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Summary:  
 
Chronic Pelvic Pain is a debilitating, multimodal disease with several contributing organ 
systems. As a result, adequate treatment of this disease requires multimodal pain 
therapy from a team of experts. Other multimodal pain bundles (such as ERAS in the 
perioperative setting) have been shown to be superior to any bundle component being 
used as a monotherapy. This study will assess patient response to a bundled-care 
approach to CPP both pre-and post intervention as well as compared to a site 
randomized “usual care” cohort.  
 
Background/Rationale:  
 
Chronic pelvic pain (CPP) is a common, debilitating condition experienced by up to 26% 
of adult women12, costing billions in direct healthcare costs and indirect productivity 
costs annually3. CPP deeply affects women’s quality of life, including everyday 
functioning and intimacy. Though there is no consensus definition, it is generally defined 
as generally defined as non-cyclic pain perceived to be in the pelvic area that has 
persisted for three to six months or longer and is unrelated to pregnancy4. 

 
CPP is challenging to treat, as it typically is insidious and the pathophysiology 

involves overlap of several related neuroimmune disorders affecting a litany of pelvic 
end-organs, including the muscles of the pelvic floor/vagina, bladder, colon and rectum, 
as well as the bony pelvis and hip girdle5. It is closely tied to conditions such as 
endometriosis, interstitial cystitis, and irritable bowel syndrome. It is also exacerbated by 
emotional, physical, and sexual trauma, and worsened by central sensitization by 
depression, anxiety, and substance abuse6. Systemic pain conditions such as 
fibromyalgia and autoimmune diseases are commonly found in women with CPP7. On 
average, women who experience CPP may have a 4-11 year delay in diagnosis8 and 
seek the consultation of multiple providers before they find a pelvic pain specialist with 
an understanding of the complex mechanisms that perpetuate pain.  
 
 Most women who present to CPP specialists have tried several monotherapies, 
including combined oral contraceptive pills, repeated doses of antibiotics, over the 
counter pain medications, and other psychoactive medications, many of which are part 
of chronic pain treatment algorithms.  In women with interstitial cystitis, the 2015 and 
2022 AUA IC/PBS guidelines91011 for treatment remain algorithmic and stepwise, despite 
literature that suggests that sequential monotherapy is a poor strategy 12. Only recently 
have studies emerged showing that multidisciplinary clinics for female CPP are both 
clinically effective and cost effective 13 14 and may improve uptake/compliance with 
physical therapy15 and mental health recommendations, which are poor in this cohort16 
17While many studies have been done over decades of research on the various 
mechanistic cascades that perpetuate chronic pain, there has been little to no research 
done on a “bundled” approach to chronic pain. Care bundles are a set of three to five 
evidence-informed practices performed collectively and reliably to improve the quality of 
care1819. 
 



This approach takes advantage of treating pain as a polymodal affliction20, 
requiring treatment for central-neural sensitization pathways2122, emotional trauma, 
infectious/microbiome modulation232425, immune factors, surgical interventions2627, and 
physical therapy for end-organ rehabilitation28. Similar studies on “bundled care” have 
been done for infection control and show that no single intervention reduces infection in 
a significant way, but collectively each component of the care bundle provides dramatic 
improvements29. From an acute and postoperative pain standpoint, Enhanced Recovery 
After Surgery (ERAS) bundles have shown remarkable effectiveness for improving 
postoperative recovery30 despite studies that fail to show effectiveness for components 
of the bundle as monotherapies3132. However a similar bundled, multimodal approach 
has not been formally presented or studied for CPP.  
 
 
Objectives: 
 
The goals of this research program are to evaluate the patient-reported outcomes of a 
multimodal care bundle for patients presenting to a multidisciplinary CPP clinic 
compared to “usual care” in an FPMRS or Urology clinic.   
 
Primary Aim:  
 
To compare pre and post intervention self-evaluation of pain and function scores in 
women with chronic pain syndromes with a primary finding of urinary/bladder pain 
symptoms and/OR levator spasm who undergo multi-disciplinary, bundled care 
compared with usual care in a FPMRS or Urology clinic setting.   
 
 
Secondary Aims:  
 

a) To identify and phenotype “non-responders” to a bundled approach to 
IC/PBS/CPP.  

 
 
Hypothesis: We hypothesize that a bundled, multidisciplinary care approach will 
significantly improve patient scores on validated outcomes questionnaires compared to 
usual care.  
 
Methods:  
 
All treatment plans, medications, and procedures recommended for patients involved in 
this study are within the current standards of care for IC/PBS/CPP, regardless of 
treatment arm and are known to be safe interventions.  
 
Study Design: Single center, randomized pre-post intervention/prospective cohort 
study33 of usual FPMRS care vs. multimodal, multidisciplinary care bundle (MMCB).  
 
STROBE34 guidelines were utilized.  
 
Setting: Patients will be recruited from an outpatient Female Pelvic Medicine and 
Reconstructive Surgery (FPMRS) clinic. They will subsequently be randomized to a 



Multidisciplinary CPP clinic at an alternate site vs. continuing usual outpatient care in 
FPMRS as above.  
 
Study Population/Participants: Eligible participants include self-referred women 18 
years and older with a clinical diagnosis of IC/PBS (based on history and symptoms) 
who scored 6 points or greater on the problem OR symptom index of the O’Leary Sant 
Questionnaire.  Every attempt will be made to fulfill a representation quotient35.  
 
Inclusion Criteria: Female patient 18 years of age or older, clinical diagnosis of CPP 
and IC/PBS, scoring 6 points or higher on O’Leary Sant Questionnaire (IC/PBS arm) OR 
levator spasm diagnosed by an FPMRS specialist.  
 
Exclusion Criteria: active pelvic or bladder infection within past 2 weeks, 
contraindications to medications or intervention therapeutics, inability to speak or read 
English; pelvic floor interventional procedure including bladder instillations 4 weeks prior 
to study recruitment, meets criteria for diagnostic laparoscopy (dysmenorrhea, uterine 
pain, cyclic pelvic pain, dyspareunia, GI symptoms)  
 
Note: patients are not excluded for currently taking any medication on the treatment list.  
Patients can be treated for UTI during the study period.  
 
Randomization: If patients meet inclusion criteria and agree to participate, they will be 
randomized by RedCap3637 either to remain in “usual” care in the FPMRS or Urology 
clinic or transition their care to the multidisciplinary CPP clinic at the UPMC Lemieux 
Center.  
 
 
Definition of outcome measure and method of ascertainment: 
 
Data collected at baseline, 6 weeks, 12 weeks, 6 months, 1 year  
 
Demographic Data 
 
Age 
Self-Identified Race 
Height/Weight/BMI 
Menopausal Status 
Currently using hormones   
 -Oral contraceptives (list) 
 -Intrauterine device (list) 
 -Hormone replacement  
 -Hormone-containing topical cream or ointment 
 -Other (list)  
Other pain conditions 
 Fibromyalgia 
 Migraine 
 Endometriosis 
Prior treatments for chronic pelvic or bladder pain (list) 
Number of vaginal deliveries 
Number of cesarean deliveries 
Prior treatments for pelvic bladder pain 



 Medications 
 Pelvic floor physical therapy 
 Cystoscopy with hydrodistention 
 Other cystoscopy 
 Pelvic floor injections 
History of culture-proven recurrent UTIs (yes/no)  
 -Give details 
History of psychiatric diagnoses 
 Depression 
 Anxiety 
 Bipolar disorder 
 PTSD 
 Psychosis/Hallucinations 
Other (list) 
History of physical or sexual abuse (yes/no) 
 
 
Primary Outcome  
--O’Leary Sant Questionnaire (OLS)38, comprised of Interstitial Cystitis Symptom Index 
(ICSI) and Problem Index (ICPI), at 12 weeks from baseline 
 MCID: 4 points for ICSI 
 
Secondary Outcomes 
 
-NRS Scale 
-McGill Pain Questionnaire, Short Form 39 
-Pain Disability Index 40 
-Pelvic Pain and Urgency/Frequency Questionnaire (PUF)41 
-Pelvic Floor Distress Inventory (PFDI)-2042 
 MCID: 45 points (15%) 
-Female Sexual Function Index (FSFI)43 
 MCID: 2.1 points 
-Pain Catastrophizing Scale (PCS)44 
-Patient Global Impression of Improvement (PGI-I)45 
 
 

1) Healthcare utilization defined as number of additional encounters for chronic 
pelvic and bladder pain diagnosis outside of the defined study period  

a. Phone calls 
b. Office visits 
c. ER visits 
d. Procedures 

 
 
Intervention:  
 
Components of MMCB (all) 
 
1) MD Evaluation (FPMRS or Urology) 
2) Pelvic floor physical therapy (PFPT) 



3) Behavioral health consult if patient does not have established behavioral/psychiatric 
care 46

→with appropriate psychiatric referrals/treatments 
 
4) Central sensitization/neurogenic pain:  
 
Amitriptyline 10-50mg 21 
Or Gabapentin (doses range from 100mg po tid to 600mg po tid) 
 
5) Pudendal/Levator and/or Obturator internus nerve block (120mg Kenalog and 
0.25% Marcaine, total 23-33cc) in office or under anesthesia  
 
 
6) Urinary symptoms IC/PBS ONLY 
 
Spasm: OAB medication chosen based on patient characteristics/insurance, dose may 
be increased as tolerated (anticholinergic vs. b-agonist) 
7) Pyridium 100-300mg/day 
 
8) Microbiome: Methenamine47 
9) Vaginal estrogen23  
 
At least once within 12 weeks of initial visit:  
 
10) Intravesical evaluation: Cystoscopy to evaluate for hunner ulcers or variant (treat 
with Kenalog injection alone if Hunner ulcers or variant with or without hydrodistention if 
no hunner ulcers)  
 
11) Bladder instillations x 6 weeks (lidocaine, heparin, sodium bicarb, available 
glucocorticoid (dexamethasone, etc), gentamicin48)  
 
 
-Invasive interventions to be repeated as needed per patient.  
 
Data will be stored and managed in a RedCap database37  
 
Measures to reduce loss to follow up:  
Phone calls and email  from study coordinators.  
 
Potential confounding variables: patients frequently have overlapping pain 
syndromes; likely many different CPP phenotypes. Patients will be enrolled sequentially.  
 
Demographic data:  
 
Age, self-identified race, BMI, menopausal status, past medical history, past surgical 
history, psychiatric history, tobacco, sexual assault/abuse history, history of prior 
interventions for their chronic pain condition, internal vs. external referral 
 
Study Size/Power Calculation: based on the primary outcome, the primary outcomes 
is defined as the change in the total OLS score from baseline to 12 weeks compared 
between the groups. Based on previous studies, patients with IC/BPS have a baseline 
OLS score following standard medical treatment of 24 ± 5.6 190 points. 3849. A 4.03-point 



decrease from baseline on the OLS-ICSI corresponds with at least a 50% perceived 
improvement in symptoms25, we have chosen to use 6 points, to represent 75% 
improvement. We desired 90% power to detect a 6-point or larger difference in the mean 
score change between the groups with a 2-sided t-test at a significance level of 
alpha=0.05. Accounting for 20% dropout, the target sample size was 40 for each group 
(80 total).  
 
Ethical Concerns: 
 
Pain patients are a vulnerable population.  
 
Strengths/Weaknesses; patients cannot be blindly randomized, interventions are 
evidence-based but not being studied separately. There are likely differing phenotypes 
of pain patients (endometriosis vs. infectious vs. trauma) making for a heterogenous 
population.  
 
Timeline: 12 month enrollment and 12 month follow up.  
 
Budget:  
 
Research Manager (1-2 years)-$10K  
Research Operations Coordinator (1-2 years) $25K 
Data Collection Tools (RedCap, database management, tablets for surveys, statistics, 
analytics)-$5K 
Patient Incentives: 5 time points  
$25 for each first 4 visits, $50 for final visit ($12K)  
Promotional Materials/Design/Publicity -$1K 
General Materials (Office supplies including file folders, printing supplies)$1K 
Mail supplies (postage)$1K 
 
Estimated Total: $50K 
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