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n’en E Fig. 2 Trends of master protocols over time. This figure fllustrates the accumulating number of basket (white), umbrella (gray), and platform

(black) trials over time, The clip art in the figure was generated by the authors
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> BRAF600 $ 41 | ST 51 2% LT
B Vemurafenib (—&f+Cetuximab) B commgocucnom

B BRAF V600ZER%#D
BRAF V600—positive (testing per local T All others
— DA Ry methods)
3F%7/_7 0) E ﬁé b\AI -~ Vemurafenib, 960 mg twice daily orally
Primary end point
-[nl N § % Response rate at wk 8 - = ECD/LCH
l&b AIILA% 1 2215'] Secondary end points Veinusfarih

Progression-free survival 2= Monotherapy
. . — S Time to progression
. S|m0n0)2 Stage deS|gn'ﬁE0< Bestovefallgl'esponse
- = Time to response
15'] ﬁgﬁm Duration of response
A Clinical benefit rate
Overall survival

O2DDEEDERTE satey
OxET YA

SEFFICHITARINETE

Anaplastic thyroid cancer

5
|

— Breast cancer —

— Ovarian cancer —

|~I

Monotherapy

— Multiple myeloma F—
1ﬁ i Vemurafenib
—l- Colorectal cancer —
m Vemurafenib
plus Cetuximab
[6] Hyman et al. (2015) (RIZ &5l E D 4B EE) * NSCLC: non-small cell lung cancer 7
** ECD/LCH: Erdheim—Chester disease or Langerhans’-cell histiocytosis




Table 2. Preliminary Best Response According to Cohort.*
Anaplastic
Cholangio- ECD Thyroid

NSCLC carcinoma or LCH Cancer

Variable (N=20) Colorectal Cancer (N=8) (N=18) (N=7)
Vemurafenib +
Vemurafenib Cetuximab
(N=10) (N= 27)
Patients with =1 postbaseline 19 10 26 8 14 7
assessment — no.

Complete response — no. (%) 0 0 0 0 1(7) 1(14)
Partial response — no. (%) 8 (42) 0 1 (4) 1 (12) 5 (36) 1(14)
Stable disease — no. (%) 8 (42) 5 (50) 18 (69) 4 (50) 8 (57) 0
Progressive disease — no. (%) 2 (11) 5 (50) 7 (27) 3 (38) 0 4 (57)
Missing data — no. (%) 1 (5) 0 0 0 0 1(14)
Overall response — no. (%) [95% Cl] 8 (42) 0 1 (4) 1(12) 6 (43) 2 (29)

[20-67] [<1-20] [<1-53] [18-71] [4-71]

* The denominator for patients with a complete or partial response, stable disease, or progressive disease is the number of patients with a
postbaseline assessment or early withdrawal. Of the 19 patients in the NSCLC cohort, 1 patient withdrew before the assessment of re-
sponse but was included in the denominator for the efficacy assessment (as having had no response).

i All patients with missing data withdrew early.

* NSCLC: non-small cell lung cancer

[6] Hyman et al. (2015) ** ECD/LCH: Erdheim—Chester disease or Langerhans'-cell histiocytosis
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| ﬁ?ﬁ'%qglilj\%mﬂﬂﬂfﬁhﬁ“& (ESIZJ:&%) ine platinum-based therapy
%% (Pz : 1 1 2- 1 70‘ P3 : 302_40015“) Biomarker analysis

B NGS. Z#E5DNDHY I ER Sub-Study A

» None of examined Biomarker present

N %"“/"H;E :/_A l/xj—‘_‘-|j=‘,r~/ Docetaxel vs MEDI14736
. = — =1 e Sub-Study B
B NivolumabRK B RIZTHA LT R + PIK3CA gene mutation
N N ~ s Docetaxel vs GDC-0032
OP20) 7T H A H Docetaxel X HE A5 B
= Sub-Study C
Eio)ﬁﬁgﬁ > Clé:ND1u, gZ CDK4 gfen.e amplification
DPZO)Endpo|nt7f)§PFS7f)\%ORR(: Docetaxel vs Palbociclib
. b Sub-Study D
DNO match SUb_StUdy(:B(Té}ﬁEﬁ’;‘é > FéFR ;eze amplification, mutation or fusion
0) %E (nivolumabiﬁﬂc‘: Docetaxel vs AZD4547
nivolumab/ipilimumab{# ) Sub-Study E (discontinued)

——* c-Met positive

erlotinib vs erlotinib + rilotuzumab
[1] Woodcock et al (2017), [7] Steuer et al. (2015)

https://www.ilcn.org/the-lung-master-protocol-results-and-updates/ 1 1
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Biomarker prevalence/% Response to

of sub-study investigational
Sub-study Final Accrual registrations Closure Date therapy M (%) Status
S1400A Total: 116 Durvalumab: NA/SSYE _EEIIEIIS Docetaxel _11 {16%) Administratively closed to enable
{non-match) 78 Docetaxel: 38 arm closed: 4/22/15 activation of new non-match study.
514008 PI3K Total: 39 taselisib: 31 BE/9% 12/12/16 Docetaxel 1 (4%) Closed at interim futility analysis.

Docetaxel: 8 arm closed: 12/18/15

$1400C Total: 54 Palbociclib: 19%/15% 09/01/16 Docetaxel 2 (6%) Closed at interim futility analysis.
(CCGA+) 37 Docetaxel: 17 arm closed: 12/18/15
$1400D Total: 45 A7D4547; 35 16%/12% 10/31/16 Docetaxel 2 (Th) Closed at interim futility analysis.
(FGFR+) Docetaxel: 10 arm closed: 12/18/15
$1400E Total: 9 R+E: 4 E: 5 M/A [closed too early) 11/26/2014 N/A Closed d/t discontinuation of
{MET +) development of rilotumumab

[8] Herbst et al (2017) 12
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/ dropped
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introduced > [} ’ ’
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[5] Park et al (2019), [10] Meyer et al (2020)
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* Response Adaptive Randomization
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Category

Total
Phase

Indication

Control

Primary
analysis

RAR*

I

I/1

I

/11

I

I\

Alzheimer disease
Autoinflammatory disease
Ebola

Influenza

Oncology
Ophthalmology
Pneumonia

Concurrent

Includes nonconcurrent
No control

Frequentist

Bayesian
No
Yes
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Treatment A
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Treatment A

Treatment A

Treatment A

Tumor 3

Treatment A
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[12] Collignon et al (2020), [13] Kaizer et al (2019), [14] Sridhara et al (2022)
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=
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B KB EIE T LY/ \ 1 ¥—J& (autosomal dominant AD (ADAD)

TILIINAT—(AD) BEEDS>HH1~30F L5, 1 BO TIHEFBIHIED—D, ADADIE, 7IOAKRFIERAR /Y
BMNTLE=1)> (PSEN1, PSEN2) DEEFEERICERLFEADEERRZ50%DERTIEZDESNTHY,

EILFREZECTHENRIETH D,

O iz

BHEETIVINAI— 2 ybT—25REE — v (DIAN-TU)
> DIAN-TUIL, ADADELTHHION BB EIRZT ILY /A4 < —J& (Dominantly Inherited Alzheimer’ s disease (
DIAD) ) IZDUWNTDAREE T FHIZOWNTERRERER DITAHEXTHMET HEBEMNLGMITEBHAAKRTHS
Dominantly Inherited Alzheimer Network (DIAN) @Eﬁffﬁﬁﬁ BFﬂ 7

> 1% (DIAN-TU Pharma Consortium), ADADR &&=
ADT3%, US National Institute on Aging (NIA),
FR#I X (FDA, EMA), DIAN EREHIZEZED
MEELSD/IN—hF—vTFELT, 2010FEIZERIL,

DIANIEA B3 SRR ((A%R)

WERDHRAERICE ST, & BHEBE 7LV =RIChh EMMICE->TEMEEBRRNITD
BEISEATES KU RMRIC DT Y TWREERTDURINHD "ET, HEEMOBRMRR, 7

MBTENTEET, FLPLE Ald, BRABREART ST EH IINA =T
, - . i
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X ER JB & : solanezumab . gantenerumab .

705‘1'_’/ N

[17] Bateman et al (2017)
Figure : https://www.alzforum.org/news/conference-coverage/dian-tu-gantenerumab-brings-down-tau-lot-open-extension-planned
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KRR (TH 1. RUBERRFER)
LB -

2012 2014 2016 2018 2020 2022 2024 2026 2028 2030
LYl V2

A‘ as ss —aa s a

— |

Secondary Prevention Trial
Alzheimer’s Association
NIA U0l AGOa2791  Lte, ~200
= NIA RO1 AGO46179 ici
GHR Foundation Roche e o
Anonymous Organiration
=  Altheimer’s Association
Envoilment complete Arm NIA RO1/R56 AG053267 janssen ‘j'
Now, 2015 GHR Foundation —
- Mml-ll O(ganimtion
Tau
c:‘“u:" 4™ Dr Alzheimer’s Association
un-in : NIA RO1 AG053267
GHR Foundation
Cognitive | Tau Anonymous Organization | 300
Rurtin | 5 Dnu?wn NIA RO XXO000KXX participants
% v 3
Population cgs.-.i[w. Tau NexGen
EYO -15 to +10 m..,{h, 6" Drug Arm
=
Biomarltr Interims
Primary Prevention Trial sk L e
Population .
Prim GHR Foundation
EYO-30to-15 | Cosnitive o/ Alikodmer’s Assodiotion
Run-in Drug TBD | Anonymous Organization

DIAN-TU Aims. Since 2012, the Dominantly Inherited Alzheimer’s Disease Trials Unit started dosing in
three trials and completed two of them. A cognitive run-in phase is ongoing for two trials targeting tau
and a primary prevention trial, whose study drugs are yet to be announced. [Courtesy of DIAN-TU.]
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EEBELTSEREDOE|{TLEEE3:1LL T, solanezumab75tz7R | gantenerumab TSR DH S

AT IR SR OEE
BRI AUEITH 5L EE X, Phasel 2RBOBRNSBELLHBRUHOAEIL. 1, 280125 1HR
LU N FT—H—DIERIZE-TEREFTELL,

NRDELTE :
Fe R BYER #N4E R E (clinical dementia rating, CDR) A0~ 1T DHEE FIEFE R H DD FE N (estimated years
from symptom onset, EYO)h -15FEMNS5+10EFET THOADADZE B R EHE

[17] Bateman et al (2017), [18] Salloway et al. (2021) 22
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HETE RIEF B DD E N (estimated years from symptom onset, EYO)
SRER DI =2 1+ HF R TO F#in LR ERE DADADFIE DHETE F D E

0

F s 72| 49.0 & 51.0 &% v=| 52.5 &%
EYO —2.04 +1.5%

\4

-1

-2

HEREEHBDISER (EYODNEELT—150)ZRAEL, FIHDDRENHERE
ETZETILIECRDRASAR)

-3

Change in Cognitive Composite Z-Score

-4

[19] Wang et al. (2018) 23
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O nERk
RAZXRLZE ST BRI ETET )L (Bayesian multivariate cognitive disease progression model (DPM))
Yii=1,,kj=1,-n WEE [CHTD BEEDAEEESTMER)
EYO;;: M3 HEYO (£)
T, SRER D #EIT AFF R TOFEEFERIHERE DADADFRIE D HETE F o D= ()

Y _{ ]/l+f(EY0U+51|a)+€U, (EYOU <TL)
ij —

Vi + f(T; + &ila) + e?[f(EYO;; + &i|a) — f(T; + §ila)| + &5,  (EYOy; = Ty)

0 (x < —15)
Jf(x) = {(1 + x| — ) + (= XD apx+1 (—15<x <15)
Q15 (x > 15)
=20 I RBEAE. a=(a_; ,a_14,, 21576
SBEMRIL. ! TEZE SN Bcognitive progression rate (CPR) THERah b,
» CPRML.00THAIE. RAEREE T OFEE (X BEEFEL,
» CPRAN0I0THMNIE, SARICES>TIFERBELYB70REHEEEIE T DERINESE D,

AEBETIL, CPROVIEK G LGB EEMEESN0981 ZHEZ/-BEIC, HEHHBELHE

[19] Wang et al. (2018) 24
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FRATHIER

> Solanezumab (5245]). gantenerumab (5245) . §F& 7S5t (40451) A

FHiich ., FERETEFICDOVLTORHYEITFIGHh o1,

> HETS5EREIZX T HgantenerumabEE D CPRIZDWNT, B S A
D F{EIL1.063THY, CPRAV K LA HMEERIL0.144TH 1=,

> HET5tREEIZXT BsolanezumabEEDCPRIZDWNT, 2T D
FEH{EIF1.255THY, CPRAII K EELSHHESRE(X0.0001 TH-T=,

> FERIZRELT-, CPRIMMKEELHEREERMN0ISIEBTHAMEL
SEELFBI-SHMoT=,

SHRLUIARXTDER

> ETILDRENERICHEBRTIE B SN TLEILI2DD.,. R1E
HIE RS ET L (mixed models for repeated measures, MMRM) [Z &5
EERNGREEZTTY, J:J_O)ﬁ"nuﬂﬁlij"ii’)bf&b\oto

> WIFNOEHRIERMBERECERKRBBERR T YMIDWTIETESIL
Ehof-

[18] Salloway et al. (2021)

) 1) S
O n=ER
SR Lk n=194
k%5 n=1
#B5: n=193
FEREAL: n=49

TEHY: n=144

solanezumab: n=52
5€T:n=39
BHrETFtR: n=40
5ET:n=30
gantenerumab: n=52
5 T:n=36
Salloway et al. (2021)M5>DHRZE
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