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Prescribing Information

WARNINGS AND PRECAUTIONS

INDICATIONS AND USAGE
LEQEMBI is an amyloid beta-directed antibody indicated for the treatment of
Alzheimer’s disease. Treatment with LEQEMBI should be initiated in patients
with mild cognitive impairment or mild dementia stage of disease, the
population in which treatment was initiated in clinical trials. There are no
safety or effectiveness data on initiating treatment at earlier or later stages of
the disease than were studied. This indication is approved under accelerated
approval based on reduction in amyloid beta plaques observed in patients
treated with LEQEMBI. Continued approval for this indication may be
contingent upon verification of clinical benefit in a confirmatory trial. (1)

Amyloid Related Imaging Abnormalities (ARIA): Enhanced clinical
vigilance for ARIA is recommended during the first 14 weeks of
treatment with LEQEMBI. Risk of ARIA, including symptomatic ARIA,
was increased in apolipoprotein E €4 homozygotes compared to
heterozygotes and noncarriers. If a patient experiences symptoms
suggestive of ARIA, clinical evaluation should be performed, including
MRI scanning if indicated. (2.3, 5.1)

Infusion-Related Reactions: The infusion rate may be reduced, or the
infusion may be discontinued, and appropriate therapy administered as
clinically indicated. Consider pre-medication at subsequent dosing with
antihistamines, non-steroidal anti-inflammatory drugs, or corticosteroids.
(5.2)

LEQEMBIDINIVIE, REIOEEE(HE. IDN®, 32ihAE(Payer)H'S
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1 NAADIEDHBRAFER T/ M AT =TI L DERAEISEBOSNET VY INM?—HBICHT2HE. —R:LAR27 %2 the US. Food and Drug Administration kEEREZERE
%3 Accelerated Approval %4 Key Opinion Leader ¥5 Amyloid-related imaging abnormality 6 Integrated Delivery Network #t & EBERYIN7—% 6
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FDA Neuroscienceflifi®DirectorT#3Billy Dunnffi1 5%, & #H&E2HRFC
LEQEMBI*OERMICEITIAT AN R
“Alzheimer’s disease immeasurably incapacitates the lives
of those who suffer from it and has devastating effects on
their loved ones.

This treatment option is the latest therapy to target and
affect the underlying disease process of Alzheimer’s,

instead of only treating the symptoms of the disease.”

Billy Dunn, M.D.
Director of the Office of Neuroscience
FDA Center for Drug Evaluation and Research

%1 the U.S. Food and Drug Administration kBB REERE
¥2 ATV EDERRRRTNAAT = T4 EI—FLDORRBRARHISBOINET VY N2—RISHTINE, — KB :LhReT
%3 https://www.fda.gov/news—-events/press—announcements/fda-grants-accelerated-approval-alzheimers-disease-treatment 7
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CMSOAdministratorC#3Chiquita Brooks-LaSureK5'.

LEQEMBI "L EREM SRR IC. ZIWVERBOERIC. KVILELEANLY %
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“At CMS, we will continue to expeditiously review the data on
these products as they become available and are committed to
timely access to tfreatments, including drugs, that improve
clinically meaningful outcomes.

If lecanemab subsequently receives traditional FDA approval,
CMS would provide broader coverage using the framework we
announced last year, under coverage with evidence development,

on the same day.” Chiquita Brooks-LaSure
Administrator of CMS

%1 Centers for Medicare & Medicaid Services *2 NAAI I EDHBRFER TN AT =TtV EI—YYL1DERAREHISBONEFZ VY N T—RICKHTINE. —RB:LHxeT
%3 https://www.cms.gov/newsroom/press-releases/cms-statement-fda-accelerated-approval-lecanemab 8
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alzheimer's % association

December 19, 2022

Chiquita Brooks-LaSure

Administrator

Centers for Medicare & Medicaid Services
7500 Security Blvd

Baltimore, MD 21244

RE:  Final and Formal Request for Reconsideration of National Coverage Determination:
(NCD) for Monoclonal Antibodies Directed Against Amyloid for the Treatment of
Alzheimer’s Disease (CAG-00460N)

Dear Administrator Brooks-LaSure:

The Alzheimer’s Association formally requests a reconsideration of the Centers for
Medicare & Medicaid Services” (CMS’) coverage policy established in National Coverage
Analysis (NCA) CAG-00460N,"_Specifically, we respectfully request that CMS remove the

Re: Final and Formal Request
for Reconsideration of
National Coverage
Determination (NCD) for

. Monoclonal Antibodies

Directed Against Amyloid for
the Treatment of Alzheimer’s
Disease (CAG-00460N)

LEQEMBI“NORERRAIIC, RKEZIVYINA17—REE TOE. 22080ADARELEREICES
FDA®|CKBERPES(T/-AD;EEE L. FIRMOLLY
ZWHNLY S DRIREEZRDDINLEZCMSIC X

“Treating Alzheimer’s: A New Era Begins with
Lecanemab” LHELESar b 2—"HREHEh

Treating Alzheimer’s: A New Era Begins with Lecanemab

Few diagnoses in medicine are more devastating than Alzheimer’s disease (AD). Barely known to the

public four decades ago, the number of people living with dementia — estimated to stand at 55 million in

2019 — is expected to rise to 139 million in 2050, and 75% of these individuals have not been
diagnosed. The toll on patients, families, and society of this ubiquitous and ultimately fatal disorder is
staggering. The number affected more than doubles if one includes the millions of cognitively normal
older people who do not yet know the disease is underway in their brains. But breaking news from the
Clinical Trials in Alzheimer’s Disease (CTAD) Conference late November 2022 suggests this bleak
outlook is changing. A disease-modifying treatment for Alzheimer’s has finished a highly successful
trial (called Clarity AD), the results of which will soon be reviewed by the U.S Food and Drug
Administration, with approval widely expected to follow.

At the CTAD Conference in San Francisco, around 2000 physicians, scientists, pharmaceutical

... The many undersigned AD clinicians and other experts know this terrible disease all too well from
witnessing it up close. We herald the foundational advance represented by the advent of lecanemab
therapy. Now, we must build on the success of science to translate these gains into even better outcomes
for patients and families. Autonomy and justice dictate that our patients have equitable access and the

opportunity to make informed choices regarding reasonable treatments that can impact their lives and well-

being. No barrier can be allowed to stand between our patients and a treatment that has a reasonable risk-
benefit ratio and significantly reduces the causative pathology. [Treating Alzheimer's DL-%—Jt)tk##]

%1 Centers for Medicare & Medicaid Services 2/ \AA I EDHRBRAFER T/ AT =TI LOERMEHISBONET VYN 2?—RKRICHT2NE. —RB:LHxeT
%3 the U.S. Food and Drug Administration REIBEREFERB
%4 https://alz.org/media/Documents/final-NCD-reconsideration-request.pdf %5 https://www.alz.org/media/Documents/joint-letter-alzheimers-scientists—lecanemab.pdf
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...To summarize, the AAN believes that the phase Ill data from the CLARITY
AD trial indicating a direct clinical benefit warrants a focused expedited
reconsideration of the existing coverage policy as it applies to lecanemab,
as it would have been impossible for CMS to consider this highly relevant data

at the time that the NCD was published.
We believe to promote patient access to therapy, that

a

o chom oF it would be appropriate for this reconsideration to

February 2, 2023 occur so that a revised decision can be released with
Do, v i A i G an effective date concurrent with a potential

7500 ety B traditional approval of lecanemab. Furthermore,

Baltimore, MD 21244

RE: Monoclonal Anibodic Dircted Against Amylid for th the AAN believes that a similar approach could be

Treatment of Alzheimer’s Disease [CAG-00460N]

Db, Syl applied to future products which meet the standard
1;";’“ e e eesna| S€E DY the phase Il data published in NEJM.

1111 al Neuroscienc eD 0165510 1als The AAN is dedicated to promoting the [Monoclonal AntibOdieS Directed AgainSt AmyIOid fOf the Treatment of
Alzheimer’s DiseaselL-%—JVi%k#2]

*1 American Academy of Neurology %2 Centers for Medicare & Medicaid Services 1 3
*3 https://www.aan.com/siteassets/home-page/policy-and-guidelines/advocacy/comment-letters/lecanemab-ncd-reconsideration-request.ndf *4 National Coverage Determination
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“The company just submitted their data for full approval, not the
accelerated approval. That’s going to be coming up. So | don’t expect the
CMS policy to be a totally fixed policy, we have a lot of communication
and I think they’ll reach a good spot.

It is important for me to always point FDA has a mission. We don’t tell
CMS what to do. CMS doesn’t tell us what to do. I liken it to a relay race,
where we need to make the baton handoff a lot smoother. That’s not a

new problem. But this has really brought it to public attention, and I don’t

think that’s a bad thing.”

Robert M. Califf M.D., MACC
Commissioner of FDA

%1 the U.S. Food and Drug Administration REIR REZFERE *2 https://www.chbc.com/video/2023/01/10/cms-limiting-coverage-of-alzheimers-drug-not-a-fixed-policy-says-fdas-robert-califf.ntml
%3 Centers for Medicare & Medicaid Services *4 National Coverage Determination
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Understanding ARIA

1 I MADIV EQOHRRARARBR T/ AT =T 10 7 ET—F L DRBEAREI SBOINET VY N2 —RBICHT Ik, —&B:LHR27 %2 Amyloid-related imaging abnormality 7SR/ REIEE &R 15



AD®DPatient Journey%ZXA2/\17 51>

= Lecanemab™ Lecanemab A

AHEAD 3-45 8% (7z—XIIl ) Bl i n o T

A3 A45 y > .

RTEE(FA—PMI2082-28L)DYTRE2TF1—H
Lecanemab Clarity AD-OLE*3 T {7
BRTESA | 2023FEhORBEEHET
{if Lecanemab HISIZEL S X (4EIC1E, 12BIC1ER S DY T REF1—H
Bk #1525 201-OLEHMTiTH
S (XFFLR) LYAy |, 2023 EROBRFEEHET
| CSF Ap42 o
R d oS
| wems Amyloid PET "z;}o.)
Yy wes CSF tau DIAN-TU
A% | Lecanemab + E28146tHL X /(LS50
< wwus MRI + FDGPET Tau NexGen*? Phase Il/II
..'.n- / .,_,-"" 4
E2814
/ Phase Ib/ll (DIAD*®)

= ' AD VIS EAN T HEEAD  SEAD

88 : Lancef Neurol 2013 Feb;12(2):207-16. 1 N(AD I EDERRRERT/INM AT —IT10 7 EI—HFLDERMARHISBOINLTIVY NL2—RBIHTBIE %2 LecanemabDREA7Z VY Nre—fmeadReLi7x—X I HH R
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202145EE4R-12A 20224EFE4A-12A 2022
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B 1,634 28.9 1,694 31.0 104 2,175
7 A HRH 1,208 21.4 1,619 29.6 134 2,295
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PIT ST 7 X H* 366 6.5 378 6.9 103 490
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%igﬁiff;g:%*s A2,235 - .| A2.495 _ _ 112
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TIOTIT/T XN - - 1 0.6 - - -
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MABINE BT TIHI=E

L&y HERB(71—-X) REEHE = -
(HBRHY-) NCT# 15— (BB EEEOR) AR AR RR) )
| S1—Z | 7588 :2.5mg/kg, 5mg/kg 75 8% :MCl due to ADRRUEEREAD-D (NIA-AA)
%1 T %2 (biweekly, monthly) ,10mg/kg CDR 0.5-1, CDR memory box =0.5, MMSE 22-30,
(:Eei::ineBn;:ben) “‘Lﬁfﬁ‘;“ (58";’2')3 (biweekly, monthly) . 75+t | WMS-IV LM II: =1 SD below age-adjusted mean, 7 SOCKEEHE ADCOMS (1248)
+ Blog NC'?(-)1767311 OLE:10mg/kg biweekly, Q4W | OLE:18 AL EixEXh/-EEREHRIZ. 4 :BARIIC1E (Q4W)
713 Q3M =3 3 ABAIC1E (Q3M) 853237 A4 F1(cS AT &E
cpea. , a75L8% :MCI due to AD XU EEREAD-D (NIA-AA). CDR:
| b Clarity AD 2D :'7"_""5*'13"‘_912@ (biweekly) | o 5-1.CDR memory box =0.5. PSO/KEBHE. MMSE=22.
(E.ec.ang_ma ) (Zz=X1I) (1906*3 *4) 0LE'1Omg7/kg; ‘biweekly WMS-IV LM II: =1 SD below age-adjusted mean CDR-SB (184A)
s, Blogen NCT03887455 720ma weekly (SCHIRE2) SCHTRHF 1: A—AF12 D7 IO/KPETORE
I3SCis SR EI4:ARLIAICENE
lecanemab AHEAD 3-45 — CDR: 0, MMSE=27, WMS-R LM 1I=6 A3:7=O4KRPET SUVr (216 :8)
(Eisai, ACTC, Biogen. (72=% lll) 7"?'1’&)73’)""” Smg/ kot 112915‘9/ k A3: A7 SOCKERARAEICHS A45 : Preclinical Alzheimer Cognitive
NIA) NCT04468659 TR A45: A7 IO Composite 5 (PACC5) (216:;8)
E2814*5/lecanemab DIAN-TU DIAD*S, sBNKkEEH IE E2814. lecanemab PIWVINIZ—ROBREALLZIERZFREL. REFMNEHRRST | 18524 @HS5104 (SRR )E
(Washington University (Zx=X II/1ID ®., FIBMCL. =13 7'1'_'1,'"(E281 4) REBOREEHRHD)SE10F LA, BMBREEEEEEERM | LU 208 B(REBEBIT)ICHITS
School of Medicine, Eisai) NCT05269394 EERME (168) 7EE BEEIS EEEMAE. CDR:0-1 2PETOE(LE
d b ENVISION 10ma/k thi 7iOq/KEB1E. MCI due to AD 7=I3 BEAD (NIA-AA) . MMSE:
aducanuman (7z—X llIb/IV) EHAD (1512) mg/Kg monthly 22-30. CDR memory score>0.5, CDR-SB (78i#)
(Biogen, Eisai) 751K X7
' NCT05310071 e CDR-Global Score:0.5 or 1.0, RBANS" ' =85
TRAI(L7B:LEA_Z;RI_I ?LZ Zara—2iHs 1 40()7;3:'3%\'?1‘;’ tx03’7 oW .8 18 MMSE:_20—28 o Integrated Alzheimer’ s Disease
NCT03367403 BEREAD (272) TStk F flortaucipir & °F florbetapir PET®eligibility criterial—& Rating Scale (iADRS) (181 8)
TRA"EB;;:\EE;_IIII\I)'Z 2 EHAD (7ara—2l donanemab 8 15 . MMSE: 20-28 iADRS (76:8)
NCT04437511 HSEERE) (1800) 751K F flortaucipir & F florbetapir PET®eligibility criterialc& !
donanemab
CEli Lilly) TRAILBLAZER-ALZ 3 TLEU=h donanemab Telephone Interview for Cognitive Status-modified (TICS-M) Time to clinical progression by
(7z—=X 1) D (3300) shalpis A7 TRAEEN RGO TV LN E 2R, 7IOCREXY | Clinical Dementia Rating-Global
NCT05026866 ‘ B2 REBE—HTB) BE(b 27 (P-tau)DIERE2EITS Score (CDR-GS) (~182;8)
TRAESAZNE S | =map (7akn—=n donanemab o o MMSE: 20-28 ORS (768)
NCT05508789 HSEE) (1500) 751K F flortaucipir & F florbetapir PET®eligibility criterial=&
remternetug TRAILRUNNER-ALZ 1 remternetug (IV) P = ey el _ . . s . X
LY3372993 (71—Z 1) E0AD (600) remternetug (SC) MMSE: 20-28. %\?"fslaﬁféT;ﬂ;;é%?gﬁﬁ(P tau)dB &k PETAF¥+rT7IOCREEHED
(Eli Lilly) NCT05463731 750 \

ROHSN-WREROIE (52:8)

LEEOEHBRT T BEIZ. 20231 A28H0NClinicalTrials. govDIE R EHEICTI—FIHEE OLE: JEERIERSIR IV:#lkiEH SC:RTiEH x1 NIAT7—IF10 0 I—FLDHERARRHISE SN/, ADICHT 3K *2: response-adaptive randomization

*3 REIOEFIM11182SE ¥4 SCHTR2F(TIRA7HBRICSMEN TOEVRBREIRIOFZEMTHERAANTE *5 MMTBREZVIRE(I—Y ). REDOI=/—>F71 ALy O R (UCL)EDHRTAR
%6 Dominantly Inherited Alzheimer's Disease %7 Repeatable Battery for the Assessment of Neuropsychological Status
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BHAD AA* (3kE ) LEQEMBI XEl 2023F1HA AA %2 - t1h
BHIAD 7V &R (KE) KE 2023F1H 7 &BIChIT/=—PEEHE (sBLA™S) I
EHIAD (EXM ) EXM 202351 A #&:2HE (MAA'C)
g E= - *7 = oiE
Lecanemab*2 BHAD (B&) HZ 2023%F1A &:2HEE (J-NDA'7) (BEFEmBICIEE)
(RABTARZTUVAK)  sugap () hE 2022F12F &iZHEE (BLA) F—2izHiBasA
ZL59J=AIAD ACTC*S EEERD 77—l
RTERA (HAEM) BT A42571%301-OLENTREE 2023FEHBEFE
I AVTFFOARE BT A271%2201-OLENTEIE 2023FEHEFE
Tau NexGen*!! DIAD* 22315 e e
E2814" Lecanemab&D#tAL I X Zx=ZAIlZll gﬁq:
(FIMTBR* 19277 #ifk) 1035i5% DIAD% % o 1
HM A AT—h—IcEBTE 13DRE Z2I=A 1b /Il EfTH
E2511 - e
(TrkA AL FTABER) 0 I 2L MAD tan
E2025 .

%1 ATN: Amyloid, Tau, Neurodegeneration ¥2 INIA I EDERBRAERT/NIAT =V T4 2 ET—HFLDERRRHISEBONE=TIVYIN2—RICHH T3 3 AR: 7EOCRKAR—% %4 AA: Accelerated Approval RE&R

%5 Biologics License Application X6 Marketing Authorization Application ¥7 Japan—-New Drug Application ¥8 ACTC: Alzheimer ‘s Clinical Trials Consortium ¥9 EE®DI=/N—>F1 ALYY OV EOHERT

%10 MTBR: Microtubule binding region #/MNER SR x11 BEEE7ZNVYINr2—2 Vb 7—5E81=vF (DIAN-TU)A'SEHEe3 BDIADIC X9 2B5 K LER * 12 DIAD: Dominantly inherited Alzheimer’' s disease BHBIE7IVY NIV —TK

%13 TE: Target Engagement %14 TrkA: tropomyosin receptor kinase A ¥15 MAD: Multiple Ascending Dose RiE#%55tE% %16 Erythropoietin—producing hepatocellular receptor A4 9
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F1MV—45®EMerck & Co., Inc., Rahway, NJ, USADF &4t TdHhBMerck Sharp & Dohme CorpDEFREIE., FrMV—4BPL DBt A% Merck & Co., Inc., Rahway, NJ, USADF£4E T3 BMSD International GmbHEMDIRIEIC K BRE R ERIC
BOEHERIMSEHET, 1L: 77—Ab312, 2L:EHVRST1Y, 3L Y—K512 ¥ 1 hETHERIF—M M %2 Last Patient In ¥3 JERELRHA. (LEBELOBEA %4 Transcatheter Arterial ChemoEmbolization %5 BHA. KEBHA. BIE. IBEHA.
RN A ¥6 MNFERTEHURISHEOHEFRF x7 #kxX 24t PRISM BioLabLDHRRIE R ¥8 N—/N—RKFEEDHERBRIER x9 7VANMNY 21¥—X RA217 LDHFRSER—A% R farletuzumab ecteribulin %10 RFFEMESE
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RABEHPOBEMERH<ETHHMNER. DTTHRE. EDaVFL2RTOENOTHIERGRETFETRHVEEA.
ERXEREBEFRERFAFMSIMRUICESEFERRAEBETORTEZSHBIESL,

EEARERICBEVTRHZNZIEHLSUICIHERIE. LWDWBT RiEBELIFIR /(forward-looking statements )22 # %Y,
NSO ER. REICHETEZIRAH, Fll. VAVZHS8E. RAMICChSONFTELREALIRXNLEGRE. BRREWVESD
AERMICE<SENTT,

BENSYRAIPAEREICE., —RHERALSVICHEORR. 7. EERBFEDEV > E—RHNEEASSIVERNE
BERRRHVIENETT . VAIPAERER. BRICKRRICBEELEZRBELFRICFELET. RmOVAY, KERMENICE.
BAES. JFFOMAatalCIIER. BASABRORT. RMOREHLSUICHRICEATIIZL—LPEE. AHIHEICES
HEMRAPCHRRNG. BEAAOREBEERE. w2857, BREERIAMIGINOHR. BAAOERICREZEAZHFD
ERBLEE, AIRAFARICHEIIRELCENIFENETTH. ChSICIRBTNZEDOTRHIELEA,

L RRBFARBICALTR, REBIUVC—FTT1IDVAIHHY), RBEER[REIREERNEWBETIENERIRR.
RHEHOAFEE. THEOZEHBONLEVEEREHIEFNETH. ChICREShZIEDOTRHIFEEA.

EHLWMEHR. BROERFLLLBETDOMOTIHIY, REVIRHICEMELBREHAEFELIMERTH>TH, ThETS
ERZRIT2LOTREL. BFEAILOTRHVFEEA.
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