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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
HULIO safely and effectively. See full prescribing information for
HULIO.

HULIO® (adalimumab-fkjp) injection, for subcutaneous use
Initial U.S. Approval: 2020

HULIO" (adalimumab-fkjp) is biosimilar* to HUMIRA (adalimumab)

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

SERIOUS INFECTIONS (5.1, 6.1):

* 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.

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

¢ Perform test for latent TB; if positive, start treatment for TB prior to
starting HULIO.

* Monitor all patients for active TB during treatment, even if initial
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
adalimumab products.

* Post-marketing cases of hepatosplenic T-cell lymphoma (HSTCL), a
rare type of T-cell ymphoma, have occurred in adolescent and young

adults with inflammatory bowel disease treated with TNF blockers
including adalimumab products.

INDICATIONS AND USAGE --------=--m e

HULIO is a tumor necrosis factor (TNF) blocker indicated for treatment of:

o 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.

o Juvenile Idiopathic Arthritis (JIA) (1.2): Reducing signs and symptoms
of moderately to severely active polyarticular JIA in patients 4 years of age
and older.

o 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 Adult Crohn’s Disease (CD) (1.5): Reducing signs and symptoms and
inducing and maintaining clinical remission in adult patients with
moderately to severely active Crohn’s disease who have had an inadequate
response to conventional therapy. Reducing signs and symptoms and
inducing clinical remission in these patients if they have also lost response
to or are intolerant to infliximab products.

e Ulcerative Colitis (UC) (1.6): Inducing and sustaining clinical remission
in adult patients with moderately to severely active ulcerative colitis who
have had an inadequate response to immunosuppressants such as
corticosteroids, azathioprine or 6-mercaptopurine (6-MP). The
effectiveness of adalimumab products has not been established in patients
who have lost response to or were intolerant to TNF blockers.

o Plaque Psoriasis (Ps) (1.7): The 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.

wmmmmmmemememeceemeeeeee- DOSAGE AND ADMINISTRATION ----mmmemememeeeee
e Administered by subcutaneous injection (2)
Rheumatoid Arthritis, Psoriatic Arthritis, Ankylosing Spondylitis (2.1):
. 40 mg every other week.
. Some patients with RA not receiving methotrexate may benefit
from increasing the frequency to 40 mg every week.
Juvenile Idiopathic Arthritis (2.2):

. 15 kg (33 Ibs) to < 30 kg (66 Ibs) 20 mg every other week
. >30 kg (66 Ibs) 40 mg every other week
Adult Crohn's Disease and Ulcerative Colitis (2.3, 2.4):
. Initial dose (Day 1): 160 mg (four 40 mg injections in one day or two 40
mg injections per day for two consecutive days)
. Second dose two weeks later (Day 15): 80 mg
e Two weeks later (Day 29): Begin a maintenance dose of 40 mg
every other week.

. For patients with Ulcerative Colitis only: Only continue HULIO in
patients who have shown evidence of clinical remission by eight weeks

(Day 57) of therapy.

Plaque Psoriasis (2.5):

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

------------------ DOSAGE FORMS AND STRENGTHS ------------nn=mm-
Injection: 40 mg/0.8 mL in a single-dose prefilled pen (HULIO Pen) (3)
Injection: 40 mg/0.8 mL in a single-dose prefilled plastic syringe (3)
Injection: 20 mg/0.4 mL in a single-dose prefilled plastic syringe (3)

________________________ CONTRAINDICATIONS

-------------------- WARNINGS AND PRECAUTIONS ----------m e

. Serious infections Do not start HULIO during an active infection. If an
infection develops, monitor carefully, and stop HULIO if infection
becomes serious (5.1)

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

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

e Anaphylaxis or serious allergic reactions may occur (5.3)

e Hepatitis B virus reactivation Monitor HBV carriers during and several
months after therapy. If reactivation occurs, stop HULIO and begin
antiviral therapy (5.4)

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

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

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

. Lupus-like syndrome Stop HULIO if syndrome develops (5.9)

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

To report SUSPECTED ADVERSE REACTIONS, contact Mylan at 1-
877-446-3679 (1-877-4-INFO-RX) or FDA at 1-800-FDA-1088 or
www.fda gov/medwatch

DRUG INTERACTIONS
. 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 HULIO (5.10, 7.3)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.

*Biosimilar means that the biological product is approved based on data
demonstrating that it is highly similar to an FDA-approved biological product,
known as a reference product, and that there are no clinically meaningful
differences between the biosimilar product and the reference product.
Biosimilarity of HULIO has been demonstrated for the condition(s) of use
(e.g. indication(s), dosing regimen(s)), strength(s), dosage form(s), and
route(s) of administration described in its Full Prescribing Information.
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FULL PRESCRIBING INFORMATION'

WARNING: SERIOUS INFECTIONS and MALIGNANCY
SERIOUS INFECTIONS

Patients treated with adalimumab products including HULIO are at increased 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 concomitant
immunosuppressants such as methotrexate or corticosteroids.

Discontinue HULIO if a patient develops 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. Test patients for
latent TB before HULIO use and during therapy. Initiate treatment for latent TB
prior to HULIO use.

* Invasive fungal infections, including histoplasmosis, coccidioidomycosis, candidiasis,
aspergillosis, blastomycosis, and pneumocystosis. Patients with histoplasmosis or
other invasive fungal infections may present with disseminated, rather than
localized, disease. Antigen and antibody testing for histoplasmosis may be negative
in some patients with active infection. Consider empiric anti-fungal therapy in
patients at risk for invasive fungal infections who develop severe systemic illness.

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

Carefully consider the risks and benefits of treatment with HULIO prior to initiating
therapy in patients with chronic or recurrent infection.

Monitor patients closely for the development of signs and symptoms of infection during
and after treatment with HULIO, including the possible development of TB in patients
who tested negative for latent TB infection prior to initiating therapy [see Warnings and
Precautions (5.1) and Adverse Reactions (6.1)].

MALIGNANCY

Lymphoma and other malignancies, some fatal, have been reported in children and
adolescent patients treated with TNF blockers including adalimumab products [See
Warnings and Precautions (5.2)]. Post-marketing cases of hepatosplenic T-cell lymphoma
(HSTCL), a rare type of T-cell ymphoma, have been reported in patients treated with TNF
blockers including adalimumab products. These cases have had a very aggressive disease
course and have been fatal. 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
young adult males. Almost all these patients had received treatment with azathioprine or 6-
mercaptopurine (6—-MP) concomitantly with a TNF blocker at or prior to diagnosis. It is
uncertain whether the occurrence of HSTCL is related to use of a TNF blocker or a TNF
blocker in combination with these other immunosuppressants [see Warnings and
Precautions (5.2)].

1 INDICATIONS AND USAGE'

1.1 Rheumatoid Arthritis'

HULIO is indicated for 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

3
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active rheumatoid arthritis. HULIO can be used alone or in combination with methotrexate or other non-
biologic disease-modifying anti-rheumatic drugs (DMARDs).

1.2 Juvenile Idiopathic Arthritis

HULIO is indicated for reducing signs and symptoms of moderately to severely active polyarticular juvenile
idiopathic arthritis in patients 4 years of age and older. HULIO can be used alone or in combination with
methotrexate.

1.3 Psoriatic Arthritis

HULIO is indicated for reducing signs and symptoms, inhibiting the progression of structural damage, and
improving physical function in adult patients with active psoriatic arthritis. HULIO can be used alone or in
combination with non-biologic DMARDs.

14 Ankylosing Spondylitis
HULIO is indicated for reducing signs and symptoms in adult patients with active ankylosing spondylitis.

1.5  Adult Crohn’s Disease

HULIO is indicated for reducing signs and symptoms and inducing and maintaining clinical remission in adult
patients with moderately to severely active Crohn’s disease who have had an inadequate response to
conventional therapy. HULIO is indicated for reducing signs and symptoms and inducing clinical remission in
these patients if they have also lost response to or are intolerant to infliximab products.

1.6  Ulcerative Colitis

HULIO is indicated for inducing and sustaining clinical remission in adult patients with moderately to severely
active ulcerative colitis who have had an inadequate response to immunosuppressants such as corticosteroids,
azathioprine or 6-mercaptopurine (6-MP). The effectiveness of adalimumab products has not been established
in patients who have lost response to or were intolerant to TNF blockers [see Clinical Studies (14.6)].

1.7  Plaque Psoriasis

HULIO is indicated for the 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. HULIO should only be administered to patients who will be closely monitored and have regular
follow-up visits with a physician [see Boxed Warning and Warnings and Precautions (5)].

2 DOSAGE AND ADMINISTRATION
HULIO is administered by subcutaneous injection.

2.1 Rheumatoid Arthritis, Psoriatic Arthritis, and Ankylosing Spondylitis

The recommended dose of HULIO for adult patients with rheumatoid arthritis (RA), psoriatic arthritis (PsA), or
ankylosing spondylitis (AS) is 40 mg administered every other week. Methotrexate (MTX), other non-biologic
DMARDS, glucocorticoids, nonsteroidal anti-inflammatory drugs (NSAIDs), and/or analgesics may be
continued during treatment with HULIO. In the treatment of RA, some patients not taking concomitant MTX
may derive additional benefit from increasing the dosing frequency of HULIO to 40 mg every week.

2.2 Juvenile Idiopathic Arthritis

The recommended dose of HULIO for patients 4 years of age and older with polyarticular juvenile idiopathic
arthritis (JIA) is based on weight as shown below. MTX, glucocorticoids, NSAIDs, and/or analgesics may be
continued during treatment with HULIO.

Patients Dose
(4 years of age and older)
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15 kg (33 Ibs) to <30 kg (66 1bs) 20 mg every other week
(20 mg Prefilled Syringe)
>30 kg (66 1bs) 40 mg every other week
(HULIO Pen or 40 mg Prefilled Syringe)

Healthcare providers should be advised that there is no dosage form for HULIO that allows weight-based
dosing for pediatric patients below 15 kg.

Adalimumab products have not been studied in patients with polyarticular JIA less than 2 years of age or in
patients with a weight below 10 kg.

2.3 Adult Crohn’s Disease

The recommended HULIO dose regimen for adult patients with Crohn’s disease (CD) is 160 mg initially on
Day 1 (given as four 40 mg injections in one day or as two 40 mg injections per day for two consecutive days),
followed by 80 mg two weeks later (Day 15). Two weeks later (Day 29) begin a maintenance dose of 40 mg
every other week. Aminosalicylates and/or corticosteroids may be continued during treatment with HULIO.
Azathioprine, 6-mercaptopurine (6-MP) [see Warnings and Precautions (5.2)] or MTX may be continued
during treatment with HULIO if necessary. The use of adalimumab products in CD beyond one year has not
been evaluated in controlled clinical studies.

2.4  Ulcerative Colitis

The recommended HULIO dose regimen for adult patients with ulcerative colitis (UC) is 160 mg initially on
Day 1 (given as four 40 mg injections in one day or as two 40 mg injections per day for two consecutive days),
followed by 80 mg two weeks later (Day 15). Two weeks later (Day 29) continue with a dose of 40 mg every
other week.

Only continue HULIO in patients who have shown evidence of clinical remission by eight weeks (Day 57) of
therapy. Aminosalicylates and/or corticosteroids may be continued during treatment with HULIO. Azathioprine
and 6-mercaptopurine (6-MP) [see Warnings and Precautions (5.2)] may be continued during treatment with
HULIO if necessary.

2.5 Plaque Psoriasis

The recommended dose of HULIO for adult patients with plaque psoriasis (Ps) is an initial dose of 80 mg,
followed by 40 mg given every other week starting one week after the initial dose. The use of adalimumab
products in moderate to severe chronic Ps beyond one year has not been evaluated in controlled clinical studies.

2.6 Monitoring to Assess Safety
Prior to initiating HULIO and periodically during therapy, evaluate patients for active tuberculosis and test for
latent infection [see Warnings and Precautions (5.1)].

2.7  General Considerations for Administration

HULIO is intended for use under the guidance and supervision of a physician. A patient may self-inject HULIO
or a caregiver may inject HULIO using either the HULIO Pen or prefilled syringe if a physician determines that
it is appropriate, and with medical follow-up, as necessary, after proper training in subcutaneous injection
technique.

You may leave HULIO at room temperature for about 15 to 30 minutes before injecting. Do not remove the
cap or cover while allowing it to reach room temperature. Carefully inspect the solution in the HULIO Pen or
prefilled syringe for particulate matter and discoloration prior to subcutaneous administration. If particulates
and discolorations are noted, do not use the product. HULIO does not contain preservatives; therefore,
discard unused portions of drug remaining from the syringe.
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Instruct patients using the HULIO Pen or prefilled syringe to inject the full amount 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 or abdomen. Rotate injection sites and do not give
injections into areas where the skin is tender, bruised, red or hard.

3 DOSAGE FORMS AND STRENGTHS
HULIO is a clear to slightly opalescent, colorless to pale brownish-yellow solution available as:

e Pen (HULIO Pen)
Injection: 40 mg/0.8 mL in a single-dose pen.

e Prefilled Syringe
Injection: 40 mg/0.8 mL in a single-dose prefilled plastic syringe.
Injection: 20 mg/0.4 mL in a single-dose prefilled plastic syringe.

4 CONTRAINDICATIONS
None.

5 WARNINGS AND PRECAUTIONS
5.1 Serious Infections

Patients treated with adalimumab products including HULIO are at increased risk for developing serious
infections involving various organ systems and sites that may lead to hospitalization or death [see Boxed
Warning]. Opportunistic infections due to bacterial, mycobacterial, invasive fungal, viral, parasitic, or other
opportunistic pathogens including aspergillosis, blastomycosis, candidiasis, coccidioidomycosis,
histoplasmosis, legionellosis, listeriosis, pneumocystosis and tuberculosis have been reported with TNF
blockers. Patients have frequently presented with disseminated rather than localized disease.

The concomitant use of a TNF blocker and abatacept or anakinra was associated with a higher risk of serious
infections in patients with rheumatoid arthritis (RA); therefore, the concomitant use of HULIO and these
biologic products is not recommended in the treatment of patients with RA [see Warnings and Precautions (5.7,
5.11) and Drug Interactions (7.2)].

Treatment with HULIO should not be initiated in patients with an active infection, including localized
infections. Patients greater than 65 years of age, 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 initiating therapy in patients:

e with chronic or recurrent infection;

e who have been exposed to tuberculosis;

e with a history of an opportunistic infection;

e who have resided or traveled in areas of endemic tuberculosis or endemic mycoses, such as

histoplasmosis, coccidioidomycosis, or blastomycosis; or
e with underlying conditions that may predispose them to infection.

Tuberculosis
Cases of reactivation of tuberculosis and new onset tuberculosis infections have been reported in patients

receiving adalimumab products, including patients who have previously received treatment for latent or active
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tuberculosis. Reports included cases of pulmonary and extrapulmonary (i.e., disseminated) tuberculosis.
Evaluate patients for tuberculosis risk factors and test for latent infection prior to initiating HULIO and
periodically during therapy.

Treatment of latent tuberculosis infection prior to therapy with TNF blocking agents has been shown to reduce
the risk of tuberculosis reactivation during therapy. Prior to initiating HULIO, assess if treatment for latent
tuberculosis is needed; and consider an induration of > 5 mm a positive tuberculin skin test result, even for
patients previously vaccinated with Bacille Calmette- Guerin (BCGQG).

Consider anti-tuberculosis therapy prior to initiation of HULIO in patients with a past history of latent or active
tuberculosis in whom an adequate course of treatment cannot be confirmed, and for patients with a negative test
for latent tuberculosis but having risk factors for tuberculosis 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 recommended to aid in the
decision whether initiating antituberculosis therapy is appropriate for an individual patient.

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

Monitoring

Closely monitor patients for the development of signs and symptoms of infection during and after treatment
with HULIO, 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 HULIO.

Discontinue HULIO if a patient develops a serious infection or sepsis. For a patient who develops a new
infection during treatment with HULIO, closely monitor them, perform a prompt and complete diagnostic
workup appropriate for an immunocompromised patient, and initiate appropriate antimicrobial therapy.

Invasive Fungal Infections

If patients develop a serious systemic illness and they 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 both the risk for severe fungal infection and the risks of antifungal therapy, while a diagnostic
workup is being performed. To aid in the management of such patients, consider consultation with a physician
with expertise in the diagnosis and treatment of invasive fungal infections.

5.2 Malignancies

Consider the risks and benefits of TNF-blocker treatment including HULIO prior to initiating therapy in
patients with a known malignancy other than a successfully treated non-melanoma skin cancer (NMSC) or
when considering continuing a TNF blocker in patients who develop a malignancy.

Malignancies in Adults
In the controlled portions of clinical trials of some TNF-blockers, including adalimumab products, more cases
of malignancies have been observed among TNF-blocker-treated adult patients compared to control-treated

adult patients. During the controlled portions of 39 global adalimumab clinical trials in adult patients with
rheumatoid arthritis (RA), psoriatic arthritis (PsA), ankylosing spondylitis (AS), Crohn’s disease (CD),
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ulcerative colitis (UC), plaque psoriasis (Ps), and other indications, malignancies, other than non-melanoma
(basal cell and squamous cell) skin cancer, were observed at a rate (95% confidence interval) of 0.7 (0.48, 1.03)
per 100 patient-years among 7973 adalimumab-treated patients versus a rate of 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 lymphoma and NMSC, were breast, colon, prostate, lung, and
melanoma. The malignancies in adalimumab-treated patients in the controlled and uncontrolled portions of the
studies were similar in type and number to what would be expected in the general U.S. population according to
the SEER database (adjusted for age, gender, and race).!

In controlled trials of other TNF blockers in adult patients at higher 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 compared to the control

group.

Non-Melanoma Skin Cancer

During the controlled portions of 39 global adalimumab clinical trials in adult patients with RA, PsA, AS, CD,
UC, Ps, and other indications, the rate (95% confidence interval) of NMSC was 0.8 (0.52, 1.09) per

100 patient-years among adalimumab-treated patients and 0.2 (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
prior to and during treatment with HULIO.

Lymphoma and Leukemia

In the controlled portions of clinical trials of all the TNF-blockers in adults, more cases of lymphoma hTo
Appave been observed among TNF-blocker-treated patients compared to 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 higher than expected in the general U.S.
population according to the SEER database (adjusted for age, gender, and race).! Rates of lymphoma in clinical
trials of adalimumab cannot be compared to rates of lymphoma in clinical trials of other TNF blockers and may
not predict the rates observed in a broader patient population. Patients with RA and other chronic inflammatory
diseases, particularly those with highly active disease and/or chronic exposure to immunosuppressant therapies,
may be at a higher risk (up to several fold) than the general 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 RA and other indications. Even in the absence of TNF-blocker therapy,
patients with RA may be at a higher risk (approximately 2-fold) than the general population for the
development of 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 of therapy < 18 years of age), of which HULIO is a member [see Boxed
Warning]. Approximately half the cases were lymphomas, including Hodgkin's and non-Hodgkin's lymphoma.
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The other cases represented a variety of different malignancies and included rare malignancies usually
associated with immunosuppression and malignancies that are not usually observed in children and adolescents.

The malignancies occurred after a median of 30 months of therapy (range 1 to 84 months). Most of the patients
were receiving concomitant immunosuppressants. These cases were reported postmarketing and are derived
from a variety of sources including registries and spontaneous postmarketing reports.

Postmarketing 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 [see Boxed Warning]. These
cases have had a very aggressive disease course and have been fatal. 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 young adult 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 prior to diagnosis. It is
uncertain whether the occurrence of HSTCL is related to use of a TNF blocker or a TNF blocker in combination
with these other immunosuppressants. The potential risk with the combination of azathioprine or 6-
mercaptopurine and HULIO should be carefully considered.

53 Hypersensitivity Reactions

Anaphylaxis and angioneurotic edema have been reported following administration of adalimumab products. If
an anaphylactic or other serious allergic reaction occurs, immediately discontinue administration of HULIO and
institute appropriate therapy. In clinical trials of adalimumab in adults, allergic reactions (e.g., allergic 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 HULIO, may increase the risk of reactivation of hepatitis B virus (HBV) in
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 HBV 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 HBV 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
HBYV infection throughout therapy and for several months following termination of therapy. In patients who
develop HBV reactivation, stop HULIO 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 HULIO therapy in this situation and monitor
patients closely.

5.5  Neurologic Reactions

Use of TNF blocking agents, including adalimumab products, has been associated 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 considering the use of HULIO in patients with preexisting or
recent-onset central or peripheral nervous system demyelinating disorders; discontinuation of HULIO 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 been infrequently reported with adalimumab products. The causal relationship of these reports
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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 HULIO. Consider discontinuation of HULIO therapy in patients with confirmed
significant hematologic abnormalities.

5.7 Use with Anakinra
Concurrent use of anakinra (an interleukin-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 HULIO and anakinra is not recommended [see Drug
Interactions (7.2)].

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 adalimumab products. Adalimumab products have 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 HULIO in patients who have
heart failure and monitor them carefully.

5.9  Autoimmunity

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

5.10 Immunizations

In a placebo-controlled clinical trial of patients with RA, no difference was detected in antipneumococcal
antibody response between adalimumab and placebo treatment groups 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 treatment groups;
however, titers in aggregate to influenza antigens were moderately lower in patients receiving adalimumab. The
clinical significance of this is unknown. Patients on HULIO may receive concurrent vaccinations, except for
live vaccines. No data are available on the secondary transmission of infection by live vaccines in patients
receiving adalimumab products.

It is recommended that pediatric patients, if possible, be brought up to date with all immunizations in agreement
with current immunization guidelines prior to initiating HULIO therapy. Patients on HULIO may receive
concurrent vaccinations, except for live 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 Use with Abatacept

In controlled trials, the concurrent administration of TNF-blockers and abatacept was associated with a greater

proportion of serious infections than the use of a TNF-blocker alone; the combination therapy, compared to the
use of a TNF-blocker alone, has not demonstrated improved clinical benefit in the treatment of RA. Therefore,

the combination of abatacept with TNF-blockers including HULIO is not recommended [see Drug Interactions

(7.2)].

6 ADVERSE REACTIONS
The most serious adverse reactions described elsewhere in the labeling include the following:
e Serious Infections [see Warnings and Precautions (5.1)]
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e Malignancies [see Warnings and Precautions (5.2)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not
reflect the rates observed in 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), compared to 14% of patients receiving placebo. Most injection site reactions
were described as mild and generally did not necessitate drug discontinuation.

The proportion of patients who discontinued treatment due to adverse reactions during the double-blind,
placebo-controlled portion of studies in patients with RA (i.e., Studies RA-I, RA-II, RA-III and RA-IV) was 7%
for patients taking adalimumab and 4% for placebo-treated patients. The most common adverse reactions
leading to discontinuation of adalimumab in these RA studies were clinical flare reaction (0.7%), rash (0.3%)
and pneumonia (0.3%).

Infections

In the controlled portions of the 39 global adalimumab clinical trials in adult patients with RA, PsA, AS, CD,
UC, Ps, and other indications, the rate of serious infections was 4.3 per 100 patient years in 7973 adalimumab
treated patients versus a rate of 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 Warnings 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 diseases 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 conversion was 0.09 per 100 patient-years. In a subgroup of
10,113 U.S. and Canadian adalimumab-treated patients, the rate of reported active TB was 0.05 per

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 of the TB cases occurred within the first
eight months after initiation of therapy and may reflect recrudescence of latent disease. In these global clinical
trials, cases of serious opportunistic infections have been reported at an overall rate of 0.05 per 100 patient-
years. Some cases of serious opportunistic infections and TB have been fatal [see Warnings and Precautions

(5.1)].
Autoantibodies

In the rheumatoid arthritis controlled trials, 12% of patients treated with adalimumab and 7% of placebo-treated
patients that had negative baseline ANA titers developed positive titers at week 24. Two patients out of 3046
treated with adalimumab developed 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 treatment with adalimumab products on the development of autoimmune
diseases is unknown.

Liver Enzyme Elevations
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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 other week) 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%
of adalimumab-treated patients and 1.5% of control-treated patients. Since many of these patients in these trials
were also taking medications that cause liver enzyme elevations (e.g., NSAIDS, MTX), the relationship
between adalimumab and the liver enzyme elevations is 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% of
adalimumab-treated patients and 1.5% of control-treated patients (ALT more common than AST); liver enzyme
test elevations were more frequent among those treated with the combination of adalimumab and MTX than
those treated with adalimumab alone. In general, these elevations did not lead to discontinuation of adalimumab
treatment.

In controlled Phase 3 trials of adalimumab (initial doses of 160 mg and 80 mg, or 80 mg and 40 mg on Days 1
and 15, respectively, followed by 40 mg every other week) in adult patients with CD with a control period
duration ranging from 4 to 52 weeks, ALT elevations > 3 x ULN occurred in 0.9% of adalimumab-treated
patients and 0.9% of control-treated patients. In controlled Phase 3 trials of adalimumab (initial doses of 160 mg
and 80 mg on Days 1 and 15 respectively, followed by 40 mg every other week) in patients with UC with
control period duration ranging from 1 to 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 mg then 40 mg every other week) in patients with Ps with control period duration ranging
from 12 to 24 weeks, ALT elevations > 3 x ULN occurred in 1.8% of adalimumab-treated patients and 1.8% of
control-treated patients.

Immunogenicity

As with all therapeutic proteins, there is potential for immunogenicity. The detection of antibody formation is
highly dependent on the sensitivity and specificity of the 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 below with the
incidence of antibodies in other studies or to other adalimumab products may be misleading.

Patients in Studies RA-I, RA-II, and RA-III were tested at multiple time points for antibodies to adalimumab
during the 6- to 12-month period. Approximately 5% (58 of 1062) of adult RA patients receiving adalimumab
developed low-titer antibodies to adalimumab at least once during treatment, which were neutralizing in vitro.
Patients treated with concomitant methotrexate (MTX) had a lower rate of antibody development than patients
on adalimumab monotherapy (1% versus 12%). No apparent correlation of antibody development to adverse
reactions was observed. With monotherapy, patients receiving every other week dosing may develop antibodies
more frequently than those receiving weekly dosing. In patients receiving the recommended dosage of 40 mg
every other week as monotherapy, the ACR 20 response was lower among antibody-positive patients than
among antibody-negative patients. The long-term immunogenicity of adalimumab is unknown.

In patients with polyarticular JIA who were 4 to 17 years of age, adalimumab antibodies were identified in 16%
of adalimumab-treated patients. In patients receiving concomitant MTX, the incidence was 6% compared to

26% with adalimumab monotherapy.

In patients with AS, the rate of development of antibodies to adalimumab in adalimumab-treated patients was
comparable to patients with RA.
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In patients with PsA, the rate of antibody development in patients receiving adalimumab monotherapy was
comparable to patients with RA; however, in patients receiving concomitant MTX the rate was 7% compared to
1% in RA.

In adult patients with CD, the rate of antibody development was 3%.

In patients with moderately to severely active UC, the rate of antibody development in patients receiving
adalimumab was 5%. However, due to the limitation of the assay conditions, antibodies to adalimumab could be
detected only when serum adalimumab levels were <2 mcg/mL. Among the patients whose serum adalimumab
levels were < 2 mcg/mL (approximately 25% of total patients studied), the immunogenicity rate was 20.7%.

In patients with Ps, the rate of antibody development with adalimumab monotherapy was 8%. However, due to
the limitation of the assay conditions, antibodies to adalimumab could be detected only when serum
adalimumab levels were < 2 mcg/mL. Among the patients whose serum adalimumab levels were < 2 mcg/mL
(approximately 40% of total patients studied), the immunogenicity rate was 20.7%. In Ps patients who were on
adalimumab monotherapy and subsequently withdrawn from the treatment, the rate of antibodies to adalimumab
after retreatment was similar to the rate observed prior to withdrawal.

Other Adverse Reactions
Rheumatoid Arthritis Clinical Studies

The data described below reflect exposure to adalimumab in 2468 patients, including 2073 exposed for 6
months, 1497 exposed for greater than one year and 1380 in adequate and well-controlled studies (Studies RA-I,
RA-II, RA-III, and RA-IV). Adalimumab was studied primarily in placebo- controlled trials and in long-term
follow up studies for up to 36 months duration. The population had a mean age of 54 years, 77% were female,
91% were Caucasian and had moderately to severely active rheumatoid arthritis. Most patients received 40 mg
adalimumab every other week.

Table 1 summarizes reactions reported at a rate of at least 5% in patients treated with adalimumab 40 mg every
other week compared to placebo and with an incidence higher than placebo. In Study RA-III, the types and

frequencies of adverse reactions in the second year open-label extension were similar to those observed in the
one-year double-blind portion.
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Table 1. Adverse Reactions Reported by >5% of Patients Treated with Adalimumab During Placebo-
Controlled Period of Pooled RA Studies (Studies RA-I, RA-II, RA-III, 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
Nausea 9% 8%
Abdominal pain 7% 4%
Laboratory Tests*
Laboratory test abnormal 8% 7%
Hypercholesterolemia 6% 4%
Hyperlipidemia 7% 5%
Hematuria 5% 4%
Alkaline phosphatase increased 5% 3%
Other
Headache 12% 8%
Rash 12% 6%
Accidental injury 10% 8%
Injection site reaction ** 8% 1%
Back pain 6% 4%
Urinary tract infection 8% 5%
Hypertension 5% 3%
* Laboratory test abnormalities were reported as adverse reactions in European trials
** Does not include injection site erythema, itching, hemorrhage, pain or swelling

Less Common Adverse Reactions in Rheumatoid Arthritis Clinical Studies

Other infrequent serious adverse reactions that do not appear in the Warnings and Precautions or Adverse
Reaction sections that occurred at an incidence of less than 5% in adalimumab-treated patients in RA studies
were:

Body As A Whole: Pain in extremity, pelvic pain, surgery, thorax pain
Cardiovascular System: Arrhythmia, atrial fibrillation, chest pain, coronary artery disorder, heart arrest,
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, healing abnormal, ketosis, paraproteinemia,
14
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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

In general, the adverse reactions in the adalimumab-treated patients in the polyarticular juvenile idiopathic
arthritis (JIA) trial (Study JIA-I) were similar in frequency and type to those seen in adult patients [see

Warnings and Precautions (5), Adverse Reactions (6)]. Important findings and differences from adults are
discussed in the following paragraphs.

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

In Study JIA-I, 45% of patients experienced an infection 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 seen in polyarticular JIA patients who are not treated with
TNF blockers. Upon initiation of treatment, the most common adverse reactions occurring in this patient
population treated with adalimumab were injection site pain and injection site reaction (19% and 16%,
respectively). A less commonly reported adverse event in patients receiving adalimumab was granuloma
annulare which did not lead to discontinuation of adalimumab treatment.

In the first 48 weeks of treatment in Study JIA-I, non-serious hypersensitivity reactions were seen in
approximately 6% of patients and included primarily localized allergic hypersensitivity reactions and allergic
rash.

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

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

Psoriatic Arthritis and Ankylosing Spondylitis Clinical Studies
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Adalimumab has been studied in 395 patients with psoriatic arthritis (PsA) in two placebo-controlled trials and
in an open label study and in 393 patients with ankylosing spondylitis (AS) in two placebo-controlled studies.
The safety profile for patients with PsA and AS treated with adalimumab 40 mg every other week was similar
to the safety profile seen in patients with RA, adalimumab Studies RA-I through IV.

Adult Crohn’s Disease Clinical Studies

Adalimumab has been studied in 1478 adult patients with Crohn’s disease (CD) in four placebo-controlled and
two open-label extension studies. The safety profile for adult patients with CD treated with adalimumab was
similar to the safety profile seen in patients with RA.

Ulcerative Colitis Clinical Studies

Adalimumab has been studied in 1010 patients with ulcerative colitis (UC) in two placebo-controlled studies
and one open-label extension study. The safety profile for patients with UC treated with adalimumab was
similar to the safety profile seen in patients with RA.

Plaque Psoriasis Clinical Studies

Adalimumab has been studied in 1696 subjects with plaque psoriasis (Ps) in placebo-controlled and open-label
extension studies. The safety profile for subjects with Ps treated with adalimumab was similar to the safety
profile seen in subjects with RA with the following exceptions. In the placebo-controlled portions of the clinical
trials in Ps subjects, adalimumab-treated subjects had a higher incidence of arthralgia when compared to
controls (3% vs. 1%).

6.2 Postmarketing Experience

The following adverse reactions have been identified during post-approval use of adalimumab products.
Because these reactions are reported voluntarily from a population of uncertain size, it is not always possible to
reliably estimate their frequency or establish a causal relationship to adalimumab products exposure.

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

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

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

Nervous system disorders: 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, erythema multiforme, new or worsening
psoriasis (all sub-types including pustular and palmoplantar), alopecia, lichenoid skin reaction

Vascular disorders: Systemic vasculitis, deep vein thrombosis

7 DRUG INTERACTIONS
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71 Methotrexate

Adalimumab products have been studied in rheumatoid arthritis (RA) patients taking concomitant methotrexate
(MTX). Although MTX reduced the apparent clearance of adalimumab products, the data do not suggest the
need for dose adjustment of either HULIO or MTX [see Clinical Pharmacology (12.3)].

7.2 Biological Products

In clinical studies in patients with RA, an increased risk of serious infections has been seen with the
combination of TNF blockers with anakinra or abatacept, with no added benefit; therefore, use of HULIO with
abatacept or anakinra is not recommended in patients with RA [see Warnings and Precautions (5.7 and 5.11)].
A higher rate of serious infections has also been observed in patients with RA treated with rituximab who
received subsequent treatment with a TNF blocker. There is insufficient information regarding the concomitant
use of HULIO and other biologic products for the treatment of RA, PsA, AS, CD, UC, and Ps. Concomitant
administration of HULIO with other biologic DMARDS (e.g., anakinra and abatacept) or other TNF blockers is
not 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 HULIO [see Warnings and Precautions (5.10)].

7.4 Cytochrome P450 Substrates

The formation of CYP450 enzymes may be suppressed by increased levels 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. Upon initiation or discontinuation of HULIO in
patients being treated with CYP450 substrates with a narrow therapeutic index, monitoring of the effect (e.g.,
warfarin) or drug concentration (e.g., cyclosporine or theophylline) is recommended and the individual dose of
the drug product may be adjusted as needed.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Available studies with use of adalimumab during pregnancy do not reliably establish an association between
adalimumab and major birth defects. Clinical data are available from the Organization of Teratology
Information Specialists (OTIS)/MotherToBaby Pregnancy Registry in pregnant women with 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 women with RA or CD and 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 have impacted the occurrence of birth
defects (see Data).

Adalimumab is actively transferred across the placenta during the third trimester of pregnancy and may affect
immune response in the in-utero exposed 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 later in gestation, at doses that produced
exposures up to approximately 373 times the maximum recommended human dose (MRHD) of 40 mg
subcutaneous without methotrexate (see Data).

The estimated background risk of major birth defects and miscarriage for the indicated populations is unknown.
All pregnancies have a background risk of birth defect, loss, or other adverse 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.
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Clinical Considerations

Disease-associated maternal and embryo/fetal risk

Published data suggest that the risk of adverse pregnancy outcomes in women with RA or inflammatory bowel
disease (IBD) is associated with increased disease activity. Adverse pregnancy outcomes include preterm
delivery (before 37 weeks of gestation), low birth weight (less than 2500 g) infants, and small for gestational
age at birth.

Fetal/Neonatal Adverse Reactions

Monoclonal antibodies are increasingly transported across the placenta as pregnancy progresses, with the largest
amount transferred during the third trimester (See Data). Risks and benefits should be considered prior to
administering live or live-attenuated vaccines to infants exposed to adalimumab products in utero [see Use in
Specific Populations (8.4)].

Data

Human Data

A prospective cohort pregnancy exposure registry conducted by OTIS/MotherToBaby in 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 is reassuring and differences between exposure groups may have impacted the occurrence of birth
defects. This study cannot reliably establish whether there is 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.

In an independent clinical study conducted in ten pregnant women with IBD treated with adalimumab,
adalimumab concentrations were measured in maternal serum as well as in cord blood (n=10) and infant serum
(n=8) on the day of birth. The last dose of adalimumab was given between 1 and 56 days prior to delivery.
Adalimumab concentrations were 0.16-19.7 pg/mL in cord blood, 4.28-17.7 pg/mL in infant serum, and 0-16.1
pug/mL in maternal serum. In all but one case, the cord blood level of adalimumab was higher than the maternal
serum level, suggesting adalimumab actively crosses the placenta. In addition, one infant had serum levels at
each of the following: 6 weeks (1.94 pg/mL), 7 weeks (1.31 pg/mL), 8 weeks (0.93 pg/mL), and 11 weeks (0.53
pg/mL), suggesting adalimumab can be 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
gestation days 20 to 97 at doses that produced exposures up to 373 times that achieved with the MRHD without
methotrexate (on an AUC basis with maternal IV doses up to 100 mg/kg/week). Adalimumab did not elicit
harm to 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 of adalimumab in human milk at
infant doses of 0.1% to 1% of the maternal serum level. Published data suggest that the systemic exposure to a
breastfed infant is expected to be low because adalimumab is a large molecule and is 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 products 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 HULIO and any potential adverse effects on the breastfed child from HULIO or from the underlying
maternal condition.

8.4 Pediatric Use

Safety and efficacy of HULIO in pediatric patients for uses other than polyarticular juvenile idiopathic arthritis
(JIA) have not been established. Due to its inhibition of TNFa, adalimumab products administered during
pregnancy could affect immune response in the in utero-exposed newborn and infant. Data from eight infants
exposed to adalimumab in utero suggest adalimumab crosses the placenta [see Use in Specific Populations
(8.1)]. The clinical significance of elevated adalimumab levels 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 among children, adolescents, and young adults who received treatment with TNF-
blockers including adalimumab products [see Boxed Warning and Warnings and Precautions (5.2)].

Juvenile Idiopathic Arthritis

In Study JIA-I, adalimumab was shown to reduce signs and symptoms of active polyarticular JIA in patients 4
to 17 years of age [see Clinical Studies (14.2)]. Adalimumab products have not been studied in patients with
polyarticular JIA less than 2 years of age or in patients with a weight below 10 kg.

The safety of adalimumab in patients in the polyarticular JIA trials was generally similar to that observed in
adults with certain exceptions [see Adverse Reactions (6.1)].

8.5  Geriatric Use

A total of 519 RA patients 65 years of age and older, including 107 patients 75 years of age and older, received
adalimumab in clinical studies RA-I through I'V. No overall difference in effectiveness was observed between
these patients and younger patients. The frequency of serious infection and malignancy among adalimumab
treated patients over 65 years of age was higher than for those under 65 years of age. Because there is a higher
incidence of infections and malignancies in the elderly population, use caution when treating the elderly.

10 OVERDOSAGE

Doses up to 10 mg/kg have been administered to patients in clinical trials without evidence of dose-limiting
toxicities. In case of overdosage, it is recommended that the patient be monitored for any signs or symptoms of
adverse reactions or effects and appropriate symptomatic treatment

instituted immediately.

11 DESCRIPTION

Adalimumab-fkjp is a tumor necrosis factor blocker. Adalimumab-fkjp is a recombinant human IgG1
monoclonal antibody. Adalimumab-fkjp is produced by recombinant DNA technology in a mammalian cell
expression system and is purified by a process that includes specific viral inactivation and removal steps. It
consists of 1330 amino acids and has a molecular weight of approximately 148 kilodaltons.
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HULIO (adalimumab-fkjp) injection is supplied as a sterile, preservative-free solution for subcutaneous
administration. The drug product is supplied as either a single-dose, prefilled pen (HULIO Pen) or as a single-
dose, 1 mL prefilled plastic syringe. Enclosed within the pen is a single- dose, 1 mL prefilled plastic syringe.
The solution of HULIO is clear to slightly opalescent, colorless to pale brownish-yellow, with a pH of about
5.2.

Each 40 mg/0.8 mL prefilled syringe or prefilled pen delivers 0.8 mL (40 mg) of drug product. Each 0.8 mL of
HULIO contains adalimumab-fkjp (40 mg), methionine (0.60 mg), monosodium glutamate (1.50 mg),
polysorbate 80 (0.80 mg), sorbitol (38.2 mg) and Water for Injection, USP. Hydrochloric acid is added as
necessary to adjust pH.

Each 20 mg/0.4 mL prefilled syringe delivers 0.4 mL (20 mg) of drug product. Each 0.4 mL of HULIO contains
adalimumab-fkjp (20 mg), methionine (0.30 mg), monosodium glutamate (0.75 mg), polysorbate 80 (0.40 mg),
sorbitol (19.1 mg) and Water for Injection, USP. Hydrochloric acid is added as necessary to adjust pH.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Adalimumab products bind specifically to TNF-alpha and 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 cytokine that is involved in normal inflammatory and immune responses. Elevated levels of TNF are
found in the synovial fluid of patients with RA, JIA, PsA, and AS and play an important role in both the
pathologic inflammation and the joint destruction that are hallmarks of these diseases. Increased levels of TNF
are also found in psoriasis plaques. In Ps, treatment with HULIO may reduce the epidermal thickness and
infiltration of inflammatory cells. The relationship between these pharmacodynamic activities and the
mechanism(s) by which adalimumab products exert their clinical effects is unknown.

Adalimumab products also modulate biological responses that are induced or regulated by TNF, including
changes in the levels of adhesion molecules responsible for leukocyte migration (ELAM-1, VCAM-1, and
ICAM-1 with an ICso0 of 1-2 X 10-10M).

12.2 Pharmacodynamics

After treatment with adalimumab, a decrease in levels of acute phase reactants of inflammation (C-reactive
protein [CRP] and erythrocyte sedimentation rate [ESR]) and serum cytokines (IL-6) was observed compared to
baseline in patients with rheumatoid arthritis. A decrease in CRP levels was also observed in patients with
Crohn’s disease, and ulcerative colitis. Serum levels of matrix metalloproteinases (MMP-1 and MMP-3) that
produce tissue remodeling responsible for cartilage destruction were also decreased after adalimumab
administration.

12.3 Pharmacokinetics

The maximum serum concentration (Cmax) and the time to reach the maximum concentration (Tmax) were 4.7 £
1.6 pg/mL and 131 + 56 hours respectively, following a single 40 mg subcutaneous administration of
adalimumab to healthy adult subjects. The average absolute bioavailability of adalimumab estimated from three
studies following a single 40 mg subcutaneous dose was 64%. The pharmacokinetics of adalimumab were linear
over the dose range of 0.5 to 10.0 mg/kg following a single intravenous dose.

The single dose pharmacokinetics of adalimumab in RA patients were determined in several studies with
intravenous doses ranging from 0.25 to 10 mg/kg. The distribution volume (Vss) ranged from 4.7 to 6.0 L. The
systemic clearance of adalimumab is approximately 12 mL/hr. The mean terminal half-life was approximately 2
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weeks, ranging from 10 to 20 days across studies. Adalimumab concentrations in the synovial fluid from five
rheumatoid arthritis patients ranged from 31 to 96% of those in serum.

In RA patients receiving 40 mg adalimumab every other week, adalimumab mean steady-state trough
concentrations of approximately 5 pg/mL and 8 to 9 ug/mL, were observed without and with methotrexate
(MTX), respectively. MTX reduced adalimumab apparent clearance after single and multiple dosing by 29%
and 44% respectively, in patients with RA. Mean serum adalimumab trough levels at steady state increased
approximately proportionally with dose following 20, 40, and 80 mg every other week and every week
subcutaneous dosing. In long-term studies with dosing more than two years, there was no evidence of changes
in clearance over time.

Adalimumab mean steady-state trough concentrations were slightly higher in psoriatic arthritis patients treated
with 40 mg adalimumab every other week (6 to 10 pg/mL and 8.5 to 12 pg/mL, without and with MTX,
respectively) compared to the concentrations in RA patients treated with the same dose.

The pharmacokinetics of adalimumab in patients with AS were similar to those in patients with RA.

In patients with CD, the loading dose of 160 mg adalimumab on Week 0 followed by 80 mg adalimumab on
Week 2 achieves mean serum adalimumab trough levels of approximately 12 pg/mL at Week 2 and Week 4.
Mean steady-state trough levels of approximately 7 pg/mL were observed at Week 24 and Week 56 in CD
patients after receiving a maintenance dose of 40 mg adalimumab every other week.

In patients with UC, the loading dose of 160 mg adalimumab on Week 0 followed by 80 mg adalimumab on
Week 2 achieves mean serum adalimumab trough levels of approximately 12 ug/mL at Week 2 and Week 4.
Mean steady-state trough level of approximately 8 pug/mL was observed at Week 52 in UC patients after
receiving a dose of 40 mg adalimumab every other week, and approximately 15 pg/mL at Week 52 in UC
patients who increased to a dose of 40 mg adalimumab every week.

In patients with Ps, the mean steady-state trough concentration was approximately 5 to 6 pg/mL during
adalimumab 40 mg every other week monotherapy treatment.

Population pharmacokinetic analyses in patients with RA revealed that there was a trend toward higher apparent
clearance of adalimumab in the presence of anti-adalimumab antibodies, and lower clearance with increasing
age in patients aged 40 to >75 years.

Minor increases in apparent clearance were also 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
not likely to be clinically important.

No gender-related pharmacokinetic differences were observed after correction for a patient’s body weight.
Healthy volunteers and patients with rheumatoid arthritis displayed similar adalimumab pharmacokinetics.

No pharmacokinetic data are available in patients with hepatic or renal impairment.

In Study JIA-I for patients with polyarticular JIA who were 4 to 17 years of age, the mean steady-state trough
serum adalimumab concentrations for patients weighing <30 kg receiving 20 mg adalimumab subcutaneously
every other week as monotherapy or with concomitant MTX were 6.8 pg/mL and 10.9 pg/mL, respectively. The
mean steady-state trough serum adalimumab concentrations for patients weighing >30 kg receiving 40 mg
adalimumab subcutaneously every other week as monotherapy or with concomitant MTX were 6.6 pg/mL and
8.1 ug/mL, respectively.
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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 effect on fertility.

14 CLINICAL STUDIES

14.1 Rheumatoid Arthritis

The efficacy and safety of adalimumab were assessed in five randomized, double-blind studies in patients >18
years of age with active rheumatoid arthritis (RA) diagnosed according to American College of Rheumatology
(ACR) criteria. Patients had at least 6 swollen and 9 tender joints. Adalimumab was administered
subcutaneously in combination with methotrexate (MTX) (12.5 to 25 mg, Studies RA-I, RA-IIT and RA-V) or
as monotherapy (Studies RA-II and RA-V) or with other disease-modifying anti-rheumatic drugs (DMARDs)
(Study RA-IV).

Study RA-I evaluated 271 patients who had failed therapy with at least one but no more than four DMARDs
and had inadequate response to MTX. Doses of 20, 40 or 80 mg of adalimumab or placebo were given every
other week for 24 weeks.

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

Study RA-III evaluated 619 patients who had an inadequate response to MTX. Patients received placebo, 40 mg
of adalimumab every other week with placebo injections on alternate weeks, or 20 mg of adalimumab weekly
for up to 52 weeks. Study RA-III had an 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 for up to 5
years.

Study RA-IV assessed safety in 636 patients who were either DMARD-naive or were permitted to remain on
their pre-existing rheumatologic therapy provided that therapy was stable for a minimum of 28 days. Patients
were randomized to 40 mg of adalimumab or placebo every other week 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 mg every other week or adalimumab/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 percent of adalimumab treated patients achieving ACR 20, 50 and 70 responses in Studies RA-II and III are
shown in Table 2.
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Table 2. ACR Responses in Studies RA-II and RA-III (Percent of Patients)'

Study RA-II Study RA-III
Monotherapy Methotrexate Combination
(26 weeks) (24 and 52 weeks)
Response Placebo Adalimumab | Adalimumab | Placebo/MTX | Adalimumab/MTX
40 mg every 40 mg 40 mg every
weekly
other week other week
N=110 N=113 N=103 N=200 N=207
ACR20
Month 6 19% 46%* 53%* 30% 63%*
Month 12 NA NA NA 24% 59%*
ACRS0
Month 6 8% 22%* 35%* 10% 39%*
Month 12 NA NA NA 10% 42%*
ACR70
Month 6 2% 12%* 18%* 3% 21%*
Month 12 NA NA NA 5% 23%*
* p<0.01, adalimumab Vvs. placebo

The results of Study RA-I were similar to Study RA-III; patients receiving adalimumab 40 mg every other week

in Study RA-I also achieved ACR 20, 50 and 70 response rates of 65%, 52% and 24%, respectively, compared

to placebo responses of 13%, 7% and 3% respectively, at 6 months (p<0.01).

The results of the components of the ACR response criteria for Studies RA-II and RA-III are shown in Table 3.
ACR response rates and improvement in all components of ACR response were maintained to week 104. Over
the 2 years in Study RA-III, 20% of adalimumab patients receiving 40 mg every other week achieved a major
clinical response, defined as maintenance of an ACR 70 response over a 6-month period. ACR responses were
maintained in similar proportions of patients for up to 5 years with continuous adalimumab treatment in the

open-label portion of Study RA-III.
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Table 3. Components of ACR Response in Studies RA-II and RA-IIT'

Study RA-II Study RA-III
Parameter (median) Placebo Adalimumab? Placebo/MTX Adalimumab?/MTX
N=110 N=113 N=200 N=207
Baseline | Wk | Baseline | Wk | Baseline WKk Baseline Wk
26 26 24 24

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)
Physician global 7.0 6.1 6.6 3.7* 6.3 3.5 6.5 2.0%
assessment”
Patient global 7.5 6.3 7.5 4.5% 5.4 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 1.9 1.9 1.5% 1.5 1.3 1.5 0.8%*
(HAQ)*
CRP (mg/dL) 3.9 4.3 4.6 1.8% 1.0 0.9 1.0 0.4%*
240 mg adalimumab administered every other week
®Visual analogue scale; 0 best, 10 worst
“Disability Index of the Health Assessment Questionnaire; 0 best, 3 worst, measures the
patient’s ability to perform the following: dress/groom, arise, eat, walk, reach, grip, maintain
hygiene, and maintain daily activity
* p<0.001, adalimumab vs. placebo, based on mean change from baseline

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

In Study RA-III, 85% of patients with ACR 20 responses at week 24 maintained the response at 52 weeks. The
time course of ACR 20 response for Study RA-I and Study RA-II were similar.

Figure 1. Study RA-III ACR 20 Responses over 52 Weeks
—— 40 mg every other week - - -O- - -Placebo

[N B @ o~
8 8 &§ 8 8 &
L L L 1L L 1

10 ~

Percent ACR20 Responders

0 8 16 24 %2 40 48
Time (Weeks)
In Study RA-IV, 53% of patients treated with adalimumab 40 mg every other week plus standard of care had an
ACR 20 response at week 24 compared to 35% on placebo plus standard of care (p<<0.001). No unique adverse
reactions related to the combination of adalimumab and other DMARDs were observed.
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In Study RA-V with MTX naive patients with recent onset RA, the combination treatment with 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 4).

Table 4. ACR Response in Study RA-V (Percent of Patients)

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

ACR20

Week 52 63% 54% 73%

Week 104 56% 49% 69%
ACRS0

Week 52 46% 41% 62%

Week 104 43% 37% 59%
ACR70

Week 52 27% 26% 46%

Week 104 28% 28% 47%
Major Clinical Response® 28% 25% 49%
# Major clinical response is defined as achieving an ACR70 response for a continuous six month
period
b p<0.05, adalimumab/MTX vs. MTX for ACR 20
p<0.001, adalimumab/MTX vs. MTX for ACR 50 and 70, and Major Clinical Response
¢ p<0.001, adalimumab/MTX vs. adalimumab

At Week 52, all individual components of the ACR response criteria for Study RA-V improved in the
adalimumab/MTX group and improvements were maintained to Week 104.

Radiographic Response

In Study RA-III, structural joint damage was assessed radiographically and expressed as change in Total Sharp
Score (TSS) and its components, the erosion score and Joint Space Narrowing (JSN) score, at month 12

compared to baseline. At baseline, the median TSS was approximately 55 in the placebo and 40 mg every other

week groups. The results are shown in Table 5. Adalimumab/MTX treated patients demonstrated less
radiographic progression than patients receiving MTX alone at 52 weeks.
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Table S. Radiographic Mean Changes Over 12 Months in Study RA-IITI"

Placebo/MTX | Adalimumab/MTX Placebo/MTX- P-value**
40 mg every Adalimumab/
other week MTX (95% 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(0.3,14) 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-III, 77% of the original patients treated with any dose of adalimumab
were evaluated radiographically at 2 years. Patients maintained inhibition of structural damage, as measured by
the TSS. Fifty-four percent had no 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 mg adalimumab every other week have
been evaluated radiographically at 5 years. Patients had continued inhibition 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 assessed as in Study RA-III. Greater inhibition of radiographic
progression, as assessed by changes in TSS, erosion score and JSN was observed in the adalimumab/MTX
combination group as compared to either the MTX or adalimumab monotherapy group at Week 52 as well as at
Week 104 (see Table 6).

Table 6. Radiographic Mean Change® in Study RA-V

MTX ? Adalimumab P Adalimumab/MTX
N=257 N=274 N=268
52 Weeks | Total Sharp score | 5.7 (4.2,7.3) |3.0(1.7,4.3) 1.3(0.5,2.1)
Erosion score 3.7(2.7,48) |1.7(1.0,24) 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 Total Sharp score | 10.4 (7.7, 5.5(3.6,7.4) 1.9 (0.9, 2.9)
Weeks 13.2)
Erosion score 6.4(4.6,82) |3.0(2.0,4.0) 1.0 (0.4, 1.6)
JSN score 4.1(2.7,54) [2.61.53.7) 0.9 (0.3, 1.5)
* mean (95% confidence interval)
ap<0.001, adalimumab/MTX vs. MTX at 52 and 104 weeks and for adalimumab/MTX vs.
adalimumab at 104 weeks
b p<0.01, for adalimumab/MTX vs. adalimumab at 52 weeks

Physical Function Response

In studies RA-I through IV, adalimumab showed significantly greater improvement than placebo in the
disability index of Health Assessment Questionnaire (HAQ-DI) from baseline to the end of study, and
significantly greater improvement than placebo in 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-III, the mean (95% CI) improvement in HAQ-DI from baseline at week 52 was 0.60 (0.55, 0.65)
for the adalimumab patients and 0.25 (0.17, 0.33) for placebo/MTX (p<0.001) patients. Sixty-three percent of
adalimumab-treated patients achieved a 0.5 or greater improvement in HAQ-DI at week 52 in the double-blind
portion of the study. Eighty-two percent of these patients maintained that improvement through week 104 and a
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similar proportion of patients maintained this response through week 260 (5 years) of open-label treatment.
Mean improvement in the SF-36 was maintained through the end 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)
for the 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
The safety and efficacy of adalimumab was assessed in Study JIA-I in patients with active polyarticular juvenile
idiopathic arthritis (JIA).

Study JIA-I

The safety and efficacy of adalimumab were assessed in a multicenter, randomized, withdrawal, double-blind,
parallel-group study in 171 patients who 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 had to show signs of
active moderate or severe disease despite previous treatment with NSAIDs, analgesics, corticosteroids, or
DMARDS. Patients who received 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; up to 136 weeks), and an open-
label fixed dose phase (OLE-FD; 16 weeks). In the first three phases of the study, adalimumab was
administered based on body surface area at a dose of 24 mg/m, up to a maximum total body dose of 40 mg
subcutaneously (SC) every other week. 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 kg and with 40 mg of adalimumab SC every
other week if their weight was 30 kg or greater. Patients remained on stable doses of NSAIDs and or prednisone
(<0.2 mg/kg/day or 10 mg/day maximum).

Patients demonstrating a Pediatric ACR 30 response at the end of OL-LI phase were randomized into the double
blind (DB) phase of the study and received either 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 extension phase based
on the BSA regimen (OLE-BSA), before converting to a fixed dose regimen based on body weight (OLE-FD
phase).

Study JIA-I Clinical Response

At the end of the 16-week OL-LI phase, 94% of the patients in the MTX stratum and 74% of the patients in the
non-MTX stratum were Pediatric ACR 30 responders. In the DB phase significantly fewer patients who
received adalimumab experienced disease flare compared to placebo, both without MTX (43% vs. 71%) and
with MTX (37% vs. 65%). More patients treated with adalimumab continued to show pediatric ACR 30/50/70
responses 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 who received adalimumab throughout the study.

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
an open-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 had an inadequate response to NSAID therapy in one of the following forms: (1) distal
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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 of 313 patients) at enrollment (stable dose of <30 mg/week for >1 month)
could continue MTX at the same dose. Doses of adalimumab 40 mg or placebo every other week were
administered during the 24-week double-blind period of the study.

Compared to placebo, treatment with adalimumab resulted in improvements in the measures of disease activity
(see Tables 7 and 8). Among patients with PsA who received adalimumab, the clinical responses were apparent
in some patients at the 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 at baseline.

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 achieving a 75%
or 90% improvement in the PASI were 59% and 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 the time of the first visit (two weeks). Responses were similar in patients who were or were not
receiving concomitant MTX therapy at baseline.
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Table 7. ACR Response in Study PsA-I (Percent of Patients)'

Placebo Adalimumab”
N=162 N=151
ACR20
Week 12 14% 58%
Week 24 15% 57%
ACRS50
Week 12 4% 36%
Week 24 6% 39%
ACR70
Week 12 1% 20%
Week 24 1% 23%
* p<0.001 for all comparisons between adalimumab and placebo

Table 8. Components of Disease Activity in Study PsA-1I'

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 global assessment® 53.0 49.0 55.0 16.0
Patient global assessment® 49.5 49.0 48.0 20.0
Pain® 49.0 49.0 54.0 20.0
Disability index (HAQ)! 1.0 0.9 1.0 0.4
CRP (mg/dL)® 0.8 0.7 0.8 0.2
* p<0.001 for adalimumab vs. placebo comparisons based on median changes
aScale 0-78
bScale 0-76

“Visual analog scale; O=best, 100=worst

dDisability Index of the Health Assessment Questionnaire; 0=best, 3=worst; measures the
patient’s ability to perform the following: dress/groom, arise, eat, walk, reach, grip, maintain
hygiene, and maintain daily activity.

“Normal range: 0-0.287 mg/dL

Similar results were seen in an additional, 12-week study in 100 patients with moderate to severe psoriatic
arthritis who had suboptimal response to DMARD 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 feet were obtained at
baseline and Week 24 during the double-blind period when patients were on adalimumab or placebo and at
Week 48 when all patients were on open-label adalimumab. A modified Total Sharp Score (mTSS), which
included distal interphalangeal joints (i.e., not identical to the TSS used for rheumatoid arthritis), was used by
readers blinded to treatment group to assess the radiographs.

Adalimumab-treated patients demonstrated greater inhibition of radiographic progression compared to placebo-
treated patients and this effect was maintained at 48 weeks (see Table 9).

Table 9. Change in Modified Total Sharp Score in Psoriatic Arthritis

29

Reference ID: 4636419



Placebo Adalimumab
N=141 N=133
Week 24 Week 24 Week 48
Baseline mean 22.1 23.4 234
Mean Change + SD 0.9+3.1 0.1+1.7 -0.2+4.9

*<0.001 for the difference between adalimumab, 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
improvement from baseline in the HAQ-DI score (mean decreases of 47% and 49% at Weeks 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 baseline in the SF-36
Physical Component Summary score compared to patients treated with placebo, and no worsening in the SF-36
Mental Component Summary score. Improvement in physical function based on the HAQ-DI was maintained
for up to 84 weeks through the open-label portion of the study.

14.4 Ankylosing Spondylitis

The safety and efficacy of adalimumab 40 mg every 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 had an inadequate response to glucocorticoids, NSAIDs, analgesics, methotrexate or sulfasalazine. Active
AS was defined as patients who fulfilled at least two of the following three criteria: (1) a Bath AS disease
activity index (BASDALI) score >4 cm, (2) a visual analog score (VAS) for total back pain > 40 mm, and (3)
morning stiffness > 1 hour. The blinded period was followed by an open-label period during which patients
received adalimumab 40 mg every other week subcutaneously for up to an additional 28 weeks.

Improvement in measures of disease activity was first observed at Week 2 and maintained through 24 weeks as
shown in Figure 2 and Table 10.

Responses of patients with total spinal ankylosis (n=11) were similar to those without total ankylosis.
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Figure 2. ASAS 20 Response By Visit, Study AS-I'

- -©- - Placebo (N =107) —— Adalimumab (N = 208)
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At 12 weeks, the ASAS 20/50/70 responses were achieved by 58%, 38%, and 23%, respectively, of patients
receiving adalimumab, compared to 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-label adalimumab for up

to 52 weeks.

A greater proportion of patients treated with adalimumab (22%) achieved a low level of disease activity at 24
weeks (defined as a value <20 [on a scale of 0 to 100 mm] in each of the four ASAS response parameters)

compared to patients treated with placebo (6%).
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Table 10. 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 65 60 63 38
Activity®
Total back pain” 67 58 65 37
Inflammation®” 6.7 5.6 6.7 3.6
BASFI** 56 51 52 34
BASDAI“score” 6.3 5.5 6.3 3.7
BASMI® score” 4.2 4.1 3.8 33
Tragus to wall (cm) 15.9 15.8 15.8 15.4
Lumbar flexion (cm) 4.1 4.0 4.2 4.4
Cervical rotation (degrees) 42.2 42.1 48.4 51.6
Lumbar side flexion (cm) 8.9 9.0 9.7 11.7
Intermalleolar distance (cm) 92.9 94.0 93.5 100.8
CRP™ 2.2 2.0 1.8 0.6
 Percent of subjects with at least a 20% and 10-unit improvement measured on a Visual
Analog Scale (VAS) with 0 “none” and 100 “severe”
® mean of questions 5 and 6 of BASDAI (defined in ‘d’)
¢ Bath Ankylosing Spondylitis Functional Index
4 Bath Ankylosing Spondylitis Disease Activity Index
¢ Bath Ankylosing Spondylitis Metrology Index
fC-Reactive Protein (mg/dL)
" statistically significant for comparisons between adalimumab and placebo at Week 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) compared to placebo-treated patients at Week 24.

14.5 Adult Crohn’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) > 220 and < 450) in randomized,
double-blind, placebo-controlled studies. Concomitant stable doses of aminosalicylates, corticosteroids, and/or
immunomodulatory agents were permitted, and 79% of patients continued to receive at least one of these

medications.

Induction of clinical remission (defined as CDAI < 150) was evaluated in two studies. In Study CD-I, 299 TNF-
blocker naive patients were randomized to one of four treatment groups: the placebo group received placebo at
Weeks 0 and 2, the 160/80 group received 160 mg adalimumab at Week 0 and 80 mg at Week 2, the 8§0/40
group received 80 mg at Week 0 and 40 mg at Week 2, and the 40/20 group received 40 mg at Week 0 and 20
mg at Week 2. Clinical results were assessed at Week 4.
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In the second induction study, Study CD-II, 325 patients who had lost response to, or were intolerant to,
previous infliximab therapy were randomized to receive either 160 mg adalimumab at Week 0 and 80 mg at
Week 2, or placebo at Weeks 0 and 2. Clinical results were assessed at Week 4.

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

Induction of Clinical Remission

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

Table 11. Induction of Clinical Remission in Studies CD-I and CD-II (Percent of Patients)

CD-1 CD-II
Placebo Adalimumab Placebo Adalimumab
N=74 160/80 mg N=166 160/80 mg
N=76 N=159

Week 4
Clinical remission 12% 36% 7% 21%"
Clinical response 34% 58% 34% 52%"
Clinical remission is CDAI score < 150; clinical response is decrease in CDAI of at least 70
points.
*p<0.001 for adalimumab Vvs. placebo pairwise comparison of proportions
»p<0.01 for adalimumab Vs. placebo pairwise comparison of proportions

Maintenance of Clinical Remission

In Study CD-III at Week 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 who were in clinical response at Week 4
achieved clinical remission in the adalimumab 40 mg every other week maintenance group compared to patients
in the placebo maintenance group (see Table 12). The group that received adalimumab therapy every week did
not demonstrate significantly higher remission rates compared to the group that received adalimumab every
other week.
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Table 12. Maintenance of Clinical Remission in CD-III (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
Clinical remission 12% 36%*
Clinical response 18% 43%*
Clinical remission is CDAI score < 150; clinical response is decrease in CDAI of at least 70
points.
*p<0.001 for adalimumab vs. 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 remission for a 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 not result in
significantly more responses.

14.6  Ulcerative Colitis

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

Concomitant stable doses of aminosalicylates and immunosuppressants were permitted. In Studies UC-I and 11,
patients were receiving aminosalicylates (69%), corticosteroids (59%) and/or azathioprine or 6-MP (37%) at
baseline. In both studies, 92% of patients received at least one of these medications.

Induction of clinical remission (defined as Mayo score < 2 with no individual subscores > 1) at Week 8 was
evaluated in both studies. Clinical remission at Week 52 and sustained clinical remission (defined as clinical
remission at 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 three treatment groups for the
primary efficacy analysis. The placebo group received placebo at Weeks 0, 2, 4 and 6. The 160/80 group
received 160 mg adalimumab at Week 0 and 80 mg at Week 2, and the 80/40 group received 80 mg
adalimumab at Week 0 and 40 mg at Week 2. After Week 2, patients in both adalimumab treatment groups
received 40 mg every other week.

In Study UC-II, 518 patients were randomized to receive either adalimumab 160 mg at Week 0, 80 mg at Week
2, and 40 mg every other week starting at Week 4 through Week 50, or placebo starting at Week 0 and every
other week through Week 50. Corticosteroid taper was permitted starting at Week 8.

In both Studies UC-I and UC-II, a greater percentage of the patients treated with 160/80 mg of adalimumab
compared to patients treated with placebo achieved induction of clinical remission. In Study UC-II, a greater
percentage of the patients treated with 160/80 mg of adalimumab compared to patients treated with placebo
achieved sustained clinical remission (clinical remission at both Weeks 8 and 52) (Table 13).
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Table 13. Induction of Clinical Remission in Studies UC-I and UC-II and Sustained
Clinical Remission in Study UC-II (Percent of Patients)

8 and 52)

Remission at both Weeks

Study UC-I Study UC-II
Placebo | Adalimumab | Treatment Placebo | Adalimumab | Treatment
N=130 160/80 Difference N=246 160/80 Difference
mg (95% CI) mg (95% CI)
N=130 N=248
Induction of Clinical 9.2% 18.5% 9.3%* 9.3% 16.5% 7.2%*
Remission (Clinical (0.9%, (1.2%,
Remission at Week 8) 17.6%) 12.9%)
Sustained Clinical 4.4%*
Remission (Clinical N/A N/A N/A 4.1% 8.5% (0.1%, 8.6%)

Clinical remission is defined as Mayo score < 2 with no individual subscores > 1.
CI=Confidence interval
* p<0.05 for adalimumab Vs. 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-II, 17.3% (43/248) in the adalimumab group were in clinical remission at Week 52 compared to
8.5% (21/246) in the placebo group (treatment difference: 8.8%; 95% confidence interval (CI): [2.8%, 14.5%];

p<0.05).

In the subgroup of patients in Study UC-II with prior TNF-blocker use, the treatment difference for induction of
clinical remission appeared to be lower than that seen in the whole study population, and the treatment
differences for sustained clinical remission and clinical remission at Week 52 appeared to be similar to those
seen in the whole study population. The subgroup of patients with prior TNF-blocker use achieved induction of
clinical remission at 9% (9/98) in the adalimumab group versus 7% (7/101) in the placebo group, and sustained
clinical remission at 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 placebo group.

14.7 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 or adalimumab at an
initial dose of 80 mg at Week 0 followed by a dose of 40 mg every other week starting at Week 1. After 16
weeks of therapy, subjects who achieved at least a PASI 75 response at Week 16, defined as a PASI score
improvement of at least 75% relative to baseline, entered period B and received open-label 40 mg adalimumab
every other week. After 17 weeks of open label therapy, subjects who maintained at least a PASI 75 response at
Week 33 and were originally randomized to active therapy in period A were re-randomized in period C to
receive 40 mg adalimumab every other week or placebo for an additional 19 weeks. Across all treatment groups
the mean baseline PASI score was 19 and the baseline Physician’s Global Assessment score ranged from
“moderate” (53%) to “severe” (41%) to “very severe” (6%).
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Study Ps-II evaluated 99 subjects randomized to adalimumab and 48 subjects randomized to placebo with
chronic plaque psoriasis with >10% BSA involvement and PASI >12. Subjects received placebo, or an initial
dose of 80 mg adalimumab at Week 0 followed by 40 mg every other week starting at Week 1 for 16 weeks.
Across all treatment groups the mean baseline PASI score was 21 and the baseline PGA score ranged from
“moderate” (41%) to “severe” (51%) to “very severe” (8%).

Studies Ps-I and II evaluated the proportion of subjects who achieved “clear” or “minimal” disease on the 6-
point PGA scale and the proportion of subjects who achieved a reduction in PASI score of at least 75% (PASI
75) from baseline at Week 16 (see Table 14 and 15).

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

Table 14. Efficacy Results at 16 Weeks in Study Ps-I Number of Subjects (%)

Adalimumab 40 mg every other week Placebo

N 814 N 398

PGA: Clear or minimal* 506 (62%) 17 (4%)

PASI 75 578 (711%) 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
normal skin, plus or minus surface dryness with some white coloration, plus or minus up to red
coloration
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Table 15. Efficacy Results at 16 Weeks in Study Ps-II Number of Subjects (%)’

Adalimumab 40 mg every other week Placebo

N 99 N 48

PGA: Clear or minimal* 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 plaque above
normal skin, plus or minus surface dryness with some white coloration, plus or minus up to red
coloration

Additionally, in Study Ps-I, subjects on adalimumab who maintained a PASI 75 were re-randomized to
adalimumab (N 250) or placebo (N 240) at Week 33. After 52 weeks of treatment with adalimumab, more
subjects on adalimumab maintained efficacy when compared to subjects who were re-randomized to placebo
based on maintenance of PGA of “clear” or “minimal” disease (68% Vs. 28%) or a PASI 75 (79% vs. 43%).

A total of 347 stable responders participated in a withdrawal and retreatment evaluation in an open-label
extension study. Median time 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. A total of 178 subjects who relapsed re-initiated treatment with 80 mg of adalimumab, then 40 mg
every other week beginning at week 1. At week 16, 69% (123/178) of subjects had a response of PGA “clear”
or “minimal”.

A randomized, double-blind study (Study Ps-III) compared the efficacy and safety of adalimumab versus
placebo in 217 adult subjects. Subjects in the study had to have chronic plaque psoriasis of at least moderate
severity on the PGA scale, fingernail involvement of at least moderate severity on a 5-point Physician’s Global
Assessment of Fingernail Psoriasis (PGA-F) scale, a Modified Nail Psoriasis Severity Index (mNAPSI) score
for the target-fingernail of > 8, and either a BSA involvement of at least 10% or a BSA involvement of at least
5% with a total mNAPSI score for all fingernails of > 20. Subjects received an initial dose of 80 mg
adalimumab followed by 40 mg every other week (starting one week after the initial dose) or placebo for 26
weeks followed by open-label adalimumab treatment for an additional 26 weeks. This study evaluated the
proportion of subjects who achieved “clear” or “minimal” assessment with at least a 2-grade improvement on
the PGA-F scale and the proportion of subjects who achieved at least a 75% improvement from baseline in the
mNAPSI score (nMNAPSI 75) at Week 26.

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 16).
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Table 16. Efficacy Results at 26 Weeks'

Endpoint Adalimumab 40 mg
every other week* Placebo
N=109 N=108
PGA-F: >2-grade improvement and
clear or minimal 49% 7%
mNAPSI 75 47% 3%

*Subjects received 80 mg of adalimumab at Week 0, followed by 40 mg every other week starting at Week 1.
Nail pain was also evaluated and improvement in nail pain was observed in Study Ps-III.

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

16 HOW SUPPLIED/STORAGE AND HANDLING

HULIO® (adalimumab-fkjp) injection is supplied as a preservative-free, sterile, clear to slightly opalescent and
colorless to pale brownish-yellow solution for subcutaneous administration. The following packaging
configurations are available:

HULIO Prefilled Syringe Carton - 20 mg/0.4 mL
HULIO is supplied in a carton containing two alcohol preps and two dose trays. Each dose tray consists of a
single-dose, 1 mL pre-filled plastic syringe with a fixed 29 gauge thin wall, /2 inch needle, providing 20
mg/0.4 mL of HULIO. The NDC number is 0378-1248-02.

HULIO Prefilled Syringe Carton - 40 mg/0.8 mL
HULIO is supplied in a carton containing two alcohol preps and two dose trays. Each dose tray consists of a

single-dose, 1 mL prefilled plastic syringe with a fixed 29 gauge thin wall, % inch needle, providing 40
mg/0.8 mL of HULIO. The NDC number is 0378-2140-02.

HULIO Prefilled Pen Carton - 40 mg/0.8 mL
HULIO is supplied in a carton containing two alcohol preps and two dose trays. Each dose tray consists of a
single-dose pen, containing a 1 mL prefilled plastic syringe with a fixed 29 gauge thin wall, 2 inch needle,
providing 40 mg/0.8 mL of HULIO. The NDC number is 0378-0946-02.

Storage and Stability
Do not use beyond the expiration date on the container. HULIO must be refrigerated at 36°F to
46°F (2°C to 8°C). DO NOT FREEZE. Do not use if frozen even if it has been thawed.

Store in original carton until time of administration to protect from light.

If needed, for example when traveling, HULIO may be stored at room temperature up to a
maximum of 77°F (25°C) for a period of up to 14 days, with protection from light. HULIO
should be discarded if not used within the 14-day period. Record the date when HULIO is first
removed from the refrigerator in the spaces provided on the carton and dose tray.

Do not store HULIO in extreme heat or cold.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide and Instructions for Use).
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Patient Counseling

Provide the HULIO “Medication Guide” to patients or their caregivers, and provide them an
opportunity to read it and ask questions prior to initiation of therapy and prior to each time the
prescription is renewed. If patients develop signs and symptoms of infection, instruct them to
seek medical evaluation immediately.

Advise patients of the potential benefits and risks of HULIO.
* Infections
Inform patients that HULIO may lower the ability of their immune system to fight infections. Instruct
patients of the importance of contacting their healthcare provider if they develop any symptoms of infection,
including tuberculosis, invasive fungal infections, and reactivation of hepatitis B virus infections.

* Malignancies'
Counsel patients about the risk of malignancies while receiving HULIO.'

* Allergic Reactions
Advise patients to seek immediate medical attention if they experience any symptoms of severe allergic
reactions.

* Other Medical Conditions

Advise patients to report any signs of new or worsening medical conditions such as congestive heart failure,
neurological disease, autoimmune disorders, or cytopenias. Advise patients to report any symptoms
suggestive of a cytopenia such as bruising, bleeding, or persistent fever.

Instructions on Injection Technique

Inform patients that the first injection is to be performed under the supervision of a qualified health care
professional. If a patient or caregiver is to administer HULIO, instruct them in injection techniques and assess
their ability to inject subcutaneously to ensure the proper administration of HULIO [see Instructions for Use].

For patients who will use the HULIO Pen, tell them that they:

e Will hear two "clicks" during the Hulio injection. The first ‘click” means the start of injection and
second ‘click’ means the end of injection.

e To start injection, push the Pen body down. Continue holding down after hearing the first ‘click’.

e In the viewing window, the orange indicator will advance to show the progress of the injection.

e When injection has finished, there will be a second ‘click’ and the ‘Orange Indicator’ will completely
block the viewing window.

Instruct patients to dispose of their used needles and syringes or used Pen in an FDA-cleared sharps disposal
container immediately after use. Instruct patients not to dispose of loose needles and syringes or Pen in
their household trash. Instruct patients that if they do not have an FDA-cleared sharps disposal container, they
may use a household container that is made of a heavy-duty plastic, can be closed with a tight-fitting and
puncture-resistant lid without sharps being able to come out, upright and stable during use, leak-resistant, and
properly labeled to warn of hazardous waste inside the container.

Instruct patients that when their sharps disposal container is almost full, 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
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syringes. Refer patients to the FDA’s website at http://www.fda.gov/safesharpsdisposal for more
information about safe sharps disposal, and for specific information about sharps disposal in the
state that they live in.

Instruct patients not to dispose of their used sharps disposal container in their household
trash unless their community guidelines permit this. Instruct patients not to recycle their
used sharps disposal container.
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MEDICATION GUIDE
HULIO®(hue' lee oh)
(adalimumab-fkjp)
injection, for subcutaneous use

Read the Medication Guide that comes with HULIO before you start taking it and each time
you get a refill. There may be new information. This Medication Guide does not take the place
of talking with your healthcare provider about your medical condition or treatment.

What is the most important information I should know about HULIO?
HULIO is a medicine that affects your immune system. HULIO 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 Your healthcare provider should test you for TB before starting HULIO.

e  Your healthcare provider should check you closely for signs and symptoms of TB during

treatment with HULIO.

You should not start taking HULIO if you have any kind of infection unless your healthcare
provider says it is okay.
Before starting HULIO, tell your healthcare provider if you:

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

0 fever, sweats, or chills 0 warm, red, or painful skin or sores
0 muscle aches on your body

0 cough 0 diarrhea or stomach pain

0 shortness of breath O burning when you urinate or urinate
0 blood in phlegm more often than normal

o feel very tired
0 weight loss

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 born in, lived in, or traveled to countries where there is more risk for getting TB.
Ask your healthcare provider if you are not sure.

e live or have 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 HULIO. Ask your healthcare provider 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 use the medicine ORENCIA® (abatacept), KINERET® (anakinra), RITUXAN®
(rituximab), IMURAN® (azathioprine), or PURINETHOL® (6-mercaptopurine, 6-MP).

e are scheduled to have major surgery

After starting HULIO, call your healthcare provider right away if you have an infection,
or any sign of an infection.

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

Cancer

e For children and adults taking TNF-blockers, including HULIO, the chances of getting
cancer may increase.

e There have been cases of unusual cancers in children, teenagers, and young adults using

TNF-blockers.
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e People with theumatoid arthritis (RA), especially more serious RA, may have a higher
chance for getting a kind of cancer called lymphoma.

e Ifyou use TNF blockers including HULIO 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 healthcare provider if you
have a bump or open sore that does not heal.

e Some people receiving TNFblockers including HULIO 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 HULIO?
HULIO is a medicine called a Tumor Necrosis Factor (TNF) blocker. HULIO is used:

e To reduce the signs and symptoms of:

0 moderate to severe rheumatoid arthritis (RA) in adults. HULIO can be used alone,
with methotrexate, or with certain other medicines.

0 moderate to severe polyarticular juvenile idiopathic arthritis (JIA) in children 4
years and older. HULIO can be used alone, with methotrexate, or with certain other
medicines.

O psoriatic arthritis (PsA) in adults. HULIO can be used alone or with certain other
medicines.

0 ankylosing spondylitis (AS) in adults.

0 moderate to severe Crohn’s disease (CD) in adults when other treatments have not
worked well enough.

e In adults, to help get moderate to severe ulcerative colitis (UC) under control (induce
remission) and keep it under control (sustain remission) when certain other medicines have
not worked well enough. It is not known if adalimumab products are effective in people
who stopped responding to or could not tolerate TNF-blocker medicines.

e To treat moderate to severe chronic (lasting a long 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 healthcare provider before taking HULIO?
HULIO may not be right for you. Before starting HULIO, tell your healthcare provider about
all of your health conditions, including if you:

e have an infection. See “What is the most important information I should know about
HULIO?”

e have or have had cancer.

e have any numbness or tingling or have a disease that affects your nervous system such as
multiple sclerosis or Guillain-Barré syndrome.

e have or had heart failure.

e have recently received or are scheduled to receive a vaccine. You may receive vaccines,
except for live vaccines while using HULIO. Children should be brought up to date with
all vaccines before starting HULIO.

e are allergic to HULIO or to any of its ingredients. See the end of this Medication Guide
for a list of ingredients in HULIO.

e are pregnant or plan to become pregnant, breastfeeding or plan to breastfeed. You and
your healthcare provider should decide if you should take HULIO while you are pregnant
or breastfeeding.

e have a baby and you were using HULIO during your pregnancy. Tell your baby’s
healthcare provider before your baby receives any vaccines.

Tell your healthcare provider about all the medicines you take, including prescription and
over-the-counter medicines, vitamins, and herbal supplements.
Especially tell your healthcare provider if you use:
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e ORENCIA® (abatacept), KINERET® (anakinra), REMICADE® (infliximab),
ENBREL®(etanercept), CIMZIA® (certolizumab pegol) or SIMPONI® (golimumab),
because you should not use HULIO while you are also using one of these medicines.

e RITUXAN® (rituximab). Your healthcare provider may not want to give you HULIO if
you have received RITUXAN® (rituximab) recently.

e IMURAN® (azathioprine) or PURINETHOL® (6-mercaptopurine, 6-MP).

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

How should I take HULIO?

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

e See the Instructions for Use inside the carton for complete instructions for the right way
to prepare and inject HULIO.

e Make sure you have been shown how to inject HULIO before you do it yourself. You can
call your healthcare provider or 1-800-796-9526 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 HULIO.

¢ Do not try to inject HULIO yourself until you have been shown the right way to give the
injections. If your healthcare provider decides that you or a caregiver may be able to give
your injections of HULIO at home, you should receive training on the right way to prepare
and inject HULIO.

e Do not miss any doses of HULIO unless your healthcare provider says it is okay. If you
forget to take HULIO, 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 HULIO, call your healthcare provider or pharmacist.

e If you take more HULIO than you were told to take, call your healthcare provider.

What are the possible side effects of HULIO?

HULIO can cause serious side effects, including:

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

e Serious Infections.

Your healthcare provider will examine you for TB and perform a test to see if you have
TB. If your healthcare provider feels that you are at risk for TB, you may be treated with
medicine for TB before you begin treatment with HULIO and during treatment with
HULIO. Even if your TB test is negative your healthcare provider should carefully
monitor you for TB infections while you are taking HULIO. People who had a negative
TB skin test before receiving adalimumab products have developed active TB. Tell your
healthcare provider if you have any of the following symptoms while taking or after

taking HULIO:
0 cough that does not go away 0 weight loss
0 low grade fever 0 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 HULIO. Your healthcare provider should do blood tests
before you start treatment, while you are using HULIO, and for several months after you
stop treatment with HULIO. Tell your healthcare provider if you have any of the
following symptoms of a possible hepatitis B infection:

0 muscle aches 0 clay-colored bowel movements
o feel very tired o fever

0 dark urine 0 chills

0 skin or eyes look yellow 0 stomach discomfort

o little or no appetite o0 skinrash

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

O hives o0 swelling of your face, eyes, lips or mouth
0 trouble breathing

o Nervous system problems. Signs and symptoms of a nervous system problem include:
numbness 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.

e New heart failure or worsening of heart failure you already have. Call your
healthcare provider
right away if you get new worsening symptoms of heart failure while taking HULIO,
including:

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

e Immune reactions including a lupus-like syndrome. Symptoms include chest
discomfort or pain that does not go away, shortness of breath, joint pain, or a rash on
your cheeks or arms that gets worse in the sun. Symptoms may improve when you stop
HULIO.

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

o feel very tired 0 skin or eyes look yellow
O poor appetite or vomiting O pain on 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 healthcare provider if you develop red scaly patches
or raised bumps that are filled with pus. Your healthcare provider may decide to stop
your treatment with HULIO.

Call your healthcare provider or get medical care right away if you develop any of the

above

symptoms. Your treatment with HULIO may be stopped.

Common side effects with HULIO include:

e injection site reactions: redness, rash, swelling, itching, or bruising. These symptoms

usually will go away within a few days. Call your healthcare provider 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).'

e  headaches.'

e rash.

These are not all the possible side effects with HULIO. Tell your healthcare provider if you
have any side

effect that bothers you or that does not go away. Ask your healthcare provider or pharmacist
for more

information.

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

How should I store HULIO?
e Store HULIO in the refrigerator at 36°F to 46°F (2°C to 8°C). Store HULIO in the
original carton until use to protect it from light.
e Do not freeze HULIO. Do not use HULIO if frozen, even if it has been thawed.
Refrigerated HULIO may be used until the expiration date printed on the HULIO carton,
dose tray, Pen or prefilled syringe. Do not use HULIO after the expiration date.
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e Ifneeded, for example when you are traveling, you may also store HULIO at room
temperature up to 77°F (25°C) for up to 14 days. Store HULIO in the original carton
until use to protect it from light.

e  Throw away HULIO if it has been kept at room temperature and not been used within 14
days.

e Record the date you first remove HULIO from the refrigerator in the spaces provided on
the carton and dose tray.

e Do not store HULIO in extreme heat or cold.

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

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

General information about the safe and effective use of HULIO.

Medicines are sometimes prescribed for purposes other than those listed in a Medication
Guide. Do not use HULIO for a condition for which it was not prescribed. Do not give
HULIO to other people, even if they have the same condition. It may harm them.

This Medication Guide summarizes the most important information about HULIO. If you
would like more information, talk with your healthcare provider. You can ask your pharmacist
or healthcare provider for information about HULIO that is written for health professionals.
For more information go to www.HULIO.com or you can enroll in a patient support program
by calling 1-800-796-9526.

What are the ingredients in HULIO?

Active ingredient: adalimumab-fkjp

HULIO Pen 40 mg/0.8 mL, HULIO 40 mg/0.8 mL prefilled syringe, HULIO 20 mg/0.4 mL
prefilled syringe.

Inactive ingredients: methionine, monosodium glutamate, polysorbate 80, sorbitol and Water
for Injection, USP. Hydrochloric acid is added as necessary to adjust pH.

Manufactured by and for: Mylan Pharmaceuticals Inc., Morgantown, WV 26505 U.S.A.
Product of Japan

U.S. License Number 2210

This Medication Guide has been approved by the U S Food and Drug Administration Issued: 07/2020
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INSTRUCTIONS FOR USE

% H u I i 0” (hue' lee oh)
(adalimumab-fkjp) Injection

for subcutaneous use
20 mg/0.4 mL and 40 mg/0.8 mL
Single-Dose Prefilled Syringe

For subcutaneous (under the skin) use only

Read these instructions carefully before using your Syringe. This information does
not replace talking to your healthcare provider about your medical condition and your
treatment.

Do not try to inject HULIO yourself until you have been shown the right way to give the
injections and have read and understand this Instructions for Use. If your healthcare
provider decides that you or a caregiver may be able to give your injections of HULIO at
home, you should receive training on the right way to prepare and inject HULIO. It is
important that you read, understand, and follow these instructions so that you inject
HULIO the right way. It is also important to talk to your healthcare provider to be sure
you understand your HULIO dosing instructions. To help you remember when to inject
HULIO, you can mark your calendar ahead of time. Call your healthcare provider if you
or your caregiver has any questions about the right way to inject HULIO.

For Questions or Assistance, Call Mylan at 1-877-446-3679 (1-877-4-INFO-RX)

Dosage:
HULIO Prefilled Syringe is for single dose (1-time) use only.

Important:

* Do not use HULIO if frozen, even if it has been thawed.

* Do not uncap your HULIO Prefilled Syringe until you are ready to inject and will not be
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interrupted.

* Do not recap. Recapping your HULIO Prefilled Syringe can damage the needle.

Parts of the HULIO Prefilled Syringe (Syringe)
See Figure A

Needle Safety Feature
(inside, activates after syringe is used.)

HULIO Prefilled Syringe comes
in different amounts.
j Your syringe should match
T N a prescription.

Fill Marker

Medicine

S~
=8
S8
gl'-'
&9

40 mg/0.8 mi. Syringe

-<—— Strength & .
Expiration Date B "_‘_l : |
(strength shown here may -

be different than yours.)

It

Needle Cap —— =
Do not uncap until you
are ready to inject and
will not be interrupted.

Storing and Handling the Syringe

e Store Syringe in a refrigerator between 36°F to 46°F (2°C to 8°C) in its original

carton.
e Refrigerated HULIO may be used until the expiration date.

e Do not freeze the Syringe.
e Do not expose the Syringe to extreme heat or cold, such as a hot car, or a freezing

car overnight.
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If needed, for example when traveling, HULIO may be stored at room temperature up to
77°F (25°C) for a period of up to 14 days, with protection from light. Discard (throw
away) HULIO if not used within the 14-day period. Record the date on the carton and
dose tray when HULIO is first removed from the refrigerator.

e Protect from light.

e Take care not to drop or crush.

e Do not use if the Syringe is damaged or broken.

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

Gather Supplies for Injection

Find a quiet area with a well-lit, clean and flat work surface and gather all the supplies
you will need to give yourself or receive an injection.

Supplies you will need:
Included in the HULIO carton
e 1 Syringe
(taken from refrigerator 30 minutes prior to intended injection time to allow
Syringe to reach room temperature)
e 1 alcohol prep
Not included in HULIO carton
o 1 FDA-cleared sharps disposal container or puncture resistant container (See
‘How should | dispose of the used HULIO Prefilled Syringe and Needle
Cap?” Section in Step 6 at the end of this Instructions for Use.)
e 1 gauze pad or cotton ball

If you do not have all the supplies you need to give yourself an injection, visit or call
your local pharmacist.

Preparing the Syringe

Remove Syringe from refrigerator 30 minutes before using.
e Make sure the name HULIO appears on the Syringe label.
e Check the expiration date printed on the Syringe (See Figure B).

Reference ID: 4636419



e Do not use the Syringe past the expiration date.

e Check that the Syringe has not been frozen or left in direct sunlight.

e Let the Syringe reach room temperature.

¢ Do not use external heat sources such as hot water, direct sunlight, or
microwave to warm the Syringe.

e Do not put the Syringe back in the refrigerator after it has reached room
temperature.

EXP: MMM YYYY
LOT: 0000000

UL G U

Check the Viewing Window to make sure:
* Medicine is at or near the Fill Marker. You may need to shake gently to see liquid.
* Medicine is clear and colorless to pale brownish-yellow (See Figure C).

Fill Marker

— Medicine

[t is normal to see
one or more
bubbles.

Do not use the Syringe if medicine is not near the Fill Marker. Use another Syringe or
contact your healthcare provider.

Do not use the Syringe if it is cloudy, discolored, or has particles in it.

Choosing and Preparing Injection Site
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Your healthcare provider should show you proper injection site techniques.
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ABDOMEN

stay 2 inches
away from
belly button

Recommended subcutaneous (under the skin)

injection sites are:

O the front of the thighs, or

O the abdomen (belly)

O Do not use area within 2 inches
of belly button (See Figure D).

You should rotate and change your injection
site each time you give an injection.

Stay at least 1 inch from a previous site used.

Do not inject into areas where the skin is tender,
bruised, red, hard, scarred or has stretch marks.

If you have psoriasis, do not inject into any raised,

thick, red, or scaly skin patches or lesions.

Instructions
Continued

Unfold
Completely
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e Do not inject through clothes. Roll back any
clothing that may get in the way of the injection site.

e Wash your hands with soap and water.
¢ Wipe the chosen injection site using a circular
motion with an alcohol prep.

Wait for it to dry on its own, do not fan or blow dry.

e Do not touch this injection site again before
receiving your injection.

Giving the Injection

Caution: Injection process must be completed without interruption.
Read all steps first before beginning injection.

Step 1

Uncap

e Pull straight on the Needle Cap to uncap Syringe (See Figure E). Do not
twist.

e A few drops of liquid may come out of the needle, this is normal.

e Itis normal to see one or more air bubble(s).
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Throw away the Needle Cap in an FDA-cleared sharps container or puncture
resistant container (See “How should | dispose of the used HULIO Prefilled
Syringe and Needle Cap” in Step 6). Do not put your protective clear cap in the
household trash.

Caution:

Do not recap Syringe.

Do not remove air bubble(s).

Do not pull back on the Plunger at any time.

Do not touch the needle with your fingers or let the needle touch anything.
Do not use Syringe if dropped after uncapping.

Step 2

Squeeze and Hold Injection Site

The thigh injection site is shown here (See Figure F). Perform these steps the same
way for abdomen (belly) injection sites.

Squeeze Site

"

Abdomen or Thighs

Squeeze the injection site to create a raised area, and hold that area firmly
until the injection is complete.

See “Choosing and Preparing Injection Site” or talk to your healthcare
provider for injection site assistance.

Step 3
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Insert Needle Into Site

45

At a 45° angle to the injection site, with your other hand use a quick dart-like
motion to insert the needle into the site (See Figure G).

Be careful to insert the needle so that it will not inject into your fingers holding the
injection site.

Step 4

Inject Medicine

P

After the needle is in, let go of squeezing the injection site.

Reference ID: 4636419



Slowly push the plunger all the way down with your thumb until all the medicine
is injected and the Syringe is empty (See Figure H). If the plunger is not pressed all
the way down the Needle Safety Feature will not activate afterwards to cover the
needle.

Do not move, twist, or rotate Syringe during injection.

Step 5

End of Injection, Remove Syringe

Pull the Syringe away from the injection site, then release your thumb from the
plunger. The needle will retract and the Needle Safety Feature will cover the needle
(See Figure I).

Caution: If the needle did not retract or you do not think you received the full dose,
contact your healthcare provider for assistance.

If the needle does not retract, carefully place the Syringe into a sharps or puncture
resistant container to avoid injury.

e There may be a small amount of liquid on the injection site. This is normal. If
slight bleeding occurs from the injection site, press a gauze pad or cotton ball
lightly against the site for a few seconds.

e Do not rub the injection site.

Dispose of the HULIO Syringe and Needle Cap
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Put the used Syringe and Needle Cap in an FDA-cleared sharps disposal container or
puncture resistant container to avoid injury (See “How should | dispose of the used
HULIO Prefilled Syringe and Needle Cap?” in Step 6).

Syringe is for single-dose only.
Do not reuse the Syringe even if all of the medicine was not injected.
Do not try to recap the needle as it could lead to a needle stick injury.

Step 6

How should | dispose of the used HULIO Prefilled Syringe and Needle Cap?

e Put your used Syringe and Needle Cap in an FDA-cleared sharps disposal
container right away after use.

e Do not throw away (dispose of) Syringe or Needle Cap in your 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,

* leak-resistant, and

* 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 guidelines for 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 recycle your used sharps disposal container.

Step 7
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Write down the date you received your injection and the injection site used in the
injection diary.

Injection Diary

Date Injection Site Used

Customer Service
For Questions or Assistance,
Call

Mylan at 1-877-446-3679 (1-877-4-INFO-RX)

The brands listed are trademarks of their respective owners.

HULIO® is a registered trademark of Fuijifilm Kyowa Kirin Biologics Co., Ltd., licensed to
the Mylan companies.

Copyright © 2020 Mylan Inc. All rights reserved.

mMMylan®

Manufactured by and for:
Mylan Pharmaceuticals Inc.
Morgantown, WV 26505 U.S.A.
U.S. License No. 2210

Product of Japan

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

Issued: 07/2020
PCI:ADAL:IFUS:RX3
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INSTRUCTIONS FOR USE

P Hulio PEN (e’ tee on)
(adalimumab-fkjp) injection

for subcutaneous use
40 mg/0.8 mL
Single-Dose Prefilled Pen

For subcutaneous (under the skin) use only

Read these instructions carefully before using your Pen. This information does not
replace talking to your healthcare provider about your medical condition and your
treatment.

Do not try to inject HULIO yourself until you have been shown the right way to give the
injections and have read and understand this Instructions for Use. If your healthcare
provider decides that you or a caregiver may be able to give your injections of HULIO at
home, you should receive training on the right way to prepare and inject HULIO. It is
important that you read, understand, and follow these instructions so that you inject
HULIO the right way. It is also important to talk to your healthcare provider to be sure
you understand your HULIO dosing instructions. To help you remember when to inject
HULIO, you can mark your calendar ahead of time. Call your healthcare provider if you
or your caregiver has any questions about the right way to inject HULIO.

For Questions or Assistance, Call Mylan at 1-877-446-3679 (1-877-4-INFO-RX)

Caution:
Never put your thumb, fingers, or hand over the
orange activator after cap is removed. Never press
or push the Orange Activator with your thumb,
fingers, or hand. The Orange Activator is where
the needle comes out. If accidental injection to
your fingers or hands occurs, apply first-aid and
either call your healthcare provider or go to the
nearest hospital emergency room if needed.

Dosage:
HULIO PEN is for single dose (1-time) use only.
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Important:

Do not use HULIO if frozen, even if it has been thawed.

Do not uncap your HULIO PEN until you are ready to inject
and will not be interrupted.

Do not recap. Recapping your HULIO PEN can damage
the needle.

A loud “click” will occur when the Orange Activator is
pressed down to deliver your dose of HULIO.

* You must practice injecting with your healthcare provider
or nurse so that you are not surprised by this “click” sound
when you give yourself injections.

* This 1st “click” sound means the start of the injection.

* You will know that the injection has finished when all
three of these have occurred:

e A 2nd “click” was heard, and

e Orange Indicator has stopped and completely
blocked the Viewing Window, and

e 10 seconds has passed.

Parts of the HULIO PEN
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See Figure A |

=

(adalimumab-fkjp) injection

P

Medicine

.| Viewing
q Window

Orange Activator i
(needle inside)

| Small Inner
. Gray Cap

Orange Indicator
(inside barrel)
®-— Fill Marker
o'

Do not uncap

until you are
ready to inject . Protective
and will not be Clear Cap
interrupted. S

Storing and Handling the HULIO PEN

e Store Pen in a refrigerator between 36°F to 46°F (2°C to 8°C) in its
original carton.

o Refrigerated HULIO may be used until the expiration date.

e Do not freeze the Pen.

¢ Do not expose the Pen to extreme heat or cold, such as a hot car, or a
freezing car overnight.

If needed, for example when traveling, HULIO may be stored at room temperature up to
77°F (25°C) for a period of up to 14 days, with protection from light. Discard (throw
away) HULIO if not used within the 14 day period. Record the date on the carton and
dose tray when HULIO is first removed from the refrigerator.
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« Protect from light.

e Take care not to drop or crush.

« Do not use if the Pen is damaged or broken.

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

Gather Supplies for Injection

Find a quiet area with a well-lit, clean and flat work surface and gather all the supplies
you will need to give yourself or receive an injection.

Supplies you will need:
Included in HULIO carton
e 1 Pen (taken from refrigerator 30 minutes prior to intended injection time to allow
Pen to reach room temperature.)
e 1 alcohol prep
Not included in HULIO carton
e 1 FDA-cleared sharps disposal container or puncture resistant container. (See
“How should I dispose of the used HULIO PEN and Cap?” Section in Step 7
at the end of this Instructions for Use).
e 1 gauze pad or cotton ball

If you do not have all the supplies you need to give yourself an injection, visit or call
your local pharmacist.

Preparing the Pen

Remove the Pen from the refrigerator 30 minutes before using.
e Make sure the name HULIO appears on the Pen label.
e Check the expiration date printed on the Pen (See Figure B).
e Do not use the Pen past the expiration date.
e Check that the HULIO PEN has not been frozen or left in direct sunlight.
e Let the Pen reach room temperature.
¢ Do not use external heat sources such as hot water, direct sunlight, or
microwave to warm the Pen.
¢ Do not put the Pen back in refrigerator after it has reached room temperature.
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Check the Viewing Window to make sure:
* Medicine is at or near the Fill Marker. You may need to shake gently to see liquid.
* Medicine is clear and colorless to pale brownish-yellow (See Figure C).

(adalimumab-fkjp) injection

"\

e=—Fill Marker

— Medicine

= : It is normal to see
one or more

==
‘t. bubbles.

Do not use the Pen if medicine is not near the Fill Marker. Use another Pen or contact
your healthcare provider.

Do not use the Pen if it is cloudy, discolored, or has particles in it.
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Choosing and Preparing Injection Site

Your healthcare provider should
show you proper injection site
techniques.

Recommended

subcutaneous (under the

skin) injection sites are:

O the front of the thighs, or

0 the abdomen (belly)

O Do not use area within 2
inches of belly button (See
Figure D).

You should rotate and
change your injection site
each time you give an
injection.

Stay at least 1 inch from a previous
site used.

Do not inject into areas where the skin is
tender, bruised, red, hard, scarred or has
stretch marks.

If you have psoriasis, do not inject into any
raised, thick, red, or scaly skin patches or
lesions.

Do not inject through clothes. Roll back
any clothing that may get in the way of the
injection site.

Reference ID: 4636419

Wash your hands with soap and water.
Wipe the chosen injection site using

a circular motion with an alcohol

prep.

Wait for it to dry on its own, do not blow

ABDOMEN

stay 2 inches
away from
belly button

THIGH ﬂ THIGH

Instructions
Continued
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dry.
e Do not touch this injection site again
before receiving your injection.

Giving the Injection

Caution: Injection process must be completed without interruption.
Read all steps first before beginning injection.

Step 1

Uncap

e Pull straight on the protective clear cap to uncap the Pen (See Figure E). Do
not twist.

o A few drops of liquid may come out of the needle, this is normal.

e Throw away the protective clear cap in an FDA-cleared sharps container or
puncture resistant container (See “How should | dispose of the used HULIO
PEN and Cap?” in Step 7). Do not put your protective clear cap in the
household trash.

Important:

e Do not put the protective clear cap back on the Pen. This can damage the
needle.

e Do not touch the Orange Activator with your fingers (this is where the needle
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comes out).

Step 2

Squeeze and Hold Injection Site

The thigh injection site is shown here (See Figure F). Perform these steps the same
way for abdomen (belly) injection sites.

Squeeze Site

Abdomen or Thighs

e Squeeze the injection site to create a raised area, and hold that area firmly,
until the injection is complete.

e See “Choosing and Preparing Injection Site” or talk to your healthcare
provider for injection site assistance.

Step 3

Place Pen
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Place the Orange Activator end onto the injection site.

Keep the Pen held straight (90° angle) and flat to the raised injection site
area, and with the Viewing Window visible to you (See Figure G).

Be careful to place the Pen so that it will not inject into your fingers holding the
injection site.

Step 4

Begin Injection

Firmly push the body of the Pen down against the injection site to engage
the Orange Activator and begin injection (See Figure H). Try not to cover the
Viewing Window.

Continue pushing down after hearing the 1st “click”. This 1st “click” sound
signals the start of the injection.

In the Viewing Window, the Orange-Indicator will move to show the
progress of the injection.

Do not move, twist, or rotate the Pen during injection.

Step 5 click, 10 seconds, orange indicator
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Hold Down for 2nd “click”, Orange Indicator and 10 Seconds

Continue holding down for...

( Count 1 2 3... , ..7 8 9 (10seconds)
((2ndy) ) + + 10

Orange Indicator

Continue pushing the body of the Pen down against the injection site until:
* A 2nd “click” was heard, and
 Orange Indicator has stopped and completely blocked the Viewing Window
(See Figure 1), and
* 10 seconds has passed.

Caution: Make sure all three of these have occurred to ensure all medicine was
delivered. If the needle did not retract or you do not think you received the full dose
contact your healthcare provider for assistance.

Step 6

End of Injection, Remove HULIO Pen
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e Pull Pen straight away from injection site (See Figure J).

e There may be a small amount of liquid on the injection site. This is normal. If
slight bleeding occurs from the injection site, press a gauze pad or cotton ball
lightly against the site for a few seconds.

e Do not rub the injection site.

Dispose of the HULIO PEN and Cap

Put the used Pen and Cap in an FDA-cleared sharps disposal container or puncture
resistant container to avoid injury (See “How should | dispose of the used HULIO PEN
and Cap?” in Step 7).

Pen is for single-dose only.
Do not reuse the Pen if all of the medicine was not injected.
Do not try to recap the Pen as it could lead to a needle stick injury.

Step 7

How should | dispose of the used HULIO PEN and Cap?
e Put your used Pen and cap in an FDA-cleared sharps disposal container
right away after use.
+ Do not throw away (dispose of) the Pen or Cap in your 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,
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* can be closed with a tight-fitting, puncture resistant lid, without sharps being
able to come out,

* upright and stable during use,

* leak-resistant, and

* 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 guidelines for 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
pens. 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 recycle your used sharps disposal container.

Step 8

Write down the date you received your injection and the injection site used in the
injection diary.
Injection Diary

Date Injection Site Used

Customer Service
For Questions or Assistance,
Call Mylan at 1-877-446-3679 (1-877-4-INFO-RX)

The brands listed are trademarks of their respective owners.

HULIO® is a registered trademark of Fujifilm Kyowa Kirin Biologics Co., Ltd., licensed to
the Mylan companies.

Copyright © 2020 Mylan Inc. All rights reserved.
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mMMylan®

Manufactured by and for:
Mylan Pharmaceuticals Inc.

Morgantown, WV 26505 U.S.A.
U.S. License No. 2210

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

Issued: 07/2020
PCI:ADAL:IFUP:RX4
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Quick Reference Guide

Read these instructions carefully
before using your Syringe

i I I u I Io (hue' lee oh) Single-Dose Prefilled Syringe.

For subcutaneous injection only.
(adalimumab-fkjp) Injection

Parts of the HULIO Syringe

Plunger —‘L@

Needle Safety
Feature

(inside, activates after
syringe is used.)

HULIO Prefilled Syringe comes
in different amounts.
Your syringe should match
a prescription.

E Fill Marker
Medicine ——— 5
F Strength &
% Expiration Date
— T (strength shown here may
be different than yours.)
|

Needle Cap ———
Do not uncap until you
are ready to inject and
will not be interrupted.

For complete instructions refer to Instructions For Use insert in the carton.
For Questions or Assistance, Call Mylan at 1-877-446-3679 (1-877-4-INFO-RX)
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Preparing the Syringe Choosing and Preparing

Injection Site
Remove Syringe from refrigerator
30 minutes before using.

e Check Syringe label for the Recommended injec-

name HULIO. tion sites include the
e Check the expiration date on thighs or abdomen
Syringg. (belly).
e Let Syringe come to room tem- ABDOMEN
perature.

Do not use area within 2
inches of belly button.

Do not use external heat sources.
Do not put Syringe back in refriger-
ator after reaching room tempera-
ture.

Rotate and change in-

THIGH ﬂ THIGH jection site each time.

Check to make sure:

* Medicine is at or near the
Fill Marker. You may need to
shake gently to see liquid.

Stay at least 1 inch from
a previous site used.

Do not inject into areas
where the skin is tender,
bruised, red, hard,

\ ! scarred or has stretch
marks.

* Medicine is clear and
colorless to pale brownish-
yellow.

Do not use if
medicine is not
near fill marker.

Do not use if Wash hands with soap and water.

medicine is Wipe injection site in a circular motion with al-
cloudy, discol- cohol prep.
ored, or has Wait for site to dry on its own, do not fan or
particles in it.

blow dry.

Fill Marker

— Medicine

[t is normal to
See one or
more bubbles.
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Giving the Injection

‘ Uncap

‘ Insert Needle
Into Site

Squeeze and
Hold Injection Site

Squeeze Site

)

45

Pull cap off. Squeeze injection site to

create a raised area.
Insert needle at 45° angle to

the injection site, using a
quick, dart-like motion.

Caution: Do not re-cap.

Do not remove air bubbles. Air
bubbles are normal.

A few drops of liquid may
come out of the needle, this is
normal.

Reference ID: 4636419



‘ End of Injection, Remove Syringe

‘ Inject Medicine

v

—

Let go of squeezing the injec-
tion site, then slowly push the

plunger down all the way. Pull away from injection site,

then release thumb from plunger.

The plunger must be pressed

all the way down to activate Nee-
dle Safety Feature afterwards to
cover the needle.

The Needle Safety Feature will retract and cover the nee-
dle.

Caution: If the needle did not retract or you do not think
you received the full dose, contact your healthcare pro-

Do not move, twist, or rotate . .
vider for assistance.

syringe during injection.

Do not recap.
Do not reuse Syringe.

Dispose in a sharps container
(see back cover for more details).
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Storing and Handling the HULIO Syringe

Store Syringe in a refrigerator between 36°F to 46°F (2°C to 8°C) in its
original carton.

* Do not freeze Syringe.

* Do not use Syringe if it has been frozen.

* Do not expose Syringe to extreme heat or cold, such as a hot car,
or a freezing car overnight.

If needed, for example when traveling, HULIO may be stored at room temperature up to a maximum
of 77°F (25°C) for a period of up to 14 days, with protection from light. HULIO should be discarded
(thrown away) if not used within the 14-day period. Record the date when HULIO is first removed
from the refrigerator.

e Protect from light.
e Take care not to drop or crush.

e Do not use if Syringe is damaged or broken.

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

Injection
Diary

Date Injection Site Used
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Disposing of the HULIO Syringe and Needle Cap

Put your used Syringe and Needle Cap in an FDA-cleared sharps disposal
container right away after use. Do not throw away (dispose of) Syringe and
Needle Cap in your 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,

* leak-resistant, and

* 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 guidelines for 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 in-
formation about sharps disposal in the state that you live in, go to the FDA’s website
at: http://www.fda.gov/safesharpsdisposal.

Do not recycle your used sharps disposal container.

c S ] HULIO® is a registered trademark
UStomer_ ervice ) of Fujifilm Kyowa Kirin Biologics “] MYIan®
For Questions or Assistance, Co., Ltd., licensed to the Mylan
4-INFO-RX) Copyright © 2020 Mylan Inc. Mylan Pharmaceuticals Inc.
All r|ghts reserved. Morgantown, WYV 26505 U.S.A.

Reference ID: 4636419

U.S. License No. 2210
Product of Japan
Issued: 07/2020
PCI:ADAL:QRGS:RX3



Quick Reference Guide

Read these instructions carefully
before using your Pen

#Hulio PEN (e tee on) | |
(adalimumab-fkjp) inje([ion Single-Dose Prefilled Pen.

For subcutaneous injection only.

Parts of the HULIO PEN (Pen)

Protective Orange Orange
Clear Cap Activator Indicator
l ion Medicine
(needle inside)
- S ) ¥
= \ - 2 . . . .
I‘I - ' (adalimumab-fkjp) injection | _
Small Inner Viewing  Fill Marker
Gray Gap Window

Do not uncap until you are ready to
inject and will not be interrupted.

Caution:

Never put your thumb, fingers, or hand over the Orange Activa-
tor after cap is removed. Never press or push the Orange Acti-
vator with your thumb, fingers, or hand. The Orange Activator is
where the needle comes out. If accidental injection to your
fingers or hands occurs, apply first-aid and either seek medical
attention or go to the nearest emergency room if needed.

For complete instructions refer to the Medication Guide and Instructions For Use in the carton.
For Questions or Assistance, Call
Mylan at 1-877-446-3679 (1-877-4-INFO-RX)
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Preparing the Pen

Remove Pen from refrigera-!
tor 30 minutes before using.

e Check Pen label for
the name HULIO.

e Check the expiration
date on Pen.

e Let Pen come to room

temperature.
Do not use external heat

sources.

Do not put Pen back in refrig-
erator after reaching room

temperature.

Check Viewing Window to

make sure:

* Medicine is at or near the
Fill Marker. You may need to
shake gently to see liquid.

* Medicine is clear and col-
orless to pale brownish-yel-
low

Fill Marker
Medicine

k. It is normal to
see one or
more bubbles.

Reference ID: 4636419

Do not use if
medicine is noti
near fill marker!
Do not use if !
medicine is
cloudy, discol-
ored, or has
particles in it.

Choosing and Preparing

Injection Site

ABDOMEN

THIGH [ THIGH

| |

Recommended injec-
tion sites include the
thighs or abdomen
(belly).

Do not use area within 2
inches of belly button.

Rotate and change
injection site each time.

Stay at least 1 inch from
a previous site used.

Do not inject into areas
where the skin is tender,
bruised, red, hard,
scarred or has stretch
marks.

Wash hands with soap and water.

Wipe injection site in a circular motion with al-

cohol prep.

Wait for site to dry on its own, do not fan or blow

dry.



Giving the Injection

‘ Uncap

Squeeze Site and
Place Pen

. Begin Injection

Squeeze
Site

~

Pull cap off. Push down to begin injection.

Squeeze injection site to cre-
ate a raised area.

Do not re-cap.

Do not touch the Orange
Activator with your fingers
(this is where the needle

comes out).

Continue holding down after
hearing 15t “click”.

Place Orange Activator end
onto raised area at a 90° an-
gle with Viewing Window visi-
ble to you. Do not move, twist, or rotate

Pen during injection.
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‘Qemove from injection site

‘ Hold Down for 2nd “click”, Orange Indicator
and 10 Seconds

Continue holding down for...
(Count1 2 3... , ..7 8 9 (10seconds)

)+ () + (01

Orange Indicator

9%

Dispose in a sharps container (see
back cover for more details).

Continue holding down until:

« A 2" “click” was heard, and

» Orange Indicator has stopped and completely blocked
the Viewing Window, and

* 10 seconds has passed.

Caution: Make sure all three of these have occurred to en-
sure all medicine was delivered. If the needle did not retract
or you do not think you received the full dose, contact your

healthcare provider for assistance.
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Storing and Handling the Pen

Store Pen in a refrigerator between 36°F to 46°F (2°C to 8°C) in its
original carton.
Refrigerated HULIO may be used until the expiration date.

* Do not freeze Pen.

* Do not use Pen if it has been frozen.

* Do not expose Pen to extreme heat or cold, such as a hot car, or
a freezing car overnight.

If needed, for example when traveling, HULIO may be stored at room temperature up to a maximum
of 77°F (25°C) for a period of up to 14 days, with protection from light. HULIO should be discarded
(thrown away) if not used within the 14-day period. Record the date when HULIO is first removed
from the refrigerator.

e Protect from light.

e Take care not to drop or crush.

e Do not use if Pen is damaged or broken.

e Keep HULIO, injection supplies, and all other medicines out of the reach of children.
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Disposing the Pen and Pen Cap

Put your used Pen and Pen Cap in an FDA-cleared sharps disposal container
right away after use. Do not throw away (dispose of) Pen and Pen Cap in your
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,

* leak-resistant, and

* 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 guidelines for 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 Pens. For more information about safe sharps disposal, and for specific infor-
mation about sharps disposal in the state that you live in, go to the FDA’s website
at: http://www.fda.gov/safesharpsdisposal.

Do not recycle your used sharps disposal container.

Customer Service HULIO® is a registered trademark
For Questions or Assistance, of Fuijifilm Kyowa Kirin Biologics “l MYIan®
Call Co., Ltd., licensed to the Mylan
i Manuf: for:
Mylan at 1-877-446-3679 (1-877-4- companies. anufactured by and for
INFO-RX Copyright © 2020 Mylan Inc. Mylan Pharmaceuticals Inc.
= ) Al rights reserved. Morgantown, WV 26505 U.S.A.

U.S. License No. 2210
Product of Japan

Issued: 07/2020
PCI:ADAL:QRGP:RX4
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Signature Page 1 of 1

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

s/

NIKOLAY P NIKOLOV
07/06/2020 04:20:48 PM
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	.6HFWLRQV RU VXEVHFWLRQV RPLWWHG IURP WKH IXOO SUHVFULELQJ LQIRUPDWLRQ DUH QRW OLVWHG. 
	)8// 35(6&5,%,1* ,1)250$7,21. 
	:$51,1*. 6(5,286 ,1)(&7,216 DQG 0$/,*1$1&< 
	6(5,286 ,1)(&7,216 
	3DWLHQWV WUHDWHG ZLWK DGDOLPXPDE SURGXFWV LQFOXGLQJ +8/,2 DUH DW LQFUHDVHG ULVN IRU GHYHORSLQJ VHULRXV LQIHFWLRQV WKDW PD\ OHDG WR KRVSLWDOL]DWLRQ RU GHDWK [see Warnings and Precautions (5.1)]. 0RVW SDWLHQWV ZKR GHYHORSHG WKHVH LQIHFWLRQV ZHUH WDNLQJ FRQFRPLWDQW LPPXQRVXSSUHVVDQWV VXFK DV PHWKRWUH[DWH RU FRUWLFRVWHURLGV. 
	'LVFRQWLQXH +8/,2 LI D SDWLHQW GHYHORSV D VHULRXV LQIHFWLRQ RU VHSVLV. 
	5HSRUWHG LQIHFWLRQV LQFOXGH. 
	•. 
	•. 
	•. 
	$FWLYH WXEHUFXORVLV .7%.. LQFOXGLQJ UHDFWLYDWLRQ RI ODWHQW 7%. 3DWLHQWV ZLWK 7% KDYH IUHTXHQWO\ SUHVHQWHG ZLWK GLVVHPLQDWHG RU H[WUDSXOPRQDU\ GLVHDVH. 7HVW SDWLHQWV IRU ODWHQW 7% EHIRUH +8/,2 XVH DQG GXULQJ WKHUDS\. ,QLWLDWH WUHDWPHQW IRU ODWHQW 7% SULRU WR +8/,2 XVH. 

	•. 
	•. 
	,QYDVLYH IXQJDO LQIHFWLRQV. LQFOXGLQJ KLVWRSODVPRVLV. FRFFLGLRLGRP\FRVLV. FDQGLGLDVLV. DVSHUJLOORVLV. EODVWRP\FRVLV. DQG SQHXPRF\VWRVLV. 3DWLHQWV ZLWK KLVWRSODVPRVLV RU RWKHU LQYDVLYH IXQJDO LQIHFWLRQV PD\ SUHVHQW ZLWK GLVVHPLQDWHG. UDWKHU WKDQ ORFDOL]HG. GLVHDVH. $QWLJHQ DQG DQWLERG\ WHVWLQJ IRU KLVWRSODVPRVLV PD\ EH QHJDWLYH LQ VRPH SDWLHQWV ZLWK DFWLYH LQIHFWLRQ. &RQVLGHU HPSLULF DQWL.IXQJDO WKHUDS\ LQ SDWLHQWV DW ULVN IRU LQYDVLYH IXQJDO LQIHFWLRQV ZKR GHYHORS VHYHUH V\VWHPLF LOOQHVV. 

	•. 
	•. 
	%DFWHULDO. YLUDO DQG RWKHU LQIHFWLRQV GXH WR RSSRUWXQLVWLF SDWKRJHQV. LQFOXGLQJ /HJLRQHOOD DQG /LVWHULD. 


	&DUHIXOO\ FRQVLGHU WKH ULVNV DQG EHQHILWV RI WUHDWPHQW ZLWK +8/,2 SULRU WR LQLWLDWLQJ WKHUDS\ LQ SDWLHQWV ZLWK FKURQLF RU UHFXUUHQW LQIHFWLRQ. 
	0RQLWRU SDWLHQWV FORVHO\ IRU WKH GHYHORSPHQW RI VLJQV DQG V\PSWRPV RI LQIHFWLRQ GXULQJ DQG DIWHU WUHDWPHQW ZLWK +8/,2. LQFOXGLQJ WKH SRVVLEOH GHYHORSPHQW RI 7% LQ SDWLHQWV ZKR WHVWHG QHJDWLYH IRU ODWHQW 7% LQIHFWLRQ SULRU WR LQLWLDWLQJ WKHUDS\ [see Warnings and Precautions (5.1) and Adverse Reactions (6.1)]. 
	0$/,*1$1&< 
	/\PSKRPD DQG RWKHU PDOLJQDQFLHV. VRPH IDWDO. KDYH EHHQ UHSRUWHG LQ FKLOGUHQ DQG DGROHVFHQW SDWLHQWV WUHDWHG ZLWK 71) EORFNHUV LQFOXGLQJ DGDOLPXPDE SURGXFWV [see Warnings and Precautions (5.2)]. 3RVW.PDUNHWLQJ FDVHV RI KHSDWRVSOHQLF 7.FHOO O\PSKRPD .+67&/.. D UDUH W\SH RI 7.FHOO O\PSKRPD. KDYH EHHQ UHSRUWHG LQ SDWLHQWV WUHDWHG ZLWK 71) EORFNHUV LQFOXGLQJ DGDOLPXPDE SURGXFWV. 7KHVH FDVHV KDYH KDG D YHU\ DJJUHVVLYH GLVHDVH FRXUVH DQG KDYH EHHQ IDWDO. 7KH PDMRULW\ RI UHSRUWHG 71) EORFNHU FDVHV KDYH RFFXUUHG LQ 
	. ,1',&$7,216 $1' 86$*(. ... 5KHXPDWRLG $UWKULWLV. 
	+8/,2 LV LQGLFDWHG IRU UHGXFLQJ VLJQV DQG V\PSWRPV. LQGXFLQJ PDMRU FOLQLFDO UHVSRQVH. LQKLELWLQJ WKH SURJUHVVLRQ RI VWUXFWXUDO GDPDJH. DQG LPSURYLQJ SK\VLFDO IXQFWLRQ LQ DGXOW SDWLHQWV ZLWK PRGHUDWHO\ WR VHYHUHO\ 
	. 
	Reference ID: 4636419 
	DFWLYH UKHXPDWRLG DUWKULWLV. +8/,2 FDQ EH XVHG DORQH RU LQ FRPELQDWLRQ ZLWK PHWKRWUH[DWH RU RWKHU QRQ. ELRORJLF GLVHDVH.PRGLI\LQJ DQWL.UKHXPDWLF GUXJV .'0$5'V.. 
	... -XYHQLOH ,GLRSDWKLF $UWKULWLV 
	+8/,2 LV LQGLFDWHG IRU UHGXFLQJ VLJQV DQG V\PSWRPV RI PRGHUDWHO\ WR VHYHUHO\ DFWLYH SRO\DUWLFXODU MXYHQLOH LGLRSDWKLF DUWKULWLV LQ SDWLHQWV . \HDUV RI DJH DQG ROGHU. +8/,2 FDQ EH XVHG DORQH RU LQ FRPELQDWLRQ ZLWK PHWKRWUH[DWH. 
	... 3VRULDWLF $UWKULWLV 
	+8/,2 LV LQGLFDWHG IRU UHGXFLQJ VLJQV DQG V\PSWRPV. LQKLELWLQJ WKH SURJUHVVLRQ RI VWUXFWXUDO GDPDJH. DQG LPSURYLQJ SK\VLFDO IXQFWLRQ LQ DGXOW SDWLHQWV ZLWK DFWLYH SVRULDWLF DUWKULWLV. +8/,2 FDQ EH XVHG DORQH RU LQ FRPELQDWLRQ ZLWK QRQ.ELRORJLF '0$5'V. 
	... $QN\ORVLQJ 6SRQG\OLWLV 
	+8/,2 LV LQGLFDWHG IRU UHGXFLQJ VLJQV DQG V\PSWRPV LQ DGXOW SDWLHQWV ZLWK DFWLYH DQN\ORVLQJ VSRQG\OLWLV. 
	... $GXOW &URKQ¶V 'LVHDVH 
	+8/,2 LV LQGLFDWHG IRU UHGXFLQJ VLJQV DQG V\PSWRPV DQG LQGXFLQJ DQG PDLQWDLQLQJ FOLQLFDO UHPLVVLRQ LQ DGXOW SDWLHQWV ZLWK PRGHUDWHO\ WR VHYHUHO\ DFWLYH &URKQ¶V GLVHDVH ZKR KDYH KDG DQ LQDGHTXDWH UHVSRQVH WR FRQYHQWLRQDO WKHUDS\. +8/,2 LV LQGLFDWHG IRU UHGXFLQJ VLJQV DQG V\PSWRPV DQG LQGXFLQJ FOLQLFDO UHPLVVLRQ LQ WKHVH SDWLHQWV LI WKH\ KDYH DOVR ORVW UHVSRQVH WR RU DUH LQWROHUDQW WR LQIOL[LPDE SURGXFWV. 
	... 8OFHUDWLYH &ROLWLV 
	+8/,2 LV LQGLFDWHG IRU LQGXFLQJ DQG VXVWDLQLQJ FOLQLFDO UHPLVVLRQ LQ DGXOW SDWLHQWV ZLWK PRGHUDWHO\ WR VHYHUHO\ DFWLYH XOFHUDWLYH FROLWLV ZKR KDYH KDG DQ LQDGHTXDWH UHVSRQVH WR LPPXQRVXSSUHVVDQWV VXFK DV FRUWLFRVWHURLGV. D]DWKLRSULQH RU ..PHUFDSWRSXULQH ...03.. 7KH HIIHFWLYHQHVV RI DGDOLPXPDE SURGXFWV KDV QRW EHHQ HVWDEOLVKHG LQ SDWLHQWV ZKR KDYH ORVW UHVSRQVH WR RU ZHUH LQWROHUDQW WR 71) EORFNHUV [see Clinical Studies (14.6)]. 
	... 3ODTXH 3VRULDVLV 
	+8/,2 LV LQGLFDWHG IRU WKH WUHDWPHQW RI DGXOW SDWLHQWV ZLWK PRGHUDWH WR VHYHUH FKURQLF SODTXH SVRULDVLV ZKR DUH FDQGLGDWHV IRU V\VWHPLF WKHUDS\ RU SKRWRWKHUDS\. DQG ZKHQ RWKHU V\VWHPLF WKHUDSLHV DUH PHGLFDOO\ OHVV DSSURSULDWH. +8/,2 VKRXOG RQO\ EH DGPLQLVWHUHG WR SDWLHQWV ZKR ZLOO EH FORVHO\ PRQLWRUHG DQG KDYH UHJXODU IROORZ.XS YLVLWV ZLWK D SK\VLFLDQ [see Boxed Warning and Warnings and Precautions (5)]. 
	. '26$*( $1' $'0,1,675$7,21 
	+8/,2 LV DGPLQLVWHUHG E\ VXEFXWDQHRXV LQMHFWLRQ. 
	... 5KHXPDWRLG $UWKULWLV. 3VRULDWLF $UWKULWLV. DQG $QN\ORVLQJ 6SRQG\OLWLV 
	
	... -XYHQLOH ,GLRSDWKLF $UWKULWLV 
	7KH UHFRPPHQGHG GRVH RI +8/,2 IRU SDWLHQWV . \HDUV RI DJH DQG ROGHU ZLWK SRO\DUWLFXODU MXYHQLOH LGLRSDWKLF DUWKULWLV .-,$. LV EDVHG RQ ZHLJKW DV VKRZQ EHORZ. 07;. JOXFRFRUWLFRLGV. 16$,'V. DQG.RU DQDOJHVLFV PD\ EH FRQWLQXHG GXULQJ WUHDWPHQW ZLWK +8/,2. 
	7KH UHFRPPHQGHG GRVH RI +8/,2 IRU SDWLHQWV . \HDUV RI DJH DQG ROGHU ZLWK SRO\DUWLFXODU MXYHQLOH LGLRSDWKLF DUWKULWLV .-,$. LV EDVHG RQ ZHLJKW DV VKRZQ EHORZ. 07;. JOXFRFRUWLFRLGV. 16$,'V. DQG.RU DQDOJHVLFV PD\ EH FRQWLQXHG GXULQJ WUHDWPHQW ZLWK +8/,2. 
	+HDOWKFDUH SURYLGHUV VKRXOG EH DGYLVHG WKDW WKHUH LV QR GRVDJH IRUP IRU +8/,2 WKDW DOORZV ZHLJKW.EDVHG GRVLQJ IRU SHGLDWULF SDWLHQWV EHORZ .. NJ. 

	3DWLHQWV .. \HDUV RI DJH DQG ROGHU. 'RVH 
	.. NJ ... OEV. WR ... NJ ... OEV. 
	.. NJ ... OEV. WR ... NJ ... OEV. 
	.. NJ ... OEV. WR ... NJ ... OEV. 
	.. PJ HYHU\ RWKHU ZHHN ... PJ 3UHILOOHG 6\ULQJH. 

	•.. NJ ... OEV. 
	•.. NJ ... OEV. 
	.. PJ HYHU\ RWKHU ZHHN .+8/,2 3HQ RU .. PJ 3UHILOOHG 6\ULQJH. 


	$GDOLPXPDE SURGXFWV KDYH QRW EHHQ VWXGLHG LQ SDWLHQWV ZLWK SRO\DUWLFXODU -,$ OHVV WKDQ . \HDUV RI DJH RU LQ SDWLHQWV ZLWK D ZHLJKW EHORZ .. NJ. 
	... $GXOW &URKQ¶V 'LVHDVH 
	7KH UHFRPPHQGHG +8/,2 GRVH UHJLPHQ IRU DGXOW SDWLHQWV ZLWK &URKQ¶V GLVHDVH .&'. LV ... PJ LQLWLDOO\ RQ 'D\ . .JLYHQ DV IRXU .. PJ LQMHFWLRQV LQ RQH GD\ RU DV WZR .. PJ LQMHFWLRQV SHU GD\ IRU WZR FRQVHFXWLYH GD\V.. IROORZHG E\ .. PJ WZR ZHHNV ODWHU .'D\ .... 7ZR ZHHNV ODWHU .'D\ ... EHJLQ D PDLQWHQDQFH GRVH RI .. PJ HYHU\ RWKHU ZHHN. $PLQRVDOLF\ODWHV DQG.RU FRUWLFRVWHURLGV PD\ EH FRQWLQXHG GXULQJ WUHDWPHQW ZLWK +8/,2. $]DWKLRSULQH. ..PHUFDSWRSXULQH ...03. [see Warnings and Precautions (5.2)] RU 07; PD\ EH FR
	... 8OFHUDWLYH &ROLWLV 
	7KH UHFRPPHQGHG +8/,2 GRVH UHJLPHQ IRU DGXOW SDWLHQWV ZLWK XOFHUDWLYH FROLWLV .8&. LV ... PJ LQLWLDOO\ RQ 'D\ . .JLYHQ DV IRXU .. PJ LQMHFWLRQV LQ RQH GD\ RU DV WZR .. PJ LQMHFWLRQV SHU GD\ IRU WZR FRQVHFXWLYH GD\V.. IROORZHG E\ .. PJ WZR ZHHNV ODWHU .'D\ .... 7ZR ZHHNV ODWHU .'D\ ... FRQWLQXH ZLWK D GRVH RI .. PJ HYHU\ RWKHU ZHHN. 
	2QO\ FRQWLQXH +8/,2 LQ SDWLHQWV ZKR KDYH VKRZQ HYLGHQFH RI FOLQLFDO UHPLVVLRQ E\ HLJKW ZHHNV .'D\ ... RI WKHUDS\. $PLQRVDOLF\ODWHV DQG.RU FRUWLFRVWHURLGV PD\ EH FRQWLQXHG GXULQJ WUHDWPHQW ZLWK +8/,2. $]DWKLRSULQH DQG ..PHUFDSWRSXULQH ...03. [see Warnings and Precautions (5.2)] PD\ EH FRQWLQXHG GXULQJ WUHDWPHQW ZLWK +8/,2 LI QHFHVVDU\. 
	... 3ODTXH 3VRULDVLV 
	7KH UHFRPPHQGHG GRVH RI +8/,2 IRU DGXOW SDWLHQWV ZLWK SODTXH SVRULDVLV .3V. LV DQ LQLWLDO GRVH RI .. PJ. IROORZHG E\ .. PJ JLYHQ HYHU\ RWKHU ZHHN VWDUWLQJ RQH ZHHN DIWHU WKH LQLWLDO GRVH. 7KH XVH RI DGDOLPXPDE SURGXFWV LQ PRGHUDWH WR VHYHUH FKURQLF 3V EH\RQG RQH \HDU KDV QRW EHHQ HYDOXDWHG LQ FRQWUROOHG FOLQLFDO VWXGLHV. 
	... 0RQLWRULQJ WR $VVHVV 6DIHW\ 
	3ULRU WR LQLWLDWLQJ +8/,2 DQG SHULRGLFDOO\ GXULQJ WKHUDS\. HYDOXDWH SDWLHQWV IRU DFWLYH WXEHUFXORVLV DQG WHVW IRU ODWHQW LQIHFWLRQ [see Warnings and Precautions (5.1)]. 
	... *HQHUDO &RQVLGHUDWLRQV IRU $GPLQLVWUDWLRQ 
	+8/,2 LV LQWHQGHG IRU XVH XQGHU WKH JXLGDQFH DQG VXSHUYLVLRQ RI D SK\VLFLDQ. $ SDWLHQW PD\ VHOI.LQMHFW +8/,2 RU D FDUHJLYHU PD\ LQMHFW +8/,2 XVLQJ HLWKHU WKH +8/,2 3HQ RU SUHILOOHG V\ULQJH LI D SK\VLFLDQ GHWHUPLQHV WKDW LW LV DSSURSULDWH. DQG ZLWK PHGLFDO IROORZ.XS. DV QHFHVVDU\. DIWHU SURSHU WUDLQLQJ LQ VXEFXWDQHRXV LQMHFWLRQ WHFKQLTXH. 
	<RX PD\ OHDYH +8/,2 DW URRP WHPSHUDWXUH IRU DERXW .. WR .. PLQXWHV EHIRUH LQMHFWLQJ. 'R QRW UHPRYH WKH FDS RU FRYHU ZKLOH DOORZLQJ LW WR UHDFK URRP WHPSHUDWXUH. &DUHIXOO\ LQVSHFW WKH VROXWLRQ LQ WKH +8/,2 3HQ RU SUHILOOHG V\ULQJH IRU SDUWLFXODWH PDWWHU DQG GLVFRORUDWLRQ SULRU WR VXEFXWDQHRXV DGPLQLVWUDWLRQ. ,I SDUWLFXODWHV DQG GLVFRORUDWLRQV DUH QRWHG. GR QRW XVH WKH SURGXFW. +8/,2 GRHV QRW FRQWDLQ SUHVHUYDWLYHV. WKHUHIRUH. GLVFDUG XQXVHG SRUWLRQV RI GUXJ UHPDLQLQJ IURP WKH V\ULQJH. 
	. 
	,QVWUXFW SDWLHQWV XVLQJ WKH +8/,2 3HQ RU SUHILOOHG V\ULQJH WR LQMHFW WKH IXOO DPRXQW LQ WKH V\ULQJH. DFFRUGLQJ WR WKH GLUHFWLRQV SURYLGHG LQ WKH ,QVWUXFWLRQV IRU 8VH [see Instructions for Use]. 
	,QMHFWLRQV VKRXOG RFFXU DW VHSDUDWH VLWHV LQ WKH WKLJK RU DEGRPHQ. 5RWDWH LQMHFWLRQ VLWHV DQG GR QRW JLYH LQMHFWLRQV LQWR DUHDV ZKHUH WKH VNLQ LV WHQGHU. EUXLVHG. UHG RU KDUG. 
	. '26$*( )2506 $1' 675(1*7+6 
	+8/,2 LV D FOHDU WR VOLJKWO\ RSDOHVFHQW. FRORUOHVV WR SDOH EURZQLVK.\HOORZ VROXWLRQ DYDLODEOH DV. 
	x 
	3HQ .+8/,2 3HQ. 
	,QMHFWLRQ. .. PJ.... P/ LQ D VLQJOH.GRVH SHQ. 
	x 3UHILOOHG 6\ULQJH 
	,QMHFWLRQ. .. PJ.... P/ LQ D VLQJOH.GRVH SUHILOOHG SODVWLF V\ULQJH. 
	,QMHFWLRQ. .. PJ.... P/ LQ D VLQJOH.GRVH SUHILOOHG SODVWLF V\ULQJH. 
	. &2175$,1',&$7,216 
	1RQH. 
	. :$51,1*6 $1' 35(&$87,216 ... 6HULRXV ,QIHFWLRQV 
	3DWLHQWV WUHDWHG ZLWK DGDOLPXPDE SURGXFWV LQFOXGLQJ +8/,2 DUH DW LQFUHDVHG ULVN IRU GHYHORSLQJ VHULRXV LQIHFWLRQV LQYROYLQJ YDULRXV RUJDQ V\VWHPV DQG VLWHV WKDW PD\ OHDG WR KRVSLWDOL]DWLRQ RU GHDWK [see Boxed Warning]. 2SSRUWXQLVWLF LQIHFWLRQV GXH WR EDFWHULDO. P\FREDFWHULDO. LQYDVLYH IXQJDO. YLUDO. SDUDVLWLF. RU RWKHU RSSRUWXQLVWLF SDWKRJHQV LQFOXGLQJ DVSHUJLOORVLV. EODVWRP\FRVLV. FDQGLGLDVLV. FRFFLGLRLGRP\FRVLV. KLVWRSODVPRVLV. OHJLRQHOORVLV. OLVWHULRVLV. SQHXPRF\VWRVLV DQG WXEHUFXORVLV KDYH EHHQ UHSRUWHG
	7KH FRQFRPLWDQW XVH RI D 71) EORFNHU DQG DEDWDFHSW RU DQDNLQUD ZDV DVVRFLDWHG ZLWK D KLJKHU ULVN RI VHULRXV LQIHFWLRQV LQ SDWLHQWV ZLWK UKHXPDWRLG DUWKULWLV .5$.. WKHUHIRUH. WKH FRQFRPLWDQW XVH RI +8/,2 DQG WKHVH ELRORJLF SURGXFWV LV QRW UHFRPPHQGHG LQ WKH WUHDWPHQW RI SDWLHQWV ZLWK 5$ [see Warnings and Precautions (5.7, 5.11) and Drug Interactions (7.2)]. 
	7UHDWPHQW ZLWK +8/,2 VKRXOG QRW EH LQLWLDWHG LQ SDWLHQWV ZLWK DQ DFWLYH LQIHFWLRQ. LQFOXGLQJ ORFDOL]HG LQIHFWLRQV. 3DWLHQWV JUHDWHU WKDQ .. \HDUV RI DJH. SDWLHQWV ZLWK FR.PRUELG FRQGLWLRQV DQG.RU SDWLHQWV WDNLQJ FRQFRPLWDQW LPPXQRVXSSUHVVDQWV .VXFK DV FRUWLFRVWHURLGV RU PHWKRWUH[DWH.. PD\ EH DW JUHDWHU ULVN RI LQIHFWLRQ. &RQVLGHU WKH ULVNV DQG EHQHILWV RI WUHDWPHQW SULRU WR LQLWLDWLQJ WKHUDS\ LQ SDWLHQWV. 
	x ZLWK FKURQLF RU UHFXUUHQW LQIHFWLRQ. 
	x 
	ZKR KDYH EHHQ H[SRVHG WR WXEHUFXORVLV. 
	x 
	ZLWK D KLVWRU\ RI DQ RSSRUWXQLVWLF LQIHFWLRQ. 
	x 
	ZKR KDYH UHVLGHG RU WUDYHOHG LQ DUHDV RI HQGHPLF WXEHUFXORVLV RU HQGHPLF P\FRVHV. VXFK DV 
	KLVWRSODVPRVLV. FRFFLGLRLGRP\FRVLV. RU EODVWRP\FRVLV. RU 
	x 
	ZLWK XQGHUO\LQJ FRQGLWLRQV WKDW PD\ SUHGLVSRVH WKHP WR LQIHFWLRQ. 
	Tuberculosis 
	&DVHV RI UHDFWLYDWLRQ RI WXEHUFXORVLV DQG QHZ RQVHW WXEHUFXORVLV LQIHFWLRQV KDYH EHHQ UHSRUWHG LQ SDWLHQWV UHFHLYLQJ DGDOLPXPDE SURGXFWV. LQFOXGLQJ SDWLHQWV ZKR KDYH SUHYLRXVO\ UHFHLYHG WUHDWPHQW IRU ODWHQW RU DFWLYH 
	. 
	WXEHUFXORVLV. 5HSRUWV LQFOXGHG FDVHV RI SXOPRQDU\ DQG H[WUDSXOPRQDU\ .L.H.. GLVVHPLQDWHG. WXEHUFXORVLV. (YDOXDWH SDWLHQWV IRU WXEHUFXORVLV ULVN IDFWRUV DQG WHVW IRU ODWHQW LQIHFWLRQ SULRU WR LQLWLDWLQJ +8/,2 DQG SHULRGLFDOO\ GXULQJ WKHUDS\. 
	7UHDWPHQW RI ODWHQW WXEHUFXORVLV LQIHFWLRQ SULRU WR WKHUDS\ ZLWK 71) EORFNLQJ DJHQWV KDV EHHQ VKRZQ WR UHGXFH WKH ULVN RI WXEHUFXORVLV UHDFWLYDWLRQ GXULQJ WKHUDS\. 3ULRU WR LQLWLDWLQJ +8/,2. DVVHVV LI WUHDWPHQW IRU ODWHQW WXEHUFXORVLV LV QHHGHG. DQG FRQVLGHU DQ LQGXUDWLRQ RI • . PP D SRVLWLYH WXEHUFXOLQ VNLQ WHVW UHVXOW. HYHQ IRU SDWLHQWV SUHYLRXVO\ YDFFLQDWHG ZLWK %DFLOOH &DOPHWWH. *XHULQ .%&*.. 
	
	6WURQJO\ FRQVLGHU WXEHUFXORVLV LQ WKH GLIIHUHQWLDO GLDJQRVLV LQ SDWLHQWV ZKR GHYHORS D QHZ LQIHFWLRQ GXULQJ +8/,2 WUHDWPHQW. HVSHFLDOO\ LQ SDWLHQWV ZKR KDYH SUHYLRXVO\ RU UHFHQWO\ WUDYHOHG WR FRXQWULHV ZLWK D KLJK SUHYDOHQFH RI WXEHUFXORVLV. RU ZKR KDYH KDG FORVH FRQWDFW ZLWK D SHUVRQ ZLWK DFWLYH WXEHUFXORVLV. 
	Monitoring 
	&ORVHO\ PRQLWRU SDWLHQWV IRU WKH GHYHORSPHQW RI VLJQV DQG V\PSWRPV RI LQIHFWLRQ GXULQJ DQG DIWHU WUHDWPHQW ZLWK +8/,2. LQFOXGLQJ WKH GHYHORSPHQW RI WXEHUFXORVLV LQ SDWLHQWV ZKR WHVWHG QHJDWLYH IRU ODWHQW WXEHUFXORVLV LQIHFWLRQ SULRU WR LQLWLDWLQJ WKHUDS\. 7HVWV IRU ODWHQW WXEHUFXORVLV LQIHFWLRQ PD\ DOVR EH IDOVHO\ QHJDWLYH ZKLOH RQ WKHUDS\ ZLWK +8/,2. 
	'LVFRQWLQXH +8/,2 LI D SDWLHQW GHYHORSV D VHULRXV LQIHFWLRQ RU VHSVLV. )RU D SDWLHQW ZKR GHYHORSV D QHZ LQIHFWLRQ GXULQJ WUHDWPHQW ZLWK +8/,2. FORVHO\ PRQLWRU WKHP. SHUIRUP D SURPSW DQG FRPSOHWH GLDJQRVWLF ZRUNXS DSSURSULDWH IRU DQ LPPXQRFRPSURPLVHG SDWLHQW. DQG LQLWLDWH DSSURSULDWH DQWLPLFURELDO WKHUDS\. 
	Invasive Fungal Infections 
	
	... 0DOLJQDQFLHV 
	&RQVLGHU WKH ULVNV DQG EHQHILWV RI 71).EORFNHU WUHDWPHQW LQFOXGLQJ +8/,2 SULRU WR LQLWLDWLQJ WKHUDS\ LQ SDWLHQWV ZLWK D NQRZQ PDOLJQDQF\ RWKHU WKDQ D VXFFHVVIXOO\ WUHDWHG QRQ.PHODQRPD VNLQ FDQFHU .106&. RU ZKHQ FRQVLGHULQJ FRQWLQXLQJ D 71) EORFNHU LQ SDWLHQWV ZKR GHYHORS D PDOLJQDQF\. 
	Malignancies in Adults 
	,Q WKH FRQWUROOHG SRUWLRQV RI FOLQLFDO WULDOV RI VRPH 71).EORFNHUV. LQFOXGLQJ DGDOLPXPDE SURGXFWV. PRUH FDVHV RI PDOLJQDQFLHV KDYH EHHQ REVHUYHG DPRQJ 71).EORFNHU.WUHDWHG DGXOW SDWLHQWV FRPSDUHG WR FRQWURO.WUHDWHG DGXOW SDWLHQWV. 'XULQJ WKH FRQWUROOHG SRUWLRQV RI .. JOREDO DGDOLPXPDE FOLQLFDO WULDOV LQ DGXOW SDWLHQWV ZLWK UKHXPDWRLG DUWKULWLV .5$.. SVRULDWLF DUWKULWLV .3V$.. DQN\ORVLQJ VSRQG\OLWLV .$6.. &URKQ¶V GLVHDVH .&'.. 
	,Q WKH FRQWUROOHG SRUWLRQV RI FOLQLFDO WULDOV RI VRPH 71).EORFNHUV. LQFOXGLQJ DGDOLPXPDE SURGXFWV. PRUH FDVHV RI PDOLJQDQFLHV KDYH EHHQ REVHUYHG DPRQJ 71).EORFNHU.WUHDWHG DGXOW SDWLHQWV FRPSDUHG WR FRQWURO.WUHDWHG DGXOW SDWLHQWV. 'XULQJ WKH FRQWUROOHG SRUWLRQV RI .. JOREDO DGDOLPXPDE FOLQLFDO WULDOV LQ DGXOW SDWLHQWV ZLWK UKHXPDWRLG DUWKULWLV .5$.. SVRULDWLF DUWKULWLV .3V$.. DQN\ORVLQJ VSRQG\OLWLV .$6.. &URKQ¶V GLVHDVH .&'.. 
	
	. 


	,Q FRQWUROOHG WULDOV RI RWKHU 71) EORFNHUV LQ DGXOW SDWLHQWV DW KLJKHU ULVN IRU PDOLJQDQFLHV .L.H.. SDWLHQWV ZLWK &23' ZLWK D VLJQLILFDQW VPRNLQJ KLVWRU\ DQG F\FORSKRVSKDPLGH.WUHDWHG SDWLHQWV ZLWK :HJHQHU¶V JUDQXORPDWRVLV.. D JUHDWHU SRUWLRQ RI PDOLJQDQFLHV RFFXUUHG LQ WKH 71) EORFNHU JURXS FRPSDUHG WR WKH FRQWURO JURXS. 
	1RQ.0HODQRPD 6NLQ &DQFHU 
	1RQ.0HODQRPD 6NLQ &DQFHU 

	
	/\PSKRPD DQG /HXNHPLD 
	/\PSKRPD DQG /HXNHPLD 

	
	. 

	Malignancies in Pediatric Patients and Young Adults 
	0DOLJQDQFLHV. VRPH IDWDO. KDYH EHHQ UHSRUWHG DPRQJ FKLOGUHQ. DGROHVFHQWV. DQG \RXQJ DGXOWV ZKR UHFHLYHG WUHDWPHQW ZLWK 71).EORFNHUV .LQLWLDWLRQ RI WKHUDS\ • .. \HDUV RI DJH.. RI ZKLFK +8/,2 LV D PHPEHU [see Boxed Warning]. $SSUR[LPDWHO\ KDOI WKH FDVHV ZHUH O\PSKRPDV. LQFOXGLQJ +RGJNLQ. V DQG QRQ.+RGJNLQ. V O\PSKRPD. 
	0DOLJQDQFLHV. VRPH IDWDO. KDYH EHHQ UHSRUWHG DPRQJ FKLOGUHQ. DGROHVFHQWV. DQG \RXQJ DGXOWV ZKR UHFHLYHG WUHDWPHQW ZLWK 71).EORFNHUV .LQLWLDWLRQ RI WKHUDS\ • .. \HDUV RI DJH.. RI ZKLFK +8/,2 LV D PHPEHU [see Boxed Warning]. $SSUR[LPDWHO\ KDOI WKH FDVHV ZHUH O\PSKRPDV. LQFOXGLQJ +RGJNLQ. V DQG QRQ.+RGJNLQ. V O\PSKRPD. 
	7KH RWKHU FDVHV UHSUHVHQWHG D YDULHW\ RI GLIIHUHQW PDOLJQDQFLHV DQG LQFOXGHG UDUH PDOLJQDQFLHV XVXDOO\ DVVRFLDWHG ZLWK LPPXQRVXSSUHVVLRQ DQG PDOLJQDQFLHV WKDW DUH QRW XVXDOO\ REVHUYHG LQ FKLOGUHQ DQG DGROHVFHQWV. 

	7KH PDOLJQDQFLHV RFFXUUHG DIWHU D PHGLDQ RI .. PRQWKV RI WKHUDS\ .UDQJH . WR .. PRQWKV.. 0RVW RI WKH SDWLHQWV ZHUH UHFHLYLQJ FRQFRPLWDQW LPPXQRVXSSUHVVDQWV. 7KHVH FDVHV ZHUH UHSRUWHG SRVWPDUNHWLQJ DQG DUH GHULYHG IURP D YDULHW\ RI VRXUFHV LQFOXGLQJ UHJLVWULHV DQG VSRQWDQHRXV SRVWPDUNHWLQJ UHSRUWV. 
	3RVWPDUNHWLQJ FDVHV RI KHSDWRVSOHQLF 7.FHOO O\PSKRPD .+67&/.. D UDUH W\SH RI 7.FHOO O\PSKRPD. KDYH EHHQ UHSRUWHG LQ SDWLHQWV WUHDWHG ZLWK 71) EORFNHUV LQFOXGLQJ DGDOLPXPDE SURGXFWV [see Boxed Warning]. 7KHVH FDVHV KDYH KDG D YHU\ DJJUHVVLYH GLVHDVH FRXUVH DQG KDYH EHHQ IDWDO. 7KH PDMRULW\ RI UHSRUWHG 71) EORFNHU FDVHV KDYH RFFXUUHG LQ SDWLHQWV ZLWK &URKQ. V GLVHDVH RU XOFHUDWLYH FROLWLV DQG WKH PDMRULW\ ZHUH LQ DGROHVFHQW DQG \RXQJ DGXOW PDOHV. $OPRVW DOO RI WKHVH SDWLHQWV KDG UHFHLYHG WUHDWPHQW ZLWK WKH LP
	... +\SHUVHQVLWLYLW\ 5HDFWLRQV 
	$QDSK\OD[LV DQG DQJLRQHXURWLF HGHPD KDYH EHHQ UHSRUWHG IROORZLQJ DGPLQLVWUDWLRQ RI DGDOLPXPDE SURGXFWV. ,I DQ DQDSK\ODFWLF RU RWKHU VHULRXV DOOHUJLF UHDFWLRQ RFFXUV. LPPHGLDWHO\ GLVFRQWLQXH DGPLQLVWUDWLRQ RI +8/,2 DQG LQVWLWXWH DSSURSULDWH WKHUDS\. ,Q FOLQLFDO WULDOV RI DGDOLPXPDE LQ DGXOWV. DOOHUJLF UHDFWLRQV .H.J.. DOOHUJLF UDVK. DQDSK\ODFWRLG UHDFWLRQ. IL[HG GUXJ UHDFWLRQ. QRQ.VSHFLILHG GUXJ UHDFWLRQ. XUWLFDULD. KDYH EHHQ REVHUYHG. 
	... +HSDWLWLV % 9LUXV 5HDFWLYDWLRQ 
	
	... 1HXURORJLF 5HDFWLRQV 
	8VH RI 71) EORFNLQJ DJHQWV. LQFOXGLQJ DGDOLPXPDE SURGXFWV. KDV EHHQ DVVRFLDWHG ZLWK UDUH FDVHV RI QHZ RQVHW RU H[DFHUEDWLRQ RI FOLQLFDO V\PSWRPV DQG.RU UDGLRJUDSKLF HYLGHQFH RI FHQWUDO QHUYRXV V\VWHP GHP\HOLQDWLQJ GLVHDVH. LQFOXGLQJ PXOWLSOH VFOHURVLV .06. DQG RSWLF QHXULWLV. DQG SHULSKHUDO GHP\HOLQDWLQJ GLVHDVH. LQFOXGLQJ *XLOODLQ.%DUUp V\QGURPH. ([HUFLVH FDXWLRQ LQ FRQVLGHULQJ WKH XVH RI +8/,2 LQ SDWLHQWV ZLWK SUHH[LVWLQJ RU UHFHQW.RQVHW FHQWUDO RU SHULSKHUDO QHUYRXV V\VWHP GHP\HOLQDWLQJ GLVRUGHUV. GLVFRQ
	... +HPDWRORJLFDO 5HDFWLRQV 
	5DUH UHSRUWV RI SDQF\WRSHQLD LQFOXGLQJ DSODVWLF DQHPLD KDYH EHHQ UHSRUWHG ZLWK 71) EORFNLQJ DJHQWV. $GYHUVH UHDFWLRQV RI WKH KHPDWRORJLF V\VWHP. LQFOXGLQJ PHGLFDOO\ VLJQLILFDQW F\WRSHQLD .H.J.. WKURPERF\WRSHQLD. OHXNRSHQLD. KDYH EHHQ LQIUHTXHQWO\ UHSRUWHG ZLWK DGDOLPXPDE SURGXFWV. 7KH FDXVDO UHODWLRQVKLS RI WKHVH UHSRUWV 
	. 
	WR DGDOLPXPDE SURGXFWV UHPDLQV XQFOHDU. $GYLVH DOO SDWLHQWV WR VHHN LPPHGLDWH PHGLFDO DWWHQWLRQ LI WKH\ GHYHORS VLJQV DQG V\PSWRPV VXJJHVWLYH RI EORRG G\VFUDVLDV RU LQIHFWLRQ .H.J.. SHUVLVWHQW IHYHU. EUXLVLQJ. EOHHGLQJ. SDOORU. ZKLOH RQ +8/,2. &RQVLGHU GLVFRQWLQXDWLRQ RI +8/,2 WKHUDS\ LQ SDWLHQWV ZLWK FRQILUPHG VLJQLILFDQW KHPDWRORJLF DEQRUPDOLWLHV. 
	... 8VH ZLWK $QDNLQUD 
	&RQFXUUHQW XVH RI DQDNLQUD .DQ LQWHUOHXNLQ.. DQWDJRQLVW. DQG DQRWKHU 71).EORFNHU. ZDV DVVRFLDWHG ZLWK D JUHDWHU SURSRUWLRQ RI VHULRXV LQIHFWLRQV DQG QHXWURSHQLD DQG QR DGGHG EHQHILW FRPSDUHG ZLWK WKH 71).EORFNHU DORQH LQ SDWLHQWV ZLWK 5$. 7KHUHIRUH. WKH FRPELQDWLRQ RI +8/,2 DQG DQDNLQUD LV QRW UHFRPPHQGHG [see Drug Interactions (7.2)]. 
	... +HDUW )DLOXUH 
	&DVHV RI ZRUVHQLQJ FRQJHVWLYH KHDUW IDLOXUH .&+). DQG QHZ RQVHW &+) KDYH EHHQ UHSRUWHG ZLWK 71) EORFNHUV. &DVHV RI ZRUVHQLQJ &+) KDYH DOVR EHHQ REVHUYHG ZLWK DGDOLPXPDE SURGXFWV. $GDOLPXPDE SURGXFWV KDYH QRW EHHQ IRUPDOO\ VWXGLHG LQ SDWLHQWV ZLWK &+). KRZHYHU. LQ FOLQLFDO WULDOV RI DQRWKHU 71) EORFNHU. D KLJKHU UDWH RI VHULRXV &+).UHODWHG DGYHUVH UHDFWLRQV ZDV REVHUYHG. ([HUFLVH FDXWLRQ ZKHQ XVLQJ +8/,2 LQ SDWLHQWV ZKR KDYH KHDUW IDLOXUH DQG PRQLWRU WKHP FDUHIXOO\. 
	... $XWRLPPXQLW\ 
	7UHDWPHQW ZLWK DGDOLPXPDE SURGXFWV PD\ UHVXOW LQ WKH IRUPDWLRQ RI DXWRDQWLERGLHV DQG. UDUHO\. LQ WKH GHYHORSPHQW RI D OXSXV.OLNH V\QGURPH. ,I D SDWLHQW GHYHORSV V\PSWRPV VXJJHVWLYH RI D OXSXV.OLNH V\QGURPH IROORZLQJ WUHDWPHQW ZLWK +8/,2. GLVFRQWLQXH WUHDWPHQW [see Adverse Reactions (6.1)]. 
	.... ,PPXQL]DWLRQV 
	
	,W LV UHFRPPHQGHG WKDW SHGLDWULF SDWLHQWV. LI SRVVLEOH. EH EURXJKW XS WR GDWH ZLWK DOO LPPXQL]DWLRQV LQ DJUHHPHQW ZLWK FXUUHQW LPPXQL]DWLRQ JXLGHOLQHV SULRU WR LQLWLDWLQJ +8/,2 WKHUDS\. 3DWLHQWV RQ +8/,2 PD\ UHFHLYH FRQFXUUHQW YDFFLQDWLRQV. H[FHSW IRU OLYH YDFFLQHV. 
	7KH VDIHW\ RI DGPLQLVWHULQJ OLYH RU OLYH.DWWHQXDWHG YDFFLQHV LQ LQIDQWV H[SRVHG WR DGDOLPXPDE SURGXFWV in utero LV XQNQRZQ. 5LVNV DQG EHQHILWV VKRXOG EH FRQVLGHUHG SULRU WR YDFFLQDWLQJ .OLYH RU OLYH DWWHQXDWHG. H[SRVHG LQIDQWV [see Use in Specific Populations (8.1. 8.4)]. 
	.... 8VH ZLWK $EDWDFHSW 
	,Q FRQWUROOHG WULDOV. WKH FRQFXUUHQW DGPLQLVWUDWLRQ RI 71).EORFNHUV DQG DEDWDFHSW ZDV DVVRFLDWHG ZLWK D JUHDWHU SURSRUWLRQ RI VHULRXV LQIHFWLRQV WKDQ WKH XVH RI D 71).EORFNHU DORQH. WKH FRPELQDWLRQ WKHUDS\. FRPSDUHG WR WKH XVH RI D 71).EORFNHU DORQH. KDV QRW GHPRQVWUDWHG LPSURYHG FOLQLFDO EHQHILW LQ WKH WUHDWPHQW RI 5$. 7KHUHIRUH. WKH FRPELQDWLRQ RI DEDWDFHSW ZLWK 71).EORFNHUV LQFOXGLQJ +8/,2 LV QRW UHFRPPHQGHG [see Drug Interactions (7.2)]. 
	. $'9(56( 5($&7,216 
	7KH PRVW VHULRXV DGYHUVH UHDFWLRQV GHVFULEHG HOVHZKHUH LQ WKH ODEHOLQJ LQFOXGH WKH IROORZLQJ. 
	x 6HULRXV ,QIHFWLRQV [see Warnings and Precautions (5.1)] 
	.. 
	x 
	0DOLJQDQFLHV [see Warnings and Precautions (5.2)] 
	... &OLQLFDO 7ULDOV ([SHULHQFH 
	%HFDXVH FOLQLFDO WULDOV DUH FRQGXFWHG XQGHU ZLGHO\ YDU\LQJ FRQGLWLRQV. DGYHUVH UHDFWLRQ UDWHV REVHUYHG LQ WKH FOLQLFDO WULDOV RI D GUXJ FDQQRW EH GLUHFWO\ FRPSDUHG WR UDWHV LQ WKH FOLQLFDO WULDOV RI DQRWKHU GUXJ DQG PD\ QRW UHIOHFW WKH UDWHV REVHUYHG LQ SUDFWLFH. 
	7KH PRVW FRPPRQ DGYHUVH UHDFWLRQ ZLWK DGDOLPXPDE ZDV LQMHFWLRQ VLWH UHDFWLRQV. ,Q SODFHER.FRQWUROOHG WULDOV. ... RI SDWLHQWV WUHDWHG ZLWK DGDOLPXPDE GHYHORSHG LQMHFWLRQ VLWH UHDFWLRQV .HU\WKHPD DQG.RU LWFKLQJ. KHPRUUKDJH. SDLQ RU VZHOOLQJ.. FRPSDUHG WR ... RI SDWLHQWV UHFHLYLQJ SODFHER. 0RVW LQMHFWLRQ VLWH UHDFWLRQV ZHUH GHVFULEHG DV PLOG DQG JHQHUDOO\ GLG QRW QHFHVVLWDWH GUXJ GLVFRQWLQXDWLRQ. 
	7KH SURSRUWLRQ RI SDWLHQWV ZKR GLVFRQWLQXHG WUHDWPHQW GXH WR DGYHUVH UHDFWLRQV GXULQJ WKH GRXEOH.EOLQG. SODFHER.FRQWUROOHG SRUWLRQ RI VWXGLHV LQ SDWLHQWV ZLWK 5$ .L.H.. 6WXGLHV 5$.,. 5$.,,. 5$.,,, DQG 5$.,9. ZDV .. IRU SDWLHQWV WDNLQJ DGDOLPXPDE DQG .. IRU SODFHER.WUHDWHG SDWLHQWV. 7KH PRVW FRPPRQ DGYHUVH UHDFWLRQV OHDGLQJ WR GLVFRQWLQXDWLRQ RI DGDOLPXPDE LQ WKHVH 5$ VWXGLHV ZHUH FOLQLFDO IODUH UHDFWLRQ ....... UDVK ...... DQG SQHXPRQLD ....... 
	Infections 
	,Q WKH FRQWUROOHG SRUWLRQV RI WKH .. JOREDO DGDOLPXPDE FOLQLFDO WULDOV LQ DGXOW SDWLHQWV ZLWK 5$. 3V$. $6. &'. 8&. 3V. DQG RWKHU LQGLFDWLRQV. WKH UDWH RI VHULRXV LQIHFWLRQV ZDV ... SHU ... SDWLHQW \HDUV LQ .... DGDOLPXPDE WUHDWHG SDWLHQWV YHUVXV D UDWH RI ... SHU ... SDWLHQW \HDUV LQ .... FRQWURO.WUHDWHG SDWLHQWV. 6HULRXV LQIHFWLRQV REVHUYHG LQFOXGHG SQHXPRQLD. VHSWLF DUWKULWLV. SURVWKHWLF DQG SRVW.VXUJLFDO LQIHFWLRQV. HU\VLSHODV. FHOOXOLWLV. GLYHUWLFXOLWLV. DQG S\HORQHSKULWLV [see Warnings and Precautions 
	Tuberculosis and Opportunistic Infections 
	
	Autoantibodies 
	
	Liver Enzyme Elevations 
	7KHUH KDYH EHHQ UHSRUWV RI VHYHUH KHSDWLF UHDFWLRQV LQFOXGLQJ DFXWH OLYHU IDLOXUH LQ SDWLHQWV UHFHLYLQJ 71). EORFNHUV. ,Q FRQWUROOHG 3KDVH . WULDOV RI DGDOLPXPDE ... PJ 6& HYHU\ RWKHU ZHHN. LQ SDWLHQWV ZLWK 5$. 3V$. DQG $6 ZLWK FRQWURO SHULRG GXUDWLRQ UDQJLQJ IURP . WR ... ZHHNV. $/7 HOHYDWLRQV • . [ 8/1 RFFXUUHG LQ .... RI DGDOLPXPDE.WUHDWHG SDWLHQWV DQG .... RI FRQWURO.WUHDWHG SDWLHQWV. 6LQFH PDQ\ RI WKHVH SDWLHQWV LQ WKHVH WULDOV ZHUH DOVR WDNLQJ PHGLFDWLRQV WKDW FDXVH OLYHU HQ]\PH HOHYDWLRQV .H.J.. 16$,
	,Q FRQWUROOHG 3KDVH . WULDOV RI DGDOLPXPDE .LQLWLDO GRVHV RI ... PJ DQG .. PJ. RU .. PJ DQG .. PJ RQ 'D\V . DQG ... UHVSHFWLYHO\. IROORZHG E\ .. PJ HYHU\ RWKHU ZHHN. LQ DGXOW SDWLHQWV ZLWK &' ZLWK D FRQWURO SHULRG GXUDWLRQ UDQJLQJ IURP . WR .. ZHHNV. $/7 HOHYDWLRQV • . [ 8/1 RFFXUUHG LQ .... RI DGDOLPXPDE.WUHDWHG SDWLHQWV DQG .... RI FRQWURO.WUHDWHG SDWLHQWV. ,Q FRQWUROOHG 3KDVH . WULDOV RI DGDOLPXPDE .LQLWLDO GRVHV RI ... PJ DQG .. PJ RQ 'D\V . DQG .. UHVSHFWLYHO\. IROORZHG E\ .. PJ HYHU\ RWKHU ZHHN. LQ SD
	Immunogenicity 
	
	3DWLHQWV LQ 6WXGLHV 5$.,. 5$.,,. DQG 5$.,,, ZHUH WHVWHG DW PXOWLSOH WLPH SRLQWV IRU DQWLERGLHV WR DGDOLPXPDE GXULQJ WKH .. WR ...PRQWK SHULRG. $SSUR[LPDWHO\ .. ... RI ..... RI DGXOW 5$ SDWLHQWV UHFHLYLQJ DGDOLPXPDE GHYHORSHG ORZ.WLWHU DQWLERGLHV WR DGDOLPXPDE DW OHDVW RQFH GXULQJ WUHDWPHQW. ZKLFK ZHUH QHXWUDOL]LQJ in vitro. 3DWLHQWV WUHDWHG ZLWK FRQFRPLWDQW PHWKRWUH[DWH .07;. KDG D ORZHU UDWH RI DQWLERG\ GHYHORSPHQW WKDQ SDWLHQWV RQ DGDOLPXPDE PRQRWKHUDS\ ... YHUVXV ..... 1R DSSDUHQW FRUUHODWLRQ RI DQWLERG\
	,Q SDWLHQWV ZLWK SRO\DUWLFXODU -,$ ZKR ZHUH . WR .. \HDUV RI DJH. DGDOLPXPDE DQWLERGLHV ZHUH LGHQWLILHG LQ ... RI DGDOLPXPDE.WUHDWHG SDWLHQWV. ,Q SDWLHQWV UHFHLYLQJ FRQFRPLWDQW 07;. WKH LQFLGHQFH ZDV .. FRPSDUHG WR ... ZLWK DGDOLPXPDE PRQRWKHUDS\. 
	,Q SDWLHQWV ZLWK $6. WKH UDWH RI GHYHORSPHQW RI DQWLERGLHV WR DGDOLPXPDE LQ DGDOLPXPDE.WUHDWHG SDWLHQWV ZDV FRPSDUDEOH WR SDWLHQWV ZLWK 5$. 
	,Q SDWLHQWV ZLWK $6. WKH UDWH RI GHYHORSPHQW RI DQWLERGLHV WR DGDOLPXPDE LQ DGDOLPXPDE.WUHDWHG SDWLHQWV ZDV FRPSDUDEOH WR SDWLHQWV ZLWK 5$. 
	,Q SDWLHQWV ZLWK 3V$. WKH UDWH RI DQWLERG\ GHYHORSPHQW LQ SDWLHQWV UHFHLYLQJ DGDOLPXPDE PRQRWKHUDS\ ZDV FRPSDUDEOH WR SDWLHQWV ZLWK 5$. KRZHYHU. LQ SDWLHQWV UHFHLYLQJ FRQFRPLWDQW 07; WKH UDWH ZDV .. FRPSDUHG WR .. LQ 5$. 

	,Q DGXOW SDWLHQWV ZLWK &'. WKH UDWH RI DQWLERG\ GHYHORSPHQW ZDV ... 
	,Q SDWLHQWV ZLWK PRGHUDWHO\ WR VHYHUHO\ DFWLYH 8&. WKH UDWH RI DQWLERG\ GHYHORSPHQW LQ SDWLHQWV UHFHLYLQJ DGDOLPXPDE ZDV ... +RZHYHU. GXH WR WKH OLPLWDWLRQ RI WKH DVVD\ FRQGLWLRQV. DQWLERGLHV WR DGDOLPXPDE FRXOG EH GHWHFWHG RQO\ ZKHQ VHUXP DGDOLPXPDE OHYHOV ZHUH . . PFJ.P/. $PRQJ WKH SDWLHQWV ZKRVH VHUXP DGDOLPXPDE OHYHOV ZHUH . . PFJ.P/ .DSSUR[LPDWHO\ ... RI WRWDO SDWLHQWV VWXGLHG.. WKH LPPXQRJHQLFLW\ UDWH ZDV ...... 
	
	Other Adverse Reactions 
	5KHXPDWRLG $UWKULWLV &OLQLFDO 6WXGLHV 
	5KHXPDWRLG $UWKULWLV &OLQLFDO 6WXGLHV 

	
	7DEOH . VXPPDUL]HV UHDFWLRQV UHSRUWHG DW D UDWH RI DW OHDVW .. LQ SDWLHQWV WUHDWHG ZLWK DGDOLPXPDE .. PJ HYHU\ RWKHU ZHHN FRPSDUHG WR SODFHER DQG ZLWK DQ LQFLGHQFH KLJKHU WKDQ SODFHER. ,Q 6WXG\ 5$.,,,. WKH W\SHV DQG IUHTXHQFLHV RI DGYHUVH UHDFWLRQV LQ WKH VHFRQG \HDU RSHQ.ODEHO H[WHQVLRQ ZHUH VLPLODU WR WKRVH REVHUYHG LQ WKH RQH.\HDU GRXEOH.EOLQG SRUWLRQ. 
	7DEOH .. $GYHUVH 5HDFWLRQV 5HSRUWHG E\ •.. RI 3DWLHQWV 7UHDWHG ZLWK $GDOLPXPDE 'XULQJ 3ODFHER. &RQWUROOHG 3HULRG RI 3RROHG 5$ 6WXGLHV .6WXGLHV 5$.,. 5$.,,. 5$.,,,. DQG 5$.,9. 
	Table
	TR
	$GDOLPXPDE .. PJ VXEFXWDQHRXV (YHU\ 2WKHU :HHN 
	3ODFHER 

	TR
	.1 .... 
	.1 .... 

	$GYHUVH 5HDFWLRQ .3UHIHUUHG 7HUP. 
	$GYHUVH 5HDFWLRQ .3UHIHUUHG 7HUP. 

	5HVSLUDWRU\ 
	5HVSLUDWRU\ 

	8SSHU UHVSLUDWRU\ LQIHFWLRQ 
	8SSHU UHVSLUDWRU\ LQIHFWLRQ 
	... 
	... 

	6LQXVLWLV 
	6LQXVLWLV 
	... 
	.. 

	)OX V\QGURPH 
	)OX V\QGURPH 
	.. 
	.. 

	*DVWURLQWHVWLQDO 
	*DVWURLQWHVWLQDO 

	1DXVHD 
	1DXVHD 
	.. 
	.. 

	$EGRPLQDO SDLQ 
	$EGRPLQDO SDLQ 
	.. 
	.. 

	/DERUDWRU\ 7HVWV. 
	/DERUDWRU\ 7HVWV. 

	/DERUDWRU\ WHVW DEQRUPDO 
	/DERUDWRU\ WHVW DEQRUPDO 
	.. 
	.. 

	+\SHUFKROHVWHUROHPLD 
	+\SHUFKROHVWHUROHPLD 
	.. 
	.. 

	+\SHUOLSLGHPLD 
	+\SHUOLSLGHPLD 
	.. 
	.. 

	+HPDWXULD 
	+HPDWXULD 
	.. 
	.. 

	$ONDOLQH SKRVSKDWDVH LQFUHDVHG 
	$ONDOLQH SKRVSKDWDVH LQFUHDVHG 
	.. 
	.. 

	2WKHU 
	2WKHU 

	+HDGDFKH 
	+HDGDFKH 
	... 
	.. 

	5DVK 
	5DVK 
	... 
	.. 

	$FFLGHQWDO LQMXU\ 
	$FFLGHQWDO LQMXU\ 
	... 
	.. 

	,QMHFWLRQ VLWH UHDFWLRQ .. 
	,QMHFWLRQ VLWH UHDFWLRQ .. 
	.. 
	.. 

	%DFN SDLQ 
	%DFN SDLQ 
	.. 
	.. 

	8ULQDU\ WUDFW LQIHFWLRQ 
	8ULQDU\ WUDFW LQIHFWLRQ 
	.. 
	.. 

	+\SHUWHQVLRQ 
	+\SHUWHQVLRQ 
	.. 
	.. 

	. /DERUDWRU\ WHVW DEQRUPDOLWLHV ZHUH UHSRUWHG DV DGYHUVH UHDFWLRQV LQ (XURSHDQ WULDOV .. 'RHV QRW LQFOXGH LQMHFWLRQ VLWH HU\WKHPD. LWFKLQJ. KHPRUUKDJH. SDLQ RU VZHOOLQJ 
	. /DERUDWRU\ WHVW DEQRUPDOLWLHV ZHUH UHSRUWHG DV DGYHUVH UHDFWLRQV LQ (XURSHDQ WULDOV .. 'RHV QRW LQFOXGH LQMHFWLRQ VLWH HU\WKHPD. LWFKLQJ. KHPRUUKDJH. SDLQ RU VZHOOLQJ 


	2WKHU LQIUHTXHQW VHULRXV DGYHUVH UHDFWLRQV WKDW GR QRW DSSHDU LQ WKH :DUQLQJV DQG 3UHFDXWLRQV RU $GYHUVH 5HDFWLRQ VHFWLRQV WKDW RFFXUUHG DW DQ LQFLGHQFH RI OHVV WKDQ .. LQ DGDOLPXPDE.WUHDWHG SDWLHQWV LQ 5$ VWXGLHV ZHUH. 
	/HVV &RPPRQ $GYHUVH 5HDFWLRQV LQ 5KHXPDWRLG $UWKULWLV &OLQLFDO 6WXGLHV 

	Body As A Whole: 3DLQ LQ H[WUHPLW\. SHOYLF SDLQ. VXUJHU\. WKRUD[ SDLQ 
	Cardiovascular System: $UUK\WKPLD. DWULDO ILEULOODWLRQ. FKHVW SDLQ. FRURQDU\ DUWHU\ GLVRUGHU. KHDUW DUUHVW. K\SHUWHQVLYH HQFHSKDORSDWK\. P\RFDUGLDO LQIDUFW. SDOSLWDWLRQ. SHULFDUGLDO HIIXVLRQ. SHULFDUGLWLV. V\QFRSH. WDFK\FDUGLD 
	Digestive System: &KROHF\VWLWLV. FKROHOLWKLDVLV. HVRSKDJLWLV. JDVWURHQWHULWLV. JDVWURLQWHVWLQDO KHPRUUKDJH. KHSDWLF QHFURVLV. YRPLWLQJ 
	Endocrine System: 3DUDWK\URLG GLVRUGHU 
	Hemic And Lymphatic System: $JUDQXORF\WRVLV. SRO\F\WKHPLD 
	Metabolic And Nutritional Disorders: 'HK\GUDWLRQ. KHDOLQJ DEQRUPDO. NHWRVLV. SDUDSURWHLQHPLD. 
	Metabolic And Nutritional Disorders: 'HK\GUDWLRQ. KHDOLQJ DEQRUPDO. NHWRVLV. SDUDSURWHLQHPLD. 
	SHULSKHUDO HGHPD 

	Musculo-Skeletal System: $UWKULWLV. ERQH GLVRUGHU. ERQH IUDFWXUH .QRW VSRQWDQHRXV.. ERQH QHFURVLV. MRLQW GLVRUGHU. PXVFOH FUDPSV. P\DVWKHQLD. S\RJHQLF DUWKULWLV. V\QRYLWLV. WHQGRQ GLVRUGHU 
	Neoplasia: $GHQRPD 
	Nervous System: &RQIXVLRQ. SDUHVWKHVLD. VXEGXUDO KHPDWRPD. WUHPRU 
	Respiratory System: $VWKPD. EURQFKRVSDVP. G\VSQHD. OXQJ IXQFWLRQ GHFUHDVHG. SOHXUDO HIIXVLRQ 
	Special Senses: &DWDUDFW 
	Thrombosis: 7KURPERVLV OHJ 
	Urogenital System: &\VWLWLV. NLGQH\ FDOFXOXV. PHQVWUXDO GLVRUGHU 
	,Q JHQHUDO. WKH DGYHUVH UHDFWLRQV LQ WKH DGDOLPXPDE.WUHDWHG SDWLHQWV LQ WKH SRO\DUWLFXODU MXYHQLOH LGLRSDWKLF DUWKULWLV .-,$. WULDO .6WXG\ -,$.,. ZHUH VLPLODU LQ IUHTXHQF\ DQG W\SH WR WKRVH VHHQ LQ DGXOW SDWLHQWV [see Warnings and Precautions (5), Adverse Reactions (6)]. ,PSRUWDQW ILQGLQJV DQG GLIIHUHQFHV IURP DGXOWV DUH GLVFXVVHG LQ WKH IROORZLQJ SDUDJUDSKV. 
	-XYHQLOH ,GLRSDWKLF $UWKULWLV &OLQLFDO 6WXGLHV 

	
	
	,Q WKH ILUVW .. ZHHNV RI WUHDWPHQW LQ 6WXG\ -,$.,. QRQ.VHULRXV K\SHUVHQVLWLYLW\ UHDFWLRQV ZHUH VHHQ LQ DSSUR[LPDWHO\ .. RI SDWLHQWV DQG LQFOXGHG SULPDULO\ ORFDOL]HG DOOHUJLF K\SHUVHQVLWLYLW\ UHDFWLRQV DQG DOOHUJLF UDVK. 
	,Q 6WXG\ -,$.,. ... RI SDWLHQWV WUHDWHG ZLWK DGDOLPXPDE ZKR KDG QHJDWLYH EDVHOLQH DQWL.GV'1$ DQWLERGLHV GHYHORSHG SRVLWLYH WLWHUV DIWHU .. ZHHNV RI WUHDWPHQW. 1R SDWLHQW GHYHORSHG FOLQLFDO VLJQV RI DXWRLPPXQLW\ GXULQJ WKH FOLQLFDO WULDO. 
	$SSUR[LPDWHO\ ... RI SDWLHQWV WUHDWHG ZLWK DGDOLPXPDE GHYHORSHG PLOG.WR.PRGHUDWH HOHYDWLRQV RI FUHDWLQH SKRVSKRNLQDVH .&3.. LQ 6WXG\ -,$.,. (OHYDWLRQV H[FHHGLQJ . WLPHV WKH XSSHU OLPLW RI QRUPDO ZHUH REVHUYHG LQ VHYHUDO SDWLHQWV. &3. OHYHOV GHFUHDVHG RU UHWXUQHG WR QRUPDO LQ DOO SDWLHQWV. 0RVW SDWLHQWV ZHUH DEOH WR FRQWLQXH DGDOLPXPDE ZLWKRXW LQWHUUXSWLRQ. 
	3VRULDWLF $UWKULWLV DQG $QN\ORVLQJ 6SRQG\OLWLV &OLQLFDO 6WXGLHV 
	3VRULDWLF $UWKULWLV DQG $QN\ORVLQJ 6SRQG\OLWLV &OLQLFDO 6WXGLHV 

	.. 
	$GDOLPXPDE KDV EHHQ VWXGLHG LQ ... SDWLHQWV ZLWK SVRULDWLF DUWKULWLV .3V$. LQ WZR SODFHER.FRQWUROOHG WULDOV DQG LQ DQ RSHQ ODEHO VWXG\ DQG LQ ... SDWLHQWV ZLWK DQN\ORVLQJ VSRQG\OLWLV .$6. LQ WZR SODFHER.FRQWUROOHG VWXGLHV. 7KH VDIHW\ SURILOH IRU SDWLHQWV ZLWK 3V$ DQG $6 WUHDWHG ZLWK DGDOLPXPDE .. PJ HYHU\ RWKHU ZHHN ZDV VLPLODU WR WKH VDIHW\ SURILOH VHHQ LQ SDWLHQWV ZLWK 5$. DGDOLPXPDE 6WXGLHV 5$., WKURXJK ,9. 
	$GDOLPXPDE KDV EHHQ VWXGLHG LQ .... DGXOW SDWLHQWV ZLWK &URKQ¶V GLVHDVH .&'. LQ IRXU SODFHER.FRQWUROOHG DQG WZR RSHQ.ODEHO H[WHQVLRQ VWXGLHV. 7KH VDIHW\ SURILOH IRU DGXOW SDWLHQWV ZLWK &' WUHDWHG ZLWK DGDOLPXPDE ZDV VLPLODU WR WKH VDIHW\ SURILOH VHHQ LQ SDWLHQWV ZLWK 5$. 
	$GXOW &URKQ¶V 'LVHDVH &OLQLFDO 6WXGLHV 

	$GDOLPXPDE KDV EHHQ VWXGLHG LQ .... SDWLHQWV ZLWK XOFHUDWLYH FROLWLV .8&. LQ WZR SODFHER.FRQWUROOHG VWXGLHV DQG RQH RSHQ.ODEHO H[WHQVLRQ VWXG\. 7KH VDIHW\ SURILOH IRU SDWLHQWV ZLWK 8& WUHDWHG ZLWK DGDOLPXPDE ZDV VLPLODU WR WKH VDIHW\ SURILOH VHHQ LQ SDWLHQWV ZLWK 5$. 
	8OFHUDWLYH &ROLWLV &OLQLFDO 6WXGLHV 

	$GDOLPXPDE KDV EHHQ VWXGLHG LQ .... VXEMHFWV ZLWK SODTXH SVRULDVLV .3V. LQ SODFHER.FRQWUROOHG DQG RSHQ.ODEHO H[WHQVLRQ VWXGLHV. 7KH VDIHW\ SURILOH IRU VXEMHFWV ZLWK 3V WUHDWHG ZLWK DGDOLPXPDE ZDV VLPLODU WR WKH VDIHW\ SURILOH VHHQ LQ VXEMHFWV ZLWK 5$ ZLWK WKH IROORZLQJ H[FHSWLRQV. ,Q WKH SODFHER.FRQWUROOHG SRUWLRQV RI WKH FOLQLFDO WULDOV LQ 3V VXEMHFWV. DGDOLPXPDE.WUHDWHG VXEMHFWV KDG D KLJKHU LQFLGHQFH RI DUWKUDOJLD ZKHQ FRPSDUHG WR FRQWUROV ... vs. .... 
	3ODTXH 3VRULDVLV &OLQLFDO 6WXGLHV 

	... 3RVWPDUNHWLQJ ([SHULHQFH 
	7KH IROORZLQJ DGYHUVH UHDFWLRQV KDYH EHHQ LGHQWLILHG GXULQJ SRVW.DSSURYDO XVH RI DGDOLPXPDE SURGXFWV. %HFDXVH WKHVH UHDFWLRQV DUH UHSRUWHG YROXQWDULO\ IURP D SRSXODWLRQ RI XQFHUWDLQ VL]H. LW LV QRW DOZD\V SRVVLEOH WR UHOLDEO\ HVWLPDWH WKHLU IUHTXHQF\ RU HVWDEOLVK D FDXVDO UHODWLRQVKLS WR DGDOLPXPDE SURGXFWV H[SRVXUH. 
	Gastrointestinal disorders: 'LYHUWLFXOLWLV. ODUJH ERZHO SHUIRUDWLRQV LQFOXGLQJ SHUIRUDWLRQV DVVRFLDWHG ZLWK GLYHUWLFXOLWLV DQG DSSHQGLFHDO SHUIRUDWLRQV DVVRFLDWHG ZLWK DSSHQGLFLWLV. SDQFUHDWLWLV 
	General disorders and administration site conditions: 3\UH[LD 
	Hepato-biliary disorders: /LYHU IDLOXUH. KHSDWLWLV 
	Immune system disorders: 6DUFRLGRVLV 
	Neoplasms benign, malignant and unspecified (including cysts and polyps): 0HUNHO &HOO &DUFLQRPD .QHXURHQGRFULQH FDUFLQRPD RI WKH VNLQ. 
	Nervous system disorders: 'HP\HOLQDWLQJ GLVRUGHUV .H.J.. RSWLF QHXULWLV. *XLOODLQ.%DUUp V\QGURPH.. FHUHEURYDVFXODU DFFLGHQW 
	Respiratory disorders: ,QWHUVWLWLDO OXQJ GLVHDVH. LQFOXGLQJ SXOPRQDU\ ILEURVLV. SXOPRQDU\ HPEROLVP 
	Skin reactions: 6WHYHQV -RKQVRQ 6\QGURPH. FXWDQHRXV YDVFXOLWLV. HU\WKHPD PXOWLIRUPH. QHZ RU ZRUVHQLQJ SVRULDVLV .DOO VXE.W\SHV LQFOXGLQJ SXVWXODU DQG SDOPRSODQWDU.. DORSHFLD. OLFKHQRLG VNLQ UHDFWLRQ 
	Vascular disorders: 6\VWHPLF YDVFXOLWLV. GHHS YHLQ WKURPERVLV 
	. '58* ,17(5$&7,216 
	. '58* ,17(5$&7,216 
	... 0HWKRWUH[DWH 

	$GDOLPXPDE SURGXFWV KDYH EHHQ VWXGLHG LQ UKHXPDWRLG DUWKULWLV .5$. SDWLHQWV WDNLQJ FRQFRPLWDQW PHWKRWUH[DWH .07;.. $OWKRXJK 07; UHGXFHG WKH DSSDUHQW FOHDUDQFH RI DGDOLPXPDE SURGXFWV. WKH GDWD GR QRW VXJJHVW WKH QHHG IRU GRVH DGMXVWPHQW RI HLWKHU +8/,2 RU 07; [see Clinical Pharmacology (12.3)]. 
	... %LRORJLFDO 3URGXFWV 
	,Q FOLQLFDO VWXGLHV LQ SDWLHQWV ZLWK 5$. DQ LQFUHDVHG ULVN RI VHULRXV LQIHFWLRQV KDV EHHQ VHHQ ZLWK WKH FRPELQDWLRQ RI 71) EORFNHUV ZLWK DQDNLQUD RU DEDWDFHSW. ZLWK QR DGGHG EHQHILW. WKHUHIRUH. XVH RI +8/,2 ZLWK DEDWDFHSW RU DQDNLQUD LV QRW UHFRPPHQGHG LQ SDWLHQWV ZLWK 5$ [see Warnings and Precautions (5.7 and 5.11)]. $ KLJKHU UDWH RI VHULRXV LQIHFWLRQV KDV DOVR EHHQ REVHUYHG LQ SDWLHQWV ZLWK 5$ WUHDWHG ZLWK ULWX[LPDE ZKR UHFHLYHG VXEVHTXHQW WUHDWPHQW ZLWK D 71) EORFNHU. 7KHUH LV LQVXIILFLHQW LQIRUPDWLRQ UH
	... /LYH 9DFFLQHV 
	$YRLG WKH XVH RI OLYH YDFFLQHV ZLWK +8/,2 [see Warnings and Precautions (5.10)]. 
	... &\WRFKURPH 3... 6XEVWUDWHV 
	7KH IRUPDWLRQ RI &<3... HQ]\PHV PD\ EH VXSSUHVVHG E\ LQFUHDVHG OHYHOV RI F\WRNLQHV .H.J.. 71)Į. ,/... GXULQJ FKURQLF LQIODPPDWLRQ. ,W LV SRVVLEOH IRU SURGXFWV WKDW DQWDJRQL]H F\WRNLQH DFWLYLW\. VXFK DV DGDOLPXPDE SURGXFWV. WR LQIOXHQFH WKH IRUPDWLRQ RI &<3... HQ]\PHV. 8SRQ LQLWLDWLRQ RU GLVFRQWLQXDWLRQ RI +8/,2 LQ SDWLHQWV EHLQJ WUHDWHG ZLWK &<3... VXEVWUDWHV ZLWK D QDUURZ WKHUDSHXWLF LQGH[. PRQLWRULQJ RI WKH HIIHFW .H.J.. ZDUIDULQ. RU GUXJ FRQFHQWUDWLRQ .H.J.. F\FORVSRULQH RU WKHRSK\OOLQH. LV UHFRPPHQGHG D
	. 86( ,1 63(&,),& 3238/$7,216 
	... 3UHJQDQF\ 
	$YDLODEOH VWXGLHV ZLWK XVH RI DGDOLPXPDE GXULQJ SUHJQDQF\ GR QRW UHOLDEO\ HVWDEOLVK DQ DVVRFLDWLRQ EHWZHHQ DGDOLPXPDE DQG PDMRU ELUWK GHIHFWV. &OLQLFDO GDWD DUH DYDLODEOH IURP WKH 2UJDQL]DWLRQ RI 7HUDWRORJ\ ,QIRUPDWLRQ 6SHFLDOLVWV .27,6..0RWKHU7R%DE\ 3UHJQDQF\ 5HJLVWU\ LQ SUHJQDQW ZRPHQ ZLWK UKHXPDWRLG DUWKULWLV .5$. RU &URKQ¶V GLVHDVH .&'. WUHDWHG ZLWK DGDOLPXPDE. 5HJLVWU\ UHVXOWV VKRZHG D UDWH RI ... IRU PDMRU ELUWK GHIHFWV ZLWK ILUVW WULPHVWHU XVH RI DGDOLPXPDE LQ SUHJQDQW ZRPHQ ZLWK 5$ RU &' DQG D UDWH 
	5LVN 6XPPDU\ 

	$GDOLPXPDE LV DFWLYHO\ WUDQVIHUUHG DFURVV WKH SODFHQWD GXULQJ WKH WKLUG WULPHVWHU RI SUHJQDQF\ DQG PD\ DIIHFW LPPXQH UHVSRQVH LQ WKH in-utero H[SRVHG LQIDQW (see Clinical Considerations). ,Q DQ HPEU\R.IHWDO SHULQDWDO GHYHORSPHQW VWXG\ FRQGXFWHG LQ F\QRPROJXV PRQNH\V. QR IHWDO KDUP RU PDOIRUPDWLRQV ZHUH REVHUYHG ZLWK LQWUDYHQRXV DGPLQLVWUDWLRQ RI DGDOLPXPDE GXULQJ RUJDQRJHQHVLV DQG ODWHU LQ JHVWDWLRQ. DW GRVHV WKDW SURGXFHG H[SRVXUHV XS WR DSSUR[LPDWHO\ ... WLPHV WKH PD[LPXP UHFRPPHQGHG KXPDQ GRVH .05+'. RI 
	7KH HVWLPDWHG EDFNJURXQG ULVN RI PDMRU ELUWK GHIHFWV DQG PLVFDUULDJH IRU WKH LQGLFDWHG SRSXODWLRQV LV XQNQRZQ. $OO SUHJQDQFLHV KDYH D EDFNJURXQG ULVN RI ELUWK GHIHFW. ORVV. RU RWKHU DGYHUVH RXWFRPHV. ,Q WKH 8.6. JHQHUDO SRSXODWLRQ. WKH HVWLPDWHG EDFNJURXQG ULVN RI PDMRU ELUWK GHIHFWV DQG PLVFDUULDJH LQ FOLQLFDOO\ UHFRJQL]HG SUHJQDQFLHV LV .... DQG ....... UHVSHFWLYHO\. 
	.. 
	&OLQLFDO &RQVLGHUDWLRQV 
	&OLQLFDO &RQVLGHUDWLRQV 

	Disease-associated maternal and embryo/fetal risk 
	3XEOLVKHG GDWD VXJJHVW WKDW WKH ULVN RI DGYHUVH SUHJQDQF\ RXWFRPHV LQ ZRPHQ ZLWK 5$ RU LQIODPPDWRU\ ERZHO GLVHDVH .,%'. LV DVVRFLDWHG ZLWK LQFUHDVHG GLVHDVH DFWLYLW\. $GYHUVH SUHJQDQF\ RXWFRPHV LQFOXGH SUHWHUP GHOLYHU\ .EHIRUH .. ZHHNV RI JHVWDWLRQ.. ORZ ELUWK ZHLJKW .OHVV WKDQ .... J. LQIDQWV. DQG VPDOO IRU JHVWDWLRQDO DJH DW ELUWK. 
	Fetal/Neonatal Adverse Reactions 
	0RQRFORQDO DQWLERGLHV DUH LQFUHDVLQJO\ WUDQVSRUWHG DFURVV WKH SODFHQWD DV SUHJQDQF\ SURJUHVVHV. ZLWK WKH ODUJHVW DPRXQW WUDQVIHUUHG GXULQJ WKH WKLUG WULPHVWHU (see Data). 5LVNV DQG EHQHILWV VKRXOG EH FRQVLGHUHG SULRU WR DGPLQLVWHULQJ OLYH RU OLYH.DWWHQXDWHG YDFFLQHV WR LQIDQWV H[SRVHG WR DGDOLPXPDE SURGXFWV in utero [see Use in Specific Populations (8.4)]. 
	'DWD 
	Human Data 
	$ SURVSHFWLYH FRKRUW SUHJQDQF\ H[SRVXUH UHJLVWU\ FRQGXFWHG E\ 27,6.0RWKHU7R%DE\ LQ WKH 8.6. DQG &DQDGD EHWZHHQ .... DQG .... FRPSDUHG WKH ULVN RI PDMRU ELUWK GHIHFWV LQ OLYH.ERUQ LQIDQWV RI ... ZRPHQ ... 5$. ... &'. WUHDWHG ZLWK DGDOLPXPDE GXULQJ WKH ILUVW WULPHVWHU DQG ... ZRPHQ ... 5$. .. &'. QRW WUHDWHG ZLWK DGDOLPXPDE. 
	
	,Q DQ LQGHSHQGHQW FOLQLFDO VWXG\ FRQGXFWHG LQ WHQ SUHJQDQW ZRPHQ ZLWK ,%' WUHDWHG ZLWK DGDOLPXPDE. DGDOLPXPDE FRQFHQWUDWLRQV ZHUH PHDVXUHG LQ PDWHUQDO VHUXP DV ZHOO DV LQ FRUG EORRG .Q ... DQG LQIDQW VHUXP .Q .. RQ WKH GD\ RI ELUWK. 7KH ODVW GRVH RI DGDOLPXPDE ZDV JLYHQ EHWZHHQ . DQG .. GD\V SULRU WR GHOLYHU\. $GDOLPXPDE FRQFHQWUDWLRQV ZHUH ......... ȝJ.P/ LQ FRUG EORRG. ......... ȝJ.P/ LQ LQIDQW VHUXP. DQG ...... ȝJ.P/ LQ PDWHUQDO VHUXP. ,Q DOO EXW RQH FDVH. WKH FRUG EORRG OHYHO RI DGDOLPXPDE ZDV KLJKHU WK
	Animal Data 
	,Q DQ HPEU\R.IHWDO SHULQDWDO GHYHORSPHQW VWXG\. SUHJQDQW F\QRPROJXV PRQNH\V UHFHLYHG DGDOLPXPDE IURP JHVWDWLRQ GD\V .. WR .. DW GRVHV WKDW SURGXFHG H[SRVXUHV XS WR ... WLPHV WKDW DFKLHYHG ZLWK WKH 05+' ZLWKRXW PHWKRWUH[DWH .RQ DQ $8& EDVLV ZLWK PDWHUQDO ,9 GRVHV XS WR ... PJ.NJ.ZHHN.. $GDOLPXPDE GLG QRW HOLFLW KDUP WR WKH IHWXVHV RU PDOIRUPDWLRQV. 
	... /DFWDWLRQ 
	5LVN 6XPPDU\ 
	5LVN 6XPPDU\ 
	5LVN 6XPPDU\ 

	

	... 3HGLDWULF 8VH 
	6DIHW\ DQG HIILFDF\ RI +8/,2 LQ SHGLDWULF SDWLHQWV IRU XVHV RWKHU WKDQ SRO\DUWLFXODU MXYHQLOH LGLRSDWKLF DUWKULWLV .-,$. KDYH QRW EHHQ HVWDEOLVKHG. 'XH WR LWV LQKLELWLRQ RI 71)Į. DGDOLPXPDE SURGXFWV DGPLQLVWHUHG GXULQJ SUHJQDQF\ FRXOG DIIHFW LPPXQH UHVSRQVH LQ WKH in utero.H[SRVHG QHZERUQ DQG LQIDQW. 'DWD IURP HLJKW LQIDQWV H[SRVHG WR DGDOLPXPDE in utero VXJJHVW DGDOLPXPDE FURVVHV WKH SODFHQWD [see Use in Specific Populations (8.1)]. 7KH FOLQLFDO VLJQLILFDQFH RI HOHYDWHG DGDOLPXPDE OHYHOV LQ LQIDQWV LV XQNQ
	3RVW.PDUNHWLQJ FDVHV RI O\PSKRPD. LQFOXGLQJ KHSDWRVSOHQLF 7.FHOO O\PSKRPD DQG RWKHU PDOLJQDQFLHV. VRPH IDWDO. KDYH EHHQ UHSRUWHG DPRQJ FKLOGUHQ. DGROHVFHQWV. DQG \RXQJ DGXOWV ZKR UHFHLYHG WUHDWPHQW ZLWK 71). EORFNHUV LQFOXGLQJ DGDOLPXPDE SURGXFWV [see Boxed Warning and Warnings and Precautions (5.2)]. 
	Juvenile Idiopathic Arthritis 
	,Q 6WXG\ -,$.,. DGDOLPXPDE ZDV VKRZQ WR UHGXFH VLJQV DQG V\PSWRPV RI DFWLYH SRO\DUWLFXODU -,$ LQ SDWLHQWV . WR .. \HDUV RI DJH [see Clinical Studies (14.2)]. $GDOLPXPDE SURGXFWV KDYH QRW EHHQ VWXGLHG LQ SDWLHQWV ZLWK SRO\DUWLFXODU -,$ OHVV WKDQ . \HDUV RI DJH RU LQ SDWLHQWV ZLWK D ZHLJKW EHORZ .. NJ. 
	7KH VDIHW\ RI DGDOLPXPDE LQ SDWLHQWV LQ WKH SRO\DUWLFXODU -,$ WULDOV ZDV JHQHUDOO\ VLPLODU WR WKDW REVHUYHG LQ DGXOWV ZLWK FHUWDLQ H[FHSWLRQV [see Adverse Reactions (6.1)]. 
	... *HULDWULF 8VH 
	
	.. 29(5'26$*( 
	'RVHV XS WR .. PJ.NJ KDYH EHHQ DGPLQLVWHUHG WR SDWLHQWV LQ FOLQLFDO WULDOV ZLWKRXW HYLGHQFH RI GRVH.OLPLWLQJ WR[LFLWLHV. ,Q FDVH RI RYHUGRVDJH. LW LV UHFRPPHQGHG WKDW WKH SDWLHQW EH PRQLWRUHG IRU DQ\ VLJQV RU V\PSWRPV RI DGYHUVH UHDFWLRQV RU HIIHFWV DQG DSSURSULDWH V\PSWRPDWLF WUHDWPHQW LQVWLWXWHG LPPHGLDWHO\. 
	.. '(6&5,37,21 
	$GDOLPXPDE.INMS LV D WXPRU QHFURVLV IDFWRU EORFNHU. $GDOLPXPDE.INMS LV D UHFRPELQDQW KXPDQ ,J*. PRQRFORQDO DQWLERG\. $GDOLPXPDE.INMS LV SURGXFHG E\ UHFRPELQDQW '1$ WHFKQRORJ\ LQ D PDPPDOLDQ FHOO H[SUHVVLRQ V\VWHP DQG LV SXULILHG E\ D SURFHVV WKDW LQFOXGHV VSHFLILF YLUDO LQDFWLYDWLRQ DQG UHPRYDO VWHSV. ,W FRQVLVWV RI .... DPLQR DFLGV DQG KDV D PROHFXODU ZHLJKW RI DSSUR[LPDWHO\ ... NLORGDOWRQV. 
	$GDOLPXPDE.INMS LV D WXPRU QHFURVLV IDFWRU EORFNHU. $GDOLPXPDE.INMS LV D UHFRPELQDQW KXPDQ ,J*. PRQRFORQDO DQWLERG\. $GDOLPXPDE.INMS LV SURGXFHG E\ UHFRPELQDQW '1$ WHFKQRORJ\ LQ D PDPPDOLDQ FHOO H[SUHVVLRQ V\VWHP DQG LV SXULILHG E\ D SURFHVV WKDW LQFOXGHV VSHFLILF YLUDO LQDFWLYDWLRQ DQG UHPRYDO VWHSV. ,W FRQVLVWV RI .... DPLQR DFLGV DQG KDV D PROHFXODU ZHLJKW RI DSSUR[LPDWHO\ ... NLORGDOWRQV. 
	+8/,2 .DGDOLPXPDE.INMS. LQMHFWLRQ LV VXSSOLHG DV D VWHULOH. SUHVHUYDWLYH.IUHH VROXWLRQ IRU VXEFXWDQHRXV DGPLQLVWUDWLRQ. 7KH GUXJ SURGXFW LV VXSSOLHG DV HLWKHU D VLQJOH.GRVH. SUHILOOHG SHQ .+8/,2 3HQ. RU DV D VLQJOH. GRVH. . P/ SUHILOOHG SODVWLF V\ULQJH. (QFORVHG ZLWKLQ WKH SHQ LV D VLQJOH. GRVH. . P/ SUHILOOHG SODVWLF V\ULQJH. 7KH VROXWLRQ RI +8/,2 LV FOHDU WR VOLJKWO\ RSDOHVFHQW. FRORUOHVV WR SDOH EURZQLVK.\HOORZ. ZLWK D S+ RI DERXW .... 

	(DFK .. PJ.... P/ SUHILOOHG V\ULQJH RU SUHILOOHG SHQ GHOLYHUV ... P/ ... PJ. RI GUXJ SURGXFW. (DFK ... P/ RI +8/,2 FRQWDLQV DGDOLPXPDE.INMS ... PJ.. PHWKLRQLQH ..... PJ.. PRQRVRGLXP JOXWDPDWH ..... PJ.. SRO\VRUEDWH .. ..... PJ.. VRUELWRO ..... PJ. DQG :DWHU IRU ,QMHFWLRQ. 863. +\GURFKORULF DFLG LV DGGHG DV QHFHVVDU\ WR DGMXVW S+. 
	(DFK .. PJ.... P/ SUHILOOHG V\ULQJH GHOLYHUV ... P/ ... PJ. RI GUXJ SURGXFW. (DFK ... P/ RI +8/,2 FRQWDLQV DGDOLPXPDE.INMS ... PJ.. PHWKLRQLQH ..... PJ.. PRQRVRGLXP JOXWDPDWH ..... PJ.. SRO\VRUEDWH .. ..... PJ.. VRUELWRO ..... PJ. DQG :DWHU IRU ,QMHFWLRQ. 863. +\GURFKORULF DFLG LV DGGHG DV QHFHVVDU\ WR DGMXVW S+. 
	.. &/,1,&$/ 3+$50$&2/2*< 
	.... 0HFKDQLVP RI $FWLRQ 
	$GDOLPXPDE SURGXFWV ELQG VSHFLILFDOO\ WR 71).DOSKD DQG EORFN LWV LQWHUDFWLRQ ZLWK WKH S.. DQG S.. FHOO VXUIDFH 71) UHFHSWRUV. $GDOLPXPDE SURGXFWV DOVR O\VH VXUIDFH 71) H[SUHVVLQJ FHOOV in vitro LQ WKH SUHVHQFH RI FRPSOHPHQW. $GDOLPXPDE SURGXFWV GR QRW ELQG RU LQDFWLYDWH O\PSKRWR[LQ .71).EHWD.. 71) LV D QDWXUDOO\ RFFXUULQJ F\WRNLQH WKDW LV LQYROYHG LQ QRUPDO LQIODPPDWRU\ DQG LPPXQH UHVSRQVHV. (OHYDWHG OHYHOV RI 71) DUH IRXQG LQ WKH V\QRYLDO IOXLG RI SDWLHQWV ZLWK 5$. -,$. 3V$. DQG $6 DQG SOD\ DQ LPSRUWDQW UR
	$GDOLPXPDE SURGXFWV DOVR PRGXODWH ELRORJLFDO UHVSRQVHV WKDW DUH LQGXFHG RU UHJXODWHG E\ 71). LQFOXGLQJ FKDQJHV LQ WKH OHYHOV RI DGKHVLRQ PROHFXOHV UHVSRQVLEOH IRU OHXNRF\WH PLJUDWLRQ .(/$0... 9&$0... DQG .. RI ... ; .....0.. 
	,&$0.. ZLWK DQ ,&

	.... 3KDUPDFRG\QDPLFV 
	$IWHU WUHDWPHQW ZLWK DGDOLPXPDE. D GHFUHDVH LQ OHYHOV RI DFXWH SKDVH UHDFWDQWV RI LQIODPPDWLRQ .&.UHDFWLYH SURWHLQ >&53@ DQG HU\WKURF\WH VHGLPHQWDWLRQ UDWH >(65@. DQG VHUXP F\WRNLQHV .,/... ZDV REVHUYHG FRPSDUHG WR EDVHOLQH LQ SDWLHQWV ZLWK UKHXPDWRLG DUWKULWLV. $ GHFUHDVH LQ &53 OHYHOV ZDV DOVR REVHUYHG LQ SDWLHQWV ZLWK &URKQ¶V GLVHDVH. DQG XOFHUDWLYH FROLWLV. 6HUXP OHYHOV RI PDWUL[ PHWDOORSURWHLQDVHV .003.. DQG 003... WKDW SURGXFH WLVVXH UHPRGHOLQJ UHVSRQVLEOH IRU FDUWLODJH GHVWUXFWLRQ ZHUH DOVR GHFUHDVHG
	.... 3KDUPDFRNLQHWLFV 
	PD[. DQG WKH WLPH WR UHDFK WKH PD[LPXP FRQFHQWUDWLRQ .7PD[. ZHUH ... � ... ȝJ.P/ DQG ... � .. KRXUV UHVSHFWLYHO\. IROORZLQJ D VLQJOH .. PJ VXEFXWDQHRXV DGPLQLVWUDWLRQ RI DGDOLPXPDE WR KHDOWK\ DGXOW VXEMHFWV. 7KH DYHUDJH DEVROXWH ELRDYDLODELOLW\ RI DGDOLPXPDE HVWLPDWHG IURP WKUHH VWXGLHV IROORZLQJ D VLQJOH .. PJ VXEFXWDQHRXV GRVH ZDV .... 7KH SKDUPDFRNLQHWLFV RI DGDOLPXPDE ZHUH OLQHDU RYHU WKH GRVH UDQJH RI ... WR .... PJ.NJ IROORZLQJ D VLQJOH LQWUDYHQRXV GRVH. 
	7KH PD[LPXP VHUXP FRQFHQWUDWLRQ .&

	7KH VLQJOH GRVH SKDUPDFRNLQHWLFV RI DGDOLPXPDE LQ 5$ SDWLHQWV ZHUH GHWHUPLQHG LQ VHYHUDO VWXGLHV ZLWK VV. UDQJHG IURP ... WR ... /. 7KH V\VWHPLF FOHDUDQFH RI DGDOLPXPDE LV DSSUR[LPDWHO\ .. P/.KU. 7KH PHDQ WHUPLQDO KDOI.OLIH ZDV DSSUR[LPDWHO\ . 
	7KH VLQJOH GRVH SKDUPDFRNLQHWLFV RI DGDOLPXPDE LQ 5$ SDWLHQWV ZHUH GHWHUPLQHG LQ VHYHUDO VWXGLHV ZLWK VV. UDQJHG IURP ... WR ... /. 7KH V\VWHPLF FOHDUDQFH RI DGDOLPXPDE LV DSSUR[LPDWHO\ .. P/.KU. 7KH PHDQ WHUPLQDO KDOI.OLIH ZDV DSSUR[LPDWHO\ . 
	LQWUDYHQRXV GRVHV UDQJLQJ IURP .... WR .. PJ.NJ. 7KH GLVWULEXWLRQ YROXPH .9

	ZHHNV. UDQJLQJ IURP .. WR .. GD\V DFURVV VWXGLHV. $GDOLPXPDE FRQFHQWUDWLRQV LQ WKH V\QRYLDO IOXLG IURP ILYH UKHXPDWRLG DUWKULWLV SDWLHQWV UDQJHG IURP .. WR ... RI WKRVH LQ VHUXP. 

	,Q 5$ SDWLHQWV UHFHLYLQJ .. PJ DGDOLPXPDE HYHU\ RWKHU ZHHN. DGDOLPXPDE PHDQ VWHDG\.VWDWH WURXJK FRQFHQWUDWLRQV RI DSSUR[LPDWHO\ . ȝJ.P/ DQG . WR . ȝJ.P/. ZHUH REVHUYHG ZLWKRXW DQG ZLWK PHWKRWUH[DWH .07;.. UHVSHFWLYHO\. 07; UHGXFHG DGDOLPXPDE DSSDUHQW FOHDUDQFH DIWHU VLQJOH DQG PXOWLSOH GRVLQJ E\ ... DQG ... UHVSHFWLYHO\. LQ SDWLHQWV ZLWK 5$. 0HDQ VHUXP DGDOLPXPDE WURXJK OHYHOV DW VWHDG\ VWDWH LQFUHDVHG DSSUR[LPDWHO\ SURSRUWLRQDOO\ ZLWK GRVH IROORZLQJ ... ... DQG .. PJ HYHU\ RWKHU ZHHN DQG HYHU\ ZHHN VXEFXWD
	$GDOLPXPDE PHDQ VWHDG\.VWDWH WURXJK FRQFHQWUDWLRQV ZHUH VOLJKWO\ KLJKHU LQ SVRULDWLF DUWKULWLV SDWLHQWV WUHDWHG ZLWK .. PJ DGDOLPXPDE HYHU\ RWKHU ZHHN .. WR .. ȝJ.P/ DQG ... WR .. ȝJ.P/. ZLWKRXW DQG ZLWK 07;. UHVSHFWLYHO\. FRPSDUHG WR WKH FRQFHQWUDWLRQV LQ 5$ SDWLHQWV WUHDWHG ZLWK WKH VDPH GRVH. 
	7KH SKDUPDFRNLQHWLFV RI DGDOLPXPDE LQ SDWLHQWV ZLWK $6 ZHUH VLPLODU WR WKRVH LQ SDWLHQWV ZLWK 5$. 
	,Q SDWLHQWV ZLWK &'. WKH ORDGLQJ GRVH RI ... PJ DGDOLPXPDE RQ :HHN . IROORZHG E\ .. PJ DGDOLPXPDE RQ :HHN . DFKLHYHV PHDQ VHUXP DGDOLPXPDE WURXJK OHYHOV RI DSSUR[LPDWHO\ .. ȝJ.P/ DW :HHN . DQG :HHN .. 0HDQ VWHDG\.VWDWH WURXJK OHYHOV RI DSSUR[LPDWHO\ . ȝJ.P/ ZHUH REVHUYHG DW :HHN .. DQG :HHN .. LQ &' SDWLHQWV DIWHU UHFHLYLQJ D PDLQWHQDQFH GRVH RI .. PJ DGDOLPXPDE HYHU\ RWKHU ZHHN. 
	,Q SDWLHQWV ZLWK 8&. WKH ORDGLQJ GRVH RI ... PJ DGDOLPXPDE RQ :HHN . IROORZHG E\ .. PJ DGDOLPXPDE RQ :HHN . DFKLHYHV PHDQ VHUXP DGDOLPXPDE WURXJK OHYHOV RI DSSUR[LPDWHO\ .. ȝJ.P/ DW :HHN . DQG :HHN .. 0HDQ VWHDG\.VWDWH WURXJK OHYHO RI DSSUR[LPDWHO\ . ȝJ.P/ ZDV REVHUYHG DW :HHN .. LQ 8& SDWLHQWV DIWHU UHFHLYLQJ D GRVH RI .. PJ DGDOLPXPDE HYHU\ RWKHU ZHHN. DQG DSSUR[LPDWHO\ .. ȝJ.P/ DW :HHN .. LQ 8& SDWLHQWV ZKR LQFUHDVHG WR D GRVH RI .. PJ DGDOLPXPDE HYHU\ ZHHN. 
	,Q SDWLHQWV ZLWK 3V. WKH PHDQ VWHDG\.VWDWH WURXJK FRQFHQWUDWLRQ ZDV DSSUR[LPDWHO\ . WR . ȝJ.P/ GXULQJ DGDOLPXPDE .. PJ HYHU\ RWKHU ZHHN PRQRWKHUDS\ WUHDWPHQW. 
	3RSXODWLRQ SKDUPDFRNLQHWLF DQDO\VHV LQ SDWLHQWV ZLWK 5$ UHYHDOHG WKDW WKHUH ZDV D WUHQG WRZDUG KLJKHU DSSDUHQW FOHDUDQFH RI DGDOLPXPDE LQ WKH SUHVHQFH RI DQWL.DGDOLPXPDE DQWLERGLHV. DQG ORZHU FOHDUDQFH ZLWK LQFUHDVLQJ DJH LQ SDWLHQWV DJHG .. WR !.. \HDUV. 
	0LQRU LQFUHDVHV LQ DSSDUHQW FOHDUDQFH ZHUH DOVR SUHGLFWHG LQ 5$ SDWLHQWV UHFHLYLQJ GRVHV ORZHU WKDQ WKH UHFRPPHQGHG GRVH DQG LQ 5$ SDWLHQWV ZLWK KLJK UKHXPDWRLG IDFWRU RU &53 FRQFHQWUDWLRQV. 7KHVH LQFUHDVHV DUH QRW OLNHO\ WR EH FOLQLFDOO\ LPSRUWDQW. 
	1R JHQGHU.UHODWHG SKDUPDFRNLQHWLF GLIIHUHQFHV ZHUH REVHUYHG DIWHU FRUUHFWLRQ IRU D SDWLHQW¶V ERG\ ZHLJKW. +HDOWK\ YROXQWHHUV DQG SDWLHQWV ZLWK UKHXPDWRLG DUWKULWLV GLVSOD\HG VLPLODU DGDOLPXPDE SKDUPDFRNLQHWLFV. 
	1R SKDUPDFRNLQHWLF GDWD DUH DYDLODEOH LQ SDWLHQWV ZLWK KHSDWLF RU UHQDO LPSDLUPHQW. 
	,Q 6WXG\ -,$., IRU SDWLHQWV ZLWK SRO\DUWLFXODU -,$ ZKR ZHUH . WR .. \HDUV RI DJH. WKH PHDQ VWHDG\.VWDWH WURXJK VHUXP DGDOLPXPDE FRQFHQWUDWLRQV IRU SDWLHQWV ZHLJKLQJ ... NJ UHFHLYLQJ .. PJ DGDOLPXPDE VXEFXWDQHRXVO\ HYHU\ RWKHU ZHHN DV PRQRWKHUDS\ RU ZLWK FRQFRPLWDQW 07; ZHUH ... ȝJ.P/ DQG .... ȝJ.P/. UHVSHFWLYHO\. 7KH PHDQ VWHDG\.VWDWH WURXJK VHUXP DGDOLPXPDE FRQFHQWUDWLRQV IRU SDWLHQWV ZHLJKLQJ �.. NJ UHFHLYLQJ .. PJ DGDOLPXPDE VXEFXWDQHRXVO\ HYHU\ RWKHU ZHHN DV PRQRWKHUDS\ RU ZLWK FRQFRPLWDQW 07; ZHUH ... 
	.. 121&/,1,&$/ 72;,&2/2*< 
	.... &DUFLQRJHQHVLV. 0XWDJHQHVLV. ,PSDLUPHQW RI )HUWLOLW\ 
	/RQJ.WHUP DQLPDO VWXGLHV RI DGDOLPXPDE SURGXFWV KDYH QRW EHHQ FRQGXFWHG WR HYDOXDWH WKH FDUFLQRJHQLF SRWHQWLDO RU LWV HIIHFW RQ IHUWLOLW\. 
	.. &/,1,&$/ 678',(6 
	.... 5KHXPDWRLG $UWKULWLV 
	7KH HIILFDF\ DQG VDIHW\ RI DGDOLPXPDE ZHUH DVVHVVHG LQ ILYH UDQGRPL]HG. GRXEOH.EOLQG VWXGLHV LQ SDWLHQWV •.. \HDUV RI DJH ZLWK DFWLYH UKHXPDWRLG DUWKULWLV .5$. GLDJQRVHG DFFRUGLQJ WR $PHULFDQ &ROOHJH RI 5KHXPDWRORJ\ .$&5. FULWHULD. 3DWLHQWV KDG DW OHDVW . VZROOHQ DQG . WHQGHU MRLQWV. $GDOLPXPDE ZDV DGPLQLVWHUHG VXEFXWDQHRXVO\ LQ FRPELQDWLRQ ZLWK PHWKRWUH[DWH .07;. ..... WR .. PJ. 6WXGLHV 5$.,. 5$.,,, DQG 5$.9. RU DV PRQRWKHUDS\ .6WXGLHV 5$.,, DQG 5$.9. RU ZLWK RWKHU GLVHDVH.PRGLI\LQJ DQWL.UKHXPDWLF GUXJV .'
	6WXG\ 5$., HYDOXDWHG ... SDWLHQWV ZKR KDG IDLOHG WKHUDS\ ZLWK DW OHDVW RQH EXW QR PRUH WKDQ IRXU '0$5'V DQG KDG LQDGHTXDWH UHVSRQVH WR 07;. 'RVHV RI ... .. RU .. PJ RI DGDOLPXPDE RU SODFHER ZHUH JLYHQ HYHU\ RWKHU ZHHN IRU .. ZHHNV. 
	6WXG\ 5$.,, HYDOXDWHG ... SDWLHQWV ZKR KDG IDLOHG WKHUDS\ ZLWK DW OHDVW RQH '0$5'. 'RVHV RI SODFHER. .. RU .. PJ RI DGDOLPXPDE ZHUH JLYHQ DV PRQRWKHUDS\ HYHU\ RWKHU ZHHN RU ZHHNO\ IRU .. ZHHNV. 
	
	6WXG\ 5$.,9 DVVHVVHG VDIHW\ LQ ... SDWLHQWV ZKR ZHUH HLWKHU '0$5'.QDLYH RU ZHUH SHUPLWWHG WR UHPDLQ RQ WKHLU SUH.H[LVWLQJ UKHXPDWRORJLF WKHUDS\ SURYLGHG WKDW WKHUDS\ ZDV VWDEOH IRU D PLQLPXP RI .. GD\V. 3DWLHQWV ZHUH UDQGRPL]HG WR .. PJ RI DGDOLPXPDE RU SODFHER HYHU\ RWKHU ZHHN IRU .. ZHHNV. 
	6WXG\ 5$.9 HYDOXDWHG ... SDWLHQWV ZLWK PRGHUDWHO\ WR VHYHUHO\ DFWLYH 5$ RI OHVV WKDQ . \HDUV GXUDWLRQ ZKR ZHUH •.. \HDUV ROG DQG 07; QDwYH. 3DWLHQWV ZHUH UDQGRPL]HG WR UHFHLYH HLWKHU 07; .RSWLPL]HG WR .. PJ.ZHHN E\ ZHHN ... DGDOLPXPDE .. PJ HYHU\ RWKHU ZHHN RU DGDOLPXPDE.07; FRPELQDWLRQ WKHUDS\ IRU ... ZHHNV. 3DWLHQWV ZHUH HYDOXDWHG IRU VLJQV DQG V\PSWRPV. DQG IRU UDGLRJUDSKLF SURJUHVVLRQ RI MRLQW GDPDJH. 7KH PHGLDQ GLVHDVH GXUDWLRQ DPRQJ SDWLHQWV HQUROOHG LQ WKH VWXG\ ZDV . PRQWKV. 7KH PHGLDQ 07; GRVH DFKL
	Clinical Response 
	7KH SHUFHQW RI DGDOLPXPDE WUHDWHG SDWLHQWV DFKLHYLQJ $&5 ... .. DQG .. UHVSRQVHV LQ 6WXGLHV 5$.,, DQG ,,, DUH VKRZQ LQ 7DEOH .. 
	7DEOH .. $&5 5HVSRQVHV LQ 6WXGLHV 5$.,, DQG 5$.,,, .3HUFHQW RI 3DWLHQWV.. 
	Table
	TR
	6WXG\ 5$.,, 0RQRWKHUDS\ ... ZHHNV. 
	6WXG\ 5$.,,, 0HWKRWUH[DWH &RPELQDWLRQ ... DQG .. ZHHNV. 

	5HVSRQVH 
	5HVSRQVH 
	3ODFHER 
	$GDOLPXPDE 
	$GDOLPXPDE 
	3ODFHER.07; 
	$GDOLPXPDE.07; 

	TR
	.. PJ HYHU\ 
	.. PJ ZHHNO\ 
	.. PJ HYHU\ 

	TR
	RWKHU ZHHN 
	RWKHU ZHHN 

	TR
	1 ... 
	1 ... 
	1 ... 
	1 ... 
	1 ... 

	$&5.. 
	$&5.. 

	0RQWK . 
	0RQWK . 
	... 
	.... 
	.... 
	... 
	.... 

	0RQWK .. 
	0RQWK .. 
	1$ 
	1$ 
	1$ 
	... 
	.... 

	$&5.. 
	$&5.. 

	0RQWK . 
	0RQWK . 
	.. 
	.... 
	.... 
	... 
	.... 

	0RQWK .. 
	0RQWK .. 
	1$ 
	1$ 
	1$ 
	... 
	.... 

	$&5.. 
	$&5.. 

	0RQWK . 
	0RQWK . 
	.. 
	.... 
	.... 
	.. 
	.... 

	0RQWK .. 
	0RQWK .. 
	1$ 
	1$ 
	1$ 
	.. 
	.... 

	. S...... DGDOLPXPDE vs. SODFHER 
	. S...... DGDOLPXPDE vs. SODFHER 


	7KH UHVXOWV RI 6WXG\ 5$., ZHUH VLPLODU WR 6WXG\ 5$.,,,. SDWLHQWV UHFHLYLQJ DGDOLPXPDE .. PJ HYHU\ RWKHU ZHHN LQ 6WXG\ 5$., DOVR DFKLHYHG $&5 ... .. DQG .. UHVSRQVH UDWHV RI .... ... DQG .... UHVSHFWLYHO\. FRPSDUHG WR SODFHER UHVSRQVHV RI .... .. DQG .. UHVSHFWLYHO\. DW . PRQWKV .S....... 
	
	7DEOH .. &RPSRQHQWV RI $&5 5HVSRQVH LQ 6WXGLHV 5$.,, DQG 5$.,,,. 
	Table
	TR
	6WXG\ 5$.,, 
	6WXG\ 5$.,,, 

	3DUDPHWHU .PHGLDQ. 
	3DUDPHWHU .PHGLDQ. 
	3ODFHER 1 ... 
	$GDOLPXPDED 1 ... 
	3ODFHER.07; 1 ... 
	$GDOLPXPDED.07; 1 ... 

	TR
	%DVHOLQH 
	:N .. 
	%DVHOLQH 
	:N .. 
	%DVHOLQH 
	:N .. 
	%DVHOLQH 
	:N .. 

	1XPEHU RI WHQGHU MRLQWV ...... 
	1XPEHU RI WHQGHU MRLQWV ...... 
	.. 
	.. 
	.. 
	... 
	.. 
	.. 
	.. 
	.. 

	1XPEHU RI VZROOHQ MRLQWV ...... 
	1XPEHU RI VZROOHQ MRLQWV ...... 
	.. 
	.. 
	.. 
	... 
	.. 
	.. 
	.. 
	.. 

	3K\VLFLDQ JOREDO DVVHVVPHQWE 
	3K\VLFLDQ JOREDO DVVHVVPHQWE 
	... 
	... 
	... 
	.... 
	... 
	... 
	... 
	.... 

	3DWLHQW JOREDO DVVHVVPHQWE 
	3DWLHQW JOREDO DVVHVVPHQWE 
	... 
	... 
	... 
	.... 
	... 
	... 
	... 
	.... 

	3DLQE 
	3DLQE 
	... 
	... 
	... 
	.... 
	... 
	... 
	... 
	.... 

	'LVDELOLW\ LQGH[ .+$4.F 
	'LVDELOLW\ LQGH[ .+$4.F 
	... 
	... 
	... 
	.... 
	... 
	... 
	... 
	.... 

	&53 .PJ.G/. 
	&53 .PJ.G/. 
	... 
	... 
	... 
	.... 
	... 
	... 
	... 
	.... 

	D.. PJ DGDOLPXPDE DGPLQLVWHUHG HYHU\ RWKHU ZHHN E9LVXDO DQDORJXH VFDOH. . EHVW. .. ZRUVW F'LVDELOLW\ ,QGH[ RI WKH +HDOWK $VVHVVPHQW 4XHVWLRQQDLUH. . EHVW. . ZRUVW. PHDVXUHV WKH SDWLHQW¶V DELOLW\ WR SHUIRUP WKH IROORZLQJ. GUHVV.JURRP. DULVH. HDW. ZDON. UHDFK. JULS. PDLQWDLQ K\JLHQH. DQG PDLQWDLQ GDLO\ DFWLYLW\ . S....... DGDOLPXPDE vs. SODFHER. EDVHG RQ PHDQ FKDQJH IURP EDVHOLQH 
	D.. PJ DGDOLPXPDE DGPLQLVWHUHG HYHU\ RWKHU ZHHN E9LVXDO DQDORJXH VFDOH. . EHVW. .. ZRUVW F'LVDELOLW\ ,QGH[ RI WKH +HDOWK $VVHVVPHQW 4XHVWLRQQDLUH. . EHVW. . ZRUVW. PHDVXUHV WKH SDWLHQW¶V DELOLW\ WR SHUIRUP WKH IROORZLQJ. GUHVV.JURRP. DULVH. HDW. ZDON. UHDFK. JULS. PDLQWDLQ K\JLHQH. DQG PDLQWDLQ GDLO\ DFWLYLW\ . S....... DGDOLPXPDE vs. SODFHER. EDVHG RQ PHDQ FKDQJH IURP EDVHOLQH 


	7KH WLPH FRXUVH RI $&5 .. UHVSRQVH IRU 6WXG\ 5$.,,, LV VKRZQ LQ )LJXUH .. 
	,Q 6WXG\ 5$.,,,. ... RI SDWLHQWV ZLWK $&5 .. UHVSRQVHV DW ZHHN .. PDLQWDLQHG WKH UHVSRQVH DW .. ZHHNV. 7KH WLPH FRXUVH RI $&5 .. UHVSRQVH IRU 6WXG\ 5$., DQG 6WXG\ 5$.,, ZHUH VLPLODU. 
	)LJXUH .. 6WXG\ 5$.,,, $&5 .. 5HVSRQVHV RYHU .. :HHNV 
	,Q 6WXG\ 5$.,9. ... RI SDWLHQWV WUHDWHG ZLWK DGDOLPXPDE .. PJ HYHU\ RWKHU ZHHN SOXV VWDQGDUG RI FDUH KDG DQ $&5 .. UHVSRQVH DW ZHHN .. FRPSDUHG WR ... RQ SODFHER SOXV VWDQGDUG RI FDUH .S........ 1R XQLTXH DGYHUVH UHDFWLRQV UHODWHG WR WKH FRPELQDWLRQ RI DGDOLPXPDE DQG RWKHU '0$5'V ZHUH REVHUYHG. 
	,Q 6WXG\ 5$.,9. ... RI SDWLHQWV WUHDWHG ZLWK DGDOLPXPDE .. PJ HYHU\ RWKHU ZHHN SOXV VWDQGDUG RI FDUH KDG DQ $&5 .. UHVSRQVH DW ZHHN .. FRPSDUHG WR ... RQ SODFHER SOXV VWDQGDUG RI FDUH .S........ 1R XQLTXH DGYHUVH UHDFWLRQV UHODWHG WR WKH FRPELQDWLRQ RI DGDOLPXPDE DQG RWKHU '0$5'V ZHUH REVHUYHG. 
	,Q 6WXG\ 5$.9 ZLWK 07; QDwYH SDWLHQWV ZLWK UHFHQW RQVHW 5$. WKH FRPELQDWLRQ WUHDWPHQW ZLWK DGDOLPXPDE SOXV 07; OHG WR JUHDWHU SHUFHQWDJHV RI SDWLHQWV DFKLHYLQJ $&5 UHVSRQVHV WKDQ HLWKHU 07; PRQRWKHUDS\ RU DGDOLPXPDE PRQRWKHUDS\ DW :HHN .. DQG UHVSRQVHV ZHUH VXVWDLQHG DW :HHN ... .VHH 7DEOH ... 

	7DEOH .. $&5 5HVSRQVH LQ 6WXG\ 5$.9 .3HUFHQW RI 3DWLHQWV. 
	5HVSRQVH 
	5HVSRQVH 
	5HVSRQVH 
	07;E 1 ... 
	$GDOLPXPDEF 1 ... 
	$GDOLPXPDE.07; 1 ... 

	$&5.. :HHN .. :HHN ... 
	$&5.. :HHN .. :HHN ... 
	... ... 
	... ... 
	... ... 

	$&5.. :HHN .. :HHN ... 
	$&5.. :HHN .. :HHN ... 
	... ... 
	... ... 
	... ... 

	$&5.. :HHN .. :HHN ... 
	$&5.. :HHN .. :HHN ... 
	... ... 
	... ... 
	... ... 

	0DMRU &OLQLFDO 5HVSRQVHD 
	0DMRU &OLQLFDO 5HVSRQVHD 
	... 
	... 
	... 

	D 0DMRU FOLQLFDO UHVSRQVH LV GHILQHG DV DFKLHYLQJ DQ $&5.. UHVSRQVH IRU D FRQWLQXRXV VL[ PRQWK SHULRG E S...... DGDOLPXPDE.07; vs. 07; IRU $&5 .. S....... DGDOLPXPDE.07; vs. 07; IRU $&5 .. DQG ... DQG 0DMRU &OLQLFDO 5HVSRQVH F S....... DGDOLPXPDE.07; vs. DGDOLPXPDE 
	D 0DMRU FOLQLFDO UHVSRQVH LV GHILQHG DV DFKLHYLQJ DQ $&5.. UHVSRQVH IRU D FRQWLQXRXV VL[ PRQWK SHULRG E S...... DGDOLPXPDE.07; vs. 07; IRU $&5 .. S....... DGDOLPXPDE.07; vs. 07; IRU $&5 .. DQG ... DQG 0DMRU &OLQLFDO 5HVSRQVH F S....... DGDOLPXPDE.07; vs. DGDOLPXPDE 


	$W :HHN ... DOO LQGLYLGXDO FRPSRQHQWV RI WKH $&5 UHVSRQVH FULWHULD IRU 6WXG\ 5$.9 LPSURYHG LQ WKH DGDOLPXPDE.07; JURXS DQG LPSURYHPHQWV ZHUH PDLQWDLQHG WR :HHN .... 
	Radiographic Response 
	,Q 6WXG\ 5$.,,,. VWUXFWXUDO MRLQW GDPDJH ZDV DVVHVVHG UDGLRJUDSKLFDOO\ DQG H[SUHVVHG DV FKDQJH LQ 7RWDO 6KDUS 6FRUH .766. DQG LWV FRPSRQHQWV. WKH HURVLRQ VFRUH DQG -RLQW 6SDFH 1DUURZLQJ .-61. VFRUH. DW PRQWK .. FRPSDUHG WR EDVHOLQH. $W EDVHOLQH. WKH PHGLDQ 766 ZDV DSSUR[LPDWHO\ .. LQ WKH SODFHER DQG .. PJ HYHU\ RWKHU ZHHN JURXSV. 7KH UHVXOWV DUH VKRZQ LQ 7DEOH .. $GDOLPXPDE.07; WUHDWHG SDWLHQWV GHPRQVWUDWHG OHVV UDGLRJUDSKLF SURJUHVVLRQ WKDQ SDWLHQWV UHFHLYLQJ 07; DORQH DW .. ZHHNV. 
	7DEOH .. 5DGLRJUDSKLF 0HDQ &KDQJHV 2YHU .. 0RQWKV LQ 6WXG\ 5$.,,,. 
	Table
	TR
	3ODFHER.07; 
	$GDOLPXPDE.07; .. PJ HYHU\ RWKHU ZHHN 
	3ODFHER.07;. $GDOLPXPDE. 07; .... &RQILGHQFH ,QWHUYDO.. 
	3.YDOXH.. 

	7RWDO 6KDUS VFRUH 
	7RWDO 6KDUS VFRUH 
	... 
	... 
	... ..... .... 
	...... 

	(URVLRQ VFRUH 
	(URVLRQ VFRUH 
	... 
	... 
	... ..... .... 
	...... 

	-61 VFRUH 
	-61 VFRUH 
	... 
	... 
	... ..... .... 
	..... 

	.... FRQILGHQFH LQWHUYDOV IRU WKH GLIIHUHQFHV LQ FKDQJH VFRUHV EHWZHHQ 07; DQG DGDOLPXPDE. ..%DVHG RQ UDQN DQDO\VLV 
	.... FRQILGHQFH LQWHUYDOV IRU WKH GLIIHUHQFHV LQ FKDQJH VFRUHV EHWZHHQ 07; DQG DGDOLPXPDE. ..%DVHG RQ UDQN DQDO\VLV 


	
	,Q 6WXG\ 5$.9. VWUXFWXUDO MRLQW GDPDJH ZDV DVVHVVHG DV LQ 6WXG\ 5$.,,,. *UHDWHU LQKLELWLRQ RI UDGLRJUDSKLF SURJUHVVLRQ. DV DVVHVVHG E\ FKDQJHV LQ 766. HURVLRQ VFRUH DQG -61 ZDV REVHUYHG LQ WKH DGDOLPXPDE.07; FRPELQDWLRQ JURXS DV FRPSDUHG WR HLWKHU WKH 07; RU DGDOLPXPDE PRQRWKHUDS\ JURXS DW :HHN .. DV ZHOO DV DW :HHN ... .VHH 7DEOH ... 
	7DEOH .. 5DGLRJUDSKLF 0HDQ &KDQJH. LQ 6WXG\ 5$.9 
	Table
	TR
	07; D 1 ... 
	$GDOLPXPDE D.E 1 ... 
	$GDOLPXPDE.07; 1 ... 

	.. :HHNV 
	.. :HHNV 
	7RWDO 6KDUS VFRUH 
	... ..... .... 
	... ..... .... 
	... ..... .... 

	TR
	(URVLRQ VFRUH 
	... ..... .... 
	... ..... .... 
	... ..... .... 

	TR
	-61 VFRUH 
	... ..... .... 
	... ..... .... 
	... ..... .... 

	... :HHNV 
	... :HHNV 
	7RWDO 6KDUS VFRUH 
	.... ..... ..... 
	... ..... .... 
	... ..... .... 

	TR
	(URVLRQ VFRUH 
	... ..... .... 
	... ..... .... 
	... ..... .... 

	TR
	-61 VFRUH 
	... ..... .... 
	... ..... .... 
	... ..... .... 

	. PHDQ .... FRQILGHQFH LQWHUYDO. D S....... DGDOLPXPDE.07; vs. 07; DW .. DQG ... ZHHNV DQG IRU DGDOLPXPDE.07; vs. DGDOLPXPDE DW ... ZHHNV E S...... IRU DGDOLPXPDE.07; vs. DGDOLPXPDE DW .. ZHHNV 
	. PHDQ .... FRQILGHQFH LQWHUYDO. D S....... DGDOLPXPDE.07; vs. 07; DW .. DQG ... ZHHNV DQG IRU DGDOLPXPDE.07; vs. DGDOLPXPDE DW ... ZHHNV E S...... IRU DGDOLPXPDE.07; vs. DGDOLPXPDE DW .. ZHHNV 


	Physical Function Response 
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	&OLQLFDO UHPLVVLRQ LV &'$, VFRUH . .... FOLQLFDO UHVSRQVH LV GHFUHDVH LQ &'$, RI DW OHDVW .. SRLQWV. . S...... IRU DGDOLPXPDE vs. SODFHER SDLUZLVH FRPSDULVRQ RI SURSRUWLRQV .. S..... IRU DGDOLPXPDE vs. SODFHER SDLUZLVH FRPSDULVRQ RI SURSRUWLRQV 


	Maintenance of Clinical Remission 
	
	7DEOH ... 0DLQWHQDQFH RI &OLQLFDO 5HPLVVLRQ LQ &'.,,, .3HUFHQW RI 3DWLHQWV.. 
	Table
	TR
	3ODFHER 
	.. PJ $GDOLPXPDE HYHU\ RWKHU ZHHN 

	TR
	1 ... 
	1 ... 

	:HHN .. 
	:HHN .. 

	&OLQLFDO UHPLVVLRQ 
	&OLQLFDO UHPLVVLRQ 
	... 
	.... 

	&OLQLFDO UHVSRQVH 
	&OLQLFDO UHVSRQVH 
	... 
	.... 

	:HHN .. 
	:HHN .. 

	&OLQLFDO UHPLVVLRQ 
	&OLQLFDO UHPLVVLRQ 
	... 
	.... 

	&OLQLFDO UHVSRQVH 
	&OLQLFDO UHVSRQVH 
	... 
	.... 

	&OLQLFDO UHPLVVLRQ LV &'$, VFRUH . .... FOLQLFDO UHVSRQVH LV GHFUHDVH LQ &'$, RI DW OHDVW .. SRLQWV. .S...... IRU DGDOLPXPDE YV. SODFHER SDLUZLVH FRPSDULVRQV RI SURSRUWLRQV 
	&OLQLFDO UHPLVVLRQ LV &'$, VFRUH . .... FOLQLFDO UHVSRQVH LV GHFUHDVH LQ &'$, RI DW OHDVW .. SRLQWV. .S...... IRU DGDOLPXPDE YV. SODFHER SDLUZLVH FRPSDULVRQV RI SURSRUWLRQV 


	2I WKRVH LQ UHVSRQVH DW :HHN . ZKR DWWDLQHG UHPLVVLRQ GXULQJ WKH VWXG\. SDWLHQWV LQ WKH DGDOLPXPDE HYHU\ RWKHU ZHHN JURXS PDLQWDLQHG UHPLVVLRQ IRU D ORQJHU WLPH WKDQ SDWLHQWV LQ WKH SODFHER PDLQWHQDQFH JURXS. $PRQJ SDWLHQWV ZKR ZHUH QRW LQ UHVSRQVH E\ :HHN ... WKHUDS\ FRQWLQXHG EH\RQG .. ZHHNV GLG QRW UHVXOW LQ VLJQLILFDQWO\ PRUH UHVSRQVHV. 
	.... 8OFHUDWLYH &ROLWLV 
	7KH VDIHW\ DQG HIILFDF\ RI DGDOLPXPDE ZHUH DVVHVVHG LQ DGXOW SDWLHQWV ZLWK PRGHUDWHO\ WR VHYHUHO\ DFWLYH XOFHUDWLYH FROLWLV .0D\R VFRUH . WR .. RQ D .. SRLQW VFDOH. ZLWK DQ HQGRVFRS\ VXEVFRUH RI . WR . RQ D VFDOH RI . WR .. GHVSLWH FRQFXUUHQW RU SULRU WUHDWPHQW ZLWK LPPXQRVXSSUHVVDQWV VXFK DV FRUWLFRVWHURLGV. D]DWKLRSULQH. RU .. 03 LQ WZR UDQGRPL]HG. GRXEOH.EOLQG. SODFHER.FRQWUROOHG FOLQLFDO VWXGLHV .6WXGLHV 8&., DQG 8&.,,.. %RWK VWXGLHV HQUROOHG 71).EORFNHU QDwYH SDWLHQWV. EXW 6WXG\ 8&.,, DOVR DOORZHG HQWU
	&RQFRPLWDQW VWDEOH GRVHV RI DPLQRVDOLF\ODWHV DQG LPPXQRVXSSUHVVDQWV ZHUH SHUPLWWHG. ,Q 6WXGLHV 8&., DQG ,,. SDWLHQWV ZHUH UHFHLYLQJ DPLQRVDOLF\ODWHV ...... FRUWLFRVWHURLGV ..... DQG.RU D]DWKLRSULQH RU ..03 ..... DW EDVHOLQH. ,Q ERWK VWXGLHV. ... RI SDWLHQWV UHFHLYHG DW OHDVW RQH RI WKHVH PHGLFDWLRQV. 
	,QGXFWLRQ RI FOLQLFDO UHPLVVLRQ .GHILQHG DV 0D\R VFRUH • . ZLWK QR LQGLYLGXDO VXEVFRUHV ! .. DW :HHN . ZDV HYDOXDWHG LQ ERWK VWXGLHV. &OLQLFDO UHPLVVLRQ DW :HHN .. DQG VXVWDLQHG FOLQLFDO UHPLVVLRQ .GHILQHG DV FOLQLFDO UHPLVVLRQ DW ERWK :HHNV . DQG ... ZHUH HYDOXDWHG LQ 6WXG\ 8&.,,. 
	,Q 6WXG\ 8&.,. ... 71).EORFNHU QDwYH SDWLHQWV ZHUH UDQGRPL]HG WR RQH RI WKUHH WUHDWPHQW JURXSV IRU WKH SULPDU\ HIILFDF\ DQDO\VLV. 7KH SODFHER JURXS UHFHLYHG SODFHER DW :HHNV .. .. . DQG .. 7KH ...... JURXS UHFHLYHG ... PJ DGDOLPXPDE DW :HHN . DQG .. PJ DW :HHN .. DQG WKH ..... JURXS UHFHLYHG .. PJ DGDOLPXPDE DW :HHN . DQG .. PJ DW :HHN .. $IWHU :HHN .. SDWLHQWV LQ ERWK DGDOLPXPDE WUHDWPHQW JURXSV UHFHLYHG .. PJ HYHU\ RWKHU ZHHN. 
	,Q 6WXG\ 8&.,,. ... SDWLHQWV ZHUH UDQGRPL]HG WR UHFHLYH HLWKHU DGDOLPXPDE ... PJ DW :HHN .. .. PJ DW :HHN .. DQG .. PJ HYHU\ RWKHU ZHHN VWDUWLQJ DW :HHN . WKURXJK :HHN ... RU SODFHER VWDUWLQJ DW :HHN . DQG HYHU\ RWKHU ZHHN WKURXJK :HHN ... &RUWLFRVWHURLG WDSHU ZDV SHUPLWWHG VWDUWLQJ DW :HHN .. 
	,Q ERWK 6WXGLHV 8&., DQG 8&.,,. D JUHDWHU SHUFHQWDJH RI WKH SDWLHQWV WUHDWHG ZLWK ...... PJ RI DGDOLPXPDE FRPSDUHG WR SDWLHQWV WUHDWHG ZLWK SODFHER DFKLHYHG LQGXFWLRQ RI FOLQLFDO UHPLVVLRQ. ,Q 6WXG\ 8&.,,. D JUHDWHU SHUFHQWDJH RI WKH SDWLHQWV WUHDWHG ZLWK ...... PJ RI DGDOLPXPDE FRPSDUHG WR SDWLHQWV WUHDWHG ZLWK SODFHER DFKLHYHG VXVWDLQHG FOLQLFDO UHPLVVLRQ .FOLQLFDO UHPLVVLRQ DW ERWK :HHNV . DQG ... .7DEOH .... 
	7DEOH ... ,QGXFWLRQ RI &OLQLFDO 5HPLVVLRQ LQ 6WXGLHV 8&., DQG 8&.,, DQG 6XVWDLQHG &OLQLFDO 5HPLVVLRQ LQ 6WXG\ 8&.,, .3HUFHQW RI 3DWLHQWV. 
	Table
	TR
	6WXG\ 8&., 
	6WXG\ 8&.,, 

	TR
	3ODFHER 1 ... 
	$GDOLPXPDE ...... PJ 1 ... 
	7UHDWPHQW 'LIIHUHQFH .... &,. 
	3ODFHER 1 ... 
	$GDOLPXPDE ...... PJ 1 ... 
	7UHDWPHQW 'LIIHUHQFH .... &,. 

	,QGXFWLRQ RI &OLQLFDO 5HPLVVLRQ .&OLQLFDO 5HPLVVLRQ DW :HHN .. 
	,QGXFWLRQ RI &OLQLFDO 5HPLVVLRQ .&OLQLFDO 5HPLVVLRQ DW :HHN .. 
	.... 
	..... 
	..... ...... ...... 
	.... 
	..... 
	..... ...... ...... 

	6XVWDLQHG &OLQLFDO 5HPLVVLRQ .&OLQLFDO 5HPLVVLRQ DW ERWK :HHNV . DQG ... 
	6XVWDLQHG &OLQLFDO 5HPLVVLRQ .&OLQLFDO 5HPLVVLRQ DW ERWK :HHNV . DQG ... 
	1.$ 
	1.$ 
	1.$ 
	.... 
	.... 
	..... ...... ..... 

	&OLQLFDO UHPLVVLRQ LV GHILQHG DV 0D\R VFRUH • . ZLWK QR LQGLYLGXDO VXEVFRUHV ! .. &, &RQILGHQFH LQWHUYDO . S..... IRU DGDOLPXPDE vs. SODFHER SDLUZLVH FRPSDULVRQ RI SURSRUWLRQV 
	&OLQLFDO UHPLVVLRQ LV GHILQHG DV 0D\R VFRUH • . ZLWK QR LQGLYLGXDO VXEVFRUHV ! .. &, &RQILGHQFH LQWHUYDO . S..... IRU DGDOLPXPDE vs. SODFHER SDLUZLVH FRPSDULVRQ RI SURSRUWLRQV 


	,Q 6WXG\ 8&.,. WKHUH ZDV QR VWDWLVWLFDOO\ VLJQLILFDQW GLIIHUHQFH LQ FOLQLFDO UHPLVVLRQ REVHUYHG EHWZHHQ WKH DGDOLPXPDE ..... PJ JURXS DQG WKH SODFHER JURXS DW :HHN .. 
	,Q 6WXG\ 8&.,,. ..... ........ LQ WKH DGDOLPXPDE JURXS ZHUH LQ FOLQLFDO UHPLVVLRQ DW :HHN .. FRPSDUHG WR .... ........ LQ WKH SODFHER JURXS .WUHDWPHQW GLIIHUHQFH. ..... ... FRQILGHQFH LQWHUYDO .&,.. >..... .....@. S....... 
	
	.... 3ODTXH 3VRULDVLV 
	7KH VDIHW\ DQG HIILFDF\ RI DGDOLPXPDE ZHUH DVVHVVHG LQ UDQGRPL]HG. GRXEOH.EOLQG. SODFHER.FRQWUROOHG VWXGLHV LQ .... DGXOW VXEMHFWV ZLWK PRGHUDWH WR VHYHUH FKURQLF SODTXH SVRULDVLV .3V. ZKR ZHUH FDQGLGDWHV IRU V\VWHPLF WKHUDS\ RU SKRWRWKHUDS\. 
	6WXG\ 3V., HYDOXDWHG .... VXEMHFWV ZLWK FKURQLF 3V ZLWK •... ERG\ VXUIDFH DUHD .%6$. LQYROYHPHQW. 3K\VLFLDQ¶V *OREDO $VVHVVPHQW .3*$. RI DW OHDVW PRGHUDWH GLVHDVH VHYHULW\. DQG 3VRULDVLV $UHD DQG 6HYHULW\ ,QGH[ .3$6,. •.. ZLWKLQ WKUHH WUHDWPHQW SHULRGV. ,Q SHULRG $. VXEMHFWV UHFHLYHG SODFHER RU DGDOLPXPDE DW DQ LQLWLDO GRVH RI .. PJ DW :HHN . IROORZHG E\ D GRVH RI .. PJ HYHU\ RWKHU ZHHN VWDUWLQJ DW :HHN .. $IWHU .. ZHHNV RI WKHUDS\. VXEMHFWV ZKR DFKLHYHG DW OHDVW D 3$6, .. UHVSRQVH DW :HHN ... GHILQHG DV D 
	6WXG\ 3V., HYDOXDWHG .... VXEMHFWV ZLWK FKURQLF 3V ZLWK •... ERG\ VXUIDFH DUHD .%6$. LQYROYHPHQW. 3K\VLFLDQ¶V *OREDO $VVHVVPHQW .3*$. RI DW OHDVW PRGHUDWH GLVHDVH VHYHULW\. DQG 3VRULDVLV $UHD DQG 6HYHULW\ ,QGH[ .3$6,. •.. ZLWKLQ WKUHH WUHDWPHQW SHULRGV. ,Q SHULRG $. VXEMHFWV UHFHLYHG SODFHER RU DGDOLPXPDE DW DQ LQLWLDO GRVH RI .. PJ DW :HHN . IROORZHG E\ D GRVH RI .. PJ HYHU\ RWKHU ZHHN VWDUWLQJ DW :HHN .. $IWHU .. ZHHNV RI WKHUDS\. VXEMHFWV ZKR DFKLHYHG DW OHDVW D 3$6, .. UHVSRQVH DW :HHN ... GHILQHG DV D 
	6WXG\ 3V.,, HYDOXDWHG .. VXEMHFWV UDQGRPL]HG WR DGDOLPXPDE DQG .. VXEMHFWV UDQGRPL]HG WR SODFHER ZLWK FKURQLF SODTXH SVRULDVLV ZLWK •... %6$ LQYROYHPHQW DQG 3$6, •... 6XEMHFWV UHFHLYHG SODFHER. RU DQ LQLWLDO GRVH RI .. PJ DGDOLPXPDE DW :HHN . IROORZHG E\ .. PJ HYHU\ RWKHU ZHHN VWDUWLQJ DW :HHN . IRU .. ZHHNV. $FURVV DOO WUHDWPHQW JURXSV WKH PHDQ EDVHOLQH 3$6, VFRUH ZDV .. DQG WKH EDVHOLQH 3*$ VFRUH UDQJHG IURP ³PRGHUDWH´ ..... WR ³VHYHUH´ ..... WR ³YHU\ VHYHUH´ ..... 

	6WXGLHV 3V., DQG ,, HYDOXDWHG WKH SURSRUWLRQ RI VXEMHFWV ZKR DFKLHYHG ³FOHDU´ RU ³PLQLPDO´ GLVHDVH RQ WKH .. SRLQW 3*$ VFDOH DQG WKH SURSRUWLRQ RI VXEMHFWV ZKR DFKLHYHG D UHGXFWLRQ LQ 3$6, VFRUH RI DW OHDVW ... .3$6, ... IURP EDVHOLQH DW :HHN .. .VHH 7DEOH .. DQG .... 
	$GGLWLRQDOO\. 6WXG\ 3V., HYDOXDWHG WKH SURSRUWLRQ RI VXEMHFWV ZKR PDLQWDLQHG D 3*$ RI ³FOHDU´ RU ³PLQLPDO´ GLVHDVH RU D 3$6, .. UHVSRQVH DIWHU :HHN .. DQG RQ RU EHIRUH :HHN ... 
	7DEOH ... (IILFDF\ 5HVXOWV DW .. :HHNV LQ 6WXG\ 3V., 1XPEHU RI 6XEMHFWV ... 
	Table
	TR
	$GDOLPXPDE .. PJ HYHU\ RWKHU ZHHN 
	3ODFHER 

	TR
	1 ... 
	1 ... 

	3*$. Clear RU minimal. 
	3*$. Clear RU minimal. 
	... ..... 
	.. .... 

	3$6, .. 
	3$6, .. 
	... ..... 
	.. .... 

	. &OHDU QR SODTXH HOHYDWLRQ. QR VFDOH. SOXV RU PLQXV K\SHUSLJPHQWDWLRQ RU GLIIXVH SLQN RU UHG FRORUDWLRQ 0LQLPDO SRVVLEOH EXW GLIILFXOW WR DVFHUWDLQ ZKHWKHU WKHUH LV VOLJKW HOHYDWLRQ RI SODTXH DERYH QRUPDO VNLQ. SOXV RU PLQXV VXUIDFH GU\QHVV ZLWK VRPH ZKLWH FRORUDWLRQ. SOXV RU PLQXV XS WR UHG FRORUDWLRQ 
	. &OHDU QR SODTXH HOHYDWLRQ. QR VFDOH. SOXV RU PLQXV K\SHUSLJPHQWDWLRQ RU GLIIXVH SLQN RU UHG FRORUDWLRQ 0LQLPDO SRVVLEOH EXW GLIILFXOW WR DVFHUWDLQ ZKHWKHU WKHUH LV VOLJKW HOHYDWLRQ RI SODTXH DERYH QRUPDO VNLQ. SOXV RU PLQXV VXUIDFH GU\QHVV ZLWK VRPH ZKLWH FRORUDWLRQ. SOXV RU PLQXV XS WR UHG FRORUDWLRQ 


	7DEOH ... (IILFDF\ 5HVXOWV DW .. :HHNV LQ 6WXG\ 3V.,, 1XPEHU RI 6XEMHFWV .... 
	Table
	TR
	$GDOLPXPDE .. PJ HYHU\ RWKHU ZHHN 
	3ODFHER 

	TR
	1 .. 
	1 .. 

	3*$. Clear RU minimal. 
	3*$. Clear RU minimal. 
	.. ..... 
	. ..... 

	3$6, .. 
	3$6, .. 
	.. ..... 
	. ..... 

	. &OHDU QR SODTXH HOHYDWLRQ. QR VFDOH. SOXV RU PLQXV K\SHUSLJPHQWDWLRQ RU GLIIXVH SLQN RU UHG FRORUDWLRQ 0LQLPDO SRVVLEOH EXW GLIILFXOW WR DVFHUWDLQ ZKHWKHU WKHUH LV VOLJKW HOHYDWLRQ RI SODTXH DERYH QRUPDO VNLQ. SOXV RU PLQXV VXUIDFH GU\QHVV ZLWK VRPH ZKLWH FRORUDWLRQ. SOXV RU PLQXV XS WR UHG FRORUDWLRQ 
	. &OHDU QR SODTXH HOHYDWLRQ. QR VFDOH. SOXV RU PLQXV K\SHUSLJPHQWDWLRQ RU GLIIXVH SLQN RU UHG FRORUDWLRQ 0LQLPDO SRVVLEOH EXW GLIILFXOW WR DVFHUWDLQ ZKHWKHU WKHUH LV VOLJKW HOHYDWLRQ RI SODTXH DERYH QRUPDO VNLQ. SOXV RU PLQXV VXUIDFH GU\QHVV ZLWK VRPH ZKLWH FRORUDWLRQ. SOXV RU PLQXV XS WR UHG FRORUDWLRQ 


	$GGLWLRQDOO\. LQ 6WXG\ 3V.,. VXEMHFWV RQ DGDOLPXPDE ZKR PDLQWDLQHG D 3$6, .. ZHUH UH.UDQGRPL]HG WR DGDOLPXPDE .1 .... RU SODFHER .1 .... DW :HHN ... $IWHU .. ZHHNV RI WUHDWPHQW ZLWK DGDOLPXPDE. PRUH VXEMHFWV RQ DGDOLPXPDE PDLQWDLQHG HIILFDF\ ZKHQ FRPSDUHG WR VXEMHFWV ZKR ZHUH UH.UDQGRPL]HG WR SODFHER EDVHG RQ PDLQWHQDQFH RI 3*$ RI ³FOHDU´ RU ³PLQLPDO´ GLVHDVH .... vs. .... RU D 3$6, .. .... vs. ..... 
	$ WRWDO RI ... VWDEOH UHVSRQGHUV SDUWLFLSDWHG LQ D ZLWKGUDZDO DQG UHWUHDWPHQW HYDOXDWLRQ LQ DQ RSHQ.ODEHO H[WHQVLRQ VWXG\. 0HGLDQ WLPH WR UHODSVH .GHFOLQH WR 3*$ ³PRGHUDWH´ RU ZRUVH. ZDV DSSUR[LPDWHO\ . PRQWKV. 'XULQJ WKH ZLWKGUDZDO SHULRG. QR VXEMHFW H[SHULHQFHG WUDQVIRUPDWLRQ WR HLWKHU SXVWXODU RU HU\WKURGHUPLF SVRULDVLV. $ WRWDO RI ... VXEMHFWV ZKR UHODSVHG UH.LQLWLDWHG WUHDWPHQW ZLWK .. PJ RI DGDOLPXPDE. WKHQ .. PJ HYHU\ RWKHU ZHHN EHJLQQLQJ DW ZHHN .. $W ZHHN ... ... ......... RI VXEMHFWV KDG D UHVSRQV
	$ UDQGRPL]HG. GRXEOH.EOLQG VWXG\ .6WXG\ 3V.,,,. FRPSDUHG WKH HIILFDF\ DQG VDIHW\ RI DGDOLPXPDE YHUVXV SODFHER LQ ... DGXOW VXEMHFWV. 6XEMHFWV LQ WKH VWXG\ KDG WR KDYH FKURQLF SODTXH SVRULDVLV RI DW OHDVW PRGHUDWH VHYHULW\ RQ WKH 3*$ VFDOH. ILQJHUQDLO LQYROYHPHQW RI DW OHDVW PRGHUDWH VHYHULW\ RQ D ..SRLQW 3K\VLFLDQ¶V *OREDO $VVHVVPHQW RI )LQJHUQDLO 3VRULDVLV .3*$.). VFDOH. D 0RGLILHG 1DLO 3VRULDVLV 6HYHULW\ ,QGH[ .P1$36,. VFRUH IRU WKH WDUJHW.ILQJHUQDLO RI • .. DQG HLWKHU D %6$ LQYROYHPHQW RI DW OHDVW ... RU
	$W :HHN ... D KLJKHU SURSRUWLRQ RI VXEMHFWV LQ WKH DGDOLPXPDE JURXS WKDQ LQ WKH SODFHER JURXS DFKLHYHG WKH 3*$.) HQGSRLQW. )XUWKHUPRUH. D KLJKHU SURSRUWLRQ RI VXEMHFWV LQ WKH DGDOLPXPDE JURXS WKDQ LQ WKH SODFHER JURXS DFKLHYHG P1$36, .. DW :HHN .. .VHH 7DEOH .... 
	7DEOH ... (IILFDF\ 5HVXOWV DW .. :HHNV. 
	(QGSRLQW 
	(QGSRLQW 
	(QGSRLQW 
	$GDOLPXPDE .. PJ HYHU\ RWKHU ZHHN. 1 ... 
	3ODFHER 1 ... 

	3*$.). •..JUDGH LPSURYHPHQW DQG clear RU minimal 
	3*$.). •..JUDGH LPSURYHPHQW DQG clear RU minimal 
	... 
	.. 

	P1$36, .. 
	P1$36, .. 
	... 
	.. 


	.6XEMHFWV UHFHLYHG .. PJ RI DGDOLPXPDE DW :HHN .. IROORZHG E\ .. PJ HYHU\ RWKHU ZHHN VWDUWLQJ DW :HHN .. 
	1DLO SDLQ ZDV DOVR HYDOXDWHG DQG LPSURYHPHQW LQ QDLO SDLQ ZDV REVHUYHG LQ 6WXG\ 3V.,,,. 
	.. 5()(5(1&(6 
	.. 1DWLRQDO &DQFHU ,QVWLWXWH. 6XUYHLOODQFH. (SLGHPLRORJ\. DQG (QG 5HVXOWV 'DWDEDVH .6((5. 3URJUDP. 6((5 ,QFLGHQFH &UXGH 5DWHV. .. 5HJLVWULHV. .......... 
	.. +2: 6833/,('.6725$*( $1' +$1'/,1* 
	+8/,2.DGDOLPXPDE.INMS. LQMHFWLRQ LV VXSSOLHG DV D SUHVHUYDWLYH.IUHH. VWHULOH. FOHDU WR VOLJKWO\ RSDOHVFHQW DQG FRORUOHVV WR SDOH EURZQLVK.\HOORZ VROXWLRQ IRU VXEFXWDQHRXV DGPLQLVWUDWLRQ. 7KH IROORZLQJ SDFNDJLQJ FRQILJXUDWLRQV DUH DYDLODEOH.
	• 

	..... .�������� .������ .����� Ǧ ʹͲ ��ȀͲǤͶ �. 
	+8/,2 LV VXSSOLHG LQ D FDUWRQ FRQWDLQLQJ WZR DOFRKRO SUHSV DQG WZR GRVH WUD\V. (DFK GRVH WUD\ FRQVLVWV RI D VLQJOH.GRVH. . P/ SUH.ILOOHG SODVWLF V\ULQJH ZLWK D IL[HG .. JDXJH WKLQ ZDOO. ò LQFK QHHGOH. SURYLGLQJ .. PJ.... P/ RI +8/,2. 7KH 1'& QXPEHU LV .............
	..... .�������� .������ .����� Ǧ ͶͲ ��ȀͲǤͺ �. 
	+8/,2 LV VXSSOLHG LQ D FDUWRQ FRQWDLQLQJ WZR DOFRKRO SUHSV DQG WZR GRVH WUD\V. (DFK GRVH WUD\ FRQVLVWV RI D VLQJOH.GRVH. . P/ SUHILOOHG SODVWLF V\ULQJH ZLWK D IL[HG .. JDXJH WKLQ ZDOO. ò LQFK QHHGOH. SURYLGLQJ .. PJ.... P/ RI +8/,2. 7KH 1'& QXPEHU LV .............
	..... .�������� .�� .����� Ǧ ͶͲ ��ȀͲǤͺ �. 
	+8/,2 LV VXSSOLHG LQ D FDUWRQ FRQWDLQLQJ WZR DOFRKRO SUHSV DQG WZR GRVH WUD\V. (DFK GRVH WUD\ FRQVLVWV RI D VLQJOH.GRVH SHQ. FRQWDLQLQJ D . P/ SUHILOOHG SODVWLF V\ULQJH ZLWK D IL[HG .. JDXJH WKLQ ZDOO. ò LQFK QHHGOH. SURYLGLQJ .. PJ.... P/ RI +8/,2. 7KH 1'& QXPEHU LV ............. 
	Storage and Stability
	'R QRW XVH EH\RQG WKH H[SLUDWLRQ GDWH RQ WKH FRQWDLQHU. +8/,2 PXVW EH UHIULJHUDWHG DW ..•) WR..•) ..•& WR .•&.. '2 127 )5((=(. 'R QRW XVH LI IUR]HQ HYHQ LI LW KDV EHHQ WKDZHG. 
	6WRUH LQ RULJLQDO FDUWRQ XQWLO WLPH RI DGPLQLVWUDWLRQ WR SURWHFW IURP OLJKW. 
	,I QHHGHG. IRU H[DPSOH ZKHQ WUDYHOLQJ. +8/,2 PD\ EH VWRUHG DW URRP WHPSHUDWXUH XS WR DPD[LPXP RI ..•) ...•&. IRU D SHULRG RI XS WR .. GD\V. ZLWK SURWHFWLRQ IURP OLJKW. +8/,2 VKRXOG EH GLVFDUGHG LI QRW XVHG ZLWKLQ WKH ...GD\ SHULRG. 5HFRUG WKH GDWH ZKHQ +8/,2 LV ILUVW UHPRYHG IURP WKH UHIULJHUDWRU LQ WKH VSDFHV SURYLGHG RQ WKH FDUWRQ DQG GRVH WUD\. 
	'R QRW VWRUH +8/,2 LQ H[WUHPH KHDW RU FROG. 
	.. 3$7,(17 &2816(/,1* ,1)250$7,21 
	$GYLVH WKH SDWLHQW WR UHDG WKH )'$.DSSURYHG SDWLHQW ODEHOLQJ .0HGLFDWLRQ *XLGH DQG ,QVWUXFWLRQV IRU 8VH.. 
	.. 
	Patient Counseling 
	3URYLGH WKH +8/,2 ³0HGLFDWLRQ *XLGH´ WR SDWLHQWV RU WKHLU FDUHJLYHUV. DQG SURYLGH WKHP DQ RSSRUWXQLW\ WR UHDG LW DQG DVN TXHVWLRQV SULRU WR LQLWLDWLRQ RI WKHUDS\ DQG SULRU WR HDFK WLPH WKH SUHVFULSWLRQ LV UHQHZHG. ,I SDWLHQWV GHYHORS VLJQV DQG V\PSWRPV RI LQIHFWLRQ. LQVWUXFW WKHP WR VHHN PHGLFDO HYDOXDWLRQ LPPHGLDWHO\. 
	$GYLVH SDWLHQWV RI WKH SRWHQWLDO EHQHILWV DQG ULVNV RI +8/,2. 
	• 
	• 
	• 
	,QIHFWLRQV ,QIRUP SDWLHQWV WKDW +8/,2 PD\ ORZHU WKH DELOLW\ RI WKHLU LPPXQH V\VWHP WR ILJKW LQIHFWLRQV. ,QVWUXFW SDWLHQWV RI WKH LPSRUWDQFH RI FRQWDFWLQJ WKHLU KHDOWKFDUH SURYLGHU LI WKH\ GHYHORS DQ\ V\PSWRPV RI LQIHFWLRQ. LQFOXGLQJ WXEHUFXORVLV. LQYDVLYH IXQJDO LQIHFWLRQV. DQG UHDFWLYDWLRQ RI KHSDWLWLV % YLUXV LQIHFWLRQV. 

	• 
	• 
	0DOLJQDQFLHV. &RXQVHO SDWLHQWV DERXW WKH ULVN RI PDOLJQDQFLHV ZKLOH UHFHLYLQJ +8/,2.. 

	• 
	• 
	$OOHUJLF 5HDFWLRQV $GYLVH SDWLHQWV WR VHHN LPPHGLDWH PHGLFDO DWWHQWLRQ LI WKH\ H[SHULHQFH DQ\ V\PSWRPV RI VHYHUH DOOHUJLF UHDFWLRQV. 

	• 
	• 
	2WKHU 0HGLFDO &RQGLWLRQV $GYLVH SDWLHQWV WR UHSRUW DQ\ VLJQV RI QHZ RU ZRUVHQLQJ PHGLFDO FRQGLWLRQV VXFK DV FRQJHVWLYH KHDUW IDLOXUH. QHXURORJLFDO GLVHDVH. DXWRLPPXQH GLVRUGHUV. RU F\WRSHQLDV. $GYLVH SDWLHQWV WR UHSRUW DQ\ V\PSWRPV VXJJHVWLYH RI D F\WRSHQLD VXFK DV EUXLVLQJ. EOHHGLQJ. RU SHUVLVWHQW IHYHU. 


	Instructions on Injection Technique 
	,QIRUP SDWLHQWV WKDW WKH ILUVW LQMHFWLRQ LV WR EH SHUIRUPHG XQGHU WKH VXSHUYLVLRQ RI D TXDOLILHG KHDOWK FDUH SURIHVVLRQDO. ,I D SDWLHQW RU FDUHJLYHU LV WR DGPLQLVWHU +8/,2. LQVWUXFW WKHP LQ LQMHFWLRQ WHFKQLTXHV DQG DVVHVV WKHLU DELOLW\ WR LQMHFW VXEFXWDQHRXVO\ WR HQVXUH WKH SURSHU DGPLQLVWUDWLRQ RI +8/,2 [see Instructions for Use]. 
	)RU SDWLHQWV ZKR ZLOO XVH WKH +8/,2 3HQ. WHOO WKHP WKDW WKH\. 
	x :LOO KHDU WZR .FOLFNV. GXULQJ WKH +XOLR LQMHFWLRQ. 7KH ILUVW µFOLFN¶ PHDQV WKH VWDUW RI LQMHFWLRQ DQG 

	VHFRQG µFOLFN¶ PHDQV WKH HQG RI LQMHFWLRQ. 
	VHFRQG µFOLFN¶ PHDQV WKH HQG RI LQMHFWLRQ. 
	x 7R VWDUW LQMHFWLRQ. SXVK WKH 3HQ ERG\ GRZQ. &RQWLQXH KROGLQJ GRZQ DIWHU KHDULQJ WKH ILUVW µFOLFN¶. 
	x ,Q WKH YLHZLQJ ZLQGRZ. WKH RUDQJH LQGLFDWRU ZLOO DGYDQFH WR VKRZ WKH SURJUHVV RI WKH LQMHFWLRQ. 
	x :KHQ LQMHFWLRQ KDV ILQLVKHG. WKHUH ZLOO EH D VHFRQG µFOLFN¶ DQG WKH µ2UDQJH ,QGLFDWRU¶ ZLOO FRPSOHWHO\ 
	EORFN WKH YLHZLQJ ZLQGRZ. 
	
	,QVWUXFW SDWLHQWV WKDW ZKHQ WKHLU VKDUSV GLVSRVDO FRQWDLQHU LV DOPRVW IXOO. WKH\ ZLOO QHHG WR IROORZ WKHLU FRPPXQLW\ JXLGHOLQHV IRU WKH FRUUHFW ZD\ WR GLVSRVH RI WKHLU VKDUSV GLVSRVDO FRQWDLQHU. ,QVWUXFW SDWLHQWV WKDW WKHUH PD\ EH VWDWH RU ORFDO ODZV UHJDUGLQJ GLVSRVDO RI XVHG QHHGOHV DQG 
	.. 
	V\ULQJHV. 5HIHU SDWLHQWV WR WKH )'$¶V ZHEVLWH DW KWWS...ZZZ.IGD.JRY.VDIHVKDUSVGLVSRVDO IRU PRUH LQIRUPDWLRQ DERXW VDIH VKDUSV GLVSRVDO. DQG IRU VSHFLILF LQIRUPDWLRQ DERXW VKDUSV GLVSRVDO LQ WKH VWDWH WKDW WKH\ OLYH LQ. 
	,QVWUXFW SDWLHQWV QRW WR GLVSRVH RI WKHLU XVHG VKDUSV GLVSRVDO FRQWDLQHU LQ WKHLU KRXVHKROG WUDVK XQOHVV WKHLU FRPPXQLW\ JXLGHOLQHV SHUPLW WKLV. ,QVWUXFW SDWLHQWV QRW WR UHF\FOH WKHLU XVHG VKDUSV GLVSRVDO FRQWDLQHU. 
	0(',&$7,21 *8,'( OHH RK. މ.KXH�+8/,2 .DGDOLPXPDE.INMS. LQMHFWLRQ. IRU VXEFXWDQHRXV XVH 
	0(',&$7,21 *8,'( OHH RK. މ.KXH�+8/,2 .DGDOLPXPDE.INMS. LQMHFWLRQ. IRU VXEFXWDQHRXV XVH 
	0(',&$7,21 *8,'( OHH RK. މ.KXH�+8/,2 .DGDOLPXPDE.INMS. LQMHFWLRQ. IRU VXEFXWDQHRXV XVH 

	5HDG WKH 0HGLFDWLRQ *XLGH WKDW FRPHV ZLWK +8/,2 EHIRUH \RX VWDUW WDNLQJ LW DQG HDFK WLPH \RX JHW D UHILOO. 7KHUH PD\ EH QHZ LQIRUPDWLRQ. 7KLV 0HGLFDWLRQ *XLGH GRHV QRW WDNH WKH SODFH RI WDONLQJ ZLWK \RXU KHDOWKFDUH SURYLGHU DERXW \RXU PHGLFDO FRQGLWLRQ RU WUHDWPHQW. 
	5HDG WKH 0HGLFDWLRQ *XLGH WKDW FRPHV ZLWK +8/,2 EHIRUH \RX VWDUW WDNLQJ LW DQG HDFK WLPH \RX JHW D UHILOO. 7KHUH PD\ EH QHZ LQIRUPDWLRQ. 7KLV 0HGLFDWLRQ *XLGH GRHV QRW WDNH WKH SODFH RI WDONLQJ ZLWK \RXU KHDOWKFDUH SURYLGHU DERXW \RXU PHGLFDO FRQGLWLRQ RU WUHDWPHQW. 

	:KDW LV WKH PRVW LPSRUWDQW LQIRUPDWLRQ , VKRXOG NQRZ DERXW +8/,2" +8/,2 LV D PHGLFLQH WKDW DIIHFWV \RXU LPPXQH V\VWHP. +8/,2 FDQ ORZHU WKH DELOLW\ RI \RXU LPPXQH V\VWHP WR ILJKW LQIHFWLRQV. 6HULRXV LQIHFWLRQV KDYH KDSSHQHG LQ SHRSOH WDNLQJ DGDOLPXPDE SURGXFWV. 7KHVH VHULRXV LQIHFWLRQV LQFOXGH WXEHUFXORVLV .7%. DQG LQIHFWLRQV FDXVHG E\ YLUXVHV. IXQJL RU EDFWHULD WKDW KDYH VSUHDG WKURXJKRXW WKH ERG\. 6RPH SHRSOH KDYH GLHG IURP WKHVH LQIHFWLRQV. x <RXU KHDOWKFDUH SURYLGHU VKRXOG WHVW \RX IRU 7% EHIRUH VWDUWLQJ
	:KDW LV WKH PRVW LPSRUWDQW LQIRUPDWLRQ , VKRXOG NQRZ DERXW +8/,2" +8/,2 LV D PHGLFLQH WKDW DIIHFWV \RXU LPPXQH V\VWHP. +8/,2 FDQ ORZHU WKH DELOLW\ RI \RXU LPPXQH V\VWHP WR ILJKW LQIHFWLRQV. 6HULRXV LQIHFWLRQV KDYH KDSSHQHG LQ SHRSOH WDNLQJ DGDOLPXPDE SURGXFWV. 7KHVH VHULRXV LQIHFWLRQV LQFOXGH WXEHUFXORVLV .7%. DQG LQIHFWLRQV FDXVHG E\ YLUXVHV. IXQJL RU EDFWHULD WKDW KDYH VSUHDG WKURXJKRXW WKH ERG\. 6RPH SHRSOH KDYH GLHG IURP WKHVH LQIHFWLRQV. x <RXU KHDOWKFDUH SURYLGHU VKRXOG WHVW \RX IRU 7% EHIRUH VWDUWLQJ


	x 3HRSOH ZLWK UKHXPDWRLG DUWKULWLV .5$.. HVSHFLDOO\ PRUH VHULRXV 5$. PD\ KDYH D KLJKHU FKDQFH IRU JHWWLQJ D NLQG RI FDQFHU FDOOHG O\PSKRPD. x ,I \RX XVH 71) EORFNHUV LQFOXGLQJ +8/,2 \RXU FKDQFH RI JHWWLQJ WZR W\SHV RI VNLQ FDQFHU PD\ LQFUHDVH .EDVDO FHOO FDQFHU DQG VTXDPRXV FHOO FDQFHU RI WKH VNLQ.. 7KHVH W\SHV RI FDQFHU DUH JHQHUDOO\ QRW OLIH.WKUHDWHQLQJ LI WUHDWHG. 7HOO \RXU KHDOWKFDUH SURYLGHU LI \RX KDYH D EXPS RU RSHQ VRUH WKDW GRHV QRW KHDO. x 6RPH SHRSOH UHFHLYLQJ 71)EORFNHUV LQFOXGLQJ +8/,2 GHYHORSH
	x 3HRSOH ZLWK UKHXPDWRLG DUWKULWLV .5$.. HVSHFLDOO\ PRUH VHULRXV 5$. PD\ KDYH D KLJKHU FKDQFH IRU JHWWLQJ D NLQG RI FDQFHU FDOOHG O\PSKRPD. x ,I \RX XVH 71) EORFNHUV LQFOXGLQJ +8/,2 \RXU FKDQFH RI JHWWLQJ WZR W\SHV RI VNLQ FDQFHU PD\ LQFUHDVH .EDVDO FHOO FDQFHU DQG VTXDPRXV FHOO FDQFHU RI WKH VNLQ.. 7KHVH W\SHV RI FDQFHU DUH JHQHUDOO\ QRW OLIH.WKUHDWHQLQJ LI WUHDWHG. 7HOO \RXU KHDOWKFDUH SURYLGHU LI \RX KDYH D EXPS RU RSHQ VRUH WKDW GRHV QRW KHDO. x 6RPH SHRSOH UHFHLYLQJ 71)EORFNHUV LQFOXGLQJ +8/,2 GHYHORSH
	x 3HRSOH ZLWK UKHXPDWRLG DUWKULWLV .5$.. HVSHFLDOO\ PRUH VHULRXV 5$. PD\ KDYH D KLJKHU FKDQFH IRU JHWWLQJ D NLQG RI FDQFHU FDOOHG O\PSKRPD. x ,I \RX XVH 71) EORFNHUV LQFOXGLQJ +8/,2 \RXU FKDQFH RI JHWWLQJ WZR W\SHV RI VNLQ FDQFHU PD\ LQFUHDVH .EDVDO FHOO FDQFHU DQG VTXDPRXV FHOO FDQFHU RI WKH VNLQ.. 7KHVH W\SHV RI FDQFHU DUH JHQHUDOO\ QRW OLIH.WKUHDWHQLQJ LI WUHDWHG. 7HOO \RXU KHDOWKFDUH SURYLGHU LI \RX KDYH D EXPS RU RSHQ VRUH WKDW GRHV QRW KHDO. x 6RPH SHRSOH UHFHLYLQJ 71)EORFNHUV LQFOXGLQJ +8/,2 GHYHORSH

	:KDW LV +8/,2" +8/,2 LV D PHGLFLQH FDOOHG D 7XPRU 1HFURVLV )DFWRU .71). EORFNHU. +8/,2 LV XVHG. x 7R UHGXFH WKH VLJQV DQG V\PSWRPV RI. o PRGHUDWH WR VHYHUH UKHXPDWRLG DUWKULWLV .5$. LQ DGXOWV. +8/,2 FDQ EH XVHG DORQH. ZLWK PHWKRWUH[DWH. RU ZLWK FHUWDLQ RWKHU PHGLFLQHV. o PRGHUDWH WR VHYHUH SRO\DUWLFXODU MXYHQLOH LGLRSDWKLF DUWKULWLV .-,$. LQ FKLOGUHQ . \HDUV DQG ROGHU. +8/,2 FDQ EH XVHG DORQH. ZLWK PHWKRWUH[DWH. RU ZLWK FHUWDLQ RWKHU PHGLFLQHV. o SVRULDWLF DUWKULWLV .3V$. LQ DGXOWV. +8/,2 FDQ EH XVHG DORQH 
	:KDW LV +8/,2" +8/,2 LV D PHGLFLQH FDOOHG D 7XPRU 1HFURVLV )DFWRU .71). EORFNHU. +8/,2 LV XVHG. x 7R UHGXFH WKH VLJQV DQG V\PSWRPV RI. o PRGHUDWH WR VHYHUH UKHXPDWRLG DUWKULWLV .5$. LQ DGXOWV. +8/,2 FDQ EH XVHG DORQH. ZLWK PHWKRWUH[DWH. RU ZLWK FHUWDLQ RWKHU PHGLFLQHV. o PRGHUDWH WR VHYHUH SRO\DUWLFXODU MXYHQLOH LGLRSDWKLF DUWKULWLV .-,$. LQ FKLOGUHQ . \HDUV DQG ROGHU. +8/,2 FDQ EH XVHG DORQH. ZLWK PHWKRWUH[DWH. RU ZLWK FHUWDLQ RWKHU PHGLFLQHV. o SVRULDWLF DUWKULWLV .3V$. LQ DGXOWV. +8/,2 FDQ EH XVHG DORQH 

	:KDW VKRXOG , WHOO P\ KHDOWKFDUH SURYLGHU EHIRUH WDNLQJ +8/,2" +8/,2 PD\ QRW EH ULJKW IRU \RX. %HIRUH VWDUWLQJ +8/,2. WHOO \RXU KHDOWKFDUH SURYLGHU DERXW DOO RI \RXU KHDOWK FRQGLWLRQV. LQFOXGLQJ LI \RX. x KDYH DQ LQIHFWLRQ. 6HH ³:KDW LV WKH PRVW LPSRUWDQW LQIRUPDWLRQ , VKRXOG NQRZ DERXW +8/,2"´ x KDYH RU KDYH KDG FDQFHU. x KDYH DQ\ QXPEQHVV RU WLQJOLQJ RU KDYH D GLVHDVH WKDW DIIHFWV \RXU QHUYRXV V\VWHP VXFK DV PXOWLSOH VFOHURVLV RU *XLOODLQ.%DUUp V\QGURPH. x KDYH RU KDG KHDUW IDLOXUH. x KDYH UHFHQWO\ UHFHLY
	:KDW VKRXOG , WHOO P\ KHDOWKFDUH SURYLGHU EHIRUH WDNLQJ +8/,2" +8/,2 PD\ QRW EH ULJKW IRU \RX. %HIRUH VWDUWLQJ +8/,2. WHOO \RXU KHDOWKFDUH SURYLGHU DERXW DOO RI \RXU KHDOWK FRQGLWLRQV. LQFOXGLQJ LI \RX. x KDYH DQ LQIHFWLRQ. 6HH ³:KDW LV WKH PRVW LPSRUWDQW LQIRUPDWLRQ , VKRXOG NQRZ DERXW +8/,2"´ x KDYH RU KDYH KDG FDQFHU. x KDYH DQ\ QXPEQHVV RU WLQJOLQJ RU KDYH D GLVHDVH WKDW DIIHFWV \RXU QHUYRXV V\VWHP VXFK DV PXOWLSOH VFOHURVLV RU *XLOODLQ.%DUUp V\QGURPH. x KDYH RU KDG KHDUW IDLOXUH. x KDYH UHFHQWO\ UHFHLY


	x 25(1&,$• .DEDWDFHSW.. .,1(5(7• .DQDNLQUD.. 5(0,&$'(• .LQIOL[LPDE.. (1%5(/•.HWDQHUFHSW.. &,0=,$• .FHUWROL]XPDE SHJRO. RU 6,0321,• .JROLPXPDE.. EHFDXVH \RX VKRXOG QRW XVH +8/,2 ZKLOH \RX DUH DOVR XVLQJ RQH RI WKHVH PHGLFLQHV. x 5,78;$1• .ULWX[LPDE.. <RXU KHDOWKFDUH SURYLGHU PD\ QRW ZDQW WR JLYH \RX +8/,2 LI \RX KDYH UHFHLYHG 5,78;$1• .ULWX[LPDE. UHFHQWO\. x ,085$1• .D]DWKLRSULQH. RU 385,1(7+2/• ..±PHUFDSWRSXULQH. ..03.. .HHS D OLVW RI \RXU PHGLFLQHV ZLWK \RX WR VKRZ \RXU KHDOWKFDUH SURYLGHU DQG SKDUPDFLVW H
	x 25(1&,$• .DEDWDFHSW.. .,1(5(7• .DQDNLQUD.. 5(0,&$'(• .LQIOL[LPDE.. (1%5(/•.HWDQHUFHSW.. &,0=,$• .FHUWROL]XPDE SHJRO. RU 6,0321,• .JROLPXPDE.. EHFDXVH \RX VKRXOG QRW XVH +8/,2 ZKLOH \RX DUH DOVR XVLQJ RQH RI WKHVH PHGLFLQHV. x 5,78;$1• .ULWX[LPDE.. <RXU KHDOWKFDUH SURYLGHU PD\ QRW ZDQW WR JLYH \RX +8/,2 LI \RX KDYH UHFHLYHG 5,78;$1• .ULWX[LPDE. UHFHQWO\. x ,085$1• .D]DWKLRSULQH. RU 385,1(7+2/• ..±PHUFDSWRSXULQH. ..03.. .HHS D OLVW RI \RXU PHGLFLQHV ZLWK \RX WR VKRZ \RXU KHDOWKFDUH SURYLGHU DQG SKDUPDFLVW H
	x 25(1&,$• .DEDWDFHSW.. .,1(5(7• .DQDNLQUD.. 5(0,&$'(• .LQIOL[LPDE.. (1%5(/•.HWDQHUFHSW.. &,0=,$• .FHUWROL]XPDE SHJRO. RU 6,0321,• .JROLPXPDE.. EHFDXVH \RX VKRXOG QRW XVH +8/,2 ZKLOH \RX DUH DOVR XVLQJ RQH RI WKHVH PHGLFLQHV. x 5,78;$1• .ULWX[LPDE.. <RXU KHDOWKFDUH SURYLGHU PD\ QRW ZDQW WR JLYH \RX +8/,2 LI \RX KDYH UHFHLYHG 5,78;$1• .ULWX[LPDE. UHFHQWO\. x ,085$1• .D]DWKLRSULQH. RU 385,1(7+2/• ..±PHUFDSWRSXULQH. ..03.. .HHS D OLVW RI \RXU PHGLFLQHV ZLWK \RX WR VKRZ \RXU KHDOWKFDUH SURYLGHU DQG SKDUPDFLVW H

	+RZ VKRXOG , WDNH +8/,2" x +8/,2 LV JLYHQ E\ DQ LQMHFWLRQ XQGHU WKH VNLQ. <RXU KHDOWKFDUH SURYLGHU ZLOO WHOO \RX KRZ RIWHQ WR WDNH DQ LQMHFWLRQ RI +8/,2. 7KLV LV EDVHG RQ \RXU FRQGLWLRQ WR EH WUHDWHG. 'R QRW LQMHFW +8/,2 PRUH RIWHQ WKDQ \RX ZHUH SUHVFULEHG. x 6HH WKH ,QVWUXFWLRQV IRU 8VH LQVLGH WKH FDUWRQ IRU FRPSOHWH LQVWUXFWLRQV IRU WKH ULJKW ZD\ WR SUHSDUH DQG LQMHFW +8/,2. x 0DNH VXUH \RX KDYH EHHQ VKRZQ KRZ WR LQMHFW +8/,2 EHIRUH \RX GR LW \RXUVHOI. <RX FDQ FDOO \RXU KHDOWKFDUH SURYLGHU RU ............
	+RZ VKRXOG , WDNH +8/,2" x +8/,2 LV JLYHQ E\ DQ LQMHFWLRQ XQGHU WKH VNLQ. <RXU KHDOWKFDUH SURYLGHU ZLOO WHOO \RX KRZ RIWHQ WR WDNH DQ LQMHFWLRQ RI +8/,2. 7KLV LV EDVHG RQ \RXU FRQGLWLRQ WR EH WUHDWHG. 'R QRW LQMHFW +8/,2 PRUH RIWHQ WKDQ \RX ZHUH SUHVFULEHG. x 6HH WKH ,QVWUXFWLRQV IRU 8VH LQVLGH WKH FDUWRQ IRU FRPSOHWH LQVWUXFWLRQV IRU WKH ULJKW ZD\ WR SUHSDUH DQG LQMHFW +8/,2. x 0DNH VXUH \RX KDYH EHHQ VKRZQ KRZ WR LQMHFW +8/,2 EHIRUH \RX GR LW \RXUVHOI. <RX FDQ FDOO \RXU KHDOWKFDUH SURYLGHU RU ............

	:KDW DUH WKH SRVVLEOH VLGH HIIHFWV RI +8/,2" +8/,2 FDQ FDXVH VHULRXV VLGH HIIHFWV. LQFOXGLQJ. 6HH ³:KDW LV WKH PRVW LPSRUWDQW LQIRUPDWLRQ , VKRXOG NQRZ DERXW +8/,2"´ x 6HULRXV ,QIHFWLRQV. <RXU KHDOWKFDUH SURYLGHU ZLOO H[DPLQH \RX IRU 7% DQG SHUIRUP D WHVW WR VHH LI \RX KDYH 7%. ,I \RXU KHDOWKFDUH SURYLGHU IHHOV WKDW \RX DUH DW ULVN IRU 7%. \RX PD\ EH WUHDWHG ZLWK PHGLFLQH IRU 7% EHIRUH \RX EHJLQ WUHDWPHQW ZLWK +8/,2 DQG GXULQJ WUHDWPHQW ZLWK +8/,2. (YHQ LI \RXU 7% WHVW LV QHJDWLYH \RXU KHDOWKFDUH SURYLGHU V
	:KDW DUH WKH SRVVLEOH VLGH HIIHFWV RI +8/,2" +8/,2 FDQ FDXVH VHULRXV VLGH HIIHFWV. LQFOXGLQJ. 6HH ³:KDW LV WKH PRVW LPSRUWDQW LQIRUPDWLRQ , VKRXOG NQRZ DERXW +8/,2"´ x 6HULRXV ,QIHFWLRQV. <RXU KHDOWKFDUH SURYLGHU ZLOO H[DPLQH \RX IRU 7% DQG SHUIRUP D WHVW WR VHH LI \RX KDYH 7%. ,I \RXU KHDOWKFDUH SURYLGHU IHHOV WKDW \RX DUH DW ULVN IRU 7%. \RX PD\ EH WUHDWHG ZLWK PHGLFLQH IRU 7% EHIRUH \RX EHJLQ WUHDWPHQW ZLWK +8/,2 DQG GXULQJ WUHDWPHQW ZLWK +8/,2. (YHQ LI \RXU 7% WHVW LV QHJDWLYH \RXU KHDOWKFDUH SURYLGHU V


	x 
	$OOHUJLF UHDFWLRQV. $OOHUJLF UHDFWLRQV FDQ KDSSHQ LQ SHRSOH ZKR XVH +8/,2. &DOO \RXU KHDOWKFDUH SURYLGHU RU JHW PHGLFDO KHOS ULJKW DZD\ LI \RX KDYH DQ\ RI WKHVH V\PSWRPV RI D VHULRXV DOOHUJLF UHDFWLRQ. 
	o KLYHV. o VZHOOLQJ RI \RXU IDFH. H\HV. OLSV RU PRXWK 
	o KLYHV. o VZHOOLQJ RI \RXU IDFH. H\HV. OLSV RU PRXWK 
	o KLYHV. o VZHOOLQJ RI \RXU IDFH. H\HV. OLSV RU PRXWK 

	o WURXEOH EUHDWKLQJ 
	o WURXEOH EUHDWKLQJ 


	x 
	1HUYRXV V\VWHP SUREOHPV. 6LJQV DQG V\PSWRPV RI D QHUYRXV V\VWHP SUREOHP LQFOXGH. QXPEQHVV RU WLQJOLQJ. SUREOHPV ZLWK \RXU YLVLRQ. ZHDNQHVV LQ \RXU DUPV RU OHJV. DQG GL]]LQHVV. 
	x 
	%ORRG SUREOHPV. <RXU ERG\ PD\ QRW PDNH HQRXJK RI WKH EORRG FHOOV WKDW KHOS ILJKW LQIHFWLRQV RU KHOS WR VWRS EOHHGLQJ. 6\PSWRPV LQFOXGH D IHYHU WKDW GRHV QRW JR DZD\. EUXLVLQJ RU EOHHGLQJ YHU\ HDVLO\. RU ORRNLQJ YHU\ SDOH. 
	x 
	1HZ KHDUW IDLOXUH RU ZRUVHQLQJ RI KHDUW IDLOXUH \RX DOUHDG\ KDYH. &DOO \RXU KHDOWKFDUH SURYLGHU ULJKW DZD\ LI \RX JHW QHZ ZRUVHQLQJ V\PSWRPV RI KHDUW IDLOXUH ZKLOH WDNLQJ +8/,2. LQFOXGLQJ. 
	o. VKRUWQHVV RI EUHDWK o VZHOOLQJ RI \RXU DQNOHV RU IHHW 
	o. VKRUWQHVV RI EUHDWK o VZHOOLQJ RI \RXU DQNOHV RU IHHW 
	o. VKRUWQHVV RI EUHDWK o VZHOOLQJ RI \RXU DQNOHV RU IHHW 

	o. VXGGHQ ZHLJKW JDLQ 
	o. VXGGHQ ZHLJKW JDLQ 


	x. ,PPXQH UHDFWLRQV LQFOXGLQJ D OXSXV.OLNH V\QGURPH. 6\PSWRPV LQFOXGH FKHVW GLVFRPIRUW RU SDLQ WKDW GRHV QRW JR DZD\. VKRUWQHVV RI EUHDWK. MRLQW SDLQ. RU D UDVK RQ \RXU FKHHNV RU DUPV WKDW JHWV ZRUVH LQ WKH VXQ. 6\PSWRPV PD\ LPSURYH ZKHQ \RX VWRS +8/,2. 
	x. /LYHU 3UREOHPV. /LYHU SUREOHPV FDQ KDSSHQ LQ SHRSOH ZKR XVH 71).EORFNHU PHGLFLQHV. 7KHVH SUREOHPV FDQ OHDG WR OLYHU IDLOXUH DQG GHDWK. &DOO \RXU KHDOWKFDUH SURYLGHU ULJKW DZD\ LI \RX KDYH DQ\ RI WKHVH V\PSWRPV. 
	o. IHHO YHU\ WLUHG o VNLQ RU H\HV ORRN \HOORZ 
	o. IHHO YHU\ WLUHG o VNLQ RU H\HV ORRN \HOORZ 
	o. IHHO YHU\ WLUHG o VNLQ RU H\HV ORRN \HOORZ 

	o. SRRU DSSHWLWH RU YRPLWLQJ o SDLQ RQ WKH ULJKW VLGH RI \RXU VWRPDFK .DEGRPHQ. 
	o. SRRU DSSHWLWH RU YRPLWLQJ o SDLQ RQ WKH ULJKW VLGH RI \RXU VWRPDFK .DEGRPHQ. 


	x. 3VRULDVLV. 6RPH SHRSOH XVLQJ DGDOLPXPDE SURGXFWV KDG QHZ SVRULDVLV RU ZRUVHQLQJ RI SVRULDVLV WKH\ DOUHDG\ KDG. 7HOO \RXU KHDOWKFDUH SURYLGHU LI \RX GHYHORS UHG VFDO\ SDWFKHV RU UDLVHG EXPSV WKDW DUH ILOOHG ZLWK SXV. <RXU KHDOWKFDUH SURYLGHU PD\ GHFLGH WR VWRS \RXU WUHDWPHQW ZLWK +8/,2. 
	&DOO \RXU KHDOWKFDUH SURYLGHU RU JHW PHGLFDO FDUH ULJKW DZD\ LI \RX GHYHORS DQ\ RI WKH DERYH V\PSWRPV. <RXU WUHDWPHQW ZLWK +8/,2 PD\ EH VWRSSHG. &RPPRQ VLGH HIIHFWV ZLWK +8/,2 LQFOXGH. 
	x. LQMHFWLRQ VLWH UHDFWLRQV. UHGQHVV. UDVK. VZHOOLQJ. LWFKLQJ. RU EUXLVLQJ. 7KHVH V\PSWRPV XVXDOO\ ZLOO JR DZD\ ZLWKLQ D IHZ GD\V. &DOO \RXU KHDOWKFDUH SURYLGHU ULJKW DZD\ LI \RX KDYH SDLQ. UHGQHVV RU VZHOOLQJ DURXQG WKH LQMHFWLRQ VLWH WKDW GRHV QRW JR DZD\ ZLWKLQ D IHZ GD\V RU JHWV ZRUVH. 
	x XSSHU UHVSLUDWRU\ LQIHFWLRQV .LQFOXGLQJ VLQXV LQIHFWLRQV... x KHDGDFKHV.. x UDVK.. 
	7KHVH DUH QRW DOO WKH SRVVLEOH VLGH HIIHFWV ZLWK +8/,2. 7HOO \RXU KHDOWKFDUH SURYLGHU LI \RX 
	KDYH DQ\ VLGH 
	HIIHFW WKDW ERWKHUV \RX RU WKDW GRHV QRW JR DZD\. $VN \RXU KHDOWKFDUH SURYLGHU RU SKDUPDFLVW 
	IRU PRUH 
	LQIRUPDWLRQ. 
	&DOO \RXU KHDOWKFDUH SURYLGHU IRU PHGLFDO DGYLFH DERXW VLGH HIIHFWV. <RX PD\ UHSRUW VLGH HIIHFWV WR )'$ DW ......)'$...... +RZ VKRXOG , VWRUH +8/,2" 
	x 
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	IRU VXEFXWDQHRXV XVH. .. PJ.... P/ DQG .. PJ.... P/. 6LQJOH.'RVH 3UH¿OOHG 6\ULQJH. 
	)RU VXEFXWDQHRXV .XQGHU WKH VNLQ. XVH RQO\ 
	5HDG WKHVH LQVWUXFWLRQV FDUHIXOO\ EHIRUH XVLQJ \RXU 6\ULQJH. 7KLV LQIRUPDWLRQ GRHV QRW UHSODFH WDONLQJ WR \RXU KHDOWKFDUH SURYLGHU DERXW \RXU PHGLFDO FRQGLWLRQ DQG \RXU WUHDWPHQW. 
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	'R QRW XVH +8/,2 LI IUR]HQ. HYHQ LI LW KDV EHHQ WKDZHG.. 
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	'R QRW XQFDS \RXU +8/,2 3UHILOOHG 6\ULQJH XQWLO \RX DUH UHDG\ WR LQMHFW DQG ZLOO QRW EH 

	LQWHUUXSWHG.. 
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	'R QRW UHFDS. 5HFDSSLQJ \RXU +8/,2 3UHILOOHG 6\ULQJH FDQ GDPDJH WKH QHHGOH.. 


	3DUWV RI WKH +8/,2 3UHILOOHG 6\ULQJH .6\ULQJH.. 
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	6WRULQJ DQG +DQGOLQJ WKH 6\ULQJH. 
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	5HIULJHUDWHG +8/,2 PD\ EH XVHG XQWLO WKH H[SLUDWLRQ GDWH. 
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	'R QRW IUHH]H WKH 6\ULQJH. 
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	3URWHFW IURP OLJKW. 
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	7DNH FDUH QRW WR GURS RU FUXVK. 
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	'R QRW XVH LI WKH 6\ULQJH LV GDPDJHG RU EURNHQ. 
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	.HHS +8/,2. LQMHFWLRQ VXSSOLHV. DQG DOO RWKHU PHGLFLQHV RXW RI WKH UHDFK RI 
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	. )'$.FOHDUHG VKDUSV GLVSRVDO FRQWDLQHU RU SXQFWXUH UHVLVWDQW FRQWDLQHU .6HH 
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	3UHSDULQJ WKH 6\ULQJH. 
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	&KHFN WKH H[SLUDWLRQ GDWH SULQWHG RQ WKH 6\ULQJH .6HH )LJXUH %.. 
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	'R QRW XVH WKH 6\ULQJH SDVW WKH H[SLUDWLRQ GDWH. 
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	&KHFN WKDW WKH 6\ULQJH KDV QRW EHHQ IUR]HQ RU OHIW LQ GLUHFW VXQOLJKW. 
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	/HW WKH 6\ULQJH UHDFK URRP WHPSHUDWXUH. 
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	'R QRW SXW WKH 6\ULQJH EDFN LQ WKH UHIULJHUDWRU DIWHU LW KDV UHDFKHG URRP WHPSHUDWXUH. 
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	&KHFN WKH 9LHZLQJ :LQGRZ WR PDNH VXUH. 
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	0HGLFLQH LV DW RU QHDU WKH )LOO 0DUNHU. <RX PD\ QHHG WR VKDNH JHQWO\ WR VHH OLTXLG. 
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	0HGLFLQH LV FOHDU DQG FRORUOHVV WR SDOH EURZQLVK.\HOORZ .6HH )LJXUH &.. 
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	'R QRW XVH WKH 6\ULQJH LI PHGLFLQH LV QRW QHDU WKH )LOO 0DUNHU. 8VH DQRWKHU 6\ULQJH RU FRQWDFW \RXU KHDOWKFDUH SURYLGHU. 
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	&KRRVLQJ DQG 3UHSDULQJ ,QMHFWLRQ 6LWH. 
	<RXU KHDOWKFDUH SURYLGHU VKRXOG VKRZ \RX SURSHU LQMHFWLRQ VLWH WHFKQLTXHV.. 
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	6WD\ DW OHDVW . LQFK IURP D SUHYLRXV VLWH XVHG. 
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	'R QRW LQMHFW LQWR DUHDV ZKHUH WKH VNLQ LV WHQGHU. 
	EUXLVHG. UHG. KDUG. VFDUUHG RU KDV VWUHWFK PDUNV. 
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	3XOO VWUDLJKW RQ WKH 1HHGOH &DS WR XQFDS 6\ULQJH .6HH )LJXUH (.. 'R QRW WZLVW. 
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	6TXHH]H DQG +ROG ,QMHFWLRQ 6LWH 
	7KH WKLJK LQMHFWLRQ VLWH LV VKRZQ KHUH .6HH )LJXUH ).. 3HUIRUP WKHVH VWHSV WKH VDPH ZD\ IRU DEGRPHQ .EHOO\. LQMHFWLRQ VLWHV. 
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	6TXHH]H WKH LQMHFWLRQ VLWH WR FUHDWH D UDLVHG DUHD. DQG KROG WKDW DUHD ¿UPO\ XQWLO WKH LQMHFWLRQ LV FRPSOHWH. 
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	6HH ³&KRRVLQJ DQG 3UHSDULQJ ,QMHFWLRQ 6LWH´ RU WDON WR \RXU KHDOWKFDUH SURYLGHU IRU LQMHFWLRQ VLWH DVVLVWDQFH. 
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	6WHS .. 
	,QVHUW 1HHGOH ,QWR 6LWH. 
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	$W D ..• DQJOH WR WKH LQMHFWLRQ VLWH. ZLWK \RXU RWKHU KDQG XVH D TXLFN GDUW.OLNH PRWLRQ WR LQVHUW WKH QHHGOH LQWR WKH VLWH .6HH )LJXUH *.. 
	%H FDUHIXO WR LQVHUW WKH QHHGOH VR WKDW LW ZLOO QRW LQMHFW LQWR \RXU ¿QJHUV KROGLQJ WKH LQMHFWLRQ VLWH. 
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	,QMHFW 0HGLFLQH. 
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	$IWHU WKH QHHGOH LV LQ. OHW JR RI VTXHH]LQJ WKH LQMHFWLRQ VLWH.. 
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	'R QRW PRYH. WZLVW. RU URWDWH 6\ULQJH GXULQJ LQMHFWLRQ. 
	6WHS .. 
	(QG RI ,QMHFWLRQ. 5HPRYH 6\ULQJH. 
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	3XOO WKH 6\ULQJH DZD\ IURP WKH LQMHFWLRQ VLWH. WKHQ UHOHDVH \RXU WKXPE IURP WKH SOXQJHU. 7KH QHHGOH ZLOO UHWUDFW DQG WKH 1HHGOH 6DIHW\ )HDWXUH ZLOO FRYHU WKH QHHGOH .6HH )LJXUH ,.. 
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	7KHUH PD\ EH D VPDOO DPRXQW RI OLTXLG RQ WKH LQMHFWLRQ VLWH. 7KLV LV QRUPDO. ,I 
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	VOLJKW EOHHGLQJ RFFXUV IURP WKH LQMHFWLRQ VLWH. SUHVV D JDX]H SDG RU FRWWRQ EDOO 
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	OLJKWO\ DJDLQVW WKH VLWH IRU D IHZ VHFRQGV. 
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	'R QRW UXE WKH LQMHFWLRQ VLWH. 


	'LVSRVH RI WKH +8/,2 6\ULQJH DQG 1HHGOH &DS. 
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	+RZ VKRXOG , GLVSRVH RI WKH XVHG +8/,2 3UHILOOHG 6\ULQJH DQG 1HHGOH &DS". 
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	3XW \RXU XVHG 6\ULQJH DQG 1HHGOH &DS LQ DQ )'$.FOHDUHG VKDUSV GLVSRVDO 
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	FRQWDLQHU ULJKW DZD\ DIWHU XVH. 
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	'R QRW WKURZ DZD\ .GLVSRVH RI. 6\ULQJH RU 1HHGOH &DS LQ \RXU KRXVHKROG 
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	WUDVK. 


	,I \RX GR QRW KDYH DQ )'$.FOHDUHG VKDUSV GLVSRVDO FRQWDLQHU. \RX PD\ XVH D KRXVHKROG FRQWDLQHU WKDW LV. 
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	PDGH RI D KHDY\.GXW\ SODVWLF. 
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	FDQ EH FORVHG ZLWK D WLJKW.¿WWLQJ. SXQFWXUH UHVLVWDQW OLG. ZLWKRXW VKDUSV EHLQJ DEOH WR FRPH RXW. 

	• 
	• 
	XSULJKW DQG VWDEOH GXULQJ XVH. 

	• 
	• 
	OHDN.UHVLVWDQW. DQG 
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	SURSHUO\ ODEHOHG WR ZDUQ RI KD]DUGRXV ZDVWH LQVLGH WKH FRQWDLQHU. 
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	'R QRW UHF\FOH \RXU XVHG VKDUSV GLVSRVDO FRQWDLQHU. 
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	IRU VXEFXWDQHRXV XVH. .. PJ.... P/. 6LQJOH.'RVH 3UH¿OOHG 3HQ. 
	)RU VXEFXWDQHRXV .XQGHU WKH VNLQ. XVH RQO\ 
	5HDG WKHVH LQVWUXFWLRQV FDUHIXOO\ EHIRUH XVLQJ \RXU 3HQ. 7KLV LQIRUPDWLRQ GRHV QRW UHSODFH WDONLQJ WR \RXU KHDOWKFDUH SURYLGHU DERXW \RXU PHGLFDO FRQGLWLRQ DQG \RXU WUHDWPHQW. 
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	1HYHU SXW \RXU WKXPE. ¿QJHUV. RU KDQG RYHU WKH RUDQJH DFWLYDWRU DIWHU FDS LV UHPRYHG. 1HYHU SUHVV RU SXVK WKH 2UDQJH $FWLYDWRU ZLWK \RXU WKXPE. ¿QJHUV. RU KDQG. 7KH 2UDQJH $FWLYDWRU LV ZKHUH WKH QHHGOH FRPHV RXW. ,I DFFLGHQWDO LQMHFWLRQ WR \RXU ¿QJHUV RU KDQGV RFFXUV. DSSO\ ¿UVW.DLG DQG HLWKHU FDOO \RXU KHDOWKFDUH SURYLGHU RU JR WR WKH QHDUHVW KRVSLWDO HPHUJHQF\ URRP LI QHHGHG. 
	'RVDJH. +8/,2 3(1 LV IRU VLQJOH GRVH ...WLPH. XVH RQO\. 
	,PSRUWDQW.. 
	'R QRW XVH +8/,2 LI IUR]HQ. HYHQ LI LW KDV EHHQ WKDZHG.. 
	'R QRW XQFDS \RXU +8/,2 3(1 XQWLO \RX DUH UHDG\ WR LQMHFW DQG ZLOO QRW EH LQWHUUXSWHG. 'R QRW UHFDS. 5HFDSSLQJ \RXU +8/,2 3(1 FDQ GDPDJH WKH QHHGOH. 
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	7KLV .VW ³FOLFN´ VRXQG PHDQV WKH VWDUW RI WKH LQMHFWLRQ. 
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	x 
	x 
	'R QRW SXW WKH 3HQ EDFN LQ UHIULJHUDWRU DIWHU LW KDV UHDFKHG URRP WHPSHUDWXUH. 


	Figure
	&KHFN WKH 9LHZLQJ :LQGRZ WR PDNH VXUH. 
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	7KH WKLJK LQMHFWLRQ VLWH LV VKRZQ KHUH .6HH )LJXUH ).. 3HUIRUP WKHVH VWHSV WKH VDPH ZD\ IRU DEGRPHQ .EHOO\. LQMHFWLRQ VLWHV. 
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	x. 6TXHH]H WKH LQMHFWLRQ VLWH WR FUHDWH D UDLVHG DUHD. DQG KROG WKDW DUHD ¿UPO\. XQWLO WKH LQMHFWLRQ LV FRPSOHWH. 
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	x. )LUPO\ SXVK WKH ERG\ RI WKH 3HQ GRZQ DJDLQVW WKH LQMHFWLRQ VLWH WR HQJDJH WKH 2UDQJH $FWLYDWRU DQG EHJLQ LQMHFWLRQ .6HH )LJXUH +.. 7U\ QRW WR FRYHU WKH 9LHZLQJ :LQGRZ. 
	x. &RQWLQXH SXVKLQJ GRZQ DIWHU KHDULQJ WKH .VW ³FOLFN´. 7KLV .VW ³FOLFN´ VRXQG VLJQDOV WKH VWDUW RI WKH LQMHFWLRQ. 
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	SURJUHVV RI WKH LQMHFWLRQ. 
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	'R QRW PRYH. WZLVW. RU URWDWH WKH 3HQ GXULQJ LQMHFWLRQ. 
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	6WHS . FOLFN. .. VHFRQGV. RUDQJH LQGLFDWRU. 
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	&RQWLQXH SXVKLQJ WKH ERG\ RI WKH 3HQ GRZQ DJDLQVW WKH LQMHFWLRQ VLWH XQWLO. 
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	• 
	• 
	2UDQJH ,QGLFDWRU KDV VWRSSHG DQG FRPSOHWHO\ EORFNHG WKH 9LHZLQJ :LQGRZ .6HH )LJXUH ,.. DQG 
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	OLJKWO\ DJDLQVW WKH VLWH IRU D IHZ VHFRQGV. 

	x 
	x 
	'R QRW UXE WKH LQMHFWLRQ VLWH. 
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	'R QRW WKURZ DZD\ .GLVSRVH RI. WKH 3HQ RU &DS LQ \RXU KRXVHKROG WUDVK. 
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	WXUH. 
	x 
	&KHFN WR PDNH VXUH. 
	• 
	• 
	• 
	0HGLFLQH LV DW RU QHDU WKH )LOO 0DUNHU. <RX PD\ QHHG WR VKDNH JHQWO\ WR VHH OLTXLG. 
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	6WD\ DW OHDVW . LQFK IURP D SUHYLRXV VLWH XVHG. 
	'R QRW LQMHFW LQWR DUHDV ZKHUH WKH VNLQ LV WHQGHU. EUXLVHG. UHG. KDUG. VFDUUHG RU KDV VWUHWFK 
	PDUNV. 
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