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A7 HEEIZ, BRI L OE O & WEIRRER 2 S EWICERT 2 -0 0E2 ke L
TOHRNEZRED 2 LTT, KLF—MEKOHIZ, KEIcET 22 IV IRB (AT
CIRB) A DfFHeE, [HEE L 72 2 3, MK, WikOEREZ 2% 1c, HARDHIKHAR., Ficih
BRicE1T 5 CRBEADAREMNE AL 2 & TF,

KE T D% i ERR R EM O E 2 SET 5 72010, RBMERMLE (FDA). AR
)7 (OHRP), ENZHTAEMFZEIT (NIH)F X OMREHA1E AL (DHHS) (X, CIRB DfE % 3 —
FLTWEI(),(2),3)

Ta—27K¥E DA LHFIL. KREOEHKRARZ LR T 27200 EEFFEL, 2D
Il eeE R s X CHESRRIR #1243 % HIWC, 2007 4FIC Clinical Trials Transformation
Initiative (CTTI) ZFER L £ L7z, CTTI X, BE N#EH 2 & ULk G b2 O FERR
H (500 ALk L) 80 DX v —fHER) »HkY. ZORFET v —F WL T,
RO = a v X7 LRI LH 2% 726 T MEOVIHICH Y £F, CTTI X CIRB
i % gL CTH Y .2010 FFLUK.CIRB 3L U2 D% D CRB #EfE 7 m Y = 7 P 2@ L T,
% Jiti R ERIC CIRB 240 2 BROFEEE IS L 2 7= Il fHACTE £ L 72, ALK
— b ClE. 2013 FEICANBH & 72, “Using Central IRBs for Multicenter Clinical Trials in the United
States” (4)% S L, KEDH) 20 FERTOH Y A ZENT 5 L T, HARDRBEREESGE~
DHY flADSBE LTI LET,

2. 2013 FFE—XKE DS MERXEEKRFERIC CIRB ZfEH

CTTI (%, ZHEskEEARABRC CRB A EET 202 T 2H LY =&Y )= LT
F$9(5), £77. 2017 FFITFHKELINZ NH K Y > —IF, CRB ZHM L CHIKRREBRORE %2 &
W5 EWS CTTI OHBEOHEZ KL TWEJ(6), 3. CTTIORIYfHABSHT [
7NV IRB] &) HEEZHEIC T 20813 H 2 L WHWIHOFRR RS Y £ L7,
Independent or Commercial IRB

¢« % < D AP Independent ¥ 7z Commercial IRB % CIRB & A T\ F 323,
Independent ¥ 7z 1% Commercial IRB % iABRE bR 3 M L C v —A L] IRB & L
THEX R B 2Ly TEXT,

Federated and consortium models

s INA—7HNOK RB IZ, A\WVD IRB DL b a—PEFMAICZITANSG Z LIC
FET2HERHY LT, 2L, TOWREIE. Zv—7%D IRB ICIT@EHINE
A,

Facilitated model
« HEBRB tu—H RB AEHRELAELET, SNED IRB BRAICTH F Ak




Lta—L, ZOLbEa—%ua—7A)L RB LHAELT, La—%{RiETEZ L
TEES, 2720, TNITITEED IRB IC X 2HFELHETT,

CIRB DEEHFEDA v 22 —Tld, Y F IV IRB] &) HEBEDOEHRLY [
KB DL Lo — IRB, B3I UL Y RWiER. [FHBREMKES, A1 v 7+ —2Fav
v bOLbva—%aG 7 e b aroRERERE EREICHT 5T ToRlET%.
PIEL €2 =2 bR 0R T $ TS 2 0B IcHK S IRB] EFIFAL T 3,
ERRIC, b DERD, METTH CTH - 72 KEOMEEEEE T L2 AMEICT 2 D8R T
HY., ZOHBOBKEIRICK VOB DL H -7 T EIRBINTVE T,

WWKE T, FDA. OHRP, NIH 3 X U8 DHHS 2% CIRB % fiif L CEBREME O%hK % 1 |-
BRI IFHEZHL T 20b b T, SUTTTHERE D2 itk AR D
Lbta—% CRB ICENDIERYEDH 20 nwHLZHITEHYEFHATLEZ, £ T, CTTI
(3K E T DL sk AR IC CIRB 2T 2BROEEEZFE L. b DEEEZ SEkT 5
7 DRAEM I iR R 2 FE L £ L 72(4).

% DRI NI-FEEE L, BB D E(T & RB DIMEIREO T ZIRME T2 C & icfH# L T
5Z¢000ELL,
Table 1. Perceived Barriers to Using Centralized IRB Review in Multicenter Clinical Trials in the

United States and Proposed Solutions.

Barrier Potential Solutions

Feasibility of working with multiple outside IRBs, each requiring different Identify standard data elements to facilitate review and reporting across disparate
forms and/or electronic systems to submit a protocol systems,

Loss of revenue generated from fees for institutional IRB review of studies Charge an administrative fee for institutional responsibilities. (Institutions may need
with commercial sponsors to find a new way to cover fixed costs for the IRB for non-sponsored activities.)
Concern about regulatory liability in the event of noncompliance Clarify OHRP policy to take action against the IRB of record as opposed to

participating sites for nencompliance with regulations.

Concern about legal liability in the event of litigation secondary to errors, Establish liability protections through a well-defined communication plan and
omissions, or negligence of an IRB not directly affiliated with the institution standard contracts with the outside IRB,
conducting research

Quality of review, such as missing important human subject protections Conduct standardized tests of IRBs to demonstrate quality (eg, send a standardized
issues without redundant review, caliber/expertise of reviewers, protocol to an outside IRB and the local IRB to compare results). (Evaluating review
and insufficient time spent on protocols quality is hampered without an agreed way to measure it.)

Potential loss of local context In a well-defined relationship, the local institution retains authority to decide whether

to participate in a study or to limit an investigator's involvement. Consent forms can
have a core that is the same for all sites, and a section customizable to the institution
that addresses relevant state laws or institutional concerns regarding (eg,
compensation for research-related injury, institutional contact information, surrogate
consent, and costs of participation).

Abbreviations: IRB, institutional review board; OHRP, Office of Human Research Protections.
doi:10.1371/journal.pone.0054999.t001

Flynn KE, Hahn CL, Kramer JM, Check DK, Dombeck CB, et al. (2013) Using Central IRBs for Multicenter Clinical Trials
in the United States. PLOS ONE 8(1): €54999. https://doi.org/10.1371/journal.pone.0054999
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DX ITHY b s 2D W TRAELD A U 724558, CIRB OffiHICH 3~ 2 Kbt 4 LT
¥, FhEECIE, UTORELAPBEEL w2 Xy icBbhE L,
O HEIOEM L IRB OMEMEEDOEM L ORFEICEEL T3
@ CIRB ZffifH L 7z #EBR D RANIC X 2 fEH D 72 X LANBEE~DO A PIRICBIEL T 3
RO LT 2 -0 ic, BB e RB OELZVIVEEL <. X Y —EM0 b 25050
BREFICORD LML D 2 EF R OMMEFEDOZ T ANE IR T 2HERTOT A F
PMER S NE Lz, Zhid, BRRHBROEfE % BB 3 2 RO L IRB DL E X O
BToA73) =%l ChET, TOHA FDOAL T4 MiFFK 2 i, 5FlliaA4 Fix
f+#% S1 (https://doi.org/10.1371/journal.pone.0054999.s00)ICFCE I N T WE T, T D FF 2 X
v MlE. CIRB ZfEH L T\ 2 Lk kialiE 7' v F a v o FE2HE ) M TR, HEL
CRB DD aIa=f—vaviIFR—rT52L2HMNELTVET,

R ENDE ¢

> CIRB

> R

> CIRB & X OB Tl /7

> CIRB Z 7z 3B W3

Table 2. Responsibilities of Institutions and Central IRBs for Multicenter Clinical Trial Protocols*.

Responsibility Central IRB Institution Both Either

Execute IRB authorization X
Assess investigator qualifications %
Research education and training of IRB personnel
Register with FDA and OHRP

Notify sites of accreditation changes

Ensure ethical standards and regulations

Collate site specific information

Approve informed consent forms

Provide copies of IRB decisions, rosters, & minutes

x X X X X X x X

Notify sites of non-compliance concerns

Education and training of investigators and study coordinators
Credentialing of staff

Maintain FWAs

Conduct security and privacy review for HIPAA

X X X x X

Ensure investigator compliance and conflict of interest
Evaluate local context X

Provide waiver of consent if indicated x

Abbreviations: IRB, institutional review board; FDA, Foed and Drug Administration; FWA, federalwide assurance; HIPAA, Health Insurance Portability and Accountability
Act; OHRP, Office of Human Research Protections.

*This table provides highlights of a guide for institutions that can help to decouple institutional and IRB responsibilities to assist in the acceptance of centralized ethical
review; the detailed guide is provided in Appendix S1.

doi:10.1371/journal.pone.0054999.t002

Flynn KE, Hahn CL, Kramer JM, Check DK, Dombeck CB, et al. (2013) Using Central IRBs for Multicenter Clinical Trials

in the United States. PLOS ONE 8(1): €54999. https://doi.org/10.1371/journal.pone.0054999
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« £IRBA
FEER T S DHERET
W8 &EDFA LFT—TILT
70O FO—)VEGRERE CIRB

TESECIDEBE IO RI—)LEHE
NIE - BOEWNEENESENS

o« BIE¥ITE. BIEXEIECICERD
« EEOEEMEIELD

- EED - BEN BT HIE UG o EED - EENNERRSMULTPI N
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NCI (% 2001 I AWIZED 72D D CIRB %, 2004 FIC/NRIEEE CIRB Z32b EIFE L
72, [FIERIC. Department of Veterans Affairs (%, 2008 LK, Hi—® CIRB IC X % & ik ifIR
A 7rrarolLva—%2ERL TS, £, REEBEAORED 7V — 7%, A D
CIRB ZBiF T 270t L CcunEd,

6. 2006 fF— [SMEXIGRABRICE T 2EFE RB BE 7 v ROEH] 1B

3% FDA DH A4 XV R

2006 FLAK. FDA 1FIGERFE DL fitiax i REABRICH 1F 5 CIRB IC X 2P HEE T v 2D
A Z AR L T Y, RERIKEE . ik, RB. B X OHRIKRRE IC X 2FEME LIRS 5 C
EERHE LA A XY ZARRITL TE T(17).

BB, T oA XA @RERED) PHEINTVETS,
> LR LRERRRICE T S22y P70 RB BE 7 2+ 2D F|H (Clin_Eval

33(2)2006)(18)
> KEFDA ¥ } 7 IRB H4 & ¥ AT DT (Clin Eval 33(2)2006)(19)

10



> 2006 D FDA D /4 X~ A "Using a Centralized IRB Review Process in Multicenter Clinical
Trials" (ctti-clinicaltrials.org)(20)

FDA's Guidance on "Using a Centralized IRB Review Process in Multicenter Clinical Trials"

TABLE OF CONTENTS

I. INTRODUCTION
1. BACKGROUND
11l. ROLES IN ENSURING IRB REVIEW
A. Institution
B. Institution's IRB
C. Sponsor
D. Investigator
E. Central IRB
IV. ADDRESSING LOCAL ASPECTS OF IRB REVIEW
V. IRB RECORDS - DOCUMENTING AGREEMENTS AND PROCEDURES
A. Documenting Agreements
B. Written Procedures
VI. USING A CENTRAL IRB AT UNAFFILIATED SITES
VIl. EXAMPLES OF COOPERATIVE IRB REVIEW MODELS
A. Trial in Which Multiple Sites Rely on a Central IRB
B. Central IRB Formed to Review Multicenter Trials in a Therapeutic Category

C. Regional and Nonregional Cooperatives

TOHA XY AL, GiFEOEEL € a— ORI RHIEZ B L L. FDA 233k[F
BEOABN A EEZ I AN Z L% RB ICHFET 2 DT,

21 CFR 56.114 - Cooperative Research

“In complying with these regulations, institutions involved in multi-institutional studies may use
joint review, reliance upon the review of another qualified IRB, or similar arrangements aimed at
avoidance of duplication of effort.”

EhR 702 2D HIE, MR zmD AERBNREOREICHFS L R VWEBE LI
HAZIS S T &TY, CRB 25, ST 2 &{MEXTD IRB L &2 — D5~ TOMlEICEHE
Z¥iH. Central & Local DG TIRB L v 2 —DETLARATTEILHBTELLLTVET,

o —JiftEIN/ IRB LY a— FutRilHTE3SMEOHEECOWCTHIT 2

® kN RB LEa— TEERP, HZMLTEIFEIEARII2=FT4D
BEPEELZ DL I ICERTILICOVTDOHA XY &S 2

® ZTNZNDEMEMELT 5721C, Central & Local ® IRB DD EEZFHILT 2
LT B
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https://ctti-clinicaltrials.org/wp-content/uploads/2021/06/fda_guidance_on_centralized_irb_review_process_in_multicenter_clinical_trials_by_bridget_foltz_ctti_sirb_nov2017.pdf
https://ctti-clinicaltrials.org/wp-content/uploads/2021/06/fda_guidance_on_centralized_irb_review_process_in_multicenter_clinical_trials_by_bridget_foltz_ctti_sirb_nov2017.pdf

® RB 2A—tfbtEhnizrva— Tuvx%2EHET3-00FEE2FF>Z & 2 HEET
%)

® [RB LR L T WK BREE CHEE T 258D L ¥ 2 — % Central IRB 2330 &
L3272 DHERERIAZ(ELT 5

IRB DFLEk & RE ICEH T 2 MEIm o E b I T T3,

21 CFR 56.115(a) — Requires preparation and maintenance of adequate documentation of IRB

activities
IRB DEFFER 70w RICSMT 5720 DEEFHOXEH
e E B X OB~ G EFE OME

A EEIZ. CRB & institutional IRB DIFED BT ZAMEICT 2L ER D 5

21 CFR 56.108(a) and 56.115(a)(6) — Requires IRBs to follow written procedures
IRB 7ot X, FIHDXE

Local IRB %%, CIRB 2’5t % BhE T 2 &M D 5 & HIWi3 % /7ik

CIRB 232 DLt 2 —IZBJL T Local IRB . S/iftia% 3 & U Investigator & &D X 51
WET 50

CIRB DMK DK % & D X 5 I HE[ET 5 2>

CIRB 23V & — b ¥4 + DWIESINGES) Z 3l 3 % J7iE

oL, v—=ANavF IR MIWHTAREITONTHET,
21 CFR 56.107(a) — IRB membership

+or e iR, EFTHER. Z Rk
o —ANEROEWKD H 5 g2 iR+ 2

Addressing Local Aspects of IRB Review

@ L2 0 iy B HE ~ D i1

BEE 9 2 Ml % CIRB I EH 1l Tt
CIRBDEFHFETDavHALZ Y FFE-ldu— ALK IRB X v N— DS
il DB xm N —F 372D DfEEE IRB DIRER 2L ¥ 2 —

QJERHE ¥ 4 b TD Central IRB D

H

CIRB 1%, RO FIE 72132 Db DFIHKIC,
ICERIN B XENT 2LELDH 5
RB L Ea—DFEMIAET LT 7y aveXFHds

UE—F ¥4 FCHEB LML 2 —2E T 3 7-00FHELHET 2

BEO-DIcr — A NVERHPE LD X

T B RB L a— 548 LCEZRS Y T3,

> EHEDOY A A CIRB ICIKEE T 2 2Bk
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> BIEDBTOSiERER T EET 5 CIRB 8X1L

- il NC IR B CIRB B X UMt L R BT 2S A FIF SR

> Ml s X O G R A A

- EERER v 213, FCHRBRICSMT 2B icfttey 22— IRB Ik bva—%

ZFANS

INLDHA T4 IF, & b lRE % if# Té#@@ﬁﬁ®?f®@%%mwﬂ®a
BT 20T AW LICHEESHETT, BREMEXISHOOHND 2D
EM@W%ﬁ@ven—%%mié’&%EW?é’k%%iit&mink% DX
)7L ¥ 2 —(t., Common Rule DESFICEH L CTHH EoHifi %2 b ixefi727 kb 9,

7. 2018 FE{}—2018 Requirements (2018 Common Rule)

2017 % 1 A 19 HICKET, 2018 4F 1 H 22 HB XU 2018 /£ 6 H 19 HicBIEX 1
T\ ¥ 3°(21), Common Rule 1E, KAEHEASLEROERKICIG L T, 19 Oftho#EHETH LU
FEBHIC X - CESFE LT W 3, T D The Common Rule, Updated ICBH3 2 5d 51X, 2017 4
1 H 19 HIC NEM.org TRBHINE L 72,

ZOHLWHEAD (F7abb, 2018 FEM) 13, KECTHEM X 12 EERERE2 ST 2 0F
IR L CTH—D IRB FEEZERT 2 LW I REEHAH L T 37(45CFR46.114(b)), 0 F
Y 2ET & 4172 Common Rule TiZ, HHFEMFFEICHES T 2 KE OB IX, H—D IRB ITIKFET

ZRERBY ET (LT, CoHANIE—D IRB LEa—%T7 740 & LT
5T, B RIS A THIIE 2 B F 72 13 M T 2 8 E T B X BB, B0
IRB DA ZFEDIRITICENTITE L TR\ & 2HE LW 2854, XELT 5 C
rickvFaansLcwuEd (b2), TOXIICH—~D IRB L ¥ 2 — D %5+
5 HIIE, HED RB Lt o —ICBES 2R & 97 ). 3L UHEZR 2 IRB ORIE XS

2B ZHEBR L 235, 2@ IRB BEFEDMIED T XTD ABMDOSME % X @Yz
#EcxrdroicdFsrzeTd,

§46.114 Cooperative research.

(a) Cooperative research projects are those projects covered by this policy that involve more
than one institution. In the conduct of cooperative research projects, each institution is
responsible for safeguarding the rights and welfare of human subjects and for complying with
this policy.
(b)
(1) Any institution located in the United States that is engaged in cooperative research must
rely upon approval by a single IRB for that portion of the research that is conducted in the
United States. The reviewing IRB will be identified by the Federal department or agency

supporting or conducting the research or proposed by the lead institution subject to the
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acceptance of the Federal department or agency supporting the research.
(2) The following research is not subject to this provision:
(i) Cooperative research for which more than single IRB review is required by law (including
tribal law passed by the official governing body of an American Indian or Alaska Native
tribe); or
(ii) Research for which any Federal department or agency supporting or conducting the
research determines and documents that the use of a single IRB is not appropriate for the
particular context.
(c) For research not subject to paragraph (b) of this section, an institution participating in a
cooperative project may enter into a joint review arrangement, rely on the review of another

IRB, or make similar arrangements for avoiding duplication of effort.

7535, 45CFR46.115 IRBrecords. (¥, WFZekkRE s X OV IRB 23 Y] 72 S % Rk LAfERE 35 C
EERRLTWET, ZD% 2018 /F, IRB FHF L L TIHEEAHEBIB X U8 RB MIIF A A X v R
(22)723, HHS @ OHRP & FDA DRI CIERK S N E L7z, T DA A4 X v &L Title Il section 3023
ofthe CuresAct D HEE (HHS & FDA @Dt F xR & L-HE~DHF0ENZ T X2 2)
E—HLTVET,

o WEEOEL L L., BlfloaEZ KT 5 7201C, OHRP & FDA I, & b %X]
RELWMERICET 2 Y50 MEIENE 74 2 v 2 2 X 2 5 720 ISR I B
DHATEE Lz, COHA XV ALHEIZ, ZNHOMYHAD—BRE L CTERE
NnE L%,

« EFEFDA A A4 F T4 v %&3ZI1F T, 21st Century Cures Act @ section 3056 (. [Locall]
M FEERERIC L 2 FEEMZHIRT 2 -0 IBIEI T LT,

the Cures Act(section 3023)D HIE #ZK T % 7z ®1C, 1Y 3 2 38R 5 L O IRB 13,
HHS 3 X FDA OHIHNICE S e F 2R E LR OL v 2 — A — =34
FICET RO XN TWES,

e OHRP & FDA (., RlEftiEx & IRB DSHREZR CEL I NAFIEELKE L., Zhicht
5 &, WERE OMER] LIEME M RIE S N A VR R E 2 e FEACE T, ZOHA
Xy 20 HWE, 3G LT N FIEO Hefig L iR 2 024 9 2 ik L U° IRB DR X
yI7EZETHILTY, Fxy s YR M, i IRB 23R 7 FIE % FAFE
TERICERTE 20220y 7REGETR T T,

2019 4 11 H 21 H. OHRP (. HHS Icfb > THISREZFITL £ L7z (45 CFR
46.114(b)(2)(ii) TIEFF[ENT VB LBV ), HHS IT X o THIEF 72 135 X ., 2018 FHH:
DR L 70 2 HFWIFEDORFED A 7 TV 1. HIFkE LTH—D IRB DFERFFICHE > LE L7
W EBRRTWEF(23), H—D IRB EfF0#sFHIZ 2020 4 1 A 20 H T, The Common
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Rule, Update 1. 2019 4 1 H 21 HUUFICDOHIE]IRB IC X o THEGE I L5 T X TOWFEIC
BHINE L, 2OFRY v —0flfbE, IRE SN IRB ICK 5L 2 —0EH, fiEE 72
FMoEE, BEL 2R FR) v —Ic ko THEIEIN TV A A, 323 28R 0IEY
IR H 2 GEICER I E T, NH BB F L 72, flIst 220 2089 0%
RELET,

X 512,2020 4F 10 A 8 H.2019 D amF v 4 L AfF (COVID-19) AR E EOREA
HREDKRIT, 2018 FHEMF DX R E 7% HHS PSFEME X 72 1348 9 2 FFEFFEEENIC T 4 %
H—0 IRB HEEMFOHIIN 2T E L 724). (RIEHSFEHILREICL > TEFIN TS X
S1C, arF v AR (COVID-19) DAREE FoRAFEOMIGHETH £ 7213#)[H IRB
LE2—3NTn5bD, H—0 IRB IXIKFT 2 2 L LB CThRWIGE, e T
7IXFEML T 5 HHS FM23Z oIS OER %2 &G L T 28556, Z DFISL IR
BHINS & W) DT,

8. 2022 4F FDA DIRBRBFERBE S, R —20224 9 H 28 H

2022 4F FDA 2> b HFIIFFE~D NV — L 3MHEE X E L 72(25), PART 56.114(b)(1) T FDA 2%
B3 2 FFERFR IS SIS 2 KEN OB X, Z OIFRIC DWW TH—d IRB IC X % 4&GHIC
KIFET 52 HBERTIHLVHFHIZIREL T T, 45 CFR 46.114(b)(1) DHGEI T N7z
Common Rule Tlx, HwHEZITI IRB 25, 9% X & 721359 2 8HE T £ 72 13HRE I
Lo TREINS H, TIFEBBIFOEREZFIMFL L CELHEREIC L > TRES
L2 HERLTCHE T, KET X472 CommonRule DR E R B2 & 3R D, FDA 28
Bl 208 DIz & A &3, FDA & 72 (Z#FE T £ 72 IXBUMHEEI IC X - THEME 72 13538
INTWian7zo, FDA OBFOHHICIE, H—D IRB 7m v XAMEH T 256, W%
ICBE5- 9 2FFEOBRE D IRB ZiERT 2 2 L 2 ERL T EHA,

FDA DIRFEDKIHI I, PART 56 - INSTITUTIONAL REVIEW BOARDS (FDA iC X - THIfl & T
WS ERRITF 2 F AT 2 IRB ORERK. EE, B XUOEMICT 2 i aikidE) cHE S
N7 HHNCHERLST 2 IRB IC X 2[RI E X VB OERITICICN T % IRB HHA DIRALIC
HIGLTWE T, ZOMRFEIE. FDA 2383 2 BRI IC 3517 2 iBBIKEHE B X ARBRE
RO FLIC X > TRALE A E 3, 21 CFR PART 312 ICHE-D < R3O ERIRIFZE <13, BF
JEE L R 7 IRBIC X 201 X OHRGERY) B A L KRS ST LS X D 1T T B EE
3% Y (PART 312.66), JRERIKHHE 1X. IRB DFEE L &FRICEE 3 % PARTS56 D Eff:23 72 X
NTWBRZ BT EEVITI Y P AV FEEEE»LELEELH Y 3 (PART
312.53(c)(1)(vi)(d))o PEEHERS DEGRAFFE IO T, PART 812 (21 CFR PART 812) ICH:D %
IRERIKHEE 12 IRB DB L KEPHERICHFEOND X HICT 2HIAH Y £33 (PART 812.40),
X5, RBRER X, FDA IR X N2 IRBRFETEE (IND) HIGHE £ 72 (3R BAMR R bR
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(IDE) HAEHCHEE%ITo7%2 IRB 2FET 2 L4E LD Y T3,

FDA (3% 7z PART56.115, IRBrecords IZ 35T, AMERD IRB IC X o TA—Y—=F 4 F I T
W BHFFEICH 92 IRB LI EHEMFLZREL CE T, TOEME, IR A — N
A F4 3 IRB K L CHFZEHEBEAMKIF 32 2 & B X OWISCHERE & IRB %3 E 3 2 M08
PART 56 DT ZMEFICHT T 27-DICH ¥R T 2 L2 RFET 5 720 ICHE R 3EZ
fEIC LT s, CoREINALBANG, HFEFIES L IRB DFCEICBIS 5 FDA DT
%, FATAIRE ChDFEESIA & — 53 2 #iPH <. [ & b B o (R IC B3 2 EHBOR | (K
i Common Rule) & FHfIX 825 DTH Y, 21st Century Cures Act (GEIEIE) DLRIAICHE -
THRITINTET, 51T, FDA FEBEEBHOEFRITICICHN L TH—d IRB HA % 2K
$52LiE IRB BE Y 1L XA Ll e v H 9BRE OIRE L HERF L 7208 O IR EERAT:
EEffi L IRB OE Lo & & IERRMEZEIA L. FDA IC X %)% 1) 7 IRB Inspection % Ffii
TIRRERMET2EEXTCET,

PART 56—INSTITUTIONAL REVIEW BOARDS

2. Revise § 56.114 to read as follows:

§56.114

Cooperative research.

(a) Cooperative research covered by these regulations is a clinical investigation that involves more

than one institution. In the conduct of cooperative research, each institution is responsible for

safeguarding the rights and welfare of human subjects and for complying with these regulations.

(b)

(1) Any institution located in the United States that is participating in cooperative research
must rely upon approval by a single IRB for that portion of the research that is conducted in
the United States.
(2) Research is not subject to paragraph (b)(1) of this section if at least one of the following
criteria is met:
(i) Cooperative research for which more than single IRB review is required by law (including
tribal law passed by the official governing body of an American Indian or Alaska Native tribe);
(i) Cooperative research involving a highly specialized FDA-regulated medical product for
which unique, localized expertise is required;
(iii) Cooperative research on drugs that meets the exemptions from an investigational new
drug application under § 312.2(b) of this chapter; or
(iv) Cooperative research on medical devices that meets the abbreviated requirements under
§ 812.2(b) of this chapter, or that meets the requirements for exempted investigations under
§ 812.2(c) of this chapter.
(c) For research not subject to paragraph (b) of this section, an institution participating in cooperative

research may enter into a joint review arrangement, rely on the review of another IRB, or make similar
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arrangements for avoiding duplication of effort.

3. Amend § 56.115 by adding paragraph (a)(8) to read as follows:

§56.115
IRB records.

(a)***

(8) For research that takes place at an institution in which IRB oversight is conducted by an IRB that

is not operated by the institution, documentation specifying the institution's reliance on the IRB

for oversight of the research and the responsibilities that each entity will undertake to ensure

compliance with the requirements of this part ( e.g., in a written agreement between the

institution and the IRB, by implementation of an institution-wide policy directive providing the

allocation of responsibilities between the institution and an IRB that is not affiliated with the

institution, or as set forth in a research protocol).

9. FortreaUS F+— L DRRERE EHLY

ARG SR

expected impact of introducing Central

IRB (CRB) in Japan

Comment from the US team

advantage

S

Efficiency of clerical work (no need to

submit duplicate documents)

In the US, we use a Central IRB/EC (CIRB) for almost all studies.
Studies usually have a mix of central and local IRB sites. We
prepare and submit only 1 central IRB application for the protocol.
The CIRB reviews the protocol documents one time and that
approval letter applies to all sites using the CIRB. This reduces the

number IRB applications as well as ICF reviews etc.

Accelerate site start-up

The initial study level CIRB approval takes about 2-3 weeks.

After the study level approval is received, Individual site approvals

are received in 2-5 days.
Improved quality through certified CRB The advantage is consistency and predictability with IRB services.
review Additional advantage is fewer IRB queries.

Widespread use of digitalization

Especially the use of e-Consent is accelerated by CRB. The use of
satellite sites, remote testing and prescribing could be accelerated

further by CRB.

Reduce IRB-related costs

The CIRB charges for only one review of the protocol documents.
The fee for processing each site is much less than paying IRB fees

at each site.
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Other (From the actual situation in Japan
where the calculation method is different

for each site)

Introduction of common calculation of clinical trial costs (improved
transparency, clarification of calculation methods for each
examination and visit, elimination of cost differences among

participating sites, shift to milestone payments)

Clarification of the necessity of dual
review by Central IRB and Local IRB, and
the responsibilities of both

Clarification of the necessity of dual

review by Central IRB and Local IRB, and

It is necessary to confirm that the scope of responsibility is clarified

in the document

In the US, most CIRB sites only require one IRB approval.
We have some sites which require an expedited review by their

institution’s IRB. The process is still faster than using the Local IRB

risks and o
the responsibilities of both on its own.
counterm
Adverse event reporting (Pl #
easures
contractor/IRB requester(hospital In the US, the process is the same for central and local IRBs
director)) needs to be addressed
Other (From the actual situation in Japan
Introduction cost of the common calculation method for clinical
where the calculation method is different
trial costs
for each site)
survey item result
If using a commercial IRB, Fortrea requires prior research of IRB
requirements (by Request for Information (RFl)) and registration.
How the process uses CIRB?
Commercial IRB and CRO will enter into a Consulting Agreement
and update the fee schedule accordingly.
The decision on which CIRB to use is made by the client's selected
] research institution. We would guess about 60% of our sites use
Interview
Central IRBs while the other 40% are local.
on CRB
Typically during feasibility the site will note if they can use a central
usage at | Usage status frequency (number, %)
. IRB however this information is also confirmed by Client & Fortrea
ortrea

start-up team after selection. A CIRB is typically always used for
some sites there are very few occasions when ALL sites on a study

are local - if this happens then the CIRB will not be used.

Structure (Incorporation, sources of

funding)

The CIRBs where Fortrea is registered as a vendor are privately
owned and there is no government funding. At some stage of CIRB's
spread in the US, most CIRBs were consolidated, so Fortrea has

vendor registrations for four major CIRBs.

18




Concerned about conflicts of interest?

Process is standardized and has minimal if any issues. Regarding
conflict of interest, CIRBs do not typically have Investigators on
their board that participate in studies and this is verified against

the IRB Roster.

FDA requirements and other regulatory

requirements to be considered?

IRBs must have an FWA assurance number in order to review and
approve the study and documents. The CIRB typically holds the
approval letter until we confirm that we have passed the 30 day

FDA review period.
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Gross profit (exclusive of depreciation and amortization)

In Thousands Successor Predecessor Change

For the Years Ended December 31, 2020 2019 $ %

ER gross profit $ 194,246 $ 156,466 $ 37,780 24%

CTS gross profit 100,064 98,694 1,370 1%
Revenues

Three Months Ended

In Thousands March 31, Change

2021 2020 $ %
ER segment revenues $ 66,127 $ 53,770 $ 12,357 23%
CTS segment revenues 71,515 49,729 21,786 44%
Total revenues $ 137,642 $ 103,499 $ 34,143 33%
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® General Cost Table(WCG)®

2022 IRB Fee Schedule*

Services Rendered

Initial Review
Initial Study Review (includes protocol, study materials and 1 Consent Form)

Review of Principal Investigator (Pl)YChange of PI/Co-PI
Review of Institution Principal Investigator (Pl)YChange of PI/Co-PI

Each Additional Informed Consent Form (ICF) (per ICF / per P)
Canadian Protocol Level Revi

Continuing Review

Continuing Review of Study
Continuing Review of Principal Investigator

Continuing Review of Institution Principal Investigator

Ongoing Oversight (non-exempt research not requiring continuing review)

Change to Research After Initial Review

New / Revised Informed Consent (per consent)
Protocol Amendment (Mo Revision to ICF)

Protocol Amendment (with Revision to the ICF)

Review of Protocol Letter

Review of Administrative Change

Review of Revised Product Information

(i.e. Clinical Investigator Brochure, Package Insert, DSMB reports, per document)
Review of Recruitment Services & Supplemental Materials (per document)
Review of Safety Reports (per document)

Acknowledgement of Safety Reports (per document, per protocol)

Distribution/Processing Fee
Translation Services (per language)

Translation Review Administration Fee (per language)

Translation Distribution/Processing Fee (per language)

Translation Vendor Facilitation (per language) (when WCG Preferred Vendor is not used)

Close Out of Research
Study Close Out — Study Level

Principal Investigator Close Qut

Other Services and Fees
Withdrawal of Submission prior to review/approval

Duplication Request/Retrieval (per document)
Administrative Fee for Submission not Using Connexus/IRBNet

Master Protocol / Complex Design Protocol Review

IRB Exemption Review

New or Modified Generic or Non-Protocol Related Material

{for sites/institutions, per document)
Annual Review of Generic or Non-Protocol Related Material (per document)

weg IRB

$1,595
$1,315/PI
$1,755/PI
$565
$1,595

$1,595
$1,315/PI
$1,755/PI
$695/PI

$665 / PI
$630/PI
$845/PI
$525/PI
$420/PI
$480

$360

$325

$85/PI

$140/PI

Variable

£395 / Submission
$140/PI

$135/PI

$355
$295/PI

£210

£235

£85 / Submission
Contact BD
$1,210

$1,100

$1.100

TERMS: Net 30 days unless otherwise agreed'to in writing. Late payments may be subject to a monthly finance charge of 1.5% of the
amount owed from the due date uniil payment in full. WCG IRB shall be entifled to recover all reasonable atforneys’ fees, costs and
expenses associated with any efforts to recover payment for overdue invoices. Fees are subject to change without notice.

*Effective Oct 1, 2022

WCG IRE, Inc. | 1019 39th Avenue SE, Suite 120 | Puyallup, Wa 98374

T: 360.252.2500

wWWw. wicgirb. com
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A ADVARRA U.S. IRB Meeting Schedule | 2022

February

IRB Meeting Schedule

The US IRB meets 17-18 times each week,
Monday through Friday, and the Canadian
REB/IRB meets 3 times each week on
Tuesday, Wednesday, and Friday, with ad
hoe mestings to meet your timelines.
Advarra has no submission deadlines

Expedited Reviews

Expedited reviews occur on a daily basis,
Monday through Friday. Note: Expedited

reviews are not “rush” reviews but rather Ma
are review items that meet specific regula- Yy
tory criteria. Su Mo Tu W Th Fri Sa

Holidays 2022 (0ffices Closed)

December 31, 2021: New Year's Day 2022
(observed)

February 21: Presidents Day
May 30: Memorial Day

July 4 Independence Day
September §: Labor Day

November 24-25: Thanksgiving September December
December 26-30: Christmas Bu [Mo (Tu | W |Th | Fi | Sa sa Su | Ma | Tu sa
January 2, 2023: New Year's Day 5 3
(observed) 12 10
19 17
26 24
H
Key 5
M = |RB meeting LAY
= no IRB meeting S

Merriweather Dr uite 600 | Columbia, MD 21044 | 410-884-2900 |

WCG

Holiday Closures

* Thursday, November 24" and Friday, November 25! for the Thanksgiving Holiday.
* Friday, December 234 and Monday, December 26" for the Winter Holiday.
+ Monday, January 2" for New Years.

Submissions should be made using standard Turnaround times (visual below) with the understanding that the above
days are not counted.

STUDY LEVEL , STANDARD SITE EXPEDITED AD REVIEW
REVIEW s REVIEW REVIEWS.

8 1 5 1

business days business days business days usiness day business day

*  For deadlines and turn around times for your specific study please reach out to Kristina Wolfe at

kwolfe@wcgclinical.com
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