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        Please see Important Safety Information, including BOXED WARNING on Serious Infections, Mortality, Malignancies, Major Adverse Cardiovascular Events, and Thrombosis.
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        Please see Important Safety Information, including BOXED WARNING on Serious Infections and Malignancy.
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        For patients 12 years of age and older with moderate to severe hidradenitis suppurativa (HS)

HUMIRA® (adalimumab) targets and blocks TNF-α to help address HS inflammation beneath the skin1-3


    






    
    
    

    
    
        The relationship between these pharmacodynamic activities and the mechanism(s) by which HUMIRA exerts its clinical effects is unknown.


    







    





    
    










            

            

        

    


		

	

    
	

    
	

    
	

    
	




    
    
    



    
        




    
    
    

	
		
        
		
			
				
                
					
    
    




    
    
    

    
    
        PIONEER

I & II


    









                
			
				
                
					
    
    




    
    
    

    
    
        Adult patients with moderate to severe HS


    









                
			
		

	





    





    
    








    
    
    



    
        




    
    
    

    
    
        PIONEER I and II study design intro: PIONEER I (N=307) and II (N=326) were randomized, double-blind, placebo-controlled clinical trials in adult patients with moderate to severe HS receiving HUMIRA 40 mg weekly (after initial doses). Primary endpoint: HiSCR at Week 12 (Period A), defined as ≥50% reduction from baseline in abscess and inflammatory nodule count, with no increase in abscess count and draining tunnel count.4


    






    
    
    

    
    
        HiSCR requires the following relative to baseline1,4:


    






    
    
    



    
        




    
    
    

	
		
        
		
			
				
                
					
    
    




    
    
    

	
		
        
		
			
				
                
					
    
    




    
    
    



    
        





    





    
    








    
    
    

    
    
        ≥50%reduction in total abscess

 and inflammatory

 nodule (AN) count

+

NO

 INCREASE in abscess count



+

NO

 INCREASE in draining tunnel count

 


    









                
			
		

	







                
			
				
                
					
    
    







                
			
		

	




    
    
    

    
    
        HiSCR=Hidradenitis Suppurativa Clinical Response; TNF-α=tumor necrosis factor alpha.
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        Clinical improvement of HiSCR1,4


    






    
    
    

	
		
        
		
			
				
                
					
    
    




    
    
    



    
        




    
    
    

    
    
        PIONEER I, HiSCR at Week 12

Primary Endpoint
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        	HUMIRA 40 mg EW

n=64/153

P=0.003 vs control
	Control

n=40/154

Control=placebo



    







    





    
    











                
			
				
                
					
    
    




    
    
    



    
        




    
    
    

    
    
        PIONEER II, HiSCR at Week 12

Primary Endpoint
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        	HUMIRA 40 mg EW

n=96/163

P<0.001 vs control
	Control

n=45/163

Control=placebo +/- antibiotic



    







    





    
    











                
			
		

	




    
    
    

	
		
        
		
			
				
                
					
    
    




    
    
    

    
    
        EW=every week; EOW=every other week; HiSCR=Hidradenitis Suppurativa Clinical Response.


    









                
			
				
                
					
    
    




    
    
    



    
        
            
            
                
                    
	PIONEER I and II study designs and baseline characteristics

                
            
            
        
    










                
			
		

	





    





    
    








    
    
    







	

	
	

    
	

    
	

    
	

    
	

    
	

    
	




    
    
    



    
        




    
    
    



    
        




    
    
    

    
    
        Efficacy in adolescents extrapolated from adult data

HUMIRA efficacy in adolescent HS patients is extrapolated from the adult HS patient data based on the likelihood that the disease course and drug effects are similar to that of adults at the same exposure levels determined through pharmacokinetic modeling.1


    







    





    
    









    





    
    








    
    
    



    
        




    
    
    

    
    
        HiSCR: response rates through OLE at Week 1686


    






    
    
    



    
        




    
    
    

	
		
        
		
			
				
                
					
    
    




    
    
    

    
    
        Proportion of patients achieving HiSCR

LOCF Analysis (n=88)
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        	Continuous HUMIRA EW Population



    






    
    
    

    
    
        HUMIRA EW Population: Graph represents HUMIRA EW population of 88 patients who received continuous 40 mg weekly HUMIRA in Periods A and B of PIONEER I or II and in the OLE.


    







    





    
    








    
    
    

	
		
        
		
			
				
                
					
    
    




    
    
    

    
    
        OLE LIMITATIONS

In an open-label extension, there is a potential for enrichment of the long-term data in the remaining patient populations since patients who are unable to tolerate or do not respond to the drug often drop out.   


    






    
    
    

    
    
        EW=every week; EOW=every other week; HiSCR=Hidradenitis Suppurativa Clinical Response; LOCF=last observation carried forward; OLE=open-label extension.


    









                
			
				
                
					
    
    




    
    
    



    







    
    
    



    
        
            
            
                
                    
	PIONEER I and II study designs and baseline characteristics

                
            
            
        
    







    
    
    



    
        
            
            
                
                    
	Path to OLE patients

                
            
            
        
    










                
			
		

	





    





    
    








    
    
    







	

	
	
    	
 			
    
        

        
            




    
    
    



    
        




    
    
    

    
    
        Flares observed through Month 39


    






    
    
    



    
        




    
    
    



    
        




    
    
    

    
    
        Proportion of patients experiencing no flares at Month 3
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        Integrated analysis of PIONEER I and PIONEER II through 12 weeks (Period A)

Flare: ≥25% increase in AN count and an absolute increase of ≥2 relative to baseline1,9

22% (of 100) patients who were withdrawn from HUMIRA after 12 weeks experienced flare.1

DATA LIMITATIONS

Flare and Days on Flare were pre-specified other secondary endpoints in Period A and not controlled for multiplicity. This data cannot be regarded as statistically or clinically significant, and therefore, no conclusions can be drawn.4,7

PIONEER I control=placebo

PIONEER II control=placebo +/- antibiotic


    






    
    
    

    
    
        AN=abscess and inflammatory nodule; EW=every week; EOW=every other week; HiSCR=Hidradenitis Suppurativa Clinical Response;

OLE=open-label extension


    









                
			
				
                
					
    
    




    
    
    



    
        
            
            
                
                    
	PIONEER I and II study designs and baseline characteristics

                
            
            
        
    







    
    
    



    







    
    
    



    
        
            
            
                
                    
	HUMIRA EW population

                
            
            
        
    










                
			
		

	





    





    
    










            

            

        

    


		

	

    
	

    
	

    
	

    
	

    
	

    
	




    
    
    



    
        




    
    
    

    
    
        Lesion spread: integrated exploratory post hoc analysis of PIONEER I and II10


    






    
    
    



    
        




    
    
    

	
		
        
		
			
				
                
					
    
    




    
    
    

    
    
        Proportion of patients who did not experience HS lesion spread at Week 36

Post hoc analysis of lesion spread, or lesions observed in any anatomic region not seen at baseline, in HUMIRA-treated patients
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	Control PIONEER II (n=151)



    









                
			
		

	





    





    
    








    
    
    

	
		
        
		
			
				
                
					
    
    




    
    
    

    
    
        HUMIRA’s lesion spread data is an integrated exploratory post hoc analysis of PIONEER I and II. In the analysis, lesion spread was assessed through 36 weeks in patients randomized to HUMIRA 40 mg weekly or placebo in Periods A and B. PIONEER I and II are the only completed Phase 3 trials in HS.10

DATA LIMITATIONS

	Lesion spread was not a pre-speciﬁed endpoint and was not controlled for multiplicity. This data cannot be regarded as statistically or clinically signiﬁcant, and therefore, no conclusions can be drawn.
	Placebo comparator is only available from PIONEER II, so differences should be interpreted with caution.



    






    
    
    

    
    
        *HUMIRA 40 mg EW

EW=every week; EOW=every other week; HiSCR=Hidradenitis Suppurativa Clinical Response.


    









                
			
				
                
					
    
    




    
    
    



    
        
            
            
                
                    
	PIONEER I and II study designs and baseline characteristics

                
            
            
        
    







    
    
    



    







    
    
    



    
        
            
            
                
                    
	Lesion spread definition

                
            
            
        
    










                
			
		

	





    





    
    








    
    
    







	

	
	
    	
 			
    
        

        
            




    
    
    



    
        




    
    
    

    
    
        Safety: adverse events at Week 12 and Week 361,11


    






    
    
    



    
        




    
    
    



    
        




    
    
    

    
    
        HS in adult patients


    







    





    
    








    
    
    

	
		
        
		
			
				
                
					
    
    




    
    
    

    
    
        	 

	Serious AE

	Any AE leading

 to trial

 discontinuation

	Serious

 infection

	Malignancya,b

	Lymphoma

	Active

 tuberculosis


	PIONEER I

Adverse events (AE) of Interest rates at Week 12 (Period A)

(Events/100 PYs)

	HUMIRA

(N=153,

PYs=34.9)

	8.6

	2.9

	2.9

	0.0

	0.0

	0.0


	Placebo

(N=152,

PYs=34.6)

	20.2

	8.7

	0.0

	2.9

	0.0

	0.0


	PIONEER II

Adverse events (AE) of Interest rates at Week 36 (Periods A and B)

(Events/100 PYs)

	HUMIRA

(N=163,

PYs=57.3)

	14.0

	8.7

	3.5

	0.0

	0.0

	0.0


	Placebo

(N=163,

PYs=73.4)

	30.0

	17.7

	5.4

	0.0

	0.0

	0.0





    









                
			
		

	





    





    
    








    
    
    

	
		
        
		
			
				
                
					
    
    




    
    
    

    
    
        aIn PIONEER I and II, malignancies excluded hepatosplenic T-cell lymphoma, leukemia, lymphoma, non-melanoma skin cancer, and melanoma.

bThe observed rate of lymphomas is approximately 0.11/100 PYs in clinical trials of HUMIRA-treated patients. This is approximately 3-fold higher than expected in the general 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.1 


    









                
			
				
                
					
    
    




    
    
    



    







    
    
    



    
        
            
            
                
                    
	PIONEER I and II study designs and baseline characteristics

                
            
            
        
    










                
			
		

	





    





    
    










            

            

        

    


		

	

    
	

    
	

    
	

    
	

    
	

    
	




    
    
    



    
        




    
    
    



    
        




    
    
    

    
    
        Safety: anticipated to be consistent in adolescents1

Safety of the recommended HUMIRA dose in the adolescent HS population is anticipated to be consistent with the known safety profile of HUMIRA based on a cross-indication safety profile of HUMIRA in both adults and pediatric patients at similar or higher exposure determined through pharmacokinetic modeling.


    







    





    
    









    





    
    








    
    
    







	

	
	
    	
 			
    
        

        
            




    
    
    



    
        




    
    
    

    
    
        Safety: adverse events in the OLE period6,12

Adverse reaction rates observed in clinical trials may not predict the rates observed in a broader patient population in clinical practice.


    






    
    
    



    
        




    
    
    



    
        





    





    
    








    
    
    

	
		
        
		
			
				
                
					
    
    




    
    
    

    
    
        	 

	Continuous HUMIRA EW Populationc

(Up to 168 Weeks, n=88, PYs=194.1)

	Continuous HUMIRA EW Populationd

(Starting in Period A, B, or OLE, n=326, PYs=654.6)


	Adverse Event

	n (%)

	Events (Events/100 PYs)

	n (%)

	Events (Events/100 PYs)


	Any serious AE

	12 (13.6)

	14 (7.2)

	58 (17.8)

	87 (13.3)


	Any AE leading to discontinuation of study drug

	13 (14.8)

	15 (7.7)

	51 (15.6)

	62 (9.5)


	Serious infection

	3 (3.4)

	3 (1.5)

	18 (5.5)

	20 (3.1)


	Any TB (active or latent)

	2 (2.3)

	2 (1.0)

	8 (2.5)

	8 (1.2)


	Any malignancy other than lymphoma, HSTCL, leukemia, NMSC, and melanoma

	0

	0

	3 (0.9)

	4 (0.6)


	Any lymphoma

	0

	0

	0

	0





    









                
			
		

	





    





    
    








    
    
    

	
		
        
		
			
				
                
					
    
    




    
    
    

    
    
        RISK OF MALIGNANCY1

Lymphoma, including a rare type of T-cell lymphoma, and other malignancies, some fatal, have been reported in patients treated with TNF blockers, including HUMIRA.

	More cases of malignancies were observed among HUMIRA-treated patients compared to control patients in clinical trials
	Consider the risks and benefits of HUMIRA treatment prior to initiating or continuing therapy in patients with a known malignancy


RISK OF TUBERCULOSIS1

Patients treated with HUMIRA are at increased risk for developing serious infections that may lead to hospitalization or death, including active tuberculosis (TB), which includes reactivation of latent TB. Patients with TB have frequently presented with disseminated or extrapulmonary disease.

	Test patients for latent TB before HUMIRA use and during therapy. Initiate treatment for latent TB prior to HUMIRA use
	Monitor patients closely for the development of signs and symptoms of infection during and after treatment with HUMIRA, including the development of TB in patients who tested negative for latent TB infection prior to initiating therapy


OLE LIMITATIONS

As with any long-term OLE there are several limitations with the OLE portion of this study. For example, there is potential for enrichment of the long-term data in the remaining patient population, as those who remain in the study generally fare better than those who discontinue.

HUMIRA has been studied for HS in 2 phase 3 controlled studies and 1 OLE study, and the safety profile for patients with HS treated with HUMIRA weekly dosing was consistent with the known safety profile of HUMIRA.

cStudy design dosing: HUMIRA EW/HUMIRA EW/HUMIRA EW.

dContinuous HUMIRA EW population consisted of those who were maintained on HUMIRA EW therapy once they started regardless of whether it was period A, B, or during the OLE (study design dosing: HUMIRA EW/EW/EW, CTRL/HUMIRA EW/HUMIRA EW, and Control/Control/HUMIRA EW populations).


    









                
			
				
                
					
    
    




    
    
    



    
        
            
            
                
                    
	PIONEER I and II study designs and baseline characteristics

                
            
            
        
    







    
    
    



    
        
            
            
                
                    
	Path to OLE patients

                
            
            
        
    







    
    
    



    







    
    
    



    
        
            
            
                
                    
	Safety data from RCT and OLE periods

                
            
            
        
    










                
			
		

	





    





    
    










            

            

        

    


		

	

    
	

    
	

    
	

    
	

    
	

    
	







			
				
    
        
            
            
                
                    




    
    
    

    
    
        INDICATION1

Hidradenitis Suppurativa: HUMIRA is indicated for the treatment of moderate to severe hidradenitis suppurativa in patients 12 years of age and older.


    







                
            

            
            
                
                    




    
    
    

    
    
        IMPORTANT SAFETY INFORMATION for HUMIRA (adalimumab)1

SERIOUS INFECTIONS

Patients treated with HUMIRA are at increased risk for developing serious infections that may lead to hospitalization or death. Most patients who developed these infections were taking concomitant immunosuppressants such as methotrexate or corticosteroids.

Discontinue HUMIRA 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 HUMIRA use and during therapy. Initiate treatment for latent TB prior to HUMIRA 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 HUMIRA prior to initiating therapy in patients: 1. with chronic or recurrent infection, 2. who have been exposed to TB, 3. with a history of opportunistic infection, 4. who resided in or traveled in regions where mycoses are endemic, 5. with underlying conditions that may predispose them to infection. Monitor patients closely for the development of signs and symptoms of infection during and after treatment with HUMIRA, including the possible development of TB in patients who tested negative for latent TB infection prior to initiating therapy.

	Do not start HUMIRA during an active infection, including localized infections.
	Patients older than 65 years, patients with co-morbid conditions, and/or patients taking concomitant immunosuppressants may be at greater risk of infection.
	If an infection develops, monitor carefully and initiate appropriate therapy.
	Drug interactions with biologic products: A higher rate of serious infections has been observed in RA patients treated with rituximab who received subsequent treatment with a TNF blocker. An increased risk of serious infections has been seen with the combination of TNF blockers with anakinra or abatacept, with no demonstrated added benefit in patients with RA. Concomitant administration of HUMIRA with other biologic DMARDs (e.g., anakinra or abatacept) or other TNF blockers is not recommended based on the possible increased risk for infections and other potential pharmacological interactions.


MALIGNANCY

Lymphoma and other malignancies, some fatal, have been reported in children and adolescent patients treated with TNF blockers, including HUMIRA. 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 HUMIRA. 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 azathioprine or 6-mercaptopurine 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.

	Consider the risks and benefits of HUMIRA treatment prior to initiating or continuing therapy in a patient with known malignancy.
	In clinical trials, more cases of malignancies were observed among HUMIRA-treated patients compared to control patients.
	Non-melanoma skin cancer (NMSC) was reported during clinical trials for HUMIRA-treated patients. Examine all patients, particularly those with a history of prolonged immunosuppressant or PUVA therapy, for the presence of NMSC prior to and during treatment with HUMIRA.
	In HUMIRA clinical trials, there was an approximate 3-fold higher rate of lymphoma than expected in the general U.S. population. Patients with chronic inflammatory diseases, particularly those with highly active disease and/or chronic exposure to immunosuppressant therapies, may be at higher risk of lymphoma than the general population, even in the absence of TNF blockers.
	Postmarketing cases of acute and chronic leukemia were reported with TNF blocker use. Approximately half of the postmarketing cases of malignancies in children, adolescents, and young adults receiving TNF blockers were lymphomas; other cases included rare malignancies associated with immunosuppression and malignancies not usually observed in children and adolescents.


HYPERSENSITIVITY

	Anaphylaxis and angioneurotic edema have been reported following HUMIRA administration. If a serious allergic reaction occurs, stop HUMIRA and institute appropriate therapy.


HEPATITIS B VIRUS REACTIVATION

	Use of TNF blockers, including HUMIRA, may increase the risk of reactivation of hepatitis B virus (HBV) in patients who are chronic carriers. Some cases have been fatal.
	Evaluate patients at risk for HBV infection for prior evidence of HBV infection before initiating TNF blocker therapy.
	Exercise caution in patients who are carriers of HBV and monitor them during and after HUMIRA treatment.
	Discontinue HUMIRA and begin antiviral therapy in patients who develop HBV reactivation. Exercise caution when resuming HUMIRA after HBV treatment.


NEUROLOGIC REACTIONS

	TNF blockers, including HUMIRA, have been associated with rare cases of new onset or exacerbation of central nervous system and peripheral demyelinating diseases, including multiple sclerosis, optic neuritis, and Guillain-Barré syndrome.
	Exercise caution when considering HUMIRA for patients with these disorders; discontinuation of HUMIRA should be considered if any of these disorders develop.
	There is a known association between intermediate uveitis and central demyelinating disorders.


HEMATOLOGIC REACTIONS

	Rare reports of pancytopenia, including aplastic anemia, have been reported with TNF blockers. Medically significant cytopenia has been infrequently reported with HUMIRA.
	Consider stopping HUMIRA if significant hematologic abnormalities occur.


CONGESTIVE HEART FAILURE

	Worsening and new onset congestive heart failure (CHF) has been reported with TNF blockers. Cases of worsening CHF have been observed with HUMIRA; exercise caution and monitor carefully.


AUTOIMMUNITY

	Treatment with HUMIRA may result in the formation of autoantibodies and, rarely, in development of a lupus-like syndrome. Discontinue treatment if symptoms of a lupus-like syndrome develop.


IMMUNIZATIONS

	Patients on HUMIRA should not receive live vaccines.
	Pediatric patients, if possible, should be brought up to date with all immunizations before initiating HUMIRA therapy.
	Adalimumab is actively transferred across the placenta during the third trimester of pregnancy and may affect immune response in the in utero exposed infant. The safety of administering live or live-attenuated vaccines in infants exposed to HUMIRA in utero is unknown. Risks and benefits should be considered prior to vaccinating (live or live-attenuated) exposed infants.


ADVERSE REACTIONS

	The most common adverse reactions in HUMIRA clinical trials (>10%) were: infections (e.g., upper respiratory, sinusitis), injection site reactions, headache, and rash.


 

INDICATIONS1

	Rheumatoid Arthritis: HUMIRA is indicated, alone or in combination with methotrexate or other non-biologic DMARDs, 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 active rheumatoid arthritis.
	Juvenile Idiopathic Arthritis: HUMIRA is indicated, alone or in combination with methotrexate, for reducing signs and symptoms of moderately to severely active polyarticular juvenile idiopathic arthritis in patients 2 years of age and older.
	Psoriatic Arthritis: HUMIRA is indicated, alone or in combination with non-biologic DMARDs, for reducing signs and symptoms, inhibiting the progression of structural damage, and improving physical function in adult patients with active psoriatic arthritis.
	Ankylosing Spondylitis: HUMIRA is indicated for reducing signs and symptoms in adult patients with active ankylosing spondylitis.
	Crohn’s Disease: HUMIRA is indicated for the treatment of moderately to severely active Crohn’s disease in adults and pediatric patients 6 years of age and older.
	Ulcerative Colitis: HUMIRA is indicated for the treatment of moderately to severely active ulcerative colitis in adults and pediatric patients 5 years of age and older.

Limitations of Use:

The effectiveness of HUMIRA has not been established in patients who have lost response to or were intolerant to TNF blockers.
	Plaque Psoriasis: HUMIRA 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. HUMIRA should only be administered to patients who will be closely monitored and have regular follow-up visits with a physician.
	Hidradenitis Suppurativa: HUMIRA is indicated for the treatment of moderate to severe hidradenitis suppurativa in patients 12 years of age and older.
	Uveitis: HUMIRA is indicated for the treatment of non-infectious intermediate, posterior, and panuveitis in adults and pediatric patients 2 years of age and older.


Please see Full Prescribing Information.
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        PIONEER I and II STUDY DESIGNS1,4-6
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        	HUMIRA 40 mg EW
	HUMIRA 40 mg EOW
	Control



    






    
    
    




    
		
			
				
					
						




    
    
    

    
    
        	Enrolled patients had a total abscess and inﬂammatory nodule (AN) count of ≥3 with lesions in ≥2 anatomic areas, one of which was Hurley Stage II or III.



    







					

				
					
						




    
    
    

    
    
        	Primary efficacy endpoint was Hidradenitis Suppurativa Clinical Response (HiSCR) at week 12.
	Period B explored the safety and efﬁcacy of different maintenance regimens (continuous HUMIRA EW, reduction to HUMIRA EOW, or treatment withdrawal) over 24 weeks.



    







					

				
					
						




    
    
    

    
    
        	At or after week 16, patients were instructed to discontinue from Period B and enter the OLE phase if they achieved HiSCR in Period A and subsequently had a loss of response,† or if they did not achieve HiSCR and experienced worsening or absence of improvement.‡



    







					

				
					
						




    
    
    

    
    
        	Throughout the OLE, all patients received HUMIRA 40 mg weekly.



    







					

				
			
		
        
	









    
    
    

    
    
        PIONEER I control=placebo  PIONEER II control=placebo +/- antibiotic

aStratiﬁed by baseline Hurley Stage II vs III (PIONEER I & II) and baseline concomitant antibiotic use (PIONEER II).

b160 mg week 0; 80 mg week 2; 40 mg from week 4.

cRe-randomization at entry to Period B, stratiﬁed by week 12 HiSCR status and baseline Hurley Stage II vs III.

d160 mg week 12; 80 mg week 14; 40 mg from week 16.

*Weeks of efﬁcacy and patient-reported outcomes analysis.

†Loss of response=deﬁned as a loss of ≥ 50% in improvement in AN count achieved from baseline to week 12.

‡Worsening or absence of improvement=an AN count ≥ the baseline AN count at 2 consecutive visits (excluding week 12) occurring at least 14 days apart.


    







    





    
    








    
    
    







	

	
	
    	
 			
    
        

        
            




    
    
    



    
        




    
    
    

    
    
        SELECT BASELINE PATIENT CHARACTERISTICS4,7


    






    
    
    

    
    
        	 

	PIONEER I

	PIONEER II


	 

	 

	HUMIRA EW

(n=153)g

	Controle

(n=154)g

	HUMIRA EW

(n=163)g

	Controlf

(n=163)g


	Gender, n (%)

	Female

	91 (59.5)

	105 (68.2)

	108 (66.3)

	113 (69.3)


	Male

	62 (40.5)

	49 (31.8)

	55 (33.7)

	50 (30.7)


	Race,h n (%)

	White

	116 (75.8)

	118 (76.6)

	143 (87.7)

	130 (79.8)


	Black

	33 (21.6)

	29 (18.8)

	9 (5.5)

	20 (12.3)


	Otheri

	4 (2.6)

 

 	7 (4.5)

	11 (6.7)

	13 (8.0)


	Age in years: mean (SD)

	 

	36.2 (10.8)

	37.8 (11.3)

	34.9 (10.0)

	36.1 (12.2)


	Body weight in kg: mean (SD)

	Female

	(n=91)

 92.3 (23.2)

	(n=105)

97.5 (23.1)

	(n=108)

 87.3 (21.8)

	(n=113)

90.9 (23.2)


	Male

	(n=62)

 104.1 (25.8)

	(n=49)

103.1 (28.8)

	(n=55)

 95.9 (20.7)

	(n=50)

106.5 (28.4)


	Body mass index in kg/m2: mean (SD)

	 

	(n=152)

 33.0 (7.6)

	(n=154)

34.5 (7.9)

	(n=163)

 31.3 (7.4)

	(n=161)

32.9 (7.9)





    







    





    
    










            

            

        

    


		

	

    
	

    
	

    
	

    
	

    
	

    
	




    
    
    



    
        




    
    
    

    
    
        SELECT BASELINE DISEASE CHARACTERISTICS4,7,8


    






    
    
    

    
    
        	 

	PIONEER I

	PIONEER II


	 

	 

	HUMIRA EW

(n=153)g

	Controle

(n=154)g

	HUMIRA EW

(n=163)g

	Controlf

(n=163)g


	Hurley Stage,j n (%)

	II

	80 (52.3)

	81 (52.6)

	86 (52.8)

	89 (54.6)


	III

	73 (47.7)

	73 (47.4)

	77 (47.2)

	74 (45.4)


	Previous systemic treatment (%)

	Any

	71 (46.4)

	63 (40.1)

	80 (50.3)

	76 (46.6)


	Disease duration in years: median (range)

	 

	8.8 (1.1, 40.4)

	9.4 (1.0, 43.0)

	9.0 (1.0, 43.5)

	9.9 (1.2, 68.5)


	Family history of HSk

	 

	39 (25.5)

	32 (20.8)

	39 (24.1)

	43 (26.4)


	hs-CRP in mg/L: mean (SD)l

	 

	(n=152)

 20.3 (25)

	(n=151)

17.4 (20.2)

	13.3 (18.0)

	18.3 (30.7)





    







    





    
    








    
    
    







	

	
	
    	
 			
    
        

        
            




    
    
    



    
        




    
    
    

    
    
        SELECT BASELINE LESION TYPE4,7,8


    






    
    
    

    
    
        	 

	PIONEER I

	PIONEER II


	 

	 

	HUMIRA EW

(n=153)g

	Controle

(n=154)g

	HUMIRA EW

(n=163)g

	Controlf

(n=163)g


	Abscess and inflammatory nodule (AN) count categories, n (%)

	≤5

	24 (15.7)

	36 (23.4)

	47 (28.8)

	50 (30.7)


	6-10

	54 (35.3)

	33 (21.4)

	61 (37.4)

	51 (31.3)


	≥11

	75 (49.0)

	85 (55.2)

	55 (33.7)

	62 (38.0)


	Abscess and inflammatory nodule (AN) count, mean (SD)

	 

	14.3 (11.9)

	14.4 (14.8)

	10.7 (8.1)

	11.9 (11.0)


	Abscesses, mean (SD)

	 

	2.8 (3.5)

	2.7 (3.7)

	2.0 (2.6)

	2.4 (3.3)


	Inflammatory nodules, mean (SD)

	 

	11.5 (10.9)

	11.6 (13.9)

	8.6 (6.9)

	9.4 (9.6)


	Draining tunnels, mean (SD)

	 

	4.6 (5.2)

	3.8 (4.4)

	3.0 (4.1)

	3.7 (5.2)





    







    





    
    








    
    
    

    
    
        Baseline characteristics identified as different between PIONEER I and PIONEER II are4:

	baseline weight
	baseline lesion count


These differences in baseline characteristics may in part account for the observed differences in magnitude between the 2 studies.


    






    
    
    

    
    
        eControl=placebo.

fControl=placebo ± antibiotic.

gNumber of patients unless otherwise indicated EW.

hRace was self-reported.

iln PIONEER I, the “other” category included Asian (4 patients, 1.3%), American Indian or Alaskan native (2 patients, 0.7%), multiple races (1 patient, 0.3%), and other (4 patients, 1.3%). In PIONEER II, the “other” category included Asian (10 patients, 3.1%), American Indian or Alaskan native (1 patient, 0.3%), Native Hawaiian or other Pacific Islander (1 patient, 0.3%), multiple races (3 patients, 0.9%), and other (9 patients, 2.8%).

jData reflect actual assessments, not the Hurley Stage stratification factor. A patient’s overall Hurley Stage was documented as the highest stage across all affected anatomical regions. Stage I is defined as localized formation of single or multiple abscesses, without sinus tracts or scarring; Stage II as recurrent abscesses (single or multiple), with sinus tract formation and scarring; and Stage Ill as multiple abscesses, with extensive, interconnected sinus tracts and scarring.

kData missing for PIONEER II, HUMIRA EW (n=1).

lHigher values indicate a higher level of systemic inflammation.
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        Most commercial patients have preferred coverage
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        HUMIRA has >90% preferred national commercial and Medicare Part D formulary coverage under the pharmacy benefit as of January 20231*




*Preferred means HUMIRA is on a preferred tier or otherwise has preferred status on the plan’s formulary.

Coverage requirements and benefit designs vary by payer and may change over time. Please consult with payers directly for the most current reimbursement policies.

Questions about access for your patients?

Learn more about how to help your patients access HUMIRA


    






    
    
    



    
        
            
            
                
                    
	Click Here

                
            
            
        
    







    
    
    

    
    
        1. Data on file, AbbVie Inc., January 2023.
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        See how lesion spread is defined

Lesions observed in any anatomic region not seen at baseline10


    






    
    
    



    
        




    
    
    















    
    
        
            
                [image: Graphic of a person with lesions observed in any anatomic region not seen at baseline]
            
            
        

        
            
                
                    
                        
                        
                    

                

            

        

    





    
    
    

    
    
        [image: ] Lesions=abscesses, inflammatory nodules, or draining tunnels.
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        Path of Continuous EW Population for PIONEER I and II Integrated Analysis of Flare Occurrence (n=99*)1,4-6,9,13


    






    
    
    

    
    
        Patients treated with HUMIRA (adalimumab) received continuous HUMIRA 40 mg weekly over 36 weeks
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        	HUMIRA 40 mg EW



    






    
    
    

    
    
        		Flare defined as ≥25% increase in AN count and an absolute increase of ≥2 relative to baseline.1,9


		Included 11 ADAew/ew patients who escaped period B early due to loss of response or worsening or absence of improvement and continued ADAew treatment in the OLE.13






    






    
    
    

    
    
        LOR: Loss of response

WOAI: Worsening or absence of improvement

PIONEER I control=placebo PIONEER II control=placebo +/- antibiotic

aStratified by baseline Hurley Stage II vs III (PIONEER I & II) and baseline concomitant antibiotic use (PIONEER II).

b160 mg week 0; 80 mg week 2; 40 mg from week 4.

*ADAew/ew population, defined as patients randomized to ADAew in Period A and re-randomized to ADAew in Period B (including patients who escaped Period B early) due to loss of response or worsening or absence of improvement and continued ADAew treatment in the OLE
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        Safety data from randomized control and OLE periods in PIONEER I and II4,6,11,12


    






    
    
    

    
    
        Adverse reaction rate observed in clinical trials and open-label extension (OLE) studies may not predict the rates observed in a broader HS patient population in clinical practice.
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	PIONEER I

 Periods A RCT Week 12

 Events/PYs

	PIONEER II

 Periods A & B RCT Week 36

 Events/PYs

	OLE

 Up to week 168

 Events/PYs


	Serious AE

		8.6	HUMIRA EW (n=153)

PYs=34.9


		14.0	HUMIRA EW (n=163)†

PYs=57.3


		7.2	Continuous HUMIRA EW

population (n=88)‡

PYs=194.1



		20.2	Control (n=152)

PYs=34.6


		30.0	Control (n=163)

PYs=73.4



	TEAE leading to discontinuation

		2.9	HUMIRA EW (n=153)

PYs=34.9


		8.7	HUMIRA EW (n=163)†

PYs=57.3


		7.7	Continuous HUMIRA EW

population (n=88)‡

PYs=194.1



		 8.7	Control (n=152)

PYs=34.6


		17.7	Control (n=163)

PYs=73.4



	Serious infections

		2.9	HUMIRA EW (n=153)

PYs=34.9


		3.5	HUMIRA EW (n=163)†

PYs=57.3


		1.5	Continuous HUMIRA EW

population (n=88)‡

PYs=194.1



		0.0	Control (n=152)

PYs=34.6


		5.4	Control (n=163)

PYs=73.4



	Tuberculosis (active or latent)

		0.0	HUMIRA EW (n=153)

PYs=34.9


		0.0	HUMIRA EW (n=163)†

PYs=57.3


		1.0	Continuous HUMIRA EW

population (n=88)‡

PYs=194.1



		0.0	Control (n=152)

PYs=34.6


		0.0	Control (n=163)

PYs=73.4



	Malignancy§

		0.0	HUMIRA EW (n=153)

PYs=34.9


		0.0	HUMIRA EW (n=163)†

PYs=57.3


		0.0	Continuous HUMIRA EW

population (n=88)‡

PYs=194.1



		2.9	Control (n=152)

PYs=34.6


		0.0	Control (n=163)

PYs=73.4






    






    
    
    

    
    
        Malignancies: Lymphoma, including a rare type of T-cell lymphoma, and other malignancies, some fatal, have been reported in patients treated with TNF blockers, including HUMIRA.

Serious Infections: Patients treated with HUMIRA are at increased risk for developing serious infections that may lead to hospitalization or death. These infections include active tuberculosis (TB), reactivation of latent TB, invasive fungal infections, and bacterial, viral, and other infections due to opportunistic pathogens. Most patients who developed these infections were taking concomitant immunosuppressants such as methotrexate or corticosteroids.

Adverse reaction rate observed in clinical trials and OLE studies may not predict the rates observed in a broader HS patient population in clinical practice.


    






    
    
    

    
    
        *Safety data for PIONEER I, Period B not shown as there is no comparable control group.

†Study design dosing: HUMIRA EW/HUMIRA EW.

‡Study design dosing: HUMIRA EW/HUMIRA EW/HUMIRA EW.

§Other than lymphoma, HSTCL, leukemia, NMSC or melanoma.
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        PIONEER I and II STUDY DESIGNS—88 PATIENTS STUDIED IN OLE1,4-6

88 patients who were studied in OLE received continuous HUMIRA weekly throughout the trial period (periods A and B) and throughout the OLE.
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        	HUMIRA 40 mg EW
	HUMIRA 40 mg EOW
	Control



    






    
    
    




    
		
			
				
					
						




    
    
    

    
    
        	Enrolled patients had a total abscess and inﬂammatory nodule (AN) count of ≥3 with lesions in ≥2 anatomic areas, one of which was Hurley Stage II or III.



    







					

				
					
						




    
    
    

    
    
        	Primary efficacy endpoint was Hidradenitis Suppurativa Clinical Response (HiSCR) at week 12.
	Period B explored the safety and efﬁcacy of different maintenance regimens (continuous HUMIRA EW, reduction to HUMIRA EOW, or treatment withdrawal) over 24 weeks.



    







					

				
					
						




    
    
    

    
    
        	At or after week 16, patients were instructed to discontinue from Period B and enter the OLE phase if they achieved HiSCR in Period A and subsequently had a loss of response,† or if they did not achieve HiSCR and experienced worsening or absence of improvement.‡



    







					

				
					
						




    
    
    

    
    
        	Throughout the OLE, all patients received HUMIRA 40 mg weekly.



    







					

				
			
		
        
	









    
    
    

    
    
        PIONEER I control=placebo  PIONEER II control=placebo +/- antibiotic

aStratiﬁed by baseline Hurley Stage II vs III (PIONEER I & II) and baseline concomitant antibiotic use (PIONEER II).

b160 mg week 0; 80 mg week 2; 40 mg from week 4.

cRe-randomization at entry to Period B, stratiﬁed by week 12 HiSCR status and baseline Hurley Stage II vs III.

d160 mg week 12; 80 mg week 14; 40 mg from week 16.

*Weeks of efﬁcacy and patient-reported outcomes analysis.

†Loss of response=deﬁned as a loss of ≥50% in improvement in AN count achieved from baseline to week 12.

‡Worsening or absence of improvement=an AN count ≥ the baseline AN count at 2 consecutive visits (excluding week 12) occurring at least 14 days apart.
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        Leaving AbbVie Web Site

You are leaving the AbbVie Web site and connecting to a site that is not under the control of AbbVie. AbbVie is not responsible for the contents of any such site or any further links from such site. AbbVie is providing these links to you only as a convenience and the inclusion of any link does not imply the endorsement of the linked site by AbbVie. You should also be aware that the linked site may be governed by its own set of terms and conditions and privacy policy for which AbbVie has no responsibility.

Conversely, the presence of this link does not imply the linked site's endorsement of HUMIRA.com or AbbVie.

Do you wish to leave this site?
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        You are about to enter a site that is for US Healthcare Professionals Only

By selecting "Yes" below, you certify that you are a Healthcare Professional and that you wish to proceed to the Healthcare Professionals Only section on the AbbVie Medical Information site. Products or treatments described on this site are available in the US, but may not be available in other countries.

I am a licensed Healthcare Professional and wish to proceed to the US Healthcare Professionals Only AbbVie Medical Information Site.
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							IMPORTANT SAFETY INFORMATION & INDICATIONS for HUMIRA (adalimumab)1

SERIOUS INFECTIONS

Patients treated with HUMIRA are at increased risk for developing serious infections that may lead to hospitalization or death. Most patients who developed these infections were taking concomitant immunosuppressants such as methotrexate or corticosteroids.


						

						
							INDICATION1

Hidradenitis Suppurativa: HUMIRA is indicated for the treatment of moderate to severe hidradenitis suppurativa in patients 12 years of age and older.
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        INDICATION1

Hidradenitis Suppurativa: HUMIRA is indicated for the treatment of moderate to severe hidradenitis suppurativa in patients 12 years of age and older.


    







						

						
							




    
    
    

    
    
        IMPORTANT SAFETY INFORMATION for HUMIRA (adalimumab)1

SERIOUS INFECTIONS

Patients treated with HUMIRA are at increased risk for developing serious infections that may lead to hospitalization or death. Most patients who developed these infections were taking concomitant immunosuppressants such as methotrexate or corticosteroids.

Discontinue HUMIRA 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 HUMIRA use and during therapy. Initiate treatment for latent TB prior to HUMIRA 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 HUMIRA prior to initiating therapy in patients: 1. with chronic or recurrent infection, 2. who have been exposed to TB, 3. with a history of opportunistic infection, 4. who resided in or traveled in regions where mycoses are endemic, 5. with underlying conditions that may predispose them to infection. Monitor patients closely for the development of signs and symptoms of infection during and after treatment with HUMIRA, including the possible development of TB in patients who tested negative for latent TB infection prior to initiating therapy.

	Do not start HUMIRA during an active infection, including localized infections.
	Patients older than 65 years, patients with co-morbid conditions, and/or patients taking concomitant immunosuppressants may be at greater risk of infection.
	If an infection develops, monitor carefully and initiate appropriate therapy.
	Drug interactions with biologic products: A higher rate of serious infections has been observed in RA patients treated with rituximab who received subsequent treatment with a TNF blocker. An increased risk of serious infections has been seen with the combination of TNF blockers with anakinra or abatacept, with no demonstrated added benefit in patients with RA. Concomitant administration of HUMIRA with other biologic DMARDs (e.g., anakinra or abatacept) or other TNF blockers is not recommended based on the possible increased risk for infections and other potential pharmacological interactions.


MALIGNANCY

Lymphoma and other malignancies, some fatal, have been reported in children and adolescent patients treated with TNF blockers, including HUMIRA. 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 HUMIRA. 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 azathioprine or 6-mercaptopurine 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.

	Consider the risks and benefits of HUMIRA treatment prior to initiating or continuing therapy in a patient with known malignancy.
	In clinical trials, more cases of malignancies were observed among HUMIRA-treated patients compared to control patients.
	Non-melanoma skin cancer (NMSC) was reported during clinical trials for HUMIRA-treated patients. Examine all patients, particularly those with a history of prolonged immunosuppressant or PUVA therapy, for the presence of NMSC prior to and during treatment with HUMIRA.
	In HUMIRA clinical trials, there was an approximate 3-fold higher rate of lymphoma than expected in the general U.S. population. Patients with chronic inflammatory diseases, particularly those with highly active disease and/or chronic exposure to immunosuppressant therapies, may be at higher risk of lymphoma than the general population, even in the absence of TNF blockers.
	Postmarketing cases of acute and chronic leukemia were reported with TNF blocker use. Approximately half of the postmarketing cases of malignancies in children, adolescents, and young adults receiving TNF blockers were lymphomas; other cases included rare malignancies associated with immunosuppression and malignancies not usually observed in children and adolescents.


HYPERSENSITIVITY

	Anaphylaxis and angioneurotic edema have been reported following HUMIRA administration. If a serious allergic reaction occurs, stop HUMIRA and institute appropriate therapy.


HEPATITIS B VIRUS REACTIVATION

	Use of TNF blockers, including HUMIRA, may increase the risk of reactivation of hepatitis B virus (HBV) in patients who are chronic carriers. Some cases have been fatal.
	Evaluate patients at risk for HBV infection for prior evidence of HBV infection before initiating TNF blocker therapy.
	Exercise caution in patients who are carriers of HBV and monitor them during and after HUMIRA treatment.
	Discontinue HUMIRA and begin antiviral therapy in patients who develop HBV reactivation. Exercise caution when resuming HUMIRA after HBV treatment.


NEUROLOGIC REACTIONS

	TNF blockers, including HUMIRA, have been associated with rare cases of new onset or exacerbation of central nervous system and peripheral demyelinating diseases, including multiple sclerosis, optic neuritis, and Guillain-Barré syndrome.
	Exercise caution when considering HUMIRA for patients with these disorders; discontinuation of HUMIRA should be considered if any of these disorders develop.
	There is a known association between intermediate uveitis and central demyelinating disorders.


HEMATOLOGIC REACTIONS

	Rare reports of pancytopenia, including aplastic anemia, have been reported with TNF blockers. Medically significant cytopenia has been infrequently reported with HUMIRA.
	Consider stopping HUMIRA if significant hematologic abnormalities occur.


CONGESTIVE HEART FAILURE

	Worsening and new onset congestive heart failure (CHF) has been reported with TNF blockers. Cases of worsening CHF have been observed with HUMIRA; exercise caution and monitor carefully.


AUTOIMMUNITY

	Treatment with HUMIRA may result in the formation of autoantibodies and, rarely, in development of a lupus-like syndrome. Discontinue treatment if symptoms of a lupus-like syndrome develop.


IMMUNIZATIONS

	Patients on HUMIRA should not receive live vaccines.
	Pediatric patients, if possible, should be brought up to date with all immunizations before initiating HUMIRA therapy.
	Adalimumab is actively transferred across the placenta during the third trimester of pregnancy and may affect immune response in the in utero exposed infant. The safety of administering live or live-attenuated vaccines in infants exposed to HUMIRA in utero is unknown. Risks and benefits should be considered prior to vaccinating (live or live-attenuated) exposed infants.


ADVERSE REACTIONS

	The most common adverse reactions in HUMIRA clinical trials (>10%) were: infections (e.g., upper respiratory, sinusitis), injection site reactions, headache, and rash.


 

INDICATIONS1

	Rheumatoid Arthritis: HUMIRA is indicated, alone or in combination with methotrexate or other non-biologic DMARDs, 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 active rheumatoid arthritis.
	Juvenile Idiopathic Arthritis: HUMIRA is indicated, alone or in combination with methotrexate, for reducing signs and symptoms of moderately to severely active polyarticular juvenile idiopathic arthritis in patients 2 years of age and older.
	Psoriatic Arthritis: HUMIRA is indicated, alone or in combination with non-biologic DMARDs, for reducing signs and symptoms, inhibiting the progression of structural damage, and improving physical function in adult patients with active psoriatic arthritis.
	Ankylosing Spondylitis: HUMIRA is indicated for reducing signs and symptoms in adult patients with active ankylosing spondylitis.
	Crohn’s Disease: HUMIRA is indicated for the treatment of moderately to severely active Crohn’s disease in adults and pediatric patients 6 years of age and older.
	Ulcerative Colitis: HUMIRA is indicated for the treatment of moderately to severely active ulcerative colitis in adults and pediatric patients 5 years of age and older.

Limitations of Use:

The effectiveness of HUMIRA has not been established in patients who have lost response to or were intolerant to TNF blockers.
	Plaque Psoriasis: HUMIRA 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. HUMIRA should only be administered to patients who will be closely monitored and have regular follow-up visits with a physician.
	Hidradenitis Suppurativa: HUMIRA is indicated for the treatment of moderate to severe hidradenitis suppurativa in patients 12 years of age and older.
	Uveitis: HUMIRA is indicated for the treatment of non-infectious intermediate, posterior, and panuveitis in adults and pediatric patients 2 years of age and older.


Please see Full Prescribing Information.
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