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The aim of this thesis was to study language rehabilitation of stroke patients with aphasia, 
with a main focus on timing of speech and language therapy (SLT). In this concluding chapter 
I will recapitulate and discuss the main findings of this thesis. Methodological limitations and 
implications for clinical practice will be discussed also, as well as directions for future 
research.  


 
MAIN FINDINGS  


 
The following three questions were addressed in this thesis: 


 
 How accurately can we diagnose the presence of aphasia in the early stage after stroke?  
 Which factors are of importance for an accurate prediction of aphasia outcome in 


stroke?  
 Is there a relationship between the timing of aphasia treatment and its efficacy? 
 


I will start with discussing findings from the cornerstone of this thesis: the Rotterdam 
Aphasia Therapy Study (RATS) – 3, a randomized controlled trial (RCT) on the efficacy of 
early initiated intensive cognitive-linguistic treatment (CLT) in aphasia due to stroke. After 
that, I will discuss the two other questions. 


 
Efficacy of early intensive CLT 


In RATS-3, we set out to answer the important clinical question of whether intensive SLT is 
effective early after stroke onset. We first wrote a literature-based narrative overview on 
what is known about the relationship between timing and efficacy of aphasia treatment, by 
exploring evidence from language rehabilitation, but also from motor rehabilitation and 
animal studies. Directly after stroke onset, increased neuroplasticity in the brain may help 
the brain to optimally benefit from SLT. Correlations between an early start of treatment and 
good recovery of motor function have been reported. Although these findings suggest that 
early treatment may be effective, most findings were not supported by RCTs. Thus, this may 
merely reflect that patients who can tolerate early treatment have greater potential for 
recovery.1-13 There are also arguments against an early start of intensive rehabilitation. In 
animals with induced stroke, it was found that intensive training early after stroke onset 
increased the lesion size, and human stroke patients who started early after stroke with 
intensive constraint-induced movement treatment showed less improvement of motor 
function than those receiving early usual treatment or less intensive restrictive treatment. 
This infers that, when started early after stroke onset, intensive motor treatment is not only 
ineffective, but might even be detrimental.14, 15   


We concluded from this literature-based review that there is still insufficient evidence to 
favor an early start of SLT for aphasia after stroke. Hence, we conducted a large multicenter 
RCT: RATS-3. In this RCT we included patients with first-ever aphasia within two weeks after 
stroke, and randomly allocated them to four weeks of either intensive CLT or no language 
treatment. The intention-to-treat analyses showed neither statistically significant, nor 
clinically relevant differences between groups on the primary outcome: the score on the 
ANELT after four weeks; adjusted difference = 0.39, 95% confidence interval (95% CI): -2.70 
to 3.47. No effect of early treatment on everyday communication was found three months 
(adjusted difference = 0.54, 95% CI: -3.04 to 4.12) and six months (adjusted difference = -







 


 


0.41, 95% CI: -3.70 to 2.89) after randomization either. The 95% CIs did not include the 
predefined clinically relevant difference between groups of four points on the ANELT. In 
addition, no statistically significant differences between groups were found for the 
secondary outcomes, i.e. impairment-based linguistic tests and measures for general 
functional outcome, at all time points. Potential clinically relevant differences between 
groups on the secondary outcome measures were also ruled out by the corresponding 95% 
CIs.  


These findings consistently exclude an effect of a boost of CLT initiated in the first two 
weeks after stroke onset on the recovery of aphasia due to stroke. A meta-analysis 
combining our primary outcome results with those of the only four published RCTs on early 
intensive treatment versus no SLT or usual care, convincingly showed no benefit of early 
intensive treatment. Hence, in general it is not necessary to start CLT as soon as possible 
after stroke onset and a waiting list or longer diagnostic phase are not detrimental.  


 
Factors associated with efficacy of treatment 


We additionally conducted on-treatment analyses including only the patients who actually 
adhered to the RATS-3 protocol, i.e. patients in the intervention group who received 28 
hours of treatment or more (n = 23) and patients in the control group who received no 
treatment at all (n = 62). Results from these analyses suggest an effect of early intensive CLT, 
but this effect was restricted to only three linguistic tests, including the ANELT, only after the 
four week intervention period. No effects were observed on other tests and other time 
points. This might imply that the selected group of patients who tolerated early intensive 
CLT may benefit from this approach.  


Although this finding seems promising, the effect was only short-term and had 
disappeared at three months after stroke, and we must be careful interpreting results of this 
subgroup analysis, as I will discuss later. Furthermore, characteristics of the patients 
included in the on-treatment intervention group must be identified first and subsequently a 
new trial may be designed specifically to confirm this potential effect.    


Findings from these on-treatment analyses suggest that it is important to carefully select 
patients who might benefit from early SLT. Important factors for such a selection process are 
as yet unclear. Findings from the intention-to-treat regression analysis showed that everyday 
verbal language performance at four weeks after randomization was predominantly related 
to aphasia severity and stroke severity at baseline, suggesting that these two factors may 
affect early outcome more than SLT and may be relevant factors for patient selection.    


To study the relationship between recovery of aphasia in patients receiving SLT and 
baseline aphasia severity, we plotted recovery profiles of three groups with different aphasia 
severity levels according to baseline ANELT scores in a post-hoc study using the data from 
RATS-2. The groups with severe and very severe aphasia showed comparable recovery 
profiles, with a steep increase from baseline to three months and further, yet less steep 
improvement from three to six months. Patients in the moderate to mild group showed a 
rather flat improvement curve during the entire six month follow-up period.  


We also studied whether the severity groups would respond differently to type of 
treatment, permitted by the random allocation to either CLT or communicative treatment in 
RATS-2. Exclusively in the group with very severe aphasia we observed a trend of a greater 
effect of CLT than of communicative treatment on ANELT scores at follow-up. This 







 


 


contradicts the general notion of severely aphasic patients not benefitting from CLT, and 
that they ought to be treated with compensatory communicative treatment.6, 16   


 
Early diagnosis of aphasia 


Available aphasia screening tests were evaluated in a systematic review to explore whether 
they are reliable and valid for detecting aphasia early after stroke. A systematic search was 
conducted to identify screening tests that were evaluated in validation studies. We found 
eight screening tests that fitted the prespecified criteria. Four tests had good sensitivity and 
specificity properties, but only three validation studies on two tests, i.e. the Language 
Screening Test (LAST)17 and ScreeLing18, had an intermediate or low risk of bias. Therefore, 
we concluded that the LAST and ScreeLing can be reliably used in clinical practice for 
diagnosing the presence of aphasia early after stroke. The ScreeLing was also used in RATS-3 
for inclusion purposes.   


 
Predicting aphasia outcome after stroke 


We used data from RATS-3 to externally validate a previously published prognostic model, 
derived from the observational prospective study SPEAK (Sequential Prognostic Evaluation of 
Aphasia after StroKE).19 In this model a limited number of baseline variables is used to 
predict long-term outcome of aphasia due to stroke and internal validation was good. The 
external validation process showed that the SPEAK model had good discriminative 
properties, but calibration was insufficient. This may have been caused by differences 
between the SPEAK and RATS-3 cohorts regarding timing of the collection of outcome 
variables. The SPEAK model predicts good outcome one year after stroke, but we collected 
outcome data in RATS-3 at six months after stroke. Although in SPEAK there was no 
statistically significant improvement in ASRS scores between six months and one year after 
stroke, there was some improvement. This apparent small improvement may have caused 
the insufficient calibration. We therefore suggest an update of the model to predict good 
aphasia outcome at six months after stroke.   


 
Language recovery after intra-arterial treatment for ischemic stroke 


Rapid changes in language functioning early after stroke were also demonstrated in the 
post-hoc analysis of patients with aphasia in the MR CLEAN trial. We found that intra-arterial 
treatment (IAT) added to usual care was more effective than usual care alone for the 
recovery of aphasia.20 We also found that, in line with observations in the clinic, motor 
function recovers significantly faster than language function in the early stage after stroke. 
At 24 hours after IAT, motor function had recovered beyond that of language function, but 
this difference almost disappeared after a week.  


 
METHODOLOGICAL LIMITATIONS 


 
I will discuss the most important limitations of the research presented in this thesis, focusing 
on the most comprehensive study, RATS-3.  


 
Ethical considerations 


In RATS-1 and RATS-2 we did not include a control group without treatment, because we 
considered withholding treatment for more than six months to be unethical. In RATS-3 we 







 


 


did introduce a control group that received no SLT for six weeks at maximum after stroke 
onset. This raised considerable stir in the Netherlands and abroad. Many clinicians asked 
whether depriving patients with aphasia of language treatment was ethically justifiable, as in 
clinical practice they often observe improvement during therapy and thus consider early 
treatment effective. However, at the time we initiated our trial solid evidence showing that 
starting treatment as soon as possible is more effective than initiating treatment in a later 
stage was lacking. Thus, there was clinical equipoise regarding the potential effect of early 
initiated SLT, and there were no ethical arguments against this trial design. Consequently, 
medical ethical approval was acquired.  


We have carefully chosen for a duration of four weeks for the intervention phase. Our 
hypothesis was derived from the theory that especially CLT positively interacts with 
spontaneous neural recovery and therefore should be provided in the early phase after 
stroke, as in this phase most spontaneous recovery occurs.6 However, there is no consensus 
in the literature on the duration of the spontaneous recovery phase, like there is no 
consensus on the definition of ‘early phase’ either. Therefore, we coincided with current 
clinical practice in the Netherlands, also for feasibility purposes. SL-therapists strive to start 
treatment as soon as possible after stroke, as this is recommended in the Dutch evidence-
based clinical guideline on care for stroke patients.21 In daily practice, patients generally start 
with impairment-based treatment after three to six weeks, due to transfer time from 
hospital to rehabilitation center, time needed for diagnostics and limited resources. We also 
presumed that a long intervention period with intensive treatment would not be feasible, as 
it is known that stroke patients are generally unable to tolerate intensive treatment early 
after stroke onset.22    


Still, it would have been interesting to defer treatment for a longer period, as the 
contrast between both treatment groups would have been larger. Ideally, for a maximum 
contrast, deferred treatment in the control group should be started as soon as spontaneous 
neural recovery has ceased. The steep recovery curves in the first three months after stroke 
in the aphasia severity groups presented in Chapter 4.4 and other studies indicate that three 
months may be an interesting deferral period.23-25 Hereby, we may better disentangle 
spontaneous recovery and treatment induced recovery. Yet, I expect that recruiting 
sufficient SL-therapists and patients who would want to participate in such a trial would be 
very difficult, as the notion that starting treatment as soon as possible is beneficial is deeply 
embedded in rehabilitation medicine and public opinion.  


 
Feasibility of intensive treatment  


A major finding of RATS-3 is the limited feasibility of high-intensity treatment initiated early 
after stroke. Several studies suggest that more intensive treatment is more effective, but a 
threshold in hours of treatment per week between effective and ineffective treatment 
intensity is as yet unidentified.26, 27 Some studies have suggested that treatment is effective 
if it is provided for nearly nine hours per week, but others showed a benefit of five hours 
weekly, whereas low-intensity treatment, i.e. two hours a week, was not effective.26, 28, 29 
There are also studies indicating that treatment distributed over a longer period (six hours 
per week for eight weeks or ten sessions in five weeks) is better for retaining newly learned 
skills than a short intensive treatment program (16 hours per week for three weeks or ten 
sessions in two weeks),30, 31 while in other studies treatment intensity did not have an impact 
on the efficacy of treatment.32, 33  







 


 


In line with available evidence we chose a fairly high target treatment intensity of 28 
hours in four weeks, to at least provide sufficient therapy in the intervention group. Based 
on Godecke et al.’s pilot RCT we expected that one hour of treatment a day would be 
feasible.34 However, mostly due to fatigue, comorbidities or illness, this turned out not to be 
viable in the majority of patients and despite all our efforts, only 29% of the intervention 
group reached the target intensity. This demonstrates that, although high-intensity 
treatment is often advocated by researchers and clinicians, patients are unable to or do not 
always want to adhere to such a protocol. This result is not surprising though, since in other 
trials higher dropout rates, either from intervention or follow-up, were reported for high-
intensity treatment protocols than for regular SLT.22 When treatment intensity was not 
prescribed in a study-protocol, but instead patients and therapists decided on intensity 
themselves, it was found that 1.5 hours of treatment per week was the preferred and 
tolerated intensity in the first four months after stroke.35    


The fact that only a minority of patients in the intervention group received the intended 
treatment intensity may be considered a limitation of our trial. On the other hand, the 28 
hours in four weeks were more or less arbitrary, and several studies have shown a benefit of 
less than six hours of treatment per week.28, 34, 36 Moreover, in the few published evidence-
based or best practice guidelines on SLT for aphasia the minimally recommended treatment 
intensity is two hours of treatment per week.21, 37-39 When I look at the median treatment 
intensity in RATS-3 of 24.5 hours in four weeks, i.e. more than six hours per week, I am still 
convinced we provided sufficient therapy in order to demonstrate a treatment effect, if 
there would be one.  


In general, a failure to demonstrate superiority of an intervention is not surprising if 
there is no strong contrast between the intervention and control.40 The fact that we 
provided a median treatment intensity of six hours of impairment-based CLT per week to the 
intervention group and no SLT, but only minimal counseling to the control group created a 
large contrast between treatment groups in RATS-3, justifying our conclusion that intensive 
CLT is not superior to no SLT early after stroke onset.  


 
Intervention 


In research, the studied intervention must be standardized in order to adequately evaluate 
and interpret its efficacy.41 Factors such as type of treatment, intensity of treatment, 
individual or group treatment, location where the treatment is provided and who is 
providing treatment have to be reported. Consequently, clinicians know which factors have 
been proven effective in trials and need to be included in their treatment regimen.42 
Downside of this strict demarcating of interventions is that we may end up with lab-
conditions, not reflecting clinical practice, in which many factors and treatment types are 
combined in one therapy session.  


In RATS-3 we have chosen a rather pragmatic approach by using two language treatment 
programs that were already frequently used in daily practice in the Netherlands and that 
were used in the two prior RATS trials. We may debate whether this type of treatment is 
most appropriate early after stroke. CLT presumes some form of meta-linguistic 
consciousness, as it is based on linguistic processing models and exercises target detailed 
semantic, phonological and syntactic operations.43 While communicating, we normally do 
not intentionally process these actions separately. As many stroke patients are faced with 
cognitive impairments,44 this type of treatment may be focused too much on details and too 







 


 


complex, possibly explaining the lack of treatment effect in RATS-3.44-47 However, in the 
post-hoc analysis of the RATS-2 cohort, we found that especially severely impaired patients 
seemed to benefit from CLT, refuting the notion that CLT would be too complicated to 
administer in the acute phase.  


 
Outcome measures 


The baseline test battery in RATS-3 was limited to the 36-item Token Test, ScreeLing and a 
recording of spontaneous speech and did not include the ANELT, our primary outcome 
measure. Consequently, we were unable to compare improvement in ANELT scores between 
groups from baseline to follow-up, i.e. improvement due to an early boost of CLT 
(intervention group) or due to spontaneous recovery (control group). Instead, we compared 
ANELT scores at follow-up with adjustment for baseline aphasia severity. Although 
evaluating improvement in ANELT scores would have been interesting, it has been shown 
that methods comparing change or delta scores introduce more variation in analyses than 
analyses of covariance with a correction for baseline severity.48 We favor the more 
conservative method, and thus chose for the latter option. 


Moreover, RATS-3 was set out to be a pragmatic trial and choices for baseline testing 
were made based on feasibility considerations. Conducting an ANELT very early after stroke 
is not standard practice, as most patients are faced with severe language deficits early after 
stroke. The design of the ANELT requires role-playing in routine situations, which is a difficult 
task for stroke patients in the acute stage.    


The ANELT is designed to assess everyday verbal communication, which is clinically 
relevant as opposed to other rather artificial tests measuring detailed linguistic processing. 
We chose the ANELT as the primary outcome in all RATS trials based on the assumption that 
adequate impairment-based treatment should generalize to everyday communication.49, 50 
The lack of differences in ANELT scores between the intervention and the control group in 
RATS-3 could mean that there is no effect of early CLT, or it may imply that CLT does not 
directly generalize to everyday communication and that this process takes a while. Yet, this 
last explanation seems unlikely as we did not find an effect of early CLT on the ANELT six 
months after the start of treatment either. 


The lack of differences between groups may also be attributed to the scoring of the 
ANELT-A scale. To get the maximum score of five points per item it is not necessary to 
produce semantically, phonologically and syntactically correct utterances. In line with 
normal everyday communication, ellipses or telegram speech are awarded with five points, 
as long as the assessor understands what the patient is expressing. The ANELT may therefore 
be insensitive to pick up improvement or differences in linguistic functioning, which is 
explicitly trained with CLT.51 Yet, the other linguistic tests used in RATS-3 detected no 
differences between groups either, further supporting our conclusion that in fact there is no 
effect of early CLT on recovery of language function in aphasia due to stroke.  


It is however possible to observe early changes in language recovery after stroke. To 
measure the effect of IAT added to usual care on language recovery we used the fairly 
coarse NIHSS Language scale. A detailed analysis of changes in language function would have 
enabled us to better understand language recovery in this very early phase after stroke. The 
ScreeLing would have been a suitable instrument for this, which was pointed out in our 
systematic review on screenings tests for aphasia.   


 







 


 


Randomized controlled trials in aphasia research 
SL-therapists should apply evidence-based practice and implement the highest levels of 
evidence in clinical practice, providing their patients with the best treatment possible. RCTs 
are considered the gold standard in efficacy research and are highly valued by policy 
makers.52 There are two types of RCTs: explanatory trials and pragmatic trials. The first type 
studies whether an intervention is effective under strictly protocoled conditions, i.e. lab-
conditions, and the latter studies whether an intervention is effective when it is applied in 
the real world.53 Pragmatic trials are suitable for interventions that have been proven 
effective in explanatory trials. RATS-3 was a pragmatic trial, set out to study the 
effectiveness of early intensive CLT under clinical practice circumstances. Intensive 
treatment regimens and CLT-approaches have been found more effective than no SLT or 
other treatment approaches in several studies.22, 54 However, when we applied this 
treatment regimen very early after stroke onset in RATS-3, we found that intensive CLT is not 
more effective than no SLT for recovery of aphasia and more importantly that intensive 
treatment is poorly feasible in the average patient with aphasia. 


An ongoing debate in aphasia research is whether RCTs are the optimal study design for 
this group of patients and remarks such as: “Single case design is more appropriate than 
randomized controlled trials for studying treatment effects”55 (p. 401) or “Particular problems 
have arisen when randomized control trials are used to examine therapy provision for a 
client group”56 (p.285) are frequently heard in discussions on this topic.55-57 People who oppose 
using RCTs in aphasia research claim that the group of people with aphasia and the 
treatment provided to them are too heterogeneous to be studied with this study design. 
They are of the opinion that each patient should receive personalized treatment, tailored to 
individual deficits and needs. In their view, this individual approach cannot be tested in an 
RCT, as results on an individual level are disregarded in RCTs. Alternatives for RCTs in aphasia 
research are single-case studies or non-randomized group studies.55, 58 However, showing a 
benefit of an intervention in a small number of patients, does not reliably demonstrate that 
the treatment is effective, as those results in a selective group cannot be generalized to the 
population of people with aphasia and a selection bias is likely at play. Moreover, the only 
way to effectively rule out the effect of spontaneous recovery is by a controlled, preferably 
randomized design. 


The power of an RCT lies in the fact that researchers are able to study the efficacy and 
effectiveness of the operational mechanism(s) underlying the intervention, by investigating a 
group of patients with a similar deficit. This common deficit in patients with aphasia is the 
underlying language disorder and the operational mechanism of SLT may be timing, 
treatment intensity or treatment type. Thus, RCTs are suitable for aphasia research, 
provided that they are properly executed.  


To accurately execute an RCT, sufficient participants have to be recruited, as the 
precision of RCT designs relies heavily on the number of participants. Performing a power 
calculation is therefore an essential part of the methodology.59 According to our calculations 
75 participants in each experimental arm would provide 84% power to detect a clinically 
relevant treatment effect, defined as a four-point difference between groups on the ANELT 
four weeks after randomization. The inclusion rate in RATS-3 was lower than expected. On 
average, in the Netherlands a hospital admits approximately 300 stroke patients per year. 
Approximately a third of these patients has aphasia shortly after stroke, but less than half of 
them remain aphasic for a longer period of time.60, 61 This comes down to around 45 patients 







 


 


per including hospital that might fit the inclusion criteria. Yet, these patients had to be able 
to tolerate intensive treatment and had to provide informed consent, and that appeared 
more difficult than we anticipated. A considerable proportion of eligible stroke patients or 
their representatives refused participation, either because they wanted to start treatment as 
soon as possible, or because they expected the early intervention to be too burdensome. 
This has been reported previously and may be inevitable in RCTs early after stroke.35 Still, by 
extending the inclusion period, we succeeded in recruiting more than 150 subjects for RATS-
3. Nevertheless, this contrasts heavily with the estimated number of 3600 patients each year 
with stroke and lasting aphasia in the Netherlands.62  


Frequently, post-hoc subgroup analyses are performed with data collected in RCTs. 
However, post-hoc analyses should be used for hypothesis generation only, especially those 
from RCTs with a neutral outcome, such as RATS-3. By selecting patients for subgroups, one 
disregards the essential element of RCTs; a reliable comparison of groups that were similar 
at baseline, as a result of the random allocation of intervention. In our on-treatment analysis 
we selected only those patients from the intervention group that apparently were able to 
tolerate high-intensity treatment, but in the control group such a selection was not made. 
Thus, the control group included patients that might and patients that might not tolerate 
early intensive treatment. In this way we compared groups that are actually no longer 
comparable. It might very well be that the results of the on-treatment analyses merely show 
that patients, who are able to start with intensive treatment early after stroke onset, may 
anyhow have more potential to improve, regardless of whether treatment is provided. 
Perhaps being able to tolerate intensive treatment is a predictor for recovery.  


 
CLINICAL IMPLICATIONS  


 
Early after stroke, patients, their family members or medical staff may be fiercely focused on 
impairment-based treatment, assuming that language deficits improve more rapidly when 
treatment is initiated as soon as possible. These notions are endorsed by literature, such as 
the Cochrane review, in which the authors conclude that SLT is more effective than no 
treatment, despite several restrictions.22 Consequently stroke patients, who are often ill and 
exhausted shortly after stroke, are pushed to practice intensively.  


With RATS-3 we have now shown that the urgency to initiate CLT quickly after stroke is 
unfunded. Hence, there is no need to stimulate all patients to start with CLT as soon as 
possible. Perhaps, in this phase it is better to focus on motor rehabilitation to prevent 
maladaptive processes from occurring, and to focus on counseling and guidance. It may also 
be good to take plenty of rest in order not to overload the brain and to let spontaneous 
recovery processes do their work first, as some animal studies have suggested.3, 15, 63 Yet, our 
results also imply that early intensive treatment may not be detrimental in patients who are 
able to tolerate and are motivated for intensive CLT.     


These findings are important in the light of changes in health care policy and budget 
restrictions. In those patients who seem unable to tolerate intensive treatment, SL-
therapists may better focus on enhancing communication in order to prevent isolation, 
instead of training linguistic functioning. In a later phase in the stroke recovery process, this 
may be more effective.   


The post-hoc analysis of RATS-2 on the impact of baseline aphasia severity on recovery of 
language function showed that in all severity groups most improvement occurred in the first 







 


 


three months. Combining these results with other studies presenting similar findings,4, 23-25 it 
appears that the window of opportunity during which most recovery is expected lasts until 
three months after stroke.  


The longest period of improvement was found in the very severely impaired group. The 
recovery profiles in this group showed a positive slope until six months, implying that 
improvement might still be ongoing beyond six months after stroke. This suggests that very 
severely aphasic patients may have a more extended recovery period, and treatment 
resources should be available for a longer period to these patients than the commonly 
prescribed six months. In this group we also observed an unexpected benefit of CLT over 
that of communicative treatment. SLT for very severely affected patients is generally aimed 
at compensation, but our findings suggest that impairment-based CLT may also be a good 
treatment approach.  


Results presented in Chapter 3.2, Chapter 4.1 and 4.4 suggest that spontaneous language 
recovery is most pronounced in the first weeks after stroke, leading to an instable language 
function in this early phase. This implies that taking more time for detailed diagnosis of the 
language deficits before starting targeted treatment is not detrimental, and it may be even 
sensible to wait with detailed diagnostics until aphasia has more or less stabilized.  


From the SPEAK model and its validation we know that baseline variables measured 
during the first week after stroke may provide a grounded prediction of aphasia outcome 
one year after stroke. We must keep in mind that when these baseline variables are 
collected in a later stage after stroke onset, the prognosis derived from the SPEAK model 
may be less accurate. Therefore a good cooperation between the SL-therapist and the 
neurologist is necessary, so that the neurologist is timely provided with essential information 
to provide the patient with an adequate personal prognosis. When the updated model is 
further externally validated, it may be used to predict good outcome six months after stroke.   


Three of the studies I have presented showed a relationship between aphasia severity 
shortly after stroke onset and long-term outcome and recovery: severity of aphasia shortly 
after stroke was a predictor of outcome in the SPEAK model; in RATS-3, baseline aphasia 
severity was significantly associated with ANELT scores at follow-up; and in the post-hoc 
analysis of RATS-2 we found that very severely impaired patients improved for the longest 
period after stroke and seemed to benefit more from CLT than less severely impaired 
patients. These accumulated findings show that adequate estimation of aphasia severity 
shortly after onset is important for reliable prognostication and providing adequate 
individual treatment. The ScreeLing proved to be a valid and reliable instrument, very well 
suitable for this purpose.  


 
FUTURE RESEARCH 


 
With RATS-3 we have consistently demonstrated that starting intensive CLT within two 
weeks of stroke onset is not more effective than starting treatment later after stroke for the 
recovery of aphasia. It is important not to interpret this finding as SLT being of no use in the 
acute and post-acute phase of aphasia due to stroke. SLT comprises much more than CLT 
alone and there is still much more that has to be studied in order to identify which factors 
are of importance for effective rehabilitation of aphasia.  


In our trial we compared the optimal treatment regimen as suggested by the available 
evidence (early intensive CLT), to usual care (later initiated, less intensive treatment). Using 







 


 


this design, we did not merely study the effect of timing of therapy, as this would require a 
direct comparison between early initiated intensive treatment and later initiated intensive 
treatment. Neither did we distinctively study the impact of treatment intensity early after 
stroke, as this would imply comparing high-intensity to low-intensity treatment in the early 
stage after stroke.  


Whenever the effect of both timing and intensity was to be studied in one single RCT, 
multiple treatment arms or a more complex method of analysis would be necessary. 
Consequently, large numbers of participants would have to be recruited in order to warrant 
sufficient statistical power. Recruiting sufficient participants for RATS-3 turned out to be 
rather difficult, and I therefore recommend international cooperation to increase feasibility 
of large RCTs. This is one of the reasons the Collaboration of Aphasia Trialists (CATs) was 
founded with funding from the European Cooperation in Science and Technology (COST).64 
The main aim of this collaboration is to improve international cooperation, resulting in joint 
goal setting for future large international multicenter trials, and to further improve quality of 
research on aphasia.  


One project of the CATs is RELEASE (REhabilitation and recovery of peopLE with Aphasia 
after StrokE), aimed at accumulating data from various trials performed in stroke patients 
with aphasia.64 Pooling of data will enable us to more reliably conduct subgroup analyses. 
These retrospective studies are apt for identification of gaps in aphasia research, to identify 
relevant subgroups and to generate hypotheses for future trials. 


We could start by exploring the RATS-3 cohort to identify which factors are associated 
with rapid spontaneous recovery and factors associated with good response to early 
intensive treatment, as during data collection in RATS-3 I have noticed that participants 
could roughly be classified into four groups. I observed individuals in the intervention group 
that seemed to improve rapidly, but also patients from this group showing barely any clinical 
progress. In the control group I also observed patients recovering quickly and patients hardly 
showing any improvement. It would be clinically relevant to identify factors that predict 
which patients may benefit from early treatment and which patients will improve well 
spontaneously. Hereby SLT resources may be better directed to those patients who are 
expected to benefit from language treatment. In this way we can also identify which patients 
will likely not benefit from CLT, and thus may need a different type of intervention to 
improve communication ability, such as communicative treatment.  


One of the factors that we did not take into account in RATS-3 is cognitive functioning 
before and after stroke. It would be meaningful to study whether cognitive functioning after 
stroke is associated with being ready for receiving language treatment, because an 
association between cognitive impairment and rehabilitation success has been reported 
previously.44, 46, 65, 66 Clinical observations in the RATS-3 cohort suggested that patients who 
were less likely to cope with and respond to treatment also had cognitive impairments. 
However, adequate estimation of cognitive functioning will probably be challenging in 
patients with aphasia, as cognition and language are highly intertwined.44, 67 


It is also unknown which types of treatment are effective for which patients. We have 
chosen to study CLT, based on the assumptions that recovery is optimal if the premorbid 
language system is restored and that linguistic functioning can be restored with CLT.6 
However, there are also researchers advocating to implement communicative treatment in 
the early phase after stroke to initiate effective communication as soon as possible.68 
Hereby, maladaptive processes are thought to be prevented and social interaction is 







 


 


enhanced, keeping patients from feeling isolated. It would be interesting to test the 
effectiveness of one-to-one communicative treatment combined with structured education 
of the patients’ social environment, creating a ‘language enriched environment’, in a well-
designed RCT with for instance classical impairment-based SLT as control condition.  


Most findings in this thesis show that the language system is extremely capricious in the 
first days to weeks after stroke. It would be meaningful to include neuroimaging measures in 
future trial designs, and it is important to continue improving neuroimaging techniques and 
our interpretation of the results in order to better understand post-stroke language recovery 
and its response to treatment. Questions such as ‘Is the activity-shift to the right hemisphere 
maladaptive or supportive for language recovery?’ or ‘Can early language treatment salvage 
penumbral tissue?’ remain unanswered still. In particular, we must further explore the effect 
of therapy principles e.g. massed practice, focusing principles, constraint-induced principles 
and enriched environments that allegedly are crucial for effective treatment.69  


To study the effect of intensive CLT on the neural network dedicated to language in acute 
and chronic aphasia, our group conducted a second trial parallel to RATS-3; Functional 
Imaging in Aphasia Treatment (FIAT).70 Patients were randomly allocated to either four 
weeks of intensive CLT or no language treatment at all, comparable to the RATS-3 treatment 
protocol. In addition to the linguistic test data collected in RATS-3, in FIAT functional MRI-
data on language performance were collected. All patients eligible for RATS-3 without 
contra-indications for MRI were asked to participate in FIAT as well. Unfortunately, because 
of the additional MRI-scanning the few eligible candidates were very reluctant to consent 
and we did not succeed in recruiting sufficient participants with acute aphasia, i.e. within 
two weeks after stroke onset. We also aimed at including 40 patients with chronic aphasia, 
defined as aphasia due to stroke existing for at least one year, and eventually succeeded in 
including a number of 38 patients for this group. Results from FIAT in the chronic phase are 
analyzed, but are not yet published. 


Furthermore, in order to better time language treatment, we need to verify the existence 
of a critical window of opportunity during which the brain is hyperexcitable and language 
treatment supposedly positively interacts with neural recovery.2, 3, 71 Findings from RATS-3 
justify longer periods without treatment early after stroke for future studies. However, 
‘doing nothing’ will probably be highly unattractive to most patients, as the majority of 
patients is motivated for rehabilitation. One way to solve this problem is to introduce a 
control condition with other activities instead of SLT. One could think of an attention control 
group, with nonverbal exercises aimed at improving cognitive functioning, such as attention 
and memory.    


Techniques for non-invasive brain stimulation, e.g. transcranial magnetic stimulation or 
transcranial direct current stimulation might also be explored in future studies, as they have 
shown promising results in restoring language function, though working mechanisms are as 
yet unclear.72 In studies like these, a sham control condition is often used, which is a good 
alternative for ‘doing nothing’.     


 
CONCLUSION 


 
In this thesis I showed that early screening for aphasia after stroke is feasible and can be 
done accurately, and I demonstrated that combining clinical information collected early after 
stroke onset improves prognostication in aphasia, while our large multicenter trial did not 







 


 


show a beneficial effect of early initiated CLT. Taking the limitations into consideration, I can 
confidently conclude that we are able to adequately diagnose aphasia in the early phase 
after stroke and predict aphasia outcome. Furthermore, I provided solid evidence rejecting 
the hypothesis that intensive CLT is the optimal treatment approach early after stroke onset.   


Considering that aphasia is a heterogeneous condition, it is unlikely that one therapeutic 
approach suits all patients. Hence, we still need well-designed large multicenter RCTs with 
multiple arms and stratification for at least stroke severity and aphasia severity, but also for 
instance for type of aphasia, and taking into account comorbidities. These future RCTs 
should aim to identify treatment parameters and patient related factors that can predict 
individual response to treatment. Ideally, this would result in a model that provides the 
parameters for an optimal individual treatment regimen, based on individuals’ 
characteristics shortly after stroke onset.  


 
REFERENCES 
 
1. Murphy TH, Corbett D. Plasticity during stroke recovery: from synapse to behaviour. Nat Rev 


Neurosci. 2009;10:861-872 
2. Zeiler SR, Krakauer JW. The interaction between training and plasticity in the poststroke 


brain. Curr Opin Neurol. 2013;26:609-616 
3. Teasell R, Bitensky J, Salter K, Bayona NA. The role of timing and intensity of rehabilitation 


therapies. Top Stroke Rehabil. 2005;12:46-57 
4. Kreisel SH, Bazner H, Hennerici MG. Pathophysiology of stroke rehabilitation: temporal 


aspects of neuro-functional recovery. Cerebrovasc Dis. 2006;21:6-17 
5. Kreisel SH, Hennerici MG, Bazner H. Pathophysiology of stroke rehabilitation: the natural 


course of clinical recovery, use-dependent plasticity and rehabilitative outcome. Cerebrovasc 
Dis. 2007;23:243-255 


6. Code C. Multifactorial processes in recovery from aphasia: developing the foundations for a 
multileveled framework. Brain Lang. 2001;77:25-44 


7. Thompson CK, den Ouden DB. Neuroimaging and recovery of language in aphasia. Curr 
Neurol Neurosci Rep. 2008;8:475-483 


8. van Hees S, McMahon K, Angwin A, de Zubicaray G, Copland DA. Neural activity associated 
with semantic versus phonological anomia treatments in aphasia. Brain Lang. 2014;129:47-
57 


9. van Hees S, McMahon K, Angwin A, de Zubicaray G, Read S, Copland DA. A functional MRI 
study of the relationship between naming treatment outcomes and resting state functional 
connectivity in post-stroke aphasia. Hum Brain Mapp. 2014;35:3919-3931 


10. Paolucci S, Antonucci G, Grasso MG, Morelli D, Troisi E, Coiro P, et al. Early versus delayed 
inpatient stroke rehabilitation: a matched comparison conducted in Italy. Arch Phys Med 
Rehabil. 2000;81:695-700 


11. Maulden SA, Gassaway J, Horn SD, Smout RJ, DeJong G. Timing of initiation of rehabilitation 
after stroke. Arch Phys Med Rehabil. 2005;86:S34-S40 


12. Salter K, Jutai J, Hartley M, Foley N, Bhogal S, Bayona N, et al. Impact of early vs delayed 
admission to rehabilitation on functional outcomes in persons with stroke. J Rehabil Med. 
2006;38:113-117 


13. Biernaskie J, Chernenko G, Corbett D. Efficacy of rehabilitative experience declines with time 
after focal ischemic brain injury. J Neurosci. 2004;24:1245-1254 


14. Dromerick AW, Lang CE, Birkenmeier RL, Wagner JM, Miller JP, Videen TO, et al. Very Early 
Constraint-Induced Movement during Stroke Rehabilitation (VECTORS): A single-center RCT. 
Neurology. 2009;73:195-201 







 


 


15. DeBow SB, McKenna JE, Kolb B, Colbourne F. Immediate constraint-induced movement 
therapy causes local hyperthermia that exacerbates cerebral cortical injury in rats. Can J 
Physiol Pharmacol. 2004;82:231-237 


16. Basso A. Aphasia and its therapy. New York: Oxford University Press; 2003. 
17. Flamand-Roze C, Falissard B, Roze E, Maintigneux L, Beziz J, Chacon A, et al. Validation of a 


new language screening tool for patients with acute stroke: the Language Screening Test 
(LAST). Stroke. 2011;42:1224-1229 


18. El Hachioui H, Sandt-Koenderman MW, Dippel DW, Koudstaal PJ, Visch-Brink EG. The 
ScreeLing: occurrence of linguistic deficits in acute aphasia post-stroke. J Rehabil Med. 
2012;44:429-435 


19. El Hachioui H, Lingsma HF, van de Sandt-Koenderman MW, Dippel DW, Koudstaal PJ, Visch-
Brink EG. Long-term prognosis of aphasia after stroke. J Neurol Neurosurg Psychiatry. 
2013;84:310-315 


20. Berkhemer OA, Fransen PSS, Beumer D, van den Berg LA, Lingsma HF, Yoo AJ, et al. A 
Randomized Trial of Intraarterial Treatment for Acute Ischemic Stroke. New England Journal 
of Medicine. 2015;372:11-20 


21. NVN, CBO. Richtlijn. Diagnostiek, behandeling en zorg voor patiënten met een beroerte. 
[Guideline. Diagnostics, treatment and care for stroke patients]. 2008 


22. Brady MC, Kelly H, Godwin J, Enderby P, Campbell P. Speech and language therapy for 
aphasia following stroke. The Cochrane Database of Systematic Reviews. 2016 


23. El Hachioui H, Lingsma HF, van de Sandt-Koenderman ME, Dippel DW, Koudstaal PJ, Visch-
Brink EG. Recovery of aphasia after stroke: a 1-year follow-up study. J Neurol. 2013;260:166-
171 


24. van der Meulen I, van de Sandt-Koenderman WM, Heijenbrok-Kal MH, Visch-Brink EG, 
Ribbers GM. The Efficacy and Timing of Melodic Intonation Therapy in Subacute Aphasia. 
Neurorehabil Neural Repair. 2014;28:536-544 


25. Robey RR. A meta-analysis of clinical outcomes in the treatment of aphasia. J Speech Lang 
Hear Res. 1998;41:172-187 


26. Bhogal SK, Teasell R, Speechley M. Intensity of aphasia therapy, impact on recovery. Stroke. 
2003;34:987-993 


27. Godecke E, Rai T, Ciccone N, Armstrong E, Granger A, Hankey GJ. Amount of therapy matters 
in very early aphasia rehabilitation after stroke: a clinical prognostic model. Semin Speech 
Lang. 2013;34:129-141 


28. Brindley P, Copeland M, Demain C, Martyn P. A comparison of the speech of ten chronic 
Broca's aphasics following intensive and non-intensive periods of therapy. Aphasiology. 
1989;3:695-707 


29. Martins IP, Leal G, Fonseca I, Farrajota L, Aguiar M, Fonseca J, et al. A randomized, rater-
blinded, parallel trial of intensive speech therapy in sub-acute post-stroke aphasia: the SP-I-
R-IT study. Int J Lang Commun Disord. 2013;48:421-431 


30. Dignam J, Copland D, McKinnon E, Burfein P, O’Brien K, Farrell A, et al. Intensive Versus 
Distributed Aphasia Therapy: A Nonrandomized, Parallel-Group, Dosage-Controlled Study. 
Stroke. 2015 


31. Sage K, Snell C, Lambon Ralph MA. How intensive does anomia therapy for people with 
aphasia need to be? Neuropsychol Rehabil. 2011;21:26-41 


32. Bakheit AM, Shaw S, Barrett L, Wood J, Carrington S, Griffiths S, et al. A prospective, 
randomized, parallel group, controlled study of the effect of intensity of speech and language 
therapy on early recovery from poststroke aphasia. Clin Rehabil. 2007;21:885-894 


33. Hinckley J, Carr T. Comparing the outcomes of intensive and non-intensive context-based 
aphasia treatment. Aphasiology. 2005;19:965-974 







 


 


34. Godecke E, Hird K, Lalor EE, Rai T, Phillips MR. Very early poststroke aphasia therapy: a pilot 
randomized controlled efficacy trial. Int J Stroke. 2012;7:635-644 


35. Bowen A, Hesketh A, Patchick E, Young A, Davies L, Vail A, et al. Effectiveness of enhanced 
communication therapy in the first four months after stroke for aphasia and dysarthria: a 
randomised controlled trial. BMJ. 2012;345:e4407 


36. Denes G, Perazzolo C, Piani A, Piccione F. Intensive versus regular speech therapy in global 
aphasia: A controlled study. Aphasiology. 1996;10:385-394 


37. Stroke Foundation of New Zealand and New Zealand Guidelines Group. Clinical Guidelines for 
Stroke Management 2010. 2010 


38. National Stroke Foundation. Clinical Guidelines for Stroke Management. 2010 
39. Berns PEG, Jünger N, Boxum E, Nouwens F, van der staaij MG, van Wessel S, et al. 


Logopedische richtlijn "Diagnostiek en behandeling van afasie bij volwassenen" [Guideline for 
speech and language therapy for the diagnosis and treatment of adult aphasia]. 2015 


40. Cipriani A, Girlanda F, Barbui C. Superiority, equivalence or non-inferiority? Epidemiology and 
Psychiatric Sciences. 2009;18:311-313 


41. Schulz KF, Altman DG, Moher D, for the Consort Group. CONSORT 2010 Statement: updated 
guidelines for reporting parallel group randomised trials. Trials. 2010;11:32 


42. Hoffmann TC, Glasziou PP, Boutron I, Milne R, Perera R, Moher D, et al. Better reporting of 
interventions: template for intervention description and replication (TIDieR) checklist and 
guide. Bmj. 2014;348 


43. Doesborgh SJ, van de Sandt-Koenderman MW, Dippel DW, van Harskamp F, Koudstaal PJ, 
Visch-Brink EG. Effects of semantic treatment on verbal communication and linguistic 
processing in aphasia after stroke: a randomized controlled trial. Stroke. 2004;35:141-146 


44. El Hachioui H, Visch-Brink EG, Lingsma HF, van de Sandt-Koenderman MW, Dippel DW, 
Koudstaal PJ, et al. Nonlinguistic cognitive impairment in poststroke aphasia: a prospective 
study. Neurorehabil Neural Repair. 2014;28:273-281 


45. Lee B, Pyun S-B. Characteristics of Cognitive Impairment in Patients With Post-stroke 
Aphasia. Annals of Rehabilitation Medicine. 2014;38:759-765 


46. Murray LL. Attention and other cognitive deficits in aphasia: presence and relation to 
language and communication measures. Am J Speech Lang Pathol. 2012;21:S51-64 


47. Varley R. Rethinking aphasia therapy: a neuroscience perspective. Int J Speech Lang Pathol. 
2011;13:11-20 


48. Van Breukelen GJP. ANCOVA versus change from baseline had more power in randomized 
studies and more bias in nonrandomized studies. Journal of clinical epidemiology. 
2006;59:920-925 


49. Wallace SJ, Worrall L, Rose T, Le Dorze G. Measuring outcomes in aphasia research: A review 
of current practice and an agenda for standardisation. Aphasiology. 2014;28:1364-1384 


50. Brady MC, Kelly H, Godwin J, Enderby P. Speech and language therapy for aphasia following 
stroke. Cochrane Database Syst Rev. 2012;5:CD000425 


51. Ruiter MB, Kolk HHJ, Rietveld TCM, Dijkstra N, Lotgering E. Towards a quantitative measure 
of verbal effectiveness and efficiency in the Amsterdam-Nijmegen Everyday Language Test 
(ANELT). Aphasiology. 2011;25:961-975 


52. Guyatt GH, Sackett DL, Sinclair JC, et al. Users&#39; guides to the medical literature: Ix. a 
method for grading health care recommendations. JAMA. 1995;274:1800-1804 


53. Thabane L, Kaczorowski J, Dolovich L, Chambers LW, Mbuagbaw L. Reducing the confusion 
and controversies around pragmatic trials: using the Cardiovascular Health Awareness 
Program (CHAP) trial as an illustrative example. Trials. 2015;16:387 


54. Cicerone KD, Langenbahn DM, Braden C, Malec JF, Kalmar K, Fraas M, et al. Evidence-based 
cognitive rehabilitation: updated review of the literature from 2003 through 2008. Arch Phys 
Med Rehabil. 2011;92:519-530 







 


 


55. Franklin S. Designing Single Case Treatment Studies for Aphasic Patients. Neuropsychological 
Rehabilitation. 1997;7:401-418 


56. Pring T. Ask a silly question: two decades of troublesome trials. International Journal of 
Language & Communication Disorders. 2004;39:285-302 


57. Howard D. Forum: evaluating intervention beyond randomised controlled trials: the case for 
effective case studies of the effects of treatment in aphasia. British Journal of Disorders of 
Communication. 1986;21:89-102 


58. Grodzinsky Y, Piñango MM, Zurif E, Drai D. The Critical Role of Group Studies in 
Neuropsychology: Comprehension Regularities in Broca's Aphasia. Brain and Language. 
1999;67:134-147 


59. Chan A- -
Statement: Defining Standard Protocol Items for Clinical Trials. Annals of Internal Medicine. 
2013;158:200-207 


60. Engelter ST, Gostynski M, Papa S, Frei M, Born C, Ajdacic-Gross V, et al. Epidemiology of 
aphasia attributable to first ischemic stroke: incidence, severity, fluency, etiology, and 
thrombolysis. Stroke. 2006;37:1379-1384 


61. Laska AC, Hellblom A, Murray V, Kahan T, Von Arbin M. Aphasia in acute stroke and relation 
to outcome. J Intern Med. 2001;249:413-422 


62. van Dis I, Buddeke J, Vaartjes I, Visseren FLJ, Bots ML. Cardiovascular disease in the 
Netherlands 2015, facts about the past, present and future [Hart- en vaatziekten in 
Nederland 2015, cijfers over verleden, heden en toekomst.]. Hartstichting, The Hague, 2015 


63. Risedal A, Zeng J, Johansson BB. Early training may exacerbate brain damage after focal brain 
ischemia in the rat. J Cereb Blood Flow Metab. 1999;19:997-1003 


64. Collaboration of Aphasia Trialists.http://www.aphasiatrials.org/. 2016; 
65. Zinn S, Dudley TK, Bosworth HB, Hoenig HM, Duncan PW, Horner RD. The effect of poststroke 


cognitive impairment on rehabilitation process and functional outcome. Arch Phys Med 
Rehabil. 2004;85:1084-1090 


66. Nys GM, van Zandvoort MJ, de Kort PL, van der Worp HB, Jansen BP, Algra A, et al. The 
prognostic value of domain-specific cognitive abilities in acute first-ever stroke. Neurology. 
2005;64:821-827 


67. Gainotti G. Old and recent approaches to the problem of non-verbal conceptual disorders in 
aphasic patients. Cortex. 2014;53:78-89 


68. Holland A, Fridriksson J. Aphasia Management During the Early Phases of Recovery Following 
Stroke. American Journal of Speech-Language Pathology. 2001;10:19-28 


69. Pulvermuller F, Berthier ML. Aphasia therapy on a neuroscience basis. Aphasiology. 
2008;22:563-599 


70. Nederlands Trials Register. NTR3271: Rotterdam Aphasia Therapy Study-3: The efficacy of 
early, intensive cognitive-linguistic therapy in aphasia after stroke (a randomized controlled 
trial).http://www.trialregister.nl/trialreg/admin/rctview.asp?TC=3271. 2012; 


71. Berthier ML, Pulvermuller F. Neuroscience insights improve neurorehabilitation of poststroke 
aphasia. Nat Rev Neurol. 2011;7:86-97 


72. Thiel A, Zumbansen A. The pathophysiology of post-stroke aphasia: A network approach. 
Restor Neurol Neurosci. 2016 


 
 


 
 







__MACOSX/._HST 5 Discussie.pdf

