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ABSTRACT Table 1. Characteristics of studies undergoing scientific review at the Figure 2. Number of scientific review committee changes requested METHODS
Background Harold C. Simmons Cancer Center, UT Southwestern Medical Center, 2009- (green) and made (blue). PRMC requested a total of 270 changes, with mean of
The National Cancer Institute (NCI) requirement that all clinical trials involving 2013. Institutional trials included investigator-initiated trials with a local study chair or a 1.19 changes per study. 149/226 trials h_ad nO_Chan_ge requested. Maximum change . A ' : :
review before Institutional Review Board (IRB) review is unique among all supportive care, screening, detection, and diagnostic studies. Non-interventional studies than requested changes. Green and blue P values compare requested and rewewgd by the UT Southwestern Protocol Review and Monitoring
. o ey . que Nng included epidemiologic, observational, and correlative studies. implemented changes between trial characteristics, respectively. Abbreviations: Ind, Committee (PRMC).
medical specialties. Little is known about the impact of scientific review on Industry; Inst, institutional; ND, none designated; UAD, upper aerodigestive; GI/GU, ‘We collected the following documents for each study that underwent full
protocol development. Given heightened interest in the quality and timeliness of . 0 gastrointestinal/genitourinary; Heme, hematologic. . _
oncology clinical trials, we evaluated the scientific review process at an NCI Characteristic Number (%) PRM(_Z review from January 1, 2009, through June 3_0, 2013: PRI\/IC
designated center. Total studies 226 . - . - . submission form, study protocol and consent form, reviewer evaluations,
5<0. 0=0. 0=0. 5=0. 5=0. . N . . .
Sponsor <0001 pe0.37 0=0.007 D=0.60 00,62 SRMC detc:lsmn letter, principal investigator response letter, and any revised
Methods : : 35 ocuments.
We collected data on all oncology clinical trials that underwent full board review IndL_Jstr_laI/Commer_c:laI 174 (77) *For each study, we recorded the following characteristics: year, disease
by the UT Southwestern Harold C. Simmons Cancer Center Protocol Review Institutional/Investigator 52 (23) under study, phase and type (interventional/non-interventional), sponsor type
and Monitoring C?ommlttee (PRMC) from Jfanuary 1, 20_09_, through June_S.O, Study Type 2 (institutional/industrial).
2013. Tlhel fO_'f'_OW'_ng datadwire collected: tr'agcgag‘;tI\%:St'CsapRé\/'C decisions, Interventional 186 (82) From the PRMC decision letter, we recorded all protocol changes and
g:g:gggl fn?)gi:‘(i:c?atxlt(i):r?sanwg aig?;zsege?h“:ztsesocéﬂon i ngensﬁiasleq“e”t Non-interventional 40 (18) clarifications requested. These were broadly grouped as protocol-related or
-~ ' S . . . 25 non-protocol-related.
characteristics and PRMC protocol modifications using Chi-square testing, : . : :

. , . Protoc . J d J Study Phase 0 *All data collection was performed by a single investigator (N.N.). Ten
Fisher’s exact testing, and logistic regression. 1/pilot 46 (20) S) : :

P = percent of studies were randomly selected for data review by an
Results 2 76 (34) G 2 experienced clinical investigator and long-term PRMC member (D.E.G.).
A total of 226 trials were included in our analysis. Of these studies, 23% were 3 75 (33) - *We analyzed the association between trial characteristics and PRMC
institutional (investigator-initiated) trials. Initial PRMC initial decisions were: None designated 29 (13) 2 protocol modifications using Chi-square testing, Fisher’'s exact testing, and
approved (40%), approved pending response (52%), defer (7%), and disapprove c T 315 logistic regression.
(1%). Across the 226 trials, the PRMC requested 270 changes; total number of ancer 1ype =
requested changes per protocol ranged from 0 (66% of trials) to 17. The Breast 28 (12) 2 SUMMARY and CONCLUSIONS
number of requeste_d changes per protocol was signiﬁcantly assoc?ia_t_ed with trial Gastrointestinal/Genitourinary 56 (25) 1
type (mean 0.7 for industry-sponsored versus 3.0 for investigator-initiated; Hematologic 44 (19) *A total of 226 studies were included in our analysis. Majority of the studies
P<0.001) and study year (mean 0.7 in 2009 versus 2.4 in 2013; P=0.03). Forty- . : . :

. NN . . Upper Aerodigestive 49 (22) were interventional (82%) and were sponsored by industries ( 77%). Table 1
nine percent of requested changes applied directly to trial protocols, with the PP g 0.5 - Initial d final PRMC decisi differed sianificant di 0 stud
remainder related to consent form (13%) or other documentation (38%). Other 49 (22) nitial an _|na g ecisions di el’eO significan z/ .accor Ing to Sg y
Protocol-related requested changes were as follows: design (53%), intervention ear sponsor, with more Initial approvals (48% versus 11%; P<.001) and final
(24%), evidence-background-rationale (14%), and population (11%). Compared - approvals (97% versus 90%; P=0.05) for industry-sponsored than for
to those for industry-sponsored trials, PRMC requested changes for investigator- 2009 48 (21) & & %o e o“ <& Q@ ,\Q ,\\ ,{» Q° Institutional trials. Figure 1
initiated trials were more likely to be implemented (91% versus 83%; P=0.08). A 2010 44 (20) \°OQ>\° N <b‘ %\Q’ © *For 149 studies, no changes were requested by the PRMC. The maximum
pronounced difference was noted for requested changes related to trial design: 2011 42 (19) N number of requested changes was 17. The requested and made changes
amongtlgdz mdustry-gr;onsmtre_dl)trlalsc,I é238 ﬁhanges( ;(; 0itucfly de5|grt1 \)Nere 2012 53 (23) Sponsor  Study Type Study Phase Cancer Type Year differed significantly according to study sponsor , with more requested (3.02
requested (average Y.< periral), and o changes 0 Of requests) were versus 0.64; P<.001) and made (2.75 versus 0.57; P<0.001) changes for
implemented; among 52 investigator-initiated trials, 39 changes to study design 2013 39 (17 . . o otity it - - - -
weF;e requested (avegrage 0.8 pegr trial), and 35 changes (9002) of reQues>t/s) Wegljre 20 Trial Characteristics = Changes requested institutional trials than industry sponsored trials. Figure 2
T lemented ' ! = Changes Made Changes made sometimes exceed requested could be do to new study team

p . oot L i (areem and Tl (Gue) Sciemine reviem commiios idea in the process of re_submission, In response to clarification, or one
Conclusion o _ _ decisions. according to trial characteristics. Non-approval decisions include -gfqliﬁSteg;(:)halggﬁ/léestms o l:[n%re tl’l;]al’rll Onel%gangg(;nade.r rotocol-related
To our knowledge, this is the first study to evaluate the impact of NCl-mandated approval pending response, deferred and disapprove. Percentage approval plus % non- _ € .eques € i changes, (49%) were protocol-relate
scientific protocol review in cancer clinical trial development. While this process approval decisions equal 100%. Green and blue P values compare initial and final % Table 2. Comparison of changes requested and made for (mean 0.58 per study); 138 (51%) were non-protocol-related (mean 0.61 per
appears to have a substantial impact on investigator-initiated trial protocols, approval decisions between trial characteristics, respectively. Abbreviations: Ind, industry; |nstltutlonalllnv_estlgator-lnltla_lted and 'ndUS_t“a”CQm_merC'a'_t“als- study). Table 2
effect on industry-sponsored trials is less clear Inst, institutional; ND, none designated; UAD, upper aerodigestive; GIl/GU, Protocol-related points were categorized as study design (which included issues related *To our knowledge, this is the first study to evaluate the impact of NCI-

' gastrointestinal/genitourinary; Heme, hematologic. to blinding, inclusion of placebo, randomization, stratification, selection of treatment . o . . . :
arms, assessments, monitoring, and statistical analysis plan), intervention (which mar‘date.d scientific protocol review Iin cancer _C|In.ICa| trial dgvelopment.
oo 0001 o0 . generally referred to treatment dose and/or schedule), population (inclusion/exclusion While this process appears to have a substantial impact on investigator-
Ezgggl E20:52 2:0:31 220:085 E;ggg Crij[eria), rationale (which included _requests to obtain or clarify preclinjcal and ot_her initiated trial protocols, effect on industry-sponsored trials is less clear.
INTRODUCTION ' ' evidence used to support study design). The non-protocol-related group included points
100 related to the consent form or the PRMC submission form.
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