I. oI 8 8
A. Magnitude of Problem
1. 400,000 strckes with 170,000 deaths
2. 550,000 CHD deaths
3. More than all cancers combined
B. Associated With Bmoking
1. 1983 SGRr
a. Raised lesicns ¢t 50% in coronaries
b. Raised lesions t 100% in abdominal acrz<ta
C. Impertance
1. Public relaticrs
2. Health care - No CABG in England?
3. Requlatcry - OSHA, NIOSE
4. Legislative
a. Taxes
b. Bans
5. Lawsuits
- a. Plaintiff has causation problems
b. Risk/utility

c. Contributing facter
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II. ATEEROSCLPROSIS I8 UNDPRLYING INJURY
A. Seen at Autopsy

1, Fatty streaks in infants

2. Disease in Kcrea - some moderate

3. Virtually all MI’s
2. Thrombesis
b. Spasm (czcaine?)
¢. Arzhythz=:ia

4. Many target crgans

B, Theories of Progressien

1. Endcthelial injury

2. Thrazbesis

3. Szccth muscle proliferation

4. Chclesterpl derosits
a. Connective tissue
k. Vascularization
c. Calciun

- Irreversikle?
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III. EEART DISEASE
A. Narrowed Coronary Artaries

1. Angina
2. MI
a. Scarring % CHF
b. Death
B. Many Pactors Eave Been Assoclated
1. "Major Risk Factors"”
a. Smeking
b. Hypertension
c. Diabetes (eye and kidney)

2. Confounders

a. Sex (only cecronaries, Caucasians partic.)

b. Ace (smoking asscciation decreases)

c. Genetics

(1) Dyslipoprateinemias (Lp(a) varies 1000x)

(2) ATHS gene?
d. Stress

() Type A

(2) Hostilicty

e. Exercise

(2]

. Diet
(1) Fat

(2) Cholestersl

(3) Fish
(4) Coffee
(S) Alcohol
(6) Iron

g. Pexricdontitis, etc. (>200)
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C. Association Based on Epidemiology
1. Low RR
a. 1.7 overall, 3.0 heavy (1990 SGR)
b, I with age
c. t with BC?
2. Incidence ! 40%
a. Started 1940
- Not just ! smoking
b. Lifestyle or diet?
3. Ancmalous results
a. { angina in ¢ ex-smokers - Framinghanm
b. Indians in ILcndon
c. Japanese
(1) Low CHD despite heavy smoking
{(2) t in Bawaii
4. Effects of cessaticn unclear
a. Biphasic ¢ risk
b. Quitters are cdifferent
D. Intervention Trials Unsuccassful
1. WHO (5 countries)
2. MRFIT
2. Animal Studies
1. Rabkits
2. Pigeons
3. Monkeys

4. Baboons
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P. Possible Mechazizms for Tobacco 8moks
1. Endothelial injury
a. Co
b. WBC’S
€. Spas:z
d. Niccstine
(1) 2° catecholamine release?
(2) Untilical artery
(3) IV to dcgs
2. ¢ EDL (zmestly HDL, , ,)
3. t LDL
a. Necessazy?
. tt with cxidazion
(1) Free racdicals
(2) Vitamin =
4. Thrombos:is
€ -

a. t plazelet cchesiveness, t fibrin, t PDGF

. Blcck with 2C mg ASA biad

6. Monoclona: theory
a. Altered DNA (3enditt
. b. t adducts in heart (Randerath)
7. Csabinaticn (zost likely?)
a. Smoking + t cholesterol
b. Lp(a) + tBP

c. Additive or svnergistic

1
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IV. BIROKE
A. Infarct or Hemcrchage
B. Hypertension Very Important
- § incidence 2°' treatxent
C. Associatsd Witk Bmoking
1. Curation > intensity
2. t shcrtly after smoking
3. Thickened carotids on Doppler

D. Bmoking + t B? = RR12 (BMJ)

V. PERIPEERAL VASCULAR DISEABSZ

A. Progresssive Atharosclarosis
1. Claudicaticen
2. Gangrene
3. R® 1.8 - 5.6
B. Aoriic Aneusysm
C. Buargerx’s Disease (Thromboangiitis COblitasrans)
1. Rare kut specific for sz=cking
2. n:la::ator? (allexrgic?)
3. Arteries and veins

4. Lcse limbs gradually
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VI. IMPORTANCE
A. PR
B. Healtlh Care
C. Regulatien
D. Lagislation
B. Lawsuits
1. Traditicnal cases
2. General causatien - unproven
k. Specific causation - other factors
c. Prsximate cause - diet has - RR
d. Awareness (personal choice)
2. Buerger’s Disease

a. Assumpticn cf risk

9!
2

¢

¢V Gl

BATCo document for Province of British Columbia 9 November 1999

BATCO 00092178



