Sentinel’

Disclaimer

The following report(s) provides findings from an FDA-initiated query using Sentinel. While Sentinel queries may be
undertaken to assess potential medical product safety risks, they may also be initiated for various other reasons. Some
examples include determining a rate or count of an identified health outcome of interest, examining medical product use,
exploring the feasibility of future, more detailed analyses within Sentinel, and seeking to better understand Sentinel
capabilities.

Data obtained through Sentinel are intended to complement other types of evidence such as preclinical studies, clinical
trials, postmarket studies, and adverse event reports, all of which are used by FDA to inform regulatory decisions regarding
medical product safety. The information contained in this report is provided as part of FDA’s commitment to place
knowledge acquired from Sentinel in the public domain as soon as possible. Any public health actions taken by FDA
regarding products involved in Sentinel queries will continue to be communicated through existing channels.

FDA wants to emphasize that the fact that FDA has initiated a query involving a medical product and is reporting findings
related to that query does not mean that FDA is suggesting health care practitioners should change their prescribing
practices for the medical product or that patients taking the medical product should stop using it. Patients who have
questions about the use of an identified medical product should contact their health care practitioners.

The following report contains a description of the request, request specifications, and results from the modular program
run(s).

If you are using a web page screen reader and are unable to access this document, please contact the Sentinel Operations
Center for assistance at info@sentinelsystem.org.
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Sentinel,

Overview for Request: cder_mpllr_wp296, Report 2

Request ID: cder_mpllr_wp296_nsdp_v01

Request Description: In this report we characterized dispensing and administration patterns of 22 New Molecular Entities
(NMEs) approved from September 1, 2019 through December 31, 2019, stratified by age and sex in the Sentinel Distributed
Database (SDD).

Sentinel Routine Querying Module: Cohort Identification and Descriptive Analysis module (CIDA), version 14.2.0.

Data Source: We distributed this request to 13 Sentinel Data Partners on May 22, 2025. The study period included data from
January 1, 2019 to December 31, 2024. Report 1 includes NMEs approved from January 1, 2019 to August 31, 2019. Please see
Appendix A for a list of dates of available data for each Data Partner.

Study Design: We identified individuals initiating any of the 22 NMEs of interest. We described demographic and clinical
characteristics for individuals initiating each NME based on history recorded in the six months prior to initiation of treatment
with the relevant drug. The analyses characterized dispensing patterns by examining cumulative exposure episode duration,
first exposure episode duration, all exposure episode durations, days supplied per dispensing, and lengths of gaps between
episodes, overall and stratified by age group and sex. This was a Type 5 analysis in the Query Request Package (QRP)
documentation.

Exposures of Interest: Our exposures of interest were NMEs approved between September 1, 2019 to December 31, 2019,
administered or dispensed in any care setting. These were defined using National Drug Codes (NDCs), Healthcare Common
Procedure Coding System (HCPCS) procedure codes and International Classification of Diseases, Tenth Revision, Procedure
Coding System (ICD-10-PCS) procedure codes. Please see Appendix B for a list of non-proprietary and proprietary names of
medical products, Appendix B.1 for a list of NDCs, and Appendix C for a list of procedure codes used to define exposures in this
request. All valid exposure episodes were included.

Cohort Eligibility Criteria: We defined index exposure as the first qualifying administration or dispensing of a given NME to an
individual during the study period. We required individuals to be enrolled in health plans with both medical and drug coverage
for at least 183 days prior to their index exposure, during which gaps in coverage of up to 45 days were allowed. The following
age groups were included: 0-17, 18-24 ,25-40, 41-64, 65+ years.

Baseline Characteristics: We described demographic characteristics such as sex, age, race/ethnicity and calendar year on the
day of each index NME exposure. We also described 33 clinical characteristics based on history recorded in the six months prior
to the index exposure. The set of clinical characteristics included 28 chronic conditions and 5 lifestyle-related conditions. Most
of the chronic conditions (26 out of 28) were defined using Centers for Medicare and Medicaid Services' (CMS) Chronic
Conditions Data Warehouse® (CCW) algorithms and included: acute myocardial infarction, Alzheimer’s disease, non-Alzheimer's
disease, atrial fibrillation, diabetes mellitus, heart failure, hyperlipidemia, hypertension, depression, ischemic heart disease,
rheumatoid arthritis/osteoarthritis, stroke/transient ischemic attack (TIA), breast cancer, colorectal cancer, prostate cancer,
lung cancer, endometrial cancer, acquired hypothyroidism, anemia, asthma, benign prostatic hyperplasia, chronic kidney
disease, chronic obstructive pulmonary disease (COPD) and bronchiectasis, glaucoma, osteoporosis, and liver disease. History
of cardiac arrest, and history of coronary angioplasty or bypass were also included. Lifestyle-related conditions included:
obesity, overweight, smoking, alcohol abuse or dependence and drug abuse or dependence. International Classification of
Diseases, Tenth Revision, Clinical Modification (ICD-10-CM) diagnosis codes, ICD-10-PCS procedure codes, HCPCS procedure
codes, Current Procedural Terminology, Fourth Edition (CPT-4) procedure codes, and NDCs were used to define the clinical
characteristics. Please see Appendix D for a list of diagnosis and procedure codes, Appendix E for a list of non-proprietary and
proprietary names of medical products, and Appendix E.1 for a list of NDCs used to define baseline characteristics in this
request.

Please refer to Appendices F, G, and H for the specifications of parameters used in this request, baseline characteristics used
in this request, and a design diagram.

Limitations: Algorithms used to define exposures and inclusion criteria are imperfect; thus, it is possible that there may be
misclassification. Therefore, data should be interpreted with this limitation in mind.
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Sentinel,

Overview for Request:

Notes: Please contact the Sentinel Operations Center (info@sentinelsystem.org) for questions and to provide
comments/suggestions for future enhancements to this document. For more information on Sentinel's routine querying
modules, please refer to the documentation (https://dev.sentinelsystem.org/projects/SENTINEL/repos/sentinel-routine-
querying-tool-documentation/browse).
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Glossary of Terms for Analyses Using
Cohort Identification and Descriptive Analysis (CIDA) Module*

Amount Supplied - number of units (pills, tablets, vials) dispensed. Net amount per NDC per dispensing.

Blackout Period - number of days at the beginning of a treatment episode that events are to be ignored. If an event
occurs during the blackout period, the episode is excluded.
Care Setting - type of medical encounter or facility where the exposure, event, or condition code was recorded.
Possible care settings include: Inpatient Hospital Stay (IP), Non-Acute Institutional Stay (IS), Emergency Department
(ED), Ambulatory Visit (AV), and Other Ambulatory Visit (OA). For laboratory results, possible care settings include:
Emergency Department (E), Home (H), Inpatient (I), Outpatient (O), or Unknown or Missing (U). The Care Setting,
along with the Principal Diagnosis Indicator (PDX), forms the Care Setting/PDX parameter.
Ambulatory Visit (AV) - includes visits at outpatient clinics, same-day surgeries, urgent care visits, and other same-
day ambulatory hospital encounters, but excludes emergency department encounters.
Emergency Department (ED) - includes ED encounters that become inpatient stays (in which case inpatient stays
would be a separate encounter). Excludes urgent care visits.
Inpatient Hospital Stay (IP) - includes all inpatient stays, same-day hospital discharges, hospital transfers, and
acute hospital care where the discharge is after the admission date.
Non-Acute Institutional Stay (IS) - includes hospice, skilled nursing facility (SNF), rehab center, nursing home,
residential, overnight non-hospital dialysis and other non-hospital stays.
Other Ambulatory Visit (OA) - includes other non overnight AV encounters such as hospice visits, home health
visits, skilled nursing facility visits, other non-hospital visits, as well as telemedicine, telephone and email
consultations.
Charlson/Elixhauser Combined Comorbidity Score - calculated based on comorbidities observed during a requester-
defined window around the exposure episode start date (e.g., in the 183 days prior to index).
Code Days - the minimum number of times the diagnosis must be found during the evaluation period in order to fulfill
the algorithm to identify the corresponding patient characteristic.
Cohort Definition (drug/exposure) - indicates how the cohort will be defined: 01: Cohort includes only the first valid
treatment episode during the query period; 02: Cohort includes all valid treatment episodes during the query period;
03: Cohort includes all valid treatment episodes during the query period until an event occurs.
Computed Start Marketing Date - represents the first observed dispensing date among all valid users within a GROUP
(scenario) within each Data Partner site.
Days Supplied - number of days supplied for all dispensings in qualifying treatment episodes.

Eligible Members - number of members eligible for an incident treatment episode (defined by the drug/exposure and
event washout periods) with drug and medical coverage during the query period.

Enrollment Gap - number of days allowed between two consecutive enrollment periods without breaking a
“continuously enrolled” sequence.

Episodes - treatment episodes; length of episode is determined by days supplied in one dispensing or consecutive
dispensings bridged by the episode gap.

Episode Gap - number of days allowed between two (or more) consecutive exposures (dispensings/procedures) to be
considered the same treatment episode.

Event Deduplication - specifies how events are counted by the Modular Program (MP) algorithm: 0: Counts all
occurrences of a health outcome of interest (HOI) during an exposure episode; 1: de-duplicates occurrences of the
same HOI code and code type on the same day; 2: de-duplicates occurrences of the same HOI group on the same day
(e.g., de-duplicates at the group level).

Exposure Episode Length - number of days after exposure initiation that is considered "exposed time."

Exposure Extension Period - number of days post treatment period in which the outcomes/events are counted for a
treatment episode. Extensions are added after any episode gaps have been bridged.

Lookback Period - number of days wherein a member is required to have evidence of pre-existing condition
(diagnosis/procedure/drug dispensing).
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Glossary of Terms for Analyses Using

Cohort Identification and Descriptive Analysis (CIDA) Module*
Maximum Episode Duration - truncates exposure episodes after a requester-specified number of exposed days.
Applied after any gaps are bridged and extension days added to the length of the exposure episode.
Member-Years - sum of all days of enrollment with medical and drug coverage in the query period preceded by an
exposure washout period all divided by 365.25.
Minimum Days Supplied - specifies a minimum number of days in length of the days supplied for the episode to be
considered.
Minimum Episode Duration - specifies a minimum number of days in length of the episode for it to be considered.
Applied after any gaps are bridged and extension days added to the length of the exposure episode.
Monitoring Period - used to define time periods of interest for both sequential analysis and simple cohort
characterization requests.
Principal Diagnosis (PDX) - diagnosis or condition established to be chiefly responsible for admission of the patient to
the hospital. 'P' = principal diagnosis, 'S' = secondary diagnosis, 'X' = unspecified diagnosis, '.' = blank. Along with the
Care Setting values, forms the Caresetting/PDX parameter.
Query Period - period in which the modular program looks for exposures and outcomes of interest.

Switch Evaluation Step Value - value used to differentiate evaluation step. Each switch pattern can support up to 2
evaluation steps (0 = switch pattern evaluation start; 1 = first evaluation; 2 = second evaluation).

Switch Gap Inclusion Indicator - indicator for whether gaps in treatment episodes that are included in a switch
episode will be counted as part of the switch episode duration.

Switch Pattern Cohort Inclusion Date - indicates which date to use for inclusion into the switch pattern cohort of
interest as well as optionally as the index date of the treatment episode initiating the switch pattern. Valid options are
the product approval date, product marketing date, other requester defined date, or computed start marketing date.

Switch Pattern Cohort Inclusion Strategy - indicates how the switch pattern cohort inclusion date will be used: 01:
used only as a switch cohort entry date. First treatment episode dispensing date is used as index for computing time
to first switch; 02: used as switch cohort entry date and as initial switch step index date for computing time to first
switch.

Treatment Episode Truncation Indicator - indicates whether the exposure episode will be truncated at the occurrence
of a requester-specified code.

Washout Period (drug/exposure) - number of days a user is required to have no evidence of prior exposure (drug
dispensing/procedure) and continuous drug and medical coverage prior to an incident treatment episode.

Washout Period (event/outcome) - number of days a user is required to have no evidence of a prior event
(procedure/diagnosis) and continuous drug and medical coverage prior to an incident treatment episode.

Years at Risk - number of days supplied plus any episode gaps and exposure extension periods all divided by 365.25.

*all terms may not be used in this report
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Table 1a. Aggregated Characteristics of Tenapanor Users in the Sentinel Distributed Database from January 1, 2019 to
December 31, 2024

Percent/
Patient Characteristics Number/Mean Standard Deviation®
Unique patients 11,663 N/A
Demographic Characteristics
Age (years) 56.8 15.1
Age
0_17 years % %k %k ok k % 3k %k 3k %k
18_24 years % %k %k ok k % 3k %k 3k %k
25-40 years 1,660 14.2%
41-64 years 5,746 49.3%
> 65 years 3,902 33.5%
Sex
Female 8,123 69.6%
Male 3,540 30.4%
Race’
American Indian or Alaska Native 59 0.5%
Asian 467 4.0%
Black or African American 1,898 16.3%
Multi-racial 108 0.9%
Native Hawaiian or Other Pacific Islander 18 0.2%
Unknown 2,541 21.8%
White 6,572 56.3%
Hispanic origin
Yes 771 6.6%
No 7,440 63.8%
Unknown 3,452 29.6%
Year
2019 0 0.0%
2020 0 0.0%
2021 0 0.0%
2022 1,108 9.5%
2023 3,609 30.9%
2024 6,946 59.6%
Health Characteristics
Acute Myocardial Infarction 168 1.4%
Alzheimer's Disease 72 0.6%
Non-Alzheimer's Dementia 330 2.8%
Atrial Fibrillation 791 6.8%
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Table 1a. Aggregated Characteristics of Tenapanor Users in the Sentinel Distributed Database from January 1, 2019 to
December 31, 2024

Percent/

Patient Characteristics Number/Mean Standard Deviation®
Diabetes Mellitus 3,838 32.9%
Heart Failure 2,116 18.1%
Hyperlipidemia 4,641 39.8%
Hypertension 6,109 52.4%
Depression 4,051 34.7%
Ischemic Heart Disease 2,481 21.3%
Rheumatoid Arthritis/Osteoarthritis 2,741 23.5%
Stroke/Transient Ishemic Attack (TIA) 346 3.0%
Breast Cancer 254 2.2%
Colorectal Cancer 60 0.5%
Prostate Cancer 120 1.0%
Lung Cancer 43 0.4%
Endometrial Cancer 18 0.2%
Acquired Hypothyroidism 1,747 15.0%
Anemia 5,251 45.0%
Asthma 1,009 8.7%
Benign Prostatic Hyperplasia 478 4.1%
Chronic Kidney Disease 4,169 35.7%
Chronic Obstructive Pulmonary Disease (COPD) and Bronchiectasis 1,145 9.8%
Glaucoma 962 8.2%
Osteoporosis 620 5.3%
Obesity (Diagnosis or Procedure Codes) 3,327 28.5%
Obesity (Dispensing Codes) 1,118 9.6%
Overweight 1,467 12.6%
Smoking (Diagnosis or Procedure Codes) 2,665 22.9%
Smoking (Dispensing Codes) 92 0.8%
Alcohol Abuse or Dependence 250 2.1%
Drug Abuse or Dependence 735 6.3%
History of Cardiac Arrest 48 0.4%
History of Coronary Angioplasty or Bypass 709 6.1%
Liver Disease CCW 879 7.5%
Liver Disease Extended 896 7.7%
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Table 1a. Aggregated Characteristics of Tenapanor Users in the Sentinel Distributed Database from January 1, 2019 to
December 31, 2024

Percent/

Patient Characteristics Number/Mean Standard Deviation®
Health Service Utilization Intensity Metrics

Mean number of ambulatory encounters 42.7 41.5
Mean number of emergency room encounters 0.8 1.8
Mean number of inpatient hospital encounters 0.2 0.7
Mean number of non-acute institutional encounters 0 0.2
Mean number of other ambulatory encounters 7.2 11.4
Mean number of filled prescriptions 32.2 27.5
Mean number of generics dispensed 12.7 7.6
Mean number of unique drug classes dispensed 11.8 6.7

Value represents standard deviation where no % follows the value.
’Race data may not be completely populated at all Data Partners; therefore, data about race may be incomplete.

N/A: Not Applicable
*****Data are not presented in these cells due to a small sample size or to assure a small cell cannot be recalculated through the cells presented.
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Table 1b. Aggregated Characteristics of Trifarotene Users in the Sentinel Distributed Database from January 1, 2019 to
December 31, 2024

Percent/
Patient Characteristics Number/Mean Standard Deviation®
Unique patients 33,642 N/A
Demographic Characteristics
Age (years) 24.2 10.9
Age
0-17 years 12,933 38.4%
18-24 years 9,151 27.2%
25-40 years 8,380 24.9%
41-64 years 2,971 8.8%
> 65 years 207 0.6%
Sex
Female 24,645 73.3%
Male 8,997 26.7%
Race’
American Indian or Alaska Native ok rA K oAk K
Asian 1,430 4.3%
Black or African American 1,786 5.3%
Multi-racial 1,357 4.0%
Native Hawaiian or Other Pacific Islander ok rA K oAk K
Unknown 16,148 48.0%
White 12,855 38.2%
Hispanic origin
Yes 1,598 4.8%
No 11,516 34.2%
Unknown 20,528 61.0%
Year
2019 113 0.3%
2020 5,452 16.2%
2021 8,032 23.9%
2022 7,555 22.5%
2023 6,215 18.5%
2024 6,275 18.7%
Health Characteristics
Acute Myocardial Infarction 0 0.0%
Alzheimer's Disease 0 0.0%
Non-Alzheimer's Dementia Hokkkk ok x
Atrial Fibrillation 27 0.1%
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Sentinel’

Table 1b. Aggregated Characteristics of Trifarotene Users in the Sentinel Distributed Database from January 1, 2019 to
December 31, 2024

Percent/
Patient Characteristics Number/Mean Standard Deviation®
Diabetes 313 0.9%
Heart Failure 43 0.1%
Hyperlipidemia 662 2.0%
Hypertension 540 1.6%
Depression 3,955 11.8%
Ischemic Heart Disease 104 0.3%
Rheumatoid Arthritis/Osteoarthritis 429 1.3%
Stroke/Transient Ishemic Attack (TIA) 20 0.1%
Breast Cancer 67 0.2%
Colorectal Cancer kA Ak ok
Prostate Cancer kA Ak ok
Lung Cancer % %k %k ok k % 3k %k 3k %k
Endometrial Cancer kA Ak ok
Acquired Hypothyroidism 483 1.4%
Anemia 991 2.9%
Asthma 539 1.6%
Benign Prostatic Hyperplasia 26 0.1%
Chronic Kidney Disease 71 0.2%
Chronic Obstructive Pulmonary Disease (COPD) and Bronchiectasis 39 0.1%
Glaucoma 228 0.7%
Osteoporosis 42 0.1%
Obesity (Diagnosis or Procedure Codes) 1,335 4.0%
Obesity (Dispensing Codes) 368 1.1%
Overweight 911 2.7%
Smoking (Diagnosis or Procedure Codes) 442 1.3%
Smoking (Dispensing Codes) 26 0.1%
Alcohol Abuse or Dependence 212 0.6%
Drug Abuse or Dependence 246 0.7%
History of Cardiac Arrest Hk Ak kX
History of Coronary Angioplasty or Bypass 14 0.0%
Liver Disease CCW 95 0.3%
Liver Disease Extended 99 0.3%
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Sentinel’

Table 1b. Aggregated Characteristics of Trifarotene Users in the Sentinel Distributed Database from January 1, 2019 to
December 31, 2024

Percent/

Patient Characteristics Number/Mean Standard Deviation®
Health Service Utilization Intensity Metrics

Mean number of ambulatory encounters 6.7 8.3
Mean number of emergency room encounters 0.1 0.4
Mean number of inpatient hospital encounters 0.0 0.2
Mean number of non-acute institutional encounters 0.0 0.0
Mean number of other ambulatory encounters 14 3.6
Mean number of filled prescriptions 6.4 8.2
Mean number of generics dispensed 3.4 3.4
Mean number of unique drug classes dispensed 3.2 3.1

1 . ..
Value represents standard deviation where no % follows the value.

’Race data may not be completely populated at all Data Partners; therefore, data about race may be incomplete.
N/A: Not Applicable
*****Data are not presented in these cells due to a small sample size or to assure a small cell cannot be recalculated through the cells presented.
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Sentinel’

Table 1c. Aggregated Characteristics of Brolucizumab—dbll Users in the Sentinel Distributed Database from January 1, 2019 to
December 31, 2024

Percent/
Patient Characteristics Number/Mean Standard Deviation®
Unique patients 17,889 N/A
Demographic Characteristics
Age (years) 80.5 8
Age
0_17 years % %k %k ok k % 3k %k k %k
18-24 years 0 0.0%
25_40 years 3% %k %k ok k % 3k %k 3k %k
41-64 years 343 1.9%
> 65 years 17,534 98.0%
Sex
Female 10,491 58.6%
Male 7,398 41.4%
Race’
American Indian or Alaska Native 50 0.3%
Asian 219 1.2%
Black or African American 176 1.0%
Multi-racial 22 0.1%
Native Hawaiian or Other Pacific Islander 13 0.1%
Unknown 863 4.8%
White 16,546 92.5%
Hispanic origin
Yes 124 0.7%
No 16,313 91.2%
Unknown 1,452 8.1%
Year
2019 207 1.2%
2020 14,589 81.6%
2021 1,725 9.6%
2022 779 4.4%
2023 445 2.5%
2024 144 0.8%
Health Characteristics
Acute Myocardial Infarction 74 0.4%
Alzheimer's Disease 252 1.4%
Non-Alzheimer's Dementia 716 4.0%
Atrial Fibrillation 2,331 13.0%
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Sentinel’

Table 1c. Aggregated Characteristics of Brolucizumab—dbll Users in the Sentinel Distributed Database from January 1, 2019 to

December 31, 2024

Percent/
Patient Characteristics Number/Mean Standard Deviation®
Diabetes 3,591 20.1%
Heart Failure 1,955 10.9%
Hyperlipidemia 7,001 39.1%
Hypertension 9,392 52.5%
Depression 2,228 12.5%
Ischemic Heart Disease 4,129 23.1%
Rheumatoid Arthritis/Osteoarthritis 3,183 17.8%
Stroke/Transient Ishemic Attack (TIA) 441 2.5%
Breast Cancer 570 3.2%
Colorectal Cancer 164 0.9%
Prostate Cancer 615 3.4%
Lung Cancer 183 1.0%
Endometrial Cancer 48 0.3%
Acquired Hypothyroidism 2,439 13.6%
Anemia 2,920 16.3%
Asthma 558 3.1%
Benign Prostatic Hyperplasia 1,057 5.9%
Chronic Kidney Disease 2,194 12.3%
Chronic Obstructive Pulmonary Disease (COPD) and Bronchiectasis 1,634 9.1%
Glaucoma 3,197 17.9%
Osteoporosis 1,056 5.9%
Obesity (Diagnosis or Procedure Codes) 2,539 14.2%
Obesity (Dispensing Codes) 136 0.8%
Overweight 1,727 9.7%
Smoking (Diagnosis or Procedure Codes) 3,182 17.8%
Smoking (Dispensing Codes) 39 0.2%
Alcohol Abuse or Dependence 132 0.7%
Drug Abuse or Dependence 180 1.0%
History of Cardiac Arrest 18 0.1%
History of Coronary Angioplasty or Bypass 1,205 6.7%
Liver Disease CCW 229 1.3%
Liver Disease Extended 234 1.3%
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Sentinel’

Table 1c. Aggregated Characteristics of Brolucizumab—dbll Users in the Sentinel Distributed Database from January 1, 2019 to
December 31, 2024

Percent/

Patient Characteristics Number/Mean Standard Deviation®
Health Service Utilization Intensity Metrics

Mean number of ambulatory encounters 15.1 11.5
Mean number of emergency room encounters 0.2 0.6
Mean number of inpatient hospital encounters 0.1 0.4
Mean number of non-acute institutional encounters 0.0 0.2
Mean number of other ambulatory encounters 3.0 6.6
Mean number of filled prescriptions 15.9 14.3
Mean number of generics dispensed 7.1 4.4
Mean number of unique drug classes dispensed 6.8 4.1

1 . ..
Value represents standard deviation where no % follows the value.

’Race data may not be completely populated at all Data Partners; therefore, data about race may be incomplete.
N/A: Not Applicable

*****Data are not presented in these cells due to a small sample size or to assure a small cell cannot be recalculated through the cells presented.
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Sentinel’

Table 1d. Aggregated Characteristics of Afamelanotide Users in the Sentinel Distributed Database from January 1, 2019 to
December 31, 2024

Percent/
Patient Characteristics Number/Mean Standard Deviation®
Unique patients 66 N/A
Demographic Characteristics
Age (years) 46.5 16.1
Age
0-17 years 0 0.0%
18_24 years 3% %k %k ok k % 3k 3k 3k %k
25-40 years 19 28.8%
41-64 years 23 34.8%
265 years % %k %k ok k % 3k %k k %k
Sex
Female 33 50.0%
Male 33 50.0%
Race’
American Indian or Alaska Native 0 0.0%
Asian ok ko ok ok ok
Black or African American 0 0.0%
Multi-racial roEA AR ook
Native Hawaiian or Other Pacific Islander 0 0.0%
Unknown ok ko ok ok ok
White 45 68.2%
Hispanic origin
Yes 0 0.0%
No 37 56.1%
Unknown 29 43.9%
Year
2019 0 0.0%
2020 ok ko ek koo
2021 22 33.3%
2022 16 24.2%
2023 14 21.2%
2024 ok ko ek koo
Health Characteristics
Acute Myocardial Infarction 0 0.0%
Alzheimer's Disease 0 0.0%
Non-Alzheimer's Dementia Hokkkk ok x
Atrial Fibrillation Hokkkk ok x
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Sentinel’

Table 1d. Aggregated Characteristics of Afamelanotide Users in the Sentinel Distributed Database from January 1, 2019 to
December 31, 2024

Percent/

Patient Characteristics Number/Mean Standard Deviation'
Diabetes ko ok ok ok ok ok o
Heart Failure ok ok ok sk ok
Hyperlipidemia *ok KKk *ok K Kk
Hypertension * ko ok ok ook ok ok
Depression kKKK ko ok
Ischemic Heart Disease Aok ok s ko
Rheumatoid Arthritis/Osteoarthritis ok ok ok ok -
Stroke/Transient Ishemic Attack (TIA) 0 0.0%
Breast Cancer 0 0.0%
Colorectal Cancer 0 0.0%
Prostate Cancer 0 0.0%
Lung Cancer 0 0.0%
Endometrial Cancer ok ok s ok
Acquired Hypothyroidism ok kK ok ok ok o
Anemia *okok kK -
Asthma *k Kk -
Benign Prostatic Hyperplasia ok ko ok * ok kK
Chronic Kidney Disease ok ok ok s e ks
Chronic Obstructive Pulmonary Disease (COPD) and Bronchiectasis *kok ok ok *k KKK
Glaucoma *ok kK * ok Kk
Osteoporosis Kook kK -
Obesity (Diagnosis or Procedure Codes) ok -
Obesity (Dispensing Codes) 0 0.0%
Overweight ok koo p——
Smoking (Diagnosis or Procedure Codes) *okok kK Kok KK
Smoking (Dispensing Codes) ok ok ok s koo
Alcohol Abuse or Dependence ok ok s koo
Drug Abuse or Dependence ok ok ok s koo
History of Cardiac Arrest 0 0.0%
History of Coronary Angioplasty or Bypass 0 0.0%
Liver Disease CCW ok ok ok ok ok ok o

ook kK o

Liver Disease Extended
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Sentinel’

Table 1d. Aggregated Characteristics of Afamelanotide Users in the Sentinel Distributed Database from January 1, 2019 to
December 31, 2024

Percent/

Patient Characteristics Number/Mean Standard Deviation®
Health Service Utilization Intensity Metrics

Mean number of ambulatory encounters 9.2 7.4
Mean number of emergency room encounters 0.1 0.3
Mean number of inpatient hospital encounters 0.0 0.2
Mean number of non-acute institutional encounters 0.0 NaN
Mean number of other ambulatory encounters 3.6 3.9
Mean number of filled prescriptions 9.7 10.2
Mean number of generics dispensed 4.8 4.0
Mean number of unique drug classes dispensed 4.4 3.6

1 . ..
Value represents standard deviation where no % follows the value.

’Race data may not be completely populated at all Data Partners; therefore, data about race may be incomplete.

N/A: Not Applicable

*****Data are not presented in these cells due to a small sample size or to assure a small cell cannot be recalculated through the cells presented.
Data represented by NaN (Not a Number) is due to their inability to be calculated.
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Sentinel’

Table 1e. Aggregated Characteristics of Fluorodopa F-18 Users in the Sentinel Distributed Database from January 1, 2019 to
December 31, 2024

Percent/
Patient Characteristics Number/Mean Standard Deviation®
Unique patients 128 N/A
Demographic Characteristics
Age (years) 75.7 7.4
Age
0-17 years 0 0.0%
18-24 years 0 0.0%
25-40 years 0 0.0%
41_64 years 3% %k %k ok k % 3k %k 3k %k
265 years % %k %k ok k % 3k %k k %k
Sex
Female 58 45.3%
Male 70 54.7%
Race’
American Indian or Alaska Native 0 0.0%
Asian ok ko ok ok ok
Black or African American ok rA K oAk K
Multi-racial 0 0.0%
Native Hawaiian or Other Pacific Islander 0 0.0%
Unknown ok ko ok ok ok
White 106 82.8%
Hispanic origin
Yes ok ko ok ok ok
No 112 87.5%
Unknown ok ok ok ek koo
Year
2019 ok ok ok ek koo
2020 0 0.0%
2021 ok ko ek koo
2022 ok ko ek koo
2023 69 53.9%
2024 ok ko ek koo
Health Characteristics
Acute Myocardial Infarction 0 0.0%
Alzheimer's Disease Hokkkk ok x
Non-Alzheimer's Dementia 17 13.3%
Atrial Fibrillation 20 15.6%
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Sentinel’

Table 1e. Aggregated Characteristics of Fluorodopa F-18 Users in the Sentinel Distributed Database from January 1, 2019 to
December 31, 2024

Percent/

Patient Characteristics Number/Mean Standard Deviation®
Diabetes 32 25.0%
Heart Failure 16 12.5%
Hyperlipidemia 74 57.8%
Hypertension 75 58.6%
Depression 50 39.1%
Ischemic Heart Disease 45 35.2%
Rheumatoid Arthritis/Osteoarthritis 42 32.8%
Stroke/Transient Ishemic Attack (TIA) 16 12.5%
Breast Cancer kA Ak ok
Colorectal Cancer kA Ak ok
Prostate Cancer kA Ak ok
Lung Cancer % %k %k ok k % 3k %k 3k %k
Endometrial Cancer kA Ak ok
Acquired Hypothyroidism 23 18.0%
Anemia 39 30.5%
Asthma * Aok kK Xk K
Benign Prostatic Hyperplasia 25 19.5%
Chronic Kidney Disease 15 11.7%
Chronic Obstructive Pulmonary Disease (COPD) and Bronchiectasis Hkk Ak oAk
Glaucoma 24 18.8%
Osteoporosis 12 9.4%
Obesity (Diagnosis or Procedure Codes) 20 15.6%
Obesity (Dispensing Codes) Hk Ak R
Overweight ook kK o
Smoking (Diagnosis or Procedure Codes) 16 12.5%
Smoking (Dispensing Codes) Hk Ak kX
Alcohol Abuse or Dependence Hk Ak kX
Drug Abuse or Dependence Hok kA oKk
History of Cardiac Arrest 0 0.0%
History of Coronary Angioplasty or Bypass 15 11.7%
Liver Disease CCW Hokkkk ok x

ook kK o

Liver Disease Extended
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Sentinel’

Table 1e. Aggregated Characteristics of Fluorodopa F-18 Users in the Sentinel Distributed Database from January 1, 2019 to
December 31, 2024

Percent/

Patient Characteristics Number/Mean Standard Deviation®
Health Service Utilization Intensity Metrics

Mean number of ambulatory encounters 25.3 15.9
Mean number of emergency room encounters 0.3 0.7
Mean number of inpatient hospital encounters 0.3 0.6
Mean number of non-acute institutional encounters 0.1 0.4
Mean number of other ambulatory encounters 11.2 13.6
Mean number of filled prescriptions 216 16.6
Mean number of generics dispensed 10.0 5.4
Mean number of unique drug classes dispensed 9.5 4.9

1 . ..
Value represents standard deviation where no % follows the value.

’Race data may not be completely populated at all Data Partners; therefore, data about race may be incomplete.
N/A: Not Applicable
*****Data are not presented in these cells due to a small sample size or to assure a small cell cannot be recalculated through the cells presented.
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Sentinel’

Table 1f. Aggregated Characteristics of Lasmiditan Users in the Sentinel Distributed Database from January 1, 2019 to December

31,2024

Percent/
Patient Characteristics Number/Mean Standard Deviation®
Unique patients 10,488 N/A
Demographic Characteristics
Age (years) 49.1 12.8
Age
0-17 years 49 0.5%
18-24 years 454 4.3%
25-40 years 2,562 24.4%
41-64 years 5,834 55.6%
> 65 years 1,589 15.2%
Sex
Female 8,985 85.7%
Male 1,503 14.3%
Race’
American Indian or Alaska Native ok rA K oAk K
Asian 97 0.9%
Black or African American 496 4.7%
Multi-racial 200 1.9%
Native Hawaiian or Other Pacific Islander ok rA K oAk K
Unknown 2,718 25.9%
White 6,925 66.0%
Hispanic origin
Yes 333 3.2%
No 6,502 62.0%
Unknown 3,653 34.8%
Year
2019 0 0.0%
2020 2,555 24.4%
2021 3,188 30.4%
2022 1,886 18.0%
2023 1,729 16.5%
2024 1,130 10.8%
Health Characteristics
Acute Myocardial Infarction 42 0.4%
Alzheimer's Disease 16 0.2%
Non-Alzheimer's Dementia 113 1.1%
Atrial Fibrillation 270 2.6%
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Sentinel’

Table 1f. Aggregated Characteristics of Lasmiditan Users in the Sentinel Distributed Database from January 1, 2019 to December

31, 2024
- emwn
Percent/
Patient Characteristics Number/Mean Standard Deviation®
Diabetes 1,363 13.0%
Heart Failure 462 4.4%
Hyperlipidemia 2,159 20.6%
Hypertension 2,753 26.2%
Depression 4,729 45.1%
Ischemic Heart Disease 921 8.8%
Rheumatoid Arthritis/Osteoarthritis 2,329 22.2%
Stroke/Transient Ishemic Attack (TIA) 465 4.4%
Breast Cancer 164 1.6%
Colorectal Cancer 21 0.2%
Prostate Cancer 39 0.4%
Lung Cancer 17 0.2%
Endometrial Cancer kA Ak ok
Acquired Hypothyroidism 1,277 12.2%
Anemia 1,512 14.4%
Asthma 980 9.3%
Benign Prostatic Hyperplasia 87 0.8%
Chronic Kidney Disease 572 5.5%
Chronic Obstructive Pulmonary Disease (COPD) and Bronchiectasis 552 5.3%
Glaucoma 430 4.1%
Osteoporosis 345 3.3%
Obesity (Diagnosis or Procedure Codes) 2,694 25.7%
Obesity (Dispensing Codes) 539 5.1%
Overweight 852 8.1%
Smoking (Diagnosis or Procedure Codes) 1,794 17.1%
Smoking (Dispensing Codes) 192 1.8%
Alcohol Abuse or Dependence 175 1.7%
Drug Abuse or Dependence 765 7.3%
History of Cardiac Arrest 27 0.3%
History of Coronary Angioplasty or Bypass 257 2.5%
Liver Disease CCW 284 2.7%
Liver Disease Extended 289 2.8%
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Sentinel’

Table 1f. Aggregated Characteristics of Lasmiditan Users in the Sentinel Distributed Database from January 1, 2019 to December
31, 2024

Percent/

Patient Characteristics Number/Mean Standard Deviation®
Health Service Utilization Intensity Metrics

Mean number of ambulatory encounters 18.3 14.8
Mean number of emergency room encounters 0.9 2.7
Mean number of inpatient hospital encounters 0.1 0.5
Mean number of non-acute institutional encounters 0.0 0.1
Mean number of other ambulatory encounters 5.7 12.8
Mean number of filled prescriptions 40.1 28.5
Mean number of generics dispensed 14.5 7.9
Mean number of unique drug classes dispensed 13.0 6.8

1 . ..
Value represents standard deviation where no % follows the value.

’Race data may not be completely populated at all Data Partners; therefore, data about race may be incomplete.
N/A: Not Applicable
*****Data are not presented in these cells due to a small sample size or to assure a small cell cannot be recalculated through the cells presented.
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Sentinel’

Table 1g. Aggregated Characteristics of Elexacaftor lvacaftor Tezacaftor Users in the Sentinel Distributed Database from

Januari 1, 2019 to December 31, 2024

Percent/
Patient Characteristics Number/Mean Standard Deviation®
Unique patients 14,185 N/A
Demographic Characteristics
Age (years) 24.6 12.2
Age
0-17 years 5,468 38.5%
18-24 years 2,841 20.0%
25-40 years 4,213 29.7%
41-64 years 1,303 9.2%
> 65 years 360 2.5%
Sex
Female 6,978 49.2%
Male 7,207 50.8%
Race’
American Indian or Alaska Native 82 0.6%
Asian ok ok ook
Black or African American 370 2.6%
Multi-racial 151 1.1%
Native Hawaiian or Other Pacific Islander o HA K oAk
Unknown 4,869 34.3%
White 8,673 61.1%
Hispanic origin
Yes 942 6.6%
No 8,764 61.8%
Unknown 4,479 31.6%
Year
2019 3,357 23.7%
2020 4,160 29.3%
2021 4,114 29.0%
2022 901 6.4%
2023 981 6.9%
2024 672 4.7%
Health Characteristics
Acute Myocardial Infarction HA Ak KA HkX
Alzheimer's Disease kK rrkkx
Non-Alzheimer's Dementia 13 0.1%
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Sentmel’
Table 1g. Aggregated Characteristics of Elexacaftor lvacaftor Tezacaftor Users in the Sentinel Distributed Database from

Januari 1, 2019 to December 31, 2024

Percent/
Patient Characteristics Number/Mean Standard Deviation®
Atrial Fibrillation 58 0.4%
Diabetes 2,768 19.5%
Heart Failure 236 1.7%
Hyperlipidemia 289 2.0%
Hypertension 723 5.1%
Depression 2,644 18.6%
Ischemic Heart Disease 120 0.8%
Rheumatoid Arthritis/Osteoarthritis 237 1.7%
Stroke/Transient Ishemic Attack (TIA) 33 0.2%
Breast Cancer 24 0.2%
Colorectal Cancer 23 0.2%
Prostate Cancer 13 0.1%
Lung Cancer ook ok ok
Endometrial Cancer 0 0.0%
Acquired Hypothyroidism 300 2.1%
Anemia 1,093 7.7%
Asthma 1,914 13.5%
Benign Prostatic Hyperplasia 44 0.3%
Chronic Kidney Disease 391 2.8%
Chronic Obstructive Pulmonary Disease (COPD) and Bronchiectasis 2,795 19.7%
Glaucoma 135 1.0%
Osteoporosis 357 2.5%
Obesity (Diagnosis or Procedure Codes) 356 2.5%
Obesity (Dispensing Codes) 30 0.2%
Overweight 275 1.9%
Smoking (Diagnosis or Procedure Codes) 468 3.3%
Smoking (Dispensing Codes) 36 0.3%
Alcohol Abuse or Dependence 203 1.4%
Drug Abuse or Dependence 457 3.2%
History of Cardiac Arrest 13 0.1%
History of Coronary Angioplasty or Bypass 34 0.2%
Liver Disease CCW 971 6.8%
Liver Disease Extended 980 6.9%
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Sentinel’

Table 1g. Aggregated Characteristics of Elexacaftor lvacaftor Tezacaftor Users in the Sentinel Distributed Database from

Januari 1, 2019 to December 31, 2024

Percent/

Patient Characteristics Number/Mean Standard Deviation®
Health Service Utilization Intensity Metrics

Mean number of ambulatory encounters 8.7 10.7
Mean number of emergency room encounters 0.3 1.1
Mean number of inpatient hospital encounters 0.4 0.9
Mean number of non-acute institutional encounters 0.0 0.1
Mean number of other ambulatory encounters 11.6 23.8
Mean number of filled prescriptions 28.4 22.6
Mean number of generics dispensed 9.4 5.8
Mean number of unique drug classes dispensed 9.0 5.3

Value represents standard deviation where no % follows the value.
’Race data may not be completely populated at all Data Partners; therefore, data about race may be incomplete.

N/A: Not Applicable
*****Data are not presented in these cells due to a small sample size or to assure a small cell cannot be recalculated through the cells

presented.
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Sentinel’

Table 1h. Aggregated Characteristics of Air Polymer-Type A Users in the Sentinel Distributed Database from January 1, 2019 to
December 31, 2024

Percent/
Patient Characteristics Number/Mean Standard Deviation®
Unique patients 156 N/A
Demographic Characteristics
Age (years) 34.3 4.6
Age
0-17 years 0 0.0%
18-24 years KAk kK * kK K
25-40 years 144 92.3%
41-64 years ko kK *ok ok Kk
> 65 years 0 0.0%
Sex
Female ook ok ok
Male KAk kK * kK K
Race’
American Indian or Alaska Native o HA K oAk
Asian ok ok ook
Black or African American ok HAK oAk
Multi-racial 16 10.3%
Native Hawaiian or Other Pacific Islander 0 0.0%
Unknown 85 54.5%
White 39 25.0%
Hispanic origin
Yes ook kK Xk ko K
No ok ok ko
Unknown 143 91.7%
Year
2019 0 0.0%
2020 0 0.0%
2021 0 0.0%
2022 13 8.3%
2023 59 37.8%
2024 84 53.8%
Health Characteristics
Acute Myocardial Infarction 0 0.0%
Alzheimer's Disease 0 0.0%
Non-Alzheimer's Dementia 0 0.0%
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Sentinel’

Table 1h. Aggregated Characteristics of Air Polymer-Type A Users in the Sentinel Distributed Database from January 1, 2019 to
December 31, 2024

Percent/

Patient Characteristics Number/Mean Standard Deviation®
Atrial Fibrillation 0 0.0%
Diabetes %k 3k %k %k k %k 3k %k 3k k
Heart Failure 0 0.0%
Hyperlipidemia oAk K A A
Hypertension Hk Ak HAEkX
Depression 16 10.3%
Ischemic Heart Disease 0 0.0%
Rheumatoid Arthritis/Osteoarthritis kA Hkkx K
Stroke/Transient Ishemic Attack (TIA) 0 0.0%
Breast Cancer 0 0.0%
Colorectal Cancer 0 0.0%
Prostate Cancer 0 0.0%
Lung Cancer 0 0.0%
Endometrial Cancer 0 0.0%
Acquired Hypothyroidism Hk Ak HAHkX
Anemia * ok kK Xk K
Asthma 0 0.0%
Benign Prostatic Hyperplasia 0 0.0%
Chronic Kidney Disease 0 0.0%
Chronic Obstructive Pulmonary Disease (COPD) and Bronchiectasis 0 0.0%
Glaucoma 0 0.0%
Osteoporosis 0 0.0%
Obesity (Diagnosis or Procedure Codes) 17 10.9%
Obesity (Dispensing Codes) Hk Ak kX
Overweight ok ok ko
Smoking (Diagnosis or Procedure Codes) Hok A oKk
Smoking (Dispensing Codes) 0 0.0%
Alcohol Abuse or Dependence 0 0.0%
Drug Abuse or Dependence 0 0.0%
History of Cardiac Arrest 0 0.0%
History of Coronary Angioplasty or Bypass 0 0.0%
Liver Disease CCW 0 0.0%
Liver Disease Extended 0 0.0%
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Sentinel’

Table 1h. Aggregated Characteristics of Air Polymer-Type A Users in the Sentinel Distributed Database from January 1, 2019 to
December 31, 2024

Percent/

Patient Characteristics Number/Mean Standard Deviation®
Health Service Utilization Intensity Metrics

Mean number of ambulatory encounters 8.7 7.7
Mean number of emergency room encounters 0.2 0.5
Mean number of inpatient hospital encounters 0.0 0.1
Mean number of non-acute institutional encounters 0.0 NaN
Mean number of other ambulatory encounters 0.9 1.6
Mean number of filled prescriptions 3.9 5.2
Mean number of generics dispensed 2.4 2.6
Mean number of unique drug classes dispensed 2.3 2.5

Value represents standard deviation where no % follows the value.

’Race data may not be completely populated at all Data Partners; therefore, data about race may be incomplete.

N/A: Not Applicable

*****Data are not presented in these cells due to a small sample size or to assure a small cell cannot be recalculated through the cells
presented.

Data represented by NaN (Not a Number) is due to their inability to be calculated.
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Sentinel’

Table 1i. Aggregated Characteristics of Luspatercept—amt Users in the Sentinel Distributed Database from January 1, 2019 to
December 31, 2024

Percent/
Patient Characteristics Number/Mean Standard Deviation®
Unique patients 9,368 N/A
Demographic Characteristics
Age (years) 77.4 9.5
Age
0-17 years ok ok ook
18-24 years KAk kK * kK K
25-40 years 128 1.4%
41-64 years 477 5.1%
> 65 years 8,712 93.0%
Sex
Female 4,124 44.0%
Male 5,244 56.0%
Race’
American Indian or Alaska Native 16 0.2%
Asian 261 2.8%
Black or African American 487 5.2%
Multi-racial 24 0.3%
Native Hawaiian or Other Pacific Islander 14 0.1%
Unknown 677 7.2%
White 7,889 84.2%
Hispanic origin
Yes 116 1.2%
No 7,876 84.1%
Unknown 1,376 14.7%
Year
2019 ook kK o
2020 1,669 17.8%
2021 1,523 16.3%
2022 ok ok ks
2023 2,533 27.0%
2024 2,195 23.4%
Health Characteristics
Acute Myocardial Infarction 207 2.2%
Alzheimer's Disease 148 1.6%
Non-Alzheimer's Dementia 495 5.3%
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Sentinel’

Table 1i. Aggregated Characteristics of Luspatercept—amt Users in the Sentinel Distributed Database from January 1, 2019 to
December 31, 2024

Percent/
Patient Characteristics Number/Mean Standard Deviation®
Atrial Fibrillation 2,050 21.9%
Diabetes 2,387 25.5%
Heart Failure 2,626 28.0%
Hyperlipidemia 4,211 45.0%
Hypertension 5,703 60.9%
Depression 1,712 18.3%
Ischemic Heart Disease 3,270 34.9%
Rheumatoid Arthritis/Osteoarthritis 2,135 22.8%
Stroke/Transient Ishemic Attack (TIA) 395 4.2%
Breast Cancer 446 4.8%
Colorectal Cancer 220 2.3%
Prostate Cancer 643 6.9%
Lung Cancer 231 2.5%
Endometrial Cancer 50 0.5%
Acquired Hypothyroidism 1,758 18.8%
Anemia 9,311 99.4%
Asthma 4