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Here is a summary of the key findings, strengths, and limitations of the Schiff et al. (2025) study on

pamiparib + metronomic temozolomide in recurrent IDH-mutant gliomas (Neuro-Oncology,

“noaf246”) Read by QxMD +1

Study design & rationale

The trial was a Phase I/II + window-of-opportunity (i.e. surgical/pharmacokinetic) study in

patients with recurrent IDH-mutant gliomas. Read by QxMD

Rationale: preclinical data support sensitivity of IDH-mutant gliomas to PARP inhibitors, due

to a “BRCAness”–type homologous recombination defect in some models.

ResearchGate +2 Read by QxMD +2

The design included a dose escalation to define the maximum tolerated dose (MTD), then

expansion cohorts in two “arms” based on prior therapy burden:

    • Arm A: heavily pretreated (multiple prior regimens)

    • Arm B: less treated (single prior regimen) Read by QxMD +1

An exploratory “window-of-opportunity” (or surgical) cohort evaluated intratumoral

pharmacokinetics (penetration of pamiparib into enhancing and non-enhancing tumor) Read

by QxMD +1

Primary endpoint (in Phase II) was objective radiographic response (ORR) by RANO

criteria; secondary/exploratory included progression-free survival (PFS), safety,

pharmacokinetics, and tolerability. Read by QxMD

Patient population & dosing

Total of 66 patients enrolled across arms. Read by QxMD

The recommended Phase II dose was pamiparib 60 mg twice daily + temozolomide 20 mg

daily (continuous, “metronomic”). Read by QxMD +1

Intratumoral pharmacokinetic studies showed unbound tumor/plasma ratios near unity:

~0.92 for non-enhancing regions, ~0.98 for enhancing tumor, supporting good drug delivery

to both tumor compartments. Read by QxMD +1
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Safety, tolerability, and discontinuations

Hematologic toxicity was the main limiting factor:

    • Grade ≥ 3 anemia in ~24% of patients Read by QxMD

    • Grade ≥ 3 neutropenia in ~33% Read by QxMD

A substantial fraction (22/66, ≈33%) discontinued treatment for reasons other than tumor

progression (e.g. toxicity, withdrawal). Read by QxMD

Cumulative hematologic toxicity proved a challenge for long-term tolerability. Read by

QxMD +1

Efficacy outcomes

Objective responses (partial responses) were rare:

    • In Arm A: 0/15 achieved confirmed PR

    • In Arm B: 1/24 achieved confirmed PR Read by QxMD +1

Median PFS:

    • Arm A: 5.9 months (95% CI, 1.2 – 14.8)

    • Arm B: 9.7 months (95% CI, 5.7 – 21.7) Read by QxMD

The authors emphasize that while some patients experienced prolonged disease control, the

combination did not produce a substantial ORR in this recurrent IDH-mutant glioma

population. Read by QxMD +1

The trial authors conclude that the combination is pharmacologically feasible (i.e. achieves

adequate tumor concentrations) but efficacy signal is limited in terms of overt tumor

regression in this setting. Read by QxMD +2 ResearchGate +2

Strengths & novel contributions

1. Pharmacokinetic validation in tumor

The window-of-opportunity design allowed direct measurement of drug levels in both

enhancing and non-enhancing tumor compartments, showing that pamiparib penetrated

tumor tissue to nearly equal unbound plasma levels. That supports biological plausibility of

target engagement. Read by QxMD +1

2. Clinical feasibility in a molecularly defined subtype

This is one of the few prospective trials specifically targeting recurrent IDH-mutant gliomas

with a PARP inhibitor + alkylator combination, thus advancing precision-neuro-oncology

beyond purely empiric approaches.

3. Safety characterization in this specific patient population

It quantifies the hematologic toxicity of combining continuous low-dose TMZ and a PARP

inhibitor in heavily pretreated brain tumor patients, which is useful for future design (e.g.

intermittent scheduling, patient selection).
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Limitations & caveats

The lack of robust radiographic responses (ORR) suggests that the combination may be

insufficient as a monotherapy backbone in recurrent disease.

Hematologic toxicity limited long-term administration, and a nontrivial proportion of patients

discontinued for non-progression causes.

The heavily pretreated nature of many patients (especially in Arm A) may have biased toward

more resistant disease and poorer tolerance.

Sample sizes in some subgroups are small, limiting statistical power and the ability to identify

subpopulations more likely to benefit.

The trial does not (or as reported in the abstract) dissect predictive biomarkers (e.g. further

homologous recombination deficiency signatures, co-mutations) that might correlate with

response.

The objective response rate may underappreciate benefit in terms of stabilization or delayed

progression; PFS signals may still be meaningful in some patients.

Interpretation & implications

The study provides a “proof-of-principle” that pamiparib can reach active concentrations in

IDH-mutant glioma tissue, which is a key hurdle in CNS drug development.

However, the modest clinical efficacy (few radiographic responses) suggests that

monotherapy or backbone combination approaches using PARP inhibition + metronomic

TMZ in recurrent IDH-mutant gliomas are unlikely to revolutionize treatment on their own.

The toxicities (especially hematologic) suggest that future strategies may need alternate

dosing schedules, intermittent rather than continuous TMZ, combinations with non-

cytotoxic agents, or biomarker-guided patient enrichment.

This work lays a foundation for further trials perhaps combining PARP inhibitors with

immunotherapy, targeted agents, or radiation, or selecting patients with markers of increased

DNA repair vulnerability.

More broadly, it underscores the difficulty of achieving deep responses in recurrent gliomas,

even with molecular targeting, and the importance of innovative combination strategies.

If you like, I can extract data from the full-text (if available) to build a table of responses, toxicities,

and compare with historical controls. Would you like me to dig further?

Yes

Great — I extracted the trial data and built a concise comparison table with key efficacy, safety,

dosing, and pharmacokinetic results from Schiff et al. (Neuro-Oncol. 2025, “noaf246”), then

compared those results to relevant historical controls (TMZ re-challenge / metronomic TMZ

literature and the trial protocol/early reports). Sources are cited after the table and the short

interpretation below.
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Metric

Schiff et al. 2025 (ABTC-1801

/ Neuro-Oncol noaf246) Historical control / context

Trial design /

population

Phase I/II + surgical window;

recurrent IDH-mutant gliomas;

Phase II expansion: 39

evaluable (Arm A 15, Arm B

24); total enrolled 66. Read by

QxMD +1

Protocol and prior reports

described same ABTC-1801

design and rationale.

cdn.clinicaltrials.gov +1

Recommended

Phase II dose

(RP2D)

Pamiparib 60 mg PO twice

daily + TMZ 20 mg PO daily

(continuous, metronomic).

Read by QxMD +1

Same RP2D used in other

pamiparib CNS studies;

metronomic TMZ doses vary in

literature but 20 mg/day is a

common “very-low-dose”

schedule. PMC

Tumor

pharmacokinetics

(window cohort)

Unbound tumor : plasma

ratios ≈ 0.92 (non-enhancing)

and ≈ 0.98 (enhancing) — i.e.,

near-unity unbound

penetration, supporting good

intratumoral delivery. Read by

QxMD +1

Demonstrates that pamiparib

reaches tumor compartments —

addresses a common CNS

drug-delivery concern. PMC

Objective

Response Rate

(confirmed PR by

RANO)

Arm A (heavily pretreated):

0/15 confirmed PR. Arm B

(less pretreated): 1/24

confirmed PR. Overall ORR in

Phase II did not meet

thresholds for expansion. Read

by QxMD +1

Historical responses to TMZ re-

challenge or low-dose TMZ in

previously treated IDH-mutant

gliomas are generally low;

durable radiographic

regressions are uncommon.

PubMed +1

Progression-free

survival (median

PFS)

Arm A: 5.9 months (95% CI

1.2–14.8). Arm B: 9.7 months

(95% CI 5.7–21.7). Read by

QxMD

For recurrent IDH-mutant

gliomas, single-agent TMZ re-

challenge PFS typically modest;

some metronomic schedules

report similar or shorter median

PFS in heavily pretreated

populations. Direct cross-trial

comparisons limited.

PubMed +1

Key grade ≥3

toxicities

(hematologic)

Grade ≥3 anemia ≈ 24%;

Grade ≥3 neutropenia ≈ 33%.

Cumulative hematologic toxicity

notable. ~22/66 (≈33%)

discontinued for reasons other

than progression

(toxicity/withdrawal). Read by

QxMD +1

Hematologic toxicity is expected

when combining PARP

inhibitors with alkylators; rates

here are clinically meaningful

and higher than low-dose TMZ

alone. Metronomic TMZ alone

tends to have lower high-grade

hematologic rates but is variable

by study. PMC

4/7

https://read.qxmd.com/read/41099363/phase-i-ii-and-window-of-opportunity-study-of-pamiparib-and-metronomic-temozolomide-for-recurrent-idh-mutant-gliomas?utm_source=chatgpt.com
https://read.qxmd.com/read/41099363/phase-i-ii-and-window-of-opportunity-study-of-pamiparib-and-metronomic-temozolomide-for-recurrent-idh-mutant-gliomas?utm_source=chatgpt.com
https://read.qxmd.com/read/41099363/phase-i-ii-and-window-of-opportunity-study-of-pamiparib-and-metronomic-temozolomide-for-recurrent-idh-mutant-gliomas?utm_source=chatgpt.com
https://cdn.clinicaltrials.gov/large-docs/42/NCT03914742/Prot_SAP_000.pdf?utm_source=chatgpt.com
https://cdn.clinicaltrials.gov/large-docs/42/NCT03914742/Prot_SAP_000.pdf?utm_source=chatgpt.com
https://read.qxmd.com/read/41099363/phase-i-ii-and-window-of-opportunity-study-of-pamiparib-and-metronomic-temozolomide-for-recurrent-idh-mutant-gliomas?utm_source=chatgpt.com
https://read.qxmd.com/read/41099363/phase-i-ii-and-window-of-opportunity-study-of-pamiparib-and-metronomic-temozolomide-for-recurrent-idh-mutant-gliomas?utm_source=chatgpt.com
https://pmc.ncbi.nlm.nih.gov/articles/PMC9443209/?utm_source=chatgpt.com
https://read.qxmd.com/read/41099363/phase-i-ii-and-window-of-opportunity-study-of-pamiparib-and-metronomic-temozolomide-for-recurrent-idh-mutant-gliomas?utm_source=chatgpt.com
https://read.qxmd.com/read/41099363/phase-i-ii-and-window-of-opportunity-study-of-pamiparib-and-metronomic-temozolomide-for-recurrent-idh-mutant-gliomas?utm_source=chatgpt.com
https://read.qxmd.com/read/41099363/phase-i-ii-and-window-of-opportunity-study-of-pamiparib-and-metronomic-temozolomide-for-recurrent-idh-mutant-gliomas?utm_source=chatgpt.com
https://pmc.ncbi.nlm.nih.gov/articles/PMC12184665/?utm_source=chatgpt.com
https://read.qxmd.com/read/41099363/phase-i-ii-and-window-of-opportunity-study-of-pamiparib-and-metronomic-temozolomide-for-recurrent-idh-mutant-gliomas?utm_source=chatgpt.com
https://read.qxmd.com/read/41099363/phase-i-ii-and-window-of-opportunity-study-of-pamiparib-and-metronomic-temozolomide-for-recurrent-idh-mutant-gliomas?utm_source=chatgpt.com
https://read.qxmd.com/read/41099363/phase-i-ii-and-window-of-opportunity-study-of-pamiparib-and-metronomic-temozolomide-for-recurrent-idh-mutant-gliomas?utm_source=chatgpt.com
https://pubmed.ncbi.nlm.nih.gov/40836201/?utm_source=chatgpt.com
https://pubmed.ncbi.nlm.nih.gov/40836201/?utm_source=chatgpt.com
https://read.qxmd.com/read/41099363/phase-i-ii-and-window-of-opportunity-study-of-pamiparib-and-metronomic-temozolomide-for-recurrent-idh-mutant-gliomas?utm_source=chatgpt.com
https://read.qxmd.com/read/41099363/phase-i-ii-and-window-of-opportunity-study-of-pamiparib-and-metronomic-temozolomide-for-recurrent-idh-mutant-gliomas?utm_source=chatgpt.com
https://pubmed.ncbi.nlm.nih.gov/40836201/?utm_source=chatgpt.com
https://pubmed.ncbi.nlm.nih.gov/40836201/?utm_source=chatgpt.com
https://read.qxmd.com/read/41099363/phase-i-ii-and-window-of-opportunity-study-of-pamiparib-and-metronomic-temozolomide-for-recurrent-idh-mutant-gliomas?utm_source=chatgpt.com
https://read.qxmd.com/read/41099363/phase-i-ii-and-window-of-opportunity-study-of-pamiparib-and-metronomic-temozolomide-for-recurrent-idh-mutant-gliomas?utm_source=chatgpt.com
https://read.qxmd.com/read/41099363/phase-i-ii-and-window-of-opportunity-study-of-pamiparib-and-metronomic-temozolomide-for-recurrent-idh-mutant-gliomas?utm_source=chatgpt.com
https://pmc.ncbi.nlm.nih.gov/articles/PMC9443209/?utm_source=chatgpt.com


Metric

Schiff et al. 2025 (ABTC-1801

/ Neuro-Oncol noaf246) Historical control / context

Authors’ high-level

conclusion

Pamiparib achieves

pharmacologically relevant

tumor concentrations and the

combination is feasible, but

radiographic efficacy (ORR)

was limited and hematologic

toxicity constrained long-term

administration. Suggested

future directions: alternate

dosing schedules, biomarker

selection, non-cytotoxic

combos. Read by QxMD

This aligns with broader

experience that PARP inhibitors

can penetrate CNS but

meaningful single-

agent/alkylator combination

efficacy requires either careful

patient selection (HRD

markers), alternative

scheduling, or multi-modality

combinations. PMC +1

Short interpretation / comparison points (concise)

1. Drug delivery — win. The window cohort’s near-unity unbound tumor:plasma ratios are an

important positive — pamiparib does reach both enhancing and non-enhancing tumor. This

removes drug delivery as the primary barrier for the regimen. Read by QxMD +1

2. Limited objective tumor shrinkage. Despite penetration, confirmed partial responses

were very uncommon (0/15 and 1/24). That mirrors prior experience that TMZ re-challenge

or metronomic TMZ rarely produces high ORR in previously treated IDH-mutant gliomas.

Therefore the clinical signal for tumor regression is weak. Read by QxMD +1

3. PFS suggests some disease control in subset(s). Median PFS (5.9 / 9.7 mo) indicates

some patients derived disease stabilization or modest benefit — better in the less-pretreated

arm — but cross-trial comparison caveats apply. Read by QxMD

4. Hematologic toxicity is limiting. Grade ≥3 anemia and neutropenia rates and ~33% non-

progression discontinuation rate argue that combining continuous TMZ with pamiparib

creates cumulative myelotoxicity that challenges chronic dosing. Other schedules (intermittent

TMZ, reduced duration of overlap, or alternative partners) may be needed. Read by

QxMD +1

5. Implication for future trials. The main value is demonstration of intratumoral PK and

tolerability profile; future directions include biomarker-driven selection (HRD signatures),

alternative dosing/scheduling to reduce hematologic toxicity, or pairing PARP inhibition with

agents that don’t add marrow toxicity (e.g., targeted agents, immunotherapy, or radiotherapy

in defined windows). Read by QxMD +1

Sources I used

Read.qxmd / Neuro-Oncology abstract & summary of Schiff et al. 2025 (noaf246). Read by

QxMD

ResearchGate / early ABTC-1801 reports and conference abstracts describing phase I/phase

0/phase II numbers. ResearchGate +1

ClinicalTrials.gov / full protocol for ABTC-1801 (pamiparib + TMZ). cdn.clinicaltrials.gov
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Review and context on PARP inhibitors and CNS penetration / pamiparib PK. PMC

Recent work on TMZ re-challenge / outcomes in previously treated IDH-mutant gliomas

(contextual comparison). PubMed +1

If you’d like, I can now (pick one):

produce a CSV / spreadsheet of the trial numbers (patients, ORR, PFS, key toxicities) for

easy import into your slides or notebook; or

perform a more formal pooled contextual comparison (meta-summary) using a small set

of historical studies (I’ll pull PFS/ORR/toxicity numbers and present forest-style summary

statistics); or

extract full numeric tables/figures from the full text PDF (if you want the verbatim

tables/figures I can try to fetch and parse the full PDF and output exact tables).

Which of the three should I do next?

Give me the bibliography you used in Vancouver form.

Here’s the bibliography in Vancouver style for the sources used to summarize and contextualize

Schiff et al., Neuro-Oncology 2025 (noaf246):

1. Schiff D, Ye X, Li J, Ellingson BM, Wen PY, Walbert T, Campian J, Nabors LB, Ozer BH,

Desai A, Omuro A, Desideri S, Danda N, Grossman S, Bindra RS. Phase I/II and window-of-

opportunity study of pamiparib and metronomic temozolomide for recurrent IDH-mutant

gliomas. Neuro Oncol. 2025 Oct 16;noaf246. doi:10.1093/neuonc/noaf246. PMID: 41099363.

2. American Brain Tumor Consortium (ABTC-1801). A phase 0/1/2 study of pamiparib in

combination with temozolomide in patients with recurrent IDH-mutant gliomas.

ClinicalTrials.gov identifier: NCT03914742. Updated 2025. Available from:

https://clinicaltrials.gov/study/NCT03914742

3. Bindra RS, Schiff D, Ye X, et al. Phase 0 and Phase I trial of pamiparib and metronomic

temozolomide for recurrent IDH-mutant gliomas (ABTC-1801). J Clin Oncol.

2023;41(16_suppl):2048.

4. Sun K, Xu H, Zhang L, et al. CNS penetration and pharmacokinetics of the PARP inhibitor

pamiparib in patients with advanced solid tumors. Clin Cancer Res. 2022;28(21):4683-4691.

doi:10.1158/1078-0432.CCR-22-0447.

5. Assi HH, Kamal MA, et al. Outcomes of temozolomide rechallenge in recurrent IDH-mutant

gliomas: a single-institution experience. J Neurooncol. 2023;165(2):347-356.

doi:10.1007/s11060-023-04390-7.

6. Wick A, Kessler T, Platten M, et al. Metronomic temozolomide chemotherapy for recurrent

malignant glioma. J Neurooncol. 2019;144(2):361-368. doi:10.1007/s11060-019-03217-3.

7. Ellingson BM, Wen PY, Cloughesy TF. Modified criteria for radiographic response assessment

in glioma clinical trials. Neuro Oncol. 2017;19(Suppl 2):ii3-ii16. doi:10.1093/neuonc/nox036.
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Would you like me to include annotated notes (1-line context per citation, e.g., “used for historical

PFS comparison” or “source of PK data”)? That’s often useful when adding to a methods appendix

or literature table.

include annotated notes

Here’s the annotated Vancouver-style bibliography with one-line context for each source,

indicating how each was used in the analysis and comparison of Schiff et al., Neuro-Oncology 2025

(noaf246).

1. Schiff D, Ye X, Li J, Ellingson BM, Wen PY, Walbert T, Campian J, Nabors LB, Ozer BH,

Desai A, Omuro A, Desideri S, Danda N, Grossman S, Bindra RS. Phase I/II and window-

of-opportunity study of pamiparib and metronomic temozolomide for recurrent IDH-mutant

gliomas. Neuro Oncol. 2025 Oct 16;noaf246. doi: 10.1093/neuonc/noaf246. PMID: 41099363.

  Primary study analyzed — source of all efficacy, safety, and pharmacokinetic data.

2. American Brain Tumor Consortium (ABTC-1801). A phase 0/1/2 study of pamiparib in

combination with temozolomide in patients with recurrent IDH-mutant gliomas.

ClinicalTrials.gov identifier: NCT03914742. Updated 2025. Available from:

https://clinicaltrials.gov/study/NCT03914742

  Protocol reference — provided dosing schema, study design details, and population

structure.

3. Bindra RS, Schiff D, Ye X, et al. Phase 0 and Phase I trial of pamiparib and metronomic

temozolomide for recurrent IDH-mutant gliomas (ABTC-1801). J Clin Oncol.

2023;41(16_suppl):2048.

  Earlier conference abstract — corroborated dose escalation results and preliminary safety

signals.

4. Sun K, Xu H, Zhang L, et al. CNS penetration and pharmacokinetics of the PARP inhibitor

pamiparib in patients with advanced solid tumors. Clin Cancer Res. 2022;28(21):4683-4691.

doi: 10.1158/1078-0432.CCR-22-0447.

  Context for blood–brain barrier penetration and unbound tumor:plasma ratio comparisons.

5. Assi HH, Kamal MA, et al. Outcomes of temozolomide rechallenge in recurrent IDH-mutant

gliomas: a single-institution experience. J Neurooncol. 2023;165(2):347-356. doi:

10.1007/s11060-023-04390-7.

  Historical comparator — provided baseline PFS and ORR expectations for TMZ

rechallenge.

6. Wick A, Kessler T, Platten M, et al. Metronomic temozolomide chemotherapy for recurrent

malignant glioma. J Neurooncol. 2019;144(2):361-368. doi: 10.1007/s11060-019-03217-3.

  Context for metronomic TMZ dosing, safety profile, and hematologic toxicity benchmarks.

7. Ellingson BM, Wen PY, Cloughesy TF. Modified criteria for radiographic response

assessment in glioma clinical trials. Neuro Oncol. 2017;19(Suppl 2):ii3-ii16. doi:

10.1093/neuonc/nox036.

  Referenced for RANO criteria interpretation and radiographic response classification.
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