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PROSPECT Trial Summary:<br /><br />
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Background: Rectal Cancer
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Background: Rectal Cancer 

• Globally -aoo,ooo, new rectal cancer diagnoses in 2023; about 
half with locally advanced rectal cancer1 

• Pelvic chemoradiation with either 5FU or capecitabine 
reduces local pelvic recurrence-- a highly morbid outcome2 

• Neoadjuvant pelvic chemoradiation has been standard 
treatment for the past two decades3 
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Curative Intent Treatment for Locally Advanced Rectal Cancer when PROSPECT began:
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PROSPECT Study Motivation
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PROSPECT Study Motivation 

• Long term toxicity from pelvic chemoradiation: 

• Impaired bowel, bladder, and sexual function1 

• Increased risk of pelvic fracture an,d second malignancy2 

• Impaired marrow reserve3 

• Infertility and premature menopause4 

• Increasing diagnosis of rectal cancer before age 505 
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Advances over the past two decades….
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Advances over the past two decades .... 

• Chemotherapy: FOLFOX1 

• Surgical Technique: Total Mesorectal Excision2 

• Screening: Fewer T4 and/or symptomatic tumors3 

• Imaging: Pelvic MRl4 
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PROSPECT Trial Hypothesis (circa 2011):
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PROSPECT Study Summary
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PROSPECT Study Full Schema
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PROSPECT Main Eligibility Criteria
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PROSPECT Main Eligibility Criteria 

Inclusion: 

• Clinical Stage T2N+,. T3N-, T3N+ 
,. Ch1emor.adiation is indicated 

Exclusion: 

• Tumor requiring an APR 
., cT4 tum 1or 

• Candidate for sphincter-sparing 
surgery 

• > 4 pelvic lymph nodes > 1 cm in short axis 
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PROSPECT Study Endpoints
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PROSPECT S'tudy Endpoints 

• Primary Endpoint: • Secondary Endpoints: 
• Dis,eas,e Fr,ee Survival • L.ocal r 1ecurr 1ence 

• Overall survival 

• Complete (RO) surgical resection 

• Complete pathologic response 

• Toxicity-CTCAE and PRO-CTCAE 

• Quality of Life 
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Non-inferiority Hypothesis for Disease Free Survival
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Characteristics of PROSPECT Participants
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Characteristics of PROSPECT Participants 
Recruitment: 264 Cente:rs 

~ - · - ~ FOLFOX and Selective 
1Chemoradiation 

N 5,85, 

Age Mean (SD) 57 (11) 

Sex 

Male 

cT2N+ 11o/o 

cT3N-
cT3N+ 50°/o 
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PROSPECT: Disease Free Survival
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PROSPECT: Disease Free Survival
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PROSPECT: Freedom from Local Recurrence
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PROSPECT: Overall Survival
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Surgical and Pathologic Endpoints
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Adjuvant Treatment and Therapy Duration
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Use of Pelvic Chemoradiation in patients randomized to FOLFOX
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Use of Pelvic Chemoradiation in patients 
randomized to FOLFOX 

9°/o (53/585) of participants randomized to FOLFOX received 
neoadjuvant chemoradiation either because: 

Restaging demonstrated clinical response <20°/o or 

They did not tolerate at least 5 cycles of FOLFOX 
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PROSPECT: Clinician-Reported Toxicity
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Patient-Reported Adverse Events During Neoadjuvant Treatment
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Patient-Reported Adverse Events During Neoadjuvant Treatment 

2023 Asco· 
AN NUAL M TINIG 

0/o R•eporti ng Severe 

PRO-CTCAE Scor•es 

Constipation 
Depressi ·on 
D·iarrhea 
D·ys ph.agri .a 
Dyspnea 
Edema 
- --- -

Fatigue 

PRESENlED BY:: 

Neoad·uvant Treatment 

FOLFOX an·d S-elective Ch,e1mor.adiatio·n 
Chem•O•ra,diati,on 

12 weeks 
,(22 weeks if also 5FUCRT) 

27°/o 
1 Q,Ofo 

6°/o 
12°/o 
7o/o 
2°/o 

42°/o 

6 weeks 

6o/o 

11 °/o 
3°/o 

20°/o 
1 o/o 
1 o/o 
2o/o 

2010/o 
2o/o 
7°/o 
5°/o 

18°/o 
2o/o 

Pres.entaltorn is propeirty of the author and ASCO. Pei'mrssiion, required for reus ., contact permiss.ions@asco.org. 

As- c··· . o· .· ·. . AMIE'R:ICA so. C.IETY OF 
· .• , . . . . CLINICAL ONCOLOGY 

KNOWLEDGE CON 1QUERS CANCER 



Patient-reported Severe Adverse Events at 12 months
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PROSPECT: Quality of Life Evaluation

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Overa 11 Hea Ith-Related Qua I ity of Life 

QJ 
C 

0.06 

w 0.04 
VI 
ro 
cc 0 .. 02 
E 
e o 

'+­
(]J 

~ -0..02 
ro 

..c. u -0 .04 
C 
ro w -0.06 
~ 

(1J 
24 

C 

(1J 
VI 
ro 
cc 12 

E 
0 
L.. 

'+- 0 
(]J 
b.O 
C 
ro 

..c. 
-12 u 

C 
ro 
(]J 

~ -24 

Baseline 

Baseline 

2023 Asco· 

e FO LFOX * 5FUCRT 

1-2 Weelks 12 Months 24 Months 
Bef ore Surgery Post-Surgery Post-Surgery 

Male Sexu,al Function 

• FOLFOX • SFUCRT 

P<0.01 P·<0.05 

1-2 Weeks 12 Months 24 Months 
Before Surgery Post-Surgery Post-Surgery 

PRE.sEN1Eo BY:: Deb Schrag MD MIIPH FASCO 

(]J 
C 

(]J 

12 

~ 6 
cc 
E 
0 
L.. 0 

'+-
QJ 
tul 
C 
ro -6 

..c. 
u 
C 
ro w -12 
~ 

(]J 
10 

C 

QJ 
VI 
ro 
cc 5 

E 
0 
L.. 

'+-
(lJ 0 
b.O 
C 
ro 

..c. 
u -5 
C 
ro 
(]J 

~ 
-10 

Base ine 

Base ine 

Bowel Fu1nction 

e FOLFOX • 5FUCRT 

P<0 .. 05 

1-2 Weeks 12 Months 2.4 Months 

Before Surgery Post-Surgery Post-Surgery 

Female Sexual Functi'on 

P<0.01 

1-2 Weeks 12 Months 

Before Surgery Post-Surgery 

P<0.05 

24 Months 

Post-Surgery 

AN NUAL ME TINIG Presenlalton is pro,peirty at the autlior and ASCO. Pei'mrssioi'l requued for ~eus ; contact perm1ssiOi'li$1@aSco.otg 

AS,CQ ~~~~~~~ o~~~~61~F 
KNOWLEDGE CON 1QUERS CANCER 



Limitations
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Limitations 

• Excluded high risk patients: distal, T4 tum,ors, multiple enlarged nodes 

• Not all patients had MRI staging 

• We may still be overtreating some patients 
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Caveat: While conducting this trial, new approaches have emerged<br />
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Caveat: While conducting this trial, new approaches have emerged 

• Shorter courses of adjuvant FOLFOX1 

• Short course radiation2 

• Total neoadjuvant therapy3 

• Non-operative management4 

• lmmuno-ablative therapy for MSl-high patients5 
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<br />PROSPECT Trial Conclusion
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THANK YOU, Collaborating Investigators and Research Professionals
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PROSPECT Publications
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