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Aims of this presentation

»Understand the purpose of audits

»ldentify types of audits/inspections

» Examine best practices for audit preparation
» Describe the audit process and expectations
»Outline common audit findings

» Discuss resources for preparation




Purpose for audits

> To ensure patient rights are protected

> To confirm data reliability

> To analyze study compliance




How do you get audited

o Routine — “random”

o For cause — specific purpose

Site factors

> Amount of adverse events

> Number of protocol deviation / protocol compliance
> Enrollment (relative to overall study or site)

o Complaints

> Other site/sponsor audited




ACtIVITY — From: Surprise! You're having an FDA Inspection

Your site has 15 subjects over a period of 2 years
which is half of the overall study-wide enrollment.
Your site has 18 deviations and 13 SAEs in total
which is also above the overall study-wide average.
You get a notification for an FDA inspection.

Why?




What is an Audit? Inspection? Monitoring?

The ICH E6 Guidelines defines each as:

o Audit - A systematic and independent examination of trial related activities and documents to determine
whether the evaluated trial related activities were conducted, and the data were recorded, analyzed and
accurately reported according to the protocol, sponsor's standard operating procedures (SOPs), Good
Clinical Practice (GCP), and the applicable regulatory requirement(s).

° Inspection - The act by a requlatory authority(ies) of conducting an official review of documents,
facilities, records, and any other resources that are deemed by the authority(ies) to be related to the
clinical trial and that may be located at the site of the trial, at the sponsor's and/or contract research
organization’s (CRO’s) facilities, or at other establishments deemed appropriate by the requlatory
authority(ies).

o Monitoring - The act of overseeing the progress of a clinical trial, and of ensuring that it is conducted,
recorded, and reported in accordance with the protocol, Standard Operating Procedures (SOPs), Good
Clinical Practice (GCP), and the applicable regulatory requirement(s)



http://www.ich.org/fileadmin/Public_Web_Site/ICH_Products/Guidelines/Efficacy/E6/E6_R2__Step_4_2016_1109.pdf

Types of audits/inspections/monitor

> Sponsor

> FDA/Other regulatory

o Internal




FDA Inspection Process

o Announcement (not required)

Notify parties

o Sponsor, IRB, lab, clinic, department, pharmacy, research unit
Prepare/review documents

Train staff on audit process

Inspection

> Notice of inspection issued (Form 482) — ask for credentials

> You will be asked to state your role

° Inspection (photography may be used)

o Exit interview

Respond to Form 483 (if applicable) within 15 business days
Final report issued to inspected site and applicable parties
FDA Establishment Inspection Report issued to inspected site

Outcomes: No action indicated (NAI), Voluntary action indicated (VAI), Official action
indicated (OAl)

o Warning letter
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Form 482 Sample
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOOD AND DRUG ADMINISTRATION

1. DISTRICT OFFICE ADDRESS & PHONE NO.
1431 Harbor Bay Farkway
Alameda, CA 84502
(510)337-8700

g

2. MANE AN TITLE OF [NDTADUAL 3.0ATE
Helen E. Castro, President 07128113

3 FIRM NAME
ABC Bread Campany @ 730 —

5. MUMEER AHD STREET g
579 Main Straet i .

7 CITY AND STATE & ZIP CODE 5. FHOMNE NO. & AREA CODE
Richrmond, CA 94305 (S10)123. 4567

Hotice of Inspection 15 hereby given pursuant to Sectien T04(a)l(1) of the Federal Food, Drug, and Cosmeties Act [21
U.S.C.3Ta(a)]' andlor Part F or G, Title |l of the Public Health Service Act [42 U.5.C. 262-284]°

For industry information, go to www fda gowloo/ind ustry.

Az 3 small buginess that is subject to FDA regulation, you have the right to sesk assistance from the U5 Smal Business
Adrrinistration (SEA). This assistance includes a mechanism to address the enforcement actions of Federal agencies. SBA has a
National Dmbudsman's Office that receives comments from small businesses about Federal agency enforcement actions. If you
wish o comment on the enforcement actions of FOA, CALL (B88) T34-3247. The website address is weaw sha govlombudsman

FDA has an Offics of the Ombudsman that can directly assist small business with complaints or disputes about actions of the FOA.
That office can be reached by calling (301) 796-8520 or by email at ombudegoc fda gov.

9. SIGNATURE!S) (Food and Orup Adminiz rabion Employes|s)

Sidney H. Rogery

0. TYPE OR PRINT NAMES) AND TITLE|S) (FDW Emplayecis)

Sidney H. Rogers, Investgator

1 Applicable portions of Section 704 and other Seations of the
Federal Food, Drug, and Cesmefic Act [21 U.S.C. 374] are
quoted below:

Sec, T04()(1) For purpeses of enforcement of this Act officers
o employees duly designated by the Secretary, upon presenting
appropriate oredentals snd & weitten notice to the owner,
operator, of agent n charge, are asuthorized (A) to enter, &t
reasonakla fimes, any factory, warehouse, or establishment in
which toed, drugs, deviees, tobaecca praducts, ar cosmaties. are
manufaciured, processed, packed, or held, for introducton into
interstate commerce or afier such introdection, or 1o entar any
vehicle baing uzed to transpornt or hold such fond, drugs, devices,
tobacta products, ar cosmelics in interstate commearce, and (B)
to inspect, at ressonable times and within ressonable limits and
im & reasonable manrer, such faciory, warehouss, establishment,
or wehicle and all pertinent eguipment, finished and unfinished
materizls, containers, and labaling therein. In the case of any
persan (exchiding farms and restaurants) who manufactures,
posesses, packs, transports, distributes, holds, or Wmpaors foods,
the inspectian shall extend ta all records and ather infar mation

desoribed in section 414, when the slandand for records irspection
urder paragraph (1) or (2) of section 414(z) applies, subject to the
lirritations established in section 4140 In the case of any factory,
warchouse, establishment, or consulting lboratory in which
prescription drugs,  nonprescription drugs intended  for  human
u=e resiriched devices, or fobacoo products are manutachired,
processed, packed, o held, inspecton shall extend to all things
therein (indudng records, fikes, papers, processes, controls, and
faciities) bearing on whether prescrption drugs, nonprescription
drugs inended for human wse, nestricted dewices, or tobacco
products which are adulizrated o misbranded within he meaning
of this Act, of which may not be manufactured, introduced into
inbersiate cormence, or sold, or offered for sale by resson of
any provizion of thie Act, have been or are beng manufactured,
processed, packed, transpored of hekl in ary such place, or
otheratse bearing on viokation of this Act Mo inspection authorized
ty the preceding sentence or by paragmph (3) shall extend fo
financial dafm, sales data other than shipment data, prcing data,
personne| data (other than data as o gualifications of iechnical
and profassicaal persanng| parfarming Tuncticns subject to this

(Continusd on Reversa)
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EXHIBIT 5-1

Act), and research dats (cther than data relsting fo new drugs,
antibiotic drugs, devices, and tobacce products and subject to
reporting and inspection under reg lawfully issued
pursuant to secticn 505 () of (k). section 518, section S20(g), o
chapter X and data relating to other drugs, devices, or tobacco
products, which in the case of a new drug would be subject to
reporting or inspection under lawful regulations issued pursuant
to section S05())). A separate nctice shall be given for each such
inspection, but a notice shall not be required for each entry made
during the period covered by the inspection. Each such inspection
shall be commenced and completed vath reasonable promptness.

Sac. 704 (a)2) The provisions of the third sentance of
paragraph (1) shall not apply to (&) pharmacies which maintain
establishments in conformance with any apphcable local laws)
gulating the of pt y and med and which are|
regularly engaged in dispensing prescription drugs or devices,
upon prescriptions of practtioners licensed to administer such
drugs or davices to patients under the care of such practitioners,
in the course of their professional practice, and which do not,
either through a subsidiary or otherwise, manufacture, prepare,
, of p drugs or devices for sale other|
than in the tegular ocourse of their business of dispensing or|
selling drugs or devices at retai; (B) practtioners licenzaed by law]
to prescribe or administer drugs, or prescribe or use devices, as,
the case may be, and who manufacture, prepare, propagate,
compound, or process drugs, or manufacture or process devices,
solely for use in the course of their professional practice; (C)
persons whe manufacture, prepare, propagate, compound, o]
process drugs, or manufncture or process devices solely for use|
in ) , of chemical analysis and not for sale; (D)
such other classos ol persons as the Secretary may by regulation
t from the lication of this secticn upen a finding that|
inspecton as applied to such classes of persers in accordance
with this section is not necessary for the protection of the public]
health.

Sec. 704. (a)(2) An officer or employee making an inspaction
under paragraph (1) for purposes of enforcing the requirements
of section 412 spplicable to infant formulas shall be permitted. at
all reasonable times, to have access o and to copy and verify any
records (A) bearing cn whether the infant formula manufactured
or held in the fadility inspected meets the requirements of section
412, or (B) required to be maintained under section 412

Sec 704(0] Upon oorru:letlon of any such inspection of a factory,
, consulting | y. or other shment, and
prior to Ieavmg the premises, the officer or employee making the
inspecton shall give to the owner. operator, or agent in charge a
report in writing setting forth any conditions or practices observed
bv him v«uch n his judgment, inciicate that any food, drug, device,
. of tic in such establishment (1) consists in
whole or in part d any filthy, putrid, or decomposed substance or
(2) has been prepared, packed, or held under insanitary concitions
whereby it may have become centaminaied with filth, or whereby
it may have been rendered injurious to health. A copy of such
report shall be sent promptly to the Secretary

Sec. 704. (¢) If the officer or employee ma)ung any such :mpoctnn

of a factory, warehouse, or other 1t has
any sample in the course of the inspaction, upon compiation of|
the inspection and prior te leaving the premises he shall give to

Sac. 704. (d) Whenever in the course of any such inspection of
a factory or other establshment where food is manufactured,
processed, or packed, the offcer or employee making the
Inspection obtains @ sample of any such foed, and an analysis
I1s made of such sampie for the purpose of ascertaining whether
such foed consists in whole or in part of any filthy, putrig,
or decomposed substance, or is otharwisa unfit for food, a copy of
the results of such analysis shall be fumnished promptly to the
owner, operator, or agent in charge

Sec, 704(e) Every perscn required under section 519 or 520(g)
to maintain records and every person who is in charge or custady
of such records shall, upon request of an officer or employee
designated by the Secretary, permit such officer or employee at
all reasonable timas to have accass to and to copy and verify,
SUCh records.

Section 704 (f)(1) An accreded parson described in paragraph
(3} shall maintain records documenting the training qualifications
of the person and the employess of the person, the procedures
used by me person for handiing conficential information, the
[ arrang made by the person, and the
pmoedures used by the person to identify and avoid conflicts of
interest Upon the request of an officer or employes designated
by the Secreiary, the person shall permit the officer or employee,
at all reasonable tmes, to have access to, to copy. and to verdy,
the recerds

Section 512 (I)(1) In the case of any new animal drug for which
an approval of an application filed pursuant to subsection (b) is
in effect, the applicant shall blish and maintain such records,
and make such reports to the Secretary, of data relating to
axperience, including experience with uses authonzed under
subsection {2)(4)(A), and other data or information, received or
othernise obtained by such applicant with pect to such drug,
or with respect to animal feeds bearing or containing such drug,
as the Secretary may by general regulation, or by order wath
respect to such application, prescribe on the basis of a finding
that such records and reports are necessary in order to enable the
Secretary to determine, or facilitate a determination, whether there
is or may be greund for invoking subsection (&) or subsection (m)
(4) of this section. Such regulation or order shall provide, where
the Secretary deems it to be approprate, for the examination,
upon request by the persons to whom such regulation or order is
applicable, of similar information received or ctherwise obtained
by the Secretary

(2) Every person required under this subsection to maintain
records, and every person in charge or custody thereof, shall, upon
request of an officer or employee desighated by the Secretary,
permi such officer or employee at all reasonable times to have
access to and copy and verify such recerds,

3 applicable sections of Parts F and G of Titie |1l Public Health
Service Act [42 U.8.C. 262.-264] are quoted below:

PartF -1 - Biowogical P

o

Laboratories and* * * * * B

and Clinical

Sec. 351(c) “Any officer, agen& or empluyee of the Department of
Health and Human Si d by the Secretary for the
purpose, may during all reesonable hours enter and mspect any

the owner, operator, or agent in charge a receipt describing the
samples obtained.

yment for the p gation or r facture and prep n
{Continued on Page 3
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of any virus, serum, toxin, anmoxm vaccine, blood, blood

it or dervati Il duct, or other product
alormld for sale, barter, oc axchange In the Distrct of Columbia,
or te be sent, carmed, or brought from any State or pessession
into any other State or possesaion or into any foreign country, or
from any fereign country into any State or possession

PartF —*** ¥ * "Contral of Radiation

Sec. 360 A (a) "If the Secretary finds for gocd cause that the
methods, tests, or programs related to electrenic product radiation
safety in a particular factory, warehouse, or establshment in
vhich electronic products are manufactured or held, may not be
adequate or reliable, officers or employees duly designated by the
Sacratary, upon presanting appropriate credentals and a written

products such information ss may be necessary to identify
and locate, for purpeses of section 358, the first purchasers of
such products for purpeses other than resale, and (2) require
manuracturers 10 preserve such Infermation Any  regulation
establishing a requirement pursuant to clause (1) of the preceding
sentence shall (A) authonze such dealers and distributors to
elect in lieu of immediately furnishing such informaton to the
manufacturer to hold and preserve such information until advised
by the manufacturer or Secretary that such information 1s needed
by the manufacturer for purpeses of section 359, and (B) provide
that the dealer or distrbutor shall, upon making such election,
give prompt notice of such election (together with information
identifying the notifier and the product) to the manufacturer and
shall, when advised by the manufacturer or Secretary, of the need
therefore for the purpeses of Section 358, immadiately furnish the

notice to the owner, operator, or agent in charge, are
authonized (1) to enter, at reascnable times any area in such
factory, warehouse, or establishmeant in which the manufacturer's
tests (or testing programs) required by section 258(h) are carnied
out, and (2) to inspect, at reasonable timas and within reasonable
lmits and in a reasonable manner, the facilibes and procedures
within such area which are related to electronic product radiation
safety Each such inspection shall be commenced and completad
vith reasonable promptness. In addition fo other grounds upon
which good cause may be found for purposes of this subsection,
good cause vill be consdered to exiet in any case where the
manufacturer has intreduced inte commerce any electtonc pmducl
which does not comply with an apg

under this subpart and with respect to which ne exemphon from

n with the req ir It a cealer or distribaator
discontinues the dealing in or distribution of electronc products,
he shall turn the information over to the manufacturer. Any
manufacturer recening formation pursuant to this subsection
concemning first purchasers of products for purposes other than
resale shall treat it as conficlential ancl may use tonly if necessary
for the purpose cf notifying persons pursuant to section 358(a) "

Sec. 280 B.(a) It shall be unlawful-
M-

ERa

(3) “for any person to fail or to refuse to establish or

the notification requirements has been granted by the Y
under section 358(a)(2) or 268(e)."

(b} "Every manufacturer cf electronic products shall
establish and maintain such records (ncluding testing records),
make such reports, and provide such information, as the Secretary!
may ressonably require to enable him to determine whether such
manulacumr has actad ori s acting in compliance wnth this subpart,
and stand: t to this subpart and shall,
upon request ov an officer or employee duly designated by the
Secretary, permit such officer or employee to ingpect appropriate
books, papers, records, and documents relevant to determining
whether such manufacturer has acted or is acting In compliance)
with standards prescribed pursuant to section 359(a).*

ferrae

() "The Secretary may by regulation (1) require dealers and
distributors of ic p , to which there are appli

standards prescribed undler Uus subpart and the retail prices!
of which is not less than $50, to furnish manutacturers of such

mai records required by this or to permit access by
the Secretary or any of his duly authorzed representatives to, or
the copying of, such records, or to permit entry or inspection, as
required or pursuant to section 360A."

arsean

Part G - Quarantine and Inspection

Sec. 3B81(a) "The Surgeon General, with the appraoval of the
Secretary, is authorized to make and enforce such regulations
as in his judgment are necessary to prevent the introduction,
transmission, or spread of communicable diseases from foreign
countnes into the States or possessions, or from one State or
possession into any other State or possession For purposes
of canying out and enforcing such regulations, the Surgeon
General may provide for such inspection, fumagation, dsinfection,
sanitation, pest extermination, destruction of animals or articles
found to be so infected or contaminated as to be sources of
dangerous infection to human beings, and other measures, as in
his judgment may be necessary "

FORM FDA 482 (9/11) PREVIOUSEDITION IS OBSOLETE
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Best practices for audit preparation

> Think like an auditor/inspector/monitor

o Organize your documents in a consistent 1 FIND YOUR LACK'OF DOCUMENTATION

manner

o Be prepared for an audit since day 1 of
study initiation

o Ensure all CITI, lab safety, CVs, medical
licenses, and other training/study
certificates are up to date

b
o Ensure all logs are up to date and any '
necessary signatures captured. nIST“nBI“G
> Have a source for every data point — :
DOCUMENTATION!




ACtIVITY — From: Surprise! You're having an FDA Inspection

During your inspection, who do you think the FDA
inspectors would want to meet with?

What follow-up items/actions can you expect at the end
of the day?

Why?




FDA Audit Expectations

> Access to EMR, EDC, IRB, other study records

o Ability to operate study systems (ex: EDC)
> Assess understanding of study protocol(s)

o Site-specific study details
° Enrollment

o Deviations
o AEs / SAEs




Working with the FDA

> Reserve a quiet, private conference room for the inspectors (9am to 5pm)

o Inspection days may not be the entire day as inspectors may need to report
back to their office before end of business day (10am-3pm)

o Ask for credentials

o Record what happens throughout each day and what documents were given
to inspectors (make copies of each document and file in a binder)

> Only involve necessary parties

o Ask if there are any outstanding questions before end of the day

o Escort the inspectors wherever they go

> Promptly answering questions or retrieving documents is important
> Be confident when answering questions

o Stay truthful
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Activity — From: Surprise! You’re having an FDA Inspection

°During your audit, the FDA inspector asks you to
show them the EDC system. Why might they want
to see this?




Activity — From: Surprise! You’re having an FDA Inspection

k E D Ca pw Personnel Registration Forms

& Logged In as » | Logout
& My Projects or ( Centrol Center 4 Project Home =[] Project Setup | " Other Functionality . Project Re
& Project Heme
§] Project Setup :
Project status: Development Project status: . Development
P achoe Al nanumenis | —| ﬂ Main project settings
Record S1atus Dashboard | =anie | @ Use longitudinal data collection with repeating forms? |2
View data codection tatus of al reconds Comolete! e — ' } Use surveys h this - = .
| Znatie project? 7 VIDEQ: How to creat
= Add/Edn Records el @ ;i &
Create now records or oot view odstng ones NS T : ]‘naaiﬁ ;D“ ;0; def Ai,‘!i'eﬂfp'ﬂlm“ AOSV 0. 01C.
Data Collection [nstruments:
Basic Demography Form 4 Design your data collection instruments
Add or edit fields on your data collection instruments. This may be done by ¢
Applications =l e {online method) of by upioading @ Data Dictionary (offling method), in which §
both. Quick links: Download PDF of all data collection instrumenis OR Down
(5} Calendar | Dictionary

°Once you login, what is your next step?




Activity — From: Surprise! You’re having an FDA Inspection

°cAssuming the sponsor refuses to give the FDA
inspector access to the EDC (citing that it is too high
risk given that the study is still active), how do you
proceed in responding to this request?
What alternative(s) can you provide?




Activity — From: Surprise! You’re having an FDA Inspection

-You're asked during the inspection why a specific subject qualified
for the study. What should you do?

-The inspector wants your response to the previous question, rather
than reaching out to the investigator. Why might the inspector want
to know this?

-The FDA inspector states that you seem tired during the interview.
How do you respond and how is this relevant to their inspection?




Activity — From: Surprise! You’re having an FDA Inspection

-During the inspection, you state that there are
currently 15 subjects enrolled in the study, but the
FDA inspector states that they were only informed of
7 subjects. What can possibly happen?




What is happening in the cartoon below?




Common findings in biomonitoring research

In 2017

160
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Protocol compliance Inadequate source Accountability Inadequate informed Change in research Sponsor No informed consent  Inadequate IRB
records consent form without IRB approval responsibilities minutes

documentation




Resources for preparation

o Yourself © Originei Artis

Regroduction nghts obtainable froen

° |nvestigators mc:;(ﬁt com
o Other study personnel e
o Other sites that underwent audits

> Sponsor

> FDA website

o |nstitutional
> BU/BMC: CRRO, pharmacy
c UVM: OCTR

(dlg//

4"\.

*It's sofe to come ocut - the cuditors have gone.*




FDA 483 Breakout




FDA 483 Breakout Questions

- How do you prevent observation 1? How do you rectify observation 1? If you
came onto the study in September 2015, does this affect you?

- How do you prevent observation 2? How do you rectify observation 2? If you
had retrained the investigators and documented it, could you still get cited?
Does this stop you from performing retraining?




