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I. ADMINISTRATIVE
	Title of Concept:
	
Randomized phase II trial of ipilimumab and nivolumab versus weekly paclitaxel and bevacizumab (and pembrolizumab in PD-L1+) ovarian, fallopian tube, primary peritoneal, or endometriosis-associated clear cell carcinoma

	Sponsoring Organization’s Local Protocol Number:
	RT2616

	Concept Version Date:
	3/22/26

	Study Chair Name (printed):
	Cara Mathews

	Study Chair Signature (optional):
	________________________________
	Date:
	[Click here to enter a date]

	Study Chair Address:
	Women and Infants Hospital

	
	101 Dudley St.

	
	Providence, RI 02905

	Study Chair Phone:
	401-453-7520

	Study Chair Fax:
	401-453-7529

	Study Chair e-mail:
	cmathews@wihri.org

	Name(s) of co-chairs or discipline chairs, if any:
	Elizabeth Stover, MD 
Medical Oncology Chair

	Group Chair/Cooperative Agreement Name:
	

	Group Chair Signature (optional):
	_________________________________
	Date:
	[Click here to enter a date]

	Group Chair Address:
	

	 
	

	
	

	Group Chair Phone:
	

	Group Chair Fax:
	

	Group Chair e-mail:
	

	NIH Grant Number:
	

	Study Statistician Name:
	

	Study Statistician E-mail:
	


II. PHASE OF STUDY
Specify what type of phase this study will be conducted under (2 or 3). 
2 X  	3 ☐ 	2/3 ☐

III. DISEASE AND INTEGRAL MARKER SPECIFIC SECTION
Specify the Name and Code of all the Study Diseases below (MeDRA Code Disease list available on CTEP Web site, http://ctep.cancer.gov/protocolDevelopment/codes_values.htm.

1. If study involves multiple diseases, please provide Disease Name and Disease Code for each disease.
 		Ovarian cancer	 10033159
Fallopian tube cancer 10016180
Peritoneal cancer 10026669

2.  If this disease is under a Steering Committee, please indicate if this Concept version has already been reviewed by the Task Force? Yes ☐ No X  Not Known ☐

3.  Does the study involve any investigational (non-standard of care) integral marker(s) (e.g., laboratory test, imaging test) defined as test(s) that must be performed in order for the trial to proceed or for the trial data to be analyzed with respect to the primary endpoint?
Yes ☐ No X  Not Known ☐

If yes, please describe briefly below (not to exceed 1 page) the integral purpose for the marker (e.g., eligibility criterion, assignment to treatment, stratification variable, risk classification or score, etc.) and how the marker will be funded for the study.  Also provide the main supporting background information on the characteristics, performance, and validation of the investigational integral marker and whether an IDE will be required.

Information on investigational integral marker: N/A
		Purpose: 
		Description:
		Does this investigational device require an IDE?
If the above requires an IDE, please provide what entity will hold the IDE:

4.  For Network Groups of the NCTN Program Only:  BIQSFP STUDY APPLICATION
a) Is a BIQSFP application being submitted in conjunction with this concept for an integral study(ies)?  If a BIQSFP application is being submitted with the concept, the information on the investigational integral study(ies) should be provided in the application and not in this concept form. 
Yes ☐ No X  
b) Will an INTEGRATED BIQSFP application be submitted in conjunction with this concept?    
 Yes ☐ No X  


If so, please identify each proposed integrated study assay/test/assessment/instrument ______________________ _________________________________________________________________________________________. 
The completed BIQSFP integrated study application packet must be received by the respective PIO within 3 months of official notification of parent concept approval.
 
If this is an NCTN IND Exempt study, it will be expected to follow the streamlining data initiative. 
https://ctep.cancer.gov/protocolDevelopment/docs/NCTN_Streamlined_Data_Standard_Practices.docx


IV. PHARMACEUTICAL SECTION
1. Specify the agent(s) to be used in the study:1
	Agent Name
	Request for CTEP/PMB-distribution?
	Is the agent Investiga-tional?
	Who is the IND Holder?2
	NSC 
Number[footnoteRef:1] [1:  The NSC Number must be provided if the agent is investigational. See http://ctep.cancer.gov/protocolDevelopment/codes_values.htm#agent for a complete list of Organization (Group, Consortium and Institution), IND and NSC Numbers and Disease Names and Codes.] 

	Placebo 
Controlled?

	Ipilimumab
	☐Yes  XNo
	☐Yes XNo
	☐
Company    ☐Consortium  ☐CTEP  
☐Group	  ☐Investigator
☐Other (Specify):
	732442
	☐Yes XNo

	Nivolumab
	☐Yes  XNo
	☐Yes XNo
	☐
Company    ☐Consortium  ☐CTEP  ☐Group	  ☐Investigator
☐Other (Specify):
	 748726
	☐Yes XNo

	Paclitaxel
	☐Yes  XNo
	☐Yes XNo 
	☐Company  ☐Consortium ☐CTEP  
☐Group	  ☐Investigator
☐Other (Specify):
	673089
	☐Yes XNo

	Bevacizumab
	☐Yes  XNo
	☐Yes XNo 
	☐Company  ☐Consortium ☐CTEP  
☐Group	  ☐Investigator
☐Other (Specify):
	704865
	☐Yes XNo

	Pembrolizumab
	☐Yes  XNo
	☐Yes XNo 
	☐Company  ☐Consortium ☐CTEP  
☐Group	  ☐Investigator
☐Other (Specify):
	776864
	☐Yes XNo

	
	☐Yes ☐No 
	☐Yes ☐No 
	☐Company  ☐Consortium ☐CTEP  
☐Group	  ☐Investigator
☐Other (Specify):
	
	☐Yes ☐No


1. For treatment protocols, include only anti-cancer agents.
2. An Investigator Brochure must be submitted for any investigational agent used in the study that is not under a CTEP IND.
2. If CTEP is being requested to distribute any agents not under a CTEP IND, provide the reason for the request for each agent.

V. ACCRUAL SECTION
Provide the following accrual information: 
Accrual Rate:  3 pts/month
Total Expected Accrual:  Minimum 	Maximum 72 
Projected Accrual Dates:  Start [Enter Month] / [Enter Year]	End: [Enter Month] / [Enter Year]

NRG-GY014 had a two-stage accrual and included a similar population of patients with OCCC as well as endometroid ovarian cancer and endometrial cancer (in the first stage only). Approximately 4.5 patients per month specifically with OCCC were enrolled, excluding endometrioid ovarian cancer and uterine endometrial cancer. NRG-GY016 was a single arm, two-stage, phase 2 trial that included patients with recurrent OCCC, measurable disease and 1-3 prior regimens. With a targeted sample size of 23, it was only opened by a small number of select institutions and enrolled 2.3 patients per month. 

Based on this enrollment history, an accrual of 3 patients per month is expected for this larger phase 2 trial. Assuming a ramp up accrual period of 1 patient per month for 6 months and as currently calculated with a sample size of 72, enrollment would be completed at 26 months and final analysis completed at 37 months. If accrual was less robust at 2 patients per month, and assuming the same 6 month ramp up period and 72 patient enrollment, accrual would be completed at 38 months and final analysis at 44 months. The 72 patient target enrollment also accounts for a dropout of 10%. 


VI. SCIENCE SECTION
To enter text, click on the blank line under each question and type or paste text. 
1. Specific hypotheses:
Primary Hypothesis: 
· Patients with recurrent clear cell ovarian/fallopian tube/peritoneal cancer, inclusive of clear cell carcinoma arising from endometriosis (OCCC), treated with the combination of ipilimumab and nivolumab will have an improved progression free survival (PFS) compared to those treated with the combination of weekly paclitaxel and bevacizumab (and pembrolizumab if PD-L1 positive).
Secondary Hypothesis: 
· Patients with recurrent OCCC treated with the combination of ipilimumab and nivolumab will have an improved overall survival (OS) compared to those treated with the combination weekly paclitaxel and bevacizumab (and pembrolizumab if PD-L1 positive).

· Patients with recurrent OCCC treated with the combination of ipilimumab and nivolumab will have an improved overall response rate (ORR) compared to those treated with the combination of weekly paclitaxel and bevacizumab (and pembrolizumab if PD-L1 positive).

· The combination of ipilimumab and nivolumab will be tolerable and consistent with known standard immunotherapy toxicities.

2. Objective(s) (it is preferable to specify one primary objective and secondary objectives):
2.1 Primary objective: 
To assess the progression-free survival (PFS) of immunotherapy with dual immune checkpoint blockade (ipilimumab/nivolumab) vs. chemotherapy combination (weekly paclitaxel and bevacizumab with pembrolizumab if PD-L1 positive) in patients with recurrent OCCC
2.2	Major Secondary objective(s):
The major secondary objectives will be to assess the overall survival (OS) for immunotherapy with dual immune checkpoint blockade (ipilimumab/nivolumab) vs. chemotherapy combination (weekly paclitaxel and bevacizumab with pembrolizumab if PD-L1 positive) in patients with recurrent OCCC.
Additional secondary objectives to be evaluated include objective response rate (ORR) by RECIST 1.1, toxicity, and progression-free survival at 6 months in patients with recurrent OCCC. 

3. Background Information. This section should include a BRIEF description of the following:
3.1	Rationale for selected approach and trial design. 
Ovarian clear cell carcinomas (including clear cell carcinomas of the fallopian tube, peritoneum, and endometriosis-associated) are rare, less responsive to cytotoxic therapy, and unique from more common high grade serous carcinomas, with the most frequently altered genes including TP53, ARID1a, and PIK3CA.(Bolton, 2022) In the recurrent setting, traditional response rates of OCCC to therapy are less than 10%, including recent trials using targeted therapies. As an example, the results of NRG GY014 with the EZH2 inhibitor tazemetostat in ARID1a mutated OCCC demonstrated an overall response rate (ORR) of 6.1% and median progression free survival (PFS) of 3.7 months.(Schram, 2024)  
Immunotherapy has been relatively unsuccessful overall as a treatment for ovarian cancer, but prospective immunotherapy clinical trials have suggested benefit for patients with clear cell histology. For example, NRG-GY003 compared ipilimumab and nivolumab (ipi/nivo) versus nivolumab (nivo) alone in patients with platinum resistant ovarian cancer (PROC). Those with clear cell cancer were five times more likely to respond, but these patients represented only 12% of those on the trial.(Zamarin, 2020) Similarly, Hamanishi, et al found only a 15% overall response rate in a safety evaluation of nivolumab dosing among 20 patients with PROC, but among two patients with clear cell carcinoma, one had a complete response. More recently, NRG-GY016 combined the PD-1 inhibitor pembrolizumab and the IDO-1 inhibitor epacadostat with an overall response rate of 21%, but the trial was discontinued for drug availability and enrolled only 14 patients.(Gien, 2024) The combination of lenvatinib and pembrolizumab in 30 patients with ovarian clear cell carcinoma was presented at ASCO 2025 and reported that 30% (n=9) of patients had a confirmed response (including two with complete response) an additional 10% (n=3) had an unconfirmed response.(Lee, 2025)
Dual immunotherapy has been found more efficacious than monotherapy in several solid tumor types. The proposed mechanism of action of nivolumab (nivo) is interference of the interaction of PD-1 with its ligands PD-L1 (CD274) and PD-L2 (CD273). The proposed mechanism of action for ipilimumab (ipi) is interference of the interaction of CTLA-4 with CD80 (B7-1) and CD86 (B7-2) molecules expressed on antigen-presenting cells (APC), with subsequent blockade of the inhibitory modulation of T-cell activation promoted by the CTLA-4:CD80/CD86 interaction. While these mechanisms result in similar outcomes in T cell activity, they are mediated by different pathways (Parry et al., 2005). Clinical data indicate that each agent has anticancer activity, and both preclinical and clinical data indicate that treatment with the combination of both agents can lead to enhanced antitumor activity above that from each agent alone. Dual therapy was first approved in metastatic melanoma, followed by advanced renal cell carcinoma, mismatch repair deficient metastatic colorectal carcinoma, unresectable malignant pleural mesothelioma, and metastatic/recurrence non-small cell lung cancer.
Based on this rationale, our group proceeded with and completed a randomized non-comparative phase II study of ipi/nivo versus nivo in patients with recurrent extra-renal clear cell carcinoma presented at ASCO 2024 by Dizon. This study included patients with clear cell carcinoma of the cervix and endometrium, as well as from the ovary, although the vast majority enrolled with OCCC. Nivolumab resulted in an overall response rate of 14%, median progression free survival (PFS) of 2.2 months, and median overall survival (OS) was 17.3 months. However, in the ipi/nivo arm the overall response rate was 33%, median PFS was 5.6 months, and OS was 24.6 months. 
Similarly, the combination of ipilimumab 1mg/kg and nivolumab 3mg/kg every 3 weeks for four cycles followed by nivolumab 480mg every 4 weeks until disease progression was tested in a single arm study of recurrent OCCC and endometrial clear cell carcinoma.  Most subjects had OCCC (n=24/28) and the ORR was 55% (95% CI 35-73) in the OCCC cohort.  The mPFS and median duration of response (DOR) were not reached at the time of publication, but the PFS at 6 months was 58%. Another single arm phase 2 study by Kristeleit, et al showed a ORR Of 25% for single agent pembrolizumab in recurrent gynecologic clear cell carcinoma with a median PFS of 2.7 months.
Most recently, the addition of pembrolizumab to weekly paclitaxel (+/- bevacizumab) was found beneficial and approved by the FDA in patients with PD-L1 positivity. Pembrolizumab improved PFS by by approximately one month (median 8.3 vs. 7.2 months, HR 0.72; CI 0.58-0.89) in those with a CPS of 1 or higher and improved OS approximately 4 months (18.2 vs. 14.0 months, HR 0.76; 95%CI 0.61-0.94). Patients with clear cell carcinoma were eligible for this trial and comprised approximately 8% of the study population with 24 patients receiving treatment on the pembrolizumab arm, however, response by histology type was not reported in the manuscript among protocol-specified sub-group analysis. Nevertheless, among patients with platinum resistant clear cell ovarian cancer and PD-L1 positivity, the combination of pembrolizumab, paclitaxel, and bevacizumab is an FDA-approved regimen.
 Combination immunotherapy has shown promising response rates in small single arm studies in patients with OCCC and further investigation is necessary in a comparative randomized trial to confirm efficacy of the treatment strategy. This phase II trial design evaluates the efficacy of combined PD-1 and CLTA-4 inhibition compared to combination chemotherapy in recurrent OCCC, an area of significant unmet need in gynecologic cancers. The randomized phase II design is selected to evaluate prospectively the efficacy and toxicity of the immunotherapy combination in a multi-institutional trial of a cohort of patients with recurrent clear cell carcinoma of ovarian, fallopian tube, peritoneal, or endometriosis-associated origin.

Bolton KL, Chen D, Corona de la Fuente R, Fu Z, Murali R, Köbel M, Tazi Y, Cunningham JM, Chan ICC, Wiley BJ, Moukarzel LA, Winham SJ, Armasu SM, Lester J, Elishaev E, Laslavic A, Kennedy CJ, Piskorz A, Sekowska M, Brand AH, Chiew YE, Pharoah P, Elias KM, Drapkin R, Churchman M, Gourley C, DeFazio A, Karlan B, Brenton JD, Weigelt B, Anglesio MS, Huntsman D, Gayther S, Konner J, Modugno F, Lawrenson K, Goode EL, Papaemmanuil E. Molecular Subclasses of Clear Cell Ovarian Carcinoma and Their Impact on Disease Behavior and Outcomes. Clin Cancer Res. 2022 Nov 14;28(22):4947-4956. 
Crotzer DR, Sun CC, Coleman RL, Wolf JK, Levenback CF, Gershenson DM. Lack of effective systemic therapy for recurrent clear cell carcinoma of the ovary. Gynecol Oncol. 2007 May;105(2):404-8.
Chan JK, Brady W, Monk BJ, Brown J, Shahin MS, Rose PG, Kim JH, Secord AA, Walker JL, Gershenson DM. A phase II evaluation of sunitinib in the treatment of persistent or recurrent clear cell ovarian carcinoma: An NRG Oncology/Gynecologic Oncology Group Study (GOG-254). Gynecol Oncol. 2018 Aug;150(2):247-252.
Konstantinopoulos PA, Brady WE, Farley J, Armstrong A, Uyar DS, Gershenson DM. Phase II study of single-agent cabozantinib in patients with recurrent clear cell ovarian, primary peritoneal or fallopian tube cancer (NRG-GY001). Gynecol Oncol. 2018 Jul;150(1):9-13.
Schram A, Eskander RN, Sill MW, Hagemann A, Waggoner S, Press JZ, Ghamande S, Zivanovic D, Bottsford-Miller J, Aghajanian C. Clinical activity of tazemetostat, an EZH2 inhibitor, among patients with advanced endometrioid endometrial cancer and ovarian clear cell carcinoma with and without ARID1a mutations (NRG GY14). SGO 2024.
Zamarin D, Burger RA, Sill MW, Powell DJ Jr, Lankes HA, Feldman MD, Zivanovic O, Gunderson C, Ko E, Mathews C, Sharma S, Hagemann AR, Khleif S, Aghajanian C. Randomized Phase II Trial of Nivolumab Versus Nivolumab and Ipilimumab for Recurrent or Persistent Ovarian Cancer: An NRG Oncology Study. J Clin Oncol. 2020 Jun 1;38(16):1814-1823. 
Hamanishi J, Mandai M, Ikeda T, Minami M, Kawaguchi A, Murayama T, Kanai M, Mori Y, Matsumoto S, Chikuma S, Matsumura N, Abiko K, Baba T, Yamaguchi K, Ueda A, Hosoe Y, Morita S, Yokode M, Shimizu A, Honjo T, Konishi I. Safety and Antitumor Activity of Anti-PD-1 Antibody, Nivolumab, in Patients With Platinum-Resistant Ovarian Cancer. J Clin Oncol. 2015 Dec 1;33(34):4015-22. 
Gien LT, Enserro DM, Block MS, Waggoner S, Duska LR, Wahner-Hendrickson AE, Thaker PH, Backes F, Kidd M, Muller CY, DiSilvestro PA, Covens A, Gershenson DM, Moore KN, Aghajanian C, Coleman RL. Phase II trial of pembrolizumab and epacadostat in recurrent clear cell carcinoma of the ovary: An NRG oncology study GY016. Gynecol Oncol. 2024 Jul;186:61-68. 
Lee EK, Zhou Y, Hendrickson A, Fleming G, Krasner C, Konstantinopoulos P, Stover E, Horowitz N, Porter R, Wright A, Matulonis U, Xiong N, Sawyer H, Tayob N, Liu J. A phase II trial of pembrolizumab and lenvatinib in recurrent or persistent clear cell ovarian carcinoma. Oral plenary, 2025 ASCO Annual Meeting, Chicago, IL, June 2025.
Parry RV, Chemnitz JM, Frauwirth KA, Lanfranco AR, Braunstein I, Kobayashi SV, Linsley PS, Thompson CB, Riley JL. CTLA-4 and PD-1 receptors inhibit T-cell activation by distinct mechanisms. Mol Cell Biol. 2005 Nov;25(21):9543-53. 
	Dizon DS, Mathews CA, David SM, Machan JT, Hadfield MJ, Marks EI, Bansal R, McGinn C, Hassinger F, Luppe D, Grigelevich J, Mitchell KA, Braga A, Sturtevant A, Wood R, Matulonis UA, Wright AA, Campos SM, Birrer MJ. Final results of BrUOG 354: A randomized phase II trial of nivolumab alone or in combination with ipilimumab for people with ovarian and other extra-renal clear cell carcinoma. Oral plenary, 2024 ASCO Annual Meeting, Chicago, IL, June 2024.
	Gao B, Carlino MS, Michael M, Underhill C, Marshall H, Gunjur A, So J, Kee D, Antill Y, Lam WS, Chan H, Harrup R, Hamilton A, Grady J, Ballinger M, Tavancheh E, Yoon WH, Palmer J, Thomas D, Wilkie K, Cebon J, Klein O. Nivolumab and Ipilimumab Combination Treatment in Advanced Ovarian and Endometrial Clear Cell Cancers: A Nonrandomized Clinical Trial. JAMA Oncol. 2025 Sep 1;11(9):982-989.
	Kristeleit R, Devlin MJ, Clamp A, Gourley C, Roux R, Hall M, Nirsimloo R, Kounnis V, Sage L, Narayanan P, Herrington CS, Arora R, Farrelly L, Hughes L, Counsell N, Miller RE. Pembrolizumab in Patients with Advanced Clear Cell Gynecological Cancer: A Phase 2 Nonrandomized Clinical Trial. JAMA Oncol. 2025 Apr 1;11(4):377-385. 
	Colombo N, Zsiros E, Parma G, Rulli E, Sebastianelli A, Bidzinski M, Gallardo C, Matanes E, Hasegawa K, Kose F, Magallanes-Maciel M, Herbertson RA, Ananda S, Kroep JR, de Melo AC, Debruyne PR, Kim JW, Sehouli J, Pierre ME, Hietanen S, Zamagni C, Lu X, Monk BJ, Coleman RL, Peng X, Yamada K, Bogusz AM, De La Motte Rouge T, Wu X; ENGOT-ov65/KEYNOTE-B96 investigators. Pembrolizumab plus weekly paclitaxel in platinum-resistant recurrent ovarian cancer (ENGOT-ov65/KEYNOTE-B96): a multicentre, randomised, double-blind, phase 3 study. Lancet. 2026 Apr 18;407(10538):1525-1537.  

3.2	Discuss why this trial is important (include summary of clinical issues and competing study questions relevant to the trial setting) and potential impact on, for example, overall survival, quality of life or advances in proof of biologic principles. Also, how would research strategy or future clinical practice be altered by either positive or negative results?
Patients with recurrent OCCC have a poor prognosis with poor response to standard treatments. There has been little progress in the treatment of these unique carcinomas as compared to the majority of epithelial ovarian cancer types, which have benefited from recent clinical advances such as PARP inhibitors and ADCs. Clear cell carcinomas have unique molecular characteristics and pathways to target but are a rare histology type of a rare cancer, which makes clinical study and improvement in care challenging. There are no current competing trials, and a successful trial in this space has the potential to confirm a possibly efficacious treatment option. Small, non-randomized trials have shown potential efficacy of immunotherapy in OCCC in terms of response rates, but there is significant toxicity with the regimen and the benefit of it has not been demonstrated in a randomized trial of a larger patient population with OCCC evaluating survival outcomes. 
A positive trial would change how clear cell carcinomas are treated in the future, splitting them from other epithelial ovarian cancer types where immunotherapy has been less successful, and creating a new paradigm for future study. Furthermore, a positive phase II immunotherapy trial in the recurrent setting would create future new study and clinical trial questions such as (1) a new standard of care for comparative trials evaluating future investigational agents in the recurrent setting and (2) the potential efficacy of use of maintenance immunotherapy in combination or as primary therapy in the frontline treatment of advanced stage OCCC. Conversely, a negative trial would be equally informative and importantly prevent future treatment strategies using a combination immunotherapy backbone, if it is in fact not as efficacious as hypothesized. A negative trial would also provide a benchmark of the actual efficacy of weekly paclitaxel and bevacizumab (with or without pembrolizumab depending on PD-L1 status) in this population. Lastly, safety, side effects, and quality of life of the immunotherapy combination have not been evaluated versus a standardized control, and this information will be important in the consideration of where to incorporate this therapy for future patients.
Wong OGW, Li J, Cheung ANY. Targeting DNA Damage Response Pathway in Ovarian Clear Cell Carcinoma. Front Oncol. 2021 Oct 19;11:666815. 
3.3	All pertinent data (include phase 1-3 trial results, and any pilot or confidential data from companies that justify the use of the control and experimental arms).
As previously described, our group completed an evaluation of immunotherapy, nivolumab alone or in combination with ipilimumab, in extra-renal clear cell carcinoma and found a benefit for the combination arm with an overall response rate (ORR) of 33%. A recently published multi-institutional, non-randomized phase 2 Australian study (MoST-CIRCUIT), similarly showed an impressive 55% ORR among 24 subjects with ovarian clear cell carcinoma treated with the combination of ipilimumab and nivolumab. The standard (non-experimental) regimen in clear cell ovarian cancer to be compared to immunotherapy is somewhat subjective, and the use of weekly paclitaxel with bevacizumab is chosen as it is the best traditional therapy in the paradigm of platinum resistant ovarian cancer and bevacizumab has single agent activity in clear cell cancer, so is the best conceivable “traditional” arm for comparison. Additionally, with the recent FDA approval of pembrolizumab in combination with paclitaxel and bevacizumab for PD-L1 positive platinum resistant ovarian cancer, the incorporation of this therapy for eligible patients as the standard arm is externally valid to clinical practice. Furthermore, the combination of PD-1 targeted immunotherapy with angiogenesis has also be tested in phase 2 trials, including with bevacizumab by Peng, et al. Reported PD-L1 positivity in OCCC varies widely depending on the scoring system and specific study population and is generally estimated as 20-40%, but has not been correlated yet with response to immunotherapy with the MoST-CIRCUIT translational data anticipated in the future.
	Dizon DS, Mathews CA, David SM, Machan JT, Hadfield MJ, Marks EI, Bansal R, McGinn C, Hassinger F, Luppe D, Grigelevich J, Mitchell KA, Braga A, Sturtevant A, Wood R, Matulonis UA, Wright AA, Campos SM, Birrer MJ. Final results of BrUOG 354: A randomized phase II trial of nivolumab alone or in combination with ipilimumab for people with ovarian and other extra-renal clear cell carcinoma. Oral plenary, 2024 ASCO Annual Meeting, Chicago, IL, June 2024.
	Gao B, Carlino MS, Michael M, Underhill C, Marshall H, Gunjur A, So J, Kee D, Antill Y, Lam WS, Chan H, Harrup R, Hamilton A, Grady J, Ballinger M, Tavancheh E, Yoon WH, Palmer J, Thomas D, Wilkie K, Cebon J, Klein O. Nivolumab and Ipilimumab Combination Treatment in Advanced Ovarian and Endometrial Clear Cell Cancers: A Nonrandomized Clinical Trial. JAMA Oncol. 2025 Sep 1;11(9):982-989.
Peng Z, Li H, Gao Y, Sun L, Jiang J, Xia B, Huang Y, Zhang Y, Xia Y, Zhang Y, Shen Y, Huang B, Nie J, Chen X, Liu X, Feng C, Li Z, Zhang W, Tao K, Zhang Q, Duan S, Chen Y, Chen Y, Wang W, Zheng H, Lu Y, Liu Y, Wang L, Qi W, He Y, Tian Y; NUWA Platform Research Group; Li G, Ma D, Gao Q. Sintilimab combined with bevacizumab in relapsed or persistent ovarian clear cell carcinoma (INOVA): a multicentre, single-arm, phase 2 trial. Lancet Oncol. 2024 Oct;25(10):1288-1297
Lin SY, Hang JF, Lai CR, Chan IS, Shih YC, Jiang LY, Chang YH, Chen YJ. Loss of Major Histocompatibility Complex Class I, CD8 + Tumor-infiltrating Lymphocytes, and PD-L1 Expression in Ovarian Clear Cell Carcinoma. Am J Surg Pathol. 2023 Jan 1;47(1):124-130. doi: 10.1097/PAS.0000000000001975. Epub 2022 Oct 11. PMID: 36221308.
(For publications cited, include either the NLM/Medline ID number or the URL address to permit retrieval of the full text or abstract by reviewers)

4. Eligibility (include rationales for selecting or excluding particular cohorts):

Inclusion Criteria:

Age ≥18 years of age
Patients must have an Eastern Cooperative Oncology Group Performance Status (ECOG PS) of 0, 1, or 2
Patients must have a diagnosis of platinum resistant clear cell ovarian, fallopian tube, primary peritoneal, or endometriosis-associated carcinoma, defined as progression within 6 months of most recent platinum-based therapy.
Carcinoma must be mismatch repair proficient (MMRp).
Patients must have either (a) measurable disease based on RESIST 1.1 or (b) investigator-determined evaluable disease. 
Histologic confirmation of the original primary tumor (submission of pathology report(s) is required. 
Tumors must not be of “mixed” clear cell morphology
Tumors must be p53wt (IHC) to exclude mixed serous histology type
Must have archival tumor tissue available.
Prior anticancer therapy:
Patients must have received at least 1 line of platinum-based prior chemotherapy for treatment of ovarian/fallopian tube/primary peritoneal clear cell cancer and may have received up to 4 prior lines.
Adequate hematologic function defined as follows: 
Platelets ≥ 75,000/mcl 
Absolute neutrophil count (ANC) ≥ 1,000/mcl 
Adequate renal function defined as follows: 
Creatinine ≤ 2.0 x institutional/laboratory upper limit of normal (ULN). 
Adequate hepatic function defined as follows: 
Total serum bilirubin level ≤ 1.5 x ULN (patients with known Gilbert’s disease who have bilirubin level ≤ 3 x ULN may be enrolled) 
AST and ALT≤3xULN 
Patients with a prior or concurrent malignancy whose natural history or treatment does not have the potential to interfere with the safety or efficacy assessment of the investigational regimen are eligible
If patients are deemed medically ineligible for bevacizumab, the rationale must be specified prior to randomization and they will remain eligible.
 
Exclusion criteria:
Patients who are currently participating in and receiving investigational cancer-directed study therapy or additional cancer-directed study therapy for their current (clear cell) malignancy.
Patients with clear cell carcinoma from non-ovarian/fallopian tube/primary peritoneal cancer such as endometrial or cervical cancer.
Patients with mismatch repair deficient (MMRd) tumors are ineligible as access to immunotherapy is already available as a standard of care treatment.
Patients with p53m tumors (IHC) will be excluded.
Patient who received prior (a) immunotherapy or (b) weekly taxol for cancer treatment.
Patients may have received prior bevacizumab
Patients with medical illnesses or comorbidities that are deemed contraindications to immunotherapy (ie chronic infections, autoimmune diseases, or solid organ transplant patients.)
Patients without measurable or evaluable disease 
Patients with a biochemical/serologic recurrence only are excluded.
Uncontrolled intercurrent illness, such as ongoing or active infection (except for uncomplicated urinary tract infection) that would prohibit immunotherapy.
Lactating or pregnant patients

5. Arms/Regimens (include schema):
5.1 SchemaRANDOMIZED PHASE II

Platinum resistant recurrent clear cell carcinoma
· Primary peritoneal, fallopian tube, ovarian, or endometriosis-associated
· Evaluable disease
· Prior platinum-based chemotherapy
· Up to 4 prior treatment lines 








Randomized 1:1
Two stratification factors: (1) Intention to use pembrolizumab and
                                   (2 Intention to use bevacizumab


ARM 2


Paclitaxel 80 mg/m2 IV D 1, 8, and 15
Q28 days
+
Bevacizumab 10 mg/kg IV D1 and D15
Q28 days
+
Pembrolizumab 400 mg IV Q42 days 
(for PD-L1 + patients)
ARM 1

Ipilimumab 1 mg/kg IV Q 3 weeks x4 doses
+
Nivolumab 3 mg/kg IV Q 3 weeks x 4 doses




Nivolumab 480 mg IV Q 4 weeks
(up to 24 cycles)




5.2	Arms/Regimens
This is a double arm, randomized phase II clinical trial aimed at evaluating the efficacy of the PD-1 inhibitor nivolumab combined with the CTLA-4 inhibitor ipilimumab in patients with ovarian clear cell carcinoma compared to the combination of weekly paclitaxel and bevacizumab (and pembrolizumab for PD-L1 positive patients)

6. Statistical design:
6.1	Endpoint(s).
6.1.1 Primary Endpoint
The primary endpoint is progression free survival, defined as the duration of time from study entry to time of progression (by RECIST 1.1).

6.1.2	Secondary Endpoint (if any)
The secondary endpoint is overall survival, the duration of time from study entry to time of progression to death. 
Additional secondary objectives to be evaluated include objective response rate (ORR) by RECIST 1.1, toxicity, and progression-free survival at 6 months in patients with recurrent OCCC. 

       6.2 Include any stratification to be used in the randomization.
There will be two stratification factors to balance the arms of the study: intention to use bevacizumab and intention to use pembrolizumab (in PD-L1 positive patients only). It is anticipated that a small fraction of patients will not be eligible to receive bevacizumab and that approximately 35% of patients will be eligible for pembrolizumab based on PD-L1 status.
6.3	Provide sample size with power justification.

Assuming a 1-sided type 1 error of 0.1 and 90% power, with the assumption of 4 months median PFS in the weekly paclitaxel control arm and 1:1 randomization, 58 PFS events would be required to show a HR of 0.5, with a sample size of 64 patients. Accounting for 10% dropout would target a sample size of 72 patients.

6.4	Provide analysis plan including plans for formal interim analysis.
 
A stratified log-rank test will be used, accounting for stratification factors, to test the null hypothesis that the hazards of progression or death in the experimental arm is equal to the hazards of progression or death in the control arm. A hazard ratio (HR) and corresponding one-sided 90% interval will be estimated using Cox proportional hazards regression modeling, accounting for stratification factors. Kaplan Meier methods will be used to compare survival curves between the two treatment arms.

There will be one interim futility analysis when at least 60% information is observed (i.e. 35 PFS events). If the stratified HR comparing the experimental arm to the control arm is >1, then the experimental arm will be deemed futile and it will be recommended that the study be stopped.

There will be additional interim analyses to evaluate for safety and dose limiting toxicities (DLTs) in the ipilimumab/nivolumab arm, which will be incorporated into the final protocol. The DLT period will be the first 3 cycles of treatment.

7. Feasibility (Discuss, as appropriate, size of eligible population, anticipated acceptance of trial by patients and referring physicians and experience with accrual to similar trials). Investigators must include:

Ovarian clear cell histology is rare, but there are limited treatment options in the recurrent setting and prognosis is poor; both physicians and patients will be motivated to enroll on the current trial to establish an efficacious treatment. Previous clear cell trials have accrued robustly, with the consideration that treatments offered on recent single arm phase 2 trials were only available on the clinical trial and both arms in this trial are available as standard of care therapy. The randomized nature of this trial should be acceptable to most patients as questions remain about best sequencing of drugs, both regimens would ultimately be available to patients and not preclude future treatment, single agent pembrolizumab is included in the comparator arm for those who are PD-L1 positive and eligible, and the most effective treatment remains unclear.

7.1	Competing phase 3 trials in your Group.
There are no competing phase three trials within the group.
7.2	Competing trials in other U.S. or international Groups.
There are currently 11 interventional trials listed on clinicaltrials.gov (accessed March 22, 2026) recruiting adult patients with ovarian clear cell carcinoma in the United States. Of these trials, two specifically target ovarian clear cell carcinoma. Additionally, NRG-GY31 is a phase one study that targets recurrent ovarian and endometrial cancers with ARID1A loss and one additional trial that also targets patients with ovarian endometrioid or clear cell malignancies and ARID1a pathogenic variants (below). There is also one industry trial (NCT06730347) open, a single arm phase 2 trial utilizing a bispecific antibody targeting both PD-1 and CTLA-4 immune checkpoints, that is recruiting in the Unites States and includes all clear cell gynecologic cancers as well as platinum resistant ovarian cancer. Internationally, the DOVE (APGOT-OV7/​ ENGOT-ov80) trial is randomizing patients with any recurrent gynecologic clear cell malignancy to [dostarlimab] vs. [dostarlimab and bevacizumab] vs. [non-platinum chemotherapy]. 

Because of the limited geographical availability of these trials and small number of anticipated patients enrolling, the current trials available do not significantly compete for enrollment.


	Recurrent Ovarian Clear Cell Carcinoma Trials

	
	Phase
	Target Accrual
	Site(s)
	PI

	Belzutifan
	Phase 2
	N=32
	DFCI
	Konstantinopoulos

	Dostarlimab and 
LB-100 (PP2A)
	Phase 1/2
	N=21
	MDA
	Jazaeri

	NRG-GY031 Combination ATR (M1774) and BET Inhibition (ZEN003694)* 
	Phase 1B
	N=60
	NRG Phase I sites
	Simpkins

	Senaparib and Temozolomide
	Phase 2
	N=18
	Johns Hopkins
UPennsylvania
	Hopkins


*Includes uterine endometrial and ovarian cancers with ARID1A loss

7.3	Competing company studies of which you are aware.
	There are no competing combination CTLA-4/PD-1 inhibitor trials known.
VII. POTENTIAL EMBEDDED INTEGRATED CORRELATIVE STUDY SECTION
Please provide below a BRIEF description (no more than a brief paragraph of 5 to 6 sentences) to indicate any primary integrated laboratory, imaging, or quality of life (QOL) embedded sub-study that the study team is planning should this concept be approved.  Integrated studies are defined as tests/sub-studies that are clearly identified as part of the clinical trial from the beginning and are intended to identify or validate assays/markers or imaging tests that are planned for use in future trials or QOL studies that are intended to inform on treatment options and side effects and/or validation of biological and functional clinical correlates of patient–reported outcome (PRO) data.  Integrated studies must be designed to test a hypothesis, not simply to generate hypotheses. 

	This information is NOT part of the review of the concept proposal and will only be used should the concept be approved to provide subsequent submission and review of the potential integrated embedded sub-study prior to final protocol submission. 




LABORATORY CORRELATIVE SCIENCE STUDY
	Yes       No X  
      Brief Description:

IMAGING CORRELATIVE SCIENCE STUDY
	Yes ☐ No X  
      Brief Description:

QOL CORRELATIVE SCIENCE STUDY
	Yes ☐ No X  
      Brief Description:

VIII. PERSON COMPLETING CONCEPT SUBMISSION 
	Name of Person Completing Form:
	Cara Mathews
	Date:
	March 22, 2026

	Person Completing Form Address:
	Women and Infants Hospital

	
	101 Dudley Street

	
	Providence, RI 02909

	Person Completing Form Phone:
	401-453-7520

	Person Completing Form Fax:
	401-453-7529

	Person Completing Form E-mail:
	cmathew@wihri.org

	
NOTE: Concepts must be submitted in electronic format by e-mail to PIO@CTEP.NCI.NIH.GOV.
Questions?  Please contact the Protocol Information Office (PIO) at: pio@ctep.nci.nih.gov
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