
Surgeon Coordinated Care Letter:  
NSAIDs - New Concerns for Use in Post-operative Pain  

Patient   First Name: ________________     Last Name: ______________________   DOB ______________  
Scheduled Procedure:   _______________________________________________   Date ______________  
Current Opioid Regimen: __________________________________________________________________ 

Assessment of Substance Abuse Risk:    Low     Mod      High 
Assessment of Central Sensitization:      Minimal     Low      Mod      High 

Date: ________________ 
Dear Dr. ______________ 
                                                                                                                                                                                            
Thank you for your care of this patient. This is a brief addendum to the POST-operative pain management 
coordination letter which addresses postoperative NSAID use and supplementation strategies already 
incorporated into this patient's protocol. No change to the standard multimodal analgesic plan is being 
encouraged. 

   This communication is organized into two sections: 
1. NSAIDS - New Concerns 
2. NSAIDS - Recommendations 

AN EMERGING CONCERN: NSAIDs AND PAIN CHRONIFICATION 

A 2022 study in Science Translational Medicine (Parisien et al.) found that patients whose acute low 
back pain resolved showed a transient, protective neutrophil-driven inflammatory response, while 
patients whose pain persisted did not.[1] In mouse models, early NSAID or corticosteroid treatment 
produced short-term analgesia but led to prolonged pain — an effect not seen with other analgesic 
classes. UK Biobank analysis corroborated elevated risk of pain persistence among NSAID users.[1] 
A 2026 narrative review in Pain and Therapy concluded that premature suppression of acute 
inflammation with NSAIDs may paradoxically promote chronification by disrupting endogenous 
resolution pathways mediated by specialized pro-resolving mediators (SPMs).[2] 

This evidence is mechanistically compelling but clinically preliminary. No clinical trial has tested 
whether modifying postoperative NSAID use reduces chronic postsurgical pain (CPSP). Current 
AAOS, ERAS, and APS/ASRA/ASA guidelines continue to recommend perioperative NSAIDs as a 
core multimodal component.[3][4] 
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WHY THIS IS RELEVANT FOR THIS PATIENT 

Pre-existing chronic pain is among the strongest risk factors for CPSP, with meta-analytic odds ratios 
of 2.4–3.4.[5][6] This patient's chronic pain condition places them at elevated baseline risk, making 
strategies that support endogenous inflammation resolution particularly relevant. 

POSTOPERATIVE SUPPLEMENTATION STRATEGIES IN THIS PATIENT'S 4-D PROTOCOL 

This patient is recommended to take a regimen of evidence-based nutraceutical supplements as part of a 
structured chronic pain management protocol (the 4-Domain Protocol) targeting 4 pathogenic domains: 
Systemic Inflammation, Neuroinflammation, Oxidative Stress and Mitochondrial Dysfunction (the 4-Ds). 

Some supplements will be HELD 2 weeks preoperatively due to theoretical bleeding risk or metabolic 
concerns. The following supplements are part of this patient's recommended protocol and will be continued 
postoperatively. They require no action from the surgical team: 

1. Omega-3 fatty acids (EPA/DHA) — continued through surgery and the postoperative period. 
EPA and DHA are direct precursors for resolvins, protectins, and maresins (the SPMs that drive 
inflammation resolution). These are synthesized through lipoxygenase pathways not blocked by 
NSAIDs, meaning omega-3 supplementation can partially compensate for any NSAID-related 
disruption of resolution pathways.[7][8] 

2. Curcumin (enhanced-bioavailability formulation) — initiated postoperatively when hemostasis 
has been achieved. Unlike NSAIDs, curcumin modulates COX-2 at the transcriptional level and has 
been shown to trigger a lipid mediator class switch toward pro-resolving mediators and promote M2 
macrophage polarization. Clinical RCTs have demonstrated postoperative analgesic efficacy with 
reduced rescue analgesic use.[9][10][11][12][13] 

3. Boswellia serrata extract — initiated postoperatively when hemostasis has been achieved. 
Boswellic acids allosterically modulate 5-lipoxygenase to shift its output from pro-inflammatory 
leukotrienes toward pro-resolving SPMs, and activate 15-LOX-1, the key enzyme for SPM 
biosynthesis. This effect is synergistically enhanced by concurrent omega-3 supplementation. This 
is a fundamentally different pharmacological profile from NSAIDs: Boswellia actively promotes the 
lipid mediator class switch rather than blocking it.[14][15][16] 

NSAID RECOMMENDATIONS 

Given the evidence above, the recommendation for NSAID use in this patient reflects a pragmatic 
balance: 

• NSAIDs remain indicated for acute postoperative pain based on current guideline 
recommendations and proven opioid-sparing benefit.[3][4] 

• NSAID use should be limited to the period of clinically significant acute surgical pain — 
typically the first 7–14 days postoperatively — rather than extended beyond the acute recovery 
period. 

• It is acknowledged that this window overlaps with the period of active lipid mediator class 
switching, creating a theoretical tension with the resolution biology described above. This tension 
is mitigated by: (a) concurrent omega-3 supplementation to provide SPM precursors through 
pathways unaffected by NSAIDs, (b) curcumin and Boswellia supplementation to actively promote 
the lipid mediator class switch and M2 macrophage polarization, and (c) use of the lowest 
effective NSAID dose for the shortest duration necessary. 
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• Emphasizing non-NSAID multimodal analgesia (acetaminophen, regional anesthesia, 
gabapentinoids, curcumin/Boswellia) during the first 48–72 hours when the initial resolution 
program is being established, with NSAID introduction thereafter if pain control requires it. This 
approach has been proposed in the pharmacological literature but has not been validated in 
clinical trials.[2] 

This evidence is mechanistically compelling but clinically preliminary. No clinical trial has tested 
whether supplementing NSAIDs with these nutraceuticals in the perioperative setting reduces CPSP. 
These strategies represent a precautionary, evidence-informed approach that carries no additional 
risk and is consistent with current guideline recommendations. 

No change to the 4-D multimodal protocol is recommended. These supplementation strategies 
are already integrated into this patient's 4-D Protocol and require no modification to the surgical or 
anesthetic plan. 

Separate documents are also available: 
• An Introduction to the 4-Domain Protocol 
• Peri-operative Pain Management - including dietary, nutritional, and nutraceutical protocols 
• Post-operative Pain Management  
• Post-operative Opioids 
• NSAIDs for Post-Operative Pain 

Please refer to my website www.AccurateClinic.com for more in-depth information about the 4-
Domain Protocol 

Please do not hesitate to contact me with any questions. 

Sincerely, 

Eric Ehlenberger MD 
Accurate Clinic 
Phone / Fax: 504–4 72–6130 
Mobile: 504.273.3004 
Email: docttor@accurateclinic.com 
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