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Systemic lupus erythematosus (SLE) is a multisystem autoimmune disease that primarily affects

women and people of Hispanic, African, and Asian descent. The treatment goals are similar to other
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autoimmune diseases: preventing progressive damage to organs and decreasing disease activity to
increase patient quality of life. Steroids can lead to rapid control of symptoms but have many long-

term side effects; patients should be transitioned to steroid-sparing agents and new biologics when
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possible. Special populations require specific considerations, such as those experiencing renal or

neuropsychiatric symptoms or drug side effects or those who are pregnant or planning to conceive.
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INTRODUCTION

Systemic lupus erythematosus (SLE) is a multi-organ progressive
autoimmune disease that affects young women more often than
men and is more prevalent and severe in people of Hispanic,
African, and Asian descent.* The clinical features of SLE are
variable across individuals and evolve throughout a patient's
lifetime.* This makes management challenging and requires
flexibility and vigilant monitoring. Management considerations
require an evaluation of illness, comorbidities, and patient goals.
Although SLE remains poorly understood, the prognosis of SLE
is relatively good, with the 10-year survival rate improving over
the past several decades to almost 90%.>¢ Although survival
rates and quality of life continue to improve, SLE can lead to
permanent damage in one or more organ systems.” Joint and
skin manifestations of SLE are most common; renal, hematologic,
and neurologic manifestations are most damaging.? To maximize
the quality of life in patients with SLE, treatment should focus
on achieving minimal disease activity, rather than complete
remission. Additional focuses should include minimizing drug
toxicity, preventing organ damage, and educating patients about
their role in disease management.®'® Because SLE increases the
risk of atherosclerosis, smoking cessation, counseling on diet, and
statin therapy should also be considered."
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Sustained remission is very difficult to achieve, and current guidelines recommend targeting a low
SLE activity state to optimize quality of life. An osteopathic approach to managing SLE attempts to
reflect the principles of osteopathy into evidence-based medicine to optimize quality of life.

DISEASE EVALUATION

Prior to determining the appropriate treatment modality, disease
activity and severity must be assessed by clinical evaluation. The
goal of clinical evaluation is to differentiate new disease from
chronic damage, to differentiate SLE from coexisting conditions,
and to assess for adverse reactions to treatment.’> A baseline
evaluation should include a comprehensive physical examination
and labs to assess renal status, drug toxicities, and disease activity.
Laboratory evaluation should include complete blood count (CBC),
acute phase reactants, urinalysis, urine protein-to-creatinine ratio,
serum creatinine, estimated glomerular filtration rate (eGFR),
double-stranded DNA (dsDNA), and complement levels (C3, C4).
Antibody titers may not need to be repeated, with the exception
of dsDNA and complement.”® If renal disease is suspected, a renal
biopsy should be performed for further evaluation.’*'®

In addition to a physical exam and labs, the SLEDAI-2K score is
a useful tool to incorporate into the clinical evaluation (table
1). The SLEDAI-2K score is used as a predictor of mortality and
as a measure of disease activity; it can guide current therapy by
describing changes in disease activity from one visit to the next."®
Osteopathic physicians can utilize their ability to assess the patient
for somatovisceral dysfunctions and viscerosomatic dysfunctions
that can arise as complications of SLE. By monitoring for these
dysfunctions, the physician will have a further assessment of
the progress of the disease and the ability to tailor aspects of
treatment to address somatic dysfunctions.
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TABLE 1 Both ACLE and SCLE are rare and manifest as extreme

SLEDIAK-2K score for clinical evaluation of SLE photosensitivity that begins as a papular eruption or small scaly
1. Seizure? 13. Pyuria? plagues thaF transfprm intp anqular or psoriasiform lesions.?'
2. Psychosis? 14. Proteinuria? While ACLE |s.a-1ssooated with actlve. SLE, SCLE ca.n be caused.by
3. Organic brain syndrome? 15. Rash? commonly utilized rnonoclonal. antibody therapies.® Ce;satlon
4. Visual disturbance? 16. Mucosal ulcers? of offending drugs is a.n effective treatment for poth, with the
5. Cranial nerve disorder? 17. Pleurisy? tr.ea.tment of SI.'E p.rovmg helpful in thg resolutlonAof ACLE..E‘0
6. Lupus headache? 18. Pericarditis? Similar to CL.E, first-line therapy for SCLE |r.1cludes topical steroid
7 CVA? 19. Low complement? use and avoidance of UV. expo.sur.e. Ustekinumab has élso been
8. Vasculitis? 20. Increased DNA binding? sugg'ested asa Fherapeunc optpn in refractpry or combmed SCLE
9. Arthritis? 21. Fever? agtmmmgne d-|sease pathologies.? Th.ere is a 5|gn|f|c'ar'1t Iack. of
10. Myositis? 22. Thrombocytopenia? high-quality evidence for. SCLE t.her.aples, although clinical trials
11, Urinary casts? 23. Leukopenia? are underway for Janus kinase 1 inhibitors.3*
12. Hematuria? 24. Alopecia?

GENERAL PHARMACOLOGICAL TREATMENT

While the body is capable of self-regulation, to an extent, the
current expert recommendation is that lupus treatment should
be built around antimalarials for chronic control, and clinicians
should expect lupus patients to be on these medications for life
unless there are hard contraindications to their use.?-22 When
initiating treatment, hydroxychloroquine (HCQ) should be the
preferred maintenance treatment unless it is contraindicated.?

In addition to maintenance treatment of SLE with HCQ,
glucocorticoids are the currenttreatment of choice for rapid control
of acute or life-threatening manifestations of SLE.>* Alternative
therapies are emerging through novel immunomodulators which
may avoid the side effects of corticosteroids.?* Rituximab (RIX) is
a monoclonal antibody directed against the CD20 antigen on the
surface of B lymphocytes and is available for use in patients with
severe or refractory manifestations of the disease, but its efficacy
is uncertain.?-2

TREATMENT OF CUTANEOUS LUPUS

Photosensitivity is a common finding in many subtypes of SLE
(table 2). Ultraviolet light (UV) injury can cause skin lesions to
develop that may persist for months. Therefore, physicians should
encourage patients to wear sunscreen and counsel them to avoid
medications that can cause photosensitivity, such as thiazide
diuretics, neuroleptics, and tetracyclines.?

Cutaneous lupus erythematosus (CLE) includes discoid lupus,
subacute cutaneous lupus (SCLE), and acute cutaneous lupus
(ACLE).>® Typical locations include the face, neck, and head. It is
diagnosed clinically, with a biopsy to confirm.* There are currently
no FDA-approved treatments; therefore, the recommended
treatment of mild or limited disease includes smoking cessation,
avoidance or protection from UV exposure, and topical
treatments.3' Topical therapies include steroids or calcineurin
inhibitors. If the disease is refractory to topical therapies, HCQ or
chloroquine (CQ) can be initiated.3? For severe disease refractory
to topical/HCQ/CQ therapy, additional quinacrine therapy is
initiated followed by methotrexate (MTX).3 Thalidomide, retinoids,
dapsone, and mycophenolate mofetil (MMF) may also be used
for second-line treatment. Other therapeutic options may be
cost-limited in their approach.323

TREATMENT OF MUSCULOSKELETAL
MANIFESTATIONS

Arthralgias are common in patients with SLE, and osteopathic
physicians have the ability to use many modalities to address
musculoskeletal manifestations. Nonsteroidal anti-inflammatory
drugs (NSAIDs) are also particularly effective for musculoskeletal
symptoms, serositis, and headaches; however, their safety is
often of concern.3 Nonsteroidal anti-inflammatory drugs have
an increased risk of acute renal failure, cutaneous and allergic
reactions, hepatotoxicity, and aseptic meningitis in patients with
SLE.*¢ Methotrexate remains an excellent choice for control of
arthritic manifestations.>” Belimumab can reduce autoantibody
levels in SLE, and may be indicated as an add-on therapy for skin
and musculoskeletal manifestations in patients without severe
lupus nephritis or active central nervous system lupus.383°

Osteopathic physicians also have the ability to utilize osteopathic
manipulative treatment (OMT) to return the body to normal
alignment in cases of nondeforming myalgias and arthritis.®
Studies also show there could be benefits of OMT in conditions that
commonly coexist in patients with lupus, such as fibromyalgia.*-4
However, physicians should remain aware of the limitations of
OMT in SLE, such as high-velocity/low-amplitude (HVLA), due to
the increased risk of osteopenia and osteoporosis from chronic
steroid use, inactivity from chronic pain, and as a direct result of
the disease.*>4¢

TREATMENT OF RENAL MANIFESTATIONS

Lupus nephritis is a complex and broadly differentiated
manifestation of lupus that has a high mortality and morbidity.*
It is often discovered in baseline labs. Patients should be
screened for proteinuria, serum creatinine and estimated GFR,
microscopic hematuria, and hypertension. A renal biopsy can
assess disease activity and properly classify the subtype of lupus
nephritis, although some consider this controversial because
initial treatment is generally the same: MMF and corticosteroids.*
Others state that repeat renal biopsies can be performed to
assess for response to treatment, and standard therapy regimens
depend on the subtype of lupus nephritis, plans for pregnancy, and
response to initial therapy. A renal transplant may be necessary
if lupus nephritis progresses despite standard treatment.'®
Belimumab may help decrease proteinuria in patients with



Hoelscher, Sonnenberg, Smith, Fritz, Belanger, Toffol

Managing systemic lupus erythematosus 33

proteinuria of more than 1,000 mg/g (113 mg/mmol) creatinine
despite standard treatment.3°48

Known renal manifestations or other end-organ involvement,
may need to be followed at 3-month intervals or sooner.** Due
to the possibility of clinically silent laboratory abnormalities,
patients with low disease states should be followed between
3- and 6-month intervals.>**' Earlier treatment, absence of
mucocutaneous, renal, or hematologic involvement, and the use
of immunosuppressive therapy are associated with mild or lower
disease activity.*

TREATMENT OF PSYCHIATRIC
MANIFESTATIONS

Osteopathic physicians are uniquely trained to appreciate the high
incidence of depression in those affected by chronic diseases, such
as SLE.**% There are also primary psychiatric changes due to SLE,
known as neuropsychiatric systemic lupus erythematosus.>> These
symptoms can be vague, such as memory issues and behavioral
changes, which may mask the diagnosis of SLE.® It requires
independent therapeutic management, depending on severity,
after other causes have been excluded.”” Cognitive behavioral
therapy (CBT), which relies on both behavioral remodeling and
cognitive restructuring to change disruptive thought patterns,
is most commonly utilized.>® Depression, fatigue, and substance
abuse complicate all aspects of care, and physicians should
consider screening patients frequently and utilizing available
resources as needed.

TREATMENT OF DRUG-INDUCED LUPUS

The osteopathic pillar of metabolism-nutrition considers factors
that may affect the self-regulatory and self-healing mechanisms of
the body from a dietary standpoint. For example, the management
of SLE can be augmented by applying osteopathic philosophy
and whole person care. Consider the impact of lifestyle changes
on disease burden.®%® Regular exercise, a healthy diet high in
vegetables and lean meats, smoking cessation, sun avoidance,
optimizing mental health, and vitamin D supplementation should
be recommended.®

As another example, drug-induced lupus erythematosus
(DILE) is a lupus-like syndrome triggered by specific medications
in some individuals, with studies suggesting genetically
related susceptibility.® Well-documented drug triggers include
sulfonamides, procainamide, hydralazine, isoniazid, methyldopa,
minocycline, phenytoin, and tumor necrosis factor-alpha
inhibitors. Treatment goals for this model include promoting
energy conservation by balancing the body's energy expenditure
and exchange, thereby enhancing immune system function. For
DILE, then, treatment is the identification and cessation of the
offending medication.®?

TREATMENT CONSIDERATIONS IN PREGNANCY

As active SLE or SLE flares during pregnancy have been
associated with an increased risk of both premature birth and

fetal mortality, pregnancy in patients with SLE is considered a
high-risk pregnancy.®-5 Patients considering conception should
be maintained on medications that are compatible with pregnancy.
Hydroxychloroquine is safe and effective in pregnancy, has been
documented to successfully prevent flares, and decreases the risk
of thrombosis, preeclampsia, and congenital heart block.®%67

Itis a general recommendation that pregnancy should be delayed
until the disease has been in remission for 6 months, as serological
activity at the time of conception is associated with an increased
risk of disease flares during pregnancy and puerperium.®¢Before
they conceive, patients with SLE should be assessed for current
disease activity, drug use, medical disorders, autoantibody
profile, and previous obstetrical history.® This should include
screening for the following antibodies: anti-Ro (SSA), anti-La (SSB),
antiphospholipid, lupus anticoagulant, anticardiolipin, anti-Beta2
glycoprotein 1, free T4, and TSH.”®

Anti-Ro levels have a direct correlation with congenital
heart disease and neonatal lupus syndrome.”” Anti-Ro/SSA-
positive pregnant patients should be monitored by serial fetal
echocardiography starting at the 16th week of pregnancy.”?
Anticoagulants and aspirin should be considered in patients with
positive antiphospholipid antibodies.®® Of the antiphospholipid
antibodies, the lupus anticoagulant is the only one to be proven
to predict pregnancy loss.”> While the kidneys are the most likely
organ system to worsen in pregnancy, it may be difficult to
differentiate between lupus nephritis and preeclampsia.®>¢’

Fetal monitoring should screen carefully for placental
insufficiency and appropriate fetal growth in the third trimester.®
During pregnancy, women should also be monitored for thyroid
disease, which is associated with an increased risk of preterm
birth and miscarriage and is a common comorbidity of SLE.”* A

TABLE 2:

Management of cutaneous manifestations of SLE

THERAPY OPTIONS

MILD/ WIDESPREAD/ | REFRACTORY
LIMITED MODERATE
CLE Topical steroids/ HCQ/CQ Quinacrine
calcineurin inhibitors addition
Preventive MTX addition
measures Thalidomide,
retinoids
dapsone,
and MMF
ACLE | Topical steroids/ More More
calcineurin inhibitors | aggressive aggressive
) treatment of | treatment of
Preventive underlying SLE | underlying SLE
measures
) Further Further
Cessation of investigation | investigation
offending agent of offending of offending
Treatment of agent agent
underlying SLE Question Question
differential differential
diagnosis diagnosis

*Currently under further clinical investigation.
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THERAPY OPTIONS CONT.

MILD/ WIDESPREAD/ | REFRACTORY
LIMITED MODERATE
SCLE | Cessation of More Ustekinumab*
offending agent aggressive Janus kinase 1
) treatment of | inhibitors*
Preventative under|ying SLE
measures
Further
Topical steroids/ investigation
calcineurin inhibitors | of offending
agent
Question
differential
diagnosis
DILE | Cessation of Cessation
offending agent of offending
agent
TABLE 3:

Lifestyle interventions in SLE

FURTHER OSTEOPATHIC CONSIDERATIONS

SLE PATIENTS
ARE PRONE TO

WHAT TO DO FOR SLE
PATIENTS

WHAT TO AVOID IN
SLE PATIENTS

Accelerated
atherosclerosis

Balanced diet,
smoking cessation,
statin as needed"

Arthralgia and Physical therapy, High-velocity,
other associated | osteopathic low-amplitude
symptoms manipulative therapy, | technique
exercise’”
Depression CBT, psychiatrist
trained in SLE,
frequent screening for
mood changes and
substance abuse
Fatigue Exercise, healthy diet, | Lack of sleep,

CBT

overexertion

Increased risk
of infection

Stay up to date

on vaccinations
(inactivated vaccines
such as PCV13 and
PPSV23).76-7° Personal
protective equipment.
Counseling that
immunizations may
be less effective.

Low vitaminD/
osteopenia/
osteoporosis

Check vitamin D
levels; supplement as
needed?®

Chronic steroid
use

Photosensitivity

Broad-spectrum sun
protection

Hematologic
changes

Monitor and treat
infection'?

CONCLUSION

Systemic lupus erythematosus is a multi-organ progressive
autoimmune disease with manifestations that vary by person.
Disease severity can be classified clinically by the SLEDAI-2K,
which then can guide osteopathic treatment that considers body
unity, self-regulation, and the interrelationship of structure and
function together. There are many unique challenges facing
those experiencing renal or neuropsychiatric symptoms or
drug side effects and those who are pregnant or planning to
conceive. Current guidelines, which are frequently updated as
new medical advances are found, currently suggest targeting a
low SLE activity state, as sustained remission is difficult to achieve.
Osteopathic physicians can help facilitate a low SLE activity state
by not only employing guideline-recommended treatment, but
also integrating osteopathic screening tools and treatment into
the care of the patient for an encompassing treatment plan that
addresses the patient as a whole, and not just as a disease. Lastly,
osteopathic physicians are encouraged to remain conscientious
of the burden of chronic disease on their patients, and treatment
goals should focus on decreasing disease activity and severity to
optimize quality of life.
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