
mailto:tj@rehaler.com










 

Version Issue Date Changes

• 

• 

• 

• 

• 

• 

• 
• 
• 
• 
• 

• 

• 

• 

• 

• 

• 

• 

• 

• 
• 

• 

• 



user9s body

Added the clinical investigation9s EUDAMED number 
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Principal Investigator9s signature

Principal Investigator9s printed name



 



 



ollect clinical data on Rehaler9s 
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Percentage of attacks with use of rescue medication from the 2 hours9 time point until 





 

 

Migraine affects 14.7% of the world9s population and is the most common neurological disease, 

 



content of the user9s body which is low enough 



the user9s End Tidal CO

, this is primarily accomplished by the regulator9s design preventing it from 



regulator’s top corner (H) is prevented from moving above level 7 by a protrusion (G) on the edge of the valve unit.

There are some specific cases of incorrect device use in which the user9s oxygen saturation could 

user doesn9t follow the instructions for use as it pertai

 Study participants9 oxygen saturation at baseline 

 

 



available in Investigator9s Brochure)
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• at least one aura symptom spreads gradually over ≥5 minutes
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negligible effects on arterial oxygen saturation and no SADE9s 

hours at home, each day for four weeks. No SADE9s 

minutes using the device, and 3) a control period of 15 minutes without the device. No SADE9s 
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from 2.9% to 2.5% (see Investigator9s 

Overall, these clinical and technical data confirm that the Rehaler9s physiological effect matches the 
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As detailed in the Investigator9s Brochure, o

 

 

 

the valve unit9s slits. During inhalation, the 





 

 

 

The ePRO app is linked directly to the study9s Electronic Data Capture (EDC) system.

 

 

 

 

a sham device. <Early treatment= is here defined as tre
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 12 months have passed since the participant9s inclusion in Stage 2.
 



< =

 

Design Attribute Justification

Prospective
A prospective study design will eliminate the bias associated with case 
selection in a retrospective review and will ensure that identical procedures 
are followed for data capture and review.

Multi-centre
Inclusion of multiple study centres will reduce the impact of bias associated 
with any one investigator, clinic population, or geography.

Randomized
Randomization will minimize selection bias and minimize differences in 
demographic variables.

Double-blinded

The participants will not be informed about whether they have received the 
active or sham device, until the conclusion of Stage 1. 

The blinding of the investigators is preserved by having the training of the 
patient be carried out by an instructor who is not a study investigator (the 
training process may unblind the instructor because he/she may be able to 
discern which type of device the participant is using). 

Blinding the participants and investigators in this way will minimize bias that 
might impact participant selection and participant outcome measures. 

In order to minimize bias during data analysis, the data analysis will be 
conducted by a biostatistician who is blinded with respect to which of the 
two treatment groups received respectively the active or sham device. 

Sham-controlled
Use of a sham device will allow to control for the placebo effect, thereby 
increasing the accuracy of the evaluation of the treatment9s effectiveness.
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 se of rescue medication from the 2 hours’ time point until 24 

 9

 

 

 



 

 

 

 Impact of the migraine attack on participant9s work/school attendance and ability to do 

 Impact of the migraine attack on participant9s social life and leisure time, during the first 4

 

 

 

 

 

 

 

 

 

 Overall participant satisfaction at end of stage 1, i.e. participant9s global impression of study 
device9s treatment effect averaged over all study attacks (5 point scale: 5 = Satisfied, 4 = 

 

 

 

 

 Use of rescue medication from time 0 until the 2 hours9 time point
 

 

 



 

 

 

 

 

 

 

 

 

 

 

 Participant9s age at onset of migraine with aura was less than 50 years.
 

 

 

 

 

 

 



 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 



participant9s costs



 

• Identification by the trial site personnel, from among the site9s MA patients 
• 

 

 

If the individual9s answers in the online pre

site9s calendar, the 

 

 



The PI must also enter in the participant9s medical records that he/she is 
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• , including participant9s willingness to abide by study instructions, 
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to the participant9s preference) – provided that this type of login is possible on the user9s 

 

 

 is printed on each device9s 

 

 Label on the study device kit9s lid including the Study Kit Identifying Code (cf. Investigator9s 

The participant9s PIN is at this point written on the designated space on the packaging of all study 
devices, as well as on the study device kit9s label.

9s at



 

 

 

 

 

 

 

 Decision on eligibility for study according to checklist and investigator9s evaluation

 

 Install ePRO study app on subject9s smartphone
 

 

 

 

 

 

 



 

 

 

 

 

 

□
Unfold the device’s bag and pull the black plastic strip



□
press <Attack Start=. 

Answer all questions in the app (scroll all the way down), then press <Save=

timer to remember to report symptoms in app 1, 2, 24 & 48h after <Attack Start=

□ symbol

 

 

 

 

 



 

participant9s belief about which device type they

 

 

 

 

 

 

 12 months have passed since the participant9s inclusion in Stage 2.
 

 



 

 

.  <Rescue medication= is here 
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 Impact of the migraine attack on participant9s work/school attendance and ability to do 

 Impact of the migraine attack on participant9s social life and leisure time, during the first 

 

device treatment9s effect (satisfaction measured on 5 point scale: 5 = Satisfied, 4 = Partially Satisfied, 

 



 

 

 

 

please refer to the Investigator9s Brochure.
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and Investigator9s Brochure

 

 

and summarized in the Investigator9s Brochure,



 

 

This includes <comparator= if the comparator is a medical device.
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participant9s daily activities. 

• –

• – Events interrupt a participant9s usual daily activity and may require systemic 

threatening or incapacitating.  Of note, the term <severe= does not necessarily equate 
to <serious=
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study participant9s condition deteriorates at any time during the study, it may be recorded as an AE. 

 

 

Sponsor9s Medical Advisor for study 

as Medical Advisor and for being part of Sponsor9s advisory board. 
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treatment initiation. <Study attacks= are all attacks treated and reported during 

b

sided adjusted χ
If Pearson9s chi�2 =  ∑ �ÿ2�ÿ=1 χ

��2 =  ∑ �ÿ2����
ÿ=1

��� =  ∑ �ÿĀ�ÿĀ∑ �ÿĀ
ÿÿ

Ā=1�ÿĀ = 1 + (�ÿĀ 2 1)�
ρ

(�̂��/�ý�ÿ 2 �̂Ā/�þ) ± 1.96 ∗ ��̂(�̂��/�ý�ÿ 2 �̂Ā/�þ)
�̂��/�ý�ÿ�̂Ā/�þ



��̂(�̂��/�ý�ÿ 2 �̂Ā/�þ) = (�1����̂��/�ý�ÿ(12�̂��/�ý�ÿ)ÿ1 +  �2����̂Ā/�þ(12�̂Ā/�þ)ÿ2 )1/2
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The study9s key secondary endpoint is Pain Freedom at 2 hours (PF2). Recognizing that this is the ideal 

a sample size analysis, conducted by simulation and using the χ

 

s will use the O9Brien 
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nt9s smartphone (the TrialKit ePRO 



nvestigator maintains (and has continual access to) the site9s Participant List in the secure EDC system. 
This list includes the site9s participants9 name, 

 

 

site9s data

 



 

 

 

 

 

 

 

 investigators on handling, reporting and following up on SAE9s.

 

 

 



 

 As part of the site9s activation
 

 

 

 

 

 

 Review of site9s completion of outstanding action items
 site9s subject recruitment end enrolment
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The Principal Investigator is not allowed to deviate from the CIP, except to protect the patient9s rights, 
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necessary, a certified letter to the participant9s last known mailin
methods). These contact attempts should be documented in the participant9s medical record 

 

participant9s End

 

 

the participant9s rights, safety and well



on the study9s findings.

 

 

 

explanation of the informed consent form will be provided in terms suited to the participant9s 
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