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	Amyloidosis
	Myeloma Cast Nephropathy
	Thrombotic Microangiopathies
	Polycystic Kidney Disease

	Clinical 
	~Early clinical manifestation: proteinuria

~Only biopsy if: early onset renal disease, lack of retinal changes, unexplained hematuria or unusually accelerated renal impairment
	~Proteinuria, often nephrotic range
~Primary AL amyloidosis: caused by Ig light chains, found in MM

~Secondary AA amyloidosis: SAA = acute phase protein produced by liver. Associated with chronic inflammatory conditions.
	Also associated with MM – characterized by progressive renal failure. 
	Many etiologies: 
~HUS – shiga toxin, most common cause of ARF in children

~TTP – remember pentad. Large multimers of vWF

~Other: malignant HTN, SLE, renal transplant, drugs
	1. Autosomal Dominant – 90% PKD1, 10% PKD2. Disease of adults – get increasing renal cysts
2. Autosomal recessive – PKHD1 (polyductin = membrane receptor).Babies within 1st year of life with palpable abdominal mass, HTN, UTIs 

	Pathogenesis
	~Excess ECM components

~May be related to TGF-β
	~Amyloid proteins can deposit anywhere in kidney
	~TH protein + light chains = large occlusive casts in tubules
	~All cause direct endothelial damage, increased plateley aggregation
	~hyperproliferation of tubular epithelial cells, fluid secretion, production of abnormal ECM. 

	Pathology
	1. Mesangial expansion/nodules – ultimately leads to sclerotic glom
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2. Linear deposition of any protein in IF
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3. Thick GBM, no immune complexes
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4. Thickened afferent AND efferent arteriole
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	1. Mesangial deposition
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2. Congo Red Staining
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3. EM – amyloid appears as thin, non-branching fibrils
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	1. Expanded tubules with large pink casts. 
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2. Casts can often appear cracked
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3. Occasionally can see macrophages surrounding the casts

[image: image10.emf]
	1. Fibrin thrombi in vessels
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2. Mesangiolysis
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3. Chronically, can get GBM reduplication
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	1. AD – cysts, arise from any part of nephron
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2. AD – cerebral aneurysm

[image: image16.emf]
3. AR – large kidneys
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4. Cysts primarily from collecting ducts
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	Comments
	~Characteristic glom lesions: fibrin cap, capsular drop
~Accelerated atherosclerosis in DM patients, so larger vessels in kidney often show atherosclerotic changes
	~60-70% of patients with amyloidosis have evidence of renal failure at time of diagnosis
~21 diff proteins have been associated with amyloid forms
	To treat – reduce light chain production with chemo and steroids (treat MM), reduce aggregation by increasing water intake, alkalinize urine, avoid radiocontrast etc.
	NOT immune complex mediated, so no densities on EM despite tram tracking. 
	Aut dom – associated with extrarenal cysts and aneurysms. Danger = intracerebral aneurysm
Aut rec – treat with renal transplant. 


