Dear Editors and Reviewers:

Thank you for your letter and for the reviewers’ comments concerning our manuscript
entitled “Malignant Fibrous Histiocytoma of Bone in Traumatic Amputation Stump: A
Case Report” (ID: 67260). Those comments are all valuable and very helpful for
revising and improving our paper, as well as the important guiding significance to our
researches. We have studied comments carefully and have made correction which we
hope meet with approval. Revised portion are marked in red in the paper. The main
corrections in the paper and the responds to the reviewer’s comments are as flowing:

Responds to the reviewer’s comments:

To Reviewer #1:The manuscript describes an unusual case of malignancy in an
amputation stump. The patient also had a femoral lesion. How is that explained? It is
a synchronous or a metachronous lesion? The relevant discussion should be added.

The amputated femoral of the patient shows two separated lesions in the greater
trochanter and the residual. The two lesions are not connected by any intramedullary
or extra-osseous tissue. This not not rare in musculoskeletal tumorst. In literature,
this type of multiple lesions in one bone is usually described as skip metastasis or
synchronous multifocal™?. In contrast, metachronous lesion refers to new tumor
developing after primary tumor or the initial treatmentl®l. The diagnosis interval
between the primary and the metachronous tumors ranges from 7 to 171 monthstl.
Skip metastasis can occur in osteosarcoma, Ewing sarcoma and rarely in
chondrosarcomall. It is considered to be present if there is an area of marrow
abnormality that had identical signal intensity characteristics to the primary tumour
but is separated from the primary tumor by an area of normal medullary fat. Skip
metastasis usually occur in the same bone as the primary tumour but are rarely
identified in the bone on the opposite side of the joint, when they are referred to as
trans-articular skip metastasist®”l. Synchronous multifocal lesion refers to more than
one lesion at presentation without visceral metastasist®®l. Synchronous multifocal
lesion has been reported in osteosarcoma, MFH and chondrosarcomal?. Whether skip
metastasis(or synchronous multifocal) is metastasis in traditional thought or
multicentric tumorigenesis lacks strong evidence for differential diagnosis. The
patient described in our paper shows two lesions in his greater trochanter and the
residual. The two lesions presented similar radiographic characters in magnetic
resonance imaging, and also looked alike pathologically. Therefore, we think it more
probable to be synchronous lesion.

The relevant discussion has been added to discussion.

Reference



[1] Saifuddin A, Sharif B, Oliveira I, Kalus S, Barnett J, Pressney I. The incidence of
skip metastases on whole bone MRI in high-grade bone sarcomas. Skeletal Radiol.
2020 Jun;49(6):945-954. [PMID: 31919587 DOI: 10.1007/s00256-019-03369-9.
Epub 2020 Jan 9]

[2] Walter H, Schneider-Stock R, Mellin W, Gtinther T, Nebelung W, Roessner A.
Synchronous multifocal bone sarcomas--a case report and molecular pathologic
investigation. Gen Diagn Pathol. 1995 May;141(1):67-74. [PMID: 8542510 DOI:
10.1007/s12105-014-0587-8]

[3] Matsumoto S, Ahmed AR, Kawaguchi N, Manabe J, Matsushita Y. Results of
surgery for malignant fibrous histiocytomas of soft tissue. Int J Clin Oncol. 2003
Apr;8(2):104-9. [PMID: 12720103 DOI: 10.1007/s101470300018]

[4] Corradi D, Wenger DE, Bertoni F, Bacchini P, Bosio S, Goldoni M, Unni KK,
Sim FH, Inwards CY. Multicentric osteosarcoma: clinicopathologic and radiographic
study of 56 cases. Am J Clin Pathol. 2011 Nov;136(5):799-807.[PMID: 22031320
DOI: 10.1309/AJCPOVOOATKCNAZP]

[5] Walter H, Schneider-Stock R, Mellin W, Gtinther T, Nebelung W, Roessner A.
Synchronous multifocal bone sarcomas--a case report and molecular pathologic
investigation. Gen Diagn Pathol. 1995 May;141(1):67-74. [PMID: 8542510 DOI:
10.1007/s12105-014-0587-8]

[6] Enneking WF, Kagan A. The implications of "skip" metastases in osteosarcoma.
Clin Orthop Relat Res. 1975 Sep;(111):33-41. [PMID: 1057464 DOI:
10.1097/00003086-197509000-00005]

[7] Enneking WF, Kagan A. "Skip" metastases in osteosarcoma. Cancer. 1975
Dec;36(6):2192-205. [PMID: 1060507 DOI: 10.1002/cncr.2820360937]

[8] Maheshwari AV, Jelinek JS, Seibel NL, Meloni-Ehrig AM, Kumar D, Henshaw
RM. Bilateral synchronous tibial periosteal osteosarcoma with familial incidence.
Skeletal Radiol. 2012 Aug;41(8):1005-9. [PMID: 22349598 DOI:
10.1007/s00256-012-1376-7. Epub 2012 Feb 17]

[9] Araki Y, Hayashi K, Yamamoto N, Takeuchi A, Miwa S, lgarashi K, Higuchi T,
Abe K, Taniguchi Y, Yonezawa H, Morinaga S, Asano Y, Nojima T, Tsuchiya H.
Reconstruction using a frozen autograft for a skull and humeral lesion of synchronous
multicentric osteosarcoma after undergoing successful neoadjuvant chemotherapy: a
case report and review of the literature. BMC Surg. 2021 Jan 22;21(1):56. [PMID:
33482784 DOI: 10.1186/512893-020-01018-w]



