
A36 year old woman is referred
to the emergency department by

her PCP for evaluation of extreme
weight loss (BMI 10.9), chronic kid-
ney disease and hypokalemia. She
is admitted for treatment of anorexia
nervosa. A therapeutic eating disor-
der protocol is initiated. On this pro-
tocol, she gradually gains 37 pounds
over the ensuing three months and
achieves a BMI of 16.7.

The World Health Association
classification for anorexia includes
body weight 15% below expected
weight or BMI less than 17.5; self-
induced weight loss by avoiding fat-
tening foods with self-induced
vomiting, purging, excessive exer-
cise, or use of appetite suppres-
sants or diuretics; distorted body
image; and hypothalamic-pituitary-
gonadal axis disorder (e.g. amenor-
rhea, impotence).1 An inpatient
cohort of patients with anorexia ner-
vosa had a premature mortality rate
of 20%, and a large proportion of
cases took six to 12 years to re-
solve.2 Evidence for anorexia ner-
vosa treatment and evidence for
treatment-related harms and factors
associated with efficacy of treat-
ment are weak. Close monitoring
and treatment of hypophos-
phatemia, hypokalemia, hypomagne-
semia, hypoglycemia, and thiamine
supplementation are required.

Medicine is consulted for a
three-day history of pain and
swelling in her right ankle. She ex-
periences worse pain in the morn-
ing, with weight bearing and
pressure. She also reports signifi-
cant pain and stiffness in the morn-
ing involving both hands, which
began four weeks ago. She does
not have problems with any other
joints and has no previous history of
similar joint pain or swelling. The
patient denies any trauma to that

(normal: 0-20), rheumatoid factor
(RF) 10 (normal: < 14), uric acid 7
(normal: 2.4-7.0), creatinine 1.3, he-
moglobin 12.2, and negative hepati-
tis B and C serologies. Given
moderate clinical suspicion for RA,
anti-cyclic citrullinated peptide (CCP)
is drawn, which is elevated 147
(normal: < 17).

Serological testing for rheuma-
toid factor is complicated by moder-
ate sensitivity and specificity and
high rates of positivity in other
chronic inflammatory and infectious
disease states. Rheumatoid factor
shows a sensitivity of 31% to 54%
and specificity of 91% to 93%
for the eventual diagnosis of RA
when the test is done at first pre-
sentation.3 Sensitivity and specificity
using the anti-CCP assay ranges
from 44% to 56% and 90% to 97%,
respectively; however, the anti-CCP
has been shown to also correlate
with disease activity parameters,
predict RA diagnosis in early arthri-
tis, and predict joint damage.3

Rheumatology is consulted and
feels that the patient’s clinical pre-
sentation and lab data are in favor of
the diagnosis of early RA. They rec-
ommend a trial of prednisone (i.e. 20
mg daily for five days, then 10 mg
daily for five days) to treat the acute
inflammatory arthritis.

The patient has about a 50% im-
provement with prednisone, and she
is eager to start long-term treatment
for her RA. The rheumatologist consid-
ers the patient’s malnutrition sec-
ondary to her anorexia nervosa and
the potential GI symptoms secondary
to conventional disease-modifying anti-
rheumatoid agents (DMARDs) such as
methotrexate (MTX), sulfasalazine, or
leflunomide. They choose to start the
patient on methotrexate 15 mg by
mouth each week with folic acid 1 mg

joint. She does not have fever,
chills, rash, or oral ulcers.

The differential diagnosis of non-
traumatic acute joint pain includes
septic arthritis, acute gouty arthritis,
and flare of inflammatory arthritis.
Malnutrition does increase the risk of
infections; however, the patient is
not systemically ill and does not have
any fever or joint redness or warmth.
Gout in a premenopausal woman is
extremely uncommon; however, this
patient has been amenorrheic for six
years from her anorexia and anorexic
states and carries a risk of hyper-
uricemia. The patient is in the typical
age group for rheumatoid arthritis
(RA), and given her morning stiffness
and joint symptoms, RA should be
considered.

The patient has a temperature
of 36 C, blood pressure of 130/73,
pulse 81, respirations 16, and SpO2
97%. She is alert, cooperative, in
no distress, and appears her stated
age. Conjunctivae/corneas are clear.
Throat has no oral ulcers. Lungs are
clear to auscultation bilaterally. Skin
color, texture, and turgor are normal,
without rashes or lesions. Cervical
supraclavicular nodes are normal.
On musculoskeletal exam, the right
ankle has swelling with minimal
warmth. There is tenderness over
the right ankle joint with pain during
range of motion. Significant findings
in the hands include ill-defined
joint lines at the second and third
metacarpal joints bilaterally with
early formation of Heberden’s and
Bouchard’s nodes bilaterally and
tenderness over several proximal
interphalangeal (PIP) joints. All other
joints including shoulders, wrists,
elbows, and knees are normal with-
out evidence of synovitis.

Laboratory evaluation reveals an
erythrocyte sedimentation rate
(ESR) that is slightly elevated at 39
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every day to reduce potential
methotrexate toxicity. The prednisone
is tapered over two months, and she
tolerates MTX well.

Early diagnosis of RA with initia-
tion of treatment within the first 12
weeks of disease onset has been as-
sociated with sustained and long-term
benefits.4 Therapy with DMARDs
should begin as soon as the diagnosis
of RA is made, and MTX should be
part of the first treatment strategy in
patients with active RA.5 If there are
no contraindications or early intoler-
ance to MTX, MTX monotherapy with
folate supplementation should be op-
timized for sufficient time (i.e. at least
eight weeks) before progressing to
more intensive therapies.5 In cases of
MTX contraindications, leflunomide
should be considered as part of the
first-line treatment.5
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Combination therapy includes
MTX plus cyclosporine, sulfasalazine,
or hydroxychloroquine. In patients
who respond inadequately to MTX
and/or other conventional synthetic
DMARD strategies, with or without
glucocorticoids, biologic DMARDs
(e.g. TNF inhibitors or tocilizumab)
should be commenced with MTX.5 If
a first biologic DMARD has failed,
switching to another biologic
DMARD is proposed, either another
TNF inhibitor or Rituximab or Abata-
cept. Tofacitinib may be considered
after biological treatment has failed.5
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