	hTable 377-3.  Polyneuropathy Associated with Systemic Diseases, Harrisons 15th edc

	
	Axonal
	
	Demyel
	
	
	

	Systemic Disease

(Occurrence)
	A
	SA
	C
	
	A
	SA
	C
	S vs M
	Auto
	Comment 

	Diabetes mellitus (common)
	
	
	+
	
	
	
	+
	S,SM,rare M
	 to +
	See Table 377-5


	Uremia (sometimes)
	
	+
	+
	
	
	
	
	SM
	
	Controllable w dialysis; curable with successful renal transplant

	Porphyria (3 types) (rare)
	+
	
	
	
	
	
	
	M or SM
	 to +
	May be proximal > distal and may have atypical proxi sens deficits

	Hypoglycemia (rare) 
	
	+
	
	
	
	
	
	M
	
	Usually with insulinoma; arms often  legs

	Vit defic, excluding B12 (sometimes)
	
	+
	+
	
	
	
	
	SM
	
	Involves thiamine, pyridoxine, folate, pantothenic acid, and prob others

	Vitamin B12 deficiency (sometimes)
	
	
	+
	
	
	
	
	S
	
	Neuropathy overshadowed by myelopathy

	Critical illness (sepsis) (common)
	
	+
	
	
	
	
	
	M  S
	
	Sepsis patients severely ill

	Chronic liver disease (sometimes)
	
	
	
	
	
	
	+
	S or SM
	
	Usually mild or subclinical

	Primary biliary cirrhosis (rare)
	
	
	+
	
	
	
	
	S
	
	Intraneural xanthomas; dysesthesia

	Primary systemic amyloidosis (rare)
	
	
	+
	
	
	
	
	SM
	+
	Also in amyloidosis with myeloma or macroglobulinemia

	Hypothyroidism (rare)
	
	
	
	
	
	
	+
	S
	
	May respond to thyroid replacement

	Chronic obstructive lung disease (rare)
	
	
	+
	
	
	
	
	S or SM
	
	Severe pulmonary insufficiency

	Acromegaly (rare)
	
	
	+
	
	
	
	
	S
	
	Carpal tunnel syndrome also frequent

	Malabsorption (celiac dz) (sometimes)
	
	
	+
	
	
	
	
	S or SM
	
	Basis for neuropathy unclear; deficiency?

	Carcinoma (sensory) (rare)
	
	+
	+
	
	
	
	
	Pure S
	
	Due to ganglionitis mostly small cell lung or breast CA, paraneoplastic

	Carcinoma (sensorimotor) (sometimes)
	
	+
	+
	
	
	
	
	SM
	
	Sensorimotor axonal neuropathy; mostly with lung cancer

	Carcinoma (late) (common)
	
	+
	+
	
	 
	
	
	S  M
	
	Mild, probably related to weight loss and wasting

	Carcinoma (demyelinating) (sometimes)
	
	
	
	
	+
	+
	
	SM
	
	Acute or relapsing demyelinating neuropathy

	HIV infection (sometimes)
	
	
	+
	
	
	
	
	S  M
	
	Late stages of AIDS; other neuropathies occur; see text

	Lyme disease (sometimes)
	
	
	+
	
	
	
	
	S  M
	
	Variable picture; see text

	Lymphoma, incl Hodgkin's (sometimes)
	
	+
	+
	
	+
	+
	
	See above
	
	Same as with carcinomatous types

	Polycythemia vera (rare)
	
	
	+
	
	
	
	
	S
	
	Also CNS manifestations; often shooting pains in limbs

	Multiple myeloma, lytic type (sometimes) 
	
	
	+
	
	
	
	
	S, M, or SM
	 
	Symptomatic neuropathy uncommon; subclinical neuropathy frequent

	Multiple myeloma, osteoscleroticc (sometimes)
	
	
	
	
	
	
	+
	SM
	
	May show severe slowing of nerve conduction velocity 

	Monoclonal gammopathy of undetermined significance (sometimes):
	
	
	
	
	
	
	
	
	
	

	  IgA

  IgG

  IgM
	


	


	+

+


	
	


	


	

+
	SM

SM

SM or S
	


	IgM mainly; may bind to myelin-associated glycoprotein (MAG) or other glycoconjugates

	Cryoglobulinemia (rare)
	
	
	+
	
	
	
	
	SM
	
	May be mononeuropathy multiplex in presentation

	f+, Usually; , sometimes; , rare, if ever. 

	c Some cases associated with POEMS syndrome (polyneuropathy, organomegaly, endocrinopathy, M proteins, and skin changes)


	Table 377-4.  Polyneuropathy Associated with Drugs and Environmental Toxins, harrison’s 15th ed

	
	Axonal
	
	Demyelinating
	

	
	A
	SA
	C
	
	A
	SA
	C
	S vs M
	Auto
	CNS
	Comment 

	DRUGS

	Amiodarone 
	
	
	+
	
	
	
	+
	SM
	
	
	Dose-dependent neuropathy, reversible by dec dose

	Aurothioglucose 
	
	
	
	
	+
	+
	
	SM
	 
	
	Idiosyncratic reaction; ? immune-mediated

	Cisplatin
	
	+
	+
	
	
	
	
	S
	
	
	Severe sensory neuropathy, also ototoxicity; dose-related

	Dapsone 
	
	
	+
	
	
	
	
	M
	
	
	Dose-related pure motor neuropathy

	Disulfiram 
	
	+
	+
	
	
	
	
	SM
	
	
	Usually occurs after months of treatment

	Hydralazine
	
	
	+
	
	
	
	
	S  M
	
	
	A pyridoxine antagonist

	Isoniazid
	
	
	+
	
	
	
	
	SM
	
	
	A pyridoxine antagonist; neurotoxic in slow acetylators

	Metronidazole
	
	
	
	
	
	
	
	S or SM
	
	+
	Dose-related central-peripheral distal axonopathy

	Misonidazole
	
	
	+
	
	
	
	
	S or SM
	
	+
	Neurotoxicity is the limiting factor

	Nitrofurantoin 
	
	
	+
	
	
	
	
	SM
	
	
	Generally total dose-related; renal failure enhances toxicity 

	Antiretroviral agents
	
	+
	+
	
	
	
	
	S  M
	
	?
	Dose-related; painful

	Phenytoin 
	
	
	+
	
	
	
	
	S  M
	
	
	After 20-30 years of phenytoin use 

	Pyridoxine 
	
	
	+
	
	
	
	
	S
	
	
	Occurs with large intake (>300 mg/d)

	Suramin
	+
	+
	
	
	+
	+
	
	M  S
	
	
	Related to serum levels 350 mg/mL or above

	Taxol 
	
	+
	
	
	
	+
	
	S  M
	
	
	Dose-related

	Vincristine
	
	+
	+
	
	
	
	
	S  M
	
	
	Sensory symptoms common, hands > feet; motor signs ominous; should stop treatment

	TOXINS

	Acrylamide (flocculant; grouting agent)
	
	
	+
	
	
	
	
	S  M
	
	+
	Large-fiber neuropathy; sensory ataxia

	Arsenic (herbicide; insecticide)
	
	+
	+
	
	
	
	
	SM
	
	
	Skin changes, Mees' lines in nails; painful; systemic effects

	Diphtheria toxin
	
	
	
	
	+
	+
	
	SM
	
	
	Clinically very rare; can be confused with GBS

	-Diketone hexacarbons (solvents)
	
	
	+
	
	
	
	+
	SM
	
	+
	Neurofilamentous swelling of axons now in restricted use

	Inorganic lead
	
	
	+
	
	
	
	
	M  S or M
	
	
	Selective motor neuropathy with prominent wrist drop

	Organophosphates
	
	
	+
	
	
	
	
	SM
	
	+
	Brain and spinal cord also affected, the latter irreversibly

	Thallium (rat poison)
	
	+
	+
	
	
	
	
	SM
	
	+
	Also alopecia, Mees' lines in nails; painful

	a +, Usually; , sometimes; , rare, if ever. 

	c The following drugs and environmental toxins are also neurotoxic, mainly to the peripheral nervous system:

Drugs: Amitriptyline, chloramphenicol, colchicine, ethambutol, nitrous oxide, perhexiline maleate, sodium cyanate, thalidomide, L-tryptophan.

Environmental toxins: Allyl chloride, buckthorn berry, carbon disulfide, dimethylaminoproprionitrile (DMAPN), ethylene oxide, metallic mercury, methyl bromide, polychlorinated biphenyls, styrene, trichlorethylene, vacor.
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2. ↑ protein synth
