
What is NMOSD?
Neuromyelitis optica spectrum disorder (NMOSD) is an immune-mediated, chronic, 
and often relapsing infl ammatory disease that predominantly affects the optic nerve 
and spinal cord.1 It can sometimes be mistaken for multiple sclerosis (MS) because 
many of the symptoms overlap between the two diseases. 

• NMOSD attacks generally have a sudden, severe onset, causing immediate 
 disability, including blindness and paralysis, while MS episodes tend to be more   
 variable or milder, especially in the early stages of the disease

• NMOSD patients often simultaneously present with optic neuritis and 
 transverse myelitis1

• NMOSD is generally mediated by anti-aquaporin (AQP4) antibodies. An AQP4 test 
 is generally negative in MS patients2

The limitations of AQP4 antibody testing
Based upon the patient’s clinical presentation, testing for AQP4 is generally 
recognized in the literature as the fi rst path to diagnosis. However, AQP4 is not the 
only antibody that can play a role in NMOSD. A growing body of research indicates 
that 10%-50% of patients with NMOSD often test negative for AQP4,3 and 15%-35% 
of these patients test positive for MOG antibodies.1,4,5,6

MOG antibody testing can provide insight and streamline 
the path to diagnosis and treatment
No one clinical characteristic is exclusive to NMOSD, 7 so it can be diffi cult to make 
a defi nitive diagnosis.  The comprehensive test menu from Quest Diagnostics 
includes MOG, AQP4, and refl ex options that can deliver clear, positive identifi cation 
to help you diagnose NMOSD and treat patients sooner. 

Early diagnosis is critical, because treatments that are effective for MS or other 
demyelinating disorders might be ineffective, or even harmful, for patients with 
NMOSD.5 When used in conjunction with other clinical testing, the NMO Spectrum 
Evaluation (AQP4 with refl ex to MOG) can help physicians make an informed 
diagnosis, and aide in clinical decision management. The patient’s presentation 
is the fi rst step to an accurate diagnosis. Once their clinical symptoms have been 
reviewed, consider testing for AQP4 and MOG antibodies to help determine the 
diagnosis of NMOSD. 

For your patients with NMOSD

KNOWING sooner is critical 
to effective treatment



* The CPT codes provided are based on AMA Guidelines and are for informational purposes only. CPT coding is the sole responsibility of the billing party. Please direct any questions regarding  
 coding to the payer being billed. 
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Test-ordering information for MOG antibody, AQP4 antibody, and the new NMOSD Evaluation

Test 
code

Test 
name

CPT 
code(s)*

Sample 
collection 
type

Sample
specifi cations

Turnaround 
time

Specimen stability

Ambient Refrigerated Frozen

36952 Myelin Oligodendrocyte Glycoprotein (MOG)
Antibody with Refl ex to Titer, Serum

86255 refl ex to 86256 Serum Preferred: 2 mL in
red-top tube (no gel)
0.5 mL minimum

3-7 days 7 days 14 days 21 
days

36954 Myelin Oligodendrocyte Glycoprotein (MOG)
Antibody with Refl ex to Titer, CSF

86255 refl ex to 86256 CSF Preferred: 2 mL in 
plastic screw-cap vial
0.5 mL minimum

3-7 days 7 days 14 days 21 
days

38321 Aquaporin-4 (AQP4) (NMO-IgG) Antibody 
with Refl ex to Titer, Serum

86255 refl ex to 86256 Serum Preferred: 2 mL in 
red-top tube (no gel)
0.5 mL minimum

3-7 days 7 days 14 days 21 
days

38323 Aquaporin-4 (AQP4) (NMO-IgG) Antibody 
with Refl ex to Titer, CSF

86255 refl ex to 86256 CSF Preferred: 2 mL in 
a screw-cap vial
0.5 mL minimum

3-7 days 7 days 14 days 21 
days

38312 NMO Spectrum Evaluation (AQP4 with 
Refl ex to MOG), Serum

86255 with additional 
refl exes dependent 
on results

Serum Preferred: 2 mL in 
red-top tube (no gel) 
0.5 mL minimum

7-10  days 7 days 14 days 21 
days

38313 NMO Spectrum Evaluation (AQP4 with 
Refl ex to MOG), CSF

86255 with additional 
refl exes dependent 
on results

CSF Preferred: 2 mL in 
a screw-cap vial 
0.5 mL minimum

7-10  days 7 days 14 days 21 
days

Test for AQP4

NMOSD
diagnosis

Suspect NMOSD

Test is negative
Check for:

Test is negative
Re-evaluate patient’s 
symptoms and 
consider alternative 
diagnosis

Test is positive

Test for MOG
The presence of at least two of 
the  following characteristics:
• Optic neuritis
• Acute myelitis
• Area postrema syndrome
• Acute brainstem syndrome
• Symptomatic narcolepsy or 

acute diencephalic clinical 
syndrome with NMOSD-typical 
diencephalic MRI lesions

• Symptomatic cerebral 
syndrome with NMOSD-typical 
brain lesions

Must also have the
following:
• At least one core clinical 

characteristic must be 
optic neuritis, acute 
myelitis with longitudinally
extensive transverse 
myelitis (LETM), or area 
postrema syndrome

• Dissemination in space
(two or more different core
clinical characteristics)

• Fulfillment of additional 
MRI requirements, 
as applicable

Negative tests 
for AQP4 using 
best available 
detection 
method, 
or testing is 
unavailable

Exclusion of 
alternative 
diagnosis

Test is positive
Reflex to titer

Diagnostic criteria for NMOSD without AQP4 or NMOSD with unknown AQP4-IgG status7

Diagnostic criteria for NMOSD without AQP4 or NMOSD 
with unknown AQP4-IgG status7

This algorithm is intended as a guide for using Quest Diagnostics laboratory tests for diagnosing neuromyelitis optica spectrum disorder (NMOSD), based on Wingerchuck et al, 2015. The algorithm 
is provided for informational purposes only and is not intended as medical advice. A physician’s test selection and interpretation, diagnosis, and patient management decisions should be based on 
his/her education, clinical expertise and assessment of the patient. 


