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ABSTRACT

Graft-vs-host disease (GVHD) of the gastrointestinal (GI) tract is notably a serious complication of allogeneic hematopoietic stem
cell transplant (HSCT). However, GI GVHD has rarely been reported in autologous HSCT, and the pathophysiology remains
unclear. Diagnosing GVHD after autologous HSCT requires a high level of clinical suspicion, given its nonspecific clinical pre-
sentation and endoscopic findings necessitating a histological diagnosis for confirmation. We present a case of autologous GVHD
involving theGI tract in a patient withmultiplemyelomawho respondedwell to corticosteroids, highlighting the importance of early
identification of this rare entity to initiate therapy and improve outcomes.
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INTRODUCTION

Graft-vs-host disease (GVHD) is a common complication after allogeneic hematopoietic stem cell transplantation (HSCT) with an
approximate incidence of 50%.1On the other hand,GVHDpostautologousHSCThas been rarely reported and is referred to as autologous
or auto-GVHD.2 Multiple hypotheses have been suggested to explain the pathophysiology of auto-GVHD, but the exact mechanism
remains unclear.3 Here, we present a case of gastrointestinal (GI) auto-GVHD in a patient with multiple myeloma (MM) who received
auto-HSCT and had a remarkable clinical response after the initiation of corticosteroids. This emphasizes the importance of considering
this diagnosis in auto-HSCT recipients presenting with GI symptoms because it is a treatable condition that can be easily overlooked.

CASE REPORT

A 63-year-old woman with IgG kappaMM presented to our institution for evaluation of auto-HSCT. She had undergone induction
with 6 cycles of lenalidomide, bortezomib, and dexamethasone since diagnosis with minimal to no regimen-related GI toxicity. She
underwent consolidation with high-dose melphalan after her admission, followed by auto-HSCT. After transplant, she was taking
filgrastim but no other immunosuppressivemedications. She subsequently had progressive failure to thrive because of decreased oral
intake, nausea, and vomiting requiring initiation of total parenteral nutrition. Despite efforts to maximize her nutritional support,
she lost 20%of her total bodyweight and developed severe hypoalbuminemia to 1.8 g/dL and normocytic anemiawith hemoglobin of
8.0 g/dL. Therefore, the decision was made to perform percutaneous endoscopic gastrostomy (PEG) tube placement for feeding.
Esophagogastroduodenoscopy showed mild nonspecific gastric erythema in the antrum. Biopsies were not obtained, and PEG tube
was successfully placed. She tolerated the procedure well and was transitioned to enteral feeding. Shortly after, she developed severe
watery diarrhea with more than 10 stools daily. She had no fevers, abdominal pain, or GI bleeding. She remained hemodynamically
stable. Physical examination was pertinent for dry mucous membranes, normal bowel sounds, and mild abdominal distension.
Laboratory evaluation showed stable anemia and normal white blood cell count of 7.03 103/mL. Comprehensive infectious diarrhea
workup with stool studies for Clostridioides difficile, GI pathogen panel, Giardia lamblia and cryptosporidium antigens, ova and
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parasites, and stool cultures was negative. She was not on any
medications that could induce diarrhea, and symptoms did not
improve after changing tube feeds to an iso-osmolar formula-
tion and starting scheduled loperamide. Computed tomogra-
phy of the abdomen showed a fluid-filled colon and rectum
without significant abnormalities. Colonoscopy was performed
at day 50 post-HSCT revealing diffuse and scattered areas of
mild tomoderate colitis characterized by erythema, congestion,
and granularity in the entire colon most pronounced in the left
colon (Figure 1). Targeted and random colonic biopsies showed
prominent microscopic bleb formation and associated apo-
ptotic bodies in contiguous crypts consistent with grade 2 of 4
GI auto-GVHD (Figure 1). High-dose intravenous methyl-
prednisolone at 1 mg/kg twice daily was started for 3 days fol-
lowed by an extended taper. She had complete resolution of the
diarrhea and noted improvement in her upper GI symptoms.
On her 2-month follow-up, she continued to do well while on
low-dose prednisone.

DISCUSSION

UnlikeGVHDafter allogeneicHSCT,which ismediated through
donor T cells and cytokines that lead to end-organ damage, the
pathophysiology of auto-GVHD remains unclear.3 Several

suggested mechanisms related to decreased self-tolerance, an
altered immune system, and the use of newer drugs inMMhave
been proposed. For example, bortezomib is believed to affect
T-cell function to the point of causing GVHD.4,5 Other theories
characterize auto-GVHD as one of the manifestations of an en-
graftment syndrome seen after auto-HSCT. This syndrome is
characterized by release of inflammatory cytokines, leading to
autoreactive T cells and inhibition of regulatory T cells. This
results in immune infiltration and inflammation of the affected
tissue.6

Studies have reported that GVHDoccurs in 5%-20% of patients
after autologous HSCT compared with an incidence of 50% in
GVHD after allogeneicHSCT.1,7 Upper GI symptoms of nausea
and vomiting tend to be the most common presenting symp-
toms of auto-GVHD reported in 90% of patients followed by
diarrhea.7 Our patient’s initial presentation with persistent
nausea and vomiting may have been related to upper GI in-
volvement of auto-GVHD; however, biopsies were not obtained
at the time of endoscopic PEG tube placement because there
was low suspicion for auto-GVHD at that time. Barbash et al
reported that nondiarrheal manifestations of GI GVHD are
common and may represent an early stage of the disease before
progression to involvement of the lower GI tract.8

Figure 1. Colonoscopy findings of the descending and sigmoid colon showing granularity, erythema, congestion, and decreased vascular
pattern in (A) and (B). High powermagnification reveals colonicmucosawith prominentmicroscopic bleb formation and associated apoptotic
bodies in both the ascending and descending colonic mucosal biopsies (black circles) noted in (C), (D), and (E).

ACG Case Reports Journal / Volume 11 acgcasereports.com 2

Raza et al Gastrointestinal Graft-vs-Host Disease

http://acgcasereports.com


The differential diagnosis is broad and includes infectious co-
litis, irritable bowel syndrome, engraftment syndrome, amy-
loidosis, hormonal disturbances, and medication side effects,
among others. Imaging findings are usually nonspecific and can
even be normal. Endoscopy can reveal normal to severe colitis.2

The diagnosis is confirmed histologically with apoptotic epi-
thelial cells or crypt cell dropout with lymphocytic infiltrates.8

Several studies have shown that patients withMMare at a higher
risk of developing auto-GVHD compared with other patients
undergoing auto-HSCT.9 Furthermore, it has been suggested that
auto-GVHDinMMpatients can follow amore severe course and
may not respond to steroids as desired.6,10 This supports the
hypothesis that auto-GVHD can be attributed to alterations in
the immune system related to the disease itself as well as the
immunomodulators used in the conditioningphase.11 Treatment
is with high-dose steroids similar to GVHD after allogeneic
HSCT. Few studies reported a more severe course for auto-
GVHD that was refractory to steroids, either because of super-
imposed infections or because of progression to an inflammatory
bowel disease clinical picture.2,6 Levine et al proposed that anti-
TNF may play a role in treating auto-GVHD involving the GI
tract in the future in cases refractory to steroids.12

This case highlights the importance of close monitoring of GI
symptoms after auto-HSCT, having a high clinical suspicion for
auto-GVHD, and considering endoscopic evaluation with tis-
sue sampling. These considerations are particularly important
in MM patients receiving immunomodulators because auto-
GVHD is a treatable condition and initiating early therapy can
improve outcomes.
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