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eMethods 1. RESCUE BRAIN Investigators and Contributors  
 

The following doctors participated in the inclusion and follow-up of patients: Versailles hospital (n = 48 

patients): Marie-Laure CHADENAT, MD; Maxime DE MALHERBE, MD; Long Duc DUONG, MD; 

Christian HUBERT, MD; Fernando PICO, MD, PhD; Chantal NIFLE, MD; Jérôme SERVAN, MD; 

Daniela STANCIU, MD; Anne-Céline ZEGHOUDI, MD. Foch Hospital (n = 42): Frederic BOURDAIN, 

MD; Arturo CONSOLI, MD; Serge EVRARD, MD; Bertrand LAPERGUE, MD; Morgan LEGUEN, 

MD; Delphine LOPEZ, MSc; Georges RODESCH, MD; Maya TCHIKVILADZE, MD; Adrien WANG, 

MD. Lille Hospital (n = 28): Anne-Marie BORDET, MSc; Nicolas BRICOUT, MD; Barbara CASOLLA, 

MD,PhD; Charlotte CORDONNIER, MD, PhD; Lucie DELLASCHIAVA, MD; Nelly DEQUATRE-

PONCHELLE, MD; Laurent ESTRADE, MD; Marc FERRIGNO, MD; Hilde HENON, MD, PhD; 

Apolline KAZEMI ,MD. Bichat AP-HP Hospital (n = 18): Pierre AMARENCO, MD; Elena 

MESEGUER, MD. Salpêtrière AP-HP Hospital (n = 15): Flore BARONNET, MD, PhD; Frédéric 

CLARENÇON, MD; Sophie CROZIER, MD; Vincent DEGOS, MD, PhD; Sandrine DELTOUR, MD; 

Anne LEGER, MD; Raphael LEBOUC, MD; Stéphanie LENCK, MD; Christine PIRES, MSc; Yves 

SAMSON, MD, PhD; Eimad SHOTAR, MD; Chiara ZAVANONE, MD. CH Sud Francilien (n = 15): 

Manvel AGHASARYAN, MD; Nicolas CHAUSSON, MD; Edwige LESCIEUX, MSc; Didier SMADJA, 

MD. Rothschild Hospital (n = 11): Mathieu FISSELIER, MD; Michael OBADIA, MD; Michel PIOTIN, 

MD. Mondor AP-HP Hospital (n = 5): Hassan HOSSEINI, MD, PhD;  Loubna MAJHADI, MD. Nantes 

University Hospital (n = 3): Hubert DESAL, MD; Benoit GUILLON, MD; Solène DE GAALON, MD; 

Monica ROY, MD; Mathieu SEVIN-ALLOUET, MD. Strasbourg University Hospital (n = 3): Valérie 

WOLFF, MD, PhD; Véronique QUENARDELLE, MD; Valérie LAUER, MD; Matthieu KRUG, MD. 

Rennes University Hospital (n = 0): Thomas RONZIERE, MD. 

 

Versailles Clinical Research Unit (DRCI). The following persons performed the regulatory process and 

data monitoring Amina CATTENOY, MSc; Vanessa LEFEVRE, MSc; Laure MORISSET, MSc; Sandrine 

ROUX, MSc; Antoine TURBE, MSc.  

MRI core lab. Catherine HIREL, MD; Charlotte ROSSO, MD, PhD.  

Paris Ouest Clinical Research Unit (URC-PO). Philippe AEGERTER, MD, PhD; Sylvie AZERAD, 
MSc; Lionelle NKAM, MSc.  

Lille Biostatistic Department. Alain DUHAMEL, MD, PhD; Julien LABREUCHE (biostatistician).  

Data Safety Monitoring Board. Sonia ALAMOWITCH, MD, PhD, Sorbonne Université, Inserm, 

UMRS 938, Hôpital St-Antoine, AP-HP, Paris, France and AP-HP, Hôpital Saint-Antoine Neurology 

Deparment , Paris, France; Nathalie COZIC, MD, PhD, Department of Biostatistics, Gustave Roussy, 

Villejuif, France; Jean Marc OLIVOT, MD, PhD, Department of Neurology, Hôpital Pierre-Paul Riquet, 

Centre Hospitalier Universitaire de Toulouse, France and Toulouse NeuroImaging Center, Université de 

Toulouse, Inserm, Université Paul Sabatier (UPS), France. 

. 
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eMethods 2. MRI Protocol 

 
The MRI protocol included: (1) a DWI sequence with 24 axial slices of 5-mm thickness, a matrix of 

96×64 pixels, echo time (TE) = 98.9 ms, repetition time (TR) = 2825 ms, b = 0 standard acquisition and b 

= 1000 s/mm2; (2) a fluid-attenuated inversion recovery (FLAIR) sequence with axial slices of 5-mm 

thickness (interslices of 1.5 mm), matrix of 256×256, TR = 8800 ms, TE = 140 ms, inversion time (TI) = 

2200 ms; (3) a T2* sequence with 6-mm thickness axial slices, TE = 15 ms, TR = 500 ms, 20° angle; and 

(4) analysis of the circle of Willis using three-dimensional time-of-flight magnetic resonance angiography 

with 1.4-mm thickness slices, matrix 256 × 192, TR = 2825 ms, and TE = 92.6 ms. 
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eMethods 3. Statistical Analysis Plan 

 

Statistical Analysis Plan for Final Analysis of RESCUE 

BRAIN study:  

The REmote iSchemic Conditioning in acUtE BRAin 

INfarction study. 

 

 

Trial registration: NCT02189928 

Protocol version: The SAP has been written based on information contained in the study protocol 

version 6, dated 24 April 2017. 

 

Roles and Responsibilities of SAP contributors 

Julien Labreuche (Statistician Writing the SAP), Univ. Lille, CHU Lille, Department of biostatistics, EA 

2694 - Santé publique: Epidémiologie et Qualité des Soins, Lille, France 

Alain Duhamel (Supervising Senior Statistician), PhD, Univ. Lille, CHU Lille, Department of 

biostatistics, EA 2694 - Santé publique: Epidémiologie et Qualité des Soins, Lille, France 

Fernando Pico (Principal investigator reviewing the SAP), MD, PhD, Service de Neurologie, Hôpital 

André Mignot, Centre Hospitalier de Versailles, Université Saint Quentin en Yvelines. 

Laure Morisset (Project Manager reviewing the SAP), DRCI, Hôpital André Mignot, Centre Hospitalier 

de Versailles 
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(1) INTRODUCTION 

a. Background and rationale 

Currently, recommended treatments for patients with acute ischemic stroke include intravenous (IV) 

fibrinolysis (recombinant tissue plasminogen activator (rt-PA)), aspirin, and mechanical 

thrombectomy.(1,2) A potential new treatment—remote ischemic per-conditioning (rIPerC)—involves the 

application of pressure around a limb (sufficient to stop blood flow) during acute stroke in order to induce 

transient local ischemia,thus leading to ischemic tolerance in the brain. (3,4)  

b. Research hypothesis 

The null hypothesis is that there is no difference in infarct growth at 24-hours between intervention 

(rIPerC) and control groups. The alternative hypothesis is that there is a difference between the two 

groups. 

c. Study Objectives 

The primary objective of the RESCUE BRAIN trial is to determine the effectiveness (superiority) of remote 

ischemic per-conditioning compared to absence of ischemic per-conditioning (control) in addition to usual 

care for decreasing the infarct growth at 24-hours after inclusion. 

Secondary objectives are:  

1) To determine the effectiveness of the rIPerC compared to absence of ischemic per-conditioning 

(control) to improve:  

- clinical efficacy outcomes 

- recanalization rate after IV rtPA 

2) To compare the safety of the rIPerC compared to absence ischemic per-conditioning (control). 

3) To assess the tolerance and side effects of rIPerC 
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(2) TRIAL METHODS 

a. Trial design  

The RESCUE BRAIN trial, is a multicenter, randomized, parallel group, controlled, open-label, with 

blinded endpoint evaluation (PROBE design). It as an academic trial designed to answer the question: is 

rIPerC efficative for decreasing the infarct growth. Patients are recruited from 10 stroke centers in France. 

Adults patients admitted with an acute ischemic stroke (MRI-proven), within 6 hours of the onset of 

symptoms are randomized to be received either by rIPerC or no ischemic per-conditioning (control) with 

an allocation ratio of 1:1. 

b. Randomisation 

The randomization process is described in full within the clinical trial protocol. To be brief, a web-based 

randomization procedure using a randomization table provided by an independent statistician (using 

random permutated blocs of varying sizes, stratified by center and use of IV thrombolysis) was performed. 

c. Sample size 

Full details of the sample size is described within the clinical trial protocol. A sample size of 100 per group 

will have 80% power to detect a difference in infarct growth (absolute change in brain infarct volume from 

baseline to 24 hours) of 15cm3 with a 0.05 two-sided significance level, by assuming a standard deviation 

of 36 cm3 and taking into account an anticipated rate of unusable MRIs of 10%.  

d. Framework 

Primary and secondary objectives of RESCUE BRAIN trial are testing for superiority.  

e. Timing of outcome assessments 

The time points at which outcomes are measured in provided in table 1. Full detail of the schedule of the 

study procedures including expected visit dates and visit windows are described within the clinical trial 

protocol. 
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Table 1. The schedule of study procedures related to outcome measures 

Outcomes 

Baseline  

(initial MRI) 

rIPerC treatment End of acute stroke 

treatment 

24 hrs Post-

Randomization 

(MRI control) 

Day 7 Post 

Randomization 

90 days Post-

Randomization 

Brain infarct volume X   X   

NIHSS X   X X X 

mTICI X  X X   

mRs X     X 

Barthel      X 

Intracerebral hemorrhage 

(ECASS3 classification) 

   X   

Pain (EVA)  X     

Adverse events  X X X X X 
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(3) STATISTICAL PRINCIPLES 

a. Confidence intervals and p-values 

All applicable statistical tests will be 2-sided and will be performed using a 5% significance level.  

No correction for multiple comparisons will be applied; all secondary objectives will be considered as 

exploratory. All confidence intervals (CI) presented will be 95%CI and 2-sided.  

b. Adherence and Protocol Deviations 

Adherence to the intervention is defined as patients who underwent the 4 cycles of inflation/deflation in 

experimental arm (rIPerC) and none cycle of inflation/deflation in control arm. The number and % of 

patients with adherence to the intervention will be provided by treatment group, with no formal statistical 

comparison. The following protocol deviations are pre-defined as major protocol violations with a direct 

bearing on primary outcome:  

1) Patients without adherence to the intervention (as defined above) 

2) Patients who did not received the allocated intervention 

Protocol deviations are identified and classified as major or minor in blind reviews before the database 

freezing. The number and % of patients with major and minor protocol deviations will be provided by 

treatment group, with details of the type of deviation. No formal statistical comparison will be done. 

c. Analysis population 

Intent-to-treat (ITT): The ITT population will include all randomized patients, regardless of their eligibility 

and any protocol deviations, according to the treatment group to which they were assigned at 

randomization. The ITT population will be the primary analysis population for primary and secondary 

efficacy outcomes.  

Per-protocol (PP): The PP population will include all randomized patients excluding:  

1) Patients with major protocol deviations 

2) Patients without primary outcome measure (DWI measure of brain infarct volume at baseline and 

24-hours). 

PP analysis will be considered only for primary outcome as a secondary analysis. 

Safety population: The safety population will include all randomized patients by comparing patients who 

underwent at least part of the per-conditioning regimen (at least one cycle of cuff inflation) versus other 
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patients. 
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(4) TRIAL POPULATION 

a. Screening data 

The overall recruitment period will be provided in months.  

b. Eligibility 

The trial inclusion and exclusion criteria are full detailed in clinical trial protocol. The number of ineligible 

patients randomized will be reported by treatment group (figure 1). 

c. Withdrawal/Follow-up-level of withdrawal 

The level of withdrawal will be tabulate and classified as:  

1) Withdraw consent from follow-up but allow data collected to date to be used  

2) Withdraw consent from follow-up and withdraw consent for data collected to date to be used  

3) Withdraw due to lost to follow-up 

4) Withdraw due to investigator decisions 

The timing of withdrawal and reasons for withdrawal will be provided by treatment group according to flow 

diagram (figure 1). 
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Figure 1. Flow of participation in the RESCUE BRAIN trial. 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
* Reasons will be provided 
† Level of consent withdrawal will be provided

Randomized (n=) 

Allocated to rIPerC (n=)  

Received allocated intervention (n=)  

Did not receive allocated intervention* (n=) 

Did not meet the inclusion criteria (n=) 

Allocated to control (no rIPerC) (n=)   

Received allocated intervention (n=)  

Did not receive allocated intervention* (n=) 

Did not meet the inclusion criteria (n=) 

Died (n=) or completed follow-up (n=) 

-lost to follow-up (n=) 

-withdrawn consent (n=)† 

-Other reasons (n=)* 

 

 

 

 

Died (n=) or completed follow-up (n=) 

-lost to follow-up (n=) 

-withdrawn consent (n=)† 

-Other reasons (n=)* 

 

Analyzed (n=) 

-excluded (n=)* 

 

 

 

Analyzed (n=) 

-excluded (n=)* 

 

 

 

 

Primary Analysis 

Primary Endpoint  

DWI Volume change 

Allocation 

 

90-day Follow-up 

Core Lab Adjudicated Data: 

- at baseline and 24-h (n=) 

- at baseline only (n=) 

- at 24-h only (n=) 

 

- 24-hours (n=) 

 

Core Lab Adjudicated Data: 

- at baseline and 24-h (n=) 

- at baseline only (n=) 

- at 24-h only (n=) 

 

- 24-hours (n=) 
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d. Baseline patient characteristics 

Detail of baseline characteristics are reported in table 2. Baseline characteristics will be described, in 

overall and according treatment groups. Quantitative variables will be expressed as mean (standard 

deviation) or median (interquartile range) for non-Gaussian distribution. Categorical variables will be 

expressed as frequencies and percentages. Normality of distribution will be assessed graphically and 

using the Shapiro-Wilk test. The number of missing data will be also reported.  No formal statistical 

comparisons will be done; clinical importance of any imbalance will be noted. 

Table 2. Baseline patient’s characteristics  

 

Characteristics 

Overall 

(N=) 

rIPerC 

 (N=) 

Control 

 (N=) 

Baseline demographics and medical history  

Age, years    

Men    
BMI    
Medical history    

Hypertension    
Diabetes    
Hypercholesterolemia    
Current smoking    
Former smoking    
Coronary artery disease    
Previous stroke or TIA 
Previous atrial fibrillation 

   

Previous cardiac insufficiency     
Previous antithrombotic therapy    

Antiplatelet    
Anticoagulant    

Current stroke event    
Admission Systolic blood pressure, mmHg    
Admission Diastolic blood pressure, mmHg    
Admission Glucose, mmol/l    
Admission NIHSS score    
Pre-stroke mRS    

0    
1    
2    
3    
>3    

Time from symptom onset to baseline MRI    
Occlusion at MRI    

None    
M1-MCA    
M2-MCA    
Carotid T    
Cervical ICA    
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Others    
Baseline brain infarct volume, cm3    
IV thrombolysis    
Onset to IV thrombolysis time1, min    
Endovascular treatment     
Onset to groin puncture time2, min    
1 data reported for IV thrombolysis treated patients. 2 data reported for endovascular treated patients. 
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(5) Analysis 

Data on primary and secondary efficacy/safety outcomes will be performed by the Julien Labreuche and 

Professor Alain Duhamel from Biostatistics Department of University of Lille. 

a. Ouctome definitions 

- Primary efficacy outcome is the absolute change in brain infarct volume from baseline to 24-h assessed 

by blinded core laboratory DWI reading. 

- Secondary efficacy outcomes are:  

a) the relative change in brain infarct volume from baseline to 24-h assessed by blinded core 

laboratory DWI reading. 

b) the absolute change in NIHSS from baseline to 24-h. 

c) the rate of excellent outcome defined as Barthel score≥95 at 90-day 

d) global disability assessed by overall distribution of the mRs at 90 days (shift analysis 

combining scores of 5 and 6) 

e) the rate of excellent functional outcome defined by a mRs ≤1 at 90-day or equal to pre-stroke 

mRs. 

f) the rate of successful recanalization in patients treated by IV thrombolysis defined by a mTICI 

2b/3 at 24-hours MRI 

- Safety outcomes are:   

a) the rate of symptomatic intracerebral hemorrhage on brain imaging at 24h (according to 

ECASS3 classification) 

b) the rate of early neurological deterioration defined as NIHSS increase ≥4 from baseline to 24h  

c) the rate of all-cause mortality at 90-day 

d) rIPerC related events (deep vein thrombosis, acute limb ischemia, skin lesion) 

e) rIPerC tolerance assessed by visual analog scale for pain during per-conditioning ischemic 

e) serious adverse events (definitions are detailed in protocol) 
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b. Analysis methods  

- Primary efficacy outcome: 

The absolute change in brain infarct volume from baseline to 24h will be calculated and compared 

between the two treatment group using the constrained longitudinal data analysis (cLDA) model proposed 

by Liang and Zeger (5) including center as random effect and IV thrombolysis as covariable (fixed effect). 

This model will be used in view of the potential advantages of the cLDA compared to the conventional 

longitudinal analysis of covariance (ANCOVA) model. (6) In the cLDA, both the baseline and post-

baseline values are modeled as dependent variables using a linear mixed model (using an unstructured 

covariance pattern model), and the true baseline means are constrained to be the same for the 2 

treatment groups. Hence, the cLDA provides an adjustment for the observed baseline difference in 

estimating the treatment effects, using all available baseline and post-baseline values. The between-

group mean differences in 24-hour change in brain infarct volume will be estimated by the time-by-arm 

interaction as treatment effect size. Since we expected a log-distribution of brain infarct volume, we 

planned to perform analysis on log-transformed brain infarct volume. If normality of model residuals are 

not satisfied, nonparametric analysis will be used; absolute changes between baseline and 24 hours will 

be calculated and compared between the 2 treatments groups using non-parametric analysis of 

covariance adjusted for baseline values. (7, 8). As a secondary analysis, comparison in primary outcome 

measure will be performed after-pre-specified adjustment for age, sex, admission NIHSS, admission 

glucose level, endovascular treatment and time from stroke onset to MRI by including pre-specified 

confounders as covariables in cLDA model.  

- Secondary efficacy outcomes: 

The relative change in brain infarct volume from baseline to 24-h will be calculated and compared 

between the two treatment groups using a linear mixed model including center as random effect and IV 

thrombolysis as covariable (fixed effect). The between-group mean differences will be estimated as 

treatment effect size. If normality of model residuals is not satisfied (even after log-transformation), 

nonparametric analysis (Mann-Whitney U test) will be used. 

The absolute change in NIHSS from baseline to 24-h will be calculated and compared between the two 

treatment group using a cLDA model including center as random effect and IV thrombolysis as covariable 
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(fixed effect). If normality of model residuals are not satisfied (even after log-transformation), 

nonparametric analysis will be used; absolute changes between baseline and 24 hours will be calculated 

and compared between the 2 treatments groups using non-parametric analysis of covariance adjusted for 

baseline values. (7, 8). 

For each secondary efficacy binary outcomes (excellent outcomes defined by 90-day Barthel and 

modified ranking scores, successful reperfusion in IV-thrombolysis treated patients), the numbers and 

percentages will be reported for each treatment group, and compared using a mixed logistic regression 

model including center as random effect and IV thrombolysis (except for successful reperfusion) as 

covariable (fixed effect); adjusted ORs will be calculated as the treatment effect size. The secondary 

efficacy ordinal outcome (distribution of mRS at 90-day, after combining scores of 5 and 6) (9) will be 

described by the median (IQR) for each treatment group and compared using a mixed ordinal logistic 

regression model including center as random effect and IV thrombolysis as covariable (fixed effect); 

adjusted common OR per 1-point improvement will be calculated as the treatment effect size.  

- Safety outcomes:   

For the rate of symptomatic intracerebral hemorrhage, early neurological deterioration, and serious 

adverse events (based on subject counts and not on event counts), the numbers and percentages will be 

reported for each treatment group, and compared using a mixed logistic regression model including 

center as random effect and IV thrombolysis as covariable (fixed effect); adjusted ORs will be calculated 

as the treatment effect size. The rate of specific serious adverse events will be evaluated only 

descriptively for each treatment group. 

All-cause mortality rate at 90-day will be estimated using the Kaplan-Meier method. The number of 

mortality and Kaplan-Meier event rate at 90-day will be reported for each treatment group. All-cause 

mortality will be between the two treatment groups by using a frailty model (Cox proportional hazard 

model with center as random effect and IV thrombolysis as covariates). 

rIPerC related events and visual analog scale for pain during per-conditioning ischemic will be evaluated 

only descriptively in patients with received at least part of the per-conditioning regimen. 
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c. Subgroup analyses 

As exploratory analysis, heterogeneity in treatment effect size on primary outcome according to 

randomization stratification factor (use of IV thrombolysis) will be evaluated. Estimate (mean difference in 

infarct growth) in each stratum will be calculated using cLDA model (as defined in primary analysis of 

primary outcome) and formal interaction test will be done.  

A second subgroup analysis will be also done according to occlusion/recanalization subgroups (no initial 

occlusion, recanalized occlusion, and persistent occlusion). Estimate (mean difference in infarct growth) 

in each stratum will be calculated using cLDA model (as defined in primary analysis of primary outcome) 

and formal interaction test will be done.  

d. Missing data 

Under the ITT principle, all patients who are randomized are included in the primary efficacy analysis. 

Missing values on primary and secondary efficacy outcomes will be treated by multiple imputation 

procedure. Missing data will be imputed under missing at random assumption by using regression 

switching approach (multivariate imputation by chained equations with m=10 imputations) with predictive 

mean matching method for continuous variables, logistic regression models (binomial, ordinal or 

multinomial) for categorical variables. The imputation procedure will be perform using main baseline 

characteristics, and treatment groups. Treatment effect estimates obtained in multiple imputed data sets 

will be combined using the Rubin’s rules. A sensitivity analysis will be performed on the basis of available 

data (i.e. complete case analysis). 

e. Sensitivity analyses 

A sensitivity analysis conducted in PP population will be performed for primary outcome only. 

f. Additional analyses  

No additional analyses are planned.  

g. Statistical software  

Data will be analyzed using the SAS software (Version 9.4. SAS Institute Inc, Cary, NC, USA). Other 

packages such as R software may be used if necessary. 
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eTable. Complete-Case Analysis of Primary and Secondary Efficacy Outcomes 
 

 RIPerC Control Effect 
size 

Value (95% CI) P 
Value  n Value n Value 

Brain infarct volume, cm3         
  Baseline, median (IQR) 88 9.1 (3.4-38.1) 92 12.1 (3.8-32.0)    
  24 hours, median (IQR) 88 12.6 (3.1-49.4) 92 18.6 (4.8-64.9)    
  Mean (loge) change (95% CI) 88 0.29 (0.11-0.48)a 92 0.36 (0.18-0.54)a Mean 

difference 
(loge) 

–0.07 (–0.31-0.19)a .61a 

  % change in brain infarct volume 
at 24 hours 

86 36.5 (–6.7-96.7) 90 35.2 (–10.0-106.0) NA NA .78 

NIHSS score         
  Baseline, median (IQR) 93 9 (6-15) 94 10 (7-17)    
  24 hours, median (IQR) 93 5 (2-9) 94 7 (2-12)    
  Mean (loge) change (95% CI) 93 –0.59 (–0.75 to –0.43)a 94 –0.51 (–0.67 to –

0.35)a 
Mean 
difference 
(loge) 

–0.08 (–0.31-0.15)a .48a 

Successful recanalization in IV-
treated patients 

63 49 (77.8) 61 51 (83.6) OR 0.70 (0.28-1.78) .46 

90-day Barthel ≥95 66 49 (74.2) 68 46 (67.7) OR 1.42 (0.64-3.13) .38 
Excellent outcomeb 70 41 (58.6) 76 33 (43.4) OR 1.87 (0.95-3.66) .067 
Favorable outcomeb 70 53 (75.7) 76 54 (71.1) OR 1.27 (0.60-2.69) .52 
90-day mRS, median (IQR) 70 1 (1-3) 76 2 (1-3) Common 

ORc 

1.48 (0.82-2.67) .19 

Abbreviations:  CI, confidence interval; IQR, interquartile range; IV, intravenous; IV, intravenous; NIHSS, National Institutes of Health Stroke Scale; mRS, modified Rankin Scale; 
RIPerC, remote ischemic per-conditioning.  
a Calculated using constrained longitudinal data analysis model adjusted for center (included as random effect) and IV thrombolysis.  
b Excellent outcome was defined as 90-day mRS 0-1 or equal to pre-stroke mRS. Favorable outcome was defined as 90-day mRS 0-2 or equal to pre-stroke mRS.  
c Common OR for 1-point improvement in mRS (after 5 and 6 were combined), computed using the ordinal mixed logistic model. 
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eFigure. Subgroups Analyses for the Primary Outcome: Absolute Change in Brain Infarction Volume From Baseline to 24 
Hours 
 

 
 
Abbreviations: CI, confidence interval; IV, intravenous; Het, heterogeneity; RIPerC, remote ischemic per-conditioning.  
* Calculated among patients with at least one baseline or 24-hour brain infarct volume using constrained longitudinal data analysis model on log transformed (+1) volume, 
adjusted for center (included as a random effect).  
† Arterial occlusion status at 24 hours was missing in 34 patients (n = 14 in RIPerC group).  
‡ Unplanned subgroup analysis. 

 


