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1. Long-Term Observational / Registry Data
The strongest pro-HBOT source in this bibliography
Perrins DJD, James PB. Long-term hyperbaric oxygenation retards progression in multiple sclerosis patients. Int J Neurosci (IJNN), 2005;2:45–48.
Follow-up on 700+ UK MS Therapy Centre patients. Reports lesser decline and stabilization in those receiving ≥1 HBOT every two weeks vs. those receiving none or <7/year. Observational, non-randomized.
nardellaclinic.com — full text PDF  [OPEN ACCESS]  
James PB. Oxygen Treatment for Multiple Sclerosis Patients. Chapter 22 in Jain KK (ed.), Textbook of Hyperbaric Medicine, 6th ed. Springer, 2017.
link.springer.com/book/10.1007/978-3-319-47140-2  [PAYWALLED]  
James PB. Indications for oxygen therapy and the Undersea and Hyperbaric Medical Society. Medical Gas Research, 2023;13(4):219. (Plus his 2024 reply, Med Gas Res 14(4):230–231.)
James's direct challenge to the UHMS indications framework — useful if arguing the approved-indications list is institutionally, not evidentially, bounded.
doi.org/10.4103/2045-9912.372064  [OPEN ACCESS]  
2. Mechanistic / Hypoxia Hypothesis — the Live Scientific Thread
Where the genuinely current research is happening
Halder SK, Milner R. Hypoxia in multiple sclerosis: is it the chicken or the egg? Brain, 2021;144(2):402–410.
doi.org/10.1093/brain/awaa427  [PAYWALLED]  
Davies AL, et al. Oxygen treatment reduces neurological deficits and demyelination in two animal models of multiple sclerosis. (Dept. of Neuroinflammation, Queen Square Institute of Neurology, UCL.)
The inflamed CNS in EAE rats is hypoxic; normobaric oxygen restored normal CNS oxygenation and reduced both neurological deficit and histological damage. Severe deficits in active EAE improved significantly after just one hour of ~95% oxygen.
pmc.ncbi.nlm.nih.gov/articles/PMC10107096  [OPEN ACCESS]  
Hyperbaric Oxygen Therapy Alleviates Autoimmune Encephalomyelitis via Reduction of IL-17a and GM-CSF Production of Autoreactive T Cells and Boosting Immunosuppressive IL-10 in CNS Tissue Lesions.
ncbi.nlm.nih.gov/pmc/articles/PMC8391387  [OPEN ACCESS]  
Khalatbary AR. A review on the neuroprotective effects of hyperbaric oxygen therapy. Medical Gas Research, 2021;11(2):72–82.
doi.org/10.4103/2045-9912.311498  [OPEN ACCESS]  
Moore L, Eggleton P, Smerdon G, Newcombe J, Holley JE, Gutowski NJ, Smallwood M. Engagement of people with multiple sclerosis to enhance research into the physiological effect of hyperbaric oxygen therapy. Mult Scler Relat Disord, 2020;43:102084.
Argues that conventional disability scores used in the 1980s trials fail to capture what patients report — likely the most useful methodological citation in this set.
doi.org/10.1016/j.msard.2020.102084  [PAYWALLED]  
3. Systematic Reviews & Meta-Analyses — Controlling Evidence
Bennett MH, Heard R. Hyperbaric oxygen therapy for multiple sclerosis. Cochrane Database of Systematic Reviews, 2004 (updated 2011). CD003057.
Review of nine RCTs found no consistent evidence of benefit; routine use is not justified. Isolated positive findings were judged difficult to ascribe biological plausibility.
cochranelibrary.com/cdsr/doi/10.1002/14651858.CD003057.pub2  [PAYWALLED]  
Plain-language summary of the above.
cochrane.org — plain-language summary  [OPEN ACCESS]  
Bennett M, Heard R. Hyperbaric Oxygen Therapy for Multiple Sclerosis. CNS Neuroscience & Therapeutics, 2010;16(2):115–124.
Identified 12 randomized studies, all conducted 1983–1987; meta-analysis found no clinically significant benefit. Most trials used ~20 treatments at 1.75–2.5 ATA, 60–120 min, over four weeks against placebo. Reference list is effectively the complete 1983–87 trial inventory.
o2healthlab.com — full text PDF  [OPEN ACCESS]  
Kleijnen J, Knipschild P. Hyperbaric oxygen for multiple sclerosis: review of controlled trials. Acta Neurologica Scandinavica, 1995;91(5):330–334.
pubmed.ncbi.nlm.nih.gov/7639063  [PAYWALLED]  
Amatya B, Khan F, Galea M. Rehabilitation for people with multiple sclerosis: an overview of Cochrane Reviews. Cochrane Database Syst Rev, 2019.
Places HBOT alongside 14 other MS rehabilitation modalities across 15 Cochrane reviews.
pubmed.ncbi.nlm.nih.gov/30637728  [PAYWALLED]  
4. Primary Randomized Trials (1983–1987)
Fischer BH, Marks M, Reich T. Hyperbaric-oxygen treatment of multiple sclerosis: a randomized, placebo-controlled, double-blind study. NEJM, 1983;308(4):181–186. — the foundational positive trial.
40 patients with advanced chronic MS, 20 exposures at 2 ATA / 90 min. Objective improvement in 12/17 oxygen patients vs 1/20 placebo (P<0.0001). At one year, deterioration in 12% of oxygen group vs 55% of placebo group.
nejm.org/doi/full/10.1056/NEJM198301273080402  [PAYWALLED]  
Barnes MP, Bates D, Cartlidge NEF, et al. Hyperbaric oxygen and multiple sclerosis: final results of a placebo-controlled, double-blind trial. J Neurol Neurosurg Psychiatry, 1987;50(11):1402–1406. — largest and most-cited negative trial.
pubmed.ncbi.nlm.nih.gov/3320265  [PAYWALLED]  
Wiles CM, Clarke CRA, Irwin HP, et al. Hyperbaric oxygen in multiple sclerosis: a double blind trial. BMJ, 1986;292(6517):367–371.
pubmed.ncbi.nlm.nih.gov/3080167  [PAYWALLED]  
Harpur GD, Suke R, Bass BH, et al. Hyperbaric oxygen therapy in chronic stable multiple sclerosis. Neurology, 1986;36(7):988–991.
82 patients randomized to 20 daily treatments of 100% O2 + 7 boosters vs 12.5% O2 at 1.75 ATA. No significant difference in EDSS, Kurtzke Functional scores, MRI, or evoked potentials.
neurology.org/doi/10.1212/WNL.36.7.988  [PAYWALLED]  
Neiman J, Nilsson BY, Barr PO, Perrins DJD. Hyperbaric oxygen in chronic progressive multiple sclerosis: visual evoked potentials and clinical effects. J Neurol Neurosurg Psychiatry, 1985;48(6):497–500.
pubmed.ncbi.nlm.nih.gov/4009184  [PAYWALLED]  
Wood J, Stell R, Unsworth I, Lance JW, Skuse N. A double-blind trial of hyperbaric oxygen in the treatment of multiple sclerosis. Med J Aust, 1985;143(6):238–241.
pubmed.ncbi.nlm.nih.gov/3897832  [PAYWALLED]  
Erwin CW, Massey EW, Brendle AC, Shelton DL, Bennett PB. Hyperbaric oxygen influences on the visual evoked potentials in multiple sclerosis patients. Neurology, 1985;35:315.
search: PubMed, author + title (no stable direct link located)  [PAYWALLED]  
Confavreux C, Mathieu C, Chacornac R, et al. [Ineffectiveness of hyperbaric oxygen therapy in multiple sclerosis]. Revue Neurologique (Paris), 1986;142(6-7):614–622.
pubmed.ncbi.nlm.nih.gov/3538228  [PAYWALLED]  
Oriani G, Barbieri S, Cislaghi G, et al. Long-term hyperbaric oxygen in multiple sclerosis: a placebo-controlled, double-blind trial with evoked potentials studies. J Hyperbaric Med, 1990;5:237–245.
search: PubMed, author + title (no stable direct link located)  [PAYWALLED]  
Additional 1983–87 trials (Slater, Satzman/Neubauer, van Crevel et al.) are catalogued with full citations in the Bennett & Heard 2010 PDF listed above.
5. Trial-Design Methodology
Lansdorp NCA, van Hulst RA. Double-blind trials in hyperbaric medicine: a narrative review on past experiences and considerations in designing sham hyperbaric treatment. Clinical Trials, 2018;15(5):462–476.
Directly relevant to sham-control design work — addresses how blinding failures and pressure-based sham exposure have complicated interpretation of HBOT trials generally.
doi.org/10.1177/1740774518776952  [PAYWALLED]  
6. Where to Search for Anything Missed
PubMed:  ("hyperbaric oxygenation"[MeSH] OR HBOT) AND "multiple sclerosis"[MeSH]
https://pubmed.ncbi.nlm.nih.gov/
Cochrane Library:  cochranelibrary.com search
https://www.cochranelibrary.com/
ClinicalTrials.gov:  search "hyperbaric" + "multiple sclerosis" for active/registered trials
https://clinicaltrials.gov/
Rubicon Foundation / UHMS archive:  digitized Undersea & Hyperbaric Medicine back issues — several 1980s HBOT-MS papers live here outside PubMed
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