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Abstract

Chronic Graft-Versus-Host Disease (GvHD) is one of the most
common cause of poor quality of life after Hematopoietic Stem Cell
Transplantation (HSCT). Chronic GVHD can present with vulvovaginal
symptoms which is usually under reported. Only small series have
been reported so far and its incidence, pathophysiology, clinical man-
ifestations and management are not well understood. So also, there
are currently no vwGVHD screening guidelines for children who un-

dergo HSCT. In this report, we describe our experience of managing
an adolescent girl who developed hematometrocolpos as a complica-
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Introduction

Chronic Graft-Versus-Host Disease (GvHD) is the most com-
mon cause of poor quality of life after Hematopoietic Stem Cell
Transplantation (HSCT) [1]. Areas most commonly affected are
the skin, oral mucosa, eyes, liver, joints, muscles etc. Although
Vulvovaginal Gvhd (vwGvHD) typically occurs in the context of
GvHD involving another organ system, there are reported cas-
es of isolated vwGvHD [2]. Chronic GVHD is the most common
cause of vulvovaginal symptoms after HSCT in adult and pedi-
atric female patients. The reported incidence ranges from 3%
to 49%, but the true incidence has not been established [2,3].

We present an adolescent female who developed hemato-
metrocolpos as a complication of chronic GVHD after bone mar-
row transplant.

tion of chronic GVHD after bone marrow transplant.

Case presentation

14-year girl presented with amenorrhea and pain abdomen
while on regular follow up at our center after undergoing Bone
Marrow Transplant (BMT). She was diagnosed to have very se-
vere aplastic anemia for which she underwent bone marrow
transplant 3 years ago at another center. She received periph-
eral blood stem cells from her brother and engrafted within
2 weeks. Subsequently she developed chronic skin GVHD for
which she has been continued on cyclosporine and has been
regularly followed up at our center. She had joint stiffness and
contractures which were managed conservatively. Although she
had achieved menarche prior to her diagnosis of Aplastic ane-
mia, she developed secondary amenorrhea soon after the diag-
nosis. Subsequently, her menstrual cycles resumed 2 years after
BMT and was uneventful for the initial one year. 1 year later,
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while on regular follow up, she missed one menstrual cycle. Fol-
lowing this, the next month, she presented to us with severe
pain abdomen in the pelvis. Abdominal pain was progressive
in nature and was not resolved on any antispasmodic medica-
tions. Abdominal examination was apparently normal. In view
of chronic skin GVHD and history of recent amenorrhea with
pain abdomen, hematometrocolpos was suspected. Perineal
examination revealed vulvo-vaginal synechiae.

USG pelvis revealed a smooth circumscribed lesion in the
pelvis with low level echoes in the area of uterus. She was
taken up for examination under anesthesia. Along with labial

synechiae, vaginal introitus was completely stenosed with no
fluid or discharge seen at the opening (Figure 1A, IB). After sur-
gical lysis of synechia, fibrosed vaginal canal was dilated (Figure
1C). Proximal vagina was patent, with fibrosis appreciated in
distal one third of vagina only. 300 ml of menstrual blood was
drained from the hematometrocolpos. Post operatively, patient
was managed with vaginal dilations in combination with topical
estrogen cream once a day for initial two weeks which were
gradually tapered. She has been continued on regular vaginal
dilatation and topical estrogen since then. Her menstrual cycle
resumed the following month and currently she is pain free.

1C. Post vaginal dilatation

Discussion

GVHD is believed to be a complex immune response, primar-
ily T-cell mediated, in which the grafted donor cells recognize
the host as foreign [3]. From the wider literature, some includ-
ing pediatric patients, isolated vwGVHD is rare, typically it occurs
in the context of current or past GVHD involving another organ
system, most commonly skin (90 % of cases), oral mucosa, or
eyes [2]. vwGvHD is a difficult to diagnose disease which physi-
cians may not be familiar with [3].

Genital GvHD presents at a median of 7-10 months after HCT,
but signs and symptoms can also develop late [4]. Classically,
GvHD has been classified as acute and chronic GvHD, based on
whether symptoms developed within 100 days after the trans-
plant or later. Currently, the number of days after the transplant
is not sufficient to differentiate acute from chronic GvHD [3].
Among patients with vwGVHD, predominant symptoms are vul-
var pain, dysuria, vulvar itching, urinary incontinence, urinary
urgency and frequency etc. The most common exam findings
are vulvaradhesions/agglutination, vulvar atrophy, labial ero-
sions, and vestibular pain on exam [2].

A classification of genital GVHD is currently used (minimal,
moderate, severe) [5]. The 2014 National Institutes of Health
recommendations and scoring system primarily reflect clinical
signs rather than severity of symptoms, ranging from score 0
(no signs) to score 3 (severe signs) such that whether patients
report symptoms orhave discomfort with exam is not neces-
sary for scoring disease severity [4] (Table 1). Our patient had

no discomfort or genital symptoms post BMT apart from amen-
orrhea. When menstrual cycle resumed 2 years after BMT, she
had normal menses for initial one year. Later, abdominal pain
and detection of hematometrocolpos was followed by perineal
examination which revealed introital stenosis, labial synechiae
and complete vaginal obliteration as severe vvGvHD, which
needed surgical intervention and couldn’t be managed with
topical treatment [6]. According to Stratton scale and National
Institute of Health (NIH) guidelines our case fulfilled the criteria
of grade Il (severe) vulvovaginal GVHD due to presence of in-
troital stenosis, vaginal synechiae, hematometra and complete
vaginal closure.

Despite the first report of vulvovaginal cGvHD in 1982, only
small series have focused on the female lower genital tract. Its
incidence, pathophysiology, clinical manifestations and man-
agement are not well understood [4]. There are currently no
vWGVHD screening guidelines for post-HSCT children. Further-
more, there are no studies detailing vulvovaginal complaints
and genitalexamination patterns of post-HSCT children who al-
ready have a diagnosis of GVHD of any organ system, and are
thus at high risk of vwGVHD [2]. Routine gynecological screening
should be recommended for pediatric and adolescent patient
in the context of severe GVHD patient to reduce the morbidity.
Another concern in vwGVHD is the difficult in using prolonged
topical immune suppression. This could lead to reactivation of
human papilloma virus infection which can lead to premalig-
nant and malignant changes in the cervix, vulva and vagina [7].
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[ Table 1: Grading of genital chronic GvHD.

N

Classification Grade 0 Grade 1 Grade 2 Grade 3
L Mild signs and females may have | Moderate signs and may have
NIH consensus criteria X i . ) N ) i i .
. . . No signs | symptoms with or without discom- | symtoms with discomfort on | Severe signs with or without symptoms
genital specific scoring
fort on exam exam
Grade 3 (severe
Grade 1 (mild) Grade 2 (moderate) . ( X ) . . .
. . Agglutination of the clitoral hood, labial fusion,
. . Generalized erythema, edema of | Erosive inflammatory changes . . K . ] . .
Genital exam scoring Females . introital stenosis, vaginal synechiae, shortening, fi-
vulvar structures, vulvar lichen pla- | of mucosal surfaces of the . |
. . brous banding, hematocolpos or complete vaginal
nus or sclerosis vulva and fissures . . . .
stenosis, fasciitis or spasticity of the levator sling
X Moderate
Mild R . Severe
Males . . Lichen scelrous like feature or X . .
Lichen planus like features Phimosis or urethral/meatal scarring
moderate erythema

Genital GvHD underestimates the true magnitude of this
problem, as patients frequently under-report orneglect symp-
toms and sexual problems, and clinicians underdiagnose this
condition [4]. Although the rates of cGVHD after HSCT are lower
in the pediatric population than in adults, cGVHD remains a sig-
nificant cause of morbidity and mortality [8]. Genital manifes-
tations of chronic GvHD are rare and may be underestimated.
Because mild chronic GvHD of the vulva or vagina may occasion-
ally be asymptomatic and detected only on examination, geni-
talcare is need in recepients of allogeneic HSCT [3].

Conclusion

Genital GVHD can be devastating in its presentation, because
it affects sexuality and fertility. Genital symptoms might not be
readily reported by patients, even during longterm follow-up.
Further recognition of symptoms and regular follow-up can help
improve the detection and facilitate early treatment of genital
GvHD. This can significantly improve the quality of life and mor-
bidity of surgical interventions for late complications.

Author contribution: MM, RS and NR have been involved
in her diagnosis and management. NA and DKG managed the
surgical condition. ST was involved in the radiological diagnosis.
All were involved in the preparation of the manuscript and its
revisions.
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