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INTRODUCTION

The SMART IRB Harmonizaon Seering Commiee’s Connuing Review Working Group (henceorh Working Group)

examined he eec o single IRB on connuing review, wih he goal o recommending poenal areas or harmonizaon

amongs insuons, IRBs, and sudy eams. These recommendaons ocus only on ormal connuing review processes,

dened as he requiremen or IRBs o review research "a inervals appropriae o he degree o risk, no less han once per

year" [45 CFR 46.109(e), 21 CFR 56.109()]. This guidance does no cover insuonal oversigh o research no subjec o

connuing review.

The Working Group acknowledges ha he processes and expecaons esablished as par o a sudy’s inial review have

implicaons or connuing review, including:

• Who is responsible or providing inormaon or he connuing review o he Reviewing IRB (e.g., a lead sudy eam, a

coordinang cener, sie invesgaors, sudy sponsor, or combinaon o hese sources)

• Wha inormaon is provided o he Reviewing IRB or connuing review

• Wheher he sudy has a sponsor or daa coordinang cener o oversee he collecon o sudy-wide daa and evens

(e.g., adverse evens, unancipaed problems, proocol deviaons) or wheher his responsibiliy resides wih a lead

sudy eam

• The sysems (e.g., elecronic vs. paper) used by he Reviewing IRB o collec and sore sudy inormaon, which can aec

he level o inormaon or documens sudy eams may be required o provide

• Wheher he sudy will be overseen by a daa and saey monioring board (DSMB) or daa monioring commiee (DMC),

or wheher anoher mechanism is used o monior or rends relaed o subjec saey, such as unexpeced risks

The Working Group’s recommendaons consider hese processes and expecaons and ideny he relave roles and

responsibilies o he Reviewing IRB, Relying Insuons, and sudy eams regarding connuing review. The recommenda-

ons presume he exisence o an Overall Principal Invesgaor (PI) (also called a Lead Invesgaor) or equivalen role. The

Overall PI mus know wha inormaon he Reviewing IRB requires or he connuing review, and mus communicae hese

requiremens o sie invesgaors and pu in place processes o collec and synhesize ha inormaon o provide i o he

IRB. Many IRBs ha serve as a single IRB require he Overall PI designae a lead sudy eam, which could be a coordina-

ing cener, ha is responsible or communicaon wih he Reviewing IRB. Moreover, a designaed lead sudy eam plays a

crical role in ensuring ha parcipang sies comply wih he IRB-approved sudy and IRB deerminaons and promply

communicae evens and oher inormaon or poenal reporng o he Reviewing IRB, so ha he IRB has sucien inor-

maon o adequaely oversee he research. The Working Group’s recommendaons or he inormaon ha an Overall PI

should ensure is colleced and provided o he Reviewing IRB parallel he inormaon ha would be required or he Overall

PI o monior he sudy and or oher reporng, such as o a unding agency, sponsor, or he FDA. Because he use o single

IRB ofen increases invesgaor responsibilies, he Working Group urges insuons o make resources (e.g., coordinang

cener personnel and DSMBs) available o invesgaors who conducmulsie sudies, or o assis hem in obaining unding

o ensure eecve communicaon beween sies and oversigh o sudy progress, adverse evens, and proocol deviaons.
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REGULATORY BASIS OF CONTINUING REVIEW

Federal regulaons do no indicae wha inormaon an IRB mus consider as par o he connuing review processes. The

Common Rule, or example, simply saes ha an IRB:

• Mus esablish and ollow writen procedures or

◦ conducng is connuing review o research and or reporng is ndings and acons o he invesgaor and he

insuon [§46.108(a)(3)(i)]; and

◦ deermining which projecs require review more ofen han annually and which projecs need vericaon

rom sources oher han he invesgaors ha no maerial changes have occurred since previous IRB review

[§46.108(a)(3)(ii)].

• Shall conduc connuing review o research requiring review by he convened IRB a inervals appropriae o he degree o

risk, no less han once per year wih some excepons [§46.109(e)].

US Food and Drug (FDA) regulaons generally mirror he Common Rule regarding connuing review, including

documenaon requiremens, excep ha, as o his guidance’s drafing, hey do no allow research o be excused rom

connuing review.

Because o he lack o deail wihin he regulaons, insuons generally ollow he deailed guidance provided by he

Oce or Human Research Proecons (OHRP)1 and he FDA2 regarding heir expecaons or an IRB’s conduc o connuing

review. The FDA and OHRP guidance documens (henceorh collecvely reerred o as “he guidance”) make i clear ha

connuing review serves wo purposes: 1) o ensure he righs and welare o research subjecs connue o be proeced by

ensuring he research connues o mee he crieria or IRB approval; and 2) o ensure invesgaors and heir sudy eams

are in compliance wih he deerminaons and requiremens o he Reviewing IRB (e.g., hey are using he mos recenly

approved versions o he inormed consen documens and are no enrolling more parcipans han approved by he IRB).

Consequenly, he inormaon IRBs collec o perorm connuing review should allow hem o assess he crieria boh or

IRB approval and or sudy eam compliance. Table 1 idenes he inormaon IRBs should collec rom invesgaors or he

connuing review process and idenes which aspec o connuing review each caegory o inormaon addresses.

The guidance saes ha Reviewing IRBs should sar wih he working presumpon ha he research connues o sasy

all he crieria or IRB approval. This assumpon should be veried hrough he examinaon o he ollowing our aspecs o

he research:

1. Risk assessmen and monioring, which includes a consideraon o

• Any new inormaon ha would aler previous IRB deerminaons relaed o risk minimizaon and risks being

reasonable in relaon o ancipaed benes

• Unancipaed problems ha have occurred

• Wheher any saey monioring ha was required as par o he prior approval o he research has been implemened

1. Oce or Human Research Proecons (2010). Connuing Review Guidance.

hps://www.hhs.gov/ohrp/regulaons-and-policy/guidance/guidance-on-connuing-review-2010/index.hml

2. US Food and Drug Adminisraon (February 2012). IRB Connuing Review afer Clinical Invesgaon Approval.

hps://www.da.gov/media/83121/download
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and is eecve

2. Adequacy o he process or obaining inormed consen, which includes

• Vericaon ha

Д The invesgaor is using he mos recenly approved version o he inormed consen documen;

Д Inormed consen documen(s) conain he mos accurae, up-o-dae inormaon abou he research; and

Д The currenly approved consen documen(s) adequaely addresses he elemens o inormed consen

• Idencaon o wheher here is any new inormaon presened by he invesgaor or ohers ha raises concerns

abou he circumsances under which inormed consen is being obained

• Deerminaon regarding wheher any signican new ndings have occurred and should be provided o parcipans

3. Invesgaor and insuonal issues, which includes an assessmen o

• Changes in he invesgaor’s siuaon or qualicaons (e.g., suspension o hospial privileges, change in medical license

saus, or increase in number o research sudies conduced by he invesgaor)

• The evaluaon, invesgaon, and resoluon o any complains relaed o he invesgaor’s conduc o he research

• Changes in he accepabiliy o he proposed research in erms o insuonal commimens (e.g., personnel and

nancial resources, adequacy o acilies) and applicable regulaons, sae and local law, or sandards o proessional

conduc or pracce

• Repors rom any hird-pary observaons o he research

4. Research progress, which includes

• Conrmaon ha he inormaon provided by he invesgaor a he me o connuing review is consisen wih he

research proocol previously approved by he IRB

• Evaluaon o he number o subjecs enrolled in he research o ascerain wheher enrollmen is consisen wih he

planned number o subjecs described in he IRB-approved proocol

• Review o subjec wihdrawals and he reasons hey occur

Alhough he guidance provides Reviewing IRBs wih a more deailed roadmap regarding how o conduc connuing review,

some recommendaons wihin he guidance lack clariy, especially when applied o he single IRB conex. In putng

ogeher is recommendaons or connuing review, he Working Group explored some o he challenges he guidance

presens, especially in regard o he our key consideraons oulined above.
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Table 1. OHRP and FDA guidance regarding he informaton IRBs should review as par of a contnuing review

Caegory of Informaton Relevan aspec of contnuing review

Risk assessmen

and monioring

Adequacy o

he process

or obaining

informed

consen

Invesgaor

and

insuonal

issues

Research

progress

A brie projec summary

The number o subjecs accrued (or mulcener

research sudies, he number o subjecs accrued

a he local insuon and he number accrued

sudy-wide, i available, should be provided)

A brie summary o any amendmens o he

research approved by he IRB since he IRB’s inial

review or he las connuing review

Any new and relevan inormaon, published or

unpublished, since he las IRB review, especially

inormaon abou risks associaed wih he

research

A summary o boh any unancipaed problems

and available inormaon regarding adverse evens

A summary o any wihdrawal o subjecs rom he

research since he las IRB review, and he reasons

or wihdrawal, i known

A summary o any complains abou he research

rom subjecs or ohers since he las IRB review

The laes version o he IRB-approved proocol and

sample inormed consen documen(s)

Any proposed modicaons o he inormed

consen documen or proocol

For FDA-regulaed research, he curren

Invesgaor’s Brochure, i available, including any

modicaons

Any oher signican inormaon relaed o subjec

risk, such as he mos recen repor rom any DSMB

or DMC monioring he research, i available
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Risk Assessmen

The guidance indicaes ha Reviewing IRBs should be able o ideny a connuing review any new inormaon ha

would aler previous Reviewing IRB deerminaons relaed o risk minimizaon and risks being reasonable in relaon o

ancipaed benes. Mos likely, such inormaon will be discovered ouside o he connuing review process hrough

he submission o amendmens and reporable evens. However, connuing review can be leveraged as an opporuniy o

promp sudy eams o sysemacally consider sudy evens and oher inormaon o assess wheher any aleraons have

occurred o he risks, benes, and alernaves o he research.

The guidance suggess ha he Reviewing IRB should require he submission o a summary o any unancipaed problems

and available inormaon regarding adverse evens ha have occurred. Such a lis o evens may no be necessary, however,

or he Reviewing IRB o receive when he sudy has a DSMB or DMC, which would rack and analyze hese evens. In

conras o a DSMB or DMC, he Reviewing IRB ofen is unable o assess saey rends, because hey may no have he

sascal experse ha a DSMB or DMC has or access o inormaon abou which group subjecs are assigned o in he

case o blinded research. When a sudy’s daa monioring plan includes he use o a ormal DSMB or DMC, however, he

Reviewing IRB should obain DSMB or DMC repors o ensure he commiee convenes as expeced and can rely on hose

repors o monior or any concerning adverse even rends.

When a sudy does no have a DSMB or DMC and may pose more han minimal risk o subjecs, Reviewing IRBs need o

ensure he daa monioring plan approved or a sudy will assure evens ha occur are being appropriaely idened,

evaluaed, and caegorized so ha unancipaed problems are promply repored o he IRB or an assessmen o poenal

impac on sudy risks. The Reviewing IRB can hen conrm a connuing review ha any required daa monioring plan has

been implemened and eecve, such as by requesng he lead sudy eam provide an assessmen o adverse evens o

ideny poenal changes in risks o subjecs based on he requency or severiy o he evens. Consequenly, he lead sudy

eam mus se up mechanisms o collec he appropriae inormaon rom sie invesgaors and have processes in place o

periodically assess he adequacy o he monioring.

Some Reviewing IRBs require he inclusion o a lis o unancipaed problems and adverse evens as par o he connuing

review. However, here are more eecve mehods o perorm a compliance uncon (i.e., o ensure ha all poenal

unancipaed problems have been repored). For example, pos-approval monioring programs can conduc audis o

deermine wheher sudy eams are reporng he evens a Reviewing IRB requires or he connuing review orm could

include a queson ha promps sudy eams o provide or ideny inormaon no previously repored.

Adequacy of he Process for Obaining Informed Consen

The guidance includes mulple expecaons surrounding inormed consen. Reviewing IRBs are expeced o ensure he

ollowing:

• Sudy eams are using he mos recenly approved inormed consen documen and conducng an appropriae inormed

consen process,

• The inormed consen documens connue o be accurae and include he appropriae elemens o consen, and

• Any signican new ndings ha should be communicaed o parcipans are idened.

In he case o single IRB review, he Working Group noed ha some o hese uncons become more complex. For example,

o conrm ha sudy eams are using he mos curren IRB-approved consen documens, should he Reviewing IRB collec

and review consen documens rom each parcipang sie? Should his responsibiliy insead be assigned o he Overall

PI? Or, can auding processes or elecronic review sysems be leveraged insead? Many IRBs use heir elecronic sysems
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o ask sudy eams o conrm ha he documens wihin ha sysem are hose ha have been used and ideny which

documen(s) require reapproval. I copies o consen orms are colleced by he Reviewing IRB, parcipan inormaon

should be redaced, and a copy used by each o he sies colleced or review. The Working Group agreed ha Reviewing

IRBs could use dierenmehods, including a combinaon o hem, o ensure sudy eams are using he correc versions o

inormed consen documens.

The guidance does no explicily describe how Reviewing IRBs migh assess he circumsances under which invesgaors

and heir sudy eams obain inormed consen. Alhough he guidance recommends IRBs review he laes version o he

sample inormed consen documen(s), his approach can only reveal wheher sudy eams are using ha version and does

no speak o he inormed consen process. Consequenly, Reviewing IRBs may need o ask or auding and pos-approval

monioring repors a connuing review in par o help ideny poenal concerns wih he inormed consen process, and

may need o explicily insruc he lead sudy eam o collec inormaon abou consen process issues and provide ha

inormaon a connuing review, i no sooner. Moreover, he expecaon ha Reviewing IRBs be able o ideny concerns

wih he consen process a connuing review underscores he imporance or IRBs o require a inial review a sucienly

deailed descripon o he proposed consen process as well as he qualicaons and raining o hose who will obain

inormed consen o ensure a robus process is approved.

In regard o any signican new ndings ha have occurred and may need o be communicaed o parcipans, such

inormaon would likely be provided o a Reviewing IRB prior o connuing review as an amendmen or reporable even.

Connuing review, however, is an opporuniy o encourage he Overall PI o ideny and assess wheher any new and

relevan inormaon has arisen since he las IRB review ha has no been previously repored and o review evens ha

have occurred o deermine i hey sugges new inormaon should be communicaed o parcipans. Consequenly,

he Working Group recommendaons describe he Overall PI as having responsibiliy or providing he Reviewing IRB a

connuing review wih any new inormaon, published or unpublished, ha could aec he sudy (parcularly research

risks, benes, alernaves o parcipaon) or inormed consen documens.

Investgaor and Instutonal Issues

I is less clear rom he guidance wha inormaon he FDA and OHRP recommend IRBs obain or connuing review,

aside rom a summary o subjec complains, ha would allow hem o assess invesgaor and insuonal issues. When

addressing connuing review, many reliance agreemens, including he SMART IRB Agreemen, describe insuonal

and invesgaor issues and end o ocus on: wheher invesgaors and heir sudy eams have he me, resources, and

qualicaons o conduc he research; any sae and local laws or sandards o proessional conduc or pracce ha

could aec he research; any changes in he conic o ineres (COI) saus or managemen plans or newly added sudy

personnel; and wheher any audis have idened issues o concern.

Similarly, he Working Group recommends ha Reviewing IRBs obain rom Overall PIs an aesaon ha none o he

parcipang invesgaors’ siuaons or qualicaons have changed in ways ha would adversely aec heir parcipaon

in he sudy; no changes have occurred in he accepabiliy o he proposed research or each o he parcipang sies in

erms o insuonal commimens and applicable regulaons, sae and local law, or sandards o proessional conduc

or pracce; and no changes have occurred in he COI saus or managemen plans or personnel added o or removed

rom he sudy. Overall PIs hus mus pu in place mechanisms o collec his inormaon rom relying sie sudy eams and

Reviewing IRBs mus have processes o ensure his inormaon is communicaed o hem. In addion o aesaons rom

he Overall PI abou he relying sie invesgaors, he Reviewing IRB also should ensure i conrms ha any relevan auding

or monioring repors (i.e., hose ha ideny evens ha would require reporng o he IRB) already have been submied

or review or are provided a connuing review.
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Research Progress

The guidance ocuses on wo aspecs o research progress: conrming ha he inormaon provided by he invesgaor

a he me o connuing review is consisen wih he research proocol previously approved by he IRB and evaluang

he number o subjecs enrolled in he research o ascerain wheher enrollmen is consisen wih he planned number o

subjecs described in he IRB-approved proocol. Per he guidance, a marked dierence beween he acual and expeced

raes o enrollmenmay indicae a problem wih he research projec ha requires urher evaluaon, including wheher he

research projec is likely o provide sucien daa o answer he scienc queson(s) being posed. Alhough he guidance

does no specically reer o DSMB/DMC repors as imporan or he evaluaon o sudy progress, hese commiees

can ideny wheher a projec needs a course adjusmen or should be sopped early, which is one o he reasons why

Reviewing IRBs mus ensure hey obain hese repors. The Working Group agreed ha he Reviewing IRB’s assessmen

o sudy progress should ocus on overall raher han sie-specic sudy acvies and enrollmen and noed ha concerns

abou sie- specic enrollmen all wihin he realm o he Overall PI o address, unless a lack o enrollmen a cerain sies

adversely aecs he equiable selecon o subjecs (e.g., when specic sies are primarily or solely responsible or enrolling

cerain populaons).

As described below and reeced in he Working Group’s recommendaons, he Reviewing IRB’s assessmen o sudy

progress inormaon in a single IRB siuaon diers rom local IRB review in erms o he need o evaluae he overall sudy

as well as wha has occurred a each sudy sie. In he case o parcipan wihdrawals, he guidance provides some insigh

ino he level o inormaon a Reviewing IRB should collec. Per he guidance evaluang parcipan wihdrawals can shed

ligh on problems relaed o he conduc o he research, suggesng ha a high rae o wihdrawal could indicae he risks

o he research may be greaer han expeced. A high rae o wihdrawals also could sugges a problem wih a sudy eam’s

perormance, which is why he guidance saes ha a Reviewing IRB should collec he reason or parcipans’ wihdrawal.

For example, i a sie repors more unancipaed problems, proocol deviaons, or subjec complains han ohers, is ha

because o a higher occurrence rae a ha sie due o sudy eam perormance issues, because he sie is more diligen

in heir reporng, or because more parcipans were enrolled a ha sie? The Reviewing IRB needs o obain sucien

inormaon o disnguish beween hese siuaons so ha i can deermine any appropriae ollow-up acon.
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IMPLEMENTING OHRP AND FDA CONTINUING REVIEW
GUIDANCE FOR SINGLE IRB REVIEW

When a single IRB reliance arrangemen is in place, he guidance becomes less clear in erms o wha inormaon will

be provided o he Reviewing IRB and who provides i. For example, does he Reviewing IRB need he brie projec

summary o describe only he sudy progress as a whole, or is i crical or he summary o capure wha has occurred

a each parcipang sie? Who provides his inormaon o he IRB – is i he sudy sponsor (i one exiss), he Overall

PI, each parcipang sie, or a combinaon o hese pares? A single IRB arrangemen also raises quesons regarding

who is responsible or collecng and providing any new and relevan inormaon o he Reviewing IRB and wheher

his responsibiliy diers or sudies wih and wihou a sponsor. For sudies wih a ormal sponsor, he sponsor may be

he eny responsible or idenying new inormaon (including abou risks), racking sudy-wide evens (unancipaed

problems, subjec wihdrawals), and idenying updaes o inormed consen documens, proocols, and applicable

Invesgaor’s Brochures. For invesgaor-iniaed research, he responsibiliy or racking his inormaon, inerpreng i,

and presenng i o he Reviewing IRB usually lies wih he Overall PI or lead sudy eam. Table 2 deails he Working Group’s

recommendaons regarding each caegory o inormaon he guidance recommends Reviewing IRBs collec, including who

should provide he inormaon o he Reviewing IRB and wha specic inormaon should be provided.

The consideraons o he single Reviewing IRB dier rom hose in mul-IRB siuaons because he Reviewing IRB mus

evaluae evens and oher inormaon boh as hey aec he overall sudy as well as heir impac on each parcipang sie.

For example, he Reviewing IRB assumes responsibiliy or assessing how an even ha occurs a one sie aecs ha sie as

well as he enre sudy, including wha sie-specic versus sudy-wide acons may be necessary (e.g., suspending research

acvies a a parcular sie versus he enre sudy). Some siuaons hamay arise during connuing review where imay

be clear ha he Reviewing IRB likely needs o ake sie-specic acons (e.g., suspension or expiraon o research approval

or ha sie) include:

1. An even(s) idened a a parcular sie, which does no involve subjecs or invesgaors a oher sies, ha suggess

eiher a) increased risks o subjecs a ha sie or b) ha he sudy eam is no complying wih IRB deerminaons, he

sudy proocol, or regulaons

2. A sie ails o provide inormaon or he connuing review progress repor

To make hese assessmens, he Reviewing IRB mus have mechanisms in place o be able o ideny sie-specic versus

sudy-wide issues, which likely involves working wih he Overall PI and lead sudy eam o ensure ha he appropriae

inormaon will be racked o aciliae hese evaluaons.

Many insuons use connuing review perormed by heir local IRB as an ecienmeans o monior compliance, as

suggesed by he guidance. When using an exernal IRB, however, insuons may need o ideny processes oher han

IRB review o mee heir obligaons or ensuring compliance, a responsibiliy hey reain in an IRB reliance arrangemen.

As a resul o increased use o exernal IRBs and eliminaon o connuing review or some sudies, some insuons use

a connuing review proxy, such as an annual check in, o rack heir research porolio, sudy closure, and key evens (e.g.,

serious and connuing noncompliance or unancipaed problems) ha occur in ceded research. In addion, reliance

agreemens, like he SMART IRB Agreemen, require insuons o monior or any changes ha could rigger local conex

issues (e.g., new conics o ineres or sudy personnel, sae law issues, ancillary reviews) or a ceded sudy. Insuons

vary in wheher hey conduc a check in and, i hey do, some consis solely o reminders o invesgaors (e.g., abou he

need o repor cerain evens locally or o close heir sudies) whereas ohers include a more subsanve collecon and

analysis o inormaon rom sudy eams.
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Mos aspecs o assessing he adequacy o he inormed consen process would no be expeced o dier in a single

IRB versus local IRB review siuaon. For example, single IRB review should no aec he Reviewing IRB’s vericaon

ha he inormed consen documen conains he mos accurae, up-o-dae inormaon abou he research and he

required elemens o inormed consen. Such vericaon migh become more complicaed in a single IRB review siuaon,

however, i he Reviewing IRB allowed signican variaon across sies in he conen and orma o heir inormed consen

documens. In conras, he expecaon wihin he guidance or Reviewing IRBs o reques he laes version o he IRB-

approved proocol and sample inormed consen documen(s) becomes complicaed in a single IRB siuaon because i

begs he queson as o wheher he IRB mus collec copies rom each sie, or a leas ensure he Overall PI has a process o

ensure ha each sie is using he appropriae version(s) o he consen orm.
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WORKING GROUP RECOMMENDATIONS
FOR CONTINUING REVIEW

The Working Group’s recommendaons or he inormaon ha should be colleced, provided, and evaluaed as par o

connuing review are presened in erms o responsibilies assumed by an Overall PI, Relying Sie PI, Reviewing IRB, and

Relying Insuon. As described in he background secon o his documen, he ransion o single IRB in many cases

increases he responsibiliy or sudy eams, parcularly or he Overall PI.

Table 2 in his secon maps he Working Group recommendaons o he OHRP and FDA guidance regarding connuing

review and idenes he expeced source o he inormaon, who would provide he inormaon o he Reviewing IRB, and

he specic inormaon ha should be provided. Figure 1 illusraes he expeced inormaon ow in a single IRB siuaon.

Overall PI Responsibilites

• Setng up inormaon collecon expecaons and processes or all parcipang sies, which includes:

◦ Idenying sudy-wide inormaon ha will be colleced and mainained cenrally and communicang hese

requiremens o parcipang sudy eams prior o sudy iniaon

◦ Mainaining sudy-wide daa or delegang his responsibiliy o a designee (e.g., a coordinang cener) o

manage and mainain sudy-wide daa

◦ Idenying how and when parcipang sie sudy eams provide heir inormaon or cenral daa sorage

◦ Collecng inormaon

• In sucien deail o mee he Reviewing IRB’s reporng requiremens or connuing review

• Abou sie PI saus, qualicaons, and resources o conduc he sudy and sie sudy eam conics o

ineres (COIs) ha could aec he sudy

• Abou saey monioring

• Abou auding and monioring rom all sies o ideny iems hamay need o be repored o he

Reviewing IRB

• To be able o aes o he Reviewing IRB ha:

◦ None o he parcipang invesgaors’ siuaons or qualicaons have changed in ways

ha would adversely aec heir parcipaon in he sudy

◦ No changes have occurred in he accepabiliy o he proposed research or each o he

parcipang sies in erms o insuonal commimens and applicable regulaons, sae

and local law, or sandards o proessional conduc or pracce

◦ No changes have occurred in he COI saus or managemen plans or personnel who have

been added o or removed rom he sudy
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• Idenying and assessing wheher any new and relevan inormaon, published or unpublished, has arisen since he las

IRB review, especially inormaon abou risks associaed wih he research. When a research sudy has a sponsor, he

sponsor may provide sudy-wide inormaon eiher direcly o he Reviewing IRB or o an Overall PI, depending on he

IRB’s processes. In he case o research wihou a sponsor, he Overall PI should be responsible or his acviy, bumay

wish o obain inpu rom oher parcipang invesgaors o ensure as complee and accurae an assessmen o sudy

risks and monioring as possible.

• Monioring sudy progress and conduc, sie inormaon provided, and auding and monioring and oher repors

received o:

◦ Ensure sudy daa are being provided o he designaed eny in a mely manner and are o sucien qualiy

and compleeness based on he reporng requiremens o he Reviewing IRB

◦ Ensure adherence wih applicable daa monioring plans approved by he Reviewing IRB

◦ Assess saey monioring inormaon o promply address any issues idened

◦ Assess adverse evens and oher inormaon (e.g., proocol deviaons) o ideny poenal changes in risks o

subjecs based on he requency or severiy o he evens

◦ Ideny and communicae o he Reviewing IRB any daa reporng or oher issues ha could aec sudy

progress

◦ Assess wheher repors conain inormaon hamay need o be repored o he Reviewing IRB or ha require

oher acon (e.g., halng enrollmen a a sie, invesgaon o a sie deviaon, correcve acon plan)

◦ Ensure he plan he Reviewing IRB approved or equiable subjec selecon (e.g., number o subjecs as well as

subjec demographics) is being ollowed

• Providing inormaon o he Reviewing IRB a he me o connuing review abou he sudy’s progress and conduc,

which should include:

◦ Caegorizing he enrollmen saus o he overall sudy, aminimum as

a) Some or all sies have ongoing parcipan enrollmen;

b) Enrollmen is complee, bu sudy inervenons are ongoing;

c) Sudy acvies are limied o long-erm ollow-up o parcipans a some or all sies; or

d) Enrollmen is closed, sudy inervenons are complee, and sudy acvies are limied o daa analysis

◦ Overall enrollmen o he sudy, including or each sie

◦ Number o subjec wihdrawals and he reasons or wihdrawal

◦ Noable subjec experiences (e.g., complains ha could no be resolved by he sudy eam, unancipaed

problems)

◦ Any delays in sudy acvies
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◦ Expeced acvies or he upcoming year (e.g., subjec enrollmen connuaon or compleon o enrollmen;

enrollmen suspension or daa analysis; analysis o biospecimens)

◦ Any new inormaon, published or unpublished, ha could aec he sudy, parcularly research risks, benes,

alernaves o parcipaon, or inormed consen documens

Relying Sie PI Responsibilites

• Providing inormaon o he Overall PI (or designee) or he purposes o connuing review, including:

◦ The number o wihdrawals and he reason or hese wihdrawals

◦ A descripon o subjec complains ha could no be resolved by heir sudy eam or heir home insuon

◦ The saus o each enrolled subjec (e.g., acve, in ollow up, compleed, wihdrawn)

◦ Sudy daa in a mely manner

◦ Aesaon o he Overall PI ha

• All evens ha he Reviewing IRB requires o be repored have been submied o he Overall PI

previously

• No maerial changes have been made a ha sie wihou prior IRB approval unless o avoid an apparen

immediae hazard o subjecs

• Any changes in heir siuaon and qualicaons would no adversely aec heir parcipaon in he

sudy

• There are no changes in he accepabiliy o he proposed research in erms o heir insuon’s

commimens and applicable regulaons, sae and local law, or sandards o proessional conduc or

pracce

• There have been no changes in he COI saus or managemen plans or personnel added o or removed

rom he sudy a ha sie

• There are no updaes o unding a ha sie

Reviewing IRB Responsibilites

• Inorming he Overall PI o heir requiremens or connuing review submissions, including when repors should be

submied, conen o repors, and who should communicae he inormaon o he Reviewing IRB3

• Deermining he appropriae expiraon dae or he overall sudy and assigning he same expiraon dae or all sies

regardless o when he individual sies obain IRB approval

3. Reviewing IRBs can be exible in he orma o connuing review repors. For example, i an annual progress repor or a ederal

gran conains all o he inormaon required or connuing review, ha daa would no need o be ranserred o a new orma.
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• Collecng and reviewing sucien inormaon o ensure he crieria or IRB approval connue o be sased, including:

◦ Sudy saus, o ideny when a sudy may qualiy or an expedied connuing review or be excused rom

connuing review

◦ Inormaon abou sudy-wide progress

◦ Daa saey monioring repors or saey monioring inormaon, o ensure he approved saey monioring plan

is being ollowed and ha any designaed DSMB/DMC has deermined he research is appropriae o connue or

ha he review conduced as par o he IRB-approved daa monioring plan has no uncovered any concerns4

◦ A summary o any new and relevan inormaon, published or unpublished, ha has arisen since he las IRB

review (i.e., inial review or he prior connuing review, whichever was more recen)

◦ Overall enrollmen o he sudy including wihdrawals and reasons or hem

• When inormed consen is required or a sudy, conrming ha all sudy eams are using he mos recenly approved

version(s) o he inormed consen documen(s), which can be achieved by he Reviewing IRB having sudy eams conrm

wihin an elecronic submission sysem which consen documens are being used, requesng copies o he mos recen

consen orms each sie has used wih subjec inormaon redaced, or obaining an aesaon rom he Overall PI (or

designee, such as a coordinang cener) ha all sies are using he mos curren version(s)

• Ensuring ha any new and relevan inormaon provided a connuing review is reeced in applicable inormed consen

documen(s), requesng revisions o inormed consen documens as needed and, i changes o consen documen are

necessary, deermining which subjecs mus be inormed o he new inormaon

• Obaining an aesaon rom he Overall PI a connuing review ha:

◦ All evens he Reviewing IRB requires o be repored have been submied previously

◦ No maerial changes have been made wihou prior IRB approval unless o avoid an apparen immediae hazard

o subjecs

◦ None o he parcipang invesgaors’ siuaons or qualicaons have changed such ha he change would

adversely aec heir parcipaon in he sudy

◦ There are no changes in he accepabiliy o he proposed research or each o he parcipang sies in erms

o insuonal commimens and applicable regulaons, sae and local law, or sandards o proessional

conduc or pracce

◦ No changes in COI saus or managemen plans have occurred or personnel added o or removed rom he sudy

◦ There are no updaes o unding (which can aec he regulaons applied o a sudy)

Relying Instuton Responsibilites

• Ensuring heir sudy eams comply wih Reviewing IRB requiremens or connuing review

4. Because he IRB approves a saey monioring plan a he inial review ha hey hink is appropriae given he sudy risks and

design and can conduc he connuing reviewwih he assumpon ha he sudy connues omee he crieria or approval,

he IRB does no need o reques a lis o adverse evens or unancipaed problems a he me o connuing review.
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Figure 1. Recommended Flow of Informaton for Contnuing Review

Relying Sie PI
Overall PI (Or designee such

as coordinang cener)
Reviewing IRB
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Table 2. Working Group Recommendatons for Contnuing Review Conen, Based on OHRP/FDA Guidance

OHRP/FDA

Suggesed

Componen

Source Who Provides

Informaton

to the Re-

viewing IRB*

Wha Informaton Should be Provided o

he Reviewing IRB

Brie projec summary:

sudy saus

Sudy

sponsor (i

one exiss),

applicable

coordinang

ceners, and

relying sie

invesgaors

Overall PI The summary should ideny he saus o

he overall sudy during he approval period

and include

• Enrollmen saus o he overall sudy,

including wheher

◦ Some sies or all sies have

ongoing parcipan enrollmen;

◦ Enrollmen is complee, bu sudy

inervenons are ongoing;

◦ Acvies are limied o long-

erm ollow-up o parcipans a

some or all sies; or

◦ Enrollmen is closed, sudy

inervenons are complee, and

sudy acvies are limied o

daa analysis

• Noable subjec experiences (e.g.,

complains ha could no be resolved by

he sudy eam, unancipaed problems)

• Any delays in sudy acvies

• Expeced acvies or he upcoming year

The number o subjecs

accrued

Relying sie

invesgaors

Overall PI The number o subjecs enrolled and saus

o each subjec by sie.
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OHRP/FDA

Suggesed

Componen

Source Who Provides

Informaton

to the Re-

viewing IRB*

Wha Informaton Should be Provided o

he Reviewing IRB

A brie summary o any

amendmens o he

research approved by

he IRB since he IRB’s

inial review or he las

connuing review

IRB records

or sudy-

wide records

held by he

Overall PI (or

designee)

Overall PI I IRB records already include a brie sum-

mary o amendmens approved since he

inial review or las connuing review, he

IRB does no need o reques his as par o

he connuing review. I such a summary is

needed, he Overall PI should provide i.

Any new and relevan

inormaon, published

or unpublished, since

he las IRB review,

especially inormaon

abou risks associaed

wih he research

Sudy

sponsor (i

one exiss),

applicable

coordinang

ceners, and

relying sie

invesgaors

Overall PI A summary o new and relevan inorma-

on, published or unpublished, since he

las IRB review (inial or connuing review,

whichever was mos recen) ha includes a

synopsis rom he Overall PI o he relevance

o his inormaon o he sudy’s risks, ben-

es, alernaves, and applicable inormed

consen documens.

A summary o boh any

unancipaed problems

and available inorma-

on regarding adverse

evens

Sudy

sponsor (i

one exiss),

applicable

coordinang

ceners, and

relying sie

invesgaors

Overall PI Generally, IRBs do no reques he submis-

sion o adverse evens unless hey consue

unancipaed problems. A summary o

unancipaed problems and saey monior-

ing inormaon ha includes an analysis by

he Overall PI o he unancipaed problems

and adverse evens, explaining wheher he

evens have occurred a a higher rae or

were more severe han previously expeced

or should be recaegorized in erms o heir

relaonship o any sudy procedures (e.g.,

previously hough o be unrelaed bu now

viewed as relaed o a research inerven-

on).
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OHRP/FDA

Suggesed

Componen

Source Who Provides

Informaton

to the Re-

viewing IRB*

Wha Informaton Should be Provided o

he Reviewing IRB

A summary o any wih-

drawal o subjecs rom

he research since he

las IRB review, and he

reasons or wihdrawal,

i known

Relying sie

PI

Overall PI The number and reasons or subjecs wih-

drawal a each sie. This inormaon would

include, or example, how many subjecs

wihdrew heir consen o parcipae and

why, as well as how many were wihdrawn

by sudy invesgaors (or ohers) due o

saey concerns or compliance issues.

A summary o any

complains abou he

research rom subjecs

or ohers since he las

IRB review

Relying sie

PI

Overall PI A summary o any complains a each sie

ha were unable o be resolved by he sudy

eam (or heir insuons).

The laes version o he

IRB-approved proocol

and sample inormed

consen documen(s)

IRB

elecronic

submission

sysem or

Overall PI

Overall PI i

requesed

Reviewing IRBs can mee his expecaon

by using heir elecronic submission sys-

em (e.g., asking he Overall PI o conrm

which consen documens will connue o

be used or each sie), requesng copies o

he mos recen consen orms each sie has

used wih subjec inormaon redaced, or

obaining an aesaon rom he Overall

PI ha all sies are using he mos curren

version(s).

Any proposed modi-

caons o he inormed

consen documen or

proocol

Not

applicable

No applicable This is ouside o he scope or his guidance.
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OHRP/FDA

Suggesed

Componen

Source Who Provides

Informaton

to the Re-

viewing IRB*

Wha Informaton Should be Provided o

he Reviewing IRB

For FDA-regulaed

research, he curren

Invesgaor’s Brochure

(IB), i available, includ-

ing any modicaons

Sudy

sponsor (i

one exiss),

applicable

coordinang

ceners, or

Overall PI

Overall PI The mos recen IB, i no previously pro-

vided, wih an assessmen o any eecs on

he sudy’s risks, benes, alernaves, or

consen documens.

Any oher signican

inormaon relaed

o subjec risk, such

as he mos recen

repor rom any daa

saey and monioring

board (DSMB) or daa

monioring commiee

(DMC) monioring he

research, i available

Sudy

sponsor (i

one exiss),

applicable

coordinang

ceners,

Relying Sie

PIs, or Over-

all PI

Overall PI • Daa saey monioring repors or saey

monioring inormaon eiher ormal or

inormal o ensure he approved saey

monioring plan is being ollowed, ha

eiher he ormal DSMB has deermined

he research is appropriae o connue

based on heir review, or ha he

inormal review has no uncovered any

addional sudy concerns.

• A summary o any new and relevan

inormaon, published or unpublished,

ha has arisen since he las IRB review

and synopsis rom he Overall PI o he

relevance o his inormaon o he

sudy’s risks, benes, alernaves, and

applicable inormed consen documens.

* In some cases, an IRB may allow a designee o he Overall PI, such as a coordinang cener, o provide he inormaon o

he Reviewing IRB.
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