
American Society of Clinical Oncology 2015 Annual MeetingASCO2015

ASCO2015特集

[News 01] 
前立腺がんに対する初めての有効な術後補助化学
療法

[News 02] 
免疫療法はほとんどの一般的な肺がんにおいて生
存期間を延長する

[News 03] 
一部のがんにおいてゲノム異常は抗PD-1反応の予
測因子となる

[News 04] 
再発CLLの予後改善

[News 05] 
ビタミンB3による化学予防

[News 06]
再発多発性骨髄腫に対する新たな免疫療法の選択
肢 

[News 07]
治療によりメラノーマの進行が半減する

[News 08]
DCISに対する他の良い治療選択肢 

[News 09]
メラノーマ患者においてリンパ節全郭清は生存率
を改善しない

[News 10]
口腔がんにおける頸部リンパ節手術の最良のタイ
ミング 

[News 11]
モノクローナル抗体は非ホジキンリンパ腫の寛解
を2倍にする

[News 12]
骨髄線維症の新規治療薬は血小板減少症を伴って
いても有効である

[News 13]
治療により進行乳がんの進行が抑制される

[News 14]
進行肝臓がんに対する免疫療法

[News 15]
進行の速い軟部組織肉腫に対する生存の有益性が
認められた

[News 16]
脳転移治療中の認知機能改善

[News 17]
小児腎がんの予後改善

[News 18]
治療により進行前立腺がんの生存期間が延長する

A randomized phase III trial indicates that initial therapy with nivolumab alone or in combination with ipilimumab is 
significantly more effective than ipilimumab alone in patients with previously untreated advanced melanoma according to 
researchers at the American Society of Clinical Oncology's 51st Annual Meeting.

Nivolumab alone more than doubled the average time to disease progression, compared to ipilimumab (8.9 months vs. 2.2 
months), and the benefit was even greater when ipilimumab and nivolumab were combined (11.5 months). The response 
rates were also substantially higher in patients receiving the combination therapy (57.6%) and nivolumab (43.7%) alone, 
as compared to ipilimumab (19%).

"We're very encouraged that the initial observations about the efficacy of this combination held up in this large phase III trial," 
said lead study author Jedd Wolchok, MD, PhD, Chief of Melanoma and Immunotherapeutics Service at Memorial Sloan 
Kettering Cancer Center in New York, NY. "Our study also suggests that patients with a specific tumor marker appear to 
benefit the most from the combination treatment, whereas other patients may do just as well with nivolumab alone. This will 
help doctors provide important insight for patients on which treatment is right for them."

Nivolumab and ipilimumab are monoclonal antibodies that block two different immune checkpoints ─ PD-1 and CTLA-4, 
respectively. Both treatments, commonly referred to as checkpoint inhibitors, essentially boost the immune system's ability 
to fight cancer.

Prior research has shown that immune checkpoint inhibitors can improve survival for patients with melanoma and lung 
cancer.

This study randomly assigned 945 patients with previously untreated, advanced melanoma to receive ipilimumab, 
nivolumab, or the combination of the two. After a follow-up period of at least nine months, the median progression-free 
survival was 2.2 months for ipilimumab, 8.9 months for nivolumab, and 11.5 months for the combination. The differences 
between the combination and ipilimumab groups, and nivolumab and ipilimumab groups were statistically significant (both 
comparisons p=0.001).

The response rates for the combination, nivolumab, and ipilimumab groups were 57.6%, 43.7%, and 19%, respectively. 
The average reductions in tumor burden were 51.9% with the combination and 34.5% with nivolumab alone. In contrast, 
patients who received ipilimumab alone experienced a 5.9% increase in tumor burden.

As expected, the rate of serious drug-related side effects was the highest in the combination group (55%), and 36% of 
patients in this group had to stop the therapy due to side effects. Dr. Wolchok remarked that prior studies have shown that 
many patients who stop immunotherapy early still continue to do well.

This prolonged benefit is explained by the fact that immunotherapy works by activating the immune system rather than 
targeting the tumor directly. It is not yet clear how long patients need to be treated to fully activate the immune system, and 
the minimal duration of therapy probably varies from patient to patient.

Quality of life data were collected on the study, and the analysis of those results will be reported at a later time.

The PD-1 protein on immune cells attaches to another protein called PD-L1, which is sometimes found on the surface of 
some tumor cells. Prior research suggested that patients who had detectable PD-L1 levels in their tumor (PD-L1-positive 
tumors) typically had better responses to PD-1 therapy.

In this study, nivolumab alone seemed to be as effective against PD-L1-positive tumors as the combination of nivolumab 
and ipilimumab. For patients with PD-L1-negative tumors, however, the combination treatment was significantly more 
beneficial than nivolumab alone.

"Immunotherapy drugs have already revolutionized melanoma treatment, and now we're seeing how they might be even 
more powerful when they're combined," noted ASCO Expert Steven O'Day, MD. "But the results also warrant caution – the 
nivolumab and ipilimumab combination used in this study came with greater side effects, which might offset its benefits for 
some patients. Physicians and patients will need to weigh these considerations carefully."

This study received funding from Bristol-Myers Squibb. 

Findings from the PERSIST study of patients with myelofibrosis suggest that pacritinib is significantly more effective than 
best available therapy (BAT), which includes a range of off-label treatments, even in patients with very low platelet counts. 
At 24 weeks of treatment, 19.1% of patients on the pacritinib arm experienced spleen shrinkage, compared to only 4.7% of 
patients on the BAT arm. The study findings were presented at the American Society of Clinical Oncology's 51st Annual 
Meeting.

Myelofibrosis is a rare blood cancer, and spleen enlargement is a common, debilitating symptom. Pacritinib also improved 
a range of additional symptoms and eliminated the need for blood transfusion in a quarter of patients who had previously 
been dependent on transfusions due to low blood counts.

This experimental therapy was also beneficial for a subgroup of patients with thrombocytopenia, for whom no FDA 
approved therapy exists.

"There is a huge unmet clinical need for patients with myelofibrosis. Only one drug is currently FDA approved for the 
disease, and it is not safe for patients with low platelet counts," said lead study author Ruben A. Mesa, MD, Deputy 
Director of the Mayo Clinic Cancer Center in Scottsdale, AZ. "We were encouraged to see that pacritinib was safe and 
effective in the trial, even in patients with severely low blood counts."

There is currently no cure for myelofibrosis, besides allogeneic hematopoietic  stem cell transplant, which is an option that 
is not feasible for many, and the only FDA approved treatment is a JAK inhibitor, ruxolitinib. Several other agents targeting 
JAK proteins are in development.

In PERSIST, 327 patients were randomly assigned to treatment with pacritinib or BAT. Patients on the BAT arm received 
therapies that are routinely prescribed off-label for myelofibrosis, such as erythropoietin stimulating agents, 
immunomodulatory drugs (e.g., thalidomide, lenalidomide), and hydroxyurea. Ruxolitinib was intentionally excluded 
because this study included patients with very low platelet counts, for which this drug is not deemed to be safe.

The effects of pacritinib were seen as early as four weeks of starting treatment. At 24 weeks, 19.1% of patients in the 
pacritinib arm had a reduction in spleen size, compared to only 4.7% in the BAT arm (p=0.003). In the subgroup of patients 
with the lowest platelet counts (those who are not candidates for ruxolitinib), spleen shrinkage occurred in 33.3% of 
patients in the pacritinib arm and 0% in the BAT arm.

Compared to patients on the BAT arm, patients on the pacritinib arm experienced a greater degree of relief from symptoms 
such as cachexia, night sweats, fever, and bone pain. The vast majority (79%) of patients on the BAT arm eventually 
crossed over to the pacritinib arm.

Pacritinib also helped alleviate anemia in some patients; among patients who had been dependent on red blood cell 
transfusion, 25.7% no longer needed the procedure. In contrast, none of the patients on the BAT arm became transfusion 
independent.

The most common side effects of pacritinib were diarrhea, nausea, and vomiting. The symptoms typically lasted less than 
one week and few patients discontinued treatment due to side effects.

Longer follow up is needed to determine if pacritinib improves survival. The ongoing PERSIST-2 phase III trial is exploring 
pacritinib for the treatment of patients who have low blood platelet counts due to their disease, or due to their therapy. Dr. 
Mesa remarked that pacritinib may be an attractive agent to combine with other therapies, as it does not cause low platelet 
counts.

ASCO President-Elect Julie M. Vose, MD, MBA, FASCO commented on the study.  "This is exciting news for patients with 
myelofibrosis, a blood cancer for which the discovery of new treatments has been slow. It's especially encouraging that 
pacritinib is effective in some patients with low blood counts, since they are not ideal candidates for the only other FDA 
approved therapy."

This study received funding from CTI BioPharma Corp.
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骨髄線維症患者を対象としたPERSISTスタディの結果、pacritinibは血小板が非常に減
少した患者であっても現状で利用可能な最良の治療（BAT）よりも有効であることが示唆さ
れた。このスタディにおいて、327人の患者がpacritinibまたはBATによる治療群にランダムに
割り付けられた。BAT治療群患者はエリスロポエチン刺激薬、免疫調節薬（例えば、サリド
マイド、レナリドミド）、およびヒドロキシウレアなどの承認適応外の骨髄線維症治療薬を定期
的に投与された。このスタディは血小板数が非常に少ない患者を組み入れたため、ルキソリ
チニブは安全ではないと思われ、あえて除外した。Pacritinibの効果は治療開始後4週と、
早い時点で認められた。24週後には、pacritinib群患者の19.1%において脾臓サイズが減
少したのに対し、BAT群におけるその割合はわずか4.7%であった（p=0.003）。血小板数が
最も少ない患者サブグループにおいて、脾臓縮小はpacritinib 群の33.3%に認められたの
に対し、BAT群では0%であった。Pacritinib群患者は悪液質、盗汗、発熱、および骨痛など
の症状の軽減が大であった。このスタディ結果は、第51回American Society of Clinical 
Oncology年次集会で発表された。 


