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Sponsor: Sanofi 

Drug substance(s): SARILUMAB 

Study Identifiers:  

NCT03378219 

U1111-1200-1947 

Study code: OBS15155 

Title of the study:   

Kevzara® (Sarilumab) Pregnancy Exposure Registry: An OTIS Pregnancy Surveillance Study 

Study Center(s): 

This study was conducted in the USA and Canada. 
Study period: 

Date of study start date: 18-May-2018 

Date of last study participant completed: 06-Dec-2024 

Study Status: Terminated (terminated with approval of the involved health authorities because of very poor enrolment in the 
exposed patient groups) 

Objectives:  

Primary Objective: 

o To evaluate the relative risk of major structural birth defects (as defined by the Metropolitan Atlanta Congenital Defects 
Program), specifically a pattern of anomalies, up to one year of age in sarilumab-exposed pregnancies compared to the primary 
comparison group of disease-matched unexposed pregnancies. 

Secondary Objectives: 

o To evaluate the risk of sarilumab-exposure relative to the secondary comparison group of healthy pregnant women, and the 
effect on other adverse pregnancy and infant outcomes: 

Pregnancy Outcomes:  

• spontaneous abortion,  

• stillbirth,  

• premature delivery.  

Infant Outcomes:  

• specific pattern of ≥ 3 minor structural birth defects,  

• small for gestational age,  

• postnatal growth deficiency,  

• serious or opportunistic infections in the first year of life,  

• hospitalizations in the first year of life excluding those that are linked to premature delivery or birth defects included as 
endpoints,  

• malignancies identified in the first year of life. 
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Methodology: 

This is a prospective, observational, exposure cohort study of pregnancy outcomes in women with a Kevzara approved indication 
who are exposed to sarilumab during pregnancy compared with pregnancy outcomes in women with a Kevzara approved 
indication who have not used sarilumab during pregnancy (Disease Comparison), and pregnancy outcomes in women without a 
chronic disease thought to impact pregnancy outcome and who have not been exposed to sarilumab or any known human 
teratogen during pregnancy (Non-Disease Comparison). The Registry cohort study will be conducted by OTIS, which is a network 
of university and health department-based telephone information centers serving pregnant women and healthcare providers 
throughout North America. 

The study population includes pregnant women with sarilumab exposure for an approved indication anytime between the first day 
of the last menstrual period up to and including the end of pregnancy, and two comparison groups without sarilumab exposure 
during pregnancy who reside in the U.S. or Canada. The internal comparison groups are recruited using similar referral sources 
and are followed in an identical manner to collect exposure, outcome and potential confounder information. 

Pregnant women who meet the study exposure and enrolment criteria are recruited for participation in the exposure cohort study. 
Pregnant women who do not meet the study exposure or enrolment criteria but who are exposed to sarilumab during pregnancy or 
within 10 weeks prior to the first day of the last menstrual period (LMP), are also asked to enrol as part of the study “Exposure-
Series” group so that these data can be used to further illuminate any findings in the cohort study during the course of the project, 
and when the final analyses are performed. 

Number of study participants:  

Planned: The overall recruitment goals for the cohort study were set at 100 subjects in each of the 3 cohort groups. 

Enrolled: 114 participants were enrolled: 1 participant was enrolled in the Sarilumab-Exposed Cohort and 2 participants were 
enrolled in the Sarilumab-Exposed Case-Series. A total of 43 participants were enrolled into the Disease Comparison group and 
68 participants in the Non-Disease Comparison group 

Study participant selection:  

Inclusion Criteria 

Cohort I: Sarilumab-Exposed Cohort: 

• Currently pregnant 

• Exposed to Kevzara (sarilumab) for the treatment of an approved Kevzara (sarilumab) indication, for any number of days, any 
dose, at any time from the first day of the last menstrual period (LMP) up to and including the end of pregnancy 

• Agree to conditions and requirements of the study including interview schedule, release of medical records, and the physical 
examination of live born infants 

Cohort II: Disease Comparison Cohort: 

• Currently pregnant 

• Diagnosed with a Kevzara (sarilumab) approved indication 

• Approximately frequency matched to the exposed group by disease indication, validated by medical records, who have not been 
exposed to Kevzara (sarilumab) at any time in the current pregnancy, and have taken another biologic DMARD medication for 
their disease within 2 years before the current pregnancy and have an indication for such treatment at enrollment 

• Agree to conditions and requirements of the study including interview schedule, release of medical records, and the physical 
examination of live born infants 
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Cohort III: Non-Disease Comparison Cohort: 

• Currently pregnant 

• Not diagnosed with a Kevzara (sarilumab) indication and unexposed to Kevzara (sarilumab) during the course of the current 
pregnancy 

• Agree to conditions and the requirements of the study including interview schedule, release of medical records, and the physical 
examination of live born infants 

Exclusion Criteria 

Cohort I: Sarilumab-Exposed Cohort: 

• First contact the Registry after prenatal diagnosis of any major structural defect or after pregnancy outcome is known 
(retrospective data) 

• Enrolled in this cohort study with a previous pregnancy  

• Exposed to Kevzara (sarilumab ) for a condition other than a currently approved indication  

• Exposed to another biologic during pregnancy or within 10 weeks prior to the first day of LMP  

• Exposure to methotrexate, cyclophosphamide, chlorambucil, or mycophenolate mofetil in pregnancy (ie, any time after LMP), or 
leflunomide within two years prior to pregnancy unless a blood level below 0 .02 mcg /mL has been documented prior to LMP 
before the pregnancy 

Cohort II: Disease Comparison Cohort:  

• First contact the Registry after prenatal diagnosis of any major structural defect or after pregnancy outcome is known 
(retrospective data)  

• Enrolled in this cohort study with a previous pregnancy  

• Exposed to Kevzara (sarilumab ) during pregnancy or within 10 weeks prior to the first days of LMP  

• Exposed to methotrexate, cyclophosphamide, chlorambucil, or mycophenolate mofetil in pregnancy (ie, at anytime after the 
LMP ), or leflunomide within two years prior to pregnancy unless a blood level for leflunomide below 0 .02 mcg /mL has been 
documented prior to LMP before the pregnancy  

Cohort III: Non-Disease Comparison Cohort:  

• First contact with the Registry after prenatal diagnosis of any major structural defect or after pregnancy outcome is known 
(retrospective data)  

• Enrolled in this cohort study with a previous pregnancy  

• Diagnosed with a serious chronic disease that is thought to adversely impact pregnancy  

• Exposed to a known human teratogen during pregnancy and confirmed by the OTIS Research Center 

Study products: Sarilumab (KEVZARA®) 
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Duration of study:  

Pregnant women who enroll in the study will participate for the duration of that pregnancy. Those who deliver at least one live born 
infant will participate for 1 year after delivery of that infant. 

Criteria for evaluation: 

Primary Endpoint  

• Major Structural Birth Defects  

Secondary Endpoints 

• Pregnancy Outcomes: 

Spontaneous abortion 

Stillbirth 

Preterm delivery 

• Infant Outcomes: 

Specific pattern of >3 or more minor structural birth defects 

Small for gestational age 

Postnatal growth deficiency 

Serious or Opportunistic infections in the first year of life 

Hospitalizations in the first year of life, excluding those that are linked to premature delivery or birth defects included as endpoints 

Malignancies identified in the first year of life 

Statistical methods: 

All data, where applicable, will be summarized using descriptive statistics. Categorical variables will be summarized by number 
and percentage in each category. Missing data will be displayed as a separate category where appropriate. The denominator for 
all percentages will reflect the number of participants within the cohort.  

Demographic and baseline characteristics will be summarized descriptively for each cohort.  

Potential confounders will be selected based on scientific knowledge including literature and medical judgment on possible causal 
pathways. Standardized mean differences (SMDs) will be calculated and used to check the balance of the covariates between the 
cohorts.  

For each of the primary endpoint and secondary endpoints, the primary comparison is between the Kevzara (sarilumab) exposed 
group and the group with the Kevzara (sarilumab) approved indication (s) not exposed to Kevzara (sarilumab) (Cohort 1 versus 
Cohort 2). The secondary comparison is between the Kevzara (sarilumab) exposed group and the group of non- disease-matched 
women (Cohort 1 versus Cohort 3).  
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For each endpoint and each comparison (primary and secondary), the following analysis will be conducted: 

• Crude relative risk:  

The relative risk of the analyzed endpoint (eg, major structural birth defect) between cohorts and its 95 % confidence interval will 
be calculated based on the contingency table of endpoint by cohort, using an asymptotic approach or an exact method when the 
expected frequency of any of the cells of the contingency table is less than five. If the SMDs suggest that all the covariates are 
similar, the statistical inference of the comparison on the endpoint between cohorts will be based on the crude relative risk (ie, 
without adjustment of covariates).  

• Relative risk with adjustment of covariates:  

If the SMDs suggest that some confounders are not balanced, the propensity scores will be calculated and used in regression 
adjustment to estimate the relative risk and its 95 % confidence interval. In this case, the results will be the base of the statistical 
inference of the comparison on the endpoint between cohorts. The propensity score is the probability of being in a particular cohort 
in the comparison, conditional on measured covariates, and will be calculated using a logistic regression. 

Summary: 

SUBJECTS ENROLLED IN THE COHORT STUDY WITH PREGNANCY OUTCOME  

All subjects enrolled in the cohort study with pregnancy outcome reported are shown by exposure in Table 8.1. 

 

DEMOGRAPHIC AND BASELINE CHARACTERISTICS FOR ENROLLED SUBJECTS WITH PREGNANCY OUTCOME 

Demographic and baseline characteristics for all pregnant women with a known pregnancy outcome reported are shown by 
study cohort in Tables 9.1 to 9.26. 
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PREGNANCY OUTCOMES IN WOMEN ENROLLED IN THE COHORT STUDY  

Pregnancy and infant outcome information for all subjects reported shown by study cohort in Tables 10.1 to 10.14. N is those 
with outcome, N’ is those in the cohort who are eligible for an outcome being described and n represents the number with that 
event (numerator). 

Table 10 .1. Pregnancy Outcome 

  

1. Spontaneous abortion (SAB)  

2. Termination of pregnancy (TAB) 

3. Lost-to Follow-up (LTFU)  

No major malformations have been confirmed in the Sarilumab-Exposed Cohort or Sarilumab Case-Series groups. No neonatal 
deaths have been reported. 
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Table 2: Cumulative Listing of Events Reported in the Sarilumab-Exposed Pregnancies 
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No major malformations were detected and no Neonatal or Infant Death occurred in all cohorts. 
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DEMOGRAPHIC  AND  BASELINE  CHARACTERISTICS  FOR  ENROLLED  SARILUMAB‐EXPOSED REGISTRY CASE 
SERIES WITH PREGNANCY OUTCOME  

Demographic and baseline characteristics for enrolled Sarilumab-exposed registry case series are shown in Tables 12.1 to 
12.24. In Section 12 tables, % = (n/N) * 100; N is the number of subjects enrolled in the cohort with available outcome 
(denominator), and “n” represents the number with that event as described in the row heading (numerator). 
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PREGNANCY OUTCOMES FOR WOMEN ENROLLED IN THE SARILUMAB‐EXPOSED REGISTRY CASE‐SERIES  

Pregnancy outcome information for all subjects enrolled in the registry case-series are shown in the Registry in Tables 13.1 to 
13.14. N is those with outcome, N’ is those in the overall sample that are eligible for an outcome being described, and n 
represents the number with that event (numerator). 
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No major malformations were detected, no serious or opportunistic infections, no malignancies, and no neonatal or infant death 
occurred in any cohorts. 

Issue date: 25-Nov-2025  

 

 

 

 

 

 


