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              Important Safety Information

              Infusion-Related Reactions

              Infusion-related reactions (IRRs) have been observed in patients treated
                with ONPATTRO® (patisiran). In a controlled clinical study,
                19% of ONPATTRO-treated patients experienced IRRs, compared to 9% of placebo-treated
                patients. The most common symptoms of IRRs with ONPATTRO were flushing,
                back pain, nausea, abdominal pain, dyspnea, and headache.

              To reduce the risk of IRRs, patients should receive premedication with
                a corticosteroid, acetaminophen, and antihistamines (H1 and H2 blockers)
                at least 60 minutes prior to ONPATTRO infusion. Monitor patients during
                the infusion for signs and symptoms of IRRs. If an IRR occurs, consider
                slowing or interrupting the infusion and instituting medical management
                as clinically indicated. If the infusion is interrupted, consider resuming
                at a slower infusion rate only if symptoms have resolved. In the case of
                a serious or life-threatening IRR, the infusion should be discontinued
                and not resumed.

              Reduced Serum Vitamin A Levels and Recommended Supplementation

              ONPATTRO treatment leads to a decrease in serum vitamin A levels. Supplementation
                at the recommended daily allowance (RDA) of vitamin A is advised for patients
                taking ONPATTRO. Higher doses than the RDA should not be given to try to
                achieve normal serum vitamin A levels during treatment with ONPATTRO, as
                serum levels do not reflect the total vitamin A in the body.

              Patients should be referred to an ophthalmologist if they develop ocular
                symptoms suggestive of vitamin A deficiency (e.g. night blindness).

              Adverse Reactions

              The most common adverse reactions that occurred in patients treated with
                ONPATTRO were upper respiratory tract infections (29%) and infusion-related
                reactions (19%).

              Indication

              ONPATTRO is indicated for the treatment of the polyneuropathy of hereditary
                transthyretin-mediated amyloidosis in adults.

              For additional information about ONPATTRO, please see the full Prescribing Information.
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    Important Safety Information

    Infusion-Related Reactions

    Infusion-related reactions (IRRs) have been observed in patients treated with ONPATTRO® (patisiran). In a controlled clinical study, 19% of ONPATTRO-treated patients experienced IRRs, compared to 9% of placebo-treated patients. The most common symptoms of IRRs with ONPATTRO were flushing, back pain, nausea, abdominal pain, dyspnea, and headache.

    To reduce the risk of IRRs, patients should receive premedication with a corticosteroid, acetaminophen, and antihistamines (H1 and H2 blockers) at least 60 minutes prior to ONPATTRO infusion. Monitor patients during the infusion for signs and symptoms of IRRs. If an IRR occurs, consider slowing or interrupting the infusion and instituting medical management as clinically indicated. If the infusion is interrupted, consider resuming at a slower infusion rate only if symptoms have resolved. In the case of a serious or life-threatening IRR, the infusion should be discontinued and not resumed.

    Reduced Serum Vitamin A Levels and Recommended Supplementation

    ONPATTRO treatment leads to a decrease in serum vitamin A levels. Supplementation at the recommended daily allowance (RDA) of vitamin A is advised for patients taking ONPATTRO. Higher doses than the RDA should not be given to try to achieve normal serum vitamin A levels during treatment with ONPATTRO, as serum levels do not reflect the total vitamin A in the body.

    Patients should be referred to an ophthalmologist if they develop ocular symptoms suggestive of vitamin A deficiency (e.g. night blindness).

    Adverse Reactions

    The most common adverse reactions that occurred in patients treated with ONPATTRO were upper respiratory tract infections (29%) and infusion-related reactions (19%).

    Indication

    ONPATTRO is indicated for the treatment of the polyneuropathy of hereditary transthyretin-mediated amyloidosis in adults.

    For additional information about ONPATTRO, please see the full Prescribing Information.
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            Primary Endpoint1,2

            modified Neuropathy Impairment Score + 7 (mNIS+7)
            	Validated composite measure of sensory, motor, and autonomic neuropathy
	Score ranges from 0 (no impairment) to 304 points (maximal impairment)
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            Norfolk Quality of Life-Diabetic Neuropathy (Norfolk QoL-DN)1,8,16

          

          

          
            	
                Patient questionnaire designed to capture the impact of hATTR amyloidosis on a patient’s quality of life relating to: 
                	—Activities of daily living
	—Polyneuropathy symptoms
	—Autonomic function
	—Small fiber nerve function
	—Physical functioning/large fiber nerve function


              
	Score ranges from -4 to 136; higher score indicates worsening quality of life


          

          
            Sample questions from the questionnaire16
            	Have you felt unsteady on your feet?
	Have you had a problem walking down stairs?
	Have you had a problem with bathing or showering?
	Have you had a problem with dressing?
	Were you limited in the kind of work or other activities you could perform?
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            Composite Autonomic Symptom Score 31 (COMPASS 31)7,9

          

          

          
            	31-item questionnaire that evaluated patient-reported autonomic symptoms such as orthostatic hypotension, constipation, diarrhea, nausea/vomiting, and incontinence
	Score ranges from 0 to 100; lower score indicates fewer autonomic symptoms
	Covers 6 autonomic domains (orthostatic intolerance, vasomotor, secretomotor, gastrointestinal, bladder, and pupillomotor)2


          

          
            Sample questions from the questionnaire9
            	In the past year, have you ever felt faint, dizzy, “goofy,” or had difficulty thinking soon after standing up from a sitting or lying position?
	In the past year, have you ever noticed color changes in your skin, such as red, white, or purple?
	In the past 5 years, what changes, if any, have occurred in your general body sweating?
	In the past year, have you had any bouts of diarrhea?
	In the past year, have you ever lost control of your bladder function?
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            Rasch-built Overall Disability Scale (R-ODS)7,11,17

          

          

          
            	24-item scale that evaluated patient-reported ability to perform activities of daily living such as eating, bathing, dressing, and standing
	Score ranges from 0 to 48; higher score indicates less disability


          

          
            Sample questions from the evaluation include11,17
            	
                Are you able to:
                	—Walk 1 flight of stairs?
	—Take a shower?
	—Carry and put down a heavy object?
	—Do the shopping?
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            Walking speed1,7

            	Gait speed measured in meters per second (m/sec) using 10-meter walk test (10MWT)
	A higher number indicates less disability/less impairment
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            Nutritional status1,18

            	Nutritional status assessment based on body mass index and serum albumin (kg/m2 x albumin [g/L])
	Lower value indicates worsening of nutritional status
	mBMI is used as a tool to monitor disease progression and provide prognostic information, showing close correlation with time before death, duration of gastrointestinal disturbances, malabsorption, and functional capacity
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            Motor strength2,7

            	Motor strength measured on the weakness component of the Neuropathy Impairment Score (NIS-W)
	Score ranges from 0 to 192; higher score indicates more impairment
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            EuroQoL 5 Dimensions 5 Levels (EQ-5D-5L)14

          

          

          
            	
                Instrument used to measure health in 5 dimensions: 
                	—Mobility (walking)
	—Self-care (washing or dressing)
	—Usual activities
	—Pain/discomfort
	—Anxiety/depression


              
	Score ranges from 0 to 1; lower score indicates worsening quality of life


          

          
            Example:
            	
                Anxiety/Depression
                	I am not anxious or depressed
	I am slightly anxious or depressed
	I am moderately anxious or depressed
	I am severely anxious or depressed
	I am extremely anxious or depressed


              


            EQ-5D-5L was an exploratory endpoint in the APOLLO study.
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