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- podocyte damage Eduardo Vazquez Martul

- tipping point, threshold pod.depletion

- autonomous, secondary phase, loss
- segmental obliteration of glomerular
capillaries by ECM
- nephrotig, syndrome ( #1 form of adult NS)
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Podocytopathies: MCD & FSGS

A cytoskeleton changes: motility -contractility -migration

A disruption of slit diaphragm
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MEDICAL PROGRESS

Focal Segmental Glomerulosclerosis

FSGS
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FSGS: mechanisms of disease

A disruption of actin cytoskeleton
A disruption of slit diaphragm

A alterations of podocyte apical
membrane

A alterations of podocyte basal
membrane -GBM interface

A cell death and survival signals
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Podocyte detachment

SRS ™ o

Normal glomerulus with intact foot processes

Foot-process effacement
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FSGS with parietal-cell coverage

)



Focal & Segmental lesions...

A corticomedullary region must be
studied

A multiple levels required

A # glomeruli related to missing Dx:
10G..... 30% failure
20G..... 12% failure

A tubulo -interstitial lesions
A subtypes with prognostic implications !




Columbia classification of FSGS

Am J Kid Dis 43:368, 2004
Kidney Int 69:920, 2006

A Tip lesion

A Perihilar

A Cellular

A Collapsing

A NOS (not otherwise specified)



Survival probability

subtypes with prognostic implications !

Thomas et al., Kl 69:920,2006 Stokes et al., KI 70:1783,2006
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A Diff.Dx MCD vs FSGS
A Tip, closer to MCD

A Perihilar, often
adaptative

A Cellular, often

transition
\ACollapsing,
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“j‘ Segmental lesion involving the
43 4 tubular pole, with either adhesion

&
! to tubular outlet or confluence
» of podocytes and tubular epithelial
| Compared with other variants, it
has the least tubular atrophy

cells.
e /| and interstitial fibrosi
“/# There is usual
N effacement.

Usually primary.

Probably mediated by physical
stresses on the paratubular
segment owing to the conver-
gence of protein-rich filtrate
on the tubular pole, causing (
shear stress and possible
prolapse.

Usually presents with
abrupt onset of the
nephrotic syndrome.

More common in white

Best prognosiswith high-
responsivity

to glucocorticoids and
lowest risk of progres-
sion.




Perihilar hyalinosis and sclerosis

involving thf glomeruli
with segmentalT&sions.

| Perihilar lesions are located at the
glomerular vascular pole.

In adaptive FSGS, there is usually
glomerulaCaypertrophp)glomer-
ulomegaly).

mild and focal, which probably

reflects the heterogeneous adap-
tive responses of glomeruli.

vated lean body mass, reflux
nephropathy, hypertensive
nephrosclerosis, sickle cell
anemia, and renal agenesis.

Predisposition for vascular pole
is probably due to normally
increased filtration pressures
at the proximal afferent end
of glomerular capillary bed,
which are heightened under
conditions of compensatory
demand and vasodilatation
of the afferent arteriole.

In adaptive FSGS, patients

are more likely to pre-
sent with subnephrotic
proteinuria and normal
serum albumin levels.




