
World Journal of
Clinical Cases

ISSN 2307-8960 (online)

World J Clin Cases  2023 August 26; 11(24): 5628-5839

Published by Baishideng Publishing Group Inc



WJCC https://www.wjgnet.com I August 26, 2023 Volume 11 Issue 24

World Journal of 

Clinical CasesW J C C
Contents Thrice Monthly Volume 11 Number 24 August 26, 2023

MINIREVIEWS

Effect of pesticides on phosphorylation of tau protein, and its influence on Alzheimer’s disease5628

Torres-Sánchez ED, Ortiz GG, Reyes-Uribe E, Torres-Jasso JH, Salazar-Flores J

ORIGINAL ARTICLE

Case Control Study

Reduction rate of monoclonal protein as a useful prognostic factor in standard-risk group of newly 
diagnosed multiple myeloma

5643

Liu M, Zhang JY

Retrospective Cohort Study

Effectiveness of treating menorrhagia using microwave endometrial ablation at a frequency of 2.45 GHz5653

Kakinuma T, Kaneko A, Kakinuma K, Matsuda Y, Yanagida K, Takeshima N, Ohwada M

Benefits of laparoscopy-assisted ileostomy in colorectal cancer patients with bowel obstruction5660

Wang YJ, Lin KH, Kang JC, Hu JM, Chen CY, Pu TW

Retrospective Study

Hypopharyngeal cancer trends in a high-incidence region: A retrospective tertiary single center study5666

Cordunianu AGV, Ganea G, Cordunianu MA, Cochior D, Moldovan CA, Adam R

Relevant detection indicator of prethrombotic state in patients with primary hypertension5678

Luo J, Yang T, Ding L, Xiong JH, Ying T, Xu F

Clinical study of extrahepatic biliary adenoma5692

Li W, Tao J, Song XG, Hou MR, Qu K, Gu JT, Yan XP, Yao BW, Qin YF, Dong FF, Sha HC

SYSTEMATIC REVIEWS

Sodium-glucose cotransporter-2 inhibitor-associated euglycemic diabetic ketoacidosis in COVID-19-
infected patients: A systematic review of case reports

5700

Khedr A, Hennawi HA, Khan MK, Eissa A, Mir M, Rauf I, Nitesh J, Surani S, Khan SA

META-ANALYSIS

Efficacy and safety of Huangqi Jianzhong decoction in the treatment of chronic atrophic gastritis: A meta-
analysis

5710

Yan XP, Si W, Ding MS, Tian YF, Guo Z



WJCC https://www.wjgnet.com II August 26, 2023 Volume 11 Issue 24

World Journal of Clinical Cases
Contents

Thrice Monthly Volume 11 Number 24 August 26, 2023

CASE REPORT

Malignant melanoma of the prostate: Primary or metastasis? A case report5721

Zhao H, Liu C, Li B, Guo JM

Intravenous leiomyoma of the uterus extending to the pulmonary artery: A case report5729

Huang YQ, Wang Q, Xiang DD, Gan Q

Percutaneous endoscopic necrosectomy for walled-off necrosis in the retroperitoneal space of the elderly: 
A case report

5736

Sato K, Shibukawa G, Ueda K, Nakajima Y, Togashi K, Ohira H

Acute exacerbation of idiopathic pulmonary fibrosis treated using the Feibi recipe: Two case reports5742

Liu ZH, Li GD, Hao QX, Cao F, Cheng Y, Kou MJ, Jiao Y

Neonatal erythema multiforme associated with a rotavirus infection: A case report5749

Kim JJ, Lee JK

Hemorrhagic Bartholin’s cyst in a woman using anti-platelet medication: A case report and review of the 
literature

5755

Li YR, Ding DC

Subintimal recanalization for non-acute occlusion of intracranial vertebral artery in an emergency 
endovascular procedure: A case report

5762

Fu JF, Zhang XL, Lee SY, Zhang FM, You JS

Synchronous rectal adenocarcinoma and intestinal mantle cell lymphoma: A case report5772

Vu KV, Trong NV, Khuyen NT, Huyen Nga D, Anh H, Tien Trung N, Trung Thong P, Minh Duc N

Focal lymphoblastic transformation of chronic myelogenous leukemia develops into erythroid leukemia: A 
case report

5780

Wang W, Chen YL, Gou PP, Wu PL, Shan KS, Zhang DL

Intraoperative sudden arrhythmias in cervical spine surgery adjacent to the stellate ganglion: A case report5789

Seo JH, Cho SY, Park JH, Seo JY, Lee HY, Kim DJ

Papillary thyroid carcinoma with nodular fasciitis-like stroma - an unusual variant with distinctive 
histopathology: A case report

5797

Hu J, Wang F, Xue W, Jiang Y

Malignant form of hidroacanthoma simplex: A case report5804

Yang YF, Wang R, Xu H, Long WG, Zhao XH, Li YM

Penile and scrotal strangulation by stainless steel rings in an human immunodeficiency virus positive man: 
A case report

5811

Usuda D, Kaminishi N, Kato M, Sugawara Y, Shimizu R, Inami T, Tsuge S, Sakurai R, Kawai K, Matsubara S, Tanaka R, 
Suzuki M, Shimozawa S, Hotchi Y, Osugi I, Katou R, Ito S, Mishima K, Kondo A, Mizuno K, Takami H, Komatsu T, Oba J, 
Nomura T, Sugita M



WJCC https://www.wjgnet.com III August 26, 2023 Volume 11 Issue 24

World Journal of Clinical Cases
Contents

Thrice Monthly Volume 11 Number 24 August 26, 2023

Persistent postoperative hypotension caused by subclinical empty sella syndrome after a simple surgery: A 
case report

5817

Zhao KM, Hu JS, Zhu SM, Wen TT, Fang XM

Rare ROS1-CENPW gene in pancreatic acinar cell carcinoma and the effect of crizotinib plus AG 
chemotherapy: A case report

5823

Wang T, Shen YY

Fecal transplantation in patient with metastatic melanoma refractory to immunotherapy: A case report5830

del Giglio A, Atui FC

Left hepatic artery pseudoaneurysm complicating endoscopic retrograde cholangiopancreatography: A 
case report

5835

Li QM, Ye B, Yang SW, Zhao H



WJCC https://www.wjgnet.com IX August 26, 2023 Volume 11 Issue 24

World Journal of Clinical Cases
Contents

Thrice Monthly Volume 11 Number 24 August 26, 2023

ABOUT COVER

Editorial Board Member of World Journal of Clinical Cases, Kelser de Souza Kock, PhD, Physiotherapist, Professor, 
Department of Physiotherapy/Medicine, University of South of Santa Catarina, Tubarão 88700000, SC, Brazil. 
kelserkock@yahoo.com.br

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 abstracted and indexed in Science Citation Index Expanded (SCIE, also known as SciSearch®), 
Journal Citation Reports/Science Edition, Current Contents®/Clinical Medicine, PubMed, PubMed Central, 
Reference Citation Analysis, China National Knowledge Infrastructure, China Science and Technology Journal 
Database, and Superstar Journals Database. The 2023 Edition of Journal Citation Reports® cites the 2022 impact 
factor (IF) for WJCC as 1.1; IF without journal self cites: 1.1; 5-year IF: 1.3; Journal Citation Indicator: 0.26; Ranking: 
133 among 167 journals in medicine, general and internal; and Quartile category: Q4.

RESPONSIBLE EDITORS FOR THIS ISSUE

Production Editor: Ying-Yi Yuan; Production Department Director: Xu Guo; 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

Thrice Monthly https://www.wjgnet.com/bpg/GerInfo/288

EDITORS-IN-CHIEF PUBLICATION MISCONDUCT

Bao-Gan Peng, Jerzy Tadeusz Chudek, George Kontogeorgos, Maurizio Serati, Ja 
Hyeon Ku

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 26, 2023 https://www.wjgnet.com/bpg/GerInfo/239

COPYRIGHT ONLINE SUBMISSION

© 2023 Baishideng Publishing Group Inc https://www.f6publishing.com

© 2023 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 5643 August 26, 2023 Volume 11 Issue 24

World Journal of 

Clinical CasesW J C C
Submit a Manuscript: https://www.f6publishing.com World J Clin Cases 2023 August 26; 11(24): 5643-5652

DOI: 10.12998/wjcc.v11.i24.5643 ISSN 2307-8960 (online)

ORIGINAL ARTICLE

Case Control Study

Reduction rate of monoclonal protein as a useful prognostic factor in 
standard-risk group of newly diagnosed multiple myeloma

Min Liu, Jun-Yu Zhang

Specialty type: Medicine, research 
and experimental

Provenance and peer review: 
Unsolicited article; Externally peer 
reviewed.

Peer-review model: Single blind

Peer-review report’s scientific 
quality classification
Grade A (Excellent): 0 
Grade B (Very good): 0 
Grade C (Good): C 
Grade D (Fair): 0 
Grade E (Poor): 0

P-Reviewer: Roganovic J, Croatia

Received: March 17, 2023 
Peer-review started: March 17, 2023 
First decision: June 19, 2023 
Revised: July 2, 2023 
Accepted: August 1, 2023 
Article in press: August 1, 2023 
Published online: August 26, 2023

Min Liu, Jun-Yu Zhang, Department of Hematology, Lishui Municipal Central Hospital, Lishui 
323000, Zhejiang Province, China

Corresponding author: Jun-Yu Zhang, MM, Chief Doctor, Department of Hematology, Lishui 
Municipal Central Hospital, No. 289 Kuocang Road, Lishui 323000, Zhejiang Province, China. 
zhangjunyu815@163.com

Abstract
BACKGROUND 
Multiple myeloma (MM) is a common hematologic malignancy that originates 
from a malignant clone of plasma cells. Solitary plasmacytoma, history of 
diabetes, and platelet count are considered as prognostic factors for MM. But 
some patients are still associated with much worse outcomes without any 
prognostic predictors. This study aimed to observe the reduction rate of mono-
clonal protein (M protein) after the first and fourth chemotherapy cycles, which is 
considered as a new prognostic factor for progression-free survival (PFS) in 
standard-risk group of newly diagnosed MM patients.

AIM 
To investigate the reduction rate of M protein after first and fourth cycle che-
motherapy as a useful prognostic factor.

METHODS 
A total of 316 patients diagnosed with MM for the first time between 2010 and 
2019 at the Lishui Municipal Central Hospital were included. All patients were 
diagnosed according to the National Comprehensive Cancer Network (NCCN) 
2020.V1 diagnostic criteria. The risk assessment was performed by the Mayo 
Stratification for Macroglobulinemia and Risk-Adapted Therapy guidelines. After 
diagnosis, 164 patients were evaluated and underwent treatment with four to 
eight courses of continuous induction chemotherapy. The patients with no 
response after induction treatment were administered additional therapy 
following the NCCN 2020.V1 criteria. The following baseline data from the 
patients were collected: Gender, age at diagnosis, Durie-Salmon stage, glutamic-
pyruvic transaminase, glutamic-oxaloacetic transaminase, catabolite activator 
protein, albumin/globulin ratio, lactate dehydrogenase, translocation (t)(6;14), 
t(11;14), maintenance regimen, total cholesterol (TC), triglyceride, and pho-
sphorous. All baseline data and the reduction rate of M protein after each 
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chemotherapy cycle from the first to fourth were assessed by univariate analysis. The factors influencing the 
overall survival and PFS were then assessed by multivariate analysis. We found the first cycle (C1) reduction rate 
and the fourth cycle (C4) reduction rate as predictors of PFS. Then, PFS was compared between patients with a C1 
reduction rate of M protein of ≥ 25% vs < 25% and ≥ 50% vs < 50%, and between patients with a C4 reduction rate 
of ≥ 25% vs < 25%, ≥ 50% vs < 50%, and ≥ 75% vs < 75%.

RESULTS 
Multivariate analysis revealed age [hazard ratio (HR): 1.059, 95% confidence interval (95%CI): 1.033-1.085, P ≤ 
0.001], International Staging System stage (HR: 2.136, 95%CI: 1.500-3.041, P ≤ 0.001), autotransplantion (HR: 0.201, 
95%CI: 0.069-0.583, P = 0.019), TC (HR: 0.689, 95%CI: 0.533-0.891, P = 0.019), C1 reduction rate (HR: 0474, 95%CI: 
0.293-0.767, P = 0.019), and C4 reduction rate (HR: 0.254, 95%CI: 0.139-0.463, P = 0.019) as predictors of PFS. The 
Kaplan-Meier survival analysis and the log-rank tests revealed that a higher reduction rate of M protein after first 
cycle (≥ 50%) and fourth cycle (≥ 75%) chemotherapy was associated with a longer PFS than the lower one.

CONCLUSION 
Higher reduction rates of M protein after the first and fourth chemotherapy cycles can act as advantageous 
prognostic factors for PFS in standard-risk group of MM patients during initial diagnosis.

Key Words: Multiple myeloma; Monoclonal protein; Progression-free survival; Chemotherapy

©The Author(s) 2023. Published by Baishideng Publishing Group Inc. All rights reserved.

Core Tip: Multiple myeloma (MM) is a common hematologic malignancy that originates from a malignant clone of plasma 
cells. Solitary plasmacytoma, history of diabetes, and platelet count are considered as prognostic factors for MM. But some 
patients are still associated with much worse outcomes without any prognostic predictors. This study aimed to observe the 
reduction rate of monoclonal protein after the first and fourth chemotherapy cycles, which is considered as a new prognostic 
factor for progression-free survival in standard-risk group of newly diagnosed MM patients.

Citation: Liu M, Zhang JY. Reduction rate of monoclonal protein as a useful prognostic factor in standard-risk group of newly 
diagnosed multiple myeloma. World J Clin Cases 2023; 11(24): 5643-5652
URL: https://www.wjgnet.com/2307-8960/full/v11/i24/5643.htm
DOI: https://dx.doi.org/10.12998/wjcc.v11.i24.5643

INTRODUCTION
Multiple myeloma (MM) is the second common hematologic malignancy that originates from B cells, and accounted for 
approximately 1.8% of all malignancies and led to the death of 30000 patients in 2018[1]. MM can cause kidney injury, 
anemia, lytic bone disease, hypercalcemia, abnormal functioning of blood coagulation, and damage of other organs[2]. 
Bone pain is the most common symptom that significantly impairs the quality of life in approximately 60% of patients[3]. 
Over the past decade, many studies have revealed nonoverlapping and overlapping genetic abnormalities in the 
myeloma cells and also demonstrated their impact on patient outcomes[4,5]. Del17p, translocation (t)(4;14), t(14;16), and 
t(14; 20) were considered as predictors of significantly shortened survival in patients with newly diagnosed MM[6-9]. In 
addition, according to geriatric assessment[10], due to the absence of high-risk cytogenetic abnormalities[11], both the 
International Staging System (ISS) and the Revised-ISS (R-ISS) were used as prognostic factors for the overall survival 
(OS) and progression-free survival (PFS) in patients. And ISS 1 and R-ISS 1 patients had a significantly longer PFS and OS
[12], while conventional factors such as age below 80 years, beta-2-microglobulin levels, normal hemoglobin, and normal 
lactate dehydrogenase (LDH) levels were identified as predictors of PFS and OS[13,14]. However, the median survival of 
patients with MM showed great improvement after undergoing chemotherapy, which consists of proteasome inhibitors, 
immunomodulatory drugs, and monoclonal antibodies[15], while few patients without these predictors still demon-
strated poorer outcomes. Our research revealed that the reduction rate of monoclonal protein (M protein) after the first 
and fourth chemotherapy cycles could act as a new advantageous prognostic factor for PFS in standard-risk group of MM 
patients during initial diagnosis.

MATERIALS AND METHODS
A total of 316 patients diagnosed with MM for the first time between 2010 and 2019 at the Lishui Municipal Central 
Hospital were included. All patients were diagnosed according to the National Comprehensive Cancer Network (NCCN) 
2020.V1 diagnostic criteria. The risk assessment was performed by the Mayo Stratification of Myeloma and Risk-adapted 
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Therapy guidelines. After diagnosis, 164 patients were evaluated and underwent treatment with four to eight cycles of 
continuous induction chemotherapy. The patients with no response after induction treatment were administered 
additional therapy following the NCCN 2020.V1 criteria. The following baseline data from the patients were collected: 
Gender, age at diagnosis, Durie-Salmon (DS) stage, glutamic-pyruvic transaminase (GPT), glutamic-oxaloacetic transa-
minase (GOT), catabolite activator protein (CRP), albumin/globulin ratio, LDH, t(6;14), t(11;14), maintenance regimen, 
total cholesterol (TC), triglyceride (TG), and phosphorous (P). All baseline data and the reduction rate of M protein after 
each chemotherapy cycle from the first to the fourth were assessed by univariate analysis. The factors influencing the OS 
and PFS were then assessed by multivariate analysis. We found the first cycle (C1) reduction rate and the fourth cycle 
(C4) reduction rate as predictors of PFS. Then, PFS was compared between patients with a C1 reduction rate of M protein 
of ≥ 25% vs < 25% and ≥ 50% and < 50%, and betweeb patients with a C4 reduction rate of ≥ 25% vs < 25%, ≥ 50% vs < 
50%, and ≥ 75% vs < 75%.

RESULTS
Patient characteristics
We retrospectively analyzed data from a total of 164 patients in this study, and all patients underwent treatment with 
four to eight cycles of continuous induction chemotherapy. The median observation time was 48.4 mo (range, 9-114 mo). 
The baseline characteristics for 164 MM patients diagnosed for the first time based on the reduction rate of M protein after 
first and fourth chemotherapy cycles are presented in Table 1. There were no significant differences in gender, DS stage, 
GPT, GOT, CRP, LDH, t(6;14), t(11;14), maintenance regimen, TC, TG, and P concentrations between the groups with 
different reduction rates of M protein after the first and fourth chemotherapy cycles (Table 1).

Prognostic impact of reduction rate of M protein after first and fourth cycle chemotherapy for standard-risk group of 
newly diagnosed MM
Table 2 shows the results of the univariate analysis of the factors influencing the OS and PFS. Multivariate analysis 
revealed age [hazard ratio (HR): 1.059, 95% confidence interval (95%CI): 1.033-1.085, P ≤ 0.001], ISS stage (HR: 2.136, 
95%CI: 1.500-3.041, P ≤ 0.001), autotransplantion (HR: 0.201, 95%CI: 0.069-0.583, P = 0.019), TC (HR: 0.689, 95%CI: 0.533-
0.891, P = 0.019), C1 reduction rate (HR: 0474, 95%CI: 0.293-0.767, P = 0.019), and C4 reduction rate (HR: 0.254, 95%CI: 
0.139-0.463, P = 0.019) as predictors of PFS (Table 3).

The Kaplan-Meier survive analysis and the log-rank tests revealed that there was no difference in PFS between patients 
with a C1 reduction rate of M protein of ≥ 25% vs < 25% (P = 0.319), but there was a significant difference between 
patients with a C1 reduction rate of M protein of ≥ 50% vs < 50% (P ≤ 0.001) (Figure 1). PFS did not differ significantly 
between patients with a C4 reduction rate of M protein of ≥ 25% vs < 25% (P = 0.248) and ≥ 50% vs < 50% (P = 0.228), but it 
had a significant difference between patients with a C4 reduction rate of ≥ 75% vs < 75% (P ≤ 0.001) (Figure 2).

Age (HR: 1.054, 95%CI: 1.027-1.081, P = 0.024), ISS stage (HR: 1.879, 95%CI: 1.315-2.686, P = 0.001), platelet count (HR: 
2.929, 95%CI: 1.269-6.756, P = 0.012), autotransplantion (HR: 0.211, 95%CI: 0.069-0.647, P = 0.006), and TC (HR: 0.735, 
95%CI: 0.573-0.943, P = 0.016) were identified as predictors of OS (Table 4).

DISCUSSION
MM is a heterogeneous disease with adverse clinical course, and is characterized by uncontrolled proliferation and 
accumulation of plasma cells in the bone marrow, which is usually connected with the production of M protein and the 
differences in the effectiveness of therapeutic strategies and the ability to develop chemoresistance. Risk stratification 
factors can assist in creating a personalized therapy, thereby improving the treatment outcomes. Prognostic markers such 
as cytogenetics, molecular biology, and ISS stage showed an association with OS and PFS in MM patients[16]. But there 
are still many patients with much worse outcomes without any prognostic markers. This study aimed to find more 
prognostic markers that might help doctors to adjust the therapeutic strategies in time.

M protein refers to monoclonal immunoglobulins or fragments created by abnormal monoclonal B cells or plasma cells 
to define ISS stage in MM[12]. Its deposition could cause destruction of organs such as the kidneys and skin[17]. The M 
protein level as a clonal burden is considered to be helpful in predicting the risk of progression of monoclonal 
gammopathy of undetermined significance (MGUS) to symptomatic diseases[18]. Furthermore, monoclonal gammopathy 
could affect bone marrow microenvironment, resulting in increased risk of infections, osteoporosis, venous and arterial 
thrombosis, and bone fractures[18]. In addition, the production of M protein that has autoantibody activity or its 
deposition in tissues are considered responsible for severe organ damage[18]. González-Calle et al[19] have found Bence-
Jones proteinuria as a kind of M protein disorder, and it can act as a tumor burden marker, showing a significant 
association with the risk of progression to symptomatic progression. Caers et al[20] demonstrated M protein as a 
significant risk factor in most of the patients with Smoldering MM (SMM) evolving into MM. Another study from Spain 
revealed that M protein with an increase of ≥ 10% in the first 12 mo of diagnosis was associated with progression to 
symptomatic MM in 71% of cases at 3 years with a median period of 1.1 year[21]. Gassiot et al[22] found that in patients 
presenting both a prior MGUS/SMM and partial remission (PR) (PR was defined as a ≥ 90% reduction of urinary M 
protein in 24 h or < 200 mg per 24 h and a reduction of ≥ 50% of serum M protein) after the first cycle of therapy, the PFS 
and OS showed significant differences from those of the remaining patients. Another study revealing that a fast response 
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Table 1 Baseline characteristics of multiple myeloma patients with a reduction rate of monoclonal protein after first and fourth cycles 
of chemotherapy

C1 reduction rate C4 reduction rate
Characteristic

< 50 ≥ 50
P value

< 75 ≥ 75
P value

Age (yr) ≤ 0.001 0.003

    < 65 25 56 21 60

    ≥ 65 49 34 40 43

Gender 0.912 0.903

    Male 36 43 37 42

    Female 38 47 39 46

ISS stage ≤ 0.001 ≤ 0.001

    I 5 39 2 42

    II 31 34 23 42

    III 38 17 36 19

DS stage 0.087 0.783

    I 1 1 1 1

    II 7 20 9 19

    III 66 70 51 83

GPT 0.657 0.985

    ≤ 40 71 85 58 98

    > 40 3 5 3 5

GOT 0.510 0.617

    ≤ 40 67 84 57 94

    > 40 7 6 4 9

CRP 0.704 0.880

    ≤ 10 53 62 42 83

    > 10 21 28 19 20

A/G 0.916 0.041

    ≤ 0.5 29 36 18 47

    > 0.5 45 54 43 56

LDH 0.215 0.530

    ≤ 245 54 73 46 82

    > 245 20 17 15 21

t(6;14) 3 3 1.000 2 4 0.405

t(11;14) 2 2 1.000 1 3 0.615

Platelet count ≤ 0.001 ≤ 0.001

    ≥ 100 55 88 45 98

    < 100 19 2 16 5

Herpes 13 19 0.569 9 23

Autotransplantation 5 20 0.006 5 20 0.020

TC (mmol/L) 0.903 0.767

    < 5.2 63 76 52 86

    ≥ 5.2 11 14 9 17
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TG (mmol/L) 0.546 0.778

    < 1.71 51 58 41 67

    ≥ 1.71 23 32 20 36

P (mmol/L) 0.587 0.568

    < 1.07 17 24 13 26

    ≥ 1.07 57 66 48 77

C1: The first cycle; C4: The fourth cycle; ISS: International Staging System; DS: Durie-Salmon; GPT: Glutamic-pyruvic transaminase; GOT: Glutamic-
oxaloacetic transaminase; CRP: Catabolite activator protein; A/G: Albumin/globulin; LDH: Lactate dehydrogenase; T: Translocation; TC: Total cholesterol; 
TG: Triglyceride; P: Phosphorous.

Table 2 Univariate analysis of progression-free survival and overall survival

PFS OS
Prognostic factor

HR (95%CI) P value HR (95%CI) P value

Age (yr) 1.051 (1.031-1.071) ≤ 0.001 1.034 (1.012-1.055) 0.002

Gender 1.265 (0.828-1.931) 0.277 1.412 (0.926-2.152) 0.109

Classification 1.037 (0.949-1.132) 1.037 1.093 (0.999-1.196) 0.053

ISS stage 1.718 (1.247-2.366) 0.001 2.093 (1.520-2.883) ≤ 0.001

DS stage 2.094 (1.082-4.054) 0.028 1.982 (1.015-3.869) 0.045

GPT 1.011 (1.002-1.021) 0.019 1.009 (0.999-1.019) 0.082

GOT 1.022 (1.011-1.033) ≤ 0.001 1.025 (1.013-1.038) ≤ 0.001

CRP 1.002 (0.996-1.007) 0.593 1.002 (0.996-1.008) 0.491

A/G 1.041 (0.698-1.553) 0.844 1.149 (0.754-1.751) 0.518

LDH 1.003 (1.001-1.004) ≤ 0.001 1.003 (1.002-1.005) ≤ 0.001

t(6;14) 1.021 (0.319-3.266) 0.972 1.285 (0.399-4.134) 0.674

t(11;14) 1.149 (0.281-4.708) 0.847 1.188 (0.290-4.871) 0.811

Platelet count 9.604 (4.965-18.578) ≤ 0.001 8.437 (4.528-15.721) ≤ 0.001

Herpes 0.821 (0.451-1.495) 0.52 0.908 (0.498-1.653) 0.751

Chemotherapy regimen 1.005 (0.856-1.180) 0.952 0.949 (0.795-1.133) 0.564

Autotransplantation 0.339 (0.137-0.842) 0.020 0.347 (0.140-0.860) 0.022

TC 0.773 (0.631-0.947) 0.013 0.757 (0.617-0.927) 0.007

TG 0.861 (0.666-1.114) 0.255 0.846 (0.642-1.113) 0.232

P 1.143 (0.953-1.370) 0.15 1.113 (0.934-1.325) 0.232

C1 reduction rate 0.412 (0.325-0.521) ≤ 0.001 0.438 (0.346-0.554) ≤ 0.001

C2 reduction rate 0.412 (0.325-0.523) ≤ 0.001 0.441 (0.351-0.553) ≤ 0.001

C3 reduction rate 0.390 (0.303-0.501) ≤ 0.001 0.377 (0.290-0.490) ≤ 0.001

C4 reduction rate 0.358 (0.283-0.455) ≤ 0.001 0.345 (0.267-0.445) ≤ 0.001

PFS: Progression-free survival; OS: Overall survival; HR: Hazard Ratio; 95%CI: 95% confidence interval; ISS: International Staging System; DS: Durie-
Salmon; GPT: Glutamic-pyruvic transaminase; GOT: Glutamic-oxaloacetic transaminase; CRP: Catabolite activator protein; A/G: Albumin/globulin; LDH: 
Lactate dehydrogenase; T: translocation; TC: Total cholesterol; TG: Triglyceride; P: Phosphorous; C1: The first cycle; C2: The second cycle; C3: The third 
cycle; C4: The fourth cycle.

to the first treatment cycle in MM patients is the major predictor of long-term response to lenalidomide and 
dexamethasone therapy also supported the same concept[22]. Atkin et al[23] believed that M protein production is 
reduced by treatment with chemotherapy, which improved the outcomes of MGUS.



Liu M et al. Reduction rate of M protein

WJCC https://www.wjgnet.com 5648 August 26, 2023 Volume 11 Issue 24

Table 3 Multivariate analysis of progression-free survival

Prognostic factor HR (95%CI) P value

Age 1.059 (1.033-1.085) ≤ 0.001

ISS stage 2.136 (1.500-3.041) ≤ 0.001

DS stage 1.622 (0.264-1.622) 0.264

GPT 1.017 (0.997-1.036) 0.097

GOT 1.002 (0.977-1.028) 0.857

LDH 1.000 (0.997-1.003) 0.944

Platelet count 1.880 (0.732-4.830) 0.189

Maintenance regimen 0.410 (0.236-0.710) 0.001

Autotransplantation 0.201 (0.069-0.583) 0.003

TC 0.689 (0.533-0.891) 0.005

C1 reduction rate 0.474 (0.293-0.767) 0.002

C2 reduction rate 0.792 (0.440-1.427) 0.438

C3 reduction rate 1.974 (0.921-4.230) 0.08

C4 reduction rate 0.254 (0.139-0.463) ≤ 0.001

HR: Hazard ratio; 95%CI: 95% confidence interval; ISS: International Staging System; DS: Durie-Salmon; GPT: Glutamic-pyruvic transaminase; GOT: 
Glutamic-oxaloacetic transaminase; LDH: Lactate dehydrogenase; TC: Total cholesterol; C1: The first cycle; C2: The second cycle; C3: The third cycle; C4: 
The fourth cycle.

Table 4 Multivariate analysis of overall survival

Prognostic factor HR (95%CI) P value

ISS stage 1.879 (1.315-2.686) 0.001

Age 1.054 (1.027-1.081) 0.024

DS stage 1.829 (0.791-4.233) 0.158

GOT 1.009 (0.988-1.031) 0.395

LDH 0.998 (0.996-1.001) 0.264

Platelet count 2.929 (1.269-6.756) 0.012

Autotransplantation 0.211 (0.069-0.647) 0.006

TC 0.735 (0.573-0.943) 0.016

C1 reduction rate 0.868 (0.543-1.387) 0.553

C2 reduction rate 0.680 (0.386-1.197) 0.181

C3 reduction rate 1.055 (0.592-1.879) 0.856

C4 reduction rate 0.608 (0.350-1.058)

HR: Hazard ratio; 95%CI: 95% confidence interval; ISS: International Staging System; DS: Durie-Salmon; GOT: Glutamic-oxaloacetic transaminase; LDH: 
Lactate dehydrogenase; TC: Total cholesterol; C1: The first cycle; C2: The second cycle; C3: The third cycle; C4: The fourth cycle.

In this retrospective analysis, we found a significant difference in the outcomes between a standard-risk group of 
newly diagnosed MM patients with a C1 reduction rate of M protein of ≥ 50% vs < 50%, and between those with a C4 
reduction rate of M protein of ≥ 75% vs < 75%; the median PFS was 20 mo vs 33 mo and 18 mo vs 30 mo, respectively, 
showing a significant difference between groups. In multivariate analysis, a higher reduction rate of M protein after the 
first and fourth chemotherapy cycles was demonstrated to be advantageous factors for PFS, with the reduction rate of M 
protein after the fourth chemotherapy cycle of ≥ 75% being stronger. Although the reduction rate of M protein after the 
first and fourth chemotherapy cycles were not identified as independent prognostic factors for OS in multivariate 
analysis, there is a trend of a longer OS associated with a higher reduction rate of M protein after the fourth 
chemotherapy cycle (≥ 75%). It has been more than 30 years since chemotherapy was initially combined with autologous 
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Figure 1 Kaplan-Meier analysis of progression-free survival of patients with different reduction rates of monoclonal protein after the first 
cycle of chemotherapy (P < 0.001). A: Progression-free survival (PFS) of patients with a reduction rate of monoclonal protein (M protein) after first 
chemotherapy of ≥ 25% vs < 25%; B: PFS of patients with a reduction rate of M protein after first chemotherapy of ≥ 50% vs < 50%. PFS: Progression-free survival.

Figure 2 Kaplan-Meier analysis of progression-free survival of patients with different reduction rates of monoclonal protein after the 
fourth cycle of chemotherapy (P < 0.001). A: Progression-free survival (PFS) of patients with a reduction rate of monoclonal protein (M protein) after the fourth 
chemotherapy cycle of ≥ 25% vs < 25%; B: PFS of patients with a reduction rate of M protein after fourth chemotherapy of ≥ 50% vs < 50%; C: PFS of patients with a 
reduction rate of M protein after fourth chemotherapy of ≥ 75% vs < 75%. PFS: Progression-free survival.

stem cell transplantation (ASCT) for the treatment of MM, which remained to be standard care for few patients with 
newly diagnosed MM[24-26]. Our study also supported this, and ASCT after chemotherapy was regarded as a protective 
factor for both PFS and OS. This might be one of the reasons for the association of a higher reduction rate of M protein 
with a longer PFS. After achieving a high reduction rate, more patients will have a chance to undergo ASCT. 
Furthermore, our study found TC as a protective factor for both PFS and OS. Jafri et al[27] revealed an inverse correlation 
between cholesterol level and the risk of hematologic malignancy, but the mechanism remains unclear. A previous study 
revealed that low platelet count is associated with an unfavorable OS[28]. Similar to previous studies, high ISS stage and 
age were identified as disadvantageous factors for PFS and OS in this study[29-31].

CONCLUSION
Our study have identified new independent prognostic factors for patients with newly diagnosed MM, and a higher 
reduction rate of M protein after the first chemotherapy cycle (≥ 50%) and the fourth chemotherapy cycle (≥ 75%) is 
associated with a longer PFS. The high reduction rate of M protein after the fourth chemotherapy cycle is associated with 
OS. To our knowledge, this is the first study to analyze the effects of the reduction rate of M protein after chemotherapy 
in MM patients. The new prognostic factors could help doctors to administer the treatment in time.

ARTICLE HIGHLIGHTS
Research background
Multiple myeloma (MM) is a common hematologic malignancy that originates from a malignant clone of plasma cells. 
Solitary plasmacytoma, history of diabetes, and platelet count are considered as prognostic factors for MM. But some 
patients are still associated with much worse outcomes without any prognostic factors.
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Research motivation
To study the potential prognostic factors in MM patients.

Research objectives
This study aimed to observe the reduction rate of monoclonal protein (M protein) after the first and fourth chemotherapy 
cycles, which is considered as a new prognostic factor for progression-free survival (PFS) in standard-risk group of newly 
diagnosed MM patients.

Research methods
We retrospectively analyzed 164 patients diagnosed with standard-risk MM for the first time, and compared the PFS and 
overall survival (OS) between patients with a reduction rate of M protein after first chemotherapy of ≥ 50% vs < 50% and 
between patients with a reduction rate of M protein after the fourth chemotherapy cycle of ≥ 75% vs < 75%.

Research results
Multivariate analysis revealed age [hazard ratio (HR): 1.059, 95% confidence intervals (95%CI): 1.033-1.085, P ≤ 0.001], 
International Staging System stage (HR: 2.136, 95%CI: 1.500-3.041, P ≤ 0.001), autotransplantion (HR: 0.201, 95%CI: 0.069-
0.583, P = 0.019), total cholesterol (HR: 0.689, 95%CI: 0.533-0.891, P = 0.019), the first cycle reduction rate (HR: 0474, 
95%CI: 0.293-0.767, P = 0.019), and the fourth cycle reduction rate (HR: 0.254, 95%CI: 0.139-0.463, P = 0.019) as predictors 
of PFS. The Kaplan-Meier survival analysis and the log-rank tests revealed that a higher reduction rate of M protein after 
the first cycle (≥ 50%) and fourth cycle (≥ 75%) chemotherapy was associated with a longer PFS than the lower one.

Research conclusions
Our study have identified new prognostic factors for patients with initially diagnosed MM, and a higher reduction rate of 
M protein after the first chemotherapy cycle (≥ 50%) and the fourth chemotherapy cycle (≥ 75%) is associated with a 
longer PFS. The high reduction rate of M protein after the fourth chemotherapy cycle could is associated with the OS.

Research perspectives
To our knowledge, this is the first study to analyze the effects of the reduction rate of M protein after chemotherapy in 
MM patients. The new prognostic factors could help doctors to administer the treatment in time.
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