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Research in General Practice

Edgar Hope Simpson (1908-2003)

Two-handed practice of 3,500

Model for Primary Care Research Team Assessment (RCGP)

No formal training

“The nature of herpes zoster: a long-term study and a
new hypothesis”

Proceedings Royal Society of Medicine 1965; 58: 9-20



» Relationship with varicella [Bokay, 1909]

‘Virus the same whether it came from a case of varicella or a
case of zoster’

[Weller and Coons, 1954]



 Contact with another case of zoster

 Contact with a case of varicella

2) Zoster due to reactivation of latent virus



Hypothesis 1 (Infectious contact)

No epidemics of zoster
No seasonal incidence

16 years: Annual average no of cases = 12 [Range 8-18]
318 domiciliary contacts [No cases of zoster]



Research in General Practice

Herpes zoster by months and years — practice figures

1947 | 1948 | 1949 ([ 1950 | 1951 | 1952 | 1953 | 1954 | 1955 | 1956 | 1957 | 1958 | 1959 | 1960 | 1961 | 1962 | Total
Jan 1 1 1 3 - = 1 1 3 - 2 2 = 1 - = 16
Feb = 1 1 = 1 = 1 1 1 - - 2 1 1 1 1 12
Mar 1 s 1 = 1 = s = 1 1 = 1 1 1 1 1 10
Apr = 1 3 2 1 = 2 = 1 2 1 1 1 1 2 1 19
May 1 3 1 1 1 1 2 - - - - 3 1 1 - - 15
Jun 2 1 = 2 2 1 = = 1 s = s 1 1 4 1 16
Jul = 3 = 1 1 1 = 4 3 = 1 2 = 1 3 4 24
Aug = 2 3 1 1 2 3 1 1 3 1 1 1 = 1 1 22
Sep 6 - 6 1 1 - - - 1 - - - 1 2 - 1 19
Oct 2 - 1 - 1 2 1 - 2 - 3 1 - 2 2 1 18
Nov 2 - - 1 - 1 - 1 - 2 - - 1 - 3 - 11
Dec 1 s = = 1 = 1 1 2 2 1 s = = 1 = 10
Total 16 12 17 12 11 8 11 9 16 10 9 13 8 11 18 11 192




Hypothesis 1 (Infectious contact)

Comparison of annual prevalence of zoster and varicella
1,287 Household contacts [No cases of zoster]

Annual totals of herpes zoster in the practice and

varicella notifications for the Area

Year Herpes Zoster Varicella
1947 16 7
1948 12 28
1949 17 30
1950 12 81
1951 11 22
1952 8 193
1953 11 24
1954 9 89
1955 16 23
1956 10 73
1957 9 191
1958 13 61
1959 8 101
1960 11 25
1961 18 106
1962 11 24




Questions

Does every attack of varicella leave a legacy of latent
Virus?

Where does the virus reside — in the skin or sensory
ganglia?

How does the virus get there?

How does it reactivate and how does it get to the skin?



* Precipitating Influences

 Liablility to Further Attacks
192 cases [8 x 2nd attacks, 1 x 3rd attack]



Research in General Practice

Zoster 1947-62 by age

Rate per

Age Groups 1,000 per
(years) Population No of Cases | Rate per 1,000 annum
0-9 510 6 11.8 0.74
10-19 455 10 22.0 1.38
20-29 412 17 41.3 2.58
30-39 491 18 36.6 2.29
40-49 492 23 46.7 2.92
50-59 454 37 81.5 5.09
60-69 350 38 108.6 6.79
70-79 263 27 102.7 6.42
80-89 99 16 161.6 10.10

90-99 38 - - -

TOTAL 3,934 192 54.3 3.39




Mechanism of second attacks
Zoster generalisatus
Simultaneous Multiple Attacks
Precipitants

Evolutionary Aspects

10



0.5

O — — [_l,_ —
1 2 3 4 5 6 7 8 1 2 3 4 5 6 7 8 9 101112 1 2 3 4 5 1 2 3 4 5 Co
CERVICAL DORSAL LUMBAR | SACRAL

11



(fatk s ot amory

VARICELLA

§ INFECTED WITH THE VIRUS

-

&Mmmuly

36 91215 1a| I | _
DAYS MOINTHS YEARS

Conclusions
‘Dr Hope Simpson suggests that herpes zoster is a spontaneous manifestation
of varicella infection’
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Research in General Practice

Lawrence Craven [1883-1957]

GP in Glendale, California

No formal training

‘The prevention of coronary and cerebral thrombosis’
Mississippi Valley Medicine 1956. 78: 213-215
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Research in General Practice

What was already known?

* Willow Bark (Aspirin)
Hippocrates [460-377 BC]
Galen [130-200 AD]

» Diagnosis myocardial Infarction [1912]

e Role of Thrombus in Myocardial Infarction (Dicumarol)
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Research in General Practice

Uncontrolled Clinical Observations [1956]

« Aspergum as a post tonsillectomy pain reliever
* High-frequency of bleeding problems
e Hypothesis:

‘Aspirin might prevent the formation of clots within the
arteries supplying the heart which caused myocardial
Infarction’

8,000 patients on a daily aspirin
* No Mls or CVAs
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A randomised Controlled Trial of Acetyl Salicylic A cid in
the Secondary Prevention of Mortality from Myocardi al
Infarction

P C Elwood, A L Cochrane, M L Burr, P M Sweetnam, G Williams, E Welsby, S J Hughes,
R Renton

British Medical Journal, 1974; 1: 436-440

Summary

The results of a randomized controlled trial of a single daily dose of
acetyl salicylic acid (aspirin) in the prevention of re-infarction in 1,239
men who had a recent myocardial infarct were statistically inconclusive.
Nevertheless, they showed a reduction in total mortality of 12% at six
months and 25% at twelve months after admission to the trial. Further
trials are urgently required to establish whether or not this effect is real.

Members of M. R.C. Epidemiology Unit, Cardiff
P C Elwood MD. DPH.

A L Cochrane MB. FRCP.

M L Burr, MB. D,OBST. RCOG.

P M Sweetnam, MSC.

G Williams, SRN. SCM.

E Welsby, SRN.

S J Hughes

Nicholas Research Institute, Slough
R Renton, MB. DIH. Medical Director 16



Regular Aspirin Intake and Acute Myocardial Infarct lon

BOSTON COLLABORATIVE DRUG SURVEILLANCE GROUP
British Medical Journal, 1974; 1: 440-443

Summary

The results of two large independent studies involving a
combined total of 776 patients treated in hospital with a
discharge diagnosis of acute myocardial infarction and
13,898 patients with other discharge diagnoses showed a
negative association between regular aspirin intake and
non-fatal myocardial infarction. The data are consistent
with the hypothesis that aspirin protects against this
disease. Clinical trials are needed to determine whether
this hypothesis is correct.
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What has research ever done for us?
RCGP Research Units
Oral Contraception Study

“Cancer risk among users of oral contraceptives: cohort
data from the RCGP’s Oral Contraception Study”

Hannaford PC, Selvaraj S, Elliott AM, Angus V, Iversion L and Lee AJ

BMJ online 11 Sept 2007
Study began in May 1968

14/12 period: 1400 GPs recruited
23,000 OC users
23,000 never used

Mean age at recruitments 29 years

Baseline information: smoking habits, social class, parity
and PMH
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RCGP Oral Contraception Study

GPs supplied information 6/12:

_» Hormonal prescriptions

_» Pregnancies and outcomes

_» New episodes of illness (including cancer)
_~» Surgical interventions

Dataset

339,000 woman years of observation for NEVER users
/774,000 woman years for EVER users

Main Outcome Measures

Adjusted relative risks between NEVER and EVER users
for different types of cancer, main gynaecological cancers
combined and any cancer
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RCGP Oral Contraception Study

Results

 EVER users had statistically significant lower rates of
cancers of large bowel, rectum, uterine body and ovaries
and other malignancies

e Estimated absolute rate reduction was 45 or 10/100,000
woman years (depending on dataset)

Conclusion

No overall increased risk of cancer

‘Oral contraceptions may even produce a net public health
gain’
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RCGP Birmingham Research Unit (1959)

Aim

“Continued recording of morbidity statistics to be carried
out on a comparable basis throughout the UK and
overseas”

» Health Care Utilisation in Primary Care

» Sentinel Practices Surveillance System [89]
No of doctors 510
Population 833,333
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RCGP Birmingham Research Unit

Provides weekly incidence rates of:

« Water and Food Borne Disorders (Intestinal)

* Environmentally Sensitive Disorders (Asthma)
* Respiratory Infections (Bronchitis, ILI)
 Vaccine Sensitive Disorders (MMR)

« Skin Contagions (eg Impetigo)

* Nervous System Disorders (eg Meningitis)

» Genitourinary System Disorders (eg UTIs)
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RCGP Birmingham Research Unit

Weekly influenza and influenza-like iliness incidence rates
per 100,000 persons

All Regions Regional
Influenza- | Bronchitis North 4.76
like iliness Central 3.04

0-4 2.13 172.51 South 7.30

5-14 2.01 27.13

15-44 |6.67 51.33

45-64 |5.63 79.74

65+ 4.66 217.31

All 5.28 88.20

Ages
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RCGP Birmingham Research Unit

24



RCGP Birmingham Research Unit

‘Flu Pandemic

e Survelllance
e Clinical Guidelines

e Organisation of Care
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Impact on Clinical Practice

Examples (1)

* Byrne PS and Long BEL (1976) ‘Doctors talking to patients’
London: HMSO

e Stott NCH and Davis RH (1979) ‘The exceptional potential in
each primary care consultation’

J R Coll.Gen Practice
 Hannay DR (1979) ‘The Symptom Iceberg: A Study in
Community Health’

London: Routledge and Kegan Paul

 Howie JGR, Heaney DJ, Maxwell M, Walker JJ, Freeman GK
and Ral HA (1999) ‘A cross-sectional survey of quality at general
practice consultations: principal correlates with enablement as an

outcome measure’
BMJ: 319:738-743
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Impact on Clinical Practice

Examples (2)

e Little P, Gould C, Williamson |, Moore M, Warner G and Dunleavy J.
(2001) ‘Pragmatic randomised controlled trial of two prescribing
strategies for childhood acute otitis media’ BMJ 322: 336-342

o Little P, Everitt H, Williamson I, Warner G, Moore M, Gould C, Ferrier K
and Payne S (2001) ‘Observational study of effect of patient
centredness and positive approach on outcomes of general practice
consultations’ BMJ 323: 908-911

e Little P, Barnett J, Barnsley L, Marjoram J, Fitzgerald-Barron A and
Mant D. (2002) ‘Comparison of agreement between different measure
of blood pressure in primary care and daytime ambulatory blood
pressure’ BMJ 325: 254
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Impact on Policy

Examples

Julian Tudor Hart (1971) ‘The Inverse Care Law’
Lancet 1: 405-412

Barbara Starfield (1994) ‘Is primary care essential?’
Lancet, Issue 8930: 1129-33
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What has research ever done for us?

Apart from......... ..

[With apologies to Monty Python’s ‘Life of Brian’,
1979]
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