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"Prevention is better than
healing because
it saves the labour of being sick ”

Thomas Adams
17th Century physician
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“An ounce of prevention is worth a

pound of cure”

‘This marvelous sympathy of the breasts
and uterus, those two sources of desire

Described the high frequency of
breast cancer in nuns
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“...it is much better to prevent than to cure, and so much easier to foresee future harm and
avoid it rather than have to get rid of it after having fallen prey” (XIII Oratio, 1711)



Prevention Early detection paradigms

* Cervical Cancer

* Screening, HPV vaccination

* Breast cancer

* Screening, Chemoprevention



I nt rOd U CtIO N (CC slides courtesy Emma Crosbie)

* Cervical cancer is the second
leading cause of cancer-related
death among women
worldwide

e Cervical cancer is caused by
persistent high risk human
papillomavirus infection




Global burden of cervical cancer
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CRUK Cancer Stats

There were 275,000 deaths
from cervical cancer worldwide
in 2008

8% of all female cancer deaths

88% of these occurred in
developing countries

Death rates vary 15-fold across
the world:

— 2 per 100,000 in North
America/ Western Europe

— 25 per 100,000 in Eastern
Africa (in 2008)



Cervical screening is effective at reducing

deaths from cervical cancer

Figure 2.2: Age standardised (European) mortality rates,
cervical cancer, UK, 1971-2008
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Age-specific incidence of cervical cancer in

screened (UK) and unscreened (Brazil) women
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The success of cervical screening

* |t has been estimated that:

— 1/65 UK women born since 1950
would have contracted cervical
cancer in their lifetime

— This would equate to approx 6000
deaths per year

— As a result of screening 80% of
these have been prevented

— This equates to 5000 lives per
year being saved

Peto et al Lancet 2005



Primary screening with HPV

 Compared to cervical cytology, HPV testing
IS:

— 25% more sensitive

— 6% less specific at detecting borderline
smears (or worse)

e Detects more than 90% CIN 2+

* Excellent negative predictive value over
two rounds of screening

* Automated to aid throughput & reduce
costs

* Primary screening has been tested in 6
‘sentinel sites’ across the UK and is now
being rolled out to whole population




Primary prevention with HPV

Vaccination

* Introduced in 2008
* Excellent coverage and efficacy

* More than ten million doses of HPV vaccine
have been given to young women in this
country

* Over 80% of women aged 15-24 have
received the vaccine

* Will potentially prevent 99% of cervical
cancer due to HPV




Breast cancer cumulative risk UK
population and Asia
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Average Number of New Cases per Year

Breast cancer age specific risk
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Breast cancer is increasing worldwide
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UK and USA 1950-2004: recent decrease in
breast cancer mortality at s 35-69
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30 - LARGE effect on UK/USA
breast cancer mortality

J by combining several
MODERATE effects.

20 S
Further MODERATE effects

1 are still worthwhile and
achievable.
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Why?
* Screening

* Treatment



FHO2 prospective compared to previous studies
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FHO2 prospective compared to previous studies

retrospective Prospective
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Cumulative Survival

Survival in FHO2
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N Ic E National Institute for
Health and Care Excellence

MNICE NICE Standards Evidence

Pathways Guidance and indicators services
b

Signin

Home 2 NICE Guidance » Conditions and diseases 2 Cancer 2 Breast cancer

Familial breast cancer: classification, care and managing
breast cancer and related risks in people with a family history

of breast cancer

Clinical guideline [CG164] Published date: June 2013

Last updated: March 2017

Register as a stakeholder

* Update on chemoprevention stimulated by 2 yearly
review process (2015)

e Literature search by NICE didn’t identify additional data
* Topic experts identified

tamoxifen vs placebo
— |BIS-2 anastrozole vs placebo

— IBIS-1 long term



Lancet. 1985 Aug 3;2(8449).282.

Tamoxifen and contralateral breast cancer.

Cuzick J, Baum M.

Recruitment periods

and trial numbers
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Familial breast cancer: Classification and care of people at risk of familial

breast cancer and management of breast cancer and related risks in
people with a family history of breast cancer

NICE guidelines [CG164] Published date: June 2013

premenopausal postmenopausal

Uterus No uterus

High
(>8% 10 yr) Offer TAM* Offer TAM™* or RAL Offer TAM*
30%+

Moderate
(3%+, 5-8%) Consider TAM* Consider TAM™* or RAL Consider TAM*
17-29%

Low Do not consider Do not consider

* unless they have a past history or may be at increased risk of thromboembolic disease or endometrial
cancer.



The update question for NICE

What is the effectiveness of chemoprevention for the reduction of the
incidence of breast cancer in women with a family history of breast, ovarian
or related (prostate/pancreatic) cancer? (More than 70% with FH)

104 —— Placebo group 5
---- Invasive ER-positive cancers in placebo group __ Placebo
— Anastrozole group _
--—- Invasive ER-positive cancers in anastrozole group i
- 4]
E . .
y ] Annual Incidence (95% Cl)
L] -
T 3] Placebo 0.55% (0.36-0.73)
2 1 Exemestane 0.19% (0.08-0.30)
: ]
3 2
1 Exemestane
a T T T T T T T T '_I
0 1 2 3 4 5 6 7 ]
Number at risk Time since randomisation (years) 0 _I_'_]—I | : : : : : : |
Placebo group 1944 1527 1645 1445 124 975 706 506
Anastrozole group 1520 1909 1654 1463 1264 578 720 516 0 1 2 3 4 5

MAP3 study of exemestane (steroidal Al) vs placebo
Did not define the proportion of women at risk due to FH —not considered

Cuzick J...Howell A Lancet. 2014 Mar 22;383(9922):1041-8
Goss P et al N Eng J Med 2011 Jun 23;364(25):2381-9
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Familial breast cancer: Classification and care of people at risk of familial

breast cancer and management of breast cancer and related risks in
people with a family history of breast cancer

NICE guidelines [CG164] Published date: June 2013

Updated 2017

premenopausal postmenopausal

No uterus

Uterus

High
Offer Anastrozole or Tam*  Offer Anastrozole
> (o) *k
( 83/;’);2“) QU or RAL or TAM*
(o]

Ve Consider Anastrozole or Loy

(3%+, 5-8%) Consider TAM* TAM* or RAL Anastrozole or
17-29% TAM*
Low Do not consider Do not consider

* unless they have a past history or may be at increased risk of thromboembolic disease or endometrial
cancer.

Anastrozole found by NICE HE analysis to be COST SAVING to NHS



University Hospital INHS |
of South Manchester
NHS Foundation Trust

Making Choices

For women at high risk deciding on whether to
take tamoxifen for prevention of breast cancer

genesis

bleost conces

University Hospital [A'/z~)

of South Manchester
NHS Foundation Trust

Making Choices

For women at moderate risk deciding whether to
take raloxifene for prevention of breast cancer
'!

genesis

breast cancer
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% of women

Risk in the screening population
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Breast cancer risk in general population
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Risk Reducing mastectomy

Manchester experience (update 2018)

621 operations

Age range 21-60 yrs

92 carried out on contralateral breast

34 simple bilateral mastectomy/modified

242 operations on known BRCA1/2 mutation carriers

Manchester: 6474 yrs fu 75.3 cancers expected 4 occurred OR 0.053
16/621 (2.5%) occult tumours identified

One 3mm cancer nipple sparing surgery (BRCA2)10 years post RRM
One Chest wall 23 mm LN) 6.5 yrs post BRRM BRCA1

One IDC TNT 15mm in BRCA1 carrier 5 years post RRM

One IDC 45mm TNT in BRCA1 carrier 7 years post RRM
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Summary

Huge role for Screening and Prevention in
cancer

Cervical cancer revolutionised
Huge potential benefits in Breast Cancer
Many other areas of potential benefit

Lung, Colorectal, Endometrial etc etc
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