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Accelerated Approvals Reconsidered

Blenrep (belantamab mafodotin-bImf) - GSK said Tuesday that following a request from FDA, it
will withdraw its blood cancer drug from the U.S. market. The decision comes a little more
than two years after the BCMA-directed antibody and microtubule inhibitor conjugate was
granted an accelerated approval as 5"-line therapy for adult patients with relapsed or
refractory multiple myeloma.

Changes in Dosing/Administration

Rylaze® (asparaginase erwinia chrysanthemi) - A new dosage schedule was added for Jazz
Pharmaceuticals’ therapeutic alternative for leukemia and lymphoma patients with
hypersensitivity to E. coli-derived asparaginase. The new schedule calls for 25 mg/m2 on
Mondays and Wednesdays and 50 mg/m2 on Fridays. Under the new schedule, clinicians are
advised to replace every dose of a calaspargase product with 9 doses of Rylaze® and every
dose of a pegaspargase product with 6 doses of Rylaze®

Changes in Labeled Indications

Adcetris® (brentuximab vendotin) - Another ADC, Seattle Genetics' novel agent that combines
a CD30-directed antibody with a microtubule inhibitor, had its use in Hodgkin's lymphoma
expanded to include use in pediatric patients. The specific indication is for treatment of
pediatric patients 2 years and older with previously untreated high risk classical Hodgkin
lymphoma (cHL) in combination with doxorubicin, vincristine, etoposide, prednisone, and
cyclophosphamide. Support for its use in cHL comes from differences in progression-free
survival observed in a trial (n=600) in which pediatric patients (ages of 2-22) were randomized
to receive either Adcetris® with a chemotherapeutic regimen or the chemo regimen alone.
While disease recurrence in among all enrolled patients was infrequent (only about 1 in 8
patients overall had an “event” during the study period), it was significantly higher in the
control group (17 percent) than among patients in the Adcetris® arm (8 percent)—an overall
reduction in risk of 59 percent.

Imfinzi® (durvalumab) and Imjudo® (tremelimumab-actl) - AstraZeneca received its second
approval in 2 months for use if its workhorse PD-L1 inhibitor in combination with its recently



approved CTLA-4 antibody. The combination regimen, which was approved for use in
unresectable hepatocellular carcinoma last month, is now also approved for use in the
treatment of adult patients with metastatic non-small cell lung cancer (NSCLC) with no
sensitizing epidermal growth factor receptor (EGFR) mutations or anaplastic lymphoma kinase
(ALK) genomic tumor aberrations. The approval is supported by the results of a large trial
(n=675) showing that outcomes for patients randomized to receive the |O combination (in
addition to platinum-based chemotherapy) were superior to those of patients randomized to
receive only the platinum-based chemo. Specifically, differences were seen in response rates
(39 vs 24 percent) progression-free survival (6.2 vs 4.8 months) and overall survival (26 vs 15
percent, with a consequent 23 percent reduction in risk of death).

Libtayo® (cemiplimab-rwlc) - Another immunotherapy that had its role in NSCLC expanded
this month is Regeneron’s PD-1 inhibitor. Already approved for use (as a single agent) as first-
line therapy for patients whose NSCLC tumors have no EGFR, ALK or ROS1 aberrations, are
either locally advanced or metastatic, and whose tumors exhibit high PD-L1 expression, the
checkpoint inhibitor is now also approved (in combination with platinum-based
chemotherapy) for treating those patients irrespective of their PD-L1 status. Approval for the
new indication was based on the results of a randomized study (n=466) in which patients
treated with Libtayo® and platinum-based chemotherapy had superior outcomes to those of
patients receiving placebo and chemotherapy. Significant differences between the Libtayo®
and placebo arms were observed for response to therapy (43 vs 23 percent), duration of
response (median 15.6 vs. 7.3 months), duration of progression-free survival (median of 8.2 vs.
5.0 months) and overall survival (58 vs 47 percent with an estimated 29 percent reduction in
the risk of death).

Udenyca® (pegfilgrastim-cbqv) - The list of approved indications for Coherus Biosciences'
pegfilgastim biosimilar was expanded to include use to increase survival in patients acutely
exposed to myelosuppressive doses of radiation. The addition brings the list of approved
uses in line with those for the reference product (Neulasta®).

New Biosimilars and Genetics
Full Approvals were granted for:

e Cyclophosphamide from Alembic Pharmaceuticals
e Docetaxel from Meridian Laboratories

e Mitomycin from Gland Pharma

e Sorafenib tosylate from Yabao Pharmaceuticals

In addition, Therakind, a British company focused on developing easier dosing for a range of
products, received approval for Jylamvo, its branded formulation of an oral methotrexate
solution.



New Data

Pigray® (alpelisib) - Initial approval of Novartis’ PIK3CA-directed kinase inhibitor (in 2019) was
based on evidence from a large, randomized trial (n=572) in which patients with PIK3CA+
advanced/metastatic breast cancer treated with the drug (+ fulvestrant) exhibited superior
progression-free survival (PFS) to patients randomized to receive placebo (+ fulvestrant). Data
on overall survival (OS)-which were not yet mature in 2019—have now matured resulting in the
following addition to the study description in Section14 of the product label. "At the pre-
specified final OS analysis, there was no significant difference in OS between the Pigray plus
fulvestrant arm and the placebo plus fulvestrant arm (hazard ratio [HR] = 0.86, 95% CI: 0.64,
1.15)."

New Molecular Entities

Elahere (mirvetuximab soravtansin-gynx) - Immunogen, a company devoted to exploring the
therapeutic potential of antibody-drug conjugates (ADC) across a set of cancers, received
marketing approval this month for a novel ADC that combines an antibody that targets folate
receptor alpha (FRa) with a microtubule inhibitor. The approval is for use of the agent in
treating adult patients with FRa positive, platinum-resistant epithelial ovarian, fallopian tube, or
primary peritoneal cancer (who have already received 1-3 systemic treatment regimens). It
was supported by a 31.7 percent response rate (and 6.9-month median duration of response)
observed in a single-arm study that enrolled 106 FRa-positive, platinum-resistant patients. The
approval is accelerated, and its continuation may depend on “verification and description of
clinical benefit in a confirmatory trial.” The indication includes a recommendation to select
patients for treatment based on evidence of overexpression of the FRa protein in their tumors
(which occurs in more than half of high-grade serous ovarian cancers). Of note, Roche's
Ventana FOLR1 RxDx Assay, which detects such overexpression, was also approved for use
this month.

Safety-Related Changes

Darzalex® (daratumumab) and Darzalex Faspro® (daratumumab and hyaluronidase-fihj) -
Several changes were approved to the Patient Prescribing Information including some minor
edits, the addition of eye pain as a possible infusion-related adverse event and a warning that
the decreases in blood cell counts are common with either product but can be severe.

Erleada® (apalutamide) - A new subsection (5.5) on severe cutaneous adverse reactions was
added to the Warnings and Precautions portion of the prescribing information for Janssen’s
androgen receptor inhibitor. The new subsection notes that fatal and life-threatening cases of
severe cutaneous adverse reactions (SCARS), including Stevens-Johnson syndrome/toxic
epidermal necrolysis, and drug reaction with eosinophilia and systemic symptoms, have
occurred in patients treated with Erleada.® Clinicians are urged to monitor patients for the
development of such reactions, to advise patients of the associated signs and symptoms, to



interrupt therapy when an occurrence of SCARS is suspected, and to permanently discontinue
Erleada® if SCARS (or any Grade 4 adverse skin reaction) is confirmed.

Lumakras® (sotorasib) - A new subsection on breast cancer resistance protein (BCRP)
substrates was added to the discussion of the possible effects of Amgen’s RAS inhibitor on
other drugs. The new subsection (7.3) warns that because Lumakras® is a BCRP-inhibitor, it
may increase the risk of adverse events when co-administered with such drugs. The new
language advises clinicians to monitor for adverse reactions of the BCRP substrate and, in the
event of an adverse reaction, to decrease the BCRP substrate dosage in accordance with its
prescribing information.

Pigray® (alpelisib) -- A recommendation to “consider an alternative drug with no or minimal
potential to induce CYP3A4" has been appended to the warning in Section 7.1 regarding
concomitant use of Pigray® with strong CYP3A4 inducers. In addition, the language now
clarifies that such concomitant use may “reduce alpelisib efficacy.”

Vitrakvi @ (larotrectinib sulfate) - The instructions for co-administering Bayer's NTRK-fusion
directed kinase inhibitor with CYP3A4 inducers or inhibitors were expanded. Whereas the
prescribing information had previously focused only on co-administration with “strong”
inducers or inhibitors, the updates—made in section 2.5 on Dosage and Administration and
section 7.1 on Effect of Other Drugs--now also includes information on co-administration with
"moderate” inducers or inhibitors.

Other Changes

Enhertu® (fam-tastuzumab deruxtecanan) - The phrase “as determined by an FDA-approved
test,” was added (in section 1.2) to the indication for use of Daichii-Sankyo and AZ's antibody
drug conjugate in treating patients with unresectable or metastatic HER2-low (IHC 1+ or IHC
2+/ISH-) breast cancer.

Lenvima® (lenvatinib mesylate) - Greater detail was added to section 2.10 on how to prepare
Eisai's kinase inhibitor, which comes as 4 and 10 mg capsules, for use as an oral solution. The
revised instructions include a recommendation for what to do with any product that is
dissolved but not immediately consumed (store under refrigeration for up to 24 hours) and a
clarification that the vessel in which the solution is prepared should be cleaned until there is
no remaining residue.

Kimmtrak® (tebentafusp-tebn) - The statement in Section 2.1 (Patient Selection) of the
prescribing information for Immunosera’s novel treatment for uveal melanoma that “(a)n FDA-
approved test for the detection of HLA-A*02:01 genotyping is not currently available” has
been replaced with a link to a list of FDA-approved companion diagnostics.

Pemetrexed - Actavis Pharma, a generic drug maker acquired by Teva, received FDA approval
to update the indications for its formulation of pemetrexed to align them with those for the
reference product (Alimta®).

Rybrevant® (amivantamab-vmjw) - The instructions regarding selection of appropriate patients
for treatment with Janssen’s bi-specific EGF- and MET-directed antibody were updated.
Whereas the label had previously recommended selection “based on the presence of EGFR



exon 20 insertion mutations” it now specifically recommends that tumor tissue be tested if the
mutations are not detected in plasma.

Clinical Trial Information
Current Trials MUSC - Hollings Cancer Center

Contact: Shanta Salzer, CCRP - salzers@musc.edu

DLBCL/Aggressive NHL

1. A Phase Ib Trial of Zanubrutinib in Combination with R CHOP (ZaRCHOP) for Patients with Newly
Diagnosed Diffuse Large B Cell Lymphoma

- Patient population/notes: Open to all patients with newly diagnosed DLBCL. Please consider
sending patients with newly diagnosed DLBCL patients, especially if non-GCB subtype. Once Pola
is approved with R-CHP (likely 4/2023) there may be an amendment to this protocol and will keep
you all posted! This trial is should be opening this month after upcoming amendment

2 (a). A Phase 1b Open-Label Study to Evaluate the Safety and Anti-cancer Activity of
Loncastuximab Tesirine in Combination with Polatuzumab Vedotin in Patients with Relapsed or
Refractory B-cell Non-Hodgkin Lymphoma

- Patient population/notes: Loncastuximab is a CD19 antibody drug conjugate (like BV but targets
CD19) that received FDA approval in 2021 for R/R DLBCL. This Trial is investigating the
combination of ADCT-402 with Polatuzumab vedotin and will enroll R/R patients with DLBCL, FL,
MCL, MZL, and BL and is open for enrollment.

3. APhase 3 Randomized Study of Loncastuximab Tesirine Combined With Rituximab Versus
Immunochemotherapy in Patients With Relapsed or Refractory Diffuse Large B-Cell Lymphoma
(DLBCL) (LOTIS-5)

- Patient population/notes: Loncastuximab is a CD19 antibody drug conjugate (like BV but targets
CD19) that received FDA approval in 2021. This trial is open to DLBCL patients relapsing after > 1
therapy. This would be a good option for patients who have progressed on R-CHOP/R-EPOCH
and either are not good candidates for CAR-T/Auto SCT or not interested in either.

4. A Randomized Double-Blind Phase Il Study of Ibrutinib During and Following Autologous Stem
Cell Transplantation Versus Placebo in Patients with Relapsed or Refractory Diffuse Large B-cell
Lymphoma of the Activated B-cell Subtype

- Patient population/notes: Cooperative group trial for DLBCL patients being referred for Auto
SCT. Please consider sending patients early on after relapse so they can be considered for this trial
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as they will need to have tissue sent off for confirmation of ABC (MUSC team can take care of tissue
request, etc)

5. A Phase II/lll Randomized Study of R-Mini-CHOP With or Without CC-486 (Oral Azacitidine) in
Patients Age 75 Years or Older With Newly Diagnosed Diffuse Large B Cell Lymphoma, Grade llIB
Follicular Lymphoma, Transformed Lymphoma, and High-Grade B-Cell Lymphomas With MYC and
BCL2 and/or BCL6 Rearrangements

- Patient population/Notes: Cooperative group trial for newly diagnosed elderly DLBCL patients.
These patients typically do not well and are not candidates for clinical trials, so we are very happy
to offer this trial here at Hollings!

6(a). Safety and Efficacy of GEN3009 (DuoHexaBody®-CD37) in Relapsed or Refractory B-Cell Non-
Hodgkin Lymphoma - A First-in-Human, Open-label, Phase 1/2a Dose Escalation Trial With Dose
Expansion Cohorts

- Patient population/Notes: Phase 1 study utilizing bispecific monoclonal antibody targeting CD37
(antigen widely expressed on B-cells). This is a phase 1 so open to multiple R/R subtypes of NHL.

7(a). A Phase 1/2, Open-Label, Dose- Escalation Trial of GEN3013 in Patients with Relapsed,
Progressive or Refractory B-Cell Lymphoma

- Patient population/notes: GEN3013 (Epcortimab) is a Bi-specific T-cell engager (binds CD3 on T-
cells and CD20 on lymphoma B-cells) - GEN3013 with recent press release showing very promising
results in aggressive NHL. Study now opened up an extra cohort in aggressive LCL for a limited
time as they will only enroll ~ 80 patients to this arm.

Mantle Cell Lymphoma

8. A Randomized 3-Arm Phase Il Study Comparing 1.) Bendamustine, Rituximab and High Dose
Cytarabine (BR/CR) 2.) Bendamustine, Rituximab, High Dose Cytarabine and Acalabrutinib (BR/CR-
A), and 3.) Bendamustine, Rituximab and Acalabrutinib (BR-A) in Patients </= 70 Years Old With
Untreated Mantle Cell Lymphoma

- patient population/notes: cooperative group study for frontline therapy in newly diagnosed MCL
patients < 70. Please call Brian Greenwell if you have a patient

9. A Randomized Phase Ill Trial of Consolidation with Autologous Hematopoietic Cell
Transplantation Followed by Maintenance Rituximab vs Maintenance Rituximab Alone for Patients
with Mantle Cell Lymphoma in Minimal Residual Disease Negative First Complete Remission.

- Patient Population/Notes: Cooperative group study where patients will be randomized to auto
SCT + maintenance rituximab vs maintenance rituximab alone. If you have any patients currently



receiving induction for MCL please consider sending them here during induction for initial visit
and we can plan on screening them once induction is completed.

2(b). A Phase 1b Open-Label Study to Evaluate the Safety and Anti-cancer Activity of
Loncastuximab Tesirine in Combination with Polatuzumab Vedotin in Patients with Relapsed or
Refractory B-cell Non-Hodgkin

- Patient population/notes: Loncastuximab is a CD19 antibody drug conjugate (like BV but targets
CD19) that received FDA approval in 2021 for R/R DLBCL. This Trial is investigating the
combination of ADCT-402 with Polatuzumab vedotin and will enroll R/R patients with DLBCL, FL,
MCL, MZL, and BL and is open for enrollment.

6(b). Safety and Efficacy of GEN3009 (DuoHexaBody®-CD37) in Relapsed or Refractory B-Cell
Non-Hodgkin Lymphoma - A First-in-Human, Open-label, Phase 1/2a Dose Escalation Trial With
Dose Expansion Cohort

- Patient population/Notes: Phase 1 study utilizing bispecific monoclonal antibody targeting CD37
(antigen widely expressed on B-cells). This is a phase 1 so open to multiple R/R subtypes of NHL.

7(b). A Phase 1/2, Open-Label, Dose- Escalation Trial of GEN3013 in Patients with Relapsed,
Progressive or Refractory B-Cell Lymphoma

- Patient population/notes: GEN3013 is a Bi-specific T-cell engager (binds CD3 on T-cells and
CD20 on lymphoma B-cells) - GEN3013 with recent press release showing very promising results in
aggressive NHL. Open for enrollment in both Mantle cell lymphoma and indolent NHL (follicular,
marginal zone, SLL). Will be a great option for patients who progress after CD19 CAR-T or not a
candidate for CD19 CAR-T.

Indolent NHL

10. Randomized Phase Il Trial in Early Relapsing or Refractory Follicular lymphoma (Enroliment on
hold)

- Patient population/notes: Cooperative group trial open to follicular lymphoma patients who have
progressed within 2 years of completion of front-line therapy. There are three arms: obinutuzumab
+ revlimid, obinutuzumab + PI3K inhibitor, and chemo-immunotherapy. Please call us if you think
you have a potential patient, and we will send right away!

11. Multicenter, Phase 2 Study of CLR 131 in Patients with Relapsed or Refractory (R/R) Select B-
Cell Malignancies (CLOVER-1) and Expansion Cohort in Patients with Waldenstrom
Macroglobulinemia (CLOVER-WaM)



- Patient population/Notes: This is an exciting trial specifically for R/R WM patients which is great
because they are often excluded from clinical trials. This trial utilizes treatment with a
radioimmunoconjugate. We are happy to work with our nuclear medicine colleagues to offer this
trial to WM patients throughout SC.

2(c). A Phase 1b Open-Label Study to Evaluate the Safety and Anti-cancer Activity of
Loncastuximab Tesirine in Combination with Polatuzumab Vedotin in Patients with Relapsed or
Refractory B-cell Non-Hodgkin

- Patient population/notes: Loncastuximab is a CD19 antibody drug conjugate (like BV but targets
CD19) that received FDA approval in 2021 for R/R DLBCL. This Trial is investigating the
combination of ADCT-402 with Polatuzumab vedotin and will enroll R/R patients with DLBCL, FL,
MCL, MZL, and BL and is open for enrollment.

6(b). Safety and Efficacy of GEN3009 (DuoHexaBody®-CD37) in Relapsed or Refractory B-Cell
Non-Hodgkin Lymphoma - A First-in-Human, Open-label, Phase 1/2a Dose Escalation Trial With
Dose Expansion Cohort

- Patient population/Notes: Phase 1 study utilizing bispecific monoclonal antibody targeting CD37
(antigen widely expressed on B-cells). This is a phase 1 so open to multiple R/R subtypes of NHL.

7(c). A Phase 1/2, Open-Label, Dose- Escalation Trial of GEN3013 in Patients with Relapsed,
Progressive or Refractory B-Cell Lymphoma

- Patient population/notes: GEN3013 (Epcortimab) is a Bi-specific T-cell engager (binds CD3 on T-
cells and CD20 on lymphoma B-cells) - GEN3013 with recent press release showing very promising
results in aggressive NHL. Open for enrollment in both Mantle cell lymphoma and indolent NHL
(follicular, marginal zone, SLL). Will be a great option for patients who progress after CD19 CAR-T
or not a candidate for CD19 CAR-T.

CLL/SLL

12. Randomized, Phase Ill Study of Early Intervention with Venetoclax and Obinutuzumab Versus
Delayed Therapy with Venetoclax and Obinutuzumab in Newly Diagnosed Asymptomatic High-
Risk Patients with Chronic Lymphocytic Leukemia / Small Lymphocytic Lymphoma (CLL/SLL):
EVOLVE CLL/SLL Study.

- Patient population/notes: This trial randomizes patients dx with CLL/SLL that do not currently
have a treatment indication but have 'high risk' disease. High risk disease is defined as having a
CLL-IPI score of > 4 OR having complex cytogenetics (3+ chromosomal abnormalities). Patients
can be enrolled up to 12 months from their initial diagnosis and would be assigned to
Ven+obinutuzumab at randomization or to 'delayed therapy' once they develop a traditional
treatment indication. Whether patients are treated 'early' or 'delayed' they would have treatment
paid for by study - Please call if any questions about patients or trial!



6(d). Safety and Efficacy of GEN3009 (DuoHexaBody®-CD37) in Relapsed or Refractory B-Cell
Non-Hodgkin Lymphoma - A First-in-Human, Open-label, Phase 1/2a Dose Escalation Trial With
Dose Expansion Cohorts

- Patient population/Notes: Phase 1 study utilizing bispecific monoclonal antibody targeting CD37
(antigen widely expressed on B-cells). This is a phase 1 so open to multiple R/R subtypes of NHL.

7(d). A Phase 1/2, Open-Label, Dose- Escalation Trial of GEN3013 in Patients with Relapsed,
Progressive or Refractory B-Cell Lymphoma

- Patient population/notes: GEN3013 is a Bi-specific T-cell engager (binds CD3 on T-cells and
CD20 on lymphoma B-cells) - this class of drug showed very exciting results at ASH in 2021 and
recent ASCO meeting. Open for enrollment in both Mantle cell lymphoma and indolent NHL
(follicular, marginal zone, SLL (not CLL)). Will be a great option for patients who progress after
CD19 CAR-T or not a candidate for CD19 CAR-T.

T-cell NHL

13. A Randomized Phase Il Study of CHO(E)P vs CC-486-CHO(E)P vs Duvelisib-CHO(E)P in
Previously Untreated CD30 Negative Peripheral T-Cell Lymphomas

- Patient population/notes: Cooperative group study for frontline PTCL patients that are CD30
negative (standard for CD30+ patients frontline is CHP+BV). Duvelisib is a PI3K inhibitor and CC-
486 is an oral hypomethylating agent. Patients would be eligible for auto SCT after trial. Please call
Brian Greenwell if you think you have a patient!

14. A Multi-Center Phase Ib Trial Evaluating the Safety and Efficacy of Lacutamab in Patients With
Relapse Peripheral T-Cell Lymphoma That Express KIR3DL2

- Patient population/notes: Lacutamab is a monoclonal antibody against KIR3DL2, which is
expressed in ~50% of PTCL. Promising activity has already been seen in CTCL (MF/SS) and has
been well tolerated. Enrolls patients with between 1 and 3 lines of therapy, but of note, they
cannot have primary refractory disease. Brian G recommends referral of any T-cell ymphoma
patients (even if currently in remission) who may be candidates in the future, as the company
allows us to “prescreen” patients for KIR3DL2 expression from their initial diagnostic sample.

15. An Open-Label, Phase 2 Trial of Nanatinostat in Combination with Valganciclovir in Subjects
With Epstein-Barr Virus-Positive (EBV+) Relapsed/Refractory Lymphomas ( NAVAL-1 )

- Patient population/Notes: This trial will be open for multiple subtypes of EBV+ R/R NHL including
PTCL, AITL, PTLD, or other EBV+ NHL. Great trial for many patients without clinical trial options
otherwise.



