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[ Abstract] Objective To investigate the clinicopathological features, immunophenotypes, molecular genetic
alterations, and prognosis of succinate dehydrogenase-deficient renal cell carcinoma (SDH-RCC). Methods A total of 11
cases of SDH-RCC diagnosed at West China Hospital, Sichuan University between 2016 and 2023 were selected for
clinicopathological, immunohistochemical, and DNA sequencing analyses. Results Among the 11 cases of SDH-RCC,
there were 5 male patients and 6 female patients. The patients' ages ranged from 12 to 71 years, with an average age of 39.7
years. Among them, 5 patients had tumors located in the right kidney, 5 had tumors located in the left kidney, and 1
patient had bilateral tumors. Microscopic observation showed that the tumor cells of the SDH-RCC patients displayed a
wide spectrum of structures, forming sheet-like, nested, and glandular structures. In addition, tumor cells in papillary
structures were observed in some cases. The tumor cells had abundant cytoplasm, was eosinophilic, and contained
flocculent materials. Intracytoplasmic vacuolations were observed in some of the cells. Among all the patients, 7 (7/11,
63.6%) showed typical low-grade features (grade 1-2 according to the International Society of Urological Pathology
[ISUP]/WHO 2016 classification), and 4 (4/11, 36.4%) showed high-grade features (grade 3 according to the ISUP/WHO
2016 classification). The average ages of patients with low-grade and high-grade features were 32.1 years and 58.0 years,
respectively. Immunohistochemical staining of all 11 cases demonstrated negative results for SDHB and cytokeratin 7
(CK7), and positive staining results for paired box 8 (PAX-8), fumarate hydratase (FH), and epithelial membrane antigen
(EMA). Their Ki-67 index was 1%-30%. In one case, the loss of SDHB expression was also accompanied by a loss of
SDHA expression. Sanger sequencing was performed to examine all the exons of SDHB in 7 cases. One case showed a
frameshift mutation, c.236Tdel (p.K80Rfs*), and another case harbored a missense mutation, ¢.725G>A (p.Arg242His). In
another case, next generation sequencing revealed that large fragments of SDHB (Exon 4-8 del) were missing. Follow-up
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data were available for 10 patients. The follow-up time ranged from 4 to 138 months, with the average being 32.8 months,

and all patients survived. Metastasis and recurrence were reported in 5 cases, with 3 of them showing high-grade features

and 2 showing low-grade features. Conclusion SDH-RCC is rare and the patients demonstrate a relatively young age of

onsets. Patients may present with bilateral tumors. Tumors with low-grade features usually occur in young patients, with

their Ki-67 index usually being lower than 5%. Individual cases may experience tumor recurrence and metastasis over a

long period of follow-up. Tumors with high-grade features tend to occur in older patients who have a higher Ki-67 index,

and who are prone to recurrence and metastasis. Negative immunohistochemical staining results for SDHB can assist in

tumor diagnosis, but the loss of SDHB protein expression does not necessarily lead to the detection of SDHB gene

mutation.
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Succinate dehydrogenase-deficient renal cell carcinoma

Gene mutation
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Table 1 Primers used in SDHB mutation analysis

SDHB or globin Sequence Product length/bp

El 5-GAAGCCGCCTCCCACTTG-3' 250
5-GCTTTCCTGACTTTTCCC-3'

E2 5-TCTGTTGTGCCAGCAAAATG-3' 287
5-GCCTTCCAAGGATGTGAAAA-3'

E3 5'-ACATCCAGGTGTCTCCGATT-3' 247
5-CTATCAGCTTTGGCCAGC-3'

E4 5-GTCAGTGCTGCCCCTGAT-3' 284
5-TGCAAATAAAAACAAAACCA-3'

E5 5-GCTGAGGTGATGATGGAATCT-3' 249
5'-CCACACTCCTGGCAATCATC-3'

E6 5'-ATGCACTGACCCCAAAGGTA-3' 271
5-CAGCAATCTATTGTCCTCTTG-3'

E7 5-CTTTCCTCTGCACTCCCAGA-3' 283
5-TTGTGAGCACATGCTACTTC-3'

E8 5-GGAAGGAGTTTCACCCAAGA-3' 263
5-TGCTGTATTCATGGAAAACCAA-3'

Globin 5'-GATCTGTCCACTCCTGATGCTG-3' 196

5-ATCAAGCGTCCCATAGACTCAC-3’
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Table 2 The clinicopathological features and follow-up data of 11 SDH-RCC cases

SDHB

SDHA

SDHB

Case Age/yr. Sex Location  Size Initial symptom Grade (IHC) (IHC) (Mutation) Treatment Progression Clinical follow-up

1 60 F R 9.5x8.8x7.2  Hematuresis 3 Loss  Positive No Radical nephrectomy Pulmonary metastasis 9 months,
at 6 months after surviving
surgery

2 71 F L 14x13.3x10.5 — 3 Loss Loss  No Radical nephrectomy — -

3 49 ML 14x7x4.5 Stomachache 3 Loss  Positive No Radical nephrectomy Lymph node 4 months,
metastasis at surviving
primary diagnosis

4 52 M R — — 3 Loss  — — Radical nephrectomy Retroperitoneal 28 months,

and everolimus metastasis at 24 surviving
months after
surgery
5 22 F RandlL — Identified in 2 Loss  — Exon 4-8 Radical nephrectomy Recurrence at 60 138 months,
physical del and partial months and gastric surviving
examination nephrectomy metastasis at 138
months after
surgery
6 26 F R 10x9%4 Identified in 2 Loss  Positive ¢.236Tdel Radical nephrectomy Not progression 12 months,
physical surviving
examination

7 46 M R 4.5x4x4 Hyperglycemia 2 Loss  Positive ¢.725G>A Radical nephrectomy Not progression 4 months,

surviving

8 12 F L 4x3.8%3 Identified in 2 Loss  Positive No Partial nephrectomy Not progression 43 months,

physical surviving
examination

9 36 ML 9%8.5x8 — 1 Loss  Positive No - Not progression 57 months,

surviving
0 22 ML - Identified in 2 Loss  — — Radical nephrectomy Not progression 18 months,
physical and camrelizumab surviving
examination injection
11 41 F R — Identified in 2 Loss — — — Bone metastasis at 15 months,
physical primary diagnosis surviving
examination

Grade: ISUP/WHO 2016 grade; F: female; M: male; R: right; L: left; —: not available; THC: immunohistochemistry staining. " All the numbers are presented in cm.
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B 1 {RZ¢AISDH-RCC
Fig 1 Tumors showing low-grade features of SDH-RCC

A, The gross appearance of the tumor; B, the tumor cells grew in sheet-like structures and had eosinophilic cytoplasm and intracytoplasmic vacuoles, showing low-

grade nuclear features; C, the tumor cells grew in glandular structures; D, the tumor boundary was clear, and entrapped renal tubules were observed; E, the tumor tissue

showed negative staining results for SDHB, with vascular endothelium as the positive control; F, the proliferation index of Ki-67 of tumor cells was <5%. B-D, HE staining;

E-F, immunohistochemistry staining.
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Fig 2 Tumors showing high-grade features of SDH-RCC

A, The gross appearance of the tumor; B, the tumor cells grew in glandular structures and had eosinophilic cytoplasm, large nuclei, and distinct nucleolus; C, the

tumor cells grew in a papillary structure and showed distinctive atypia; D, the tumor metastasized to lymph nodes; E, the tumor tissue showed negative staining results for

SDHB, with vascular endothelium as the positive control; F, the proliferation index of Ki-67 of tumor cells was about 30%. B-D, HE staining; E-F, immunohistochemistry

staining.
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W R A Bt TR 1 7 ) 56 3 110 i JRE A e 2H 2, BB
DNA, 43 519" SDHBI: H 1Y 8 41 i 7 X J5 i 47
Sangerill J¥ . 45 & B, 191Kt SDHBHE R i L5748
c.725G> A(Arg242His, K2R > 41218 ) 5 144
SDHBFHH 575 c.236 Tdel (p. K8ORfs*) ([K14) . 7 1l4x12
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[ 3 SDH-RCCHPJELA LA FSDHAE B RIAFR
Fig 3 The expression of SDHA protein in SDH-RCC tumor tissue
HE staining of case 2 (A) and case 3 (C); immunohistochemistry staining
showed SDHA negative results in case 2 (B) and SDHA positive results in case

3(D).

¢.236 Tdel
TTCATTCTTATCTTGATT

c.725 G>A

& 4 SangerillF &R
Fig 4 Results of Sanger sequencing
A, Case 6 showed a frameshift mutation c.236Tdel (p.K80Rfs*) in SDHB
gene; B, case 7 showed a missense mutation ¢.725G>A (Arg242His) in SDHB

gene.
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ZHED) 2 B REEAE, AR R T DL =E B AR I A Y,
BE ALY (038 H F3A CAIX ™, JTESDHBE A B . B
o0 R0 iy 200 i T S AR L R IELIR B R 2R HE
B TR Py Sl € 200 s by AR BRS04
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I, AL 215 K i SDHBFE R 2848, AT g Je: i T-SDHB
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3 R KGN 8L SDHE A1 3 CpG iy 1B i 7 S A A =
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* * *
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1, DEFEATHESCH ERGE, FE bR 5 ST A BT EIIE, b 1
ST IRIRR S 1R, A 6 ST E AT AL, 8 0 157 H 2o it
T P BEREIUR A 4 T, SRR S O G BRI WIFTE i L B R, R
P TSI IEX ST PRI BETE 0 ik L SR OLRE AN T i3
HEME. PrafEd O AR ORI AT, HXPR 2R R RA
BT E R, I IR AR AT 5 i 5157 o
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