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Barriers to the introduction of novel advanced targeted
treatments for Australian dermatology patients: Are skin
diseases symptomatic of a systemic healthcare problem?
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Abstract
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ers restricting the use of advanced targeted treatments in Australian health care.
, - ) For illustrative purposes, the article focuses on dermatological conditions, but the
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content is relevant to all specialties that treat inflammatory and chronic diseases.
Barriers to care discussed result in a lower than necessary standard of care for

patients in Australia despite important advancements in medicine.
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INTRODUCTION and usually immunosuppressive in nature.” These agents

are typically associated with significant long- and short-

Autoimmune and inflammatory skin diseases have sub-
stantial impacts on patients’ mental, social, physical and
environmental quality of life, leading to internal and ex-
ternal stigma, avoidance behaviours and barriers to ed-
ucation, career and relationships, including with family
and children.! Until relatively recently, available treat-
ments have largely been non-targeted, variably effective

term toxicities and other safety concerns. Unfortunately,
for many patients, they remain the (frequently off-label)
standard of care.’

More recently, the uptake of advanced targeted
treatments (ATTs) for psoriasis and other common in-
flammatory conditions has revolutionised treatment
outcomes for patients with these severely debilitating
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diseases. In general, ATTs have a far more robust safety
and efficacy profile compared to broad-spectrum immu-
nosuppressants. Yet, patients face multiple barriers to
access novel ATTs through Australia’s Pharmaceutical
Benefits Scheme (PBS), particularly in the context of
skin diseases and other chronic conditions, including
a lack of commercial incentives for manufacturers,
the application of narrow health economic criteria by
public decision-makers and strict patient eligibility
requirements.

COMMERCIAL DISINCENTIVES

While there is a limited range of novel ATTs for well-
represented conditions, such as psoriasis, specific con-
traindications and intolerances necessitate a more diverse
range of therapeutic options. So-called ‘personalised tar-
geted treatment’ has the potential to allow prescribing
tailored to patients’ individual clinical circumstances.
Unfortunately, in patient populations where a number
of therapeutic agents already exist, for example, psoria-
sis, ATTs face a number of commercial barriers to mar-
ket entry. Notwithstanding the clinical superiority of
emerging ATTs, it may not be financially attractive for
pharmaceutical sponsors to seek entry within an already
saturated market segment. For example, two highly effica-
cious, US Food and Drug Administration approved bio-
logical agents for the treatment of psoriasis (brodalumab
and mirikizumab) have not been submitted for considera-
tion by the Pharmaceutical Benefits Advisory Committee
(PBAC) for this indication.

The Federal Government's reliance upon risk-sharing
agreements (RSAs) comprises another commercial ob-
stacle to the introduction of ATTs in Australia. RSAs are
commonly used by the Department of Health and Aged
Care to manage various forms of clinical and financial
uncertainty—including the extent of a new drug's an-
ticipated health benefits, cost-effectiveness, usage and
budgetary impact—and typically include provisions to
shift perceived financial risk onto sponsors through re-
bate arrangements.® With respect to severe atopic der-
matitis, for example, current RSA provisions shift the
cost burden of treating patients beyond a set number
back onto pharmaceutical sponsors, effectively disin-
centivising the introduction of new ATTs for this condi-
tion in Australia.

Given the litany of costs faced by sponsors in the
launch of a new drug—including, among others, re-
search and development, clinical trials, health economic
analyses, pharmacist and clinician input, and regulatory,
legal and marketing expenses as well as significant sub-
mission fees to the PBAC*—the financial case becomes
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increasingly fraught for all but the highest performing
‘blockbuster’ drugs. Pemphigus vulgaris, for example, is
a rare autoimmune blistering disease associated with sig-
nificant morbidity and mortality. The condition has no ap-
proved therapeutic agent in Australia and off-label use of
broad-spectrum immunosuppressants is often ineffective,
with significant risk due to the doses required. Rituximab
is highly efficacious for pemphigus vulgaris and recent
S2k guidelines have listed it as a first-line therapy for all
degrees of severity.” However, with relatively low disease
prevalence and rituximab now ‘off-patent’, sponsors have
little incentive to undertake a submission to the PBAC for
this indication.
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HEALTH ECONOMIC CRITERIA

The Pharmaceutical Benefits Advisory Committee's re-
quirements to demonstrate cost-effectiveness exacerbate
the financial calculus faced by sponsors. As treatment
options become increasingly ‘personalised’, small patient
populations within ever more specific indications make
it increasingly difficult to demonstrate cost-effectiveness
through traditional approaches to clinical trials. As the
PBAC is likely to interpret greater uncertainty in efficacy
data as risk to be borne by the sponsor, there is dwindling
corporate appetite to investigate ATTs for rare condi-
tions, let alone to attempt to bring them to market. For
example, hidradenitis suppurativa and pyoderma gan-
grenosum are significant inflammatory dermatological
conditions with well-described morbidity that have been
shown to respond to a number of biological agents cur-
rently used for the treatment of psoriasis.>’” Despite this,
since December 2016, only two ATTs have been approved
by the Therapeutic Goods Administration (TGA) for treat-
ment of hidradenitis suppurativa (adalimumab, secuki-
numab) of which only one is reimbursed by the PBS and
none for pyoderma gangrenosum.

In populations suffering chronic disease, it is often dif-
ficult to demonstrate the relative cost-effectiveness of a
new high-cost therapy, particularly where a condition is
highly prevalent and has had decades of low-cost (if inad-
equate) treatment options. Atopic dermatitis is one such
condition—with high prevalence and entrenched mor-
bidity, the negative consequences of this illness may be of
such magnitude that they cannot be adequately quantified
in standard cost-effectiveness models. Studies have shown
that atopic dermatitis, for example, bears substantial di-
rect and indirect costs to patients and the community,
including high out-of-pocket costs, reduced educational
attainment, increased absenteeism and presenteeism and
a range of associated opportunity costs to the broader
economy.®
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In conditions with large unmet therapeutic needs, in
which the accepted underlying mechanisms of diseases
are many and complex, the demand for personalised tar-
geted treatment is even greater. However, where there is
high unmet need and prevalence, the total cost of subsi-
dising ATTs would be commensurately high. Perceived fi-
nancial risk (i.e. total budgetary impact) has generally led
the PBAC to reserve the use of ATTs for only the most se-
vere cases. As a result, patients with common conditions
such as moderate atopic dermatitis are unable to access
ATTs, perversely, because the burden to patients and the
community is so great. Where ATTs offer enhanced quality
of life, efficacy, tolerability and safety compared to other
traditional immunosuppressive agents, then logically this
may translate into factors such as reduced stigmatisation,
increased employment and relationship opportunities,
among others.
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PATIENT ELIGIBILITY

Once ATTs are made available via the PBS, patients face
further barriers to access. Even for patients with severe
disease, access to an ATT frequently requires patients to
endure months-long prior exposure to potentially toxic,
less effective agents. Notwithstanding often severe toxici-
ties, patients who respond to such agents may fail to meet
mandated ‘severity’ criteria, rendering them ineligible to
access clinically superior alternatives. For example, if a
patient on treatment for psoriasis is on an immunosup-
pressive agent such as cyclosporin, and as such has a base-
line Psoriasis Area and Severity Index (PASI) score of >15
(PASI being the main form of assessment of psoriasis in
Australia) and is responding so as their PASI score is <15,
then they will not be eligible for safer and more effective
ATTs despite the inherent long-term risks.

Restrictive patient eligibility criteria are also evident
with respect to access to ATTs for paediatric patients.
Children with psoriasis, for example, may endure signif-
icant physical and psychological morbidity during key
periods of development, with decades-long subsequent
impacts.’ Yet, these patients may be denied therapeu-
tic options not due to demonstrated issues about safety,
quality or efficacy, but because of their age, the division of
adult and paediatric populations is largely down to clin-
ical trial design and a range of well-documented ethical
and practical barriers to the recruitment of children.'’ The
resulting lack of evidence among younger patients leads
to apprehension from both regulatory and reimbursement
perspectives, resulting in systemic inequity of access. For
example, 11 agents have been indicated by the TGA for
adult patients with psoriasis, as opposed to only four in
paediatric and adolescent patients.

CONCLUSION

For hundreds, if not thousands of years, cutaneous symp-
toms have been recognised as the first manifestation of sys-
temic disease. Ironically, barriers to the effective treatment
of skin disease may likewise be a bellwether of systemic
faults in Australia’'s own healthcare system. Considering
the rapid evolution of ATTs and emergent possibilities
for ‘personalised medicine’, Australia's medication reim-
bursement system appears increasingly unfit for purpose.
There is a shared interest—and opportunity—between the
government, industry, clinicians and patients to provide
the right drug to the right patient, to achieve the best pos-
sible outcomes, at the lowest cost and with the least poten-
tial harm. Yet, Australian patients continue to face a range
of barriers to access ATTs for the treatment of inflamma-
tory dermatological conditions, including uncertain and
inappropriate clinical trial data, low commercial appeal
and health economic and budgetary hurdles. The net re-
sult is a lower than necessary standard of care for patients
in Australia despite important advancements in medicine.

A shift in perspective by regulatory bodies is perhaps
necessary to consider a broader range of positive out-
comes, including enhanced productivity, in the evaluation
of cost-effectiveness of drugs for common, burdensome
conditions. The design of clinical trials must do the same.
This may allow for a more inclusive reimbursement pro-
cess for novel agents in conditions with high unmet needs
and, in the process, allow for the alleviation of enormous
suffering and collective loss to society.
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