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Introduction

+ Anti-apoptotic proteins such as B-cell ymphoma 2 (BCL-2) are commonly utilized by malignant
cells to evade signals that would typically induce programmed cell death.!2

+ High BCL-2 expression correlates with poor prognosis and poor responses to conventional
therapies in subjects with a broad range of malignancies,® and dependence on BCL-2 can
render cancer cells susceptible to therapy targeting this pathway.*

» ZN-d5 is a novel, oral, once-daily BH3 mimetic with improved selectivity for BCL-2 over BCL-
xL compared with the commercially available BCL-2 inhibitor venetoclax; this advantage of
ZN-d5 could reduce the rate of thrombocytopenia.®

+ ZN-d5 inhibits tumor cell growth in vitro and exhibits significant anti-tumor activity in multiple
xenograft models of hematologic malignancies as a single agent and in combination with other
anti-tumor drugs.

Study Design

» The study objectives are to determine the maximum tolerated dose and to establish the
recommended phase 2 dose of ZN-d5 for NHL and AML.

+ This open-label multicenter phase 1 dose-escalation study (NCT04500587, EudraCT 2020-
002525-28) is evaluating the safety, tolerability, clinical activity, pharmacokinetics (PK), and
pharmacodynamics (PD) of ZN-d5 in subjects with NHL or AML (Figure 1)

- Dose escalation is conducted per indication using a modified Bayesian continuous
reassessment method (CRM) design.

« Initially, subjects with NHL will be enrolled; once a dose has been identified that demonstrates
biological evidence of activity, subjects with AML will be enrolled. A total enrollment of 85
subjects is expected.

Figure 1. Study Design
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+ All subjects undergo a screening Period of up to 28 days, a ramp-up cycle (after dose level 1)
up to the target dose (ramp-up duration up to 28 days in NHL or 4 days in AML) and treatment
cycles of 28 days at the target dose until the patient meets one of the discontinuation criteria.

+ Dose-limiting toxicities (DLTs) are assessed during the ramp-up cycle and Cycle 1.

Study sponsored by K-Group Alpha, Inc, a subsidiary of Zentalis Pharmaceuticals, Inc.

Methods (continued)

Inclusion Criteria

+ Age 218 years

< White blood cell count <25 x 10%L (cytoreduction allowed)

+ Eastern Cooperative Oncology Group Performance Status <1

+ Adequate organ function (based on baseline liver enzymes, bilirubin, and creatinine)
+ Not pregnant and agrees to use adequate contraception

Subjects with NHL

+ Histologically or cytologically confirmed NHL, including diffuse large B-cell lymphoma, follicular
lymphoma, marginal zone lymphoma, mantle cell ymphoma, large cell lymphoma, and
peripheral T-cell ymphoma

- Received 22 prior lines of therapy and have either failed or are not eligible for any available
therapies expected to provide clinical benefit

+ Measurable disease (21 lesion accurately measurable in 22 dimensions; longest diameter >15
mm if nodal and >10 mm if extranodal)

- Adequate hematologic function (based on absolute neutrophil count, platelet count, and
hemoglobin)

Subjects with AML

- Relapsed and/or primary refractory AML as defined by WHO 2016 revised criteria

Exclusion Criteria

Any of the following treatment interventions within the specified time frame prior to first dose:

- Major surgery <28 days

- Radiation therapy <14 days if >5% of marrow reserve

- Clinically significant, unresolved nonhematologic toxicity of prior chemotherapy

— Stem cell transplantation within 2 months and not receiving immunosuppression or having active
graft-versus-host disease or fungal disease

- Use of an investigational agent that is not expected to be cleared by the time of first dosing of study drug
or that has been demonstrated to have prolonged side effects

+ Any serious medical condition including (but not limited to) CNS disease, significant cardiac
impairment, QTcF >480 msec, gastrointestinal abnormalities, HIV, hepatitis B or C, and active
or uncontrolled infection

* Prior therapy with venetoclax

+ Administration of strong CYP3A4 inhibitors or strong or moderate CYP3A4 inducers

Subjects with AML

+ Any prior systemic neoplastic agent within 14 days or 25 half-lives (excluding permitted
cytoreductive therapies)

Treatment

+ For subjects with NHL, the first ZN-d5 dose cohort will receive 100 mg; subsequent dose
cohorts will be determined by the CRM model

For subjects with AML, ZN-d5 dosing will be selected based on the dose that demonstrated
biological activity in the participants with NHL

» Dosing in the NHL and AML cohorts will be escalated independently
+ ZN-d5 is administered orally, once or twice daily, in continuous 28-day cycles

* Observed DLTs in DLT-evaluable subjects

Endpoints
Table 1. Endpoints

Incidence and severity of adverse events (AEs), graded according to NCI CTCAE v 5.0

For NHL, efficacy as defined by the Lugano response criteria for NHL:

— Complete response (CR), partial response (PR), stable disease (SD), overall response rate (CR + PR + SD), duration
of response

For AML, efficacy as defined by the European LeukemiaNet Response Criteria:
- Complete remission (CR), CR with incomplete hematologic recovery, morphologic leukemia-free state, partial remission.
Plasma PK parameters for ZN-d5

Exploratory

* To characterize the PD effects of ZN-d5
* To evaluate the PK/PD relationship of ZN-d5

Characteristics of Subjects Enrolled
Characteristics of subjects enrolled as of 1 Aug 2021 are provided in Table 2.

Table 2. Subject Characteristics
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Currently Active Sites

Australia: Liverpool Hospital, Royal Hobart Hospital, Ashford Cancer Center, Kinghorn Cancer
Center. Bulgaria: National Hematology Hospital, Sveta Marina Multiprophy Hospital. Croatia:
University Hospital CHC Zagreb. Poland: Medical University Gdansk. S. Korea: Pusan National
University Hospital, Seoul National University Hospital. Spain: Hospital Vall d'Hebron, Hospital
La Fe. Ukraine: Arensia Exploratory Medicine Clinic.

Conclusions
= The trial is ongoing.

References

1. Hata AN, et al. Cancer Discov. 2015;5(5):475-487; 2. Konopleva M, Letai A. Blood. 2018;132(10):1007-1012;
3. Thomas S, et al. Expert Opin Ther Targets. 2013;17(1):61-75; 4. Bernabeu A, et al. Biochim Biophys Acta.
2007;1768(6):1659-1670; 5. Brumbaugh Paradis H, et al. Clin J Oncol Nurs. 2017;21(5):604-610.

Disclosure

Dr Zaucha: Speaker and consultant for Roche, Abbvie, Takeda, Janssen, Novartis, and Bristol-Myers Squibb.

COPYRIGHT © 2021 ZENTALIS PHARMACEUTICALS. ALL RIGHTS RESERVED.




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


