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Abstract

Graft-versus-host disease (GVHD) in recipients of autologous stem cell transplantation (SCT) is less common com-
pared to recipients of allogeneic SCT, but its existence has been well documented. Similarly, the diarrheal com-
ponent of the disease is highlighted when discussing its gastrointestinal (GI) manifestations, with less emphasis
given to upper Gl symptoms like nausea and vomiting. We present a case illustrating the upper Gl tract signs and
symptoms of GVHD after autologous SCT, and emphasize that prompt treatment can rapidly improve morbidity and
prevent disease progression.

Introduction

Acute graft-versus-host disease (GVHD) is a common complication following allogeneic stem cell transplanta-
tion (SCT). Dermatitis, bilirubin elevation, and diarrhea are common disease presentations. Gastrointestinal
(GI) manifestations of acute GVHD are typically associated with secretory diarrhea that can progress to bloody
diarrhea and ileus.! Nausea, vomiting, anorexia, abdominal pain, and weight loss can occur when the disease
involves the upper Gl tract. Chronic GVHD includes more fibrotic changes of organs, but can also present with
overlapping symptoms of acute GVHD.! Clinical features are mainly used to distinguish acute and chronic dis-
ease.? Although GVHD is often considered to be primarily a complication of allogeneic SCT, there have been
many reports of GVHD after autologous and syngeneic SCT.3? It is important to recognize upper GI GVHD even
in non-allogeneic transplant recipients, because proper treatment often provides rapid symptomatic relief.

Diagnosis of GI GVHD is confirmed through tissue histology. Rectal tissue is commonly sampled in diarrhea-
predominant disease, whereas gastric and intestinal tissue sampling confirms disease in the upper Gl tract.
Acute Gl GVHD can mimic and co-exist with enteric infections like Cyfomegalovirus, which should be ruled in
or out if there is suspicion for GVHD.3

Case Report

A b4-year-old man with multiple myeloma diagnosed 21 months prior presented with 2 months of persistent
nausea, vomiting, and inability to tolerate oral intake. His treatment included radiation therapy to the right maxilla
combined with dexamethasone, followed by chemotherapy (bortezomib and lenalidomide, then bortezomib,
cyclophosphamide, and dexamethasone; last administration received 4 months prior to admission) and autolo-
gous SCT 2 months prior to admission. His Gl symptoms began a few days after the autologous SCT. He was
able to tolerate oral hydration but not solid food. Within minutes to hours of oral intake, he would vomit bilious,
non-bloody digested contents. He vomited 1-6 times daily, leading to anorexia and weight loss, but denied any
diarrhea. His vital signs were normal and physical exam revealed a benign abdomen. Admission labs were unre-
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Figure 1. Duodenal biopsy at (A) 4x, (B) 20x, and (C) 40x magnification
showing mucosa with mild reactive change and increased apoptotic activity
(up to 6 per 10 consecutive glands/crypts), suggestive of mild or early GVHD.

markable and abdominal films showed no bowel dilation or
obstruction. An upper Gl series revealed decreased gastric
peristalsis with delayed progression of oral contrast.

Esophagogastroduodenoscopy revealed LA Grade D esopha-
gitis, mild diffuse gastritis, normal duodenum, and no gastric
outlet obstruction. Duodenal biopsy revealed mucosa with

mild reactive change and increased apoptotic activity (up
to 6 per 10 consecutive glands/crypts), suggestive of mild
or early GVHD (Figure 1). Immunostaining was negative for
Cytomegalovirus, and esophageal brushings were nega-
tive for malignancy or fungus. The patient then developed
hyperpigmented skin lesions. Punch biopsy of the skin le-
sion revealed perivascular lymphocytic infiltrate consistent
with early-grade GVHD. Prednisone 60 mg daily by mouth
was started with marked improvement in nausea, vomiting,
and oral intake within 2 days. The patient was discharged on
a prednisone taper with resolution of presenting symptoms.

Discussion

Acute GVHD from allogeneic SCT is mediated by damage
from donor T lymphocytes and cytokines.! Genetic dispar-
ity should not theoretically exist in autologous SCT. Theo-
ries on the pathophysiology of GVHD after autologous SCT
focus on diminished self-tolerance secondary to an altered
immune system. Newer drugs used for multiple myeloma
treatment, like lenalidomide and bortezomib, both of which
our patient received, have been postulated to alter regulatory
T cell function that could potentially lead to GVHD in these
patients.®

Gl GVHD after autologous SCT has become increasingly
recognized in recent years. Cogbill et al diagnosed lower Gl
GVHD in 17 recipients of autologous SCT.® Holmberg et al
identified that 90 of 681 (13%) recipients of autologous SCT
developed acute GVHD, 90% of whom presented with up-
per Gl symptoms of nausea and vomiting.” Numerous other
cases of GVHD in such patients have been described, many
of which focus on Gl disease.*582

Our case highlights GVHD after autologous SCT and stresses
the non-diarrheal manifestations of GI GVHD. The Glucks-
berg grade and the International Bone Marrow Transplant
Registry are the current grading systems for assessing
severity and prognosticating acute GVHD. Both systems
focus on the extent of involvement in the skin, liver, and gut,
and assess gut involvement based exclusively on diarrheal
symptoms. However, Appleton et al postulated that upper
Gl GVHD represents an earlier stage of disease that can
progress to lower Gl involvement.? If this is true, perhaps
the grading system of GVHD should better emphasize upper
Gl symptoms to help physicians recognize and treat earlier
disease. Steroids have been shown to be highly efficacious
in patients with upper GI GVHD.*” Greater emphasis on up-
per Gl symptoms of GVHD may help guide earlier recogni-
tion, diagnosis, and effective treatment, ultimately leading
to symptom resolution and avoidance of more severe down-
stream complications.!®

acgcasereports.gi.org

ACG Case Reports Journal | Volume 2 | Issue 1 | October 2014



Barbash et al GVHD of the Upper Gl Tract

Disclosures

Author contributions: B. Barbash wrote the manuscript and is
the article guarantor. S. Kramer, D. Tzimas, and P. Saitta revised
and edited the manuscript.

Financial disclosure: None to report.
Informed consent was obtained for this case report.

Received: July 18, 2014; Accepted: September 15, 2014

References

1. Weisdorf D. GVHD, the nuts and bolts. Hematology. Am Soc Hematol
Educ Program. 2007:62-67.

2. Parkman R. Graft-versus-host disease. Ann Rev Med. 1991;42:189-197.

3. Spencer GD, Hackman RC, McDonald GB, et al. A prospective study
of unexplained nausea and vomiting after marrow transplantation.
Transplantation. 1998;42(6):602-607.

4. Wu D, Hockenberr Dm, Brentnall, et al. Persistent nausea and anorex-
ia after marrow transplantation: A prospective study of 78 patients.
Transplantation. 1998;66(10):1319-1324.

5. Einsele H, Ehninger G, Schneider EM, et al. High frequency of graft-
versus-host-like syndromes following syngeneic bone marrow trans-
plantation. Transplantation. 1988;45(3):579-585.

6.  Cogbill CH, Drobyski WR, Komorowski RA. Gastrointestinal pathol-
ogy of autologous graft-versus-host disease following hematopoietic
stem cell transplantation: A clinicopathological study of 17 cases. Mod
Pathol. 2010;24(1):117-125.

7. Holmberg L, Kikuchi K, Gooley TA, et al. Gastrointestinal graft-versus-
host disease in recipients of autologous hematopoietic stem cells: Inci-
dence, risk factors, and outcome. Biol Blood and Marrow Transplant.
2006;12(2):226-234.

8.  Fidler C, Kumpp T, Mangan K, et al. Spontaneous graft-versus-host
disease occurring in a patient with multiple myeloma after autologous
stem cell transplant. Am J of Hematol. 2012;87(2):219-221.

9.  Drobyski WR, Hari P, Keever-Taylor C, et al. Severe autologous GVHD
after hematopoietic progenitor cell transplantation for multiple myelo-
ma. Bone Marrow Transplant. 2008;43(2):169-177.

10. Igbal N, Salzman D, Lazenby AJ, Wilcox CM. Diagnosis of gastrointesti-
nal graft-versus-host disease. Am J Gastroenterol. 2000;95(11):3034—
3038.

Publish your work in ACG Case Reports Journal

ACG Case Reports Journal is a peer-reviewed, open-access publication that provides Gl fellows, private practice clinicians, and other members of the
health care team an opportunity to share interesting case reports with their peers and with leaders in the field. Visit http:/acgcasereports.gi.org for
submission guidelines. Submit your manuscript online at http://mc.manuscriptcentral.com/acgcr.

57 acgcasereports.gi.org ACG Case Reports Journal | Volume 2 | Issue 1 | October 2014



