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— To support approval of new indications for
approved products

— To satisfy post-approval study requirements

“The FDA recognizes how important RWD and RWE are.
This is a top strategic priority for the FDA."”

2018F128H6H
BIFDARE Scott Gottlieb

https://www.fda.gov/news-events/press-announcements/statement-fda-commissioner-scott-gottlieb-md-fdas-new-strategic-framework-advance-use-real-world
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FDA Guidance for Medical Devices (2017.8)
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“Under the right conditions, data
derived from real world sources
can be used to support reqgulatory
decisions. “



“Reliability & Relevance” in the FDA Guidance

1. Data Reliability G-—5oEiat)
1-1. Data Accrual
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1-2. Data QC

KBS TUBDRME, HEERIE S URMMICDI 37—

- O—HL&t> hSILDT—SEEFIE
- [RERIOWESR, BEBOFIR 0L

2. Data Relevance (F—4DEEKNEE)
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Data Data

Relevance Relia b|||ty Corrigan-Curay J, Sacks L, Woodcock J

Real-World Evidence and
Real-World Data for Evaluating
Drug Safety and Effectiveness

JAMA 320: 867-868, 2018.

Analytical
Methods
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FDA — Flatiron Healthtt

1. RWD as External Control in the FDA’s approval

B Entrectinib (R#&ER): L FDZD®Dindication
m  NTRK fusion (+) = breakthrough therapy(C38%E

m ROS1(+) NSCLC
- ASCO2019 CIERIARITDBRERR 1D

— Doebele RC et al., ASC02019, #9070
« N=53, ROS1(+) NSCLC with entrectinib
—  3ZAR@Dphase 1/2 single-armsXERDIHZES
«  N=69, ROS1(+) NSCLC with crizotinib 0S
—  Flatiron RWD data

“We use Flatiron data in our submission for entrectinib,”.
“This is a key part of our filing.” Doebele RC et al., ASC02019, #9070

https://pink.pharmaintelligence.informa.com/PS125433/Roche-Outlines-Use-Of-RealWorld-Evidence-In-Entrectinib-NDA 12
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FDA — Flatiron Healthtt

2. RWD with off-label use could support the FDA’s
expansion of approved drug

S ——

m Palbociclib : ER(+), HER2(-) BAfR B DEITEIEICT I B
CDK4/6fHZE SR

m BHEFUE  £FIEREED <1 %. KE9( ER(+), HER2(-)

m 2019%E4H, FDAIZRWDDH CE D, BEFEADEIG
YK 7z 7GR

m  QIQVIA claims data, @Flatiron Health EHR data,
B Pfizer global safety DB (D3 DZ LT

m  Palbociclib 5 CHEDERFR T, BXXK, JaritcHAE,
T LR

Bartlett CH et al., Real-world evidence of male breast cancer (BC) patients treated with palbociclib (PAL) in combination with
endocrine therapy (ET). ASCO 2019. #1055 13
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3. External Control Arm in Reimbursement Negotiation

m Alectinib : 3F/)\iliRERTE (CXT 97D ALK-TK
USSR : 138-patient global single-arm phase 2 trial
FEUDZGR : 20175 (CSRAFfT S HGR

m EUDHTAZES : EERE
@Cenhmbc‘:tlﬁﬁibf 1B
7_ g%gu

B Ceritinib : Single-arm,
phase 2 (ASCEND-2), n=140

B Ceritinib : RWD, n=67

Davies J et al., ] Comparative effective Res 7(9)  https://www.futuremedicine.com/doi/full/10.2217/cer-2018-0032

14
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Medidatatt

Synthesis Control Arm (SCA) as External Reference

Berry DA et al, ASCO 2017, #7021

SEEEERmE (AML) : Medidatatt®I' Sy hJ A —AICERE
SN7=3000: 5 L DM REFT —FDHH 5, KEFCHHTSEL2D
BET—HEIVFOIUT, LLBROIHERNRHT — S E S
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