Treatment of Vogt-KoyanagiHarada’s Disease During Pregnancy
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Background: Caution should be exercised in treating patients with autoimmune diseases
during pregnancy.
Cases: We successfully treated three cases of Vogt-Koyanagi-Harada’s disease (VKH disease) during pregnancy.
Observations: In the second trimester (14–27 weeks) of 1 patient, inflammation was mild
and could be treated by topical corticosteroid. There is the possibility that her immune response had been modified by pregnancy. Systemic corticosteroid in a high dose was administered to the two cases in the second and third trimesters of pregnancy (28–41 weeks). The severity of inflammation in these 2 patients was similar to that in nonpregnant women.
Inflammation subsided immediately without recurrence in all cases. No abnormality was
found during the deliveries or in the babies.
Conclusions: Treatment for VKH disease during pregnancy should be chosen according to
the severity of inflammation, the stage of pregnancy, and the maternal and fetal conditions.
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Introduction
Vogt-Koyanagi-Harada’s (VKH) disease is a systemic disease that affects various organs and involves melanocytes.1 The clinical findings of this disease are bilateral panuveitis with serous retinal
detachment, pleocytosis in the cerebrospinal fluid
(CSF), headache, hearing loss, alopecia, poliosis, and
vitiligo. It is believed to be an autoimmune disease.
In particular, patients show abnormal cellular immunity against melanocytes.1 However, the exact mechanism of the disease process is not yet clear. It is
known that the immune responses of pregnant
women differ from those of nonpregnant women.
During pregnancy, cellular immunity is generally
suppressed, but the immunological influence of
pregnancy on VKH disease has not yet been fully
Received: December 6,1999
Correspondence and reprint requests to: Nobuyuki MIYATA,
MD, Department of Ophthalmology, Yokohama City University
School of Medicine, 3-9 Fukuura, Kanazawa-ku, Yokohama-shi,
Kanagawa-ken 236, Japan
Jpn J Ophthalmol 45, 177–180 (2001)
© 2001 Japanese Ophthalmological Society
Published by Elsevier Science Inc.

clarified. There has been some evidence, in several
case reports, that the clinical course of VKH disease
was modified by pregnancy (Table 1). We report
here three cases of VKH disease during pregnancy.

Case Reports
Case 1
The patient was a 26-year-old woman with sudden
onset of bilateral blurring of vision on January
12,1984, in the 19th week of pregnancy. On the next
day, the patient was first examined by an ophthalmologist. Her vision had decreased OU, but headache and hearing loss were not observed. Her visual
acuity was 0.1 (0.2Xcyl ⫹ 1.00D AX180⬚), OD and
0.5 (n c), OS. There was moderate inflammation in
the anterior chamber and bilateral serous retinal detachment in the posterior pole with optic disc edema.
Pleocytosis was present in CSF. Based on these findings, she was diagnosed as having VKH disease and
treatment with systemic corticosteroid (intravenous
drip infusion of prednisolone 200 mg) was initiated
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Table 1. Vogt-Koyanagi-Harada (VKH) Disease During Pregnancy, Corticosteroid
Therapy, Delivery, and Outcome
Reported by
Sato et al6
Lance11
Yamagami et al12
Nohara et al8
Watase et al13
Taguchi et al7

Stage of Pregnancy

Type of Therapy

Type of Delivery

10 wk
3 mo
7 mo
12 wk
26 wk
3 mo

Topical
Systemic
Systemic
Close observation
Systemic
Topical

Normal
Abortion
Normal
Normal
Normal
Normal

on January 24, 1984. At this time she was in the 21st
week of pregnancy. Bilateral serous retinal detachment gradually disappeared and her visual acuity recovered to 1.0 (n c), OU. The corticosteroid was tapered and stopped after 2 months. The remainder of
her pregnancy was uneventful and the patient delivered a healthy baby on June 18, 1984.

Outcome of VKH
Cure
Recurrence
Cure
Cure
Cure
Cure

week of pregnancy. After 2 weeks, bilateral serous
retinal detachment had almost disappeared (Figures
3 and 4). The corticosteroid was gradually tapered.
Her visual acuity was 1.0 (n c), OD and 0.9 (1.0X ⫹
0.5D), OS on June 15. Her delivery was on July 15,
1994. There were no abnormal signs in her delivery
or in the baby. No recurrence of VKH disease has
been observed.

Case 2
The patient was a 33-year-old woman with sudden
onset of bilateral decreased vision on April 27, 1994,
in the 28th week of pregnancy. The patient first visited us on May 2, 1994. She complained of bilateral
blurred vision, but no headache or hearing loss. Her
visual acuity was 0.04 (0.4X ⫹ 3.5D), OD and 0.02
(0.2X ⫹ 3.5D), OS. There was moderate inflammation in the anterior chamber and bilateral serous retinal detachment at the posterior pole (Figure 1). Fluorescein angiography (FAG) showed leakage and
pooling of the dye in the posterior pole (Figure 2).
Lumbar puncture on May 10 demonstrated 27 cells/
3 mm2. A working diagnosis of VKH disease was established, and the patient was treated with intravenous drip infusion of corticosteroid (prednisolone
200 mg/day) beginning on May 12, 1994, in her 31st

Figure 1. Pretreatment fundus in a 28-week pregnant patient (case 2). Note subretinal edema at posterior pole.

Case 3
The patient was a 24-year-old woman who was first
examined by us in her 17th week of pregnancy on
April 23, 1996, for the complaint of bilateral blurred
vision accompanied by headache and hearing loss.
Her visual acuity was 0.4(1.5X ⫺ 1.5Dcyl⫺0.5D
AX180⬚), OD and 0.6 (1.5X ⫺ 1.25Dcyl⫺0.37D
AX180⬚), OS. There was mild inflammation in the anterior chamber and bilateral serous retinal detachment at the posterior pole. Lumbar puncture on April
30 demonstrated 252 cells/3 mm2. The patient was diagnosed with VKH disease. Because the inflammation was mild without visual loss and she was in the
17th week of pregnancy, the patient was treated only
with topical corticosteroid. Her visual acuity was 1.5

Figure 2. Pretreatment fluorescein angiography shows
leakage of dye from choroid into subretinal space at posterior pole in case 2.
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Figure 3. In posttreatment fundus of case 2, subretinal
edema at posterior pole has disappeared.

(n c), OU on May 3. Bilateral serous retinal detachment had almost disappeared by May 7. Her delivery
was on July 25, 1996. There were no abnormal findings in her delivery and the baby was healthy. No recurrence of VKH disease has been seen.

Discussion
Vogt-Koyanagi-Harada’s disease is an organ-specific autoimmune disease affecting melanocytes.1
Cellular immunity plays an important immunological role in this disease. Recent studies of lymphocytes at the sites of inflammation have provided important insight into the mechanisms of VKH disease.
Cytokines, especially interleukin (IL)-6 and IL-2,
play an important role during inflammation, primarily by regulating the diverse functions of lymphocytes and monocytes.2

Figure 4. Posttreatment fluoresein angiography shows
leakage of dye from choroid into subretinal space at posterior pole has disappeared in case 2.
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During pregnancy, cellular immunity is generally
suppressed, but the immunological influence of
pregnancy on VKH disease has not yet been fully
clarified. It is known that the immune responses of
pregnant women are different from those of nonpregnant women. For example, the number of T
cells decreases and the amount of IgG and IgM increases in pregnant women, although the number of
lymphocytes in the peripheral blood does not
change.3 Cellular immunity is also known to be suppressed during pregnancy.4 For a pregnancy to continue, the mother must tolerate the fetal tissue that is
foreign to her immune system.
There are thought to be various protective mechanisms preventing immune attack. Th2 cells that produce IL-4 and IL-10 are activated, IL-10 suppresses
Th1 cells that produce IL-2 and interferon-␥, and
natural killer cells are suppressed.5 It is known that
the chronic inflammation of autoimmune disease is
remitted during pregnancy. We reported three cases
of VKH disease during pregnancy. All cases had typical VKH signs, such as bilateral nonrhegmatogenous retinal detachment at the posterior pole, anterior uveitis, and pleocytosis in the cerebrospinal
fluid. Inflammation disappeared after treatment
with steroids and has not recurred in all cases. Case 3
in the second trimester of pregnancy was treated
only with topical corticosteroid. Uveal inflammation
was mild in this case, probably due to increased production of endogenous corticosteroid, which suppressed cellular immunity during the first and second
trimesters of pregnancy. Uveal inflammation was
rather mild and inflammation disappeared quickly
after topical treatment in this patient. She has had no
recurrence of the disease. Sato et al,6 and Taguchi et
al7 reported 2 patients in the first trimester of pregnancy with VKH disease.
These patients were treated with topical corticosteroid because systemic steroid therapy could have
possibly induced abortion or some abnormality in
the baby. Nohara et al8 also reported a patient with
VKH disease in the first trimester of pregnancy. This
patient was placed under close observation without
systemic or topical corticosteroid treatment. About 1
month later, VKH disease spontaneously subsided.
The clinical course of our case 1 in the second trimester of pregnancy was not different from that of
VKH disease in a nonpregnant woman. In our second case, surface markers of CSF cells and peripheral blood lymphocytes (PBLs) were analyzed by
flow cytometric analysis. It was shown that the frequency of CD45RO-positive CD4-positive cells
(memory T cells) in CSF cells was significantly
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higher than that of PBLs (data not shown). This
finding is similar to that in nonpregnant women with
VKH disease.9 We explained the possible side effects of systemic and topical corticosteroid therapy
during pregnancy to our patients. Fortunately, they
were treated successfully with systemic corticosteroids without any undesirable effects. In case 2 we
performed FAG. Recent reports state that no data
are available on the use of FAG during pregnancy.
Fluorescein crosses the placenta in humans but FAG
does not result in a high rate of birth anomalies or
complications when performed on pregnant patients.
Some ophthalmologists who have used this procedure indicate that FAG should be reserved for vision-threatening lesions and should be performed
only in the late stage of pregnancy.10 Based on their
data and after consulting an obstetrician we perfomed FAG on this patient.
Lance et al11 reported on two pregnant women with
VKH disease. Their symptoms of VKH disease were
mild during pregnancy without corticosteroid treatment, but they developed recurrent symptoms after
termination of their pregnancies. The authors suggested that the changes in immunity and humoral constituents during pregnancy accounted for the remission. Yamagami et al12 and Watase et al13 reported on
patients with VKH disease in the second trimester of
pregnancy. These 2 patients were treated with systemic corticosteroid, resulting in complete remission
of symptoms. No abnormal findings have been reported in their delivery or in their babies. It is possible
that systemic corticosteroid therapy for a pregnant
woman in the second and third trimester of pregnancy
will induce pituitary dysfunction in the baby.14
There is a possibility that the immune function
and the severity of inflammation of VKH disease
will be influenced by the stage of pregnancy. It is
known that cellular immunity is suppressed, production of inflammatory cytokines is low and corticosteroid production is high in early pregnancy. The inflammation of VKH disease in the first and second
trimester of pregnancy may be very mild due to
these immunological changes. In this period the
baby is susceptible to various undesirable effects of
drugs and so systemic corticosteroid should not be
given to a pregnant woman. However, in the third
trimester of pregnancy, systemic corticosteroid therapy will be effective and useful for the suppression
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of inflammation. The important points are the stage
of pregnancy and the severity of the inflammation.
We can conclude that the treatment for VKH disease in pregnancy should be chosen according to the
severity of the inflammation, the stage of pregnancy,
and the maternal and fetal conditions.
Portions of this paper were published in the Rinsho Ganka (Jpn J
Clin Ophthalmol) 1997;51:755–9. Permission for publication has
been obtained from Igaku Shoin, publisher of Rinsho Ganka. The
paper appears here in a modified form after peer review and editing for the Japanese Journal of Ophthalmology.

References
1. Sugiura S. Vogt-Koyanagi-Harada disease. Jpn J Ophthalmol
1978;22:9–35.
2. Norose K, Yano A, Seki A, et al. Dominance of activated T
cells and interleukin-6 in aqueous humor in Vogt-KoyanagiHarada disease. Invest Ophthalmol Vis Sci 1994;35:33–9.
3. Stiratt GM. Pregnancy and immunity. Br Med J 1994;308:
1385–6.
4. Machean MA. Changes in immunologic parameters in normal
pregnancy and spontaneous abortion. Am J Gynecol 1991;
165:890–895.
5. Forby B. Immunologic response in pregnancy. Its role in endocrine disorders of pregnancy and influence on the course of
maternal autoimmune disease. Endocrinol Metab Clin North
Am 1995;24:187–205.
6. Sato S, Kou M, Tamaru H. Incomlete type Harada’s disease
in early pregnant stage treated with topical corticosteroid.
Nippon Ganka Kiyo (Folia Ophthalmol Jpn)1986;37:46–50.
7. Taguchi C, Ikeda E, Mochizuki M. A report of two cases suggesting positive influence of pregnancy on uveitis activity.
Nippon Ganka Gakkai Zasshi (J Jpn Ophthalmol Soc) 1999;
103:66–71.
8. Nohara M, Norose K, Segawa K. Vogt-Koyanagi-Harada disease during pregnancy. Br J Ophthalmol 1995;79:94–95.
9. Sugita M, Nakamura S, Ohno S. Flow cytometric analysis of
surface markers of cerebrospinal fluid cells and peripheral
blood lymphocytes from VKH disease. Advances in ocular
immunology. New York: Elsevier, 1994:385–8.
10. Lawrence SH. Safety of fluorescein angiography during pregnancy. Am J Ophthalmol 1990;109:563–6.
11. Lance PS. Vogt-Koyanag-Harada syndrome and pregnancy.
Ann Ophthalmol 1990;22:59–62.
12. Yamagami S, Mochizuki M, Ando K. Systemic corticosteroid
therapy for pregnant patients with Vogt-Koyanagi-Harada
syndrome. Rinsho Ganka (Jpn J Clin Ophthalmol) 1991;
85:52–5.
13. Watase S, Kawamura K, Iseki N. A case of Harada disease
during pregnancy treated with systemic corticosteroid drugs.
Nippon Ganka Kiyo (Folia Ophthalmol Jpn) 1995;46:1192–5.
14. Williams RH. Textbook of endocrinology. Philadelphia:
Saunders, 1968.

