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Medicines based on empiricism, folklore, trial & error

“The only difference between a medicine and a poison is the dose”
(Paracelsus, c16th)

“A good bedside manner and a dose of something soothing (or even nasty)
reassured the patient that something was being done, that the disease was not

being ignored’

(Charles E Rosenberg, medical historian)



More for those who
could afford it



More for those who
could afford it

Or those that
threatened them
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Pharmacists could provide a counterbalance to heroic
treatments of doctors
More accessible

Community medicine empowered the patient (requests)

Pharmacists fell to corporate greed
Adding addictive drugs to patent medicines

Public pressure (on Teddy Roosevelt) for regulation
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1900 - 2 synthesized drugs: antipyrine & aspirin
1909 - The first ‘magic bullet’ - salvarsan (for syphilis)

The birth of chemotherapy

1920/30's - hormones: e.g. insulin, estrogen, corticosteroids

But not for major ‘killer’ diseases

1930/40's
Sulphonamides, streptomycin, chloroquine, penicillin
Viral vaccines: smallpox, typhoid fever, polio

) ) ) ‘Antibiotics’ term coined in 1889
vitamin C synthesized bt ot defined Ll 1047

Warfarin
methotrexate

1950's - the ‘explosion’ started

And health became a social and political issue! 7{{5 E F é/




1887 - US Hygienic Laboratory (forerunner of NIH)
1902 - International Sanitary Bureau (forerunner of PAHO)
1906 - US Pure Food and Drugs Act

Medicine was becoming regulated and more

publicly visible

1929 - AMA seal of acceptance
1938 - US federal food, drug and cosmetic act

Yet bulk medicines still sold to pharmacists

for compounding into medicines AND, new drugs
sold directly to consumers

1951 - Humphrey-Durham amendments to 1938 act
distinction between prescription & non-prescription (OTC) drugs

1962 - Kefauver-Harris amendments

drugs now had to be shown to be effective as well as safe
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Pharmacist influence & apparent caring (marketing) waned

Doctor power increased
Doctors giving out prescriptions & patients receiving them
From1950's advertising increasingly directed to doctors

Patient power/influence decreased

Medicines had to be proven; not based on image 7{{5 E F é/



) - & +, -
1951 MAQ inhibitors for psychosis
1952 Reserpine for hypertension
1953 Rauwolfia alkaloid: the first tranquilliser

1954 Chlorpromazine: antipsychotic

1955 Meprobamate: 1st widely used/known tranquilliser

1956 Halothane for general anesthesia

1958 Thalidomide: Kefauver-Harris amendments (1962) further empower FDA

1959 Haloperidol: antipsychotic
1960 Valium & Librium
Shift towards physiology-based medicine

leading to biotechnology-based medicine at
the end of the century




This (caring) view of the physician was promoted by
governments
But used by AMA in a campaign against socialised medicine
Industry promoted to / communicated with doctors
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1952 - Reserpine
1954 - 1st thiazide duiretics
1960 - Guanethidine
1961 - Methyldopa
1962 - 1st beta blockers

1960s —1990s

2nd generation beta blockers
Calcium antagonists

ACE inhibitors

Angiotensin Il antagonists

Combined receptor antagonists (e.g. carvedilol, labetalol)
3rd generation betablockers (e.g. celiprolol)
Alpha1antagonists (e.g. doxazosin, prazosin)

Moxonidine
Hydralazine

Minoxidil More than 100 brands of antihypertensive drugs
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Successful market expansion

Risk identification & education (e.g. mild hypertension)
Diastolic BP target was 100 or 110 mmHg
Now 90 mmHg

Improving rate of diagnosis
Screening initiatives
Identification of drugs for particular patient types

Hypertension in diabetics

Systolic hypertension

Main focus of marketing activities was the doctor

Tolpli
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No synthetic antihypertensives 50 years ago

In 2005
Over 100 brands of antihypertensive

Over 50 molecules

Now we're back in an environment where payer, prescriber &
consumer each have influence
As before the big drug explosion

‘What goes around, comes around’

Tolpli
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Doctor - still central to prescribing decision
But in an in-between push-pull situation
Patient - important again
Better educated
More media exposure

Increased access to information
Growing awareness & interest in healthcare

Payer - now 3rd party (patient in the past)
Preventive medicine - concept is 4,000 years old
Real pressure on containing rising costs

Pharmacist —less important

Industry
Having to meet & balance the needs of all three
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Traditionally expressed as:

“To befirst line therapy in hypertension”

“To be the hypertension therapy of choice”

Could be difficult to achieve

May be in conflict with
The needs of other payers & patients
Emerging technologies



To contain costs through

Rational prescribing/evidence-based medicine

Often translated into

Rationing, SO more expensive drug

Only to be prescribed for Indication X
with the evidence being fitted to the budget

Only to be prescribed after Product Y has

Shown to be ineffective / caused patient to
complain of side effects

Even though the patient would be ‘better treated’
on other drug



Job satisfaction
A patient whose BP Is satisfactory when checked
A ‘hassle free’ patient

Both short term views
One may not be complying
The other may have dropped out

‘What is the long term risk for both?’

Tolpli



To be cured

A ‘satisfactory’ treatment experience
To be in control
Hassle-free contact with doctor

Not to be reminded that they arell
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But they still look to the doctor as the key contact with and
deliverer from the healthcare system



The over-riding needs of the
hypertensive patient are to

Be diagnosed

Comply & persist with therapy
For many hypertension patients needs
are latent

Why present without symptoms?

Why comply?

Why persist?
All indicative of varying needs within
the patient population

(5
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The Doctor Is a Person...

With aspirations to be successful

Ability to succeed can influence
Priorities
Courses of action

Success criteria

...Just like other people

(5



Job satisfaction
The right balance between effort & success
Approval/no complaints from
Payer
Patient
Even though this means along termcommitment to therapy
Support from
Cther players in the healthcare delivery mechanism
Payers & patients

Pharmaceutical companies
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A systemthat allows
Spending on one budget to save on another

Spending this year to save another year

Spending this year to postpone future spending

(5
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Satisfactory return on investment

Recognising whether or not it should have been made in the first place

Customer satisfaction
Current product loyalty

Open to future product offers

Employee satisfaction

Loyalty & ongoing commitment



A universal ‘one tool fits all needs’ is not possible
One starting point with different tool options according to problem

But occasionally the most appropriate tool is not there
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Payer maekes decision Doctors decide: medical need
Doctors & patients are not overriding
important in choice Payers & patients are not very
e.g. paediatric vaccine for a important for the acceptance
WHO/PAHO contract & use
e.g. new treat ment for acute
pancregtitis

Most situations involve all 3
groups to some (commercially
significant) extent

Tolpli



40s/50s

Physician
Pharmacist

Patient

Payer

60s/70s

80s/90s/Today - Europe

80s/90s/Today - US
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The consumer/patient is important — AGAIN
As before the pharma industry ‘explosion’
As atherapy decision influencer
As atherapy decision maker

And, increasingly in the future as a payer
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I'll endorse it
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But not at that
price!!

Patient Physician If;?/ient



For treatment decisions in ambulatory settings

Recognise the interaction between physician and patient —as a payer

Without ignoring the 39 party payer — potentially conplexin the US

For treatment decisions in hospital settings

Recognise the interaction between physician and policy maker/payer

With the emphasis on ‘recognising the interaction’

Tolpli
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Revenue Index (max

Impact of Type of Analysis on Patient Share Calculations

1.0

2.0

3.0 4.0
Price per Day (Euros)

5.0

6.0

Individual — most likely restriction

Individual weighted — probabilistic

Aggregate — Most likely restriction
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Traditionally we have
assumed that running
physician & patient
studies in parallel and then
combining the findings
fromeach accounted for
this interaction

Increasingly, and even
more so under my
scenario of the patient as a
payer as well as an
‘influencer’.....

....this can lead to errors
in our findings

Tolpli
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The patient is back —and not in the role of the latter 20" century
The industry must change in recognition of this

Research must become more complex than we have become
accustomed to

We ignorethis at our peril

Tolpli
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