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@ Benefits for patients m

« Access to new cutting edge treatment, with better
outcomes not available outside trial

« First to benefit if treatment has efficacy ( Long term
benefits of Immune therapy)

« Patients monitored very closely for safety

« Cost of treatment - covered by study
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@ Risks Xw

* The new treatment may not be better than, or even as
good as standard treatment

+ Adverse events may be unexpected, serious

Therapeutic
Benefit?

@ Risks - continued

*Expenses - extra visits, travel, housing &childcare
costs.

* Mandate extra testing- Biopsy, research specimens
imaging frequency , uncomfortable & time consuming.

* Benefits in some patients, may not work for everyone

@ Phase 1 End points XW

* Designed to establish Safe Dose ,Safety /
Tolerability, also some efficacy
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@ Dose Limiting Toxicity (DLT) }l

< Toxicity thatis considered unacceptable (due to severity
and/or irreversibility) and limits further dose escalation

* Protocol-specific
< Typically defined based on toxicity seen in the first cycle

« Grade 2 intolerable or worse non-hematologic toxicity
despite supportive measures

« Grade 3 or worse hematologic toxicity
* Ex Grade 4 Thrombocytopenia
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@ Toxicity - Continued

Maximum tolerated dose (MTD)

* The highest dose of a drug that will be tolerated and does
not cause unacceptable side effects

Optimal biological dose (OBD) - Biomarkers

« Alternative strategy to (MTDs) for identifying the
recommended phase Il trial doses (RP2Ds) .

* The dose that has a desirable efficacy performance while
still safeguarding patients with an acceptable toxicity profile
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@ Pharmacokinetics (PK)

Pharmacokinetics
The principles of ADME

* “what the body does to the drug” K4

Metabolism
How s € broken dow’

* Absorption, Distribution,
Metabolism and Excretion (ADME)

* PK parameters: Cmax, AUC (drug /““/
exposure), t1/2, Clearance, etc. 2/
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@ PK- Continued

* Challenging for patients

* Serial sample collection

* Require admission
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@ Pharmacodynamics (PD)

Tecell
N

«what the drug does to
the body”

« study of the
biochemical and
physiologic effects of
drugs

*Mechanism of action

Tumor cell
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@ Adverse Events (AE’s)

* Accurate grading and attribution of AE’s- CTCAE guide

» A thorough baseline assessment prior to treatment start

* AE reporting ( routine & expedited) FDA — per protocol
guidance
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@ Adverse Events of
Special Interest

AESI

* A noteworthy event for the particular product or class
of products that a sponsor may wish to monitor
carefully.

+ serious or non-serious (e.g. hair loss, loss of taste,
impotence)

 potential precursors or prodromes for more serious
medical conditions in susceptible individuals.
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@ Immune Related
Adverse Events ( IRAE)

Neural: Endocrine:
+ Serious Neurotoxicity " + Hypophysitis
(SNT) * Thyropathy
Respiratory:
+ Pneumonitis
Hepatotoxic: t
* Hepatitis Gastrointestinal:
+ Diarrhea
+ Colitiss
Dermatological: Holistic:
* Rash + Cytokine release
* Pruritus syndrome (CRS)
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@ Nursing Implications

« Patient’s first — Empathy , respect , appreciation for trial
participants

« Protocol champions — Clinical trial Nurse, Edu & Training,
collaboration with research team

« |dentify logistical errors in schedule- report to Pl for amendment

« Ex- Vital signs every 10 minutes ( +/- 2 min) for the first 1 hour post
infusion, PK’s with less than 5 min window
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@ Informed Consent Process \W

» Language barrier — short form consent / Interpreter
* Preclinical data — science

* Provide detailed study calendar

* Provide brochures, video links , websites

* Ample time to consider participation
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@ Protocol Compliance \\W

« Protocols -High level of complexity and detail.

« Trial Oversight - Highly regulated and scrutinized
» Data Management (100% source data verification)
« Deviations should be minimal

« Deviations that compromise patient safety need to reported to IRB
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(ﬁi'()NS(:TN
Nurse Competency Model
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@ Questions




