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FIAL PRESCRIBING INFORMATION

WARNING: SERIOUS |INFECTIONS, MORTALITY, MALIGNANCY, MAJOR
ADVERSE CARDIGVASCULAR EVENTS, AND THROMBOSIS

SERIOUS INFECTIONS

Patients treated with RINVOQ are at mncreased risk for develioping
sarious Infectibns that may wad to hosplalzation or death [see
Warnings and Precautions (5.1), Advarse Roactions [§.1)]. Most
pathants who toped these nfections ware taking concomitant
inmunosuppressants such as methotraxate or corticosterokls.

If a2 serious nfaction develops, intarrupt RINVOQ wntd the nfection s
controlied.

Reported Infections inchide:

» Active tubarculosks, which may present with pulmonary or
extrapuimonary disease, Patients should be tested for latant
tubsreulasts hefors RINVOQ use and durig therapy. Treatment for
atent nfection shoull be considerad prior to RINVOA) use.

« Invastva fungal infections, hekuding cryptococcasis and
preumocystos k.

+ Bacterial, virsl, including herpes zoster, and othar Infections due to
oppartunistic pathogens.,

Tha risks and benatis of treatment with RINVOQ should be carafully
conskered prier to inithating therapy in patients with chronkc or
recurrant infection.

Patlents shoukd be closaly monitored for the developmeant of skgns and
symptoms of infaction during and aftar treatment with RINVOQ,
Inchuding the possiie devalopment of tuberculosis I patiants who
tested negative for latent tubarculosis nfection prisr to Inkiating
therapy [see Warninys and Precautions (5.1}

MORTALITY

In a large, randomized, postmarketing safety study In riveumatokd
arthritks (RA) patients 50 years of age and older whkh at keast soe
cardiovascular risk factor comparing ancther Janup kinase {JAK] inhibitor
to tumor necrasls factor (THF) blockers, a higher rata of ai-causa

. neluding sudden cardiovis cular death, was observed with the
JAK InhibRor [see Warnings and Pracautions {5.2)].

MALIGNAHCIES

Lymphoma and othor melignancies have poan obsarved b patiants
trextad with RINVOG. In BA patients treated with ancther JAK hhbitor,
& highar rate of malgnanciks {exc ding non-maknoma skin cancar
{NMSCH was observad whan compared with THF biockers, Patients who
are current or past smokers are at addRienal ncreased risk [ses
Warnings and Pracautions (5.3}).

MAJOR ADVERSE CARDIOVASCULAR EVENTS

In RA patlants 50 years of age and vider with at least ond cardiovascular




risk factor troated with another JAK inhibitor, & higher rete of major
adverse cardlovascular events (MACE) (defined as cardiovascular death,
myecardial infarction, and stroke), was obzerved when compared with
THF Blockars, Patiants who ars ¢urrant or past smokers are at
addiisnal ncreasad risk. Diacontinue RINVDG In patlants that have
axparisnced a myocardiy infarction or stroka fses Wamings and
Procautions (3.4)].

THROMBOSIS

Thrombosk, heluding deep venous thrombosks, pulmonary embolism,
and arterisl thrombosls heve accurred in patiants traatad with JAK
Inhisftors used to treat inflammatory conditions. Many of these adverse
avents were serious and some resulted i death, In RA patients S0
years of age and alder with at least ana cardiovascular rkk factor
treated with another JAK inhibitor, a highar rate of thrombosks was
obsarved when compared with THF Ilockars. Avold RINWOQ In patlents
at rizk, Patlents with symyg of i shauld discontinua
F.IN\‘})Q and be promptly eveluated [see Warnings and Precautions
5.5)1.

1 FNDICATIONS AND USAGE

1.1 Rhaumatold Arthritls

RINVOQ® {upadackinib} is mdicabed for the treatment of adults with maderatety to

[peverely active rhewmitoid arthritls who have harl an inadequate response ar

[ntolerance to one or more TNF blockers,

¢ Limtations of Use: Use of RINVOG in combimation with other JAK inhibkors, biokgic
diseas e-modifying antrheumatic drugs {DMARDS ), or with potent
Immunosuppressants such as azathieprine and cycksporine, is not recommended.

1.2 Psoriatk Arthritls

EINVOQ ks Indicated for the treatment of adutts with active psoriatic arthritis who have

2d an Inadequate response or intolerance to one of more THF blockers,

¢ Lmiations of Use: Use of RINVOQ In combination with other |AK nhibitors, bickgic
DMARDS, or with potent Immunasuppressants such as azsthioprine and
Cyclksporing, is not recommended.

2 DRSAGE AND ADMINISTRATION

2.1 Besage In Bheumatold Arthritls
The recomimended dose of RINVOD k 15 mg once daly.

2.2 Dosage in Psoriatie Arthrithks
[The recommended duse of RINVOQ Is 15 g once daly,

Serious and sometimes fatal Infections have been reported in patlents recening
RINVOQ. The most frequent seriaus infections reported with RINVGG inchuded
preunonia and cefulitls fsee Adverse Reactions (6.1)], Among opportunisti Infections,
tubercuiosis, mukidermatomnal herpes zoster, oraesophageal candidiess, and
Cryploceccoss, wera reported wih AINVOQ.

Avold use of RINVOQQ i patients with an active, serious infectlon, including iocalized
nfections. Consider the risks and benafks of treptment prior to inltiating RINVOQ in
patients:

wih chronk or recurrent Infection

who have been exposed to tuberzuloss

With a history of a serious or an opportunistle nfaction

who have resided or traveled in areas of endemic tuberculosis or endemic mycoses;
or

with underlying ¢onditions that may predis pose them to infection,

Chsely monttor patients for the development of signs and symptoms of nfection during
and after treatment with AINVOQ. interrupt RINVOQ F a patient develops a serious or
opportunistic nfection. A patient wha develops a new Infection during treatment with
RINVDO shoukl undergo prompt and complete diagnostic testing appropriste for an
imrunocompromised patient; appropriate antimicrobial tharapy should be Inkhted, the
patient should be closely monitored. and RINVOQ shoul be interrupted ¥ the patient ks
not respending to antimicrobial therapy. RINVDQ may be resumed once the infection is
controbed,

Tuberculonls

Patients should be screened for tuberculosts (TB) before starting RINVGG therapy.
RINVDG should net be ghven to patianis with actve TB. Ant-TB therapy should be
considered prior to hitfaton of RINVOQ I patients with previgusly untreated &tent TH or
active TB in whom an adequate course of treatment canngt be conflrmed, and for
patenits with a negative test for latent TH bt wihia have risk factors for TB infection.

Consukatiar with a physicln with exgertise i the treztment of TB & recommendad te
ald in the decksmn about whether nkisting ant-TH therapy ks appropeiate for an individual
patlent,

Monitar patients for the development of signs and symptoms of TB, inchiding patients
who tested negativi for Jatent TE infection prior 1o initiating therapy.

Viral Repctivation

ral reactivation, nchitng cases of herpes virus reactivabion {e.g., herpes zoster} and

epatiis B virus reactivation, were reported In clinical studles with RINVOQ [see Adverse

eactions (5.11]. The risk of herpes zoster appears to ba higher i patients treated with
NYOQ Infapan. If a patkent develops herpes zester, conskder tempararly internupting
NWOG untfl the episode resobmes,

Screaning for virel hepatits ang maonkering for reactivation should be performed in
accordance with chinical guidelinas before starting and during therspy with RINVOQ.
Patients who were positve for hepatitis C antibody and hepatitis C vius ANA, were
excluded from chnical studies, Fatients who were posiive for hepatits B surface anbigen
or hepatits B virus DNA were excluded from clinical studies, However, cases of hepatitis
B reactivation were st reported In patients enrolied In the Phase 3 studies of RINVOQ, If
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2.4 Dose Interruption

RINVOQ traatment shauid e -
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desciibed in Table 1, e be needeat
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3 DOSAGE FORMS AND STRENGTHS

RINVGG 15 mg extended-releas e tablets for oral adminstra n
otlong, with dimensions of 14 x & mm, and debossed with ‘a15° oy

4 CONTRAIENDICATIONS
Mune

5 WARNINGS AND PRECAUTIONS
5.1 Serieus Infections

hepatitls B virus DNA &5 detected while receiving RINVOD, a Bver specialst should be
<onsultes,

5.2 Mortaiity

n & lrge, randontized, postmarketing safety study of another JAR nhibtor in RA
atignts SO years of age and older with at kast one tardipvascuiar risk factor, ah  her
ate of akcause mortalty, ncluding sudden cardlovascular geath, wes obhserved in
atients treated with the JAK inhibtor compared with THF blockers.

anskier the henefis and risks far the individual patient prior toe inliating or contlnuing
erapy with RINVDOL

5.3 Malignancy and Lymphopro@farative Disordars
Mafignancies were observed in cinkcal studies of RENVO(Q [see Adverse Reactions (6.1)7.

n a krge, randomized, postmarketing safety study of angther JAK inhibkor In FA
patients, a higher rate of makgnancies (exchuding non-melanoma skin cancer (NMSC))
as observed in patients treated with the |AK inhibkor compared to those treated with
F blockers. A higher rate of yrmphomas was ebserved In patients trested with the |aK
inhibitar fompared to those treated with TNF blockers. A higher rate of lung cancers
a5 nhserved in current or past smokers treabed with the jAK Inhbitor compared I
hose treated with TNF blockers, in this study, current or past smokers had an
dditionalincreased risk of averal malgnancies,

[Cansider the benefits and risks for the individual patient prior to nitiating o+ ¢ontinuing
Rherapy with RINVOO, particularly in pabents with a known mabgnancy {other than a
fuccessfuby treated MMSC), patienits who deveiop a malignancy when on irsaiment, and
patients whao are current or past smokers.,

NMSCs have been reported in pabients treated with RINVOQ. Periadic skin examination &
recommended for patlents who are at increased risk for skin cancer.

5.4 Major Advaerse Cardiovasculr Events

n a lrge, randomized, postmarketing safety study of ancther JAK inhibkor in RA
ipatients 50 years of age and older with at least one cardiovascular risk factor, a higher
rate of major adverse cardiovasculr events (MACE} defined as cardiovasculbr daath,
Inon-fatal myocardial infarction (M1}, and non-fatal stroke was observed with the JAK
inhibtor cornpared to those treated with THE blockers, Patients who ate current or past
Emokers are at additional creased risk.

ﬁonsider the benefts and risks for the individual patient prioe to initiating or continuing
erapy with RINVOG, particularty in patients who are current or past smokers and
patients with other cardiovascular risk facters. Patients shoukl ke informed about the
ymptoms of serious cardiovascular events and the steps to take If they accur.
Discantinue RINVGG in patients that have experienced a myocardial nfarction or stroke.

5.5 Thrombosis

rormbost, Including deep vengus thrombosk (DVT), puimenary embolism {PE}, ang
rterkl thrombosis, have goourred bn patlents treated for inflammatery canditions with

™ e
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jir these studies, many patients with rheumatald arthritls were racening
m,ﬁana therapy with Nonsteraidal AntHInflammatory Drugs {NSAIDs),

nitar RINVOQ-treated patients who may be at risi for gastrointestinal perforation
a.g., patients with a history of diverticulits or taking NSAIDs). Evaluate pramptly
atlents presenting with new onset abdominal pain for early identification of
astrointestinal perforakion,
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5.7 Labaratory Abnormalties
Noutropenia

Treatmend with RINVOG was associated with an noreased ncidence of neutropenia
{ANC less than 1000 cells/mm?),

Evaluate neutrophil counts at basefne and thereafter according to routine patient
rmanagement, Avoid inklation of or internupt RINVOQ treatmant in patients with a law
neytraphi count (Le., ANC less than 10090 celsimm?) fsee Dosage and Adminisiration
(2.3 24)).

Lympheannia

ALC less than 500 cells/mm3? were raported m RINVOQ clinkzal studies.

Evaluate kmphocyte counts at basefing and thereafter according to rovting patlent
management. Avoid indtation of or interrupt RINVOQ treabment in patiants with 2 lbw
kymphocyte count [l.e., less than 500 ceflsfmm?) fsoe Dosage and Administration (2.3,
2.4

Anemis

Decreases in hemagiobin levels bo less than B g/dL were reported I RINVOO cinkzel
studbes.

Evaluate hemoglobin at basefne and thereafter according fo routine pabient
management. Avold inklation of or intarrupt RINVOG trestment in patients with a low
hamoglobm evel (Le., less than B g/dl) [see Dosage and Administration (2.3, 2.49)].
Lipkds

Treatment with RINVOQ was assoclated with ncreases in Bpld parameters, including total

cholestarod, low-density Epoproteln (LDL} cholkesterol, and high-density Gpoprateln (HOL)

clinicaltriaks of another drug and may hot reflect the rates observed In practice.
Bhaumatold Arthritie

A tatal of 3833 patients with rheumataid arthrits were treated with upadaciting n the
Phase 3 cinical studies of whom 2806 were expesed for at least one year,

Patients couwld advance of switch to RINVOO 15 mg from placebo or be rescued to

AINVOQ frorm active comparater or placebo from as early as Week 12 depending an the
study design.

A total of 2630 patlents received at least 1 dose of RINVOQ 15 ma, of whorn 1860 were
exposed for at least one year, In studies RA-, RA-1I, RA-il] and RA-Y, 1213 patlents
recelved ar least 1 dose of RINVOD 15 mg, of which 986 patlents were sxposed for at
least one year, and 1203 patients received at k2ast 1 dose of upadackinib 30 myg, of
which 946 were exposed for at least one yaar,

Tablke 2: Adversa ReactHans Reported in Graater Than or Egual
to 1% of Rhoumatold Arthrikk Patlants Traated with RINVOG 1%
e d Studs

mg in F b o

RINWOO

Adverse Raaction Phcebo 15 mg

n=1042 n=1435
t9a) (%}

pper respiratory tract infection

URTI 9.5 138
MNausea 2.2 3.3
Cough 1o 2.2
fa [ 1.2

*URTl inchides: acute sinuskis, Bryngkls, nasopharyngits, arophatyngeal
pain, pharyngltls, pharyngotonsiite, rhindis, skhushis, tonsits, viral
upper respiratory tract infection .

Other adverse reactions reparted in kess than 1% of patients |h the RINVOG 15 mg
group and at a higher rate than in the placebo group through Week 12 included
preumonla, herpes zoster, herpes simplex {Inckides orat herpes), and oral candidiasis,

Four integrated datasets are presented i the Specific Adverse Reactlon saction:

Placeho-controled Studies: Studies Ra-tl, RA-1Y, and RA-Y were integrated to represent
safety through 12/14 weeks for placebo (n=1042) and RINVOG 15 mg {n=1035).
Studies RAII and RA-V ware integrated to represent safety through 12 weeks for
plarebs (h=290), RINVOQ 15 mg (n=385), upadachinlb 30 my {n=384), Study RA-IV did
not inclede the 30 mg dose and, therefore, safety data for upadacitink 30 mg can only
be compared with placebo and AINVOG 15 mg rates from poolng studles RA-NI and AA-
W.

MTH-controlied Studies: Studies RA-l and RA-1| were integrated to represent safety

through 12714 weaks for MTX (n=530), RINYOQ 15 mg (n=534), and upadacknil 30
g {n=529),

12-Month Expasure Dataset: Studies RA-L, N, [V, and ¥V were integrated to represent the

cholesterot [sea Adverse Reactions (6.1)]. Elevations in LDL cholesterol decreased to
pre-ireatment levels I respanse to stath therapy. The effect of these fpld paremeter
elevations on cardiovascular morbidity and mortafity has not been determined,

Patients should be monitored 12 wesks after nitation of reatment, and thereaftar
2ecardng to the ¢inical guideines for hyperlpldamia. Manage patients according to
chinical guideines for the it of hyper ipidernt

Liver Enryme Elevations

Treatment with RINVOQ was associated wkh ncressed incldence of Bear enzyme
elevation compared to pRoebo.

Evaluate at baseline and thereafter according to routine patient management. Frompt

Investigation of the cause of lver enzyme elevation Is recommendged to kentify potential
cases of drug-induced fver injry.

If increases in ALT or AST are obhseérved during routine atlent management and drug-

Induced liver inury is suspected, RINVOG should be interrupted untl this diagnosts s
exchrded.

5.8 Embrye-Fetal Toxichy

Based on findings In antnal studiess, RINVOGQ may cause fetal harm when administered
o a pregnant worman. Adminstration of upidactinde to rats and rabbis during
organcgenests caused Increases In felal mafformations. Advise women of reproductive
potentlal of the potantial risk to a fetus and to use effactive contraception during
treatrnent with RINVOQ and for 4 weeks folowing completion of therapy fsee Use in
Specific Popolations (8.1, 8.3)].

5.9 Vaccination

Use of ve, attenuated vaccines during, or immadiatedy prior to, AINVOQ therapy & not
recomrmended. Prior to inttiating RINVOQ. & is recommanded that patients be brought
up ta date with all iImmunizations, heluding prephylactic zoster vaccinations, i
agreerment with current immunkzation guidelines.

& ADVERSE REACTIONS

The follawing clnicaly signiicant adverse reactions are described elsewhere in the
labafing:

Seripus Infections (See Warnings amd Precautions (5.1H

Mortality fsee Warnings and Precautions (5.21)

Mabgnaney and Lymphoprofferative Diorders fsee Warnigs and Precautions (5.3)]
Malar Adverse Cardiovescular Events [see Warnigs and Precautions (5.4)f
Thrombosk fsee Warnlngs and Precautions {5.5))

Gastrointestinal Perforations {see Warnings and Precautions (5.6}]

Laberatory Abnormafties fsee Warnings and Precautions (5.7})

#.1 Cinlepd Trials Sxpericnes

Because clnical trlals are conducted under widely varying conditons, adverse reaction
rabes observed in the clinical Irints of a drug cannat be directly compared to rates in the

long-term safety of RINVOQ 15 mg (n=1213) and upadackini 30 mg (n=1203).

Exposure adjusted incidence rates were adjusted by study for all the adverse avents
reparted nthis section,

Specific Ad Reacts

Infections

Placebo-controled Studies: 'n RA-II, RA-Iv, and Ra-Y, infections were reported n 218
patients (95.7 per 100 patient-years} treated with placebo and 284 patlents {127.8 per
100 patient-years) treated wih RINVOQ 15 mg. In RA-Ill and RA-V, Infections were
reported in 99 patents {136.5 per 100 patient-years ) treated with placebo, 118 patients
{164.5 per 100 patient-years) treated with RINVOD 15 mg, and 126 patients (180.3 per
100 pablent-years) treated with upadacitnib 30 mg.

MTX-¢ontrofled Stukties; Infections were reported in 127 patients (119.5 per 104 patient-
years) treated with MTX monotherapy, 104 patients (91.8 per 100 patient-years) treated

with AINYOD 15 mo monotherapy, and 128 patients {115.1 per 100 patient-years)
reatad with upadacknib 30 mg monotherapy.

12-Month Exposure Dataset: Infectlons were reported in 615 patents (83,8 par 100
patient-years} treated with RINVOQ 15 myg and 674 patients {99.7 per 100 patient-
years) treated with upadacitinib 30 mg,

Seripus Infections

Placebo-controlled Studies: In ALA-N), RA-IV, and RA-V, serious infections were reported
in 6 patients {2.3 per 100 patient-years) treated with placebo, and 12 patients {4,6 per
L0O patient-yaars) treated with FINVOD 15 mg. In RA-HI and RA-Y, serious nfections
were reported in 1 patient (1.2 per 100 patient-years) treated with placeba, 2 patients
{2.3 per 100 patient-years) treated with RINVOQ 15 myg, and 7 patlents (8.2 per 190
patient-years) treated with upadaciinib 30 mg.

MTX-contrabied Studies: Serious Infections were reported in 2 patients {1.6 per 100
patlent-yaars) treated with MTA manotherapy, 3 patients (2.4 per 100 patient-years)

treated with RINVODQ 15 mg monatherapy, and B patients (6.4 per 100 patlent-years)
treated with upadacitini 20 mg monotherapy,

12-Mgnth Exposure Dataset: Serious infections were reported In 38 patients (3.5 per

100 patient-years) treated wih RINVOQ 15 mg and 59 patients (5.6 per 100 patient-
years) treated with upadacitind 30 mg.

The most frequently reported serfous Infections were preumonia and celults.
Tuberculosks

Flaceba-controtied Studles and MTX-controfad Studkes: In the plcebo-controled peried,
there were no active cases of tuberculos s reparted In the placebo, RINYOQ 15 mg, and
upadaciinly 30 mg groups. In the MTX-controlled period, there were no acthve cases of
tuberculpsk reparted n the MTX monotherapy, RINYOQ 15 mg monotherapy, and
upadackinle 30 mg monotherapy groups.

12-Month Exposure Dataset: Active tuberculosis was reported for 2 patients. treated
with RINVQQ 15 mg ardl 1 patient treated with upadacitindz 30 mg, Cases of extra-
pulmonary tuberculosts were reported.



Oppartunistic infectons (exchwing tuberculoss)

Placebo-contraled Studles: In RA-(II, RA-1V, and RA-Y, opportunistic nfectiyng were
reported in 3 patients (1.2 per 100 patient-years} treated with placebo, and 5 patients
(1.9 per 100 patient-years} treated with RINVCQ 15 mg. In RA-IIl and RA-V,
opportunistic mfections were reported in 1 patient (1,2 per LI patient-years) treated
with placebo, 2 patients (2,3 per 100 patient-years) treated with RINVOGQ 15 mg, and &
patients (7.1 per 10 patient-years} treated with upadaciting 36 mg.

MTX-contraled Studies: Dpportunistic infections were reported in 1 pabient (Q.B per 100
patient-years} treated with MTX monotherapy. 0 patients reated with RINVOQ 15 mg
manatherapy, and 4 patients {3.2 per 100 patien{-ysars} treated with upadacitink 30 mg
rmanatherapy.

12-Month Exposure Dataset: Opportunistic infections were reported In 7 patients (0.6
per 100 patiant-years) treated with RINVOQ 15 my and 15 patients [1.4 per 100 patient-
years) fresbed with upadacitind 30 mg.

Mabgnancy

Placebo-controbed Studies: tn AA-II, RAY, and RA-V, mabkgnancies excluding NMSC
were reparted in 1 patient (0.4 per 100 patient-vears) treated with placebo, and 1
patient (0.4 per 100 patient-years) treated with RINVOOQ 15 mg. In RA-N and RA-Y,
makignancies excluding NMSC were reported in 0 patlents eated with placeba, 1 patient
(1.1 per 100 patient-years) reated with RINYOQ 15 ma, and 3 patients (3.5 per 100
patiant-years) treated with upadaciink 3¢ mg,

MTX-controbed Studies: Matignancies exchding NMSC wara reported in 1 patient (0.8 per
1040 patient-years) treated with MTX monotherapy, 3 patients (2.4 per 100 patient-years)
treated with RINVOQ 15 mg manotherapy, and O patients treated with upadaxitind) 20
mg monatherapy.

12-Mgnth Exposure Dataset: Malignancies exchuding NM5C were reported in 13 patients
1.2 per 100 patient-years) treated with RINVOQ 15 mg and 14 patients (1.3 per 100
patient-years} treated with upadactinle 30 mg.

Gastromtestinal Perforations

Placebo-tontrolled Studiss: There were na gastrointestinal perforations {based an
medical review! reported In patients treated with placebo, RINVOG 15 mg, and
upadaciniy 30 mq.

MTX-controfiad Studies: There were no cases of gastrointastingl perforations reported m
the MTX and RINVOQ 15 mg group through 12/14 weeks, Two cases of gastroinkestinal
perforations were cbserved in the upadacitinid 30 mg group.

12-Manth Exposure Dataset Gastrontestinal perforations were reported in 1 patient
trested with RINVOG 1S mg and 4 patients. treated with upadactinid 30 mg.

Thrombosis

Placebo-cortroled Studies: In RA-IV, venous thrombosks (pulmonary embolsm or deep
veln thrombasis) was obsarved in 1 patlent treated with platebo and 1 patient treated
with RINVGY 15 mng. In RA-Y, venous thrambosie was ohserved in t patient treated with
RINVOQ 15 myg. There were no ohiserved cases of venous thrembosis reported i RA-IIIL
No cases of arterial thrombosis were obsenved through 12714 weeks.

upadactini 30 mg,
Neutropenia

in plateto-controtied studies (RA-Ill, RA-IV, and RA-V) with background DMARDs, for up
to 12/14 weeks, dose-related decreases In neutrophll counts, below 1000 cels/mm3 in at
leagt one measurement occurred m 1,1% and <0.1% of patients in the RINWGQ 15 my
and placebo groups. respectively, In Ra-ill and RA-V, decreases in neutrophi Counts
below 1000 cels/mmd in at least one measurement occurred in 0.3% of patlents reated
with placeba, 1.3% of patients treated with RINVOQ 15 my, and 2.4% of patients treated
with Lipadactinip 30 mg. In clnical studies, treatment was interrupted in response to
ANC lass than 1000 cells/mm?,

Lymphopenis

In placeba-controled studies {RA-III, RA-IY, and AA-V) wikh background DMARDS, for up
to 12/14 weeks, dosesrelated decreases in hmphocyte counts below 500 cefs/mm? in at
least gne measurement occurred in 0.9% and 0.7% of patients in the RINVOGQ 15 mi
and placeho groups, respectively. In RA-IH and RA-V, decreases in hmphocyte counts
balow 500 celis/mm? in at least one measurement occurred n 0,5% of patients treated
with placebs, 0.5% of patients treated with RINVOQ 15 mg, and 2.4% of patients treated
with upadacitine 30 mg.

Anemia

In placebb-controled studles (RA-IL, RA-IY, and RA-W) with background DMARDs, for up
e 12114 weeks, hemoglobin decreases below 8 g/dL In at kast one measurement
occurred in <0,1% of patients in both the RINVOQ 15 mg and plcebo groups. In RA-1I1
and RA-Y, hemogiebln decreases below B g/dL in at keast one measurement were
observed In 0.3% of patients treated with placeba, and none in patients treated with
RINWOH 15 myg and upadacitini 30 mg.

Biorietic Arthtitls

A total of 1827 patlents whh psorlatic arthrits were treated with upadaciing In chnical
studies representing 1639.2 patient-years of exposure, of whom 722 were exposed to
upadackinb for at least one year. In the two Phase 3 studies, 907 patients received at
least 1 dose of RINVOQ 15 mg, of wham 359 were exposed for at jeast one year,

Two placebo-controlied studies were integrated {640 patents on RINVOQ 15 mg once
dailly and 635 patients on placebs) to evakuate the safety of RINVOG 15 mg In
comparson t placebo for up to 24 weeks after treatment ipitation,

Overal, the safety profie observed in patients with active psoriatic arthrits treated with
RINVDD 15 mg was consistent with the safety profle observed in patients with
rheumatokt arthritls. During the 24-week placebo-cantrolled pevied, the frequencies of
herpes zoster and herpes simplex were >1% (1.1% and 1.4%, respectively} with
RINVOQ 15 mg and 0.8% and 1.3%, respectively with placebo. A higher incidence of
acne and bronchits was ako observed in patients treated with RINVOQ 15 mg {1.3%
and 3.9%, respectively} campared to placebn {0.3% and 2.7%, respectively}.

7 DRUG INTERACTIONS

7.1 Strong CYP3A4 Inhibivers

=aguEw g U o ™
Iafcs 328fBeS ERigw

§9ys Z88sgn FPERFY
pE5ez - F @‘gg Gegsd)
CErEs Foinif simosy
MTX controlied Studles: In RA, venous Hiomhoay 25 EE3 Ef¥ds 2 3pE 53
with MTX monatherapy, 1 patient treated with Ritvey ng st g2 = 1 gs g5%
patients treated with upadacitihib 30 mg monotherapyy, 9 8 §f gﬁ wEil FELs00
cases of arterizl thrombosis were observed through 12 z E oogp@ g-g E 3 §§ 2 §
thrombosis was observed in 1 patient trested wkh MTX. 0 5> = & g fq §§ ced
15 myg and 1 patient treated with upadackin® 30 mg through y, Egs 5o s&5.
thrombosk was ohserved in 1 patient treatad with upadaciting y,, g‘s Z §E E‘QE = é{ F
12-Month Exposure Dataset: Venous thrombosis events wererepg £ §§~s 5 bnﬁﬂ £ ué
(0.5 per 100 patient-years) treated with AINVOQ 15 mg and 4 25§38 g kR e
patient-years} treated with upadackinib 30 mg, Arterial thrombask even, LE: & o ";E g §
In [t patients treated with RINVOQ 15 my and 2 patients {€.2 per 100 pat s gé 2‘ ?“".n g
trested with upadacking: 30 mo. [ e 3; ET.
Laboraiory Abnormalkies 2 INgo s
Y5 BEXRS
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In ptacebo-controlied studies {(RA-Ill, RA-IY, and RA-V) with background DMARDS, for « %’g 3 §§ @
to 12/14 weeks, akining transarminase [ALT) and aspartate transarmdnase (AST) slevations ) 2g

2 3 x upper kmit of normal {LLN) n at l2ast ohe measuremant were observed in 2.1%
and 1.5% of patients treated with RINVOS 15 mg, and in 1.5% and 0.7% of patients
treated with plcebo, respectively, In RA-IIL and RA-Y, ALT and AST elevations = 3 x ULN
in at keast one measurement were observed M 0.8% and 1.0% of patlents treated with
RINVDD 15 myg, 1.0% and 0% of patients treated wih upadaciiniy 30 mg and in 1.3%
and 1.0% of patients reated with plceba, respectively.

In MTX-controbed studies, for up to 12714 weeks, ALT and AST elevations = 3 x LN in
at least one measurement were chserved i 0.8% and 0,4% of patients treated with
AINVOGQ 15 myg, 1.7% and 1.3% of patients treated with upadacitnib 36 mg and In 3.5%
ang 0,9% of patients treated with MTX, respectively,
Lipid Elevations
Upadactinlb treatment was assorizted with dose-refated increases in total chokesterol,
trighycerides and LDL cholesterol, Upadactindh was abe assockted with Increases in HDL
cholesterol Eevations i LDL and HOL cholesterol peaked by Week B and remained
stable thereafter. In controbed studies, for up to 12714 weeks, changes from basefine in
Bpid parameters v patients treated with RINVOQ 15 mg and upadac tnib 30 mg,
respectively, are surmmarized Delow:

+ Mean LDL chokesterol mcreased by 14.81 mg/di and 17,17 mg/dL,

s Mean HOL cholesterol Increased by 8.16 mp/dL and 9.01 magrdl.

+ The mean LOLHDL ratio remained stable.

+ Mean triglycerides Incressed by 13.55 moydL and 14.44 mgidL.

Creatite Phosphokinase Elevations

In placebo-controtied studies (RA-IH, RA-IY, and RA-V) with background DMARDs, for up
to 12114 weeks, dose-relrted bhereases i cresting phosphokingsa (CPK} values wera
observed, CPK alevations = 5 x ULN were reparted In 1.0%, and 0.3% of patents ovar
12/14 weeks in tha AINVOQ 15 mg and placel groups, respectively. Most akevations
»5 x ULN were transkent and did not require treatrnant discontinuation, kn RA-ill and RA-
¥, CPK, glevations > 5 x ULN were observed in ¢,3% of patients treated with placeba,
1.6% of patients treated with RINVOQ 15 mg, and none in patients treated with

Upaiaciting exposure is increased when co-adminktered wih strong CYP 3A4 inhibgors
{(such 85 ketoconazole) (see Clnkal Pharmacalegy {12.3)]. RINVOG should be used wih
caution in patients receiving chronke treatment with strong CYP3A4 iInhibitors.

T.2 Strong CYP3A4 Inducars

Upadariinb exposure B decreased when co-administered with strong CYP3A4 nducers
{such as rifampin, which may feat to reduced therapeutic effect of AINVOOQ [see Chnkcal
Pharmacokgy (12.3}]. Coadministration of RINVOQ with strong CYP3A4 inducers s not

recommended,

8 USE IN SPECIFIC POPULATIONS

8.1 Pragnancy
Alsk Summary

The Emited human data on use of RINVOQ In pregnant wormen are not sufficient to
evaluate a drug-associeted risk for major birth defects or miscarrage. Based on animal
studies, upadacking has the patential to adversely affect a devakbping fetus.

In animat embryo-fetal development studles, oral upadacking administration to pregnant’
Fats and rabbits at exposures egual to or greater than approximatety 1.6 and 15 times
the maximum recommended human dese {MRHD), respectively, resutted in dose-related
increases In skeletal maFormations [rats only), an ncreased incidence of cardiovascular
malforratians {rabbls only), increased post-implantation loss {rabbits only), and
decreased fetal body weights in both rats and rabbits. No developmental toxicity was
abserved in pregnant rats and rabbits treated with oral upadaciting during
organngenssis at approximately 0.3 and 2 times the exposure at the MRHD, In a pre-
and post-natal develnpment study in pregnant femaie rats, oral upadacitini
administration at expasures approximately 3 tines the MRHD resuked i no maternal or
developmental tox ity [see Animaf Datal,

The estimated background risks of major birth defects and miscarriage for the indicated
population{s} are unknown. All pregnancies have a background risk of birth defect, loss,
or othar adverse cutcomes, n the U.5. generdl populition, the estmmated backgrownd
risk of major birth defects and miscarriages are 2-4% and 15-20%, respectively.

Qg ated Maternal and/or Embryo/Fetal Ris

Published data suggest that mcressed disease activity & assoclated with the risk of
developihg adverse pregnancy oukcomes in warnen with rheumateld arthritie. Adverse

pregnancy outcomes Include preterm delvery (before 37 weaks of gestation), low birth
weight (less than 2500 g} infants, and smal for gestational age at birth.

Pata
Animal Data
in an oral embryo-fetal development study. pregnant rats received upadactinib at deses

of 5, 25, and 75 mg/kg/day during the period of erganogenesis fror gestation day & to
17, Upadackinld was teratogenic | skeletal malformations that consisted of misshapen
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@028 74770, and 25 maikgiday during the period of organogenesis from gestation
E-z- # % o o 148, Embryotethalty, decreased fetal hody weights, and Cardievas cular

mations were observed in the presence of maternal toxicty at an exposure
"“memateh! 15 kfrnes the MRHD {on an AUE basis at a rmeternal oral dose of 25
:;rgﬂ(gjuay}_ Embryokthality consisted of increased post-imphntation kss that was due
o elevated moidences of both total and early resorptions. No developmental baxic ity was
abserved in rabbits at an exposure approximately 2 times the MRHD {on an AUC basis
at a materna oral dese of 10 mafkgrday).

In an oral pre- and post-natal devebpment study, pregnant fermale rats recelved
upadackinly at doses of 2.5, 5. and 10 mg/g/day from gestation day & through
lactaton day 20, No maternal or developmental toxicity was observed in efthar mothers
or offspring, respectively, at an exposure approximately 3 tmes the MRHD {on an AUC
basis at 2 maternal oral dese of 10 mg/kafday).

8.2 Lactation
Risk Summary

There are no data on the presence of upadacitinls in hurnan mik, the effects on the
breastfed infant, or the effects on mik proguction. Avalabke

pharmac edynamictoxicological data in animals have shown excretion of upadacidnil in
mifk. When a drug & present in animal milk, & & ety that the drug will be present in
hurman ik, Because of the potentigl for serious adverse reactions in the breastfed
infant, advice patients that breastfeeding & not recommended during treatment with
upadacithb, and for 6 days (approximately 10 hal-Fves} after the last dose.

Data

Animal Rata

A single oral dose of 10 mgikg radiclbeled upadacitinio was administered to lactating
female Sprague-Dawley rats on past-partum days 7-8. Drug exposure was

approximately 30-fold greater in milc than in maternal plasma based on AUCy.; vatues.
Approximatety 97% of drug-related material In mk was parent drug.

&.3 Famales and Maks of Raproductive Potantial

RAINVOQ 15 v extended-release ablets fisr oral adminstration are purpk, biconyax
chlong, with dmenslons of 14 x 8 mm, and debossed with 'al5s” on one sxde.

Each tablet contains the fallowing Inactive ingredients: microcrystaline celulose,
hypromelose, manniol tararic ackd, cololdal slicon dioxide, magnesium stearate,

pozvhg akohol, polyethylans glycol, take, tranum disxics, ferrosofernic oxide, and ran
oxide red.

12 CLINICAL PHARMACOLOGY
14.1 Mechankm of Acticn

Upadacikinih i a Janus kinase (JAK) hhiblor. MaKs are mbracebbr enzymes which
transmk signaks arising frem cytokine or growth factor-receptor interactions an the
cellular membrane to nfluence celular processes of hematopoiesis and immuna celi
function, Wihin the signaing pathway, JAKs phosphorylate and activate Signal
Transducers and Activators of Transcription (STATs) which medulate intracedular activity
inclugding gene expression. Upadackink modulates the signaing pathway at the point of
JAKs, preventing the phosphorylation and actvation of STATS,

JAK enzymes transmit cytokine signaling thraugh their pairing (e.g,, JAK1JAKZ,
JAKLAAKS, TAKLTIRZ, JAKZALK2, |AXZ/TYKZ). N a cell-free Solated enzyme assay,
upadaciini haed greater mhlblkary potency at |AK] and JAKZ relative to JAKS and TYK2.
Ir human lkeukocyte cellular assays, upadacitinid inhibited cytokine-induced STAT
phosphorylation mediated by JAKL and JAKLAAKS more potently than JAK2]AK2
mediated STAT phasphorylation, However, the relevance of nhibition of specific JAK
enzymes to therapeutic effectiveness is not currently known,

12.2 Pharmacodynamiis
nhibition g i 1k YRR R IS0 o F 5 S e Rt

in healthy volunteers, the administration of upadacitnib {immediate redease formulation}
reslted in a dose- and concentration-cependent nhibRion of IL-6 (|AKLHAK2 - Induced
STAT3 and IL-7 (JAKLJAK3-induced STATS phosphoryltion [n whole blood. Trhe maximal
inhibkion was observed 1 hoyr aftar dosing which returned to near basefine by the end
of dosing interval,

Lymphocytes

In patients with rheumatcld arthrivs, treatrment with upadacitinf was associated with 3
smal, transient increase in mean ALC From baselne up to Week 36 which graduakly
returnied to. at or near basehe levels with continued treatrnant.

Immunoqlobufing

Bregnancy Testing

Werify the pregnancy status of females of reproducthve potential prior o starting
traatment with RINVOQ (see Use i Speciic Populations (8.1)1,

Contracaption
Eemakes

Based on animal stugies, upadackink may <ause embryo-fetal harm when administered
to pregnant women [see Uise in Spectic Papulations (8.1)]. Advise femalke patients of
reproductive potential to use effective contraception during treatment with RINVOGQ and
for 4 weaks after the final dose,

8.4 Padistric Usa

The safety and efficacy of RINVOQ in children and adolescents aged 0 to fess than 18
years have not yat been establshed. Mo data are avaiable.

8.8 Gariatrie Use

Of the 4281 patients treated in the five Phase 3 clinical studies, a total of 906
rheymatcid arthrits patients were 65 years of age or clder, including 146 pabients 75
years and older. Of the 1827 patients treated in the two psoriatic arthritis Phase 2
clinkal studles, a total of 274 patients wete 65 years of age of olfer, Inchuding 34
patients 75 years and older. No differences n effectiveness were gbserved between
these patlents and younger patients; however, there was a higher rate of overal
adverse events, including serious infections, i the elderty.

8.6 Ronal impak ment

No dose adjustment & required In patients with mid, moderate ar severe renat

Impairment. The use of RINVDQ has not been studied in subjects wih end stags renal
disease fsee Cliical Pharmacology (12.3)).

£.7 Hepati Impalrment

No dose adjustment ks required In patients with mid (Chid Pugh A) ar moderate (Chid
Pugh B} hepatic impalrment. RINVOG B not recommended for use in patients with
severe hepatic tmpairment {Chid Pugh C} [see Dosage and Admngtration (2.3) and
Chrical Pharmacoiogy (12.31,

11 DESCRIPTION
RINVOQ s formulated with upadacitind, a |AK nhibitor.

Upadackinib has the fabowing chernical name: {35, 47)-3-Ethyl4-{3H-

midaza(l,2-alpyrrokel 2, 3-e]pyrazin-B-yli-N-1 2 2, 2-trifioroethylipyrrobdine-1-
carboxamide hydrate {2:1).

The strength of upadachini & based on anhydrous upadacitinb. The solubity of
upadackinik in water k& 38 to less than 0.2 mg/ml scross 8 pH range of 2 to 9 at 37 9L,

Upadacitind has a molecular weight of 389.38 g/mol and a molecular formuia of
C17H1aFzNe0 +¥ HzG. The chemical structure of upadaching is:

In patlents wih rheumateld arthrikk, small decreases from baseline In mean IgG and IgM
levels were obserwed with upadacitinlh trestment in the controlled perlod; hewever, the
rmeat values at baseline and at aff visits were within the nermal reference rangs,

AL 6 bires the mean maximum exposura of tia 15 mg once dally dose, there was no
chnicaly relevant effect an the QTe nterval

12.3 Pharmacokinetics

Upadactink plasma exposures are proportional to dose aver the therapeutic dose
range. Steady-state plasma concentrations are achieved wihin 4 days with minlmel
accurnulation atber muliiphe once-daly admiristrations. Upadacitinlb pharmacokinetics
are comparebke between rheumatoid arthrits and psorktic arthrits patients.

Absorption

Folowing oral adminitration of upadaciinidy extended-releas e formulation, upadaciting i
absorbed with a median Tpax of 2 to 4 hours,

Coadminstration of upadacitini with a high-faif high-calorie meal had no clnically
refevant effect on upadac tini exposures (increased AUCiy by 29% and Cengy Dy 39%).
In cinkal rigts, ypadacitinib was adminstered without regard to meaks [see Dosage and
Administration (2.31].

Distriition

Lpadacitin i 52% bound to plasma proteing, Upadacitinb partitions simiarly between
plasma and blood ceflufar tomponents with a blood to plasma ratio of 1.0.

Metabolim

Upadacttinie rmetabolsm 5 mediated by mainty CYP3A4 with 2 potentil minor
contribition from CYPZDE. The pharmacologhe activity of upadackini & attributed to the
parent molacule. in a human radiolabeied study, unchanged upsdacitini sccounted for
79% of the total radactivity In plastma while the main metabobte detected {praduct of
renocxdation followed by glucuronidation) accounted for 13% of the total plasma
radioactivicy. No active metabolites have been identified for upadacitinib.

Eimation

Follbwing single dose administration of [YClugadacking immediate-release sokltion,
upadaciting was eiminated predominantly as the unchanged parent substance in urine
{24%) and feces (38%). Appraximately 34% of upadacitingd dose was exerated s
metabofites. Upadachtinib mean terminal ebmination hatf-ife ranged trom B to 14 hours.

Body Welght, Gendey, Race, and Ade

Body welght, gender, race, ethnicity, and age did not have a clinicalty meaningful effect
an upadaciting exposure (see Use v Specific Populations (8,5)].

Banal Impatrmsnt
Renal mparment has no clrically relevant effect on upadacitink exposure. Upadacitinky



ALCy was 18%, 33%, and 44% higher in subjects with mad, moderate, and severe ranal
imparment. respectively, compared to subjects with normal renal function. Upadaciting:
Croax Was skmflar in subjects with normal and impaired renal funchon.

Hepatic Impatment

MAS {Chid-Pugh A} and moderate (Chid-Pugh B} hepatic impairment has no clinicaly
refevant effect on upadacitinid exposure, Upadaciting AUCiny was 28% and 24% higher
it subjects with mid and moederate hepatic impairment, respectively, compared to
subjects with nermal fver function. Lipada tmniy Cnay was unchanged in subjects with
mid hepatic impairment and 43% higher in subjects with moderate hepatic impalrment
compared to subjects with normal kver function. Upadacitmib was not studied m patients
with severa hepabic mpairment (Chid-Pugh C).

or Qthet Dy o [flence the Pharmacokinetk 0 padSCENID

Upadaciin s metaboizad b vitro by CYPIA4 with a minar contribution fram CYP2DE.
The effect af co-administered drugs on upadacitinib plasma axposurss & provided
Table 3 fsee Drug interactions (7)f,

Table 3: Change In Pharmacokinatics of Upadaciting in the Pr
of Co-administered Drugs

Co- Reghmen
of Co- Ratio
"‘"":::;“’" administered {80% D@
Drug
Cman AUC
0.97 0.99
Methotrexate 10t 25 maiwesk  (n e 109) (0.93- 1,051
Strong €YP3A4 inhbitor: 400 my once 170 175
Ketoconazok da x6das {1.55-1.89) {(i.62-1.84)
Strong CYP3A4 inducer: 600 ang once 0.48 0.39
fifam in da x9das  (O440.55) (0.37-0.42)
OATP1B inhibkor: . 114 1.07
Rifampln §00mg singledose ) 551 28y (1.01-1.143

Cl: Confidence interval
@ fatias for Cyax 2nd AUC compare co-adminisiration of the megication with
u adacitiniy vs. adminktration of u adaciink aone.

pH modifying medications (2.g., antackls ar proton pump ithibikars] are not expected to
affect Upadacitind plasma exposures based on 7 vitro assessments and populstion
pharmacokinetic analyses. CYPZDE metabolc phanotype had no effect on upadacitinib
pharmacokmetics {based on population pharmacokinetic analyses), indicating that
mhibors of CYPZDE have no clinically relevant effect on upadacthib exposures.

EorenpE D padacEniD b Influence the FRaMeCokacl gf Other Brug

in witro studies ndicate that upadachin does not inhibk; or induce the actiity of
cytochrome F450 {CYP) enzymes {CYPLAZ, CYF28G, CYP2CS, CYPZCS, CYPRC1S,

© Extended-releas & formulation

13 NONCLINICAL TOXICOLOGY

13.1 Carcinag ks, M
Carcinoganesis

The carcinegenic potential of upadacitinib was evaluated i Sprague-Dawley rats and
Tg.razH2 mice. No evidence of tumarigenicity was sbserved in male or fermale rats that
recehved upadaciint for up to 101 weeks at aral doses up to 15 or 20 my/kg/day,
respectively (approximately 4 and 10 times the MRHD on an AUC basks, respectively). No
evidence of lumorigenicky was ohserved in male or female Tg.rasH2 mice that recelved
upadac tinf for 26 weeks. at oral doses up to 20 mgfkgrday.

Mutnaenesis

Upadacitink tested nagatively in the folowing genotbicicity assays: the in vitro bacterial
miutagenicity assay (Ames assay), i1 vitre chromosome aharratian assay in human
peripheral blood tymphocytes, and in wiva rat bane marrow micronucheus essay.

Impekmant of Fartfty

Upadactinb had ng effect an fertlity I rmalke or female rats at oral doses up ko 50
mgfkg/day in males and 75 moskgiday in females {approximately 42 and 84 times the
MRHD In makes and females, respectively, on an AUC bask ). However, maintenance of
pregnancy was adversely affected at oral doses of 25 mo/kgfday and 75 markg/iday
based upon dose-related findings of hcreased post-implantation Dsses (noreased
resorptions) and decreased numbers of mean viable embryos per Hter (approximately
22 and B4 timas the MAHD on an AUC basi, respectively). The number of vizble
embryos was unaffected in female rats that recenved upadacitink at an oral dose of 5
mgfkaiday and were rmated to males that received the same dose (approximately 2
times the MRHD on an AL basis).

ks, Impakrmant of Fartilty

14 CLINICAL STUDIES

14.1 Rhawmatokd Arthritls

The effkcacy and safety of FINVOO 15 mg once dally were assessed In five Phase 3
randomized, double-blnd, mulicenver studies In patients with moderately to sevarely
activa rheumatnid arthritls and fulling the ACR/EULAR 2010 classification crkerla.
Patients 18 years of age and older were efigible to participate. The presence of at least 6
tender and 6 swollen joints and evidance of systemic inflar lon based on elevation of
hs CRP was required a basefine, Atthaugh other doses have baen stutlied. the
recormmendesd dose of RINVOD is 15 mg ence daily.

Study Rl (NCTO2706873} was a 24-week monotherapy trialin §47 patients with
moderately 1 5 everaly active rheurnatold arthrits who weve naive to methotrexate
{MTX). Patiants recevad RINVOG 15 mg or vpadaciind 30 mg once dally or MTX as
manotherapy, At Week 26, non-responding patients on upada<iinio could be rescued
with the addition of MTX, while patients on MTX could be rescued with the addition of
plinded RINVOGQ 15 mo er upadaciinip 30 mg once daiy. The primary endpoint was the

- - - - U
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Table 4: Change in B o o
Armag N
Murkara of Cyp k:k * A ~ g
Co-administersd My R "
Drug or CYP n:;nls- Eay T5
Activity Marker Upadaciie
Methotrexate € mg to 24 mg Bl
Sensitive CYP1A2
Substrate: 30 my QDe
Caffeine 90 {1,
SG;SIJ‘UE CTP3A
uhstrate: 30 qQox D74
Midazokim ™o {0.68.0,
Sensitive CYPZD6
Substrate: 30 mp QD¢ Loa
Drextromethor han (0.98-1.21)
Senskive CYP2L9 107
Substrate: 30 mg QD¢ y
S Warfarin 9@ {102-1.41)
Sensitive CYF2C19
Marker;
5-0H Omeprazole
w 0 mg QDC .
Omeprazale
metabelic ratio
CYPZEG Substrate: c 0.87
Bu ro ion 30 mg QD 0.79-0.36) 0.
Resuvastatin 30 mg QD= 10.65.0.54) o
) .80 ‘017
Atorvastatin 30 myg O0F {0.79-0.97) 0.70-0.0
) ) 0.95 111
Ethinylestradial 30 mg QD° {0,89-1.52) {18441 }
0.96 D.56
Levonargestrel 30 mg Q0° (0.87-1.08} (0.85-1.07)

CYP: cytochrome P45Y; CI: Confidence interval; BID: bwice daly; GD; once da
3 Ratos for Cmay and ALC compare co-administration of the medication w’
upadaciinib vs, administration of medication afone.

B immexdiate-release formulation

propordon of patiznts wha achieved an ACKS0 response at Week 12, Key secondary
endpaints hchaded disease acthvity scare (DAS2B-CRP) =3.2 at Week 12, DAS28-CRP
«<2.6 at Week 24, change from baseling in HAG-DE at Week 12, and change from
tasefne in van der Heide-modified total Sharp Score (mTSS) at Week 24,

Study RA-I [NCTO2706951) was a 14-week monatherapy trial in 649 patients with
moderately to severely active rheurmatold arthrits who had an nadequate respanse to
MTY. Patlents recetved RINVGE 15 mg or upadackiniy 30 mg snce dafly manotherapy or
continued ther stable dose of MTX monotherapy. At Week 14, patlents who were
rangomizes to M were advanced to RINVODQ 15 mg or upadacitind 30 mg once daly
monptherapy in a binded manner based on pre-determined assignment at baselne. The
primary endpoint was the proportion of patients who achleved an ACR20 responsa at
Week 14, Key secondary endpolnts included DAS28-CRP 3.2, DAS28-CRP «<2.6, and
thange from baseine in HAQ-DI at Week 14,

Study RA-Itl {NCTO2675426) was a L2-week trial in 661 patients with moderately to
severaly active rheUmatold arthritis who had an nadequate response to conventional
disease modifyng ant-rbeumatic drugs (cDMARDs), Patients received RINVOQ 15 mg or
upadaciinib 30 mg once dally or placeho added to background cOMARD theragy. At
Week 12, patients who were randemized v phcebo were adyanced to RINVOG 15 mg
or upadaciting 3¢ mg once dally in a binded manner based on pre-determined
assighment at basefne. The primary endpoint was the proportion of patients who
achieved an ACR20 response at Week 12. Key secondary endpaints incided DaS23-
CRF £3.2, DASZE-CRP=<.6_ and change from baseline in HAQ-DH af Week 12.

Study RA-IV (NCTU2629159) was a 48-week trlal (h L1629 patients with meder ately to
severely acthve rheumatold arthrits whao had an inadequate response to MFX. Patients
received RINVOQ 15 mg once doiy, active cormparator, ar placebo added ta background
MTX, From Week 14, non.responding patents on RIKVOQ 15 mg could be rescued to
active comparator in a binded rmanner, and non-responding patients on active
cormparator or placebo coukd be rescued to RINVOQ 15 ma in & biinded manner. At
Weelc 26, af patients randomized to placebo were switched to RINVOQ 15 myg once dally
in a binded manner., The primary endpeint was the proportion of patients who achiaved
an ACR20 response at Week 12 versus phcebo. Key secondary endpoints versus
plcebe nchuded DAS2B-CRP 53,2, DAS28-CRP <26, change from basefne in HAQ-DI at
Weelk 12, and change from baselne in mT$5 at Week 26.

Study RA-V {NCTO2706847) was 2 12-week trizl in 400 patients with modarately to
severely artive rheumatold arthritis who had an inadequate response of intolerance to
piologic DMARDS. Patlents received RINVOQ 15 my or upadacitinid 30 myg once dady or
piacebo added to background CDMARD therapy. At Week 12, patients who were
randomized to plceho wera advanced to RINVOG 15 mg or upadacitinib 30 mg once
aally In 2 bbnded hased on pr mined assignment at baselne, The primary
endpoint was the propertion of patients who achieved an ACR20 response at Week 12,
Key secondary endpoints included DAS2B-CRP =3.2 and change from basefine In HAQ-
D1 at Week 12.

Clirvienl Response

The percentages of RINVOO-treated pathts achieving ACF20, ACRS0, and ACRF0
responses, and DAS28{CRP} < 2.6 in all studies are shown in Table 5.

Patients treated with RINVCQ 15 mg, alone or in combmation wih cOMARDs, achieved
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g-g 1 eb;u =20% {or =50% or =70%) Improvement; bDMARD = blologic deease-
?—: f : mg, alone or i combination with cDMARDS, resulted In ;wdﬂ‘vhg ar':rt;;l;eumatzl; ?Dr;g: CP;)P Mi;g:acﬂve 9m‘;h:d0£§:s:
ail - isease Act core Is; © = conyention
- = ; =M mﬁﬁ:sc}ommnem compare to MTX or placebo ai the modifying anti-rheumatic drugs; MTX = methotrexate; PBO = plicabo; IR
Y b, epoitt ¢ ’ = hadequate responder
T :n-% Patients who dissentinued randomized treatment, o had crogs-over
A Table 5: CEnical Response between rondomized treatments, or were mesing dal:;a;st week of
¥ evaliation were imputed & non-respenders in the analyses.
e Study AA- Study RA- Stody RA-V P
- srudy RA-1 Study RA-Il sy = Al e Ay 3 Study RA-k, Study RA-I, Study RAIV, Study Ra-v
MTX-Naiva  MTXCIR - cnpappa MR IR . §3§¥ Rad
Background Background Background M
Monotherap Monothersp " nyiagpns  MIX  CDMARDS Stud RA-IV
RINVOQ RINVOQ RINVOQ RINVGG RINVOQ
15 mg 15 mg 15 mg 15 my 15 mg Tuble 6: Components of ACR Response at Primary Efficacy Timepolnt®
MTX % MIX % PBO % PBO % PBO %
Study RA-1 Study RA-Il Study RéA-1I1 Study RA-IV Study RA-W
agye 8 gf% adw o g?% MTX.Halva  MTX-IR cDMARD-IR MTX-IR  BOMARD-IR
Background Background Background
:;eek 314 317 216 217 221 221 651 631 169 184 Monotherapy Monotherapy <DMARD: MTX cOMARDS
RINYOG REMWOG RINVOG RINVDG RINVOG
’e ” ACR20 " o MIX Ssm MR gom o PBO e FBO 5o FBO e
N 14 317 216 217 221 221 651 651 169 164
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47145 75 24416, 15 27 (1B, 15 23{15, 15 30(26, 12 22 (14, B lz 17 17 16 13 16 16 17 16 17
129 28 248 5 A e A el G oo 02 AL (9 An @ an 1o 4y
&0 54 Weaak & H ] 1 9 7 9 5 9 B
24269 33 27118, 21 23138, 1244 @ (M L @ (0 a8 @ (M ae  ®
) ® P 66 68 63 62 62 64 65 66 69 68
ACRTO
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/ 2;’ 2(6] 2;} 2;, 1':1] 12/14  25) (%) (25} (2 (26) (24) (I5) (24} (28) (28]
a4 35 Patlent lobal assessment* .
245360 18 26 (19, 10 251{21. Baselin 153 B7 £ B2 60 B3 B4 E4 65 67
i 29 2L 27 Ry R @ {22 {20 {an (23 (20
DASZE-CRP <2.6 Week 42 31 48 37 S0 32 48 33 54 A0
16 28 1 20 29 1214 (35 {24] (26} @7 (26) {24 {24) (24} (28} (26}
Disad  Index {HAD-DIY In RA-l and AA-IV, & higher proportion of patlents treated with RINVOG 15 my alone or
164 in comblination with M, achleved DAS28-CRF < 2.6 compared te MTX or placebo at the
{0,567} primary efficacy timepoint (Tablke 7).
076 118 088 1.13 1.24
{0,698} {(.69) {0.67) (0.70} 0.1 Table 7: Proportion of Patlents with DA528-CRP Less Than 2.6 with
1 ASSESEME Number Reskdual Active Joints at Primary ATy R
Ph sklan lobsl nte bar of el Effic Tim Int
&7 &6 &6 a7
an 18 an un Shucy mat
25 41 39 29
21 124 25 (22) m"“’;l":‘:; ﬂpym
CRP{ L} DAS28-CRP Loss Than 2.6 T voQ 1 ma
A 193 nee Pro ortion of res anders at Week 12 (n) 19% (43 36% (112)
: ' ! ) Of res onders, pro ortion with @ active  bits {n} 51% {22} 45% (51)
Of responders, ro ortien with 1 active htin)  35% {15} 23% (261
bbreviations: ACR = American College of Rheumatology; bOMARD = biclogic Of res enders, ro ortion with 2 active ' mts {n) 8% (4)  17% {18)
disease-modifying anti-theumatic drug; CRP = c-reactive pratein; cDMARDS = _Of responders, propottion with 3 or more actve o 1y 15% (17
12} {17}
conventional deease-modifying antierheumatic drugs; HAQ-0l = Heakh ints. (n}
Assesement Questionnare-Disabfty Indax; IR = madequate responder; MTX = Study RA-IV
methotrexate; PBO = placehs MTX-IR
Back round MEX
# Data shown are mean (standard deviation}. PEQ RINVOG 15 mg
B Primary efficacy timepoint is at Week 14. DAS2A-CRP Less Than 2.6 N=651  N=651
Viual analog scaker 0 = best, 100 = worst. Pro ortion of res onders at Week 12 (n) 6% {40}  29% (187)
Heath &_SSE‘SSM Qljlest‘bﬂ_ﬁak'E'DbﬂN“ |f‘|l:|Ex': 0‘=bﬁ$t._ Imyyorst; 20 . Of res onders. ro ortion with 0 active  ints (n) 0% (24} A8, (0%
f_"-'es}:'““sl- a fﬁmrﬂfﬁ“ms“g and groaming, arsing, eating, waking, hygiene, Ofres nders, roportonwih Laciive htin) 20%{8)  23%(43)
gach. 1. and acthiies. Of res nders, pro ortion wikh 2 scive onts in) 15% (6]  13% {25}
Of responders, proporton with 3 or more active
Figure 1. Percent of Patients Achleving ACR20 in Study RA-IV " ints {n Frop 5% @ 16% (30}
bbrewations: CAP = ¢-reactive protein; DAS2E = Dlease Activiy Score 28
= ints; MTX = methotrexate; PBO = placebo; IR = inadequate res onder
W
E )
™ Badioaraphic resnonse
(]
- Inhibition of pragression of structural joint damage was assessed using the modified
- Forad Sharp Score (mTH5) and its components, the eroslon score and jeint space
E : naArrowng Store, ab Week 26 b Study RA-IV and Week 24 h Study Ra-1. The proportion
w of patients with no radicgraphic prograssion {mTsS change from baseling = 0) was ako
o

assessed.

In Study RA-IV, treatment with RINVOD 15 mg inhibited the progression of structural
Jolnt damage compared to placebs in combination with cCMARDS at Week 26 (Tablke 8.
= RENVOG 13 mg # MTH 2= Flacebo + BITX Analvses of erosion and jaint space narrowing scores were consistent with overall
results.
me:riaﬁor:s; ACR20 = American College of Rheumatology =20% improverent; MTX = In the placebo plus MTX group, 76% of the patients experienced no radiographic
olrexale ad to 83% of the pabients reated with RIWYOQ 15 mo.
Patients who discontinued randoemized treatment, or were missing ACR20 resuls, or progression ot Weel 26 w_mpar i o w N ) o
were bst-to-folow-up or withdrawn from the study were imputed as non-responders, In Study RA-l, treatment with RINVQGQ 15 mg monotherapy inhibied the progression of
structural joint damage compared to MTX monotherapy at Week 24 (Table 8). Analyses



of erpskon and it space narrowing scares were consistent with averall results.

In the MTX monatherapy group, 7834 of the patients experienced no radiographk
progression at Week 24 compared to 87% of the patients treated with RINVDQ 15 mg
manatherapy.

Tabl §: Radisgraphikc Changes

Study RA-IV
MTX-IR
Back round MTX
PBGO RINVOG 15 mg  Estimated Difference vs PO
miss IN=651} (N=E51) at Week 26
Mean {50} Mean (D) {959 Cly@
Baselne 35.9 (52) 34.0 (50}
Week 26 0.73{0.1) 015 (0.1} -3,63 {-0.92, -0.34}
Study RA-I
MTX-neive
Monstherap
MT® RINVOG 15 my  Estimated Difference vs MTX
{H=309) {Nm 303} at week 24
Mean (S0} wean {SD) (95% C1)¢
Baseine 13.3 (31 18.1 {38}
Week 24 0,67 {2.8) 0.14 {1.4) -0.53 (-0.85, 020

bbreviatians: mTSS = modfled Tatal Sharp Score, MTX = methotrexate; PRO
= placeby; SD = standard deviation; IR = ipadequate responders; BDMARDS =
bivkogic disease modifying ant-rheumatic drugs; LS = least squares; Cl =
confidence mtarvals
a5 means and 95% CI based on 2 ransom coefficient rrpdel fit to the mTSS
value adjusting for time, treatment grou, prior POMARDS use, treatmeant
group-by—li'ne interaction, with random slopes and random intercept.

Estimated Inaar rate of structural progression by wWeek 26 and standard
errors are presented,
£ LS means and 95% C) based on a [near regression model fit to change from
baselne In mTSS adjusting for treatment group, baselne mTs5, and geagraphic
regian.

Mean chan e from basellne and standard deviation sre rasented.

Physkal Punction Responie

Treatrment with RIMVOD 15 mg, alone or in combination wikh cOMARDs, resulted in a
grester improvemnent in physical function at Week 12/14 compared to all comparatars
as measured by HAQ-DL

Other Health-Relatesd Outcomes

I all stugies except for Study RA-Y, patients recehing RINWOG 15 mg had greater
improvement from baseline in physical component summary {PCS) score, mental
cqmponent summary {MCS) scores, and in afl # domakns of the Short Form Health
Survey ISF-36) compared to placebs in combination with cDMARDS or MTX

71

57
Week12 3% goppay 3324, 42}
38 32
2419, 30} 27 (20, 34)
ACR7D
) 16
13410, 17)

pbreviations: ACR20 tor 50 or 701 = American College of
Rheumateiogy =20% {or =250% or =70%) improvement. bDMARD
= biplogk disease-modifying anti-rheumatic drug: iR = nadequate
responder; PBO = placebo
patients who disconthwed randomized reatment or were missng
data at wesk of evaluation were Imputed &5 non-responders in the
analyses.

Tabk 10; Comp ts of ACR Resp A

Stuy Study Psa-I Study PeA-ll
pen-biolo e OMARD-IR BDMARD-IR
regtmen B0 RINVOQ PBO RINVOQ
Group 15 mg 15 mg
(N=d23)  (N=429) {N=212) (N=211}
Numbar of tender/ Inful Ints {0-68)
20,0
Basebie (14 20.4 {14.7} 5.3 (17.6) 24,9 {17.3)
Week 12 &g'g] 8.8 (12.5) 19.3 {18.5) 12.6 (15.6)
Humber of swollen  Ints (0-68)

Saselne  11.0(6.2] 116 {%.3) 12.0 (8.9 11.38.2)
sek 12 5.6 {7.2) 1.5 16.0) 7.319.4) 44(57)
Pathent assessment of I
Beseine  6.1(2.1} 62121} £.6(2.1) 6.4 (2.1)
Week 12 5.1(2.3) 3.8 (2.4) 5.942.3) 4.4 (2.5
patient tobal assasament
Baselne £.3 (2.0 &.6 (2.0 6.8 (2.0) 6.8 (1.9}
ek 12 5.2 (2.2) 3.8(2.3) 81(2.3) 45 (2.5)

Disah  dex (HAQ-DHE
Basefne 1.1 (0.6) 1.2{0.7) 1.2{0.7 1.1{0.5)
week12  L0(0.7 0.7 (0.6) 1.1 (0.8) 0.5{0.M
Ph sklan lehal assassment
Basefine 6.5 (1.5) 6.7 (1.6} 6.5 11.8) £.5 (1.8}
Week12 4.3{2.2} 3.1(2.0) 5025 1442.1)
hsCRP [m {k}
Basebre 13 110(14.9) 10.4 (18.5) 11.2 (18.6)

{15.8)

and

o o
Z" é’ ar ._"’ & o rﬁ‘
285 So°¥ g 4
monotherapy at Week 12/14. Ve -§§ gz o :
5
Fatigue was assessed by the Fung, gE FA ]
score (FACIT-F} in 5tudies RA-, R Fiand =
vias observed I patients treated wiiy po, STbdge »
in combination with COMARDS. or MTx m:: 8 sg

14.2 Psoriatic Arthriths

The efficacy and safety of RINVOG 15 mg ar,
randomized, double-bind, mulicenter, piacebe

age or older wih moderately (o Severely active oy
psoristic arthrlis for at keast 6 MONths based upe
Arthrits (CASPAR), at feast 3 tender oints and o aasy

psoriasts or history of plaqua psorisis, Athough apg

recommended dose of RINVOQ B 15 mg ance'da 1o, ol

Study PsA-t {NCTOZ104400) was a 24-week Irial in 1705

sevarely active psoriatic arthrids whao had an inadequate »,

east one nan-biologic DMARD. Patients received RINVDG 13

once daly, adalimumab, or placebo, alane oF in cumhmn‘
biologic DMARDs. At Week 24, al patients randomized o p
RINVOQ 15 mg or upadackind 30 rmg ance dally in a bindeq v
endpeint was the propartion of patients who achleved an 8CR3g ¢

Study PsA-ll (NCTO3104374) was a 2d-week trial I 642 pa  ntg
sevarely active psoriatic arthritis who had an inadequate response

loact ar biologic DMARD. Patients received RINVQQ 15 mg or up
dally or placebe, akne or in comhination with background nan-biclagic
Waek 24, all patients randomized to placebt were swkched to RINVOG
upadacitnib 30 mg oree datly in a binded manner. The primary endpo ¢
proportion of patients who achieved an ACR20 response at Week 12

LEnical Responsa

in both studies, patkents treated with RINYOQ 15 mg achieved sign” antly h
ACR20 responses compared to placebo at Week 17 {Table 9, Figure 2), At
proparton of patients treated wkh RINVGG 15 mg achieved ACRS0 angd ACRTG
respanses at Week 12 compared to placebo.

Treabment wih RINVOQ 15 mg resutted in improvements i the ACR components
compared to placebs 3t the primary efficacy timepoint (Tabla 10},

Table 9: Cinkcel Respornse

Study Study PsA-| Study Psa-il
non-biolo & DMARD-IR BDMARD-1R
RINVOQ RINVOQ
reatment T o0 15 mg P80 15 mg
Group % % % %
o 195% O A 195% CI}
N 423 429 212 211
ACRZO
PRI
week12 113 4,2 (9.9 9.4{13.4) 4.3(7.9)

Abbreviations; ACA = American Colege of Rheumatalogy: hsCRP = high
sensiivity c-reactive protein; HAQ-DI = Heath Assessment Questionnaire-
Disabfity Index; IR = hadequate respander; PA0 = pheebd

a Data shown are mean (standard deviation).

B Numerk rating scale (NAS): 0 = best, 10 = worst

© Health Assessment Questionnaire-Dis.abilty tndex: G=best, J=warst; 20
questions; B categories: dressing and grooming, arising, eating, walking,

h giene, reach, rip, and acthvities,

The percentage of patients achieving ACR20 response by vt E shown in Figure 2.
Figura 2. Percent of Patients Achleving ACHZO I Study PsA-
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—=—RINVOQ 15mg - Placebo

Abbreviatans: ACR20 = American College of Pheumatology =20% Improvernent Patients
who discontinued randomized treastment, or were missing ACR20 resuls, or were st-
to-follow-up or withdrawn from the study were Imputed as nen-respongers.

Treatrment with RINVOQ 15 mg res ulted in improverment in dactylitis and enthesits in
patients with pre-existing dactylts or enthesis.

Treatrment with RINVGG 15 mg resulted in improverment In skin manifestations in
patlents wih PsA, However, RINVO has not been studled in and & not indicated for the
traatmant of plaque psoriask.

Physical Function Responae

n both studies, patients treated with RINVOQ 15 mg shuwed significant inprovement (0
physical function from baseline compared 1o plceba as assessed by HAQ-DI at Week
12 (Table 10). The mean diference {35% Cl) from placebn n HAQ-DI change from
bascline at Week 12 was -0.28 {-0.35, -0.22 in Study PsA-1 and -0.21 (0,30, 012 n
Study Psa-il
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= -y e =3
byl 4y
Gg: apUBEeS 0%
SERaEaRTY  any
25353 855%308 g %337 5 improvement from baseine in HAG-DI
53 8870893 na‘?.. x.f;,psapll was SB% and 45%, respectively, in
%4 5_" z "%g g-% %ﬁ % g j;‘;* ‘and 27%, respectively, in patients recelving
= -t I
EX 1R [ 2"
(%5252 LR e '
g%gqﬂ ‘2.%0 DN
5 g%% 32827 5k , progression of structural damage was assessed
%g 3 = 55%'55 A £:sed as the change from baseline in modified Total Sharp
|‘.. % e n % %‘.’A % E Y P :g“ponmls. the erosion score and the joint space narrowing
30 o9’ EX 3 X=1A-T]
AP .
% 'ﬁ 5%'?; ?\' m%%§§ NvOQ 15 mg inhioked progression of structural joint damage
%‘,;3 “% Egl Nreho Bt Week 24 (Table 11). Analyses of eroskin and jont space
E % %‘ 1) S.h Zores were consktent with overall results, The proportion of patients with
%'9\ % 2% _gg,—wh-: progressian [mTSS change < {) at Week 24 was 93% In patients
igi%? ‘5% . RINVCOD 15 mg and B9% m patients recekving placebo.
8
%
%. 3 Tahe 11! Radiographik Changes n Study PsA-l
= .
PBO RINVOQ 15 mg  EStmales Difference
{Nm=352) {N=4 (7} at Week 24
Mean (S0} Mean (S0} {95% CIy#
mTSS
Baselne 13.32{31.2} 13.14 {42.4}
‘Week 24 0.23 {0.07} -Q.02 (0.04) -0,25 {-0.41, -0.0%)

Abbreviations: €I = confidence intervak; LS = least sguares; mTSs =
modified Tatal Sharp SCore; PEQ = placebo; 5D = standard devlation

A LS means and 95% C| based on a rendom coefficient model At to the
mTSS value adjusting for time, treatment group, current OMARD use
lyes/no), treatment group-by-time interaction, with randoem skpes and
random intercept.

b Estimated Inear rate of siructural progression by Week 24 and standard
errers are  resented.

Other Health- Related Gutcomes

Heatth-refated qualty of ife was assessed by SF-36, |n both studies, patients receiving
RINVOG 15 mg experienced significantly greater improvemant from basefing in the
Physical Compaonent Summary score compared to pacebo at Week 12, Greater
mprovement was ako cbserved in the Mental Component Summary score and af 8
domains of 5F-36 compared to placebo.

Pabients recehving RINVOGQ 15 mg showed greater improvement fram baseling in fatigus,
a5 measurad by FACIT-F score, at Waek 12 compared to placebe in both studies,

16 HOW SUPPLIED/STORAGE AND HANDLING
18.1 How Suppbed

of upadacitinih [See Use i Specific Populations (8,34],
Lactation

Adwite women ot to braastfeed during treatment with RINVOD fsee Use in Specific
Populations (8.23),

Administration

Advise patients not to chew, crush, or spik RINVO(G tablets [see Dasage ang
Administration (2.3)].

Manufactured by: AbbWle Irefand NL B.V.. Sigo, Ireland

Packed and Distributed by: AbbVie Inc., North Chicago, IL 60064
RINVOO® & a registered rademark of AbbVie Biotechnology Ltd.
B2019-2021 Abbvie Inc,

20067457 R1 December 2021

What s the most Important information | should krnow about

RINVOQ?

RINVOQ can cause setious side effects, ncheding:

1, Sarioux Infections.

RINVOQG 5 @ medicine thet affects your Immune system. RINVOQ can lower the
ahifty of your mmune system to fight infections, Some peopk have had serious
mfections whie taking RINVOGQ, neluding tuberculesis (TB), and infections
caused by bacteria, fungi, or viruses that can spread throughout the hady.
Some people have died from these infections.,

v Your healthcare provider should test you for TB bafore starting treatment
whth RINVOQ,

» Your healthcare provider should watch you clesely for signs and symptoms
of TB during treatment with RINVOQ,

+ You shoul neot start taking RINVOQ f you have any kind of infection unless
your healthcare provider tefis you It &5 okay. You may be at 2 higher risk of
developing shingles therpes roster).

« Before starting RINVOG, tell your healthcare provider If you:

[ are being treated for an infection.

© have had an infection that does not go away of that keeps coming back,
0 have dlabetes, chrank lung diseasa, HIV, or a weak Immune system,

O have TB or have heen in close contact with somecne with TH.

© have had shingles (herpes zoster).

0 have had hepatits B or C.

G lwe or have fved or have traveled to certain parts of the country {such as
the Dhip and Missisippi Rvar vatleys and the Southwest) where there is an
increased chance for getting certan kinds of fungal nfections. Thase
Infections may happen or become mare severe i you use RINVOQ, Ask your
heakhcare provider f you da not know i you have [ved in an area whara
these nfections are commoen.

0 think you hava an infection or have symptoms of an hfecton such as:

AINVOQ 15 mg extended-refease tablets for oral adminkstration are purple, blconvex
ablong, with dimensions of 14 x 8 mm, and debossed with ‘215 on one side

30 tablets in a botte; NOC: 0074-2306-30

16.2 Storaga and Handing
Stare at 2°C to 25°C (36°F to 77"F).
Store in the origingl bottle in order to protect from mokture

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient Bhefng (Mediation Guide).
Serigus Infections

Inform patients that they may be more kely o develop infactions when taking RIMVOQ,
Instruct patents to contact thek heakhcare provider immedlately during treatment if
they develop any signs or syrmptorms of an infection [see Warniigs and Precautions
€513,

Advie patients that the risk of herpes zoster 5 nereased in patients taking RINVOG and
in some cases cah be serious [see Warnings and Precautions (5.1,

Palignancles

Inform patients that RINVCQ may increase their risk of certaln cancers. Instruct
patients to inform their heakhcare provider f thay have ever had any type of cancer fsee
Warnings and Freceutions (5.3)].

Major Adverse Cardivvascubar Evants

Inform patients that RINVOG may increase their risk of major adverse cardiovascular
events (MACE) including myacardml infarction, stroke, and cardiovascular death.
Instruct all patients, especialy current or past smokers or patients with other
cardipvasculr risk factors, to be alkert for the devalopment of signs and symptoms of
cardiovascular events {see Warnings and Pracautions ¢5.4)].

Thrombosks

Advise patlants that events of DVT and PE have been reported in cltical shudies with
RINVOG. instruct patients to defl their heakhcare provider if they develog any signs or
symptoms of a DVT or PE [see Warnngs and Pracautions {5.5H.

Laboratory Abnormalities

Infarm patients that RINYOG may affect certain lab tests, and that biood tests are
requlred before and during RINVOG treatment {see Warnings and Precautions (5. 7)].

Eregnancy

Advise pregnant women and fermales of reproductive potential that exposure to RINVOQ
during pragnancy may result in fetat harm, Advise females to inform their healthcare
provider of a known or suspected pregnancy [see Warnings and Precaudons (5.8) and
Use in Specific Populations (8.1)f, Advise females of reproductive potentiel that effective
contraception should be used during treatment and for 4 weeks folowing the final dose

« faver, Swerting, or
chills

# shortness of breath

* warm, red, or pamnful
skin Or $ores on your
body

* musche aches : cw(:::r:llt loss

* feeing tired » burning when you
* bicod in your phlegm

-

y urinate or urinating
g;‘rhea or stomach mere often than

usual

ftar starting RINVOOQ, call your heakhcare provider right away I you have any
symptoms of an infection, RINYOG can make you more fkely to get infections
or make warse any infections that you have,
2. Incrensed risk of death In pesplke 50 years of age and sidar who
have at least 1 haart di {eardh lar} rick fector and are
aking a medicing i thw chss of medicines called fanus kinmye {JAK)
inhibitors. AINVOQ k a JAK inhibltor medicine.
3. Cancer and Immune system problems.
RINVOG may increase your risk of certaln cancers by changing the way your
immune system works.
Lymphoma and other cancers, inchuting skin cancars can happen in people
taking RINVOD. Pesple taking a medicine in the class of medgicines caled fanus
kinase [JAK) inhibitars have a higher risk of certain cancers inchiding mphama
angd lung cancer, especilly if you are a current or past smoker.
el your heatthcare provider If you have ever had any type of cancer.
4, Increased risk of major cardlovascular avents such ag
heart attack, stroke or death in people 50 yours of age and okder
who have at lmast 1 heart disease {cardiovascular] risk factor and
aking a medicine in tha class of medicines cated JAK inhibltors,
espachlly if you are a currant or past smoker.
Get emergency help right away f you have any symptoms of a heart attack or
stroke whie taking RINVDG, Including:
+ discomfort in the center of your chest that ksts for more than a few
minutes, or that goes away and comes back
severe tightness, pan, pressure, or heaviness in your chest, throat, neck, or

W

pan or dscomfort i your arms, back, neck, jaw, or stamach
shortness of breath with or without chest discomfart
breaking out i a cold sweat

nausea or vomiting

feelng lightheaded

weakness in cne part or on cne side of your body

shurred speech

LI )

5. Bivod Clots (thrombosis).

Blood clots In the veins of your legs {deep veln thrombosis, DVT} or lungs
{pulmonary emboksm, PE) and arteries (arterial thrombosi) can happen in
some people taking RINVCG. This may be We-threatening and cause

death. Blood clobs in the vams of the kegs {OVT) and lungs (PE) have happened
rere often in people whe are S0 years of 2ge and older and with at least 1
heart dsease (cardiovascular] risk factor taking a medicine m the class of
medicines calied Janus kinase {| AK} inhibitars.



* Tel yaur heaktheara provider It you have had blood ciats in the veins of your
kys or lungs i the past,

« Tefl your healthcare provider right away if you have signs and symptoms of
blood clots during treatment with RINVOG, I luding:

C swefing O sudden unexplaned
O pain or tenderness in chest pain
the leg O shartness of Bregth
€. Tears (psrforation) In the stomach or intestines,
 Tell your healthcare provider ¥ you have had diverticulitis {inflammation in
parts of the Rrga intestine) or yicers In your stomach or Intestings, Some
peaple taking RINVOG can get tears in ther stomach or intestings, This
happens most often In people who take nonsteroidal anti-inflammatory
drugs (NSAIDs), corticosteroids, or methotrexats,
¢ Tel your healthcare provider right away i you hava fever and stomach-area
pan that does nat go away, and a change n your bowel habits.

7. Chariges In cartaln bboratory test results.
our healthcare provider shaukd do bleod tests before yau start taking RENVOG
and whik: you take RINYOG to check far the folewing:

+ fow neutrophil and ymphocyta counts. Neutrophlk and
ymphocytes are types of whits blood cells that halo the body fighi off
infections,

= fow red bivod celdl caunts. Red blood cefis carry gxygen, Low red
blood cefis means you may have anemia, which may make you feel
weak and tired.

¢ Increaged chelsstercl lavek, Your heakhcare provider shoukd do
bload tests to check your cholesterol kyads approximately 12 weeks
after you start taking RINVOD, ant a8 nasded.

* alwvated Bvar enzymas, Liver enzymes help to tel ff your beer &
functioning normally. Eevated iver enzymes may ndicate that your
heakhcare provider needs to do additonal tests on your lwer,

ou should nat take RINVOG if your neutrophil count, lmphocyte count, or red
bicod cell count ks 100 ow or your liver tests are too high. Your heakthcare
pravider may stap your RINVOQ treatment for a period of time if needed
because of changes in these bliod test resuks,

See "What are the patsilsie side affects of RINVOQ?™ for more

Information about side effects.

What s RINVOG?
RINVOOD 15 a prescription medicine that is a janus kinase (JAK) nhibitor used in
aduks t treat:

* moderate to severe rheumatolt arthritis when 1 or more medicines caded
tumor necrosis factor (THF) biockers have heen used, and did not work wel
or could not be boleratad.
active psorlatic arthrii when L or more medicines called tumor necrosis
factor {THF) blockers have bean used, and did not work well or coukd not he
toderated,

It & not known if RINVOO & safe and effective i1 children under 18 years of

* See "What is the most impertant Informetion | should know abaut
RINVOQ?™

Coinmon skis affecta of RINVOQ Include: upper respiratory tract
nfections {cammon cob, sinus nfactions), shingles (herpes zoster), herpes
simplex, bronchitls, nauses, cough, fever, and acne,
ese are not al the possible side affects of RINVOQ.
Cal your docter for madical advice about skle effects., You may report ske
&ffects to FDA & 1-800-FDA-L0BE.
How should ] store RINVOG?
+ Store RINVOKG in original container at 36°F to 77°F (2°C to 25°C) to protect
it from molsture,
* Keep RINVOG and alf madicines out of the reach of children.

Genaral nformation about the safe and affective uss of RINVDQ,
Medicines are sometimes prescrited for putposes other than those isted in
Medication Guide. Do not use RINVOQ for a condhition for which it was hot
prescribed.
Do not ghve RINVOQ to other peaple, even § they have the same symptoms
that you have. it may harm them. You can ask yaur pharmacist or heakhcare
rovider for Information about RINVGQ that & written for heslth rofessionak.
hat are the hgrediants In RINVOG?
cthve Ingredient: upadaciinib
Inactive ingredients: microcrystaline celulose, hypromednse, mannkel,
artaric ackd, colloidal slicon dioxide, magnesium stearate, polyving akcohol,
&Mﬂwlene glycol, tale, ttanium dioxide, Ferrosofertic cxide, and iran oxide

Manufactured by AbbVie Ireland NL B.V., Shgo, Irebnd
Marketed by AbbVie Inc,, North Chicage, IL 60064

RINVOQ® & registered trademark of AbbVie Biotechnology Ltd.
02019-2021 Abbvie Inc,

For more infarmation, cal 1-B00 2-RINVOG {1-800-274-6867) or go to
www RINYOQ com,

This Medkation Guide has bean approved by the LS. X
Food and Dru - Adminkstraton Revised: 1272021

NOC 0R74-2306-30

RiNVOG ™

upacacitini

Extended-Releasy Tablets 15 mg
DiEpense i or lginal packaging

FUP Cap 7o cuT FOIL

PEEL BACK FOR INSTRUCTIONS

20 Tablets

Rx only
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Bafora taking RINVOD, tell your healtheara provider

madical condRions, Including ¥ you: T, o)

* Sec *What & the most important formation I should o
RINVOG?” Ko

hiave an infection.

are a current or past smoker,

have had & heart attack, other hesrt probdems, or stroke, [y

have [ver problems,

have unexplained stomach tabdominal) pain, have & history of diverticy

ulcers in your stomach ar bitestines, or are taking NEAIDS,

have low red or whie blood cell counts.

have recently recelved or are scheduled to recelve an mmynization

{vaccine), Peopk who take RINVOK should not recane fve vacgines,

are pregnant or plan te become pregrant, Based on animal studies, RINVOGQ

may harm your unborn baby, Your heakhcare provider wil check whether or

net you are pregnant before you start RINVOGQ. You shoukt uce effective

Rirth control jcontraception) to avoid becoming pregnant whie taking

AINVQO, and for at least 4 weeke aftor your last dose of RINVOG.

are breastfeeding or plan to breastfeed. Do nok by I while taking

RINVOQ as RINVOQ may pass into your braast mik. You and your

healkthcare provider should decide IF yolr will take RINVDQ or breastfeed. You

shauld not breastfeed until 6 days after your kst dose of BINVO(Q,

&l your healthcars provider about all the madicings you take,
including prescription and over-the-counter medicines, yikamins, and herbal
supplernents. RINVOG and ather medicines may affect each other causing side
effects,

Espas tall yaur hewlthcara provider If you take:

*+ medicines for fungalinfections (such as ketoconazole, itraconazoke,
hypromeliose or voriconazoike) or clarithrormycin (for bacterlalinfactions) as
these medicines may increase the amount of RINVOD in your blood,

# rifampitin {for bacterial infections) or phenytoin (for neurobgical disorders)
35 thesa medkines may decrease the effact of RI NVOQ.

* medicines that affect your immune system (such as azathlopring and
cyclosporine) as these medicines may ncrease your risk of infection.

- .

sk your healkthcars provider or pharmacist, if ¥ou are not sure if you are taking

any of thesa medicines

Know the maxticines vou take. Keep a lst of them to show your heakhcare
rovider ang  harmacist when ou et & new medicine,

How should | take RINVOQ?

® Take RINVOG exactly as your heathcare provider tels you to use k.

¢ Take RINVOQ 1 time a day with or without food.

* Swalow AINVOG whole with water at about the same thve esch day. Do not

spBt or break, crush, or chew the tabiats.

What ara the possible sie affects of RINVOQ?
RINVOLG may cause serious side offects, inchuding:
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Y abbvie  Upadacitinib Tablets
G = 3.2.P.1 Descripiion and Composition

3.2P1 Description and Composition of Upadacitinib
Tablets

The dosage form is a prolonged-release, film-coated tablet containing 15 mg of
upadacitinib. The description of the tablets is summarized in Table 1.

The upadacitinib tablet composition showing the total amount of each component per
tablet is provided in Table 2. The composition, function of each component, and quality
standard of the tablets are presented in Table 3. The composition of the film-coating
powder is presented in Table 4.

Potential commercial container closure systems are listed in Table 5; only one of the
container closure systems may be commercialized in a given market.

Table 1. Description of 15 mg Upadacitinib Tablets

Parameter Description
Appearance Tablet
Coating Film-coated
Shape Oblong, biconvex
Coler Purple
Marking "al5" debossed on one side,

plain on the other
Approximate Dimensions Length: 14.0 mm
Width: 8.0 mm

Description and Composition 11052018-Q0F9F883C091D02-00003-en



Obbv/ie Upadacitinib Tablets

3.2.P.1 Description and Composition

Table 2. Total Amount of Each Component per Tablet
Amount per Tablet
15 mg Strength
Component * (mg) {% of Core Wt.)

Upadacitinib Hemihydrate 15.4° 3.2
Microcrystalline Cellulose 162.4 338
Hypromellose 2208, 3550 mPass 96.0 20.0
Mannitel 100.6 210
Tartaric Acid (Powdered) 96.0 20,0
Silica, Colloidal Anhydrous / Colloidal Silicon Dioxide 24 0.5
Magnesium Stearate 7.2 1.5
Purified Water - 0
Tablet Core Weight 480 -
Polyvinyl Alcohol 6.53 -
Macrogol 3350 / Polyethylene Glycol 3350 3.30 -
Tal¢ 2.42 -
Titanium Dioxide 1.92 -
Black Iron Oxide / Ferrosoferric Oxide 0.16 -
Tron Oxide Red 0.08 -
Film-Coated Tablet Weight 494 -

a
b.
¢,

Refer 10 Table 3 for the quality standards for each companent,
Corresponds to 15 mg of upadacitinib on an anhydrous basis
Removed during processing

Description and Compesition

11052018-00F9FE83C091D2-00003-en
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abbvie  Upadacitinib Tablets

3.2.P.1 Description and Composition

Table 3. Compesition of 15 mg Upadaecitinib Tablets
Amount
Component Quality Standard Funetion (mng)/Tablet
Tablet Core
Intragranular
Upadacitimb Hetnthydrate In-house standard Drug Substance 15.4°
Microcrystalline Cellulose .
(> 70% through 75 wm screen) Ph. Eur/NF/IP Filler 41.2
Hypromellose 2208, 3550 mPass |  Ph. Bur/USP/IP Release Control 49
Polymer and Binder
Purified Water® Ph. Eur./USP/JP Processing Aid -
Extragranular Excipients
Microcrystalline Cellulose .
(< 55% through 75 um sereen) Ph. Eur /NF/JP Filler 121.3
Mannitol Ph. Eur /USP/JP Filler 100.6
Tartaric Acid .
(Powdered) Ph. Eur./NF/JP pH Modifier 96.0
Hypromellose 2208, 3550 mPass |  Ph. Eur/USP/JP Release Control 91.1
Polymer
Silica, Colloidal Anhydrous / .
Colloidal Silicon Dioxide Ph. Eur./NF/IP Glidant 24
Magnesium Stearate Ph. Eur./NF/IP Lubricant 7.2
Film Coat Liquid
Film coating powder, Purple® In house standard Film Coat 14.4
Purified Water® Ph. Eur/USP Processing Aid -

Corresponds to 15 mg of upadacitinib on an anhydrous basis

Removed during processing

Opadry® II Purple, 85F 100091 or equivalent, see Table 4 for the composition of film-coating powder. Film coat

weight is approximate

Description and Composition

11052018-00F9F&683C091D2-00003-8n
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abb\ie Upadacitinib Tablets

3.2.P.1 Description and Composition

Table 4. Composition of Film-Coating Powder, Purple
(Opadry® I1, 85F100091)
Amount in Coating Amount per
Component Quality Standards Powder (%) Tablet (mg)
Polyvinyl Alcohol Ph. Eur /JUSF/FCC/ TPE 45.33 6.53
Macrogol 3350/
Polyethylene Glycol 3350 Ph. Eur./NF/FCC/IP/JECFA 22.89 330
Tale Ph. Eue./USE/FCC/ JP 16.78 242
Titanium Dioxide (E171) Ph. Eur /USP/FCC/ JP 13.36 1.92
Black Iron t.')xlde': (E172)/ NE/IPE 1.10 0.16
Ferrosoferric Oxide
Iron Oxide Red {E172) NF/JIPE 0.54 0.08
Table 5. Coatainer Closure System for Upadacitinib Tablets
Description Container Materials

If a Bottle is the Commercial Presentation

Bottle 3 oz high-density polyethylene (HDPE) bottle
Cap Child resistant polypropylene (PP) cap
Liner Induction seal, foil liner
Desiccant HDPE canister containing 3 gram silica gel
If a Blister is the Commercial Presentation
Clear Blister Polyvinyl chloride/polyethylene/polychlorotrifluoroethene polymer
Foil Lidding Push through aluminum foil

11052018-00F 9F683C08102-00003-en
Description and Composition Pg.4



