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Hil%(CR+PR+SD )N 83.4% ; ACNU /32 1 1911(5.9%) , FaxE (SD) 14 151(82.3%), #E /& 2 fl(11.1%) , % WA R
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The Application of in Vitro Sensitivity of Glioma to Chemotherapeutic
Agents by MTT Assay in Chemotherapy for Glioma Patients

Peng Zhou, Jun Su, Xue-xin Zhang, Rui zhang, Hua Jin, Liang Chang, Zhong-hua Lu,
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[ABSTRACT ]JBACKGROUND & OBJECTIVE: Individualized chemotherapy is one of the important
treatments for glioma patients. The present study was to examine in vitro chemo-sensitivity with MTT assay and
evaluate the effectiveness of the regimen of cisplatin  (CDDP) combined with teniposide or nimustine (ACNU) .
METHODS: The fresh glioma cells derived from 39 glioma patients were cultured in vitro. The sensitivity of
cultured glioma cells to eight chemotherapeutic drugs was determined by utilizing MTT colorimetric assay. VM26-
CDDP group and ACNU-CDDP group were
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performed for 39 glioma specimens and succeeded in 37cases. The success rate was 94.9%. In 37 cases, the sensitivity
sequence of eight chemotherapeutic drugs from high to low was VM-26 >ACNU >Taxol >TMZ >CDDP >BCNU >VCR >
Fotemustine. There was no significant difference of pathological grade and newly-diagnosed or relapse of the tumor on
chemo-sensitivity of the patients. Thirty-five patients received a total of 119 cycles of chemotherapy (58 cycles in ACNU
group, 61 cycles in VM-26 group). No complete response (CR) was achieved. The rate of partial response (PR), stable disease
(SD) and progressive disease (PD) were found in 1 patient (5.6%), 14 cases (77.8%),3 cases (16.6%), in VM26 group,
respectively. Meanwhile, Objective Efficiency (CR+PR) and disease control rate (CR+PR+SD) were 5.6% and 834%,
respectively. In ACNU group, 1 patients (5.9%) showed PD, 14 patients (82.3%) had SD and 2 patients (11.1%) were PD. The
CR+PR and CR+PR+SD were 59% and 882%, respectively. Median progression-ree survival (PFS) in VM26 group was
10.60 months (95%Cl: 7.21-15.46) for grade Il and 3.2 months (95%ClI: 2.3-5.20) for grade III/1V, respectively. Median
overall survival (OS) was 13.33 months (95%CI: 10.21-16.46) for grade II and 7.29 months (95%CI: 4.92-9.65) for grade 111/
IV, respectively . In ACNU group, PFS for grade II and grade III/IV was 9.70 months  (95%CI: 7.23-14.77) and 3.5 months
(95%CI: 2.24-5.06), respectively. And the OS was 14.09 months (95%CI: 10.88-16.12)for grade II and 6.20 months for grade
IV (95%CL: 5.94-84), respectively. CONCLUSIONS: MTT assay is one of the methods for determining sensitivity of
chemotherapeutic agents in vitro. It may provide useful information to avoid ineffective chemotherapy and identify efficient

agent for glioma chemotherapy. The combined regimen of CDDP with ACNU or VM-26 may improve overall response rate,

disease control rate according to drug sensitivity.
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ACNU 37 16 21 43.2
BCNU 37 9 28 24.3
VCR 37 6 31 19.3
VM-26 37 17 20 45.9
T™Z 37 12 25 324
Fotemustine 37 5 32 13.5
DDP 37 11 26 29.7
Taxol 37 15 22 40.5

* x’=18.009; P=0.012; P< 0.05.
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B * x #f] (BCNU) wafers in patients with primary malignant glioma
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We discovered a high-level amplicon involving the chr19q13.41 microRNA (miRNA) cluster (C19MC) in 11/45 (approximately
25%) primary CNS-PNET, which results in striking overexpression of miR-517¢ and 520g. Constitutive expression of miR-517¢ or
520g promotes in vitro and in vivo oncogenicity, modulates cell survival, and robustly enhances growth of untransformed human
neural stem cells (hNSCs) in part by upregulating WNT pathway signaling and restricting differentiation of hNSCs. Remarkably, the
C19MC amplicon, which is very rare in other brain tumors (1/263), identifies an aggressive subgroup of CNS-PNET with distinct gene-
expression profiles, characteristic histology, and dismal survival. Our data implicate miR-517¢ and 520g as oncogenes and promising

biological markers for CNS-PNET and provide important insights into oncogenic properties of the C19MC locus.



