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Executive Summary:  Strong Clinical Findings – Final Clinical Results
Zotiraciclib in the treatment of recurrent high-grade gliomas (rHGG)

*Historical literature benchmarks: rHGG literature comparisons are intended to provide a comparable outcomes in rHGG patients, without present definitive outcome information. 
Methodology: applied a weighted average of rAA and rGBM outcomes based on segmentation of NCI study (~25% rAA and ~75% rGBM); pooled lomustine data in both rAA and rGBM to generate the 
base and pooled TMZ for rAA and bev + lomustine for GBM outcomes to determine high end. Note that TMZ outcomes in rAA are at first relapse, whereas rAA lomustine outcomes are in first and 
second relapse (post-TMZ); additionally, bevacizumab PFS is higher than other commonly used regimens in R/R (e.g., lomustine, TMZ).
Sources: 1) Yung 1999 J Clin Oncol, 17: 2762; 2) Chamberlain 2015, Journal of Neuro-oncology 122.2:329; 3) Wick (2017) NEJM; 377:1954-63

Adastra zotiraciclib (ZTR) has seen strong efficacy in all patient types and meaningful signals in sub-groups
• Strong efficacy across all patients (mPFS of 5.9 mo., ~55% PFS6 for all vs. ~21% seen in historical comparators)

• Compelling potential for improved efficacy in key sub-populations
‒ IDHmut: mPFS of ~171 days. (vs. ~91 days in the literature*)
‒ Unmethylated MGMT: ~2.8 mo. mPFS, ~18% PFS6 (vs. <7% in literature*)

KOLs believe IDHmut data is promising and the target patient group to attain accelerated approval
• IDHmut signal of zotiraciclib exceeds expected efficacy from TMZ alone and warrants further investigation

• Ph 2 trial in IDHmut rHGG supports accelerated approval
‒ Primary Endpoint: PFS6 with PROs considered potentially sufficient registrational endpoint
‒ Comparator: US KOLs supportive of TMZ + ZTR experimental arm vs. TMZ

All Patients (overall) Unmethylated (predictive)IDH Mutated (enriched)

In each of three well-defined patient groups the final trial results are robustrHGG
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Zotiraciclib (ZTR) is a Potent Oral Kinase Inhibitor that Readily Crosses the 
Blood Brain Barrier (BBB) – highly efficient Myc depletion

Key Pathway Inhibition

Kinase IC50 (nM) Function Indication

CDK9 3 Myc depletion HGG, HCC, TNBC

CDK5 4 DNA damage response GBM, TNBC

CDK2 5 Cell cycle GBM, HCC, TNBC

CDK7 37 mRNA transcription GBM, Ovarian

ERK5 43 Survival and 
differentiation DIPG, TNBC

“
Broad activity addressing tumorigenic kinases 

~2x more concentrated in the brain than the plasma 
(also absorbed in other tissue types)

Tissue Penetration1
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”

“There are very few drugs out there that hit 
this constellation of targets, in GBM at least. 

This agent addresses potential resistance.”
– US KOL #2
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Zotiraciclib depletes Myc → Decreases Glutarate Activity, 
Specifically Supportive IDH Mutant as an Enriched Population

*Tricarboxylic acid cycle
Sources: 1) J. Wu, et al. Clinical Cancer Research, (2018) 10.1158; 2) Huang, Juan, et al. Frontiers in Oncology 9 (2019): 506 
3) www.pnas.orgcgidoi10.1073pnas.0810199105

MYC depletion via CDK9 inhibition decreases glucose / glutarate
activity, mitigating the effect of mutant IDH on the oncogenic process2

2-HG promotes cancer through
• Disrupting stem cell formation
• Promoting tumor invasiveness

Cellular Metabolism IDH1/2 Oncogenesis

Myc amplifies glucose31 IDH mutant tumors proliferate via 2-HG cellular 
metabolism to promote tumor formation and growth2

2-HG
2-hydroxyglutarateMitochondria

NADPH

NAD+

Catalyzes…

Reaction 
catalyzed
by IDH

Product of reaction

Myc

Glucose 
metabolism

TCA Cycle*

ZTR

ZTR depletes MYC levels, 
lowering glucose metabolism

x

MycCDK9

1

https://clincancerres.aacrjournals.
org/content/clincanres/24/5/1124.full.pdf

https://clincancerres.aacrjournals.org/content/clincanres/24/5/1124.full.pdf
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Cancer Types with Myc Overexpression

5

Target Myc Protein: Overexpressed in ~80% of Glioma Patients  
(Prevalent in Many Other Cancer Types)

A well-defined opportunity to spearhead zotiraciclib development,
characterized by Myc overexpressionGliomas
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Myc inhibition is effective against glioma and 
reveals a role for Myc in proficient mitosis
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Adastra Successful Completion of the NCI Ph 1b Trial in rHGG

Recurrent High-grade Glioma (rHGG) Trial Design and Study Objectives

• Determine zotiraciclib optimal tolerated dose (RP2D) – 200 mg

• Determine optimal ZTR dosing schedule with TMZ 

• Efficacy primary: Progression-free survival (PFS4) months and safety

Safety, 
PFS4
N=50

Arm 1
Zotiraciclib + TMZ
Dose Dense (dd)

Arm 2
Zotiraciclib + TMZ
Metronomic (mn)

Dose Expansion

TMZ dd
125mg/m2 d 1-7, 15-21

Zotiraciclib
ZTR: D -3, 1, 12, 15, 26

MTD

TMZ dd
50mg/m2 daily

Zotiraciclib
ZTR: D -3, 1, 12, 15, 26

MTD

“

”

“Strong efficacy in
all patient groups”

US and EU 
Clinical Advisors
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Zotiraciclib Demonstrated Strong Clinical Result:  PFS6 55%
(First Recurrence, RP2D)

ZTR ~3x Improvement in PFS6 – matched recurrence
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All Patients (1st Recurrence) IDH Mutated (enriched) Unmethylated (predictive)

Category: Final Dose Analysis – RP2D

“

”

“Unmet need is extremely high in 
recurrent gliomas patients. This additive 

benefit over SoC is very meaningful.”
– US KOL #1

No. of pts 19

No. of pts censored* 7 (36%)

No. pts with PD 12 (63%)

PFS6 55%

mPFS 5.9 mo, CI 2.5-9.0 

Months of Progression-free Survival (PFS)

21%

6
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Enriched Tumor Response, ~2x Improvement in mPFS
ZTR in rHGG IDHmut Tumors Versus TMZ Control

IDH Mutated (enriched) Unmethylated (predictive)All Patients (overall)

“

+ZTR ~2x Doubling of Benefit in IDHmut Sub-group

”

“No question IDHmut recurrent 
glioma patients are the most logical 

place for next development…
options today are very limited.”

– DE KOL #1

ZTR, NCI Trial mPFS additional improvement1
n = 20, including 5 patients at 12 months, 
1st and 2nd recurrence – (73% / 27%)

Pre-specified TMZ historical comparator2

1st recurrence (100%)

2001000 50 150

171 days of mPFS 
ZTR + SoC1

+ Zotiraciclib, ~90% >PFS over SoC

91 days mPFS TMZ treatment 
(monotherapy)2

Days of PFS
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Recurrent High-grade Gliomas Represent a Significant 
1st Step into a Large Glioma Market Opportunity: ~$3.3B

Methodology: 90% of patients initiate 1L therapy and 75% initiate 2L therapy5,6;; assume 5 months on therapy for rGBM patients because PFS is ~3 mos 
(+2 mos for ZTR efficacy)7, 7 months for AA because PFS is ~5 mos (+2 mos for ZTR efficacy)8, and ~6 month PFS for unmethylated (+2 for ZTR efficacy)1; 
trial duration based on analog analysis from ct.gov | Sources: 1) Hegi et al. (2005); 2) Rivera et al. (2010) Neuro Oncol; 3) GLOBOCAN 2018; 4) NCCN; 
5) Fabbro-Peray, Pascale, et al. J of Neuro-oncol 142.1 (2019); 6) 91-101.Girvan, Allicia C., et al., Drugs in context 4 (2015).; 7) Wick, Wolfgang, et al, 
NEJM 377.20 (2017): 1954-1963.; 8) Chamberlain, Marc C. J Neuro oncol 122.2 (2015):329-338. 

$2.1B

1L GBM 
(Unmethyl)

Expansion 
opportunities 
to additional 

indications marked 
by Myc 

overexpression

Does not
double count 
Unmethylated 

rGBM

Non-GBM 
rHGG (IDHwt)

1L Unmethylated
GBM

rHigh-grade 
Gliomas

$650M

rHGG
(IDHmut)

Overall Glioma, R/R and 1L Unmethylated

1st Step
Enriched rHGG

rHGG
(IDHwt)

Expansion to 
wildtype HGG 

segments

IDHwt R/R High-
grade Gliomas

2nd Step

$1.4B $221M

~$650M ~$2B ~$3.3B+~$3.3B
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Summary:  Zotiraciclib, recurrent high-grade gliomas (rHGG)
NCI Trial Data has been Exceptionally Well-received by Leading US and EU KOLs 

*Historical literature benchmarks: rHGG literature comparisons are intended to provide a comparable outcomes in rHGG patients, without present 
definitive outcome information. Methodology: applied a weighted average of rAA and rGBM outcomes based on segmentation of NCI study (~25% rAA 
and ~75% rGBM); pooled lomustine data in both rAA and rGBM to generate the base and pooled TMZ for rAA and bev + lomustine for GBM outcomes 
to determine high end. Note that TMZ outcomes in rAA are at first relapse, whereas rAA lomustine outcomes are in first and second relapse (post-TMZ); 
additionally, bevacizumab PFS is higher than other commonly used regimens in R/R (e.g., lomustine, TMZ).

Adastra zotiraciclib (ZTR) has seen strong efficacy in all patient types and meaningful signals in sub-groups
• Strong efficacy across all patients (mPFS of 5.9 mo., ~55% PFS6 for all vs. ~21% seen in historical comparators)

• Compelling potential for improved efficacy in key sub-populations
‒ IDHmut: mPFS of ~171 days. (vs. ~91 days in the literature*)
‒ Unmethylated MGMT: ~2.8 mo. mPFS, ~18% PFS6 (vs. <7% in literature*)

KOLs believe IDHmut data is promising and the target patient group to attain accelerated approval
• IDHmut signal of zotiraciclib exceeds expected efficacy from TMZ alone and warrants further investigation

• Ph 2 trial in IDHmut rHGG supports accelerated approval
‒ Primary Endpoint: PFS6 with PROs considered potentially sufficient registrational endpoint
‒ Comparator: US KOLs supportive of TMZ + ZTR experimental arm vs. TMZ

All Patients (overall) Unmethylated (predictive)IDH Mutated (enriched)



Thank You

11


