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1 Background 

On 11 November 2025, the Federal Joint Committee (G-BA) commissioned the Institute for 
Quality and Efficiency in Health Care (IQWiG) to conduct supplementary assessments for 
project A25-87 (Andexanet alfa – Benefit assessment according to §35a Social Code Book V) 
[1]. 

In its comments [2], the pharmaceutical company (hereinafter referred to as ‘the company’) 
presented analyses for the ANNEXA-I study, which went beyond the information provided in 
the dossier [3]. The commission comprised the assessment of the composite outcome 
‘effective haemostasis’ and the assessment of the additional analyses on thrombotic events, 
taking into account the information in the dossier. 

The responsibility for this assessment and the assessment result lies exclusively with IQWiG. 
The assessment is forwarded to the G-BA. The G-BA decides on the added benefit. 
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2 Assessment 

A subpopulation of the open-label randomized controlled trial (RCT) ANNEXA-I [4-8] was used 
for benefit assessment A25-87 [1] of andexanet alfa compared with the appropriate 
comparator therapy (ACT) in adult patients treated with a direct factor Xa (FXa) inhibitor 
(apixaban or rivaroxaban) when reversal of anticoagulation is needed due to life-threatening 
or uncontrollable bleeding. The subpopulation exclusively represented patients who were 
enrolled under ongoing treatment with apixaban and rivaroxaban. A detailed description of 
ANNEXA-I and of the subpopulation used can be found in dossier assessment A25-87. 

In its dossier [3], the company presented results from the ANNEXA-I study for the primary 
outcome ‘effective haemostasis’, which was made up of 3 components. As justified in dossier 
assessment A25-87, the results on the primary outcome presented by the company were not 
used for the benefit assessment of andexanet alfa in comparison with the ACT, as the patient 
relevance of the individual components was unclear or not ensured. The 3 components and 
the main reasons for each were the following: 

 No haematoma expansion > 35% 12 hours after randomization 

It was unclear to what extent an increase in haematoma volume represented tangible 
symptoms and thus how directly relevant it was for the patient.  

 No rescue therapy between 3 and 12 hours after randomization 

It is not appropriate to distinguish between study medication and rescue therapy based 
solely on a time criterion. 

 No neurological deterioration 12 hours after randomization  

In the given therapeutic indication, the period of 12 hours considered was too short to 
show any longer-term impairment of patients. 

In the commenting procedure, the company subsequently submitted further data and 
information on the outcome ‘effective haemostasis’ to show, among other things, the 
association between effective haemostasis and a better clinical outcome. In addition, the 
company presented further analyses on the outcome of thrombotic events. 

In the following, the data and analyses subsequently submitted by the company are assessed 
as commissioned. 

Patient relevance of the primary outcome ‘effective haemostasis’ remained unclear 

The suitability or patient relevance of the 3 components of the primary outcome ‘effective 
haemostasis’ are discussed below, taking into account the data and publications subsequently 
submitted in the commenting procedure. 
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Component 1: no haematoma expansion > 35% 12 hours after randomization 

Dossier assessment A25-87 already cited publications that did not show a clear association (in 
terms of a surrogate outcome) between an effect on haematoma expansion and long-term 
impairment or survival of patients with intracerebral haemorrhage. This selection was 
perceived as biased and selective by a single commentator in the commenting procedure. The 
basic requirements for surrogate validation according to IQWiG are explained in detail below. 
It is also discussed why the data presented by the company and the publications referenced 
in the comments did not provide sufficient evidence overall to show that the primary outcome 
‘effective haemostasis’ (or the individual component haematoma expansion) is a sufficiently 
valid surrogate for mortality or long-term neurological impairment.  

A common, fundamental misunderstanding is the equation of a prognostic marker and a 
surrogate outcome. In terms of surrogate validation, it is not sufficient to demonstrate that 
an outcome has a prognostic character, because a prognostic marker only indicates that there 
is a higher probability of dying earlier or of the disease becoming more severe. However, this 
does not mean that an effect on the prognostic marker can simultaneously be quantitatively 
translated into or transferred to an effect on the clinically relevant outcome (see also Section 
‘Haematoma expansion is not directly patient-relevant’ below).  

Surrogate validation based on a validation study (RCT) 

Surrogate outcomes are normally considered only if they have been validated by means of 
appropriate statistical methods based on a complete study pool [9]. For a validation study, the 
study pool must only contain studies of sufficiently high quality (RCTs) that recorded and 
reported the treatment effect on the surrogate outcome and the treatment effect on the 
outcome of interest in the relevant population (see rapid reports A10-05 [10] and A24-61 
[11]). Consequently, cohort studies or analyses of RCTs in which patients from the different 
treatment arms are pooled are not suitable, for example. 

Assessment of validity in the absence of a surrogate validation study 

In special situations, validity can also be recognized without a validation study. For this, it is 
necessary that the relationship between the patient-relevant outcome and the surrogate 
outcome is biologically/medically clearly plausible and that one of the following criteria is met: 

1) The occurrence of the surrogate outcome leads to a dramatically reduced risk (point 
estimate factor 1/10 or smaller) with regard to the actual outcome. 

2) The occurrence of the surrogate outcome leads to a substantially reduced risk (point 
estimate factor 1/5 or smaller) with regard to the actual outcome. In addition, the risk 
with regard to the actual outcome reaches a minimal level, e.g., that of a non-diseased 
population. 
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3) The occurrence of the surrogate outcome immediately and inevitably also means the 
occurrence of the actual outcome. 

For Cases 1 and 2, additional conditions must be met. For example, statistically significant 
results must be available, at least from cohort studies relating to patients undergoing 
treatment; data on the natural course of the disease are not sufficient. Narrow specificity of 
intervention and therapeutic indication is not required. In addition, the follow-up period must 
be sufficiently long to accurately assess the risk of the actual outcome occurring. Furthermore, 
at least a focused search should have been conducted to obtain the evidence base (Rapid 
Report A24-61 [11]). 

An example of Case 2 is the surrogate outcome ‘sustained virologic response (SVR)’ for the 
patient-relevant outcome hepatocellular carcinoma (HCC) in the therapeutic indication 
hepatitis C (treatment-naive or treatment-experienced, without cirrhosis for various 
genotypes). The risk for the occurrence of HCC under SVR is notably lower than without SVR; 
the relative risk (RR) is 0.21. In addition, the risk of HCC under SVR is comparable to the risk of 
HCC in the non-diseased population [12]. 

Insufficient evidence on the validity of haematoma expansion as a surrogate 

Neither the data subsequently submitted by the company nor the publications subsequently 
submitted in the commenting procedure constituted a validation study according to the 
criteria listed above in which a correlation between the treatment effect on haematoma 
expansion and the treatment effect on a patient-relevant outcome was investigated on the 
basis of RCTs. 

There was also no alternative evidence in the absence of a validation study, as described 
above. In the present case, the question is: Is haematoma expansion > 35% within the first 
12 hours a valid surrogate for mortality or outcomes of morbidity? However, some of the 
publications address other research questions. For example, the publication by Broderick [13] 
investigated whether different categories of haematoma volume (0 to 29 cm3, 30 to 60 cm3 
and ≥ 61 cm3) are associated with the clinical outcome, but not a relative or absolute change 
in haematoma volume. The publications by Al-Shahi Salman [14] and Morotti [15] addressed 
the question of which risk factors exist for haematoma expansion and how to prevent them. 
Gerner [16] investigated the extent to which outcomes in patients with intracerebral 
haemorrhage associated with vitamin K antagonists differ from those with direct oral 
anticoagulants. Such studies are therefore not suitable for answering the question at hand. 
However, several publications [17-24] have shown an association between haematoma 
expansion and a clinical outcome (mortality, neurological outcomes, grade of impairment). It 
will not be discussed in more detail at this point that there were often other 
operationalizations and other data collection periods both for haematoma expansion and for 
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the clinical outcomes, and therefore to what extent there was any comparability at all 
between the studies and versus the operationalizations and timepoints of recording defined 
by the company, as there were overarching problems.  

One of the overarching problems was that none of these publications were based on a focused 
literature search and therefore did not have a sufficiently complete data basis. However, this 
is an important prerequisite in order that the data is not presented in a biased manner. For 
example, as described in A25-87, individual studies showed little or no correlation between 
haematoma expansion and the patient-relevant clinical outcomes. Other studies (possibly 
numerous studies, subsequently submitted in the comments as mentioned above) showed a 
notably higher correlation, but also a sometimes highly variable extent. As already mentioned, 
narrow specificity of intervention and therapeutic indication is not required in the alternative 
approach without a validation study, but to be able to address this variance in the results 
between the individual studies, a meta-analysis is needed, as in the above-mentioned dossier 
assessment A11-17 on the SVR [12]. Apart from this, none of these publications showed a risk 
reduction to the extent described above and fulfilled the criteria mentioned.  

The same applied to the data subsequently submitted by the company on the basis of the 
ANNEXA-I study. The company presented analyses on survival or deterioration in neurological 
outcomes depending on the achievement of effective haemostasis independent of the 
treatment arm. This neither fulfilled the above-mentioned requirements for a validation study 
nor did it show a risk reduction to the extent described.  

The argument that the intervention acted as an effect modification, and that studies/analyses 
as requested by IQWiG were therefore not suitable, was not appropriate in the context of 
surrogate validation. It is precisely the effect of a treatment that should be taken into account 
for a surrogate validation. The decisive factor is that a therapy that improves the surrogate 
also has a favourable influence on the clinical outcome (predictive of treatment effects). If 
both treatment arms are considered together, the information on the effect of the individual 
forms of therapy is lost. The company’s approach of pooling the 2 treatment arms of ANNEXA-I 
to prove the validity of effective haemostasis as a surrogate outcome was therefore not 
appropriate. In addition, there was the fundamental question as to whether there is a need 
for a surrogate outcome at all in the given situation; see separate section in the text below. 

Overall, the publications and data were therefore not suitable for demonstrating the validity 
of haematoma expansion as a surrogate for mortality or outcomes of morbidity. 

Haematoma expansion is not directly relevant to the patient 

The company also argued that haematoma expansion is directly relevant to the patient, as the 
expansion of further haemorrhage directly destroys brain tissue and that haematoma 
expansion should therefore not be classified as a surrogate. The fact that (further) 



Addendum (dossier assessment) A25-141 Version 1.0 
Andexanet alfa – Addendum to Project A25-87 28 Nov 2025 

Institute for Quality and Efficiency in Health Care (IQWiG) - 6 - 

haemorrhage is harmful is undisputed and was not questioned. However, whether a reduction 
in further haemorrhage (haematoma expansion) has a direct impact on clinical outcomes such 
as mortality or neurological outcomes and is therefore directly patient-relevant is a different 
question. As mentioned above, such a reduction in haematoma expansion can have a 
prognostic character, which has also been shown in the publications mentioned above. In this 
case, this means that patients with a haematoma expansion of ≥ 35% may have a higher risk 
of death or neurological deterioration. However, this does not mean that an observed 
treatment effect on haematoma expansion necessarily translates into an effect on overall 
survival or morbidity (which does not appear to be the case, as there were no relevant 
differences in the patient-relevant outcomes, see A25-87). The German Stroke Society (DSG) 
also rated the primary outcome of the ANNEXA-I study as a clear surrogate outcome and not 
as a directly patient-relevant outcome [25,26]. The Food and Drug Administration (FDA) also 
found no clear clinically relevant benefit, i.e. it also did not consider the primary outcome 
‘effective haemostasis’ to be directly patient relevant. In its overall assessment, the FDA did 
not grant a full marketing authorization [27,28]. Both the publications by Smith [29] and Buka 
[30] as well as the comments of the DSG critically discussed that although there was a 
significant effect in the primary outcome ‘effective haemostasis’, there were no effects in the 
clinically relevant outcomes. Furthermore, no clear subgroups could currently be identified 
that would have a clinical benefit from the improved haemostatic efficacy. Based on previous 
data and pathophysiological considerations, according to the DSG, patients at high risk of 
haematoma growth and at the same time a low risk of thromboembolic complications could 
theoretically benefit from andexanet alfa [25,26]. However, when asked in the oral hearing, 
the company did not indicate that further investigations are planned in the future to 
characterize such a subgroup [31].  

In this context, it should be noted that analyses of the characteristic of andexanet alfa dose 
(high dose vs. low dose) were prepared for the FDA [27,32]. As the dose level was not 
determined prior to randomization (see also A25-87), it was determined for the control arm 
which patients in the control arm would have met the criteria for a high or low dose. Based 
on these results (see Appendix A, Table 2), the question arose as to what extent the higher 
dose of andexanet alfa tends to cause greater harm. 

Necessity of a surrogate in this therapeutic indication questionable 

Irrespective of the validity of haematoma expansion as a surrogate, it is questionable whether 
a surrogate is necessary at all in the therapeutic indication at hand, as the patient-relevant 
outcomes such as mortality and neurological outcomes can also be observed directly. 
Whether the relevant timepoint of recording these patient-relevant outcomes is then on 
Day 30 or Day 90, for example, as was usually the case in the publications listed above, is a 
secondary question in this context. It should be noted, however, that the FDA had also 
recommended the recording of the modified Rankin Scale or the Glasgow Outcome Score at 
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Day 90 as the primary outcome, but this was not implemented in the ANNEXA-I study [27]. 
This underlines the criticism described in A25-87, both of the observation period and of the 
suitability of the primary outcome.  

The comments also stated that the first 72 hours were particularly relevant and that there was 
a ‘survivorship bias’ thereafter, which ‘diluted’ the data up to Day 30, as patients who were 
predisposed to late complications were accumulated. Such an effect is, in principle, plausible, 
but would primarily only be relevant if patients were only observed from a point in time after 
this critical initial phase of approximately 72 hours. In such a situation, the probability of 
survival (after the first 72 hours) may shift to the disadvantage of the intervention group, as 
more patients in a highly critical condition would have been included who could have died 
under the comparator treatment (if the intervention shows an effect in the early phase). 
However, since the patients in the ANNEXA-I study were observed from the start of treatment, 
a positive effect in the first 72 hours should also translate into an advantage in mortality after 
30 days, at least to a possibly attenuated extent. The same applies to a deterioration in 
neurological symptoms, which will be discussed separately below. Particularly when potential 
advantages of the intervention become apparent right at the start of treatment, it is both 
sensible and feasible to assess the patient-relevant outcome, such as survival, directly. 
However, in the ANNEXA-I study, there were no statistically significant differences between 
the treatment arms at Hour 72 or at Day 30 (mortality rate: 5% versus 7% at Hour 72 and 28% 
versus 26% at Day 30). Even though this therapeutic indication is an emergency situation and 
andexanet alfa is only indicated in acute bleeding situations, an observation period beyond 
the treatment period and the first critical phase is still necessary for the benefit assessment. 
No added benefit for patients can be derived from a possible positive effect in the early phase 
up to 72 hours, which, however, already disappears by the medium-term observation on 
Day 30 or Day 90 (both typical observation periods, as described) or even turns into the 
opposite due to late complications. In order to assess this properly, the outcomes must be 
observed for a sufficiently long period. It is possible to cover such a period within the 
framework of an RCT. The recording of effective haemostasis as an outcome makes 
medical/scientific sense, but does not replace the recording of patient-relevant outcomes 
directly relevant to the benefit assessment over a sufficiently long period of time. 

Component 2: no rescue therapy between 3 and 12 hours after randomization 

In dossier assessment A25-87, the following points of criticism were addressed in particular: 
the fact that the distinction between study medication and rescue therapy or subsequent 
treatment based solely on a time criterion was not appropriate, particularly in the comparator 
arm; and the fact that a (repeated) administration of haemostatic treatment later than 3 hours 
after randomization was also to be considered part of the standard treatment in the 
comparator arm. The company did not address the 2 main points of criticism in its comments. 
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The outcome ‘no rescue therapy between 3 and 12 hours after randomization’ was therefore 
still not suitable for the benefit assessment. 

Component 3: no neurological deterioration 12 hours after randomization 

Dossier assessment A25-87 described that although the prevention of neurological 
deterioration was generally considered patient-relevant, the period of 12 hours taken into 
account was too short to represent a longer-term impairment of patients in the therapeutic 
indication in question. At the hearing, the German Society for Haematology and Medical 
Oncology (DGHO) also emphasized that the aim (in addition to survival) is to avoid long-term 
disability as far as possible. As described above, it also applies to this outcome that it is not 
sufficient for the benefit assessment to show a possible positive effect in the first 12 or 
72 hours without being able to estimate whether this possible effect might not disappear or 
even reverse by Day 30, or even Day 90 (e.g. due to thrombotic events). The data on the 
National Institutes of Health Stroke Scale (NIHSS) at Hours 24 and 72 subsequently submitted 
as part of the comments were therefore not suitable for the benefit assessment. 

Regardless of this aspect, the conclusion expressed by one commentator that patients in the 
intervention arm were in a notably better neurological condition than those in the control arm 
during the first 72 hours was not accepted. As shown in Module 4 A of the company, the 
proportion of patients without neurological deterioration (NIHSS score ≥ 7) 12 hours after 
randomization was almost the same (87.6% versus 86.3%), so that there was no statistically 
significant difference between the treatment arms (p = 0.694). As already shown in A25-87, 
there was also no relevant difference between the treatment arms in the period up to 
72 hours after randomization. Consequently, the company itself did not derive any indication 
of an added benefit in Module 4 A. 

In summary, the points of criticism addressed in A25-87 regarding the individual components 
of the primary outcome ‘effective haemostasis’ remained and the outcome was not used for 
the benefit assessment. 

Appendix A, Table 3, provides a supplementary presentation of the outcome ‘effective 
haemostasis’ in compliance with the commission. 

Thrombotic events 

In dossier assessment A25-87, thrombotic events (serious adverse events [SAEs] up to Day 30) 
were used to derive the added benefit. A disadvantage of andexanet alfa was shown. The 
company argued in its comments that there was an increased incidence of any thrombotic 
events and of serious thrombotic events, particularly during the first 24 hours. After 72 hours, 
the incidence between the treatment arms was comparable, according to the company. In 
addition, the company argued that antithrombotic therapy can be resumed after the use of 
andexanet alfa as soon as this is indicated in the physician’s assessment. The company added 
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that in patients in the intervention arm in whom antithrombotic therapy was resumed before 
a thrombotic event, the incidence of thrombotic events was comparable to the incidence in 
the control arm (presented as supplementary information in Table 4). However, the early 
occurrence of thrombotic events in particular can make it difficult to resume antithrombotic 
therapy in time to prevent these early thrombotic events. According to the summary of 
product characteristics (SmPC) [33], antithrombotic therapy can be re-initiated if the patient 
is clinically stable and adequate haemostasis has been achieved. Balancing the benefits of 
anticoagulation against the risks of re-bleeding is extremely difficult and a specific time for re-
initiation has not been established. Thus, no clearly defined subpopulation can be determined 
that benefits from a (timely) re-initiation of antithrombotic therapy. These results could 
therefore not be used for the benefit assessment. 

The new analysis of thrombotic events presented by the company, which used an exact test 
procedure based on Fisher’s exact test, a method which, according to the company, is 
preferred by IQWiG, was also not taken into account. Module 4 A presented the analyses 
based on the Cochran-Mantel-Haenszel method, which were used in A25-87 and which 
showed a significant difference between the treatment arms to the disadvantage of 
andexanet alfa. If the relative risk and p-value are calculated by IQWiG itself, an unconditional 
exact test using the convexity, symmetry, z-score (CSZ) method is usually used [34], which also 
showed a significant difference between the treatment arms to the disadvantage of 
andexanet alfa (p = 0.047). The new analyses presented by the company therefore did not 
appear consistent and were not informative overall. Irrespective of this, andexanet alfa, even 
using the Fisher’s Exact Test, continued (as presented in A25-87) to show greater harm with 
the extent ‘major’ for the outcome ischaemic stroke (SAE). 

The disadvantage described in A25-87 for andexanet alfa in serious thrombotic events 
remains.  

2.1 Summary 

The data subsequently submitted by the company in the commenting procedure have not 
changed the conclusion on the added benefit of andexanet alfa from dossier assessment 
A25-87. 

The following Table 1 shows the result of the benefit assessment of andexanet alfa under 
consideration of dossier assessment A25-87 and the present addendum. 
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Table 1: Andexanet alfa – probability and extent of added benefit 
Therapeutic indication ACTa Probability and extent of added 

benefit 

Adult patients treated with a direct 
FXa inhibitor (apixaban or 
rivaroxaban) when reversal of 
anticoagulation is needed due to 
life-threatening or uncontrollable 
bleedingb 

Individualized treatmentc, d with a 
choice of: 
 prothrombin complex concentrates 
 BSCe, f 

 Patients with intracerebral 
haemorrhage: 
hint of a lesser benefitg 
 All other patients in the 

therapeutic indication: 
added benefit not proven 

a. Presented is the ACT specified by the G-BA. 
b. According to the G-BA, it is assumed that patients in both arms received optimal intensive care. 
c. The term ‘individualized treatment’ is used instead of previously used terms such as ‘patient-specific 

therapy’ or ‘treatment of physician’s choice’. This ensures consistency with the terms used in European 
health technology assessments (EU HTAs). 

d. Both a single-comparator study with prothrombin complex concentrates and a multi-comparator study 
with a choice of the above-mentioned treatment options may be suitable for the implementation of the 
ACT. However, the choices should always include prothrombin complex concentrates. If the 
implementation takes the form of a multi-comparator study, the individualized treatment decision 
regarding the comparator therapy should be made before group allocation (e.g. randomization). This does 
not apply to necessary therapy adjustments during the course of the study (e.g. due to the onset of 
symptoms or similar reasons). 

e. BSC refers to the therapy that provides the patient with the best possible, individually optimized, 
supportive treatment to alleviate symptoms and improve the quality of life. 

f. According to the G-BA, it is assumed that fluid replacement and the administration of plasma expanders or 
blood products, if indicated, are carried out as part of BSC in the event of severe or life-threatening 
bleeding. The location of the life-threatening or uncontrollable bleeding (e.g. cerebral haemorrhage, 
gastrointestinal haemorrhages) is also a criterion for the appropriate therapy in each case. 

g. The subpopulation of the ANNEXA-I study relevant for this benefit assessment also includes a small 
proportion (9%) of patients with other intracranial haemorrhages. 

ACT: appropriate comparator therapy; BSC: best supportive care; EU: European Union; FXa: Factor Xa; G-BA: 
Federal Joint Committee; HTA: health technology assessment 

 

The G-BA decides on the added benefit.  
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Appendix A Results 

Table 2: Subgroups, supplementary presentation (mortality, side effects, effective 
haemostasis) – RCT, direct comparison: andexanet alfa vs. standard treatment 
Study 
Outcome 

Characteristic 
Subgroup 

andexanet alfa  Standard treatment  andexanet alfa vs. 
standard treatment 

N Patients with event 
n (%) 

 N Patients with event 
n (%) 

 RR [95% CI]a; 
p-valueb 

ANNEXA-I        
All-cause mortality (up to Day 30) 

Andexanet alfa 
dose regimen 

       

High dosec 53 21 (39.6)  49 13 (26.5)  1.49 [0.84; 2.65]; 
0.172 

Low dosec 186 46 (24.7)  183 48 (26.2)  0.94 [0.67; 1.34]; 
0.808 

Total     Interaction:  p-valued = 0.179 
Thrombotic eventse (AEs)f (up to Day 30)g 

Andexanet alfa 
dose regimen 

       

High dosec 53 11 (20.8)  49 4 (8.2)  2.54 [0.87; 7.46]; 
0.079 

Low dosec 186 24 (12.9)  183 12 (6.6)  1.97 [1.01; 3.82]; 
0.042 

Total     Interaction:  p-valued = 0.691 
Effective haemostasis (at Hour 12) 

Andexanet alfa 
dose regimen 

       

High dosec 54 22 (40.7)  49 22 (44.9)  0.91 [0.58; 1.42]; 
0.723 

Low dosec 187 129 (69.0)  184 100 (54.3)  1.27 [1.08; 1.49]; 
0.004  

Total     Interaction:  p-valued = 0.163 
a. RR and CI: Institute’s calculation.  
b. Institute’s calculation, unconditional exact test (CSZ method according to [34]) 
c. High dose: 800 mg IV as a 30-minute bolus infusion, followed by 960 mg IV as a 120-minute infusion; low 

dose: 400 mg IV as a 15-minute bolus infusion, followed by 480 mg IV as a 120-minute infusion. 
d. Institute’s calculation, Q test. 
e. The AE of special interest recorded by the company in the study is considered (including arterial systemic 

embolism, deep vein thrombosis, myocardial infarction, pulmonary embolism, stroke and transient 
ischaemic attack). 

f. Only subgroup analyses of any thrombotic events that occurred are available. 
g. The data are assumed to relate to the period up to 30 days. Discrepancies in the overall rate between the 

clinical study report and the FDA analysis. Data according to the FDA analysis. 
AE: adverse event; CI: confidence interval; CSZ: convexity, symmetry, z-score; n: number of patients with (at 
least one) event; N: number of analysed patients; RCT: randomized controlled trial; RR: relative risk 
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Table 3: Results (effective haemostasis) – RCT, direct comparison: andexanet alfa vs. 
standard treatment 
Study 
Outcome 

andexanet alfa  Standard treatment  andexanet alfa vs. standard 
treatment 

N Patients with 
event 
n (%) 

 N Patients with 
event 
n (%) 

 RR [95% CI]; p-valuea 

ANNEXA-I        

Effective haemostasis 
at Hour 12b 

241 151 (62.7)  233 122 (52.4)  1.19 [1.02; 1.39]; 0.024 

Effective haemostasis 
at Hour 24b 

241 161 (66.8)  233 126 (54.1)  1.23 (1.06; 1.42); 0.005 

Effective haemostasis 
at Hour 72b 

241 159 (66.0)  233 127 (54.5)  1.21 (1.04; 1.39), 0.011 

a. Mantel-Haenszel method. 
b. Effective haemostasis at 12, 24 and 72 hours using the NIHSS at 12, 24 and 72 hours and rescue medication 

between 3 and 12 hours, up to 24 or up to 72 hours; criterion for change in haematoma volume in 
accordance with the definition of the primary outcome (> 35% after 12 hours) 

CI: confidence interval; n: number of patients with event; N: number of analysed patients; NIHSS: National 
Institutes of Health Stroke Scale; RCT: randomized controlled trial; RR: relative risk 

 

Table 4: Thrombotic events in patients with/without prophylactic re-anticoagulation - RCT, 
direct comparison: andexanet alfa vs. standard treatment   
Study andexanet alfa 

N = 239 
Standard treatment 

N = 232 

ANNEXA-I   

Overall rate of thrombotic eventsa 26 (10.9) 13 (5.6) 

Number of patients who were not re-anticoagulated or 
were only re-anticoagulated after a thrombotic event, 
n (%) 

72 (30.1) 68 (29.3) 

Patients with event, n (%) 17 (23.6b) 5 (7.4b) 

Number of patients who were re-anticoagulated before a 
thrombotic event, n (%) 

167 (69.9) 164 (70.7) 

Patients with event, n (%) 9 (5.4c) 8 (4.9c) 

a. The AE of special interest recorded by the company in the study is considered (including arterial systemic 
embolism, deep vein thrombosis, myocardial infarction, pulmonary embolism, stroke and transient 
ischaemic attack). 

b. Proportion refers to patients without anticoagulation or with anticoagulation only after a thrombotic event. 
c. Proportion refers to patients with anticoagulation before a thrombotic event. 

n: number of patients with at least one event; N: number of analysed patients; RCT: randomized controlled 
trial 
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