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Blocking
Anti-PD-1 mAb

B7 CD28
Blocking
Anti-PD-L1 mAb
MHC TCR
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Anti-PD-1 related pipelines

MK-3475 (SCH900475) MSD
* HumanIgG4 Lambrolizumab
MDX-1106 (BMS-936558, ONO4538(nivolumab)) originally developed by

Medrex & /NEF

* Human IgG4 Nivolmab

e Currently recruiting P3 (clear cell RCC), P1 (RCC, combination), P1 (NSCLC, combination), active P2
(RCC), active P1b (mCRPC, RCC, MEL, NSCLC) (advanced/metastatic melanoma, HCC)

CT-011 pidilizumab developed by Curetech
* Human IgGlkappa

AMP-224 GSK, developed by Amplimmune
* PD-1 binding protein (PD-1 ligand Fc fusion)

MPDL3280A (RG7446) Genentech/Roche (Fp4} ?)
e Anti-PD-L1

MDX1105-01(BMS-936559) on-hold?
* Anti-PD-L1
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プレゼンター
プレゼンテーションのノート
変更なし。
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— Potency Tests for Cellular and Gene Therapy Products (2011.01)
— Clinical Considerations for Therapeutic Cancer Vaccines(2011.10)

— Preclinical Assessment of Investigational Cellular and Gene Therapy
Products(DRFAT 2012.11)

— Considerations for the Design of Early-Phase Clinical Trials of Cellular and
Gene Therapy Products (DRAFT 2013.07)

— Clinical Considerations for Therapeutic Cancer Vaccines(draft)(2009.9)
« ERIMEMA

— GUIDELINE ON POTENCY TESTING OF CELL BASED IMMUNOTHERAPY MEDICINAL
PRODUCTS FOR THE TREATMENT OF CANCER (2007.10)
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プレゼンター
プレゼンテーションのノート
非臨床安全性にしか言及していませんが、2ポツ目は非臨床薬理（動物を用いた試験）の困難さの理由にもなると思います。
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“Single-arm studies can be, and often are, used to demonstrate tumor shrinkage by cytotoxic agents; however,
evidence of therapeutic activity is more difficult to obtain in situations where the product is a cancer vaccine
that may not be expected to cause tumor shrinkage. Randomized phase 2 trials can provide value in the

design of the later phase confirmatory trials. “
(FDA: Clinical Considerations for Therapeutic Cancer Vaccines(draft)(2009.9)&Y)
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“In general, time-to-event endpoints are measured from the time of randomization. Due
to delayed effect of the vaccine, the endpoint curves of the trial results may show no
effect for the initial portion of the study. If the treatment is effective, separation of the
curves may occur later in the study after the vaccine effect has become established. This
may violate the proportional hazard assumptions necessary when applying Cox
modeling and may necessitate an increase in sample size to provide sufficient power to
test a statistical hypothesis.”

(FDA: Clinical Considerations for Therapeutic Cancer Vaccines(draft)(2009.9)&kY)
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» “Thus far, there is no compelling clinical evidence that adjuvants are causally
related to the induction of autoimmune phenomena (or autoimmune disease)

or hypersensitivity in humans ” 2%

X AhmedSS, Plotkin SA, Black S, Coffman RL. Assessing the safety of adjuvanted vaccines. 10 Sci Trans| Med
2011;3(93):93rv2.
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プレゼンター
プレゼンテーションのノート
WHOガイドラインでは、スライド中の3点に加え、「ヒト初回投与試験において考慮すべき点」についても追記された。
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Thank you for your attention!

If you have any question, please contact:
E-mail: sato-daisaku@pmda.go.jp
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