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NO FINANCIAL CONFLICTS

BUT - LIKE EVERYONE
- INCLUDING ROGER
| HAVE LOTS OF BIASES




IN THIS DEBATE BEFORE AN
AUDIENCE BIASED TOWARD
SCIENCE & EVID BASED MEDIC

Sacrificial Underdog

-1T°S GOING TO BE
VERY HARD TO WIN
- Jerry Springer Analogy



STRATEGIES TO WIN

RIDICULE OR ATTACK
YOUR OPPONENT



| CAN'T DO THAT...
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A DEBATE

IN THE BEST
BRITISH TRADITION
RECOGNIZE THAT THE
PURPOSE IS TO WIN
& PRESS ON TO DO SO



PEER REVIEWED ARTICLES
IN LEADING JOURNALS
INFLUENCE MEDICAL PRACTICE

THESE JOURNALS - LIKE NEJM, LANCET,
ETC

ARE BASIS OF OUR WORK - OUR BIBLE
ASSUMED THAT THESE JOURS ARE REVIEWED
& EDITED WITH OBIJECTIVITY & THAT THEIR
CONTENT IS UNBIASED & REFLECTS TRUTH



TO CARRY THE BIBLE
ANALOGY FURTHER

WE CAN EQUATE:
NEJM = NEW TESTAMENT
LANCET = OLD TESTAMENT



IN THESE LEADING JOURNALS

RANDOMIZED CNTRLD TRIALS = LEVEL |
EVIDENCE - OR THE “HOLY GRAIL”
— OR AS CLOSE TO THE
TRUTH AS IT GETS



MY GOALS TODAY

SHOW YOU:
1. WHY THIS IS NOT SO
2. HOW RCTs — EVEN IN LEADING
JOURNALS CAN BE MISLEADING
BECAUSE OF

I FLAWS IN RCTs &
it EVEN WITHOUT FLAWS, RCTs CAN BE
MISINTERPRETED & MADE MISLEADING




RCTs - LEVEL | EVIDENCE
(SO- CALLED HOLY GRAIL)

NOT ALWAYS SO HOLY

NOT ABSOLUTE
OR TIMELESS



. BECAUSE OF FLAWS
IN RCTs

1. TIMELINESS FLAWS

2. DESIGN FLAWS



TIMELINESS FLAWS RELATE
TO A RCTs APPLICABILITY

* WITH A NEGATIVE RCT
IF THE TECHNOLOGY IMPROVES, THE
NEGATIVE RCT IS NO LONGER VALID
e.g. EARLY CAS TRIALS — EVA 3-S5

W/ A POSITIVE RCT IF THE CONTROL Rx
IMPROVES, THE POSITIVE RCT IS NO
LONGER VALID - e.g. LDMK ASX CAR RCTs
SHOWING CEA BETTER THAN OBSOL BMRXx



DESIGN FLAWS IN RCTs

INCLUDE PROBLEMS WITH

PATIENT SELECTION - SAPPHIRE — HI

RISK FOR CEA; 71% Asx PATIENTS
COMPETENCE OF MDs - EVA-3S,
RANDOMIZATION TROUBLES -

SAPPHIRE

<10% CANDIDATES RANDOMIZED
APPLICABILITY TO REALITY-= CREST
IDEOSYNCRATIC FLAWS - EVAR 2
WHAT’S BEING RANDOMIZED - CREST
MANY OTHERS



BECAUSE OF ALL THESE
PROBLEMS, RCTs MAY
NOT BE REFLECTIVE

OF REAL WORLD EXPERIENCE



CONCLUSIONS RE RCTs &
THEIR FLAWS & WEAKNESSES

RCTs ARE AN EXCELLENT BASIS FOR
DETERMINING MEDICAL PRACTICE

HOWEVER THEIR FLAWS &
WEAKNESSES MUST BE
APPRECIATED & KEPT IN MIND
WHEN APPLYING THEM



WHAT ABOUT THE GOOD
UNFLAWED TRIALS



. HOW CAN GOOD RCTs
EVEN IN LEADING JOURNALS
BE SO MISINTERPRETED ?

TO UNDERSTAND MUST APPRECIATE
IMPORTANCE OR INFLUENCE OF
BIAS & SPINNING OF RCTs
& THEIR CONCLUSIONS

-- BY AUTHORS; BY OTHERS



ONE RECENT EXAMPLE

CREST TRIAL

4 YEAR RESULTS
NEJM 2010



CREST WAS

DESIGNED TO COMPARE CAS VS CEA
ONLY IN SYMPTOMATIC PTS WITH
HIGH GRADE CAROTID STENOSIS

BUT TRIALISTS FORCED TO ADD

ASYMPTOMATICS BY INADEQATE
RECRUITMENT NUMBERS

RANDOMIZED 2505 PATIENTS
FROM 2000- 2008



CREST - DATA

PRIMARY ENDPOINT COMPOSITE
DEATH, STROKE & Ml
7.2% CAS VS 6.8% CEA, P=0.51
“NO SIGNIFICANT DIF AT 4 YRS”
SPUN AS
“SHOWING THE EQUIVALENCE”
OF CAS AND CEA



BUT WAS CREST

SO GOOD 7?77



LET’S LOOK
CAREFULLY AT
DETAILS OF CREST

& ITS FLAWS




DETAILED DATA - CREST
CAS CEA

1262 PTS 1240 PTS

DEATHS: 9 vs 4 P=.18
TOTAL STROKES: 52 vs 29 P=.01
MAJOR STROKES: 11 vs 4 P=.09
MINOR STROKES: 37 vs 17 P=.01
Mls - MINOR: 14 vs 28 P=.03

YOU BE THE JUDGE; ARE THE 2 PROCED EQUAL ?



CREST — FLAWS AND ISSUES
COMPOSITE END POINT - BAD

- STROKES/DEATH NOT EQUIVALENT
TO MINOR Mis

« LATE DISABILITY WORSE AFTER
STROKES THAN Mls - IN CREST

« WITH STROKES BRAIN IS DAMAGED
WITH UNMEASURABLE CHANGES
IN MOOD, MEMORY, INTELLIG, ETC



OTHER
FLAWS &
ISSUES IN CREST



CREST — FLAWS AND ISSUES

« CREST INCLUDED ASYMPTOMATIC
AS WELL AS SYMPTOMATIC PTS

- THE 2 ARE DIFFERENT DISEASE
PROCESSES - WITH DIFFERENT
PATHOLOGY AND NATURAL
HISTORY

- INCLUDING ASXs DILUTES CREST’S
POWER & SIGNIFICANCE



AND

CREST OUTDATED BY
MANY IMPROVEMENTS
IN CAS - YET TO BE TESTED



WHAT IS VALUE OF CREST
HOW SHOULD WE USE IT ?

+ SHOWS CEA & CAS CAN BE
DONE WITH LOW M & M
HOWEVER
« MUST CONSIDER ITS FLAWS
- MUST BE USED WITH OTHER
CONTEMP RCTs - ESP ICSS



ICSS COMPARED

CAS VS CEA-ONLY IN SX PTS
IT SHOWED (LANCET JUNE 2010)

 MORE STROKES & DEATH IN
CAS PTS (LIKE OTHER SX RCTs)

« MORE DIFFUSION WEIGHTED
MRI DEFECTS IN CAS PTS

CONCLUDED: CEABEST IN SXPTS




SO CREST IS CLEARLY
MISLEADING &

| WIN THE DEBATE
BUT YOU SAY: WHAT
ABOUT OTHER RCTs?




OTHER EXAMPLES OF
MISLEADING RCTs

* LMK Asx CS RCTs IN NEJM

& LANCET - ACAS, VA, ACST

GOOD RCTs BUT CONTROLS NOW OBSOL
SO INTERPRETATION & CONCLUSIONS
ARE NOW UNJUSTIFIED BY THEIR DATA




OTHER MISLEADING RCTs
IN LEADING JOURNALS

« SAPPHIRE X2 IN NEJM I
+ EVAR1 & 2 & OVER TRIALS
+ RCTs OF EVAR vs OR FOR
* RAAAs - ECAR, AJAX, &

? IMPROVE
ALL GOOD BUT MISLEADING

FOR ONE OR MORE OF REASONS MENTIONED



MY OVERALL SUMMARY

> UNJUSTIFIED CONCLUSIONS CAN
BE REACHED IN FIRST LINE
PEER REVIEWED JOURNALS

> THEY ARE DUE TO
1) FLAWS IN THE RCTS:
2) UNRECOGNIZED AUTHOR BIAS
3) OR BOTH



SUMMARY- CONTD

» THESE UNJUSTIFIED CONCLUSIONS
CAN BE FURTHER SPUN
OR MISINTERPRETED BY OTHERS

» THIS SPINNING IS BASED ON BIASES
WHICH ALL OF US HAVE



SO TAKE HOME MESSAGE

» RCTs MAY BE VALUABLE

» BUT THEY CAN BE IMPACTED BY
FLAWS & BIASES & THEREBY
RENDERED MISLEADING & NOT
REFLECTIVE OF THE TRUTH OR
PROPER TREATMENT IN THE
REAL WORLD




SO IN THIS DEBATE
YOU MUST VOTE
FOR ME

THE GOOD GUY x ’/
& SUPPORT MY '
POSITION OPPOSED | o
TO THE MOTION FRANK

2 YEARS AGO

THANK YOU |






