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My Background

e Quorum Review IRB
> Created sets of SOPs for 4 processes

- UW Human Subjects Division
> Created sets of SOPs for 6 processes

= Assisted researchers with creating
SOPs in response to compliance issues

« ITHS

= Created sets of SOPs for 3 processes

= Assist researchers with creating SOPs
and MOPs
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What we will cover

« The differences between SOPs and MOPs

- Importance, Benefits, and Limitations of SOPs

« The 8-Fold SOP Process

= Process Mapping
= Authoring
= Format & Language
= Editing
> Authorizing
s Training
» Implementing
= Revising & Archiving
« Caveat: These are the basics!



SOP vs, MOP

Standard Operating Procedures
VS.

Manual of Procedures
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SOP VS. MOP

» Definitions:

= Standard Operating Procedures:
Detailed, written instructions to achieve
uniformity of the performance of a specific
function. (1cH GCP 1.55)

» Manual of Operations:
A handbook of instructions designed to guide
the research team to successfully carry out

aspects of a research study according to study
protocol.



SOP VS. MOP

- Founded in federal regulations - Established in a grant,

and guidance, Good Clinical protocol, and/or IRB
Practice guidelines, and application
institutional policies and

- Study-specific processes to
gather data for one study’s
- General processes common to research aims
running all studies

guidance

« Changes throughout the life of
 Infrequent changes the study (updated with each
new Modification)



SOPs

Importance
Benefits
Limitations



Importance of SOPs

- Manage compliance obligations

= Incorporates regulations, GCPs, and
institutional requirements

- Create operational efficiency

= Ensures processes have been
examined and optimized

 Training staff

= Acts as a resource to keep everyone
on the same page at all times




Benefits of SOPs

e Creation of:

= Ensures the team knows their
regulatory obligations and how to
best meet them using available
resources

- Implementation of:

> Standardizes common processes
amongst all studies

= Provides a level of formal
accountability for team members

> Prevents noncompliance on a
systemic level
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Benefits of SOPs

« Some thoughts on SOPs in terms of
investigations and audits:

= The process of creating SOPs enhances
awareness and working knowledge.

= Training staff on SOPs ensures everyone is
doing things the same way.

= Should you have an investigation or audit,
an SOP-trained staff should have no
problems.

= Should you have an investigation and no
SOPs, you could be vulnerable to findings.
Results of most audits usually include

recommendations or requirements to create
SOPs.
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Limitations of SOPs

They can’t help you if you don’t use them.
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How many SOPs are we talking?

- Research teams should have SOPs to cover the following
topics, at minimum:
1. Recruitment and Retention of Participants

2. Informed Consent Process

3. Filing and Recordkeeping

4. IRB Review: Initial, Modification, and Continuing Review

5. Documenting, Resolving, and Reporting Protocol Deviations
and Violations, Adverse Events, and Unanticipated Problems

6. Study Closure

7. SOP for SOPs (aka, the 8-Fold SOP Process)



The 8<Fold SOP Process

1. Process Mapping

2. Authoring

3. Format & Language
4. Editing

5. Authorizing

6. Training

7. Implementing

8. Revising & Archiving
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Step 1:
Process Mapping

- Start with the regulations, guidance, and
institutional policy:
= Regulations
- OHRP: 45 CFR 46, and FDA: 21 CFR 50, 56, and 312
s Guidance
- ICH GCPs
* OHRP and FDA Guidance
= Institutional Policy
« UW: Faculty Handbook and Human Subjects Division
+ Childrens: Office of Research Compliance and IRB
- FHCRC: Institutional Review Office
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Process Mapping Example

- Documenting, Resolving, and Reporting Protocol
Deviations and Violations at UW
= OHRP & FDA.:
» 45 CFR 46.103(b)(4)(iii) and 21 CFR 56.108(a)(4)
o JCH GCPs:
- ICH GCP 4.5.2-4.5.4
» UW Faculty Handbook:
- UW Faculty Handbook, Volume 4, Part 2, Chapter 2, Section 5.E.

s UW Human Subjects Division
« Form “Report of Other Problems,” document K-324



http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.htm
http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRsearch.cfm?CFRPart=56
http://www.ich.org/LOB/media/MEDIA482.pdf
http://www.ich.org/LOB/media/MEDIA482.pdf
http://www.ich.org/LOB/media/MEDIA482.pdf
http://www.washington.edu/faculty/facsenate/handbook/04-02-02.html
http://www.washington.edu/research/hsd/forms_paper.php
http://www.washington.edu/research/hsd/forms_paper.php
http://www.washington.edu/research/hsd/forms_paper.php
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Step 1:
Process Mapping

- Next, set up a meeting with everyone involved in the
process

- Think about your experience with the process

- Present regulatory background and your experience at
the meeting.

= Talk with the group about their experiences with the
process.

= Choose the best author for the process.

= Set up a future meeting to finalize the SOP, with a draft
SOP to be circulated in advance by the author.
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Step 2:
Authoring

- Who's the best person to write
what you do?

= The person who does it.
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Step 3:
Format & Language

- Design a template format that
includes at least the following

elements:
= SOP title |
» Purpose statement -

Insert policy statements, definitions, other relevant details not part of instructionsfrocedures ==

= Policy statements,

1. ==Insert step-hy-step instructions using simple language and sentence structure. Feel
free to insert tables | diagrams, flow charts, narrstives, bulleted lists| footnotes | etc ==

definitions, etc. st
.+ Steps to complete process
= Version # and effective date I
= Author signature and date S -

> Authorizer signature and
date

= References

Wersion X, Effecive Date sbodo:

<<Title>> Procedure

Author name:
Author signature: Date:
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Step 3:
Format & Language

» When writing SOPs,
make sure the language
is clear and concise:
= Use short, active sentences
= Simple words
= Instructional tone
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Step 3:
Format & Language

- When writing, be sure to:

= Put tasks in correct order

= Use titles, not names

» Limit number of steps per page

= Include timelines for
completion of tasks

= Reference associated forms
and templates
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Step 3:
Format & Language

Werslon ¥, EMECIE DAk st

Documenting, Resolving, and Reporting Protocol Deviations
and Violations Procedure

PURPOS E:

Todescrbe the process of Joctmertag, rezolulng, and re porteg protocol deuEtas avd
Ukl 3t bz .

POLICY:

Acond|ng © ®derl regaigto s and IGH Good Clvkal Practce guidelhe s, 3 rezeanch &am
shonid 1ot mpkme rtary deutow from te IR B-gpprousd rese arch pay withontdocvme vied
FPproLE! TOMm the £porEor 3nd IR B, exceptwikere ¥ecess an D eIMhEE 3 mmedEte karand
ez ean:h partcpait. The research team 2 bovkd docvme vtard e xpals avy deuEton om
the Approsd regearch pEL. i deuEton i 0k 0 elMh3E 3 mMmedEk: bETan o
TegeaIs | PArDCPa e, rese 3rch B AN £1onld Aok mertand eiplan te deuEtos D te £ poisor,
IRA, and, it Fpplicable, reg nEtory vt orftes.

DEFINITIONS:

The U nbers Ity of liEe g ioa's Himas Sibject Dtk proukdes the Bl g Spplicabl:
kTl b Mo
1. Aprotocol violaton 3w e vtor ioide s tHhat oos s off proiocal, witkanttie
pe Mk lon of the £pok £ar, Whick k32 32 gemcartar potes 8l 2 igemca it impact o
Fabect .
Ecampile; A tollod-1p kter o3 sabiect partcpativg 3 stady on lkqaldog e b
senti the wrong address, The person wio reczlues the lether by mitake operz. The
ke clearhy e itmes the s1bjectby kame and the cortertorthe et rprouldes
Wormation thatthe sabject kan Meaaldrig wer. The s iblects ke ofcon fde itially
siguiicavthy Impact the sabject b 3 vegatue way beca e the sabjectconid tes be
Teportid 10 the police 07 k3l dmg e,
2. Aprotocol dawiaton B 3n eusrtor elde itthatocct i off prodocnl, Wk of Wit ort the
pe Mk lon of the £pok£ar, BAEEEE M Iarar ko IMpact on 2abject
Excampile: Foliow npatachy ule tocoa rred 1 d=Zyovtor e "wlwdow ottime degcrbed [y
the protocol,bitwas due to the £ sbfect’ Wablity © taw | lovg disic: dirig
hckmentweather, bt had mior or w0 Impacton te sakbyof the sabject

PROCEDURE:

1. e thcation : it 3n eue vtocoars ontrlde of e IR B-gpprousd rezeanch pen aid meet
one ofthe Wo abow de i, Ide vty the euertar 3 protocol deulton or ueEton.

2. Docame sigtion : Record the euentmmediak by v the parbcipa vt chartand I the
reguiFiony ks on the Proiocol DeuEtor Log, icivdieg the Dlowleg obrmatios :

a. Dae ofewat

F=ge 1072

Werzlon X, daked Kt - AR reued

b. Dercrptorotthe e vtlveidig uolued parbepartg) sidy o,
regeo s onrb vtng tactons fortie eve it
o, Degcrption of esolbor ofthe euent iclidhg the dak, actor Bkey D mhimke
kam fari © e parboipa b, maltal &t vegrity, and preve ptrecarmece
(., changes o res eanch procedires, o0 e it 0mE, ot ime s tmat:rak).
d. Dak repore dto sposzor (Napplicabk
e. DFe reporedto IRE
T Actior required by zpows or aedion IRE giate "rone” Hwo acton equined
3. Reportleg: Moty the spowsor of the euer it vecessany withly tey worklig daye of
karig ofthe euert. Complete the IRE's Modmcaton Form with accom pa iy
Sappkme vi3l Form: Reportor Other Problems @ocime it kK320 awd sabmitootie IRE
Wit [w e w WioTEINg days.
3. MOTE: Moomplte resolition of the e e vttakes mone tan £ workhg daw
Tom Tearalog of thie ik ot, raportng o3 be oo priorto rezolvtioe. Freportg
e euertwHbovtresolvton, the MEtreport i te Infal rport, and ataliow ip
reportle sabmite d apoy resolvton .

REFERENCES:

SCFR 45103 alb

21CFR 51050

CHGER L5 2-05.4

UL Iy 0TIV § gD Fac ity Hak choak, woltme 4, RAr 2, O hapter 2, Secton 5 .E.
LU HAME W SHbeck Diukion FOMM *Re pOrtof Ot e Frobk M, docime it K324
ITHS Reseanch Resonrces Protocol DeuEton Log

futior nam e
Artior Tignatla: Data:
Ao Ang Signatlre: Data:

Raplace 1pravlou 1 verrlon dated:

Page 2072
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Step 3:
Format & Language

ITHS

ITHS Research Resources
Protocol Deviaion Log

Poncipal Investigator:
Study Tude [ Number:

Date(s) Deviation Descoption Deviation Resohbion | Date Date Action Requred

of {including imwolwed subjects) study ID) Descoption Reporied | Reporied| by Sponsor and/for

Deviaton {including date of to Sponsor | wo IRE IREB {state “nona™
resolution) {af fun de d) if no action

require d)
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Step 4:
Editing

» Who should edit the draft SOP? Yw/
= The group who originally met. * A s “
- Process: N
= Circulate the draft pre-meeting.
= Reach group consensus about the draft changes.
» Take good notes about agreed upon changes.
= Revise the draft.

= Recirculate to the group and ask for feedback by a
firm date.
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Step 4:
Editing

» Process (con’t):
] After recirculating, SOP Quality Assurance Checklist

Check each box to confirm the following statements:

incorporate feedb aCk tO O The title is accurate and descriptive ofthe SOP.

O The purpose ofthe SOP is accurate.

f 1. SO O The version and date are accurate.
lna lze P ¢ 0 Ifarevision, these heen updated.
- If ry
If necessary, reconvene
fOI. another meeting . u} E)rrgfgisr;g oftazks make sense and includes all necessary steps to complete
O If appropriate, altemative formats (flow chars, diagrams, narratives, tables,

O H th t b bulleted lists, footnates) are utilized effectively.

ave ano er eam mem er 0 Sources and references provided are accurate.
° ° d O Spell checkis complete.
edit the SOP using a Quality

O The authorsigned the SOP.

Assurance CheCkliSt. O The person authorizing the SOP signed the SOP.

Hame of person completing checklist: Date:

O S0P isgin active voice (not passive voice).
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Step 5:
Authorizing

- Since the Principal Investigator is ultimately
responsible for the conduct of the study, he/she
should be the one who authorizes all SOPs.

= The author should sign and date the original
SOP, and so should the PI.
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Step 6:
Distributing

- PDF the signed original.

- Place the hard-copy signed original in an SOP
binder.

- Keep the electronic original in a secure location.
« Choose a place to post PDF SOP for reference
= Internet / Intranet
s Server
» Email
= Paper
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Step 6:
Distributing

- Identify team members who are part of the
process

- Notify them that there is a new SOP
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Step 7:
Training

- The most important
step!
= If training doesn’t happen

effectively, the SOPs are
useless.

 Choose the best training
approach for the SOP:
s One-on-one
s Group
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Step 7:
Training

« Have the author train
other team members on

the SOP. 748 ITHS
 Document team P T

members’ training il el il

completion

= ITHS Study Team
Training Log

- www.iths.org/forms



http://www.iths.org/forms
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Step 8:
Revising & Archiving

- What happens if a mistake is found, or if the
regulations or policies change?

= You must have a formal revision process that
includes:

- A designated member of the study team to manage
this process

+ A secured document management system
(create audit trails, use track changes)

- A policy on whether revisions are done on a rolling
basis or at established time points, or both
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Step 8:
Revising & Archiving

- When SOPs are updated, the old
versions need to be archived for |
historical reference.

» Keep all hard-copy signed
originals in the SOP binder

= Label superseded versions as
“Archived” (stamp or
handwritten)

» Remove superseded PDF versions
from circulation
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Resources

ITHS Research Coordinator Core
= http://www.iths.org/node/450
OHRP

= http://www.hhs.gov/ohrp/

- FDA

= http://www.fda.gov/ScienceResearch/SpecialTopics/RunningClinica
ITrials/ucmi55713.htm

ICH GCP
s www.ich.org/LLOB/media/MEDIA482.pdf

ITHS forms
= http://www.iths.org/forms



http://www.iths.org/node/450
http://www.hhs.gov/ohrp/
http://www.fda.gov/ScienceResearch/SpecialTopics/RunningClinicalTrials/ucm155713.htm
http://www.fda.gov/ScienceResearch/SpecialTopics/RunningClinicalTrials/ucm155713.htm
http://www.ich.org/LOB/media/MEDIA482.pdf
http://www.iths.org/forms
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Summary

I hope you will walk away with an appreciation
of the following:

= SOPs are general processes that apply to all
studies.

= They are tools for efficiency and compliance.
= Regular use and revision of SOPs is paramount.
= The 8-Fold SOP Process to develop SOPs.



Questions?




