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Regulatory Guidelines
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RCTs Are
Important
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A Primary Outcome
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UDS
0.5 - 2.4 million



RCT - Time

“This randomized, double-blind trial

involving over 20,000 patients was
conducted over a 10 year period.







Chute RCT
2018:; BMJ

*n=44

* All jumped out of airplane
e 22 With Parachute

e 22 with No parachute

* PEP — Major Trauma

* No difference in primary endpoint of Major
trauma.

* Low Event rate
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FIGURE 1 Schematic of Clinical Observations, Promises, and the Future of SGLT2i
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CENTRAL ILLUSTRATION Regression to the Mean in a Hypothetical Subject’s Serial BP Readings
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REVIEW TOPIC OF THE WEEK

Regression to the Mean In
SYMPLICITY HTN-3

Implications for Design and Reporting of Future Trials

Stuart J. Pocock, PuD,* George Bakris, MD,” Deepak L. Bhatt, MD, MPH,“ Sandeep Brar, MD," Martin Fahy, MS,“
Bernard J. Gersh, MB, CuB, DPHIL®




Real-Lite Gaps

Clinical & Translational Research:

Valleys of Deat

Clinical
Biomedical Practice
Research Clinical &
science Health
& Degsion
Knowledge Making

Translational Continuum

Copynght Unave



Change in Trial Designs
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Period Patient | Other patients Trial conduct and analysis steps
O = randomize to treatment 1 or 2

. = observe outcome of treatment

= estimate individual mean
treatment effect difference

A = apply varianc-ebased weights

: S— : Estimate group mean
Estimate individual A treatment difference

posterior mean
difference® W *estimate posterior mean for each patient




Time for one-person trials

Precision medicine requires a different type of clinical trial that focuses on
individual, not average, responses to therapy, says Nicholas J. Schork.

very day, millions of people are taking US$215-million national Precision Medicine may prescri e drug for hypertensionand
medications that will not help them. Initiative. This includes, among other things, monitor its effect on a person’s blood pres-




IMPRECISION MEDICINE

mprove the dit f betwes

1. ABILIFY (aripiprazole) 2. NEXIUM (esomeprazole)
Z20¥ f ] He¢ thur

3. HUMIRA (adalimumab) 4. CRESTOR (rosuvastatin)

5. CYMBALTA (duloxetine) 8 ADVAIR DISKUS (fluticasone propionate) 7. ENBREL (etanercept)

8. REMICADE (infliximab) 9. COPAXONE (glatiramer acetate) 10. NEULASTA(pegfiIgrastim)
rohn 2a5¢ Multiple Neutrog \




One-size-i-ail I Stratified Medicine ‘ Precision Medicine |

Patients are grouped by: Individual patient level:
« [Disease Subtype « Cenomics and Omics
« Rusk Profiles « Lifestyle

+ Demographics « Preferances

+ Sacio-economic « Health History

« Chnical Featuras « Madical Records

« Biomarks « Compliance = 1@

« Molecular sub-populations . Exogenous Factors \_> -

Companion Diagnostic (CDx)
Biomarker
Therapy Precision medicine ensures delivery o lh;):mp(y_“ '
' X+UX=LUX
(Malnly Rx) of the rightintervention to the right

& patientat the righttime.
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Each Patient Beneafits From Indivdualized
Treatment
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Patient diagnosed Patient recruited to clinical Initial outcomes Optimal treatment
with tumour trial and/or receives standard of patient of patient with

of care reatment specific cancer
A
Treatment strate esponse in human

can be adjusted accordi atients informs
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Appropriate mouse Mouse clinical trial, Initial outcomes of Final outcomes of
model of human conducted in parallel, mouse trial that directly mouse trial, typically
tumour selected (GEMM) screening a panel of specific reflect human cancer achieved at lower costs
or created (PDX) mouse models with more participants

Nature Reviews | Clinical Oncolog




TRANSLAINONAL SCIENCIE
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Canonical
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Future

"I'm afraid you're

suffering from an
increased IL-1p and
an aberrant miR843

expression”
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