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Non-melanoma skin cancer in Australia

Objectives: To Feport the burten and cost of HOR-MELRGME SN Cances
(NMSEC] treatments in A 10 Dot estimates of andcosts
to 2015,

Design and setting: Retrospectve study of data obtamed om Medicare
Australia for NMSC . Curettage. laser betweoen
Januany 1997 ard 3t Decerntaes 20 B SOuD and slate of ievntory
tcome measures: Total number, total Medicare Benefits Schedule
{MBS) benaht and total cost in Austratian dollars of NVSC treatments.
Results: The total rumber of NMEC treatments increased from 412493 in 1997
1o 767 347 in 2010, and o
ncrease o538 959 {545 C1, 01 047-976.534 ) by 2015, The totsl MBS beneft
for NMSC treatments in 2010 was $935 ard wa estimated that this will
increase 1o $309.8 millon (9%% CL $105.9- Tmilion) by 2015, wheres the
{30, CoBt wihich ir traatmant and
Omiltion in 2010, estmated 1o increase 1o $703.0 million
(95% Cl, $674 5-5731.4 malion) by 2015
Conclusion: MMEC trestmenits mcreased by 869 between 1997 and 2000 We
nDEipabE that the NUMbs and the 1ol cost without nfLation of NWSC
trestments will ncrease by a further 22% between 2010 and 2015 RMSC wil
fermain 1he Mot Contly Cancer and pLace an incrowsing burden on the Austrlian
health care system.
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Non-melanoma skin cancer in Australia

3 Age-specific rate for kin {NMSC) 1967-2015
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To ascertain incidence of NMSC

= De identified patient specific data obtained directly from
Commonwealth Department of Health and Ageing,
Medicare Australia and Department of Veterans Affairs

Incidence rates per 100,000

» Total Population

Persons 2002 2003 2004 2005 2006 2007
1(0-19) 83 7.9 8.1 8.0 71 6.2
2(20-29) 82.1 84.9 79.5 81.8 68.7 64.4
3(30-39) 369.3 371.6 361.2 371.9 348.6 341.5
4(40-49) 1,101.1 11256 1,075.0 1,079.7 1,026.1 1,016.2
5(50-59) 2,308.0 24149 23940 23813 23027 22854
6(60-69) 4,196.7 43896 44040 44290 43736 4367.5
-79) 33T 12T T 22E, T.2006.9 'W
8,080.3 88274 89744 89811 92483 93101
980.2 1,023.0 10185 1,022.7 10014 998.1
OWET IT3767CT 67 ‘, 4 a ‘, Lo ‘, 4 g4 A= TR0
Upper 95% CI 983.7 10266 1,022.1 1,026.1 1,004.8 1,001.5




Incidence rate 2002-2007

Incidence rates of NMSC
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Ratio of BCC to SCC

Analysis of 860, 697 consecutive lesions from 3 separate laboratories

2001 118231 57519 7081
2002 131405 56801 7456
2004 100124 41240 2352
2007 100133 44015 3391
2010 155477 64605 3710

SCC in situ excluded from analysis

New NMSC Statistics

Number of NMSC increased by 87% in 14 years
(population growth over that time was 22%).

Prevalence of NMSC increased by 200% in those aged 65
years and older (while their population grew 60%)
NMSC accounts for 7 out of every 8 new cancers
diagnosed in Australia (87.5%)

NMSC is rising at 2.5 times the rate of all other cancers
combined

Australia with 22.6 million people estimated to have
11,200 melanoma and 950,000 NMSC in 2012




Accumulated UVR Host Susceptibility

Susceptibility to UVR Susceptibility to Cancer
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Risk of subsequent cancer

¢ We performed a national record-linkage study using
English Hospital Episode Statistics from 1999 to 2011 to
determine the risk of other primary malignancies in a
cohort of people with NMSC compared with a control
cohort

¢ cohort of 502,503 NMSC cases

¢ the relative risk (RR) for all cancers excluding subsequent
NMSC was 1.30 (95% Cl 1.29-1.31).

the relative risk for all cancers excluding all skin cancers
was 1.21 (95% Cl 1.20-1.22)

Heart
Foundation

M\_’\JJ\J\J\A

Position Statement on lipid management - 2005

National Heart Foundation of Australia and Cardiac

Society of Australia and New Zealand

* Relative risk of AMI associated with a cholesterol of 9
with no other risk factors is 1.12 for a man > 55yo
man and 1.05 for a woman > 55yo




Risk of subsequent cancer
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Accumulated UVR Host Susceptibility

Susceptibility to UVR Susceptibility to Cancer

Risk of subsequent cancer

e Cancer susceptibility was much higher in younger than
older people.

o “

<25 22.99
25-44 3.55
45-59 1.75

60+ 1.25

(all p<0.001).
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Risk of subsequent cancer in
people treated for NMSC <25 yo

Observe Expecte
d (0) d (E) RR (95% CI)

Malignant primary cancer exclud 75 33 22.99 (18.05-28.88)

alignant primary cancer excluding al
in® 42 3.0 14.07 (10.13-19.06)
skin

9 0.1 72.88 (32.90-140.81)
6 03 18.82 (6.88-41.20)
s o2

B 04

Meninges - benign (D32-D33) 4 0.2

98.56 (67.50-140.11)

Smoking and lung cancer

Figure 1.1: Relative risk of lung cancer, according to duration
and intensity of smoking, men

<10 cigarettes per day
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Years of smoking

Doll and Hill, BMJ 1954

Risk of subsequent cancer

Conclusions

NMSC is strongly associated with a broad spectrum of
other primary cancers, particularly at certain sites and, very
strikingly, in younger age-groups.

This pattern of cancer susceptibility cannot be explained by
conventional risk factors, and indicates genetic rather than
acquired causes.




Implications in management of
patients of NMSC

¢ | tell my young NMSC patients that they are at
increased risk of melanoma

¢ And increased risk of cancer in general and
they need to diligently adhere to
recommendations for cancer screening and
stop smoking
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Melanoma

In 2008 the incidence of
melanoma in Australia
was 11,442 and 1224
people died from
melanoma.

Survival at five years
following newly
diagnosed invasive
melanoma (Clark’s level
2-5) has increased from
85% in 1986 to 90% in
2010.
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Melanoma

In the absence of any new
significant chemotherapy in
that period, this improvement
has been attributed to public
education, early diagnosis and
excision.

Melanoma

Scar re-excision, sentinel nodebiopsy, elective lymph node
dissection, chemotherapy, radiotherapy and
immunotherapy may improve survival at one year but
have not been shown to improve five-year survival.

Adjuvant therapy with interferon may improve five-year
survival by 10% but is associated with significant toxicity.




Melanoma

Macroscopic loco-regional
lymph node metastasis
reduces five-year survival to
50%. Distant visceral or bone
metastasis (stage IV disease)
has a one-year survival of
about 25% and a five-year
survival of less than 2.5%.
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Melanoma

Following successful
surgical resection of
metastasis, the median
disease-free time to
relapse is six weeks.

Melanoma

Functional mutations in genes in the mitogen-activated protein (MAP) kinase pathway are
commonly detected in melanoma and these mutations influence growth control (figure
1).




Melanoma

In 2009, these discoveries
led to the development of
the first new effective
chemotherapy medication
for metastatic disease in
almost 40 years.
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Melanoma

Several agents based on :‘
molecular understanding of this |
pathway have been approved
for stage IV disease and
additional agents are currently
being evaluated in clinical trials.

Melanoma

Various combinations of these
agents are also being evaluated
for stage IV disease and the
BRAF inhibitor, dabrafenib, and
the immune modulator
ipilimumab are currently being
evaluated in the US in Phase Il
clinical trials as adjuvant
therapy for high risk primary
melanoma.

10



Melanoma

The availability of adjuvant treatment, even in a trial
setting, would necessitate a review of the current
management of high-risk primary melanoma, and in
particular the role of sentinel node biopsy.
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Sentinel node Biopsy

Sentinel node biopsy is a
technique performed
immediately before surgical re-
excision of the scar.

It involves lymphatic mapping by
lymphoscintigraphy and
intraoperative injection of
radioisotope and/or blue dye to
identify the lymph node
immediately downstream from
the primary tumour.

Sentinel node Biopsy

Histological examination of the )
first (‘sentinel’) lymph node(s) *-W?
identified with this technique has G
been demonstrated to identify o
the presence or absence of

metastatic

cells in the entire lymph node

basin.

This procedure is considered the
most sensitive and specific
staging test for the detection of
micrometastatic melanoma in
regional lymph nodes.

11



Sentinel node Biopsy

Sentinel lymph node status is the
most important prognostic factor
for disease-specific survival of
patients with melanoma greater
than 1mm in thickness.

In this group, 15-20% will have
micrometastasis on sentinel node
biopsy.
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Sentinel node Biopsy

Identification of micro-metastatic disease 777 ©

in the sentinel lymph node is often ~ :
followed by completion lymph node |
dissection.

While there is some evidence to suggest
this procedure achieves local control, the
available data do not show a survival
advantage.

Sentinel node Biopsy

In view of this outcome and the significant
potential morbidity associated with
completion lymph node dissection,
sentinel node biopsy has received only
limited support in Australia.

12



Sentinel node Biopsy

In anticipation of adjuvant chemotherapy
becoming an alternative to completion
lymph node dissection for patients with a
micrometastasis in the sentinel node, we
suggest that patients with invasive
melanoma on excision biopsy are referred
to a rapid-access specialist
multidisciplinary clinic for clinical staging
(including sentinel node biopsy where
indicated) and simultaneous re-excision of
the scar.
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Diagnosis

¢ Clearly Benign

e Clearly Malignant

* Too close to call Refer to rapid access clinic

= [f you are only 9% sure that the lesion is benign, a definitive
diagnosis is required. Options include diagnostic biopsy, excisional
biepsy or referral to a dermatologist. Access to specialists varies
and patients usually find it disconcerting to wait weeks or months
for a definitive diagnosis for a “suspicious lesion”. Hence, GPs often

13



