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ACUTE POSTERIOR MULTIFOCAL PLACOID PIGMENT EPITHELIOPATHY (APMPPE), ITS POSSIBLE RELATIONSHIP WITH UROGENITAL TRACT DISORDER AND TREATMENT. 
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Abstract

Purpose:  To report a case of acute posterior multifocal placoid pigment epitheliopathy (APMPPE). The patient was a man who was being treated for back pain and then developed APMPPE. He was treated with systemic antibiotics and corticosteroids.
Methods: This study included a case report with ophthalmologic examination, optical coherence tomography, fluorescein angiography investigations, treatment options and review of the relevant literature.	
Results: A 28-year-old man noted decreased vision in the right eye for 1 week, associated with a central scotoma with shimmering, cloudy effect of the vision. He had good vision with normal ophthalmic examinations in the past. He had back pain previously and was treated with antibiotics for prostatitis. An ophthalmic examination revealed an acuity of 20/400 with a central scotoma and normal anterior segment. Fundus examination, spectral domain optic coherence tomography (SD-OCT), fluorescein angiography (FA), and the course of the disease were typical of acute posterior multifocal placoid pigment epitheliopathy. The patient received systemic antibiotic treatment (3 days) and simultaneous intravenous corticosteroids (7 days). His vision was fully restored to 20/20. Then, a similar visual problem arose in the left eye. The treatment was repeated, and the eyesight was restored.
Conclusion: The symptoms of multifocal white dot syndrome occur suddenly. Often, this is preceded by the pathology of the genitourinary tract. In the case presented by us, it was preceded by back pain (prostatitis).Systemic treatment with antibiotics and corticosteroids led to stable remission of the disease. An important point is the brief systemic use of antibiotics with the continuation of the administration of dexamethasone.The positive effect of the systemic use of antibiotics with corticosteroids is possibly associated with the continuing latent disturbances of the genitourinary microbiota.
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Introduction
Acute posterior multifocal placoid pigment epitheliopathy (APMPPE) was first described by Gass, who observed these symptoms in 3 young women1. At the same time, multiple white–yellow foci were observed in the fundus, accompanied by a sudden deterioration in central vision and spontaneous recovery within 3 weeks2. Both eyes are usually involved.

The long-term follow-up of 15 patients (28 eyes) with this disease showed that the long-term visual effect after an acute episode of the onset of the disease may not be as favourable as originally portrayed by Gass and leads to a poor visual outcome3.

A similar case is described in the example of a young man. The disease has been observed for 22 years. After the first attack, his vision was restored to normal. However, periodically occurring exacerbations lead to atrophy of the choroid and a gradual loss of vision occurred4.

Subsequent studies by Deutman et al.5 showed that the inflammatory process is at the level of the choriocapillaris and that changes in the pigment epithelium are secondary. This is also confirmed by the data of other authors6. However, it is difficult to assume that the damage to the choriocapillaris and pigment epithelium will not lead to damage to the photoreceptors. Cause that is, the same complex (a complex of pigment epithelium and photoreceptors). The loss of one complex should lead to the defeat of others. Therefore, it was hypothesized that inflammation of the pigment epithelium leads to the dystrophy of photoreceptors7.
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Why does this disease occur? Some authors have associated the occurrence of this disease with cerebral vasculitis8. Two patients developed visual loss 3 days to 2 weeks after the booster administration of 20 micrograms of recombinant hepatitis B virus surface antigen (Engerix-B)9. An 18-year-old female patient developed a painless significant bilateral decrease in vision, moderate photophobia, metamorphopsia and intermittent headaches two weeks after receiving a seasonal anti-flu immunization10.
This is associated with the activation of T lymphocytes and the appearance of type IV hypersensitivity. Vaccination appears to be a load on the immune system. Therefore, under certain conditions, vaccination can serve as a trigger mechanism for triggering an alternative inflammatory process: "The worst spoke in a cart breaks first."
Approximately one-third of patients have mild to moderate flu symptoms that precede visual impairment after a few days11,12. A case of APMPPE associated with a tuberculous process has been previously described13.
A case of APMPPE in a patient with interstitial nephritis has also been described in the literature14. We were interested in this, since there were similar cases in our practice that were also associated with the pathology of the genitourinary tract.


Case report 

A 28-year-old man presented with complaints of sudden dimness of vision of the right eye and headache. Prior to that, he was treated with antibiotics for chronic prostatitis. Then, the pain in the back area that was associated with prostatitis disappeared, the vision of the right eye deteriorated sharply, and there was pain behind the eye.Best corrected visual acuity was 20/100 in the right eye and 20/20 in the left eye.

Slit lamp examination revealed normal cornea, anterior segment and lens. Intraocular pressure was 13 mmHg in the right eye and 19 mmHg in the left eye.The fundus of the right eye was as follows: Multiple yellow–white placoid lesions were found both in the centre and in the middle periphery, not penetrating into the vitreous body (Figure 1). There were also isolated pigmented foci. The fundus of the left eye was within normal limits.


[image: ]
Figure 1. Fundus of the right eye. 

An SD-OCT examination of the right eye at the onset of the disease showed numerous local defects ("detachments") of the pigment epithelium, a small cyst in the subfoveolar region, and serous detachment of the neuroepithelium. The outer boundary membrane was preserved (Figure 2). The ellipsoid zone and outer limiting membrane (OLM) were unchanged.
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Figure 2. OCT of the right eye before treatment.



No changes were found in the left eye. On the basis of the clinical presentation, the diagnosis of acute posterior multifocal placoid pigment epitheliopathy was made.

Since the disease occurred suddenly and an inflammatory aetiology was suspected, it was decided to carry out anti-inflammatory treatment. The patient was prescribed 1.0 g of intramuscular ceftriaxone daily for 4 days. At the same time, the administration of dexamethasone was prescribed at a dose of 1.0 mg intravenously for 7 days. That is, dexamethasone took longer to take effect than the antibiotic.

On the second day of treatment, the patient felt an improvement in the visual acuity of the right eye. A week later, the vision in the right eye was 20/20. On OCT, the disappearance of the serous detachment of the neuroepithelium was noted (Figure 3).
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Figure 3. OCT of the left eye after treatment with systemic antibiotics and corticosteroids.

The patient was satisfied with the treatment, but after 3 weeks, he returned with complaints of decreased vision in the left eye. The BCVA of the left eye was 20/25. Imagine our surprise when we observed a similar picture of the disease in the left eye. The fundus picture of the left eye was identical to that of the right eye when the patient first visited our clinic (Figure 4).

[image: ]
Figure 4. The fundus of the left eye 3 weeks after the end of the treatment for the right eye.




The vision was relatively high, since the serous detachment of the neuroepithelium revealed on the OCT was not quite in the centre of the fovea but located rather eccentrically (Figure 5). At this time, retinal angiography was performed (Figure 6).
[image: ]
Figure 5. OCT of both eyes after visual impairment in the left eye.
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Fugure 6. Fluorescein angiography after visual impairment in the left eye (3 weeks after the completion of the treatment for right eye). A. Right eye B. Left eye.
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 We repeated the treatment but it was carried out in a slightly different scheme. This time, for 5 days, daily injections of 1 g of intramuscular ceftriaxone and 1 mg of intravenous dexamethasone were given; for the next 3 days, only 1.0 ml of dexamethasone was given; and then for 2 days, 0.5 ml of intravenous dexamethasone was given.
The patient's vision was fully restored to 20/20. The examination also revealed an improvement in the fundus (Figure 7, 8, 9).
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Figure 7. The fundus of the left eye on the third day of the treatment. 
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Figure 8. The fundus of the right eye one month later the start of the first systemic treatment with antibiotics and corticosteroids.
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Figure 9. OCT of the both eyes after the second systemic treatment with antibiotics and corticosteroid. 

Follow-up for 3 years did not reveal relapses of the disease.
It is interesting to note that his father had ankylosing spondylitis and posterior uveitis. His cousin came to us with anterior uveitis, which quickly disappeared after treatment.

Discussion

Acute posterior multifocal placoid pigment epitheliopathy is a rare bilateral ocular disorder. It most often develops in young people in the third decade of life and very rarely occurs in children. This is probably an independent inflammatory disease of the retina that occurs in the area of the pigment epithelium. Attempts to link this disease in our patients with sarcoidosis, tuberculosis, and adenovirus infections have failed. Additionally, none of our patients received vaccinations against hepatitis B.
Since the first patient experienced a sharp decrease in vision, which confirmed the inflammatory nature of the disease, it was decided to use systemic corticosteroids15. For the first four days, antibiotics were prescribed along with corticosteroids. The complete restoration of visual acuity was observed. In our case, the onset of the disease was noted first in the right eye and then in the left eye. Thus, damage to both eyes in the inflammatory process was determined.

In the present clinical case, recovery led to rapid fluid and inflammation resorption.

However, SD-OCT showed minor irreversible changes in the ellipsoid layer of the photoreceptors and pigment epithelium. It should be noted that the outer limiting membrane of the retina remained intact. Preservation of this layer during inflammation is decisive for the prognosis of high visual acuity after anti-inflammatory treatment.

Interestingly, these are not isolated cases of ocular disease, which was preceded by diseases of the genitourinary tract. A similar case was described in the literature of a patient with interstitial nephritis14. A case of APMPPE was described in an 18-year-old woman who was being treated for urinary tract infection16. A 41-year-old pregnant woman with HELLP (haemolysis, elevated liver enzymes and low platelets) syndrome developed decreased vision and extensive serous retinal detachment17.

Cases of APMPPE are described quite often, but the authors simply do not trace its connection with common diseases18. Thus, literature data and two of our cases have indicated the connection between APMPPE and diseases of the genitourinary tract. In some cases, it is a genitourinary infection; in others, pregnancy and abortion.

What is the traced connection between these different diseases?
The treatment of the first patient with systemic antibiotics and corticosteroids resulted in a dramatic improvement in both functional and anatomical parameters. At the same time, the topical application of corticosteroids initially caused visual impairment in the second patient. Only the intravitreal administration of aflibercept improved the prognosis.
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 Apparently, the "infection" was not on the mucous membrane of the conjunctiva but, possibly, on the mucous membranes of the urinary tract. This is confirmed by the fact that there was no effect of the topical application of corticosteroids. Only the systemic treatment with antibiotics and corticosteroids and the intravitreal use of aflibercept helped.


Conclusion

The symptoms of multifocal white dot syndrome occur suddenly. Often, this is preceded by the pathology of the genitourinary tract. After the onset of the disease, the pathology of the genitourinary tract decreases or disappears.

Systemic treatment with antibiotics and corticosteroids led to stable remission of the disease. An important point is the brief systemic use of antibiotics with the continuation of the administration of dexamethasone.

The positive effect of the systemic use of antibiotics with corticosteroids is possibly associated with the continuing latent disturbances of the genitourinary microbiota.
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