Vutrisiran: Surgical Procedures

The following information is provided in response to your unsolicited inquiry. It is intended to provide
you with a review of the available scientific literature and to assist you in forming your own conclusions
in order to make healthcare decisions. This document is not for further dissemination or publication
without authorization.

The full Prescribing Information for AMVUTTRA® (vutrisiran) is provided here. Alnylam Pharmaceuticals
does not recommend the use of its products in any manner that is inconsistent with the approved
Prescribing Information. This resource may contain information that is not in the approved Prescribing
Information.

If you are seeking additional scientific information related to Alnylam medicines, you may visit the
Alnylam US Medical Affairs website at RNAiScience.com.

SUMMARY

e Inthe HELIOS-A study, patients who had a major surgery planned within 3 months or anticipated
surgery during the study (through Month 18) were excluded from enrollment. Patients who had a
liver transplant or were likely to undergo liver transplantation during the study were also excluded
from enrollment.*

e In the HELIOS-B study, patients who had a prior or anticipated (during the first 12 months after
randomization) heart, liver, or other organ transplant or implantation of left-ventricular assist
device were excluded from enrollment. There were no additional exclusion criteria regarding
surgical procedures.?

e A cumulative post-marketing review of Alnylam Pharmaceuticals’ global safety database did not
identify any safety concerns involving surgical procedures related to the use of vutrisiran.?

e No additional information is available regarding the incidence of surgical procedures, including
orthopedic procedures, in the HELIOS-A and HELIOS-B studies.
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