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“Every nerve that can thrill with pleasure, 
can also agonise with pain”

Horace Mann 1796-1859
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i. Key take-home messages from OPTION-DM

ii. Practical tips and pitfalls to avoid for the diagnosis & 

management of peripheral neuropathy

iii. Practical tips and pitfalls to avoid for the diagnosis & 

management of autonomic neuropathy

Learning Objectives
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• UK multicentre randomised double-blind crossover trial

• 140 participants with DPNP with mean daily pain NRS ≥4
• Mean age 62y, 130 men, 122 white, majority T2D

• Participants were assigned to 3 different treatment pathways in a 
random order for 16 weeks:
• Amitriptyline + pregabalin if needed

• Pregabalin + amitriptyline if needed

• Duloxetine + pregabalin if needed

• Note no placebo group for comparison or P+D pathway

• Monotherapy for 6w then further drug added if pain scores still significant
• All drugs were titrated up to maximal tolerated dose (up to 75mg/day amitriptyline, 

120mg/day duloxetine & 600mg/day pregabalin)

• 1 week washout period
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• Participants followed-up for 1 year
• 64% completed 2 pathways & 59% completed 3 pathways

• Primary outcome: difference in 7-day average daily pain NRS during 
the final week of each pathway

• 7-day average pain scores were reduced in all 3 pathways and no 
significant differences were found between each pathway

• Mean NRS reduction in patients on combination therapy was greater 
than those on monotherapy

• Improvements in QOL, depression, anxiety & sleep outcomes
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Poison is in 
everything, and no 
thing is without 
poison. The dosage 
makes it either a 
poison or a remedy

Paracelsus 1493-1541

“
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TREATMENT PATHWAY (WEEKS 0-16)

ADVERSE EFFECT A+P D+P P+A P-VALUE

DRY MOUTH 32% 8% 17% 0.0003

DIZZINESS 12% 16% 24% 0.036

NAUSEA 5% 23% 7% 0.011
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• Amitriptyline, pregabalin & duloxetine similar efficacy as monotherapy
• Individualise choice according to side-effects & co-morbidities

• Combination therapy provided better pain control than monotherapy
• Combination therapy should now be standard practice for DPNP

• What is the role of topical medications & opioids for DPNP?

• Is switching from gabapentin to pregabalin sensible given same class?

• What is the role of non-pharmacological interventions for DPNP?

Reflections
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• Peripheral neuropathy
• Sensory or motor, painful or non-painful

• Autonomic neuropathy
• Affecting multiple systems – CV, GI, GU, sweat glands
• More common in females

• Mononeuropathies / mononeuritis multiplex
• Cranial or peripheral; III nerve palsy must be distinguished from aneurysm or tumour so 

imaging often required

• Diabetic amyotrophy (proximal motor)
• Severe pain & numbness upper legs with weakness & muscle wasting of thigh and pelvic girdle 

muscles
• Maybe asymmetrical, occasional extensor plantar response, associated dramatic weight loss

Types of Diabetic Neuropathy
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• Sensory
• Negative or positive
• Diffuse or focal
• Stocking & glove distribution of extremities
• Usually insidious onset

• NB acute peripheral neuritis

• Motor
• Distal, proximal or focal weakness
• Sometimes sensorimotor

• Autonomic
• Varied symptoms involving CV, GI, GU systems & sweat glands

Symptoms of Diabetic Neuropathy
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• Diagnosis of exclusion

• “DADRUM”
• Also consider coeliac screen as per NICE NG20 2015

• Iatrogenic causes:
• Metronidazole, amiodarone, nitrofurantoin, phenytoin, ciprofloxacin, antiretrovirals, 

statins

• Consider bloods:
• FBC, U&E, LFT, ESR, TSH, Ca, Mg, haematinics, ANA & anti-CCP, HbA1C, HIV

• Consider investigations – nerve conduction studies & EMG

Peripheral Neuropathy
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• Intermittent claudication

• Morton’s neuroma

• OA

• Radiculopathy

• Charcot neuropathy

• Plantar fasciitis

• Tarsal tunnel syndrome

Common Mimics of Peripheral Neuropathy
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• Often co-exists with a sensory peripheral neuropathy

• If symptomatic has a poor prognosis; cardiac autonomic neuropathy  
(CAN) is associated with an increased risk of mortality

• Optimise control diabetes in all 

• NB loss of hypoglycaemic awareness NICE NG28 2022

• Diabetic retinopathy is the most significant risk factor predictive of the 
presence of CAN in patients with type 2 diabetes.  J Diab Res 2016

Autonomic Neuropathy
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• Cardiac
• Resting tachycardia, postural hypotension, orthostatic brady- & tachycardia
• Increased intra-operative or peri-operative CV lability
• Increased incidence of silent MI, MI, reduced survival after MI
• Congestive heart failure, exercise intolerance, sudden death

• GI
• Nausea & vomiting
• Early satiety/feeling of fullness, abdominal bloating or pain
• Dysphagia, constipation & diarrhoea especially nocturnal

• GU
• ED, retrograde ejaculation, urinary hesitancy & overflow incontinence

• Gustatory sweating

Autonomic Neuropathy
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• Check resting pulse & ECG

• Assess for a postural drop in BP (>20mmHg fall abnormal) & abnormal circadian 
pattern

• Assess heart rate variability with:
• Deep inspiration
• Valsalva manoeuvre
• Change in position from prone to standing

• Management
• Treatment is symptomatic; refer for specialist advice
• Avoid rapid changes in posture.  Pressure garments
• Review meds: stop diuretics, vasodilators, TCA which may worsen BP drop
• Fludrocortisone 50-200mcg daily may help postural hypotension, midodrine 10mg tds 

(unlicensed in UK), clonidine, ocreotide

Cardiovascular Autonomic Neuropathy
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• Gastroparesis - NICE NG28 2022
• Consider if erratic blood glucose control or unexplained gastric bloating or 

vomiting, taking into account possible alternative diagnoses 

• Consider UGIE if possibility of alternative cause for obstructive symptoms

• Advise:
• Optimising blood glucose control

• Eat small meals & eat often

• Lower fat content of meals & consider liquid or homogenised foods

Gastrointestinal Autonomic Neuropathy
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• If vomiting, strongest evidence for:
• Domperidone 10-20mg pre-meals NB MHRA 2014

• Metoclopramide 5-10mg pre-meals NB EMA 2013

• Erythromycin 125-500mg pre-meals (azithromycin also a gastric motility 
agent 500mg od)

• Consider alternating use of erythromycin & metoclopramide & considering 
domperidone only in exceptional circumstances

• Refer if diagnosis in doubt or persistent or severe vomiting; patients 
can be considered for botulinum injection, GES, PEG feeding or 
surgery

Gastrointestinal Autonomic Neuropathy
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• Large bowel involvement – constipation or diarrhoea (especially nocturnal 
diarrhoea)

• Exclude other causes e.g. IBD, metformin, coeliac, thyrotoxicosis, exocrine 
pancreatic dysfunction

• For nocturnal diarrhoea, consider high dose codeine 30mg qds, loperamide 
2mg qds
• Erythromycin, tetracycline or metronidazole can sometimes help if bacterial 

overgrowth

• Consider also somatostatin analogues e.g. ocreotide if secretory/watery 
diarrhoea  

Gastrointestinal Autonomic Neuropathy
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• Erectile dysfunction
• Full CV screen and manage as usual

• Neuropathic bladder
• Bladder USS & urodynamic studies; refer urology

• Advise regular toileting; valsalva to increase bladder contractions

• Intermittent self-catheterisation or even LTC may be required

• Consider alpha blocker e.g. tamsulosin 400mcg od

Genitourinary Autonomic Neuropathy
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• Uncommon

• Explanation & counselling are often all that is required; avoid food 
triggers

• Anticholinergics such as propantheline 15mg tds & 30mg nocte can be 
helpful or glycopyrronium bromide

• Anhydrosis typically affects feet and is best managed with liberal use 
of emollients

Gustatory Sweating
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Thank you for listening & 
please get in touch if you 
have any questions

kevinfernando@doctors.org.uk
@drkevinfernando
Kevin Fernando
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