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We Encourage Clinicians in Practice to Submit Questions 

Feel free to submit questions now before the program 
begins and throughout the program.



Familiarizing Yourself with the Zoom Interface

Expand chat submission box

Drag the white line above the submission box up to create 
more space for your message.



Familiarizing Yourself with the Zoom Interface

Increase chat font size

Press Command (for Mac) or Control (for PC) and the + symbol. 
You may do this as many times as you need for readability.
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Thank you for joining us!

CME and MOC credit information will be emailed to 
each participant within 5 business days.
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We Encourage Clinicians in Practice to Submit Questions 

You may submit questions 
using the Zoom Chat 

option below

Feel free to submit questions now before the 
program begins and throughout the program.
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Recent Advances and Future Directions in Oncology: 
A Daylong Multitumor Educational Webinar 

in Partnership with Florida Cancer Specialists

Module 1: Breast Cancer – 9:30 AM – 10:20 AM 

Module 2: Lung Cancer – 10:30 AM – 11:20 AM 

Module 3: Gastrointestinal Cancers – 11:30 AM – 12:20 PM

Module 4: Genitourinary Cancers – 12:30 PM – 1:20 PM 

Module 5: CLL and Lymphomas – 1:30 PM – 2:20 PM 

Module 6: Multiple Myeloma – 2:30 PM – 3:20 PM

Module 7: AML and MDS – 3:30 PM – 4:20 PM 
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Meet The Professor with Dr Westin

MODULE 1: Introduction
MODULE 2: Case Presentations
• Dr Hussein: A 51-year-old woman with recurrent cervical squamous cell carcinoma on long-term 

maintenance bevacizumab 
• Dr Ma: A 61-year-old woman with metastatic cervical cancer and borderline renal failure 
• Dr Pothuri: A 64-year-old woman with recurrent squamous vulvar cancer – PD-L1-positive 
• Dr Chen: A 66-year-old woman with MSI-high metastatic endometrial cancer – BRCA2 mutation
• Dr Hussein: A 77-year-old woman with recurrent MSS adenocarcinoma – HER2-positive, PTEN abnormality
• Dr Godoy: An 85-year-old woman with MSI-high metastatic ovarian cancer
• Dr Yap: A 48-year-old woman with MSS metastatic endometrial adenocarcinoma with multiple genetic 

abnormalities
• Dr Penson: A 59-year-old woman with metastatic mesonephric adenocarcinoma of the cervix
• Dr Hussein: A 46-year-old woman with recurrent uterine high-grade leiomyosarcoma
• Dr Hussein: A 66-year-old woman with MSS recurrent uterine adenocarcinoma with multiple 

actionable targets



Case Presentation – Dr Hussein: A 51-year-old woman
with recurrent cervical squamous cell carcinoma on 
long-term maintenance bevacizumab
• Diagnosed with Stage IIB cervical squamous cell carcinoma, papillary exophytic subtype
• High-risk human papilloma virus detected
• PET/CT: Multiple FDG avid pelvic lymph nodes

• 12/2014: External beam radiation therapy with concurrent weekly cisplatin à Boost RT and brachytherapy
• 6/2016 PET/CT: 2.3 x 2.1 subcarinal adenopathy à EBUS: Recurrent cervical carcinoma
• 9/2016: Cisplatin/paclitaxel/bevacizumab x 3, with CR à Cisplatin/paclitaxel/bevacizumab x 3 
• Continues on maintenance bevacizumab without side effects, NED (9/2021: 84 cycles of bevacizumab)

Questions

• When you treat based on GOG-240, do you discontinue treatment after a CR? 
• Based on KEYNOTE-826, would you consider pembrolizumab/chemotherapy, with or without 

bevacizumab, as the new standard first-line therapy? If yes, would you add bevacizumab for 
everybody, or does it depend on the PD-L1 CPS or other variables?

Dr Atif Hussein



N Engl J Med 2021;[Online ahead of print].



KEYNOTE-826: PFS for Patients with a PD-L1 
Combined Positive Score of ≥1

Colombo N et al. N Engl J Med 2021;[Online ahead of print].



KEYNOTE-826: PFS in Intention-to-Treat Population

Colombo N et al. N Engl J Med 2021;[Online ahead of print].



KEYNOTE-826: PFS for Patients with a PD-L1 Combined 
Positive Score of ≥10

Colombo N et al. N Engl J Med 2021;[Online ahead of print].



KEYNOTE-826: PFS Subgroup Analysis in Intention-to-Treat Population

Colombo N et al. N Engl J Med 2021;[Online ahead of print].



KEYNOTE-826: OS for Patients with a PD-L1 Combined 
Positive Score of ≥1

Colombo N et al. N Engl J Med 2021;[Online ahead of print].



KEYNOTE-826: OS in Intention-to-Treat Population

Colombo N et al. N Engl J Med 2021;[Online ahead of print].



KEYNOTE-826: OS for Patients with a PD-L1 Combined 
Positive Score of ≥10

Colombo N et al. N Engl J Med 2021;[Online ahead of print].



KEYNOTE-826: OS Subgroup Analysis in Intention-to-Treat Population

Colombo N et al. N Engl J Med 2021;[Online ahead of print].



Case Presentation – Dr Ma: A 61-year-old woman
with metastatic cervical cancer and borderline 
renal failure
• 2014: S/p pelvic RT for Stage IB2 adenocarcinoma of the endocervix
• 2016: S/p debulking surgery and colon resection for biopsy-proven splenic metastases
• Dose-dense carboplatin/paclitaxel/bevacizumab à Maintenance bevacizumab

• 3/2018: Vesicovaginal fistula à Pt refused diverting urostomy à Bevacizumab held then resumed
• 10/2018: Rectovaginal fistula à Pelvic exenteration
• 1/2019: Repeat carboplatin/paclitaxel/bevacizumab à Maintenance bevacizumab
• 10/2019 PD and recurrent ureteral obstruction and ESRD with GFR of 10
• Pembrolizumab, with disease control until 6/2020 à Nivolumab/ipilimumab à 11/2020: PD

• 12/2020: Irinotecan, with severe diarrhea despite dose reduction

Questions
• For a patient with worsening renal function who may need dialysis, would a newer antibody-drug 

conjugate, such as tisotumab vedotin, be an option?

Dr Yanjun Ma



FDA Accelerated Approval Granted to Tisotumab Vedotin-tftv for 
Previously Treated Recurrent or Metastatic Cervical Cancer
Press Release – September 20, 2021

“[It was announced today that the FDA] has granted accelerated approval to tisotumab vedotin-
tftv, the first and only approved antibody-drug conjugate (ADC) for the treatment of adult patients 
with recurrent or metastatic cervical cancer with disease progression on or after chemotherapy. 
Tisotumab vedotin-tftv is approved under the FDA’s Accelerated Approval Program based on 
tumor response and the durability of the response. Continued approval may be contingent upon 
verification and description of clinical benefit in confirmatory trials.”

The accelerated approval is based on results from the innovaTV 204 trial. InnovaTV 301, a global, 
randomized Phase III clinical trial intended to support global registrations, is under way. The 
prescribing information for tisotumab vedotin-tftv includes a BOXED WARNING for ocular toxicity 
and warnings for peripheral neuropathy, hemorrhage, pneumonitis and embryo-fetal toxicity.

https://investor.seagen.com/press-releases/news-details/2021/Seagen-and-Genmab-Announce-FDA-Accelerated-Approval-for-
TIVDAK-tisotumab-vedotin-tftv-in-Previously-Treated-Recurrent-or-Metastatic-Cervical-Cancer/default.aspx



Mechanism of Action of Tisotumab Vedotin

• Tissue factor (TF) is aberrantly expressed in a 
broad range of solid tumours, including 
cervical cancer,1,2 and TF expression has been 
associated with higher tumour stage and 
grade, higher metastatic burden and poor 
prognosis2

• TF expression in cervical cancer makes TF a 
novel target for patients with cervical cancer

• ADC targets TF
- Monoclonal Antibody targets TF
- Payload: Microtubule disrupting MMAE

• Allowing for direct cytotoxicity and bystander 
killing, as well as antibody-dependent cellular 
cytotoxicity3,4

1. Förster Y, et al. Clin Chim Acta, 2006. 2. Cocco E, et al. BMC Cancer, 2011. 
3. Breij EC, et al. Cancer Res, 2014. 4. De Goeij BE, et al. Mol Cancer Ther, 2015. Courtesy of David M O'Malley, MD

Binds to 
antigen

Bystander 
Effect

Antibody-Dependent
Cellular Phagocytosis

Antibody-Dependent
Cellular Cytotoxicity

Immunogenic Cell Death

Antigen-presenting cell
Direct
Cytotoxicity

Adjacent 
tumor cell

Fc receptor-
positive cell



Coleman RL et al.
ESMO 2020;Abstract LBA32.

Tisotumab Vedotin in Previously Treated Recurrent or 
Metastatic Cervical Cancer: Results from the Phase II 
innovaTV 204/GOG-3023/ENGOT-cx6 Study 



innovaTV 204: Antitumor Activity by IRC Assessment

Clinical Variable N = 101

Confirmed ORR 24%

CR 7%

PR 17%

SD 49%

PD 24%

Not evaluable 4%

Coleman RL et al. ESMO 2020;Abstract LBA32.

Duration of Response



innovaTV 204: Maximum Change in 
Target Lesion Size by IRC Assessment

Coleman RL et al. ESMO 2020;Abstract LBA32.

+ indicates a change greater than 100%



ESMO 2021; Abstract 723MO 



innovaTV 205 (GOG 3024): Recurrent or Metastatic Cervical Cancer

Courtesy of David M O'Malley, MD

Disease progression on or after 
standard-of-care therapy

(2L+)

No prior systemic treatment
(1L)

Disease progression on or after
1-2 prior systemic therapies

(2L-3L)

Arm A Tisotumab vedotin escalating doses IV Q3W +
bevacizumab escalating doses IV Q3W

Arm B Tisotumab vedotin escalating doses IV Q3W +
pembrolizumab fixed dose IV Q3W

Arm C Tisotumab vedotin escalating doses IV Q3W +
carboplatin fixed dose IV Q3W

Arm D Tisotumab vedotin RP2D IV Q3W + carboplatin
fixed dose IV Q3W

Arm E Tisotumab vedotin RP2D IV Q3W + pembrolizumab
fixed dose IV Q3W

Arm F Tisotumab vedotin RP2D IV Q3W + pembrolizumab
fixed dose IV Q3W

Arm G Tisotumab vedotin IV on days 1, 8, and 15 of
a 28-day cycle

New dosing schedule

Treatment Setting Dose-Escalation Phase

Dose-Expansion Phase



Vergote I et al. ESMO 2021;Abstract 723MO.



Vergote I et al. ESMO 2021;Abstract 723MO.



Case Presentation – Dr Pothuri: A 64-year-old 
woman with recurrent squamous vulvar cancer –
PD-L1-positive

• 7/2019: S/p radical left hemi-vulvectomy and excision of right vulva for Stage IB 
vulvar cancer

• 7/2020: Recurrence right lung, pre-carinal and hilar lymph nodes

• 8/2020: Carboplatin/paclitaxel/bevacizumab à PD on left arm and vulva
- Pathology: Squamous carcinoma, P16-positive, PD-L1-positive

Questions
• Would you consider using tisotumab vedotin or would your choice of therapy be pembrolizumab? 
• Does her PD-L1 score affect your treatment choice?

Dr Bhavana Pothuri



Dose Reductions of Lenvatinib for Management of Toxicity 
with the Combination Lenvatinib/Pembrolizumab

Dr Bhavana PothuriDr Ina Patel



Case Presentation – Dr Chen: A 66-year-old woman
with microsatellite instability (MSI)-high metastatic 
endometrial cancer – BRCA2 mutation

• PMH: Well-controlled DM type 2
• FIGO grade 1, Stage IIIA endometrial adenocarcinoma, s/p debulking surgery
• Adjuvant carboplatin/paclitaxel x 6 à 2 months later, recurrent para-aortic lymph nodes

• NGS: MSI-high; TMB 18 mut/Mb; BRCA2, ARID1A, CHEK2, PIK3CA, MAP3K1 mutations
• Pembrolizumab

- Proteinuria after 6 cycles

Questions
• How often do you see immune-mediated nephritis, and what would be the best course of 

management in this setting, in a patient who has had development of the immune nephritis?

Dr Gigi Chen



Case Presentation – Dr Hussein: A 77-year-old woman
with recurrent microsatellite stable (MSS) 
adenocarcinoma – HER2-positive, PTEN abnormality
• 3/2019: Uterine sarcoma, s/p Hysterectomy/BSO/pelvic and periaortic lymph 

node dissection
- 4-cm pT2N0 serous carcinoma, involving the cervical stroma and < one-half of the myometrium
- HER2 IHC3+, FISH-positive, ER-positive IHC2+, MSS, MMR-proficient, TMB-low, PD-L1-negative, 

BRCA1/2 wildtype, NTRK1/2/3 wildtype, PTEN IHC positive 2+ 100%
• 8/2019: Carboplatin/paclitaxel x 6 à PET/CT: No hypermetabolic uptake
• 11/2019: Adjuvant radiation therapy and brachytherapy to pelvis
• 12/2020: Progressive weakness and ataxia à MRI brain: Cerebellar mass à Resection à RT

- Metastatic high-grade serous carcinoma
• 5/2021 CT abdomen/pelvis: 6 x 4-cm left pelvic mass (HER2 IHC 3+, FISH-positive, ER IHC 2+)

Questions
• Since she is HER2-positive – not only overexpressed but also amplified – would you consider anti-

HER2 therapy?

Dr Atif Hussein



Case Presentation – Dr Hussein: A 77-year-old woman
with recurrent MSS adenocarcinoma – HER2-positive,
PTEN abnormality (continued)

12/11/2020 12/13/2020

Brain MRI before and post resection of a single cerebellar mass
Dr Atif Hussein



Case Presentation – Dr Godoy: An 85-year-old woman
with MSI-high metastatic ovarian cancer
• Presented with a large pelvic mass and ascites
• 7/2013: S/p exploratory laparotomy, TAH/BSO and suboptimal tumor debulking surgery
• 9/2013: Carboplatin/paclitaxel
• 8/2018: Peri-hepatic mass
• Carboplatin/pegylated liposomal doxorubicin x 6, with CR
• 5/2019: Resection of solitary hepatic metastasis, biopsy c/w high-grade serous adenocarcinoma, MSI-H
• 6/2019: Pembrolizumab, dose-reduced due to toxicity then held for C. difficile treatment
• 1/2020: New hepatic lesion à Carboplatin/gemcitabine
• NGS: TMB-high, MSI-intermediate, FGFR1 amplification

Questions
• In your frail, elderly patients receiving pembrolizumab do you do any dose reductions?
• How do you manage immune-mediated side effects, such as thyroid dysfunction, colitis, etc?
• Do we have targeted therapies to offer patients with FGFR1 amplification?

Dr Heidi Godoy



Case Presentation – Dr Yap: A 48-year-old woman
with MSS metastatic endometrial adenocarcinoma 
with multiple genetic abnormalities
• Stage IV endometrial adenocarcinoma, endometrioid type
• Carboplatin/paclitaxel à PD à doxorubicin
• NGS: PD-L1 1%, MSS, TMB 4 mut/Mb, ARID1A mutation, ERBB3 amplification, PIK3CA mutation, ESR1 

mutation, FGFR2 fusion, BRCA1 rearrangement; Germline testing: Negative
• Lenvatinib/pembrolizumab

- Pembrolizumab delayed 1 month due to insurance issues
- CA-125 decreased by 40% within 1 month of starting lenvatinib

Questions
• Should all metastatic cancers be sequenced up front for more effective personalized treatment?
• Is there any role for anti-HER2 therapy as a future treatment option?
• Is a PARP inhibitor an option for future treatment?

Dr Kelly Yap



Case Presentation – Dr Penson: A 59-year-old woman 
with metastatic mesonephric adenocarcinoma of the 
cervix
• 2015: Diagnosed with Stage IB2 mesonephric adenocarcinoma of the cervix
• SNaPshot KRAS Gly13dup (c.36_38dupTGG)  
• 2017: RT/cisplatin

• 2018: Cisplatin/paclitaxel/bevacizumab
• 2019: Cisplatin/gemcitabine
• 2019: Phase II study of trametinib/navitoclax

Question

• Would you give her immunotherapy?

Dr Richard Penson



Case Presentation – Dr Penson: A 59-year-old 
woman with metastatic mesonephric 
adenocarcinoma of the cervix (continued)

Chest X-ray showing “shotgun metastases” Dr Richard Penson



Case Presentation – Dr Penson: A 59-year-old woman 
with metastatic mesonephric adenocarcinoma of the 
cervix (continued)
• 2015: Diagnosed with Stage IB2 mesonephric adenocarcinoma of the cervix
• SNaPshot KRAS Gly13dup (c.36_38dupTGG)  
• 2017: RT/cisplatin

• 2018: Cisplatin/paclitaxel/bevacizumab
• 2019: Cisplatin/gemcitabine
• 2019: Phase II study of trametinib/navitoclax
• 2020: Carboplatin/paclitaxel, with “amazing” response

Question

• What’s your experience with ipilimumab and nivolumab in later lines of therapy for 
metastatic cervical cancer?

Dr Richard Penson



Case Presentation – Dr Hussein: A 46-year-old woman
with recurrent uterine high-grade leiomyosarcoma
• 1/2019: 12.5-cm uterine mass arising from the uterus
• Biopsy: Grade 2 leiomyosarcoma
• 2/2019: TAH/BSO and pelvic lymphadenectomy

- 13.5-cm dedifferentiated leiomyosarcoma, Grade 3/3
• Doxorubicin/mesna/ifosfamide x 5 à RT between cycles 3 and 4
• 6/2021 scans: New soft tissue mass within the superior and mid-line of the pelvis 7 x 5 x 5 cm
• Core biopsy: High-grade leiomyosarcoma
• 8/2021 resection (R1): High-grade sarcoma with a positive margin close to the urinary bladder

Questions
• What therapy would you recommend next?
• How do you compare the prognosis and the response to therapy in women with uterine 

leiomyosarcoma versus women with ex-uterine leiomyosarcoma? Do you treat them differently? 
What about compared to men with leiomyosarcoma? 

• How active are checkpoint inhibitors in uterine leiomyosarcoma? 
• When you utilize radiation therapy or chemotherapy in the adjuvant setting, in what setting and 

in what sequence?

Dr Atif Hussein



Case Presentation – Dr Hussein: A 46-year-old woman
with recurrent uterine high-grade leiomyosarcoma
(continued)

06/2021

Uterine leiomyosarcoma with a new soft tissue mass located 
between the small bowel loops and colon within the superior and 
mid-line of the pelvis. A portion of this measures 6.9 x 4.7 x 5.1 cm

Dr Atif Hussein



Case Presentation – Dr Hussein: A 66-year-old woman
with MSS recurrent uterine adenocarcinoma with 
multiple actionable targets
• 10/2018: Two separate primaries identified — Stage II colon and uterine 

adenocarcinomas
• 8/2019: Paclitaxel/carboplatin x 3 à TAH/BSO and lymphadenectomy à paclitaxel/carboplatin x 3
• 8/2019 NGS: MMR-proficient, MSS, TMB-low; ER-positive (1+), HER2-negative (2+), ARID1/BRCA1/2, POLE 

wildtype, PD-L1 IHC 0%, PIK3CA pathogenic variant, deletion p53
• 5/2021 Biopsy of pelvic mass: Adenocarcinoma c/w gynecologic origin à paclitaxel/carboplatin

Questions
• After 3 cycles of carboplatin/paclitaxel without reduction in the recurrent disease, what therapy would you 

recommend? What’s the role of lenvatinib and pembrolizumab? 
• Is PIK3CA a driver mutation in uterine adenocarcinoma? If so, would you give a PIK3CA inhibitor, like alpelisib? 
• The HER2 in this patient was 2+ but CISH couldn’t be done. Would you consider this low HER2 and use HER2 

targeted therapy, like trastuzumab deruxtecan?
• Is there any role for hormonal therapy in the setting of estrogen receptor positivity? 
• Are there any promising clinical trials targeting deletion p53 that we see in this patient? 

Dr Atif Hussein



Case Presentation – Dr Hussein: A 66-year-old woman
with MSS recurrent uterine adenocarcinoma with
multiple actionable targets (continued)

05/2021 08/2021
Stable pelvic mass post 3 cycles of chemotherapy post recurrence Dr Atif Hussein
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Journal Club with Dr Westin

• How JA et al. Toxicity and efficacy of the combination of pembrolizumab with 
recommended or reduced starting doses of lenvatinib for treatment of recurrent 
endometrial cancer. Gynecol Oncol 2021;162(1):24-31. 

• Kurnit KC, Westin SN. Slow and steady wins the race: Precision medicine for low risk 
endometrial cancer. Int J Gynecol Cancer 2020;30(6):724-5. 

• Baxter E et al. Improving response to progestin treatment of low-grade endometrial 
cancer. Int J Gynecol Cancer 2020;30(11):1811-23. 

• Stasenko M et al. Clinical patterns and genomic profiling of recurrent 'ultra-low risk' 
endometrial cancer. Int J Gynecol Cancer 2020;30(6):717-23. 

• Obermair A et al. Fertility-sparing treatment in early endometrial cancer: Current 
state and future strategies. Obstet Gynecol Sci 2020;63(4):417-31. 



Journal Club with Dr Westin (continued)

• Stewart KI et al. Pushing the envelope: Expanding fertility sparing treatment of 
endometrial cancer. J Gynecol Oncol 2020;31(5):e82.

• Falcone F et al. Fertility-sparing treatment for intramucous, moderately 
differentiated, endometrioid endometrial cancer: A Gynecologic Cancer Inter-Group 
(GCIG) study. J Gynecol Oncol 2020;31(5):e74. 

• Westin SN et al. Prospective phase II trial of levonorgestrel intrauterine device: 
nonsurgical approach for complex atypical hyperplasia and early-stage endometrial 
cancer. Am J Obstet Gynecol 2021;224(2):191.e1-15. 

• Frumovitz M et al. Phase II study of pembrolizumab efficacy and safety in women 
with recurrent small cell neuroendocrine carcinoma of the lower genital tract. 
Gynecol Oncol 2020;158(3):570-5. 

• How JA et al. The clinical efficacy and safety of single-agent pembrolizumab in 
patients with recurrent granulosa cell tumors of the ovary: A case series from a 
phase II basket trial. Invest New Drugs 2021;39(3):829-35. 



DUO-E/GOG-3041/ENGOT-EN10: A Randomized Phase III 
Trial of First-Line Carboplatin (Carb) and Paclitaxel (Pac) 
in Combination with Durvalumab (Durva), Followed by 
Maintenance Durva with or without Olaparib (Ola), in 
Patients (Pts) with Newly Diagnosed (Nd) Advanced or 
Recurrent Endometrial Cancer (EC) 

Westin SN et al.
ASCO 2020;Abstract TPS6108.



DUO-E Study Design

Westin SN et al. ASCO 2020;Abstract TPS6108.



2021;[Online ahead of print].
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Cervical Cancer



Regulatory and reimbursement issues aside, in general, what would be 
your preferred second-line therapy for a patient with MSS metastatic 
cervical cancer who experiences disease progression on 
carboplatin/paclitaxel/bevacizumab?

1. Other chemotherapy 
2. Test for PD-L1 CPS and administer pembrolizumab if 1% or higher
3. Pembrolizumab 
4. Cemiplimab
5. Tisotumab vedotin
6. Other 



In general, what would be your preferred second-line therapy for 
a patient with MSS metastatic cervical cancer who experienced 
disease progression on carboplatin/paclitaxel/bevacizumab?

Test for PD-L1 CPS and 
administer pembrolizumab 

if 1% or higher

Anti-PD-1/PD-L1 antibody 
in general

Test for PD-L1 CPS and 
administer pembrolizumab 

if 1% or higher

Test for PD-L1 CPS and
administer pembrolizumab 

if 1% or higher

Test for PD-L1 CPS and 
administer pembrolizumab 

if 1% or higher

Test for PD-L1 CPS and 
administer pembrolizumab

if 1% or higher

Test for PD-L1 CPS and 
administer pembrolizumab 

if 1% or higher

Pembrolizumab



Endometrial Cancer



In general, what treatment would you recommend for a patient with 
microsatellite-stable metastatic endometrial cancer who experienced 
disease progression on carboplatin/paclitaxel?

1. Cisplatin/doxorubicin 
2. Carboplatin/docetaxel 
3. Lenvatinib/pembrolizumab 
4. Test for PD-L1 combined positive score (CPS) and administer 

pembrolizumab if 1% or higher
5. Pembrolizumab
6. Other chemotherapy
7. Other 



In general, what treatment would you recommend for a patient with 
metastatic endometrial cancer who experienced disease progression on 
carboplatin/paclitaxel if their disease was microsatellite stable (MSS)?

Lenvatinib/
pembrolizumab

Lenvatinib/
pembrolizumab

Lenvatinib/
pembrolizumab

Lenvatinib/
pembrolizumab

Lenvatinib/
pembrolizumab

Lenvatinib/
pembrolizumab

Lenvatinib/
pembrolizumab

Lenvatinib/
pembrolizumab



In general, what treatment would you recommend for a patient with 
MSI-high metastatic endometrial cancer who experienced disease 
progression on carboplatin/paclitaxel?

1. Cisplatin/doxorubicin 
2. Carboplatin/docetaxel 
3. Lenvatinib/pembrolizumab 
4. Pembrolizumab
5. Other chemotherapy
6. Other 



In general, what treatment would you recommend for a patient 
with metastatic endometrial cancer who experienced disease 
progression on carboplatin/paclitaxel if their disease was MSI high?

Pembrolizumab

Dostarlimab

Pembrolizumab

Pembrolizumab

Pembrolizumab

Pembrolizumab

Pembrolizumab

Pembrolizumab



For a patient with MSI-high metastatic endometrial cancer, outside of a 
clinical trial setting and regulatory and reimbursement issues aside, what is 
the earliest point at which you would introduce an anti-PD-1/PD-L1 antibody? 

First line

Second line

Second line

Second line

Second line

First line

Second line

Second line



Ovarian Cancer



Do you generally evaluate microsatellite instability status in your 
patients with advanced ovarian cancer?

1. Yes
2. No



Do you generally evaluate microsatellite instability status in your 
patients with advanced ovarian cancer?

Yes

No

Yes

No

Yes

Yes

No

Yes
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Immunotherapeutic Approaches in 
Cervical Cancer



Chung HC et al.
SGO 2021;Abstract 10440.

Pembrolizumab Treatment of Advanced Cervical 
Cancer: Updated Results from the Phase II 
KEYNOTE-158 Study



Phase II KEYNOTE-158: Updated Results with Pembrolizumab 
for Previously Treated Advanced Cervical Cancer

Combined Positive Score (CPS) = PD-L1+ cells (tumor cells, lymphocytes, macrophages) / Total number of tumor cells x 100

Chung HC et al. SGO 2021;Abstract 10440.

PD-L1-Positive Cohort (CPS ≥1, n = 82)
ORR: 17.1%

PD-L1-Negative Cohort (n = 15)
ORR: 0%



ESMO 2021;Abstract VP4



Tewari KS et al. ESMO 2021;Abstract VP4.



Survival Analysis for SCC Population

Tewari KS et al. ESMO 2021;Abstract VP4.



Survival Analysis for the Total Population

Tewari KS et al. ESMO 2021;Abstract VP4.



Survival Analysis by PD-L1 Status

Tewari KS et al. ESMO 2021;Abstract VP4.



Anti-PD-1/PD-L1 Checkpoint Inhibitors in Endometrial Cancer



High MSI Across 39 Cancer Types
Whole-exome data from 11,139 tumor-normal pairs from The Cancer Genome Atlas and Therapeutically 
Applicable Research to Generate Effective Treatments projects

Bonneville R et al. JCO Precis Oncol 2017;2017:10.1200/PO.17.00073; Green AK et al. ASCO Educational Book 2020.

UCEC = uterine corpus endometrial carcinoma

Endometrial cancer was recently shown to have
the highest prevalence of MSI across 39 human cancer types
• ~30% of primary endometrial cancers are MSI high 
• 13% to 30% of recurrent endometrial cancers are MSI high or dMMR

Tumor type
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FDA Grants Accelerated Approval to Dostarlimab-gxly for dMMR
Advanced Solid Tumors 
Press Release – August 17, 2021
“The Food and Drug Administration granted accelerated approval to dostarlimab-gxly for adult 
patients with mismatch repair deficient (dMMR) recurrent or advanced solid tumors, as determined 
by an FDA-approved test, that have progressed on or following prior treatment and who have no 
satisfactory alternative treatment options.

The FDA also approved the VENTANA MMR RxDx Panel as a companion diagnostic device to select 
patients with dMMR solid tumors for treatment with dostarlimab-gxly.

The efficacy of dostarlimab was evaluated in the GARNET Trial (NCT02715284), a non-randomized, 
multicenter, open-label, multi-cohort trial. The efficacy population consisted of 209 patients with 
dMMR recurrent or advanced solid tumors who progressed following systemic therapy and had no 
satisfactory alternative treatment. 

The primary efficacy endpoints were overall response rate (ORR) and duration of response (DoR) as 
determined by blinded independent central review according to RECIST 1.1. The ORR was 41.6% (95% 
CI: 34.9, 48.6), with 9.1% complete response rate and 32.5% partial response rate. Median DOR was 
34.7 months (range 2.6, 35.8+), with 95.4% of patients with duration ≥6 months.”

https://www.fda.gov/drugs/resources-information-approved-drugs/fda-grants-accelerated-approval-dostarlimab-gxly-dmmr-advanced-
solid-tumors



FDA Grants Accelerated Approval to Dostarlimab-gxly for dMMR
Endometrial Cancer
Press Release – April 22, 2021

“The Food and Drug Administration granted accelerated approval to dostarlimab-gxly for adult patients 
with mismatch repair deficient (dMMR) recurrent or advanced endometrial cancer, as determined by an 
FDA-approved test, that has progressed on or following a prior platinum-containing regimen.

Efficacy was evaluated based on cohort (A1) in GARNET Trial (NCT02715284), a multicenter, multicohort, 
open-label trial in patients with advanced solid tumors. The efficacy population consisted of 71 patients 
with dMMR recurrent or advanced endometrial cancer who progressed on or after a platinum-containing 
regimen. Patients received dostarlimab-gxly, 500 mg intravenously, every 3 weeks for 4 doses followed by 
1,000 mg intravenously every 6 weeks.

The main efficacy endpoints were overall response rate (ORR) and duration of response (DOR), as assessed 
by blinded independent central review (BICR) according to RECIST 1.1. Confirmed ORR was 42.3%. The 
complete response rate was 12.7% and partial response rate was 29.6%. Median DOR was not reached, 
with 93.3% of patients having durations ≥6 months (range: 2.6 to 22.4 months, ongoing at last 
assessment).”

https://www.fda.gov/drugs/drug-approvals-and-databases/fda-grants-accelerated-approval-dostarlimab-gxly-dmmr-endometrial-cancer



Interim Analysis of the Immune-Related Endpoints 
of the Mismatch Repair Deficient (dMMR) and 
Proficient (MMRp) Endometrial Cancer Cohorts 
from the GARNET Study

Pothuri B et al.
SGO 2021;Abstract 10417.



GARNET: Immune-Related Secondary Endpoints

Pothuri B et al. SGO 2021;Abstract 10417.

aIncludes CR, PR, and SD ≥12 weeks; bOnly includes responders.



GARNET: Duration of Response

Pothuri B et al. SGO 2021;Abstract 10417.



ENGOT-EN6/NSGO-RUBY Phase III Schema

Mirza MR et al. ASCO 2020;Abstract TPS6107.

• Recurrent or primary 
advanced Stage III or IV 
endometrial cancer

Dostarlimab 500 mg
Carboplatin AUC 5

Paclitaxel 175 mg/m2

q3wk x 6 cycles

Placebo
Carboplatin AUC 5

Paclitaxel 175 mg/m2

q3wk x 6 cycles
Primary endpoint:
Progression-free survival (PFS)

R

1:1
Dostarlimab 1,000 mg
q6wk up to 6 years

Placebo
q6wk up to 3 years



ASCO 2021;Abstract 2565



KEYNOTE-158: Updated Response Analyses

Maio M et al. ASCO 2021;Abstract 2565.



KEYNOTE-158: Updated Survival Analyses

Maio M et al. ASCO 2021;Abstract 2565.



Makker V et al.
SGO 2021;Abstract 11512.

A Multicenter, Open-Label, Randomized, Phase III Study to 
Compare the Efficacy and Safety of Lenvatinib in 
Combination with Pembrolizumab versus Treatment of 
Physician’s Choice in Patients with Advanced Endometrial 
Cancer: Study 309/KEYNOTE-775



Study 309/KEYNOTE-775: Phase III Trial Schema

Makker V et al. SGO 2021;Abstract 11512.



Study 309/KEYNOTE-775: Progression-Free Survival

Makker V et al. SGO 2021;Abstract 11512.



Study 309/KEYNOTE-775: Overall Survival

Makker V et al. SGO 2021;Abstract 11512.



Anti-PD-1/PD-L1 Antibodies in Ovarian Cancer



Abstract 10415



Liu JF et al. SGO 2021;Abstract 10415.



FIRST Phase III Trial of Dostarlimab (TSR-042) 
in Newly Diagnosed Ovarian Cancer

www.clinicaltrials.gov/ct2/show/NCT03602859 Courtesy of Ursula Matulonis, MD

Screening

Randomization
at cycle 2

Total 6 cycles
(21 days)

Maintenance
up to 3 yrs

Endpoints

Cycle 1 carboplatin-paclitaxel

N = 720-960
Newly diagnosed advanced

ovarian cancer

RANDOMIZATION 1:1:2

Carboplatin-Paclitaxel
+ I.V. placebo
± bevacizumab

Arm 1
Carboplatin-Paclitaxel

+ I.V. placebo
± bevacizumab

Arm 2
Carboplatin-Paclitaxel

+ TSR-042
± bevacizumab

Arm 3

Placebo
(oral and I.V.)*
± bevacizumab

Niraparib
+ I.V. placebo*
± bevacizumab

Niraparib
+ TSR-042

± bevacizumab

Primary endpoint: PFS
Secondary endpoints: ORR, DOR, DCR, PROs, TFST, TSST, PFS2, OS

*I.V. placebo up to 15 months in total



Phase II MOONSTONE Study Design

Niraparib + Dostarlimab

https://clinicaltrials.gov/ct2/show/NCT03955471?term=MOONSTONE&draw=2&rank=1

Primary endpoint: ORR
Secondary endpoints: DOR, PFS, OS, DCR

Eligibility

• Completed 1-3 prior lines of therapy for 
advanced or metastatic ovarian cancer

• Previously treated with platinum-based 
chemo, taxane and bevacizumab

• Resistant to last administered platinum 
agent

• No known BRCA 1 or 2 mutation

N=150



Lwin Z et al.
ESMO 2020;Abstract LBA41.

LEAP-005: Phase II Study of Lenvatinib (Len) plus 
Pembrolizumab (Pembro) in Patients (Pts) with 
Previously Treated Advanced Solid Tumours



LEAP-005: Antitumor Activity in Ovarian Cancer Cohort

4L Ovarian Cohort 
(n = 31)

ORR 32.3%

CR 3%

PR 29%

DCR 74.2%

DoR (median, mo) NR

Lwin Z et al. ESMO 2020;Abstract LBA41.

PFS: 4L Ovarian Cohort (n = 31)



Abstract 5500



NEOPEMBROV: Response to CT with or without Bevacizumab 
with or without Pembrolizumab

Ray-Coquard IL et al. ASCO 2021;Abstract 5500.



NEOPEMBROV: Progression-Free Survival

Ray-Coquard IL et al. ASCO 2021;Abstract 5500.



Meet The Professor
Optimizing the Selection and Sequencing of Therapy 

for Patients with HER2-Positive Breast Cancer
Wednesday, October 13, 2021

5:00 PM – 6:00 PM ET

Erika Hamilton, MD

Moderator
Neil Love, MD

Faculty 



Thank you for joining us!

CME and MOC credit information will be emailed 
to each participant within 5 business days.


