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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do notinclude all the information needed to use
CYLTEZO safely and effectively. Seefull prescribing information for
CYLTEZO.

CYLTEZO® (adalimumab-adbm) injection, for subcutaneous use
Initial U.S. Approval: 2017

CYLTEZO (adalimumab-adbm) is interchangeable* with HUMIRA®
(adalimumab).

Rheumatoid Arthritis, Psoriatic Arthritis, Ankylosing Spondylitis (2.1):
e Adults 40 mgevery other week.
e Some patients with RA not receiving methotrexate may benefit from
increasing the dosage to 40 mg every week or 80 mg every other
week.

Juvenile Idiopathic Arthritis (2.2):

Pediatric Weight
2 Years of Age and Older

Recommended Dosage

10 kg (22 1bs) to less than 15 kg (33 Ibs) 10 mg every other week

15 kg (33 Ibs) to less than 30 kg (66 Ibs) 20 mg every other week

30 kg (66 Ibs) and greater 40 mg every other week

WARNING: SERIOUS INFECTIONS and MALIGNANCY
See full prescribing information for complete boxed warning.

SERIOUS INFECTIONS (5.1, 6.1):

e Increased risk of serious infections leading to hospitalization or death,
including tuberculosis (TB), bacterial sepsis, invasive fungal infections
(such as histoplasmosis), and infections due to other opportunistic
pathogens.

o Discontinue CYLTEZO if a patient develops a serious infection or
sepsis during treatment.

e Perform test for latent TB; if positive, start treatment for TB prior to
starting CYLTEZO.

o Monitor all patients for active TB during treatment, even if initial
latent TB test is negative.

MALIGNANCY (5.2):

e Lymphoma and other malignancies, some fatal, have been reported in
children and adolescent patients treated with TNF blockers including
adalimumab products.

o Post-marketing cases of hepatosplenic T-cell lymphoma (HSTCL), a
rare type of T-cell ymphoma, have occurred in adolescentand young
adults with inflammatory bowel disease treated with TNF blockers
including adalimumab products.

Crohn'’s Disease (2.3):
e Adults 160 mgon Day 1 (given in one day or split over two consecutive
days); 80 mg on Day 15; and 40 mg every other week starting on Day 29.

o Pediatric Patients 6 Years of Age and Older

Pediatric Recommended Dosage

Weight Days 1and 15 Starting on Day 29
17 kg (37 lbs) | Day 1: 80 mg 20 mg every other week
to less than Day 15: 40 mg

40 kg (88 Ibs)

40 kg (88 Ibs) | Day 1: 160 mg (single dose or |40 mg every other week
and greater split over two consecutive days)

Day 15: 80 mg

---------------------------- RECENT MAJOR CHANGES

Indications and Usage, Juvenile Idiopathic Arthritis (1.2) 10/2021
Indications and Usage, Crohn’s Disease (1.5) 10/2021
Dosage and Administration, Rheumatoid Arthritis,

Psoriatic Arthritis, and Ankylosing Spondylitis (2.1) 10/2021
Dosage and Administration, Juvenile Idiopathic Arthritis (2.2) 03/2022
Dosage and Administration, Crohn’s Disease (2.3) 10/2021

————————————————————————————— INDICATIONS AND USAGE:

CYLTEZO is a tumor necrosis factor (TNF) blocker indicated for:

e Rheumatoid Arthritis (RA) (1.1): reducing signs and symptoms,
inducing major clinical response, inhibiting the progression of structural
damage, and improving physical function in adult patients with moderately
to severely active RA.

e Juvenile Idiopathic Arthritis (J1A) (1.2): reducing signs and symptoms
of moderately to severely active polyarticular JIA in patients 2 years of age
and older.

e Psoriatic Arthritis (PsA) (1.3): reducing signs and symptoms, inhibiting
the progression of structural damage, and improving physical function in
adult patients with active PSA.

o Ankylosing Spondylitis (AS) (1.4): reducing signs and symptoms in adult
patients with active AS.

e Crohn’s Disease (CD) (1.5): treatment of moderately to severely active
Crohn’s disease in adults and pediatric patients 6 years of age and older.

e Ulcerative Colitis (UC) (1.6): treatment of moderately to severely active
ulcerative colitis in adult patients.

Limitations of Use: Effectiveness has not been established in patients who
have lost response to or were intolerant to TNF blockers.

e Plaque Psoriasis (Ps) (1.7): treatment ofadult patients with moderate to
severe chronic plaque psoriasis who are candidates for systemic therapy or
phototherapy, and when other systemic therapies are medically less

appropriate.

e Administer by subcutaneous injection (2)
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Ulcerative Colitis (2.4):

e Adults 160 mgon Day 1 (given inone day or split over two consecutive
days), 80 mgon Day 15 and 40 mg every other week starting on Day 29.
Discontinue in patients without evidence of clinical remission by eight
weeks (Day 57).

Plagque Psoriasis (2.5):

e Adults 80 mg initial dose, followed by 40 mg every other week starting
one week after initial dose.

---------------------- DOSAGE FORMS AND STRENGTHS------nnmmmmmmeemmmeeae
Injection: 40 mg/0.8 mL, 20 mg/0.4 mL, 10 mg/0.2 mL in a single-dose
prefilled glass syringe (3)

CONTRAINDICATIONS

None (4)

———————————————————————— WARNINGS AND PRECAUTIONS ---------mmmmemmmmmeeoeeeee
o Serious infections Do not start CYLTEZO during an active infection. If an
infection develops, monitor carefully, and stop CYLTEZO if infection

becomes serious. (5.1)

e Invasive fungal infections For patients who develop a systemic illness on
CYLTEZO, consider empiric antifungal therapy for those who reside or
travel to regions where mycoses are endemic. (5.1)

e Malignancies Incidence of malignancies was greater in adalimumab-
treated patients than in controls (5.2)

o Anaphylaxis or serious hypersensitivity reactions may occur (5.3)

e Hepatitis B virus reactivation Monitor HBV carriers during and several
months after therapy. If reactivation occurs, stop CYLTEZO and begin
anti-viral therapy. (5.4)

e Demyelinating disease Exacerbation or new onset, may occur. (5.5)

e Cytopenias, pancytopenia Advise patients to seek immediate medical
attention if symptoms develop, and consider stopping CYLTEZO (5.6)

e Heart failure Worsening or new onset, may occur. (5.8)

e Lupus-like syndrome Stop CYLTEZO if syndrome develops. (5.9)

ADVERSE REACTIONS
Most common adverse reactions (>10%) are: infections (e.g. upper respiratory,
sinusitis), injectionsite reactions, headache and rash. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Boehringer
Ingelheim Pharmaceuticals, Inc. at (800) 542-6257 or FDA at 1-800-FDA-

1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS:
e Abatacept Increased risk of serious infection. (5.1, 5.11, 7.2)
e Anakinra Increased risk of serious infection. (5.1, 5.7, 7.2)

e Live vaccines Avoid use with CYLTEZO. (5.10, 7.3)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
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*An interchangeable product (IP) is a biological product that is approved based
on data demonstrating that it is highly similar to an FDA-approved reference
product (RP) and that there are no clinically meaningful differences between the
products; it can be expected to produce the same clinical result as the RP in any
given patient; and if administered more than once to a patient, the risk in terms of
safety or diminished efficacy from alternating or switching between use of the RP
and IP is not greater than that from the RP without such alternation or switch.
Interchangeability of CYLTEZO has been demonstrated for the condition(s) of
use, strength(s), dosage form(s), and route(s) of administration described in its
Full Prescribing Information.

Revised: 03/2022
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FULL PRESCRIBING INFORMATION

WARNING: SERIOUS INFECTIONS and MALIGNANCY

SERIOUS INFECTIONS

Patients treated with adalimumab products, including CYLTEZO, are atincreased risk for developing
serious infections that may lead to hospitalization or death [see Warnings and Precautions (5.1)]. Most
patients who developed these infections were taking concomitantimmunosuppressants such as
methotrexate or corticosteroids.

Discontinue CYLTEZO ifa patientdevelops a serious infection or sepsis.

Reported infections include:

« Active tuberculosis (TB), including reactivation of latent TB. Patients with TB have frequently
presented with disseminated or extrapulmonary disease. Testpatients for latent TB before
CYLTEZO use andduring therapy. Initiate treatmentfor latent TB prior to CYLTEZO use.

« Invasive fungal infections, including histoplasmosis, coccidioidomycosis, candidiasis, aspergillosis,
blastomycosis, and pneumocystosis. Patients with histoplasmosis or otherinvasive fungal infections
may presentwith disseminated, ratherthan localized, disease. Antigen and antibody testing for
histoplasmosis may be negativein some patients with active infection. Considerempiricanti-fungal
therapy in patients atrisk for invasive fungal infections who develop severe systemicillness.

 Bacterial, viral and other infections due to opportunistic pathogens, including Legionellaand
Listeria.

Carefully consider the risks and benefits of treatmentwith CYLTEZO prior to initiating therapyin
patients with chronic or recurrentinfection.

Monitor patients closely for the development of signs and symptoms of infection during and after
treatmentwith CYLTEZO, including the possible development of TB in patients who tested negativefor
latent TB infection prior to initiating therapy [see Warnings and Precautions (5.1) and Adverse Reactions

(6.1)].
MALIGNANCY

Lymphomaand other malignancies, some fatal, havebeen reported in children and adolescent patients
treated with TNF blockersincluding adalimumab products [see Warnings and Precautions (5.2)]. Post-
marketing cases of hepatosplenic T-cell lymphoma (HSTCL), a rare type of T-cell lymphoma, have been
reported in patients treated with TNF blockers including adalimumab products. These cases have had a
very aggressive diseasecourse and have been fatal. The majority of reported TNF blocker cases have
occurredinpatientswith Crohn’sdiseaseor ulcerative colitis and the majoritywere inadolescentand
young adult males. Almost all these patients had received treatment with azathioprine or 6-
mercaptopurine (6-MP) concomitantly with a TNF blocker ator priorto diagnosis. Itis uncertain whether
the occurrence of HSTCL is related to use of a TNF blockeror a TNF blockerin combination with these
other immunosuppressants [see Wamings and Precautions (5.2)].

1 INDICATIONS AND USAGE

1.1 Rheumatoid Arthritis

CYLTEZOis indicated for reducing signs and symptoms, inducing major clinical response, inhibiting the progression of structural
damage, and improving physical functionin adult patients with moderately to severely activerheumatoidarthritis. CYLTEZO canbe
used aloneorin combination with methotrexate or other non-biologic disease-modifying anti-rheumatic drugs (DM ARDSs).

1.2 Juvenile Idiopathic Arthritis
CYLTEZOis indicated for reducing signs and symptoms of moderately to severely active polyarticular juvenile idiopathic arthritis in
patients 2 yearsofage andolder. CYLTEZO can beusedalone orin combination with methotrexate.

1.3 Psoriatic Arthritis
CYLTEZOis indicated for reducing signs and symptoms, inhibiting the progression of structural damage, and improving physical
function in adult patients with active psoriatic arthritis. CYLTEZO canbe used alone or in combination with non-biologic DMARDs.

1.4 Ankylosing Spondylitis
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CYLTEZOis indicated forreducing signs and symptoms in adult patients with active ankylosing spondylitis.

1.5 Crohn’s Disease
CYLTEZO s indicated for the treatment of moderately to severely active Crohn’s disease in adults and pediatric patients 6 years of
ageand older.

1.6 Ulcerative Colitis
CYLTEZO s indicated forthe treatment of moderately to severely active ulcerative colitis in adult patients.

Limitations of Use
The effectiveness of adalimumab products has notbeen established in patients who have lost response to or were intolerant to TNF
blockers [seeClinical Studies (14.7)].

1.7 Plaque Psoriasis

CYLTEZO: s indicated forthe treatment of adult patients with moderate to severe chronic plaque psoriasis who are candidates for
systemic therapy or phototherapy, andwhen other systemic therapies are medically less appropriate. CYLTEZO should only be
administered to patients who will be closely monitored and have regular follow-up visits with a physician [ see Warnings and
Precautions (5)].

2 DOSAGE AND ADMINISTRATION

2.1 Rheumatoid Arthritis, Psoriatic Arthritis, and Ankylosing Spondylitis

The recommended subcutaneous dosage of CYLTEZO foradult patients with rheumatoid arthritis (RA), psoriatic arthritis (PsA), or
ankylosing spondylitis (AS) is 40 mgadministered every other week. Methotrexate (M TX), other non-biologic DMARDS,
glucocorticoids, nonsteroidal anti-inflammatory drugs (NSAI Ds), and/or analgesics may be continued during treatment with
CYLTEZO. Inthe treatmentof RA, some patients nottaking concomitant M TX may deriveadditional benefit from increasing the
dosage of CYLTEZOto 40 mgevery week or 80 mgevery other week.

2.2 Juvenileldiopathic Arthritis
The recommended subcutaneous dosage of CYLTEZO for patients 2 years of age and older with polyarticular juvenile idiopathic
arthritis (JIA) is based onweight as shown below. MTX, glucocorticoids, NSAIDs, and/or analgesics may be continued during

treatmentwith CYLTEZO.
Pediatric Weight Recommended Dosage
(2 Yearsof Age andolder)
10 kg (22 Ibs) to less than 15 kg (33 Ibs) 10 mgevery otherweek
15 kg (33 Ibs)to less than 30 kg (66 Ibs) 20 mgevery other week
30 kg (66 Ibs) and greater 40 mgevery otherweek

Adalimumab products have notbeenstudied in patients with polyarticular JIA less than 2 years of age or in patientswith a weight
below 10 kg.

2.3 Crohn’sDisease

Adults

The recommended subcutaneous dosage of CYLTEZO foradult patients with Crohn’s disease (CD) is 160 mginitially on Day 1
(givenin one dayorsplit over two consecutive days), followed by 80 mgtwo weeks later (Day 15). Two weeks later (Day29) begin a
dosage of40 mgevery other week. Aminosalicylates and/or corticosteroids may be continued during treatmentwith CYLTEZO.
Azathioprine, 6-mercaptopurine (6-MP) [ see Warnings and Precautions (5.2)] or MTX may becontinued during treatment with
CYLTEZOif necessary.

Pediatrics
The recommended subcutaneous dosage of CYLTEZO for pediatric patients 6 years ofage and olderwith Crohn’s disease (CD) is
based onbodyweight as shown below:

. . Recommended Dosage
Pediatric Weight Days1through15 Starting on Day 29
17kg (37 Ibs) to Day 1:80mg 20 mgevery otherweek

less than 40kg (88 Ibs) Day 15:40mg

40kg(88Ibs) and greater | Day 1:160 mg (single dose orsplit | 40 mgevery otherweek
overtwo consecutive days)
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| | Day 15:80 mg | |

2.4 Ulcerative Colitis

Adults

The recommended subcutaneous dosage of CYLTEZO foradult patients with ulcerative colitisis 160 mginitially on Day 1 (given in
one dayorsplit overtwo consecutive days), followed by 80 mgtwo weeks later (Day 15). Two weeks later (Day 29) continue with a
dosage of 40 mgevery other week.

Discontinue CYLTEZO in adult patients without evidence of clinical remission by eight weeks (Day 57) of therapy. Aminosalicy lates
and/or corticosteroids may be continued during treatment with CYLTEZO. Azathioprine and 6-mercaptopurine (6-MP) [ see Warnings
and Precautions (5.2)] may be continued during treatmentwith CYLTEZO if necessary.

2.5 Plaque Psoriasis

The recommended subcutaneous dosage of CYLTEZO for adult patients with plaque psoriasis (Ps) is an initialdose 0f80 mg,
followed by 40 mggiven every other week startingone week after the initial dose. The use of adalimumab products in moderate to
severe chronic Psbeyond one year has notbeenevaluated in controlled clinical studies.

2.6 Monitoringto Assess Safety
Prior to initiating CYLTEZO and periodically during therapy, evaluate patients foractivetuberculosis andtestfor latent infection [see
Warningsand Precautions (5.1)].

2.7 General Considerations for Administration

CYLTEZO s intended for use under the guidanceand supervisionof a physician. A patient may self-inject CYLTEZO ora caregiver
may inject CYLTEZO usingthe CYLTEZO prefilled syringe if a physiciandetermines that it isappropriate, and with medical follow-
up,asnecessary, after propertrainingin subcutaneous injection technique.

CYLTEZO can betaken out ofthe refrigerator for 15 to 30 minutes before injectingto allowthe liquid to come toroom temperature.
Do not remove the capwhile allowing it to reach room temperature. Carefully inspectthe solutionin the CYLTEZO prefilled syringe
forparticulate matterand discoloration prior to subcutaneous administration. If particulates and discolorations arenoted, do notuse
the product. CYLTEZO does not contain preservatives; therefore, discard unused portions of drug remaining from the syringe. NOTE:
Instruct patients sensitiveto latexnot tohandle theneedle cap of the40 mg/0.8mL,20mg/0.4 mL,and10 mg/0.2mL CYLTEZO
prefilled syringes because they containnatural rubber latex [ see How Supplied/Storageand Handling (16)].

Instruct patients usingthe CYLTEZO prefilled syringe to injectthe fullamount in the syringe, according to the directions provided in
the Instructions for Use [ see Instructions for Use].

Injections should occur at separate sites in the thigh orabdomen. Rotate injection sites and do not give injections into areas where the
skin is tender, bruised, red or hard.

If a dose ismissed, administer the dose assoonas possible. Thereafter, resumedosingat theregular scheduledtime.

3 DOSAGE FORMS AND STRENGTHS
CYLTEZOis a clearto slightly opalescent and colorless to slightly yellow solution available as:

Prefilled Syringe
e Injection: 40 mg/0.8 mLin a single-dose, 1 mL prefilled glass syringe.
e Injection:20 mg/0.4mL ina single-dose, 1 mL prefilled glass syringe.
e Injection: 10 mg/0.2mL in a single-dose, 1 mL prefilled glass syringe.

4 CONTRAINDICATIONS
None.

5 WARNINGS AND PRECAUTIONS

5.1 Serious Infections

Patients treated with adalimumab products, including CYLTEZO, are atincreased risk for developing serious infections involving
various organ systems and sites that may lead to hospitalization or death. Opportunistic infections due to bacterial, mycobacterial,
invasive fungal, viral, parasitic, or other opportunistic pathogens including aspergillosis, blastomycosis, candidiasis,
coccidioidomycaosis, histoplasmosis, legionellosis, listeriosis, pneumocystosis and tuberculosis have beenreported with TNF blockers.
Patients havefrequently presented with disseminated rather than localized disease.
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The concomitantuse of a TNF blockerandabataceptor anakinra was associated with a higher risk of serious infectionsin patients
with rheumatoid arthritis (RA); therefore, the concomitantuse of CYLTEZO andthese biologic products is not recommended in the
treatmentof patients with RA [see Warnings and Precautions (5.7,5.11) and Drug Interactions (7.2)].

Treatmentwith CYLTEZO shouldnotbe initiated in patients with an active infection, including localized infections. Patients 65 years
of age andolder, patients with co-morbid conditions and/or patients taking concomitantimmunosuppressants (such as corticosteroids
or methotrexate) may be at greaterrisk of infection. Consider therisks and benefits of treatment prior to initiating therapy in patients:
with chronic or recurrent infection;
» who havebeenexposedto tuberculosis;
 with a history of anopportunistic infection;
» who haveresided ortraveled in areas of endemic tuberculosis or endemic mycoses, such as histoplasmosis, coccidioidomycosis,
or blastomycosis; or
» with underlying conditions that may predispose them to infection.

Tuberculosis

Casesof reactivation of tuberculosis and new onset tuberculosis infections have beenreported in patients receivingadalimumab
products, including patients who have previously received treatment for latentor active tuberculosis. Reports included cases of
pulmonaryandextrapulmonary (i.e., disseminated) tuberculosis. Evaluate patients for tuberculosis risk factors andtestfor latent
infection priorto initiating CYLTEZO and periodically during therapy.

Treatmentof latent tuberculosis infection prior to therapy with TNF blocking agents has beenshownto reducethe risk of tuberculosis
reactivationduring therapy. Prior to initiating CYLTEZO, assess if treatment for latenttuberculosis isneeded;and consideran
induration of>5 mma positivetuberculin skin testresult, evenfor patients previously vaccinated with Bacille Calmette-Guerin
(BCG).

Consideranti-tuberculosis therapy prior to initiation of CYLTEZO in patients with a past history of latent oractive tuberculosis in
whom anadequate course of treatment cannot be confirmed, and for patients with a negative testfor latent tuberculosis buthaving risk
factors fortuberculosis infection. Despite prophylactic treatment for tuberculosis, cases of reactivated tuberculosis have occurred in
patients treated with adalimumab products. Consultation with a physician with expertise in the treatment of tuberculosis is
recommendedto aid in the decision whether initiating anti-tuberculosis therapy is appropriate foranindividual patient.

Strongly consider tuberculosis in the differential diagnosis in patients who develop a new infection during CYLTEZO treatment,
especially in patients who have previously or recently traveled to countries with a high prevalence of tuberculosis, orwho have had
close contact with a personwith active tuberculosis.

Monitoring

Closely monitor patients for the development of signs and symptoms of infection during and after treatmentwith CYLTEZO,
includingthe developmentof tuberculosis in patients who tested negative for latenttuberculosis infection prior to initiating therapy.
Tests for latenttuberculosis infection may also be falsely negative while on therapy with CYLTEZO.

Discontinue CYLTEZO if a patientdevelops a serious infectionor sepsis. Fora patientwho develops a new infection during treatment
with CYLTEZO, closely monitorthem, perform a promptand complete diagnostic workup appropriate for an immunocompromised
patient,and initiate a ppropriateantimicrobial therapy.

Invasive Fungal Infections

If patients developa serious systemic illnessandthey reside or travel in regions where mycoses are endemic, consider invasive fungal
infection in the differential diagnosis. Antigen and antibody testing for histoplasmosis may be negative in some patients with active
infection. Consider appropriate empiric antifungal therapy, taking into account boththerisk for severe fungal infection and the risks of
antifungal therapy, while a diagnostic workup is being performed. To aid in the managementof such patients, consider consultation
with a physicianwith expertise in the diagnosis and treatment of invasive fungal infections.

5.2 Malignancies

Considerthe risks and benefits of TNF-blocker treatment including CYLTEZO priorto initiating therapy in patients with a known
malignancy other thana successfully treated non-melanoma skin cancer (NMSC) or when considering continuinga TNF blocker in
patientswho developa malignancy.

Malignancies in Adults
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In the controlled portions of clinicaltrials of some TNF-blockers, including adalimumab products, more cases of malignancies have
been observedamong TNF-blocker-treated adult patients comparedto control-treated adult patients. During the controlled portions of
39 globaladalimumab clinical trials in adult patients with rheumatoid arthritis (RA), psoriatic arthritis (PsA), ankylosing spondylitis
(AS), Crohn’sdisease (CD), ulcerative colitis (UC), plaque psoriasis (Ps), and other indications, malignancies, other than
non-melanoma (basal celland squamous cell) skin cancer, were observedata rate (95%confidence interval) of 0.7 (0.48, 1.03) per
100 patient-years among 7973 adalimumab-treated patients versus a rateof 0.7 (0.41, 1.17) per 100 patient-years among

4848 control-treated patients (median duration of treatment of 4 months for adalimumab-treated patients and 4 months for
control-treated patients). In 52 global controlled and uncontrolled clinical trials of adalimumab in adult patients with RA, PSA, AS,
CD, UC, Ps, and other indications, the most frequently observed malignancies, other than lymphomaand NMSC, were breast, colon,
prostate, lung, and melanoma. The malignancies in adalimumab-treated patients in the controlledand uncontrolled portions of the
studies were similarin type and numberto whatwould be expected in the general U.S. populationaccording to the SEER database
(adjustedforage, gender, and race).!

In controlled trials of other TNF blockers in adult patients athigher risk for malignancies (i.e., patients with COPD with a significant
smoking history and cyclophosphamide-treated patients with Wegener’s granulomatosis), a greater portion of malignancies occurred
in the TNF blocker group comparedto the control group.

Non-Melanoma Skin Cancer

During the controlled portions of 39 global adalimumab clinicaltrials in adult patients with RA, PsA, AS, CD, UC, Ps, and other
indications, therate (95% confidence interval) of NMSC was 0.8 (0.52, 1.09) per 100 patient-years among adalimumab-treated
patientsand0.2 (0.10, 0.59) per 100 patient-years among control-treated patients. Examine all patients, and in particular patients with
a medical history of prior prolonged immunosuppressant therapy or psoriasis patients with a history of PUVA treatment for the
presence of NMSC priorto and during treatmentwith CYLTEZO.

Lymphoma and Leukemia

In the controlled portions of clinical trials of allthe TNF-blockers in adults, more cases of lymphoma have been observedamong
TNF-blocker-treated patients comparedto control-treated patients. In the controlled portions of 39 global adalimumab clinical trials in
adult patients with RA, PsA, AS, CD, UC, Ps, and other indications, 2 lymphomas occurred among 7973 adalimumab-treated patients
versus 1 among 4848 control-treated patients. In 52 global controlled and uncontrolled clinical trials of adalimumab in adult patients
with RA, PsA, AS, CD, UC, Ps, and other indications with a median duration of approximately 0.7 years, including 24,605 patients
and over 40,215 patient-years of adalimumab, the observed rate of lymphomas was approximately 0.11 per 100 patient-years. This is
approximately 3-fold higherthan expected in the general U.S. populationaccordingto the SEER database (adjusted forage, gender,
andrace).! Ratesof lymphoma in clinicaltrials of adalimumab cannotbe compared torates of lymphomain clinicaltrials of other
TNF blockersand may notpredict therates observedin a broader patient population. Patients with RAand other chronic
inflammatory diseases, particularly those with highly active disease and/or chronic exposure to immunosuppressanttherapies, may be
ata higherrisk (up to several fold) thanthegeneral population for the development of lymphoma, even in the absence of TNF
blockers. Post-marketing cases of acute and chronic leukemia have been reported in association with TNF-blocker use in RAand other
indications. Evenin the absence of TNF-blocker therapy, patientswith RA may be at a higher risk (approximately 2-fold) than the
general populationforthe developmentof leukemia.

Malignancies in Pediatric Patients and Young Adults

Malignancies, some fatal, have been reported among children, adolescents, and young adults who received treatment with TNF-
blockers (initiation oftherapy <18 years of age), of which CYLTEZO isa member. Approximately half the cases were lymphomas,
including Hodgkin’sand non-Hodgkin’s lymphoma. The other cases represented a variety of different malignancies andincludedrare
malignancies usually associated with immunosuppressionand malignancies that arenot usually observedin children and adolescents.
The malignancies occurredaftera medianof 30 months of therapy (range 1 to 84 months). Mostof the patients were receiving
concomitant immunosuppressants. These cases were reported post-marketingand are derived from a variety of sources including
registries and spontaneous postmarketing reports.

Postmarketing cases of hepatosplenic T-cell ymphoma (HSTCL), a rare type of T-cell lymphoma, have beenreportedin patients
treated with TNF blockers including adalimumab products. These cases have had a very aggressive disease courseand have beenfatal.
The majority of reported TNF blocker cases have occurred in patients with Crohn’s disease or ulcerative colitis and the majority were
in adolescent and youngadult males. Almost all of these patients had received treatment with the immunosuppressants azathioprine or
6-mercaptopurine (6-MP) concomitantly with a TNF blocker at or priorto diagnosis. It is uncertain whether the occurrence of HSTCL
is related to use of a TNF blocker ora TNF blocker in combination with these other immunosuppressants. The potential risk with the
combination of azathioprine or 6-mercaptopurine and CYLTEZO should be carefully considered.
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5.3 Hypersensitivity Reactions

Anaphylaxis and angioneurotic edema have been reported following administration of adalimumab products. If ananaphylactic or
otherserious allergic reaction occurs, immediately discontinue administrationof CYLTEZO and institute appropriate therapy. In
clinicaltrials of adalimumab, hypersensitivity reactions (e.g., rash, anaphylactoid reaction, fixed drug reaction, non-specified drug
reaction, urticaria) have been observed.

5.4 Hepatitis B Virus Reactivation

Use of TNF blockers, including CYLTEZO, may increase the risk of reactivation of hepatitis B virus (HBV) in patients who are
chronic carriers of this virus. In someinstances, HBV reactivation occurring in conjunction with TNF blocker therapy has been fatal.
The majority of thesereports have occurred in patients concomitantly receiving other medications that suppress the immune system,
which mayalso contributeto HBV reactivation. Evaluate patients at risk for HBV infection for prior evidenceof HBV infection
before initiating TNF blocker therapy. Exercise caution in prescribing TNF blockers for patients identified as carriers of HBV.
Adequate dataarenotavailable onthe safety orefficacy oftreating patients who arecarriers of HBV with anti-viral therapy in
conjunctionwith TNF blocker therapy to prevent HBV reactivation. For patients who are carriers of HBV and require treatment with
TNF blockers, closely monitor such patients for clinicaland laboratory signs of active HBV infectionthroughouttherapy and for
severalmonths following termination oftherapy. In patients who develop HBV reactivation, stop CYLTEZO and initiate effective
anti-viral therapy with appropriate supportive treatment. The safety of resuming TNF blocker therapy after HBV reactivation is
controlled is not known. Therefore, exercise caution when considering resumption of CYLTEZO therapy in this situation and monitor
patientsclosely.

5.5 NeurologicReactions

Use of TNF blockingagents, including adalimumab products, has beenassociated with rare cases of new onset or exacerbation of
clinical symptoms and/or radiographic evidence of central nervous system demyelinating disease, including multiple sclerosis (MS)
and optic neuritis, and peripheral demyelinating disease, including Guillain-Barré syndrome. Exercise caution in consideringthe use
of CYLTEZO in patients with preexisting or recent-onsetcentral or peripheral nervous system demyelinating disorders;
discontinuationof CYLTEZO should be considered if any of these disorders develop.

5.6 Hematological Reactions

Rare reports of pancytopenia including aplastic anemia have been reported with TNF blocking agents. Adverse reactions of the
hematologic system, including medically significant cytopenia (e.g., thrombocytopenia, leukopenia) have beeninfrequently reported
with adalimumab products. The causal relationship of these reports to adalimumab products remains unclear. Advise all patients to
seek immediate medical attention if they develop signs and symptoms suggestive of blood dyscrasias or infection (e.g., persistent
fever, bruising, bleeding, pallor) while on CYLTEZO. Consider discontinuation of CYLTEZO therapy in patients with confirmed
significant hematologic abnormalities.

5.7 Increased Risk of Infection When Used with Anakinra

Concurrentuse of anakinra (aninterleukin-1 antagonist) and another TNF-blocker, was associated with a greater proportion of serious
infections and neutropenia and no added benefit compared with the TNF-blocker alone in patients with RA. Therefore, the
combination of CYLTEZO andanakinra is not recommended [ see Drug Interactions (7.2)].

5.8 HeartFailure

Cases of worsening congestive heart failure (CHF) and new onset CHF have been reported with TNF blockers. Cases of worsening
CHF have alsobeenobserved with adalimumab products. Adalimumab products have notbeen formally studied in patients with CHF;
however, in clinicaltrials of another TNF blocker, a higher rate of serious CHF-related adversereactions was observed. Exercise
cautionwhenusing CYLTEZO in patients who have heart failure and monitor them carefully.

5.9 Autoimmunity

Treatmentwith adalimumab products may result in the formation of autoantibodies and, rarely, in the developmentof a lupus-like
syndrome. If a patient develops symptoms suggestive ofa lupus-like syndrome following treatment with CYLTEZO, discontinue
treatment [see Adverse Reactions (6.1)].

5.10 Immunizations

Ina placebo-controlled clinical trial of patients with RA, no difference was detected in anti-pneumococcal antibody response
between adalimumab and placebo treatmentgroups when the pneumococcal polysaccharide vaccine and influenza vaccine were
administered concurrently with adalimumab. Similar proportions of patients developed protective levels of anti-influenza antibodies
between adalimumab and placebo treatmentgroups; however, titers in aggregate to influenza antigens were moderately lower in
patients receivingadalimumab. The clinical significance of this isunknown. Patients on CYLTEZO may receive concurrent
vaccinations, exceptfor live vaccines. No data are available on the secondary transmission of infection by live vaccines in patients
receivingadalimumab products.
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Itis recommended that pediatric patients, if possible, be brought up todatewith allimmunizations in agreement with current
immunization guidelines priorto initiating CYLTEZO therapy. Patients on CYLTEZO may receive concurrentvaccinations, except
forlive vaccines.

The safety of administering live or live-attenuated vaccines in infants exposed to adalimumab products in utero is unknown. Risks
and benefits should be considered prior to vaccinating (live or live-attenuated) exposed infants [see Use in Specific Populations (8.1,
8.4)].

5.11 Increased Risk of Infection When Used with Abatacept

In controlled trials, the concurrent administration of TNF-blockers and abataceptwas associated with a greater proportion of serious
infectionsthantheuse of a TNF-blocker alone; the combination therapy, compared to the use ofa TNF-blockeralone, has not
demonstrated improved clinical benefit in the treatment of RA. Therefore, the combination of abataceptwith TNF-blockers including
CYLTEZO s not recommended [see Drug Interactions (7.2)].

6 ADVERSE REACTIONS

The following clinically significant adverse reactions are described elsewhere in the labeling:
Serious Infections [ see Warnings and Precautions (5.1)]

Malignancies [see Warnings and Precautions (5.2)]

Hypersensitivity Reactions [see Warnings and Precautions (5.3)]

Hepatitis B Virus Reactivation [ see Wamings and Precautions (5.4)]

Neurologic Reactions [ see Warnings and Precautions (5.5)]

Hematological Reactions [ see Warnings and Precautions (5.6)]

Heart Failure [ see Warnings and Precautions (5.8)]

Autoimmunity [see Warnings and Precautions (5.9)]

6.1 Clinical Trials Experience
Because clinicaltrials are conducted under widely varying conditions, adversereaction rates observed in the clinicaltrials of a drug
cannotbe directly comparedto rates in the clinical trials of another drugand may not reflect therates observedin practice.

The most common adverse reaction with adalimumab was injection site reactions. In placebo-controlled trials, 20% of patients treated
with adalimumab developed injection site reactions (erythema and/or itching, hemorrhage, pain or swelling), comparedto 14%of
patients receiving placebo. Most injection site reactions were described as mild and generally did notnecessitate drug discontinuation.

The proportionof patients who discontinued treatment due to adversereactions during the double-blind, placebo-controlled portion of
studies in patients with RA (i.e., Studies RA-1, RA-11, RA-l1l and RA-IV) was 7% for patients taking adalimumab and 4% for
placebo-treated patients. The mostcommon adversereactions leading to discontinuation of adalimumab in these RA studies were
clinicalflare reaction (0.7%), rash (0.3%) and pneumonia (0.3%).

Infections

In the controlled portions of 39 globaladalimumab clinicaltrials in adult patients with RA, PsA, AS, CD, UC, Ps, and other
indications, therate of serious infections was 4.3 per 100 patient-years in 7973 adalimumab-treated patients versus a rateof 2.9 per
100 patient-years in 4848 control-treated patients. Serious infections observed included pneumonia, septic arthritis, prosthetic and
post-surgical infections, erysipelas, cellulitis, diverticulitis, and pyelonephritis [ see Wamings and Precautions (5.1)].

Tuberculosis and Opportunistic Infections

In 52 global controlled and uncontrolled clinical trials in RA, PsA, AS, CD, UC, Ps, and other indications that included

24,605 adalimumab-treated patients, the rate of reported active tuberculosis was 0.20 per 100 patient-years and the rate of positive
PPD conversionwas0.09 per 100 patient-years. In a subgroup of 10,113 U.S. and Canadian adalimumab-treated patients, the rate of
reported active TB was 0.05per 100 patient-years and the rate of positive PPD conversion was 0.07 per 100 patient-years. These trials
included reports of miliary, lymphatic, peritoneal, and pulmonary TB. Most ofthe TB cases occurred within the first eight months
afterinitiation of therapy and may reflectrecrudescence of latent disease. Intheseglobal clinicaltrials, cases of serious opportunistic
infections have been reported at an overallrate of 0.05 per 100 patient-years. Some cases of serious opportunistic infectionsand TB
have beenfatal [ see Warnings and Precautions (5.1)].

Autoantibodies

In the rheumatoid arthritis controlled trials, 12% of patients treated with adalimumaband 7% of placebo-treated patients that had
negativebaseline ANA titers developed positive titers atweek 24. Two patients out of 3046 treated with adalimumab developed
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clinical signs suggestive of new-onset lupus-like syndrome. The patients improved following discontinuation of therapy. No patients
developed lupus nephritis or central nervous system symptoms. The impact of long-term treatmentwith adalimumab products onthe
development of autoimmune diseases is unknown.

Liver EnzymeElevations

There have been reports of severe hepatic reactions including acute liver failure in patients receiving TNF-blockers. In controlled
Phase 3 trials of adalimumab (40 mg SC every otherweek) in patients with RA, PsA, and AS with control period duration ranging
from 4 to 104 weeks, ALT elevations >3 x ULN occurred in 3.5% ofadalimumab-treated patients and 1.5%of control-treated patients.
Since many of these patients in these trials were also taking medications that cause liver enzymeelevations (e.g., NSAIDS, MTX), the
relationship betweenadalimumab andtheliverenzymeelevationsis not clear. In a controlled Phase 3 trial of adalimumab in patients
with polyarticular JIA who were 4 to 17 years, ALT elevations >3 x ULN occurred in 4.4% ofadalimumab-treated patientsand 1.5%
of control-treated patients (ALT more common than AST); liver enzyme test elevations were more frequent amongthosetreated with
the combination of adalimumaband MTX thanthose treated with adalimumab alone. In general, these elevations did not lead to
discontinuation of adalimumab treatment. No ALT elevations >3 x ULN occurred in the open-label study of adalimumab in patients
with polyarticular JIAwho were 2 to <4 years.

In controlled Phase 3 trials of adalimumab (initialdoses of 160mgand 80 mg,or 80 mgand40 mgon Days 1 and 15, respectively,
followed by 40 mgevery other week) in adult patients with Crohn’s Disease with a control period durationrangingfrom4 to 52
weeks, ALT elevations >3 x ULN occurred in 0.9% of adalimumab-treated patients and 0.9% of control-treated patients. In the Phase
3trial of adalimumabin pediatric patients with Crohn’s disease which evaluated efficacy and safety of two body weight based
maintenancedoseregimens following body weight based induction therapy upto 52 weeks of treatment, ALT elevations >3 x ULN
occurred in 2.6% (5/192) of patients, of whom 4 were receiving concomitant immunosuppressants at baseline; none ofthese patients
discontinued dueto abnormalities in ALT tests. In controlled Phase 3 trials of adalimumab (initialdoses of 160mgand 80mgon
Days1and15 respectively, followed by 40 mgevery other week) in adult patients with UC with control period duration ranging from
1t0 52 weeks, ALT elevations>3 x ULN occurred in 1.5% of adalimumab-treated patients and 1.0% of control-treated patients. In
controlled Phase 3 trials of adalimumab (initial dose of 80 mgthen40 mgevery other week) in patients with Ps with control period
duration ranging from 12to 24 weeks, ALT elevations >3 x ULN occurred in 1.8% ofadalimumab-treated patients and 1.8% of
control-treated patients.

Other Adverse Reactions

Rheumatoid Arthritis Clinical Studies

The data described below reflectexposureto adalimumabin 2468 patients, including 2073 exposed for 6 months, 1497 exposed for
greaterthanone yearand 1380 in adequate and well-controlled studies (Studies RA-I, RA-11, RA-111,and RA-1V). Adalimumab was
studied primarily in placebo-controlled trials and in long-term follow up studies for up to 36 months duration. The populationhada
meanage of54 years, 77%were female, 91%were Caucasianand had moderately to severely activerheumatoid arthritis. Most
patients received 40 mgadalimumab every otherweek [see Clinical Studies (14.1)].

Table 1 summarizes reactions reported at a rate of atleast5% in patients treated with adalimumab 40 mgevery other week compared
to placebo andwith anincidence higherthan placebo. In Study RA-111, the types and frequencies of adverse reactions in the second
yearopen-label extension were similarto those observedin the one-year double-blind portion.

Table 1. Adverse Reactions Reported by >5% of Patients Treated with Adalimumab During Placebo-Controlled Period of
Pooled RA Studies (Studies RA-I, RA-11, RA-111, and RA-IV)

Adalimumab Placebo
40 mg subcutaneous
Every Other Week
(N=705) (N=690)
Adverse Reaction (Preferred Term)
Respiratory
Upper respiratory infection 17% 13%
Sinusitis 11% 9%
Flu syndrome 7% 6%
Gastrointestinal
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Nausea 9% 8%
Abdominal pain 7% 4%
Laboratory Tests*
Laboratory testabnormal 8% 7%
Hypercholesterolemia 6% 4%
Hyperlipidemia 7% 5%
Hematuria 5% 4%
Alkaline phosphataseincreased 5% 3%
Other
Headache 12% 8%
Rash 12% 6%
Accidental injury 10% 8%
Injectionssite reaction** 8% 1%
Backpain 6% 4%
Urinary tract infection 8% 5%
Hypertension 5% 3%
* Laboratory test abnormalities were reported as adversereactions in Europeantrials
** Does not includeinjectionsite erythema, itching, hemorrhage, pain or swelling

Less Common Adverse Reactions in Rheumatoid Arthritis Clinical Studies

Otherinfrequent serious adverse reactions that do not appear in the Warnings and Precautions or Adverse Reaction sections that
occurred atanincidence of less than5% in adalimumab-treated patients in RA studies were:

Body As AWhole: Pain in extremity, pelvic pain, surgery, thorax pain

Cardiovascular System: Arrhythmia, atrial fibrillation, chestpain, coronary artery disorder, heartarrest, hypertensive encephalopathy,
myocardial infarct, palpitation, pericardial effusion, pericarditis, syncope, tachycardia

Digestive System: Cholecystitis, cholelithiasis, esophagitis, gastroenteritis, gastrointestinal hemorrhage, hepatic necrosis, vomiting
Endocrine System: Parathyroid disorder

Hemic And Lymphatic System: Agranulocytosis, polycythemia

Metabolic And Nutritional Disorders: Dehydration, healingabnormal, ketosis, paraproteinemia, peripheral edema

Musculo-Skeletal System: Arthritis, bone disorder, bone fracture (not spontaneous), bone necrosis, joint disorder, muscle cramps,
myasthenia, pyogenic arthritis, synovitis, tendon disorder

Neoplasia: Adenoma

Nervous System: Confusion, paresthesia, subdural hematoma, tremor

Respiratory System: Asthma, bronchospasm, dyspnea, lung function decreased, pleural effusion
Special Senses: Cataract

Thrombosis: Thrombosis leg

Urogenital System: Cystitis, kidney calculus, menstrual disorder

Juvenile Idiopathic Arthritis Clinical Studies
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In general, the adversereactions in the adalimumab-treated patients in the polyarticular juvenile idiopathic arthritis (JI A) trials
(Studies JIA-1 and JIA-11) [ see Clinical Studies (14.2)] were similar in frequency and typeto those seenin adult patients [ see
Warningsand Precautions (5), Adverse Reactions (6)]. Important findings and differences from adults are discussed in the following
paragraphs.

In Study JIA-1, adalimumabwas studied in 171 patients who were 4 to 17 years of age, with polyarticular JIA. Severe adverse
reactions reportedin the study included neutropenia, streptococcal pharyngitis, increased aminotransferases, herpes zoster, myositis,
metrorrhagia, and appendicitis. Serious infections were observedin 4% of patients within approximately 2 years of initiation of
treatmentwith adalimumab and included cases of herpes simplex, pneumonia, urinary tract infection, pharyngitis, and herpes zoster.

In Study JIA-1,45% of patients experienced aninfection while receiving adalimumab with or without concomitant MTX in the first 16
weeks of treatment. The types of infections reported in adalimumab-treated patients were generally similar to those commonly seenin
polyarticular JI A patients who are nottreated with TNF blockers. Uponinitiation of treatment, the most commonadversereactions
occurringin this patientpopulation treated with adalimumab were injectionsite pain and injection site reaction (19% and 16%,
respectively). Aless commonly reported adverseevent in patients receiving adalimumabwas granulomaannularewhich did notlead
to discontinuation of adalimumab treatment.

In the first 48 weeks of treatment in Study JIA-1, non-serious hypersensitivity reactionswere seen in approximately 6% of patients and
included primarily localizedallergic hypersensitivity reactions andallergic rash.

In Study JIA-I, 10% of patients treated with adalimumabwho had negative baseline anti-dsDNA antibodies developed positive titers
after 48 weeks of treatment. No patient developed clinical signs of autoimmunity duringthe clinical trial.

Approximately 15% of patients treated with adalimumab developed mild-to-moderate elevations of creatine phosphokinase (CPK) in
Study JIA-1. Elevations exceeding 5 times the upper limit of normal were observed in several patients. CPK concentrations decreased
or returnedto normal in all patients. Most patients were able to continueadalimumab without interruption.

In Study JIA-I1, adalimumab was studied in 32 patients whowere 2 to <4 years of age or4 years of ageand older weighing<15 kg
with polyarticular JIA. The safety profile for this patient populationwas similar to the safety profile seen in patients 4 to 17 years of
age with polyarticular JIA.

In Study JIA-I1, 78% of patients experienced an infection while receiving adalimumab. These included nasopharyngitis, bronchitis,
upper respiratory tractinfection, otitis media, and were mostly mild to moderate in severity. Serious infections were observed in 9% of
patients receiving adalimumab in the study and included dental caries, rotavirus gastroenteritis, and varicella.

In Study JIA-11, non-serious a llergic reactions were observed in 6% of patients andincluded intermittent urticaria and rash, which
were all mild in severity.

Psoriatic Arthritis and Ankylosing Spondylitis Clinical Studies

Adalimumabhas beenstudied in 395 patients with psoriatic arthritis (PsA) in two placebo-controlled trialsand in anopen label study
and in 393 patients with ankylosing spondylitis (AS) in two placebo-controlled studies [ see Clinical Studies (14.3,14.4)]. The safety
profile for patients with PsAand AS treated with adalimumab 40 mg every other week was similar to the safety profile seen in
patients with RA, adalimumab Studies RA-1 through 1V.

Crohn’s Disease Clinical Studies

Adults: The safety profile of adalimumab in 1478 adult patients with Crohn’s disease from four placebo-controlled and two open-label
extension studies [ see Clinical Studies (14.5)] was similar to the safety profile seen in patients with RA.

Pediatric Patients 6 Yearsto 17 Years: The safety profile of adalimumabin 192 pediatric patients from one double-blind study (Study
PCD-1)and oneopen-label extensionstudy [ see Clinical Studies (14.6)] was similar to the safety profile seen in adult patients with
Crohn’sdisease.

During the 4-week open label induction phase of Study PCD-I, the mostcommonadverse reactions occurring in the pediatric
population treated with adalimumab were injection site painand injection site reaction (6% and 5%, respectively).

Atotalof 67%of children experienced aninfection while receivingadalimumab in Study PCD-I. These included upper respiratory
tract infectionand nasopharyngitis.
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Atotalof 5% of childrenexperienceda serious infection while receivingadalimumab in Study PCD-I. These included viral infection,
device related sepsis (catheter), gastroenteritis, H1N1 influenza, and disseminated histoplasmosis.

In Study PCD-I, allergic reactions were observedin 5% of childrenwhich were allnon-serious and were primarily localized reactions.

Ulcerative Colitis Clinical Studies

Adults: The safety profile of adalimumab in 1010 adult patients with ulcerative colitis (UC) from two placebo-controlled studiesand
one open-label extension study [ see Clinical Studies (14.7)] was similar to the safety profile seenin patients with RA.

Plague Psoriasis Clinical Studies

Adalimumabhasbeenstudied in 1696 subjects with plaque psoriasis (Ps) in placebo-controlled and open-label extension studies [ see
Clinical Studies (14.8)]. The safety profile for subjects with Ps treated with adalimumab was similarto the safety profile seen in
subjects with RAwith the following exceptions. In the placebo-controlled portions of theclinicaltrials in Ps subjects, adalimumab-
treatedsubjects had a higherincidence of arthralgia when compared to controls (3% vs. 1%).

6.2 Immunogenicity

As with all therapeutic proteins, there is potential forimmunogenicity. The detection of antibody formation is highly dependent onthe
sensitivity and specificity ofthe assay. Additionally, the observed incidence of antibody (including neutralizing antibody) positivity in
an assay may be influenced by several factors including assay methodology, sample handling, timing of sample collection,
concomitant medications, and underlying disease. For these reasons, comparison of the incidence of antibodies in the studies described
belowwith the incidence of antibodies in other studies or to otheradalimumab products may be misleading.

There are two assays thathave been used to measure anti-adalimumab antibodies. With the ELISA, antibodies to adalimumab could
be detected only when serum adalimumab concentrations were <2 mcg/mL. The ECL assay can detectanti-adalimumab antibody
titersindependentof adalimumab concentrations in the serum samples. The incidence of anti-adalimumab antibody (AAA)
development in patients treated with adalimumabare presentedin Table 2.

Table 2: Anti-Adalimumab Antibody Development Determined by ELISAand ECL Assay in Patients Treated with
Adalimumab

Indications Study Duration Anti-Adalimumab Antibody Anti-Adalimumab
Incidence by ELISA (n/N) Antibody
Incidence by ECL
Assay (n/N)
Inallpatients In patients with
who received serum adalimumab
adalimumab concentrations
<2 mcg/mL
Rheumatoid Arthritis* 6to12months | 5% (58/1062) NR NA
Juvenile Idiopathic | 4to 17 yearsofage® | 48 weeks 16% (27/171) NR NA

Arthritis (JIA)

2to4 yearsofageor | 24 weeks 7% (1/15)° NR NA
>4yearsofageand
weighing <15kg

Psoriatic Arthritis’ 48 weeks® 13% (24/178) NR NA
AnKkylosing Spondylitis 24 weeks 9% (16/185) NR NA
Adult Crohn’s Disease 56 weeks 3% (7/269) 8% (7/86) NA
Pediatric Crohn’s Disease 52 weeks 3% (6/182) 10% (6/58) NA
Adult Ulcerative Colitis 52 weeks 5% (19/360) 21% (19/92) NA
Plaque Psoriasis’ Up to 52 weeks® | 8% (77/920) 21% (77/372) NA

n: number of patients with anti-adalimumab antibody; NR: notreported; NA: Not applicable (not performed)

2 In patients receiving concomitant methotrexate (MTX), the incidence of anti-adalimumab antibody was 1% compared to 12% with
adalimumab monotherapy

b In patients receiving concomitant M T X, the incidence of anti-adalimumab antibody was6% compared to 26% with adalimumab
monotherapy

¢ This patientreceived concomitant MTX

¢ In patients receiving concomitantM TX, the incidence of antibody development was 7% compared to 1% in RA

¢ Subjects enrolled after completing 2 previous studies of 24 weeks or 12 weeks of treatments.
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fIn plaque psoriasis patients who were on adalimumab monotherapy and subsequently withdrawn from thetreatment, therate of
antibodies to adalimumabafter retreatmentwas similar to the rate observed prior to withdrawal
9 One 12-week Phase 2 study and one 52-week Phase 3 study

Rheumatoid Arthritis and Psoriatic Arthritis: Patients in Studies RA-1, RA-11,and RA-111 were tested atmultiple timepoints for
antibodies to adalimumabusingthe ELISA duringthe 6-to 12-month period. No apparentcorrelation of antibody development to
adversereactions was observed. With monotherapy, patients receiving every other week dosing may develop antibodies more
frequently thanthose receiving weekly dosing. In patients receiving the recommended dosage of 40 mgevery other week as
monotherapy, the ACR 20 response was lower among antibody-positive patients thanamong antibody-negative patients. The long-
term immunogenicity of adalimumab products is unknown.

6.3 Postmarketing Experience

The followingadverse reactions have beenidentified during post-approval use of adalimumab products. Becausethese reactionsare
reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency or establish a
causal relationshipto adalimumab products exposure.

Gastrointestinal disorders: Diverticulitis, large bowel perforations including perforations associated with diverticulitisand
appendiceal perforations associated with appendicitis, pancreatitis

General disorders and administration site conditions: Pyrexia
Hepato-biliarydisorders: Liver failure, hepatitis
Immune system disorders: Sarcoidosis

Neoplasms benign, malignant and unspecified (including cysts and polyps): Merkel Cell Carcinoma (neuroendocrine carcinomaof the
skin)

Nervous systemdisorders: Demyelinating disorders (e.g., optic neuritis, Guillain-Barré syndrome), cerebrovascular accident

Respiratory disorders: Interstitial lung disease, including pulmonary fibrosis, pulmonary embolism

Skin reactions: Stevens Johnson Syndrome, cutaneous vasculitis, erythemamultiforme, new or worsening psoriasis (all sub-types
including pustularand palmoplantar), alopecia, lichenoid skin reaction

Vascular disorders: Systemic vasculitis, deep vein thrombosis

7 DRUG INTERACTIONS

7.1 Methotrexate

Adalimumab hasbeenstudiedin rheumatoid arthritis (RA) patients taking concomitantmethotrexate (M TX). Although MTX reduced
the apparent clearance of adalimumab products, the data do not suggestthe need for dose adjustmentof either CYLTEZO or MTX
[see Clinical Pharmacology (12.3)].

7.2 Biological Products

In clinicalstudies in patients with RA, an increased risk of serious infections has been observed with the combination of TNF blockers
with anakinra orabatacept, with no added benefit; therefore, use of CYLTEZO with abataceptoranakinra is not recommended in
patients with RA [see Warnings and Precautions (5.7,5.11)]. Ahigherrate of serious infections has also been observed in patients
with RA treated with rituximabwho received subsequent treatmentwith a TNF blocker. There is insufficientinformation regarding
the concomitantuse of CYLTEZO and other biologic products for the treatmentof RA, PsA, AS, CD, UC, and Ps. Concomitant
administration of CYLTEZO with otherbiologic DMARDS (e.g., anakinra and abatacept) or other TNF blockers isnot recommended
based upon the possible increased risk for infections and other potential pharmacological interactions.

7.3 Live Vaccines
Avoid the use of live vaccines with CYLTEZO [ see Warnings and Precautions (5.10)].

7.4 Cytochrome P450 Substrates

The formation of CYP450 enzymes may be suppressed by increased concentrations of cytokines (e.g., TNFa, IL-6) during chronic
inflammation. It is possible for products that antagonize cytokine activity, such as adalimumab products, to influence the formation of
CYP450 enzymes. Uponinitiationordiscontinuation of CYLTEZO in patients being treated with CYP450 substrates with a narrow
therapeutic index, monitoring of theeffect (e.g., warfarin) or drug concentration (e.g., cyclosporine or theophylline) is recommended
and the individual dose of thedrug product may be adjusted as needed.
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8 USE IN SPECIFICPOPULATIONS

8.1 Pregnancy

Risk Summary

Available studies with use of adalimumab during pregnancy do not reliably establish anassociation between adalimumab and major
birth defects. Clinical data areavailable from the Organization of Teratology Information Specialists (OT1S)/MotherToBaby
Pregnancy Registry in pregnant womenwith rheumatoid arthritis (RA) or Crohn’s disease (CD) treated with adalimumab. Registry
results showed a rate of 10%for major birth defects with first trimester use of adalimumab in pregnant womenwith RAorCDand a
rate of 7.5% for major birth defects in the disease-matched comparison cohort. The lack of pattern of major birth defects is reassuring
and differences between exposure groups may haveimpacted the occurrence of birth defects (see Data).

Adalimumabis actively transferred across the placenta during thethird trimester of pregnancy and may affect immune response in the
in-uteroexposed infant (see Clinical Considerations). In an embryo-fetal perinatal development study conducted in cynomolgus
monkeys, no fetal harm or malformations were observed with intravenous administration of adalimumab during organogenesis and
laterin gestation, at doses that produced exposures up to approximately 373times themaximum recommended humandose (MRHD)
of 40 mgsubcutaneous without methotrexate (see Data).

The estimated background risk of major birth defects and miscarriage for theindicated populations is unknown. All pregnancies have
a background risk of birth defect, loss, or otheradverse outcomes. In the U.S. general population, the estimated background risk of
major birth defects and miscarriage in clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Clinical Considerations

Disease-associated maternal and embryo/fetal risk

Published data suggest that therisk of adverse pregnancy outcomes in womenwith RA or inflammatory bowel disease (IBD) is
associated with increased diseaseactivity. Adverse pregnancy outcomes include preterm delivery (before 37 weeks of gestation), low
birth weight (less than 2500 g) infants, and small for gestationalage atbirth.

Fetal/Neonatal Adverse Reactions

Monoclonalantibodies areincreasingly transported across the placenta as pregnancy progresses, with the largestamount transferred
duringthe third trimester (see Data). Risks and benefits should be considered prior to administering live or live-attenuated vaccines to
infants exposedto adalimumab products in utero [see Use in Specific Populations (8.4)].

Data

Human Data

A prospective cohort pregnancy exposureregistry conducted by OT1S/MotherToBaby in the U.S. and Canada between2004 and 2016
comparedthe risk of major birth defects in live-born infants of221women (69 RA, 152 CD) treated with adalimumab during the first
trimesterand 106 women (74RA, 32 CD) not treated with adalimumab.

The proportionof major birth defects among live-born infants in the adalimumab-treated and untreated cohorts was 10% (8.7 % RA,
10.5% CD)and7.5%(6.8% RA, 9.4% CD), respectively. Thelack of pattern of major birth defects is reassuringand differences
between exposure groups may have impacted the occurrence of birth defects. This study cannot reliably establish whether thereisan
association betweenadalimumaband major birth defects because of methodological limitations of the registry, including small sample
size, the voluntary nature of thestudy, and thenon-randomized design.

Inan independent clinical study conducted in ten pregnantwomen with 1BD treated with adalimumab, adalimumab concentrations
were measuredin maternal serumaswellasin cord blood (n=10) and infant serum (n=8) on the day of birth. The lastdose of
adalimumabwas given between 1 and 56 days prior to delivery. Adalimumab concentrations were 0.16-19.7 mcg/mL in cord blood,
4.28-17.7mcg/mL in infant serum, and 0-16.1 mcg/mL in maternal serum. In allbut onecase, the cord blood concentration of
adalimumabwas higherthanthe maternal serum concentration, suggesting adalimumab actively crosses the placenta. In addition, one
infanthad serum concentrations ateach of thefollowing: 6 weeks (1.94 mcg/mL), 7 weeks (1.31 mcg/mL), 8 weeks (0.93 mcg/mL),
and 11 weeks (0.53 mcg/mL), suggestingadalimumab canbe detected in the serum of infants exposed in utero for at least 3 months
from birth.

Animal Data

In an embryo-fetal perinatal development study, pregnant cynomolgus monkeys received adalimumab from gestationdays 20 to 97 at
dosesthat produced exposures upto 373 times that achieved with the MRHD without methotrexate (onan AUC basis with maternal
IV doses up to 100 mg/kg/week). Adalimumabdid notelicit harmto the fetuses or malformations.

8.2 Lactation
Risk Summary
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Limited data from case reports in the published literature describe the presence ofadalimumabin humanmilk atinfant doses 0f0.1%
to 1% of the maternal serum concentration. Published data suggestthatthe systemic exposure to a breastfed infantis expectedto be
low because adalimumabis a large molecule and is degraded in the gastrointestinal tract. However, the effects of local exposure in the
gastrointestinal tract are unknown. There are noreports of adverse effects of adalimumab products on the breastfed infantandno
effects on milk production. The developmental and health benefits of breastfeeding should be considered along with the mother’s
clinicalneed for CYLTEZO and any potential adverse effects on the breastfed child from CYLTEZO or from the underlying maternal
condition.

8.4 PediatricUse

The safety and effectiveness of CYLTEZO havebeenestablished for:
o reducingsignsand symptoms of moderately to severely active polyarticular JIA in pediatric patients 2 years of age and older.
o thetreatment of moderately toseverely active Crohn’s disease in pediatric patients 6 years of age and older.

A pediatric assessment for CYLTEZO demonstrates that CYLTEZO is safe and effective for pediatric patients in anindication for
which Humira (adalimumab) isapproved. However, CYLTEZO isnot approved forsuchindication due to marketing exclusivity for
Humira (adalimumab).

Due to theirinhibition of TNFa, adalimumab products administered during pregnancy could a ffect immune response in the in utero-
exposednewborn andinfant. Data from eight infants exposed to adalimumab in uterosuggest adalimumab crosses theplacenta [ see
Use in Specific Populations (8.1)]. The clinical significance of elevated adalimumab concentrations in infants is unknown. The safety
of administering live or live-attenuated vaccines in exposed infants is unknown. Risks and benefits should be considered prior to
vaccinating (live or live-attenuated) exposed infants.

Post-marketing cases of lymphoma, including hepatosplenic T-cell lymphoma and other malignancies, some fatal, have been reported
amongchildren, adolescents, and young adults whoreceived treatmentwith TNF-blockers including adalimumab products [ see
Warningsand Precautions (5.2)].

Juvenile Idiopathic Arthritis

In Study JIA-1, adalimumabwas shown to reduce signs and symptoms of active polyarticular JIA in patients 4 to 17 years of age [see
Clinical Studies (14.2)]. InStudy JIA-I1, the safety profile for patients 2 to <4 years of age was similar to the safety profile for patients
410 17 yearsof age with polyarticular JIA [ see Adverse Reactions (6.1)]. Adalimumab products have not been studied in patients with
polyarticular JIAless than 2 years of age or in patients with a weight below 10kg.

The safety ofadalimumabin patients in the polyarticular JIA trials was generally similarto thatobserved in adults with certain
exceptions [see Adverse Reactions (6.1)].

The safety and effectiveness of adalimumab products have not been established in pediatric patients with JI A less than 2 years of age.

Pediatric Crohn’s Disease

The safety and effectiveness of adalimumab products for the treatmentof moderately to severely active Crohn’s disease have been
established in pediatric patients 6 years of age and older. Use of adalimumab products for this indication is supported by evidence
from adequate and well-controlled studies in adults with additional data from a randomized, double-blind, 52-week clinical study of
two dose concentrations of adalimumab in 192 pediatric patients (6 yearsto 17 years ofage) [see AdverseReactions (6.1), Clinical
Pharmacology (12.2,12.3), Clinical Studies (14.6)]. The adverse reaction profile in patients 6 yearsto 17 years of age was similarto
adults.

The safety and effectiveness of adalimumab products have not been established in pediatric patients with Crohn’s disease lessthan 6
yearsofage.

8.5 Geriatric Use

Atotalof 519RA patients 65 years of age and older, including 107 patients 75 years of age and older, received adalimumabin clinical
studies RA-I through 1V. No overall difference in effectiveness was observed between these patients and younger patients. The
frequency of serious infection and malignancy among adalimumab-treated patients 65years ofage and older was higherthan for those
less than 65years of age. Consider thebenefitsandrisks of CYLTEZO in patients65 years of age and older. In patients treated with
CYLTEZO, closely monitor forthe developmentof infectionor malignancy [ see Warnings and Precautions (5.1,5.2)].

10 OVERDOSAGE
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Doses up to 10 mg/kg have beenadministered to patients in clinicaltrials without evidence of dose-limiting toxicities. In case of
overdosage, it is recommended thatthe patient be monitored forany signs or symptoms of adverse reactions or effects and appropriate
symptomatic treatment instituted immediately.

11  DESCRIPTION

Adalimumab-adbm isa recombinant human IgG1 monoclonal antibody specific for human tumor necrosis factor (TNF). Adalimumab-
adbmis produced by recombinant DNA technology in a mammalian cell (Chinese Hamster Ovary (CHO)) expression system and is
purified by a process thatincludes specific viral inactivationand removal steps. It consists of 1330aminoacids and hasa molecular
weight of approximately 148 kilodaltons.

CYLTEZO (adalimumab-adbm) injectionis supplied asasterile, preservative-free solution of adalimumab-adbm for subcutaneous
administration. The drugproductis supplied asa single-dose, 1 mL prefilled glass syringe. The solutionof CYLTEZO s clearto
slightly opalescent and colorless to slightly yellow, with a pH of about 5.2.

Each 40 mg/0.8 mL prefilled syringe delivers 0.8 mL (40 mg) of drug product. Each0.8 mL of CYLTEZO contains adalimumab-
adbm (40 mg), glacialacetic acid (0.13mg), polysorbate 80 (0.8 mg), sodium acetatetrinydrate (2.4 mg), trehalose dihydrate (65.0
mg),and Water for Injection, USP.

Each 20mg/0.4mL prefilled syringedelivers 0.4mL (20mg) of drug product. Each0.4 mLof CYLTEZO contains adalimumab-
adbm (20mg), glacialacetic acid (0.06 mg), polysorbate 80 (0.4 mg), sodium acetate trihydrate (1.21 mg), trehalose dihydrate (32.5
mg), and Water for Injection, USP.

Each 10 mg/0.2 mL prefilled syringe delivers 0.2 mL (10 mg) of drugproduct. Each0.2 mL of CYLTEZO contains adalimumab-
adbm (10 mg), glacialacetic acid (0.03mg), polysorbate 80 (0.2 mg), sodium acetatetrihydrate (0.61 mg), trehalose dihydrate (16.3
mg), and Water for Injection, USP.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Adalimumab products bind specifically to TNF-alphaand block its interaction with the p55 and p75 cell surface TNF receptors.
Adalimumab products also lyse surface TNF expressing cells in vitro in the presence of complement. Adalimumab products do not
bind or inactivate lymphotoxin (TNF-beta). TNF is a naturally occurring cytokinethatis involved in normal inflammatory and
immune responses. Elevated concentrations of TNF are found in the synovial fluid of patients with RA, JIA, PsA,and ASand playan
important role in boththe pathologic inflammationandthe joint destruction thatare hallmarks of these diseases. Increased
concentrations of TNF are also foundin psoriasis plaques. In Ps, treatmentwith CYLTEZO may reduce theepidermal thickness and
infiltration of inflammatory cells. The relationship between these pharmacodynamic activities and the mechanism(s) by which
adalimumab products exert their clinical effects isunknown.

Adalimumab products also modulate biological responses thatare induced or regulated by TNF, including changes in the
concentrations of adhesionmolecules responsible for leukocyte migration (ELAM-1, VCAM-1,and ICAM-1 with an1Csp0f1-2 X 10
10M).

12.2 Pharmacodynamics

Aftertreatment with adalimumab, a decrease in concentrations of acute phasereactants of inflammation (C-reactive protein [CRP]and
erythrocyte sedimentationrate [ESR]) and serum cytokines (I1L-6) was observed compared to baseline in patients with rheumatoid
arthritis. Adecreasein CRP concentrations was also observed in patients with Crohn’s disease and ulcerative colitis. Serum
concentrations of matrix metalloproteinases (MMP-1 and MMP-3) that producetissue remodeling responsible for cartilage destruction
were also decreased after adalimumabadministration.

12.3 Pharmacokinetics

The phamacokinetics ofadalimumabwere linear overthe dose range of 0.5 to 10 mg/kg followingadministration ofa single
intravenous dose (adalimumab products are notapproved for intravenous use). Following 20,40, and 80 mgevery otherweek and
every week subcutaneous administration, adalimumab mean serum trough concentrations at steady state increased a pproximately
proportionally with dose in RA patients. The meanterminal half-life was approximately 2 weeks, ranging from 10 to 20 daysacross
studies. Healthy subjects and patients with RA displayed similar adalimumab pharmacokinetics.

Adalimumabexposure in patientstreated with 80 mgevery other week is estimated to be comparable with that in patients treated with
40 mgevery week.

Absorption
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The average absolute bioavailability of adalimumab following a single 40 mgsubcutaneous dose was 64%. The meantime toreach
the maximum concentrationwas 5.5 days (131 56 hours) and the maximum serum concentration was 4.7 £ 1.6 mcg/mL in healthy
subjects followinga single 40 mgsubcutaneous administration of adalimumab.

Distribution
The distributionvolume (Vss) ranged from 4.7 to 6.0 L following intravenous administration of doses ranging from 0.25to 10 mg/kg
in RApatients.

Elimination

The single dose pharmacokinetics of adalimumab in RA patients were determined in several studies with intravenous doses ranging
from 0.25to 10 mg/kg. The systemic clearance ofadalimumab isapproximately 12 mL/hr. In long-term studies with dosingmore than
two years, there was no evidence of changes in clearanceovertime in RA patients.

Patient Population

Rheumatoid Arthritis and Ankylosing Spondylitis: In patients receiving 40 mgadalimumab every other week, adalimumabmean
steady-state trough concentrations were approximately 5 mcg/mLand 8 to 9 mcg/mL, withoutand with MTX concomitant treatment,
respectively. Adalimumab concentrations in the synovial fluid from fiverheumatoid arthritis patients ranged from 31 to 96% of those
in serum. The pharmacokinetics of adalimumab in patients with AS were similar to those in patients with RA.

Psoriatic Arthritis: In patients receiving 40 mgevery other week, adalimumab mean steady-state trough concentrations were 6 to 10
mcg/mLand 8.5to 12 mcg/mL, without and with MTX concomitanttreatment, respectively.

Plaque Psoriasis: Adalimumab mean steady-state trough concentrationwas approximately 5 to 6 mcg/mL during 40 mgadalimumab
every other week treatment.

Adult Crohn’s Disease: Adalimumab mean trough concentrations were approximately 12 mcg/mLat Week 2 and Week 4 after
receiving160 mgon Week 0 followed by 80 mgon Week 2. Mean steady-state trough concentrations were 7 mcg/mL at Week 24 and
Week 56 during40 mgadalimumab every other week treatment.

Adult Ulcerative Colitis: Adalimumab mean trough concentrations were approximately 12 mcg/mL at Week 2 and Week 4 after
receiving 160 mgon Week 0 followed by 80 mgon Week 2. Mean steady-state trough concentrations were approximately 8 mcg/mL
and 15 meg/mLatWeek 52 after receivinga dose of 40 mgadalimumab every other week and40 mgevery week, respectively.

Anti-Drug Antibody Effects on Pharmacokinetics
Rheumatoid Arthritis: Atrend toward higherapparentclearance of adalimumabin the presence of anti-adalimumab antibodies was
identified.

Specific Populations
Geriatric Patients: A lower clearance with increasing age was observed in patients with RAaged 40 to >75 years.

Pediatric Patients:
Juvenile Idiopathic Arthritis:

o 4yearsto 17 yearsof age: The adalimumab mean steady-state trough concentrations were 6.8 mcg/mL and 10.9 mcg/mLin
patients weighing <30 kg receiving 20 mgadalimumab subcutaneously every other week as monotherapy or with
concomitant MTX, respectively. The adalimumab mean steady-state trough concentrations were 6.6 mcg/mL and 8.1
mcg/mLin patients weighing>30 kgreceiving40 mgadalimumab subcutaneously every other week as monotherapy or with
MT X concomitant treatment, respectively.

e 2yearsto<4yearsofageor4yearsofageandolderweighing <15 kg: The adalimumab mean steady-state trough
adalimumab concentrations were 6.0 mcg/mL and 7.9 mcg/mL in patients receiving adalimumab subcutaneously every other
week as monotherapy or with M TX concomitant treatment, respectively.

Pediatric Crohn’s Disease: Adalimumabmean + SD concentrations were 15.746.5mcg/mL at Week 4 following160mgatWeek 0
and 80 mgat Week2,and 10.5+6.0mcg/mL at Week 52 following40 mgevery other week dosing in patients weighing>40 kg.
Adalimumabmean £ SD concentrations were 10.6+6.1 mcg/mL atWeek 4 following dosing80 mgat Week0 and 40mgat Week 2,
and 6.9+£3.6 mcg/mL at Week 52 following 20 mgevery other week dosing in patients weighing <40 kg.

Male and Female Patients: No gender-related pharmacokinetic differences were observed after correction fora patient’s body weight.
Healthy subjects and patients with rheumatoid arthritis displayed similar adalimumab phamacokinetics.

Patients with Renal or Hepatic Impairment: No pharmacokinetic data are available in patients with hepatic or renal impairment.
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Rheumatoid factor or CRP concentrations: Minor increases in apparentclearance were predicted in RA patients receiving doses lower
than the recommended dose and in RA patients with high rheumatoid factor or CRP concentrations. These increases are notlikely to
be clinically important.

Drug Interaction Studies:
Methotrexate: MT X reduced adalimumab apparent clearanceafter single and multiple dosing by 29%and 44%respectively, in
patientswith RA[see Drug Interactions (7.1)].

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Long-term animal studies of adalimumab products have not been conducted to evaluate the carcinogenic potential or its effecton
fertility.

14 CLINICAL STUDIES

14.1 Rheumatoid Arthritis

The efficacy andsafety of adalimumab were assessed in five randomized, double-blind studies in patients >18 years ofa ge with active
rheumatoid arthritis (RA) diagnosed according to American College of Rheumatology (ACR) criteria. Patients had atleast6 swollen
and 9 tender joints. Adalimumabwas administered subcutaneously in combinationwith methotrexate (MTX) (12.5to 25 mg, Studies
RA-I, RA-I11 and RA-V) oras monotherapy (Studies RA-I1and RA-V) or with other disease-modifying anti-rheumatic drugs
(DMARD:s) (Study RA-1V).

Study RA-I evaluated 271 patients who had failed therapy with at least one but nomore thanfour DMARDs and had inadequate
response to MTX. Doses of 20,40 or80 mgof adalimumab or placebo were given every other week for 24 weeks.

Study RA-11evaluated 544 patients who had failed therapy with at least one DMARD. Doses of placebo, 20 or 40 mgofadalimumab
were given as monotherapy every other week or weekly for 26 weeks.

Study RA-I1l evaluated 619 patients who had aninadequate responseto MTX. Patients received placebo, 40 mgof adalimumab every
otherweek with placebo injections on alternate weeks, or 20 mg of adalimumabweekly for up to 52 weeks. Study RA-Illhadan
additional primary endpoint at 52 weeks of inhibition of disease progression (as detected by X-ray results). Upon completion of the
first 52 weeks, 457 patients enrolled in an open-label extension phase in which 40 mg of adalimumab was administered every other
week forup to 5 years.

Study RA-1V assessed safety in 636 patients who were either DMARD-naive or were permitted to remain ontheir pre-existing
rheumatologic therapy provided thattherapy was stable fora minimum of 28 days. Patients were randomizedto 40 mgof adalimumab
or placebo every otherweek for 24 weeks.

Study RA-V evaluated 799 patients with moderately to severely active RA of less than 3 years duration who were >18 years old and
MTX naive. Patients were randomized to receive either MTX (optimized to 20 mg/week by week 8), adalimumab 40 mgevery other
week oradalimumab/MTX combination therapy for 104 weeks. Patients were evaluated for signs and symptoms, and for radiographic
progression of joint damage. The median disease duration among patients enrolled in the study was 5 months. The median MTX dose
achieved was 20 mg.

Clinical Response

The percentof adalimumabtreated patients achieving ACR 20,50 and 70 responses in Studies RA-11and I 11areshownin Table 3.

Table 3. ACR Responses in Studies RA-11 and RA-111 (Percent of Patients)

Study RA-I1 Study RA-I111
Monotherapy Methotrexate Combination
(26 weeks) (24 and 52 weeks)

Response Placebo | Adalimumab Adalimumab Placebo/MTX | Adalimumab/MTX

40 mgevery 40 mgweekly 40 mgevery

otherweek otherweek

N=110 N=113 N=103 N=200 N=207

ACR20
Month6 19% 46%* 53%* 30% 63%*
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Month12 NA NA NA 24% 59%*
ACR50

Month6 8% 22%* 35%* 10% 39%*
Month12 NA NA NA 10% 42%*
ACR70

Month6 2% 12%* 18%* 3% 21%*
Month12 NA NA NA 5% 23%*
*p<0.01, adalimumab vs. placebo

The results of Study RA-I were similarto Study RA-111; patients receivingadalimumab 40 mg every other week in Study RA-l also
achieved ACR 20,50 and 70 responserates of 65%, 52% and 24%, respectively, comparedto placeboresponses 0f 13%, 7% and 3%
respectively, at 6 months (p<0.01).

The results of the components of the ACR responsecriteria for Studies RA-Il and RA-I11are shownin Table 4. ACR response rates
and improvement in allcomponents of ACR responsewere maintainedto week 104. Overthe 2 years in Study RA-111,20%of
adalimumab patients receiving40 mgevery other week achieved a major clinical response, defined as maintenance of an ACR 70
response overa 6-month period. ACR responses were maintained in similar proportions of patients forupto 5 years with continuous
adalimumabtreatmentin the open-label portion of Study RA-III.

Table 4. Components of ACR Response in Studies RA-11 and RA-111

Study RA-II Study RA-III
Parameter (median) | Placebo Adalimumab: | Placebo/MTX | agalimumab®/
Baseline| Wk Baseline [ Wk | Baseline[ Wk 24| Baseling Wk 24
26 26

Number of tender 35 26 31 16* 26 15 24 8*
joints (0-68)
Number of swollen 19 16 18 10* 17 11 18 5*
joints (0-66)
Physicianglobal 7.0 6.1 6.6 3.7* 6.3 35 6.5 2.0*
assessment®
Patientglobal 75 6.3 75 4.5% 54 3.9 5.2 2.0*
assessment
Pain® 7.3 6.1 7.3 4.1* 6.0 3.8 5.8 2.1*
Disability index 2.0 19 19 15* 15 13 15 0.8*
(HAQ)’
CRP (mg/dL) 3.9 4.3 4.6 1.8* 1.0 0.9 1.0 0.4*
% 40 mgadalimumab administered every other week
b Visualanaloguescale; 0 =best, 10=worst
¢ Disability Index of the Health Assessment Questionnaire; 0 =best, 3 = worst, measures the patient’s
ability to performthefollowing: dress/groom, arise, eat, walk, reach, grip, maintain hygiene, and
maintain daily activity
* p<0.001, adalimumab vs. placebo, based on meanchange from baseline

The time course of ACR 20 response for Study RA-111 is shown in Figure 1.

In Study RA-111,85% of patients with ACR 20responses atweek 24 maintained the responseat 52 weeks. The time course of ACR 20
response for Study RA-1 and Study RA-I1 were similar.
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Figure 1. Study RA-111 ACR 20 Responses over 52 Weeks
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In Study RA-1V,53% of patients treated with adalimumab 40 mgevery other week plus standard of care had an ACR 20response at

week 24 compared to 35%on placebo plus standard of care (p<0.001). No unique adverse reactions related to the combination of

adalimumaband other DMARDSs were observed.

In Study RA-V with MTX naive patients with recent onset RA, the combination treatmentwith adalimumab plus MTX led to greater

percentages of patients achieving ACR responses than either MTX monotherapy or adalimumab monotherapy at Week 52 and

responses were sustained at Week 104 (see Table 5).

Table 5. ACR Response in Study RA-V (Percentof Patients)

Response MTXP Adalimumab® Adalimumab/MTX
N=257 N=274 N=268

IACR20

Week 52 63% 54% 73%

Week 104 56% 49% 69%
IACR50

Week 52 46% 41% 62%

Week 104 43% 37% 59%
IACR70

Week 52 27% 26% 46%

Week 104 28% 28% 47%
Major Clinical Response® 28% 25% 49%
* Majorclinical responseis definedasachievingan ACR70 response fora continuous six-month period
P p<0.05, adalimumab/MTXvs. MTX for ACR 20
p<0.001, adalimumab/MTXvs. MTXfor ACR 50 and 70, and Major Clinical Response
° p<0.001, adalimumab/MTX vs. adalimumab

At Week 52, allindividual components of the ACR responsecriteria for Study RA-V improved in the adalimumab/MTX groupand

improvements were maintained to Week 104.

Radiographic Response

In Study RA-11l1, structural jointdamage was assessed radiographically and expressedas change in Total Sharp Score (TSS)and its

components, the erosionscoreand Joint Space Narrowing (JSN) score,at month 12 compared to baseline. At baseline, the median

Reference ID: 4955303
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TSS was approximately 55in the placeboand 40mgevery other week groups. Theresults areshownin Table 6. Adalimumab/MTX
treated patients demonstrated less radiographic progression than patients receiving MTX alone at 52 weeks.

Table 6. Radiographic Mean Changes Over 12 Monthsin Study RA-111

Placebo/MTX [Adalimumab/MT X Placebo/MTX- P-value**

40 mg every Adalimumab/MTX (95%

other week Confidence Interval*)
Total Sharp score 2.7 0.1 2.6(1.4,3.8) <0.001
Erosion score 1.6 0.0 1.6(0.9,2.2) <0.001
JSN score 1.0 0.1 0.9(0.3,1.4) 0.002
*95% confidence intervals for the differences in change scores between MTX and adalimumab.
**Based on rank analysis

In the open-label extension of Study RA-II1,77% of the original patients treated with any dose of adalimumab were evaluated
radiographically at2 years. Patients maintained inhibition of structural damage, as measured by the TSS. Fifty-four percent hadno
progression of structural damage as defined by a change in the TSS of zero or less. Fifty-five percent (55%) of patients originally
treated with 40 mgadalimumab every other week have been evaluated radiographically at 5 years. Patients had continuedinhibition of
structural damage with 50% showing no progression of structural damage defined by a change in the TSS of zero or less.

In Study RA-V, structural joint damage was assessedas in Study RA-I11. Greater inhibition of radiographic progression, as assessed
by changesin TSS, erosion score and JSN was observed in the adalimumab/MTX combinationgroupas comparedto eitherthe MTX
or adalimumab monotherapy group at Week 52 aswellasat Week 104 (see Table 7).

Table 7. Radiographic Mean Change* in Study RA-V

MTXa Adalimumab?® Adalimumab/MTX
N=257 N=274 N=268
52 Weeks Total Sharp score 57(4.2,7.3) 3.0(1.7,4.3) 1.3(0.5,2.1)
Erosion score 3.7(2.7,4.8) 1.7(1.0,2.4) 0.8(0.4,1.2)
JSN score 2.0(1.2,2.8) 1.3(0.5,2.1) 0.5(0.0,1.0)
104 Weeks  [Total Sharp score 10.4(7.7,13.2) 55(3.6,7.4) 1.9(0.9,2.9)
Erosion score 6.4(4.6,8.2) 3.0(2.0,4.0) 1.0(0.4,1.6)
JSN score 41(2.7,5.4) 26(1.5,3.7) 0.9(0.3,1.5)
* mean (95% confidence interval)
" p<0.001, adalimumab/MTXvs. MTXat52 and 104 weeks and foradalimumab/MTX vs. adalimumab at
104 weeks
P p<0.01, foradalimumab/MTX vs. adalimumabat52 weeks

Physical Function Response

In studies RA-1 through 1V, adalimumab showed significantly greater improvement than placebo in the disability index of Health
AssessmentQuestionnaire (HAQ-DI) from baseline to the end of study, and significantly greater improvementthan placeboin the
health-outcomes as assessed by The Short Form Health Survey (SF 36). Improvement was seen in both the Physical Component
Summary (PCS) and the Mental Component Summary (MCS).

In Study RA-111, themean (95% CI) improvementin HAQ-DI from baseline at week 52 was 0.60 (0.55, 0.65) for the adalimumab
patientsand0.25(0.17,0.33) for placebo/MTX (p<0.001) patients. Sixty-three percent of adalimumab-treated patients achieveda 0.5
or greaterimprovementin HAQ-DI at week 52 in the double-blind portion of thestudy. Eighty-two percent of these patients
maintained that improvementthroughweek 104 and a similar proportion of patients maintainedthis response through week 260 (5
years) of open-label treatment. Meanimprovement in the SF-36 was maintained through theend of measurement at week 156 (3
years).

In Study RA-V, the HAQ-DI and the physical component of the SF-36 showed greater improvement (p<0.001) forthe
adalimumab/MTX combination therapy group versus either the MTX monotherapy or the adalimumab monotherapy group at Week
52, which was maintained through Week 104.

14.2 Juvenile Idiopathic Arthritis
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The safety and efficacy of adalimumab was assessed in two studies (Studies JIA-I and JI A-11) in patients with active polyarticular
juvenile idiopathic arthritis (JI A).

Study JIA-I

The safety and efficacy of adalimumab were assessed in a multicenter, randomized, withdrawal, double-blind, parallel-group study in
171 patientswho were 4 to 17 years of age with polyarticular JIA. In the study, the patients were stratified into two groups: MTX-
treated or non-MTX-treated. All patients hadto show signs of active moderate or severe disease despite previous treatmentwith
NSAIDs, analgesics, corticosteroids, or DMARDS. Patients whoreceived prior treatment with any biologic DMARDS were excluded
from the study.

The study included four phases: an open-label lead in phase (OL-LI;16 weeks), a double-blind randomized withdrawal phase (DB; 32
weeks), an open-label extension phase (OLE-BSA; upto 136 weeks), and an open-label fixed dose phase (OLE-FD; 16 weeks). In the
first three phases of the study, adalimumabwas administered based onbody surface area at a dose of 24 mg/m? up to a maximum total
body dose of 40mgsubcutaneously (SC) every otherweek. In the OLE-FD phase, the patients were treated with 20 mg of
adalimumab SC every other week if their weight was less than 30 kgandwith 40 mgof adalimumab SC every other week if their
weight was 30 kgor greater. Patients remained onstable doses of NSAIDs and or prednisone (<0.2 mg/kg/day or 10 mg/day
maximum).

Patients demonstratinga Pediatric ACR 30 response at theend of OL-LI phase were randomized into the double blind (DB) phase of
the study and receivedeither adalimumab or placebo every other week for 32 weeks or until disease flare. Disease flare was defined as
a worsening of >30% from baseline in >3 of 6 Pediatric ACR core criteria,>2 active joints, and improvement of>30%in no more
than 1 of the 6 criteria. After 32 weeks or at the time of disease flare during the DB phase, patients were treated in the open-label
extensionphase based on the BSA regimen (OLE-BSA), before convertingto a fixed dose regimen based onbody weight (OLE-FD
phase).

Study JIA-I Clinical Response

At the end of the 16-week OL-LI phase, 94% ofthe patients in the MTX stratum and 74% of the patients in the non-MT X stratum
were Pediatric ACR 30 responders. Inthe DB phase significantly fewer patients who received adalimumab experienced disease flare
comparedto placebo, both without MTX (43%vs. 71%) and with MTX (37% vs. 65%). More patients treated with adalimumab
continuedto show pediatric ACR 30/50/70responses at Week 48 compared to patients treated with placebo. Pediatric ACR responses
were maintained for up to two years in the OLE phase in patients whoreceived adalimumab throughout the studly.

Study JIA-11
Adalimumabwas assessedin an open-label, multicenter study in 32 patients who were 2 to <4 years of age or 4 years of age and older

weighing <15 kgwith moderately toseverely active polyarticular JIA. Most patients (97%) received atleast 24 weeks of adalimumab
treatmentdosed 24 mg/m? up to a maximum of 20 mgevery other week asasingle SC injection up to a maximum of 120 weeks
duration. Duringthe study, most patients used concomitant M TX, with fewer reporting use of corticosteroidsor NSAIDs. The primary
objective of the study was evaluation of safety [ see Adverse Reactions (6.1)].

14.3 Psoriatic Arthritis

The safety and efficacy of adalimumab was assessed in two randomized, double-blind, placebo-controlled studies in 413 patients with
psoriatic arthritis (PsA). Upon completion of both studies, 383 patients enrolled in anopen-label extension study, in which 40 mg
adalimumab was administered every other week.

Study PsA-I enrolled 313 adult patients with moderately to severely active PsA (>3 swollen and >3 tender joints) who hadan
inadequateresponse to NSAID therapy in one of the following forms: (1) distal interphalangeal (DIP) involvement (N=23); (2)
polyarticular arthritis (absence of rheumatoid nodules and presence of plaque psoriasis) (N=210); (3) arthritis mutilans (N=1); (4)
asymmetric PSA (N=77); or (5) AS-like (N=2). Patients on MTX therapy (158 0f 313 patients) at enrollment (stable dose of <30
mg/week for >1 month) could continue MTX atthe same dose. Doses of adalimumab 40 mgor placebo every other week were
administered during the 24-week double-blind period of the study.

Comparedto placebo, treatmentwith adalimumab resulted in improvements in the measures of disease activity (see Tables8 and9).
Among patients with PsAwho received adalimumab, the clinical responses were apparent in some patients atthe time of the first visit
(two weeks) and were maintained up to 88 weeks in the ongoing open-label study. Similar responses were seen in patients with each
of the subtypes of psoriatic arthritis, although few patients were enrolled with the arthritis mutilans and ankylosing spondylitis-like
subtypes. Responses were similar in patients who were or were not receiving concomitant MTX therapy atbaseline.

Patients with psoriatic involvement of at least three percent body surface area (BSA) were evaluated for Psoriatic Area and Severity
Index (PASI) responses. At 24 weeks, the proportions of patients achievinga 75% or 90% improvementin the PASI were 59% and
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42% respectively, in the adalimumab group (N=69), compared to 1%and 0% respectively, in the placebo group (N=69) (p<0.001).
PASI responses were apparent in some patients at thetime of the first visit (two weeks). Responses were similar in patients who were
or were not receiving concomitant MTX therapy atbaseline.

Table 8. ACR Response in Study PsA-I (Percent of Patients)

Placebo Adalimumab*
N=162 N=151
IACR20
Week 12 14% 58%
Week 24 15% 57%
IACR50
Week 12 4% 36%
Week 24 6% 39%
IACR70
Week 12 1% 20%
Week 24 1% 23%
*p<0.001 forallcomparisons between adalimumab and placebo

Table 9. Components of Disease Activity in Study PsA-I

Placebo Adalimumab*
N=162 N=151
Parameter: median Baseline 24 weeks Baseline 24 weeks
Number of tender joints?® 23.0 17.0 20.0 5.0
Number of swollen joints® 11.0 9.0 11.0 3.0
Physician globalassessment® 53.0 49.0 55.0 16.0
Patient global assessment® 495 49.0 48.0 20.0
Pain® 49.0 49.0 54.0 20.0
Disability index (HAQ)" 1.0 0.9 1.0 04
CRP (mg/dL)® 0.8 0.7 0.8 0.2
*p<0.001 foradalimumabvs. placebo comparisons based on median changes
* Scale 0-78
P Scale 0-76
* Visualanalogscale; O=best, 100=worst
 Disability Index of the Health Assessment Questionnaire; 0=best, 3=worst; measures the patient’s ability
to performthe following: dress/groom, arise, eat, wa Ik, reach, grip, maintain hygiene, and maintain daily
activity.
i Normyal range: 0-0.287 mg/dL

Similarresults were seen in an additional, 12-week study in 100 patients with moderate to severe psoriatic arthritis who had
suboptimal response to DM ARD therapy as manifested by >3 tender joints and >3 swollen joints at enrollment.

Radiographic Response

Radiographic changes were assessed in the PsA studies. Radiographs of hands, wrists, and feetwere obtained at baseline and Week 24
duringthe double-blind period when patients were on adalimumab or placeboandatWeek 48 whenall patients were on open-label
adalimumab. Amodified Total Sharp Score (mTSS), which included distal interphalangeal joints (i.e., not identical to the TSS used
forrheumatoid arthritis), was used by readers blinded to treatmentgroup toassess theradiographs.

Adalimumab-treated patients demonstrated greater inhibition of radiographic progression comparedto placebo-treated patients and
this effect was maintained at48 weeks (see Table 10).
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Table 10. Change in Modified Total Sharp Score in Psoriatic Arthritis

Placebo Adalimumab
N=141 N=133
Week 24 Week 24 Week 48
Baseline mean 22.1 23.4 23.4
Mean Change +SD 09+3.1 01+17 0.2+4.9"
*<0.001 forthe difference betweenadalimumab, Week 48 and Placebo, Week 24 (primary analysis)

Physical Function Response

In Study PsA-I, physical function and disability were assessed using the HAQ Disability Index (HAQ-DI) and the SF-36 Health
Survey. Patients treated with 40 mg of adalimumab every other week showed greater improvementfrom baseline in the HAQ-DI score
(meandecreases of 47% and 49%atWeeks 12 and 24 respectively) in comparison to placebo (mean decreases of 1%and 3%at
Weeks 12 and 24 respectively). At Weeks 12 and 24, patients treated with adalimumab showed greater improvement from baselinein
the SF-36 Physical Component Summary score compared to patients treated with placebo, and no worseningin the SF-36 Mental
Component Summary score. Improvementin physical function based on the HAQ-DI was maintained for up to 84 weeks throughthe
open-label portionof the study.

14.4 Ankylosing Spondylitis

The safety and efficacy of adalimumab 40 mgevery other week was assessed in 315 adult patients in a randomized, 24 week double-
blind, placebo-controlled study in patients with active ankylosing spondylitis (AS) who hadaninadequate responseto glucocorticoids,
NSAIDs, analgesics, methotrexate or sulfasalazine. Active AS was defined as patients who fulfilled at leasttwo of the following three
criteria: (1)a Bath AS diseaseactivity index (BASDAI) score>4 cm, (2) a visualanalogscore (VAS) for total back pain >40 mm, and
(3) morning stiffness >1 hour. The blinded period was followed by anopen-label period during which patients received adalimumab
40 mgevery otherweek subcutaneously forupto anadditional 28 weeks.

Improvementin measures of disease activity was first observed at Week 2 and maintained through 24 weeks as shownin Figure 2 and
Table11.

Responses of patients with total spinal ankylosis (n=11) were similar to those without total ankylosis.

Figure 2. ASAS 20 Response By Visit, Study AS-1

At 12 weeks, the ASAS 20/50/70 responses were achieved by 58%, 38%, and 23%, respectively, of patients receivingadalimumab,
comparedto 21%, 10%, and 5% respectively, of patients receiving placebo (p <0.001). Similar responses were seen at Week 24 and
were sustained in patients receiving open-labeladalimumab forup to 52 weeks.
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A greaterproportion of patients treated with adalimumab (22%) achieved a low level of diseaseactivity at24 weeks (definedas a
value <20 [on ascale of 0 to 200mm]in each ofthe four ASAS response parameters) compared to patients treated with placebo (6%).

Table 11. Components of Ankylosing Spondylitis Disease Activity

Placebo Adalimumab
N=107 N=208
Baseline Week 24 Baseline Week 24
mean mean mean mean

ASAS 20 Response Criteria*
Patient’s Global Assessment of Disease

Activity®* 65 60 63 38
Totalback pain* 67 58 65 37
Inflammation®* 6.7 5.6 6.7 3.6
BASFI®* 56 51 52 34

BASDAI®score* 6.3 55 6.3 3.7

BASMI¢score* 4.2 4.1 38 33
Tragusto wall(cm) 159 15.8 15.8 154
Lumbar flexion (cm) 4.1 4.0 4.2 4.4
Cervicalrotation (degrees) 42.2 42.1 484 51.6
Lumbarside flexion (cm) 8.9 9.0 9.7 11.7
Intermalleolar distance (cm) 92.9 94.0 935 100.8

CRP™ 2.2 2.0 1.8 0.6

* Percent of subjects with at least a 20% and 10-unit improvement measured ona Visual

Analog Scale (VAS) with 0 =“none” and 100 ="severe”

P Mean of questions 5 and 6 of BASDAI (defined in ‘d’)

© Bath Ankylosing Spondylitis Functional Index

¢ Bath Ankylosing Spondylitis Disease Activity Index

° Bath Ankylosing Spondylitis Metrology Index

[ C-Reactive Protein (mg/dL)

* statistically significantfor comparisons betweenadalimumab and placeboatWeek 24

A second randomized, multicenter, double-blind, placebo-controlled study of 82 patients with ankylosing spondylitis showed similar
results.

Patients treated with adalimumab achieved improvement from baseline in the Ankylosing Spondylitis Quality of Life Questionnaire
(ASQoL)score (-3.6 vs. -1.1)and in the Short Form Health Survey (SF-36) Physical Component Summary (PCS) score (7.4 vs. 1.9)
comparedto placebo-treated patients at Week 24.

14.5 AdultCrohn’s Disease

The safety and efficacy of multiple doses of adalimumab were assessed in adult patients with moderately to severely active Crohn’s
disease, CD, (Crohn’s Disease Activity Index (CDAI)>220and <450) in randomized, double-blind, placebo-controlled studies.
Concomitant stable doses of aminosalicy lates, corticosteroids, and/or immunomodulatory agents were permitted, and 79% of patients
continuedto receiveat least one ofthese medications.

Inductionof clinical remission (definedas CDAI <150) was evaluated in two studies. In Study CD-1,299 TNF-blocker naive patients
were randomized toone of four treatmentgroups: the placebo group received placeboatWeeks 0 and 2, the 160/80 group received
160 mgadalimumabat Week 0 and 80mgat Week 2, the 80/40 group received 80 mgat Week 0 and40 mgat Week 2, and the 40/20
group received 40mgat Week 0 and 20 mgatWeek 2. Clinical results were assessed at Week 4.

In the second induction study, Study CD-I1, 325 patients whohad lost response to, or were intolerant to, previous infliximab therapy
were randomized toreceive either 160 mgadalimumabatWeek 0 and80 mgat Week 2, or placeboatWeeks 0 and 2. Clinical results
were assessed at Week 4.

Maintenance of clinical remission was evaluated in Study CD-III. Inthis study, 854 patients with active disease received open-label
adalimumab, 80 mgat week 0 and40 mgat Week 2. Patients were thenrandomized at Week 4 to 40 mgadalimumab every other
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week, 40 mgadalimumabeveryweek, or placebo. The total study durationwas 56 weeks. Patients in clinical response (decrease in
CDAI >70)at Week 4 were stratified and analyzed separately from those not in clinicalresponseat Week 4.

Induction of Clinical Remission

A greater percentage of the patients treated with 160/80 mgadalimumab achieved induction of clinical remission versus placebo at
Week 4 regardless of whether the patients were TNF blocker naive (CD-I), orhad lost response to or were intolerant to infliximab
(CD-11) (see Table 12).

Table 12. Induction of Clinical Remission in Studies CD-l and CD-I1 (Percentof Patients)

CD-I CD-I11
Placebo | Adalimumab160/80mg | Placebo | Adalimumab160/80mg

N=74 N=76 N=166 N=159
\Week 4
Clinicalremission 12% 36%* 7% 21%*
Clinical response 34% 58%** 34% 52%**
Clinical remission is CDAI score <150; clinical responseis decrease in CDAI of at least 70 points.
* p<0.001 foradalimumab vs. placebo pairwise comparison of proportions
** p<0.01 foradalimumab vs. placebo pairwise comparison of proportions

Maintenance of Clinical Remission

In Study CD-11l1atWeek 4,58% (499/854) of patients were in clinical response and were assessed in the primary analysis. At Weeks
26 and 56, greater proportions of patients whowere in clinical responseatWeek 4 achieved clinical remission in the adalimumab 40
mgevery otherweek maintenance group comparedto patients in the placebo maintenance group (see Table 13). The group that
received adalimumab therapy every week did not demonstrate significantly higher remissionrates compared to the group that received
adalimumabevery other week.

Table 13. Maintenance of Clinical Remission in CD-111 (Percent of Patients)

Placebo 40 mg Adalimumab
every other week
N=170 N=172
Week 26
Clinical remission 17% 40%*
Clinical response 28% 54%*
Week 56
Clinicalremission 12% 36%*
Clinicalresponse 18% 43%*
Clinical remission is CDAI score <150; clinical responseis decrease in CDAI of at least 70 points.
*p<0.001 foradalimumabvs. placebo pairwise comparisons of proportions

Of those in response at Week 4 who attained remission during the study, patients in the adalimumab every other week group
maintained remissionfora longer time than patients in the placebo maintenance group. Among patients who were not in response by
Week 12, therapy continued beyond 12 weeks did notresult in significantly more responses.

14.6 Pediatric Crohn’s Disease

A randomized, double-blind, 52-week clinical study of 2 dose concentrations of adalimumab (Study PCD-I) was conducted in 192
pediatric patients (6 to 17 years of age) with moderately to severely active Crohn’s disease (defined as Pediatric Crohn’s Disease
Activity Index (PCDAI)score >30). Enrolled patients had overthe previous two year period aninadequate response to corticosteroids
or an immunomodulator (i.e., azathioprine, 6-mercaptopurine, or methotrexate). Patients who had previously received a TNF blocker
were allowed to enrollif they had previously had loss of response or intolerance to that TNF blocker.

Patients received open-labelinductiontherapy ata dose based on theirbody weight (>40 kgand <40kg). Patients weighing>40 kg
received 160mg (at Week0)and 80mg (at Week 2). Patients weighing <40 kg received 80mg (at Week 0) and 40 mg (at Week 2).
At Week 4, patients within eachbody weight category (>40 kgand <40 kg) were randomized 1:1to oneof two maintenancedose
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regimens (high dose and low dose). The high dose was 40 mgevery other week for patients weighing>40 kgand20 mgevery other
week for patients weighing <40 kg. The low dose was 20 mgevery other week for patients weighing>40 kgand 10mgevery other
week for patients weighing <40 kg.

Concomitant stable dosages of corticosteroids (prednisone dosage <40 mg/day or equivalent) and immunomodulators (azathioprine, 6-
mercaptopurine, or methotrexate) were permitted throughoutthe study.

At Week 12, patients who experienced a disease flare (increase in PCDAI of > 15 from Week 4 and absolute PCDAI >30) orwho
were non-responders (did not achievea decrease in the PCDAI of> 15 from baseline for2 consecutive visits atleast2 weeks apart)
were allowed to dose-escalate (i.e., switch from blinded every other week dosingto blinded every week dosing); patients who dose-
escalated were considered treatment failures.

At baseline, 38% of patients were receiving corticosteroids, and 62% of patients were receivinganimmunomodulator. Forty-four
percent (44%) of patients had previously lost response orwere intolerant to a TNF blocker. The medianbaseline PCDAI score was 40.

Of the 192 patients total, 188 patients completed the 4 week induction period, 152 patients completed 26 weeks of treatment, and 124
patients completed 52 weeks of treatment. Fifty-one percent (51%) (48/95) of patients in the low maintenance dose group dose-
escalated,and 38% (35/93) of patients in the high maintenance dose group dose-escalated.

At Week 4,28% (52/188) of patients were in clinical remission (defined as PCDAI <10).

The proportions of patients in clinical remission (definedas PCDAI< 10)and clinical response (defined as reduction in PCDAI of at
least 15 points from baseline) were assessed at Weeks 26 and 52.

At both Weeks 26 and 52, the proportion of patients in clinical remission and clinical response wasnumerically higherin the high
dose group compared to the low dose group (Table 14). The recommended maintenance regimen is 20 mgevery other week for
patients weighing<40 kgand 40 mgevery other week for patients weighing>40 kg. Every week dosing is not the recommended
maintenance dosing regimen [ see Dosage and Administration (2.3)].

Table 14. Clinical Remission and Clinical Responsein Study PCD-I

Low Maintenance Dose’ High Maintenance Dose”
(20 or 10 mg every other week) (40 0r 20 mg every other week)
N =95 N =93
Week 26
Clinical Remission* 28% 39%
Clinical Response® 48% 59%
Week 52
Clinical Remission* 23% 33%
Clinical Response® 28% 42%

" The low maintenance dose was 20 mgevery other week for patients weighing>40 kgand 10 mgevery other week for
patientsweighing<40 kg.

* The high maintenance dose was 40 mgevery other week for patients weighing>40 kgand 20mgevery other week for|
patients weighing<40 kg.

* Clinicalremission definedas PCDAI<10.

S Clinical response definedas reductionin PCDAI of atleast 15 points from baseline.

14.7 Adult Ulcerative Colitis

The safety and efficacy of adalimumab were assessed in adult patients with moderately to severely active ulcerative colitis (Mayo
score6to 12 ona 12 point scale, with an endoscopy subscore of 2 to 3 on ascale of 0 to 3) despiteconcurrent or prior treatment with
immunosuppressants suchas corticosteroids, a zathioprine, or 6-MP in two randomized, double-blind, placebo-controlled clinical
studies (Studies UC-I and UC-I11). Both studies enrolled TNF-blocker naive patients, but Study UC-I11 also allowed entry of patients
who lost response to orwere intolerant to TNF-blockers. Forty percent (40%) of patients enrolled in Study UC-I1 had previously used
another TNF-blocker.

Concomitant stable doses of aminosalicylates and immunosuppressants were permitted. In Studies UC-1 and |1, patients were
receivingaminosalicylates (69%), corticosteroids (59%) and/or a zathioprine or 6-MP (37%) atbaseline. In both studies, 92% of
patientsreceivedat least one of these medications.
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Inductionof clinical remission (definedas Mayo score <2 with no individual subscores >1) at Week 8 was evaluated in both studies.
Clinicalremission at Week 52 and sustained clinical remission (defined as clinical remissionat both Weeks 8 and 52) were evaluated
in Study UC-II.

In Study UC-I, 390 TNF-blocker naive patients were randomized to one of threetreatment groups for the primary efficacy analysis.
The placebo group receivedplaceboatWeeks0,2,4 and6. The 160/80 group received 160 mgadalimumab at Week 0 and 80 mgat
Week 2,and the80/40group received 80 mgadalimumabatWeek 0 and 40 mgatWeek 2. After Week 2, patients in both

adalimumab treatmentgroups received 40 mgevery other week.

In Study UC-11,518 patients were randomizedto receiveeitheradalimumab 160 mgat Week 0,80 mgat Week2,and 40mgevery
otherweek startingat Week 4 through Week 50, or placebostarting at Week 0 and every other week through Week 50. Corticosteroid

taperwas permitted startingatWeek 8.

In both Studies UC-1 and UC-II, a greater percentage of the patients treated with 160/80 mg of adalimumab compared to patients
treated with placeboachieved inductionof clinical remission. In Study UC-11, a greater percentage of the patients treated with 160/80
mgof adalimumab comparedto patients treated with placeboachieved sustained clinical remission (clinical remissionat both Weeks8
and52)(Table 15).

Table 15. Induction of Clinical Remission in Studies UC-1 and UC-11 and Sustained
Clinical Remissionin Study UC-I1
(Percent of Patients)

Study UC-I Study UC-I11
Placebo| Adalimumalj Treatment [PlacebdAdalimumal] Treatment
N=130 | 160/80 mg | Difference | N=246| 160/80 mg | Difference
N=130 (95%Cl) N=248 (95%ClI)
Inductionof Clinical 9.2% 185% [9.3%* (0.9%| 9.3% 16.5% [7.2%* (1.2%,
Remission (Clinical 17.6%) 12.9%)
Remission at Week 8)
Sustained Clinical Remission 4.4%* (0.1%,
(Clinical Remission at both N/A N/A N/A 4.1% 8.5% 8.6%)
\Weeks8and 52)

Clinicalremission is defined as Mayo score <2 with no individual subscores >1.
Cl=Confidenceinterval
* p<0.05 foradalimumabvs. placebo pairwise comparison of proportions

In Study UC-I, there was no statistically significant difference in clinical remission observed between the adalimumab 80/40 mg group
and the placebo group at Week 8.

In Study UC-11,17.3% (43/248) in the adalimumab groupwere in clinical remission at Week 52 compared to 8.5% (21/246) in the
placebogroup (treatment difference: 8.8%; 95% confidence interval (CI): [2.8%, 14.5%]; p<0.05).

In the subgroup of patients in Study UC-I1 with prior TNF-blocker use, the treatment difference for induction of clinical remission
appearedto be lowerthanthatseenin the whole study population, andthe treatmentdifferences for sustained clinical remission and
clinicalremission at Week 52 appearedto be similarto those seenin the whole study population. The subgroup of patients with prior
TNF-blocker use achieved induction of clinical remissionat9% (9/98) in the adalimumab group versus 7% (7/101) in the placebo
group, and sustained clinical remissionat 5% (5/98) in the adalimumab group versus 1% (1/101) in the placebo group. In the subgroup
of patients with prior TNF-blocker use, 10% (10/98) were in clinical remission at Week 52 in the adalimumab group versus 3%
(3/101) in the placebogroup.

14 .8 Plaque Psoriasis
The safety and efficacy of adalimumab were assessed in randomized, double-blind, placebo-controlled studies in 1696 adult subjects

with moderate to severe chronic plaque psoriasis (Ps) who were candidates for systemic therapy or phototherapy.

Study Ps-I evaluated 1212 subjects with chronic Ps with >10% body surface area (BSA) involvement, Physician’s Global Assessment
(PGA) of at least moderate disease severity, and Psoriasis Area and Severity Index (PASI)>12 within three treatment periods. In
period A, subjects received placebo oradalimumab at an initial dose of 80 mgatWeek 0 followed by a dose of 40mgevery other
week startingatWeek 1. After 16 weeks of therapy, subjects who achievedat least a PASI 75 response at Week 16, defined asa PASI
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score improvementof at least 75% relative to baseline, entered period B and received open-label 40 mgadalimumabevery other
week. After 17 weeks of open label therapy, subjects who maintained at leasta PASI 75 responseat Week 33 and were originally
randomizedto active therapy in period A were re-randomized in period C to receive 40 mgadalimumab every other week or placebo
foran additional 19 weeks. Across all treatment groups the mean baseline PASI score was 19and the baseline Physician’s Global
Assessmentscore ranged from “moderate” (53%) to “severe” (41%) to “very severe” (6%).

Study Ps-11 evaluated 99 subjects randomizedto adalimumab and 48 subjects randomized to placebo with chronic plaque psoriasis
with>10% BSA involvementand PASI >12. Subjects received placebo, oran initial dose of 80 mgadalimumabat Week 0 followed
by 40 mgevery otherweek startingatWeek 1 for 16 weeks. Across all treatment groups the meanbaseline PASI score was 21andthe
baseline PGAscore ranged from “moderate” (41%) to “severe” (51%) to “very severe” (8%).

Studies Ps-1 and Il evaluated the proportion of subjects who achieved “clear” or “minimal” disease on the 6-point PGAscale andthe
proportionof subjectswhoachieveda reductionin PASI score of atleast 75% (PASI 75) from baseline atWeek 16 (see Table 16 and
17).

Additionally, Study Ps-1 evaluated the proportion of subjects who maintained a PGA of “clear” or “minimal” disease ora PASI 75
response after Week 33 andon or before Week 52.

Table 16. Efficacy Resultsat 16 Weeks in Study Ps-1 Number of Subjects (%6)

Adalimumab 40 mg every other week Placebo

N=814 N=398

PGA: Clearorminimal* 506 (62%) 17 (4%)
PASI 75 578 (71%) 26 (7%)

* Clear=no plaque elevation, no scale, plus or minus hyperpigmentation or diffuse pink or red coloration
Minimal=possible but difficult to ascertain whether there is slight elevation of plaque above nomal skin,
plus or minus surface dryness with some white coloration, plus or minus upto red coloration

Table 17. Efficacy Resultsat 16 Weeks in Study Ps-11 Number of Subjects (%)

Adalimumab 40 mg every other week Placebo

N=99 N=48
PGA: Clearorminimal* 70 (71%) 5 (10%)
PASI 75 77 (78%) 9(19%)

* Clear=no plaque elevation, no scale, plus or minus hyperpigmentation or diffuse pink or red coloration
Minimal=possible but difficult to ascertain whether there is slight elevation of plague above nommal skin,
plus or minus surface dryness with some white coloration, plus or minus upto red coloration

Additionally, in Study Ps-I, subjects on adalimumabwho maintaineda PASI 75 were re-randomized to adalimumab (N=250) or
placebo (N=240)atWeek 33. After 52 weeks of treatment with adalimumab, more subjects on adalimumab maintained efficacy when
comparedto subjects whowere re-randomized to placebo based on maintenance of PGA of “clear” or “minimal” disease (68% vs.
28%) ora PASI 75 (79% vs. 43%).

Atotal of 347 stable responders participated in a withdrawal and retreatment evaluation in an open-label extension study. Mediantime
to relapse (decline to PGA “moderate” or worse) was approximately 5 months. During the withdrawal period, no subject experienced
transformation to either pustular or erythrodermic psoriasis. Atotal of 178 subjects who relapsed re-initiated treatment with 80 mg of

adalimumab, then 40 mgevery otherweek beginningat week 1. At week 16, 69% (123/178) of subjects hada response of PGA
“clear” or “minimal”.

A randomized, double-blind study (Study Ps-111) compared the efficacy and safety of adalimumab versus placebo in 217 adult
subjects. Subjects in the study had tohavechronic plaque psoriasis of at least moderate severity on the PGA scale, fingernail
involvement of atleastmoderate severity ona 5-point Physician’s Global Assessmentof Fingernail Psoriasis (PGA-F) scale, a
Modified Nail Psoriasis Severity Index (mNAPSI) score for the target-fingernail of >8, and eithera BSA involvement ofat least
10% ora BSAinvolvementof at least 5% with a totalmNAPSI score for all fingernails of >20. Subjects received an initial dose of
80 mgadalimumab followed by 40 mgevery other week (startingone week after the initial dose) or placebo for 26 weeks followed
by open-labeladalimumab treatment foranadditional 26 weeks. This study evaluated the proportion of subjects who achieved
“clear” or “minimal” assessment with at leasta 2-grade improvement onthe PGA-F scale andthe proportion of subjects who
achieved at least a 75% improvement from baseline in the mMNAPSI score (MNAPSI 75) atWeek 26.
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At Week 26, a higher proportion of subjects in the adalimumab group than in the placebo group achieved the PGA-F endpoint.
Furthermore, a higher proportion of subjects in the adalimumab group than in the placebo group achieved mNAPSI 75 at Week 26

(see Table 18).
Table 18. Efficacy Resultsat26 Weeks

Adalimumab 40 mg Placebo

Endpoint every other week* N=108
N=109

PGA-F: >2-grade improvement and 49% 7%
clearorminimal
mNAPSI 75 47% 3%

*Subjects received 80 mgofadalimumabat Week 0, followed by 40 mgevery other week startingatWeek 1.

Nail pain wasalso evaluated and improvement in nail painwas observedin Study Ps-111.

15 REFERENCES
1. National Cancer Institute. Surveillance, Epidemiology, and End Results Database (SEER) Program. SEER Incidence Crude
Rates, 17 Registries, 2000-2007.

16 HOWSUPPLIED/STORAGE ANDHANDLING
CYLTEZO*(adalimumab-adbm) injection is supplied asa preservative-free, sterile, clearto slightly opalescentand colorless to
slightly yellow solution for subcutaneous administration. The following packaging configurations are available.

CYLTEZO® Contents* Number of NDC number
Prefilled Syringe Units/Carton

10mg/0.2mL 2 dosetraysand?2 alcoholpreps 2 0597-0400-89
20mg/0.4 mL 2 dose traysand?2 alcoholpreps 2 0597-0405-80
40mg/0.8 mL 2 dose traysand?2 alcoholpreps 2 0597-0370-82

*Eachdosetrayconsists ofa single-dose, 1 mL prefilled glass syringe with a fixed, %2 inch needle. The needle cap contains natural
rubber latex.

Storage and Stability

Do not use beyondthe expirationdateon the container. CYLTEZO must be refrigeratedat 36°F to 46°F (2°C to 8°C). DONOT
FREEZE. Do not use if frozenevenif it has beenthawed.

Store in original carton untiltime of administration to protect from light.

If needed, forexample whentraveling, CYLTEZO may be storedat room temperature up toa maximum of 77°F (25°C) fora period
of up to 14 days, with protection from light. CYLTEZO should be discarded if not used within the 14-day period. Record the date
when CYLTEZO s first removed from the refrigerator in the spaces provided on the carton and dose tray.

Do not store CYLTEZO in extremeheator cold.

17  PATIENT COUNSELING INFORMATION
Advise the patient or caregiverto read the FDA-approved patient labeling (Medication Guideand I nstructions for Use).

Infections
Inform patients that CYLTEZO may lower the ability of theirimmune systemto fight infections. Instruct patients of the
importance of contacting their doctor if they develop any symptoms of infection, including tuberculosis, invasive fungal
infections, and reactivation of hepatitis B virus infections [ see Warnings and Precautions (5.1,5.2,5.4)].

Malignancies
Counsel patients about therisk of malignancies while receiving CYLTEZO [see Warnings and Precautions (5.2)].

Hypersensitivity Reactions
Advise patientsto seek immediate medical attention if they experience any symptoms of severe hypersensitivity reactions. Advise
latex-sensitive patients thatthe needle cap ofthe CYLTEZO prefilled syringe contains natural rubber latex [ see Warnings and
Precautions (5.3), How Supplied/Storage and Handling (16)].
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Other Medical Conditions
Advise patientstoreportany signs of new orworsening medical conditions such as congestive heart failure, neurological disease,
autoimmune disorders, or cytopenias. Advise patients to reportany symptoms suggestive ofa cytopenia such as bruising,
bleeding, or persistent fever [ see Warnings and Precautions (5.5,5.6,5.8,5.9)].

Instructions on Injection Technigue

Inform patients that the first injection is to be performed under the supervision of a qualified health care professional. If a patientor
caregiveristo administer CYLTEZO, instruct them in injectiontechniques and assess their ability to inject subcutaneously to ensure
the properadministration of CYLTEZO [see Instructions for Use].

Instructpatients to dispose of their used needles and syringes in a FDA-cleared sharps disposal container immediately after use.
Instruct patients notto dispose of loose needles and syringes intheir household trash. Instruct patients that if theydo not have a
FDA-cleared sharps disposal container, they may usea household container that is made of a heavy-duty plastic, can be closed with a
tight-fittingand puncture-resistant lid withoutsharps beingable to comeout, upright and stable during use, leak-resistant, and
properly labeled to warn of hazardous waste inside the container.

Instruct patients thatwhentheir sharps disposal container isalmostfull, they will need to follow their community guidelines for the
correct way to dispose of their sharps disposal container. Instruct patients that there may be state or local laws regarding disposal of
used needles and syringes. Refer patients tothe FDA’s website athttp://ww fda.gov/safesharpsdisposal for more information about
safe sharps disposal, and for specific information about sharps disposalin the state that they live in.

Instruct patients notto dispose of their used sharps disposal container in their household trash unless their community
guidelines permitthis. Instruct patients not to recycle their used sharps disposal container.

Address medicalinquiriesto: (800) 542-6257.

Manufactured by:
Boehringer Ingelheim Pharmaceuticals, Inc.

Ridgefield, CT 06877 USA
US License Number 2006

CYLTEZOeis a registered trademark and is used under license from Boehringer Ingelheim International GmbH.
HUMIRA® and other trademarks referenced are owned by third parties notaffiliated with Boehringer Ingelheim Pharmaceuticals, Inc.

Copyright © 2022 Boehringer Ingelheim International GmbH
ALLRIGHTSRESERVED

COL9374BC082022
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MEDICATION GUIDE
CYLTEZOe (sil-TEE-zoh)
(adalimumab-adbm)
injection, for subcutaneous use

Read the Medication Guide that comes with CYLTEZO before you start taking it and each time you get a refill. There may
be new information. This Medication Guide does nottake the place of taking with your doctor about your medical condition
or treatment.

What is the most important information | should know about CYLTEZO?

CYLTEZO is a medicine that affects your immune system. CYLTEZO can lower the ability of your immune system to fight
infections. Serious infections have happened in people taking adalimumab products. These serious infections
include tuberculosis (TB) and infections caused by viruses, fungi or bacteria that have spread throughout the
body. Some people have died from these infections.

e Yourdoctor should test you for TB before starting CYLTEZO.

e Yourdoctor should check you closely for sighs and symptoms of TB during treatment with CYLTEZO.

You should not start taking CYLTEZO if you have any kind of infection unless your doctor says itis okay.

Before starting CYLTEZO, tell your doctor if you:

¢ think you have an infection or have symptoms of an infection such as:

o fever, sweats, or chills o0 diarrhea or stomach pain

0 muscle aches O burning when you urinate or urinate
0 cough more often than normal

0 shortness of breath o feelvery tired

0 bloodin phlegm 0 weight loss

o warm, red or painful skin or sores on your body

are being treated for an infection.

get a lot of infections or have infections that keep coming back.

have diabetes.

have TB, or have been in close contact with someone with TB.

were bornin, lived in, or traveled to countries where there is more risk for getting TB. Ask your doctor if you are not

sure.

e live orhave lived in certain parts of the country (such as the Ohio and Mississippi River valleys) where there is an
increased risk for getting certain kinds of fungal infections (histoplasmosis, coccidioidomycosis, or blastomycosis).
These infections may happen or become more severe if you use CYLTEZO. Ask your doctor if you do not know if you
have lived in an area where these infections are common.

e have or have had hepatitis B.

e usethe medicine ORENCIA (abatacept), KINERET (anakinra), RITUXAN (rituximab), IMURAN (azathioprine), or
PURINETHOL (6-mercaptopurine, 6-MP).

e are scheduled to have major surgery.

After starting CYLTEZO, call your doctor right away if you have an infection, or any sign of an infection.

CYLTEZO can make you more likely to get infections or make any infection that you may have worse.

Cancer

e For children and adults taking Tumor Necrosis Factor (TNF)-blockers, including CYLTEZO, the chances of getting
cancer may increase.

There have been cases of unusual cancers in children, teenagers, and young adults using TNF-blockers.
People with rheumatoid arthritis (RA), especially more serious RA, may have a higher chance for getting a kind of
cancer called lymphoma.

e If youuse TNF blockers including CYLTEZO your chance of getting two types of skin cancer may increase (basal cell
cancer and squamous cell cancer of the skin). These types of cancer are generally not life-threatening if treated. Tell
your doctor if you have a bump or open sore that does not heal.

e Some people receiving TNF blockers including CYLTEZO developed a rare type of cancer called hepatosplenic T-cell

lymphoma. This type of cancer often results in death. Most of these people were male teenagers or young men. Also,

most people were being treated for Crohn’s disease or ulcerative colitis with another medicine called IMURAN

(azathioprine) or PURINETHOL (6-mercaptopurine, 6-MP).

What is CYLTEZO?
CYLTEZO is a medicine called a Tumor Necrosis Factor (TNF) blocker. CYLTEZO s used:
e To reduce the signs and symptoms of:
0 moderate to severe RAin adults. CYLTEZO can be used alone, with methotrexate, or with certain other
medicines.
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0 moderate to severe polyarticular juvenile idiopathic arthritis (JIA) in children 2 years and older. CYLTEZO
can be used alone or with methotrexate.

0 psoriatic arthritis (PsA) in adults. CYLTEZO can be used alone or with certain other medicines.
0 ankylosing spondylitis (AS) in adults.
To treat moderate to severe Crohn’s disease (CD) in adults and children 6 years of age and older.
To treat moderate to severe ulcerative colitis (UC) in adults. It is not known if adalimumab products are effective
in people who stopped responding to or could not tolerate TNF-blocker medicines.

e Totreat moderate to severe chronic (lasting along time) plaque psoriasis (Ps) in adults who have the condition
in many areas of their body and who may benefit from taking injections or pills (systemic therapy) or phototherapy
(treatment using ultraviolet light alone or with pills).

What should I tell my doctor before taking CYLTEZO?

CYLTEZO may not be right for you. Before starting CYLTEZO, tell your doctor about all of your medical conditions,

including if you:

¢ have an infection. See “What is the most important information | should know about CYLTEZO?"

e have or have had cancer.

¢ have any numbness or tingling or have a disease that affects your nervous system such as multiple sclerosis or Guillain-
Barré syndrome.
have or had heart failure.
have recently received or are scheduled to receive a vaccine. You may receive vaccines, except for live vaccines while
using CYLTEZO. Children should be brought up to date with all vaccines before starting CYLTEZO.

o are allergic to rubber or latex. The needle cap on the prefilled syringe contains dry natural rubber or latex. Tell your doctor if
you have any allergies to rubber or latex.

e areallergicto CYLTEZO or to any of its ingredients. See the end of this Medication Guide for a list of ingredients in
CYLTEZO.

e are pregnant or planto become pregnant, breastfeeding or plan to breastfeed. You and your doctor should decide if you
should take CYLTEZO while you are pregnant or breastfeeding.

e have ababy and you were using CYLTEZO during your pregnancy. Tell your baby’s doctor before your baby receives
any vaccines.

Tell your doctor about all the medicines you take, including prescription and over-the-counter medicines,

vitamins, and herbal supplements.

Especially tell your doctor if you use:

e ORENCIA (abatacept), KINERET (anakinra), REMICADE (infliximab), ENBREL (etanercept), CIMZIA (certolizumab
pegol) or SIMPONI (golimumab), because you should not use CYLTEZO while you are also using one of these
medicines.

e RITUXAN (rituximab). Your doctor may not want to give you CYLTEZO if you have received RITUXAN (rituximab)
recently.

. IMURA)I/\I (azathioprine) or PURINETHOL (6-mercaptopurine, 6-MP).

Keep a list of your medicines with you to show your doctor and pharmacist each time you get a new medicine.

How should | take CYLTEZO?

e CYLTEZO s given by an injection under the skin. Your doctor will tell you how often to take an injection of CYLTEZO.
This is based on your condition to be treated. Do not inject CYLTEZO more often than you were prescribed.

e Seethelnstructions for Use inside the carton for complete instructions for the right way to prepare and inject
CYLTEZO.

e Make sure you have been shown how to inject CYLTEZO before you do it yourself. You can call your doctor or 1-800-
542-6257 if you have any questions about giving yourself an injection. Someone you know can also help you with your
injection after they have been shown how to prepare and inject CYLTEZO.

e Do nottry to inject CYLTEZO yourself until you have been shown the right way to give the injections. If your doctor
decides that you or a caregiver may be ableto give your injections of CYLTEZO at home, you should receive training
on the right way to prepare and inject CYLTEZO.

¢ Do not miss any doses of CYLTEZO unless your doctor says it is okay. If you forget to take CYLTEZO, inject a dose as
soon as you remember. Then, take your next dose at your regular scheduled time. This will put you back on schedule.
In case you are not sure when to inject CYLTEZO, call your doctor or pharmacist.

o If youtake more CYLTEZO than you were told to take, call your doctor.

What are the possible side effects of CYLTEZO?

CYLTEZO can cause serious side effects, including:

See “What is the most important information I should know about CYLTEZO?”

e Serious Infections. Your doctor will examine you for TB and perform a test to see if you have TB. If your doctor feels
that you are at risk for TB, you may be treated with medicine for TB before you begin treatment with CYLTEZO and
during treatment with CYLTEZO. Even if your TB test is negative your doctor should carefully monitor you for TB

2
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infections while you are taking CYLTEZO. People who had a negative TB skin test before receiving adalimumab
products have developed active TB. Tell your doctor if you have any of the following symptoms while taking or after
taking CYLTEZO:

0 coughthatdoes not go away o0 weightloss

o lowqgrade fever o loss of body fat and muscle (wasting)

e Hepatitis B infection in people who carry the virus in their blood. If you are a carrier of the hepatitis B virus (a
virus that affects the liver), the virus can become active while you use CYLTEZO. Your doctor should do blood tests
before you start treatment, while you are using CYLTEZO, and for several months after you stop treatment with
CYLTEZO. Tell your doctor if you have any of the following symptoms of a possible hepatitis B infection:

0 muscle aches o0 clay-colored bowel movements
o feelverytired o fever

o dark urine o chills

0 skinoreyes look yellow 0 stomach discomfort

o0 little or no appetite 0 skinrash

O vomiting

e Allergic reactions. Allergic reactions can happen in people who use CYLTEZO. Call your doctor or get medical help
right away if you have any of these symptoms of a serious allergic reaction:

0 hives o swelling of your face, eyes, lips or mouth
o trouble breathing

¢ Nervous system problems. Signs and symptoms of a nervous system problem include: humbness or tingling,
problems with your vision, weakness in your arms or legs, and dizziness.

e Blood problems. Your body may not make enough of the blood cells that help fight infections or help to stop bleeding.
Symptoms include a fever that does not go away, bruising or bleeding very easily, or looking very pale.

o New heart failure or worsening of heart failure you already have. Call your doctor right away if you get new
worsening symptoms of heart failure while taking CYLTEZO, including:

0 shortness of breath o swelling of your ankles or feet
o sudden weight gain

e Immunereactions including alupus-like syndrome. Symptoms include chest discomfort or pain that does notgo
away, shortness of breath, joint pain, or a rash on your cheeks or arms that gets worse in the sun. Symptoms may
improvewhen you stop CYLTEZO.

o Liver problems. Liver problems can happen in people who use TNF-blocker medicines. These problems can lead to
liver failure and death. Call your doctor right away if you have any of these symptoms:

o feelverytired o0 skinoreyes look yellow
0 poor appetite or vomiting 0 painon the right side of your stomach (abdomen)

e Psoriasis. Some people using adalimumab products had new psoriasis or worsening of psoriasis they already had.
Tell your doctor if you develop red scaly patches or raised bumps that are filled with pus. Your doctor may decide to
stop your treatment with CYLTEZO.

Call your doctor or get medical careright away if you develop any of the above symptoms. Your treatment with

CYLTEZO may be stopped.

The most common side effects of CYLTEZOinclude:

¢ injection site reactions: redness, rash, swelling, itching, or bruising. These symptoms usually will go away within a few
days. Call your doctor right away if you have pain, redness or swelling around the injection site that does not go away
within a few days or gets worse.

e upper respiratory infections (including sinus infections).

o headaches.

e rash.

These are not all the possible side effects with CYLTEZO. Tell your doctor if you have any side effect that bothers you or

that does not go away. Ask your doctor or pharmacist for more information.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

How should | store CYLTEZO?

e Store CYLTEZO in the refrigerator at 36°F to 46°F (2°C to 8°C). Store CYLTEZO in the original carton until use to protect it
from light.
Do not freeze CYLTEZO. Do not use CYLTEZO if frozen, even if it has been thawed.
Refrigerated CYLTEZO may be used until the expiration date printed on the CYLTEZO carton, dose tray, or prefilled
syringe. Do not use CYLTEZO after the expiration date.

¢ If needed, for example when you are traveling, you may also store CYLTEZO at room temperature up to 77°F (25°C) for up
to 14 days. Store CYLTEZO in the original carton until use to protect it from light.

e Throwaway CYLTEZOIf it has been kept at room temperature and not been used within 14 days.
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Record the date you first remove CYLTEZO from the refrigerator inthe spaces provided on the carton and dose tray.
Do not store CYLTEZO in extreme heat or cold.

Do not use a prefilled syringe if the liquid is milky, discolored, or has flakes or particles in it.

Do not drop or crush CYLTEZO. The prefilled syringe is glass.

Keep CYLTEZO, injection supplies, and all other medicines out of the reach of children.

General information about the safe and effective use of CYLTEZO.
Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use CYLTEZO for

a conditionfor which it was not prescribed. Do not give CYLTEZO to other people, even if they have the same condition. It
may harm them.

This Medication Guide summarizes the most important information about CYLTEZO. If you would like more information,

talk with your doctor. You can ask your pharmacist or doctor for information about CYLTEZO that is written for health
professionals. For more information go to www.cyltezo.com or call 1-800-542-6257.

What are the ingredients in CYLTEZO?
Active ingredient: adalimumab-adbm
CYLTEZO 40 mg/0.8 mL prefilled syringe, CYLTEZO 20 mg/0.4 mL prefilled syringe, and CYLTEZO 10 mg/0.2 mL
prefilled syringe:

Inactive ingredients: glacial acetic acid, polysorbate 80, sodium acetate trihydrate, trehalose dihydrate, and Water for
Injection.

Manufactured by: Boehringer Ingelheim Pharmacetticals, Inc., Ridgefield, CT 06877 USA

US License Number 2006

CYLTEZOPis aregistered trademark and is used under license from Boehringer Ingelheim Interna ional GmbH.
Other trademarks referenced are owned by third par ies not affiliated wi h Boehringer Ingelheim Pharmaceu icals, Inc.

For more information about CYLTEZO, go to www.cyltezo.com, or scan the code. You may also call 1-800-542-6257 for fur her informationabout CYLTEZO.

Copyright © 2022 Boehringer Ingelheim Internationa GmbH. ALL RIGHTS RESERVED
COL10174BC082022

This Medication Guide has beenapprovedby the U.S. Foodand Drug Administration. Revised: 03/2022
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INSTRUCTIONS FOR USE
CYLTEZOQO® (sil-TEE-zoh)
(adalimumab-adbm)

injection,for subcutaneous use
Single-Dose CYLTEZO Prefilled Syringe

CYLTEZO is a single-dose prefilled syringe that delivers afixed dose of medicine. The prefilled syringe cannot
be reused.

Important: Read these instructions before using a CYLTEZO prefilled syringe.

e Do notuseaCYLTEZO prefilled syringe until you have been shown the rightway to give the injections and
have read and understood this Instructions for Use. If your doctor decides that you or a caregiver may be
able to give your injections at home, you should receive training on the right way to prepare and give the
injection. To help you remember when to inject CYLTEZO, you can mark your calendar ahead of time.

e Do not remove the cap until you are ready to inject.

How should I store CYLTEZO?

o Store CYLTEZO in the refrigerator at 36°F to 46°F (2°C to 8°C). Store CYLTEZO in the original carton until use
to protectit from light.
Do not freeze CYLTEZO. Do not use CYLTEZO if frozen, even if it has been thawed.
Refrigerated CYLTEZO may be used untilthe expiration date printed onthe CYLTEZO carton, dose tray, or
prefilled syringe. Do not use CYLTEZO after the expiration date.

e If needed, forexample, whenyou are traveling, you may also store CYLTEZO at room temperature upto 77°F
(25°C) for upto 14 days. Store CYLTEZO in the original carton until use to protectit from light.

e Throwaway CYLTEZO if it has been kept at room temperature and not been used within 14 days.

e Record the date youfirst remove CYLTEZO from the refrigerator in the spaces provided on the carton and
dose tray.

e Do notstore CYLTEZO in extreme heat or cold.
Do not use aprefilled syringe if the liquid is milky, discolored, or has flakes or particles in it.

e Do notdrop orcrush CYLTEZO. The prefilled syringe is glass.

Keep CYLTEZO, injection supplies, and all other medicines out of thereach of children.
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Step 1 Gather your supplies
Gather your supplies and place them on a clean, flat
surface:
e (@) 1 CYLTEZO prefilled syringe, removed from
refrigerator.
¢ (b) FDA-cleared sharps disposal container (not included).
See “How should I throw away (dispose of) the used
prefilled syringe?”
e (c) Cotton ball or gauze (notincluded)
(d) 1 Alcohol wipe
Take your CYLTEZO prefilled syringe out of the refrigerator
15to 30 minutes before injecting, to allow the medicine to
reach room temperature. Injecting medicine that is cold can
cause discomfort.
If you do not have all of the supplies you need to give yourself
an injection, call your pharmacist.
Step 2 Inspect the prefilled syringe
¢ Make sure the medicine in the prefilled syringe is clear to
slightly cloudy and colorless to slightly yellow.
e Itis normal to see air bubbles. The air bubbles do not
need to be removed prior to injection.
e Do not use the prefilled syringe if:
0 The expiration date on the prefilled syringe has
passed.
0 The medicine is milky, discolored, or has flakes or
particles in it.
o0 The prefilled syringe has been frozen.
o0 Any part of the prefilled syringe appears cracked,
broken or is leaking.
o0 The prefilled syringe has been exposed to extreme
heat or leftin direct light.
Step 3 Wash your hands
¢ Wash your hands with soap and water, and dry them well.
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Step 4 Choosetheinjection site
e Choose an area on your:
0 Upperthighsor
o Abdomen (belly), except for an area 2 inches around
your belly button (navel).
e Choose a differentsite each time you inject at least 1 inch
away fromthe previous injection site.
e Do notinjectinto areas that are tender, bruised, red,
hard, or scarred.
e Do notinject through clothes.
Step 5 Clean the injection site
e Use an alcohol wipe to clean the injection site.
e Do nottouch this area again before injecting. Allow the
skin to dry. Do not fan or blow on the clean area.
Step 6 Remove the cap
e Hold the prefilled syringe with 1 hand. With the other hand
gently remove the cap by pulling it straight off. Do not
touch the needle or let the needle touch anything.
e Throw away (discard) the cap into an FDA-cleared sharps
disposal container. See “How should | throw away
(dispose of) theused prefilled syringe?”
e Do nottryto recap the needle.
Step 7 Squeeze the skin
e Gently squeeze the area of cleaned skin around your
injection site and hold it firmly. You will inject into this
squeezed skin.
Step 8 Insert the needle
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Hold the body of the prefilled syringein 1 hand between
the thumb and index finger. Hold the syringe in your hand
like a pencil.

Using a quick, smooth motion, insert the needle into the
squeezed skin at about a 45-degree angle.

Step 9

Inject the medicine

Slowly push plunger rod

Using your thumb, slowly push the plunger rod all the way
down until plunger reaches the bottom.

Remove the needlefromthe skin

Remove the needle from your skin at the same angle as it
was inserted.

Do not touch the needle.

If there is blood, press a cotton ball or gauze on your
injection site.

Do not rub the injection site.

Step 11

How should I throw away (dispose of) theused prefilled
syringe?

Put the used prefilled syringe in an FDA-cleared sharps
disposal container right away after use. Do not throw away
(dispose of) the prefilled syringe in the household trash.

If you do not have an FDA-cleared sharps disposal container,
you may use a household container that is:

Made of a heavy-duty plastic,

Can be closed with a tight fitting, puncture-resistant lid,
without sharps being able to come out,

Upright and stable during use,
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e Leak-resistant, and

e Properly labeled to warn of hazardous waste inside the
container.

When your sharps disposal container is almost full, you will
need to follow your community guidelinesfor the right way to
dispose of your sharps disposal container. There may be
state or local laws about how you should throw away used
needles and syringes. For more information about safe
sharps disposal, and for specific information about sharps
disposal in the state that you live in, go to the FDA’s website
at: http://www.fda.gov/safesharpsdisposal.

¢ Do not reuse the prefilled syringe.

e Do not throw away (dispose of) your used sharps
disposal container in your household trash unless your
community guidelines permit this.

e Do not recycle your used sharps disposal container.

Important: Always keep the sharps disposal container out of
the reach of children.

If you have any problems with your injection, do not use
another CYLTEZO prefilled syringe. Call your doctor for help.

For more information call 1-800-542-6257.

This Instructions for Use has been approved by the U.S. Food and Drug Administration.

Manufactured by: Boehringer Ingelheim Pharmaceuticals, Inc., Ridgefield, CT 06877 USA

US License Number 2006

CYLTEZO®is aregistered trademark and is used under license from Boehringer Ingelheim International
GmbH.

Other trademarks referenced are owned by third parties not affiliated with Boehringer Ingelheim
Pharmaceuticals, Inc.

For more information about CYLTEZO, go to www.cyltezo.com, or scan the code. You may also call 1-800-
542-6257 for further information about CYLTEZO.

Copyright © 2022 Boehringer Ingelheim International GmbH
ALL RIGHTS RESERVED

COL10175BC082022
Revised: 03/2022
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Text-Direction

Do not use beyond the expiration date.
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Unvarnished Area reserved
for variable data to support NDC 0597-0400-89 ATTENTION PHARMACIST:
product identifier Each Patient is Required to Receive the

requirements, including 2D
|Matrix code. This variable
data is printed online during

packaging production. BIPI ®
utilizes alphabetical CY LT E zo
characters for the month and .
numerical characters for the (adallmu mab-adbm)
year in the format MMMYYYY Iniection

(e.g. FEB2020) to support the

expiration . requ"ement- _

For Subcutaneous Use Only
R(only ‘

Enclosed Medication Guide.

The Entire Cartonis to be Dispensed as a Unit.

Needle Cap for Syringe Contains
Dry Natural Rubber.

2 Single-Dose Prefilled Syringes

Text-Ditection
o\ Boehringer
Il"l Ingelheim

CYLTEzoSg

(adalimumab-adbm)
Injection

For Subcutaneous Use Only 2 Single-Dose Prefilled Syringes
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1| Choose
Injection Site

2 | Inspect and Uncap

This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

QUICKTIPS for USING CYLTEZO® (adalimumab-adbm) Injection
For complete instructions refer to the Patient Instructions for Use in the carton.
Do not try to inject CYLTEZ O yourself until you have been shown the right way to give the injection.

3 | Prepare Injection

4| Administer Dose

Text-

+ Choose an area on your
upper thighs or belly, except
foran area 2 inches around
your belly button.

+ Choose a different injection
site each time you inject, at
least 1 inch away from the
previous injection site.

+ Clean the injection site with
an alcohol wipe.

« Inspect the prefilled
syringe, medication, and
expiration date.

« Pull the cap straight off
the syringe. Do Not let the
needle touch anything.

+ Do Not recap the needle.

+ Squeeze the skin around
the injection site and hold
firmly.

+ Hold the syringe at about
a 45 degree angle to the
injection site.

« Insert the needle into the
injection site with a quick,
smooth motion.

For more information about CYLTEZO?", call Boehringer Ingelheim Pharmaceuticals, Inc. at 1-800-542-6257.

+ Slowly push the plunger
down fully until the plunger
reaches bottom of syringe.

+ Remove the needle from
the injection site at the
same angle you inserted it
(45 degree angle).
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This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda
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TO OPEN PEEL FROM
ONE CORNER

Single-Dose Prefilled Syringe
NDC 0597-0400-37 R only

CYLTEZO®

(adalimumab-adbm)

Injection
(__10mg/0.2mL )
FOR SUBCUTANEOUS USE ONLY

Contains: One sterile single-dose prefilled syringe
with a fixed %z inch length needle.

Contains no preservatives.

No U.S. standard of potency.
Needle Cap Contains Dry Natural Rubber.
Dosage: See package insert for full prescribing
information.

Store in refrigerator at 36°F to 46°F (2°C to 8°C)
in the original carton to protect from light.

DO NOT FREEZE. If needed, you may store at room
temperature to a maximum of 77°F (25°C) for up
to 14 days in the original carton until time of use.
Once stored at room temperature, do not place
backin the refrigerator. Discard after 14 days.
Write the date removed from the refrigerator

/.

Do not use beyond expiration date. §
Manufactured by: S
Boehringer Ingelheim Pharmaceuticals, Inc. 5
Ridgefield, CT 06877 USA @
US License No. 2006

7) Bocinger LT ]

i)V Ingelheim (01)00305970400370

This variable data is printed online during
Lot packaging production. BIPI utilizes
alphabetical characters for the month and
é— numerical characters for the year in format
MMMYYYY (e.g. FEB2020) to support the
Exp. expiration date requirement.

Lo0=26LLl001

Reference ID: 4955303



This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

This variable data is printed online
during packaging production. BIPI
utilizes alphabetical characters for the
month and numerical characters for
the year in format MMMYYYY (e.g.
FEB2020) to support the expiration
date requirement.

Injection (10
For subcutaneou:

Lot
Exp.

1001119302 I 111 || NI

Dimensions 40 x 30mm




This label may not be the latest approved by FDA.
For current labeling information, please visit https://www.fda.gov/drugsatfda

Signature Page 1 of 1

This is arepresentation of an electronic record that was signed
electronically. Following this are manifestations of any and all
electronic signatures for this electronic record.

NIKOLAY P NIKOLOV
03/18/2022 04:34:13 PM
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