CASE STUDY

Adapting The
Randomization
Algorithm
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Study Description

A randomized phase lll trial to evaluate the efficacy
and safety of a new drug to treat critical limb ischemia
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Indication

Critical Limb
Ischemia (CLI)
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Patient population

165 adults
subjects
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Study duration

April 2017
- July 2024
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Regions

North America
and Europe

The highest standard in clinical data science, from design to registration and beyond.
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Number of sites:

33




Situation

A randomized phase 3 study
using a 2:1 minimization
algorithm (with 0.8 as the
probability) balancing the
patients according to
minimization factors between
2 arms (Active and Placebo).

Challenges

= The treatment is only manufactured if
the patient is randomized to active arm.
Treatment is using the bone marrow of
the patient.

= |f the product cannot be manufactured
or is damaged during the transportation,
the randomized patient will not be treated.

This caused serious imbalance between the
two randomized arms for the treated patients.
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The Issue

initial design: it rsmentrop | ettt ot e

. . . . 1 Active Treated Included
= 9 patients randomized with active , Active eated eluded
drug and 3 patients randomized
. 3 Placebo Not Treated Included
with Placebo arm
4 Active _ Included
= The ratio is 5:3 instead of 2:1 as initially 5 Placebo Treated Included
designed
_ 6 Active Treated Included
= The Active arm would be favored for . Slaceh Not Treated ncluded
the balance because this would bring acebo oLireate netade
the ratio to 6:3, which is aligned with 8 Active Pending Included
the initially designed 2:1 ratio 9 To be randomized Active favors the balance

= However, the patients in the red cells are discontinued or not treated and
the sponsor wanted the randomization to only consider the treated patients.
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The Solution

Initial design: e e e ey e

|DD| RTSM d d h Active Treated Included Included
. team aaapted the
. . . 2 Active Treated Included Included
randomization algorithm to exclude
the patients that are nOt treated or 3 Placebo Not Treated Included Excluded
discontinued and ONLY include the 4 Active _ Included Excluded
treated patientS 5 Placebo Treated Included Included
| th th [ b |_|_ Active Treated Included Included
" INn tNhiS Case the pLacebo arm wi
be favored_ p 7 Placebo Not Treated Included Excluded
. 8 Active Pending Included Included

= Excluding the 3 not treated or discontinued
patients => Ratio 4 Active : 1 placebo 9 To be randomized Active favors  Placebo favors

the balance the balance
= Adding a placebo => Ratio 4:2 which is the
ratio that optimizes the balance. The ratio is
9:3 instead of 2:1 as initially designed
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Results

= |DDI updated the randomization design in the RTSM system
= Dynamically exclude the untreated and discontinued patients

= Possible because of minimization (the solution would not have
been possible with a permuted block scenario)

IDDI has IDDI biostatistics-driven RTSM helped the
sponsor to avoid serious imbalance between the
L L two randomized arms for the treated patients J
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Contact us

Whether you need assistance with your clinical

strategy, study design, clinical data management,

or biostatistical analysis, IDDI's experts are here
to help.

@) iddi.com

E +32 (0) 10 61 4k 44
B +1 984 227 8599

] info@iddi.com

About IDDI

IDDI is a trusted clinical data science partner.
With 35+ years of research-driven experience,
we combine therapeutic expertise, biostatistical
leadership, and regulatory insight to mitigate
risk from design to registration and beyond.

We deliver uncompromising excellence in
biostatistics, strategic consulting, clinical data
management, IDMCs, and supporting eClinical
technologies, because when every data point
represents a patient, perfection is the only option.
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