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Introduction

When inclusion/exclusion criteria are considered during protocol development for
a clinical trial, previous study experience is routinely considered exclusionary only
if @ previous drug or intervention is likely to have a direct effect on the
intervention under study. However, patients who have participated previously in a
research study may respond differently to an intervention compared to new
participants, even when the interventions are not similar.

Using 20 years of research data from the ICAC studies, we will examine the
impact of previous research experience on the response to an intervention.

Objective

Perform a sub-analysis on ICAC participants who have previously participated in
an ICAC clinical trial or research study and compare them to study-naive
participants.

Study designs
National Cooperative Inner-City Asthma Study (NCICAS I), Phase I
eGoal: Identify risk factors for asthma morbidity.
eDesign: 12-month observational study.
eNumber of participants: 1528 children with asthma.

National Cooperative Inner-City Asthma Study (NCICAS II), Phase II
eGoal: Minimize asthma symptoms.

eDesign: Randomized, multisite, controlled trial. Tailored intervention based on
each family’s asthma risk profile as assessed at baseline. 2 year follow-up.

eNumber of participants: 1033 randomized. 457 (44%) participants recruited
from NCICAS Phase I.

eHypothesis: Do participants recruited from NCICAS I respond differently to
the study intervention compared to the study-naive NCICAS II participants?

Asthma Control Evaluation Study (ACE)

eGoal: Assess if measured exhaled nitric oxide (NO) increases the effectiveness
of asthma treatment when used as an adjunct to clinical care.

eDesign: Randomized, multisite, double-blind, parallel group.

eNumber of participants: 546 participants randomized to either standard
treatment or standard treatment modified based on exhaled NO.

Inner-City Anti-IgE Therapy for Asthma (ICATA)

eGoal: Assess the effectiveness of omalizumab as compared to placebo when
added to guidelines-based therapy.

eDesign: Randomized, double-blind, placebo-control, multi-center, parallel
group.

eNumber of participants: 419 participants randomized. 39 (9%) previously
enrolled in the ACE Study.

eHypothesis: Do ACE participants in ICATA respond differently to the study
intervention as compared to the study-naive population?

Baseline characteristics

National Cooperative Inner-City

Inner-City Anti-IgE Therapy for

Asthma Study Asthma
In NCICAS 1 In NCICAS 1 In ACE In ACE
Yes No Yes No
(n=457) (n=576) P value (N=39) (n=380) P value
% Male 63% (287) 65% (347) 0.48 56% (22) 58% (220) 0.86
Age (y) 7.5 £ 1.7 7.8 £ 1.9 0.003 14.9 £ 1.5 10.4 £ 3.4 <0.001
Race of participant
Hispanic 17% (76) 18% (102) 0.023 31% (12) 38% (143) 0.68
Black /8% (353) /2% (415) 67% (26) 59% (226)
Other 6% (26) 10% (59) 3% (1) 3% (11)
Income <$15,000/y /1% (320) 64% (362) 0.016 47% (18) 54% (206) 0.41
Maximum symptom days (enrollment) 3.4 + 3.3 5.0 £ 4.3 0.016
Any hospitalizations? 3% (15) 5% (31) 0.10 8% (3) 27% (101) 0.009
Any unscheduled visits in 6 months prior to recruitment? 64% (25) 80% (303) 0.024
Number of asthma medications 2.3+ 1.4 2.9+ 1.5 <0.001
Maximum symptom days (randomization) 4.6 £ 4.2 5.5+ 4.8 0.001 1.8 £ 2.3 3.1 £ 3.6 0.015

Plus-minus values are means * SD. P values for the comparison of means and percentages were calculated with the use of the t-test for continuous variables and the
chi-square test for categorical variables.

Any hospitalizations in 2 or 6 months prior to recruitment for NCICAS II and ICATA respectively

Treatment effects for study-naive and study experienced-participants

NCICAS results

ICATA results

NCICAS I Inter- 95 % CI P value Inter-
Participant? vention action
Effect P value
Year 1
Maximum symptom days Yes -0.2 (-0.7,0.4) 0.59 0.066
No -0.8 (-1.3, -0.3) <0.001
1 or more hospitalizations (%) Yes -3.3 (-10.3, 3.6) 0.38 0.67
No -4.8 (-11.0, 1.3) 0.10
Unscheduled visits per year  Yes -0.1 (-0.7, 0.5) 0.73 0.72
No -0.3 (-0.8, 0.3) 0.36
Year 2
Maximum symptom days Yes -0.2 (-0.8, 0.4) 0.46 0.149
No -0.7 (-1.2, -0.2) 0.002
1 or more hospitalizations (%) Yes -0.6 (-6.9, 5.6) 0.77 0.24
No -6.0 (-11.4, -0.5) 0.034
Unscheduled visits per year  Yes -0.01 (-0.6, 0.6) 0.95 0.149
No -0.6 (-1.1, -0.1) 0.024

ACE Inter- 95 % CI P value Inter-
Participant? vention action
Effect P value
Maximum symptom days' Yes -0.1 (-1.1, 0.8) 0.80 0.44
No -0.5 (-0.8, -0.2) <0.001
Inhaled glucocorticoids® Yes -23 (-241, 195) 0.83 0.35
No -133 (-202, -63) <0.001
Exacerbations® (odd ratio) Yes 2.9 (0.8, 11) 0.11 0.48
NO 1.8 (1.3, 2.5) <0.001

Outcome data were compared using analysis or variance controlling for Asthma Study Unit

* The analysis included data from weeks 12 through 60 and was performed with the use of
linear mixed-effects models with random intercept and slope and with visit and group as
fixed effects.

1 Models adjusted for baseline variables, site, dosing schedule, and season.
2 Model adjusted for site, dosing schedule, and season using logistic regression.

Results

NCICAS
eYear 1

eMaximum symptom days (MSD), the primary outcome, for the first year of fol-
low-up showed a decrease in MSD for the intervention group compared to the
control group for the study-naive population.

eP value to test the intervention effect between the two sub-populations
(interaction term) was significant* (P=0.066).

eHospitalization rates and unscheduled acute care visits for asthma, secondary
outcomes, showed no difference between sub-populations.

eYear 2

eMSD for the second year of follow-up showed a strong intervention effect for
the study-naive population compared to the study-experienced population.

oP value to test the experience-by-intervention interaction was borderline sig-
nificant™ (P=0.149).

eHospitalization rates and unscheduled acute care visits for asthma showed a
strong intervention effect for the study-naive population.

eThe experience-by-intervention interaction were statistically non-significant
for hospitalization rates.

eThe P value for the interaction term for unscheduled visits is borderline sig-
nificant™ (P=0.149).

*A significance level of .10 was used for interaction terms.

ICATA

eFor two of the three selected outcomes the intervention was nominally more ef-
fective in the study-naive population compared to the study-experienced popula-
tion (P=<0.001 for the ACE participants).

eThe interaction term to test the intervention effect between the two sub-
populations is non-significant for each of the outcomes.

eThere may not be enough power to test the interaction term since there were
so few ACE participants in ICATA (n=39).

Summary

In both NCICAS and ICATA, study-naive participants responded more favorably
to the intervention than study-experienced participants. Even though the
experience-by-intervention interaction was not statistically significant for a
majority of the outcome measures, the intervention is consistently less effective
for the study-experienced participants which may be clinically meaningful.

RNO

Giving flight to research

These findings would suggest that
investigators should carefully consider
whether previous experience in a
research study might affect the
outcomes of interest in their present
study.







