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Proposing a Neurotropic Aetiology for
Acute Posterior Multifocal Placoid Pigment Epitheliopathy and Relentless Placoid Chorioretinitis

Retinal Nerve Fibre Layer Undulations
Precede Outer Retinal Lesions
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Disruption of Axoplasmic Flow Leads to a
Secondary Optic Disc Oedema Corresponding to

the Retinal Lesion Distribution

Areas of Retinal Pigment Epithelium (RPE) - Bruch's Membrane (BM)
Separation Correspond to (Secondary) Areas of Choriocapillaris Hypoperfusion

Areas of outer nuclear layer (ONL)
hyper-reflectivity develop

above areas of RPE-BM
separation
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The morphology of the RPE-BM
separation suggests a causative
vertical tractional force along the

neuronal pathway

Areas of Outer Nuclear Layer
Hyper-reflectivity follow the Neuronal Pathway

Our evidence suggests a primary neuronal pathogenesis
with a descending pathology through the retina. Areas of
choriocapillaris hypoperfusion may occur as a secondary
consequence of a physical separation between the RPE
and BM induced by a vertical tractional force on the RPE

along the neuronal pathway.
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Acute posterior multifocal placoid pigment epitheliopathy
(APMPPE) was first described by Gass in 1968.¹ In 2000, Jones et
al described a series of cases that resembled APMPPE but with an
atypical prolonged clinical course with lesions beyond the posterior
pole and coined the term relentless placoid chorioretinitis (RPC).²

While controversy continues regarding the aetiology of these
conditions, the prevailing hypothesis supports a choriocapillaris
ischaemia as the primary pathology.

We re-evaluate the multimodal imaging findings to explore how a
primary neuronal aetiology may account for the signs and
sequence of pathology observed.

Patients with imaging in keeping with a diagnosis of APMPPE or
RPC were identified from three tertiary uveitis centres in the UK
between 2016 and 2020. A retrospective qualitative comparative
analysis of available multimodal imaging modalities was
undertaken.

14 patients were included in our analysis. 10 patients (17 eyes) had
a diagnosis consistent with APMPPE, 4 patients (6 eyes) with RPC.
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Proposed Phases of Lesion Evolution
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Phase 1
RNFL Involvement

Phase 2
RPE/BM Separation

Phase 4
Outer Retina Structural Loss

Phase 5
Inactive Phase

Gradual Restoration of Structure (Duration Dependent on Extent of Tissue Disruption)

Vitreous Cells

Retinal Surface Alterations ("Saw-Tooth Like Distortions" +/- Hyperreflective Foci)

Optic Disc Edema + Increased Vessel Tortuosity (Often subclinical) Decrease in Optic Disc Edema and
Associated Vessel Tortuosity

Undulations Resolve

Subtle RPE/BM Separation

Choriocapillaris Hypoperfusion (OCT-A) / Hypofluorescence (ICG). Duration of Appearance = Months (Variable Dependant on Area of Involvement)

Loss of Ellipsoid Zone

Increased Choroidal Thickness Decrease in Choroidal Thickness

Loss of Interdigitation Zone

RPE Structural Loss +
Bright Hyper-Autofluorescence
Seen Within the RPE Lesion Becomes Hypo-Autofluorescence

Variable Gradual Expansion

Geographic
Atrophy

Discrete Hyper-Reflective Foci within the ONL
(Following the Nerve Pathway), Becoming
Confluent. (Duration = 1-2 weeks)

Phase 3
ONL Foci

Time/Severity of Lesion

N
o

FurtherProgression

N
o

FurtherProgression

N
o

FurtherProgression

N
o

FurtherProgression

N
o

FurtherProgression

N
o

FurtherProgression


