Rheumatology Test Review

LiseHarper, MD, MPH
May, 2019



Question #1

AAnswer: E (topical diclofenac)A2012 ACR Recommendations for
Management of Hand, Hip, and

| | | Knee OA
A 85 ylo F with knee pain, worse with A We conditionally recommend that
activity and at night patients with knee OA should use one
A Stage 3 CKD of the following:
A Crepitus, decreased ROM, small effusion Aéﬁgf ?\.@2?826“
(WBC 1100) Topical NSAIDs
Tramadol

Intraarticular corticosteroid injections

AManagement of
osteoarthritis in an elderly
patient



Question #1, continued

FIGURE 1

First-line treatments: full-dose acetaminophen, topical
therapies, exercise, tai chi, knee taping, physical therapy
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Second-line treatments: nonsteroidal anti-inflammatory drugs
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years, the TEP expressed no '
preference for US|ng toplcal Third-line treatments: tramadol or duloxetine (Cymbalta)
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) of hydrocodone or 30 mg of oxycodone per day or less), joint
ATOplcaI NSAIDS are aSSOC|ated Wlth replacementin patient; with moderate to severe pain ahq

moderate to severe radiographic evidence of osteoarthritis

more skin reactions and are
SlgnlflCanﬂy maore expenS|Ve than Suggested treatment approach to the patient with
oral NSAIDs osteoarthritis.



Question #2

AAnswer: D (order HL-B*5801 ARisk factors:

allele testing) Aﬁatientsdof Tha{, Han Chinese, and
orean descen

A CKDespwhen the initial dose of

A53 y/o M with recurrent gout allopurinol exceeds 1.5 mg per
attacks mL/minute of creatinine clearance

AThai descent stage 3 CKD A Concomitant diuretic use

ANo active inflammation
ASerum urate level 9.2 mgL

Aldentify a Patient at high risk for
allopurinol hypersensitivity



Question #2, continued

A Allopurinol Hypersensitivity SyndromeAMost cases occur withing® weeks of

(AHS) commencing allopurinol
A Erythematous rash APretreatment testing for HL-B*5801
A Fever and avoidance of allopurinol when
A Hepatitis positive reduces the risk of AHS In
A Eosinophilia some ethnic groups
A Acute renal failure | AA low starting allopurinol dose may
AOccurs in 0.1% of treated patients reduce AHS risk, but the relations

i
between maintenance dose and AHS
IS more controversial

A Chronic kidney disease increases AHS
risk, but slowly increasing the
allopurinol dose in chronic kidney
g\lﬁesase has not been associated with

A Potentially lifethreatening reaction,
with a mortality rate approaching 25%



Question #3

A Answer: A (acute cutaneous lupus A Essentially all pts with ACLE will develop
erythematosus) SLE

A 21 y/o F with 8 weeks of fatigue and low A Other answers:
grade fever A tEhryslipeIz?]s %_upetﬂ‘iciial ceIIuItitis involving

A Characteristic malar rastoright 1C ymphatics Tl presents as a
erythematous patches over both cheeks e i ey L .
and the nasal bridge, almost always extremities secondary to group A strep;
sparing the nasolabial fold almost always unilatéeral

A Rosaceainflammatory papules, small
pustules, and telangiectasias, amhds to

A Diagnose acute cutaneous lupus involve the nasolabial folds
erythematosus A Seborrheic dermatitis characterized by a

greasy scale an@nds to involve the
nasolabial folds, eyebrows, and scalp

A Subacute cutaneous lupus erythematosus




Subacute cutaneous lupus
rash erythematous,
macular, or patchy skin
lesions that are scaly and
can evolve as
annular/polycyclic lesions
or papulosguamous
plaques

Malar rash ofacute lupus
erythematosus

Discoid lupus
erythematosusis the
most commornchronic
skin manifestation of SLE




Question #4

A Answer: Adntisynthetasesyndrome)

A 47 ylo F with 2 weeks of lograde fever
A Fingertip blanching with cold exposure

A Cracking/f eelin%of skin on hands and
pain/swelling of PIP joints

A Erythema of the malar area, forehead,
and chin

A Crackles at the lung bases
A Anti-Jo1 antibody positive

A Diagnosantisynthetasesyndrome

A Six predominant clinical manifestations:
A Fever
A Myositis
A Interstitial lung disease
AaSOKI yAOQa
A Raynaud phenomenon
A Inflammatory polyarthritis

KIyYRa&




Question #4, continued

AAn important cause of autoimmune AKey points:
iInflammatory myopathy in a subset of A Antisynthetasesyndrome can present

patients with polymyositis and with & wide variety of clinical

dermatomyositis 4 ran?nlfestatIOQS - o
Ashould be included in the differential  “ giseake usually determine the lomerm -

diagnosis in patients presenting with outcome

unexplained interstitial lung disease A The diagnosis is usually confirmed by the

detection of antibodies to various
aminoacytransfer RNA synthetases,
anti-Jo1 antibody being the most
common

A Glucocorticoids are considered the
mainstay of treatment, steroid sparing
drugs often added later

A Cyclophosphamide is recommended if
sévere pulmonary involvement



Question #5

AAnswer: B (inclusion body myositisInclusion body myositis (IBM)

A Inflammatory myopathy involving
proximal and distal muscles, usually

A67 y/o M with weakness, tripping, symmetric
difficulty writing ASporalldia_lBM is the Irc?o?t common
AExam with symmetric weakness of  Usually 550 yio Y
thg for%arm and thi R rﬂusgleS; A CK typically less than 01 E Q&
reduced grip strengtn, hands, A Diagnosis of IBM is confirmed by
WrISTS muscle biopsy showing muscle fibers
ACK 1150 U/L; anfiol negative containing multiple rimmed vacuoles

ABM needs to be distinguished from
POIytm%I/OS'IttthS’ as it is usually not
. : " reated with Immunosuppressive

response to treatment

|



Table 1. Criteria Supporting the Diagnosis of Inflammatory Myopathies.

Criterion

Pattern of muscle
weakness

Creatine kinase level

Electromyography

Muscle biopsy

Autoantibodies

Magnetic resonance
imaging

Dermatomyositis

Subacute onset of proximal symmetric
weakness with characteristic skin
rash in patients of any age

High, up to 50 times the upper limit of
normal; can at times be normal

Myopathic units (active and chronic)

Perivascular, perimysial, and perifascic-
ular inflammation; necrotic fibers in
“wedge-like” infarcts; perifascicular
atrophy; reduced capillaries{

Anti-MDA-5, anti-Mi-2; anti-TIF-1 and
anti-NXP-2 (implicated in cancer-
associated dermatomyositis)

May show active inflammation

Polymyositis Necrotizing Autoimmune Myositis Inclusion-Body Myositis
Subacute onset of proximal symmetric  Acute or subacute onset of proxi-  Slow onset of proximal and distal weak-
weakness in adults (diagnosis is mal, often severe weakness in ness; atrophy of quadriceps and
made when other causes have been adults forearms; frequent falls; mild facial
ruled out)* muscle weakness in people older

than 50 years of age
High, up to 50 times the upper limit of  Very high; more than 50 times the  Up to 10 times the upper limit of nor-

normal in early active disease; may upper limit of normal in early mal; can be normal or slightly
linger at up to 10 times the upper active disease elevated
limit of normal
Myopathic units (active and chronic) Active myopathic units Myopathic units (active and chronic)
with some mixed large-size poten-
tials
CD8+ cells invading healthy fibers; wide- Scattered necrotic fibers with mac- CD8+ cells invading healthy fibers;
spread expression of MHC class | rophages; no CD8+ cells or vac- widespread expression of MHC
antigen; no vacuoles; ruling out of uoles; deposits of complement class | antigen; autophagic vacu-
inflammatory dystrophies on capillariess: oles,§ ragged-red or ragged-blue
fibers; congophilic amyloid depos-
itsq
Antisynthetase antibodies (often seen in Anti-SRP and anti-HMGCR, specif- Anti-cN1A (of uncertain pathologic sig-
overlap myositis) associated with in- ic for necrotizing autoimmune nificance)
terstitial lung disease, arthritis, myositis
fever, and “mechanic’s hands”
May show active inflammation; could May show active inflammation; Shows selective muscle involvement,
guide biopsy site could guide biopsy site but might be difficult to distinguish

atrophy from chronic inflammation




Drugiinduced Myopathies

Drug

Time Course

Clinical Presentation

Alcohol

Increased with longerm use

Asymptomatic elevations of serum creatin
kinase; chronic muscle atrophy; acute,
severe rhabdomyolysis with kidney failure

Antimalarials

Can occur after prolonged use

Infrequent elevation of serum creatine

kinase (30%); muscle weakness (50%);
myopathic electromyogram findings (100%
cardiomyopathy can occur

Cocaine Can occur after single use Asymptomatic elevations of serum creatin
kinase; acute, severe rhabdomyolysis with
kidney failure

Colchicine Usually months to years; increased risk with coadministration oj{Proximal muscle weakness with elevations

cytochrome P450 inhibitors

serum creatine kinase; mild sensory
symptoms; reduced reflexes

Glucocorticoids

Increased with longerm use

Proximal muscle weakness in the absencse
elevations of serum creatine kinase

Statins Usually weeks to months but can occur at any time; increased f|Elevations of serum creatine kinase with
with preexisting neuromuscular disease, hypothyroidism, kidneymyalgia and weakness
failure, and/or coadministration of cytochrome P450 inhibitors; 1
also trigger immunanediated necrotizing myopathy

Zidovudine Variable; may be more common after lot&yrm use Elevations of serum creatine kinase with

myalgia and weakness




Question #6

A Answer: A (captopril) A Scleroderma renal crisis
A Hypertensive emergency

- ; " - A Headache, encgphalo%a}thy, seizures,
AonH @&k2 C gAUK wl &yl dzRpartensivg rinoddti®y w 5

A Presenting with headache and vomiting ﬁ gﬂé%rtc;aggggiggnhemolytuc anemia

AT 38, BP 240/140 mm Hg A Proteinuria
A Fingers with digital pitting, thickening of _
the skin over the fingers and dorsum of A Risk factors:

the hands A DcSSc
A Hct32% platelets 75K, Cr 1.5 and u/a 2+ A Use of moderate to high dose steroids
protein, ho blood ’ A Presence of ariRNA polymerase Il abs
A Peripheral smear: + schistocytes, _
decreased platelet count A Management: __
A %ACElgwhlbltoc even with rising Cr and need
or

A Recognize scleroderma renal crisis A Some data for prophylaxis with CCB in those



A. Hypertensive scleroderma renal crisis (fulfills both A1 and A2)

1.

New onset hypertension; defined as any of the following:
a) Systolic blood pressure = 140 mg Hg

b) Diastolic blood pressure = 90 mg Hg

¢) Rise in systolic blood pressure = 30 mm Hg

d) Rise in diastolic blood pressure = 20 mm Hg

AND

One (1) of the following five (5) features:

a) Increase in serum creatinine by 50+% over baseline

OR serum creatinine = 120% of upper limit of normal for local laboratory

b) Proteinuria = 2+ by dipstick

c) Hematuria = 2+ by dipstick or = 10 RBCs/HPF

d) Thrombocytopenia: < 100,000 plts/mm*

e) Hemolysis defined as anemia not due to other causes and either of the following:

(1) Schistocytes or other RBC fragments seen on blood smear
(2) increased reticulocyte count

B. Normotensive scleroderma renal crisis (fulfills both B1 and B2)

1.

Increase in serum creatinine >50% over baseline
OR serum creatinine = 120% of upper limit of normal for local laboratory

AND

2.

One (1) of the following five (5) features:

a) Proteinuria = 2+ by dipstick

b) Hematuria = 2+ by dipstick or = 10 RBCs/hpf

¢) Thrombocytopenia: < 100,000 /mm?*

d) Hemolysis defined as anemia not due to other causes and either of the following:
(1) Schistocytes or other rbc fragments seen on blood smear

(2) Increased reticulocyte count
e) Renal biopsy findings consistent with scleroderma renal crisis (microangiopathy)



Question #7

AAnswer: A (anakinra) A Anakinra or canakinumab:-IL
Inhibitor

A76 y/o M treated for heart failure now Management of treatment resistant inflammation of acute on
with pameI, swollen left knee chronic tophaceous gout with anakinra

A M ICrOSCOpy O.I: Syn OVIaI ﬂ UId Wlth D McGonagle, A L Tan, S Shankaranarayana, J Madden, P Emery, M F McDermott
needleshaped intracellular crystals;

negative gram stain and cultures Anakinra for the treatment of acute gout flares: a randomized,
double-blind, placebacontrolled, activecomparator, noninferiority

ATreated with intraarticular trial
|UCOCOF'[ICOIChS We” as |V X 3 dayS Carly A JansseMartijn A H Oudé/oshaamarald EYonkemanTim L Th AansenMatthijs
Oug h St| ” W|th warm SWO”en kn eé JansseiMarc RKokBeaRadovitCaroline vaiburmeHetty BaanMartA F J van deaar

Efficacy of anakinra in gouty arthritis: a retrospective study
ATreat refractory acute gout F 40 cases

Sebastien Ottaviani,l Anna Moltd, ~ Hang-Korng Ea.2 Séverine Neveu,3 Ghislaine Gill,l Lauren Brunier,lEIisabeth
Palazzo,l Olivier Mever.l Pascal Richette, - Thomas Bardin,Z Yannick AIIanore,4 Frédéric Lioté,ZMaxime

Douqados.3 and Philippe Dieudé



https://www.ncbi.nlm.nih.gov/pubmed/?term=Ottaviani S[Author]&cauthor=true&cauthor_uid=24432362
https://www.ncbi.nlm.nih.gov/pubmed/?term=Molt%26#x000f3; A[Author]&cauthor=true&cauthor_uid=24432362
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ea HK[Author]&cauthor=true&cauthor_uid=24432362
https://www.ncbi.nlm.nih.gov/pubmed/?term=Neveu S[Author]&cauthor=true&cauthor_uid=24432362
https://www.ncbi.nlm.nih.gov/pubmed/?term=Gill G[Author]&cauthor=true&cauthor_uid=24432362
https://www.ncbi.nlm.nih.gov/pubmed/?term=Brunier L[Author]&cauthor=true&cauthor_uid=24432362
https://www.ncbi.nlm.nih.gov/pubmed/?term=Palazzo E[Author]&cauthor=true&cauthor_uid=24432362
https://www.ncbi.nlm.nih.gov/pubmed/?term=Meyer O[Author]&cauthor=true&cauthor_uid=24432362
https://www.ncbi.nlm.nih.gov/pubmed/?term=Richette P[Author]&cauthor=true&cauthor_uid=24432362
https://www.ncbi.nlm.nih.gov/pubmed/?term=Bardin T[Author]&cauthor=true&cauthor_uid=24432362
https://www.ncbi.nlm.nih.gov/pubmed/?term=Allanore Y[Author]&cauthor=true&cauthor_uid=24432362
https://www.ncbi.nlm.nih.gov/pubmed/?term=Liot%26#x000e9; F[Author]&cauthor=true&cauthor_uid=24432362
https://www.ncbi.nlm.nih.gov/pubmed/?term=Dougados M[Author]&cauthor=true&cauthor_uid=24432362
https://www.ncbi.nlm.nih.gov/pubmed/?term=Dieud%26#x000e9; P[Author]&cauthor=true&cauthor_uid=24432362

Initial
Treatment

Options

Treatment
Considerations

(Monoarticular or Mild-to-Moderate Oligoarticular)

Bty s o

Colchicine
1.2 mgq followed by
0.6 mg 1 h later

Prednisone 0.5 mg/kg

(or equivalent)

l

Consider alternative in patient
with history of:
* Attack already of > 36 h duration
* Colchicine intolerance or allergy
* History of prior acute colchicine
dosing within past 14 days,
in patient on daily prophylactic
colchicine
¢ Concurrent use of strong
cytochrome P3A4 or
p-glycoprotein inhibitors
(see package insert; especially
clarithromycin)

:

Follow-up
Management

Option to continue colchicine
0.6 mg qd or bid until attack
resolves completely

|

Consider alternative in patient

with history of:

* Diabetes, especially if
inadequately controlled

e Known prédnisone intolerance

e Hypertension or congestive hean
failure, especially if inadequately
controlled

A

Nonsteroidal anti-inflamatory
drug maximal dose
(09, iIndomethacin S0 mg qid,
naproxen S00 mg bid,
buprofen 800 mg tid)

5-10 d full dose then stop,
or 2-5 d full dose then taper
over 7-10 d,
or medrol dose pack

g

Consider altemative in patient with

history of;

¢ Peptic ulcer disease or gastritis

¢ Nonsteroidal anti-inflammatory drug
intolerance or allergy

e Stage 2 or greater renal insufficiency

* Hypertension or congestive heart
failure especially if inadequately
controlled

¢ Known cardiovascular disease

Continue at maximal dose until
attack resolves completely




Question #8

AAnswer: B (stop febuxostat; begin  APegloticase

pegloticasanfusions) AIV-administered porcinalerived
Aurlcase (infused every 2 weeks)
: Reduces serum urate level to zero
AT8 ylo F with more frequent and within hours of administration

SIS Cellis e A30% to 50% of patients develo
cy : 0 0
AHTN, CKD, nephrolithiasis, type 2 DM antibodies to thg drug within a P

AOn max dose febuxostat, allergic to month
allopurinol Alndcii;:at?d 1‘Igl)r severe retctllg]rrtent
and/or tophaceougjout that is
AESR 76 mm/h, Cr 1.5 naty/ serum Intolerant or resistant to standard

urate level 6.3 mgiL therapies

ATreat severéophaceousgout



Treat to symptom resolution
(ACP)

ACP's new guideline does not recommend
against a "treat-to-target approach” but
advised that thereisinsufficient evidence to
determine whether the benefits of escalating
ULT toreach atarget uric acid level outweigh
the harms associated with repeated
monitoring and increased medication.

Gout Guidelines

Treat to target uric acid level
(ACRand BULAR)

In its 2012 guideline, ACR recommends a
target serum urate level below 6 mg/ dL at
aminimum, with some patientsfaring
better when the serum urate level is below
5mg/dL. Anew guideline from EULAR
releasedin 2016includesthe same
recommendation.




Question #9

A Answer: C (increase allopurinol)

A 87 y/o F with gout x 15 years
A Recurrent attacks g3 months
A Hxof nephrolithiasis, CKD, HTN

A Tophi present on a few distal and proximal
Interphalangeal joints of both hands

A Current meds: aIIO}ourinoI, 400 mg{/d;
colchicine, 0.6 mg/d; and lisinopri

A Cr level 1.0 mglL, serum urate level 5.8
mg/dL

A Treattophaceougyout with appropriate
urate-lowering therapy.

AAllopurinol

ACan be titrated to a maximum of
800 mg/d in 106mg increments to
alleviate symptoms )
ADoseNB RdzOS AT x adil

ARemember, watch and screen for
hypersensitivity syndrome in
certain populations



Question #9, continued

AWho should be on urattowering  AOptions for uratelowering therapy:

therapy: A Xanthine oxidase inhibitors (reduce
A Patients with gout plus any of the urate production)
following: A Allopurinol
AdbmO x aul 3IS H /Y5 A Febuxostat (more expensive, concerns
AoHO x H Odzi§ FGar O1a EBBwWraggvasgylar satety)
A (3) one or more tophi A Uricosuricagents (decrease renal
A (4) uric acid nephrolithiasis urate resorption) probenecid
: : A Less effective; avoid with CKD,
AContrary to prior practice, urate nephrolithiasis
lowering therapy can be initiated A Pegloticaserasburicasda uricase)

during an acute attack if adequate
anti-inflammatory therapy is
concurrently started



Any patient with established diagnosis of gouty arthritis

* Tophus or tophi by clinical exam or imaging study

* Frequent attacks of acute gouty arthritis (22 attacks/yr) -
*CKD stage 2 or worse | CJ

+Past urolithiasis <

TREAT TO SERUM URATE TARGET defined for individual patient
* The minimum serum urate target is <émg/dL
« Serum urate lowering below 5mg/dL may be needed to improve gout signs and symptoms




Question #10

A Answer: C (discontinue colchicine, begin AProphylaxis in the setting of initiation
meloxicam) of urate-lowering therapy
A Prevention/minimizatjon of

A 48 y/o M with gout, started on colchicine gf\lgrgte(?lci\wferiﬁgl trll.eyag\yz y Fudl O

andiaiiopurinalizmontns ago A Choice of therapy should be tailored

A 3 acute gout attacks since initiation of to the individual's comorbid
therapy conditions | |

A 2-3 daily episodes of diarrhea past 6 A Consider SEs of diarrhea with
weeks colchicine, risk of hyBer lycemia in

_ _ ts with DM and CKD/PUD with

A Type 2 DM, on insulin SAIDs

A Cr 0.8 mgdLand serum urate level 5.5
mg/dL

A Prevent gout attacks during initiation of
urate-lowering therapy



*With, or just prior to initiating ULT

*Medication choices
Low dose Colchicine®: Low dose colchicine, 0.6 mg once or twice daily
First line : OR (Outside US, 0.5 mg once or twice a day)
Low dose NSAIDS: with proton pump inhibitor (where indicated)
e.g. Naproxen 250 mg twice daily i

*Second line: Low dose Prednisone or Prednisolone” (<10mg/day) i
(if colchicine and NSAIDs both are not tolerated, contra-indicated, or
ineffective)

Evaluate gout symptoms while on ULT

DURATION: Treatment for the greater of:
*At least 6 months |A]

OR

*3 months after achieving target serum urate appropriate for the patient i
(No tophi detected on physical exam)

*6 months after achieving target serum urate appropriate for the patient |}
(One or more tophi detected on physical exam)




Question #11

A Answer: Et@kayastarteritis) ATakayasu arteritis
ADSYSNY} ftftée I FFSOUa

A 26 ylo F with 4 weeks of dyspnea on exertion years and of Asian ancestry

A6 months of malaise and myalgia; arms ache ACan lead to aortic insufficiency
with physical activity and heart failure

ABP is 120/60 mm Hg in the right arm and AAneurysms angtenosef large
95/50 in the left arm arteries cause symptoms of

A Grade 2/6 decrescendo diastolic murmur at claudication in the extremities,
the left sternal border discrepancies in blood pressure

A TTE: mild to moderate aortic valve between the arms, and reduced
regurgitation, dilated aortic root pulses

Alnvolvement of the aorta
A Recognize Takayasu arteritis



Question #11, continued

AOther answers:

AGCA vasculitis: also large vessel and can affect the great vessels
of the chest, but affects individuals > 50 y/o

AlgA vasculitis: smallessel vasculitis and almost always causes a
rash

AKawasaki disease: mediuvessel vasculitis that begins in
childhood, manifesting with a rash and other mucocutaneous
findings; it can affect coronary vessels, leading to cardiac
complications such as heart failure

APonarteriti_s nodosa (PAN) is a medwassel vasculitis that can
affect multiple organ systems



Immune complex small-vessel vasculitis
Cryoglobulinemic vasculitis
IgA vasculitis (Henoch-Schonlein)
Hypocomplementemic urticarial vasculitis
(Anti-C1q vasculitis)

I I
Medium-vessel vasculitis Anti-GBM disease

Polyarteritis nodosa | |
Kawasaki disease

ANCA-associated small-vessel vasculitis
Microscopic polyangiitis
Granulomatosis with polyangiitis (Wegener)
Eosinophilic granulomatosis with polyangiitis (Churg—Strauss)

Large-vessel vasculitis
Takayasu arteritis
Giant cell arteritis




Question #12

A Answer: D (rituximab) A Relapse of GPA:

A Occurs in more than 50% of patients within
5 years, and may occur in different organs

A 66 y/lo M withhx of GPA previously from the initial presentation |
treated with cyclophosphamide and on A Both rituximab and cyclophosphamide are
maintenance dose azathioprine efficacious for initial induction therapy in

: _ _ patients with severe GPA
A Admitted with progressive dyspnea, A Rituximab > cyclophosphamide in relapse

started on IV solumedrol
ARR 25/min and O2 sat is 90% on 2 L

AESR 90 mm/h and ANCA positive with a
cytoplasmic pattern and a titer of 1:160; +
proteinase 3 abs

A Treat relapsed granulomatosis with
polyangiitis A 67% remission with rituximab > 42%



