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TRADEMARK ASSIGNMENT AGREEMENT

This Trademark Assignment Agreement {the “Agreement”} is effective as of the 3‘3% of November
2018 {the “Effective date”), by and between SANOFI BIOTECHNOLOGY with its principal place of
business located at 54, rue La Bodtle, 75008 Paris, France (the "Assignor”) and REGENERON
PHARMACEUTICALS, INC. {the “Assigniee”} with its principal place of business located at 777 Old Saw
Milli River Road, Tarrytown, NY 10581, USA.

The Agsignor and the Assignee are individually referred to as a “Party” and collectively as the
"Parties.”

Unless otherwise indicated explicitly herein, all the provisions set forth in the Immuno-Oneology
License and Collaboration Agreement (the “Colisboration Agreement,” as definad below) shall be
applicable to this Agreement. All capitalized terms used in the present Agreement and the
Collaboration Agreement shall Have the meaning ascribed in the Collzboration Agresment,

WITHESSETH

WHEREAS on July 1, 2015 the Assignor and the Assighes entered into an Immune-Oncology License
and Collaboration Agreement {the “Colishoration Agreement”); and

WHEREAS the Product Trademark LIBTAYO has been chosen for the cemiplimab-rwie, PD-1 Licensed
Product for the treatment of advanced cutaneous squamous cell carcinoma {CSCC) {“LIBTAYO
Praduct”}, and

WHEREAS Assignor is the owner of the trademark LIBTAYD in the United States of America {“USA")
and the USA Trademark Registration Ne. 5432812 for LIBTAYO, registered on March 27, 2018 {the
“Frademark”); and

WHEREAS on September 28, 2018, the US Food and Drug Administration approved the LIBTAYO
Product for the treatment of patients with metastatic cutaneous squamaus cell carcinoma {C5€C) ar
locally advanced CSCCwho are not candidates for curative surgery or curative radiation and Assignor
and Assignee have sold the LIRTAYO Product in the USA for such treatmernit; and

WHEREAS Assignor and Assignes co-market the LIBTAYD Product in the USA and the packaging, vials
and package insert for such LIBTAYD Product in the USA include the LIBTAYO Product Trademark,
respactive examples of which are attached to this- Agreement: and

YWHEREAS pursuant to the Collaborstion Agreement, Assignee is the Lead Comercialization Party

forall PD-1 Licensed Products in the USA and is therefors entitled pursuant to the Collsboration

Agreement 1o own and retain all right, title and interest in and to the Product Trademark forthe
cemiplimab-rvic, PD-1 Licensed Product in the USA; and M
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WHEREAS in accordance with the terms of the Collaboration Agreement, the Assignor now wishes 1o
assign the Trademark 10 the Assignee and the Assignes wishes to agcept such assignment;

NOW THEREFORE, it is hereby agreed as follows:

NOW THEREFORE, for good and valuable consideration, receipt and sisfficiency of which is heraby
acknowledged, the Assignor hereby expressly assigns, a3 of the Effsctive Date, to the Assignee,
Assignor's entire right, title and intarest in and 10 the Trademark, including the goodwill of the
husiness connected with the use ofand symbolized by the Trademark, and the right to claim prinrity,
in accordance with the terms and conditions set forth herein.

Section 2/ Representations and warranties

2.1 Assignor hereby represents and warrants that it is the sole and beneficial owner of the
Trademark.

2.2 Assignor makes no warranty with respect to the Tradermark dther than the one relating to
their material axistence.

3.1 The Assignment shall afso inciude all the Assignor's rights to sus for past infringements which
are not barred pursuant to any applicable statute of limitation at the Effective Dale.

3.2 Only the Assignee will be entitied to act against any counterfeiter or Infringer of the assigned
Trademark Including conestning any counterfelting or infringing acts that have ocourred
hefore the Effective Date.

Section 4fFinancial srovisions

The Financial provisions applicable to this Agreement are thoss set forth In the Collaboration
Agresment,

The prosecution and maintenance rules of the Trademark applicable to this Agreement are those set
forth in the Coilaboration Agresnvent.

Assignes hereby grants to Assignor 3 co-sxclusive license to the Trademark under the terms set forth
in the Collaboration Agreement.

The Governing law, furisdiction and Conflict Resclution applicable o this Agreement are those set
forth'in the Collaboration Agreamant.
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Section 8/ Miscellanegus

8.1 This Trademark Assignment Agreement shall be binding upon and inure 1o the bensfit of the
Parties and their respective successors and permitted assigns. Nothing in this Agreement shall creste
or be deemed to create any third party beneficiary rights in any individual, corporation, parinership,
association, trust or other legal entity or organization not Party to this Agreement. No assignment of
this Agreement or of any rights or obligations hereunder may be made by either Party without the
prior written cansent of the other Party and any attempted assignment without such raquired
consent shall be null and void.

8.2 This Trademark Assignment Agreement may onfy be amended, supplemenied or modified and
any provision hergof may only be waived, pursuant to a written instrument making specific reference
o this Agreement and executed by duly authorized representatives of the Parties.

8.3 This Trademark Assignment Agreemant may be executed in any number of counterparts, each of
which shall be deemed to be an original, and all of which together shall constitute one and the same

instrument.

IN WETNESS WHEREOF, the Parties have caused this Agreement to be executad by their duly
authorized representatives.

Al

Date:

eSS

Sanofi Bistechnology Regeneron ?hargy&a&éutica?s, fnec.

Signature: Signature:
Printed Name:_Emmanuelie RAGON Printed Namae: |
Title:__Proxy Holder Title: VY asd
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MEDICATION GUIDE
LIBTAYO® (Lit-TIE-oh)
{cemiplimab-rwig}
injection

What is the most imperisnt information | should know shout LIBTAYD?
LIBTAYD o & macicine that may treal 8 typs of skin cancer byworking with your immune aystem, LIBTAYO can cause your immune
systam o attack normal organs and tissues in any areaof your body and canaffect the way they work. Thess problems can
sometimes becoma severs or fHs-threatening andcan kad 1o death. These proflems may huppen anylime during teatment or
gven aiteryour weatment has ended. _
E}a§§ ot 886 your healthesre provides sight away i vou developy any symploms of e following groblems or these symptoms
gel worse:
Lung probiems {preumoniiiz), Sions and symptoms of preumonitia may intlhude:

s [sg of womening cough o gharinass of breath = ghest pain
intestinal probloms {colilis) thatcan lead telears or holes in your infestine: Signs and symptoms of colitis may inciude:

= diarrhea (dose stools) or more frequent bowe! mevements than usual

*  stools that are black, tarry, sticky, or have blood or mucus

& severe stomach-ared fabidomen) pain o tendemess
Liver probiems {(SepaBiis]. Signs and syimploms of hepatitis may include;

& yelnwing of vour skin.of the whites of v syes ¢ drowsingss

¢ gevere-nauseaor vomiting & dark itine $ea colored

s faln endhe dight side of your stomach ares s bleading or brulsing more easfly than nommal
{ahdomsn) @ fesling fess Hungry than sual

Hermone gland probioms {(especially the adrenal glands, pituitary, thyroid, and pancreas). Signs and symploms that vour hormone
giands ars not working properdy may indude:

* headachs that will nobgo away or unusus ® feefing cold
headaches = congtipation

»  rapid heart beat = yourvoioe gels desher

s incregssd sweating = verylow blood pressurs

s gxifeme tirsdness + yringifing more often than usual

» waioht galnor weight loss & nauses or vhmithag

» gizziness or falnting & gtomach-grea {abdomen)pain

= Tasling more bungry or thirety than usugl » changes in mood or behavis, such a8 dacreasey sex

® hair lnss ) drive, initabilily, or forgetiiness
Kidney prebisms, including nephritis and Kidney fallure. Signe of these problems may include:

¢ decease in your amount of wing s awelling in your anklss

¢ blood in your uring « lo5s of appetite
Skin prubiens, Signs of these problems may includa:

& rash & skin bistering

« itching ¢ painfulsores orycers-in mouth o nose, thial; or gonital grea
Problams In olfar organs. Signs of fhese grotlems mayinciude:

« headache « sesing or hearing things thal are not thers Gallucinations)

= Hredness or weakness = govers muscle wealness

+ slespingss » low red biood colls {anemia)

= changes in heartheal, such as beating fast, or = bnilses on e skin or tiseding

sesming fo skdp a beal, or pounding sensation = changses in eyesight _
= confusion, fever, muscle weakness, balance problems, nauses, vormiting, St vek, memory problems, or seizures {encephalitis)
= swollen lvmph nodes, rash er lenger lumpe on ekin, cough, shoviness of breath, vislon changes, or eve pain {sarcoldosis)
Rejecton of 3 ansplanied organ. Yow doctor shouls tell you what signs and symploms vou should report and monitor vou,
depending on the type of organ transplant that you have had.
Enfushon (V) reantions that can somedives be severe ahd #e-threatening. Signs of these problems may include:

= chills or shaking s fousr

= Heling or rash + {oet ke passingout
s fushing = hack or neckpain
= shoriness of bresth or whsszing = jacial swelling

# dizziness

Gelling medical reatment right away may help Keap these problems front becoming more sericus. Your healthcare provider
will check vou for these problems durng your treaiment with LETAYD. Your healtheare provider ray treat vou with corlioostercid or
hormone replacement medicines. Your healthoars provider may defay or complately stap treatment with LIBTAYOIf you have severe

gide sffadls,
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18 HOW SUPPLIEQ/STORABE AND HANDLING
URIAVG (eoripimab-rade} injebtion Is aclear (6 slightly opalescent, culuriess to pale
vellow solution that may contsin race amatnls of Benshoest 1o white particles. 18
supplied 2 carton contaiting 1 singls~dase vig of

& 5 g7 mi.{50 miplond) (NG B1755-008-01)
Stors in-a mitgersior . 200 B0 ESB*F 104655 in the origingl carton. Protect from
Hight. Bio-nat frenze or shake.

17 PATIENT COUNSELING INFORMATION

Advize e patidot io read the FlM-apprved patizet labeling-Mesdication Guide).

immune-Medisted Adverse Reactions

Addvise petients that LIBTAYD cah cause iminune-medisted adverse reactions

n‘ﬂuﬂ gy Hie foliowing fsee Warnings apd Precautions (5,11}

Frigirnonitia: Advise patlents 10 Contact thelr ealinsare: provier immddiatily
for signs o sym;}imi“s ol prigusienitis, including W or worsaning BympgTs
of cough, chest pain, 67 shortness of breath,

s Coift Advise. patients I cunlact thelr heaithoare provides imimegiately for signg
o symploms ; of oulitis, inclding sirives, blond ar musus it sipols, of severe
ahdomingd piin,

+ Hapatitie: Advise paffents io contact iheir heakhears provider immadiately for
signs of syraptoms of hegatiss,

= Endosrinopathics: Advlse palients 1o comact sk healtheare providar mmegintaly
for gigns oy aymploms of hypmbymaﬂsam typarthyraidism, adransl nsuficiensy,
hynophyaitie, nriype 1 diabeles melfitus:

& Népnri% 5 Advise patients th Sinkact thelr teatthoats provider imemadiately foe
Sgns or simiptems of rephrifis:

» Daematolugio Adverta Reactions; Advise patients to contact teir healtlicare.

 provider immediately i they deviion 3 new meh.

infusion-Relstzd Reactions

Advise palisnls Woontact théir haalthears provider i'nmedea&eiy forsigns o1

syraploms of infusion-related reastions fexe Wernings and Freceudions (5. 2,]

B Felal Toxicily

Advlse femaias of raproductive potential that LIBTAYIY can causs harm fo 2 folus 4nd

to inforvn their healthoars provider of a kown or suspesiad preghancy ftve Wamings

ang Precaytions (5.3 and Use I Specific Populations (8.3, .31

Advise fermalss of repraguctive pofential o use eliestive cortraception during

reatment and forst lesst 4 months alter ihe fas doss of LIBTAVD fese (s i

Soeuilic Pasniations (5.3

Laglation

Advise female pakisnis ot o Breasifead shils taldng LIBTAYD and for atiesst

4 myonths after the fasth dose {see Use i Specitic Popuiations | B2

REGENERON

Ianufautures by

Sugeneron Pharmacsuival, e

FIF (i Saw Ml River Rusd

Tarrytowm, NY 108815707

US License No. 1780

Warketed vy

Regeneron Phanmaceitionls, Inc. Taimyawn, RY 10591} and
senati-avents V.8 1L Bridgewatsr, M1 08807

S12078 Regenaron Bhanmacuuticals, i, / sencfi-puentis 105 LG,
Af vights resenerd.
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icr r.us i:w SUBESIY O Surative :'::d: atl e svsluied v iwo npenabiel,
Ms?i'nwny}:: son-sndeniien, mudinonon sidies Shidy 1453 NUTAESREN b an
1540 METHITROMO, Both s sk pabisne wath aumsmm e igenss Hat
regpved Systanmis i *mgg vitth mesenasuepFusan agnaly withi § vears; Nistory sz
i Ean tfsmg-a 3 et Trawatand with sl 1/PDNLY Glooidng sithodies o
W Checkpaint Hwhany; Brecdon with M beolie R o ?ssssﬂ*!::: &
N ﬂtsgmmws Rt HN S
szt LTS mafk nfavenously cvare 2 waeks firyo o 48 wedls
: aﬁ H 23 v b 38 wedky i Sudy 1540, Treatviet ot us?-’i
pragreesian of divenes, unsteplabie el ov completin of piavnedt Yasimant
Tugror Fenpeney FUSHIRAICHTS Ware ;3&'*6”’18(3‘ vy & wesls The mjnr ifvacy
BEiDIME IMSSBUTES Wore conlinvd n et respunss S {URR], s asiomed Uy
insependent contral veviow I0RY ahd ICR-ssesedd durativn of respones, Foy paifnty
i (OO0 wibnu extenntly visils Gyt Eesscm: TRE wes drienviscd
&y fesponss Bualuation Orieda in Soid Tomon FRHEY LR p,ﬁms swith
exteniahy siuible fdriss Jolans fosally adfvisnond ang ms‘m&ﬂc D805, OHK was
gelimine: -'3“'5\. z.cmp'"*%“e SRR it infegrated 108 aéSﬁ\Sﬂ}BEP\Eﬁ of raiologis
dete (REGIET 1,10 and il snveabtond ohtOoraie ANHO orlterial Thas effaoy
RUEUISY m‘smm& ted %‘Msn i ;:asw it had e apmmmﬁe forrt leant § mosiis
ot iz up,
Atalof 28 sudlamts Wit CROE ware envlied In Study 1423 and 82 padenty ware
sepoliad n Sy 1590, gt i:‘,p ] EB% petiane. 75 had metestate CRED mé a3 havd
faily sevanse 5300, S Bas 7 v 3 138 E0 56 yoRn ~aﬁ S5% ware
svi; B wees Wit 455 i SO08 PS Tand 573 g Ei?(‘i‘ P T 5O romebven
At oe FioE ANk o ney: 58% sacoheed gy s;wsvsaiamj
sirgery; aad 7% recnived fe o 00

disitersny, Alnong satents with matailvie D800
SUI N st rriahestanes snd 31O fisu only novind hetasianas,
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Gihek limmure-Madiates Agvarss Reaclinlis Table?d  Adverss Reaclionsin.z 10% wi Palionts with Advancod §S60

The folfowing clnlcally significant immune-tisdiated adverss reactions osunet at Rucohving LIBTAYD in Study 1423 and Study 1540

2p incldenee of < 1% in 534 patiénts who recaived LIBTAYD fzes &dveise Reatlions v :
8T orwers Teportad with the use of wilEr PD-TRD-LE blacking amtibodies, Severe | AdverseReacfions LBTAYS

or fatal cases Nave been reported for some of tiese adverse resntions, N=163

Meuyological Menthyilis, encephalilis, myedills and demysiination, myasthenid : : B X
sypdrome / myastienia neavis, Scilaln-Baive syadrome, nerve janéls, 8 Grades Srale 34
autimmure Relropihy : AP SR, . SO

Carrifovagentar; Myocarditls, paricarditis, vasculitides

Oafar: Uveills, IS, and otter scular inflammmatony toxicktiss, Sorde cases cap be
associated wilh milinagl detachment, Various grdtes of viswel impaiment tndnclude
biiridness can gocur i (vaitls aoours in combingtion with ether immune-mediied
adverse raactions, corsider a Yogt-Fovanagi-Harada fike syndromg, as fisnay
rg«;ui{?:treament with systemic-eorlicosteriisde fagiics this risk of parmansht
vigisndoss,

Sastromiestinal Panvreatiis fo indiusle intraases in sonmm amylase and fpase levels;
gastritis, dtndenids .

Misscsifoskeisial and Connsetive TisSue: Myosilis, risghdnmyolysis and assotiated
seijusles including renst faifure, aftheilis, polymyalgia theumatica

Feasateiagiost and fmmenological Hemalyti anersia, aglastic anemiia;
hemophagonytic lymphehistionylosis, systamic inflamimatony cesponss syadionme,
Histiosydic pecrotizing hmphadenitls (Kiwehi mphadenitisl, sarceidodls, immune
Hirombowtopenic pitrplra, s0ld organ ansplant refection

&2 Infusion-Relsiud Heackiuns

Geyere Infusinnsrelsien reantions {Bradie 3) netrad i 0.2% of putisns reteiving
LBTAYD fsee. ddverse Rgactions {6, 1)}, Moniler palients {or signs and symfitdms

S and Bubvusancous Tssue

o infusion-refated rebctinns. infermuat or siow e tate of itfusion.or permanently : & el ey
gsggmmm LIBTAYD baser o sevinity of reastion fore fasage and Adviinistration  Gongral and Adoniowation s 1
53 Embrys-Telat Toxiciy s s .
Based on s mechanism of action, LIBTAYO can taugs felal harm when sdministered | g o ]
an a‘nggnaﬁtw&mﬂ, Ahir;;eiﬁsisgdies haveddef‘n‘w%sirahsﬁ fiiat ma‘t;;biiéos ol cié;a " i —————
PO-YPD-LY pithiwalf oan {ead in Bersased risioof immung-medinted refuction 6f 18 | yyspasnieotonst and Connentivn Tsue
devaloping fetus iesulting in fotal death, Advise women of the potentish nsk to aiefis. | i ec )
Atk tomales of regrosiiclive potonlisl 0 e sieciv cuniacepion during e
“ragtmient with LISTAYGQ 30 for b least 4 mosths aftey the last dose foee tse i * MusTupsiel pair® i7 3
Speciic Foputalions (84, 8.3, e e e e R
6. ADVESSE REASTIONG * Bt o Sisston
The following seros adverse roaitions are dedoritied elsewhareintheiabeling. L .
* Severs and Falal inmune-Mediated Sdverse Reactions fees Wamings and i

rerautiong (.18 ' 4
* infusion-Beluter Reactions fser Wamings and Frecaufions 5.2 T e
&1 Clinieal Trinis Exparionia *Rashisa cgmpalsite taim st inpludes rashy maplnpagul, rash, dobmatilis rash generalind, dasmatlis
Beeaise ciinloal irals are conduciad under widely varying condilions, adverse ' h‘f“?’p‘“ m’g BMW‘ P, ?‘“,Wmmm‘_ rash t.mmi.m"“f‘m RS, 0 R,
seantion rates ohserver i the ciica ik of a drasy ganiok b dlreslly compared ) Pl compie ter i prafios e oty gl
i sates In Hhe cimiesd irialer el nnother drugrand mey.Aot refect tha raties ohsarved * Dizehas 8 8 vampsshe e ek e diarhea and saltl,
in practice. S Futigee i 8 composiie term sk Mctides {afpue At astieni

The stas destribécin WARNINAS AND PRECAUTIONS reflect eiposure fo LIBTAYG Aol gy ccmposl o Bt ook et pin b g g
i B34 prtienits I tup opan-Fabe, sirgle-mn, iulficaniost Studies (Siady 1423 and PR DI R TSI
Sty 1590 including 38 patients with metastallc (vodal or distant) CSCG, 68 patier’s. Yadle % Srade 3 or 4 Laboratery Aknormaliies Worsening from Bazefine

with loually edancad CSUS, and 371 pationts with oiher advancad sofid fumors, B = 1% of Patients with Sdvanced G566 Recaiving LIBTAYD I
LISTAND ds asingle agent or i combination with chamutizrapy or radiabiion wes Study 1427 and Study 1540

aﬁmiﬁiﬁ‘aféd iamenm;siy ::tmsrs ot mg:‘kg W&WQ weeks {B:ﬁ?}: 3 mi_}"kﬁ Fnns S e G e R i ed e S e e S S e e S e e e i
ayery 2 weeks =448}, & mp/ky every S waeks (=12), 10 my/kg eveny 2 weeks Vi sharstey Abnsmaliy Dradls 34 6

{a==63, 200 mg every 2 weeks fr=205 or 350 mg avery 3 weaks {1=33) Amang A . . ok R

ihe 534 pggnis, 38% were sxposed for 2 6 months'and 16% wensexposed tor
212 mmihs.

Thie stetta desucibad bajow refact exposure ta LIBTAYD In 153 patients with advanced
GEOG fmetesiatic or loually advanted disease) i Siudy 1423 and Sty 1540 fee

st

preased aspariate-aminolansierase 3

Cliniosf Stpdips. 134, Patiands reneiver LIBTAYD T migliig avery 2 wasks (=1},
Frogfien svary 2 wosks (=120} or 350 mg overy % weekS (=W es En naventts | peeacd il 2
Tfusitn tntl diseate trogfessiin, draceepabie lovinly, of tarspletion of planaed et metimeedem e it ae o md e en ket e e et £ i

tredtimant The medlan duradion of sxposire was 20 weeks (3 days o1, 4 years).
The safely sopulation characterisiics were: mpdian age of 71 yedrs (38 o 96 yewrs)
85% male, S6% white, and ECOB perfprmansasvere {5 of 0 (4d%yor ¥ (55%).
The mostcommen advarse reactions reporisd In 4t least 20% of pallents were
tatigue, rash snd dirrhae. The most common Grade 3-4 advarse reaetions (= M) -
sepsie; hypeiiension, preumonia, mustuioskaeletel pain, sidn infadtion, Tymphigaiia 7
nfaction ang atiole: LIBTAYD was pamanendy discontintiad dug 1o . - .
Hohs In 5% of padénis; sdvérsk martiohs resulling npermanent ;
discontinuiion werd pneomontis, autolmmune myosardilis, hepaiitis, assptic
meningilis, somplex tuglohal pait syntirome, suugh, and reuscular weakness,
Serious adviiee reaciions neded iy 28%-of pationts, Sadous siverse reactions
fhatoocuwed fnat least 3% of patients were collilitis, sepsis, pnesmonia,

: Hypalhuminessia i

presmonitis ant dinary fravt infection. T d E 3
Taile'® surmiriies fe adverse rmautions thab ovourred 1> 10% of patienis aud - |
Toble 3 suinmarizé Brade S and 4 latioratory Bhaoraiies worseaing from basetine ) ° :
In = 1% ot patienis receiving LETAYS, Hentrairemis ! 3

Hybsrestania "
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FULL PRESORIBING INFORIAATION

1 RMDICATIONS AND uSase

LIBYAYO s indivated for tha Yealmant of patients with metastafic cutaneons
sqiamais colf carsinoma (U800} oriocally advanced GSG% who are niot candidates
for curaive surgsry o curative mdiation,

2 DOSABE AND ADRUNISTRAVION

21 Recommended Booage )

The rgconimended dosage of LETAYO s 350 ag adwinistired a5 an inftavenous
infusion over 30 minutes avery Swaeks unil disenss prograssion of unacceniable
tosichy. ’

22 Dosage Medifications for Adverse Renotions

Withrold or discontinge LIBTAYO t0 misnags adverss rascticns o destrbed i
Table 1. N dose reduction of LRTAYG i recommended.

Tabla®: Recammunded Bosage Vidifoations for 8tveise Resstinns

Advalse Reaction Saverity®

LTV S Gisage MadiNieations

. Vithhod
Pagignonitis by -
¢ Penvanenty diendnge
!  Whed'
E L‘ﬂ;ﬁs ........ N
: Parramenty distontinug
{257 01 AT fcsergns o more
Shardandwpio tOtieste ¥
pger kit of popmal WM G | Walliheld!
B ﬁé?} bilkubsga ineresses up i
Hepatils &msifse_&& )
0 00e3 SO B 0 Dt
951 10 e the UL o i i
bl inorcass i moes B | ety osiating
i3 s the YN i
Graties 2.3, nrd ol i efiuinaly nevsksary
Grade R

Averszse

v argan Fada

o i Brae 3 or 4
i x Braa 2 or 3pesistentior
12 wesks o ionger after fast

Regnand o paristond imying LIBTAYD doss N X :
LR E R R — Pereanaly dontnfins
] Sy srgrestiy predniss o
euiaent iasling 12 wesls oy

‘anyer afier Rt RTAYD doge

ey Adveren Reactions

 Purparienty discontoue i

st af Sow tha sty

1

T I L otifusien
¢ iamings an Freceutiors (533 - " R,
i GrateJora Popranentie isanntine

“Tasivity grotud per National Canter Instiule Commn Terminglogy Criterts for Acvarse Ruenis, Varsion 48
Hestrre in patieats with compiete or pastiah rschithon {Brade B o {afior cotivostertid Gper

2.8 Proparatios and Administation

o Visually inspect for padiculale matter and disceloration prinr o administration,
LIBTAYD fa & clwar 4 slighty opalastent, coloriess te pate veliow solulion sl
may contgle trace armounts of ransfucent to white pevticles, Discard the viaf it
ihe golution is vloudy, disuolored or conlains extranenus particilate matior olbar
that fracs anunts of transiucent to whits parlicles.

arat

¢ finnot shaka.

= Withdrawe 7 mi. rom 2 vial and diute with D8% Sodium Chisrids injection,
USP or 5% Dextrose Inlection, USP to 4 fingl concentration betwesn 1 maid.
o 20 mghal,

« Nixdinted solution by gentte nversion. Do not shake.

«  Disgard sny soused mudicinal produgt orwaste material,

Slorsgeof nfusion Salutien

e Store alroom femperature ug o 25°C 7R fur no eree than & hows from
thie timio of preparation to the and of the infusion oret 2°C 10 8°C{36°F 10 4678
fer v muice-than 34 Hours fromcthe Hing of prapatation i the and
abinfusion,

¢+ Sowihe difted solufion to come to room temperaturs prior to adsministration,

* Do aotiresre,

Jaminstiation

* Adminisler by infravencus infusion aviir 30 minites Wrough 2o infravensus Hing
contaiiing a sterfle, iing or and-nn 0, 2<micron fo S-miceon fiter

3 DDSAGE FORMS AND STRENBTRR _
jection: 350 mg7 mi. (80 ma/miy, dlear fo slightly opalusbent, culorless o pale
yeliow colwlion that may contatn race amounts of Fansiunent i white pirticlas in &
sfnghs-done vial,

4 CONTRAINDICATIONS
Hans,

& WARNINGS AND PRECAYTIONS

51 Seversand Fatal Pnmuse-Madiated Adverss Reagtions

UBTAYD is-2 mansclonal antibady thut belangs to.a ¢luss of drugs that binds fathe
programmed daath rgoeptar-1 {PD-1), Hiogking the PB-1/0-11 siattwiay, thereby
ramaving infeibition of the fmmiune response with the potantial for braaking of
pesipheral bolerane and Indiiction of Imming-medisied adverse resctions. fmporant
immine-mediated siverss veartions Beted urder Warnings apd Provautions may o
ba Inclusive of 4l possibile immine~medisted roactions,

lirimune-medited arverse edritions, Which may Be severs or ftal car ouour I any
orggah system of Hesue, Whily immune-mediated adverse reactions usually manifast
during freatment with PD-1/PD-L1 Hosking antibndies, immine-mediated agierse
reacHons can alsn manifest alter discentiniation of PR/FD-L1 blocking antibodies.

‘Farty identification and management afe sasentist 1o ensuie safe usy of PR-1RB-LY

blocking antibodies. Moenttor for.symploms and signs of immune-mediated adverse
vadctions. Evaluats clinical chertntes, inchiding Buer tests and thyrokifunction
tests, ok henoling and perodicatly during reatmest, atule medical managemant
promptiy to ncluds specialty sonsutiation as agprpriate.

fir ganassl, withhold LIBTAYO for Gradde S or 4 and covdain Gisde 2 inmuné-msdintes
agvenss rexctions, Permunerlly discontinee LIBTAYD for Giade 4 and neriain Srade 3
inmuna-nedisted adverse reactions Bes Dusage and Admiisirtion (8,24, For
Grade 3oy 4 anil certain Grare 2 inmuns-metiziad adverse reaclions, administr
ortiostenais {116 2 maskgiday prednisons or squivalent) of alber epntopiiels.
{haropy untlf improvementto Grats | or fess Toliowed by a corticosterpi taper over
ang monty fRee Dosage and Adnilhistration 2.2, Consider adminigiation oathar
systermis imrinosuppressants fa patisnts whose immuns-mudiated adverse
reaction ts wot controtied with corlicosterids: instiiute iormeny replacement terapy
for endocsinopaliies ag warmanted,

imsmne-Medisted Pragmontis

fmoning-medialed shaumanitis ocopved 51 2.4% of 53¢ patlents reneiving LIBTAYD,
including Grade 5 §3:2%), Grade 3 {0,798 And Grads 2 {1,3%) fees Adverse Beactions
{6, 73 Prigumioseitis Jod tn parmanent eisconiinusation of LIBTAYO In 1.3% of patients,
Systeric eoriicnsteraids werg roquirad in 28 patienis With pasunnnilis, inniixdin?
85% who received prednisons = 40 mg ger day or souvlent. Priesmonitiz resolved
in 82% of patients.

svaie-Medigled Cofitls _
inrnunie-mediated colitls seburredin 0.9% of 834 fatients recelving LIBTAVO,
inchuding Grade 3 {0.4%) snd Grade 2.{D:8%) feee Atverse Reactions (5.1, Cohts
{40 pormanent giscontinuation of LIBTAYD In 2% of patients, Gystermin.
corticastorpigs were required in gl palients willv colitls, incluging 50% whe mosived
prednisong » 40 mg per day orafuivalent. ColifisTesolved In 80% of patisals
immgta-Medizted Hepatiiis

fmwne-mediatod hepatitis cecurrad i 3:1% of 534 pationts secabing LISTAYG,
including Grade 510.2%}, Grags 4 (0.2%), and Gradde 3 (1, 7%) fsee Agvarse
Seactions (6.1 Hoepatitis led to pannanent discomiiation of LRTAYS

i# 8.9% of patients. Systerris aorficasieroids were required I ol patients with
fepatitis, inchizding 819 who received precnisons 240 mg per day o aquivalent,
Hepatitis resolved in 64% of patients,

i e-Modinted Endacrinonaities

Advenal insufiiciency )

Advessst insufficiency octuned in 0.4% of 534 patiants receiving LIRTAYO, including
Grade 2 (0.2%), a0 Grade 2 {{L2%) ez Advarse Reactions 5.7

Hypeyhysiis )

Hypophysitis, wiiich can result in hypopitultarism, occumed It 0.2% of 534 patisnfs.
veceking LBTAYD, wiich sonsisted af ona'patient with Grade 3 Rypophysiis.
Hypolgroigism

Hypothyradism cncurad In 6% of 534 pationts recaiving LIRTAYO, ingluding Grads 3
{0.2%) e Grade 2 (5.8%). No gistiesits dhretinoet! Rormone raplacementiherapy,
Hyperifyrigism ) )
Hyparthyroldism oucuived T 1.5% of 534 patients recoiving LISTAYS, huding
Graile 3{02%) and Grade 2 D4%). Hysnethyroltisi resoivad i1 38% of paifents.
Typs ¥ abates Meliltus. .

Type 1 diebetes maliitus, which can present with diabetic kefoaeidosls, aoturred i
8.7% of 534 pavients, including Grade 4 (04%) and Grade 3 (0,49, Tope 1 diabates
steeflifus led fo parmanent disconfinwation af LIBTAYD In 0:2% of patients:
Imenung-Madisted Nephritis with Renal Bysfunctisn )
Immons-madiated nephiilis ocourer iy 06% of 534 pationts recaiving LIBTAYD,

including Grade 3 (D.4%) and Grade 2 {0.2%) fees ddfveise Roacdions 16,75 Neghuitis

fed i permanent discontinuation of LIBTAYD I .2% of patients. Systemic
corticastorids were reguited in ol patients with nepluilis, Bichuding 67% who
tocelvad pradnisone =40 mg perdayor enuivslent. Nephritis rosnived in off patients,
dolngic Adverss Reactions
-mediated dennatologic rantions, nchiding sivihama imuliifonie aid
pewiphignid, scuurved in 1.7% of 534 paflents recetving LIBTAYC, Incloding Gradi 3
{135 ang Grade 2 {0.5%) (See Advarse Aaactions (8. 111 In xddition, S8 and TEN
have heen phseved with LIBTAYO and with sthar products i ihis ciass, Systemic
corticasteroiits were renuised in off patients with dematalogic resgtions, Tacluding
8a% whn recelved prednisong = 4ﬁ~mg por day or squivalent Dermatolnglt reactions
rexoived in 33% of padients. Approxiricly 22% of patierte-hed recurenne of
dermatnipgic reactions after re~nilistion of LRTAYD.
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HIGHLIGHTS OF PRESCRIBING ISFORMATION
“These highlighis ¢ not iclude 38 ®e information nesder ta uss LRTAYS
safiely ang offactively. See ol peasoribing nformation for LIBTAYD.

LIBTAYD® (corfiplimabiowis) nfoction, fo¥ intraventus use
Inifiat 408, Approval 082018

LIBTAYD s a prograniined death seceptor-1 FO-1) Hacking aikody indiveled for the
Ireatmoit of paliends with metastalic sulsrients sqidrmous ool ranvineias CS0H
orfocalhy advance CSEE vag are st candidates for curstive surgery oF curstive
raifistiona )

semeessseesesesee OGARE AND ADNRISTRATION s

The reedminsndad dosage of LBTAYD 5 250 mg as an intravenous infusion over
30 mintesavery 3weeks, 2.1)

------------------------------- DUSAGE FOPMS BND STRENATHE e

frfacton: 350 mg/¥ mi 50wty sofution i 2 single-duse vial, {3}
SONTRANDIDATIONS

Hong, {4

s YRARTHNGS AN PRECAUTIONG -« ovovusmmsmsr

®

Sewers and Falat immune-Mevinted Adverss Resctinns: immung-madiated
adverse faactiohs CaR Soour In any organ systemar issbie, incliding the
folowing: immune-madiaed prsumonitis mmune-meditad colitie,
immung-madiated hagatis, immuns-mediziat entoorinogathiss,

imniung-rediatad dermalologh adverse reaciins and Immime-metiated

septyitis and rénal dyshinotion. Moniter for symploris and signs of immung-

soedinted mgverse rerckions, Evalunte dinical choniisiries, msﬁt.dxng e and

thyroidt function, &t bassline and deriodically during Sreatmant Withhald o

germaneﬁﬂy siscontinus LIBTAYD and adininister corticasterolts based on the:
severity of reactinn, 2.2, 5.1)

Infission-Rulated Ractions: inferrupt, Biow the rate ofinfiusion or permanently

discostinge based on sevarty of vegotion, (2.2, 5.3

s Embryo-Falal Toxiciy: Can cause fak8 hanm Ad‘ass* females of ceproduntive
polential of ihe potential sk W2 Telus and ust of effective contraception,
B3 8.4, 43

L

ADVERSE REACTIONS -
Most comman adverss renckons fncidence > 20%) ware fatigue, rash
apd digrmea: §.0)

T roport SUSPECTED ADVERSE REASTIONS, cunfact Rogatieron ot
1-877-542:8288 or FOA 8t 1-800-FUA-108Y ar viranic fda.gov/medwatch,

s S 1 SPEGHA POPULATIONS
Lactation: Advise riot to breastfend, 8.2

b A bt i

Sea 17 for PATIENT COUNSELING INFORMATIDN snd Fld-approved
edisation Guile.

Hevised: 88/2018
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22 Dosags Mogifoatinns for Adverse Reactions
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3 DOBATE FORMS AND QTRENGTHS
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52 tfusionsRelated Reavtions
53 . EmbryaFelsd Taxiclty
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8.1 Clinjes! Wals Epedance
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& USEIN SPEDIFIC POPULATIONS
B Pregrancy
82 Laclefion

&

83  Fomules and Medes of Reprovuctive Prtentiat
84 Pediatvic Use
85 Gerfaiin Uss
11 DESCRIPTION
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124 Mechanism of Atian
123 Phansscokinetios
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*Sections or subsectiens omified fram the Bt presoithing information
e not fistu,
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