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Enhertu shows benefit in high-risk early-stage
HER2-positive breast cancer
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Context
• The antibody-drug conjugate (ADC) Enhertu is approved for metastatic breast cancer 

across HER2-positive, HER2-low, and HER2-ultralow populations.

• It is now being investigated in early-stage HER2-positive breast cancer in two phase 3 
trials. The DESTINY-Breast11 trial evaluated neoadjuvant Enhertu followed by 
trastuzumab, pertuzumab, and paclitaxel (THP) vs. dose-dense doxorubicin and 
cyclophosphamide (AC) followed by THP in high-risk patients. The DESTINY-Breast05 trial 
assessed adjuvant Enhertu vs. Kadcyla in patients with residual invasive disease and at 
high-risk of recurrence.

• Earlier in 2025, it was announced that both the trials met their primary endpoints.

Key findings

• In the neoadjuvant setting (DESTINY-Breast11), the pCR was 67.3% with Enhertu–THP vs. 
56.3% with ddAC–THP (P = 0.003), an early trend toward improved event-free survival (HR 
0.56).

• In the adjuvant setting (DESTINY-Breast05), Enhertu improved 3-year iDFS to 92.4% vs. 
83.7% with Kadcyla (HR 0.47; P < 0.0001).

• The safety profile of Enhertu was manageable across studies, though interstitial lung 
disease (ILD) occurred in 9.6% of patients in the adjuvant trial, including two fatal cases.

Clinical milestone: Enhertu could become 
available as neoadjuvant and adjuvant treatment 
for certain patients with early-stage HER2-positive 
disease. Based on strong adjuvant data, Enhertu 
could become the new standard of care for high-
risk patients with residual disease.

Medical practice: Neoadjuvant use of Enhertu 
may offer advantages over adjuvant use, such as 
shorter treatment duration, resulting in better 
safety and lower ILD monitoring costs compared 
with adjuvant therapy.

Constraints: Broader adoption in the neoadjuvant 
setting may be limited by the lack of predictive 
biomarkers, uncertainties around post-
neoadjuvant strategies for patients who do not 
achieve pCR, and the absence of long-term 
outcome data.
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Perioperative Padcev plus Keytruda improves 
survival in cisplatin-ineligible MIBC
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Context

• Neoadjuvant cisplatin-based chemotherapy plus radical cystectomy is standard for 
muscle-invasive bladder cancer (MIBC), but ~50% of patients are cisplatin-ineligible due 
to age, frailty, or comorbidities, leaving limited options and high recurrence risk.

• The Phase 3 KEYNOTE-905 / EV-303 trial evaluated perioperative Keytruda ± Padcev 
versus surgery alone in cisplatin-ineligible or -declined MIBC.

• In August 2025, Merck and Pfizer announced that the combination met its primary 
endpoint of EFS. 

Key findings

• Padcev plus Keytruda reduced the risk of EFS events by 60% (HR 0.40; P < 0.0001) and the 
risk of death by 50% (HR 0.50; P = 0.0002) versus surgery alone.

• Median EFS and OS were not reached for the combination, vs. 15.7 months and 41.7 
months with surgery alone.

• Pathologic complete response rate was 57.1% with the combination vs. 8.6% with surgery 
alone. 

• The safety profile of Keytruda plus Padcev in this study was consistent with the known 
safety profiles of each agent. 

Unmet need: Cisplatin-ineligible MIBC patients 
have limited options. This landmark study 
demonstrates a significant perioperative survival 
benefit, addressing a critical unmet clinical need.

Regulatory expectations: Clarivate forecasts 
regulatory approval for Padcev plus Keytruda 
based on these data, which would make it the first 
perioperative regimen to be approved for 
cisplatin-ineligible MIBC. 

Medical practice: Clarivate believes that the 
impressive efficacy data from this trial could 
position Padcev plus Keytruda as a new standard of 
care in this underserved population, reinforcing its 
role as a versatile combination across stages of 
bladder cancer.
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Pluvicto improves rPFS in PSMA-positive mHSPC
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Expected filing: Clarivate expects the positive 
rPFS data to support Pluvicto’s label expansion into 
PSMA-positive mHSPC.

Market outlook: The control arm’s exclusion of 
docetaxel could be viewed as a weak comparator, 
and despite earlier efficacy signals, meaningful 
practice shifts are unlikely until stronger survival 
evidence is demonstrated.

Context

• Pluvicto is the only approved radioligand therapy for prostate cancer, indicated across 
treatment lines of metastatic castration-resistant disease.

• The Phase 3 PSMAddition trial evaluated Pluvicto added to androgen deprivation therapy 
(ADT) + androgen receptor pathway inhibitor (ARPI) versus ADT + ARPI alone in patients 
with PSMA-positive metastatic hormone-sensitive prostate cancer (mHSPC).

• In June 2025, Novartis announced the trial met its primary endpoint of radiographic 
progression-free survival (rPFS) and showed a favorable overall survival trend.

Key findings

• Pluvicto plus ARPI reduced the risk of progression or death by 28% vs. ARPI alone (median 
PFS not reached; P = 0.002), with consistent benefit across subgroups.

• An interim analysis (16% of events) showed a favorable OS trend for Pluvicto (HR 0.84; P = 
0.125).

• Pluvicto showed higher overall response (85% vs 81%) and complete response rates (57% 
vs 42%), as well as a longer time to PSA progression (HR 0.42), although no improvement 
in quality of life was observed.

• The safety profile was consistent with previous studies, but higher rates of grade ≥3 
adverse events (22.7% vs 12.2%) and discontinuations (16.1% vs 9%) were observed in the 
Pluvicto arm. 

Product positioning: Based on these data, we 
expect Pluvicto to be used selectively, mainly in 
high-burden, PSMA-avid disease, which may 
derive the greatest clinical benefit despite 
tolerability trade-offs.
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Clinical milestone: KEYNOTE-B96 marks a major 
milestone, establishing Keytruda as the first 
immune checkpoint inhibitor to show a statistically 
significant survival benefit in platinum-resistant 
ovarian cancer.

Expected approval: Based on these data, the U.S. 
FDA has accepted for priority review an sBLA, 
positioning Keytruda for potential approval in a 
previously untapped indication.

Context

• Ovarian cancer is often considered an immunologically “cold” tumor, limiting 
immunotherapy effectiveness. To date, immune checkpoint inhibitors have shown limited 
efficacy, and none have been approved for ovarian cancer.

• The Phase 3 KEYNOTE-B96 / ENGOT-ov65 trial evaluated Keytruda plus weekly paclitaxel 
± bevacizumab vs. chemotherapy ± bevacizumab in recurrent platinum-resistant ovarian 
cancer.

• In May 2025, Merck & Co. announced that the trial met its primary endpoint of PFS and 
achieved significant OS improvement in patients with PD-L1 CPS ≥ 1 expression.

Key findings

• In the overall population, median PFS was 8.3 months for Keytruda with paclitaxel, with or 
without bevacizumab vs. 6.4 months for control (HR 0.70; P < 0.0001), and in the PD-L1–
positive subgroup, 8.3 months vs. 7.2 months (HR 0.72; P = 0.0014).

• At the second interim analysis, the Keytruda-based regimen reached a median OS of 18.2 
months compared with 14.0 months in the control group (HR 0.76; p = 0.0053).

• The safety profile of Keytruda plus paclitaxel ± bevacizumab was consistent with the known 
profiles of the agents.

Competitive dynamics: The treatment landscape 
for platinum-resistant ovarian cancer is rapidly 
evolving. Competitive pressure from both 
approved (Elahere) and promising pipeline ADCs 
may affect uptake in clinical practice.
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• Disease Landscape & Forecast | G7
• Epidemiology | Global markets including G7
• Current Treatment: Physician Insights | US
• Treatment Sequencing | US
• Unmet Need | US and EU
• China In-Depth 

Ovarian cancer
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• Disease Landscape & Forecast | G7
• Current Treatment: Physician Insights | US
• Treatment Sequencing | US
• Unmet Need | US and EU
• Epidemiology | Global markets including G7
• China In-Depth 

Bladder cancer and Upper tract urothelial carcinoma 

• Disease Landscape & Forecast | G7
• Epidemiology | Global markets including G7
• Current Treatment: Physician Insights | US
• Treatment Sequencing | US
• Unmet Need | US and EU
• China In-Depth 

Breast cancer

• Disease Landscape & Forecast | G7
• Epidemiology | Global markets including G7
• Current Treatment: Physician Insights | US
• Treatment Sequencing | US
• Unmet Need | US and EU
• China In-Depth 

Prostate cancer
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