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* Medical research involving people

* Two types
1. Observational Studies

1. Clinical Trials
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» Assesses health outcomes in groups of
participants without assigning to
particular intervention

* Example: Assess whether risk factor “R”

predicts outcome after stem cell
transplant
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« Evaluates a medical, surgical, or behavioral
intervention

— Can be single arm (treatment only) or controlled
(compared to SOC or placebo)

— Goal is to assess safety and efficacy

 Example: Is new treatment “T” better than
SOC at treating acute myeloid leukemia
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Purpose First in Determine Compare new Post —market
humans efficacy agent with Long-term
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Common aspects of trial des

 Controlled

— Early phase studies are single arm (not controlled)

— Controlled study needed to determine efficacy of
treatment

— May involve placebo
« Randomized
* Blinded
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* Investigators

— Principal Investigator
— Co-Investigators

 Research Nurse
 Research Coordinator
» Regulatory personnel
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« Highly Regulated
— Must follow established protocols and standards
— International Conference on Harmonization Good Clinical Practice (GCP)
* Multiple Layers of Protection
— Investigators/Site research Staff
— Site Scientific Review
— Institutional Review Board
— Sponsor
— Data Safety Monitoring Committee
— FDA/EMA
» Strict Adherence to Study Protocol

« Careful Monitoring and Reporting of Adverse Effects
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* No other reasonable treatment option

 Potential for better treatment
— Efficacy and Side effects

» Contribute to knowledge of disease and
advancement of care

» Access to therapy
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* What is standard of care?

* How does clinical trial differ from this?
 What are risks and benefits?

* Financial considerations

* Review consent form
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Sign without reading consent ®

Read consent, get scared by side
effects and decide not to ®

articipate
eview the consent AND ask w

clarifying questions
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e Is this clinical trial better than standard
care?

 Should | enroll in this clinical trial?

* Would you recommend this for your mom,
dad, etc?
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* Screening

* Enrollment

* Assign to treatment
* Begin treatment
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 Trials may involve a one-time treatment
or treatment over a period of time

* Regular visits
— Assess for side effects
— Assess response to treatment
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* Treatment length
— One time treatment
— Time-limited treatment
* Treatment extensions
— Open label
— Crossover

* Follow-up
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*  Know when the study begins and ends.

*  Show up at scheduled appointments on time

»  Follow directions for proper use, dosing and storage of self-administered study medications
»  Follow directions for providing samples, and preparing for tests, procedures or examinations.
»  Follow directions regarding other medications and procedures.

* Inform if other medical care is needed

«  Truthful answers to questions

* Inform the staff if there are questions you would rather not answer.

*  Keep study confidential

* Inform of contact information changes.

»  Follow withdrawal procedures

et
NCI Jacssbvosg
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 Potential Solution: Use half-matched
related donors

— Parents, siblings, children
* Problem: Rejection, Graft v. Host Disease
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» Cyclophosphamide given after transplant
can allow grafts to take
— Need high dose
— Timing matters
— Stem cells are resistant to it
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Bone Marrow
Infusion
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Fludarabine 30 mg/m?%day Cy 50 mg/kg/day

Luznik, et al. BBMT 2008
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BMT CTN 1703
Randomized, multicenter, Phase Il trial

Eligible subjects
receiving RIC

allogeneic HCT
(n = 428)

Tacrolimus / Methotrexate (n = 214)
Tacrolimus: Initiate Day -3, goal blood level 5-15, begin taper after Day +90 is no active GVHD
Methotrexate: 15 mg/m? on Day +1, 10 mg/m? on Days +3, +6, +11
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Tacrolimus: Initiate Day +5, goal blood level 5-15, begin taper after Day +90 Is no active GVHD
Mycophenolate mofetil: Initiate Day +5 at 15 mg/kg/dose TID, stop Day +35 if no active GVHD




BARBARA ANN

The Journey of Post-transplant 7 .Karmanos
Cyclophosphamide 1 CANCER INSTITUTE

Wayne State University




BARBARA ANN

The Journey of Post-transplant 7 .Karmanos
Cyclophosphamide N'i_ CANCER INSTITUTE

Wayne State University




BARBARA ANN

Sum mary 0 ﬁﬁi’.ﬂﬁﬂf‘

Wayne State University

* Clinical Research is highly regulated

 Both observational research and interventional
studies offer valuable information

* May offer new or better treatment options

* Advances the knowledge and treatment of
disease which leads to better medical care




