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Disclosure



Thanks for 
having me 

back



Great things we do

• Provide comfort

• Provide guidance

• Give good drugs



One day I was in clinic….



One day I was in clinic….

Visiting student rendition





I always advise my patients nearly anything in 
moderation is fine.  I wouldn’t take up drinking 
coffee to prevent colon cancer, but if you enjoy 
doing it, as I do, I wouldn’t stop

Visiting student rendition



• “Didn’t you read the new study, doctor?”
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Mackintosh C, Yuan C, Ou FS, Zhang S, Niedzwiecki D, Chang IW, O’Neil BH, Mullen BC, Lenz HJ, Blanke CD, Venook AP. Association of coffee intake with survival in patients with advanced or 

metastatic colorectal cancer. JAMA oncology. 2020 Nov 1;6(11):1713-21.



What did they do?

• Took 1171 patients with previously untreated locally advanced or 
metastatic colorectal cancer who were enrolled in Cancer and 
Leukemia Group B (Alliance)/SWOG 80405

• Compared people who drank 1,2,3, and 4+ cups of coffee

• Here is what they found
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metastatic colorectal cancer. JAMA oncology. 2020 Nov 1;6(11):1713-21.
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2 months PFS benefit
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8 months OS benefit!
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8 month survival benefit from coffee?
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8 month survival benefit from coffee?

3 months OS benefit
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COFFEE IS WAY 
BETTER THAN ACTUAL 

DRUGS!
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Other clues?
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Other clues?

It only works in thin 
people?
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Why?

• Possibility 1:  smells spurious



Why?

• Possibility 1:  smells spurious

• Two reasons to be thin



• Who drinks 4 cups of coffee?



Every substance that improves outcomes in 
colon cancer in metastatic & adjuvant setting

Parsons S, Maldonado EB, Prasad V. Comparison of drugs used for adjuvant and metastatic therapy of colon, breast, and non–small cell lung cancers. JAMA network open. 2020 Apr 1;3(4):e202488-.



Overall take

• Too large effect size 

• Small PFS -> large OS (inconsistent effects)

• Larger benefit than actual anti-cancer drugs! (8 vs 2-3 mo; better HR)

• A few random events drive OS curve 

• Among thin people, cachectic patients may lose the desire to drink 
coffee

• No substance that has 0% activity has ever worked in metastatic and 
adjuvant setting (not biologically plausible)



Overall take

• How did I feel?







Actually angry b/c people who do this work
make it harder to take care of patients



Actually angry b/c people who do this work
make it harder to take care of patients



It is not personal, but doing useless research 
makes it harder to

Be a doctor 
Teach the public about science
Build trust in science



Great thing 
Research
Crazy thing we do in medicine
Careers > truth



Education



K-M plot

Yu Q, Cao S, Tang H, Li J, Guo W, Zhang S. Clinical significance of aberrant DEUP1 promoter methylation in hepatocellular carcinoma. Oncology Letters. 2019 Aug 1;18(2):1356-64.



K-M plot

• Every time the curve dips, 
that means an event 
occurred

• Numbers at bottom show 
number of ppl at risk

• Larger steps at the end of 
the curve is because fewer 
people are at risk

Yu Q, Cao S, Tang H, Li J, Guo W, Zhang S. Clinical significance of aberrant DEUP1 promoter methylation in hepatocellular carcinoma. Oncology Letters. 2019 Aug 1;18(2):1356-64.



K-M plot

• Vertical tics indicate a 
patient is censored – we 
don’t know what happened 
to that person beyond that 
time

• Estimate of survival beyond 
tics is avg. people in whom 
we do know survival

Yu Q, Cao S, Tang H, Li J, Guo W, Zhang S. Clinical significance of aberrant DEUP1 promoter methylation in hepatocellular carcinoma. Oncology Letters. 2019 Aug 1;18(2):1356-64.



K-M plot

• Maximum information 
harvesting

• Key assumption is 
uninformative censoring

Yu Q, Cao S, Tang H, Li J, Guo W, Zhang S. Clinical significance of aberrant DEUP1 promoter methylation in hepatocellular carcinoma. Oncology Letters. 2019 Aug 1;18(2):1356-64.



• OS is ascertained continuously

• PFS is binned (why?)

Baselga J, Campone M, Piccart M, Burris III HA, Rugo HS, Sahmoud T, Noguchi S, Gnant M, Pritchard KI, Lebrun F, Beck JT. Everolimus in postmenopausal hormone-receptor–positive advanced breast cancer. 

New England Journal of Medicine. 2012 Feb 9;366(6):520-9.
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What are the reasons someone is censored

• OS

• They enrolled recently

• Lost to follow up

• PFS

• They enrolled recently

• Lost to follow up



What are the reasons someone is censored

• OS

• They enrolled recently

• Lost to follow up

• PFS

• They enrolled recently

• Lost to follow up

• ?????



What do you need for PFS
that you don’t need for OS
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Progression



Follow-up Follow-upBaseline

RECIST

WHO 

Criteria

Diameter: 100%

[D X D: 100%]

Volume: 100%

Initial

[Diameter: 70%]

D X D: 50%

Volume: 34%

PR

[Diameter: 112%]

D X D: 125%

Volume: 140%

PD

Diameter: 79%

[D X D: 62%]

Volume: 49%

PD

Diameter: 100%

[D X D: 100%]

Volume: 100%

Initial

Progressive

Disease
1. Patient 

passes away



Follow-up Follow-upBaseline

RECIST

WHO 

Criteria

Diameter: 100%

[D X D: 100%]

Volume: 100%

Initial

[Diameter: 70%]

D X D: 50%

Volume: 34%

PR

[Diameter: 112%]

D X D: 125%

Volume: 140%

PD

Diameter: 79%

[D X D: 62%]

Volume: 49%

PD

Diameter: 100%

[D X D: 100%]

Volume: 100%

Initial

Response 

🡺

Progression

Progressive

Disease
1. Patient 

passes away

2. New Lesions 
on Scans



Follow-up Follow-upBaseline
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Follow-up Follow-upBaseline

RECIST

WHO 

Criteria

Diameter: 70%

[D X D: 49%]

Volume: 34%
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PD
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What are the reasons someone is censored

• OS

• They enrolled recently

• Lost to follow up

• PFS

• They enrolled recently

• Lost to follow up

• Patient has to get the scan
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cancer. New England Journal of Medicine. 2012 Feb 9;366(6):520-9.
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Piccart M, Hortobagyi GN, Campone M, Pritchard KI, Lebrun F, Ito Y, Noguchi S, Perez A, Rugo HS, Deleu I, Burris III HA. Everolimus plus exemestane for hormone-receptor-positive, human epidermal 

growth factor receptor-2-negative advanced breast cancer: overall survival results from BOLERO-2. Annals of oncology. 2014 Dec 1;25(12):2357-62.



Why does this happen?



@vprasadmdmph



Is that the only reason?
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• 485 *.12 = 59

• 485-59 = 426
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• 426-398 = 28 people censored (28/426 -= 7%)
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• 239 *.25 = 60

• 239 – 60 = 179
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• 2 people censored = 2/239 = <1%



7 % vs 1 % censored at 
first time interval
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Why?

• OS

• They enrolled recently

• Lost to follow up

• PFS

• They enrolled recently

• Lost to follow up

• Patient has to get the scan



Why so much censoring on Intervention 
arm?
• B/c toxicity

• Is the assumption of uninformative censoring met?



Prasad V, Bilal U. The role of censoring on progression free survival: oncologist discretion advised. European Journal of Cancer. 2015 Nov 1;51(16):2269-71.
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Tito Fojo, MD PhD
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CARD Trial
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What happened?
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VISION
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YouTube – Vinay Prasad MD MPH



• We do great and crazy things

• Truth is in plain sight



• We do great and crazy things

• Truth is in plain sight
• Low credibility research

• Trials with design issues/ bad control arms

• Goal is to help patients/ not our careers

• Many forget



Future things to explore if you liked this talk











www.vinayakkprasad.com

http://www.vinayakkprasad.com/
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