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On June 7, 2021, the FDA approved Aduhelm (IDRAC 331017) (aducanumab-avwe) for the treatment o
Alzheimer's disease. Aduhelm was approved using the FDA's accelerated approval pathway. which ca
be used for a drug for a serious or life-threatening illness that provides a meaningful therspeuti
advantage over existing treatments [Marketing Authorization Procedures: Procedurs for Priority Review
Accelerated Approval (IDRAC 37909)]. Accelerated approval can be based om the drug's effect on
surrogate endpeint that is reasonably likely to predict a clinical benefit to patients. with & required post
approval trial to verify that the drug provides the expected clinical benefit.

The efficacy of Adubalm was evaluated in 2 double-blind, randemized, placebo-contrelled, parallel grou
studies (Studies 1 and 2) in patients with Alzheimer's disease. These patients had confirmed presence o
amyloid pathology and mild cognitive impairment or mild dementiz stage of disease, consistent wit
stage 3 and stage 4 Alzheimer's disease, and were stratifiad to include 8026 and 20% stage 3 and stag
4 patients, respectively. The effects of Aduhelm were also supported by a double-blind, randomized
placebo-controlled, dose-ranging study (Study 3) in patients with Alzheimer's disease, followed by a
optional, dose-blind, long-term extension pered. The patients in Study 3 had confirmed presence o
amyleid pathology and prodromal or mild dementia stage of disease, consistent with stage 3 and stags
4 plzheimer's disease, with an enrolled respactive distribution of 43 stage 3 and 57 stage 4.

In Studies 1 and 2, patients were randomized to receive Aduhelm low dose, high dose. or placebo sven)
4 weeks for 18 menths, fallowed by an optional, dose-blind. long-term extension period. Both studie
included an initial titration period of =6 months to the maximum target dose. In both studies, patients
were enrolled with & Clinical Dementia Rating (CDR) global score of 0.5, a Repestable Battery fo
Assessment of Neuropsychological Status (RBANS) delayed memery index score of =85, and a Mini
Mental State Examination (MMSE) score of 24-30. In Study 3, patients were enrolled with a global CDA
score of 0.5 or 1.0 and an MMSE score of 20-30. Patients were enrclled with or without concomitan
approved therapies (cholinesterase inhibitors and the M-methyl-D-aspartate antagonist memanting) fo
Alzheimer's disease.

Studies 1 and 2 were terminated prior to their planned completion; study endpoints were analyze
based on the prespecified statistical analysis plan. In Study 1. the primary efficacy endpoint was th
change from baseline on the COR-5um of Boxes (CDR-SB) at week 78. Aduhelm high dose demonstrate
reduced clinical decline, &= evidenced by a statistically significant trestment effect on change fron
beseline in CDR-38 compared to placebo (-0.39 [-22%], pvelus = 0.0120). The estimate of th
treatment effect favered Aduhelm acress all prespecified subgroups of interest.
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Safety was evalusted in
placebo-controlled and lo
dose of Aduhelm once mg
menths. In the combined
in the high-dose group v
adverse reaction resulting
extension periods was amyloid-relates T ]

superficial siderosis. Other adverse reactions that ccourred in =2% of Aduhelm treated patlen’rs |nc|uded
headache (21%), ARIA-H microhemorrhage (19%), fall (159 ), diarrhea (9%, and confusionidelirium/
altered mental status/disorientation (8%:).

2. Regulatory History

April 6, Investigational new drug application (IND) 106230 was opened inthe US for Aduhelm for
2011 the treatment of Alzheimer's disease [Clinical Research (IDRAC 34592)].
A Type B end-of-phase 2 meeting was held, |nc|ud|r'g prelm'\lnary dlscussmn regarding
December |study population [
16, 2014 Spensors or Applicants of PDUFA Products. December-2017 (IDRAC 25?090], Guidancs
Eulletin (IDRAC 268263)].
Special protocol assessment (SPA) agreements were sought and obtained from the FDA
September for phase 3 studies of Aduhelm [Guidance for Industry: Special Protecal Assessment
2055 all (IDRAC 273444); Guidance Bullztin (IDRAC 227938]]. The
FDA agreed on the de5|gn and planned analysis of each phase 3 study and on the use of
CDR-5B as the primary efficacy endpoint.
geg:]elrgber The first patients were enrolled in phase 3 trials of Aduhslm.
The sponser announced that Aduhelm was granted fast track designation by the FDA
Saptember |[Gu f " I 2 i Conditi - i
1. 2016 (Finall, May-2014 (Updated: 21-September-2017] (IDRAC 259122); Guidance Bulletin
(IDRAC 167091)].
The sponser announced that it would discontinue the phase 3 trials when & futility
March 21, T h . i :
2019 analy5|s_|nd|cated th_e_tnals were unllk]ely_t& meet their primary endpoint by study
completion. The decision to stop the studies was not based on safety concems.
During & meeting with the sponsor, the FDA concluded that “it would have been more
June 2018 appropriate if futility had not been declared” for Studies 301 and 302. The agency further
stated that Aduhelm could be an effective drug for the treatment of Alzheimer's disease
hased on Study 302 results.
The sponser conducted a new analysis to examine & larger dataset from the phase 3
trials. Following consultation with the FDA, the sponsor decided to proceed with plans to
submit a rolling BLA (IDRAC 167091). The sponsor stated that the difference between the
Octohar 22 results of the new data analysis and the cutcome predicted by the futility analysis was
3019 * |largely due to patients’ greater exposure to high-dose Aduhelm, but other contributing
factors included having data on more patients, a longer average duration of exposure to
the high dose, the timing of proteccl amendments that allowed a greater propertion of
patients to receive the high dose, and the timing and pre-specified criteria of the futility
analysis.
February . d db l bmission with th
20, 2020 The sponser opened BLA 761178 and began & rolling BLA submissicn with the FDA.
The sponsor and the FDA met for a Type B and Type C '“.eetmg (IDRAC 263263) ho discuss
une 2020 |and support submission of the BLA [
Communication and Approvel (IDRAC 37904)].
uly 7, 2020 |The sponser completed the rolling submission of BLA 761173,
u80st7. |The FDA accepted the BLA and granted it priority review (IDRAC 37909).
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07-Jun-2021 v us Product Approval Bulletin: ADUHELM (aducanumab- This product approval bulletin summarizes 22-Jul-2022 This update contains a change to the
™ avwa) Solution for Injection, BLA 761178, Biogen Inc, the regulatory history of ADUHELM WA regulatory report type.
' . ‘ :Ia rivate EN ﬁ 07-Jun-2021 (aducanumab-avwa)is approved for the !
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[Formatting Change  [2021-12-16 [This update contains a change to metadata. | . . .
General Review  2021-0-08 Lpsr pdate concerms general information validation with minor » Marketing Authorization Procedures

- Priority Review/Accelerated Approval Procedure

Q1 Intreduction

Q1.1 Are there processes for expediting drug approval and/or shortening drug review? ° Marketlng Authorlzatlon PrOCedureS
ez, Chinag has set up a priority review process to expedite the drug review and approval for innovative
drugs and drugs in urgent clinical need. _ H
For drug application that accepted for revie w after July 1. 2020. the scope of and review process should Una pproved Drug Use/compaSSIOnate Use Procedu re
follow Drug Pegistration Begulation revision (IDAAC 308465), where the expedited review and approval
process are described in Chapter four of newly issued revision. . HOW tO Mal‘ket. N

There are four drug registration pathways. i.e. breakthrough, conditicnal approval, priority review and

specigl review process are available _ Orphan DrugS

* Breakthrough review pathway: apply during clinical trial; it is for innevative or improved new drugs
with obvious clinical advartages that used to prevent serious life-threatening dissases or seriously . g
affect the quality of life. and there is no effective means of preventien or treatment. and there is = Drugs for Ped latric Use etc...
sufficient evidence to showthat thers is sufficient evidence compared with existing treatments.
Those granted with breakthrough pathway can have more frequent communication with CDE, use
relling submission and can further apply for conditional approval and priority review if maet the
requirement.
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* Conditional approval is for these are still inclinical trial phase and meet one of the following
conditiens:
Treats a dlsease that iz |ife- threatemng and has no ef‘Fectwe treatment and the drug have
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