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Outgoing President’s Report 2010
— Rick Pope, MPAS, PA-C, DFAAPA

First and foremost, | want to extend a warm welcome
to our new president, Don Flinn. Don has been with
SPAR since its inception. He brings to the position a
wealth of political, practical, and no-nonsense
experience. He has been a PA in rheumatology for the
last 11 years and has a wealth of orthopedic, ER, and
hospital experience. | am excited to see what is in
store for SPAR with Don at the helm. In addition, we
have a terrific Board of Directors to assist Don and
SPAR as we go forward in 2010-11.

In the last three months, SPAR has successfully transi-
tioned to Focus-ED, the new management team over-

seeing SPAR. | foresee important positive changes with
our new management including, but not limited to

responsiveness to questions, forward thinking with SPAR Wins at AAPA PAramount

new initiatives and new role in focusing singularly on Evening (Pictured above is Bill Fenn,
PA rheumatology. Susan Easter, the owner of Focus-ED speaker of the House of Delegates of
has been in the business for over 20 years and man- the AAPA and Rick Pope, outgoing
ages several other PA subspecialties. | want to President of SPAR)

welcome her and her staff to our organization.

It has been my pleasure to have served this organiza-
tion since 2002. | want to thank all the Board members
past and present—it has been a pleasure to serve with
you all. Best of luck and | am looking forward to my
new role in focusing in on PA rheumatology education.

SPAR Wins Honorable Mention

SPAR won an honorable mention at the PAramount Awards Ceremony for developing a core
educational program that provides a spectrum of information on Arthritis. The process
started with the concept of Rheumatology 101, a primer for the primary care practitioner.
It has expanded into didactic PA education and now includes three PA campuses of the
Mass. College of Pharmacy, Stony Brook University, Western Michigan State University,
Quinnipiac University and Franklin Pierce University, a new PA program in New Hampshire.

There were 500 people at the PAramount award night which was one of the highlights of
AAPA conference in Atlanta, Georgia. SPAR plans to continue its cooperative collaboration
on rheumatic diseases and its dedication to PA education in our field.

Message from Incoming President — Don Flinn, PA-C

| would like to take a moment to welcome all of the mem-
bers of the Society of PAs in Rheumatology (SPAR) to an ex-
citing new year of our existence. SPAR is beginning its 8th
year of patient advocacy and bringing rheumatology PAs
together. By doing this, we are bridging the gap between
our parent group (ACR) and our members and are able to

R mbers will highlight your contributions to the practice where you work.

soon receive a brief

survey via email from | had no idea that 18 months ago when | agreed to run for
Survey Monkey. It is president-elect that SPAR would be in the midst of changing
intended to obtain management organizations. | am proud to tell you that our
your input to better new management team is Focus-ED, a group located in
serve your needs. We Tampa, FL. Susan Easter and her staff have met with the
will greatly appreciate officers of SPAR and we believe we have formulated a plan
5-10 minutes of your for the future growth of our organization. | am truly

time to complete this excited about our future with Focus-ED.

survey.

I would also like to challenge each and every SPAR member
to help make this a better and stronger group. We don’t
want to over-burden or ask too much of you, but we would
like feedback from you on how to strengthen SPAR. We
welcome any volunteer time you can devote to the group
and/or input on how to attract new members, suggestions
on talks and speakers you’d like to hear and any other
improvements you think SPAR would benefit from. Please
share your ideas with us at www.rheumpas.org.

| look forward to the next two years as growth years for
SPAR! We will continue to advocate for our patients and
our members.

-ED Focus-ED: Meet Your Association Management Team
- Susan Easter, MS, CAE

Focus-ED was recently awarded the SPAR management contract for the new fiscal year.
We are excited to be working with such a talented and dedicated group of Physician As-
sistants. In the short time we have been getting to know SPAR’s members, we have been
impressed with the broad array of talents we have encountered in the membership.

Since you will all be communicating with Focus-ED in the coming year | would like to
introduce you to the key staff you will be hearing from. Lisa Barry will oversee member-
ship and financial matters in her role as Office Administrator. Project Manager Julia
Anderson has been busy preparing this newsletter, and will draw on her nonprofit public
relations background in future publications. Ann Joyce has been reviewing potential
grant opportunities to supplement SPAR’s finances and resources. With extensive experi-
ence in continuing medical education and association management, | will manage these
functions for SPAR.

We appreciate your vote of confidence and look forward to hearing from you. Your
suggestions, questions and comments can be sent to spar@focus-ed.net. With your sup-
port, we look forward to providing a secure and stable foundation for SPAR’s growth and
development.
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What’s Up With This Colcrys Product? - Joan McTigue, PA-C

Who did what to our old stand by colchicine is the question of the month. Oh so
cheap, it is widely used for treating the pain of acute gout and pseudogout as well
as in the prophylaxis surrounding initiation of urate lowering therapy. Suddenly it
is remade as Colcrys and costs $4.00 per tablet in contrast to ~ $0.40

Here is the back story for better or worse. You decide.

The FDA has a section called the Center for Drug Evaluation and Research (CDER).
Since 2006 as part of their Unapproved Drugs Initiative they have been reviewing
hundreds (yes, hundreds) of drugs currently on the prescription market which have
never been FDA approved. These are not drugs which were simply grandfathered
into approved use. These are prescription drugs in use before the FDA set up its
stringent approval process. The FDA-CDER has put makers of these unapproved
drugs on notice that the Agency plans to “ensure all products on the US
prescription drug market become compliant with current FDA approval
requirements for safety and efficacy.”*

It is useful to understand that colchicine as it is now being produced is not a
generic drug. It is an unapproved drug. “A generic drug is one that has been
evaluating by the FDA to demonstrate bioequivalence to a brand name product.
It meets required standards for quality, strength purity and stability”*

Unapproved drugs are different. Neither their safety nor efficacy can be assured
to the public.

At the time of the 2006 announcement from the FDA a dozen or so companies
manufactured and distributed unapproved colchicine. URL was one. URL was
already a manufacturer of colchicine. It chose to go forward and jump through
the necessary hoops to receive drug approval.

URL successfully jumped through the FDA hoops and approval was granted to
branded colchicines. It is known as Colcrys. In going through the FDA approval
process two important issues came to the fore:

....... very significant drug interactions previously unidentified were uncovered.
....... low dose colchicine** rather than high dose colchicine was proven to be more
than adequate to treat gout flare.

The second issue was clarified in the AGREE trial which many of you may be aware
of. It impressively laid waste to the old dictum that close to 5mgs of colchicine
are needed to cool a gout flare, a dose where Gl toxicities invariably developed.

It is not mandated by law that the FDA remove all of these “unapproved” forms of
the colchicines or any other unapproved drug from the market. But the agency has
clearly decided that is a public safety goal. They are moving against all the
remaining unapproved agents floating around the marketplace but they are doing
so at FDA pace. Meanwhile the manufacturer of Colcrys is not waiting for the FDA
to act so they have filed suit against the other 4 manufacturers of the older forms
of colchicine. Seeing the writing on the wall, 3 of those 4 companies have already
stopped making colchicine.

To me it is regrettable that the cost of branded colchicines - Colcrys - is so high.
The FDA has no regulatory authority over pricing. A number of professional
organization including the ACR has addressed this issue with both the FDA and URL.
It is important to know that URL has put in place the most generous patient
assistance program | have ever seen.

The reps will have those details, but it is unlike other patient assistance programs
which typically restrict their target patients to those at or near the poverty level.

It helps an extremely wide variety of socio-economic situations. Hopefully this will
have a beneficial effect on the sting of this issue.

*Janet Woodcock, MD, Director, Center for Drug Evaluation & Research, March 3,
2010

**Two tablets at once, one tab one hour after that and then one tab TID for

several more days will get the job done for most gout flares. The job is defined at
a 50% reduction in pain by 24 hours.

Expert Consult: The Case of Negative ANA and Positive dsDNAR Barbara Slusher, PA-C, MSW

Welcome back to Expert Consult. To refresh your memory, below is the case presentation
posted in the last edition of the SPAR Reporter. Discussion points follow.

CASE PRESENTATION: A 48 year old female complains of achiness in her neck,
shoulders, knees, ankles, hips. She has no rash, prior history of aches and or pains,
denies fever, chills, weight change, bowel or bladder changes, alopecia, Raynaud’s,
and history of miscarriage. She had a translocation of her left ulnar nerve for
dysthesias six months previously. She was worried about that surgery and continued
to worry after the surgery so much so she was unable to sleep at night. She com-
plains of sweating at night but had no shaking chills. She does not sleep well and
her spouse states she does not have apneic episodes.

PE: Joint exam shows no evidence of synovitis, lungs are clear, no audible
murmurs, normal S1-S2. Abdomen is soft and no organomegaly noted. No palpable
lymphadenopathy. She is strong in appearance, an excellent historian, and does
not appear depressed but clearly worries about her symptoms.

LAB: CBC, comprehensive metabolic profile, ESR and CRP are normal. Urinalysis is
negative for protein. RF and anti-CCP are negative. ANA is negative and dsDNA is
low positive. The remainder of extra nuclear antigens are negative, including
anti-SM, RNP, SSA, SSB.

On her next visit she continues to complain of achiness in the same locations.

Our Expert Panel:

Dr. Peter Schur is Professor of Medicine at Harvard [ “Anti-dsDNA are specific
Medical School, Division of Rheumatology, (95%) though not highly
Immunology and Allergy. He is Co-Director of sensitive (70%) for SLE,
the L'upu_s Center at Brigham and Women’s making them very useful
Hospital in Boston. . .

Dr. Prashanth Sunkureddi is Clinical Assistant for fj!agms's Gz
Professor of Medicine, Division of Rheumatology, at | Positive.” Peter H. Schur,
The University of Texas Medical Branch, Galveston | A Review of State-of-The-
Texas and has a private practice in Nassau Bay, art Testing for SLE and
Texas. Connective Tissue Disease,
Patricia Murphy, MSN, CNP, CNM, works with The Rheumatologist

Dr. Rosalind Ramsey-Goldman at Northwestern February 2009 ’
University in Chicago, Illinois with primary focus ry )
in research and treatment of systemic lupus
erythematosus (SLE).

Ahh, the difficult case of confusing labs. I’m sure a few of us out there have found
ourselves in similar situations and it is confusing not only for us but more so for our
patients. Here are a few considerations based upon interviews with our expert panel
listed above.

Consider lab methodology - Is there a false negative or a false positive?

First, let’s consider what methodology was employed for the lab results. The two major
types of testing available for detection of ANA are Indirect Fluorescent Antibody (IFA) and
Direct Solid Phase immunoassays. IFA continues to be the gold standard for ANA antibody
testing but Direct Solid Phase immunoassays are fast becoming the test of choice for labs
and hospitals due to cost. IFA technique is complex, labor intensive and requires subjective
interpretation by an experienced technician. Direct Solid Phase immunoassays are
automated and eliminate technician subjectivity allowing for screening of large volumes

of samples and thus less expense.

An excellent resource is available in the April 2009 issue of The Rheumatologist, entitled,
“A Review of State-of-the-Art Testing for SLE and Connective Tissue Disease”, written by
Dr. Peter Schur.! Dr. Schur reviews laboratory testing methodologies as well as their
significance with regard to disease sensitivity and specificity.” For SLE, IFA ANA has high
sensitivity (95-100%) and low specificity (can have a high rate of false positives as well as
positives for other autoimmune diseases).

The American College of Rheumatology released a Position Statement, Methodology of
Testing for Antinuclear Antibodies, in 2009:
The immunofluorescence antinuclear antibody (ANA) assay is the gold standard for
ANA testing with greater sensitivity than solid phase assays. A review of the
literature by the committee indicates that up to 35% of patients with SLE and a
positive ANA by immunofluorescence (IF) were negative on solid phase assays.”

Direct Solid Phase immunoassays are commonly used for detecting antibodies to dsDNA.
Dr. Schur notes it has the highest sensitivity and lowest specificity as compared to IFA
dsDNA. Indeed there is data to support that immunoassays such as the ELISA are more
sensitive than IF (on Crithidia luciliae) for detection of anti-dsDNA antibodies.?

Consider symptoms - Is there another disease lurking?

Upon reading the case history, Dr. Prashanth Sunkureddi, noted that three of the patient’s
most prominent complaints, diffuse pain of greater than 3 months duration, non-
restorative sleep and underlying anxiety, are features of Fibromyalgia Syndrome.
Likewise, Patricia Murphy, MSN, CNP, CNM, with an extensive background in women’s
health, noted that the patient’s age and complaints of night sweats and mood changes are
consistent with perimenopause. Of course the possibility exists that the patient is in the
early phase of SLE or other autoimmune disease and perhaps the anti-dsDNA portends the
future onset of frank disease. There are some data that support the concept that dsDNA
antibodies are produced in advance of the development of clinical SLE.*

Consider treatment options - Monitor or Medication?

Most clinicians would agree that based on this patient’s history and lab presentation,
continued monitoring is necessary. If there is a high index of suspicion for autoimmune
illness, Dr. Schur follows patients yearly; or more frequently if symptoms and presentation
warrant. In this particular case, the patient was seen in follow-up and Plaquenil was
started. Subsequent follow-up at 60 days did not yield any improvement in symptoms.
Patricia Murphy advises that Plaquenil is notorious for slow onset of action and clinical
results may not be perceptible until 3 months, and sometimes up to 6 months duration.

In conclusion, rheumatic diseases are historically difficult to diagnose and laboratories are
only an aid to that end. It is the astute clinician armed with knowledge and an ability to
interpret the significance of history and physical exam findings that moves the patient
closer to diagnosis and initiation of appropriate care.

Lab Testing Take Away Points:
The ACR recommends the immunofluorescence (IF) ANA test as the gold standard
for ANA testing and further states:

9 Hospital and commercial laboratories using bead-based multiplex plat-
forms or other solid phase assays for detecting ANAs must provide data
to ordering physicians on request that their assay has the same or im-
proved sensitivity and specificity compared to the IF ANA.

9 In-house assays for detecting ANA as well as anti-DNA, anti-Sm,
anti-RNP, anti-Ro/SS-A, anti- La/SS-B, etc., should be standardized
according to national (e.g., CDC) and/or international
(e.g., WHO, IUIS) standards.

9 Laboratories should specify the methods utilized for detecting ANAs
when reporting their results.2

Consider methodologies, and know which testing techniques your labs use.

Consider using a specialty lab that offers expertise in performing

autoimmune panels.
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I hope you enjoyed this issue of Expert Consult. Special thanks to our expert panel for their
time and expertise. Now i tds your tur nExpedo yc
Consult? Send cases and comments to: BarbSlusher@gmail.com.

Where to Position the New Urate Lowering Therapies — Joan McTigue, PA-C

There is a renewed excitement concerning hyperuricemia and gout. Recently,
there have been several major breakthroughs in our understanding of the
renal transport mechanisms of urate; of factors controlling on/off signaling
of flare; and the role of urate in co-morbid medical conditions besides gout.

Over the last decade well-resourced data confirm the widespread impression
among clinicians that gout is increasing in prevalence. Gout is now the most
common form of inflammatory arthritis.

Beneficial to the millions who suffer from gout, treatment seems to be coming
of age. Clinicians are becoming savvier in their approach to gout management.
They are getting better at separating the treatment of flare symptoms from
the therapeutic goal of reducing serum uric acid to 6.0mg/dL or less. Achieving
this goal will prevent further flares of gout, help resolve tophi, prevent urate
stone disease, reduce the potential for chronic gouty arthropathy and impact
the detrimental effects of hyperurecemia on endothelial tissue.

The current urate lowering therapies (ULT) include the uricosuric agents such
as probenecid whose use is limited by its TID dosing and limits of use in renal

disease and the xanthine oxidase inhibitor, allopurinol. The latter is the most
widely used agent effective in both over and under excretors of uric acid. Its

once daily dosing makes it additionally attractive. It can also be efficacious in
patients with renal insufficiency.

The limitations of allopurinol are well known to those who treat a good deal of
gout. At the standard doses of 300mgs/day, up to 30% of patients are unable to
achieve the target of a serum uric acid of <6.0mg/dL. Although FDA approved
in dosages up to 800mgs/day, many clinicians are uncomfortable pushing
allopurinol up that far. Doing so would find a lot more patients at target.

As a result of various reasons for this hesitancy, hyperuricemia

and gout remain grossly under-treated. Gout flares continue - to the
frustration of both the patient and provider.

A new and a potential urate-lowering therapy is making news.

Uloric (febuxostat) is a selective xanthine oxidase inhibitor. It is a non-purine
analog and is close to fully metabolized in the liver. It is rapidly absorbed,
highly protein-bound and was approved in two dosages (40mgs and 80mgs
once a day) by both the EMEA in Europe and the US FDA last year.

It might be best used by persons allergic to allopurinol, those with intolerance
to that drug and in those cases where the titration schedule required to get
persons to the target of 6mgs/dL is daunting. It is efficacious in the renal-
repaired as well. Dosing would begin with Uloric at 40mgs/day with a uric acid
recheck in a month. If the target is not achieved, the patient should be shifted
up to the 80mgs dose. The CONFIRMS trial of this agent at its two approved
doses vs. allopurinol 300mgs/d saw a significantly greater number of subjects
achieve the target of sUA of <6mgs with the higher dose of Uloric.

Treatment related AEs are similar.

Uricase is an enzyme which catalyzed the conversion of uric acid to the more
soluble easily excreted allantoin. Humans and certain great apes lack this
enzyme.

Pegloticase is a purified recombinant porcine urate oxidase with an extremely
powerful urate-lowering effect. It is an infusible agent approved at the end of
2009. This infused agent named Krystexx would have to be repeated regularly,
perhaps even indefinitely. Fortunately, therapy would continue until large
urate burdens seen in those persons with longstanding gout, particularly
tophaceous gout, is depleted.

Tophus resolution in the clinical trials of Pegloticase was very impressive.
Plasma uric acid levels fell dramatically and quickly. There are a number of
caveats to the use of this drug which is beyond the scope of this introduction
to two new and welcome additions to gout care.

It is important to realize that existing urate therapies - allopurinol in
particular - are safe and effective in most patients with gout. Even more so
when combined with lifestyle modifications and tweaking of other medications
that are known to increase plasma uric acid. But the keys to success lie with
patient education,* aggressive titration of ULT and gout flare prophylaxis.

Non-responders, the allergic, the intolerant, those with marked kidney disease
and treatment failure gout suffers - especially those with a large urate burden
- now have some hope for their unmet needs therapeutically.

*Gouteducation.org is the best patient and professional oriented web site on the
WWW today.

Musculoskeletal Ultrasound Imaging in Rheumatology

Musculoskeletal Ultrasound
Imaging in Rheumatology -
Susan Richmond, MS, PA-C

Please send ultrasound
submissions to e = .

SPAR@Focus-ED.net for 2 Joint line
future newsletter editions.

Musculoskeletal Ultrasound of a 42 year old male complaining of 1st MTP
pain. Arrow indicates a speckled mass consistent with a tophus, along with
hypoechoic areas representing small effusion.

Susan Richmond, MS PA-C
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