
World Journal of
Clinical Cases

ISSN 2307-8960 (online)

World J Clin Cases  2020 August 6; 8(15): 3136-3376

Published by Baishideng Publishing Group Inc



WJCC https://www.wjgnet.com I August 6, 2020 Volume 8 Issue 15

World Journal of 

Clinical CasesW J C C
Contents Semimonthly Volume 8 Number 15 August 6, 2020

OPINION REVIEW

Impacts and challenges of United States medical students during the COVID-19 pandemic3136

Rolak S, Keefe AM, Davidson EL, Aryal P, Parajuli S

Recent advances in the management of gastrointestinal stromal tumor3142

Ahmed M

Medical research during the COVID-19 pandemic3156

AlNaamani K, AlSinani S, Barkun AN

REVIEW

Progress of intravoxel incoherent motion diffusion-weighted imaging in liver diseases3164

Tao YY, Zhou Y, Wang R, Gong XQ, Zheng J, Yang C, Yang L, Zhang XM

MINIREVIEWS

Typical and atypical COVID-19 computed tomography findings3177

Caruso D, Polidori T, Guido G, Nicolai M, Bracci B, Cremona A, Zerunian M, Polici M, Pucciarelli F, Rucci C, Dominicis 
CD, Girolamo MD, Argento G, Sergi D, Laghi A

Review of possible psychological impacts of COVID-19 on frontline medical staff and reduction strategies3188

Fu XW, Wu LN, Shan L

ORIGINAL ARTICLE

Clinical and Translational Research

Overexpression of AMPD2 indicates poor prognosis in colorectal cancer patients via the Notch3 signaling 
pathway

3197

Gao QZ, Qin Y, Wang WJ, Fei BJ, Han WF, Jin JQ, Gao X

Case Control Study

Effect of motivational interviewing on postoperative weight control in patients with obstructive sleep 
apnea-hypopnea syndrome

3209

Sun XH, Xue PS, Qi XX, Fan L

Retrospective Study

Thalidomide for refractory gastrointestinal bleeding from vascular malformations in patients with 
significant comorbidities

3218

Bayudan AM, Chen CH



WJCC https://www.wjgnet.com II August 6, 2020 Volume 8 Issue 15

World Journal of Clinical Cases
Contents

Semimonthly Volume 8 Number 15 August 6, 2020

Colorectal adenocarcinoma patients with M1a diseases gain more clinical benefits from palliative primary 
tumor resection than those with M1b diseases: A propensity score matching analysis

3230

Li CL, Tang DR, Ji J, Zang B, Chen C, Zhao JQ

Surgical outcomes of bladder augmentation: A comparison of three different augmentation procedures3240

Sun XG, Wang RY, Xu JL, Li DG, Chen WX, Li JL, Wang J, Li AW

Clinical Trials Study

Comparison of measurements of anterior chamber angle via anterior segment optical coherence 
tomography and ultrasound biomicroscopy

3249

Yu ZY, Huang T, Lu L, Qu B

Observational Study

Dydrogesterone treatment for menstrual-cycle regularization in abnormal uterine bleeding – ovulation 
dysfunction patients

3259

Wang L, Guan HY, Xia HX, Chen XY, Zhang W

CASE REPORT

Multi-organ IgG4-related disease continues to mislead clinicians: A case report and literature review3267

Strainiene S, Sarlauskas L, Savlan I, Liakina V, Stundiene I, Valantinas J

Campylobacter jejuni enterocolitis presenting with testicular pain: A case report3280

Sanagawa M, Kenzaka T, Kato S, Yamaoka I, Fujimoto S

Natural killer/T-cell lymphoma with intracranial infiltration and Epstein-Barr virus infection: A case 
report

3284

Li N, Wang YZ, Zhang Y, Zhang WL, Zhou Y, Huang DS

Successful management of tubular colonic duplication using a laparoscopic approach: A case report and 
review of the literature

3291

Li GB, Han JG, Wang ZJ, Zhai ZW, Tao Y

Hypothyroidism with elevated pancreatic amylase and lipase without clinical symptoms: A case report3299

Xu YW, Li R, Xu SC

Two mechanically ventilated cases of COVID-19 successfully managed with a sequential ventilation 
weaning protocol: Two case reports

3305

Peng M, Ren D, Liu YF, Meng X, Wu M, Chen RL, Yu BJ, Tao LC, Chen L, Lai ZQ

Adult duodenal intussusception with horizontal adenoma: A rare case report3314

Wang KP, Jiang H, Kong C, Wang LZ, Wang GY, Mo JG, Jin C

Isolated metachronous splenic multiple metastases after colon cancer surgery: A case report and literature 
review

3320

Hu L, Zhu JY, Fang L, Yu XC, Yan ZL



WJCC https://www.wjgnet.com III August 6, 2020 Volume 8 Issue 15

World Journal of Clinical Cases
Contents

Semimonthly Volume 8 Number 15 August 6, 2020

Imaging of hemorrhagic primary central nervous system lymphoma: A case report3329

Wu YW, Zheng J, Liu LL, Cai JH, Yuan H, Ye J

Coexistence of ovarian serous papillary cystadenofibroma and type A insulin resistance syndrome in a 14-
year-old girl: A case report

3334

Yan FF, Huang BK, Chen YL, Zhuang YZ, You XY, Liu CQ, Li XJ

Acute suppurative oesophagitis with fever and cough: A case report3341

Men CJ, Singh SK, Zhang GL, Wang Y, Liu CW

Computed tomography, magnetic resonance imaging, and F-deoxyglucose positron emission computed 
tomography/computed tomography findings of alveolar soft part sarcoma with calcification in the thigh: 
A case report

3349

Wu ZJ, Bian TT, Zhan XH, Dong C, Wang YL, Xu WJ

COVID-19 with asthma: A case report3355

Liu AL, Xu N, Li AJ

Total laparoscopic segmental gastrectomy for gastrointestinal stromal tumors: A case report3365

Ren YX, He M, Ye PC, Wei SJ

Facial and bilateral lower extremity edema due to drug-drug interactions in a patient with hepatitis C 
virus infection and benign prostate hypertrophy: A case report

3372

Li YP, Yang Y, Wang MQ, Zhang X, Wang WJ, Li M, Wu FP, Dang SS



WJCC https://www.wjgnet.com IX August 6, 2020 Volume 8 Issue 15

World Journal of Clinical Cases
Contents

Semimonthly Volume 8 Number 15 August 6, 2020

ABOUT COVER

Editorial Board Member of World Journal of Clinical Cases, Dr. Romano is Professor of Medicine-Gastroenterology at 
the University of Campania “Luigi Vanvitelli” in Naples, Italy. Dr. Romano received his MD degree cum Laude at 
the University Federico II in Naples, Italy in 1980 and, after 4 year of Post-Graduate course, he became Specialist in 
Gastroenterology and Gastrointestinal Endoscopy. Dr. Romano’s research interest was on the cross-talk between H. 
pylori and gastric epithelial cells, and presently is mainly focused on H. pylori eradication therapy and on the role 
of nutraceuticals in gastrointestinal diseases. Dr. Romano is presently the Chief of the Endoscopy and Chronic 
Inflammatory Gastrointestinal Disorders Unit, and Teacher at the University of Campania “Luigi Vanvitelli” in 
Naples, Italy. 

AIMS AND SCOPE

The primary aim of World Journal of Clinical Cases (WJCC, World J Clin Cases) is to provide scholars and readers from 
various fields of clinical medicine with a platform to publish high-quality clinical research articles and 
communicate their research findings online.  
      WJCC mainly publishes articles reporting research results and findings obtained in the field of clinical medicine 
and covering a wide range of topics, including case control studies, retrospective cohort studies, retrospective 
studies, clinical trials studies, observational studies, prospective studies, randomized controlled trials, randomized 
clinical trials, systematic reviews, meta-analysis, and case reports.

INDEXING/ABSTRACTING

The WJCC is now indexed in Science Citation Index Expanded (also known as SciSearch®), Journal Citation 
Reports/Science Edition, PubMed, and PubMed Central. The 2020 Edition of Journal Citation Reports® cites the 
2019 impact factor (IF) for WJCC as 1.013; IF without journal self cites: 0.991; Ranking: 120 among 165 journals in 
medicine, general and internal; and Quartile category: Q3. 

RESPONSIBLE EDITORS FOR THIS ISSUE

Electronic Editor: Yan-Xia Xing; Production Department Director: Yun-Xiaojian Wu; Editorial Office Director: Jin-Lei Wang.

NAME OF JOURNAL INSTRUCTIONS TO AUTHORS

World Journal of Clinical Cases https://www.wjgnet.com/bpg/gerinfo/204

ISSN GUIDELINES FOR ETHICS DOCUMENTS

ISSN 2307-8960 (online) https://www.wjgnet.com/bpg/GerInfo/287

LAUNCH DATE GUIDELINES FOR NON-NATIVE SPEAKERS OF ENGLISH

April 16, 2013 https://www.wjgnet.com/bpg/gerinfo/240

FREQUENCY PUBLICATION ETHICS

Semimonthly https://www.wjgnet.com/bpg/GerInfo/288

EDITORS-IN-CHIEF PUBLICATION MISCONDUCT

Dennis A Bloomfield, Sandro Vento, Bao-Gan Peng https://www.wjgnet.com/bpg/gerinfo/208

EDITORIAL BOARD MEMBERS ARTICLE PROCESSING CHARGE

https://www.wjgnet.com/2307-8960/editorialboard.htm https://www.wjgnet.com/bpg/gerinfo/242

PUBLICATION DATE STEPS FOR SUBMITTING MANUSCRIPTS

August 6, 2020 https://www.wjgnet.com/bpg/GerInfo/239

COPYRIGHT ONLINE SUBMISSION

© 2020 Baishideng Publishing Group Inc https://www.f6publishing.com

© 2020 Baishideng Publishing Group Inc. All rights reserved. 7041 Koll Center Parkway, Suite 160, Pleasanton, CA 94566, USA

E-mail: bpgoffice@wjgnet.com  https://www.wjgnet.com

https://www.wjgnet.com/bpg/gerinfo/204
https://www.wjgnet.com/bpg/GerInfo/287
https://www.wjgnet.com/bpg/gerinfo/240
https://www.wjgnet.com/bpg/GerInfo/288
https://www.wjgnet.com/bpg/gerinfo/208
https://www.wjgnet.com/2307-8960/editorialboard.htm
https://www.wjgnet.com/bpg/gerinfo/242
https://www.wjgnet.com/bpg/GerInfo/239
https://www.f6publishing.com
mailto:bpgoffice@wjgnet.com
https://www.wjgnet.com


WJCC https://www.wjgnet.com 3218 August 6, 2020 Volume 8 Issue 15

World Journal of 

Clinical CasesW J C C
Submit a Manuscript: https://www.f6publishing.com World J Clin Cases 2020 August 6; 8(15): 3218-3229

DOI: 10.12998/wjcc.v8.i15.3218 ISSN 2307-8960 (online)

ORIGINAL ARTICLE

Retrospective Study

Thalidomide for refractory gastrointestinal bleeding from vascular 
malformations in patients with significant comorbidities

Alexis Mae Bayudan, Chien-Huan Chen

ORCID number: Alexis Mae Bayudan 
0000-0001-6172-0536; Chien-Huan 
Chen 0000-0003-1973-9991.

Author contributions: Chen CH 
designed the research; Bayudan 
AM performed database 
generation; all authors performed 
statistical analysis and wrote the 
paper. Both authors approved the 
final version.

Institutional review board 
statement: The study was 
reviewed and approved by the 
Washington University 
Institutional Review Board.

Informed consent statement: As 
this is a retrospective study, all 
participants were waived of 
written informed consent by our 
IRB.

Conflict-of-interest statement: Both 
authors have no conflicts of 
interest.

Open-Access: This article is an 
open-access article that was 
selected by an in-house editor and 
fully peer-reviewed by external 
reviewers. It is distributed in 
accordance with the Creative 
Commons Attribution 
NonCommercial (CC BY-NC 4.0) 
license, which permits others to 
distribute, remix, adapt, build 
upon this work non-commercially, 

Alexis Mae Bayudan, Department of Medicine, Washington University School of Medicine, St. 
Louis, MO 63108, United States

Chien-Huan Chen, Division of Gastroenterology, Department of Internal Medicine, Washington 
University School of Medicine, St. Louis, MO 63110, United States

Corresponding author: Chien-Huan Chen, MD, PhD, Professor, Division of Gastroenterology, 
Department of Internal Medicine, Washington University School of Medicine, 660 South 
Euclid Ave, Box 8124, St. Louis, MO 63110, United States. chen330@wustl.edu

Abstract
BACKGROUND 
Refractory gastrointestinal bleeding (GIB) secondary to gastrointestinal vascular 
malformations (GIVM) such as gastrointestinal angiodysplasia (GIAD) and gastric 
antral vascular ectasia (GAVE) remains challenging to treat when endoscopic 
therapy fails. Recently thalidomide has been suggested as a treatment option for 
refractory GIB.

AIM 
To determine the outcome of patients treated with thalidomide for refractory GIB 
due to GIVM.

METHODS 
IRB approved, single center, retrospective review of electronic medical records 
from January 2012 to November 2018. Patients age > 18 years old, who had > 3 
episodes of GIB refractory to medical or endoscopic therapy, and who had been 
treated with thalidomide for at least 3 mo were included. The primary endpoint 
was recurrence of GIB 6 mo after initiation of thalidomide.

RESULTS 
Fifteen patients were included in the study, all with significant cardiac, hepatic, or 
renal comorbidities. The cause of GIB was GIAD in 10 patients and GAVE in 5 
patients. Two patients were lost to follow up. Of the 13 patients followed, 38.5% (n 
= 5) had no recurrent GIB or transfusion requirement after treatment with 
thalidomide. Furthermore, 84.6% (n = 11) of patients had a reduction in 
transfusion requirements and hospitalizations for GIB. Thalidomide was 
discontinued in 2 patients due to cost (n = 1) and medication interaction (n = 1). 
Reported adverse reactions included fatigue (n = 3), neuropathy (n = 2), dizziness 

https://www.f6publishing.com
https://dx.doi.org/10.12998/wjcc.v8.i15.3218
http://orcid.org/0000-0001-6172-0536
http://orcid.org/0000-0001-6172-0536
http://orcid.org/0000-0003-1973-9991
http://orcid.org/0000-0003-1973-9991
mailto:chen330@wustl.edu


Bayudan AM et al. Thalidomide for gastrointestinal bleeding

WJCC https://www.wjgnet.com 3219 August 6, 2020 Volume 8 Issue 15

and license their derivative works 
on different terms, provided the 
original work is properly cited and 
the use is non-commercial. See: htt
p://creativecommons.org/licenses
/by-nc/4.0/

Manuscript source: Unsolicited 
manuscript

Received: February 8, 2020 
Peer-review started: February 8, 
2020 
First decision: May 22, 2020 
Revised: June 15, 2020 
Accepted: July 15, 2020 
Article in press: July 15, 2020 
Published online: August 6, 2020

P-Reviewer: Ho CM, Lee J, 
Leontiadis GI 
S-Editor: Yan JP 
L-Editor: A 
E-Editor: Wang LL

(n = 1), and constipation (n = 1). Six patients died during follow up due to 
unknown cause (n = 4) and sepsis (n = 2).

CONCLUSION 
Thalidomide appears to be an effective treatment for refractory GIB due to GIAD 
or GAVE in a Western population with significant comorbidities.

Key words: Vascular malformation; Thalidomide; Refractory gastrointestinal bleeding; 
Gastric antral vascular ectasia; Angiodysplasia

©The Author(s) 2020. Published by Baishideng Publishing Group Inc. All rights reserved.

Core tip: Gastrointestinal vascular malformations (GIVM) consist of several types such as 
gastrointestinal angiodysplasias (GIAD) and gastric antral vascular ectasias (GAVE). 
Refractory gastrointestinal bleeding secondary to GIVM such as GIAD and GAVE 
remains challenging to treat when endoscopic therapy fails. Thalidomide appears to be an 
effective treatment for refractory gastrointestinal bleeding due to GIAD or GAVE in a 
Western population with significant comorbidities.
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INTRODUCTION
Gastrointestinal vascular malformations (GIVM) consist of several types such as 
gastrointestinal angiodysplasias (GIAD) and gastric antral vascular ectasias (GAVE). 
The pathogenesis of vascular malformations remains unclear, but is thought to be due 
to an imbalance of pro-angiogenic factors, such as vascular endothelial growth factor 
(VEGF), and anti-angiogenic properties leading to neovascularization[1]. In vitro studies 
have also demonstrated hypoxic conditions leading to increased expression of 
hypoxia-inducible-factor-1-α (HIF-1α) and HIF-2α, which upregulate VEGF and 
participate in the formation of GIVM[2]. Patients with GIVM can present with overt 
gastrointestinal bleeding (GIB) or iron deficiency anemia (IDA) due to chronic occult 
blood loss, and can be associated with significant morbidity and mortality.

GIAD are abnormal, dilated, tortuous vessels within the mucosal and submucosal 
layers and are the most common GIVM seen throughout the gastrointestinal tract. 
GIAD can account for up to 40% of occult GIB episodes[3]. Several chronic conditions 
have been associated with GIAD such as aortic stenosis, which can cause an acquired 
von Willbrand disease leading to increased GIB, also known as Heyde’s Syndrome. 
GIAD has also been shown to increase risk of GIB in patients with left ventricular 
assist devices (LVAD) as well as chronic renal failure.

GAVE is generally found in patients with chronic illnesses, such as liver disease, 
connective tissue diseases, and chronic renal failure. Bleeding from GAVE accounts for 
4% of upper GIB and is commonly found in women. Endoscopically, GAVE appears as 
either punctate lesions throughout the stomach or as red lesions radiating from the 
pylorus in stripes, known as “watermelon stomach”. Generally, it is found in the 
antrum with rare presentations in the proximal stomach. Histologically, GAVE is 
characterized by vascular ectasia of mucosal capillaries, focal thrombosis, spindle cell 
proliferation, and fibrinolysis.

Endoscopic therapy primarily with argon plasma coagulation (APC) is the mainstay 
of treatment for GIVM. However, GIVM refractory to endoscopic treatment is common 
and medications such as octreotide[7], tranexamic acid[8,9], hormonal therapy (estrogen-
progesterone)[10], and thalidomide[8,11-23] have all been studied in the management of 
recurrent GIB refractory to endoscopic therapy.

Thalidomide, known to have antiangiogenic properties by suppressing VEGF, has 
been shown in several studies (Table 1) to be a promising treatment option for 
refractory GIB from GIVM[11-22]. However, only one randomized control trial has been 
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Table 1 Studies evaluating the effect of thalidomide on treating gastrointestinal vascular malformations

Ref. No. 
patients Patient population Treatment Follow-

up Results

Heidt et al[18], 
2006

1 von-Willebrand's disease type II-a 100 mg daily 11 mo Case report. Recurrent bleed within 2 wk of starting, at 11 months no further 
bleeding episodes. No side effects. Rebleeding upon cessation and with 
decreased dose

Dabak 
et al[15], 2007

3 Excluded: HIV positive on treatment. History of seizure disorder. Pregnant or lactating 
females. Patient with nonmalignant disease (congestive heart failure, uncontrolled 
infection, etc.). History of noncompliance

Thalidomide 100 mg 
daily and increased 
every 2 wk by 100 mg 
up to 400 mg daily

250 d Prospective study. 2/3 patients had responded to thalidomide with decrease 
transfusion requirements starting at 12 wk of study drug initiation. 1/3 
stopped due to lack of response. 1/3 had side effects and dose reduced to 50 
mg daily

Kamalaporn 
et al[19], 2009

7 Excluded: Severe medical conditions, such as heart or liver disease 50 mg daily, increased 
by 50 mg weekly up to 
200 mg daily for 6 mo

12 mo Case series. Response to treatment in 3/6 with no blood transfusions at 6 
months. 4/7 discontinued thalidomide because of side effects. Upon cessation 
of thalidomide, of the response group: 1 maintained response with no 
transfusion for 2 mo, then 1 unit every 4 wk. 1 required 2 u every 3-4 wk, 1 
passed from diabetes complications

Ge et al[10], 
2011

55 Excluded: Cirrhotic or portal gastropathy. Severe comorbidities of cardiac, pulmonary, 
renal, liver, hematological, rheumatologic, or uncontrollable diabetes mellitus or 
hypertension. History of severe bilateral peripheral neuropathy or seizure activity, 
thromboembolic disease, known thalidomide or iron allergy. Treatment with ASA, NSAID, 
antiplatelet, anticoagulant, or Chinese medications, gingko, echinacea, or 
immunomodulators. Pregnant or lactating. Undergoing cancer therapy via chemotherapy 
or radiation

Thalidomide 25 mg 
four times daily vs 
ferrous succinate 100 
mg four times daily. 
Both for 4 mo

39 mo (8-
52)

Prospective, randomized, parallel control trial. Effective response rate of 
decrease bleed > 50% first year of follow-up period in thalidomide 71.4% vs 
iron supplementation response 3.7% (P < 0.001). Secondary endpoints of rates 
of bleeding cessation, blood transfusion, overall hospitalization, and 
hospitalization for bleeding demonstrated thalidomide was more effective. 
Level of VEGF significantly reduced in thalidomide group (P < 0.001). Minor 
side effects reported in thalidomide group

Garrido 
Serrano 
et al[17], 2012

19 Cirrhosis Thalidomide 200 mg 
daily for 4 mo

4 mo Prospective study. Mean hemoglobin before thalidomide 7 g/dL, after 2 mo 9 
g/dL and at end of 4 mo 10 g/dL. Side effects included HE (2/19), sensitive 
axonal polyneuropathy (1/19) which resolved after withdrawal of 
thalidomide

Ray et al[20], 
2014

1 LVAD 50 mg twice daily 12 mo Case report. No further bleeding after starting thalidomide and remained on 
warfarin. No reported side effects

Bond et al[12], 
2015

1 Cutaneous T-cell lymphoma 100 mg daily 6 mo Case report. No further bleeding episodes at 6 mo. Side effects of dizziness 
and unsteadiness

Draper 
et al[23], 2015

8 LVAD 50 mg twice daily 
increased by 50 mg 
weekly up to 200 mg 
daily

Not 
included

Case series. No recurrence of bleeding 5/8, reduced bleeding 2/8. Death 1/8 
within 1 wk of starting due to sepsis. Side effects in 2/8

Chen et al[14], 
2016

80 Excluded: Cirrhotic or portal hypertension gastropathy. Severe cardiac, pulmonary, renal, 
liver, pancreas, hematological, or rheumatologic comorbidities, uncontrolled diabetes 
mellitus or hypertension, or renal insufficiency without hemodialysis or peritoneal dialysis. 
Severe bilateral peripheral neuropathy or seizure, thromboembolic disease. Known 
thalidomide allergy, treatment with any systemic or oral topical corticosteroids, NSAID, 
any putative immunomodulators, or antiangiogenic agents. Pregnant or lactating. Alcohol 
and/or drug abuse. Poor compliance

Thalidomide 25 mg 
four times a day for 4 
mo

42.6 mo 
(12-120)

Retrospective study. In first year of follow-up, overall response rate was 77.5% 
(62/80) with 41.3% (33/80) achieving complete cessation. Overall response 
rate of 79.5% (62/78). Adverse effects in 60% with serious effects in 31.3% 
(25/80)

Chan et al[13], 11.4 mo Case series. No further bleeding. When medications stopped, recurrence of 4 LVAD 50 mg daily
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2017 (7-24) bleeding, with restart of medication and cessation of bleeding

Duarte 
et al[16], 2017

1 Glanzmann's thrombasthenia 50 mg daily, after 15 d 
increased to 100 mg 
daily

6 mo Case report. Recurrent bleeding at 5 mo, requiring transfusions. Thalidomide 
suspended at 5 mo. Death due to sepsis and hemorrhage

Seng et al[21], 
2017

11 LVAD Thalidomide 50 mg 
daily

186 d (3-
512 d)

Retrospective study. Resolution of bleeding in 90.9% (10/11). Discontinued in 
6 (63.6%) due to resolution of bleeding (n = 4) or side effects (n = 2), with GIB 
recurring in 4 of these patients. Adverse effects in 5/11 patients including 
pump thrombosis (n = 2) leading to death. 4/11 died during the study with 1 
from continued bleeding and 1 from septic shock

NSAID: Non-steroidal anti-inflammatory; ASA: Aspirin; HE: Hepatic encephalopathy; LVAD: Left ventricular assist device; GIB: Gastrointestinal bleeding.

reported by Ge et al[8] in a Chinese population in 2011. In addition, this study has an 
extensive exclusion criteria, such as comorbidities of cardiac, pulmonary, liver, renal, 
hematologic, and rheumatologic disorders; history of thromboembolic disease; or 
patient on antiplatelet agent or anticoagulation. Given that patients with recurrent GIB 
from GIVM are frequently elderly with several comorbidities, it is unclear whether the 
results of this study can be extrapolated to other patient populations. Whereas there 
are several reported case series on the effects of thalidomide on patient with cirrhosis 
or LVAD[13,20-22], many other studies excluded patients with significant comorbidities 
(Table 1). We therefore decided to conduct a retrospective study of thalidomide in 
treating refractory GIB from GIVM in a Western population with significant 
comorbidities at a tertiary medical center.

MATERIALS AND METHODS
Study population
This is a retrospective study of patients diagnosed with GIVM at the Division of 
Gastroenterology, Washington University Medical Center/Barnes-Jewish Hospital, 
from January 2012 to November 2018 who were treated with thalidomide. The 
institutional review board at Washington University in St. Louis, Missouri approved 
the study.

Inclusion criteria
Aged ≥ 18 years old; male and post-menopausal females; > 3 episodes of GIB with > 1 
episode of refractory bleeding; documented vascular malformation (either GIAD or 
GAVE) on either upper endoscopy (esophagogastroduodenoscopy) or colonoscopy 
and if bleeding was not initially found, subsequent balloon enteroscopy or capsule 
endoscopy; and treated with thalidomide for at least 3 months. Refractory bleeding 
was defined as recurrent bleeding requiring > 2 transfusions after failing 2 treatments 
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with endoscopic therapy using APC or medical therapies, such as octreotide, estrogen, 
or aminocaproic acid. Exclusion criteria: Patients with other causes of GIB, patients 
with allergy to thalidomide, women who were pregnant or lactating, and pre-
menopausal women.

Thalidomide treatment
All of the patients included in this study were prescribed thalidomide (Thalomid®) by 
a single certified provider (Chen CH) according to the Thalomid Risk Evaluation and 
Mitigation Strategy (REMS) program of Celgene (NJ, United States). Patients were 
started on thalidomide for more than 3 episodes of GIB requiring blood transfusion 
with recurrent GIB after failing at least two treatments with endoscopic therapy or 
medical therapy. Patients were started on thalidomide 50 mg twice daily or 100 mg 
once daily. This initial dose was increased or decreased depending on patient’s 
response and ability to tolerate the medication. During the treatment period, patients 
were monitored by phone every 4 wk and in the outpatient clinic every 3 to 6 mo. 
Complete blood count and comprehensive metabolic panel were monitored every 3 to 
6 mo.

In the event of an adverse side effect, thalidomide was temporarily or permanently 
discontinued depending on the severity of the side effect and the patient’s tolerability. 
During treatment with thalidomide, adjunct therapy such as blood transfusions or 
repeat endoscopic treatment were performed as necessary at the discretion of treating 
physicians. Transfusion was given to patients when hemoglobin level fell below 7.0 
g/dL. Patients were continued on antiplatelet or anticoagulation or iron 
supplementation if they were taking it prior to initiation of thalidomide.

Data collection
Data collected from electronic medical records included patient’s demographics, 
medical history, comorbidities, medications, number of hospitalizations, endoscopic 
treatment, and number of blood transfusions.

Assessment
The primary endpoint was to assess the recurrence of GIB 6 mo after the initiation of 
thalidomide. The secondary endpoints were the number of hospitalizations, blood 
transfusion requirements, and endoscopic treatments. A bleeding recurrence was 
defined as a GIB episode with hemoglobin level less than 7.0 g/dL resulting in a blood 
transfusion. All bleeding episodes of the patients studied were due to GIVM. Patients 
were encouraged to keep in close contact with patient care coordinators to update the 
team on their progress, possible side effects from thalidomide, and any bleeding 
episodes requiring blood transfusions or hospitalizations that occurred in between 
office visits.

RESULTS
A total of 15 patients were included in this study. Table 2 details the demographic and 
clinical characteristics of patients included in this study. Mean age was 69 (range: 58-
83) years old. There were 6 women (40%) and 9 men (60%). Eleven patients were 
Caucasian (73.3%) and four patients were African American (26.7%). Body mass index 
median was 28.6 (range: 21-48). All patients in this study had multiple comorbidities. 
Six patients had cirrhosis (n = 5) or non-cirrhotic portal hypertension; Child-Pugh class 
A (n = 2), class B (n = 3). Three had end stage renal disease (ESRD) on hemodialysis, 3 
had chronic kidney disease, stage 3 (n = 2), stage 5 (n = 1). Three had a LVAD, 10 had 
hypertension, 5 had diabetes, 1 had myelodysplastic syndrome (MDS) and non-
Hodgkin’s lymphoma, 1 had polyclonal gammopathy, 2 had aortic stenosis, and 1 had 
hereditary hemorrhagic telangiectasias.

The cause of GIB was GIAD in 10 patients (66.6%) and GAVE in 5 patients (33.3%). 
Prior to treatment with thalidomide, 6 patients were previously treated with 
octreotide, 1 treated with estrogen, and 1 treated with aminocaproic acid. All patients 
received at least two treatments of APC before starting thalidomide, except for one 
whose source of bleeding was not reachable via endoscopy. All patients prior to the 
initiation of thalidomide had anemia with average hemoglobin level of 7.9 g/dL. Five 
patients were on iron supplement when referred to our care and 3 patients with iron 
deficiency were not on iron supplement. Eight patients continued with iron 
supplementation after initiation of thalidomide treatment. Five patients remained on 
antiplatelet or anticoagulation such as aspirin, warfarin, clopidogrel, or cilostazol. Two 



Bayudan AM et al. Thalidomide for gastrointestinal bleeding

WJCC https://www.wjgnet.com 3223 August 6, 2020 Volume 8 Issue 15

Table 2 Patient characteristics

Patient Age Sex Comorbidities Cause of 
GIB

Prior failed 
treatments Iron supplementation Comments

1 58 M LVAD GIAD Octreotide

2 67 F ESRD GIAD Sodium ferric gluconate Aspirin

3 70 M LVAD GIAD Octreotide Ferrous sulfate Warfarin

4 61 F Cirrhosis GIAD Ferrous sulfate

5 81 M LVAD GIAD Octreotide Ferrous sulfate Aspirin, warfarin

6 83 M CAD, AS, AAA, CVA GIAD Octreotide, estrogen Polysaccharide iron Aspirin, cilostazol, 
plavix

7 72 M Hepatoportal sclerosis GAVE

8 69 F Polyclonal 
gammopathy

GIAD

9 70 F ESRD, HHT GIAD Octreotide Ferrous sulfate

10 62 M Cirrhosis GAVE Ferrous fumarate

11 58 M Cirrhosis, CHF, ESRD GAVE Octreotide Ferrous sulfate

12 64 F Cirrhosis, MDS, NHL GAVE

13 80 F AS GIAD

14 74 M NSCLC, AFIB, MDS GIAD Lost to follow-up

15 68 M AFIB, CHF, Cirrhosis GAVE Aspirin, warfarin, 
lost to follow-up

LVAD: Left ventricular assist device; ESRD: End stage renal disease; CAD: Coronary artery disease; AS: Aortic stenosis; AAA: Abdominal aortic aneurysm; 
CVA: Cerebrovascular accident; HHT: Hereditary hemorrhagic telangiectasia; CHF: Congestive heart failure; MDS: Myelodysplastic syndrome; NHL: Non-
Hodgkin lymphoma; NSCLC: Non-small cell lung cancer; AFIB: Atrial fibrillation; GIAD: Gastrointestinal angiodysplasia; GAVE: Gastric antral vascular 
ectasia.

patients discontinued thalidomide: One due to cost and another due to drug 
interaction with methadone, after being treated with thalidomide for 17 mo and 3 mo 
respectively. Two other patients were lost to follow up.

During the one year prior to starting thalidomide, of the 13 patients who remained 
in the study, the mean number of hospital admissions for GIB was 5.46 (range, 1-20 
admissions), the mean number of packed red blood cell (PRBC) transfusions was 31 
units (range, 8-99 units) and the mean number of endoscopic treatments was 4.54 
(range, 0-12 endoscopic treatments).

Thalidomide was started at either 50 mg twice daily or 100 mg once daily. 
Ultimately the dose of thalidomide ranged from 50 mg to 200 mg daily, titrating to 
patients’ response and tolerability. The average duration of treatment on thalidomide 
was 28 mo (range, 3-45 mo).

Of the 13 patients followed (range 3-45 mo), 9 patients had GIAD and 4 patients had 
GAVE. GIAD were located in the gastric fundus (n = 1), duodenum (n = 3), jejunum (n 
= 5), ileum (n = 1), and hepatic flexure of colon (n = 1). After initiation of thalidomide 
treatment for 6 mo, 5 patients (38.5%) met our primary endpoint with no recurrent GIB 
episodes during follow-up (Figure 1). Of these 5 patients, 2 had an LVAD and GIAD, 2 
had cirrhosis and GAVE, and 1 had cirrhosis and GIAD. Another 6 patients (46.2%) 
had both marked reduction in transfusion requirements and hospitalizations for GIB 
(Figure 1 and Table 3). Two patients had increased transfusion after treatment with 
thalidomide for 3 and 30 mo. The requirement of endoscopic treatments decreased in 
11 patients (84.6%) after the initiation of treatment. Of the 11 patients who responded 
favorably to treatment, the effect of thalidomide could be observed after 3 mo of 
treatment. Significant reduction of GIVM could be seen during follow-up endoscopies, 
as demonstrated in a patient with GAVE who underwent esophagogastroduo-
denoscopy 3 and 8 mo after treatment with thalidomide (Figure 2).

All 4 patients who remained on anticoagulation or antiplatelet therapy, including 2 
with an LVAD, had a significant decrease in GIB as demonstrated by a decreased 
transfusion requirements and hospitalizations. Additionally, all 4 patients with 
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Table 3 The effect of thalidomide treatment on refractory gastrointestinal bleeding due to vascular malformation

Number of hospitalizations 
due to GIB Units RBC transfused Number of endoscopic 

treatments (APC)
Patient

Duration 
of 
treatment 
(mo)

Recurrence 
of bleeding 
after 6 mo 1 yr before 

thalidomide

After 
starting 
thalidomide

1 yr before 
thalidomide

After 
starting 
thalidomide

1 yr before 
thalidomide

After 
starting 
thalidomide

Comments

1 6 No 2 0 21 0 2 0

2 19 Yes 4 1 8 12 3 1 Side effect of 
fatigue and 
dizziness

3 45 No 2 0 20 0 1 0 Side effect of 
neuropathy

4 14 No 1 0 Weekly 
transfusion

0 6 0 Side effect of 
fatigue and 
constipation. 
Death

5 44 Yes 5 1 14 4 4 1 Side effect of 
neuropathy. 
Death, Sepsis

6 17 Yes 6 5 Biweekly 
transfusion

4 3 2 Stopped due to 
cost. Death

7 24 Yes 9 3 33 9 4 10 Death

8 30 Yes 1 2 2 8 2 1 Side effect of 
fatigue

9 28 Yes 17 8 48 32 12 1 Death

10 3 NA 1 0 3 0 1 0 Stopped due to 
drug 
interaction

11 25 No 20 1 65 3 12 1 Death, Sepsis

12 6 No 2 0 99 0 9 4 Side effect of 
neutropenia

13 3 NA 1 1 12 16 1 1

GIB: Gastrointestinal bleeding; APC: Argon plasma coagulation; RBC: Red blood cell; NA: Not available.

cirrhosis had a marked decrease in hospitalizations, blood transfusions, and 
endoscopic treatments. The 3 patients with ESRD on dialysis and 3 patients with 
chronic kidney disease all showed improvement in transfusion requirements after 
treatment.

Reported adverse reactions were documented in 6 of the 13 patients (46%), 
including fatigue (n = 3), neuropathy (n = 2), constipation (n = 1), and dizziness (n = 1). 
Worsening neutropenia was observed in a patient with concurrent MDS, with 
stabilization of white blood cell counts after a dose reduction of thalidomide from 100 
mg to 50 mg daily. GIB did not recur after this dose reduction. Six patients died during 
the follow-up period of this study. Five patients died while on thalidomide due to 
causes unrelated to recurrent GIB and one patient died from unknown causes after 
discontinuing thalidomide due to cost. All patients who died while taking thalidomide 
had been treated for over 1 year. Of the 5 patients who died while taking thalidomide, 
2 died from complications due to sepsis, 1 sustained a traumatic fall and passed away 
in hospice, and 2 died from unknown causes.

DISCUSSION
This retrospective study aimed to examine the effect of thalidomide on refractory GIB 
due to GIVM. Our results demonstrated that thalidomide appears to be an effective 
medical therapy for this very challenging patient population. Five out of 13 patients 
(38.5%) followed in our study had no recurrent GIB after treatment with thalidomide, 
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Figure 1  Units of packed red blood cell transfused before and after initiation of thalidomide.

Figure 2  Endoscopic pictures of gastric antral vascular ectasia before and after treatment with thalidomide. A: Gastric antral vascular ectasia 
(GAVE) with visible bleeding prior to initiation of thalidomide; B: GAVE 3 mo after initiation of thalidomide; C: GAVE 8 mo after initiation of thalidomide.

while overall 11 out of 13 patients (86.4%) had decrease in recurrence of GIB, 
hospitalizations, blood transfusions and endoscopic therapies.

Previous studies and case reports have reported similar results with thalidomide in 
treating recurrent GIB from GIVM[8,10-22]. Whereas the only randomized controlled trial 
so far by Ge et al[10] from China found a response rate of 71.4%, patients with cardiac, 
pulmonary, hepatic, renal, and other comorbidities were excluded from the study. In a 
follow-up retrospective study by the same group with 80 patients, the response rate to 
thalidomide in patients with or without comorbidities was 76.7% and 78% 
respectively, although this study again excluded patients with severe comorbidities 
such as cirrhosis and severe cardiac and renal conditions[14]. Therefore, it is unclear 
whether these results could be applied to other patient populations with significant 
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comorbidities. Three previous case series of patients with an LVAD[13] and one case 
study of patients with liver cirrhosis[17] found thalidomide effective in treating 
refractory GIB patients with these comorbidities. The response rate in our study was 
84.6%, comparable to other previous studies. The patients in our study represent the 
most challenging recurrent GIB patients we encounter in a tertiary referral medical 
center, as evidenced by their multiple comorbidities, and the average number of 
admissions (5.46) and transfusions (31 units of PRBC) one year before the initiation of 
thalidomide. Our study demonstrated that thalidomide remains an effective treatment 
for refractory GIB from GIVM in a Western population, including patients with severe 
comorbidities such as LVAD, cirrhosis, and ESRD on dialysis.

Anticoagulation or antiplatelet agents are frequently discontinued in the setting of 
GIB. However, this increases the risk of thromboembolism especially in patients with 
significant cardiovascular comorbidities and patients with LVAD. Four of our patients 
continued their anticoagulation or antiplatelet agents such as warfarin, aspirin, 
clopidogrel, or cilostazol, and still responded favorably to thalidomide. Our results 
suggest that it may not be necessary to discontinue anticoagulation or antiplatelet 
agents in this group of patients with severe multiple comorbidities while on 
thalidomide. One patient with severe GAVE and platelet count < 30000/mL due to 
MDS received 99 units of PRBC in the one year before thalidomide treatment, and 
required no transfusion after treatment. More data is needed to determine whether 
correcting thrombocytopenia is necessary when treating GIVM with thalidomide.

Thalidomide is thought to inhibit angiogenesis by suppressing VEGF. In our study, 
the effects of thalidomide became apparent after about 3 mo of treatment, consistent 
with the observation of previous studies[15,17,19]. The interval between the initiation of 
thalidomide and the decrease of GIB likely reflects the time it takes to change the 
balance between anti- and pro- angiogenesis factors in the existing GIVM and 
suppressing new GIVM formation. The effectiveness of thalidomide in treating GIB 
from GIVM as shown in this and other studies suggests that we could potentially 
explore other angiogenesis inhibitors to treat GIVM.

The dose of thalidomide in previous studies ranged from 50 mg to 400 mg per day. 
Dosing and efficacy could possibly be related to a patient’s body mass index (BMI), as 
was suggested by Seng et al[20] where BMI median was 18. The initial dose of 
thalidomide in their study was 50 mg daily for all patients, whereas other studies 
typically used at least 100 mg daily[16,20]. In our study, the dose of thalidomide was 
started at 100 mg daily, with the final dosage ranged from 50 to 200 mg daily. The 
median BMI of our patients was 28. Seven of our patients improved on thalidomide 
100 mg daily, whereas two patients did not see improvement of bleeding until the 
dose of thalidomide was increased to 150 and 200 mg daily, with a BMI of 28 and 48 
respectively. Two non-responders in our study were treated with 200 mg daily with a 
BMI of 30, and 100 mg daily with BMI of 24. We do not see a clear association of dose, 
BMI, and effectiveness based on our data. Further study is needed to elucidate the 
relationship between the response to thalidomide and BMI.

The common side effects of thalidomide include drowsiness, fatigue, dizziness, 
neuropathy, skin rash, and constipation. The most common side effect reported in our 
study was fatigue (n = 3). Fatigue and dizziness were reported in one patient who 
mistakenly took double dose of thalidomide, and resolved once she went back to the 
prescribed dose. Neutropenia (n = 1) occurred in a patient with MDS, and resolved 
upon reducing the dose of thalidomide to 50 mg daily and without recurrence of GIB. 
Neuropathy was described in 2 patients, one of which had a history of parkinsonism 
and another with a history of diabetes. No thromboembolism was observed in our 
study, although the reported risk of thromboembolism associated with thalidomide is 
mainly seen in patients with multiple myeloma on chemotherapy. Five patients died 
while on thalidomide and one patient died after discontinuation of thalidomide due to 
cost. The cause of death does not appear to be associated with thalidomide (sepsis 2, 
fall 1) in 3 patients. The cause of death in 2 patients was unknown and therefore 
unclear if it is related to thalidomide.

The major limitations of this study are the limitations inherent with a retrospective 
study, such that we were not able to control for variables like the degree of IDA or 
whether patients were taking iron supplement. Another limitation is our small sample 
size (n = 15). Most of our patients with refractory GIB were elderly with limited 
income. Many patients could not receive treatment with thalidomide due to cost or 
lack of insurance coverage. Even more patients declined treatment with thalidomide 
due to concern of potential side effects in the context of their multiple comorbidities 
after reading the patient medical information from REMS. Nevertheless, our sample 
size is the second largest from the Western World in the literature. In addition, our 
primary and secondary outcomes were objective measures and less susceptible to 
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reporting bias. With more data published on thalidomide in recurrent GIB, we may see 
improvement in its coverage or patients’ acceptance.

In conclusion, the treatment of patients with refractory GIB due to GIVM remains a 
daunting task with limited options. Our study suggests that thalidomide appears to be 
an effective treatment for refractory GIB due to GIAD or GAVE in a Western 
population with significant comorbidities such as LVAD, portal hypertension, and 
ESRD.

ARTICLE HIGHLIGHTS
Research background
Gastrointestinal vascular malformations (GIVM) consist of several types such as 
gastrointestinal angiodysplasias (GIAD) and gastric antral vascular ectasias (GAVE). 
GIAD are abnormal, dilated, tortuous vessels within the mucosal and submucosal 
layers and are the most common GIVM seen throughout the gastrointestinal tract. 
GAVE is generally found in patients with chronic illnesses, such as liver disease, 
connective tissue diseases, and chronic renal failure. Refractory gastrointestinal 
bleeding (GIB) secondary to GIVM remains challenging to treat when endoscopic 
therapy fails. Endoscopic therapy with argon plasma coagulation (APC) is the 
mainstay of treatment for GIVM. However, GIVM refractory to endoscopic treatment 
is common and medications such as octreotide, tranexamic acid, hormonal therapy 
such as estrogen-progesterone, and thalidomide have all been studied in the 
management of recurrent GIB refractory to endoscopic therapy. Thalidomide, known 
to have antiangiogenic properties by suppressing VEGF, has been suggested recently 
as a treatment option for refractory GIB.

Research motivation
Only one randomized control trial demonstrating the efficacy of thalidomide for 
treating refractory GIB due to GIVM has been published in 2011 in a Chinese 
population. However, the study had extensive exclusion criteria and it is unclear 
whether the results of the study can be extrapolated to other patient populations. We 
therefore decided to conduct a retrospective study of thalidomide in treating 
refractory GIB from GIVM in a Western population with significant comorbidities at a 
tertiary medical center.

Research objectives
To evaluate thalidomide as a treatment option for patients who suffer from refractory 
GIB due to GIVM.

Research methods
Single center, IRB approved, retrospective review of electronic medical records from 
January 2012 to November 2018. Patients age > 18 years old, who had > 3 episodes of 
GIB refractory to medical or endoscopic therapy and documented to be due to GIVM, 
and who had been treated with thalidomide for at least 3 months were included. 
Refractory bleeding was defined as recurrent bleeding requiring > 2 transfusions after 
failing 2 treatments with endoscopic therapy using APC or medical therapies, such as 
octreotide, estrogen, or aminocaproic acid. The primary endpoint was recurrence of 
GIB 6 mo after initiation of thalidomide. The secondary endpoints were the number of 
hospitalizations, blood transfusion requirements, and endoscopic treatments.

Research results
Fifteen patients were included in the study, all with significant cardiac, hepatic, or 
renal comorbidities. The cause of GIB was GIAD in 10 patients and GAVE in 5 
patients. Two patients were lost to follow up. Of the 13 patients followed, 38.5% (n = 5) 
had no recurrent GIB or transfusion requirement after treatment with thalidomide. 
Furthermore, 84.6% (n = 11) of patients had a reduction in transfusion requirements 
and hospitalizations for GIB. Thalidomide was discontinued in 2 patients due to cost (
n = 1) and medication interaction (n = 1). Reported adverse reactions included fatigue (
n = 3), neuropathy (n = 2), dizziness (n = 1), and constipation (n = 1). Six patients died 
during follow up due to unknown cause (n = 4) and sepsis (n = 2).
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Research conclusions
Our results demonstrated that thalidomide appears to be an effective medical therapy 
for refractory GIB due to GIVM. The response rate in this study was 84.6%, 
comparable to other previous studies. The patients in our study represent the most 
challenging recurrent GIB patients in a tertiary referral medical center, as evidenced by 
their multiple comorbidities, and the average number of admissions (5.5) and 
transfusions (31 units of PRBC) one year before the initiation of thalidomide. Our 
study demonstrated that thalidomide remains an effective treatment for refractory GIB 
from GIVM in a Western population, including patients with severe comorbidities 
such as left ventricular assist device, cirrhosis, and end-stage renal disease on dialysis.

Research perspectives
Based on the results of this study, future research should include prospective 
randomized control trial with a larger patient population so that we can examine the 
effect of thalidomide on each comorbidity with sufficient power.
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