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[ Abstract]  The need for suitable interventions for progressive pulmonary vascular lesions has become a
bottleneck and a consequent focus in the prevention and treatment of clinical pulmonary hypertension. Plexiform
lesions in pulmonary arterioles are the typical pathological manifestation of irreversible abnormal pulmonary vascular
remodeling and the criterion for stage IV pulmonary vascular remodeling. There is currently no effective clinical

intervention for such pathophysiological lesions, highlighting the need for corresponding animal models. This review
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considers new progress in the stereology of plexiform lesions and highlights plexiform-lesion models in mice and rats

induced by multifactor stimulation, such as two-hit models and genetic engineering. It also evaluates the

characteristics and applications of these models to provide a reference for animal experimental studies and to clarify the

mechanism of pulmonary hypertension with pulmonary vascular plexiform lesions.
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Table 1 Comparison of the PH models induced by compound stimulation with pulmonary vascular plexiform lesions
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Table 2 Genetically engineered PH models with pulmonary vascular plexiform lesions

LR A YA . SRON
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BIBIZFR , 1t IR 1 22 B o FEHY 14 Ry KR
Y i I o . Gt . .
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Animals Methods . . . Other lesions or
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. . functional changes
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e L AR 1~2 ]
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Sfloxed mice mated genetic engineering mice, 8% of the leath started at 1 the  PHD2/HIF-2a
with T Cre transgenic  techniques to reduce vessels > 100 wm in deathh staried a signal transduction
R R . 2 months, 50% at K
mice PHD2 expression in  diameter showed machinery
L tothelial exif losi 3.5 months and
vascular endotheha plexiiorm lesions 80% at 6 months
cells
A o Wi 30 B R A
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(CBA x C57BL/6)  over-expression  of plexiform lesions at heart hypertrophy, © .num )er. o crashe
. . . lamina increased ,
F2 mice IL-6 in mouse lung age 3~4 months and slow weight . . .
. . which was inconsistent
vessels was induced gain . . i
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m ~
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expression ( this gene
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6 EF BMPR2 l S pyEE T /N

F PR 98 AR 2 35t 4% 1 il 3l ik =5 K (heritable
pulmonary arterial hypertension, HPAH) f& 3 A% 3t

AHEHE, FIEREA 1T 324K (bone morphogenetic
protein receptor type 2, BMPR2) Z& 48 J& i M4 &
LAY PAH U SE N A8 5+, 78 HPAH 5 /Y LB
it 50% ) VESh HPAH % 8152 (1 507 3 4 5
5 BMPR2 A8 5 — B J& PAH s A5
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Table 3 Genetically engineered mice or rats of the BMPR2 targets
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BMPR2"" /M For 3 weeks of hypoxia (11%
BMPR /NBL ES clones of the human BMPR2 gene 2~5H oxygen ), the degree of 1%
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for 4

macrophages in the lung tissue

weeks  to  reduce

reduced the lesions
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