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The 21th Century Cures Act

Subtitle C
Modermn Trial Design and Evidence Development

Sec. 3021. Novel Clinical Trial e Requires FDA to hold a public meeting and issue guidance documents

Designs. 1}111 wnuld assist sponsors in incorporating adaptive designs and novel
into new drug applications.

Requires FDA to evaluate the use of real world evidence to help support

Sec. 3022. Real World Evidence. the approval of a new indication for a previously approved drug and to

help support or satisfy post-approval study requirements.

Requires the Secretary of HHS to harmonize differences between the
Sec. 3023. Protection of Human human subject regulations under the Common Rule and the Federal
Food Drug and Cosmetic Act.

Streamlines the institutional review board process for trials that are
being conducted at multiple sites.

Sec. 3024. Informed Consent Provides FDA the flexibility to waive or alter informed consent
Waiver or Alteration for Clinical requirements for clinical trials with minimal risk, similar to existing
Investigations. flexibility for HHS and NIH under the Common Rule.

Research Subjects.

https://energycommerce.house.gov/cures 3
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Arrowsmith and Miller. Nat Rev Drug Discov 2013;12:569
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Park et al, N Engl J Med
2016;375:11-22

Density of Probability

Rugo et al. N Engl J
Med 2016;375:23-34
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Regulatory concerns
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operating char.

DMC charter
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Hirakawa et al. Pharmaceutical and Medical Dévice Regulatory
Science 2015; 46:714-720 (in Japanese) 13
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Mapping similar disease courses

Treatment start

ALSFRS-R

ALSFRS-R
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Target patient
® Good match for target
Poor match for target

0 6 12 18 24 30 36 42 48 54 60

0 6 12 18 24 30 36 42 48 54 60 25 20 -1 -10 5 0 Months from disease onset

Time from treatment start (months)

Months from disease onset Wicks et al. 2011; Nat Biotechnol. Watanabe et al. J Neurol Neurosurg
- 2011:29:411-414 Psychiatry 2016; 87:851-858 -
Watanabe et al. J Neurol Neurosurg Psychiatry 2016; 87:851-858 35 k{}
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Median OS in months (95% CI)

Low-Dose: 8.3 mo (6.7-10.9)

Medium-Dose: 7.4 mo (6.7 - 9.0) _

High-Dose Excluding Pts Over MTD: 8.7 mo (7.6 - 12.0) [ F
3, High-Dose Including Pts Over MTD: 8.6 mo (7.6 - 11.4)

Estimated

Time Since Starting Study Treatment (months)
Jain et al. Clin Cancer Res 2010; 16:1289-1297 39
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Yi~N(p;, 7)

. 0
. a+Bi(x;i—x) ifi<k . :‘V Ye 0 mg
7 la+ By (x; — xi) otherwise 1

M0
1-— Tt

a, By, o, T: INDA—R—
k: change point

N

1 1
Prsiyrd = | | [Prom = kiYe = pPrcv = pro
j=0 k=0
Yioo =1 —ye)(1 = y7),j =0,k=0 Y11 =Yei¥roj =1Lk=1
Spiegelhalter et al. 1996. Available at: _ _ N i — _ E— _ . L= —
http://users.aims.ac.za/~mackay/BUGS/Manu Yiro = Yei(1=y1),j = Lk =0 yior = (1 = yg)yr,j =0k =1

al05/Examples2/vol_2.html. (accessed 19 Bacon and Watts. Biometri _
Feb 2017).

1971;58:525-534. 41 Sato et al. Stat Med. 2016 35:4093-4109 42
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PF(YTL = 1|YEl = 0) = T[T|YE 0(xu 90)
_exp(@ + fox)
1+ exp(ag + Box;)

Pr(Yr; = 1|Yg; = 1) = Tppy=1(x;;01)

_ exp(a; + B1x;)
1+ exp(a; + B1x;)

BUEESENEMRS: 6o = 0,

Islam et al. Bulletin of the Malaysian Mathematical
Sciences Society 2012; 35:845-858. 43
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’Fﬁ‘iﬁ?g%‘ﬁr‘ (relative doSemtensny, RD]) ‘ |

Cycle: 200 mg/m /Day POin2 DIVIDED DOSES [ Day1 -28
=> Planned Dose: 100* BSA(m?)* 2(BID)*28(day) [mg]

BSA(Body Surface Area, {A &R E &)

2017/3/28 |f
= 3/12 evening > S 4/13 all .
4/14 morning

Total Dose: Total Dose:
200*1.87(m?2)=300 200*1.87(m2)*2=300
150*55(times)=8250(mg) 150*53(times)=7950(mg)
RDI:8250/8400=0.982 RDI:7950/8400=0.946
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Postel-Vinay et al. J Clin Oncol 2011 :29: 1728 1735
Postel-Vinay et al. Eur J Cancer 2014;50:2040-2049 46
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0.00 <RDI <0.50
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Probability
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Time (cycle)

*Cancer Therapy Evaluation Program (CTEP) of National Cancer Institute (NCI)

Hirakawa et al. (Submitted) 48
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Postel-Vinay et al. Ann Oncol. 2016;27:214-224.
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