May 17, 2024

APPEAL OF MEDICATION DENIAL

Appealing party: NAME, DOB: XXXX, Policy Number: XXX, Claim Number: XXX
To whom it may concern:

I write to appeal Wellmark Blue, Blue Cross and Blue Shield’s (“BCBS”) recent decision
denying coverage of 1500 mg/day ORAL VANCOMY CIN HCL (six 250 MG CAPSULEs/day)
(“OV”) prescribed to treat my ulcerative colitis (PSC-UC) and primary sclerosing cholangitis
(“PSC”). BCBS’s stated reason for denial of coverage is that the medicine is "non-formulary",
which is the same reasoning utilized when the medicine was denied almost exactly one year ago
today as well. The following research and clinical data support my appeal and show the
effectiveness of OV for my medical condition.

1. The published medical literature. The clinical literature shows that oral vancomycin
has resulted in sustained clinical and therapeutic responses for multiple years in many
PSC-UC patients benefiting both colonic and hepatic symptoms and chemistries. The
clinical literature is summarized below in Attachment A.

2. Support for dose escalation. Two published papers (a case series Alenchery 2023 and a
case report Buness 2020) and a Meeting Abstract (Pratt 2011) provide support for higher
doses to elicit a full clinical response.

3. My own medical history. I was diagnosed with ulcerative colitis and PSC XX years ago
and no other medication has been effective in controlling my conditions. I have been
taking oral vancomycin and nothing else for treatment of my conditions for the past XX
years and its effectiveness cannot be overstated: after years of uncontrolled diarrhea,
severe bouts of pruritus, chronic colon inflammation and ulceration, and elevated liver
enzymes, immediately upon being started on vancomycin I experienced complete healing
of my colon (as demonstrated on colonoscopy); complete normalization of liver lab
values; and complete resolution of all symptomatology. Medical records reflecting oral
vancomycin’s dramatic effect on my health are provided as Attachment B.

4. My request for coverage. Based on the evidence provided, I request that Blue Cross
Blue Shield approve oral vancomycin capsules at the recommended dose of 750 mg/day
for treatment of my ulcerative colitis and PSC. This will be a lifelong commitment and
treatment path for me until a cure is found.
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Sincerely,
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ATTACHMENT A

Background on PSC, ulcerative colitis, and vancomycin therapy:

PSC is a progressive, rare cholestatic liver disease that typically progresses to liver failure within
10-15 years. PSC is in 60-90% of cases associated with an inflammatory bowel disease (IBD)
that holds unique features, leading to the emerging concept of PSC-IBD as the third form of IBD.
(Karlsen 2017, Loftus 2005) PSC-IBD carries unique characteristics when compared to classic
forms of IBD with reverse gradient, predominantly right-sided, clinically-less obvious chronic
Ulcerative Colitis-like inflammation in 80-90% of patients and the associated backwash ileitis
that resembles ileocolonic Crohn’s-like inflammation in 10-20% of patients. PSC and the
concomitant IBD are associated with many quality-of-life issues including itching, fatigue, pain,
fever, and life-threatening infections, which result in significant suffering with no relief
available. As PSC progresses, patients can also experience all the suffering of end-stage liver
disease including jaundice, fluid retention, confusion, and gastrointestinal bleeding.

The etiology of PSC is poorly understood; one theory is that an abnormal gut microbiome
activates innate immunity within the liver, resulting in bile duct-targeted inflammation and
biliary fibrosis. In 1998, Cox et al (Cox), reported beneficial effects of treating three paediatric
PSC patients with oral vancomycin (OV). Subsequently, multiple published clinical trials, case
series, and other reports, have shown that OV treatment for PSC patients can result in significant
clinical responses(Shah), allowing patients to avoid colectomies, liver transplants, and
hospitalizations and to have a relatively normal QoL(Rahimpour). These benefits are seen in a
large proportion of OV-treated PSC patients, especially when treatment is initiated at a relatively
early stage of liver disease. There is also considerable benefit in relation to the associated IBD,
with clinical and endoscopic remission achieved in most patients even if they have failed
conventional IBD therapies. Data underscore not only the potential benefit of OV in patients
with PSC, but also its safety and low risk of adverse events (AEs), even if used over an extended
period, including a negligible risk of developing vancomycin resistant enterococci (VRE)(Shah).
Though not all patients with PSC have a positive response to OV therapy (reportedly used in
varying doses, ranging from 250 mg - 3000 mg daily as a maintenance therapy) (Damman) a
subset of patients experience dramatic improvements in intestinal and hepatobiliary
manifestations. Indeed, a recent large multicentre paediatric cohort study revealed that OV was
associated with greater odds of clinical of the gut-related symptoms in patients with PSC-IBD.

The mechanism of action of vancomycin taken orally has been found to be both as an
antimicrobial agent and as an immunomodulator. As an antimicrobial agent, it has been
extensively and well-studied. OV exerts beneficial antimicrobial effects and may be effective
against intestinal pathogens that contribute to intestinal barrier disruption and inflammation in
PSC patients. As an immunomodulator, OV therapy results in biochemical improvement in
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patients with PSC. (Zigmond 2022, Yang 2022, Nakamoto 2019). Oral vancomycin, which is not
absorbed from the gut lumen and is already known to have efficacy in C. difficile infections and
pouchitis, is now being studied and prescribed by multiple medical institutions in the US,
Australia, Canada, and Europe. It has been employed in several published PSC clinical trials and
case studies with remarkable success. OV is the only drug known that seems to reverse damage
to the two affected organs—the colon and the liver—and, at the same time, stop progression of
cholestasis in some patients.

Importantly, there is no alternative treatment to OV for PSC patients. There are no
FDA-approved drugs for treatment of PSC, nor have any drugs used off-label been proven
effective. However, “From the FDA perspective, once the FDA approves a drug, healthcare
providers generally may prescribe the drug for an unapproved use when they judge that it is
medically appropriate for their patient.” See
https://www.fda.gov/patients/learn-about-expanded-access-and-other-treatment-options/understa
nding-unapproved-use-approved-drugs-label. There are no FDA-approved medications for PSC.
Therefore, patients rely solely on off-label medications.

The clinical literature:

In total, there are 29 published papers—clinical trials, prospective open-label trials, case series,
and case reports—on the effectiveness of OV for PSC-UC patients. These papers show that a
large subgroup of PSC-UC patients experiences a significant and sustained response to OV
therapy. A clear-cut improvement is almost always seen with colitis symptoms, and if the
therapy is started early enough in the disease process, with liver manifestations. (Ali 2020).
Also shown is that this sustained clinical and therapeutic response allows patients to live normal
lives and avoid colectomies, liver transplants, and hospitalizations. These patients also do not
suffer from PSC related QoL issues. (Alenchery 2023). A subset of these studies are discussed,
in turn, below (and a full list appears at the end of this Attachment).

e In the Ricciuto 2024 retrospective multi-center cohort study 113 PSC-IBD patients
received vancomycin (median age 12.7 years, 63% male). The matched cohort included
70 vancomycin-treated and 210 untreated patients. Vancomycin was associated with
greater odds of IBD clinical remission.

e In a prospective study, patients on OV had improvement in imaging and IBD, without
progression of their PSC. (Ali 2020). None who began treatment in earlier stages PSC
progressed to liver transplantation. Many also experienced improvement in their liver
biopsies. Id. Small-duct PSC patients treated with OV rarely progressed to large-duct
inflammation and cirrhosis. /d.
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A recently published 2022 study by Shah et al. included seven patients with PSC-UC
(age range 22 to 53 years) treated with OV (daily dose ranging from 250 mg to 1500 mg)
for at least 6 months (range 9-31 months, mean duration of OV treatment, 32.1 months)
who underwent periodic vancomycin-resistant enterococci (VRE) testing using rectal
swabs. All patients experienced clinical and endoscopic remission of the UC, and all
experienced liver biochemical improvement. (Shah 2022). No patient developed VRE or
reported any adverse events. Collectively, these data underscore not only the efficacy of
OV in patients with PSC-UC, but also its safety.

Tan et al. reported that Oral Vancomycin induces clinical and mucosal remission of
colitis in children with primary sclerosing cholangitis-ulcerative colitis (PSC-UC). They
stated: “OV has excellent efficacy obtaining clinical, biomarker, mucosal and histological
remission of colitis in children with ASC and PSC. This is not a long-term follow-up
series, but obtaining mucosal healing is vital for influencing the natural history of IBD
and OV in these children with colitis relating to PSC/ASC has an excellent mucosal
response.” (Tan 2019).

Britto et al. reported on the therapeutic effects of OV in a 7-year-old boy with PSC/UC
with clinical colitis resolution within 90 days and full normalization of fecal calprotectin.
(Britto 2021).

In another recent case report Buness et al., the patient has been taking 1,000 mg BID for
over 8 years. (Buness 2021). The Buness et al. patient experienced full remission of all
symptoms for 8 years at the time of publication.

A paper on an open-label prospective clinical trial at Stanford University published in
2020 set forth the recommended dosing protocol of 50 mg per kilogram per day divided
into 3 times per day if weight was < 30 kg, and at a dose of 500 mg 3 times a day if
weight >30 kg. (Ali et al. 2020). This paper describes 59 patients who were treated with
oV.

Cox et al. reported in 1998 that three children with PSC all experienced improvement in
liver chemistries and their symptoms of UC. (Cox 1998).

Review papers set forth trials and case reports up to 2019 (Damman et al. 2018 and Shah
etal. 2019).

In a Letter to the Editor of Hepatology, 13 prominent physicians summarized the reasons
insurance should cover OV for UC-PSC patients. (Ali 2023):
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“Although large, controlled trials are not yet completed, two small, controlled trials and
evidence from multiple cohort studies are summarized in a systematic review and
meta-analysis demonstrating OV has beneficial effects on liver functions in PSC patients.
These robust findings are further supported by a recent pediatric/adult cohort study where
OV showed benefits in lowering cholestatic enzymes and improving MRCP findings of
bile duct dilatation and stenoses. This might translate to fewer liver transplants, fewer
hospitalizations for acute cholangitis, and other expensive consequences of not treating
this devastating disease.

Additionally, OV has beneficial effects on PSC-associated colitis with improvement of
the diarrhea and other symptoms. The medical community desires better treatments at
lower costs. For responsive PSC/IBD patients, insurers stand to benefit financially by
allowing OV to be substituted for biologic drugs. The beneficial effects of OV on colitis
are its most reliable effects. Biologics typically cost 5 times more than OV, and the gain
over placebo is small. Some surgeries might also be avoided; our patients have avoided
colectomies with OV.

While OV does not work for all PSC patients, no other treatment (besides liver
transplantation) has proven effective in even a subgroup of PSC patients. Medical and
financial reasons for insurers to cover OV for PSC are compelling as long as the
physician and patient can demonstrate that OV benefits the patient.”

My reguest for coverage.

As demonstrated by my historic and current liver chemistries, oral vancomycin is an effective
treatment for my PSC and IBD, and has been for 10 years. Published and peer-reviewed medical
literature supports therapy with oral vancomycin for PSC/IBD. Oral vancomycin was prescribed
to me, NAME, by my physician and is medically necessary for my diagnosed PSC/IBD.
Insurer’s denial has no support in the published medical literature and is not supported under the
policy provisions that cover medications that improve my health.

For all the reasons stated in this appeal, I respectfully request that Insurer reconsider this denial
and approve coverage for oral vancomycin for NAME at xxxxx dose.

Sincerely,
XXXXXXX
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