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INTRODUCTION

The SMART IRB Harmonizaon Seering Commiee’s Connuing Review Working Group (henceorh Working Group)

examined he eec o single IRB on connuing review, wih he goal o recommending poenal areas or harmonizaon

amongs insuons, IRBs, and sudy eams. These recommendaons ocus only on ormal connuing review processes,

dened as he requiremen or IRBs o review research "a inervals appropriae 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 insuonal oversigh o research no subjec o

connuing review.

The Working Group acknowledges ha he processes and expecaons esablished as par o a sudy’s inial review have

implicaons or connuing review, including:

• Who is responsible or providing inormaon or he connuing review o he Reviewing IRB (e.g., a lead sudy eam, a

coordinang cener, sie invesgaors, sudy sponsor, or combinaon o hese sources)

• Wha inormaon is provided o he Reviewing IRB or connuing review

• Wheher he sudy has a sponsor or daa coordinang cener o oversee he collecon o sudy-wide daa and evens

(e.g., adverse evens, unancipaed problems, proocol deviaons) or wheher his responsibiliy resides wih a lead

sudy eam

• The sysems (e.g., elecronic vs. paper) used by he Reviewing IRB o collec and sore sudy inormaon, which can aec

he level o inormaon or documens sudy eams may be required o provide

• Wheher he sudy will be overseen by a daa and saey monioring board (DSMB) or daa monioring commiee (DMC),

or wheher anoher mechanism is used o monior or rends relaed o subjec saey, such as unexpeced risks

The Working Group’s recommendaons consider hese processes and expecaons and ideny he relave roles and

responsibilies o he Reviewing IRB, Relying Insuons, and sudy eams regarding connuing review. The recommenda-

ons presume he exisence o an Overall Principal Invesgaor (PI) (also called a Lead Invesgaor) or equivalen role. The

Overall PI mus know wha inormaon he Reviewing IRB requires or he connuing review, and mus communicae hese

requiremens o sie invesgaors and pu in place processes o collec and synhesize ha inormaon o provide i o he

IRB. Many IRBs ha serve as a single IRB require he Overall PI designae a lead sudy eam, which could be a coordina-

ing cener, ha is responsible or communicaon wih he Reviewing IRB. Moreover, a designaed lead sudy eam plays a

crical role in ensuring ha parcipang sies comply wih he IRB-approved sudy and IRB deerminaons and promply

communicae evens and oher inormaon or poenal reporng o he Reviewing IRB, so ha he IRB has sucien inor-

maon o adequaely oversee he research. The Working Group’s recommendaons or he inormaon ha an Overall PI

should ensure is colleced and provided o he Reviewing IRB parallel he inormaon ha would be required or he Overall

PI o monior he sudy and or oher reporng, such as o a unding agency, sponsor, or he FDA. Because he use o single

IRB ofen increases invesgaor responsibilies, he Working Group urges insuons o make resources (e.g., coordinang

cener personnel and DSMBs) available o invesgaors who conducmulsie sudies, or o assis hem in obaining unding

o ensure eecve communicaon beween sies and oversigh o sudy progress, adverse evens, and proocol deviaons.
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REGULATORY BASIS OF CONTINUING REVIEW

Federal regulaons do no indicae wha inormaon an IRB mus consider as par o he connuing review processes. The

Common Rule, or example, simply saes ha an IRB:

• Mus esablish and ollow writen procedures or

◦ conducng is connuing review o research and or reporng is ndings and acons o he invesgaor and he

insuon [§46.108(a)(3)(i)]; and

◦ deermining which projecs require review more ofen han annually and which projecs need vericaon

rom sources oher han he invesgaors ha no maerial changes have occurred since previous IRB review

[§46.108(a)(3)(ii)].

• Shall conduc connuing review o research requiring review by he convened IRB a inervals appropriae o he degree o

risk, no less han once per year wih some excepons [§46.109(e)].

US Food and Drug (FDA) regulaons generally mirror he Common Rule regarding connuing review, including

documenaon requiremens, excep ha, as o his guidance’s drafing, hey do no allow research o be excused rom

connuing review.

Because o he lack o deail wihin he regulaons, insuons generally ollow he deailed guidance provided by he

Oce or Human Research Proecons (OHRP)1 and he FDA2 regarding heir expecaons or an IRB’s conduc o connuing

review. The FDA and OHRP guidance documens (henceorh collecvely reerred o as “he guidance”) make i clear ha

connuing review serves wo purposes: 1) o ensure he righs and welare o research subjecs connue o be proeced by

ensuring he research connues o mee he crieria or IRB approval; and 2) o ensure invesgaors and heir sudy eams

are in compliance wih he deerminaons and requiremens o he Reviewing IRB (e.g., hey are using he mos recenly

approved versions o he inormed consen documens and are no enrolling more parcipans han approved by he IRB).

Consequenly, he inormaon IRBs collec o perorm connuing review should allow hem o assess he crieria boh or

IRB approval and or sudy eam compliance. Table 1 idenes he inormaon IRBs should collec rom invesgaors or he

connuing review process and idenes which aspec o connuing review each caegory o inormaon addresses.

The guidance saes ha Reviewing IRBs should sar wih he working presumpon ha he research connues o sasy

all he crieria or IRB approval. This assumpon should be veried hrough he examinaon o he ollowing our aspecs o

he research:

1. Risk assessmen and monioring, which includes a consideraon o

• Any new inormaon ha would aler previous IRB deerminaons relaed o risk minimizaon and risks being

reasonable in relaon o ancipaed benes

• Unancipaed problems ha have occurred

• Wheher any saey monioring ha was required as par o he prior approval o he research has been implemened

1. Oce or Human Research Proecons (2010). Connuing Review Guidance.

hps://www.hhs.gov/ohrp/regulaons-and-policy/guidance/guidance-on-connuing-review-2010/index.hml

2. US Food and Drug Adminisraon (February 2012). IRB Connuing Review afer Clinical Invesgaon Approval.

hps://www.da.gov/media/83121/download
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and is eecve

2. Adequacy o he process or obaining inormed consen, which includes

• Vericaon ha

Д The invesgaor is using he mos recenly approved version o he inormed consen documen;

Д Inormed consen documen(s) conain he mos accurae, up-o-dae inormaon abou he research; and

Д The currenly approved consen documen(s) adequaely addresses he elemens o inormed consen

• Idencaon o wheher here is any new inormaon presened by he invesgaor or ohers ha raises concerns

abou he circumsances under which inormed consen is being obained

• Deerminaon regarding wheher any signican new ndings have occurred and should be provided o parcipans

3. Invesgaor and insuonal issues, which includes an assessmen o

• Changes in he invesgaor’s siuaon or qualicaons (e.g., suspension o hospial privileges, change in medical license

saus, or increase in number o research sudies conduced by he invesgaor)

• The evaluaon, invesgaon, and resoluon o any complains relaed o he invesgaor’s conduc o he research

• Changes in he accepabiliy o he proposed research in erms o insuonal commimens (e.g., personnel and

nancial resources, adequacy o acilies) and applicable regulaons, sae and local law, or sandards o proessional

conduc or pracce

• Repors rom any hird-pary observaons o he research

4. Research progress, which includes

• Conrmaon ha he inormaon provided by he invesgaor a he me o connuing review is consisen wih he

research proocol previously approved by he IRB

• Evaluaon o he number o subjecs enrolled in he research o ascerain wheher enrollmen is consisen wih he

planned number o subjecs described in he IRB-approved proocol

• Review o subjec wihdrawals and he reasons hey occur

Alhough he guidance provides Reviewing IRBs wih a more deailed roadmap regarding how o conduc connuing review,

some recommendaons wihin he guidance lack clariy, especially when applied o he single IRB conex. In putng

ogeher is recommendaons or connuing review, he Working Group explored some o he challenges he guidance

presens, especially in regard o he our key consideraons oulined above.
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Table 1. OHRP and FDA guidance regarding he informaton IRBs should review as par of a contnuing review

Caegory of Informaton Relevan aspec of contnuing review

Risk assessmen

and monioring

Adequacy o

he process

or obaining

informed

consen

Invesgaor

and

insuonal

issues

Research

progress

A brie projec summary

The number o subjecs accrued (or mulcener

research sudies, he number o subjecs accrued

a he local insuon and he number accrued

sudy-wide, i available, should be provided)

A brie summary o any amendmens o he

research approved by he IRB since he IRB’s inial

review or he las connuing review

Any new and relevan inormaon, published or

unpublished, since he las IRB review, especially

inormaon abou risks associaed wih he

research

A summary o boh any unancipaed problems

and available inormaon regarding adverse evens

A summary o any wihdrawal o subjecs rom he

research since he las IRB review, and he reasons

or wihdrawal, i known

A summary o any complains abou he research

rom subjecs or ohers since he las IRB review

The laes version o he IRB-approved proocol and

sample inormed consen documen(s)

Any proposed modicaons o he inormed

consen documen or proocol

For FDA-regulaed research, he curren

Invesgaor’s Brochure, i available, including any

modicaons

Any oher signican inormaon relaed o subjec

risk, such as he mos recen repor rom any DSMB

or DMC monioring he research, i available
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Risk Assessmen

The guidance indicaes ha Reviewing IRBs should be able o ideny a connuing review any new inormaon ha

would aler previous Reviewing IRB deerminaons relaed o risk minimizaon and risks being reasonable in relaon o

ancipaed benes. Mos likely, such inormaon will be discovered ouside o he connuing review process hrough

he submission o amendmens and reporable evens. However, connuing review can be leveraged as an opporuniy o

promp sudy eams o sysemacally consider sudy evens and oher inormaon o assess wheher any aleraons have

occurred o he risks, benes, and alernaves o he research.

The guidance suggess ha he Reviewing IRB should require he submission o a summary o any unancipaed problems

and available inormaon regarding adverse evens ha have occurred. Such a lis o evens may no be necessary, however,

or he Reviewing IRB o receive when he sudy has a DSMB or DMC, which would rack and analyze hese evens. In

conras o a DSMB or DMC, he Reviewing IRB ofen is unable o assess saey rends, because hey may no have he

sascal experse ha a DSMB or DMC has or access o inormaon abou which group subjecs are assigned o in he

case o blinded research. When a sudy’s daa monioring plan includes he use o a ormal DSMB or DMC, however, he

Reviewing IRB should obain DSMB or DMC repors o ensure he commiee convenes as expeced and can rely on hose

repors o monior or any concerning adverse even rends.

When a sudy does no have a DSMB or DMC and may pose more han minimal risk o subjecs, Reviewing IRBs need o

ensure he daa monioring plan approved or a sudy will assure evens ha occur are being appropriaely idened,

evaluaed, and caegorized so ha unancipaed problems are promply repored o he IRB or an assessmen o poenal

impac on sudy risks. The Reviewing IRB can hen conrm a connuing review ha any required daa monioring plan has

been implemened and eecve, such as by requesng he lead sudy eam provide an assessmen o adverse evens o

ideny poenal changes in risks o subjecs based on he requency or severiy o he evens. Consequenly, he lead sudy

eam mus se up mechanisms o collec he appropriae inormaon rom sie invesgaors and have processes in place o

periodically assess he adequacy o he monioring.

Some Reviewing IRBs require he inclusion o a lis o unancipaed problems and adverse evens as par o he connuing

review. However, here are more eecve mehods o perorm a compliance uncon (i.e., o ensure ha all poenal

unancipaed problems have been repored). For example, pos-approval monioring programs can conduc audis o

deermine wheher sudy eams are reporng he evens a Reviewing IRB requires or he connuing review orm could

include a queson ha promps sudy eams o provide or ideny inormaon no previously repored.

Adequacy of he Process for Obaining Informed Consen

The guidance includes mulple expecaons surrounding inormed consen. Reviewing IRBs are expeced o ensure he

ollowing:

• Sudy eams are using he mos recenly approved inormed consen documen and conducng an appropriae inormed

consen process,

• The inormed consen documens connue o be accurae and include he appropriae elemens o consen, and

• Any signican new ndings ha should be communicaed o parcipans are idened.

In he case o single IRB review, he Working Group noed ha some o hese uncons become more complex. For example,

o conrm ha sudy eams are using he mos curren IRB-approved consen documens, should he Reviewing IRB collec

and review consen documens rom each parcipang sie? Should his responsibiliy insead be assigned o he Overall

PI? Or, can auding processes or elecronic review sysems be leveraged insead? Many IRBs use heir elecronic sysems
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o ask sudy eams o conrm ha he documens wihin ha sysem are hose ha have been used and ideny which

documen(s) require reapproval. I copies o consen orms are colleced by he Reviewing IRB, parcipan inormaon

should be redaced, and a copy used by each o he sies colleced or review. The Working Group agreed ha Reviewing

IRBs could use dierenmehods, including a combinaon o hem, o ensure sudy eams are using he correc versions o

inormed consen documens.

The guidance does no explicily describe how Reviewing IRBs migh assess he circumsances under which invesgaors

and heir sudy eams obain inormed consen. Alhough he guidance recommends IRBs review he laes version o he

sample inormed consen documen(s), his approach can only reveal wheher sudy eams are using ha version and does

no speak o he inormed consen process. Consequenly, Reviewing IRBs may need o ask or auding and pos-approval

monioring repors a connuing review in par o help ideny poenal concerns wih he inormed consen process, and

may need o explicily insruc he lead sudy eam o collec inormaon abou consen process issues and provide ha

inormaon a connuing review, i no sooner. Moreover, he expecaon ha Reviewing IRBs be able o ideny concerns

wih he consen process a connuing review underscores he imporance or IRBs o require a inial review a sucienly

deailed descripon o he proposed consen process as well as he qualicaons and raining o hose who will obain

inormed consen o ensure a robus process is approved.

In regard o any signican new ndings ha have occurred and may need o be communicaed o parcipans, such

inormaon would likely be provided o a Reviewing IRB prior o connuing review as an amendmen or reporable even.

Connuing review, however, is an opporuniy o encourage he Overall PI o ideny and assess wheher any new and

relevan inormaon has arisen since he las IRB review ha has no been previously repored and o review evens ha

have occurred o deermine i hey sugges new inormaon should be communicaed o parcipans. Consequenly,

he Working Group recommendaons describe he Overall PI as having responsibiliy or providing he Reviewing IRB a

connuing review wih any new inormaon, published or unpublished, ha could aec he sudy (parcularly research

risks, benes, alernaves o parcipaon) or inormed consen documens.

Investgaor and Instutonal Issues

I is less clear rom he guidance wha inormaon he FDA and OHRP recommend IRBs obain or connuing review,

aside rom a summary o subjec complains, ha would allow hem o assess invesgaor and insuonal issues. When

addressing connuing review, many reliance agreemens, including he SMART IRB Agreemen, describe insuonal

and invesgaor issues and end o ocus on: wheher invesgaors and heir sudy eams have he me, resources, and

qualicaons o conduc he research; any sae and local laws or sandards o proessional conduc or pracce ha

could aec he research; any changes in he conic o ineres (COI) saus or managemen plans or newly added sudy

personnel; and wheher any audis have idened issues o concern.

Similarly, he Working Group recommends ha Reviewing IRBs obain rom Overall PIs an aesaon ha none o he

parcipang invesgaors’ siuaons or qualicaons have changed in ways ha would adversely aec heir parcipaon

in he sudy; no changes have occurred in he accepabiliy o he proposed research or each o he parcipang sies in

erms o insuonal commimens and applicable regulaons, sae and local law, or sandards o proessional conduc

or pracce; and no changes have occurred in he COI saus or managemen plans or personnel added o or removed

rom he sudy. Overall PIs hus mus pu in place mechanisms o collec his inormaon rom relying sie sudy eams and

Reviewing IRBs mus have processes o ensure his inormaon is communicaed o hem. In addion o aesaons rom

he Overall PI abou he relying sie invesgaors, he Reviewing IRB also should ensure i conrms ha any relevan auding

or monioring repors (i.e., hose ha ideny evens ha would require reporng o he IRB) already have been submied

or review or are provided a connuing review.
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Research Progress

The guidance ocuses on wo aspecs o research progress: conrming ha he inormaon provided by he invesgaor

a he me o connuing review is consisen wih he research proocol previously approved by he IRB and evaluang

he number o subjecs enrolled in he research o ascerain wheher enrollmen is consisen wih he planned number o

subjecs described in he IRB-approved proocol. Per he guidance, a marked dierence beween he acual and expeced

raes o enrollmenmay indicae a problem wih he research projec ha requires urher evaluaon, including wheher he

research projec is likely o provide sucien daa o answer he scienc queson(s) being posed. Alhough he guidance

does no specically reer o DSMB/DMC repors as imporan or he evaluaon o sudy progress, hese commiees

can ideny wheher a projec needs a course adjusmen or should be sopped early, which is one o he reasons why

Reviewing IRBs mus ensure hey obain hese repors. The Working Group agreed ha he Reviewing IRB’s assessmen

o sudy progress should ocus on overall raher han sie-specic sudy acvies and enrollmen and noed ha concerns

abou sie- specic enrollmen all wihin he realm o he Overall PI o address, unless a lack o enrollmen a cerain sies

adversely aecs he equiable selecon o subjecs (e.g., when specic sies are primarily or solely responsible or enrolling

cerain populaons).

As described below and reeced in he Working Group’s recommendaons, he Reviewing IRB’s assessmen o sudy

progress inormaon in a single IRB siuaon diers rom local IRB review in erms o he need o evaluae he overall sudy

as well as wha has occurred a each sudy sie. In he case o parcipan wihdrawals, he guidance provides some insigh

ino he level o inormaon a Reviewing IRB should collec. Per he guidance evaluang parcipan wihdrawals can shed

ligh on problems relaed o he conduc o he research, suggesng ha a high rae o wihdrawal could indicae he risks

o he research may be greaer han expeced. A high rae o wihdrawals also could sugges a problem wih a sudy eam’s

perormance, which is why he guidance saes ha a Reviewing IRB should collec he reason or parcipans’ wihdrawal.

For example, i a sie repors more unancipaed problems, proocol deviaons, or subjec complains han ohers, is ha

because o a higher occurrence rae a ha sie due o sudy eam perormance issues, because he sie is more diligen

in heir reporng, or because more parcipans were enrolled a ha sie? The Reviewing IRB needs o obain sucien

inormaon o disnguish beween hese siuaons so ha i can deermine any appropriae ollow-up acon.
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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 inormaon 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 sudy progress as a whole, or is i crical or he summary o capure wha has occurred

a each parcipang sie? Who provides his inormaon o he IRB – is i he sudy sponsor (i one exiss), he Overall

PI, each parcipang sie, or a combinaon o hese pares? A single IRB arrangemen also raises quesons regarding

who is responsible or collecng and providing any new and relevan inormaon o he Reviewing IRB and wheher

his responsibiliy diers or sudies wih and wihou a sponsor. For sudies wih a ormal sponsor, he sponsor may be

he eny responsible or idenying new inormaon (including abou risks), racking sudy-wide evens (unancipaed

problems, subjec wihdrawals), and idenying updaes o inormed consen documens, proocols, and applicable

Invesgaor’s Brochures. For invesgaor-iniaed research, he responsibiliy or racking his inormaon, inerpreng i,

and presenng i o he Reviewing IRB usually lies wih he Overall PI or lead sudy eam. Table 2 deails he Working Group’s

recommendaons regarding each caegory o inormaon he guidance recommends Reviewing IRBs collec, including who

should provide he inormaon o he Reviewing IRB and wha specic inormaon should be provided.

The consideraons o he single Reviewing IRB dier rom hose in mul-IRB siuaons because he Reviewing IRB mus

evaluae evens and oher inormaon boh as hey aec he overall sudy as well as heir impac on each parcipang sie.

For example, he Reviewing IRB assumes responsibiliy or assessing how an even ha occurs a one sie aecs ha sie as

well as he enre sudy, including wha sie-specic versus sudy-wide acons may be necessary (e.g., suspending research

acvies a a parcular sie versus he enre sudy). Some siuaons hamay arise during connuing review where imay

be clear ha he Reviewing IRB likely needs o ake sie-specic acons (e.g., suspension or expiraon o research approval

or ha sie) include:

1. An even(s) idened a a parcular sie, which does no involve subjecs or invesgaors a oher sies, ha suggess

eiher a) increased risks o subjecs a ha sie or b) ha he sudy eam is no complying wih IRB deerminaons, he

sudy proocol, or regulaons

2. A sie ails o provide inormaon or he connuing review progress repor

To make hese assessmens, he Reviewing IRB mus have mechanisms in place o be able o ideny sie-specic versus

sudy-wide issues, which likely involves working wih he Overall PI and lead sudy eam o ensure ha he appropriae

inormaon will be racked o aciliae hese evaluaons.

Many insuons use connuing review perormed by heir local IRB as an ecienmeans o monior compliance, as

suggesed by he guidance. When using an exernal IRB, however, insuons may need o ideny processes oher han

IRB review o mee heir obligaons or ensuring compliance, a responsibiliy hey reain in an IRB reliance arrangemen.

As a resul o increased use o exernal IRBs and eliminaon o connuing review or some sudies, some insuons use

a connuing review proxy, such as an annual check in, o rack heir research porolio, sudy closure, and key evens (e.g.,

serious and connuing noncompliance or unancipaed problems) ha occur in ceded research. In addion, reliance

agreemens, like he SMART IRB Agreemen, require insuons o monior or any changes ha could rigger local conex

issues (e.g., new conics o ineres or sudy personnel, sae law issues, ancillary reviews) or a ceded sudy. Insuons

vary in wheher hey conduc a check in and, i hey do, some consis solely o reminders o invesgaors (e.g., abou he

need o repor cerain evens locally or o close heir sudies) whereas ohers include a more subsanve collecon and

analysis o inormaon rom sudy eams.
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Mos aspecs o assessing he adequacy o he inormed consen process would no be expeced o dier in a single

IRB versus local IRB review siuaon. For example, single IRB review should no aec he Reviewing IRB’s vericaon

ha he inormed consen documen conains he mos accurae, up-o-dae inormaon abou he research and he

required elemens o inormed consen. Such vericaon migh become more complicaed in a single IRB review siuaon,

however, i he Reviewing IRB allowed signican variaon across sies in he conen and orma o heir inormed consen

documens. In conras, he expecaon wihin he guidance or Reviewing IRBs o reques he laes version o he IRB-

approved proocol and sample inormed consen documen(s) becomes complicaed in a single IRB siuaon because i

begs he queson as o wheher he IRB mus collec copies rom each sie, or a leas ensure he Overall PI has a process o

ensure ha each sie is using he appropriae version(s) o he consen orm.
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WORKING GROUP RECOMMENDATIONS
FOR CONTINUING REVIEW

The Working Group’s recommendaons or he inormaon ha should be colleced, provided, and evaluaed as par o

connuing review are presened in erms o responsibilies assumed by an Overall PI, Relying Sie PI, Reviewing IRB, and

Relying Insuon. As described in he background secon o his documen, he ransion o single IRB in many cases

increases he responsibiliy or sudy eams, parcularly or he Overall PI.

Table 2 in his secon maps he Working Group recommendaons o he OHRP and FDA guidance regarding connuing

review and idenes he expeced source o he inormaon, who would provide he inormaon o he Reviewing IRB, and

he specic inormaon ha should be provided. Figure 1 illusraes he expeced inormaon ow in a single IRB siuaon.

Overall PI Responsibilites

• Setng up inormaon collecon expecaons and processes or all parcipang sies, which includes:

◦ Idenying sudy-wide inormaon ha will be colleced and mainained cenrally and communicang hese

requiremens o parcipang sudy eams prior o sudy iniaon

◦ Mainaining sudy-wide daa or delegang his responsibiliy o a designee (e.g., a coordinang cener) o

manage and mainain sudy-wide daa

◦ Idenying how and when parcipang sie sudy eams provide heir inormaon or cenral daa sorage

◦ Collecng inormaon

• In sucien deail o mee he Reviewing IRB’s reporng requiremens or connuing review

• Abou sie PI saus, qualicaons, and resources o conduc he sudy and sie sudy eam conics o

ineres (COIs) ha could aec he sudy

• Abou saey monioring

• Abou auding and monioring rom all sies o ideny iems hamay need o be repored o he

Reviewing IRB

• To be able o aes o he Reviewing IRB ha:

◦ None o he parcipang invesgaors’ siuaons or qualicaons have changed in ways

ha would adversely aec heir parcipaon in he sudy

◦ No changes have occurred in he accepabiliy o he proposed research or each o he

parcipang sies in erms o insuonal commimens and applicable regulaons, sae

and local law, or sandards o proessional conduc or pracce

◦ No changes have occurred in he COI saus or managemen plans or personnel who have

been added o or removed rom he sudy
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• Idenying and assessing wheher any new and relevan inormaon, published or unpublished, has arisen since he las

IRB review, especially inormaon abou risks associaed wih he research. When a research sudy has a sponsor, he

sponsor may provide sudy-wide inormaon eiher direcly o he Reviewing IRB or o an Overall PI, depending on he

IRB’s processes. In he case o research wihou a sponsor, he Overall PI should be responsible or his acviy, bumay

wish o obain inpu rom oher parcipang invesgaors o ensure as complee and accurae an assessmen o sudy

risks and monioring as possible.

• Monioring sudy progress and conduc, sie inormaon provided, and auding and monioring and oher repors

received o:

◦ Ensure sudy daa are being provided o he designaed eny in a mely manner and are o sucien qualiy

and compleeness based on he reporng requiremens o he Reviewing IRB

◦ Ensure adherence wih applicable daa monioring plans approved by he Reviewing IRB

◦ Assess saey monioring inormaon o promply address any issues idened

◦ Assess adverse evens and oher inormaon (e.g., proocol deviaons) o ideny poenal changes in risks o

subjecs based on he requency or severiy o he evens

◦ Ideny and communicae o he Reviewing IRB any daa reporng or oher issues ha could aec sudy

progress

◦ Assess wheher repors conain inormaon hamay need o be repored o he Reviewing IRB or ha require

oher acon (e.g., halng enrollmen a a sie, invesgaon o a sie deviaon, correcve acon plan)

◦ Ensure he plan he Reviewing IRB approved or equiable subjec selecon (e.g., number o subjecs as well as

subjec demographics) is being ollowed

• Providing inormaon o he Reviewing IRB a he me o connuing review abou he sudy’s progress and conduc,

which should include:

◦ Caegorizing he enrollmen saus o he overall sudy, aminimum as

a) Some or all sies have ongoing parcipan enrollmen;

b) Enrollmen is complee, bu sudy inervenons are ongoing;

c) Sudy acvies are limied o long-erm ollow-up o parcipans a some or all sies; or

d) Enrollmen is closed, sudy inervenons are complee, and sudy acvies are limied o daa analysis

◦ Overall enrollmen o he sudy, including or each sie

◦ Number o subjec wihdrawals and he reasons or wihdrawal

◦ Noable subjec experiences (e.g., complains ha could no be resolved by he sudy eam, unancipaed

problems)

◦ Any delays in sudy acvies



Harmonized: This document underwent a review and input process rom November 2020 to January 2021 and has now been fnalized.

12Funded by he NIH Naonal Cener or Advancing Translaonal Sciences hrough is Clinical

and Translaonal Science Awards Program, hrough gran number 3UL1TR002541-01S1.

SMART IRB encourages use and disribuon o his conen. I you exrac any language, please cie SMART IRB as ollows,

“This inormaon was obained rom [doc name] as par o SMART IRB, which is unded by he NIH Naonal Cener or Advancing

Translaonal Sciences hrough is Clinical and Translaonal Science Awards Program, gran number 3UL1TR002541-01S1.”

www.smarrb.org

◦ Expeced acvies or he upcoming year (e.g., subjec enrollmen connuaon or compleon o enrollmen;

enrollmen suspension or daa analysis; analysis o biospecimens)

◦ Any new inormaon, published or unpublished, ha could aec he sudy, parcularly research risks, benes,

alernaves o parcipaon, or inormed consen documens

Relying Sie PI Responsibilites

• Providing inormaon o he Overall PI (or designee) or he purposes o connuing review, including:

◦ The number o wihdrawals and he reason or hese wihdrawals

◦ A descripon o subjec complains ha could no be resolved by heir sudy eam or heir home insuon

◦ The saus o each enrolled subjec (e.g., acve, in ollow up, compleed, wihdrawn)

◦ Sudy daa in a mely manner

◦ Aesaon o he Overall PI ha

• All evens ha he Reviewing IRB requires o be repored have been submied o he Overall PI

previously

• No maerial changes have been made a ha sie wihou prior IRB approval unless o avoid an apparen

immediae hazard o subjecs

• Any changes in heir siuaon and qualicaons would no adversely aec heir parcipaon in he

sudy

• There are no changes in he accepabiliy o he proposed research in erms o heir insuon’s

commimens and applicable regulaons, sae and local law, or sandards o proessional conduc or

pracce

• There have been no changes in he COI saus or managemen plans or personnel added o or removed

rom he sudy a ha sie

• There are no updaes o unding a ha sie

Reviewing IRB Responsibilites

• Inorming he Overall PI o heir requiremens or connuing review submissions, including when repors should be

submied, conen o repors, and who should communicae he inormaon o he Reviewing IRB3

• Deermining he appropriae expiraon dae or he overall sudy and assigning he same expiraon dae or all sies

regardless o when he individual sies obain IRB approval

3. Reviewing IRBs can be exible in he orma o connuing review repors. For example, i an annual progress repor or a ederal

gran conains all o he inormaon required or connuing review, ha daa would no need o be ranserred o a new orma.
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• Collecng and reviewing sucien inormaon o ensure he crieria or IRB approval connue o be sased, including:

◦ Sudy saus, o ideny when a sudy may qualiy or an expedied connuing review or be excused rom

connuing review

◦ Inormaon abou sudy-wide progress

◦ Daa saey monioring repors or saey monioring inormaon, o ensure he approved saey monioring plan

is being ollowed and ha any designaed DSMB/DMC has deermined he research is appropriae o connue or

ha he review conduced as par o he IRB-approved daa monioring plan has no uncovered any concerns4

◦ A summary o any new and relevan inormaon, published or unpublished, ha has arisen since he las IRB

review (i.e., inial review or he prior connuing review, whichever was more recen)

◦ Overall enrollmen o he sudy including wihdrawals and reasons or hem

• When inormed consen is required or a sudy, conrming ha all sudy eams are using he mos recenly approved

version(s) o he inormed consen documen(s), which can be achieved by he Reviewing IRB having sudy eams conrm

wihin an elecronic submission sysem which consen documens are being used, requesng copies o he mos recen

consen orms each sie has used wih subjec inormaon redaced, or obaining an aesaon rom he Overall PI (or

designee, such as a coordinang cener) ha all sies are using he mos curren version(s)

• Ensuring ha any new and relevan inormaon provided a connuing review is reeced in applicable inormed consen

documen(s), requesng revisions o inormed consen documens as needed and, i changes o consen documen are

necessary, deermining which subjecs mus be inormed o he new inormaon

• Obaining an aesaon rom he Overall PI a connuing review ha:

◦ All evens he Reviewing IRB requires o be repored have been submied previously

◦ No maerial changes have been made wihou prior IRB approval unless o avoid an apparen immediae hazard

o subjecs

◦ None o he parcipang invesgaors’ siuaons or qualicaons have changed such ha he change would

adversely aec heir parcipaon in he sudy

◦ There are no changes in he accepabiliy o he proposed research or each o he parcipang sies in erms

o insuonal commimens and applicable regulaons, sae and local law, or sandards o proessional

conduc or pracce

◦ No changes in COI saus or managemen plans have occurred or personnel added o or removed rom he sudy

◦ There are no updaes o unding (which can aec he regulaons applied o a sudy)

Relying Instuton Responsibilites

• Ensuring heir sudy eams comply wih Reviewing IRB requiremens or connuing review

4. Because he IRB approves a saey monioring plan a he inial review ha hey hink is appropriae given he sudy risks and

design and can conduc he connuing reviewwih he assumpon ha he sudy connues omee he crieria or approval,

he IRB does no need o reques a lis o adverse evens or unancipaed problems a he me o connuing review.
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Figure 1. Recommended Flow of Informaton for Contnuing Review

Relying Sie PI
Overall PI (Or designee such

as coordinang cener)
Reviewing IRB



Harmonized: This document underwent a review and input process rom November 2020 to January 2021 and has now been fnalized.

15Funded by he NIH Naonal Cener or Advancing Translaonal Sciences hrough is Clinical

and Translaonal Science Awards Program, hrough gran number 3UL1TR002541-01S1.

SMART IRB encourages use and disribuon o his conen. I you exrac any language, please cie SMART IRB as ollows,

“This inormaon was obained rom [doc name] as par o SMART IRB, which is unded by he NIH Naonal Cener or Advancing

Translaonal Sciences hrough is Clinical and Translaonal Science Awards Program, gran number 3UL1TR002541-01S1.”

www.smarrb.org

Table 2. Working Group Recommendatons for Contnuing Review Conen, Based on OHRP/FDA Guidance

OHRP/FDA

Suggesed

Componen

Source Who Provides

Informaton

to the Re-

viewing IRB*

Wha Informaton Should be Provided o

he Reviewing IRB

Brie projec summary:

sudy saus

Sudy

sponsor (i

one exiss),

applicable

coordinang

ceners, and

relying sie

invesgaors

Overall PI The summary should ideny he saus o

he overall sudy during he approval period

and include

• Enrollmen saus o he overall sudy,

including wheher

◦ Some sies or all sies have

ongoing parcipan enrollmen;

◦ Enrollmen is complee, bu sudy

inervenons are ongoing;

◦ Acvies are limied o long-

erm ollow-up o parcipans a

some or all sies; or

◦ Enrollmen is closed, sudy

inervenons are complee, and

sudy acvies are limied o

daa analysis

• Noable subjec experiences (e.g.,

complains ha could no be resolved by

he sudy eam, unancipaed problems)

• Any delays in sudy acvies

• Expeced acvies or he upcoming year

The number o subjecs

accrued

Relying sie

invesgaors

Overall PI The number o subjecs enrolled and saus

o each subjec by sie.
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OHRP/FDA

Suggesed

Componen

Source Who Provides

Informaton

to the Re-

viewing IRB*

Wha Informaton Should be Provided o

he Reviewing IRB

A brie summary o any

amendmens o he

research approved by

he IRB since he IRB’s

inial review or he las

connuing review

IRB records

or sudy-

wide records

held by he

Overall PI (or

designee)

Overall PI I IRB records already include a brie sum-

mary o amendmens approved since he

inial review or las connuing review, he

IRB does no need o reques his as par o

he connuing review. I such a summary is

needed, he Overall PI should provide i.

Any new and relevan

inormaon, published

or unpublished, since

he las IRB review,

especially inormaon

abou risks associaed

wih he research

Sudy

sponsor (i

one exiss),

applicable

coordinang

ceners, and

relying sie

invesgaors

Overall PI A summary o new and relevan inorma-

on, published or unpublished, since he

las IRB review (inial or connuing review,

whichever was mos recen) ha includes a

synopsis rom he Overall PI o he relevance

o his inormaon o he sudy’s risks, ben-

es, alernaves, and applicable inormed

consen documens.

A summary o boh any

unancipaed problems

and available inorma-

on regarding adverse

evens

Sudy

sponsor (i

one exiss),

applicable

coordinang

ceners, and

relying sie

invesgaors

Overall PI Generally, IRBs do no reques he submis-

sion o adverse evens unless hey consue

unancipaed problems. A summary o

unancipaed problems and saey monior-

ing inormaon ha includes an analysis by

he Overall PI o he unancipaed problems

and adverse evens, explaining wheher he

evens have occurred a a higher rae or

were more severe han previously expeced

or should be recaegorized in erms o heir

relaonship o any sudy procedures (e.g.,

previously hough o be unrelaed bu now

viewed as relaed o a research inerven-

on).
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OHRP/FDA

Suggesed

Componen

Source Who Provides

Informaton

to the Re-

viewing IRB*

Wha Informaton Should be Provided o

he Reviewing IRB

A summary o any wih-

drawal o subjecs rom

he research since he

las IRB review, and he

reasons or wihdrawal,

i known

Relying sie

PI

Overall PI The number and reasons or subjecs wih-

drawal a each sie. This inormaon would

include, or example, how many subjecs

wihdrew heir consen o parcipae and

why, as well as how many were wihdrawn

by sudy invesgaors (or ohers) due o

saey concerns or compliance issues.

A summary o any

complains abou he

research rom subjecs

or ohers since he las

IRB review

Relying sie

PI

Overall PI A summary o any complains a each sie

ha were unable o be resolved by he sudy

eam (or heir insuons).

The laes version o he

IRB-approved proocol

and sample inormed

consen documen(s)

IRB

elecronic

submission

sysem or

Overall PI

Overall PI i

requesed

Reviewing IRBs can mee his expecaon

by using heir elecronic submission sys-

em (e.g., asking he Overall PI o conrm

which consen documens will connue o

be used or each sie), requesng copies o

he mos recen consen orms each sie has

used wih subjec inormaon redaced, or

obaining an aesaon rom he Overall

PI ha all sies are using he mos curren

version(s).

Any proposed modi-

caons o he inormed

consen documen or

proocol

Not

applicable

No applicable This is ouside o he scope or his guidance.
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OHRP/FDA

Suggesed

Componen

Source Who Provides

Informaton

to the Re-

viewing IRB*

Wha Informaton Should be Provided o

he Reviewing IRB

For FDA-regulaed

research, he curren

Invesgaor’s Brochure

(IB), i available, includ-

ing any modicaons

Sudy

sponsor (i

one exiss),

applicable

coordinang

ceners, or

Overall PI

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

vided, wih an assessmen o any eecs on

he sudy’s risks, benes, alernaves, or

consen documens.

Any oher signican

inormaon relaed

o subjec risk, such

as he mos recen

repor rom any daa

saey and monioring

board (DSMB) or daa

monioring commiee

(DMC) monioring he

research, i available

Sudy

sponsor (i

one exiss),

applicable

coordinang

ceners,

Relying Sie

PIs, or Over-

all PI

Overall PI • Daa saey monioring repors or saey

monioring inormaon eiher ormal or

inormal o ensure he approved saey

monioring plan is being ollowed, ha

eiher he ormal DSMB has deermined

he research is appropriae o connue

based on heir review, or ha he

inormal review has no uncovered any

addional sudy concerns.

• A summary o any new and relevan

inormaon, published or unpublished,

ha has arisen since he las IRB review

and synopsis rom he Overall PI o he

relevance o his inormaon o he

sudy’s risks, benes, alernaves, and

applicable inormed consen documens.

* In some cases, an IRB may allow a designee o he Overall PI, such as a coordinang cener, o provide he inormaon o

he Reviewing IRB.
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