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FDA Complex Innovative Design (CID) Pilot Program

Under PDUFA VI, FDA launched the CID pilot program in 2018, aiming to facilitate and
advance the use of complex adaptive, Bayesian, and other novel clinical trial designs
which often require simulations to determine the statistical properties of the trial

The program provides two additional meetings to discuss a specific CID proposal
FDA can select up to 2 CID proposals per quarter for 5 years

This program will continue under PDUFA VI
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Adaptive Clinical Trial In The FDA Complex Innovative Trial Designs (CID)
Pilot Program

Amgen and FDA Collaborate on Novel Clinical Trial Design to Advance Development of Potential Treatment for Patients With
Uncontrolled SLE

THOUSAND OAKS, Calif., Oct. 27, 2020 /PRNewswire/ -- Amgen (NASDAQ:AMGN) today announced that it has completed trial design
discussions through two Complex Innovative Trial Designs (CID) Pilot Program meetings with the U.S. Food and Drug Administration (FDA)
for its planned Phase 2 efficacy and safety trial for efavaleukin alfa (formerly known as AMG 592), an investigational candidate for Systemic
Lupus Erythematosus (SLE) treatment. The CID Pilot Program aims to modernize drug development, improve efficiency, and promote
innovation. The efavaleukin alfa participation in the CID Pilot Program is based on an innovative adaptive clinical trial design developed to
foster the acceleration of a potential therapeutic option that could benefit patients living with SLE

Amgen Announces Participation Of Systemic Lupus Erythematosus (SLE) g
?

"Systemic Lupus Erythematosus is an area with significant need for new therapies for those living with the condition, but one that has been
challenging to address given the complexity of this autoimmune disease,” said Rob Lenz, M.D_, Ph.D_, senior vice president, Global
Development at Amgen. "Our partnership with the FDA on the CID Pilot Program should drive the development of a new treatment for lupus
to address unmet need for patients.”

"Amgen welcomes the opportunity to partner with the FDA through participation in the CID Pilot Program, which intends to advocate
innovative clinical trial designs, as well as provide the FDA an opportunity to communicate these advances publicly,” said Steven Galson,
M.D_, senior vice president, Global Regulatory Affairs and Strategy at Amgen. "We appreciate the FDA's efforts, significant contributions and

P Iﬁedyck provided throughout the Pilot process." v,\‘
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Lupus is a Complex, Heterogeneous Autoimmune Disease

What is lupus?

Systemic Lupus Erythematosus
(SLE), or lupus, is a chronic,
inflammatory autoimmune disease'
which affects approximately five million
people globally?

5m6

It is estimated that

70-90%

of lupus cases
are in females

with the highest incidence during a
woman's most productive childbearing
and professional development years*

In SLE the body produces antibodies that attack its own
healthy cells and tissues in addition to producing antibodies

to protect against infection®?

QOO

BRAIN HEART KIDNEYS

Gl

Signs and symptoms

Symptoms can vary

a

Extreme
greatly. Some of the t
most common v fatigue
symptoms n
MUSCULO-
SKELETAL ')
Painful and .
joints
(arthritis) ]
Kidney
problems

Persistent SLE disease activity is associated
with a higher risk of organ damage and mortality®
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Top Barriers to Lupus Drug Development

4 . .

« Challenges in understanding
the biology of the chronic
autoimmune disease

* Heterogeneity of clinical
symptomatology defining the
patient population

Disease P
Heterogeneity C.ﬁr’

-
 Lack of user-friendly,

sensitive and accurate
outcome measures

» Lack of stand-alone domain
specific assessments of
organ systems or symptoms

Heterogeneity of the disease is a foundational barrier

Outcome I
Measures

I

« Under-represented disease
populations and many

competing trials

* Suboptimal outcome

measures
* High variability

 High control response rate

Clinical Trial
Design

"
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Rationale for Proposed CID

These challenges have led to a high development failure rate of potential
therapeutics and highlight the need for innovative clinical trial design to improve
development efficiency and probability of success compared with the traditional
development approach:

= make the most efficient use of clinical trial data to simultaneously inform dose selection,
generate adequate and well-controlled evidence on efficacy and quality safety data

= reduce the probability of inconclusive trial, and enable early and accurate decision-making

= shorten the time to bring new therapies to patients
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CID PILOT PROGRAM: PROCESS AND TIMELINE

Day 0 Day 90 Day 150

FDA evaluates CID FDA and sponsor discuss
Meeting Request disclosure elements

Day 45 Day 80 Day 120 * Day 240

FDA notifies sponsor of FDA and sponsor reach CID CID
their status: proceed to disclosure agreement Meeting 1 Meeting 2
disclosure discussions and meeting is granted,

or meeting denied if not, meeting is denied

*Note: If sponsor believes that feedback received at the first CID meeting is sufficient and does not want a second meeting
before initiating a trial, the sponsor may choose to finalize the protocol, submit it to the IND, and begin enrolling patients

AMGEN
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AMGEN US FDA EXPERIENCE THROUGH THE CID PILOT

PROGRAM

Amgen participated in two meetings with FDA to engage in scientific discussions and reach

agreement on an innovative study design that is appropriate for a study supporting registration

»Requested discussion of the clinical
relevance of the potential primary
endpoints and formal definition of their
estimands

»Recommended removing some
proposed adaptive elements to reduce
the dimensions to be explored in
simulation for feasibility and
interpretability considerations

» Suggested arm-dropping as an
alternative to RAR*

» Set expectations on operating
characteristics, simulation replicates,
and nuisance parameters to be
explored

>

>

Discussed in detail the space of plausible
nuisance parameters and combinations
required to provide convincing evidence of type
| error control and other operating
characteristics

Confirmed that BHM* and RAR would not
preclude the study from being

registrational, however, requested
evaluations against multiple

alternative designs, analysis methods,

and simulation scenarios to demonstrate
advantages of the proposed design

Provided feedback on primary endpoint
selection and recommended additional criteria
to maintain trial conduct and integrity

*RAR: Response Adaptive Randomization
BHM: Bayesian Hier%rchical Model

>

>

>

Meeting 2

Confirmed that Amgen had largely
addressed concerns and implemented
suggestions to demonstrate that the
proposed study design was appropriate
as a registrational study

Requested further comparison to
alternative methods (NDLM, Dunnett)
to establish BHM as the favorable
method

Requested information to justify for
range of control response rate and
concordance between adjacent visits
Requested data access plan to be
submitted

®
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Regulatory Guidance & 4 Principles

Adaptive Designs for , e , :
Clinical Trials of Drugs An adaptive trial intended to provide substantial

and Biologics evidence of effectiveness should satisfy:
Guidance for Industry

Adequate control of the chance of erroneous
conclusions

Sufficiently reliable estimation of treatment effects
Pre-specification of trial planning

U.S. Department of Health and Human Services
Food and imistrat

Drug Administration
Ceater for Drug Evaluation and Research (C
Ceater for Biologics Evaluation and Research (

Maintenance of trial integrity

November 2019
Biostatistics

10 AMGEN'



How We Benefitted from CID Regulatory Engagement




What Do We Gain from the CID Program?

RAR * Y
' Q#
Futility ’I

Early
Success l ‘
Signal
\ 3 &

Registrational

Ph2b -' .

Complex

Innovative

ME

Patients

* Reduced exposure to treatment that is not effective

» Early access to new treatment options

AMG 592 Program

» Cut 1 phase 3 study from the development program

» Streamlined development program

® 00
/\/II » Improve probability of success

i

* Reduce the cost of failure

Sponsor

. Collaborate with regulatory agencies to improve drug
development efficiency

. Build capabilities in innovative trial design, modeling &
simulation, and execution
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Study Schema

Screen

Objectives
1. Dose Selection

Randomization

Placebo + Standard of Care
AMG 592 |low dose + Standard of Care
AMG 592 mid dose + Standard of Care

AMG 592 high dose + Standard of Care

2. Qualify as an adequate and well-controlled study

13

Safety follow-up

N:
1°Edpt:

Summary
Measure:

320

Response at
W52

Difference in
response rates
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Interim Analysis Schedule

i
1:1:1:1 —»( RARI
\—,

n, n, Ny ny ns Mg fly All
subjects  subjects  subjects subjects subjects subjects  subjects

with OTC with OTC with OTC with OTC with OTC with OTC with OTC
week-24 week-24 week-24 week-24

week-24 week-24 week-24 week-52
___---------------------—-—____

-—
-
(~ IA2 IA3 IA4 IAS IAG IA7 Last IA PA
= . ’ . \

N - —————---_—_
LN 8§ _§ N N N N N _§ N N B ] ,

I
/il RAR RAR + RAR + RAR + RAR + RAR + RAR + Administrative »
s only Futility Futility Futility Futility Futility Futility success 4
I
\

Primary \\
efficacy
analysis:
Bayesian
Hierarchical

S’

OTC: opportunity to complete
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Rationale for the Adaptive/Innovative Design Features

Response Adaptive
Randomization

apu nds

Interim Analyses
for futility

Final Analysis
Bayesian Hierarchical Model

Learn from accumulating data from ongoing trial
Patient centric: reduce exposure to less effective treatment
Increase efficacy & safety data collection on effective treatment

Stop patient exposure to non-effective treatment
Reduce the cost of failure / shorten development timeline
Redirect resources to other promising programs

Dynamic borrowing across the active treatment arms improves
estimation of treatment effect
No underlying dose-response assumptions to reduce bias

15 AMGEN



Response Adaptive Randomization

The randomization ratio to each active treatment group is based on the posterior
probability that each group has the highest response rate at week 52 among the three
active treatment groups.

Allocation; « Pr (pd = max p, |interim data) c,d € {low, medium, high}
C

The posterior probability is calculated based on the Bayesian independent model

X4 ~ Binomial(pg, Ny)

for d € {low, medium, high}

10 AMGEN



Leverage information across all

Bayesian Hierarchical Model doseswimoutapror |

understanding of expected dose
response

- The number of responders in each group is modeled using a binomial distribution:
X, ~ Binomial(pg, Ny)

where p, is the week 52 response rate in group d.

- Each response rate is modeled independently using a logistic model:

- The log-odds of response in the treatment groups is modeled using a hierarchical
prior:

ag ~ N @Qureatment, 02) for d € {low, medium, high}

- BHMis used in futility and primary efficacy analyses

. AMGEN'
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Principle 1. Control of Erroneous Conclusion

Type 1 Error (Global Null)

What is Global Null?

e There is no treatment effect in any of the 3
treatment arms

e There is no treatment effect at any timepoint during
the 52-week treatment period

)

J

r How is Type 1 Error Defined? ™

* Reject null for any of the treatment arms using
Bayesian Hierarchical Model (BHM) and
longitudinal modeling for:

e any plausible control response rate

e any plausible enrollment rate

* any plausible correlation (concordance)
within subject over time by treatment arms

Nuisance Parameters

e 3 Nuisance Parameters:
e Enrollment rate: a plausible range
e Control response: 30%, 40%, 50%
e Correlation (concordance) patterns:
* 0.5-0.9 same or different across visits by arms

J

e Full factorial combinations simulated 100K each
\_ J

— Type 1 Error Rate —

0.022 0.023 0.024 0.025

\ Type I Error J




Principle 1: Control of Erroneous Conclusion
Type 1 Error (Local Null)

— What is Local Null? -~ Scenarios Simulated —

_ True Efficacy: Absolute Treatment Difference (Relative to Control) at Week 52
1. Thereis no treatment effect for 1 or 2 treatment o] Mo : j : f
arms, while at least one is effective 2 - ol
2. Thereis no treatment effect at week 52 H
assessment for the primary endpoint, while &
there are treatment effects at earlier visits (ie, 31 ‘
“Dropl” Scenario) “
\ / null moderate good great scer nugget ’ equal plateaut ' plateau2
Are these Type | error? F \ 1. “Nugget” and “Plateaul” with either 1 or 2
1 * ineffective dose(s) are evaluated across the
1. Reject null for any of the ineffective dose levels | f_‘__‘_f_‘__‘_}\ nuisance parameter factorial combinations
and select the dose for phase 3 Ry 2. The “Dropl” scenarios with efficacy at week 16-
L \‘\ .
2. Reject null for any treatment arm in “Drop 1” N3 24 and none at week 52 is evaluated for
scenario \ | , y selected nuisance parameter combinations
16 20 24 52
- J K Each scenario was simulated 100k each /

Type | Error is controlled across the plausible Local Null scenarios

19 AMGEN'



Principle 1: Control of Erroneous Conclusion

Type Il Error

Efficacy Scenarios (n=7)

— Longitudinal Patterns (n=5) —

—
_ True Efficacy: Absolute T Difference ( ive to Control) at Week 52 same plateau
§ .Lcm \ i — — i — — =i ,’-———. ,",
¢ .Medium 1 A A ,’,"""‘ .-
8 High ‘____",”,' =
E - -—————= :;—V—.
5 ? ! arm
‘ ‘ . I ‘ == . e ——
< 1 » - - a“‘ v"‘_,'"' Tr. "’————-o
null Qcaate good great s nugget equal plateau plateau2 \‘:3‘ :___,_.&"'""“——a e _-."'
cenario | "‘ /
K ° - i week ° - - . /
el HOW is Type Il Error Evaluated N
* The nuisance parameter space is reduced by fixing 2 parameters at the most plausible value, and varying the third
parameter univariately across its plausible range resulting in reduced set of combinations
+ Each of the 12 combinations is then evaluated across the 7 efficacy scenarios and 5 longitudinal patterns, which results in
hundreds of total efficacy factorial combinations
& J

20
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Principle 1: Control of Erroneous Conclusion
Type |l Error

o Power — Pr(Success) of Any of the Treatment Arms — j|d  Some Other OCs N

« Power estimates from 4 study designs are compared below based on the | sPth;itrlugt{h) e' SﬁL%l;as!ﬁ); of
most plausible nuisance parameters and longitudinal pattern for futility
1.0
091 — Adaptive «  Pr(Ad njl.Succesg) -
087 — NoBayes probability of achieving
2061 _ E;:,AR the administrative
S 051 success criteria
£ 04+
& 0.31 * Pr(Select Best Dose) -
0.219 e o
o014 probability of selecting the
0.0 : . . . . : best dose
Null Moderate Good ) Great Nugget Equal
Scenario «  Avg.Randomized -
« The operating characteristics (OCs) across simulated scenarios provide Average randomized
sensitivity analysis of the robustness of the study design to the underlying subjects across all
\__ assumptions and identify worst case scenarios \_ lreatmentgroups )

Proposed design elements (RAR and BHM) improve study power

21 AMGEN'



Principle 2:
Sufficiently Reliable Estimation of Treatment Effects

-~ T

I

-0.01+

0,021

15}

-0.034 0.
Model o Model
g M BHm = W BHM
4 B Dunnett
-0.04 4 0.034
-0.05 0.024
0.014

-0.07 4
Null Maoderate Good Great Nugget Equal Plateaut Plateau2 Null Moderate Good Great Nugget Equal Plateau1 Plateau2
\ Scenarios J \ Scenarios J
.




Principle 3:
Pre-Specification of Interim Analysis and RAR Algorithm

i
1:1:1:1 —»( RARI
\—,
n, n, Ny n, ns Mg fly All
subjects  subjects  subjects subjects subjects subjects  subjects
with OTC with OTC with OTC with OTC with OTC with OTC with OTC
week-24 week-24 week-24 week-24 week-24 week-24 week-24 week-52
———————---------------_--_-_-———
-
(~ IA1 IA2 IA3 1A4 IAS IA6 I1A7 PA
—--______ ______——— _—-~
/il RAR RAR + RAR + RAR + RAR + RAR + RAR + Administrative ,* Primary N\
L only Futility Futility Futility Futility Futility Futility success V4 efficacy \
I analysis: \
\ Bayesian ,'
\\ Hierarchical
N Model o
-_ -

OTC: opportunity to complete
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Principle 3:
Pre-Specified Decision Rules

Futility Stopping

Enrollment to the study may be stopped for futility if

max Pr( Pa — Ppiacebo > target treatment ef fect | Interim Data ) < low value threshold, d
€ {low, medium, high}

Administrative Success

BHM will be fit to compute the predictive probability of success in a hypothetical, future phase 3 study,
with a frequentist final analysis tested at the 2.5% one-sided level. The threshold of administrative success is
the predictive probability of success in this hypothetical future study is larger than a cutoff value.

Primary Analysis Success

The null hypothesis will be rejected if the posterior probability of superiority in any group is above a threshold:

Pr(pg > Ppiaceno | Data) > high value threshold, for any d € {low, medium, high}

24 AMGEN'



Principle 4.
Maintaining Trial Conduct & Integrity

Adaptive design adds logistical challenges to trial conduct and trial integrity

> Limit access to comparative interim results provides confidence in design modification
and assurance of quality trial conduct

- External: Independent Data Monitoring Committee (DMC)

— Implement a carefully designed and prespecified adaptation plan, in addition to its primary responsibility to
maintain patient safety and trial integrity

- Internal: Data Access Plan (DAP) to document limited access of sponsor
— Individuals to perform interim analysis or access interim results
— Procedures to control access and evaluate compliance
— Processes for adaptive decision making and dissemination
» Ensure high-quality interim data for adaptive decision-making

2 AMGEN



SIMULATION EXPERIENCE

«Amgen team, in consultation with the FDA, has conducted an extensive simulation study to evaluate the CID design

- A comprehensive simulation report along with full results and code files have been submitted to the FDA according to the

adaptive design guidance recommendation

SIMULATION REPORT — TABLE OF CONTENTS

SIMUIAIoN OBJECHVES .. ..o 24  Operating Charactenstics ...
Simulation SPeCificationS ... ... oo 3. Simulation Results ..
21 Study Design Options 31 Summary of Operatmg CharactEHSlICS
2.2 Model Setup... 3141 Type | Emror Evaluation ..
221 ‘v’rtual Data Generatmg Mndel 3111

2211 Clinical Scenanos_....__________...__________...

2212 Sensitivity Scenanos ........................

222 Analysis Model ..
2221 F'nmary Effc:acy Analysm Model

2222 Interim Analysis Model ...

2223 MissingData.........__ 32  Example Trials

23 AnalysesandDecisionRules.._._..._ 391
231 Interim Analysis Schedule ...

232 Response Adaptive Randomization ...

233 Futility StOPPING .o 4. Summary and Recommendations..................ooooiiiee

234 Administrative Success ...

235 Primary Analysis Success
26

Global Null Scenano

3112 Type | Error Under Non—glnbal NuII .

312 Efficacy Scenario Dperatlng Charactenshcs

313 Prior Consideration on the Hierarchical Vananc;e
Parameter ...

314 Cnmpansons tn Olher Demgns

Example Stud'yr 1 Success

Adaptive Designs for

Clinical Trials of Drugs

and Biologics
Guidance for Industry

US. Depertmen of eskh ud B Services
Food and Drug
(--«l-qurn--um- e (C
‘Biologic: Evaluation and Research (.

November 2019
Buostatistcs

322 Example Study 2: Futl|lt]|’
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SIMULATION SCOPE — CLINICAL SCENARIOS

Efficacy Scenarios on week 52 primary endpoint \

True Efficacy: Absolute Treatment Differejice (Relative\to Control) at Week 52/-\

~

Dose
. Low
. Medium :
[ High

nul moderate go'od gréat nugiget eqi.lal platéau1 platéauz
Scenario
\ Global Null Local Null /

Absolute treatment difference
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SIMULATION SCOPE — NUISANCE PARAMETERS
T Conoiam response IR e

* A meta-analysis was done on historical SLE studies e Three scenarios are included to cover the plausible range of

e Based on the meta-analysis result, control response rates of accrual rate

(30%, 40%, 50%) is considered the most plausible scenarios e For all simulations, enrollment is assumed to have a 10-week
ramp-up period followed by a constant accrual rate

J J
7 Longitudinal Pattern —\ 7 Concordance =\
* Longitudinal response pattern with respect to W52 response * Concordance of SRI-4 Response Between Adjacent Visits
same plateau linear Scenario | Value
Same concordance across visits and treatment arms
-—————————— -8 ’)————- ".‘- #1 05
L RS FRERE SEEEE ] Py TEEEE P .
Pt POt S #2 0.6
S #4 08
= #5 0.9
arop1 drop2 mixed == Mee:iur Different across visits, but same across treatment arms
ot —— . #6 [ Week 16-20 | Week 20-24 [ Week 24-52
T PO SRR S -t -_-——-——a |08 0.8 |05
B "'.‘\‘ :"_-—"' = =2 Same across visits, but different across treatment arms
T = #7 Control Arm Low Dose | Med Dose High Dose
s — ://':_/‘ 0.5 0.6 0.7 0.8
\‘Q Different across visits and treatment arms
) ; ; - ! ! ; - . ; ] = #8 Control Arm Low Dose Med Dose High Dose
S T e e Ee = 16- | 20- [ 24- [16- [20- [24- |[16- [20- |24- |16- |20- |24-
20 |24 |52 |20 |24 52 |20 |24 |52 |20 |24 | 52

K j 28 K 05 (05 [05 [06 [06 [05 [07 [07 [06 [08 [08 [07 j




SIMULATION ITERATIONS

- T

For type | error evaluation, the results were
based on 100k simulations per scenario,
which provides type | estimation accuracy of
approximately £ 0.001 with 95% confidence

— Power and Estimation / Bias —

J

-

For efficacy scenarios, the results are based
on 10k simulations per scenario, which
provides estimation accuracy of + 0.01 for
probabilities and + 2 subjects for subject
allocation with 95% confidence

Consistent with FDA adaptive design guidance

29

AMGEN

Amgen Proprietary - For Internal Use Only



EXAMPLE TRIAL

Example trials have been submitted in the simulation report and a shiny app has been created to visualize example trials with complete

transparency
Sample Size and Allocation

Posterior Probability

Prob. of Being Best Dose

Example trial 1: a successful trial
=3 n=320 1001 098 o 0g7
(IEL : 0 og1 0ge
=289 086" ogs 086 085 § 085
OEF) o8 082 o709 08 oge 08 08 ¢
n=231 0.75{ 072 068 057
;" won o " o 0g2 0; £ % ogs  OF°
i [n=158 | - = . 053 B -
% 37 ' :‘ % 0.50 = Meduam ‘3-55\ 0.44 ? |
of o = o - > ¥ 0ge g
5248 027
) m_-ﬂ . 045 ofe 048 @ ¢ ?
0gs
004
ool 0p2 s ] [ [+ o § e
Legend number in black box shows the total sample size. ' ’ ’ : Interim : ' ‘ : ! Interim : ‘ ! ’
Example trial 2: a futile trial
n = 105 .
ogs
D n=15: 075
aTiE) L | oeiroumase o
§uo A0 3 . - tom
1 ofi 5 o8 ) 50 R [
< 7 \! I" = * B= -
50 48 | 027 0.27
2 2 2 2 38 2 2 33 14 | 029 ¥ 08s { 0.2
. & 042 o116 _—

0g1

e CTE ™ o3 :
| 000] jo8z 0:024

3 1 tooe i 001

o '

Legend number in black box shows the total sample size.
Amgen Proprietary - For Internal Use Only



Probability of Success Probability of Selecting Best Dose Average Total Sample Size in Each Scenario

100+ (G888 0.969 0.998 0.984
1.00- _ 3183 319.6 131 3185 3183
X g 0.76- : 300-
Q
0.75- i 0.60+ e
—_ i H
g 8. g 200-
2 050- @
= 0.00- g’
o moderate good gm.: nuggm plateaut plateau2 g 100~
025 N E:
Probability of Null Dose Success
o0o] 01257 1l dose success [0.112)

best dose
= 0,100~ best or 2nd best dose
only success
0.076- 0.066] [0.066
g 0.050-

0.0254 0.022] [0.022] [0.022

nul moderate gdod gréz}l nyg‘get Eq:.lal plaléam pIatéauZ null moderate great nugget equal  plateaul plateau2

Probability of Futility Average Allocation by Dose in Each Scenario

Dose
M control

ow
04- 0.000- <
i snudg.ﬂl platéaut 28
- cenario
z
= ‘=% 100-
L\_E_—Oz Bias of the Treatment Effect Estimate on Best Selected Dose O b e TR R TR e
o 0.02- 5 50-
i =
00- == . — 2 [ - I - o-
nul moderate  good great nugget  equal  plateaul plateau2 g null moderate go'od gr('eat nydgel eq'ual plaléau1 platéauz
£ —p.02- Scenario
Probability of Administrative Success B ; ; )
y_ nﬂ; Average Duration (Month) in Each Scenario
0.872 —0.04- 9.62 9.66 9.66 9.7
—_ null  moderate  good greal  nugget  equal plateaul plateau2 .
g 0.75- Scenario £
[=
S RMSE of the Treatment Effect Estimate on Best Selected Dose £ 30-
H £
3 =
2 os0- oo 5
s é S 20-
% § 006~ _g
£ o
E 025- g
3 0.04- § 10-
: mm : )
0o0- ———— § 0.02-
nul moderate  good great  nugget  equal plateaul platéau? o null moderate  good great nugget equal  plateaul  plateau2
Scenario 0.001 Scenario

null  moderate  good greal  nugget  equal plateaul plateau2
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Closing Remarks

v PDUFA VI and 21st Century Cures Act provide exciting opportunities for industry to
collaborate with regulatory agencies in promoting use of CIDs and providing the FDA an
opportunity to communicate these advances publicly

v CIDs can help improve efficiency in clinical programs throughout the drug development
cycle

v Our partnership with the FDA on the SLE CID Pilot Program should drive the
development of a new treatment for lupus to address unmet need for patients

v" We appreciate the FDA's efforts, significant contributions and feedback provided
throughout the Pilot process
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