Date: May 21 2024

To: Robert McDonough, MD
Executive Director of Clinical Policy Research & Development
Aetna
1000 Middle Street MC17
Middletown, CT 06457

Subject: Aetna Back Pain — Invasive Procedures coverage policy number 0016

Dear Dr. McDonough,

Thank you for responding to our letter regarding Aetna Back Pain—Invasive Procedures coverage
policy number 0016. We are disappointed with Aetna’s decision not to amend this policy. We have
analyzed the evidence you presented and would like to present a counterargument.

Firstly, we would like to highlight that the clinical studies you reference (Buchbinder et al. [2009];
Clark et al. [2016]; Kallmes et al. [2009]; Firanescu et al. [2018]; Buchbinder et al. [2018]) only
provide clinical data on the vertebroplasty procedure and do not provide any evidence on
kyphoplasty or mechanical augmentation.

Next, would like to direct your attention to a large body of evidence which:

A) supports earlier interventional treatment for patients with VCFs who fall outside the
restriction of “minimum 6 weeks of optimal non-invasive therapy”.
&

B) supports interventional treatment for fractured vertebrae that fall outside the very
restrictive criteria of “at least 25 % height loss but is at least 1/3 of its original height”.

While it is, of course, acknowledged by the medical community that non-surgical management
(NSM) remains a treatment option for VCFs, this approach is not always appropriate for numerous
reasons, which is why we raise concerns regarding the 6-week treatment delay your policy currently
forces on this cohort. Practitioners may make the clinical decision that NSM for 6 weeks is not
appropriate for their individual patient for one or several reasons listed below:

= The patient may have an impaired healing response (e.g., Diabetes mellitus, Cushing’s
syndrome, etc.)

= The patient may have spinal deformity, which is not corrected with NSM. This kyphosis can
impact mobility, predispose patients to falls (which is of particular concern in elderly
patients), and has a cosmetic impact, affecting psychosocial wellbeing and self-esteem?.

= The patient may be susceptible to the risks associated with prolonged
bedrest/immobilisation, to name a few, venous thromboembolism, reduced cardiac reserve,
orthostatic hypotension, muscle atrophy, contractures, degenerative joint disease, pressure
sores, constipation and worsening of osteoporosis?.

= The patient may not be suitable for 6 weeks of NSAIDs, e.g., those with a history of Gl
ulceration. This is especially a concern in the elderly, who are susceptible to NSAID-induced
AKIs3,

= The patient may not be a candidate for opioid therapy. This includes patients with a history
of substance misuse and addiction, who if prescribed opioids generally develop tolerance



and dependence, requiring higher doses more frequently*. Opioids can be incredibly
sedative which can prevent those with VCFs in the workforce from returning to many careers
(e.g., driving, operating equipment etc.)’. Additionally, elderly patients are particularly at risk
of adverse effects due to opioid use, including falls, respiratory depression, and
agitation/behavioural disturbances®.

= The patient may not be able to tolerate bracing. The use of thoracolumbar spine orthoses
(TLSO) aims to maintain a relative extension locked position, limiting segmental motion and
subsequently leading to fracture healing. However, several studies have shown that
prolonged brace use may lead to diminished pulmonary capacity, skin breakdown, weakness
of paraspinal musculature, and no significant difference in pain and functional outcomes
between patients treated with or without a brace’.

These are just some of the factors that a physician may need to consider before deciding whether

their VCF patient is appropriate for 6 weeks of NSM, and we can see from these examples that the
risks of prolonged NSM may outweigh the benefits of avoiding VA, especially when we considering
the ultra-minimally invasive options there are currently available for VA.

The literature also supports our recommendation to remove this criterion. Several key studies
support the use of VA for the early treatment of OVCFs with the key clinical benefits outlined below:

=  VERTOS Il trial [2012]8: Fractures (mean onset 5.6 weeks) treated with surgical intervention
had a significantly decreased VAS score when compared to NSM as early as 1 day post
procedure and the result was sustained at 1 year. QoL questionnaires showed improved
outcomes after VA compared to conservative treatment.

* VAPOUR trial [2016]°: QoL outcomes improved at 6 months compared to control group when
surgical intervention was performed within 3 weeks of fracture. Analysis of early surgical
intervention (<3 weeks) shows clinically significant benefits exist, with reductions in pain
scores.

»  Arandomized controlled trial from Yang, et al.’° compared vertebroplasty versus
conservative therapy in patients with vertebral fractures averaging 8.4 days and found that
vertebroplasty produced faster and better pain relief and improved functional outcomes that
were maintained at one year and had fewer complications.

Additionally, your response from November 2023 included the following comment, “Our policy
reflects the view that conservative management be tried prior to consideration invasive procedures,
given the potential for surgical complications.”. While there are surgical complications, when they
are measure there are far less complications with vertebral augmentation than with conservative or
non-surgical management. In addition to the conclusion of the randomized control trial by Yang, et.
al.’ mentioned directly above, a recent study by Liu et. al. that evaluated the clinical effectiveness
and complication rates of kyphoplasty compared to conservative care and found that not only was
kyphoplasty statistically significantly better at improving patients’ symptoms it was found to have
significantly less complications at 1.72% as compared to NSM with complications found in 15.52% of
the patients (p < 0.05). When measured in this study the complication rate of conservative care
was nine times higher than the surgical complication rate!®.

Furthermore, Anselmetti et al. conducted a study using the RAND/UCLA Appropriateness Method
(RAM) to assess the appropriateness of different treatment options for osteoporotic VCFs was
assessed!?. The aim of this study was to establish criteria for individually tailored treatment choice in
patients with osteoporotic VCFs, by combining the evidence from clinical studies with the judgment
of a multidisciplinary team of experts. The authors reported that the appropriateness of BKP was



considered highest for patients with a fracture of less than 6 weeks, highlighting the importance of
treating early to correct segmental kyphosis!?. Besides just pain relief, restoring the vertebral shape
may be a treatment goal, and the opportunity to correct segmental kyphosis decreases with time.

Moreover, work conducted by Hirsch et al. aimed to develop a comprehensive clinical care pathway
(CCP, see Figure 1) for VCFs®3. A multispecialty expert panel (orthopedic and neurosurgeons,
interventional radiologists and pain specialists) assessed the importance of signs and symptoms for
the suspicion of VCF, the relevance of 5 diagnostic procedures, the appropriateness of vertebral
augmentation versus nonsurgical management for 576 clinical scenarios, and the adequacy of 6
aspects of follow-up care 3. The panel identified 10 signs and symptoms believed to be relatively
specific for VFF. Vertebral augmentation was considered appropriate in patients with positive findings
on advanced imaging and in whom symptoms had worsened and in patients with 2 to 4 unfavorable
conditions (e.g., progression of height loss and severe impact on functioning). Supporting our
argument, time since fracture was considered less relevant for treatment choice 3.
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Fig. 1: CCP for the management of VCF. VAS, visual analogue scale; VFF, vertebral fragility fracture;
MRI, magnetic resonance imaging,; NBS, nuclear bone scan; CT, computed tomography; VA, vertebral
augmentation*,



In summary, there is a large body of evidence which supports earlier interventional treatment for
patients with VCFs. Based on our review of the current body of literature, we ask that Aetna
reconsider their decision to keep the requirement to provide 6 weeks of NSM.

Next, we would like to take this opportunity to ask Aetna to consider removal of the following
restriction, “not been extensively destroyed and is at least 1/3 of its original height”. Vertebra plana,
also known as a pancake vertebra, is the term given when a vertebral body has lost almost its entire
height anteriorly and posteriorly, representing a very advanced VCF. There are numerous studies
conducted which suggest that it is safe and effective to treat these fractures with VA:

=  Becker et al. [2008]: Researchers retrospectively reviewed and compared the efficacy of
balloon kyphoplasty for vertebra plana. Restoration of the vertebral height was superior in
patients with advanced vertebral collapse than with ‘normal’ osteoporotic fractures.

= Joyce et al. [2021]%: In this review of 6 patients with vertebra plana osteoporotic
compression fractures that had different size titanium expandable implants, it is clear that it
is technically feasible to place these implants, even the larger 4.2 and 5.0 mm size, without
any additional technical issues or risks compared to less severely collapsed vertebral
fractures.

» Joyce et al. [2022]%: This is a retrospective study that evaluated surgical versus non-surgical
treatment of 100 patients followed for up to 6 years diagnosed with severe osteoporotic
vertebral compression fractures (VCF). Fractures were classified by percent collapse of
vertebral body height as “high-degree fractures” (HDF) (>50%) or vertebra plana (>70%). A
total of 310 patients with VCF were reviewed, identifying 110 severe fractures in 100
patients. This large series, with follow-up up to 6 years, demonstrated that the more severe
fractures respond well to different percutaneous cement augmentation procedures with
reduction of pain without increased complications in a comparison to conservatively treated
patients.

A number needed to treat (NNT) analysis of more than 2 million patients with VCFs revealed that just
15 patients need to be treated to save 1 life at 1 year'’. This has an obvious clinically significant
impact and given that all augmentation clinical trials are underpowered to detect a mortality benefit,
this large dataset analysis reveals that vertebral augmentation provides a significant mortality benefit
over nonsurgical management with a low NNT. To put this number into practical terms, in a study of
patients taking aspirin for 1 year to prevent a first heart attack or stroke, a cardiovascular event was
prevented for 1 person in a patient population of 1667, compared with 1 in 3000 for stroke,

We sincerely hope you analyse this evidence and reconsider your position on coverage policy
number 0016. Additionally, it cannot be ignored that six medical specialty societies, comprised of
physicians who regularly utilize and/or perform percutaneous vertebral augmentation procedures,
support this request.

If you have any questions or comments related to this request. Please contact Ashley Maleki, Senior
Manager of Health Policy and Economics at the Society of Interventional Radiology, at
amaleki@sirweb.org.

Sincerely,

American College of Radiology (ACR)

American Society of Neuroradiology (ASNR)

American Society of Spine Radiology (ASSR)
International Pain and Spine Intervention Society (IPSIS)



North American Spine Society (NASS)
Society of International Radiology (SIR)
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