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Chronic renal diseases commonly resistant to the conventional
treatment appear to be th ) ﬁ onomic burden that has a
significant impact upon erit the family as well as the

nation as a whole. It.has*Béen sub that there has been a

progressive increment i 4the mbe onic renal patients

entering an end stage / Jisease d e past several decades

, N
who dependently Tegtiige /2 placement therapy namely

hemodialysis, continuoué dmbulaterydperiteneal dialysis and renl

. 1= . -
transplantation’ . In acg Ora iS observation, two crucial

factors are crapeutic failure and the

=
progressive incre -l;-—=-—1—--r--—’-r--a-:---A—-:%‘a-*-%s g end stage renal
2 dimg in the appropriate

responsible foF s

disease First, the

pathogenetic mechanisma, of renal disease progression and Second,

the inappropria@‘_ uﬂpgjm ﬂﬁim aﬂ tj prevent the renal
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In respect to the pathogenetic mechanism of renal disease
progression, there appears to be 2 conceptual views that link to the

present corwventional therapy and therapeutic failure namely the role

of immunologic mechanism and the non-immunologic mechanism.



The Immunologic Mechanism of Renal Disease Progression.

This conceptual view is based on the accumulative evidence
which supports the immunologic mechanism inducing a variety of
glomerular diseases such as the immune complex associated with

postinfectious poststreptococcal | erulonephritis, systemic lupus

erythematosus, IgA nephi In nephrosis, there is a
suggestive evidence
predominant T-helper
a defective activity ¢
activity) in severe ‘ _; S5 ted focal segmental
glomerulosclerosis7'14 g

unogirculatory imbalance

observed in severe nep ~ with focal segmental

glomerulosclerosis ~ wo d4 —éﬂo uL ~ sustained release

proinflammatory cm ines 1 wiria which is generally

Jith prednisolone or
immunosuppressive ﬂl_jent. m
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Although ‘he pathogenstlc mechamsm of renal disease

progressmq w r}rama ﬂ mtaﬂl%qlw Ei Q@nﬁl conceptuai

view of 1mmunologlc mechanism inducing glomerular injury has led

resistant to the g0

to the initiation of therapeutic rationale with immunosuppressi: =
agent such as prednisolone and / or immunosuppressive drugs to
treat a wvariety of chronic renal diseases. The Tresult of such

therapeutic approach indicated that a group of mild clinical renal
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disease without nephronal damage such as focal segmental
glomérulosclerosis and tubulointerstitial fibrosis such as that
observed in mesangial proliferative nephrosis, or mild form of lupus
nephritis, is wusually responsive to ‘prednisolone and / or

roup of severe renal diseases

immunosuppressive. However,

associated  with  focal . / ‘glomerulosclerosis and

s&, resistant  to the

iImmunosuppression an ical course 1s usually destined for

tubulointerstitial  fibr

chronic renal failure
therapeutic failure in . | I n renal disease simply implies
that the immunologi i ot crucialy to the pathogenetic

mechanism of renal dis

2l Disease Progression.

The Non-Imm uno]ogjc M

nmchanism have been

claimed to be ﬁﬂ:ﬁﬁ w Wgﬂrﬂﬁof renal dlsean

progression  nafnely, 11p1ds : 1eact1ve oxygen, species'”

protmuri Y VO o S 40T 18451418 tormeriar

epithelial ce‘Ills e growth factors such as platelet derived growth

Several factors mﬂ non- immunologic

factors, transforming growth factor beta, adhesion molecules™?’.

However, non of these mentioned factors have ever been confirmed
to be the causative factor by mean of specific therapeutic strategy. It
is concluded that some of these factors may contribute in part a

secondary role in the pathogenesis of renal disease progression.



In 1980, the role of a hemodynamically mediated renal disease
progression has been proposed by Brenner and associated. In tryirg
to mimic a condition of chronic renal failure or a stage of reduced
nephron mass, Dr. Brenner developed a renal ablation model (5/6

hemodynamic study of renal

/} remnant nephron”**. The
asy a ﬁhyperperfusion to the
——

remaining nephron srenal  arteriolar resistances were

nephrectomized rat) in which a3

perfusion was performed i

study revealed that

decreased. Based on hLi tion, Dr. Brenner concluded that the
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state of overperfusion kely to be associated

with renal disease pr ns - Su 2 ‘conclusion is the main

obstacle to the introd

therapeutic agent) into th: tliééé utic-@rmamentarium of prevention

A

of renal disease pr&gressﬁnf'fo%
|

observation of hyperperfusion doe

g chrorm: renal disease.
o
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A differenﬂponceptua VI%W has been simultaneously taken in

the late 19749 R4 ?j%ﬁé Piejm §Ejsmarks, Dr.

Futrakul ha$ consistently observed a state of renal hypoperfusion and

upon the therapeutic Brategy 1n

elevated renal arteriolar resistances in association with a variety of
chronic renal diseases such as steroid resistant mesangial
proliferative nephrosis, diffuse proliferative nephrosis,
membranoproliferative glomerulonephritis, focal segmental

glomerulosclerosis, severe form of lupus nephritis. Based upon a
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long observation along the clinical course of these chronic renai
diseases, it comes to a conclusion that there has been a progressive
reduction in renal perfusion as the disease severity progresses. Such

a relationship between renal hypoperfusion and the nephronal

damage has led to the therapeutic intervention with vasodilator
aiming to dilate or reduge h r | sarteriolar resistances and
simultaneously increase he rer r&The preliminary benefit

of such therapeutic : ‘ 1S @ sU portive view that the
hemodynamically crucial to the
pathogenesis of renal

The difference in es observed in human

clinical setiing by Futrak amic studies performed

in renal ablation model.iri & iral By Btenner, simply implies that

there is an undé&riying m afect associated with

human renal diseasg whereas there Is no sm:h defect in the renal

ablation model j . € %( o i e, s
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hemodynamic se;ve : ronic renal disease are

indicaﬁveﬂlm@%@ﬂfw B}G‘x&?ﬁ the nature

of such inju}y to the glomerular endothelium remains to be the major

issue of interest and require further exploration.



	Chapter I Introduction
	Introduction


