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ABSTRACT

Spondyloarthritis (SpA) is a group of inflammatory diseases affecting joints and the spine, often
diagnosed late, leading to poor outcomes and quality-of-life impairment. In India, delays in SpA
diagnosis stem from low awareness, shortage of rheumatologists, inadequate screening, and
circuitous referral pathways. Early diagnosis and effective treatment are crucial for improving
outcomes and preventing irreversible damage. Although conventional DMARDs are commonly
used for Indian SpA patients, they have limited efficacy and toxicity, necessitating a shift to biologics
and targeted therapies for those with significant disease activity. Despite proven efficacy and
safety in trials, the use of biologics in bio-eligible patients who fail conventional therapy with SpA
in India remains low due to economic constraints, healthcare system limitations, regulatory and
supply challenges, patient resistance from fear of adverse events, and gaps in physician awareness.
In this narrative review, input was collected from seven recognized rheumatology experts across
multiple geographic zones in India, representing diverse clinical experience in both government
and private hospital settings, through iterative rounds of draft exchanges via email. Strategies to
improve early diagnosis, enhance the use of biologics, and develop India-specific protocols for
treatments, with special emphasis on implementing the top-down treatment approach, have
also been discussed. A multifaceted approach is needed to improve the use of biologics for SpA
in India alongside strengthening diagnostic capabilities and promoting unified effort among key
stakeholders. Expanding insurance coverage for biologics and streamlined regulatory pathways
can further play an essential role in reducing financial and logistical barriers in SpA management.
Keywords: Ankylosing spondylitis, Biologic disease-modifying antirheumatic drugs, India, Psoriatic
arthritis, Spondyloarthritis.
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a specific subtype; and juvenile SpA (JSpA),
which begins in childhood.*> SpA is usually
seronegative for rheumatoid factor and
shows strong genetic associations with HLA-
B27, as well as other loci such as ERAP-1 and
IL-23R.%7 Advances in MRI for detecting early
inflammatory changes and the identification
of key inflammatory mediators—including
TNF-aq, IL-23, and IL-177—have improved
diagnosis and led to the development of
targeted biologic therapies.?
Spondyloarthritis affects about 1% of
the global population, with prevalence
ranging from 0.01% in Japan to 2.5% in
Northern Arctic communities.” Data on SpA
in South Asia, particularly India, remain
limited and inconsistent. In India, the
prevalence of HLA-B27 among SpA patients
varies widely, with national estimates
around 90%,'%"" but only 54% reported
in a Southern Indian tertiary center.'
The WHO-ILAR COPCORD survey (2000-
2010) documented a substantial burden
of SpA across both urban and rural Indian
populations, especially among men aged

INTRODUCTION

pondyloarthritis (SpA) is a heterogeneous

group ofinflammatory rheumatic diseases
that primarily affect the axial skeleton,
particularly the spine and sacroiliac joints,and
are often accompanied by peripheral joint
involvement, enthesitis, and extra-articular
manifestations such as uveitis, psoriasis, and
inflammatory bowel disease. SpA significantly
impairs quality of life due to chronic pain,
stiffness, fatigue, and reduced physical
function, often leading to socioeconomic
hardship.”> The SpA spectrum includes
radiographic axial SpA (axSpA) or ankylosing
spondylitis (AS), characterized by structural
damage visible onimaging; nonradiographic
axSpA, which lacks definitive radiographic
findings but shares clinical features
with AS; psoriatic arthritis (PsA), which
combines inflammatory arthritis with skin
and nail psoriasis; enteropathic arthritis
(EnA), associated with inflammatory bowel
diseases; reactive arthritis (ReA), typically
triggered by infections; undifferentiated
SpA (USpA), which does not meet criteria for

25-34 years.”® A Northeastern Indian study
reported a male-to-female ratio of 3.2:1,
reflecting the global trend toward narrowing
gender disparities in SpA diagnosis.™
Spondyloarthritis is associated with
physical disability and psychological distress,
resulting in substantial disease burden 377
It predominantly affects young individuals,
with symptom onset typically occurring
before the age of 45 and peaking in the third
decade of life (median onset age: 26-31 years),
a group that represents a significant portion
of the workforce.'®2° Thus, SpA morbidity
adds to the overall economic costs of the
disease, over and beyond direct medical
costs because of increased absenteeism and
work disability, and increased withdrawal
from the workforce.?' Furthermore, visible
skin damage associated with SpA variants,
such as PsA, contributes to stigma, leading
to difficulties in securing and retaining jobs,
and resulting in financial instability for many
patients.?? Up to 30% of patients with PsA
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Early Intensification and Biologics in Indian Spondyloarthritis

report significant work impairment, and
unemployment rates among this population
are disproportionately high.??

Studies indicate that 20-40% of patients
experience anxiety or depression, while
suicidal ideation is reported in 10% of
individuals aged 18-34 years.”> Negative body
image, low self- esteem, and social withdrawal
are common, driven by a combination of
physical symptoms and social stigmatization.?*
Thus, early diagnosis and treatment tailored
to individual needs are crucial to reduce the
impact of the disease, optimize outcomes,
and improve the overall well-being of patients
with SpA. Multidisciplinary approaches
involving rheumatologists, dermatologists,
radiologists, orthopedicians, physiotherapists,
ophthalmologists, and gastroenterologists are
often necessary to address the multifaceted
nature of the disease and provide holistic care.

MATERIALS AND METHODS

Thisreviewisanarrative synthesis of the current
literature on SpA, supported by experiences
and perspectives of expert rheumatologists
from India. Seven expert rheumatologists
from across India were selected based on their
interestin contributing to the project and their
availability to provide input. These experts
represent diverse clinical experience across
both government and private healthcare
settings, as well as different geographic
regions within India. Inputs from the experts
were collected through two iterative
rounds of email-based draft exchanges
to gather structured feedback. Although
not a formal Delphi process, this approach
enabled refinement of key clinical insights
and recommendations based on the
collected evidence and expert perspectives
across varied healthcare settings in India.
Experts reflected on the epidemiology
and treatment practices within the Indian
healthcare landscape, highlighting real-
world challenges and outlining strategies to
improve biologic utilization. Inputs focused

on the epidemiology and burden of SpA,
current treatment challenges, barriers to the
adoption of biologic therapies, and a holistic
approach to improving biologic penetration
atalllevels of healthcare, including awareness,
physician training, insurance coverage, and
policy support.

Literature Search

Atargeted literature search was conducted in
January and February 2025 across PubMed,
Cochrane, and Google Scholar using the
following keywords: spondyloarthritis, SpA,
spondyloarthritides, management of SpA,
targeted therapy, biologic agents, India,
and early intensification. “Early treatment
intensification” can be defined as: As per
ASAS EULAR 2022 guidelines, TNFi, IL-17i,
or JAKi should be considered in patients
with persistently high disease activity
despite conventional treatments; current
practice is to start a TNFi or IL-17i. After
failure of conventional therapy, treatment
intensification should be considered for
patients with persistently high disease
activity.”?> Searches were restricted to
articles published in English with data on
adults with SpA. Abstracts and/or articles
without sufficient details with five or fewer
patients cases were excluded.

Need for Early Intensification
Diagnostic Delay in India

Timely diagnosis of SpA allows for early
treatment, slowing disease progression
and preventing joint damage. Patients
with SpA are known to experience a long
lag between the onset of symptoms and
diagnosis, averaging 3-11 years. 3102126
This diagnostic delay stems from a lack
of awareness about the disease and its
treatments, waxing and waning course of
the disease, patient hesitancy in seeking
specialist opinion, socioeconomic factors,
and inefficiencies of the referral system.
These delays have serious ramifications
that include heightened disease activity,

Table 1: Key studies for diagnostic delays of SpA in India

reduced spinal mobility, and concomitant
functional limitations, as well as reduced
treatment efficacy.®26%

A recent study collected data from the
Indian Rheumatology Association (IRA)
database for the assessment of diagnosticand
referral delays prevalentin India and reported
that the average delay in referrals for patients
with PsA and SpA was 16.3-17.5 months,
respectively.’ Studies have earlier reported
longer mean delays of 5-7 years across
different parts of India.?® A general lack of
awareness about rheumatologic conditions
was cited as the primary reason for delay by
most of the patients.?® Additionally, 65% of PsA
and 74% of SpA patients were initially managed
by nonrheumatology specialists; more than
25% of primary care clinicians were unaware
of the rheumatology specialty, and nearly 47%
of the PsA cases were misdiagnosed by the
primary care physician. About 8% of patients
in both groups expressed concerns about the
potential adverse effects of modern medical
treatments.”® In another Indian study, patients
with a delayed diagnosis of SpA (greater than
2 years after symptom onset) had poorer
outcomes in terms of work productivity and
activities of daily living than patients with early
diagnosis (within 2 years of symptom onset);
with women in particular having longer
diagnostic delays.?! The first point of contact
for most patients was a nonrheumatologist,
and nearly 69% of the patients received
an incorrect diagnosis (including sciatica,
mechanical injury, pregnancy-induced back
pain, osteoporosis, neuropathy, etc.) before
consulting a rheumatologist.?' Thus, factors
contributing to a delay in diagnosis in India
include socioeconomic barriers, lack of
awareness of inflammatory (nonmechanical)
back pain, intermittent symptoms, insufficient
number of rheumatologists, inadequate and
ineffective screening in clinical practice,
inefficient referral pathways, lack of
multidisciplinary care, etc.?"2%2° Key studies
from India on diagnostic delay in SpA are
presented in Table 1.

Study Sample size Delay duration Outcomes

Reddy et al.?! n=100 Median: 5 years axSpA reduced work productivity
and leads to work disability

Chandrashekar et al.? n=1,155 Median: 1.4 years Two major reasons for delayed

Gavali et al.>*

Nonradiographic SpA: n = 41
Radiographic SpA: n =55

Nonradiographic SpA: Mean: 1.3 years
Radiographic SpA: Mean: 4.4 years

referral of SpA include lack of
awareness of rheumatology as
a specialty and patients being
managed by other specialties

Demographic, clinical characteristics,
and frequency of HLA-B27 positivity
were similar between the groups

axSpA, axial spondyloarthritis; nr-axSpA, nonradiographic axSpA; r-AS, radiographic axSpA; SpA, spondyloarthritis
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Evolved Understanding of
Pathophysiology and Natural Course of
Disease

Significant advancements in unraveling the
pathogenesis and management of SpA have
been made over the past two decades. This
has supported the development of targeted
therapies and a range of biologic agents
such as TNF-a inhibitors, blockers of the
IL-17/1L-23 axis, and Janus kinase inhibitors
(JAKi), that have demonstrated treatment
efficacy with a manageable safety profile
in bioeligible patients.?>3°

Based on an evolved understanding of its
manifestations and clinical course over time,
axSpA is further divided into two subtypes:
(a) nonradiographic axSpA (nr-axSpA), which
includes patients without visible structural
damage on plain radiographs, and (b)
radiographic axSpA (r-axSpA), with visible
structural damage to the sacroiliac joints or
spine, observable on plain radiographs.®'
Although nr-axSpA is considered an early,
milder form, approximately 10% of patients
with nr-axSpA progress to r-axSpA within 2
years, 26-60% progress within 10-15 years
after symptom onset.3"32

Arecent study identified a substantially
lower frequency of nr-axSpA in Asian
countries compared with other regions
of the world. Patients with nr-axSpA in
Asian countries, including India, were
predominantly male and had earlier disease
onset with more axial symptoms, higher
Bath Ankylosing Spondylitis Metrology
Index (BASMI) and more frequent HLA-
B27 positivity, as well as a better response
to nonsteroidal anti-inflammatory drugs
(NSAIDs).3%33 An Indian study that used
the Assessment of Spondyloarthritis
International Society (ASAS) criteria to
classify radiographic and nonradiographic
cases found that the clinical profile, disease
activity, and frequency of HLA-B27 positivity
were the same in both groups.>* However,
patients with radiographic disease were
older (mean age 33.7 vs 26.5 years), had
longer lead time from symptom onset
to diagnosis (4.4 vs 1.3 years), and had a
higher frequency of positive family history
of SpA (29% vs 9.7%) than patients with
nonradiographic features.>* Overall findings
suggest that r-axSpA is more severe and
poses a greater physical, psychological,
and socioeconomic burden compared to
nr-axSpA, highlighting the need for early
diagnosis and treatment in bio-eligible
patients to slow or halt progression from
nr-axSpA to r-axSpA.

The Impact of Continued Disease
Progression on the Development of Other
Conditions or Comorbidities

The impact of continued disease progression
in SpA is of significant concern due to its
chronic and progressive nature. In patients
with SpA, continued disease progression can
lead to structural damage in the sacroiliac
joints and spine, which results inimpairments
in function, mobility, and health-related
quality of life.>> Studies on radiographic
structural progression show that patients
diagnosed late often have more extensive
and irreversible damage to the sacroiliac
joints or spine than those diagnosed earlier.>
Furthermore, the impact of SpA on work
productivity is substantial, given that the
disease has an early age of onset, and disease
progression contributes to significant financial
losses and socioeconomic burden.?"3¢ In the
Indian context, where access to healthcare
and treatment options may vary, it is crucial
to address disease progression effectively.

The underlying inflammatory
pathophysiology and persistent
inflammation in SpA have been known to
contribute to structural damage, which
includes erosion, sclerosis, and eventual
ankylosis. SpA typically develops due to
the activation of inflammatory pathways
triggered by a combination of genetic
factors, gut dysbiosis, recurrent infections,
and mechanical stress. Inflammation plays
a central role not only in the progression
of radiographic changes but also in
driving pain, stiffness, and fatigue that
impair patients’ quality of life.33® The
proinflammatory cytokines, such as TNF-a
and IL-17, are known to contribute to the
pathogenesis, exacerbating inflammation in
affected tissues and stimulating new bone
formation, which eventually leads to spinal
fusion.?? Studies have also highlighted
the systemic nature of this inflammation,
which can result in many comorbidities
such as uveitis, psoriasis, inflammatory
bowel disease, and metabolic syndrome
during the clinical course of SpA and
related conditions.3® Individuals with SpA
from Asia have been reported to have a
higher prevalence of comorbidities such
as osteoporosis, cardiovascular diseases,
infections, malignancies, and fibromyalgia
compared to the general population. This
increased burden of comorbidities leads
to considerable functional impairments,
reduced quality of life, higher work disability,
elevated mortality rates, and complicates
the overall management of SpA.3%4°

Management of SpA

Limitations of Nonsteroidal Anti-
inflammatory Drugs in Halting
Radiographic Progression

NSAIDs are used in the first line of
treatment in all subtypes of SpA2>2%30 and
have been demonstrated to effectively
reduce inflammation, as evidenced by
improvements in osteitis of the spine and
sacroiliac joints, as well as bone marrow
edema in the sacroiliac joints.*’ The efficacy
of NSAIDs in halting radiographic progression
is mired in controversy, with studies reporting
both successes and failures.*” While some
studies have shown decreased radiographic
progression in patients with elevated
C-reactive protein (CRP) levels with long-term,
uninterrupted use of high-dose NSAIDs, 4344
other studies have failed to show any such
differences in patients with AS treated with
NSAIDs.* Despite the potential benefits of
high-dose continuous use of NSAIDs, it is
difficult toimplementin the long-term, given
their propensity for gastrointestinal, renal, and
cardiovascular toxicities.* A third of patients
are unable to tolerate high-dose NSAIDs, and
only a minority adhere to this regimen. 64

Limited Role of csDMARDs in Predominant
axSpA or Axial-PsA

Conventional synthetic disease-modifying
antirheumatic drugs (csDMARDs), such
as sulphasalazine and methotrexate, may
offer limited benefits for patients with
peripheral joint disease, but are generally
ineffective in those with axial disease.*34°
Only limited evidence supports the use of
csDMARD:s in the treatment of AS, SpA and
axSpA. A comprehensive review showed
sulfasalazine’s minimal to no effect on
pain reduction, disease activity, physical
function, or spinal mobility in patients with
AS vs placebo.’® Additionally, the review
noted a higher incidence of adverse events
of gastrointestinal disturbances and skin
reactions, leading to drug discontinuation.
Thus, for patients with a limited response to,
contraindications, or intolerance to NSAIDs,
the most effective current treatment options
are biologic DMARDs (bDMARDs), such as
TNF-a inhibitors, monoclonal antibodies
targeting the IL-17A, IL-23 axis, or JAKi.>">?
Studies from India have highlighted the
substantial use of NSAIDs and csDMARDs in
patients with axial symptoms.?>34 Despite
the limitations of csDMARD use in SpA, given
their low cost, these are used commonly
in Indian patients with SpA, even for axial
disease.>>*
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Limitations of Janus Kinase Inhibitors

Following an inadequate response to
csDMARDs, the international guidelines
recommend JAKi, a class of targeted
synthetic DMARDs, as second-line treatment
for patients with PsA.?> JAK inhibitors have
also been approved for use in axSpA, and
recent guidelines such as those from the
British Society for Rheumatology (BSR)
support their use in appropriate clinical
scenarios.> Tofacitinib, an oral nonselective
JAKi with preferential selectivity for JAK3
and JAK1, has demonstrated limited
efficacy in SpA.>®%” While some studies
suggest potential benefits of tofacitinib
in reducing radiographic progression in
specific cases of SpA, recent real-world
data highlight poor treatment retention
rates and high discontinuation due to
ineffectiveness or adverse events.>® A real-
world study reported discontinuation of
tofacitinib treatment in 36% of patients with
rheumatoid arthritis after a mean follow-up
of 17.3 months,* while discontinuation
rates due to ineffectiveness or intolerance
of tofacitinib were 46% and 30%.5° In
patients with rheumatoid arthritis, major
adverse cardiovascular events (MACE) and
cancers occurred more frequently with
tofacitinib compared to TNFi.%' Most JAKi,
including baricitinib (odds ratio [OR]: 3.46,
95% Cl: 1.38, 8.67), peficitinib (OR: 6.06, 95%
Cl: 1.76, 20.82), and tofacitinib (OR: 1.96,
95% Cl: 1.01, 3.78), have been associated
with a higher incidence of herpes zoster
infection compared with placebo.®? Given
their efficacy and oral administration route,
JAKi represent a valuable addition to the
treatment armamentarium for bio-eligible
patients with SpA. However, their use should
be guided by careful patient selection, with
particular caution in older patients or those
with cardiovascular risk factors. Further
long-term data are needed to define their
optimal role in the management of SpA.

Step-up Approach in the
Management of SpA

The traditional step-up approach in the
treatment of SpA typically begins with the use
of NSAIDs as first-line therapy. If patients do
not respond adequately to NSAIDs or if disease
progression occurs, the treatment is then
escalated to include DMARDs as necessary.®>
However, this step-up approach has limitations,
including the potential for delayed disease
control and suboptimal outcomes. Recognizing
these, several recent guidelines advocate for a
more personalized and expedited treatment
strategy, namely early initiation of DMARDs
in bioeligible patients with aggressive or
refractory disease.?>3064

The treat-to-target strategy that
calibrates treatment to disease activity
measures is now the preferred approach
to optimizing treatment outcomes in
SpA.5%65 Briefly, this approach involves
defining clear treatment goals based on
disease activity measures, such as CRP
levels, erythrocyte sedimentation rate,
and patient-reported outcomes such as
the Bath Ankylosing Spondylitis Disease
Activity Index (BASDAI) and Bath Ankylosing
Spondylitis Functional Index (BASFI).6>65
A growing body of evidence supports
early initiation of bDMARDs and targeted
DMARDs to achieve minimal or low disease
activity and delay disease progression
in a significant proportion of bioeligible
patients.3>¢7

Studies of early initiation of TNFi or
IL-17 inhibitors demonstrated rapid and
sustained reductions in disease activity,
pain, and inflammation, accompanied
by improvements in quality of life.58-7°
These studies suggest that bDMARDs may
effectively inhibit radiographic progression
in bio-eligible patients with AS, including
those with nonradiographic disease.®®"
70 By adopting a proactive approach to
treatment initiation, clinicians aim to
mitigate irreversible joint damage and
disability associated with delayed therapy
escalation.*"”1-73

Another crucial factor to consider is
the judicious selection and sequencing
of biologic therapies.”* The treat-to-
target approach in SpA may come with
significant cost implications, as early use
of bDMARDs increases medical costs and
overall treatment burden, particularly in
India where a national insurance system is
absent.>*’>76 Adjustments to the top-down
approach aimed to ease the cost burden
include administration of shorter courses of
bDMARDs followed by continued csDMARDs
to sustain efficacy,”* or early use of targeted
synthetic DMARDs (tofacitinib), a popular
strategy in various treatment centers and
standalone clinics in India. Decisions on
early escalation of therapy may also be
influenced by the increased susceptibility of
Asian patients to opportunistic infections,
tuberculosis, and herpes zoster.>*7%78

Overall, treat-to-target is an
expedited and personalized treatment
approach guided by disease severity,
prognostic indicators, patient preference,
and individual risk factors. As such, it
represents a significant advancement in the
management of SpA, offering bioeligible
patients the opportunity for earlier symptom
relief, improved functional outcomes, and
enhanced long-term prognosis.

Utilization of Biologic Therapies in
Rheumatological Indications in India

The rate of acceptance and utilization of
biologic therapy in India for rheumatological
conditions is growing, albeit with certain
challenges and limitations.'”%7°-81 Studies
of bDMARDs in bioeligible patients with SpA
from India have reported efficacy and safety
results consistent with those seen in other
regions. In areal-world study, 90% of patients
with axSpA attained BASDAI-50 improvement,
and 76% had Ankylosing Spondylitis Disease
Activity Score (ASDAS) improvement with
secukinumab (IL-17A inhibitor) treatment.®?
In more recent studies, TNF-a inhibitors,
such as golimumab, have shown meaningful
improvements in ASDAS-CRP, the ASAS20
criteria, and the American College of
Rheumatology 20 (ACR20) responses with
an acceptable safety profile in bio-eligible
patients with SpA from India.®38*

The lack of affordable screening tools,
such as MRI for early detection of structural
damage and genetic testing, hampers effective
SpA management in some rural settings
within India.?>® Despite clinical evidence
supporting their efficacy and safety, the use of
biologics in India is restricted by several factors
(Table 2). These include limited affordability,
poor availability, maintenance, and safety in
certain rural healthcare settings, which in turn
exacerbate healthcare disparities between
urban and rural areas.?>’58¢ Additionally, the
absence of an India-specific biologic initiation
protocol for rheumatologists, dermatologists,
and orthopedists managing bio-eligible SpA
patients contributes to inconsistent treatment
practices.

Insurance coverage also plays a critical
role in limiting access to biologic therapies.
In a survey-based study of rheumatologists
from India, financial constraints were the
primary reason for delayed initiation and early
cessation of biologic therapies.?’ A general
lack of awareness among healthcare providers
and patients in India about the benefits and
the appropriate use of biologics can lead to
their underutilization. Additionally, many
insurance providers in India do not cover
subcutaneous biologic therapies, creating
barriers for patients who could benefit from
these treatments. As medical science evolves,
therapies are becoming less invasive, and
biologic therapies, irrespective of their route
of administration, should be reimbursed to
ensure equitable access for all patients. Safety
concerns, particularly regarding the risk of
infections such as tuberculosis and herpes
zoster, are greater in India, where these
conditions are endemic, necessitating intensive
screening and monitoring.””’®%” Furthermore,
challenges related to infrastructure and
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Table 2: Barriers to implementation of biologic therapies for SpA in India

Category

Barriers and challenges

Economic barriers

Healthcare system and accessibility barriers

Regulatory and supply barriers

Physician-related barriers

Patient-related barriers

Patient education and knowledge barriers

Monitoring and follow-up barriers

Psychosocial and socioeconomic barriers

High out-of-pocket costs: Biologic therapies are largely unaffordable for most Indian patients due to
limited government funding and subsidies

Limited insurance coverage: Minimal private insurance and public schemes often exclude or restrict
access to advanced therapies such as biologics

Scarcity of rheumatologists: India faces a significant shortage of rheumatologists, with rural and
semiurban areas being the most affected

Infrastructure constraints: Many healthcare facilities in tier-2 and tier-3 cities lack essential resources
like imaging and laboratory services required for biologic therapies

Limited specialty clinics: Dedicated rheumatology or SpA clinics are rare outside metropolitan areas,
forcing patients to travel long distances for specialized care

Regulatory delays: Delays in approval processes limit timely access to new biologics

Supply chain challenges: Maintaining the cold chain for biologics is difficult in many parts of India
due to inadequate infrastructure and frequent power outages

Lack of training: Many Indian clinicians are not adequately trained in biologic use, leading to
underutilization or improper administration

Safety concerns: Physicians express concern about the long-term safety of biologics, due to lack of
country-specific data for Indian patients

Cost-effectiveness concerns: Physicians may avoid prescribing biologics due to affordability issues
for patients

Challenges in patient selection: Without advanced diagnostic tools like genetic profiling or
biomarkers, selecting appropriate candidates for biologics is difficult

Cultural misconceptions: Biologics are often misunderstood as “experimental” or “last-resort”
treatments, delaying acceptance among Indian patients

Fear of side effects: Concerns about adverse effects, often amplified by misinformation, deter many
patients from starting biologic therapy

Preference for alternative medicine: A significant portion of Indian patients rely on traditional
medicine (Ayurveda, homeopathy), delaying initiation of evidence-based treatments

Adherence issues: Complex treatment regimens and travel requirements for regular follow-ups
make adherence particularly challenging for rural patients

Limited patient education: Many patients, especially in rural areas, lack basic knowledge about SpA
and its treatment options

Lack of patient education programs in regional languages may also impact poor understanding of
biologic therapies among the diverse patient populations

Few support programs: Patient support programs for financial aid, education, or psychosocial
counseling are limited or unavailable in most parts of India

Inconsistent monitoring: Many Indian healthcare facilities lack structured systems for consistent
follow-up and monitoring of biologic therapies

Cost of monitoring tests: Routine tests like liver function tests and imaging are often unaffordable
for patients, leading to gaps in monitoring and treatment continuity

Need for specialized testing: Patients in smaller towns or rural areas often have to travel significant
distances for specialized monitoring, creating additional barriers

Lack of integrated patient tracking systems: Fragmented record-keeping and lack of patient tracking
prevent efficient follow-up and long-term outcome monitoring

Impact of socioeconomic status: Patients from lower socioeconomic groups face greater challenges
in affording and accessing biologic therapies, even with financial assistance.

Stigma and mental health impact: The chronic nature of SpA, coupled with the clinical setting
required for biologic administration, can exacerbate feelings of dependence, illness stigma, and
emotional distress

SpA, Spondyloarthritis

logistics, including storage, transportation,
and administration requirements, as well as
regulatory hurdles and bureaucratic processes,
contribute to delays in accessing treatment.
Lastly, ensuring the long-term sustainability
of biologic therapy, given the high costs and
chronic nature of rheumatological conditions,
raises questions about treatment adherence

and outcomes. This necessitates innovative
approaches by healthcare providers, such
as continuing biologics at a reduced dose
or frequency after achieving remission. To
enhance the accessibility and utilization of
biologic therapies in India, efforts must focus
onimproving affordability, reducing regulatory
ambiguity, strengthening healthcare

infrastructure, and exploring the efficacy of
newer, more targeted therapies.382°

LiMITATIONS

Although detailed perspectives were
collected in this review, it should be noted
that this nonsystematic review was conducted
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Table 3: Strategies to improve utilization of biologics in India

Strategy

Key actions

Enhancing diagnostic yield and reducing
delays in SpA detection

Educational and clinical development
initiatives

Identifying markers for rapid disease
progression

Data generation and real-world evidence
(RWE)

Enhancing radiographic monitoring
and training programs for primary care
physicians and specialists (orthopedic
surgeons, dermatologists)

Adopting a top-down and treat-to-target
approach

Raising awareness among Indian healthcare
providers

Developing India-specific Protocols for
Initiation of Biologics

Ensuring availability of biologic treatments
in reimbursed segments

Improving access, affordability, and support
systems

Patient-centric engagement and adherence

support

Monitoring and feedback mechanisms

Interdisciplinary collaboration and
networking

Raising awareness of SpA among family physicians

Enhancing access to MRI

Optimizing early diagnosis of nonradiographic forms of SpA, which often experience the most
delays

Integrating rheumatology services into the primary care setting and promoting multidisciplinary
collaborations

Organizing national and regional workshops for rheumatologists, orthopedic surgeons, and
internists

Developing and disseminating case-based learning modules and specialty-specific CME programs
Deploying digital clinical decision support tools, including digital applications and checklists

Researching and identification of specific markers in Indian patients that will predict those at risk of
rapid disease progression

Evaluating the genetic (HLA-B27 testing) and immunological underpinnings of SpA in Indian
patients

Conducting phase IV studies and health economics and outcomes research analyses to assess the
cost-effectiveness of biologics in India

Establishing a national patient registry for SpA to collect long-term data on biologic outcomes,
adverse events, and patient-reported outcomes

Leveraging radiographic modalities for disease monitoring and providing radiology training to
physicians

Providing radiology training programs tailored to SpA for general physicians, orthopedics, and
dermatologists

Supporting the identification of disease manifestations specific to the Indian population, promoting
early biologic initiation and intervention strategies

Implementing a top-down approach to prioritize early adoption of bDMARDs
Promoting a treat-to-target strategy

Educating primary care providers, orthopedic surgeons, and dermatologists about therapy
escalation strategies and the appropriate use of biologics

Creating protocols tailored to the Indian population to ensure effective and safe use of biologics
Clinical screening for active tuberculosis infection with ‘4S complex’and standard chest radiograph,
augmented Mantoux testing simultaneously with QuantiFERON®-TB Gold test among patients
treated with bDMARDs

Involving patient advocacy groups, healthcare providers, policymakers, and pharmaceutical
companies in the development of new and effective protocols

Expanding reimbursement coverage for biologics, including subcutaneous formulations, to address
patient diversity in treatment needs

Including biologics in reimbursement schemes across sectors such as the Central Government
Health Scheme (CGHS), Employees’ State Insurance Scheme (ESIC), and state hospitals, etc.
Advocating reimbursement for biologic therapies through collaborative efforts involving industry
and rheumatology associations

Engaging with third-party payers to demonstrate long- term savings from biologic use through
reduced hospitalizations and disability

Exploring public-private partnerships to subsidize biologic therapies for low-income populations
Establishing patient assistance programs with tiered subsidies based on income

Organizing patient awareness campaigns on biologic therapy benefits, adherence, and side-effect
management

Partnering with advocacy groups to create support networks where patients share experiences
Utilizing telemedicine and mobile health tools (e.g., apps, SMS reminders) to track adherence and
provide continuous patient support

Setting up post-marketing surveillance systems to monitor adverse effects and collect long-term
data on efficacy of biologic therapies

Using patient feedback surveys to improve treatment protocols and ensure better alignment with
patient needs

Facilitating cross-disciplinary collaborations between rheumatologists, dermatologists, and
orthopedists for comprehensive SpA care

Establishing mentorship programs where experienced clinicians guide peers on biologic therapy
initiation and post-treatment management

4S complex is a screening tool used to identify people who may have tuberculosis and consists of four symptoms: cough, fever, night sweats, and weight loss.
bDMARD, biologic disease-modifying antirheumatic drugs; CME, continuing medical education; MRI, magnetic resonance imaging; SpA, spondyloarthritis; TB,

tuberculosis
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with a small and nonrandom expert pool from
India. In addition, we cannot rule out potential
bias from self-reported perspectives that were
integrated into this article.

STRATEGIES TO IMPROVE
UTiLizAaTiON OF BioLoaics IN
INDIA: EXPERT OPINION

Improving the availability, access, and
utilization of biologic therapies in India
requires a multimodal and comprehensive
approach, involving several stakeholder
groups. Patients and advocacy groups play
a pivotal role in raising awareness about
the benefits of biologics and advocating for
equitable access. Clinicians and physician
societies must drive education, training, and
the adoption of evidence-based protocols
to ensure appropriate patient selection and
treatment. Health regulatory authorities and
insurance providers need to address barriers
such as affordability and insurance coverage
limitations, and streamline approval processes
to expand accessibility. Additionally, there is
a critical need for sensitive and affordable
disease markers to aid early and accurate
diagnosis, enabling timely intervention as well
as detection of structural damage and disease
progression. Pharmaceutical companies must
also focus on affordability, supply chains,
and patient support programs to enhance
availability and adherence. Together, these
collaborative efforts are essential to bridge
the gap between availability and optimal
use of biologic therapies as well as improve
outcomes for bio-eligible patients with
chronic, debilitating SpA in India (Table 3).

CoNcLUSION

Although treat-to-targetis the recommended
approach in SpA, its adoption in Indian
clinical practice is suboptimal due to several
socioeconomic constraints. Expanding the
biologic therapy space in India will necessitate
a multipronged approach to overcome long-
standing barriers. Strengthening diagnostic
capabilities with more affordable MRIs and
access to genetic testing can support earlier
identification and risk stratification, which,
when combined with clinical assessment,
may facilitate timely intervention and more
effective disease management. A unified
effortamong key stakeholders is required, with
healthcare providers prioritizing standardized
treatment protocols and training programs
to improve treatment, and participation by
nonrheumatologists and referring physicians.
Along with integrating rheumatology care in
publicinsurance schemes, broader insurance
coverage for biologics and streamlined

regulatory pathways are essential to reduce
financial and logistical barriers. Industry-led
initiatives to improve affordability, create
patient assistance programs, and ensure
uninterrupted biologic/biosimilar supply
chains can further support access. Continuous
training for primary physicians on structured
referral pathways is needed to ensure patients
receive the best possible care. By fostering
collaboration between clinicians, regulatory
authorities, patient advocacy groups, and
pharmaceutical companies, India can advance
the adoption of biologics and improve
outcomes for bio-eligible patients with SpA.
We acknowledge that some progress has
been made—such as the expansion of MRI
services, provision of free biologics in select
public-sector programs, and the growing
involvement of nonspecialist physicians
in early identification. However, further
systemic changes are needed to meet
the ever-increasing demands of India’s
1.4 billion population. These insights and
recommendations are based on current
evidence and expert clinical perspectives,
acknowledging regional variations in
practice patterns and recognizing that
India’s healthcare landscape is dynamic and
continually evolving.
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