 1Haemophilia Comprehensive Care Centre, Great Ormond Street Hospital for 
Children NHS Foundation Trust, London, United Kingdom; 2The Royal Children’s Hospital, Melbourne, Victoria, Australia; 
3Department of Molecular Medicine and Haematology, Faculty of Health Sciences, University of the Witwatersrand and National 
Health Laboratory Service, Johannesburg, South Africa; 4Department of Hematology, All India Institute of Medical Sciences, 
New Delhi, India; 5Clinic of Children's Diseases, Faculty of Medicine, Vilnius University Hospital Santaros Klinikos, Vilnius 
University, Vilnius, Lithuania; 6Novo Nordisk, Søborg, Denmark; 7Novo Nordisk Health Care AG, Zurich, Switzerland; 8Institute 
of Clinical Hemostaseology and Transfusion Medicine, Saarland University and University Hospital, Homburg, Germany. 
 

Introduction 
Concizumab is an anti–tissue factor pathway inhibitor monoclonal antibody approved in Europe for once daily 
subcutaneous prophylaxis in patients with haemophilia A/B (HA/HB), with and without inhibitors. Concizumab shows 
non linear pharmacokinetics (PK); higher plasma concentrations are associated with lower annualised bleeding rate 
(ABR). We used phase 1–3 data to support dose selection and assess the impact of a one time, concentration guided 
dose adjustment. 
Methods 
After a study pause, patients in the phase 3 concizumab trials (explorer7/8) received a 1.0 mg/kg loading dose 
followed by 0.20 mg/kg once daily maintenance (MD). At Week 4, plasma concentrations guided a one time MD 
adjustment: <200 ng/mL, increase to 0.25 mg/kg; >4,000 ng/mL, decrease to 0.15 mg/kg; 200–4,000 ng/mL, maintain 
0.20 mg/kg. Data were pooled for population PK/pharmacodynamic and exposure–response modelling, including 
covariate effects and inter dose variability. Simulations evaluated dose adjustment and restart strategies after up to 
7 missed doses. 
Results 
The final model captured delayed absorption and combined linear and non linear elimination and described the 
clinical data well; bodyweight was the key covariate. In explorer7/8, concentrations were measured in 218/226 
concizumab exposed patients: 70.2% remained on 0.20 mg/kg, 25.2% increased to 0.25 mg/kg, and 4.6% decreased 
to 0.15 mg/kg. Dose adjustment increased the proportion within the 200–4,000 ng/mL target range, consistent with 
model predictions. Simulated and observed analyses showed lower ABR with higher concizumab concentration; ABR 
in both dose adjusted groups was similar to the unchanged dose group. Simulations supported missed dose 
mitigation: 1 missed dose, continue MD; 2–6 missed doses, double MD; 7 missed doses, reload then MD. 
Conclusions 
Plasma concentration guided, one time dose adjustment can optimise concizumab prophylaxis in HA/HB with/without 
inhibitors. Exposure–response analyses confirmed the validity of the 200–4,000 ng/mL target range, and modelling 
supports the regimen, including restart recommendations after missed doses. 
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Introduction 
Concizumab is an anti–tissue factor pathway inhibitor (TFPI) mAb, EU approved for once daily subcutaneous 
prophylaxis in haemophilia A/B (HA/HB) with or without inhibitors. This exploratory analysis in the prospective, 
multicentre, open label, phase 3 explorer8 study (NCT04082429) compared non joint bleeds on concizumab 
prophylaxis versus on demand treatment in patients with HA/HB without inhibitors. 
Methods 
Male patients (≥12 years) previously treated on demand were randomised 1:2 to continue on demand or start 
concizumab; after ≥24 weeks, on demand patients switched to concizumab. Concizumab: 1.0 mg/kg loading dose 
(Day 1) then 0.20 mg/kg daily, with a possible dose adjustment to 0.15 or 0.25 mg/kg (weeks 5–8) based on plasma 
levels after week 4. Non joint bleeds were assessed at 32 and 56 week cut offs. Annualised bleeding rates (ABRs) 
for treated muscle bleeds were assessed at the 32 week cut off; muscle bleed origin and severity were evaluated at 
both cut offs. Informed consent and ethics committee approval were obtained. 
Results 
This analysis included 42 concizumab patients (HA n=18; HB n=24) and 21 on demand patients (HA n=9; HB n=12). 
At the 32 week cut off, muscle bleeds were the most frequently reported non joint bleeds. On concizumab: HA 3 
bleeds (4.4% of all treated bleeds) in 2 patients (11.1%); HB 4 bleeds (6.8%) in 2 (8.3%). On demand: HA 16 bleeds 
(12.6%) in 5 (55.6%); HB 14 bleeds (12.6%) in 4 (33.3%). Estimated mean muscle bleed ABRs were significantly 
lower with concizumab vs on demand (95%/85% reductions for HA/HB): ABR ratio (95% CI) HA 0.05 (0.01–0.25), 
p<0.001; HB 0.15 (0.03–0.82), p<0.029 (32 week cut off). Most muscle bleeds on concizumab were spontaneous 
and mild/moderate. At the 56 week cut off, low non joint bleed numbers were maintained on concizumab, and muscle 
bleed origin/severity were comparable to the 32 week cut off. 
Conclusion 
Estimated mean ABR showed concizumab reduced muscle bleeds by 95% (HA) and 85% (HB) versus on demand 
treatment. 
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Bridging survey insights and patient support: social media programme to educate 
about the importance of bleed reporting in haemophilia 
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Introduction 
Under-reporting of bleeding episodes in people with haemophilia can hinder accurate clinical assessment and 
individualised follow up. 
Methods 
A cross-sectional online survey (28 March–27 April 2025) was conducted in collaboration with the Swedish Bleeding 
Disorder Society; data collection was facilitated by MedMind. Respondents in Sweden (N=101; haemophilia A 86%, 
haemophilia B 14%) comprised adults self-reporting (≥16 years, 37%) and caregivers of children/adolescents 
(<16 years, 63%). Responses were descriptively analysed to identify knowledge gaps and practical barriers, and 
findings were used to co-develop patient and caregiver focused education delivered via social media. 
Results 
Bleed documentation/reporting emerged as a key gap. Among adults (≥16 years), approximately 65% reported 
documenting the number of bleeds since the last visit, approximately 34% did not, and approximately 2% were 
unsure. Among caregivers (<16 years), approximately 74% reported documenting, approximately 16% did not, and 
approximately 10% were unsure (100% stacked responses). Survey insights were translated into patient and 
caregiver focused social media assets, including “Bleed reporting” (an animated explainer on why/how to record 
bleeds and how this supports healthcare professionals in assessing treatment effectiveness) and “Haemophilia 
Academy” (a Swedish Bleeding Disorder Society educational programme supporting people with haemophilia and 
caregivers). 
Conclusion 
Under-reporting remains a meaningful barrier to optimal follow up and individualised haemophilia care in Sweden. A 
survey informed, social media led education programme co developed with a patient organisation is a pragmatic 
approach to close knowledge gaps and support more accurate bleed reporting; next steps include a follow up survey 
and evaluation of digital reach, engagement, and self-reported changes in reporting behaviour. 
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Protein C Is disproportionately affected by hyperbilirubinemia compared to other 
chromogenic assays on the Sysmex CS-2500 
Annica Braf, Andreas Wendel Heiding, Jovan Antovic, Charlotte Gran 
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Background 
Hemostasis in liver cirrhosis is fragile and often described as “rebalanced,” making isolated pro- and anticoagulant 
markers difficult to interpret. Hyperbilirubinemia is common in advanced liver disease and can interfere with photo-
optical coagulation assays, as bilirubin absorbs light in the same spectral range used by many chromogenic methods. 
Evidence regarding the impact of bilirubin on Sysmex CS instruments and specialized anticoagulant assays remains 
limited. 
Methods 
Pooled normal plasma was spiked with bilirubin conjugate-ditaurate in 50 µmol/L increments, covering concentrations 
from 50 to 600 µmol/L. The following parameters were measured on a Sysmex CS-2500 analyzer: protein C activity, 
free protein S antigen, factor VIII (FVIII), factor IX (FIX), and antithrombin. Results were expressed relative to the 
baseline value at 50 µmol/L bilirubin, which was set to 100%. 
Results 
Increasing bilirubin levels produced a concentration-dependent negative bias across most assays, most notably for 
protein C. Protein C activity dropped below 90% at 250 µmol/L, declined further to 69% at 450 µmol/L, and reached 
approximately 52–55% at 500–600 µmol/L, with the steepest decline observed between 400 and 500 µmol/L. Free 
protein S remained stable (92–98%) up to 450 µmol/L, then decreased modestly to around 87–88% at higher 
concentrations. FVIII showed a gradual reduction to 84% at 600 µmol/L. FIX exhibited minimal variation (94–102%) 
across the full range. Antithrombin activity showed only slight decreases, reaching 92% at the highest bilirubin level. 
Conclusions 
Hyperbilirubinemia can cause clinically relevant underestimation of protein C activity on the Sysmex CS-2500 
platform, while effects on free protein S, FVIII, FIX, and antithrombin are comparatively minor. These findings are 
specific to the instrument and assay setup used, and other platforms may differ in susceptibility to bilirubin 
interference. 
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Joint Health in Patients with Severe Haemophilia A Treated with Efanesoctocog 
Alfa: 12-Month Interim Results from the FREEDOM Study 
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Background/Aims  
Efanesoctocog alfa is a first-in-class, high-sustained factor VIII replacement therapy. We report 12-month interim 
joint health and efficacy data from FREEDOM (NCT05817812), a 24-month, Phase 3b study in patients with severe 
haemophilia A receiving efanesoctocog alfa prophylaxis. 
Methods 
Previously treated patients (≥12 years) with severe haemophilia A received once-weekly 50 IU/kg efanesoctocog 
alfa. Joint health was assessed using the Haemophilia Joint Health Score (HJHS) and Haemophilia Early Arthropathy 
Detection with Ultrasound (HEAD-US). Synovial hypertrophy (SH) was defined at the patient level (≥1 joint with 
HEAD-US SH score of 1–2) and joint level (SH scores of 1–2). SH changes are reported as reduction (≥1 joint with 
≥1-point HEAD-US SH score reduction at Month 12) or resolution (all SH-affected joints at baseline reaching scores 
of 0 at Month 12). 
Results 
FREEDOM enrolled 93 patients; 91 remained at Month 12. Mean (SD) total ABR/joint ABR was 0.3 (0.9)/0.2 (0.8). 
Mean (SD) HJHS total scores were 13.0 (17.6) at baseline (N=83) and 11.5 (16.7) at Month 12 (N=85) (mean change: 
−1.1 [4.4]; N=78). Mean (SD) HEAD US total scores were 9.8 (11.4) at baseline (N=88) and 8.6 (10.5) at Month 12 
(N=85) (mean change: 0.0 [2.8]; N=82). 
At baseline, 53.8% of patients had HEAD US SH in ≥1 joint, versus 45.1% at Month 12. Among 47 patients with ≥1 
SH-affected joint at baseline and assessment at Month 12, 53.2% had reduction or resolution; 19.1% achieved full 
resolution. Of 108 joints with SH at baseline, 44.4% had reduction or resolution at Month 12[JB1.1]. 
Conclusion 
Efanesoctocog alfa prophylaxis was highly effective in preventing joint bleeds; most patients had no treated joint 
bleeds over 12 months. Despite previous FVIII prophylaxis, ~half of patients entered FREEDOM with SH in ≥1 joint; 
of these, ~half had SH reduction or resolution after 12 months of efanesoctocog alfa. 
Funding 
Sobi. 
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Kaposiform Hemangioendothelioma Presenting with Life-Threatening Kasabach–
Merritt Phenomenon in a 2-Month-Old Girl 
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Background and aims  
Coagulopathies are commonly associated with vascular anomalies. Kasabach-Merritt phenomenon (KMP) is a 
consumptive coagulopathy, in which platelet trapping occurs within a vascular tumor, causing hypofibrinogenemia, 
severe thrombocytopenia and may lead to life-threatening bleeding. Localized intravascular coagulopathy (LIC) may 
present with overlapping features, including hypofibrinogenemia, milder thrombocytopenia and elevated D-dimers, 
but differs in pathophysiology and management. 
We present a case of Kaposiform hemangioendothelioma (KHE), initially presenting with severe LIC, highlighting the 
diagnostic challenges and importance of multidisciplinary evaluation. 
Case presentation 
A 2-month-old girl with facial asymmetry and persistent thrombocytopenia since birth presented with progressive 
worsening of breathing, swelling and a spreading red-purple rash affecting the left neck and face. On admission, 
severe thrombocytopenia (9x10^9/L), significantly elevated D-dimers (17.660 µg/L), hypofibrinogenemia (0.4 g/l) and 
severe anemia (hemoglobin 72 g/L). Imaging revealed an infiltrative cervical mass, suspicion for KHE. Initial 
stabilization included dexamethasone, platelet transfusion, tranexamic acid, vitamin K, fibrinogen concentrate and 
intravenous immunoglobulin, with only transient hematological improvement. 
During multidisciplinary discussion, clinical and radiological findings were considered highly suggestive of KHE with 
KMP. Due to high bleeding risk, biopsy was initially contraindicated. Empirical therapy with Prednisolone and 
Vincristine was initiated. Additionally, Aspirin and Propranolol were used to control the vascular lesion and KMP. 
Later Sirolimus was introduced and continued as targeted monotherapy. Despite efforts to minimize transfusions, 
platelet and red blood cell transfusions were required during the acute phase. Ultimately biopsy confirmed KHE. 
Results 
During a 2-year follow-up gradual and sustained clinical and hematological improvement was demonstrated with 
Sirolimus therapy, with D-dimers decreased to near-normal and no recurrence of severe thrombocytopenia. 
Conclusions 
This case highlights the heterogenous presentation of KHE. The initial presentation and laboratory findings showed 
severe consumptive coagulopathy and raised differential diagnostic considerations of LIC. However, later diagnostic 
imaging and biopsy confirmed KHE. 
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Profiles and Anticoagulant Outcomes at Helsinki University Hospital 
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Background and aims 
Pharmacomechanical catheter-directed thrombolysis (PCDT) is a percutaneous procedure reserved for carefully 
selected patients with acute upper or lower extremity deep vein thrombosis (UEDVT, LEDVT). Optimal anticoagulant 
treatment following PCTD in these patients has not been established. No randomized controlled studies have been 
conducted. Aim of this study is to characterize acute UEDVT and LEDVT patients treated with PCDT and compare 
the treatment outcomes of different anticoagulant regimen: direct oral anticoagulant (DOAC), vitamin K-agonist 
(VKA), and low-molecular-weight heparin (LMWH). 
Methods 
We studied patient characteristics and outcomes of patients successfully treated with PCDT in a single center 
retrospective cohort in Helsinki University Hospital over a 10-year period (2014-2023). Outcomes of VKA, DOAC, 
and LMWH therapy were evaluated during a 6-month follow-up. The primary efficacy endpoint was rethrombosis 
during anticoagulant treatment and the primary safety endpoint was clinically relevant bleeding or death. 
Results 
A total of 280 PCDT-treated patients were identified; 170 (61%) had UEDVT and 110 (39%) LEDVT. Venous 
obstruction was diagnosed in 232 (83%) of all patients, thoracic outlet syndrome in 152/170 (89%) of UEDVT and 
May-Thurner syndrome in 49/110 (45%) LEDVT patients. Rethrombosis occurred in 13/107 (12%), 8/42 (19%), and 
3/21 (14%) in UEDVT, and in 3/42 (7%), 1/39 (3%), and 6/29 (21%) in LEDVT patients receiving VKA, DOAC, and 
LMWH respectively. No statistically significant differences were observed between anticoagulant regimens. No 
disease-related deaths were observed. Clinically relevant bleeding was rare (3-4%). 
Conclusions 
This study provides a contemporary characterization of UEDVT and LEDVT patients treated with PCDT, with a high 
prevalence of venous obstruction. No specific risk factor for rethrombosis was identified. The cohort size limits 
definitive comparison between oral anticoagulation strategies, although trend toward lower rethrombosis rate with 
VKA was observed in UEDVT. Larger studies are needed to determine the optimal anticoagulant regimen after PCDT. 
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Background 
Von Willebrand disease (VWD) is diagnosed using standard laboratory assays that do not reflect hemostasis under 
physiological flow conditions or explain bleeding variability across VWD types. 
The Total Thrombus-Formation Analysis System (T-TAS) is a flow-based assay evaluating platelet-dependent 
thrombus formation (PL-chip, collagen, shear rate 1500 s⁻¹) and fibrin-rich thrombus formation (AR-chip, 
collagen/tissue factor, shear rate 600 s⁻¹). T-TAS may provide complementary information relevant to bleeding risk. 
Aims 
To evaluate T-TAS findings across different VWD types. 
Methods 
T-TAS was performed in healthy controls (n=28) and VWD patients (n=26): type 1 (n=6), 2A (n=10), 2B (n=3), 2M 
(n=2) and 3 (n=5). 
Blood was collected in BAPA anticoagulant for PL- and citrate for AR-chip. Occlusion start time (OST), occlusion 
time (OT), and area under the curve (AUC) were assessed. Type 3 VWD patients were tested after a 72-hour washout 
from prophylactic VWF/FVIII treatment. Group differences were analyzed using one-way ANOVA. 
Results 
PL-chip. Mean OST was significantly prolonged in all VWD types vs. controls (p<0.001) and absent in type 3. Mean 
AUC was reduced in all VWD types vs. controls, with the lowest values observed in type 3, 2B and 2A (p<0.001). 
AR-chip. Mean OST and OT were prolonged in VWD vs. controls, most markedly in type 3 and 2A (p<0.001). Mean 
AUC was reduced across all VWD types, with the greatest reduction in type 2A and 3 (~9-fold decrease) (p<0.001). 
Conclusions 
T-TAS identified distinct type-specific hemostatic abnormalities in VWD. PL-chip was particularly sensitive to 
multimer-dependent impairment under high shear rate. In turn, AR-chip detected delayed thrombus formation time 
but larger AUC with TF, reflecting combined platelet-, residual VWF-, and thrombin-driven effects, relevant to 
bleeding risk. 
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Background 
Primary subclavian venous thrombosis (PSVT) affects young, active individuals and may cause post-thrombotic 
syndrome (PTS) in up to 45% of patients treated with anticoagulation alone. Early catheter-directed thrombolysis 
(CDT) followed by first rib resection (FRR) reduces PTS risk. This study reports outcomes of early CDT followed by 
FRR for acute PSVT in a regional population. 
Methods 
In a population of 2.2 million, 227 patients with PSVT were treated between 2013 and 2024 using a standardized 
regional care pathway. Early identification relied on collaboration between coagulation specialists, emergency 
physicians, and general practitioners. Patients presenting within 14 days of symptom onset were offered CDT 
(alteplase via basilic or brachial vein access) followed by FRR. FRR used an infraclavicular approach with resection 
of the anterior two-thirds of the first rib, the costoclavicular ligament, the subclavius tendon, and venolysis. Patients 
received postoperative anticoagulation for at least six weeks and were followed clinically and with duplex ultrasound 
at 1 and 12 months. The primary outcome was the Disabilities of the Arm, Shoulder and Hand (DASH) score; the 
secondary outcome was the Derkash classification. Ethical approval was obtained (2016_2484-31_2). 
Results 
Median age was 30 years (IQR 25–40), 51% were women, and 70% reported regular sports activity. Pulmonary 
embolism was present in 12%. Median time from symptom onset to diagnosis and CDT was 2 (IQR 1–4) and 6 (IQR 
4–8) days, respectively. At 12 months, 197 patients completed follow-up. Median DASH score improved from 30 
(IQR 13–45) to 1 (IQR 0–6). By Derkash classification, 98% (194/197) achieved an excellent or good outcome. 
Conclusions 
Early CDT followed by FRR provides excellent outcomes in acute PSVT. Most patients with PSVT in a population 
can be identified early and treated to avoid PTS. 
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Background 
Thrombosis of the hepatic vessels, including portal vein thrombosis (PVT) and hepatic vein thrombosis (HVT, Budd–
Chiari syndrome) is rare in children but can lead to severe short- and long-term morbidity. Multiple risk factors have 
been described, including catheterization of umbilical vessels, abdominal infections, underlying liver disease, and 
liver transplantation; however, data on epidemiology, diagnostic work-up, management strategies, and outcomes in 
pediatric populations remain limited. Management is complex and often requires a multidisciplinary approach 
involving pediatric hepatology, hematology, interventional radiology and surgery. Antithrombotic strategies vary 
widely, including low-molecular-weight heparin (LMWH), vitamin K antagonists (VKA), direct oral anticoagulants 
(DOACs), and invasive interventions, with limited pediatric evidence to guide treatment. In children with liver disease, 
the balance between thrombosis and bleeding risk is particularly challenging, and uncertainties persist regarding 
hepatic metabolism and the potential for drug accumulation or toxicity with DOAC use. 
The Throm-PED Registry is a prospective international registry established by the International Pediatric Thrombosis 
Network (IPTN) following an initiative from the Pediatric and Neonatal Thrombosis and Hemostasis Scientific and 
Standardization Committee of the International Society on Thrombosis and Haemostasis (ISTH). Currently, 114 
centers in 32 countries participate. 
Aims 
To study real-world management, effectiveness, safety of treatment, and outcomes of recent PVT and HVT in children 
and adolescents. Specific objectives are to: 
1. Describe current clinical practices regarding anticoagulation (DOACs, LMWH, VKA) and invasive treatments in 
pediatric patients with PVT and HVT. 
2. Evaluate the real-world effectiveness and safety of anticoagulant therapies and invasive procedures in this 
population. 
3. Assess the impact of underlying etiologies, including the presence and type of liver disease, on treatment outcomes 
and adverse events through subgroup analyses. 
Methods 
This is an international, multicenter, prospective observational cohort study embedded in the existing Throm-PED 
Registry. Children and adolescents with thrombosis of the hepatic vessels diagnosed within the preceding six months 
are eligible, regardless of underlying liver disease or treatment strategy. The registry has been expanded with 
disease-specific variables relevant to hepatic vessel thrombosis. 
Results 
Implementation of the expanded registry is ongoing. Inclusion of patients with PVT and/or HVT is planned to begin 
in August 2026. The study is endorsed by both the IPTN and the Vascular Liver Disease Group (VALDIG). 
Conclusion 
By leveraging an established global registry and interdisciplinary collaboration between pediatric hepatologists and 
hematologists this study will generate high-quality real-world evidence on the management and outcomes of hepatic 
vessel thrombosis. The findings aim to inform clinical practice and ultimately improve care for children with PVT and 
HVT worldwide. 
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Background and aims 
Characterizing long-term health trajectories in hemophilia requires comprehensive longitudinal data. Existing 
evidence often derives from treatment-center cohorts or clinical trials that lack complete comorbidity, socioeconomic, 
and long-term follow-up data. Evolving therapies with potential long-term toxicities necessitate robust, real-world 
population-level evidence. Leveraging Sweden’s personal identity numbers, this project aims to construct a 
comprehensive, population-based database to investigate disease burden, treatment patterns, long-term safety, and 
socioeconomic outcomes in the Swedish hemophilia population. 
Methods 
We will construct an integrated database through deterministic linkage using Swedish personal identity numbers. 
The database links data from Statistics Sweden (Multi-Generation Register, Total Population Register, Longitudinal 
Integrated Database for Health Insurance and Labour Market Studies [LISA], and Population and Housing 
Censuses), the National Board of Health and Welfare (National Patient Register, National Cancer Register, Cause 
of Death Register, Prescribed Drug Register, and Medical Birth Register), the Swedish Hemophilia Registry, and 
laboratory data from Karolinska University Hospital. The study population includes all individuals in the Hemophilia 
Registry under follow-up at Karolinska University Hospital, individuals with matching bleeding disorder ICD-codes 
and hospital visits, and patients with pathological bleeding blood tests. For each case, up to five general-population 
controls matched on age, sex, and place of birth will be randomly selected from the Total Population Register. 
Technical infrastructure will handle secure data integration, variable standardization, harmonization, and 
pseudonymization within secure environments at Karolinska Institutet. Ethical approval has been obtained from the 
Swedish Ethical Review Authority. 
Results 
The project establishes a secure, population-based data integration infrastructure and implements systematic 
curation and quality-control pipelines to ensure completeness and internal consistency. The resulting database 
enables high-resolution, longitudinal comparative analyses spanning medical, social, and economic domains with 
near-complete follow-up and minimized selection bias. 
Conclusions 
This project successfully creates a powerful, sustainable, and highly integrated technical foundation for registry-
based epidemiological studies. The database will fill key clinical knowledge gaps regarding the life course, 
comorbidities, and outcomes of people with hemophilia in Sweden. 
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Background 
Pregnancy and the postpartum period are associated with increased risk of venous thrombosis. The factor V Leiden 
mutation (FVL) further augments this risk by impairing TFPI inhibition and conferring resistance to activated protein 
C (APC)-mediated inactivation of both factor Va and VIIIa. The anticoagulant APC pathway resistance (APCR) can 
be assessed by running thrombin generation (TG) in the absence and presence of thrombomodulin (TM). 
Aim 
To describe plasma kinetics of thrombin-antithrombin complex (TAT), i.e. thrombin generated in vivo, and the in vitro 
TG potential and APCR, across pregnancy and the postpartum period, in non-thrombotic women with (carriers) and 
without (non-carriers) heterozygous FVL. 
Methods 
Blood samples were collected from pregnant FVL carriers (n=22) and non-carriers (n=22) at four timepoints during 
pregnancy, and three postpartum. TAT was analyzed with Enzygnost®TAT micro, and TG was performed with PPP 
reagent in the absence and presence of TM to assess APCR. Mixed effects models were used for group comparisons 
between FVL and controls, and to compare each time points with 8-10 weeks postpartum (baseline). 
Results 
Compared with baseline, both TAT, TG and APCR were significantly increased in early pregnancy for both FVL 
carriers and non-carriers. These parameters remained elevated or increased further towards delivery, then declined 
by 2 weeks and further by 8–10 weeks postpartum. TAT was significantly higher in FVL carriers than non-carriers in 
late pregnancy, however, no significant differences in TG or APCR were found between the two groups at any 
timepoint. 
Conclusion 
Increased TAT levels indicate higher production of thrombin in FVL carriers than non-carriers in late pregnancy. The 
absence of differences in TG and APCR between the two groups may be due to the impact of heterozygous FVL 
being masked by the profound physiological changes of pregnancy, as well as the relatively small size of our study 
cohort. 
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Background 
Bleeding is a clinically important but understudied complication in patients with hematological malignancies, 
particularly among those with arterial thromboembolism (ATE) and exposure to antithrombotic therapy. 
Aim 
To evaluate the frequency, patterns, and clinical characteristics of bleeding events in patients with acute leukemia 
(AL) or lymphoid malignancies, including lymphoma and chronic lymphocytic leukemia (CLL), with concurrent or 
previous ATE. 
Materials and methods 
This retrospective single-center study included patients with AL or lymphoid malignancies and a diagnosis of ATE 
treated at the Department of Hematology, Karolinska University Hospital, between 2005 and 2020. Patients were 
identified using ICD-10 codes, and data were extracted through systematic review of digital medical records. 
Results 
A total of 219 patients fulfilled the inclusion criteria, of whom 58 had AL and 161 had lymphoid malignancies. Bleeding 
events occurred in 120/219 patients (55.0%), and 47/219 (21.5%) experienced more than one event. Antithrombotic 
treatment was ongoing in 73/120 patients at the first bleeding event and in 66/120 at the most severe bleeding event. 
Gastrointestinal bleeding was most frequent, followed by epistaxis, hematoma, intracranial bleeding, and hematuria. 
Major bleeding was not confined to thrombocytopenic patients, as 11/41 major bleedings (26.8%) occurred despite 
normal platelet counts (>150 × 10⁹/L). Patients with non-CLL lymphoid malignancies were more likely to have major 
bleeding as the first event compared with patients with AL or CLL (p=0.047). In AL, bleeding was strongly associated 
with thrombocytopenia and ongoing cancer treatment, whereas in lymphoid malignancies it was most strongly 
associated with ongoing antithrombotic treatment. 
Conclusion 
Bleeding was common in patients with AL or lymphoid malignancies and a history of ATE, including events without 
antithrombotic treatment and in all grades of thrombocytopenia. These findings highlight the need for individualized 
antithrombotic management and prospective studies. 
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Background 
Knowledge about long-term survival in apixaban-treated cancer patients with venous thromboembolism (VTE) is 
limited. We examined mortality after 10 years follow-up and determined the effect of recurrent VTE (RVT) and 
anticoagulant-related bleeding on survival in these patients. 
Methods 
In this post-hoc analysis of the CAP-study, we used data from 298 cancer patients with VTE who received apixaban 
5 mg twice daily for 6 months, then 2.5 mg twice daily for 30 months. Patients were followed for survival up to 10 
years. Multivariable Cox model was used to assess the impact of RVT and clinically relevant bleeding (CRNMB + 
major bleeding) on survival. 
Results 
During the 36-month treatment period, cumulative mortality was 23.1% at 6 months and 63.4% at 3 years. After 10 
years, mortality reached 80.1% (24.7 deaths/100 person-years). Clinical complications severely reduced survival. 
Median survival was 10.6 months for patients with RVT (n=26) versus 19.5 months for those without (p=0.011), and 
10.6 months for patients with clinically relevant bleeding (n=62) versus 24.3 months for patients without (p=0.001). 
Within their respective event groups at 10 years, overall mortality associated with these outcomes was 96.2% (25/26) 
for RVT and 88.7% (55/62) for clinically relevant bleeding. Median survival time following RVT and clinically relevant 
bleeding were 124 and 101 days, respectively. In multivariable analysis, adjusting for age, BMI, metastasis, cancer 
type, index VTE (symptomatic vs. incidental), CRP, leukocytes, and D-dimer, both RVT and clinically relevant 
bleeding independently predicted death during on-treatment period (RVT HR: 4.4, 95% CI: 1.1–17.8; bleeding HR: 
2.5, 95% CI: 1.4–4.4) as well as over the10-year follow-up (RVT HR: 5.3, 95% CI: 3.2–8.8, bleeding HR: 2.3, 95% 
CI: 1.6–3.2). 
Conclusion 
Cancer-associated VTE carries a high long-term mortality risk. Both RVT and anticoagulant-related bleeding 
independently predict a poor prognosis, highlighting the need for risk stratification. 
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Background and aims 
Quantra is a sonorheometric technology that enables rapid assessment of haemostatic status in patients with acute 
bleeding and trauma-induced coagulopathy and can also be used to evaluate treatment response. Following the 
implementation of Quantra into the massive transfusion protocol at North Estonia Medical Centre, a need emerged 
for clear guidance on the interpretation of Quantra results and their integration into clinical decision-making. 
Therefore, the aim of this work is to present a diagnostic and decision-making tool for the interpretation and 
management of acute haemostatic disorders based on Quantra results. 
Methods 
A multidisciplinary team of anaesthesiologists, a laboratory medicine specialist, and an emergency physician 
developed a guideline to support the interpretation of Quantra results based on the best available evidence. 
Results 
The Quantra QStat cartridge is used to measure clot time (CT), clot stiffness (CS), platelet contribution to clot stiffness 
(PCS), fibrinogen contribution to clot stiffness (FCS), and clot stability to lysis (CSL). Results are displayed in real 
time via remote desktop and become available within 5–60 minutes, depending on the parameter measured. 
Treatment recommendations are guided by Quantra results: CT >175 s indicates the need for fresh frozen plasma 
transfusion, prothrombin complex concentrate administration, or, in patients receiving warfarin, vitamin K 
administration; if CS is <14 hPa, PCS and FCS should be evaluated to identify the cause of reduced clot stiffness; 
PCS <12.8 hPa suggests the need for platelet transfusion or, in selected situations, desmopressin administration; 
FCS <0.9 hPa indicates the need for cryoprecipitate transfusion or fibrinogen replacement therapy; and CSL <92% 
suggests the administration of an antifibrinolytic agent. 
Conclusions 
A Quantra-based diagnostic and decision-making tool was created for the management of acute haemostatic 
disorders. Further evaluation is required to assess its impact on clinical decision-making, transfusion practices, and 
patient outcomes. 
*Please note that the algorithm is presented here:  
https://drive.google.com/file/d/1D16Ri5IOTp8nMCfCnAzOIETFwL_YEL9r/view 
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Background 
Platelets are essential for primary hemostasis and wound repair. Following vascular injury, platelet adhesion and 
granule secretion precede aggregation. Platelets contain α and dense (δ) granules; dense granules store calcium, 
ATP/ADP, and serotonin, and their release amplifies platelet activation. Delta storage pool disease (δ-SPD), 
characterized by reduced dense granules or impaired secretion, accounts for ~25% of platelet function disorders and 
presents with variable bleeding severity. Light transmission aggregometry (LTA), the current routine diagnostic 
method, has been shown to fail to detect up to 30% of δ-SPD cases, highlighting the need for improved diagnostics. 
Aim 
To assess the diagnostic value of lumi-aggregometry (ATP release) alongside standard LTA, and to determine 
whether flow cytometric evaluation of dense granule secretion adds diagnostic utility in suspected δ-SPD. 
Methods 
Patients with suspected platelet storage pool disease are recruited at the Coagulation Centre, Sahlgrenska University 
Hospital. Blood samples are collected from ~40 patients and 10 healthy controls. Platelet function is evaluated using 
LTA combined with lumi-aggregometry to quantify ATP release, flow cytometry to assess platelet activation and 
granule secretion, and whole mount transmission electron microscopy (TEM) to quantify dense granules. TEM serves 
as the reference standard. 
Results 
LTA with lumi-aggregometry is established in clinical use, and a TEM protocol demonstrates ~2 dense granules per 
platelet in healthy controls. A flow cytometric assay enabling discrimination of dense granule, lysosomal, and α 
granule release has been implemented. The study is ongoing; 17 participants, including 8 healthy controls, have 
been enrolled to date. 
Conclusion 
Integrating functional (lumi-aggregometry, flow cytometry) and structural (TEM) analyses may enhance detection of 
δ-SPD and overcome limitations of current diagnostic strategies. 
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Background 
Systemic thrombolysis (ST) and mechanical thrombectomy (MT) are used in patients with high- or intermediate-high-
risk pulmonary embolism. We analysed patient-related outcomes of both treatment strategies in Sweden. The aim of 
this study was to describe their impact on healthcare resource utilization. 
Methods 
Among 132 patients included in a retrospective Swedish multicentre study, 122 were eligible for cost analysis. Ten 
patients who received both ST and MT were excluded. Costs related to hospital stay and reperfusion treatment were 
obtained from databases of the Swedish Association of Local Authorities and Regions and from one participating 
hospital. Total costs were compared between groups. 
Results 
Fifty-three percent of patients were women, and the median age was 72 years. ICU length of stay did not differ 
between groups, with a median of 27 hours. Median total cost per patient differed significantly: €8,746 for ST and 
€18,032 for MT. 
Conclusions 
ST was associated with lower total hospital costs compared with MT. The longer time from diagnosis to treatment in 
the MT group may represent a modifiable factor with potential cost-saving implications. 
 
  



NordCoag 2026  
 

Abstract No. 19 of 20 

Efanesoctocog alfa activity measurement with and without emicizumab: assay 
and calibration effect  
Joana Rita Pinheiro, Tiago Luís, Dalila Marques, Ana Rita Campos, Gonçalo Órfão, Jorge Tomaz 
Laboratório de Hemostase, Centro de Referência de Coagulopatias Congénitas - Ramón Salvado, Serviço de Imuno-
hemoterapia, Unidade Local de Saúde de Coimbra, Coimbra, Portugal 

 

Background and aims 
Efanesoctocog alfa (EFA) is an ultra-long-acting FVIII concentrate (FVIIIcon). Effective for prophylaxis and surgery, 
even in patients on emicizumab (EMI), but its monitoring is challenging with different behaviour among assays. In 
the presence of EMI, bovine-based CSA (BovCSA) appears suitable for EFA measurement, particularly when EFA-
specific calibration (CAL_EFA) is used, although its impact on assay accuracy requires further evaluation. The aim 
of the study was to assess how accurately OSA and CSA measures EFA activity in FVIII-deficient plasma (±EMI) 
and to observe if the performance of routine aPTT and CSA reagents are effective for EFA monitoring, when 
calibrated with EFA. 
Methods 
Twelve FVIII-deficient plasmas from UKNEQAS Exercise 2024 and 2025: seven spiked with EFA (24:01-24:04, 
25:01-25:03), one FVIIIcon (24:05) and four with EFA&EMI (24:06-24:09). CSA and OSA (ellagic acid or silica-based) 
were calibrated using an EFA-specific and/or standard calibrator. Recovery was expressed as a rate relative to the 
assigned FVIII potency, with acceptance defined as ±25%. Analysis by Excel and SPSS. 
Results 
Recovery differed significantly among assays with standard calibrations: ellagic acid OSA showed the best 
agreement with target values, whereas silica-based reagents demonstrated greater variability, with marked 
underestimation using SynthasIL. CSA consistently overestimated EFA activity. CAL-EFA substantially improved 
recovery across assays, with the greatest improvement observed for SynthasIL and BovCSA. Co-presence of EMI, 
predictably overestimated FVIII activity with all OSA, whereas BovCSA with CAL_EFA maintained accurate recovery. 
Conclusions 
EFA measurement depends not only on assay but also on calibration strategy. CAL_EFA markedly improved the 
performance of SynthasIL (routine aPTT) and, BovCSA provided the most reliable results. In patients receiving 
concomitant EMI, BovCSA calibrated with EFA provided the most truthful and consistent measurements and appears 
to be the best laboratory approach for EFA monitoring. These findings support the implementation of product-specific 
calibration in routine laboratories. 
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Background and aims 
Patients with platelet disorders may have combined quantitative and qualitative dysfunction. Assessment of platelet 
function in thrombocytopenic samples requires methods reliable at low platelet counts. Aggregation methods do not 
meet this requirement. Flow cytometric activation assay may provide an alternative, although their performance can 
also be influenced by platelet counts. Establishing reference ranges at low platelet counts is challenging because 
healthy individuals have normal counts. Previous studies have reduced counts by diluting platelet rich plasma (PRP) 
in platelet poor plasma (PPP). This may introduce artifacts, since PPP can contain ADP released during 
centrifugation. The aim of the study was to evaluate the effect of platelet count on flow cytometric activation assay 
using a novel method to obtain thrombocytopenic blood and to establish platelet count-dependent cut-off values. 
Methods 
Citrated blood from healthy subjects was incubated with biotinylated anti-GPIIb/IIIa (CD61), followed by 
immunoprecipitation using streptavidin-coated magnetic beads. Immunodepleted blood was mixed with untreated 
blood to adjust platelet concentrations. Flow cytometric assays were conducted using three different agonists (ADP, 
CRP-XL, and TRAP-6) and two distinct activation markers (CD63, and CD62P). In parallel, PRP samples were diluted 
with PPP to adjust platelet concentration with subsequent flow cytometric assay. 
Results 
Results obtained with immunodepleted blood were comparable to those obtained with PPP-diluted PRP diluted. 
Responses to CRP-XL and TRAP-6 stimulation were reduced at platelet counts below 50 x 10(9)/L. P-selectin 
expression was affected below 50 x 10 (9)/L after ADP stimulation. At a platelet count of 24 x 10 (9)/L the intra-assay 
coefficient of variation was ≤5% for all agonist-marker combinations. Independent experiments showed good 
reproducibility, with a decrease in platelet activation of approximately 10-20%. 
Conclusion 
Immunodepleted blood provides a reproducible model for evaluating platelet function at low platelet counts and 
enables the establishment of platelet count-adjusted cut-off values for identifying abnormal platelet activation. 
 

 


