Clinical Cases

-.h

"\ |

A e e _.ai

Baishideng Publishing Group Inc




g é) World Journal of
Clinical Cases

Contents Thrice Monthly Volume 9 Number 3 January 26, 2021
MINIREVIEWS
521 Role of argon plasma coagulation in treatment of esophageal varices

Song Y, Feng Y, Sun LH, Zhang BJ, Yao HJ, Qiao JG, Zhang SF, Zhang P, Liu B

528 Clinical features and potential mechanism of coronavirus disease 2019-associated liver injury

Han MW, Wang M, Xu MY, Qi WP, Wang P, Xi D

ORIGINAL ARTICLE
Retrospective Study
540 Circulating immune parameters-based nomogram for predicting malignancy in laryngeal neoplasm

Chen M, Fang Y, Yang Y, He PJ, Cheng L, Wu HT

552 Role of ammonia in predicting the outcome of patients with acute-on-chronic liver failure

Chiriac S, Stanciu C, Cojocariu C, Singeap AM, Sfarti C, Cuciureanu T, Girleanu I, Igna RA, Trifan A

565 Impact of different stereoisomers of inositol on insulin sensitivity of gestational diabetes mellitus patients

He J, Zhang YL, Wang LP, Liu XC

Observational Study
573 Fascial space odontogenic infections: Ultrasonography as an alternative to magnetic resonance imaging

Ghali S, Katti G, Shahbaz S, Chitroda PK, V Anukriti, Divakar DD, Khan AA, Naik S, Al-Kheraif AA, Jhugroo C

SYSTEMATIC REVIEWS

581 Clinical benefit of COX-2 inhibitors in the adjuvant chemotherapy of advanced non-small cell lung cancer:
A systematic review and meta-analysis

Xu YQ, Long X, Han M, Huang MQ, Lu JF, Sun XD, Han W

CASE REPORT

602 Delayed cardiac tamponade diagnosed by point-of-care ultrasound in a neonate after peripherally inserted
central catheter placement: A case report

Cui Y, Liu K, Luan L, Liang P
607 Facial microcystic adnexal carcinoma — treatment with a “jigsaw puzzle” advancement flap and
immediate esthetic reconstruction: A case report

Xiao YD, Zhang MZ, Zeng A

614 Nephrotic syndrome in syngeneic hematopoietic stem cell transplantation recipients: A case report

Bai MC, Wu JJ, Miao KR, Zhu JF, Mao HJ

WJCC | https://www.wjgnet.com I January 26,2021 | Volume9 | Issue3 |

Jaishideng®



World Journal of Clinical Cases

Contents

Thrice Monthly Volume 9 Number 3 January 26, 2021

623

Compound heterozygous mutations in the neuraminidase 1 gene in type 1 sialidosis: A case report and
review of literature

Cao LX, Liu Y, Song ZJ, Zhang BR, Long WY, Zhao GH

JBaishideng®

632 Dynamic biomechanical effect of lower body positive pressure treadmill training for hemiplegic gait
rehabilitation after stroke: A case report
Tang HF, Yang B, Lin Q, Liang JJ, Mou ZW

639 Right-heart contrast echocardiography reveals missed patent ductus arteriosus in a postpartum woman
with pulmonary embolism: A case report
Chen JL, Mei DE, Yu CG, Zhao ZY

644 Treatment of cervical spine metastasis with minimally invasive cervical spondylectomy: A case report and
literature review
He LM, Ma X, Chen C, Zhang HY

651 Successful treatment of pyogenic ventriculitis caused by extensively drug-resistant Acinetobacter baumannii
with multi-route tigecycline: A case report
Li W, Li DD, Yin B, Lin DD, Sheng HS, Zhang N

659 Radical resection of hepatic polycystic echinococcosis complicated with hepatocellular carcinoma: A case
report
Kalifu B, Meng Y, Maimaitinijiati Y, Ma ZG, Tian GL, Wang JG, Chen X

666 Pleural lump after paragonimiasis treated by thoracoscopy: A case report
Xie Y, Luo YR, Chen M, Xie YM, Sun CY, Chen Q

672 Deep vein thrombosis in patient with left-sided inferior vena cava draining into the hemiazygos vein: A
case report
Zhang L, Guan WK

677 Recurrent Takotsubo cardiomyopathy triggered by emotionally stressful events: A case report
Wu HY, Cheng G, Liang L, Cao YW

685 Oral and perioral herpes simplex virus infection type I in a five-month-old infant: A case report
Aloyouny AY, Albagieh HN, Al-Serwi RH

690 Nasal septal foreign body as a complication of dental root canal therapy: A case report
Du XW, Zhang JB, Xiao SF

697 Coinheritance of OLFM2 and SIX6 variants in a Chinese family with juvenile-onset primary open-angle
glaucoma: A case report
Yang X, Sun NN, Zhao ZN, He SX, Zhang M, Zhang DD, Yu XW, Zhang JM, Fan ZG

707 Systemic lupus erythematosus and antineutrophil cytoplasmic antibody-associated vasculitis overlap
syndrome in a 77-year-old man: A case report
Xu ZG, Li WL, Wang X, Zhang SY, Zhang YW, Wei X, Li CD, Zeng P, Luan SD

WJCC | https://www.wjgnet.com I January 26,2021 | Volume9 | Issue3



World Journal of Clinical Cases

Contents

Thrice Monthly Volume 9 Number 3 January 26, 2021

714

Clinical cure and liver fibrosis reversal after postoperative antiviral combination therapy in hepatitis B-
associated non-cirrhotic hepatocellular carcinoma: A case report

Yu XP, Lin Q, Huang ZP, Chen WS, Zheng MH, Zheng YJ, Li JL, Su ZJ

722 Severe skeletal bimaxillary protrusion treated with micro-implants and a self-made four-curvature
torquing auxiliary: A case report
Liu R, Hou WB, Yang PZ, Zhu L, Zhou YQ, Yu X, Wen XJ

736 Cystic duct dilation through endoscopic retrograde cholangiopancreatography for treatment of gallstones
and choledocholithiasis: Six case reports and review of literature
He YG, Gao MF, Li J, Peng XH, Tang YC, Huang XB, Li YM

748 Infectious complications during immunochemotherapy of post-transplantation lymphoproliferative
disease-can we decrease the risk? Two case reports and review of literature
Gladys A, Kozak S, Wdowiak K, Winder M, Chudek J

758 Restenosis of a drug eluting stent on the previous bioresorbable vascular scaffold successfully treated with
a drug-coated balloon: A case report
Jang HG, Kim K, Park HW, Koh JS, Jeong YH, Park JR, Kang MG

Bishidenge WVJCC | https://www.wjgnet.com 111 January 26,2021 | Volume9 | Issue3



World Journal of Clinical Cases

Contents

Thrice Monthly Volume 9 Number 3 January 26, 2021

ABOUT COVER

Editorial Board Member of World Journal of Clinical Cases, Dr. Marcelo A F Ribeiro Jr. is Full Professor of Surgery at
Pontifical Catholic University - PUC Sorocaba - General and Trauma Surgery, and Professor of the Post-
Graduation Program in Surgery, IAMSPE Sao Paulo (Brazil). He serves as Member and Fellow of the Brazilian
College of Surgeons, Brazilian College of Digestive Surgery, Brazilian Trauma Society (General Secretary),
American College of Surgeons, American Association for the Surgery of Trauma, Eastern Association for the
Surgery of Trauma, and Pan-American Trauma Society (being Chairman of the Education Committee and Member
of the Board). (L-Editor: Filipodia)

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: J/-Hong Lin; Production Department Director: Xiang Ii; Editorial Office Director: Jin-Lei Wang.

NAME OF JOURNAL INSTRUCTIONS TO AUTHORS

World Journal of Clinical Cases https:/ /www.wijgnet.com/bpg/gerinfo/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.wignet.com/bpg/gerinfo/240
FREQUENCY PUBLICATION ETHICS

Thrice Monthly https:/ /www.wijgnet.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.wijgnet.com/2307-8960/ editotialboard.htm https:/ /www.wijgnet.com/bpg/getinfo/242
PUBLICATION DATE STEPS FOR SUBMITTING MANUSCRIPTS
January 26, 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 January 26,2021 | Volume9 | Issue3


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 / wjcc.v9.i3.614

World Journal of
Clinical Cases

World | Clin Cases 2021 January 26; 9(3): 614-622

ISSN 2307-8960 (online)

CASE REPORT

Nephrotic syndrome in syngeneic hematopoietic stem cell
transplantation recipients: A case report

Ming-Chuan Bai, Jing-Jing Wu, Kou-Rong Miao, Jing-Feng Zhu, Hui-Juan Mao

ORCID number: Ming-Chuan Bai
0000-0002-8473-5885; Jing-Jing Wu
0000-0002-7197-4465; Kou-Rong
Miao 0000-0002-0266-9715; Jing-
Feng Zhu 0000-0001-5805-6128; Hui-
Juan Mao 0000-0001-7410-1486.

Author contributions: Bai MC, Wu
JJ, Miao KR, Mao HJ wrote and
revised the paper together; Zhu JF
performed the pathological
analysis and interpretation; Bai MC
and Wu JJ contributed to this paper
equally, and should be considered
as co-first authors; Mao HJ was
corresponding author and
responsible for important
intellectual content of the
manuscript. All authors approved
the final version of the manuscript.

Supported by the National Natural
Science Foundation of China, No.
8197039; and 2017 Jiangsu
Commission of Health Research
Project, No. H2017023.

Informed consent statement:
Informed written consent was
obtained from the patient for
publication of this report and any
accompanying images.

Conflict-of-interest statement: The
authors declare that they have no
conflicts of interest.

CARE Checklist (2016) statement:
The authors have read the CARE
Checklist (2016), and the

Jaishideng®

WJCC | https://www.wjgnet.com

Ming-Chuan Bai, Jing-Jing Wu, Jing-Feng Zhu, Hui-Juan Mao, Department of Nephrology, The
First Affiliated Hospital of Nanjing Medical University, Nanjing 210029, Jiangsu Province,
China

Kou-Rong Miao, Department of Hematology, The First Affiliated Hospital of Nanjing Medical
University, Nanjing 210029, Jiangsu Province, China

Corresponding author: Hui-Juan Mao, MD, PHD, Professor, Department of Nephrology, The
First Affiliated Hospital of Nanjing Medical University, No. 300 Guangzhou Road, Nanjing
210029, Jiangsu Province, China. huijuanmao(@126.com

Abstract

BACKGROUND

Hematopoietic stem cell transplantation (HSCT) is widely used in the treatment of
hematological diseases. However, complications after transplantation, such as
acute and chronic graft-vs-host disease (GVHD), still seriously affect the quality of
life and even threaten the lives of patients. There is evidence that glomerular
diseases can manifest as GVHD. However, GVHD should not occur as a result of
syngeneic HSCT.

CASE SUMMARY

A 20-year-old male diagnosed with T lymphoblastic lymphoma (stage IIIA, aalPI
1) in September 2013 was treated with six cycles of hyper-CVAD and achieved
complete remission. He underwent syngeneic HSCT in June 2014, and had no
kidney disease history before the transplant. However, nephrotic syndrome
occurred 24 mo later in the patient after syngeneic HSCT. Renal biopsy was
performed, which led to a diagnosis of atypical membranous nephropathy. After
treatment with glucocorticoids combined with cyclophosphamide and
cyclosporine, the nephrotic syndrome was completely relieved.

CONCLUSION

We report a case of delayed nephrotic syndrome after syngeneic HSCT. Antibody-
mediated autoimmune glomerular disease may be the underlying mechanism.
After treatment with immunosuppressive agents, the nephrotic syndrome was
completely relieved but further long-term follow-up is still needed.

Key Words: Syngeneic hematopoietic stem cell transplantation; Nephrotic syndrome; Graft
vs host disease; Cyclosporine; Autoimmune glomerular disease; Case report
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Core Tip: Postoperative complications such as acute and chronic graft-vs-host disease
(GVHD) seriously affect the quality of life of patients after transplantation and even
threaten patients’ lives. There is evidence that glomerular diseases may manifest as
GVHD. However, GVHD should not occur as a result of syngeneic hematopoietic stem
cell transplantation (HSCT). We report a rare case of delayed nephrotic syndrome
following syngeneic HSCT for treatment of T lymphoblastic lymphoma. Nephrotic
syndrome occurred 24 mo later. Renal biopsy was performed, which led to a diagnosis
of atypical membranous nephropathy. After treatment with glucocorticoids combined
with cyclophosphamide and cyclosporine, the nephrotic syndrome was completely
relieved. The specific pathogenesis of nephrotic syndrome in this case is unclear but
some findings may support the role of induction of the autoimmune response after
transplantation.

Citation: Bai MC, Wu JJ, Miao KR, Zhu JF, Mao HJ. Nephrotic syndrome in syngeneic
hematopoietic stem cell transplantation recipients: A case report. World J Clin Cases 2021;
9(3): 614-622

URL: https://www.wjgnet.com/2307-8960/full/v9/i3/614.htm

DOI: https://dx.doi.org/10.12998/wjcc.v9.i3.6 14

INTRODUCTION

Hematopoietic stem cell transplantation (HSCT) is often complicated by kidney
damage, which can be characterized by acute kidney injury and nephrotic syndrome
and may develop into chronic kidney disease or even end-stage renal disease!'”. The
percentage of HSCT recipients with glomerular lesions is very small, accounting for
only 1%-6% of allogeneic HSCT patients”*. HSCT recipients usually present with
membranous nephropathy (MN) (64%), minimally pathological nephropathy (19%),
and other glomerular diseases, including focal segmental glomerulosclerosis (5%), IgA
nephropathy (5%), proliferative glomerular disease (4%), mesangial proliferative
glomerular disease (1%), and anti-neutrophil cytoplasmic antibody-associated
glomerulonephritis (1%)". There is evidence that these glomerular diseases are a
manifestation of graft-vs-host disease (GVHD)P. Compared with that after allogenic
HSCT, GVHD after syngeneic HSCT is rarely encountered in the clinic. The tissue
lesions have been mainly located in the gastrointestinal tract and liver, especially in
the distal colon!, and there is no definite diagnostic basis. Nephrotic syndrome
associated with syngeneic HSCT has not yet been reported.

We describe herein the first published case of delayed nephrotic syndrome
occurring in the stable phase after syngeneic HSCT and attempt to explore its
development.

CASE PRESENTATION

Chief complaints

A 20-year-old male presented to the Nephrology Department of our hospital
complaining of limb soreness, and after 5 mo, the patient began to develop proteinuria
and edema in both lower extremities.

History of present illness

In February 2016, the patient developed limb soreness. The initial laboratory data were
as follows: hemoglobin of 128 g/L and a platelet count of 398 x 10°/L. Other values
were as follows: Serum albumin was 29.4 g/L, alanine aminotransferase was 246.6
U/L, aspartate aminotransferase was 314.8 U/L, and creatine kinase was 4612.9 U/L.
We considered that chronic rejection after transplantation resulted in myositis and
liver damage, so the patient was treated with corticoid therapy by administration of
oral methylprednisolone (32 mg/d). The outcome was favorable. However, after 5 mo,
the patient began to develop proteinuria and edema in both lower extremities.
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History of past illness

The patient diagnosed with T lymphoblastic lymphoma (stage IIIA, aalPI 1) in
September 2013 was treated with six cycles of hyper-CVAD and achieved complete
remission. Then, he underwent syngeneic HSCT in June 2014 (Figure 1), and had no
kidney disease history before the transplant. The donor was his twin brother, and
HLA matching at high resolution for the HLA-A, B, C, DRB1 and DQB1 loci revealed
that the loci were completely consistent in the donor and recipient. Additionally, short
tandem repeat analysis was performed on both the donor and recipient, and the
results showed that the 20 loci were completely consistent (Figure 2 and Table 1). After
transplantation, the patient used 8 mg glucocorticoids daily and then tapered off
gradually, and he also received 3 mg sirolimus daily for 3 mo to prevent potential
GVHD, which achieved good results.

Personal and family history
The patient had a free medical history.

Physical examination

At admission, the patient’s temperature was 36.8 °C, the heart rate was 70 bpm, the
respiratory rate was 16 breaths per minute, the blood pressure was 112/80 mmHg, and
the oxygen saturation in room air was 99%. The clinical physical examination revealed
moderate edema in both lower limbs without any other pathological signs.

Laboratory examinations

The blood analysis results were as follows: Leukocyte count of 9.60 x 10°/L, neutrophil
count of 6.66 x 10°/L, eosinophils at 0.20%, and hemoglobin of 132 g/L. The blood
biochemistry results were as follows: Albumin of 15.7 g/L, total cholesterol of 9.45
mmol/L, calcium of 1.97 mmol/L, and alkaline phosphatase of 144.7 U/L. The thyroid
function testing results were as follows: free triiodothyronine of 1.96 mmol/L,
triiodothyronine of 0.61 nmol/L, thyroxine of 36.5 nmol/L, thyroglobulin of 39.30
ng/L, and free thyroxine of 9.51 pmol/L. Immunoglobulin G was 4.99 g/L, d-dimer
was 1.48 mg/L, 25-hydroxyvitamin D was 7.50 nmol/L, blood kappa light chain was
0.866 g/L, and L light chain was 0.413 g/L. The patient had undergone testing for
antinuclear antibody, rheumatism, hepatitis B virus antigen, hepatitis C, and syphilis,
the results of which were all negative. Furthermore, his level of serum phospholipase
A2 receptor (PLA2R) autoantibodies was 4.36 RU/mL (normal value < 20 RU/mL
according to ELISA), which was also a negative result.

Imaging examinations

The electrocardiogram, chest X-ray, kidney, ureter and bladder ultrasonic imaging,
and positron emission computed tomography/computed tomography results were all
negative.

Further diagnostic work-up

A percutaneous kidney biopsy was performed, which led to a diagnosis of
glomerulonephritis with characteristics of MN (Figure 3) on the basis of light
microscopy, electron microscopy and immunofluorescence findings.

Biopsy findings

Light microscopy: Thirty-two glomeruli were observed. The number of glomerular
cells was not increased, and the mesangial hypercellularity was mild. The mesangial
matrix expansion was slight, and few intracapillary fibrin thrombi were observed. The
capillaries were open, showing few microthromboses. Basement membrane thickening
was observed, with a small number of capsule adhesions but no double contours or
spikes. The renal tubular epithelial cells were basically normal. The lumen showed
evidence of protein casts, red blood cell casts and few cellular casts. The interstitium
showed little infiltration of inflammatory cells and no obvious fibrosis, and the wall of
the arteriole was not thickened (Figure 3A and B).

Electron microscopy: A large number of fibroblasts were seen in Bowman's space.
There were few capillaries, and the opening was in acceptable condition. The
endothelium was not hypercellular. The thickness of the basement membrane was
approximately 300-500 nm. No clear mesangial area was seen, and only one podocyte
showed lamellar vacuolar degeneration. There were epithelial electron dense deposits
in the glomeruli (Figure 3E and F).
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Table 1 Short tandem repeat analyses results for the donor and the recipient

Recipient Donor
Locus Locus

A1 A2 A1 A2
D195433 14 15.2 D195433 14 15.2
D5S818 11 12 D5S818 1 12
D21511 28 30 D21511 28 30
D18551 13 17 D18551 13 17
D651043 13 14 D651043 13 14
D3S1358 15 15 D3S1358 15 15
D135317 10 11 D13S317 10 1
D75820 11 12 D75820 1 12
D165539 9 11 D165539 9 1
CSF1PO 11 12 CSF1PO 1 12
Penta D 9 12 Penta D 9 12
AMEL X Y AMEL X Y
VWA 16 18 VWA 16 18
D851179 10 15 D851179 10 15
TPOX 8 11 TPOX 8 1
Penta E 10 12 Penta E 10 12
THO1 9 9 THO1 9 9
D125391 20 22 D125391 20 22
D251338 16 19 D251338 16 19
FGA 23 23 FGA 23 23

Note: A short tandem repeat analysis was performed for both the donor and the recipient, and the results showed that the 20 loci were completely
consistent.

2014/06/20 2014/06/21 2014/06/22 2014/06/23 2014/06/24 2014/06/25 2014/06/26 2014/06/27 2014/06/28 2014/06/29
-10d -09d -08d -07d -06d -05d -04d -03d -02d -01d

Busulfan 172mg qd

VP-16 1.62g
CTX 3.24g qd
ATG 165mg qd
VPA 0.5g q8h VPA 0.5g gq12h
2014/06/30 2014/07/01 2014/07/02 2014/07/03 2014/07/04 2014/07/05 2014/07/06 2014/07/07 2014/07/08 2014/07/09 2014/07/10 2014/07/11
od +01d +02d +03d +04d +05d +06d +07d +08d +09d +10d +11d
Collection
Reinfusion
_ [MiX24mg  [MTX16mg [ MTX 16mg | _MTX 16mg

Figure 1 Specific medication scheme for syngeneic hematopoietic stem cell transplantation. ATG: Antithymocyte globulin; CTX:
Cyclophosphamide; MTX: Methotrexate; VP-16: Etoposide; VPA: Valproate sodium.

Immunofluorescence (IF): Findings were as follows: IgG, diffuse granular immune
reactant on the basement membrane (++++); IgA, diffuse granular immune reactant on
the basement membrane (+); IgM, diffuse granular immune reactant on the basement
membrane (+++); Clq, diffuse granular immune reactant on the basement membrane
(++); C3, diffuse granular immune reactant on the basement membrane (++); C4,
diffuse granular immune reactant on the basement membrane (++); Fibrinogen, diffuse
granular immune reactant on the basement membrane (+) (Figure 3C and D).
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Figure 2 Results of the short tandem repeat analyses. A: Donor results; B: Recipient results.

FINAL DIAGNOSIS

The final diagnosis of the presented case was nephrotic syndrome after syngeneic
HSCT.

TREATMENT

We eliminated the possibility of lymphoma recurrence, and biopsy confirmed the
immune-mediated process. The patient was administered 60 mg/d methyl-
prednisolone on 27 July 2016. On August 8" he was treated with 0.8 g
cyclophosphamide, which was also administered an additional four times (0.8 g on
September 12, 0.6 g on October 17, 0.2 g on November 14, and 0.4 g on December 12).

OUTCOME AND FOLLOW-UP

Significant improvement in the proteinuria was achieved in December 2016, with a 24-
h proteinuria loss of 0.3 g (Figures 4 and 5). In January 2017, the patient was treated
with cyclosporine combined with glucocorticoids, which were gradually tapered
down, and his proteinuria showed long-term stability. Finally, cyclosporine (50 mg/d)
was discontinued in March 2018 (Figure 6). During the follow-up period, the patient
did not develop an infection.

DISCUSSION

Glomerulopathies after allogeneic HSCT most often manifest as nephrotic syndrome
caused by membranous nephropathy!®’l. Since most patients receiving allogeneic
HSCT have a history of acute (30% to 68%) or chronic (74% to 86%) GVHD, GVHD is
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Figure 3 Renal biopsy findings. A and B: Mesangial hypercellularity was mild. Mesangial matrix expansion was light, and few intracapillary fibrin thrombi were
observed. The capillaries were open, showing a few microthromboses. Basement membrane thickening was observed, with a small number of capsule adhesions but
no double contours or spikes; C: Immunoglobulin (Ig) G: Diffuse granular inmune reactant on the basement membrane (++++); D: IgA: Diffuse granular immune
reactant on the basement membrane (+), electron microscopy; E and F: A large number of fibroblasts were seen in Bowman's space. There were epithelial electron
dense deposits in the glomeruli.

Date 2016/7/8  2016/7/20 2016/9/5 2016/10/10 2016/12/9 2017/2/10 2017/3/17 2017/4/25
Scr (umol/L) 557 60.4 53.6 58.2 53.6 54.2
Urine protein (mg/24h) 4572 2135 2903 137! 301 280 328.5 124
Date 2017/6/2  2017/7/21 2017/9/22 2017/11/17 2018/1/9 2018/3/29 2018/4/21 2018/5/4
Scr (umol/L) 64.8 55.9 69.4 524l 52.8
Urine protein (mg/24h) 1125 139.5 50 28 86 132 212

Figure 4 Trends in 24-h urine protein and serum creatinine levels during treatment. Scr: Serum creatinine.

considered to cause secondary MN after HSCT!**’l. Compared with that in the general
population, the incidence of MN after HSCT is increased (being 0.6%-3.8% in patients
1-10 years after HSCT"!, whereas the annual incidence rate in the general population is
0.0012 %),

Recently, studies have shown that the pathogenesis of chronic GVHD mainly goes
through three stages. First, tissue damage causes activation of antigen-presenting cells,
which causes inflammation, leading to endothelial damage and reduced vascular
density; second, the proliferation of allogeneic reactive T/B cells brings about thymus
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Figure 5 Trends in the 24-h urine protein and serum albumin levels during treatment. After treatment with steroid hormones, cyclophosphamide and
cyclosporine, the 24-h urinary protein level was significantly reduced and maintained at normal levels for a long period of time.

Date 2016/7/27--2016-08/07 2016/8/8 2016/08/09--2016/09/11  2016/9/12 2016/9/13--2016/10/16 2016/10/17  2016/10/18--2016/11/13
GC Prednisolone 60mg po aqd 50mg po qd 40mg po qd
s CsA
CTX _ 0Bgivatt _ 08givatt _ 06givatt
Date 2016/11/14 2016/11/15--2016/12/11  2016/12/12 2016/12/13--2017/01-15  2017/1/16  2017/01/17--2017/02-12  2017/2/13--2017/03/19
GC Prednisolone 30mg po qd 20mg po qd 15mg po qd
S CsA 50mg po bid
—— cx | OOGRER | O4givatt |
Date 2017/3/20--2016/04/30  2017/05/01--2017/07-23  2017/07/24--2017/09/24 2017/09/25--2017/01/21 2017/01/22--2017/03/21 2017/03/22--2017/04/25
GC Prednisolone 10mg po qd 8mg po qd 4mg po qd
s CsA 50mg po bid 25mg po bid
CTX

Figure 6 Medication options for patients during treatment. CsA: Cyclosporine A; CTX: Cyclophosphamide; GC: Glucocorticoid; IS: Immunosuppressant.
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damage, leading to a reduction in regulatory T/B/natural killer cells, which results in
the loss of peripheral tolerance. Ultimately, macrophages secrete TGF-beta and PDGF-
alpha to activate fibroblasts, which leads to an increase in extracellular matrix and
tissue hardening, resulting in tissue and organ lesions. However, the pathogenesis of
syngeneic GVHD remains unclear.

Previous studies have shown that inducing autologous GVHD requires two major
factors. The first factor is the disruption of central immune reconstruction, and the
other is the failure of peripheral immune tolerance in recipient tissues after
transplantation. In patients with HSCT, the thymic epithelium is destroyed by a
variety of confounding factors, such as aging, conditioning regimen toxicity, and
calcineurin inhibitors!"l. Alloreactive T cells contribute to the process by depleting
thymic dendritic cells, medullary thymic epithelial cells (referred to as TECs) and
cortical TECs!"l. Moreover, due to lymphoid clearance during pretreatment in HSCT
patients, the T cell-dependent regulatory system is unable to eliminate allogeneic T
cells released into the periphery, which in turn leads to the development of
autoreactive inflammation!".

In addition, B cells may be an important coparticipant, as shown by the similarity
between the clinical manifestations of chronic GVHD (cGVHD) and various
autoimmune diseases, including systemic lupus erythematosus, multiple sclerosis,
rheumatoid arthritis, and type 1 diabetes!""l. In a study of autoimmune diseases, more
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than half of developing B cells in bone marrow expressed autoreactive B cell
receptors!'’. The possible role of B cells in cGVHD pathogenesis was revealed by the
fact that B cells reconstituted after myeloablative conditioning exhibited B cell-receptor
hyperresponsiveness, which, after activation, led to the expansion of curative B cells,
which released a large number of antibodies and thereby promoted cGVHD!"’..

With the discovery of anti-nuclear antibodies associated with chronic allogeneic
GVHD or immune recovery, it has been further confirmed that B cells may participate
in chronic allogeneic GVHD!". Autologous GVHD is considered to be an autoimmune
syndrome and a less serve form of GVHD than the allograft response.

Nephrotic syndrome in patients with allogeneic HSCT is considered a possible
manifestation of cGVHD in the kidney. A reduction in immunosuppressive
medication after HSCT is related to the development of nephrotic syndrome in 63% of
patients within 9 mo. MN is rarely encountered after autologous HSCT (3%
autologous and 97% allogeneic HSCT)F. The possible reason is that changes in
autoimmune lymphokines or new factors emerging after HSCT can lead to podocyte
damage, which contributes to MN. Renal biopsy and treatment according to the
pathological type are recommended. At present, glucocorticoids combined with
calcineurin inhibitors are the main treatment. Other immunosuppressants have also
been used, such as cyclophosphamide, mycophenolate, and rituximab!"’. In this case,
cyclophosphamide was used for treatment, and finally, a small dose of glucocorticoid
combined with cyclosporine completely relieved the condition.

In 2009, M-type PLA2R was discovered as the primary target in idiopathic MN, and
great progress has been made in the diagnosis and treatment of idiopathic MNU'L. It is
worth noting that a large proportion of patients with idiopathic MN have circulating
antibodies against PLA2R".

A previous study showed that no anti-PLA2R antibody was detected in patients
with allogeneic HSCT-associated MN". Therefore, MN and other forms of immune-
mediated glomerulonephritis in HSCT patients may represent "kidney-specific" forms
of cGVHD", in which alloantibodies induced by donor immune cells can specifically
act on podocyte antigens or proteins that bind to the receptor but that are not present
in the donor. The patient was negative for PLA2R antibody, and the IF results
suggested that IgG, IgA, IgM, Clq, C3, and C4 were widely deposited on basal
membranes; immunosuppressive therapy was effective, perhaps as a result of this
mechanism. This case suggests that GVHD may still occur in homologous
transplantation, which requires close monitoring and the long-term use of small
amounts of steroids and immunosuppressants.

CONCLUSION

We report a case of delayed nephrotic syndrome after syngeneic HSCT. Antibody-
mediated autoimmune glomerular disease may be the underlying mechanism. After
treatment with immunosuppressive agents, the nephrotic syndrome was completely
relieved, but further long-term follow-up is needed.
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