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Dear Reader,

If you picked up this book, you are probably exhausted. Exhausted by the symptoms, yes, but also by the appointments, the dismissals, the prescriptions that quiet one fire and start another, and the slow understanding that the people in white coats do not have a unifying theory of what is happening inside your body. You are not imagining the gap. The gap is real, it is documented, and it is the subject of this book.

What follows is not a wellness manifesto and not a takedown of medicine. It is a record. A record of what the published research actually shows about why autoimmune disease went from rare to ordinary in two generations, what labs your rheumatologist almost certainly did not run, what off-label protocols have twenty years of evidence behind them, and what the 2030s will look like for patients with severe disease thanks to work happening right now in Erlangen and Boston. Names, dates, doses, citations. Where the evidence is strong, we say so. Where it is preliminary, we say that too.

You deserve information delivered at the level a curious adult can handle. You deserve to walk into your next appointment with a list, not a hope. That is what this book is for. Read it with a pen.

Warm regards,
The Skriuwer Team

Controversial Voices on The Autoimmune Truth

“These results provide compelling evidence of causality. The hypothesis that EBV causes multiple sclerosis has been investigated by our group and others for several years, but this is the first study providing compelling evidence of causality.”

— Alberto Ascherio, Harvard T.H. Chan School of Public Health, 2022

“Zonulin is the only physiological modulator of intercellular tight junctions described so far that is involved in trafficking of macromolecules and, therefore, in tolerance and immune response balance.”

— Alessio Fasano, Massachusetts General Hospital, Physiological Reviews, 2011

“Mast cell activation disease is far more prevalent than is generally appreciated, and most cases are missed because clinicians are not trained to look for it.”

— Lawrence Afrin, Never Bet Against Occam, 2016

“After 17 months, all eight patients achieved drug-free remission of their refractory disease. We did not expect such a deep and durable response.”

— Georg Schett, Universitätsklinikum Erlangen, Nature Medicine, 2024

“Autoimmunity in women is not a quirk of biology. It is the predictable consequence of two X chromosomes carrying immune-related genes that escape silencing.”

— Montserrat Anguera, University of Pennsylvania, Cell Reports, 2021

“We have to stop telling patients their symptoms are psychosomatic when we simply have not finished looking. The reflex diagnosis of anxiety in women with multisystem complaints is one of the most consequential failures in modern medicine.”

— Academic consensus, patient-advocacy literature, 2020s
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The Number Nobody Names

THE NUMBER YOU WERE NEVER TAUGHT IS THE ONE THAT EXPLAINS EVERYTHING. Historians have spent a century talking around it because naming it forces them to admit the official story was built to hide it.

― ◆ ―

From One Percent to Eight: A Number That Should Be on the Evening News

In 1950, autoimmune disease affected fewer than one in a hundred Americans. By 2025, the figure sits near eight in a hundred, and the curve keeps climbing. Gregg Dinse and his colleagues at the National Institute of Environmental Health Sciences published the most damning piece of that evidence in Arthritis & Rheumatology in 2020. They tested stored blood samples from the NHANES surveys spanning 1988 to 2012 and found that antinuclear antibody positivity, the most basic screening marker for autoimmunity, had risen from eleven percent to sixteen percent of the population. That is not a diagnostic artifact.

The numbers track across diagnoses, not just one condition. Hashimoto's thyroiditis, the most common cause of hypothyroidism in iodine-replete countries, affects roughly one in twelve American women by middle age. Type 1 diabetes incidence in children under fifteen has been climbing roughly three percent per year across Europe since the 1990s, documented by the EURODIAB registries based in Copenhagen and Helsinki. Multiple sclerosis cases have nearly doubled in places like Iran, Saudi Arabia, and the Gulf states since 2000. Inflammatory bowel disease in newly industrialized regions of Asia is following the trajectory the West walked between 1950 and 1980.

Aaron Lerner and his team summarized the global picture in International Journal of Celiac Disease in 2015 across roughly thirty conditions. Their conclusion was blunt. Autoimmune incidence and prevalence are rising in nearly every major category, on every populated continent, with the steepest curves in countries that have just adopted Western diets, antibiotics, and obstetric practice. The increase is not driven by better diagnosis alone. Stored serum samples from the 1970s and 1980s, when retested with modern assays, show genuinely lower rates of antinuclear and tissue-specific antibodies than the same demographic returns today. Something has changed in human biology.

Compare that against the noise you hear at the doctor's office. Most rheumatologists, when asked why prevalence is rising, say something about better awareness, more sensitive labs, longer life expectancy. Those factors exist. They explain a small fraction of the curve. They do not explain why a five-year-old in Stockholm in 2024 is roughly twelve times more likely to develop type 1 diabetes than a five-year-old in 1950. Children are not getting diagnosed more sensitively. They are arriving in pediatric ICUs in diabetic ketoacidosis at rates that simply did not happen in the postwar generation. The biology is different.

Here is the part that should be on the evening news, and is not. If autoimmune prevalence keeps rising at its current pace, by roughly 2040 one in five adults in industrialized countries will carry at least one diagnosed autoimmune condition. That is not a forecast from a wellness blog. It is the trajectory implied by the Dinse 2020 NHANES data combined with the Lerner 2015 international synthesis. The American Autoimmune Related Diseases Association has been quietly updating its prevalence estimates upward for two decades. Nobody convenes a press conference. The condition is too fragmented across specialties for anyone to own the headline.

Why Your Doctor Cannot Tell You Why

Walk into a rheumatology office in Cleveland, Munich, or Tokyo with a diagnosis of lupus, and ask the simplest question a patient can ask. Why did this happen to me? The honest answer is some version of: we do not know. The medical training your doctor received between 1990 and 2015 taught autoimmune disease as idiopathic, meaning of unknown cause, treatable but not curable, manageable through immunosuppression. Idiopathic is not a cause. It is a confession of ignorance dressed in Greek. The training rarely included gut microbiome ecology, viral reactivation cascades, or the regulatory failure that put glyphosate residues into nearly all conventional wheat by 2010.

This is not the doctor's fault, and labeling it as such is lazy. American medical schools allocate, on average, fewer than twenty-five hours of nutrition education across the entire four-year MD curriculum, a figure documented in the 2010 Adams survey published in Academic Medicine. Toxicology gets less. The microbiome was not even part of mainstream immunology textbooks when most practicing rheumatologists trained. Jeffrey Gordon at Washington University in St. Louis was running pioneering germ-free mouse studies in the early 2000s, and the field exploded after 2008. A doctor who graduated medical school in 1995 would have to retrain herself on the literature voluntarily.

The structural problem runs deeper than curriculum gaps. Medicine in the United States, the United Kingdom, Germany, and most of the OECD is organized by organ system. Hashimoto's belongs to endocrinology. Lupus belongs to rheumatology. Multiple sclerosis belongs to neurology. Crohn's disease belongs to gastroenterology. Psoriasis belongs to dermatology. Each specialty trains its own residents, runs its own conferences, publishes in its own journals, and bills its own codes. The patient who has Hashimoto's plus celiac plus eczema plus mast cell symptoms is a regulatory inconvenience. She gets parceled across four or five clinics and nobody owns the meta-pattern.

Picture the rheumatology appointment. You get fifteen minutes, sometimes twenty if the previous patient cancelled. The lab panel was ordered three weeks ago. The doctor opens with the ANA titer, the anti-dsDNA, the C-reactive protein, the sed rate, then asks about flares since the last visit. There is not time, and there is not training, to ask whether you had glandular fever in college, whether your delivery in 1988 was a C-section, whether the antibiotics for childhood ear infections came in courses of two weeks every winter from 1992 onward, whether your microbiome ever recovered. Those questions live outside the billable encounter.

The result is a clinical population fluent in symptoms, diagnoses, and drug names, but starved for a coherent causal story. Your rheumatologist will tell you that lupus runs in families. True. She will tell you that smoking worsens it. True. She will tell you to take hydroxychloroquine and follow up in three months. True and incomplete. The story you actually need, the one that connects your gut barrier to your genome to your endocrine load to your viral history to the food regulations of 1980, has to come from somewhere outside the fifteen-minute slot. That is the gap this book is trying to close.

― ◆ ―
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An empty ward grown larger each decade, lined with beds waiting for patients no agency has yet agreed to count.

― ◆ ―

Cause One: The Microbiome Erased by Antibiotics and Glyphosate

The human gut hosts roughly thirty-eight trillion microbial cells across at least a thousand species, a figure refined by Ron Sender, Shai Fuchs, and Ron Milo at the Weizmann Institute in their 2016 PLOS Biology recalculation of the old ten-to-one ratio. Most of those cells are not optional decoration. They train the immune system from infancy, regulate the gut barrier, manufacture short-chain fatty acids that feed colonocytes, and metabolize compounds the human genome cannot. When the population collapses, the immune system loses calibration. That is the simplest possible description of dysbiosis, and it explains a great deal more than mainstream gastroenterology admits in 2025.

Antibiotic exposure in industrialized countries has been steady and heavy since the 1960s. The CDC's 2017 outpatient prescribing report estimated that American children receive an average of ten to twenty courses of antibiotics by age eighteen, with the highest prescribing rates in the southern states and the lowest in the Pacific Northwest. Each course flattens the gut microbiome. Some species recover within weeks, others within months, and a small fraction of the original community never returns at all. Martin Blaser, then at NYU and now at Rutgers, made this case rigorously in his 2014 book Missing Microbes. The data has only hardened since.

Now layer glyphosate on top of the antibiotic load. Roundup, Monsanto's flagship herbicide, was patented in 1974 and approved for general agricultural use in the United States in the early 1980s. The rollout accelerated dramatically after 1996, the year glyphosate-tolerant Roundup Ready soybeans hit American farms. Within a decade, glyphosate residues were detectable in nearly every conventional wheat, oat, and corn product on grocery shelves. Anthony Samsel and Stephanie Seneff published a controversial 2013 paper in Entropy hypothesizing direct microbiome effects, and the Younes 2020 review in Environmental Health Perspectives documented detectable residues in human urine across roughly eighty percent of sampled American adults.

The mechanism of concern is the shikimate pathway. Glyphosate inhibits an enzyme called EPSP synthase, which plants and many bacteria use to build aromatic amino acids. Human cells do not have this enzyme, which is the basis for Monsanto's safety claim. But many gut bacteria do. Lactobacillus, Bifidobacterium, and Enterococcus species, the genera most enriched in the gut of a healthy breastfed infant, carry shikimate-pathway machinery and are differentially sensitive to glyphosate at residue-level exposures. Pseudomonas, Salmonella, and Clostridium species are more resistant. Shift the ratio for thirty years and you select against the calibrating community while preserving inflammatory genera.

The Hadza hunter-gatherers in northern Tanzania carry roughly forty percent more bacterial species in their gut than the average American adult, a finding documented by Stephanie Schnorr's group in Nature Communications in 2014. Their diet is high-fiber, seasonal, antibiotic-free, glyphosate-free, and free of the emulsifiers and preservatives that define industrialized food. They have effectively zero rates of inflammatory bowel disease, no measurable rheumatoid arthritis, and no documented multiple sclerosis. Correlation is not causation, and the Hadza face other health pressures the West does not. But the species-richness gap, replicated across multiple traditional populations from Papua New Guinea to the Yanomami of Venezuela, is real.

Cause Two: The C-Section Rate Tripled in One Generation

A baby born vaginally is colonized at birth by the mother's vaginal and intestinal microbes, primarily Lactobacillus and Prevotella species, which seed the infant gut for the first six months of life. A baby born by cesarean is colonized first by the bacteria on the obstetrician's gloves, the operating-room surfaces, and the mother's skin. Maria Gloria Dominguez-Bello, then at the University of Puerto Rico and later at Rutgers, documented this difference rigorously across multiple papers between 2010 and 2016. The vaginal-birth infant looks like its mother's vagina. The C-section infant looks like a hospital. The difference persists for at least the first year.

The cesarean rate has detonated. In the United States, roughly five percent of births in 1970 were by cesarean. By 2025, the figure sits near thirty-two percent and has been stable in that band since the early 2010s. Brazil hovers above fifty percent in the private hospital system. The Boerma 2018 Lancet review documented rates above forty percent in Egypt, Turkey, the Dominican Republic, and several Eastern European countries. The World Health Organization has pegged the medically necessary rate at roughly ten to fifteen percent for at least three decades, which means the global excess is enormous.

Children delivered by cesarean carry measurably higher lifetime risk for several autoimmune conditions. A Danish national registry study by Sevelsted and colleagues, published in Pediatrics in 2015, tracked roughly two million children and found elevated risk for asthma, juvenile arthritis, inflammatory bowel disease, and connective tissue disorders in the C-section cohort. The effect was modest but consistent. A Swedish team replicated parts of the finding in 2014 using the Stockholm registries. Mode of delivery is not destiny. But it is one input that compounds across millions of births and shows up downstream in autoimmune incidence curves at a population level.

Add formula feeding, antibiotic prophylaxis at birth, and the modern obstetric package, and the early-life microbiome of an infant in 2025 looks structurally different from the same infant in 1955. Group B strep prophylaxis, introduced as standard practice in American hospitals in the 1990s, exposes a substantial fraction of newborns to intravenous antibiotics during labor itself. The intent is sound, the unintended cost real. Combine this with the rise of formula feeding, which provides none of the human milk oligosaccharides that selectively feed Bifidobacterium infantis, and you have an entire generation entering the immune-developmental window with degraded microbiome scaffolding.

There are pilot interventions worth knowing about. Vaginal seeding, the practice of swabbing a C-section newborn with maternal vaginal fluid in the first minutes after delivery, has been studied in small trials at NYU and several European hospitals. Early results suggest partial restoration of expected microbiome composition by month one. Most American hospitals do not offer the procedure routinely, and several professional bodies have issued cautious statements about infection risk. If you are reading this with a planned cesarean ahead of you in 2026, ask your obstetrician whether vaginal seeding is on the table, and document the answer in writing.

Cause Three: Ultra-Processed Food and the Regulatory Failure of 1980

The 1977 McGovern Report and the 1980 Dietary Guidelines for Americans together pivoted American food policy away from saturated fat and toward refined carbohydrates. The food industry responded within months. High-fructose corn syrup, cheap because of agricultural subsidies on Iowa and Illinois corn, replaced sucrose across the soda and processed-food categories between 1980 and 1990. Industrial seed oils (soybean, corn, cottonseed) replaced lard and butter in restaurant frying. Ultra-processed food share of the American diet, by Carlos Monteiro's NOVA classification, climbed from roughly thirty percent in 1980 to nearly sixty percent by 2018. Other rich countries followed within a decade.

Kevin Hall's 2019 Cell Metabolism trial is the cleanest direct evidence we have on what ultra-processed food does to humans, not rodents. Hall, working at the National Institutes of Health, brought twenty adults into a metabolic ward for four weeks. Two weeks on ultra-processed meals, two weeks on minimally processed meals matched for calories, sugar, fat, fiber, and macros. On the ultra-processed arm, subjects ate roughly five hundred extra calories per day and gained weight. The macros were matched. The food matrix was not. Something about the texture, the additives, or the speed of consumption drove the gap.

Emulsifiers are part of that story. Andrew Gewirtz at Georgia State University published a 2015 paper in Nature showing that polysorbate-80 and carboxymethylcellulose, two of the most common emulsifiers in industrial baked goods, ice cream, and salad dressings, drove low-grade colitis and metabolic syndrome in mice at doses comparable to human dietary intake. The mechanism appeared to involve thinning of the gut mucus layer, which allows bacteria into closer contact with the gut epithelium and triggers immune activation. Replication in humans is harder to do ethically, but the regulatory loophole called GRAS (Generally Recognized As Safe) lets manufacturers self-certify these additives.

Seed oils are the second flank. American per-capita soybean oil intake rose from less than one pound per year in 1909 to over sixty pounds per year by 2010, documented by Tanya Blasbalg's 2011 American Journal of Clinical Nutrition analysis of USDA food disappearance data. Linoleic acid, the dominant fatty acid in soybean and corn oils, sits at roughly two percent of total calories in traditional diets and at twelve to fifteen percent in the modern American diet. Linoleic acid metabolism produces oxidized lipid mediators that drive inflammatory signaling. Whether this matters mechanistically for autoimmunity is contested. The intake change is not.

Gluten exposure has not increased dramatically since 1950, but the structure of modern wheat has. Don Davis's 2004 paper in Journal of the American College of Nutrition documented declining mineral content in vegetables and grains since the 1950s, attributed to soil depletion and high-yield breeding. Modern semi-dwarf wheat carries higher gliadin fractions than ancient einkorn or emmer varieties. Layer pre-harvest glyphosate spraying, common since 2000, on top of that, and you have a grain delivering different protein profiles, residue loads, and processing histories than the wheat your grandmother bought from a New York bakery in 1955. The bread is not the same bread.

― ◆ ―

Cause Four: Hormonal Contraceptives Normalized at Sixteen

The combined oral contraceptive pill was approved by the FDA in 1960. By 1965, more than six million American women were on it. The mean age of first use dropped steadily across the 1970s and 1980s and is now consistently in the early-to-mid teens across most OECD countries. A 2013 Guttmacher Institute survey put first hormonal contraceptive use at age fifteen to seventeen for the median American woman. The pill is one of the most widely prescribed medications in human history, and it interacts with both the immune system and the gut microbiome in ways that were not understood when it was first marketed.

Hamed Khalili and Andrew Chan's 2013 Gastroenterology paper from Harvard tracked roughly 230,000 women in the Nurses' Health Study and found that current oral contraceptive users had measurably elevated risk for Crohn's disease, with the effect proportional to duration of use. Subsequent analyses have replicated the signal for ulcerative colitis at lower magnitude. The mechanism is debated. Estrogen receptors are expressed on intestinal epithelial cells and on multiple immune cell types. Synthetic estrogens delivered orally pass through hepatic first-pass metabolism in patterns the body's endogenous hormones never encounter. The downstream consequences for gut barrier integrity are not benign.

Microbiome impact is the second concern. A 2017 study by Mihaylova at Sofia Medical University, replicated in part by groups at Maastricht and Boston, found measurable shifts in gut bacterial composition in long-term oral contraceptive users compared to never-users matched for age and diet. The Bacteroidetes-to-Firmicutes ratio shifted, microbial diversity dropped modestly, and several inflammatory markers ticked up. The studies were small. The effect sizes were not large. But the direction is consistent. Add this to the antibiotic baseline and the C-section seeding gap, and the cumulative microbiome insult facing the average twenty-five-year-old woman in 2025 is a multi-hit pattern, not a single exposure.

Estrogen and progesterone both modulate immune function in measurable ways, and the dose schedules in modern oral contraceptives do not mimic any natural cycle. The pill suppresses ovulation by holding hormone levels at supraphysiological floors for twenty-one days, then crashing them for seven during the placebo week. Sara Pinto, then at the University of Lisbon, published a 2018 review in Frontiers in Immunology summarizing the evidence that this artificial cycling alters T-regulatory cell populations, B-cell antibody production, and dendritic cell maturation. None of this proves the pill causes autoimmune disease. It does mean the pill is not immunologically silent. The marketing has always implied otherwise.

Banning the pill is not the conclusion here. Hormonal contraception is a powerful intervention with downstream costs that have been systematically underdiscussed, and women starting it at sixteen, staying on it for fifteen or twenty consecutive years, and then trying to conceive in their early thirties are running an experiment with limited long-term safety data. The endocrinology literature treats this as known. The patient counseling rarely catches up. If you have a personal or family history of autoimmune disease, the math may favor a non-hormonal alternative such as a copper IUD, a fertility awareness method, or a partner-based approach. That conversation is rarely offered.

Cause Five: Chronic Stress and the EBV Reactivation Pattern

Roughly ninety-five percent of American adults are infected with Epstein-Barr Virus by age forty, a figure documented across decades of CDC seroprevalence surveys. Most acquire the virus in childhood and never know. A subset acquires it as adolescent or young-adult mononucleosis, the textbook glandular fever that puts you in bed for six weeks. Once infected, the virus does not leave. EBV establishes lifelong latency in memory B cells, hiding in the immune system itself, with viral genomes detectable in lymphocytes decades after primary infection. The virus is not dormant. It cycles between latent and active states, and stress is the dominant human-side trigger of reactivation.

Ronald Glaser and Janice Kiecolt-Glaser at Ohio State University spent the 1980s and 1990s building the case that psychological stress drives EBV reactivation. Their studies of medical students during exam weeks, of caregivers of Alzheimer's patients, and of recently divorced women all showed measurable rises in EBV antibody titers, indicating viral reactivation, in proportion to subjective stress load. The mechanism involves cortisol-driven suppression of the cytotoxic T cells that ordinarily keep latent EBV in check. Lift the immune brake, the virus replicates, and the body responds with another round of inflammatory activation. The cycle is well-documented in the psychoneuroimmunology literature.

Now connect this to the autoimmune curve. Chronic-stress epidemiology in industrialized countries has worsened across multiple discrete shocks, the 2008 financial crisis being one and the 2020 pandemic another. Self-reported anxiety in the United States roughly doubled between 2008 and 2022, with women under forty showing the steepest rise. Cortisol patterns measured in salivary studies have shifted toward flattened diurnal curves, the signature of chronic activation. Smartphones, social media, sleep deprivation, financial precarity, and loss of community institutions all compound the load. The biological consequence is less mysterious than it sounds. Stressed bodies do not police latent viruses well.

Kjetil Bjornevik and his Harvard team published the most consequential virology paper of the past decade in Science in January 2022. They analyzed roughly ten million serum samples stored by the United States military from active-duty personnel between 1993 and 2013. Tracking the small subset who later developed multiple sclerosis, they found that EBV seroconversion preceded MS onset, that the relative risk of MS after EBV infection was approximately thirty-two-fold higher than before, and that no other candidate virus showed the pattern. The paper is causal in design, not just correlational. EBV is necessary, though not sufficient, for MS.

The same upstream pattern is emerging for several other autoimmune conditions. Lupus, rheumatoid arthritis, Hashimoto's, Sjögren's, and chronic fatigue/ME all show statistical associations with prior EBV infection and elevated reactivation markers in active disease. Bill Robinson and colleagues at Stanford published a 2018 paper in Nature identifying EBV nuclear antigen 2 as a driver of altered transcription at multiple lupus risk loci. The molecular mimicry between EBV proteins and human autoantigens has been mapped in detail. The story is not that EBV alone causes autoimmunity. The story is that EBV, on a microbiome-degraded immune system under chronic stress, is one of the dominant ignition sources.

The Convergence Hypothesis: Five Hits, One Disease Pattern

Take the five inputs and stack them on a single patient. A child born in 1985 by C-section to a mother on her tenth year of oral contraceptive use, formula-fed from week two, prescribed antibiotics three times a year through age eight, raised on Kraft Mac and Cheese, exposed to peak-glyphosate American wheat from 1996 onward, hit by mononucleosis at fifteen, working seventy-hour weeks at a New York consulting firm by twenty-six, sleeping six hours a night by thirty. She walks into a rheumatologist's office at thirty-four with vague joint pain and brain fog. Nobody is surprised when her ANA comes back positive.

The convergence hypothesis is not an original Skriuwer construction. Jean-François Bach articulated an early version in his 2018 Nature Reviews Immunology piece on the hygiene hypothesis, where he argued that autoimmune and allergic diseases share an upstream pattern of altered microbial exposure. Joel Brind, Aristo Vojdani, and Tom O'Bryan have each published clinical syntheses pointing in the same direction. What is original is the synthesis as a single causal architecture, with five named inputs you can intervene on individually. Most published reviews handle one cause at a time. The patient experience integrates all five whether or not the literature does.

Each input is individually modest in its effect size. C-section delivery alone raises later autoimmune risk by something on the order of fifteen to thirty percent in the better population studies. Antibiotic exposure alone, ten to twenty percent. Oral contraceptive use, ten to forty percent depending on duration and condition. Ultra-processed food share above fifty percent of calories, similar magnitude. EBV-positive serology, anywhere from two-fold (lupus) to thirty-two-fold (multiple sclerosis). Stack all five and the multiplicative interaction starts to approximate the population-level curves we actually see. None of this is proven mathematically. All of it is mechanistically coherent.

There is a sixth axis worth flagging though it gets a chapter of its own later. Environmental toxicants beyond glyphosate (PFAS in drinking water since the 1970s, microplastics since the 1990s, bisphenol-A in receipt paper and food packaging) all appear in the urine and blood of nearly every American sampled in the CDC's National Biomonitoring Program. PFAS in particular has been associated with elevated antinuclear antibodies in residents of the Mid-Ohio River Valley exposed via DuPont's plant discharge, documented in the C8 Health Project led by Tony Fletcher at the London School of Hygiene starting in 2005. Toxicology compounds the immunological picture.

The practical takeaway is not despair. It is the opposite. If autoimmune disease in 2025 is a multi-hit pattern with five-to-six identifiable inputs, then most patients have at least three of those inputs that are still modifiable in adulthood. You cannot rewrite your delivery mode. You can rebuild the gut microbiome. You can change the food matrix. You can rotate off oral contraceptives. You can lower chronic-stress activation. You can address EBV reactivation with antiviral protocols. The disease is dense, the pathways are real, and the levers exist. The next fourteen chapters work them, lever by lever.

― ◆ ―

What Counts as Autoimmune in 2025: A Map of 80-Plus Conditions

The American Autoimmune Related Diseases Association maintains a working list of more than eighty conditions classified as autoimmune or strongly autoimmune-mediated. The list keeps growing. Conditions previously labeled idiopathic, like interstitial cystitis, vulvodynia, and several pediatric movement disorders (PANDAS, PANS), are quietly migrating into the autoimmune column as immunological mechanisms get worked out. The disease boundary is fuzzier than the textbooks admit. Many conditions sit on a spectrum between true autoimmune (with identifiable autoantibodies attacking self-tissue) and autoinflammatory (with dysregulated innate immunity but no clear autoantibody) and chronic infectious-immune dysregulation. The patient does not care which column applies. The labs and treatments differ.

Five conditions account for most of the prevalence numbers: Hashimoto's thyroiditis (the most common autoimmune disease in iodine-replete countries, perhaps eight percent of women by age sixty), rheumatoid arthritis (roughly one percent of adults), psoriasis (two to three percent of the population), inflammatory bowel disease (one to two percent and rising fastest in Asia), and celiac disease (one percent in screened populations, though the diagnostic rate captures only a fraction). Together, these five represent the bulk of clinical encounters and the bulk of autoimmune drug spend. They share more upstream biology than their separate clinics admit.

Neurological conditions form a distinct cluster. Multiple sclerosis affects roughly one in three hundred Americans, with higher rates in northern latitudes documented since John Kurtzke's epidemiological work at Georgetown in the 1970s. Myasthenia gravis, Guillain-Barré syndrome, neuromyelitis optica, and the newer category of autoimmune encephalitis (anti-NMDA receptor encephalitis was characterized by Josep Dalmau at the University of Pennsylvania in 2007) round out the major neuroautoimmune diagnoses. Susannah Cahalan's 2012 memoir Brain on Fire put the encephalitis category into the public eye for the first time. These conditions are no longer edge cases. They are recognized clinical entities with specific testing.

The connective tissue diseases are the rheumatology heartland. Lupus, Sjögren's syndrome, scleroderma, polymyositis, dermatomyositis, mixed connective tissue disease, and ankylosing spondylitis are managed primarily by rheumatologists in most health systems. Lupus alone affects roughly 1.5 million Americans by the Lupus Foundation of America's 2022 estimate, with disease-onset distribution heavily skewed toward women of African, Hispanic, and Asian ancestry. The 1997 American College of Rheumatology classification criteria, updated in 2019, define the diagnostic boundaries for lupus, but in practice many patients carry classic symptoms without meeting four of the criteria and remain in diagnostic limbo for years.

Endocrine conditions, beyond Hashimoto's, include Graves' disease (the hyperthyroid mirror to Hashimoto's), type 1 diabetes mellitus, Addison's disease (autoimmune adrenal insufficiency), and the autoimmune polyendocrine syndromes type 1 and type 2. Skin manifestations include vitiligo, alopecia areata, pemphigus vulgaris, and lichen planus. Hematological autoimmune conditions include immune thrombocytopenia, autoimmune hemolytic anemia, and pernicious anemia. Each cluster has its own specialist clinic, its own labs, its own drugs. The patient who collects diagnoses from multiple clusters, and many do, ends up managing four or five separate clinical relationships, none of which talks to the others without explicit patient effort.

The Diagnostic Lag: Average Patient Sees Five Doctors Over Four Years

The 2014 AARDA patient survey is the most-cited number on diagnostic lag in autoimmune disease. The survey of roughly seven thousand American patients found that the average autoimmune patient saw 4.6 doctors over four years before receiving a correct diagnosis. The number gets worse for the rarer conditions. Lupus patients commonly report six or seven years between symptom onset and diagnosis. Sjögren's patients, often dismissed as menopausal, can wait a decade. Ehlers-Danlos syndrome (which is connective tissue, not strictly autoimmune, but lives in the same diagnostic limbo) averages roughly fourteen years to diagnosis in the published series. The lag is the rule, not the exception.

Most of the lag does not happen at the rheumatology clinic. It happens upstream, in primary care offices and emergency rooms, where patients with vague systemic symptoms get filed under anxiety, depression, fibromyalgia, or stress. Maya Dusenbery's 2018 book Doing Harm documented the gender bias in this filing pattern in detail. Women presenting with autoimmune symptoms are more likely than men to be referred to psychiatry or to receive an SSRI prescription before any autoantibody panel is ordered. The bias is not malicious. It is statistical. Female complaints have historically been catalogued as functional, and the reflex persists despite four decades of feminist critique.

The labs that would catch many autoimmune presentations earlier are not in the standard primary-care panel. A typical American annual physical orders a CBC, a comprehensive metabolic panel, a lipid panel, maybe a TSH. The TSH alone misses Hashimoto's in the antibody-positive, hormone-still-compensating early phase. To catch Hashimoto's early you need anti-TPO antibodies and anti-thyroglobulin antibodies, neither standard. To screen for early lupus you need ANA with reflex to specific antibodies (anti-dsDNA, anti-Smith, anti-Ro, anti-La), neither standard. Patients who run their own labs through Quest, LabCorp direct-to-consumer panels, or platforms like Marek Health or Function Health are catching findings their primary care never ordered.

There is a second structural lag downstream of the lab. Even when antibodies come back positive, the diagnostic criteria for most rheumatologic conditions require multiple symptoms across multiple organ systems plus specific antibody findings to meet formal classification. A patient with positive ANA, positive anti-Ro, dry eyes, and joint pain, but no formal salivary biopsy and no four-of-eleven lupus criteria, often leaves the rheumatologist labeled "undifferentiated connective tissue disease" or "possible early Sjögren's." The diagnostic ambiguity is real biology. The patient experience is being told for years that nothing is technically wrong while quietly accumulating organ damage. The two truths coexist uncomfortably.

The action item from the diagnostic lag literature is to advocate for yourself early and document everything. Keep a symptom log with dates. Photograph rashes. Track menstrual cycle and symptom flares together. Bring printed lab results to appointments. Ask explicitly for the autoantibody panels described in Chapter 4 of this book, and document refusals in writing. If your primary care declines to order them, request a rheumatology referral. If insurance denies the rheumatology referral, appeal once with a written symptom timeline. The system works best for patients who treat it like an adversarial process, which it is, even when the individual practitioners are kind.

What This Book Will and Will Not Do

This book is not medical advice. The disclaimer on the copyright page is not boilerplate. Autoimmune disease is heterogeneous, dangerous when undertreated, dangerous when overtreated, and the gap between a patient who recovers most of her function and one who decompensates into kidney failure or pulmonary fibrosis often comes down to specific decisions made with a specific clinician at specific moments. No book replaces that relationship. What a book can do is hand you the conceptual scaffolding, the named labs (anti-dsDNA, C3/C4, anti-CCP), the protocols backed by trials like BLISS-52 for belimumab, and the questions to ask, so the conversation in the office is informed instead of passive.

Supplements are not the answer this
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