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Trulicity Trial: Design

A 7 dose + PBO + Active Control

1!.

A Interims every 2 weeks
A RAR based on 4 endpoints

A HbA1lc, Weight Loss, DBP, HF
with utility function
A 200-400 make decision:
A Go to Phase Ill (pick 1 or 2
doses); open more phase lll
A Stop futility
A Phase lll part powered by phase

Burn-In

RAR Fixed Randomization

.....................

A Entirely prospectively planned

200

400 Adaptive N
Constraints

A Algorithms, Rules, Decisions,
Analyses
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Trulicity Trial: Modeling

A Bayesian repeated measures &
doseresponse models for four
endpoints

A Single utility function connecting £
endpoints on one scale

A Predictive probability of statistical
success

Burn-In

RAR Fixed Randomization

..................
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Trulicity Trial: Utility

' |

A Bayesian repeated measures & dese |
response models for four endpoints . _

A Single utility function connecting 4
endpoints on one scale

A Predictive probability of statistical
success
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Utility for HbA1c

Dulaglutide minus Sitaglptin ()
at 12 months

Utility for Pulse Rate

Dulaglutide minus Placebo bpm)
at6 months

Utility for Weight

HbAlc « x%

Dulaglutide minus Placebo (kg)
at 6 months

Utility for Diastolic
Blood Pressure

N \
Dulaglutide minus Placebo (mmHg)
atB6 months
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Trulicity Trial: Final Analysis

A Final Analysis is an ANCOVA model for the high dose
compared to control for NI using all patients on each
arm

A Nominal Alpha = 0.020

A The design dictates thide behavior of the simple final

analysis Is unknown on pencil and paper
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Slide title

A Trial ran (for ~33,467,32time!)

A Shifted at 200- very successful!
A Ranexactlyas planned, spawned other phase l|
A Selected 0.75mg and 1.5mg doses
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A Endovascular Thrombectomy for
AAOKSYAO &aidNR1S
hours)

A New trial enrolling 84 hours

since last seen well W

A al/ tAyAOlLt aAayYl d0OKE | | -
30 40 50

Worse Q@tcome
NIASS

Size of Infarcted Area (mL)
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DAWN: Adaptive Enrichment Design

ALYUOSNAYEA |0 MpnIZ HAnI HPp
of 500
AlG mMpnE XZ nnn OFY &Sy N
criterion
A Infarct size of 80; 0-35; 040; 045
AWSAGNROG FAVIE FyEEfeanr.
3 NP dzLJQ
Al R2dzad [/ + F2NJ WOKSNNE |
A Could Stop foExpected Succegat 200+
Interims)
A Could Stop foFutility
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DAWN: Result -

A At the 150interim there wasno enrichment
A no futility
A No expected success possible

A At 200interim PP > 0.9999:; no enrichment; stop
for expected success

A Followed for 90 days; success at full data
primary analysis (posterior probability
superiority greater than 0.986)
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DAWN: Result

The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Thrombectomy 6 to 24 Hours after Stroke
with a Mismatch between Deficit and Infarct

R.G. Nogueira, A.P. Jadhav, D.C. Haussen, A. Bonafe, R.F. Budzik, P. Bhuva,
D.R. Yavagal, M. Ribo, C. Cognard, R.A. Hanel, CA. Sila, A.E. Hassan, M. Millan,
E.l. Levy, P. Mitchell, M. Chen, ].D. English, Q.A. Shah, F.L. Silver, V.M. Pereira,

B.P. Mehta, B.W. Baxter, M.G. Abraham, P. Cardona, E. Veznedaroglu,

F.R. Hellinger, L. Feng, J.F. Kirmani, D.K. Lopes, B.T. Jankowitz, M.R. Frankel,
V. Costalat, N.A. Vora, A.J. Yoo, A.M. Malik, AJ. Furlan, M. Rubiera, A. Aghaebrahim,
J.-M. Olivot, W.G. Tekle, R. Shields, T. Graves, R.). Lewis, W.S. Smith,

D.S. Liebeskind, J.L. Saver, and T.G. Jovin, for the DAWN Trial Investigators*

Score on the Modified Rankin Scale
(00 [O1 M2 W3 W4 Ms50r6

This article was published on November
11, 2017, at NEJM.org.

DOI: 10.1056/NEJMoal706442
Copyright © 2017 Massachusetts Medical Society.
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A Intention-to-Treat Population

Thrombectomy

(N=107)

Control
(N=99)
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Percent of Patients
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DAWN: Result

RESULTS
A total of 206 patients were enrolled; 107 were assigned to the thrombectomy group
and 99 to the control group. At 31 months, enrollment in the trial was stopped because
of the results of a prespecified interim analysis. The mean score on the utility-weight-
ed modified Rankin scale at 90 days was 5.5 in the thrombectomy group as compared
with 3.4 in the control group (adjusted difference [Bayesian analysis], 2.0 points; 95%
credible interval, 1.1 to 3.0; posterior probability of superiority, >0.999), and the rate
of functional independence at 90 days was 49% in the thrombectomy group as com-
pared with 13% in the control group (adjusted difference, 33 percentage points; 95%
credible interval, 24 to 44; posterior probability of superiority, >0.999). The rate of
symptomatic intracranial hemorrhage did not differ significantly between the two
groups (6% in the thrombectomy group and 3% in the control group, P=0.50), nor did
90-day mortality (19% and 18%, respectively; P=1.00).

Table 2. Efficacy Outcomes.*
Adjusted
Thrombectomy Control Absolute Difference Posterior
Group Group Difference  (95% Credible  Probability
Outcome (N=107) (N=99) (95% CI) Interval);  of Superiority
Primary end points
Score on utility-weighted modified Rankin scale at 90 days§ 5.5+3.8 3.4+3.1 2.1(1.2-3.1) 2.0(1.1-3.0) >0.999
Functional independence at 90 days — no. (%) 9] 52 (49) 13 (13) 36 (24-47) 33 (21-44) >0.999
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