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Stages of Treatment Testing

* Phase |
« The safe dose range, side effects, early activity.
* Phase Il
« Sufficient promise for further testing, more side effect assessment,
refinement of dose, evidence of disease subtypes with most promise and
feasibility.
* Some design examples: single arm 2-stage, single arm pilot, multi-arm
randomized (screening or selection).
* Phase Ill
« Formal comparison of new treatment to “standard”.

A SWOG T =]

EXAMPLE: SWOG S0777 Study Design

Eight 21-day Cycles of VRd

Days1-14
Dexamethasone 20 mg/day PO
Stratification: Days1,2,4,5,8,9,11,12

progression (yes/no) Six 28-day Cycles of Rd

Lenalidomide 25 mg/day PO
Days 1-21

Dexamethasone 40 mg/day PO
Days 1,8, 15,22
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AND DATA

Bortezomib with lenalidomide and di hasone versus ~ @% ®
lenalidomide and d hasone alone in patients with

newly diagnosed myeloma without intent forimmediate

autologous stem-cell transplant (SWOG S0777):

arandomised, open-label, phase 3 trial

Summary

aged 18y
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STRONG RESULT BECAUSE OF BEST SCIENCE

And regulatory impact

Celgene Receives CHMP Positive Opinions for Both
REVLIMID® (lenalidomide) and IMNOVID®
(pomalidomide)-Based Triplet Combination Regimens
for Patients with Multiple Myeloma

32912019
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Critical Elements in Evaluating Therapeutic
Interventions

* Biological Activity
« Safety/Toxicity

« Clinical Efficacy
* Response, Survival
* Patient Reported Outcomes
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Variability and Bias

* What are they and how do they arise?
* What problems do they cause?
* How can they be prevented or reduced?
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Bias and Variation

Accurate & Precise Accurate & Imprecise Inaccurate & Precise Inaccurate & Imprecise
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How do we control variability?

« Eligibility criteria

disease and performance status 0-1 will be less variable than
those from studies allowing any stage and any performance
status.

Example: Results of studies which allow only patients with local
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How do we control variability? (cont.)

* Sample size
Larger numbers of patients lead to reduced variability.
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The CRA’s Role in Reducing Variability
« Verification of eligibility
« Avoidance of deviations from protocol treatment plans
« Submission of timely and complete data
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Bias

* A tendency for a statistical result to differ on average from the true
state of affairs, often due to flaws in the design or conduct of a study.
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Bias

* Example
If a study of a treatment intended for patients with local disease
includes a number of patients with more advanced disease, the
treatment’s efficacy may be underestimated.
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Bias

* Solution
Ensure adherence to eligibility criteria

X SWOG S D ——]

Bias

* Example
If patients in an adjuvant therapy arm of a comparative study are
followed more closely than those in an observation arm, the
benefit of the adjuvant therapy may be underestimated.
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[llustration of Bias

* Results with Complete Follow-up

* NED 3/1/16
* Asymptomatic Bone Lesions  5/1/16
* Tumor Recurrence 7/1/16
* Death, Cause Unknown 9/1/16
* Progression Date 5/1/16
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lllustration of Bias
« Effect of Missing Follow-up #1
* NED 3/1/16
« Bone Scan Not Done 5/1/16
* Tumor Recurrence 7/1/16
* Death, Cause Unknown 9/1/16
* Progression Date 7/1
#SWOG 0 == —=]
lllustration of Bias
« Effect of Missing Follow-ups #1 and #2
* NED 3/1/16
« Bone Scan Not Done 5/1/16
* Exam Postponed 7/1/16
* Death, Cause Unknown 9/1/16
* Progression Date None!
ASWOG o g e
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Bias

* Solution

« Ensure adherence to protocol requirements for follow-up examinations
* Schedule

* Have patients return for evaluation according to protocol schedule

* Tests
* Have all required tests performed at each evaluation
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The CRA’s Role in Controlling Bias

« Verification of eligibility
« Adherence to protocol follow-up requirements
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Variability and Bias in Survival Data

« Survival -- how long patients live after entering a study -- is often the
most important outcome we study

* Incomplete data increases both variability and bias in studies of
survival
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Estimated Survival
Study design: accrued over 3 years + 1 year of follow-up

Survival Estimates

Treatment —~ Expermental —+ Standara

Time

Last Contact Time
B

n.censor

o
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Time
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Correct conclusion: new treatment does help

\\_\_'_\; survival outcome

Estimated Survival
Some Patients lost to follow-up on one arm
Survival Estimates

Treatment - Experimental —- Stanara

survival outcome

Time

Last Contact Time

n.censor

o |

Incorrect conclusion: new treatment helps
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What We Need
* Complete and timely submission of accurate, legible data
* Thorough documentation of all eligibility criteria
ASWOG o g e
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What We Need, cont.

* Complete description of all treatment received, whether according to
protocol or not

* Complete description of objective status and toxicities at every
evaluation
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Effect of Non-dropout or Non-adherence
on Sample Size

New sample size = sample size + (1-r)?

Non-adherence Rate Sample Size
(Example)

0% 100
10% 123
20% 156
30% 204
40% 278
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High quality data are essential
for good studies.

Your efforts are essential for
high quality data.
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WHY IS IT ALWAYS CRITICAL?

Trial Monitoring

« Accrual monitoring (Stats, SC)

* Adverse event monitoring

* SC, Stats, AE coordinator

* AdEERS reporting

* Monthly reports (AE and dose summaries)
* Interim Analyses

« Data and Safety Monitoring Committee (DSMC)
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SWOG Data Safety Monitoring Committee

« Evaluation of interim results (endpoints, safety)
 Approval of major design changes
« Decisions on when to stop accrual, when to report early results

« Evaluate data requests from disease committee leadership for
planning purposes

* NEED HIGH QUALITY CURRENT DATA TO MAKE CRITICAL DECISIONS
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High quality data are essential
for good studies.

Your efforts are essential for
high quality data.
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X SWOG
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CANCER
RESEARCH
NETWORK
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