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Delve on: In differential diagnosis, “there are times that the best way to get the 
right diagnosis is to get all the wrong answers.” List 22 examples.

Differential diagnosis is a systematic process of identifying a disease or condition 
by distinguishing it from other diseases or conditions that present with similar 
signs and symptoms. The quote, "there are times that the best way to get the right 
diagnosis is to get all the wrong answers," highlights an important aspect of this 
process: sometimes, eliminating incorrect diagnoses is the most effective path to 
the correct one. This often involves:

1. Considering a broad range of possibilities: Initially, many conditions might fit 
the presenting symptoms.

2. Systematic exclusion: Ruling out conditions one by one based on further tests, 
history, or lack of characteristic features.

3. Recognizing atypical presentations: A common disease might present 
unusually, or a rare disease might mimic a common one.

4. The "zebra" vs. "horse" principle: While common diagnoses (horses) are more 
likely, one must not miss rare but treatable conditions (zebras) if the evidence 
points that way.

Here are 22 examples where getting "wrong answers" (i.e., ruling out other 
possibilities) can lead to the correct diagnosis:

1. Chest Pain:
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Wrong answers ruled out: Myocardial infarction (ECG, troponins), GERD 
(PPI trial, endoscopy), anxiety (lack of other physical signs, psychiatric 
evaluation), musculoskeletal pain (palpation, response to NSAIDs), 
costochondritis.

Right diagnosis found: Pericarditis (pericardial rub, diffuse ST elevation, 
response to anti-inflammatory drugs).

2. Headache:

Wrong answers ruled out: Migraine (lack of aura, different pain quality), 
tension headache (different pattern), sinusitis (no sinus tenderness, clear 
sinuses on imaging), cluster headache (wrong periodicity).

Right diagnosis found: Temporal arteritis (elevated ESR/CRP, positive 
temporal artery biopsy).

3. Abdominal Pain:

Wrong answers ruled out: Appendicitis (normal WBC, negative Rovsing's 
sign), cholecystitis (negative Murphy's sign, normal ultrasound), 
diverticulitis (no fever, no localized tenderness), kidney stones (no 
hematuria, normal KUB).

Right diagnosis found: Irritable Bowel Syndrome (IBS) (diagnosis of 
exclusion after ruling out organic causes, based on Rome IV criteria).

4. Fatigue:

Wrong answers ruled out: Anemia (normal CBC), hypothyroidism (normal 
TSH), depression (no other depressive symptoms, good mood), chronic 
fatigue syndrome (not meeting specific diagnostic criteria initially).

Right diagnosis found: Obstructive Sleep Apnea (OSA) (polysomnography 
showing apneas/hypopneas).

5. Joint Pain:

Wrong answers ruled out: Osteoarthritis (no morning stiffness, different 
joint distribution), rheumatoid arthritis (negative RF/anti-CCP, no 
symmetrical small joint involvement), gout (normal uric acid, no crystal 
identification).
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Right diagnosis found: Lyme disease (positive Lyme serology after 
exposure history).

6. Cough:

Wrong answers ruled out: Bronchitis (no fever, clear chest x-ray), asthma 
(normal spirometry, no wheezing), GERD-related cough (no improvement 
with PPI).

Right diagnosis found: Post-nasal drip (cobblestoning of pharynx, 
improvement with antihistamines/decongestants).

7. Dizziness/Vertigo:

Wrong answers ruled out: Benign Paroxysmal Positional Vertigo (BPPV) 
(negative Dix-Hallpike), Meniere's disease (no tinnitus or hearing loss), 
stroke (normal neurological exam, MRI).

Right diagnosis found: Vestibular neuritis (sudden onset, persistent vertigo 
without hearing loss, abnormal head impulse test).

8. Weight Loss:

Wrong answers ruled out: Hyperthyroidism (normal thyroid function tests), 
diabetes (normal glucose levels), malabsorption (normal stool studies), 
cancer (negative imaging, normal tumor markers).

Right diagnosis found: Anorexia Nervosa (psychiatric evaluation, body 
image distortion).

9. Rash:

Wrong answers ruled out: Allergic reaction (no clear allergen exposure, no 
improvement with antihistamines), eczema (different morphology, 
distribution), fungal infection (negative KOH prep).

Right diagnosis found: Psoriasis (characteristic silvery scales, Koebner 
phenomenon).

10. Fever of Unknown Origin (FUO):

Wrong answers ruled out: Common infections (negative cultures, no 
localizing signs), autoimmune diseases (negative autoantibodies), 
malignancy (negative imaging, normal tumor markers).

AI-01765 Ddx Ruling Out The Wrongs 3



Right diagnosis found: Adult-onset Still's disease (after extensive workup, 
meeting diagnostic criteria).

11. Peripheral Neuropathy:

Wrong answers ruled out: Diabetes (normal HbA1c), B12 deficiency 
(normal B12 levels), alcohol abuse (no history), carpal tunnel syndrome 
(different distribution).

Right diagnosis found: Guillain-Barré Syndrome (rapidly progressive 
weakness, abnormal CSF, electrodiagnostic studies).

12. Dyspnea (Shortness of Breath):

Wrong answers ruled out: Asthma (normal spirometry, no wheezing), 
COPD (no smoking history, normal lung function), heart failure (normal 
echo, normal BNP).

Right diagnosis found: Pulmonary embolism (positive D-dimer, abnormal 
V/Q scan or CT angiogram).

13. Swallowing Difficulty (Dysphagia):

Wrong answers ruled out: Esophageal stricture (normal endoscopy), 
achalasia (normal manometry), GERD (no response to PPIs).

Right diagnosis found: Globus sensation (psychological evaluation, no 
organic cause).

14. Lower Back Pain:

Wrong answers ruled out: Sciatica (no radiating pain down leg), disc 
herniation (normal MRI), spinal stenosis (no claudication).

Right diagnosis found: Non-specific mechanical back pain (diagnosis of 
exclusion after ruling out more serious causes).

15. Ankle Swelling:

Wrong answers ruled out: Deep Vein Thrombosis (DVT) (negative 
ultrasound), congestive heart failure (normal echo, normal BNP), kidney 
disease (normal kidney function tests).

Right diagnosis found: Lymphedema (characteristic non-pitting edema, 
history, lymphoscintigraphy).
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16. Palpitations:

Wrong answers ruled out: Arrhythmias (normal ECG, Holter monitor), 
hyperthyroidism (normal TSH), anxiety (no other anxiety symptoms).

Right diagnosis found: Premature Atrial Contractions (PACs) or Premature 
Ventricular Contractions (PVCs) (identified on prolonged monitoring).

17. Memory Loss:

Wrong answers ruled out: Alzheimer's disease (normal cognitive tests for 
age, no progressive decline), depression (no other depressive symptoms), 
B12 deficiency (normal B12 levels).

Right diagnosis found: Normal age-related memory changes (after ruling 
out pathological causes).

18. Visual Disturbances:

Wrong answers ruled out: Migraine aura (no headache following), retinal 
detachment (normal ophthalmoscopy), glaucoma (normal intraocular 
pressure, normal visual fields).

Right diagnosis found: Ocular migraine (transient visual symptoms without 
headache, often a diagnosis of exclusion).

19. Muscle Weakness:

Wrong answers ruled out: Myasthenia Gravis (negative acetylcholine 
receptor antibodies), muscular dystrophy (normal muscle biopsy), 
electrolyte imbalance (normal electrolytes).

Right diagnosis found: Polymyalgia Rheumatica (elevated ESR/CRP, 
dramatic response to corticosteroids, after ruling out other causes).

20. Insomnia:

Wrong answers ruled out: Depression (no other depressive symptoms), 
restless legs syndrome (no leg discomfort), sleep apnea (negative 
polysomnography).

Right diagnosis found: Psychophysiological insomnia (learned poor sleep 
habits, anxiety about sleep, after ruling out organic causes).

21. Frequent Urination:
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Wrong answers ruled out: Urinary Tract Infection (negative urine culture), 
diabetes (normal glucose), enlarged prostate (normal prostate exam for 
age, normal PSA).

Right diagnosis found: Overactive Bladder (diagnosis based on symptoms 
after ruling out other causes, sometimes urodynamic studies).

22. Numbness and Tingling:

Wrong answers ruled out: Diabetic neuropathy (normal glucose), carpal 
tunnel syndrome (different distribution, negative Phalen's/Tinel's), stroke 
(no other neurological deficits).

Right diagnosis found: Multiple Sclerosis (MRI showing demyelinating 
plaques, after ruling out other causes of neurological symptoms).
In each of these examples, a careful and systematic process of 
elimination, driven by clinical suspicion, diagnostic tests, and observing 
the patient's response to interventions, is crucial to narrowing down the 
possibilities and ultimately arriving at the correct diagnosis. The "wrong 
answers" are not failures but necessary steps in the diagnostic journey.
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