TH RV

Clﬁ{\l()llg W VIRGINIA m‘gU VERSITY [ INOVA

integrated Translational Health Research Institute of Virginia




Clinical Research Exam Prep — Workshop #1

Presenter: Presenter:

Katie Rea, MSCR, BSN, RN, CCRC Bhruga Shah, MS, BSN,RN, CCRC
University of Virginia INOVA Health System

Part 1: Part 2:

IND vs. IDE Dose Calculation

Clinical trial design (IND vs. IDE)

L — v



IND - Investigational New Drug Application

Current Federal law requires that a drugbe  Three Types of IND
the subject of an approved marketing .

application before it is transported or Investigator IND
distributed across state lines. Emergency Use IND

The IND is the means through which the
sponsor technically obtains this exemption Treatment IND
from the FDA.

Two IND categories:
= Commercial
= Research

FDA IND

An Investigator IND is submitted by a physician who both initiates and conducts an
investigation, and under whose immediate direction the investigational drug is
administered or dispensed. A physician might submit a research IND to propose studying
an unapproved drug, or an approved product for a new indication or in a new patient
population.

Emergency Use IND allows the FDA to authorize use of an experimental drug in an
emergency situation that does not allow time for submission of an IND in accordance
with 21CFR, Sec. 312.23 or Sec. 312.20. Itis also used for patients who do not meet the
criteria of an existing study protocol, or if an approved study protocol does not exist.

Treatment IND is submitted for experimental drugs showing promise in clinical testing for
serious or immediately life-threatening conditions while the final clinical work is conducted
and the FDA review takes place.



IDE - Investigational Device Exemption

All clinical evaluations of investigational devices,
An investigational device exemption (IDE) allows the unless exempt, must have an approved IDE before the
investigational device to be used in a clinical study in study is initiated.
order to collect safety and effectiveness data.

Clinical studies are most often conducted to support

a PMA. Clinical studies are most often conducted to

support a PMA. Only a small percentage of 510(k)s
Only a small percentage of 510(k)s require clinical ~ require clinical data to support the application.
data to support the application. Investigational use  Investigational use also includes clinical evaluation
also includes clinical evaluation of certain of certain modifications or new intended uses of
modifications or new intended uses of legally legally marketed devices.

marketed devices.

FDA IDE

IDE Definitions and Acronyms

IDE —

21 CFR 812, Investigational Device Exemptions, 21 CFR 50, Protection of Human Subjects,
21 CFR 56, Institutional Review Boards, 21 CFR 54, Financial Disclosure by Clinical
Investigators, 21 CFR 820 Subpart C, Design Controls of the Quality System Requlation,
Additional info:

21 CFR812.1

21 CFR 812.3




Essential Documents

Investigational Brochure (IB) Instruction for Use (IFU)

Lab Manual/IP Pharmacy Manual Didactic Training Records

Drug accountability records (including Device accountability records (including
return/destruction) return/destruction)

FDA 1572 Statement of Investigator/Financial Interest

**Safety Letter/Report/DSMC/DSMB**
(BOTH IND + IDE)

For IND:

NumberRegulation21CFR Part 201Drug Labeling21CFR Part 312|nvestigational New Drug
Application21CFR Part 314INDA and NDA Applications for FDA Approval to Market a New
Drug (New Drug Approval)21CFR Part 3160rphan Drugs21CFR Part 50Protection of Human
Subjects21CFR Part 54Financial Disclosure by Clinical Investigators21CFR Part
56Institutional Review Boards21CFR Part 58Good Lab Practice for Nonclinical Laboratory

[Animal] Studies




Question 1:

Which of the following is an FDA mandated responsibility that represents the investigator’s responsibility to
the sponsor?

a) Submission of an updated 1572
b) Completion of a delegation log
c) Retention of records for 3 years
d) Update the investigator’s CV annually

Answer: a




Question 2:

An IND is needed for which of the following: (Choose all that apply.)

a) A new chemical entity

b) A new or unapproved indication

c) A&Bonly

d) A new dosage form or dosage level or new drug combination)
e) Off label use at the discretion of the physician

f) AB,&D

Answer: f (A, B, & D)




Question 3:

All of the following items are required on a Form 1572 except

a) The principal investigator’s CV

b) Information of sub investigators

c) Laboratory facilities utilized

d) Financial disclosures of the principal investigator
e) IRB information

Answer: d




Clinical Trial Design: IND

WHAT ARE THE CLINICAL TRIAL PHASES?

Is the investigational
medicationftreatment safe?
« Ara there side effects?

« How does it affect or mave:

EFFICACY
Is the investigational medication/treatment
effective in treating the targeted condition?
the bady?

s it safe to use at the same time as othar madications?

progression of the condition?
20

Who's in it? WEF

Small group of hesithy m

===

FOLLOW UP

After the investigational medication/
treatment is approved, how does it work
for other patients with the condition?

« cre safatylafficacy inforrnation Is gathered
benefits?

CONFIRMATION

‘How does the investigational medication/
treatment compare to the standard treatment
for the condition?

)
+More effactive, less effective, or the same?
+Longer-term adverse effects?
~ How does it affect quality of e, or survival?
+How might it be used alang with existing treatments?

AbbVieClinicalTrials.com

FDA Drug Approval Infographic
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Drug spansor develops &
new drug compound and
seeks o have it approved
by FDA for sale in the
United States.

FDA's Center for Drug
Evaluation and Research
(CDER) evaluates new drugs
before they can be sold.

d and Drug

<« FD/A Drug Approval Process

tration

Animals Tested

Sponsar must tést new
diuig on animals for
teucity. Multiple spacies.
are used 1o gather basic
Information anthe safety
and efficacy of the
compound being
Investigated/researched,

IND Application

The sponsor submits an
investigational New Drug
[IND} application to FOA
based on the results from
intial testing that include.
the drugs composition and
manufaciuring, and
develops 3 plan for testing

the drug on humans.

5
g
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Adrug is any pro
nof di

and that 1is intended to affect th

What is a drug as defined by the FDA?
that is intended for use in the diagnosis, cure mitigation, treatment , or
r vy fure t

Drug Sponsor’s Clinical Studies/Trials

The typical number of healthy velunteers used in Phase 1; this phase
The goal

and, often,

metabolized and excreted.

1005

P, R
ug

in pesple who have a certain disease or condition, Far controlled triaks, patients

evaluated, and short-term side effects are studied.
-

Arthe encaf Phase 2, large-scale de

DRUG

1000

S
3. These ithe

information about safery and effectiveness, study different popelations and
nd u a
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Drug Labeling

FDA reviews the drug’s professional labeling
and assures appropriate infosmation is
communicated to health care professionals
snd consumers.

| Application Reviewed

NDA Application

Review Meeting

[ Facility Inspection ;

Prescription
Drug User
Fee Act

ulated by FDA?
t medicin
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Device Development Process

REGULAR
INNOVATION
DEVELOPMENT
PATHWAY PATHWAY
PRE-IDE PREDE
1DE
IE
REGULATORY
SUBMISSION
MARKET
REGULATORY
SUBMISSION

Assign review team

Identify scientific issues

dentiy additonal
data requirements

Engage experts
AN Possibl redesign /
addiional clinical rols  §
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FDA Device Approval Pathway

FDA Medical Device Approval Process

submission and
meet with FDA

Class |
Low risk to
moderate risk
General contrals

Class Il
Moderate ta high
i
General and special
controls

Class il
High risk

General controls and
Premarket Approval

Pra)

501(k)
“New device is
“substantally equivalent”
1o a predicate

PMA
“Valid scientific evidence
assuring safery and
effectiveness required

De Novo
“Classify new device
without predicate as Class |
orll

HDE (Humanitarian

Device Exemption)
“Class Il device for
patients with rare diseases
or candicions

Design controls
* In accordance with

Quality Systam

Reguladan

Nonclinical testing
- Must comply with
Good Lzboratory
Practices

Clinical evidence
May need to obeain
approval of an
Investigational
Device Exemption
{IDE)

Labeling

* Must be wricten
acconding to labeling
reguations

* Include user fee

iated with

510{k) or PMA
submissian

+ Complets
Eswmblishment
Registration and
Gevice Listing

requirements
Include tracking
systems

Reporc
malfunctions,
serious injuries
or deaths
Register
esczblishments
where devices
are produced or
distributed
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Question 4

A Phase 1 study is likely to evaluate

a) DLT (dose limiting toxicity)

b) MTD (maximum tolerated dose)
c) Half-life

d) All of the above

Answer: d

L — v
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Question 5

Patients who enroll in clinical trials on the assumption that they will be cured are subject to:

a) self-deception
b) misinterpretation
¢) optimism

d) therapeutic misconception

Answer: Therapeutic Misconception

“Although there has been controversy regarding a consensus definition, therapeutic misconception is then
thought to include beliefs that research protocols will be individualized to the personal needs of the
participant, unrealistic expectations of personal benefit through participation in the research trial, and a
failure to understand that the primary goal of research is pursuit of generalizable knowledge, not personal

care.”

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7141972/#:~:text=Although%20there%20
has%20been%20controversy,the%20research%20trial%2C%20and%20a




Question 6

In a phase 3 trial the following treatment scheme is adopted. Group A participants are started
on the investigational drug and after a period of time is switched over to the control group.
Group B participants are started on the control drug and the switched over to the investigational
drug. This is an example of:

a) parallel design
b) factorial design
c) crossover design

d) matched pair design

Answer: crossover design

...

Clinical Trial Design — (https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7331444/)
Factorial trial

A factorial trial study design is adopted when the researcher wishes to test two different
drugs with independent effects on the same population.

Cross-over clinical trial
In cross-over clinical trial study design, there are two groups who undergoes the same
intervention/experiment at different time periods of the study

16



Dose Calculations

UNIVERSAL FORMULA

D (desired amount)
X Q (quantity) = Dose

H (@amount on hand)

Examples
Oral Dose
Cephalexin (Keflex) 750 mg P.O. every 12 hours is ordered. The pharmacy stocks 250

mg tablets. How many tablets should be administered per dose?

750 mg
250 mg

D
T & X 1tablet =3 tablets

—— POUNDS
g 2.20462

Dosage Calculation
Conversions

1mg = 1000 mcg
1gm (g) = 1000 mg

1L =1000 mL

imL=1cc

5mbL=1Tsp

3Tsp=1Tbsp

15 mL =1 Tbsp

3o0mbL=10z

10z =2 Tbsp

8o0z=1cup

1kg = 1000 gm (g)

1kg=22lbs NursingSOS

\4
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Question 7:

If the patient's weight is 123 Ibs, what is the weight in kg?

A.31
B. 48
C.56
D. 271

18



Question 7: Answer

Answer: C

Math Caculations_Conversion:
Math Calculations_ Conversion: (1kg = 2.2 Ib)

(11b=0.4536 kg) - .
Participant weighs 123 Ib
Participant weighs 123 |b 123 =X
123=x X lbs / 2.2046 = Y kg
X1b x0.4536 =Y kg
~ c 123/2.2046 = 55.9 kg
123 x0.4536=55.8kg Rounded up = 56 kg

Rounded up =56 kg

L — v
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Question 8:

Twenty-six subjects were enrolled in a pneumonia trial. The site received 100 bottles of IP. Each
subject received two bottles. Four subjects did not return their trial bottles. How many bottles
are available for the CRC to return to the sponsor at the end of the trial?

A. 44
B. 48
C.92
D. 96

L — v
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Question 8: Answer

Answer: C

Math Calculations:
IP in stock = 100 bottles

100 (in stock) - (4 patients x 2 bottles each) = # bottles of IP to return
100 — 8 =92 (bottles of IP to return)

21



Question 9:

A subject is issued 120 tablets and is instructed to take 2 tablets 4 times a day. He returns 88
tablets on the morning of day 9 fasting for laboratory tests. What percent compliant is he?

A. 50%
B. 64%
C.78%
D. 100%

Formula:

(#pills taken)/(#pills should have taken)x100

L — v
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Question 9: Answer

Answer: A

Math Calculation —

120 = # dispensed,

120 (#dispensed) - 88 (# returned) =32 (# actually taken),

8 days X 8 tablets per day = 64 (# that should have been taken)

32 (# taken)/64 (# should have been taken) x 100= 50% compliant

L — v
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Question 10:

A subject is participating in a clinical trial where only the pharmacist and the sponsor know the
identity of the IP. The pharmacist has no direct contacts with the trial subject and the clinical
team. Which of the following

A. Open-label
B. Single-blind
C. Double-blind
D. Triple-blind

L — v
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Question 10: Answer

References: E6 1.10; E8 5.5

- Alis incorrect: open label is when both the researchers and subjects know which treatment is
being administered.

- Bis incorrect: single blind is when subjects are not aware of which treatment is administered.

- Cis correct: Double blind is when the subjects and the researchers are unaware (or blinded) to
the treatment being administered

- Dis incorrect: Triple blind is not a term used in clinical studies.

L — v
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Questions?

P’

Contact: Katie Rea (UVA) kaw3@virginia.edu
Bhruga Shah (INOVA) Bhruga.Shah@inova.org

https://www.ithriv.org/
https://portal.ithriv.org

Please help us continue our support for clinical and translational research by citing our grant number in relevant publications:
National Center for Advancing Translational Science of the National Institutes of Health Award UL1TR003015/ KL2TR003016.
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