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[Abstract] Objective We investigated the impact of MYC/BCL-2 protein co-expression on the
prognosis of diffuse large B-cell lymphoma (DLBCL) patients and observed whether double expression
(DE) remains an independent poor prognostic factor in DLBCL after the addition of therapeutic factors
such as DA- EPOCH- R, central prophylaxis, and transplantation. Methods Available pathological
findings were retrospectively collected from 223 DLBCL patients at the Peking Union Medical College
Hospital from 2015 to 2018. Seventy-five patients with high MYC/BCL-2 expression were categorized as
the DE group. From the 148 non-DE patients, 75 DLBCL patients were selected as the control group, using
a 1:1 matching on propensity scores for age, international prognostic index score, treatment choice, and etc.
The differences in overall survival (OS) and progression-free survival (PFS) between the two groups were
compared. Results The 3-year OS was (69.8+5.5) % for the DE group and (77.0+4.9) % for the non-DE
group (P =0.225), while the 3-year PFS was (60.7+5.8)% and (65.3+5.5) %, respectively (P=0.390).
Subgroup analysis in patients treated with the R- CHOP regimen revealed that for the DE and non- DE
patients, the 3-year OS was (61.3£7.5)% and (77.2+5.6)% (P =0.027), and the 3-year PFS was (52.1+
7.5)% and (70.6+6.0)% (P =0.040), respectively. Multivariate analysis showed that age, stage of Ann
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Arbor, COO staging, whether central prophylaxis was performed, and whether transplantation was
performed were significant independent risk factors of the prognosis of DLBCL patients (P < 0.05). On the
other hand, MYC/BCL- 2 protein double expression was not significantly associated with prognostic
outcomes. Conclusion MYC/BCL-2 protein double expression was significantly associated with poor

prognosis under R- CHOP regimen treatment, but the poor prognostic impact of DE on DLBCL was

eliminated under intensive regimens such as DA-EPOCH-R and transplantation.
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Clinical manifestations and gene analysis of 18 cases of hereditary protein S deficiency
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[Abstract] Objective To analyze the clinical manifestations and molecular pathogenesis of 18
patients with inherited protein S (PS) deficiency. Methods Eighteen patients with inherited PS deficiency
who were admitted to the Institute of Hematology & Blood Diseases Hospital from June 2016 to February
2019 were analyzed: activity of protein C (PC) and antithrombin (AT), PS activity were measured for
phenotype diagnosis; high throughput sequencing (HTS) was used for screening of coagulation disease-
related genes; Sanger sequencing was used to confirm candidate variants; Swiss-model was used for three-
dimensional structure analysis. Results The PS:C of 18 patients ranged from 12.5 to 48.2 U/dL. Among
them, 16 cases developed deep vein thrombosis, including 2 cases each with mesenteric vein thrombosis
and cerebral infarction, and 1 case each with pulmonary embolism and deep vein thrombosis during
pregnancy. A total of 16 PROS1 gene mutations were detected, and 5 nonsense mutations (c¢.134 162del/p.
Leud5*, ¢.847G>T/p.Glu283*, ¢.995 996delAT/p.Tyr332*, ¢.1359G> A/p.Trp453*, ¢.1474C>T/p.
GIn492*), 2 frameshift mutations (c.1460delG/p.Gla487Valfs*9 and ¢.1747_1750del AATC/p.Asn583Wfs*
9) and 1 large fragment deletion (exon9 deletion) were reported for the first time. In addition, the PS:C of
the deep vein thrombosis during pregnancy case was 55.2 U/dL carrying PROC gene c.565C>T/p.
Argl89Trp mutation. Conclusion The newly discovered gene mutations enriched the PROSI1 gene

-
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mutation spectrum which associated with inherited PS deficiency.
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PROSI1 gene; Thromboembolism; High throughput sequencing
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