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George Washington's death

* Died aged 67, on 14.12.1799
at home at Mount Vernon

« Suffered from a throat
Infection probably acute
epiglottitis

 His physicians advised blood
etting on four occasions

e Lost 40% of his blood volume




Why do doctors prescribe treatments that don't
Work?

Most of the time, doctors prescribe the appropriate treatment for the
right patient at the right time

But, on occasions they may prescribe
* |neffective treatments
* Treatments with marginal benefits
* Treatments where toxicity out-weighs the benefit
* Treatments where the cost does not justify the expenditure
* More treatment than is necessary



Why do doctors prescribe treatments that don't
Work?

 Patient expectations (real or perceived)

* Need to do something

* Over-reliance on clinical experience rather than evidence
* Natural history of the disease

* Arrogance

* Greed



Doctors may prescribe ineffective treatments that
are:

* Evidence-based
* The evidence at the time was wrong

* The data on which the evidence was produced was either falsified
or selectively published

* Non evidence-based



Evidence-based medicine

* Term first used by Gordon Guyatt, Professor of Epidemiology at
MacMaster University, in a 1992 JAMA paper

« He wanted to use the term scientific medicine but others in his
department resisted this as ‘scientific medicine is what basic
scientists did’

Evidence-based medicine — an oral history
Richard Smith
BMJ 2014; 348: g371



Doing what we have always done

« George Washington — blood letting

* [ron supplements — standard dose 200mg TDS, now shown
optimal dose Is between 200mg OD or every other day

 Tonsillectomies

* Appendicectomies

* Ear grommets

* Frontal lobotomy

* Insulin for schizophrenia



Tonslillectomies

 1960s Vermont, noticed that in Dr John Wennberg
American epidemiologist
two towns 1935-2024

e 70% of children had
tonsillectomies in one town

e 20% had tonsillectomies in
another town

* No difference in children’s health
in the two towns before or after
tonsillectomies




Dartmouth
Atlas Project

Home Data + Interactive Apps +

The Dartmouth Atlas  What's New?
Of Health Care * News: Atlas rates now available in

dataverse
For more than 20 years, The Dartmouth Atlas » News: John E. Wennberg, founder of
Project has documented glaring variations in Dartmouth Atlas, dies at 89
how medical resources are distributed and used « News: Mapping out a new Dartmouth Atlas
in the United States. The project uses Medicare of Health Care: An interview with TDI
and Medicaid data to provide information and Director Amber Barnato
analysis about national, regional, and local » News: Atlas collection now available at the
markets, as well as hospitals and their affiliated National Library of Medicine
physicians. * Report: Variations in Spending and

Utilization Across Payer Types




High-dose chemotherapy for EBC and MBC

« Started to be widely used in USA in 1980s and 90s, prior to the
randomized controlled trials

* Based on
* logical/plausible case (higher doses kill more cancer cells)
« comparisons with historical controls
 benefit based on surrogate end-points of tumor response
 enthusiasts who hyped the benefit

e |In 1990s USA, breast cancer was the commonest cancer for
which patients received HD chemotherapy

 |In 2000s, MBC was the commonest cancer for which anti-
angiogenic therapies (esp. avastin) was used



‘Expert-based medicine’

* Princess Anne, Prince Philip’s mother, « Sigmund Freud’s opinion sought
started behaving strangely, and having
‘religious delusions’ after her husband the

King of Greece was deposed and court- * Freud believed her delusions were due to
marshalled sexual frustrations recommended radiation of
her ovaries

« She was diagnosed with schizophrenia




VOLUME 24 NUMBER 21 - JULY 20 2006

Why Do Patients Choose Chemotherapy Near the End of
Life? A Review of the Perspective of Those Facing Death
From Cancer

Robin Matsuyama, Sashidhar Reddy, and Thomas J. Smith

In all of the studies spanning multiple countries and two decades, patients would choose
chemotherapy for a small benefit

In many cases, patients would choose chemotherapy for a smaller expected benefit compared to
the choices their healthcare providers would make for themselves

Adverse effects appeared to be less of a concern for terminally ill patients than their well
healthcare providers

Patients attitudes and wishes vary widely when faced with a life-threatening or terminal iliness,
however, with some patients unwilling to undergo any treatment and others willing to undergo
almost any treatment for any small chance of benefit



« 22% of all Medicare patients start a new chemotherapy
regimen in the last month of life

 Within 2 weeks of death treatment started was 18.5%

Earle CC et al. JCO 2024, 22: 315-321



Prescribing more than Is necessary
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3 versus 6 months of adjuvant oxaliplatin-fluoropyrimidine
combination therapy for colorectal cancer (SCOT): an
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HER2-positive early breast cancer (PERSEPHONE): 4-year
disease-free survival results of a randomised phase 3
non-inferiority trial

Helena M Eard, Louise HiVey, Arne Lowe Yalber, Shrushma L, Karen McAdam, Luke Hughes-Dawes, Adrion N Harnztt, Me-Lin Ah See,
Richard Swncodk, Doovel Ren, Sanjay Ray. Pamdo Woodings, Mork Hamies, Donno Howe, Kerry Rognes, Helen B Higgies, Maggie Wi,
Chris Bluemer, janine Mang, foannis Gounans, Betania Mahler-Aravgo, Elena Provereana, Anita Chhabro, jecn £ Abraham,

Conos Coldos, Peter S Halt Chrsaogtser MeCobe, Chiire Hobne Devid Millss, Anderw M 'Aardioy, David A Carmeron, fonet A Dunn o
FERSEFHONE Staenng Commirtes and Traf ovestigators™

behaY of

Summary

Background Adj b significantly & for patients with HER2.positive early breast  Geet 2005 39): 2595602
cancer. The dard tr is ll ith but shorter malmuzt could provide :umlar efficacy while p.thded sk
reducing toxicities and cost. We aimed w igate whether 6 is pon. |ewb. 209

Itp AN g/ 10201
SOL4D4) 391306500

inferior o the standard 12- b treat egarding di free sunivaL

Interpretation We have shown that 6-month trastuzumab treatment is non-inferior to 12-month treatment in patients
with HER2-positive early breast cancer, with less cardiotoxicity and fewer severe adverse events. These results
support consideration of reduced duration trastuzumab for women at similar risk of recurrence as to those included

in the trial,



Does everyone who has cataract surgery need it?

ISEIE)CTSI?(;VSHIP BETWEEN NEED AND RELATIONSHIP BETWEEN NEED AND PROVISION

Surgeon’s View Purchaser’s View ?

C = No. with cataract
need cataract surgery
S = No. who undergo cataract surgery

C = No. with cataract N = No. who
N = No. who need cataract surgery
S = No. who undergo cataract surgery




The golden triangle of ophthalmology!!

Number of eyes
at specified threshold (5)

6161616
L6161 61616,

mild
Severity threshold for intervention
(or assessment)







Sometimes evidence and guidance Is wrong

Treatment of Early SPECIAL ARTICLE

Breast Cancer National Institutes of Health Consensus Development
VOLUME 1 Conference Statement: Adjuvant Therapy for Breast
Cancer, November 1-=-3, 2000

Worldwide Evidence 1985 1990
National Institutes of Health Consensus Development Panel®

ic overview of all available randomized
uvant endocring and cytotoxic therapy

Early Breast Cancer Trialists

Collaborative Group (EBCTCG) ‘Because adjuvant polychemotherapy improves survival, it
should be recommended to the majority of women with
localized breast cancer regardless of lymph node,
menopausal, or hormone receptor status’

‘Benefit of tamoxifen irrespective of ER status’
JNCI 2001; 93: 979-989



Falsification of research data

« Examples

« Oncology
« Werner Bezwoda, South Africa, High-dose chemotherapy in EBC and MBC

* Obstectrics

« Dr Malcolm Pearce, UK, ectopic pregnancy extracted successfully reimplanted in
patient’s uterus

« COVID

 Didier Raoult, France, benefit with hydroxychloroquine in COVID

« Sapun Desal, US, no benefit with hydroxychloroquine in COVID but increased
deaths and heart disease, led WHO to close multiple trials

e Surgery
« Paolo Macchiarini, Sweden, transplantation of synthetic tracheas



High-dose chemotherapy in MBC
Falsified data published

« ASCO on site audit of the South African high-
dose chemotherapy for MBC

90 patients involved and records searched
* 61 could not be found
« Only 27 had sufficient records to verify eligibility
« 18/27 did not meet at least one eligibility criteria

* Only 25 appeared to have received the assigned
treatment, temporarily associated with their
enrollment date

» 22/25 had received HD chemotherapy

Dr Werner Bezwoda

Raymond B et al. JCO 2001; 19



Pharmaceutical industry

« Relationship between pharma and doctors may not
be in patients’ best interest

« Pharma may support doctors by
» Consultancy fees
» Lecture honorariums
» Research grants
» Hospitality
« Attendance of meetings

* Doctors may
» Prescribe expensive drugs when benefits are unclear
Host DU Folgy sy ey Fvidencs « Be involved in producing guidelines that influence others

Harm People. with Cancer




Pfizer Gabapentin scandal

» Pfizer pleaded guilty pleaded guilty to
numerous civil and criminal charges for
illegally promoting the off-label use of
gabapentin

« Pfizer was charged under the Racketeer
Influenced and Corrupt Organisations Act

« Agreed to pay $240m criminal fine and $152m

to state and federal healthcare programs

Dr David Franklin, received $24.6m as part of the settlement

Dr David Franklin, Harvard microbiologist filed
a whistleblower suit in 2002 under the 1996
False Claims Act

Claimed that Pfizer used ‘fraudulent scientific
evidence’ to promote off-label use

Claimed the company suppressed study
results, planted people in medical audiences
to ask questions, perks to doctors, used
ghostwriters, gave consultation fees to
thought leaders etc

Company trained staff for at least 11 off-label
uses

Claimed off-label use accounted for >90%

BMJ 2004; 238: 1217



Greed and the medical profession

‘With an ethic of greed doctors cease to base their decisions on compassion and
caring to become merchants selling medical services to the highest bidder’

BMJ 1993; 306:151. Ralph Crawshaw, Professor of Psychiatry in Portland, Oregon
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"Of course the procedure is necessary. My
Porsche isn’t going to pay for itself."




lan Patterson
Breast surgeon, Birmingham 1997-2011
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Sentenced to prison for 20 yrs in 2017

* Cleavage sparing mastectomies

e >800, mainly in NHS, some in
private sector

* Motivating factors: ARROGANCE,
BULLY, ‘GOD COMPLEX’

* Unnecessary surgery

* Mainly in private sector
* Motivating factor: GREED



Microbiome Home Test kits

RANDOX
[ HEATTH ]

GUT MICROBIOME
TEST

Microbiome

Home Sample Collection Kt

s Test done from Home
= [50-certified Lab
« Comprehensive Results Repert

1 Test

Gut Flora |

£ 279,00 i

The Gut Microbiome Test XL is for those who really want to
understand their health. Whether you have IBS/IBD, stomach
issues like Crohn's disease or ulcerative colitis, weight problems,
diseases such as Parkinson’'s or Alzheimer’s, depression, or other
diffuse problems with no apparent cause, this test can provide
answers to any gut imbalances you may have. It is our most
comprehensive and best-selling gut health test.
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The Clinical Service

New Patlent Enqguly Contact

someohne who has:

Who is the COC Protocol for?

By targeting the altered metabolic mechanisms which are
common to most cancers (but not usually healthy cells), we
believe the COC Protocol can be used in patients with any
cancer regardless of specific type, stage, ar lacation,

Patients aged 18 and over may engage with Care Cncology
Clinic at different points in their cancer journey. You could be

» a new diagnosis and is about to begin systemic treatment

for a type of cancer which carries a risk of progression or

recurrence

Metformin, statin, d Oxycyc| Ine, mebendazole + completed a course of cancer treatment and is on active

COC Protocol - Potential Mechanisms
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surveillance

« no evidence of disease (NED) but is at risk of recurrence
+ disease progression and commencing further lines of

therapy
« commenced palliative care

What are the costs associated with the Care Oncology
Clinic?

Cost Overview
Imitial consultation (40-45 £510 (Option to split the cost inte three instalments using
mins) PayPal Pay In 3|
Fallersr-up consultatiaons L2500 (first reviessy appointrment & waeks frem Commencement
[20-25 mins| af treatmant; 12 waak reviaas tharaaftar|

5
Inspected and rated

Good

CareQuality
Commission

https://careoncologyclinic.com



Discussion

* Most prescriptions by most doctors are appropriate

* On occasions doctors may prescribe treatments that are ineffective,
have marginal benefits, toxicity or expense do not justify the
treatment, and may prescribe more than is necessary

* The reasons for inappropriate prescribing are complex but seeking to
understand them can lead to more appropriate prescribing and better
outcomes for our patients
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