CHAPTER VI
SUMMARY

This thesis has addressed the important issue concerning the
pathogenetic mechanism of renal disease progression. It is a general
consensus that treatment of chrqnic renal patients with particularly
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The preceding information concerning the failure of steroid and
Immunosuppression in preventing the renal disease progression

has led people to look at this specific issue at a different angle. | In
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accordance with the Eastern Concept of Philosophy which states that

a normal homeostasis of a living organism is dependent upon the

natural balance between the blood supply and the living organism,

the relationship between the renal perfusion and nephronal structure

has become the focal issue of ints j
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ular injury. Second, the
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such as deplctﬁ ﬂ%j;nﬁaﬂ?jﬂn lﬁeﬁﬂaﬁﬁfﬁlﬁma protein from

the glomerular Ypermeability &nto the tubular lurnen allows an
excessive Qxﬁ@@oﬁ ﬂ @ﬁutm %e’}’}%ﬁ’ﬂ@lﬁ]’th@ tubuliar
epithelium and thereby induce tubular epithelial injury and
consequently an inflammatory activation with release of
inflammatory cytokines, adhesion molecules and reactive oxygen
species. Tubular epithelial injury allows the inflammation to

spread into the tubulointerstitium. In respect to this concept, the
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development of tubulointerstitial fibrosis subsequently induces
damage to the neighbouring renal microvasculature and renal
perfusion deficit. Such a belief therefore ignores the important role of

renal perfusion as a determining factor to the nephronal structure.
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irﬂm nephronal structure is
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decreased in accordatrice with the magnitude (ﬁclinical severity. This

view conﬁrmedﬁﬂﬁ%wﬁlﬁngﬁimdy in these renal

patients render®¥a supportive ‘ev1dence that a reductlon in renal
perfusion Qrw r]{jaeateﬁ ﬁ m %M qdas%tﬁie%ahgase such as
that observed in mesangial proliferative nephrosis before ary
evidence of nephronal damage such as tubulointerstitial fibrosis. It is
also demonstrated that the magnitude of renal perfusion defect is
greater in the severe form of nephrosis associated with focal
segmental glomerulosclerosis than the mild form or mesangial

proliferative nephosis.
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Furthermore, it has also been substantiated that the magnitude
of renal perfusion deficit would become progressive as the disease
severity progresses. Thus, the preceding information has shown a

cause-and-effect relationship between the renal perfusion and renal

L({c/éecﬁve, the study has
N

disease progression.

In accordance

Experimental study in anfimé&modelinducing nephronal injury can

be achieved by . oxygen species.

Furthermore, ~y’__' 3 ytotoxicity can be
achieved following mje correction of antim{idant defect. The

preceding 1nforﬁa1ﬁmvﬁﬂm wﬁnm:ﬂ he pathogenetic

mechanisin of néphronal damaége or renal disease prugressmn The
glomerulaq %’]}anﬂ ﬁe‘lj %M\w ’a I}‘%M &Je oxidative
stress has a significant impact upon the hemodynamics in the renal
microcirculation. The preferential constriction at the efferent arteriole
induces not only the intraglomerular hypertension but also
exaggeratedly reduces the peritubular capillary flow supplying the

tubulointerstitium. Such a hemodynamic maladjustment is likely to
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indlice chronic ischemic injury to the tubulointerstitial structure. It is
demonstrated that there is a spatial relationship between the
magnitude of peritubular capillary flow deficit and the development
of tubulointerstitial fibrosis. The newly proposed concept of

hemodynamic maladjustment  secondary to the glomerular

endothelial cytotoxicity ion observed in nephrosis
associated with focal s . ‘ nwerosis provides 2 crucil
factors namely the oOxi .
overactivity at the ar, fvel (ma efferent arteriole) which

culminate Iin the

progression.
In accordance with the“third 6Bjective, the newly proposed
hemodynamically progression provides a

new therapeutic appre :-f-' llator to correct the

hemodynamic maladmlstment and enhancesm-xe renal perfusion in

conjunction Witﬁ wngiﬁfwwﬂm to minimize or

neutralize ‘he oxidative stress,aopd eventually reduce the glomerular

endotheliaﬂq:%q G}/&@%ﬂﬁ wﬁm&]‘ﬁ Wkg aﬂﬁ@f the study

indicates that such a therapeutic approach improves the renal

function and prevents the renal disease progression.

In conclusion, the study renders a supportive view that there is

a hemodynamically mediated renal disease progression secondary to
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glomerular endothelial cell cytotoxicity and dysfunction fnduces by
oxidative stress. The correction of such defects by administering the
vasodilator and antioxidant improves renal function and prevents
renal disease progression in severe nephrosis commonly refractory to

the conventional therapy.
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