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Anti-SRP Myositis: Poor Response and Therapeutic Challenges

Abstract

Background: Anti-SRP (signal recognition particle) myopathy is a rare and severe subtype of immune-mediated necrotizing 
myopathy (IMNM), characterized by rapidly progressive proximal muscle weakness, markedly elevated creatine kinase (CK) 
levels, and limited response to conventional immunosuppressive therapies. Early diagnosis and effective treatment are crucial 
to prevent long-term disability.

Case Presentation: We report the case of a 55-year-old woman with a three-year history of progressive proximal lower limb 
weakness, initially misdiagnosed as compression neuropathy. Despite treatment with corticosteroids and multiple immunosup-
pressive agents—including methotrexate, mycophenolate mofetil, and cyclophosphamide—the patient showed no significant 
improvement. Diagnostic workup revealed high anti-SRP antibody levels, consistent with IMNM. Due to poor response to 
conventional therapy, rituximab, a B-cell depleting agent, was introduced. Following two cycles of rituximab, the patient dem-
onstrated marked improvement in muscle strength, daily functioning, and a significant reduction in CK levels.

Conclusion: This case highlights the diagnostic challenges of Anti-SRP myopathy and the potential efficacy of rituximab in 
treatment-resistant cases. It underscores the importance of early recognition and supports B-cell depletion therapy as a promis-
ing option for managing refractory Anti-SRP myopathy.
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Introduction
Immune-mediated necrotizing myopathy (IMNM) is a sub-
group of autoimmune myositis. This condition is divided 
into three main types: Anti-SRP (signal recognition particle) 
myopathy, anti- HMG-CR (HMG-CoA reductase) myopathy, 
and seronegative immune-mediated necrotizing myopathy. 
Anti-SRP Autoantibody-Positive Myopathy is approximately 
3–6% of all patients with idiopathic inflammatory myopathies. 
It is rapidly progressive symmetrical proximal muscle weak-
ness, severe myalgias [11], markedly elevated CK levels and 
the rashes of DM are notably absent. Cardiopulmonary com-
plaints are common, including dyspnea on exertion, and ILD 
has been reported in up to 25% of patients [12]. SRP-IMNM is 
thought to be one of the most incapacitating IIMs, and despite 
treatment, patients frequently experience poor muscle recovery 
[13]. According to a previous study, after four years, immuno-
therapy produces satisfactory results for 50% of patients with 
SRP-IMNM, and the majority of patients' serum CK levels do 
not return to normal [14]. 

We report a case of SRP myopathy with progressive proximal 
muscle weakness over the past three years, which showed poor 
response to combination therapy with corticosteroids and con-
ventional immunosuppressive drugs. After being treated with 
B-cell depletion therapy using rituximab, the patient experi-
enced significant improvement in muscle strength, ability to 
perform daily activities, and disease activity.

Case Report
A 55-year-old female with no significant medical history and 
no previous internal or autoimmune diseases was examined at 
the Musculoskeleton Clinic due to progressive leg weakness 
over the last 3 years. In March 2022, she started experiencing 
fatigue and mild weakness along with numbness in both legs, 
without any lower back pain, and was still able to work and 
perform her usual activities. She visited the clinic and was di-
agnosed with uterine fibroids that were compressing the nerve 
and muscle, leading to her undergoing a hysterectomy. Never-
theless, she continued to have leg weakness after the surgery. 
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Table 1: The progression of the patient's illness (symptoms, laboratory, diagnosis and treatment) in 2 years.

08/2023 (initial) 09/2023 11/2023 7/2024 12/2024 01/2025 03/2025
Symptoms Atrophy of her 

thighs and legs 
had become 
weaker, signifi-
cantly limiting 
her personal ac-
tivities.
Gottron (-), He-
liotrope (-)

Being able 
to walk and 
perform ac-
tivities more 
easily

Increased leg 
w e a k n e s s , 
shortness of 
breath on 
exertion, fa-
tigue

Increased leg 
w e a k n e s s , 
shortness of 
breath on 
exertion, fa-
tigue, difficul-
ty swallowing

E n h a n c e d 
w e a k n e s s 
in the legs, 
dyspnea dur-
ing exertion, 
exhaustion, 
and increas-
ing difficulty 
swallowing

Leg weak-
ness, dys-
pnea upon 
exert ion, 
e x h a u s -
tion, trou-
ble swal-
l o w i n g , 
decreased

Leg weakness, 
exertional dys-
pnea, exhaus-
tion, and swal-
lowing difficul-
ties were all 
decreased. able 
to stand on her 
own and per-
form personal 
tasks

Myoact 12/60 11/60 26/60 32/60 40/60 35/40 17/60
anti SRP (+), 
ANA (+), anti-
Ro52 (+) 

In ters t i t ia l 
lung disease 
in chest CT

CK (U/L) 6566 5500 6635 8717 3309 1314 620
Diagnosis A u t o i m m u n e 

myositis anti-
SRP (+) 

Autoimmune 
myositis an-
ti-SRP (+) 

Autoimmune 
myositis an-
ti-SRP (+) 

Autoimmune 
myositis anti-
SRP (+) 

A u t o i m -
mune myo-
sitis anti-
SRP (+) 

A u t o i m -
mune my-
ositis anti-
SRP (+) 

Auto immune 
myositis anti-
SRP (+) 

Treatment M e t h o t r e x a t e 
15mg/week + 
Methylpredniso-
lone 16 mg/day

Methotrex-
ate 15mg/
week + 
Methylpred-
nisolone 16 
mg/day

Mycopheno-
late Mofetil 
2 0 0 0 m g /
day + Meth-
ylpredniso-
lone 16 mg/
day. 

Cyc lophos -
phamide 750 
mg/course, + 
Methylpred-
nisolone 24 
mg/day

Ri tux imab 
1000mg + 
Pulse cor-
t icosteroid 
( 5 0 0 m g x 3 
days)

R i t u x -
i m a b 
1 0 0 0 m g 
( s e c o n d 
time)

M y c o p h e n o -
late Mofetil 
2000mg/day + 
M e t h y l p r e d -
nisolone 16 
mg/day 

HAQ-DI 0.75 1.88 2.48 2.63 2.43 1.96 1.88
MMT8 126 118 98 92 98 105 110
Treatment 
Evaluation

C l i n i c a l 
c o n d i t i o n 
i m p r o v e d 
slightly

No further 
i m p r o v e -
ment in 
m u s c l e 
strength

No further 
improvement 
in muscle 
strength, CK 
remain high, 
d y s p h a g i a 
appears

More severe 
clinically

C l i n i c a l 
improve-
ment, CK 
decreased

Clinical im-
provement, CK 
s ign i f ican t ly 
decreased

When the patient arrived at the musculoskeletal clinic, she had 
to place both hands on the floor in order to stand up because of 
weakness in both lower limbs (Figure 1). The progression of 
the patient's illness is as follows in Table 1.

The patient did not agree to perform a muscle biopsy.
Lumbar spine MRI: lumbar spine degeneration - disc protru-
sion L2/3, L3/4, L4/5, no spinal stenosis, no root compression
Liver and renal function test results were normal.

EULAR/ACR 2017 criteria (without muscle biopsy): 5.8 score
The patient was treated for nearly 2 years with corticosteroids, 
Methotrexate, Mycophenolate mofetil, Cyclophosphamide and 
Rituximab (Table 1, Figure 3).

Discussion
In this case report, we describe the clinical features, paraclini-
cal findings, and treatment response to various immunosup-
pressive agents in a patient diagnosed with Anti-SRP myopa-
thy. Anti-SRP myopathy is a subtype of immune-mediated 
necrotizing myopathy (IMNM), characterized histopathologi-
cally by muscle fiber necrosis at different stages, scattered 
distribution, sparse lymphocytic infiltration, and deposition of 
C5b-9 membrane attack complexes on the sarcolemma [1,4]. 
This is a rare disease, first described in 2004, accounts for ap-
proximately 3–6% of patients with IIM. According to the 2017 
EULAR/ACR classification criteria, Anti-SRP autoantibodies 
are not included, and IIM is divided into four major subgroups: 
polymyositis, dermatomyositis, amyopathic dermatomyositis, 
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Figure 1: The patient had weak muscles in the limbs, difficulty 
standing up, and need to place both hands on the ground to 

stand.

Figure 2: After using Rituximab for two months, the patient 
was able to walk.

Figure 3: Peripheral reticular interstitial lesions of the lower 
lobes of lungs.

and inclusion body myositis. IMNM is not classified as a sepa-
rate entity but is instead included under polymyositis, which is 
problematic due to the distinct histopathology of IMNM com-
pared to polymyositis. A study by Shogo Komaki et al on the 
clinical features of IMNM indicated that approximately 20% 
of Anti-SRP myopathy patients are not classified as autoim-
mune myositis based on the EULAR/ACR 2017 criteria [5]. 
These findings highlight the diagnostic challenges clinicians 
face when identifying and diagnosing Anti-SRP myopathy. In-
deed, before a definitive diagnosis was made, our patient had 

been experiencing leg weakness since March 2022, but was 
initially diagnosed with compression neuropathy due to uterine 
fibroids and underwent surgery. Furthermore, when applying 
the EULAR/ACR 2017 criteria, the patient’s total score was 
5.8, classifying the case only as probable IIM, due to the lack 
of Anti-SRP autoantibody in the criteria. Recognizing IMNM 
as a distinct disease entity, the European Neuromuscular Cen-
tre (ENMC) issued diagnostic guidelines in 2018 with three 
main criteria: elevated muscle enzymes, proximal muscle 
weakness, and positive anti-SRP antibodies [1]. Our patient 
met the ENMC diagnostic criteria.

Our female patient presented with progressive proximal low-
er limb muscle weakness over 3 years, impaired activities of 
daily living, elevated muscle enzymes, and thigh muscle at-
rophy developing within only 7 months after disease onset. 
Throughout the disease, the patient did not experience fever or 
signs of infection. Regarding her medical history, she had not 
used any medications affecting muscle function over the past 3 
years, did not consume alcohol, and had no exposure to toxins. 
Paraclinical investigations, including lumbar MRI, excluded 
spinal cord and lumbar root pathology. Electromyography of 
the lower limbs showed no peripheral neuropathy. Electrolyte 
levels, thyroid function tests, and blood glucose were all within 
normal limits. Autoimmune tests revealed a high positivity for 
anti-SRP antibodies. Therefore, the clinical and paraclinical 
features of our case are consistent with those reported in the 
literature [1,2]. Anti-SRP myopathy is more common in wom-
en than in men (with a 3:1 ratio) and typically affects middle-
aged individuals. These patients usually present with rapid, 
symmetrical proximal muscle weakness, severe muscle pain, 
significantly elevated muscle enzymes, and ultimately muscle 
atrophy and disability if not treated promptly. Furthermore, 
these patients tend to recover poorly, with only half achiev-
ing near-normal or full muscle strength after 4 years of im-
munosuppressive therapy. Approximately 19% of patients with 
Anti-SRP myopathy develop pulmonary involvement on chest 
CT, primarily exhibiting a non-specific interstitial pneumonia 
(NSIP) pattern [6,7]. While most of these cases present with 
mild to moderate symptoms and slow disease progression, this 
patient cohort frequently experiences a higher incidence of in-
terstitial lung disease and respiratory failure compared to those 
with Anti-HMG-CR myopathy [6]. This is particularly true 
when diagnosis and initiation of immunosuppressive therapy 
are delayed. For our patient, the extended duration of the di-
agnostic workup and the subsequent delay in treatment initia-
tion directly contributed to the rapid development of exertional 
dyspnea and significant lung lesions on chest CT within merely 
four months of a definitive diagnosis. Therefore, Anti-SRP my-
opathy remains one of the most debilitating autoimmune my-
opathies, which underscores the importance of early diagnosis 
and intervention. 

In this case, muscle biopsy of the proximal lower limbs was 
not performed due to the patient concerns about potential com-
plications. It is important to note that while histopathological 
findings can be suggestive, they are not entirely specific for 
anti-SRP myopathy [1,3].

In our patient, treatment was initiated with a combination of 
prednisolone (1 mg/kg) and methotrexate, starting at 10 mg/
week and increasing to 15 mg/week due to the severity and 
rapid progression of muscle weakness. Subsequently, the treat-
ment regimen was switched to mycophenolate mofetil and cy-
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clophosphamide (5 cycles), respectively, as there was no im-
provement in muscle strength, mobility, and muscle enzyme 
levels continued to rise. The challenges in treating Anti-SRP 
myopathy have been documented in other reports [8,9]. In a 
study of 100 patients in Japan, half of the patients were refrac-
tory to treatment, and the other half relapsed when corticoste-
roid or conventional immunosuppressive doses were reduced. 
Since Anti-SRP myopathy is a rare disease, there have been no 
randomized controlled trials conducted to date, and no official 
treatment guidelines exist for Anti-SRP myopathy.

However, there has been increasing interest in the role of B 
lymphocytes, given the success of Rituximab, a monoclonal 
antibody targeting CD20 on B cells, in treating refractory au-
toimmune diseases [4]. Rituximab initiates B cell lysis through 
complement activation and antibody-dependent cell-mediated 
cytotoxicity. Furthermore, several features of Anti-SRP my-
opathy suggest a role for humoral immunity in its pathogen-
esis, including deposition of membrane attack complexes 
on sarcolemma and small blood vessels in muscle fascicles, 
non-inflammatory small vessel damage, and the correlation be-
tween autoantibody levels and disease activity. These findings 
imply that humoral immune responses, with B cells as the pri-
mary cellular component, play a significant role in the disease's 
pathogenesis. Indeed, in a case series by Ritu Valiyil et al, eight 
patients with Anti-SRP myopathy who did not respond to ini-
tial treatment with corticosteroids and conventional immuno-
suppressive agents showed significant improvement in muscle 
strength and enzyme levels following rituximab infusion [10]. 
In our case, after discussion with the patient and obtaining con-
sent, rituximab was administered in combination with cortico-
steroid pulse therapy, given over two cycles, 2 weeks apart. 
The follow-up visit revealed significant clinical improvement 
(in muscle strength and HAQ-DI score) and a decrease in mus-
cle enzyme levels (Figure 2).

Conclusion
Anti – SRP myopathy is a distinct and severe subtype of im-
mune-mediated necrotizing myopathy, characterized by rapidly 
progressive proximal muscle weakness, early muscle atrophy, 
and poor recovery. Early recognition and aggressive immu-
nosuppressive therapy are crucial to prevent long-term dis-
ability. We report a case of Anti-SRP myopathy with subacute 
muscle weakness, initially unresponsive to corticosteroids and 

conventional immunosuppressive drugs. Rituximab was sub-
sequently introduced, resulting in clinical improvement and 
disease stabilization. This case underscores the importance of 
early diagnosis and supports B-cell depletion therapy as an ef-
fective option in refractory or severe Anti-SRP myopathy.


