Wo

ical Cases

World ] Clin C

Baishideng Publishing Group Inc



g é) World Journal of
Clinical Cases

Contents Thrice Monthly Volume 9 Number 17 June 16, 2021

EDITORIAL
4116  Isit time to put traditional cold therapy in rehabilitation of soft-tissue injuries out to pasture?

Wang ZR, Ni GX

MINIREVIEWS
4123  Health-related quality of life after gastric cancer treatment in Brazil: Narrative review and reflections

Pinheiro RN, Mucci S, Zanatto RM, Picango Junior OM, Oliveira AF, Lopes Filho GJ

4133 Nonalcoholic fatty liver disease and COVID-19: An epidemic that begets pandemic
Ahmed M, Ahmed MH

ORIGINAL ARTICLE

Retrospective Study

4143  Why MUCI16 mutations lead to a better prognosis: A study based on The Cancer Genome Atlas gastric
cancer cohort

Huang YJ, Cao ZF, Wang J, Yang J, Wei YJ, Tang YC, Cheng YX, Zhou J, Zhang ZX

4159  Design and development of a new type of phimosis dilatation retractor for children

Yue YW, Chen YW, Deng LP, Zhu HL, Feng JH

4166  Primary needle-knife fistulotomy for preventing post-endoscopic retrograde cholangiopancreatography
pancreatitis: Importance of the endoscopist’s expertise level

Han SY, Baek DH, Kim DU, Park CJ, Park YJ, Lee MW, Song GA

Observational Study

4178  Patients with functional bowel disorder have disaccharidase deficiency: A single-center study from Russia
Dbar S, Akhmadullina O, Sabelnikova E, Belostotskiy N, Parfenov A, Bykova S, Bakharev S, Baulo E, Babanova A,
Indeykina L, Kuzmina T, Kosacheva T, Spasenov A, Makarova A

4188  Self-perceived burden and influencing factors in patients with cervical cancer administered with
radiotherapy

Luo T, Xie RZ, Huang YX, Gong XH, Qin HY, Wu YX

SYSTEMATIC REVIEWS
4199  COVID-19 in gastroenterology and hepatology: Lessons learned and questions to be answered
Liu S, Tang MM, Du J, Gong ZC, Sun SS

WJCC | https://www.wjgnet.com I June 16,2021 | Volume9 | Issuel7 |

Jaishideng®



World Journal of Clinical Cases

Contents
Thrice Monthly Volume 9 Number 17 June 16, 2021

META-ANALYSIS

4210  Efficacy of topical vs intravenous tranexamic acid in reducing blood loss and promoting wound healing in
bone surgery: A systematic review and meta-analysis

XuJW, Qiang H, Li TL, Wang Y, Wei XX, Li F

CASE REPORT

4221  Ex vivo liver resection followed by autotransplantation in radical resection of gastric cancer liver
metastases: A case report

Wang H, Zhang CC, Ou YJ, Zhang LD

4230  Bone marrow inhibition induced by azathioprine in a patient without mutation in the thiopurine S-
methyltransferase pathogenic site: A case report

Zhou XS, Lu YY, Gao YF, Shao W, Yao J

4238  Eosinophilic gastroenteritis with abdominal pain and ascites: A case report

Tian XQ, Chen X, Chen SL

4244  Tunica vaginalis testis metastasis as the first clinical manifestation of pancreatic adenocarcinoma: A case
report

Zhang YR, Ma DK, Gao BS, An W, Guo KM

4253  “AFGP” bundles for an extremely preterm infant who underwent difficult removal of a peripherally
inserted central catheter: A case report

Chen Q, Hu YL, Su SY, Huang X, Li YX

4262  Dynamic magnetic resonance imaging features of cavernous hemangioma in the manubrium: A case
report

Lin TT, Hsu HH, Lee SC, Peng YJ, Ko KH

4268  Diagnosis and treatment of pediatric anaplastic lymphoma kinase-positive large B-cell lymphoma: A case
report

Zhang M, Jin L, Duan YL, Yang J, Huang S, Jin M, Zhu GH, Gao C, Liu Y, Zhang N, Zhou CJ, Gao ZF, Zheng QL, Chen D,
Zhang YH

4279  Stevens-Johnson syndrome and concurrent hand foot syndrome during treatment with capecitabine: A
case report

Ahn HR, Lee SK, Youn HJ, Yun SK, Lee IJ

4285  Rosai-Dorfman disease with lung involvement in a 10-year-old patient: A case report

Wu GJ, Li BB, Zhu RL, Yang CJ, Chen WY

4294  Acute myocardial infarction in twin pregnancy after assisted reproduction: A case report

Dai NN, Zhou R, Zhuo YL, Sun L, Xiao MY, Wu SJ, Yu HX, Li QY

4303  Complete recovery of herpes zoster radiculopathy based on electrodiagnostic study: A case report

Kim HS, Jung JW, Jung YJ, Ro YS, Park SB, Lee KH

Guieidenge WICC | https://www.wjgnet.com I June 16,2021 | Volume9 | Issuel7 |



World Journal of Clinical Cases

Contents
Thrice Monthly Volume 9 Number 17 June 16, 2021

4310  Acute liver failure with thrombotic microangiopathy due to sodium valproate toxicity: A case report

Mei X, Wu HC, Ruan M, Cai LR

4318  Lateral epicondyle osteotomy approach for coronal shear fractures of the distal humerus: Report of three
cases and review of the literature

LiJ, Martin VT, Su ZW, Li DT, Zhai QY, Yu B

4327  Pancreatic neuroendocrine carcinoma in a pregnant woman: A case report and review of the literature

Gao LP, Kong GX, Wang X, Ma HM, Ding FF, Li TD

4336  Primary primitive neuroectodermal tumor in the pericardium —a focus on imaging findings: A case report

Xu SM, Bai J, Cai JH

4342  Minimally invasive surgery for glycogen storage disease combined with inflammatory bowel disease: A
case report

Wan J, Zhang ZC, Yang MQ, Sun XM, Yin L, Chen CQ

4348  Coronary sinus endocarditis in a hemodialysis patient: A case report and review of literature

Hwang HJ, Kang SW

4357  Clostridium perfringens bloodstream infection secondary to acute pancreatitis: A case report
LiM, LiN

4365  Kidney re-transplantation after living donor graft nephrectomy due to de novo chromophobe renal cell
carcinoma: A case report

Wang H, Song WL, Cai WJ, Feng G, Fu YX

4373  Pelvic lipomatosis with cystitis glandularis managed with cyclooxygenase-2 inhibitor: A case report

Mo LC, Piao SZ, Zheng HH, Hong T, Feng Q, Ke M

4381  Prone position combined with high-flow nasal oxygen could benefit spontaneously breathing, severe
COVID-19 patients: A case report

Xu DW, Li GL, Zhang JH, He F

4388 Primary intratracheal schwannoma misdiagnosed as severe asthma in an adolescent: A case report

Huang HR, Li PQ, Wan YX

4395  Prenatal diagnosis of cor triatriatum sinister associated with early pericardial effusion: A case report

Cénovas E, Cazorla E, Alonzo MC, Jara R, Alvarez L, Beric D

4400  Pulmonary alveolar proteinosis complicated with tuberculosis: A case report

Bai H, Meng ZR, Ying BW, Chen XR

4408  Surgical treatment of four segment lumbar spondylolysis: A case report

Li DM, Peng BG

Guieidenge WICC | https://www.wjgnet.com 111 June 16,2021 | Volume9 | Issuel7 |



JBaishideng®

World Journal of Clinical Cases
Contents
Thrice Monthly Volume 9 Number 17 June 16, 2021
4415 Efficacy of artificial liver support system in severe immune-associated hepatitis caused by camrelizumab:
A case report and review of the literature
Tan YW, Chen L, Zhou XB
4423 Anti-Yo antibody-positive paraneoplastic cerebellar degeneration in a patient with possible
cholangiocarcinoma: A case report and review of the literature
Lou Y, Xu SH, Zhang SR, Shu QF, Liu XL
4433  Intraneural ganglion cyst of the lumbosacral plexus mimicking L5 radiculopathy: A case report
Lee JG, Peo H, Cho JH, Kim DH
4441 Effectiveness of patient education focusing on circadian pain rhythms: A case report and review of
literature
Tanaka Y, Sato G, Imai R, Osumi M, Shigetoh H, Fujii R, Morioka S
4453  Schwannoma mimicking pancreatic carcinoma: A case report
Kimura K, Adachi E, Toyohara A, Omori S, Ezaki K, IThara R, Higashi T, Ohgaki K, Ito S, Maehara SI, Nakamura T,
Fushimi F, Maehara Y
WJCC | https://www.wjgnet.com IX June16,2021 | Volume9 | Issuel7 |



World Journal of Clinical Cases

Contents
Thrice Monthly Volume 9 Number 17 June 16, 2021

ABOUT COVER

Editorial Board Member of World Journal of Clinical Cases, Pietro Scicchitano, MD, Professor, Research Scientist,
Department of Emergency and Organ Transplantation, School of Medicine, University of Bari, Bari 70124, Italy.
piero.sc@hotmail.it

AIMS AND SCOPE

The primary aim of World Journal of Clinical Cases (WJCC, World | 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, Scopus, 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. The WJCC's CiteScore for 2019 is 0.3 and
Scopus CiteScore rank 2019: General Medicine is 394/529.

RESPONSIBLE EDITORS FOR THIS ISSUE

Production Editor: Jia-Hui Li; Production Department Director: Yu-Jie Ma; Editorial Office Director: Jin-Iei Wang.

NAME OF JOURNAL INSTRUCTIONS TO AUTHORS

World Journal of Clinical Cases https:/ /www.wijgnet.com/bpg/getinfo/204

ISSN GUIDELINES FOR ETHICS DOCUMENTS
ISSN 2307-8960 (online) https:/ /www.wjgnet.com/bpg/Gerlnfo/287
LAUNCH DATE GUIDELINES FOR NON-NATIVE SPEAKERS OF ENGLISH
April 16, 2013 https:/ /www.wijgnet.com/bpg/gerinfo/240
FREQUENCY PUBLICATION ETHICS

Thrice Monthly https://www.wjgnet.com/bpg/Gerlnfo/288
EDITORS-IN-CHIEF PUBLICATION MISCONDUCT

Dennis A Bloomfield, Sandro Vento, Bao-Gan Peng https:/ /www.wijgnet.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
June 16, 2021 https:/ /www.wignet.com/bpg/Gerlnfo/239
COPYRIGHT ONLINE SUBMISSION

© 2021 Baishideng Publishing Group Inc https:/ /www.f6publishing.com

© 2021 Baishideng Publishing Group Inc. All rights reserved. 7041 Koll Center Parkway, Suite 160, Pleasanton, CA 94566, USA

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

JBaishideng®

WJCC | https://www.wjgnet.com X June16,2021 | Volume9 | Issuel7 |


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

7|0\

Submit a Manuscript: https:/ /www.f6publishing.com

DOI: 10.12998 / wijcc.v9.i17.4279

World Journal of
Clinical Cases

World | Clin Cases 2021 June 16; 9(17): 4279-4284

ISSN 2307-8960 (online)

CASE REPORT

Stevens-Johnson syndrome and concurrent hand foot syndrome
during treatment with capecitabine: A case report

Ha Rim Ahn, Sang-Kyung Lee, Hyun Jo Youn, Seok-Kweon Yun, Il-Jae Lee

ORCID number: Ha Rim Ahn 0000-
0002-8942-7988; Sang-Kyung Lee
0000-0001-9415-8674; Hyun Jo Youn
0000-0002-2407-8537; Seok-Kweon
Yun 0000-0002-1498-3701; Il-Jae Lee
0000-0003-1689-8719.

Author contributions: Ahn HR and
Lee SK performed the case report
and wrote the manuscript; Lee IJ,
Ahn HR, edited the manuscript;
Yun SK, Youn HJ supervised the
work and edited the manuscript;
all authors have read and approve
the final manuscript.

Informed consent statement: This
study was approved and reviewed
by our Institutional Review Board.

Conflict-of-interest statement: The
authors have no potential conflicts
of interest to declare.

CARE Checklist (2016) statement:
The authors have read the CARE
Checklist (2016), and the
manuscript was prepared and
revised according to the CARE
Checklist (2016).

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

Jaishideng®

WJCC | https://www.wjgnet.com

Ha Rim Ahn, Hyun Jo Youn, Division of Breast and Thyroid Surgery, Department of Surgery,
Jeonbuk National University, Jeonju 54907, South Korea

Ha Rim Ahn, Hyun Jo Youn, Research Institute of Clinical Medicine of Jeonbuk National
University-Biomedical Research Institute of Jeonbuk National University Hospital, Jeonju
54907, South Korea

Sang-Kyung Lee, Seok-Kweon Yun, Il-Jae Lee, Department of Dermatology, Jeonbuk National
University Medical School, Jeonju 54907, South Korea

Corresponding author: Hyun Jo Youn, MD, PhD, Chief Doctor, Surgeon, Division of Breast
and Thyroid Surgery, Department of Surgery, Jeonbuk National University, 20 Gunji-ro, Jeonju
54907, South Korea. yhj0903@jbnu.ac.kr

Abstract

BACKGROUND

Capecitabine is used in combination with lapatinib as palliative treatment for
human epidermal growth factor receptor 2 - positive metastatic breast cancer. The
most frequently reported adverse events attributed to capecitabine include
diarrhea, hyperbilirubinemia, and hand-foot syndrome (HFS). A number of
cutaneous adverse events have been attributed to capecitabine, including Stevens-
Johnson syndrome (SJS) as a rare and potentially life-threatening mucocutaneous
condition. We report the first case involving concurrent SJS and HFS after
capecitabine and lapatinib treatment.

CASE SUMMARY

A 70-year-old woman with a history of breast cancer treatment visited our
hospital for evaluation of painful skin lesions. Six weeks earlier, she had been
prescribed capecitabine plus lapatinib as treatment for metastatic breast cancer.
She subsequently developed worsening erythema and bullae on her palms and
soles, as well as reddish macules on her back and chest wall. Histopathological
evaluation of the chest wall lesions revealed extensive eosinophilic epidermal
necrosis and separation of the epidermis from the dermis. The capecitabine plus
lapatinib treatment was discontinued immediately and treatment was started
using systemic steroids. This treatment resolved most lesions, although the lesions
on her palms and soles required Vaseline gauze dressings, which resulted in re-
epithelialization. Therefore, we determined that the patient had concurrent SJS
and HFS. Although the dermatological problems resolved, the patient ultimately
died because of multiple organ failure.

4279 June16,2021 | Volume9 | Issuel7 |


https://www.f6publishing.com
https://dx.doi.org/10.12998/wjcc.v9.i17.4279
http://orcid.org/0000-0002-8942-7988
http://orcid.org/0000-0002-8942-7988
http://orcid.org/0000-0002-8942-7988
http://orcid.org/0000-0001-9415-8674
http://orcid.org/0000-0001-9415-8674
http://orcid.org/0000-0002-2407-8537
http://orcid.org/0000-0002-2407-8537
http://orcid.org/0000-0002-1498-3701
http://orcid.org/0000-0002-1498-3701
http://orcid.org/0000-0003-1689-8719
http://orcid.org/0000-0003-1689-8719
mailto:yhj0903@jbnu.ac.kr

Ahn HR et al. SJS And Concurrent HFS

distribute, remix, adapt, build
upon this work non-commercially,
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/ License
s/by-nc/4.0/

Manuscript source: Unsolicited
manuscript

Specialty type: Oncology

Country/Territory of origin: South
Korea

Peer-review report’s scientific
quality classification

Grade A (Excellent): 0

Grade B (Very good): B
Grade C (Good): C, C

Grade D (Fair): D

Grade E (Poor): 0

Received: January 15, 2021
Peer-review started: January 15,
2021

First decision: February 11, 2021
Revised: February 15, 2021
Accepted: April 20, 2021

Article in press: April 20, 2021
Published online: June 16, 2021

P-Reviewer: Han JG, Hu XS, Qiao
ZG

S-Editor: Liu M

L-Editor: A

P-Editor: Zhang YL

Jaishideng®

WJCC | https://www.wjgnet.com

CONCLUSION
Oral capecitabine treatment carries a risk of both HFS and also life-threatening
adverse cutaneous drug reactions, such as SJS.

Key Words: Stevens-Johnson syndrome; Hand-Foot syndrome; Palliative treatment;
Capecitabine; Breast neoplasms; Case report

©The Author(s) 2021. Published by Baishideng Publishing Group Inc. All rights reserved.

Core Tip: Hand-foot syndrome (HFS) is a relatively well-known side effect of
capecitabine treatment, although Stevens-Johnson syndrome (SJS) is not generally
associated with capecitabine treatment. We report a case involving concurrent HFS and
SJS. These side effects may decrease the patient's quality of life and delay chemothe-
rapy for their primary disease. Therefore, clinicians should be aware of SJS as a rare
side effect of capecitabine treatment and consider a multidisciplinary approach to
treating this complication if necessary.

Citation: Ahn HR, Lee SK, Youn HJ, Yun SK, Lee 1J. Stevens-Johnson syndrome and
concurrent hand foot syndrome during treatment with capecitabine: A case report. World J Clin
Cases 2021; 9(17): 4279-4284

URL: https://www.wjgnet.com/2307-8960/full/v9/i17/4279.htm

DOI: https://dx.doi.org/10.12998/wjcc.v9.i117.4279

INTRODUCTION

Stevens-Johnson syndrome (S]S) is an acute skin reaction that is characterized by
extensive necrosis and detachment of the epidermis and mucosal epithelium[1].
Although SJS is rare, it is a life-threatening disease with a 30% mortality rate[2]. Hand-
foot syndrome (HFS), which is also known as palmoplantar erythrodysesthesia, is a
well-documented adverse effect of treatment using various chemotherapeutic
agents[3].

Capecitabine is a widely used oral antineoplastic agent that is effective and well-
tolerated for treating numerous cancers, including breast cancer and gastrointestinal
cancers[4]. Common capecitabine-related toxicities include diarrhea and vomiting,
which are possibly related to comorbid illness, and dermatitis[5]. Reported cutaneous
events have mild to moderate severity, although some patients develop grade 3-4 skin
eruptions[5]. Lapatinib can be combined with capecitabine for treating patients who
failed trastuzumab treatment for human epidermal growth factor receptor 2 (HER2)-
positive metastatic breast cancer[6], although the combination of capecitabine plus
lapatinib leads to adverse events in > 5% of patients. Nevertheless, a comparison of
capecitabine monotherapy and lapatinib plus capecitabine revealed no differences in
all-grade skin and subcutaneous tissue disorders, with the exception of rash[6], and
there are only a few reports of life-threatening cutaneous eruptions, such as SJS, after
capecitabine treatment[2,7]. Therefore, we report what we believe is the first case
involving concurrent SJS and HFS following capecitabine and lapatinib treatment.

CASE PRESENTATION

Chief complaints
A 70-year-old woman visited our outpatient clinic for subacute painful skin lesions on
her trunk, palms, and soles.

History of present illness

The patient had started capecitabine plus lapatinib treatment for breast cancer with
multiple metastases. Four weeks after taking capecitabine and lapatinib, erythema was
developed on her hands and feet, but she did not visit the clinic. After approximately 6
wk of capecitabine plus lapatinib treatment, she complained of worsening of
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erythema, edema, and bullae not only her hands and feet but also on her upper arms,
trunk, and buttocks. At this point, she visited our clinic for evaluation and treatment.
Skin biopsies were performed at the time of admission.

History of past illness

The patient had a 22-year history of medication for treating hypertension and
hyperlipidemia. Sixteen years before the current presentation, the patient have
undergone modified radical mastectomy and adjuvant chemotherapy [adriamycin +
cyclophosphamide (4 cycles), paclitaxel (4 cycles), and oral 5-fluorourasil] for left-
breast triple-negative invasive ductal carcinoma (stage I1Ib). Eight years after the initial
diagnosis, the patient developed recurrence in the contralateral axillary lymph node,
although she rejected right modified radical mastectomy and instead underwent
axillary lymph node dissection, adjuvant chemotherapy [epirubicin + cyclophos-
phamide (4 cycles)], and radiotherapy. One year later, she developed right-breast
recurrence as stage I invasive ductal carcinoma (estrogen receptor (ER): 3+, proges-
terone receptor (PR): 3+, HER-2: Negative) and received adjuvant chemotherapy
[cyclophosphamide + methotrexate + fluorouracil (6 cycles)]. Five years later, met-
astasis to the left infraclavicular lymph node, right axillary lymph node, mediastinum,
lung, and bones were suspected, and metastatic adenocarcinoma was pathologically
confirmed after needle biopsy of the left infraclavicular lymph node (ER: 8+, PR: 8+,
HER-2: 3+). The patient started palliative treatment using anastrozole plus trastu-
zumab, exemestane, and trastuzumab emtansine, although that treatment failed and
she was switched to treatment using capecitabine plus lapatinib.

Personal and family history
There was no family history of malignancy, allergic disease, systemic autoimmune
disease, cardiovascular disease, or other diseases.

Physical examination

The physical examination revealed erythema, desquamation, and erosions on both
palms and soles. We also observed reddish macules with a central non-blanching zone,
as well as vesicles and erosions on the trunk and proximal extremities with Nikolsky’s
sign (Figure 1). Epidermal detachment developed over approximately 10% of the
patient’s body surface area. An intraoral examination revealed ulcerations of the lips
and buccal mucosa. The patient had a body temperature of 37.6 °C and no other
systemic signs.

Laboratory examinations
Standard laboratory tests only revealed anemia and hyponatremia.

FINAL DIAGNOSIS

The histopathological findings revealed extensive eosinophilic epidermal necrosis,
focal subepidermal blisters, and separation of the epidermis from dermis (Figure 2).
Based on the clinical and histopathological findings, the final diagnosis was concurrent
SJS and HFS.

TREATMENT

The capecitabine plus lapatinib treatment was discontinued immediately. Intravenous
high-dose methylprednisolone (250 mg/d) was administered for 2 d and then
gradually tapered to a dose of 62.5 mg/d for 5 d. The treatment was then changed to
oral prednisolone (30 mg/d), which was tapered slowly (50% reduction every 7 d) to
reach a dose of 2.5 mg/d. Most skin lesions, with the exception of the lesions on the
palms and soles, healed within 3 wk after starting systemic steroid therapy. The palms
and soles were treated using daily Vaseline gauze dressing for an additional 3 wk,
which resulted in re-epithelialization with residual hypopigmented scarring (Figure 3).
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Figure 1 The patient’s gross appearance before treatment. A: A physical examination showed erythema, desquamation, and erosions on her right paim;
B: Her both soles showed severe erythema, desquamation and erosions; C: Erythema and erosions were also present in her buttock; D: Vesicles and erosions were
observed on the trunk with Nikolsky’s sign.

Figure 2 The histopathological findings revealed extensive eosinophilic epidermal necrosis, focal subepidermal blisters, and separation
of the epidermis from dermis. A: hematoxylin and eosin, x 40; B: hematoxylin and eosin, x 200.

OUTCOME AND FOLLOW-UP

The SCORTEN system can be used to predict the prognosis of patients with epidermal
necrosis, including SJS[1]. The patient’'s SCORTEN score was 3 points, which cor-
responds to a predicted mortality rate of 35.8%. The patient’s skin lesions improved
after systemic steroid therapy and conservative treatment. However, her condition
was not suitable for chemotherapy during SJS and HFS treatment. Her lung and liver
metastasis progressed further, and her renal function decreased, and she died 2 mo
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Figure 3 The patient’s gross appearance after treatment. A: Completely re-epithelialization was observed on the palms after 3 wk of Vaseline gauze
dressing; B: Completely re-epithelialization was observed on the soles after 3 wk of Vaseline gauze dressing.

JBaishideng®

later because of pulmonary and renal failure.

DISCUSSION

As an acute life-threatening mucocutaneous reaction, SJS is characterized by extensive
necrosis and detachment of the epidermis and mucosal epithelium. The exact
pathophysiology of SJS remains unclear, although drug treatment is considered the
most important etiological factor[1]. More than 100 different drugs may potentially
cause SJS[1], which is histologically characterized by subepidermal vesiculation
secondary to extensive vacuolar alteration and confluent necrosis of keratinocytes|[1].
The diagnosis of SJS in the present case was based on the patient’s clinical and his-
tological features after treatment using oral capecitabine and lapatinib. Capecitabine is
widely used for treating breast, colorectal, gastric, and pancreatic cancers[4], and the
most frequently reported adverse events attributed to capecitabine include diarrhea,
hyperbilirubinemia, and HFS[5]. Nevertheless, our experience and other reports
suggest that capecitabine may also be associated with the development of potentially
life-threatening dermatological conditions, such as SJS. Jadhav ef al[2] and Sendur
et al[7] have also reported cases of SJS that were associated with oral capecitabine
treatment, and these lesions were distributed on the face and trunk, with the distal
extremities being relatively spared. However, our patient had more acral and atypical
lesions, which were initially distributed symmetrically on the distal limbs, while the
face, upper trunk, and proximal limbs were relatively spared. Thus, other etiologies
might have been involved.

As a localized skin eruption, HFS (also known as palmoplantar erythrodysesthesia
or acral erythema) is characterized by painful, symmetric, well-defined erythema,
edema, bullae, and desquamation with burning pain[3]. Furthermore, HFS occurs in
approximately 50%-60% of cases with capecitabine treatment[3], and the diagnosis of
HFS is made clinically[3]. In the present case, the patient presented with palmoplantar
erythema, blisters, and edema with burning pain approximately 6 wk after starting
capecitabine and lapatinib treatment. We diagnosed concurrent HFS and SJS because
of the atypical distribution of the SJS, as well as the differences in the time needed for
re-epithelialization at the distal extremities and the other affected sites.

Lapatinib is a tyrosine kinase inhibitor that targets HER2 and epidermal growth
factor receptor, and is used in combination with capecitabine for treating HER2-
positive metastatic breast cancer[6]. Rash is one of the most frequently reported
adverse events related to lapatinib treatment[6,8], which generally involves mild-to-
moderate rash (grade 1-2) that may resemble folliculitis or an acneiform drug
eruption[8]. A phase III randomized trial revealed that capecitabine plus lapatinib was
associated with a higher risk of rash (vs capecitabine monotherapy), although the
combination therapy was not associated with increases in the rates of serious toxic
effects or treatment discontinuation related to adverse events[6]. Therefore, we believe
that capecitabine was the causative drug in this case, although we cannot completely
exclude the possibility that lapatinib was involved in the development of SJS.

The management of SJS has three stages: Withdrawal of the causative drug(s),
rapidly initiating supportive care, and specific drug therapy. Supportive care includes
monitoring fluids and electrolyte levels, barrier nursing care, nutritional support, and
infection control. Because SJS is rare and has a high mortality rate, there is insufficient
evidence to support treatment using steroids, intravenous immunoglobulin, tumor
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necrosis factor, or even cyclosporine[1]. However, a recent systemic review suggested
that corticosteroids were useful for treating SJS[9]. Thus, we treated our patient using
systemic corticosteroids, which resulted in re-epithelialization at most skin lesions.

CONCLUSION

Physicians who prescribe oral capecitabine should be aware of the risks of focal HFS
and other less common life-threatening adverse cutaneous drug reactions, such as SJS.
Although capecitabine-induced SJS has not been frequently reported, the adverse
events associated with this treatment suggest that caution is warranted when
prescribing it, and that mandatory education regarding cutaneous adverse events
might be beneficial.
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