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Abstract

Patient recruitment remains a key challenge in
contemporary clinical trials, often leading to trial
failures due to insufficient recruitment rates. To
address this issue, we introduce a novel adaptive
learning framework that integrates machine learn-
ing methods to facilitate evidence-informed recruit-
ment. Through dynamic testing, predictive learn-
ing, and adaptive pruning of recruitment plans, the
proposed framework ensures superiority over the
conventional random assignment approach. We dis-
cuss the practical considerations for implementing
this framework and conduct a simulation study to
assess the overall response rates and chances of
improvement. The findings suggest that the pro-
posed approach can substantially enhance patient
recruitment efficiency. By systematically optimiz-
ing recruitment plan allocation, this adaptive learn-
ing framework shows promise in addressing re-
cruitment challenges across broad clinical research
settings, potentially transforming how patient re-
cruitment is managed in clinical trials.

1 INTRODUCTION

Patient recruitment is a principal challenge in conducting
clinical trials [Friedman et al., 2015]. In a recent survey
[eClinicalHealth], 86% of clinical trials did not meet enrol-
ment timelines, and approximately one-third of phase III
trials, representing the most rigid clinical studies that often
take 5-15 years to implement and cost hundreds of millions
of dollars, failed owing to participant enrolment problems.
Our own experiences mirror these challenges, as seen in
the PCORI-funded WISE trial, where slower-than-expected
recruitment led to significant alterations [Sciamanna et al.,
2018], including the modification of the study’s primary
endpoint and a reduction of total sample size by half.

Efforts have been undertaken to enhance patient recruitment
in clinical trials. The recruitment guideline developed by the
GREET project (Guidance to Recruitment: Examining Expe-
riences at Clinical Trial Sites) [Zahren et al., 2021] identifies
the availability of adequate staff resources, appropriate bud-
get allocation, and proactive principal investigators as the
top three facilitators of successful recruitment endeavors.
However, it is essential to acknowledge that while these
solutions demonstrate efficacy within specific trial contexts,
their generalizability and efficiency are not guaranteed, sub-
ject to all kinds of predictable and completely unforeseen
problems [Friedman et al., 2015].

Particularly, a more strict requirement for patient recruit-
ment comes to pragmatic trials, such as studies to evalu-
ate participants in the "SilverSneaker" program [Rovniak].
Since pragmatic trials are designed to assess the efficacy
of interventions in real-world, routine practice conditions
[Patsopoulos, 2011] and seek maximal heterogeneity in
the clinical setting and patient characteristics, it requires a
large sample size to give the intervention the best chance to
demonstrate a beneficial effect [MOSIO]. Thus, with limited
resources, efficient patient recruitment is vital to enhance
generalizability for a wide range of participants.

Artificial Intelligence (AI) and Machine Learning (ML) have
great potential in trial participant identification and selec-
tion: by using automated natural language processing tools,
AI can effectively connect individuals to trials to increase
participant identification [Miller et al., 2023, Weissler et al.,
2021]; ML, particularly through neural network models,
can reduce sample heterogeneity by identifying patients of
specific characteristics with the prediction of benefit for
patient selection [Harrer et al., 2019, Widera et al., 2023].
Despite these advancements, significant challenges persist,
particularly in effectively encouraging participant responses
to recruitment efforts. Even in a pool of well-identified po-
tential participants, the recruitment response rate could be
intolerably low (e.g., 3.2% in the WISE trial [Sciamanna
et al., 2021], and 3% projected for Hispanic and Latino
groups in the TIME trial [Sciamanna]), posing significant
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Figure 1: Concept graph of learning strategy within each round of
recruitment.

difficulties in meeting enrollment targets and can jeopar-
dize the success of a trial. Addressing this issue calls for
the development and implementation of more effective and
customized recruitment plans. However, due to the lack of
specific data or evidence in individual trial contexts (e.g.,
various comparative interventions and targeted disease pop-
ulations), it is still challenging to accurately predict the
effectiveness of various recruitment plans, and estimate the
achievable recruitment response rates. The need for inno-
vative approaches that can navigate these complexities and
effectively increase recruitment response rates is evident,
making an important direction for further exploration and
advancement using ML.

This paper seeks to transform clinical trial recruitment
by harnessing ML to develop a cutting-edge, evidence-
informed framework of adaptive recruitment strategy.
Specifically, we will leverage predictive learning techniques
over multiple candidate recruitment plans in a sequential
recruitment setting. As shown in Figure 1, the process will
go through T rounds until the most effective recruitment
plans are identified. Each round will go through four steps:
data collection, quantitative modeling, recruitment plan allo-
cation prediction, and sample size determination. By adap-
tively refining the selection of effective recruitment plans,
we aim to achieve enhanced participant engagement by op-
timizing the recruitment plan allocation.

Related works: Sequential trial designs [Karrison et al.,
2003, Li et al., 1995] adaptively update the weights of
arm allocation to minimize the risk of inferior treatment
assignments [Hu and Rosenberger, 2006]. The proposed
recruitment strategy shares some similarities with sequen-
tial designs in adaptive learning, but they are distinct in the
following aspects:

• Study focus: Sequential adaptive designs have an “arm-
oriented” focus, aiming to identify the best treatment
(arm) among the tested treatments. In contrast, the
adaptive learning methods in our trial recruitment have
a “response-oriented” focus. It aims to improve the

overall recruitment response rate until little improve-
ment can be made, irrespective of which recruitment
plan (arm) achieves a good response.

• Scale of interventions: Traditional sequential adaptive
designs can only handle a few treatments (small K) us-
ing classical statistical methods, whereas our approach
is better suited for AI/ML techniques to systematically
search within a large space of recruitment plans (large
K).

• Stage in clinical trials: Sequential adaptive designs
are implemented to allocate treatments during the in-
tervention stage, while it is often costly and takes a
few years to run even with a limited sample size. In
contrast, the proposed adaptive learning framework tar-
gets the recruitment stage, which is fast-paced with a
huge sample space (e.g., 175,000 in the SilverSneakers
study).

Subsequently, the design methodologies required for these
two types of studies differ significantly. While statistical
approaches are often developed and applied for treatment
assignment, ML methods are naturally suited to optimize
efficiency in the recruitment setting. Our proposed approach
establishes an adaptive ML framework to enhance partici-
pant recruitment in clinical trials. To the best of our knowl-
edge, this innovative application of ML techniques to im-
prove recruitment efficiency represents a groundbreaking
development in the field.

2 AN ILLUSTRATIVE TRIAL EXAMPLE

A PCORI-funded clinical trial investigates the health and
social effect of proactively utilizing the “SilverSneakers”,
an insurance-covered exercise program, among seniors with
osteoarthritis [Rovniak]. Osteoarthritis is a common med-
ical condition associated with pain, deterioration, and an
increased risk of falls and fractures for the age group of
65 and over. In a pragmatic randomized parallel-group con-
trolled trial setting, the randomization unit is the individual
participant, who will be randomly assigned to one treatment
arm (utilizing proactive care condition that provides sup-
port to activate insurance-funded SilverSneakers benefits)
and one control arm (utilizing usual care condition that pro-
vided beneficiaries with their usual SilverSneakers benefits
information) with a 1:1 ratio.

Scheduled for 2024-2025, this trial is budgeted to send out
175,000 recruitment letters for an enrollment target of 1,454
U.S. Medicare Advantage members. Despite SilverSneak-
ers’ substantial potential benefits and a large number of
planned recruitment letters, the study still faces a significant
challenge: recruiting enough participants. This concern is
pivotal given the often lower recruitment response rates in
disadvantaged groups, which makes participant recruitment
a notably challenging task.



To enhance the recruitment process, a practical approach
involves employing diverse recruitment modalities, such
as utilizing different designs and features in recruitment
letters to elicit higher response rates. These design features,
each presented as a categorical variable with two or more
levels, can be used individually or in combination, creating a
high-dimensional sample space of recruitment (letter) plans.

In this vast sample space, it is critical to predict the most
effective design features, or their combinations, to im-
prove trial recruitment responses. Yet, pre-trial knowledge
is scarce. Before the initiation of a trial, we have limited
understanding of how potential participants might react to
recruitment plans, due to the differences in proposed inter-
ventions, targeted study population, and specific trial con-
text. In behavior research, experts’ consensus may easily
and significantly deviate from or contradict actual outcomes
[Milkman et al., 2021]. This lack of foresight extends to
predicting the effectiveness or ranking of recruitment plans.

Therefore, it illustrates an urgent need for new method-
ologies to enhance recruitment efficiency using adaptive
strategies of learning and prediction. The integration of ML
in sequential participant recruitment fills a gap in the exist-
ing literature, underlining the transformative potential for
clinical trial breakthroughs in practice.

3 METHOD

The procedure of sequential participant recruitment aims to
enhance the overall response rate (ORR) by optimizing the
recruitment plan allocation. In this section, we first delineate
the notations pertinent to the proposed approach, then delve
into the modeling and design considerations essential for
the selection of recruitment plan(s).

3.1 NOTATIONS

Suppose we have K candidate recruitment plans to be dis-
tributed to N potential participants. We assume that each
participant can only receive one of the recruitment plans, at
a random round t ∈ T0 where T0 is the planned maximum
recruitment round, and the assignment is random following
an allocation probability w

(t)
k , k = 1, . . .K. Assume the

kth recruitment plan has a true response rate of pk, which is
fixed but unknown, and can only be estimated from current
trial data. We allow the adaptive recruitment process to stop
early, so the actual total recruitment round T ≤ T0.

In the context of SilverSneakers trial with 8 binary design
features, we specify K = 28 = 256 letter designs, T0 = 6
maximum rounds, and N = 175, 000 potential participants
(i.e., each individual receives only one recruitment letter).

In a sequential recruitment process (e.g., Figure 2), the N
potential participants are randomly partitioned into T se-
quential cohorts, and the individuals in the cohort t will only

Figure 2: Adaptive procedure for recruitment plan assignment.

be reached out by the clinical team at the round t of recruit-
ment. The maximum number of patients involved at a non-
terminal round (i.e., t < T ) is N/T0. The assignment prob-
ability w

(t)
k for the kth recruitment plan could vary by time

(the superscript in notation), possibly updated by the data
D(t−1) collected up to previous t− 1 rounds of recruitment.
If the adaptive learning approach is effective, we expect the
assignment probabilities w(t)

k for high-performing recruit-
ment plans (those with high response rates pk) to increase
over time. Conversely, the probabilities should decrease,
potentially reaching zero, for underperforming recruitment
plans with low response rates pk. Overall, the algorithm will
dynamically prioritize the more successful strategies while
phasing out ineffective ones. For consistent notation, we de-
note D(0) as the prior data before initiating the recruitment.
If there are no preliminary studies, D(0) = ∅.

3.2 SEQUENTIAL RECRUITMENT PROCEDURE
FOR ADAPTIVE LEARNING

Algorithm 1 presents the general recruitment strategy of
an adaptive learning framework (Figure 2), which aims to
allocate effective recruitment plans to improve the overall
recruitment response rate. In the initial round (t = 1), all
treatment plans are assigned equal probabilities w

(1)
k =

1/K, k = 1, · · · ,K, and participant responses are collected
as D(1). For subsequent rounds t > 1, we follow the steps
of Figure 1 to perform the adaptive allocation. Specifically,
at round t, we have response data D(t−1) from previous
rounds. An (ensemble) learning model is applied on D(t−1)

to predict the response of recruitment plans p̂(t−1). The al-
location rates W (t) are derived from the predicted response
rates p̂(t−1), and we randomly assign the recruitment plans



to participants in cohort t based on the allocation rates W (t).
New data D(t)/D(t−1) are thus collected after potential par-
ticipants respond to the assigned plans. This iterative pro-
cess continues until the maximum number of rounds T is
reached or one of the early termination conditions 3(a)-(b)
in Algorithm 1 is met.

Mathematically, the key step (i.e., step 3 in Figure 1) in-
volves the determination of the cohort t-specific allocation
rates W (t) = (w

(t)
1 , w

(t)
2 , ..., w

(t)
K ), with

w
(t)
k ∝ fk(p̂

(t−1)
1 , ..., p̂

(t−1)
K ) · g(t)k (p̂

(t−1)
1 , ..., p̂

(t−1)
K ),

where fk is some pre-specified randomization rule, and g
(t)
k

is an adaptive pruning factor that can be used to downweight
recruitment plans that respond poorly, and

∑K
k=1 w

(t)
k = 1.

The learning performance may vary from the choices of
fk and g

(t)
k , and yield different power and false discovery

rate control. In the simulation study (Section 4), we test
the adaptive learning performance when using the simple
rule fk(p̂

(t−1)
1 , ..., p̂

(t−1)
K ) = p̂

(t−1)
k , proportional to the pre-

dicted response rate. Additionally, we assign the adaptive
pruning factor g

(t)
k at value 1 to a cluster of recruitment

plans with the highest predicted response rates in round
t, denoted by C(t). All the recruitment plan k /∈ C(t) are
pruned with g

(t)
k = 0. By applying the K-means method

[Lloyd, 1982, MacQueen, 1967], this selected recruitment
plan set C(t) is determined out of the previously selected
C(t−1) in round t − 1 to satisfy the monotonic condition.
The silhouette score [Rousseeuw, 1987] is used to select the
best number of clusters. If it demonstrates the effectiveness
of recruitment in this simple setting, we expect the adaptive
learning performance to be further enhanced with tailored
ML methods in real data applications.

We now discuss the theoretical properties in this setting.

Lemma 1. For any rule fk(p1, p2, · · · , pK) ∝ pk,∑
k

wkpk =
∑
k

fkpk/
∑
k

fk ≥
∑

pk/K.

The derivation of Lemma 1 employs the Cauchy–Schwarz
inequality for its proof (Supplementary Section A.1), and
the equality holds iff p1 = p2 = · · · = pK . Incorporating
the law of large numbers leads to the subsequent remark,
suggesting that it is always safe to apply a consistent learn-
ing strategy in recruitment:

Remark 1. (Non-inferiority) If a learning method yields
recruitment response estimators that converge consistently
(i.e., limn→∞ p̂k = pk, for k = 1, . . . ,K), then a recruit-
ment strategy based on fk(p̂1, p̂2, . . . , p̂K) ∝ p̂k will be
statistically non-inferior to the conventional strategy that as-
signs recruitment equally (i.e., fk(p̂1, p̂2, . . . , p̂K) = 1/K),
with probability 1.

Additionally, we have the following property of adaptive
recruitment plan selection, given a pruning factor g(t)k ∈
{0, 1} on t ∈ [1, T ], which satisfies the boundary constraints

g
(1)
k = 1, for k = 1, . . . ,K

K∑
k=1

g
(T )
k ≥ 1,

and, to consistently exclude the less effective recruitment
plans among the preceding round, imposing the monotonic
condition

g
(t)
k ≤ g

(t−1)
k ,

K∑
k=1

g
(t)
k <

K∑
k=1

g
(t−1)
k , for 2 ≤ t ≤ T :

Lemma 2. (Optimality) Without loss of generality, we
assume that the true recruitment response rate 1 ≥
p1 > p2 > · · · > pK ≥ 0. For any consistent rule
fk(p1, p2, · · · , pK) ∝ pk, if combined with a strict pruning
factor g(t)k (p1, p2, · · · , pK) satisfying

g
(T )
k (p1, p2, · · · , pK) =

{
1, k = argmaxkpk = 1

0, k ̸= 1
,

we have∑
k

w
(t)
k pk =

∑
k

fkg
(t)
k pk/

∑
k

fkg
(t)
k

≤
∑
k

fkg
(T )
k pk/

∑
k

fkg
(T )
k = p1.

The proof is included in Supplementary Section A.2. Lemma
2 suggests that, when the recruitment plans can be com-
pletely ranked in terms of the recruitment response rates,
the optimal response rate will be achieved, at least in the
last cohort, by adopting the strict pruning factor to select the
most effective recruitment plan. This interesting result can
also be easily generalized to any semi-strict pruning factor
g
(t)
k (p1, p2, · · · , pK) with

g
(T )
k (p1, p2, · · · , pK) =

{
1, k ∈ {1, . . . ,K0}
0, k ∈ {K0 + 1, . . . ,K}

,

for the best subset with K0 recruitment plans, to obtain∑
k

w
(t)
k pk ≥

∑
k

w
(t−1)
k pk, for 2 ≤ t ≤ T

and
∑
k

w
(T )
k pk ≥ pK0

.

This result is important because, in practice, we don’t expect
a large T for many rounds of learning to guarantee the iden-
tification of the most effective recruitment plan; nonetheless,
it is still promising to adopt an adaptive pruning process



Algorithm 1: Procedure for Adaptive Learning Framework

Inputs: initial round t = 1, total round T = T0, sample size for round 1 n(1) = N/T0.
while t ≤ T do

if t = 1 then
Randomly assign all patients in cohort 1 according to w

(1)
k = 1/K, where k = 1, ...,K, and obtain data D(1);

else
1. Given the data D(t−1) collected up to round t− 1, we apply the ensemble model to predict the plan

response rates p̂(t−1) = (p̂
(t−1)
1 , p̂

(t−1)
2 , ..., p̂

(t−1)
K );

2. Calculate the allocation rates W (t) = (w
(t)
1 , w

(t)
2 , ..., w

(t)
K ) with

w
(t)
k ∝ fk(p̂

(t−1)
1 , p̂

(t−1)
2 , ..., p̂

(t−1)
K ) · g(t)k (p̂

(t−1)
1 , p̂

(t−1)
2 , ..., p̂

(t−1)
K )

based on pre-specified randomization rule fk, pruning factor g(t)k , and
∑K

k=1 w
(t)
k = 1;

3. if t < T then if
(a) n

(t)
min < 0 (the precision of the observed ORR has met the power requirement);

or
(b) ∃ k, w(t)

k = 1 (single recruitment plan selected for next cohort sampling);
or

(c) ÔRR
(t)

− ÔRR
(t−1)

< ϵ (limited improvement on predicted ORR);

then (Early stopping)

Terminate the adaptive learning with T = t by combining all the rest samples into a single
cohort with sample size n(t) = N −

∑t−1
s=1 n

(s);

else
Calculate cohort t sample size, n(t) (Section 3.3.2);

4. Randomly assign recruitment plans 1, ...,K to individuals in cohort t according to W (t) and collect
response data, which will be combined with data D(t−1) collected in previous rounds to generate the
updated data D(t);

5. t = t+ 1;
end

end
Result: Participants response data collected up to round T , D(T ), and overall response rate over N samples, ORR(T ).

to exclude some ineffective allocation plans and improve
the recruitment responses. The K-means derived g

(t)
k is a

typical example.

When the sample size is large enough to conduct consistent
response rate estimation, the subsequent proposition holds
following the Remark 1,

Proposition 1. (Superiority) Jointly with a pruning strat-
egy g

(t)
k (p̂1, p̂2, . . . , p̂K) in patient allocation, the adaptive

learning strategy w
(t)
k ∝ fk · g(t)k can consistently improve

recruitment efficiency over time, if some pk’s are not equal.

3.3 MODELING AND DESIGN CONSIDERATIONS
IN SELECTING THE RECRUITMENT PLAN(S)

Careful considerations should be taken in the above adap-
tive learning framework. Below we demonstrate a feasible

approach and its justifications, specifically regarding the
ensemble modeling, total round determination, early termi-
nation rules, and sample size calculation for each round.

3.3.1 Ensemble modeling for response rate prediction

We illustrate the response prediction model using ensem-
ble learning, which combines the predictions from multi-
ple ML algorithms (as base learners) to make robust pre-
dictions [Dietterich, 2000, Guzman et al., 2015, da Silva
et al., 2014]. The ensemble model can be fine-tuned using
the best-fitting parameters, which are identified through a
grid search method coupled with 10-fold cross-validation.
The 7 selected ML algorithms for simulation study are cat-
egorized into two groups: parametric models (including
logistic regression [Cox, 1958], lasso regression [Tibshi-
rani, 1996], ridge regression [Hoerl and Kennard, 2000],
and non-parametric models, such as gradient boosting ma-



chine (GBM) [Friedman, 2001], random forest (RF) [Ho,
1995], Extreme Gradient Boosting (XGBoost) [Chen and
Guestrin, 2016], and artificial neural networks (NNs) [Gross-
berg, 1988]. In general, the selection of the base learners
can be customized, depending on the study objective, for
different datasets.

3.3.2 Sample size calculation

When the total sample size is limited, we can determine the
minimum sample size required for round t by considering
the observed response rate for round t−1, denoted as p̂(t−1),
and an arbitrary expected effect size improvement ∆. As-
suming a target power of 1−β(t), where β(t) represents the
Type II error rate at round t, we conduct hypothesis testing
with the following hypotheses:

H0 : p(t) − p(t−1) = 0

H1 : p(t) − p(t−1) > 0

The minimum sample size required to reject the null hypoth-
esis at round t, denoted as n(t)

min, is:

n
(t)
min =

p̂(t)(1− p̂(t))
∆2

(Z1−α+Z
1−β(t) )2

− p̂(t−1)(1−p̂(t−1))
n(t−1)

Here, n(t−1) represents the observed sample size for round
t− 1, and α denotes the Type I error rate. p̂(t) is calculated
as p̂(t) = p̂(t−1) +∆. Z1−α and Z1−β(t) are critical values
from the standard normal distribution. Additionally, the
minimum sample size is constrained by the total sample
size divided by the number of rounds, i.e., N/T . Hence,
the final minimum sample size is determined as n(t) =

min{n(t)
min, N/T}.

3.3.3 Early termination

The adaptive learning procedure may stop early under three
conditions that no significant improvement in recruitment
allocation can be further made through adaptive learning.
Firstly, if the precision of the observed ORR has met the
power requirement, indicated by n

(t)
min < 0. Secondly, if

only one recruitment plan remains in D(t−1). Thirdly, the
process halts early when the following condition is met:

ÔRR
(t)

− ÔRR
(t−1)

< ϵ

where ÔRR
(t)

represents the predicted ORR across all re-
cruitment plans using data D(t−1). According to the adap-
tive learning framework (Section 3.2), recruitment plans
with higher response rates are prioritized and assigned
greater weight for subsequent rounds of the trial. Based

on the definition of ÔRR
(t−1)

and ÔRR
(t)

, we can readily
establish the following proposition:

Proposition 2. ÔRR
(t)

− ÔRR
(t−1)

> 0

The third stopping criterion signifies that the updated recruit-
ment plans at round t yield only marginal enhancements to
the overall response rate. When any of the three conditions
is met, the adaptive learning terminates at T = t by consol-
idating all remaining samples into a single cohort with an
allocation probability of W (T ) = W (t).

3.3.4 Total round determination

For adaptive learning, it is also important to specify the total
round T , which could be pre-fixed or considered random.
From a cost-effective perspective, the total round T is con-
strained by the study recruitment duration (Tott) and total
cost (Totc). We denote C1 the fixed cost for each round
of recruitment, C2 the cost for each letter or sample size,
and Timer the projected duration for each round. With N
potential participants to be reached out in total T rounds, the
estimated total cost and time duration for the recruitment
will be:

Ĉost = T × C1 +N × C2

T̂ ime = T × Timer

Therefore, the total round T is determined by the two condi-
tions: Ĉost ≤ Totc and T̂ ime ≤ Tott. For feasibility, we
fixed the total round to be 6 in the simulation (Section 4).

In practice, researchers should begin with a conservative
estimate of the time frame required for each round of patient
recruitment and response collection, denoted as Timer (e.g.,
2 months). Given the total scheduled duration for the recruit-
ment phase, Tott (e.g., 1 year), the maximum number of
rounds Tmax can be determined as Tmax = Tott/T imer.
The total recruitment cost should then be evaluated for Tmax

rounds to ensure it meets the cost constraints. If the cost
exceeds the available resources, the number of rounds T can
be reduced below Tmax accordingly.

To assess the potential impact of varying T , simulation stud-
ies will be conducted as sensitivity analyses, examining the
effects of increasing or decreasing the number of rounds.
Generally, we recommend T = 4 to 8 rounds for effective
adaptive learning, as this range tends to strike a balance be-
tween computational efficiency and the ability to learn and
adapt over multiple iterations. However, the final selection
of T should be made jointly with the study’s principal inves-
tigator (PI), considering the overall recruitment strategy and
resource limitations.

3.3.5 Total recruitment plan determination

Assume that we have determined the total round T , an esti-
mated response rate (θ0), and an estimated minimum num-
ber of responders for each recruitment plan (S), this leads us
to the inequality that K ∗T ∗S < N ∗θ0, where K signifies



the total number of recruitment plans and N represents the
total sample size. The inequality suggests that K is subject
to the constraint:

K <
N ∗ θ0
T ∗ S

This constraint ensures the adequacy of data for our machine
learning model to effectively discern the impact of differ-
ent recruitment plans. By adhering to this constraint, we
guarantee the availability of sufficient data points necessary
for accurate analysis and interpretation of the effects of the
recruitment strategies.

4 SIMULATION

We conduct simulation studies and design three scenarios
to examine the efficiency of adaptive ensemble learning for
participant recruitment in the context of the SilverSneakers
program (Section 2). Details on the simulation settings are
described in the Supplementary Section B.

The simulation results (Tables 1 and Tables 2 - 6 in the
Supplementary Material) highlight the progressive nature
of adaptive learning, wherein recruitment plans with supe-
rior response rates are increasingly favored over successive
rounds. The ORRs of the last round closely approximate the
highest true response rate (RR) and the ORR converges no-
tably to the highest true RR starting after round 2 (e.g., Table
1(A)). The number of remaining recruitment plans in the fi-
nal round is around 2 (e.g., Table 1(B)), which demonstrates
that the adaptive learning framework discards ineffective
recruitment plans with zero weight at the first two rounds.

Notably, the early stopping rate is high (e.g., Table 1(C)) and

mostly is due to the single recruitment plan selected for the
next cohort sampling (Algorithm 1). The sample size used
for the last round for Scenarios 1 and 2 is at least 110,000,
which is at least 62.8% of the total 175,000 sample size.
The adaptive learning approach achieves its objectives using
less than half of the available data, underscoring that the
approach is efficient in identifying and selecting the most
promising recruitment plan.

The true response rate assignment in Scenario 1 does not
favor any design features. As depicted in Tables 1(A) and
2(A)), while tree-based methods and the two ensemble learn-
ing approaches manage to attain the highest true response
rate (0.097, (0.003)), logistic ridge regression falls short
with an overall ORR of 0.080 (0.010) and adaptive learn-
ing ORR of 0.087 (0.012). Despite the inclusion of logistic
ridge regression within the ensemble learning methods, the
robustness inherent in ensemble learning enables them to
maintain performance levels on par with tree-based meth-
ods, random forest, and XGBoost. This signifies the efficacy
of ensemble learning in mitigating the risk associated with
selecting less effective machine learning methods.

Scenario 2(a) constructs an additive setting for design fea-
tures, which favors the logistic regression. Consequently, we
observe superior performance of logistic ridge regression
compared to random forest and XGBoost, as delineated in
Tables 3 and 4. Conversely, Scenario 2(b) adds an interac-
tion term for design features, facilitating tree-based methods
to outperform logistic ridge regression, as evident in Tables
5 and 6. Although these two settings are designed to favor
different base learners, the ensemble learning methods can
still take advantage of containing at least one of the favored

Table 1: Simulation results for Scenario 1 with 5 design features. Values for ORRs, plan numbers, expected rounds, and sample size for
last round are mean with standard deviation in the parenthesis.



learners to perform comparably well. Moreover, comparing
ensemble methods with 3 base learners to 7 base learners re-
veals that incorporating more methods does not compromise
overall performance and can enhance it in certain instances.
For instance (Table 4(A)), the ensemble learning with 7
learners outperforms other methods, including the ensem-
ble learning with 3 learners from round 2, while the latter
catches up with the performance of the 7-learner ensemble
learning from round 3. This observation underscores the
robustness of ensemble learning across diverse conditions
and further highlights its adaptability and effectiveness in
various scenarios.

We also conducted a comparison between the proposed
adaptive learning framework and the benchmark in three
scenarios. Since there is no recruitment plan selection and
allocation prediction, the ORR of the benchmark is 0.055 all
the time. However, the examination of the results tables re-
veals that the overall ORRs of all candidate methods in Sce-
narios 1 and 2 closely approximate the highest true response
rates. Specifically, these rates are 0.097 and 0.1 for Scenario
1 with 5 and 8 design features, and 0.068 for Scenario 2.
The chances of better performance against the benchmark
in Table (C) of all results tables are almost 100% of the time
for the ensemble learning methods. In Scenario 3, due to the
absence of recruitment plan selection and plan allocation
rate predictions, both the benchmark and the adaptive learn-
ing approach maintain a steady ORR of 0.055 throughout
the entire process, indicating a non-inferior performance
of the adaptive learning approach. These findings indicate
that the adaptive learning framework exhibits performance
comparable to, or notably superior to, the random approach
(benchmark). This suggests the robustness and effectiveness
of the adaptive learning approach in optimizing recruitment
plans under various conditions, thus affirming its suitability
for practical implementation.

In summary, we designed three scenarios to demonstrate
the robustness of the adaptive learning framework with the
ensemble learning method. Compared with the random ap-
proach, the adaptive learning framework can effectively
select the most effective recruitment plan in a fast and effi-
cient manner. The incorporation of ensemble learning into
allocation prediction mitigates the risk of choosing unde-
sirable machine learning methods, ensuring consistent and
robust performance across diverse scenarios.

5 EXTENSIONS

Below we highlight some potential extensions of the illus-
trated method.

Refining pruning strategy: In pursuit of a more streamlined
and effective recruitment plan selection process, K-means
could be replaced with more effective approaches, such as
X-means [Pelleg and Moore, 2000]. This transition enables
dynamic selection in the optimal number of clusters, over-

coming the limitations associated with K-means. Addition-
ally, X-means enhances computational efficiency, making it
a more robust choice in applications.

Global optimization in response estimation: The proposed
approach focuses on maximizing predicted plan response
rates. Alternative methods, such as the multi-armed ban-
dit approach [Agrawal and Goyal, 2012, Oh and Iyengar,
2019], which simultaneously balances exploration with ex-
ploitation, may lead to a more efficient adaptive recruitment
strategy by globally maximizing the total predictive reward.

Enhancing recruitment for underrepresented patients: A
group-specific recruitment allocation plan can be imple-
mented to mitigate health disparities and enhance the re-
cruitment of underrepresented populations. This extension
involves clustering patients based on their demographic and
clinical characteristics and optimizing recruitment strategies
tailored to each group.

Incorporating external evidence: When relevant external
data or experts’ opinions are available, they can be converted
as the prior distributions and the allocation optimization
could also be conducted using the Bayes learning [Gelman
et al., 2013]. Furthermore, in clinically diverse settings with
multiple patient groups, it is compelling to employ learning
methods that can incorporate both plan features and patient
characteristics. Potentially, it will lead to better identification
of optimal recruitment plans for specific patient subgroups,
opening a door to diverse efficiency gains.

Sequantial assignment for non-responders: In the context
of rare diseases where the pool of eligible patients is lim-
ited, the proposed approach can be adapted to re-assign
non-responders to receive additional recruitment plans. This
extension tests ML-guided recruitment strategies in sequen-
tial order for patients who do not respond, maximizing the
chances of successful enrollment in the study.

6 CONCLUSION

Patient recruitment remains a critical challenge in large-
scale pragmatic clinical trials, necessitating extensive sam-
ple sizes and diverse patient populations. Traditional strate-
gies often struggle to meet demanding recruitment require-
ments across varied clinical settings. We proposed a novel
adaptive learning framework integrating ensemble learning
to iteratively optimize patient recruitment. Through sim-
ulations, we demonstrated the proposed framework could
efficiently identify and prioritize the most effective recruit-
ment plans while mitigating the risk of selecting subopti-
mal recruitment plans. This work establishes a foundation
for leveraging AI/ML to address longstanding recruitment
challenges, facilitating more efficient pragmatic trials by
substantially improving recruitment rates and accelerating
clinical research.



Author Contributions

List of Authors: Xinying Fang (X.F.), Shouhao Zhou (S.Z.)

S.Z. conceived the original idea. X.F. created the code, ran
the experiments, and generated the figures, with regular
feedback from S.Z. X.F. and S.Z. wrote the paper.

Acknowledgements

We would like to thank the editor and five anonymous re-
viewers for their insightful comments. We are grateful to
Drs. Liza Rovniak and Christopher Sciamanna for discus-
sion of the illustrative study.

References

Shipra Agrawal and Navin Goyal. Analysis of thomp-
son sampling for the multi-armed bandit problem.
In Shie Mannor, Nathan Srebro, and Robert C.
Williamson, editors, Proceedings of the 25th Annual
Conference on Learning Theory, volume 23 of Pro-
ceedings of Machine Learning Research, pages 39.1–
39.26, Edinburgh, Scotland, 25–27 Jun 2012. PMLR.
URL https://proceedings.mlr.press/v23/
agrawal12.html.

Tianqi Chen and Carlos Guestrin. Xgboost: A scalable
tree boosting system. In Proceedings of the 22nd ACM
SIGKDD International Conference on Knowledge Dis-
covery and Data Mining, KDD ’16, page 785–794, New
York, NY, USA, 2016. Association for Computing Ma-
chinery. ISBN 9781450342322. doi: 10.1145/2939672.
2939785.

D R Cox. The regression analysis of binary sequences.
Journal of the Royal Statistical Society. Series B (Method-
ological), 20:215–242, 1958. ISSN 00359246.

Nádia F.F. da Silva, Eduardo R. Hruschka, and Estevam R.
Hruschka. Tweet sentiment analysis with classifier ensem-
bles. Decision Support Systems, 66:170–179, 10 2014.
ISSN 01679236. doi: 10.1016/j.dss.2014.07.003.

Thomas G. Dietterich. Ensemble Methods in Ma-
chine Learning, pages 1–15. 2000. doi: 10.1007/
3-540-45014-9_1.

eClinicalHealth. Recruitment infographic. URL https://
clinpal.com/recruitment-infographic/.

Jerome H. Friedman. Greedy function approximation: A
gradient boosting machine. The Annals of Statistics, 29,
10 2001. ISSN 0090-5364. doi: 10.1214/aos/1013203451.

Lawrence M. Friedman, Curt D. Furberg, David L. DeMets,
David M. Reboussin, and Christopher B. Granger. Fun-
damentals of Clinical Trials. Springer International Pub-

lishing, 2015. ISBN 978-3-319-18538-5. doi: 10.1007/
978-3-319-18539-2.

Andrew Gelman, John B Carlin, Hal S Stern, David B Dun-
son, Aki Vehtari, and Donald B Rubin. Bayesian data
analysis. CRC press, 2013. ISBN 1439840954.

Stephen Grossberg. Nonlinear neural networks: Principles,
mechanisms, and architectures. Neural Networks, 1:17–
61, 1988. ISSN 0893-6080. doi: https://doi.org/10.1016/
0893-6080(88)90021-4.

Emitza Guzman, Muhammad El-Haliby, and Bernd Bruegge.
Ensemble methods for app review classification: An ap-
proach for software evolution (n). pages 771–776. IEEE,
11 2015. ISBN 978-1-5090-0025-8. doi: 10.1109/ASE.
2015.88.

Stefan Harrer, Pratik Shah, Bhavna Antony, and Jianying
Hu. Artificial intelligence for clinical trial design. Trends
in Pharmacological Sciences, 40:577–591, 8 2019. ISSN
01656147. doi: 10.1016/j.tips.2019.05.005.

Tin Kam Ho. Random decision forests. pages 278–282.
IEEE Comput. Soc. Press, 1995. ISBN 0-8186-7128-9.
doi: 10.1109/ICDAR.1995.598994.

Arthur E. Hoerl and Robert W. Kennard. Ridge regres-
sion: Biased estimation for nonorthogonal problems.
Technometrics, 42:80, 2 2000. ISSN 00401706. doi:
10.2307/1271436.

F. Hu and W.F. Rosenberger. The Theory of Response-
Adaptive Randomization in Clinical Trials. Wiley Se-
ries in Probability and Statistics. Wiley, 2006. ISBN
9780471653967. URL https://books.google.
com/books?id=2S6bkQEACAAJ.

Theodore G Karrison, Dezheng Huo, and Rick Chappell.
A group sequential, response-adaptive design for ran-
domized clinical trials. Controlled Clinical Trials, 24(5):
506–522, 2003.

Zhengqing Li, Stephen D Durham, and Nancy Flournoy. An
adaptive design for maximization of a contingent binary
response. Lecture Notes-Monograph Series, pages 179–
196, 1995.

S. Lloyd. Least squares quantization in pcm. IEEE Transac-
tions on Information Theory, 28:129–137, 3 1982. ISSN
0018-9448. doi: 10.1109/TIT.1982.1056489.

James MacQueen. Some methods for classification and
analysis of multivariate observations. volume 1, pages
281–297, 1967.

Katherine L Milkman, Dena Gromet, Hung Ho, Joseph S
Kay, Timothy W Lee, Pepi Pandiloski, Yeji Park, Aneesh
Rai, Max Bazerman, John Beshears, et al. Megastud-
ies improve the impact of applied behavioural science.
Nature, 600(7889):478–483, 2021.

https://proceedings.mlr.press/v23/agrawal12.html
https://proceedings.mlr.press/v23/agrawal12.html
https://clinpal.com/recruitment-infographic/
https://clinpal.com/recruitment-infographic/
https://books.google.com/books?id=2S6bkQEACAAJ
https://books.google.com/books?id=2S6bkQEACAAJ


Matthew I. Miller, Ludy C. Shih, and Vijaya B. Kolacha-
lama. Machine learning in clinical trials: A primer
with applications to neurology. Neurotherapeutics, 20:
1066–1080, 7 2023. ISSN 18787479. doi: 10.1007/
s13311-023-01384-2.

MOSIO. Pragmatic clinical trials common challenges best
practices. URL https://www.mosio.com/.

Min-hwan Oh and Garud Iyengar. Thompson sampling
for multinomial logit contextual bandits. volume 32.
NeurIPS, 2019.

Nikolaos A Patsopoulos. A pragmatic view on pragmatic
trials. Dialogues in clinical neuroscience, 13:217–24,
2011. ISSN 1294-8322. doi: 10.31887/DCNS.2011.13.2/
npatsopoulos.

Dan Pelleg and Andrew W. Moore. X-means: Extending k-
means with efficient estimation of the number of clusters.
In Proceedings of the Seventeenth International Confer-
ence on Machine Learning, ICML ’00, page 727–734,
San Francisco, CA, USA, 2000. Morgan Kaufmann Pub-
lishers Inc. ISBN 1558607072.

Peter J. Rousseeuw. Silhouettes: A graphical aid to the
interpretation and validation of cluster analysis. Journal
of Computational and Applied Mathematics, 20:53–65,
11 1987. ISSN 03770427. doi: 10.1016/0377-0427(87)
90125-7.

Liza Rovniak. Activating SilverSneakers Benefits for Se-
niors with Osteoarthritis: Proactive versus Usual Care.
PCORI - Broad Pragmatic Studies.

Christopher Sciamanna. Comparative effectiveness of brief
strength and balance exercises and standard home-based
group exercise for primary care patients with mobility
disability. PCORI - Healthy Aging: Optimizing Physical
and Mental Functioning.

Christopher Sciamanna, Noel H. Ballentine, Melissa Bopp,
Jennifer S. Brach, Vernon M. Chinchilli, Joseph T. Cic-
colo, Molly B. Conroy, Abigail Fisher, Edward J. Fox,
Susan L. Greenspan, M. Jan De Beur Suzanne, Kalen
Kearcher, Jennifer L. Kraschnewski, Kathleen M. Mc-
Tigue, Edward McAuley, Natalia E. Morone, Anuradha
Paranjape, Sol Rodriguez-Colon, Andrew Rosenzweig,
Joshua M. Smyth, Kerry J. Stewart, and Heather L.
Stuckey. Working to increase stability through exer-
cise (wise): Study protocol for a pragmatic randomized
controlled trial of a coached exercise program to re-
duce serious fall-related injuries. Contemporary Clin-
ical Trials, 74:1–10, 11 2018. ISSN 15517144. doi:
10.1016/j.cct.2018.09.006.

Christopher N Sciamanna, Noel H Ballentine, Melissa Bopp,
Vernon M Chinchilli, Joseph T Ciccolo, Gabrielle De-
lauter, Abigail Fisher, Edward J Fox, Suzanne M Jan

De Beur, Kalen Kearcher, et al. Working to increase sta-
bility through exercise (wise): screening, recruitment, and
baseline characteristics. Trials, 22:1–12, 2021.

Robert Tibshirani. Regression shrinkage and selection via
the lasso. Journal of the Royal Statistical Society. Series
B (Methodological), 58:267–288, 1996. ISSN 00359246.

E. Hope Weissler, Tristan Naumann, Tomas Andersson, Ra-
jesh Ranganath, Olivier Elemento, Yuan Luo, Daniel F.
Freitag, James Benoit, Michael C. Hughes, Faisal Khan,
Paul Slater, Khader Shameer, Matthew Roe, Emmette
Hutchison, Scott H. Kollins, Uli Broedl, Zhaoling Meng,
Jennifer L. Wong, Lesley Curtis, Erich Huang, and
Marzyeh Ghassemi. The role of machine learning in
clinical research: transforming the future of evidence gen-
eration. Trials, 22:537, 12 2021. ISSN 1745-6215. doi:
10.1186/s13063-021-05489-x.

Paweł Widera, Paco M.J. Welsing, Samuel O. Danso, Sjaak
Peelen, Margreet Kloppenburg, Marieke Loef, Anne C.
Marijnissen, Eefje M. van Helvoort, Francisco J. Blanco,
Joana Magalhães, Francis Berenbaum, Ida K. Haugen,
Anne-Christine Bay-Jensen, Ali Mobasheri, Christoph
Ladel, John Loughlin, Floris P.J.G. Lafeber, Agnès La-
lande, Jonathan Larkin, Harrie Weinans, and Jaume Bac-
ardit. Development and validation of a machine learning-
supported strategy of patient selection for osteoarthritis
clinical trials: the imi-approach study. Osteoarthritis and
Cartilage Open, 5(4):100406, 2023. ISSN 2665-9131.
doi: https://doi.org/10.1016/j.ocarto.2023.100406.

Christine Zahren, Sonia Harvey, Leanne Weekes, Char-
lotte Bradshaw, Radhika Butala, John Andrews, and
Sally O’Callaghan. Clinical trials site recruitment op-
timisation: Guidance from clinical trials: Impact and
quality. Clinical Trials, 18(5):594–605, 2021. doi:
10.1177/17407745211015924. PMID: 34041937.

https://www.mosio.com/


Supplementary Material

Xinying Fang1 Shouhao Zhou1

1Division of Biostatistics and Bioinformatics, Department of Public Health Sciences, Penn State University College of
Medicine, Hershey, Pennsylvania, USA

A PROOFS

A.1 PROOF OF LEMMA 1

According to the Cauchy-Schwarz inequality, we can get
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A.2 PROOF OF LEMMA 2
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B SIMULATION SETTING

For an illustrative purpose, here we simplify the setting by disregarding participant-specific characteristics and test on 5 and
8 binary design features, each leading to 25 = 32 and 28 = 256 candidate recruitment plans, respectively. We consider five
methods for comparison, including logistic regression with l2 penalty, random forest, XGBoost, ensemble learning with
these three methods, and ensemble learning with the seven methods mentioned in Section 3.3.1.

The true underlying response rate pk of each recruitment plan is defined using the following three scenarios:

1. The true response rates for each recruitment plan are randomly assigned within [0.01, 0.1].

2. Logistic regression scenario:

(a) Assign fixed coefficients to recruitment plans. Let β1 for design feature 1 be 0.5, β2 for design feature 2 be -0.5,
and coefficients for all other designs be 0. Then, the response rates for each recruitment plan is inv.logit(β1x1 +
β2x2) ∗ 0.11, where x1 and x2 are binary indicators for design features 1 and 2. The multiplying factor 0.11 is
applied to maintain an expected overall recruitment response rate to be 0.055.

(b) Assign fixed coefficients along with an interaction. We assign β1 = −0.5 for design feature 1 and β12 = 1 for
the interaction between design features 1 and 2. The coefficients for all other designs are 0. Then, the response
rates for each recruitment plan is inv.logit(β1x1 + β12x1x2) ∗ 0.11. The multiplying factor 0.11 is applied to
maintain an expected overall recruitment response rate to be 0.055.

3. The true response rates for each recruitment plan are equal to 0.055.

While all scenarios have the same expected overall recruitment response rates of 0.055, Scenario 3 is the worst-case scenario
for learning when no improvement could be made. Nevertheless, we include it to examine the non-inferiority of the proposed
learning procedure.

We limit the total sample size (letters) to 175,000 and the total rounds of the experiment, T , are 5 and 6 for 5 and 8 design
features, respectively. Thus, approximately 175000/5 ≈ 35000 and 175000/6 ≈ 29167 participants will be reached out as
cohort 1 at round 1. The remaining samples will be allocated across subsequent rounds based on the sample size calculation
(Section 3.3.2) and the early termination rule (Section 3.3.3). We repeat the data-generating process 100 times, to calculate
the ORR within each cohort and over the whole sample. As a benchmark, we employ a random approach where recruitment
plans are randomly assigned to participants at each round. To evaluate the performance of the adaptive learning framework
against this benchmark, we conduct binomial hypothesis testing at each replication to determine the overall chances of better
performance against the benchmark by the adaptive learning approach. The adaptive learning procedure for the simulation
study are illustrated in Algorithm 2.



Algorithm 2: Adaptive learning procedure for the simulation study

Inputs: initial round t = 1, total round T = T0, sample size for round 1 n(1) = N/T0.
while t ≤ T do

if t = 1 then
Randomly assign all patients in cohort 1 according to w

(1)
k = 1/K, where k = 1, ...,K, and obtain data D(1);

else
1. Given the data D(t−1) collected up to round t− 1,

(a) Apply a learning model (e.g., an ensemble model or a base learner) to predict the plan
response rates p̂(t−1)

k among the recruitment plans k ∈ C(t−1) (i.e., the set of recruitment
plans with the adaptive pruning factor g(t−1)

k = 1);

(b) Perform K-means clustering on the predicted plan response rates {p̂(t−1)
k }, k ∈ C(t−1);

(c) Assign (keep) g(t)k = 1 to the recruitment plans in the best-performed cluster, denoted by
C(t). All the other recruitment plans k /∈ C(t) are pruned with g

(t)
k = 0;

2. Calculate the allocation rates W (t) = (w
(t)
1 , w

(t)
2 , ..., w

(t)
K ) with

w
(t)
k =

p̂
(t−1)
k · g(t)k∑
k p̂

t−1
k · g(t)k

3. if t < T then if
(a) n

(t)
min < 0 (the precision of the observed ORR has met the power requirement);

or
(b) ∃ k, w(t)

k = 1 (single recruitment plan selected for next cohort sampling);
or

(c) ÔRR
(t)

− ÔRR
(t−1)

< ϵ (limited improvement on predicted ORR);

then (Early stopping)

Terminate the adaptive learning with T = t by combining all the rest samples into a single
cohort with sample size n(t) = N −

∑t−1
s=1 n

(s);

else
Calculate cohort t sample size, n(t) (Section 3.3.2);

4. Randomly assign recruitment plans 1, ...,K to individuals in cohort t according to W (t) and collect
response data, which will be combined with data D(t−1) collected in previous rounds to generate the
updated data D(t);

5. t = t+ 1;
end

end
Result: Participants response data collected up to round T , D(T ), and overall response rate over N samples, ORR(T ).



C ADDITIONAL SIMULATION RESULTS

Table 2: Simulation results for Scenario 1 with 8 design features. Values for ORRs, plan numbers, expected rounds, and sample size for
last round are mean with standard deviation in the parenthesis.

Table 3: Simulation results for Scenario 2(a) with 5 design features.



Table 4: Simulation results for Scenario 2(a) with 8 design features.

Table 5: Simulation results for Scenario 2(b) with 5 design features.



Table 6: Simulation results for Scenario 2(b) with 8 design features.
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