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[ Abstract ] Leptomeningeal metastasis (LM) is a serious late complication in patients with solid tumors, which is common
in patients with lung cancer, breast cancer and melanoma. In recent years, due to the progress of diagnosis, the diagnosis rate of
LM has gradually increased. The main goal of the therapy is to maintain neurological function, improve the quality of life and the
overall survival rate, and prolong the progression-free survival time of patients. Intrathecal therapy is one of the main treatments
for LM, which can deliver drugs directly to the subarachnoid space. The traditional intrathecal drugs are methotrexate, cytarabine
and thiotepa. With the development of new research, a variety of chemotherapeutic drugs, targeted drugs and immune checkpoint
inhibitors have also been used in intrathecal therapy. In addition, different ways of intrathecal administration also bring new hope to
patients. This article reviewed the clinical research progress of intrathecal therapy in the treatment of LM.
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Tab.1 Comparison of intrathecal drugs

Drug Mechanism Primary tumor Dose Course of treatment Adverse events
MTX (1516 Inhibit dihydrofolate Solid tumor 10-15mg Induction: twice weekly (for 4 weeks); Myelosuppression,
reductase Consolidation: once weekly (for 4 weeks); EHA, white
Maintenance: once a month matter lesions
Cytarabine f1s.22] Inhibition of cellular Solid tumor ~ 25-100 mg  Induction: twice weekly (for 4 weeks); Chemical
DNA polymerization Consolidation: once weekly (for 4 weeks); meningitis,
and synthesis Maintenance: once a month myelosuppression
Liposomal 50 mg Induction: once 2 weeks (for 8 weeks);
cytarabine - > Consolidation: every 4 weeks (for 24 weeks)
Thiotepa [15.23:24] Prevent the synthesis Solid tumor 10 mg Induction: twice weekly (for 4 weeks); Myelosuppression
of DNA, RNA and Consolidation: once weekly (for 4 weeks);
protein by cross- Maintenance: once a month
linking guanine base
with DNA
Pemetrexed 2 Disrupt the normal NSCLC 10-50 mg  Induction: twice weekly (for 2 weeks); Myelosuppression,
metabolic process of Consolidation: once weekly (for 4 weeks); gastrointestinal
folic acid dependence Maintenance: once a month reaction, chemical
in cells meningitis
Etoposide [2031] Hinder the repair of Solid tumor 0.5mg Induction: daily (for 5 d), every other week Chemical
damaged DNA by (for 8 weeks); meningitis,
interfering with DNA Consolidation: daily (for 5 d), every other chronic fatigue
topoisomerase Il week (for 4 weeks);
Maintenance: daily (for 5 d), once a month
GemCitabine '***!  Inhibition of DNA Solid tumor 5-10 mg  Induction: twice weekly (for 6 weeks); Neurotoxicity
polymerase and Consolidation: once weekly (for 6 weeks);
nucleotide reductase Maintenance: twice monthly for 4 months,
activity then monthly thereafter
Topotecan [35:26] Hinder the re-linking of ~ Solid tumor 0.4mg Induction: twice weekly (for 6 weeks); Chemical
broken DNA single- Consolidation: once weekly (for 6 weeks); meningitis
strand Maintenance: twice monthly for 4 months,
then monthly thereafter
Trastuzumab - HER?2 receptor inhibitor ~ Breast cancer 80 mg Induction: twice weekly (for 4 weeks); Chemical
Consolidation: once weekly (for 4 weeks); meningitis,
Maintenance: -2 time every 2 weeks hydrocephalus
-2 Stimulate the production ~ Melanoma 1.2mU Induction: daily for a week, then 2-3 time Fever, cerebral

of interferon-y and
activate T cells

weekly for 3 weeks thereafter;
Maintenance: 1-3 time monthly

edema

EHA: Elevation of hepatic aminotransferases.
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