
 

July 7, 2026  
Humana Medicare  
Medical Review Department  
P.O. Box 14601  
Lexington, KY 40512-4601  

 
Re: Formal Complaint and Demand for Policy Reversal -- Denial of 
Coverage for C-Reactive Protein (CPT 86140) and Erythrocyte 
Sedimentation Rate (CPT 85652) Testing in Rheumatology Patients  

 
Dear Humana Medicare Medical Review Committee:  

 
The Coalition of State Rheumatology Organizations (CSRO) writes on 
behalf of practicing rheumatologists across the United States to formally 
protest and demand the immediate reversal of Humana Medicare's policy 
of denying coverage for C-reactive protein (CRP) and erythrocyte 
sedimentation rate (ESR) laboratory testing. We have received reports 
from member practices -- including Asheville Arthritis and Osteoporosis 
Center in North Carolina -- that Humana initially implemented a policy 
denying coverage when both tests are ordered on the same date 
of service, and has now expanded this restriction to deny coverage of 
either test even when ordered separately. This policy is medically 
inappropriate, contrary to the established standard of care in 
rheumatology, unsupported by the medical literature, and harmful to 
Medicare beneficiaries with inflammatory rheumatic diseases.  

 
This letter presents the extensive clinical evidence demonstrating that 
CRP and ESR are medically necessary -- both individually and in 
combination -- for the diagnosis, classification, monitoring, and safety 
surveillance of patients with rheumatic diseases.  

 
I. CRP AND ESR ARE BIOLOGICALLY DISTINCT, CLINICALLY 
COMPLEMENTARY TESTS  

 
CRP and ESR measure fundamentally different aspects of the 
inflammatory response and are not interchangeable. CRP is an acute-
phase protein synthesized by the liver in direct response to interleukin-6 
(IL-6) and other inflammatory cytokines, rising within hours of an 
inflammatory stimulus and declining rapidly with resolution. [1-2] ESR, by 
contrast, reflects plasma protein composition -- particularly fibrinogen 
and immunoglobulins -- and is influenced by red blood cell 
characteristics, age, sex, and anemia status. ESR responds more slowly to 
changes in inflammation and is particularly valuable 
for monitoring chronic inflammatory conditions. [1]  
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A landmark study by Wolfe (1997) in 774 rheumatoid arthritis (RA) patients demonstrated that 
28% of ESR and CRP results were discordant, and that this discordance was explained by non-
acute-phase factors (immunoglobulins, rheumatoid factor, hemoglobin) that influence ESR but 
not CRP. The study concluded: "The combination of ESR and CRP yields useful information that 
is often not apparent when only a single test is used". [3]  
 
A comprehensive literature review comparing ESR and CRP confirmed that ESR is particularly 
valuable for monitoring chronic conditions due to its slower response to inflammation, while 
CRP provides a quicker reflection of acute inflammation, and that "both ESR and CRP are 
integral in clinical practice for diagnosing and monitoring diseases". [1]  
 
II. BOTH TESTS ARE REQUIRED BY ACR-RECOMMENDED DISEASE ACTIVITY MEASURES FOR 
RHEUMATOID ARTHRITIS  
 
The American College of Rheumatology (ACR) recommends a treat-to-target strategy for RA, 
which requires regular quantitative disease activity assessment using validated composite 
indices. [4-5] The ACR-recommended disease activity measures include instruments that 
require ESR and CRP as distinct formula components. The square root is denoted below by the 
radical symbol preceding the value in parentheses:  
 
DAS28-ESR = 0.56 x square root(TJC28) + 0.28 x square root(SJC28) + 0.70 x ln(ESR) + 0.014 x 
GH  
 
DAS28-CRP = 0.56 x square root(TJC28) + 0.28 x square root(SJC28) + 0.36 x ln(CRP + 1) + 0.014 
x GH + 0.96  
 
Where TJC28 = tender joint count (28 joints), SJC28 = swollen joint count (28 joints), GH = 
patient global health assessment (0-100 mm visual analog scale), ln = natural logarithm, ESR = 
erythrocyte sedimentation rate (mm/h), CRP = C-reactive protein (mg/L).  
 
SDAI (Simplified Disease Activity Index) = TJC28 + SJC28 + PtGA + EGA + CRP  
Where PtGA = patient global assessment, EGA = evaluator global assessment, CRP = C-reactive 
protein (mg/dL).     [6]  
 
These are separate, validated instruments -- not interchangeable alternatives. The ACR has 
recommended all of these measures as suitable for clinical use, and the choice of measure may 
vary by practice, patient population, and clinical context. [4][7]  
 
III. DAS28-ESR AND DAS28-CRP ARE NOT INTERCHANGEABLE -- PUBLISHED DATA CONFIRM 
CLINICALLY SIGNIFICANT DISCORDANCE  
 
Fleischmann et al. (2015), analyzing data from five clinical trials, demonstrated that DAS28-CRP 
systematically underestimates disease activity compared to DAS28-ESR, with discordance rates 
of 4-26% for remission classification and 8-23% for low disease activity classification. The 
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authors concluded that "DAS28-ESR cut-off values should not be applied to DAS28-CRP" 
because DAS28-CRP underestimates disease activity when using cut-offs validated for DAS28-
ESR. [8]  
 
Siemons et al. (2014), studying 682 RA patients, found that despite a high intraclass correlation 
coefficient of 0.931, there was "a considerable lack of individual agreement" between DAS28-
ESR and DAS28-CRP, with Bland-Altman 95% limits of agreement ranging from -0.85 to +1.25 
points. The overall classification agreement across disease activity categories was only 76.69%, 
with the lowest agreement (35.37%) in the low disease activity group. The authors concluded 
that "DAS28-ESR and DAS28-CRP scores are not interchangeable within individuals". [9]  
 
These findings mean that a practice tracking a patient longitudinally may need both ESR and 
CRP to accurately assess disease activity and treatment response, and that restricting access to 
either test compromises the ability to use validated disease activity measures.  
 
IV. BOTH TESTS ARE INTEGRAL TO THE ACR/EULAR 2010 CLASSIFICATION CRITERIA FOR 
RHEUMATOID ARTHRITIS  
 
The 2010 ACR/EULAR classification criteria for RA -- the current standard for RA classification -- 
include acute-phase reactants as a scored domain (Category C), contributing up to 1 point 
toward the classification threshold of 6/10 or greater points. The criteria explicitly list both CRP 
and ESR: "Normal CRP and normal ESR = 0 points; Abnormal CRP or abnormal ESR = 1 point." 
Both tests are therefore required to properly apply these classification criteria, which have a 
sensitivity of 82% and specificity of 61%. [10-12]  
 
V. BOTH TESTS ARE EXPLICITLY REQUIRED IN POLYMYALGIA RHEUMATICA  
 
A Lancet seminar on polymyalgia rheumatica (2023) states unequivocally: "Both ESR and CRP 
should be requested." This is because:  

 Elevated ESR (40 mm/h or greater) is included in all classification criteria sets for 
polymyalgia rheumatica, yet ESR can be normal in 7-20% of patients with active disease.  
 CRP is elevated (greater than 0.5 mg/dL) in 99% of untreated polymyalgia rheumatica 
patients at diagnosis.  
 A normal ESR and CRP together makes the diagnosis unlikely and requires referral to 
exclude mimicking conditions. [13]  
 

The stepwise diagnostic approach for polymyalgia rheumatica explicitly lists "ESR and CRP" as 
the required laboratory tests at the initial evaluation step. [13] Denying coverage of either test 
prevents rheumatologists from following this evidence-based diagnostic pathway.  
 
VI. BOTH TESTS ARE ESSENTIAL IN GIANT CELL ARTERITIS -- A MEDICAL EMERGENCY  
 
Giant cell arteritis (GCA) is a rheumatologic emergency that can cause irreversible blindness if 
not promptly diagnosed and treated. A systematic review and meta-analysis published in JAMA 

https://www.openevidence.com/rare-disease/giant-cell-arteritis
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Internal Medicine (2020), analyzing data from 68 studies and over 23,000 
patients, demonstrated that both ESR and CRP are critical diagnostic tools:  

 A pretreatment ESR greater than 50 mm/h had a sensitivity of 87.5% for GCA (negative 
LR 0.27).  
 A pretreatment elevated CRP had a sensitivity of 90.1% for GCA (negative LR 0.38).  
 An ESR of 40 mm/h or less had a negative LR of 0.18, making it one of the most 
informative features for downgrading suspicion of GCA. [14]  
 

Because neither test alone achieves sufficient sensitivity to rule out this sight-threatening and 
life-threatening condition, both are needed. Denying coverage of these tests in patients being 
evaluated for GCA places Medicare beneficiaries at risk of permanent vision loss.  
 
VII. BOTH TESTS ARE REQUIRED FOR AXIAL SPONDYLOARTHRITIS DISEASE ACTIVITY 
ASSESSMENT  
 
The Ankylosing Spondylitis Disease Activity Score (ASDAS) -- the recommended composite 
measure for assessing disease activity in axial spondyloarthritis -- uses CRP as the primary 
acute-phase reactant, with ESR as an alternative (ASDAS-ESR). [15] Published data from 3,664 
patients across 9 European registries demonstrated that ASDAS-CRP and ASDAS-ESR are not 
interchangeable, with discordance rates of 22.93% at baseline and 27.17% at follow-
up. [16] The formulae require different acute-phase reactants and cannot be substituted 
without clinical consequence. [17]  
 
VIII. CRP AND ESR SERVE DISTINCT ROLES IN SYSTEMIC LUPUS ERYTHEMATOSUS  
 
In systemic lupus erythematosus (SLE), the relationship between CRP and ESR is uniquely 
informative. ESR correlates with disease activity (SLEDAI score), with values of 25 mm/h or 
greater defining disease activity with high sensitivity. [18] CRP, by contrast, shows an 
incomplete response during lupus flares but rises disproportionately during infection. [19] The 
CRP/ESR ratio of 0.5 or greater has high specificity for detecting concurrent infection in SLE 
patients -- a critical distinction in immunosuppressed patients where infection and flare can be 
clinically indistinguishable. [18][20]  
 
A study of 1,217 SLE patients demonstrated that ESR elevation was independently associated 
with serositis, interstitial pneumonia, and anemia, and that patients with elevated ESR had 
significantly worse 5- and 10-year survival rates. [18] Denying access to either 
marker eliminates the ability to calculate the CRP/ESR ratio and distinguish flare from infection 
in this vulnerable population.  
 
IX. BOTH TESTS ARE RECOMMENDED FOR PERIPROSTHETIC JOINT INFECTION DIAGNOSIS  
 
Rheumatology patients -- particularly those with RA on immunosuppressive therapy -- are at 
increased risk for periprosthetic joint infection (PJI) following joint replacement. The Infectious 
Diseases Society of America (IDSA) recommends that "preoperatively, ESR and CRP are 

https://www.openevidence.com/rare-disease/systemic-lupus-erythematosus
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recommended" for PJI evaluation. [21] The American Academy of Orthopaedic Surgeons (AAOS) 
guidelines "strongly recommend the use of ESR, CRP, and serum interleukin-6 testing for 
patients being assessed for periprosthetic joint infection". [22] An NEJM review of PJI (2023) 
confirms that both CRP and ESR are standard diagnostic tests in this setting. [23]  
 
A study evaluating ESR and CRP in patients with inflammatory arthritis undergoing PJI 
evaluation found that ESR had a negative LR of 0.09 -- meaning a negative ESR test strongly 
decreased the probability of PJI even in patients with underlying inflammatory 
conditions. [22] Denying coverage of these tests in rheumatology patients who have undergone 
joint replacement surgery is particularly dangerous.  
 
X. CRP IS NORMAL IN NEARLY HALF OF RA PATIENTS WITH HISTOLOGICALLY CONFIRMED 
ACTIVE INFLAMMATION  
 
Orr et al. (2018) performed synovial biopsies via needle arthroscopy in 223 consecutive RA 
patients and found histological evidence of active synovial inflammation in 49.4% of patients 
who had a normal CRP. [24] This finding demonstrates that CRP alone is insufficient to assess 
disease activity in RA and that relying on a single inflammatory marker will miss active disease 
in a substantial proportion of patients. ESR provides complementary information that can 
detect inflammation missed by CRP alone.  
 
XI. THE CHOOSING WISELY RECOMMENDATION DOES NOT APPLY TO RHEUMATOLOGY 
PATIENTS WITH ESTABLISHED INFLAMMATORY DISEASE  
 
Humana may cite the American Board of Internal Medicine's Choosing Wisely campaign, which 
recommended against ESR testing "for those with undiagnosed conditions" in favor of 
CRP. [1] This recommendation was explicitly directed at the initial evaluation of undiagnosed 
conditions in general medicine -- not at the ongoing monitoring of patients with established 
inflammatory rheumatic diseases. The Choosing Wisely recommendation does not apply to 
rheumatology patients in whom both tests serve distinct, validated clinical purposes as outlined 
above.  
 
Even the quality improvement studies that implemented electronic decision support to reduce 
ESR/CRP co-ordering acknowledged that the annual payer savings were modest -- 
approximately $15,000 per community health system and $59,354 per large academic medical 
center. [1][5] These minimal savings are dwarfed by the downstream costs of missed diagnoses, 
disease flares, infections, and hospitalizations that result from inadequate laboratory 
monitoring.  
 
XII. CRP AND ESR SERVE CRITICAL SAFETY MONITORING FUNCTIONS IN IMMUNOSUPPRESSED 
PATIENTS  
 
Rheumatology patients on immunosuppressive therapies -- including conventional DMARDs 
(methotrexate, leflunomide), biologic agents (TNF inhibitors, IL-6 inhibitors, B-cell depleting 
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agents, T-cell costimulation modulators), and targeted synthetic DMARDs (JAK inhibitors) -- are 
at significantly increased risk for serious infections and malignancies. [5] CRP is widely 
recognized as a sensitive marker for infection, sepsis, and malignancy. [2] ESR provides 
complementary information, particularly in distinguishing infection from disease flare in 
patients with SLE and other autoimmune conditions. [18][20]  
Denying coverage of these inexpensive screening tests while covering immunosuppressive 
medications costing thousands to tens of thousands of dollars per month is medically illogical 
and places patients at unacceptable risk.  
 
XIII. THESE ARE AMONG THE LOWEST-COST LABORATORY TESTS IN MEDICINE  
 
The combined Medicare reimbursement for CRP (CPT 86140) and ESR (CPT 85652) is minimal. 
Restricting access to these tests produces negligible cost savings while generating significant 
clinical harm -- including delayed detection of disease flares, infections, malignancies, and 
periprosthetic joint infections, all of which lead to far more costly downstream care including 
emergency department visits, hospitalizations, surgical interventions, and advanced imaging.  
 
XIV. REQUEST FOR IMMEDIATE ACTION  
 
The Coalition of State Rheumatology Organizations respectfully demands that Humana 
Medicare:  

1. Immediately reverse the policy denying coverage of CRP and ESR, whether ordered 
individually or together, for patients with inflammatory rheumatic diseases or being 
evaluated for such conditions.  
2. Reprocess and reimburse all previously denied claims for CRP and ESR 
testing submitted by rheumatology practices.  
3. Provide written confirmation of the policy reversal to CSRO and to all affected practices.  
4. Cease implementation of any electronic or administrative barriers to the ordering of CRP 
and ESR by rheumatologists.  

 
This coverage denial is inconsistent with CMS national coverage policy, ACR clinical practice 
guidelines, EULAR recommendations, IDSA guidelines, AAOS guidelines, and the standard of 
care in rheumatology. It is unsupported by the medical literature and places Medicare 
beneficiaries at risk of serious harm, including irreversible vision loss from undiagnosed giant 
cell arteritis, undetected infections in immunosuppressed patients, and progressive joint 
destruction from inadequately monitored rheumatoid arthritis.  
 
We reserve the right to escalate this matter to the Centers for Medicare and Medicaid Services 
(CMS), the Office of the Inspector General (OIG), and relevant Congressional committees if this 
issue is not resolved promptly.  
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Sincerely,  
 
 

 
 
Aaron W. Broadwell, MD 
President, Coalition of State Rheumatology Organizations (CSRO)  
Phone: (414) 918-9825 
Email: info@csro.info 
 
CC: 
Centers for Medicare and Medicaid Services (CMS) 
American College of Rheumatology (ACR)  
Reporting Physician: Kristin Gowin, MD – Asheville Arthritis and Osteoporosis Center, NC 
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