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CESTATIONAL AGE DEPENDENCE OF REGIONAL PROLIFERATION IN FETAL KIDNEYS
AN IMMUNOCYTOCHEMICAL STUDY

Myat M. Khine, Paul D. Sibbons, Charles V. lloward, Flona McGill, Dick
van Velzen (spn. by Richard W. Cooke) Department of Fetal and Infant
Pathology, University of Liverpool, RLCH Alder Hey Liverpool, UK
Background: Having established a glomerular number deficit in fetal
growth retardation(l), human fetal kidneys were studied with the aim

of deternining periods of specific vulnerabilicy related to prolifera-

tive activity.
Materials and Methods: 24 Fetus, evenly distributed between 13 and 22

weeks gestational age were used. Tissue was routinely fixed and embed-
ded. Monoclonal antibodies (DAKO, PCl10, MIB-1} were used (2,3) to se-

parately assess proliferation of renal blastema, stroma and glomerul!

and cplthelial components such as tubul{, Henle's loops and collecting

ducts.

Results, Discussion: Proliferative activity remains high in the epi-
theltal corponents of the nephrogenic zone, with glomerular and
blastematous cissue showing reduced activity after week 18, A period
of significantly incrcased activity for collecting ducts, thick and
thin segnents of lenle's loops and stroma was found betwgen weeks 16
and 18 for both cortex and medulla.

Conclusion: Proliferation related vulnerability of glomerulogenesis is

rot limited to a specific period of Intrauterine development in
contrast to the development of the remainder of the nephrons, which
may be especially vulnerable berwveen 16 and 18 weeks of gestation.
Rul;.‘ l: Br J Obst Cynaccol 1992; 99:296-301, 2. J Pathol 1990 162:
J. J Pathol 1992; 168:357-363
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NITRIC OXIDE (NO) PRODUCTION DBY PULMONARY ALVLEOLAR
MACROPHAGES (AM) FROM NEONATAL, INFANT AND ADULT RATS.
Michael P. Sherman and Louis J. Ignarro, Depts. of Pediatrics and Pharmacology,
University of California, UCLA Medical Center, Los Angeles, California, U.S.A.

Objectives: This study addresses whether an age-related reduction in inducible NO
synthase (iNOS) activity by AM causes the high incidence of opportunistic
pneumenias in infants who have human immunodeficiency virus (HIV) infection.
Opportunistic palhogcns (e.g., Mycobacterium spp.) are inhibited or killed by NO.
Design and seiting: A rodent study preformed in an university rescarch laboratory.
Subjects: Tour litters of newborn or infant rats, and 4 adult rats, were used.
Interventions: Cultured AM lavaged from newborn (3-day-old), infant (10-day), or
adult rats were stimulated with interferon —+ and lipopolysaccharide.

Measurements:  Superatants from AM had NO production determined as its end
products, nitrite [NO, =, Griess assay] and nitrate [NO;3~, nitrate reductase enzyme
method]. iNOS aclivity by AM was equated to superoxide anion (O, ™) production
[ferricytochrome ¢ assay] and lysozyme content [lysoplate method].

Results:  Micromolar content of NO,~ & NO3~ were: 11414 & 59+15* (3-day),
1019 & 37+6  (10-day), and 3615&42:06  (adul). Oy~ production
(nmol/106 AM/10 min) was: 18+1 (3-day), 15+1 (10-day), and 1612 (adult}.
Lysozyme content  (ng lysozyme/up cell protein)  was: 6xi%  (3-day), 134
(10-day), and 2716 (adult), Data presented as mean£SEM; * = p<0.05 v. adult,
Conclusions: Inducible NO production by AM is elevated in newborns compared to
adults supgesting that infantle susceptibility to opportunistic pneumonias associated
with HIV infection s not due 10 an age-related reduction in iNOS expression,
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MACROPHAGLE CANDIDACIDAL ACTINITY IN HUMAN NEONATES: DLCREASED
SENSHOVITY TO MODULANTION BY 1EN-y
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THE EFFECT OF IBUPROFEN (IB) ON RETINAL (RBF) AND CHHOROIDAL
(ChBF) BLOOD FLOW DURING NORMOXIA AND IIYPERONIA IN
NEWBORN PIGLETS. Tom A. Stiris!, Cleidi Suguihara®, Eduardo Bancalari',
José Quern'. Divs. of Neon. "Awtdnoma Usiv, of Madtid and Univ, of Miamn.
Previowsly we demonstrated that indomethacin (IND) reduced basal RBE, but
had no elfeet on ChBE and did not modify the hiyperonic response, We
speculited that inhibition of cyclooxygenase was the mode of action, but could
nut exclude other pharmacological properties of IND. To establish if this etiect
during normoxia was due 10 cyclooxygenase inhibition, the etfect ot 1B, a specilic
eyelooxygenase blocker, wis investigated in newborn piglets, age <7 days old. We
also wianted to verily possible role of the prostaneids as meditons ol hy peroxic
visocanstriction. Ocular bload tlow wis examined betore (RA) and afier (RA,)
cither saline (controls; §, n=7). or ibuprofen intusion (30mkg) (1B, n=9), and
alter 90 min of byperonia (O,). Radiolabelled microspheres were used o
measure blood tow, Results: (mlfmin/100g tissue = SEM):
RBY,  RBF, ChBF,  ChBF,

RA, 60x8 Olxd 30482333 31202388 *p<0.05 (RA2ws RAT),

RA, 5923 S0xd® 3055395 2589=455  #p<0.05 (02 vs. RA2)

0O, $3=TH# 3oxd4# 2035203# 164822224

RBEF was signiticantly reduced by 113 whereas ChBF was not. Further, hyperoxia
significantly decreased RBE and ChBFEF in both groups. Thus, our results suggest
that prostanosds ply & role in maintaining basal retinal vascular tone. THowever,
the response 1o hyperoxia is medisted through mechanisms other than the by-
products of arachidonic acid metabolism.
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DETCCTION SENSIBILITY OF LIGHT-SENSE AND TLICKER PERIMECTRY INDIABETIC
RETINOPATINY
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THE RESPONSE OF TOTAL AND REGIONAL CEREBRAL BLOOD FLOW
TO DEXAMETHASONE (DEX) INFUSION INNEWBORN PIGLETS DURING
NORMOXIA, Tom A Stiris, Alttedo Garein-ALix, Dorotea Blanco, Fernando
Cubainas, Adelma Pellicer, José Quero, (spn. by Dag Bralid) Div. ol
Neonutology, Aatdanoma University of Madrid, Spain. We questioned the etiect
ol DEX (a phospholipase A inhibitor) on total and regional cerebral blood flow
during normoxia in spontancously breathing newborn piglets, age <7 days old.
The animals were randomly assigned to either a control group receiving saline
infusion, serving as conteols (n=7}, or a dexamethasone group (DEX) (n=9)
receiving DEX 2mg/kg IV, We have shown that this dose reduces the prostanoids
in cerebrospinalfluid (CSF). The organ blood flow was measured with the
radiolabelled  microsphrere technique. The results were (Hlow expressed as
ml/min/100g tissue + SEM): A signiticant increase (p<0.03) atter DEX infusion
in total cerebral blood flow (CBF) (105212 to [49222), brainstem (18822 to
232240), diencephalon (129218 to 185233), periventricalar arca (7629 1o
101216) and hypacampus (7427 to 100x16). In the cortex, caudate nucleus and
cerebellum, DEX did not alier blood flow. In the control group there was no
differences in biood Dow before and alter saline infusion, neither in total cerebral
nor regional cerebral blood flow. In conclusion, the cerebrum shows regional
differences in its response to DEX, Whereas in some parts regional bloed flow
significantly increased, others did not demonstrate this phenomenon. Thus, the
pharmacological properties of DEX do not modulate the cerebral vascular tone
equally in all cerebral regions,
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