


THE FDA HAS APPROVED THIS TUMOR NECROSIS FACTOR (TNF) BLOCKER FOR:

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.

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

and older.

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.

Ankylosing Spondylitis (AS) (1.4): reducing signs and symptoms in adult

{\ »\
patients with active AS. /7
Crohn’s Disease (CD) (1.5): treatment of moderately to severely active Q
Crohn’s disease in adults and pediatric patients 6 years of age and older. =

Injectable
Areas

HUMIRA

Ulcerative Colitis (UC) (1.6)E treatment of modei'ately to s'everely active
ulcerative colitis in adults and pediatric patients 5 years of age and older.

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

Plaque Psoriasis (Ps) (1.7): treatment of adult 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.

Hidradenitis Suppurativa (HS) (1.8): treatment of moderate to severe
hidradenitis suppurativa in patients 12 years of age and older.

Uveitis (UV) (1.9): treatment of non-infectious intermediate, posterior, and
panuveitis in adults and pediatric patients 2 years of age and older.

SOURCES FROM ABBVIE INC. + FDA


https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/125057s417lbl.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2021/125057s417lbl.pdf
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developing serious infections

WARNING: SERIOUS INFECTIONS AND MALIGNANCY
INVO ‘Vl ng vd rlous o rgan sys’re MS See full prescribing information for complete boxed warning.

SERIOUS INFECTIONS (5.1, 6.1):
* Increased risk of serious infections leading to hospitalization or

and sites that may lead to

h OSPi'l'CIIiZCI'l'iOh or deaih . death, i'nclud.ing tuberculos'is (TB), bac.terial sepsis, i'nvasive
fungal infections (such as histoplasmosis), and infections due to
+ Cases O'F reactivation O'F other opportunistic pathogens.
Discontinue HUMIRA if a patient develops a serious infection or
tuberculosis and new onset sepsis during treatment.
- . . . Perform test for latent TB; if positive, start treatment for TB
tuberculosis infections including prior to starting HUMIRA.
: : Monitor all patients for active TB during treatment, even if initial
patients who have previously latent TB test is negative.

MALIGNANCY (5.2):

 Lymphoma and other malignancies, some fatal, have been

reported in children and adolescent patients treated with TNF
blockers including HUMIRA.

received treatment for latent or

active tuberculosis. Reports

included cases of of¥ lmona ry Post-marketing cases of hepatosplenic T-cell ymphoma
(HSTCL), a rare type of T-cell lymphoma, have occurred in
typ ymp
o nd extro ou ‘ monary (| e., adolescent and young adults with inflammatory bowel disease

treated with TNF blockers including HUMIRA.

disseminated) tuberculosis.

Closely monitor patients for the development of signs and symptoms of infection during and
after treatment with HUMIRA, including the development of tuberculosis in patients who tested
negative for latent tuberculosis infection prior to initiating therapy. Tests for latent tuberculosis
infection may also be falsely negative while on therapy with HUMIRA.
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Humira continued:

+ Anaphylaxis/angioneurotic (blood
vessels and nerves) edema

+ Rash

+ Fixed drug reaction/non-specitied

drug reaction

+ Urticaria (hives)

+ Risk of reactivation ot hepatitis B
virus (HBV)

+ New onset/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.
+ Pancytopenia including aplastic

anemia

+ Worsening congestive heart tailure
(CHF) and new onset CHF

+ Formation of autoantibodies and,

rarely, in the development of a lupus-like
syndrome

+ Diverticulitis

+ Large bowel pertorations including
oerforations associated with diverticulitis
and appendiceal perforations
associated with appendicitis

+ Pancreatitis

+ Pyrexia (fever)

+ Liver failure

+ Hepatitis

+ Sarcoidosis (abnormal collections of
inflammatory cells that form lumps
known as granulomatal)

+ Merkel Cell Carcinoma

(neuroendocrine carcinoma ot the skin)



HUMIRA

Humira continued:

+ Demyelinating disorders (e.g.,
optic neuritis, Guillain-Barré
syndrome)

+ Cerebrovascular (blood vessels of
the brain) accident

+ Interstitial lung disease, including
oulmonary fibrosis

+ Pulmonary embolism

+ Stevens Johnson Syndrome

+ Cutaneous vasculitis

+ Erythema multiforme

+ New or worsening psoriasis (all
sub-types including pustular and
palmoplantar)

+ Alopecia (baldness)

+ Lichenoid skin reaction

+ Systemic vasculitis

+ Deep vein thrombosis

+ Upper respiratory intection

+ Sinusitis

+ Flu syndrome

+ Nausea

+ Abdominal pain

+ Headache

+ Back pain

+

+

Urinary tract infection

ypertension

+ Pelvic pain

+ Thorax (chest) pain
+ Arrhythmio

+ Atrial tibrillation
+ Coronary artery disorder

+

+

eart arrest

Hypertensive encephalopathy

+ Myocardial infarct

+

+

Palpitation

Pericardial effusion
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Humira continued: + Arthritis + Lung function

+ Pericarditis + Bone disorder decreased

+ Syncope (tainting) + Bone necrosis + Pleural eftusion

+ Tachycardia (increased heart + Joint disorder + Cataract

rate) + Muscle cramps + Thrombosis leg

+ Cholecystitis + Myasthenio + Cystitis

+ Cholelithiasis + Pyogenic arthritis  + Kidney calculus

+ Esophagitis + Synovitis + Menstrual disorder
+ Gastroenteritis + Tendon disorder

+ Gastrointestinal hemorrhage + Contusion

+ Hepatic necrosis + Paresthesio

+ Vomiting + Subdural hematoma

+ Parathyroid disorder + Tremor

+ Agranulocytosis + Asthma

+ Polycythemio + Bronchospasm

+ Dehydration + Dyspnea

+ Healing abnormal + Adenoma (benign tumor of

+ Ketosis epithelial tissue with glandular
+ Paraproteinemia origin)

+ Peripheral edema + Bone fracture (not spontaneous)



MANUFACTURER WARNINGS

Treatment with HUMIRA should not be 1nitiated in patients with an active infection, including
localized infections. Patients 65 years of age and older, patients with co-morbid conditions
and/or patients taking concomitant immunosuppressants (such as corticosteroids or
methotrexate), may be at greater risk of infection. Consider the risks and benefits of treatment
prior to 1nitiating therapy in patients:

* with chronic or recurrent infection;

* who have been exposed to tuberculosis;

» with a history of an opportunistic infection;

* who have resided or traveled in areas of endemic tuberculosis or endemic mycoses, such as
histoplasmosis, coccidioidomycosis, or blastomycosis; or

» with underlying conditions that may predispose them to infection.

Abatacept: Increased risk of serious infection. (5.1, 5.11, 7.2)

Anakinra: Increased risk of serious infection. (5.1, 5.7, 7.2)
Live vaccines: Avoid use with HUMIRA. (5.10, 7.3)

5.8 Heart Failure

Cases of worsening congestive heart failure (CHF) and new onset CHF have been reported with
TNF blockers. Cases of worsening CHF have also been observed with HUMIRA. HUMIRA has
not been formally studied in patients with CHF; however, in clinical trials of another TNF
blocker, a higher rate of serious CHF-related adverse reactions was observed. Exercise caution
when using HUMIRA 1n patients who have heart failure and monitor them carefully.



PREGNANCY

The safety of administering live or live-attenuated vaccines in infants exposed to HUMIRA in
utero 1s 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)].

A prospective cohort pregnancy exposure registry conducted by OTIS/MotherToBaby 1n the
U.S. and Canada between 2004 and 2016 compared the risk of major birth defects in live-born

infants of 221 women (69 RA, 152 CD) treated with adalimumab during the first trimester and
106 women (74 RA, 32 CD) not treated with adalimumab.

The proportion of major birth defects among live-born infants in the adalimumab-treated and
untreated cohorts was 10% (8.7% RA, 10.5% CD) and 7.5% (6.8% RA, 9.4% CD), respectively.
The lack of pattern of major birth defects 1s reassuring and differences between exposure groups
may have impacted the occurrence of birth defects. This study cannot reliably establish whether
there 1s an association between adalimumab and major birth defects because of methodological
limitations of the registry, including small sample size, the voluntary nature of the study, and the
non-randomized design.

Limited data from case reports in the published literature describe the presence of adalimumab in
human milk at infant doses of 0.1% to 1% of the maternal serum concentration. Published data
suggest that the systemic exposure to a breastfed infant 1s expected to be low because
adalimumab i1s a large molecule and i1s degraded in the gastrointestinal tract. However, the effects
of local exposure in the gastrointestinal tract are unknown. There are no reports of adverse
effects of adalimumab on the breastfed infant and no effects on milk production. The
developmental and health benefits of breastfeeding should be considered along with the mother’s
clinical need for HUMIRA and any potential adverse effects on the breastfed child from
HUMIRA or from the underlying maternal condition.



MANUFACTURER WARNINGS

5.4 Hepatitis B Virus Reactivation

Use of TNF blockers, including HUMIRA, may increase the risk of reactivation of hepatitis B
virus (HBV) 1n patients who are chronic carriers of this virus. In some instances, HBV
reactivation occurring in conjunction with TNF blocker therapy has been fatal. The majority of
these reports have occurred in patients concomitantly receiving other medications that suppress
the immune system, which may also contribute to HBV reactivation. Evaluate patients at risk for
HBYV infection for prior evidence of HBV infection before initiating TNF blocker therapy.
Exercise caution in prescribing TNF blockers for patients identified as carriers of HBV.
Adequate data are not available on the safety or efficacy of treating patients who are carriers of
HBYV with anti-viral therapy in conjunction with 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 clinical and laboratory signs of active HBV infection
throughout therapy and for several months following termination of therapy. In patients who
develop HBV reactivation, stop HUMIRA and initiate effective anti-viral therapy with
appropriate supportive treatment. The safety of resuming TNF blocker therapy after HBV
reactivation is controlled 1s not known. Therefore, exercise caution when considering resumption
of HUMIRA therapy in this situation and monitor patients closely.

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 been infrequently reported with HUMIRA. The causal
relationship of these reports to HUMIRA 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 HUMIRA. Consider discontinuation of
HUMIRA therapy in patients with confirmed significant hematologic abnormalities.



MANUFACTURER WARNINGS

7.2 Biological Products

In clinical studies in patients with RA, an increased risk of serious infections has been observed
with the combination of TNF blockers with anakinra or abatacept, with no added benefit;
therefore, use of HUMIRA with abatacept or anakinra is not reccommended 1n patients with RA

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Long-term animal studies of HUMIRA have not been conducted to evaluate the carcinogenic
potential or its effect on fertility.

For children and adults taking Tumor Necrosis Factor (TNF)-blockers, including HUMIRA,
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.

If you use TNF blockers including HUMIRA 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.

Some people receiving TNF blockers including HUMIRA 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).




