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ABSTRACT

Introduction Therapeutic advances have markedly
increased life expectancy for those with cystic fibrosis (CF),
resulting in a median predicted survival over 50 years.
Consequently, people with CF (pwCF) are living through
their reproductive years and the rate of pregnancy is
rapidly rising. Despite the increased relevance of this topic,
multicentre studies investigating the association between
maternal health and choices made during pregnancy on
maternal and fetal outcomes do not exist. Furthermore,
there are very limited data on the outcomes following CF
transmembrane conductance regulator (CFTR) modulator
use during pregnancy and lactation.

Methods and analysis Maternal and Fetal Outcomes
in the Era of Modulators (MAYFLOWERS) is a
prospective, multicentre observational clinical trial
which will enrol approximately 285 pregnant pwCF
including those who are modulator ineligible and
those who choose to continue or discontinue CFTR
modulator therapy during pregnancy and lactation.
The primary aim of this 35-month study is to assess
whether lung function changes during pregnancy differ
based on the continued use of modulators or other
factors such as pre-existing comorbid conditions.
Secondary objectives include evaluation of pregnancy
related and obstetrical complications and changes in
mental health.

Ethics and dissemination The design of this study
required special consideration of study burden on
pregnant and lactating people with chronic illness in
the setting of a substantial number of unanswered
questions under these conditions. MAYFLOWERS is
the first prospective clinical trial examining pregnancy
in GF; the outcomes will guide providers on pregnancy
management in pwCF and others with chronic
respiratory disease.

INTRODUCTION

Advances in medical treatment have mark-
edly increased life expectancy for those with
cystic fibrosis (CF), resulting in a median
survival over 50 years of age.' This thera-
peutic success is anticipated to continue to
increase survival. Consequently, people with

WHAT IS ALREADY KNOWN ON THIS TOPIC

= While a number of single-centre, and some multi-
centre cohort studies were previously conducted to
evaluate the health of pregnant people with cystic fi-
brosis (pwCF), the data were collected retrospective-
ly and in a therapeutic era prior to the widespread
use of cystic fibrosis transmembrane conductance
regulator (CFTR) modulator therapy.

WHAT THIS STUDY ADDS

= The Maternal and Fetal Outcomes in the Era of
Modulators (MAYFLOWERS) is the first prospective
study of pregnancy in CF. It will also provide the first
prospectively collected data on infants born to moth-
ers with CF, and include outcome data for mothers
and infants for 2 years following pregnancy.

HOW THIS STUDY MIGHT AFFECT RESEARCH,
PRACTICE AND/OR POLICY

= The outcomes of the MAYFLOWERS study will guide
providers on pregnancy management including
glucose control and use or discontinuation of CFTR
modulators in pwCF. Many of the outcomes will be
relevant for other pregnant people with chronic re-
spiratory disease.

CF (pwCF) are living through their reproduc-
tive years and the rate of pregnancy in pwCF
is rising (figure 1). Therefore, issues related
to the effects of pregnancy on pwCF and their
infants require greater attention.

While a number of single-centre, and some
multicentre cohort studies were conducted
to evaluate the health of pregnant pwCF,
the data were collected retrospectively and
often contradictory.*® Furthermore, no
large cohort studies have been conducted
in the modern era of CF care.” '’ Investi-
gators used large national and state data-
bases to demonstrate that pregnant pwCF
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Pregnancies in people with cystic fibrosis (CF) have dramatically increased over the last 20 years. Based on

historical increases in morbidity and mortality during pregnancy, particularly for people with severely impaired lung function,
pregnancy was discouraged. With improvements in therapy and long-term prognosis, pregnancy rates reported in the US CF
Foundation Patient Registry for people with CF aged 14-45 increased substantially, particularly in 2020 following the approval

of elexacaftor-tezacaftor-ivacaftor in 2019."

experience increased morbidity and mortality compared
with people without CF: they are more likely to undergo
Caesarean section (C-section), have preterm/low-birth
weight infants and deliver infants with congenital anom-
alies.""™ In addition, pwCF with pregestational diabetes,
a common complication, also have higher rates of C-sec-
tion.® Previous reports further suggest that the first year
post delivery is a time of extreme shift in hormones and
stress, and can be associated with loss in body mass index
(BMI) and per cent predicted forced expiratory volume
in 1s (ppFEV,) below prepregnancy baseline.”” Using
data from the UK CF Registry in a cohort of pwCF preg-
nant between 2016 and 2018, we recently confirmed a
decline in ppFEV, and BMI, and an increase in pulmo-
nary exacerbations in the year following pregnancy.14
Importantly, neither our study nor other cohort studies
have reported infant outcome data beyond birth.” '
Many pwCF, therefore, are concerned about the conse-
quences of pregnancy on their health and that of their
infants.'” ' Despite the increased relevance of this topic,
to date there have been no multicentre prospective trials
in CF aimed at helping identify the potential associations
of prepregnancy health and choices made during preg-
nancy with maternal and fetal outcomes.

The population of pwCF experiencing pregnancy is
growing at least in part due to the availability of better
chronic medications, including the oral systemic medi-
cations that affect the basic CF defect, CF transmem-
brane conductance regulator (CFTR) modulators such
as ivacaftor, lumacaftor/ivacaftor, tezacaftor/ivacaftor
and elexacaftor/tezacaftor/ivacaftor (ETI). However,
pregnant people were excluded from phase III trials
of these medications.'” ™ In the USA, preclinical, clin-
ical and postmarketing experiences drive pregnancy

classifications for drugs; ivacaftor, lumacaftor/ivacaftor
and tezacaftor/ivacaftor have category B ratings.”**
Using the post-2015 Federal Drug Administration
(FDA) system of categorising risk of drug use in preg-
nancy, although animal reproductive studies of the
individual components of ETI did not show teratogenic
effects, there is inadequate information in humans.?® #’
There have been case reports and case series describing
successful pregnancies in people using CFTR modulator
therapy but there are no prospective studies of the effects
of CFTR modulators on pregnancy.28"33 Because there
are clear reports of destabilisation occurring in pregnant
pwCF on withdrawal from modulators,”? clinicians and
pwCF are in urgent need of more data on the maternal—-
fetal impact of CFTR modulator use or discontinuation
during pregnancy and/or lactation.

The Maternal and Fetal Outcomes in the Era of Modu-
lators (MAYFLOWERS) study is the first prospective,
multicentre study in CF to assess the impact of pregnancy
and that of CF medications on the health of pwCF. The
primary aim is to assess whether lung function changes
during pregnancy differ based on the use of modulators
or other factors such as pre-existing comorbid conditions.

METHODS AND ANALYSIS

Study sites and coordination

The MAYFLOWERS trial is sponsored by the CF Foun-
dation (CFF) and is currently enrolling across 40 partic-
ipating centres in the CF Therapeutics Development
Network (TDN). The CF TDN is comprised of 91 research
centres in the USA dedicated to the safe and efficient
conduct of clinical research in CF with the coordinating
centre in Seattle, Washington.™
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Box 1 Inclusion and exclusion criteria

Main study

Consent

= Written informed consent (and assent when applicable) obtained
from participant or participant’s legal guardian.

= Enrolled in the Cystic Fibrosis Foundation Patient Registry.

= Willing and able to adhere to the study visit schedule and other
protocol requirements, as judged by the investigator.

Demographics

= Must be >16 years of age at enrolment visit.

Health history

= Documentation of CF diagnosis.

= Currently pregnant (ie, either positive in-home pregnancy test with
an absence of negative confirmatory pregnancy test or positive in-
clinic pregnancy test).

= Planning to continue with pregnancy.

Additional eligibility criteria for PK substudy

= Written informed consent for PK substudy.

= Must be at age of majority* at enrolment visit.

= Must be currently prescribed ETI.

= Able and willing to perform the testing and procedures required for
this study, as judged by the investigator.

Additional eligibility criteria for CGM substudy

= Written informed consent/assent for CGM substudy.

= Must be <12 weeks pregnant at the enrolment visit.

= Willing to self-insert the Dexcom G6 or G6 Pro CGM sensor at up to
five different times and wear the sensor for up to 10 days each time.

= Willing to remove CGM sensor and return by mail within 1week
of CGM completion (if the device is not used for clinical care) OR
willing to share CGM data with researchers through Dexcom Clarity
via uploading data using Dexcom Clarity app on a smartphone (if
the device is already being used for clinical care).

= Willing to withhold doses of acetaminophen greater than 1g every
6 hours (4 g/day) while wearing the Dexcom G6.

= Able and willing to perform the testing and procedures required for
this substudy, as judged by the investigator.

= Does NOT currently require treatment and is not expected to require
treatment with hydroxyurea while wearing the Dexcom G6.

= Does NOT have a history of lung transplantation.

* The age of majority varies by state in the USA and ranges from 18 years or
graduation from high school to 21 years.

CGM, continuous glucose monitoring; CF, cystic fibrosis; ETI, elexacaftor—
tezacaftor—ivacaftor; PK, pharmacokinetics.

Study-design overview

MAYFLOWERS is a prospective, multicentre, observa-
tional clinical trial that follows pregnant pwCF and their
infants who are and who are not exposed to CFTR modu-
lators. PwCF=16 years of age with confirmed diagnosis of
CF (including pregnant pwCF who have undergone lung
transplantation are included; complete inclusion and
exclusion criteria are described in box 1). Participants
will be followed over the course of pregnancy and for 2
years post delivery (figure 2A). With participant consent,
the infants of participants will also be enrolled at birth
and followed for 2 years.

Approximately 285 participants will be enrolled in
the trial. People will be enrolled in the first trimester of
pregnancy if possible and assessed every 3 months during
pregnancy and during the first year after delivery, then
every 6 months for an additional year. The duration
of participation for each participant is expected to be
approximately 35 months (figure 2A).

At the enrolment visit, spirometry and weight measure-
ments will be obtained in clinic followed by a remote visit
(coached telehealth visit or a phone call) during which
baseline home spirometry and weight measurements will
be repeated. Over the course of the study, CF clinical data,
patientreported outcomes, questionnaires including
mental health questionnaires, obstetrical outcomes,
infant growth and development outcomes, and comor-
bidities will be collected. All concomitant medication and
concurrent therapies will be documented throughout the
study with changes in CFTR modulator usage through
pregnancy and lactation specifically captured. Blood
collection for banking will be offered to all participants.

In addition, a select number of sites will enrol eligible
participants in two substudies (figure 2B,C). One of these
substudies is focused on understanding glucose metabo-
lism during pregnancy using continuous glucose moni-
toring (CGM) and the other is aimed at understanding
the pharmacokinetics (PK) of ETI in pregnancy, at birth
and during lactation in mother and infant.

Patient and public involvement statement

The study was designed with feedback and review by
pwCF. PwCF were formally surveyed regarding the rela-
tive importance of proposed study endpoints through
CFF Community Voice,‘g;5 and a mother with CF (acknowl-
edgements) participated in initial protocol design and
subsequent protocol review. In order to minimise subject
stress and inconvenience, the study allows remote data
collection in lieu of in-person visits as needed. Further,
the trial is structured around routine obstetrical and CF
clinical care visits including the option of telehealth or
phone visits if in-person CF clinical visits are not conven-
ient or feasible. The trial is being conducted according
to International Conference of Harmonisation E6: Good
Clinical Practice Consolidated Guidance to protect
subject safety and data integrity.

Objectives and endpoints

We hypothesise that pregnancy and lactation in pwCF
cause short-term adverse health consequences that are
compounded by complications of CF and may improve
or stabilise with maternal use of CFTR modulators during
pregnancy and lactation. Our primary hypothesis is that
ppFEV, subsequent to pregnancy (3 months) will decrease
relative to ppFEV1 prior to pregnancy (lyear) and this
decrease will be more pronounced among women who
discontinue use of modulators. We will additionally
account for other factors that may influence changes in
ppFEV,, including duration of prepregnancy modulator
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MAYFLOWERS-0B-20 Core Study
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Figure 2 Maternal and Fetal Outcomes in the Era of Modulators (MAYFLOWERS) study design: (A) planned study visits
for core study, (B) planned study visits for the 20 mother-infant dyads that consent for the elexacaftor-tezacaftor-ivacaftor
(ETI) pharmacokinetic (PK) substudy, (C) planned study visits for the 105 participants who consent to participation in the
continuous glucose monitoring (CGM). v: visit; Tri, trimester; w: week.

use, baseline ppFEV , genotype, history of exacerbations
and pre-existing comorbid conditions (box 2).

The secondary objectives of this study (box 2) are to
assess (1) whether any changes that occur in ppFEV,
over the course of pregnancy are recovered at one and
2years post pregnancy (figure 2A); (2) whether there is
any association of duration of modulator therapies prior
to and during pregnancy with other maternal health
and obstetrical outcomes including pregnancy-related
complications; (3) whether there is any association
between CF symptom scores and measures of mental
health as measured by the Cystic Fibrosis Questionnaire-
Revised, Patient Health Questionnaire Depression Scale
and Generalised Anxiety Disorder Scale; (4) whether
maternal health and obstetrical outcomes are addition-
ally associated with baseline ppFEV, or with prepreg-
nancy BMI; and (5) whether prenatal care is associated
with changes in ppFEV,. Finally, exploratory objectives
will aid in describing the PK of CFTR modulators during
and post pregnancy in mothers and infants with CF as
well as characterise blood glucose excursions in pwCF
during and post pregnancy (figure 2B, C).

Statistical plan
Demographic and baseline variables will be described for
participants including CFTR modulator use (figure 3),
genotype, race/ethnicity, age at pregnancy, height,
weight, spirometry and other comorbidities (including
lung transplantation). Additionally, neonatal data will be
summarised for infants.

Assessment of whether there are modifiable or non-
modifiable factors associated with maternal health over

the course of pregnancy will be performed. The primary
outcome is change in ppFEV, from lyear prepreg-
nancy until post pregnancy (post pregnancy ppFEV,
measurements will take place >2 weeks after resump-
tion of modulator use, if applicable, at 3 months). For
the primary analyses, changes in ppFEV, from prepreg-
nancy until post pregnancy will be summarised and
tested via paired t-test and longitudinal mixed-effect
model, adjusted for cumulative CFTR modulator usage
and potential confounding variables. A sensitivity analysis
will be conducted that excludes participants who have
undergone lung transplantation. Potential confounding
measures may include age, baseline ppFEV,, baseline
BMI, sputum microbiology and the presence of common
CF comorbidities. Changes in ppFEV, relative to CFTR
modulator usage will be assessed initially using ‘any
discontinuation’ versus ‘continuous use’ and secondarily,
based on cumulative months off modulators (figure 3).
Finally, if relevant, should the timing of modulator inter-
ruption vary over trimesters, an additional adjustment for
cumulative time off modulators in each of the trimesters
will be performed.

Sensitivity analyses will assess the tradeoff between
measures taken proximal to post delivery with the
stability afforded by having multiple ppFEV, measure-
ments. The influence of missingness (eg, whether our
findings change when persons with <3 prepregnancy or
postpregnancy measures are excluded from analyses)
will be explored in conjunction with the assumption of
missing at random (eg, whether any potential measures
of maternal health are associated with the availability
of ppFEV, measures). Short-term as well as long-term
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Box2 MAYFLOWERS study endpoints

Primary endpoint
Change in ppFEV, after delivery relative to measures assessed prior to
pregnancy.

Secondary endpoints

= Change in ppFEV, per cent predicted from prepregnancy until 1 and
2years after delivery.

= Change in maternal weight and maternal BMI from prepregnancy
until last measured prior to delivery (maximum weight gain).

= Proportion of participants who have an insufficient weight gain
during pregnancy as currently defined by the Institute of Medicine.

= Proportion of participants who have insufficient recovery of weight
loss associated with lactation.

= Incidence of CF exacerbations over the course of pregnancy, as
number of exacerbations requiring intravenous antibiotics over
person-years pregnant.

= Incidence of gestational diabetes.

= Incidence of gestational hypertension/pre-eclampsia.

= Proportion of participants having interventional deliveries, that is,
C-sections.

= Change in CFQ-R (total and domains), PHQ-8 and GAD-7 scores.

Exploratory endpoints

= Change in concentration of CFTR modulators in maternal plasma
during pregnancy and post pregnancy.

= Proportions of participants with diagnosis of CFRD, abnormal glu-
cose tolerance and normal glucose tolerance based on historical
OGTT.

= Proportion of participants who develop gestational diabetes during
pregnancy overall and based on historical OGTT.

= Maternal and obstetrical outcomes among those with a diagnosis of
CFRD or abnormal glucose tolerance from historical OGTT, or gesta-
tional diabetes during the study.

= Infant outcomes at birth (gestational age, birth weight, congenital
anomalies) among those with a diagnosis of CFRD or abnormal glu-
cose tolerance from historical OGTT, or gestational diabetes during
the study.

= Management of gestational diabetes, that is, proportions of partic-
ipants with gestational diabetes on dietary measures alone, oral
medications, or insulin, as well as maternal and obstetrical out-
comes by treatment type.

Infant PK substudy endpoints

= Concentration of ETI in cord blood.

= Concentration of ETI at delivery, 3, 6 and 9 months post partum in
maternal blood.

= Concentration of ETI at delivery, 3, 6, and 9 months post partum in
infant blood.

= Concentration of ETI at 3, 6, and 9 months post partum in breast
milk.

CGM substudy endpoints

= CGM measures of interest at each time point (10-14 weeks, 16—
20 weeks, 24—28 weeks, 32-36 weeks, and 8—12 weeks’ post
partum):

= Time in the following ranges: <54 mg/dL, <63 mg/dL, 63—140 mg/
dL, >140mg/dL and >180 mg/dL.

= Number of severe hypoglycaemic episodes <54 mg/dL.

= Average glucose, SD and coefficient of variation.

Continued

Box 2 Continued

= Mean amplitude of glycaemic excursions (MAGE), calculated as the
mean of the differences between consecutive glucose peaks and
nadirs of major glucose fluctuations.53®

BMI, body mass index; CFRD, cystic fibrosis-related diabetes; CFQ-R, Cystic
Fibrosis Quality of Life Questionnaire-Revised; CFTR, cystic fibrosis transmem-
brane conductance regulator; C-section, Cesarean-section; GAD-7, General
Anxiety Disorder-7; OGTT, Oral Glucose Tolerance Test, ppFEV,, per cent
predicted forced expiratory volume in 1 s; PHQ-8, Personal Health Questionnaire
Depression Scale-8.

changes in ppFEV, will be assessed out to 2 years post
delivery (figure 2A).

Second, comparisons will occur between any asso-
ciations of baseline ppFEV, and CFTR modulator use
during pregnancy with other maternal outcomes (symp-
toms, weight and BMI changes over pregnancy) as well as
with any observed pregnancy complications and delivery
complications. In exploratory analyses, other potential
associations between baseline measures and secondary
outcomes will be assessed. Because all associations will be
observational, linear and logistic regressions will be used
to adjust for potential confounding measures.

Sample size

Our primary hypothesis is that ppFEV, following preg-
nancy (3 months) will decrease relative to ppFEV,
prior to pregnancy (lyear), and this decrease will be
more pronounced among women who discontinue
use of modulators. Based on informal survey of poten-
tial mothers and providers, decreases in ppFEV, up to
5% were deemed a potentially acceptable trade-off for
maternity. From previously published studies, change
in ppFEV, over the course of a pregnancy has an SD of
7%—12%.‘15 With 244 persons, we have at least 80% power
to identify an overall average change prepregnancy
versus post pregnancy in ppFEV, of at least 1.3% to 2.2%,
assuming an SD in change of 7% to 12%, respectively
(table 1). The study size 244 provides adequate power to
detect a 5% difference in change in ppFEV, by poten-
tial risk factors, whether the difference is between a 0%
ppFEV, decline in one group versus 5% in another, or
equivalently between a 3% increase versus a 2% decline
(table 1). Anticipating 10% of the total study population
will be modulator-ineligible and 5% loss to follow-up, 285
participants will be enrolled. While CFTR modulator use
is the key predictor of interest, the study is powered to
detect differences in change in ppFEV, by other baseline
characteristics specified in the primary aim (ppFEV <70,
presence of CF-rrelated diabetes (CFRD), historical
annual pulmonary exacerbation rate), which is present

in >25% of participants (table 1).
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Participant A: no modulator use

Participant B: consistent modulator use

Modulator therapy taken

FEV measured @ Enrollment @

Figure 3 Study Groups. The study will enrol participants regardless of their use of cystic fibrosis transmembrane
conductance regulator (CFTR) modulators. Based on a survey of potentially participating sites, approximately 25% of women
are likely to discontinue CFTR modulators during pregnancy due to the unknown/understudied risks of CFTR modulators to
the fetus. Statistical analysis will take into account those who have never been on CFTR modulator (eg, participant A), those
who choose to stay on CFTR modulators throughout their pregnancy (eg, participant B), and participants who are using CFTR
modulators during conception, but elect to discontinue CFTR modulators when pregnancy is diagnosed (eg, participant C).
Other patterns of inconsistent use may be seen. FEV, forced expiratory volume.

Trial status

The trial protocol was IRB approved on 10 June 2021.
The first patient was enrolled on 30 September 2021.

Table 1 Sample size needed to achieve 80% power,
in order to detect a difference in ppFEV, decline during
pregnancy comparing groups determined by practices,
conditions or treatments

Sample size

Difference Prevalence

In A, A-B (%) Group A (%) 6=7% 6=12%
5 10 180 510

5 25 84 244

5 50 62 184

We designed this study to detect any clinical meaningful negative
impacts on maternal forced expiratory volume in 1s (FEV1)
occurring following any temporary discontinuation of modulators
while pregnant. We assume that between 10% and 25% of women
would discontinue modulator use during perhaps at least the first
trimester of pregnancy, on the advice of their doctor. We further
assume that the maximum tolerable difference in the change in
FEV over pregnancy is 5%: that is, should women who remain

on modulators have an average FEV drop of 3% over pregnancy,
that women who discontinue modulators would have an average
drop of no more than 8% ((-3%)—(-8%)=5%). Similarly, if women
who remain on modulators have an average FEV increase of 4%
over pregnancy, then women who discontinue modulators would
have an average drop of no greater than 1% ((+4%)—-(—1%)=5%).
We also assume that the SD in the change in FEV1 % predicted is
between 7% and 12%, based on previous studies of changes over
the course of pregnancy.*®

A=change post pregnancy versus prepregnancy. A, B=groups
defined by baseline characteristics such as presence of cystic
fibrosis-related diabetes or by modulator discontinuation over
pregnancy. 6=SD deviation of change in per cent predicted forced
expiratory volume in 1s (ppFEV,), over pregnancy.

As of May 2022, approximately 20% of participants have
been enrolled from sites across the USA (figure 4). Our
goal date for the last visit for the last participant is 30
December 2025.

Exploratory substudies

Pharmacokinetics

Emerging evidence suggests that PK/pharmacodynamics
(PD) interrelationships are variable and that this infor-
mation is completely unknown in pregnant women, who
are generally excluded from interventional trials.'2
Physiologic changes in pregnancy may induce profound
alterations to the PK properties of many medications,
including effects on distribution, absorption, metabo-
lism and excretion of drugs. Thus, the PD properties of
some therapeutics may be altered during pregnancy.*® *
This impact is likely particularly true for drug combina-
tion therapy, such as ETI, which is susceptible to differ-
ences in blood and cellular metabolism and drug-drug
interactions. If the timing of recent drug administration
is known, blood sampling can be used to assess popula-
tion PK over the course of pregnancy and compare it to
published PK in non-pregnant individuals.

A key unknown factor with the use of ETT is the amount
that may be transmitted from mother to infant in utero
and after delivery through breast feeding. Animal repro-
ductive models showed that elexacaftor crosses into the
placenta and into breast milk.”” In one woman with CF
and her infant, both lumacaftor and ivacaftor crossed
the placenta, with lumacaftor concentrations greater in
cord blood than in maternal plasma concentrations; both
drugs were present in breast milk and infant plasma.”™
Similarly, investigators recently reported that in three
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Figure 4 Trial enrolment sites. The Maternal and Feta/ Outcomes in the Era of Modulators (MAYFLOWERS) study is
sponsored by the Cystic Fibrosis Foundation and is currently enrolling across 40 participating centres in the CF Therapeutics

Development Network.

women who used ETI during pregnancy and lactation,
all three components of ETI were present in cord and
infant blood as well as breast milk.” Interestingly, despite
continuous dosing of ETI in the women, the perinatal
concentrations were lower than those post pregnancy.
Also, tezacaftor concentrations were higher in breast
milk and in breastfeeding infants than those of elex-
acaftor and ivacaftor. To further understand the PK of
ETI in pregnant women and their exposed infants, data
collection and analysis in a larger group of mother—infant
pairs are needed.

Finally, there is little information to guide recom-
mendations for monitoring infants exposed to modula-
tors during lactation. Animal data showed that ivacaftor
administration to juvenile rats led to cataracts (leading to
a recommendation for ophthalmologic exams in those
under the age of 18 years receiving ivacaftor).” Addition-
ally, although fluctuations of liver function tests (LFTs)
in young children are understudied, there are reports of
elevated LFTs in young children treated with ivacaftor.”
Although the limited data from case series provide some
reassurance,” * # it is unclear if all infants exposed in
utero or during lactation require ophthalmologic exam-
ination and routine LFT monitoring.

The MAYFLOWERS study will provide an oppor-
tunity to assess the changes in CFTR modulator PK
during pregnancy and modulator concentrations in
both mothers and infants peripartum over time. We will
enrol 20 mother and infant pairs in the infant ETI PK
substudy to determine the amount of each component
of ETI present in cord blood, breast milk and infant
plasma (figure 2B). This assessment may allow us to
better characterise the potential risk of adverse effects
for the infant.

Continuous glucose monitoring

Gestational diabetes is the most common medical disorder
in pregnancy. It is associated with increased short and
long-term health risks for both the mother (gestational
hypertension and diabetes, and subsequently, hyperten-
sion and type II diabetes) and the infant (congenital
anomalies, especially cardiac and neurologic, large for
gestational age infants who may experience birth injury
and hypoglycaemia, and subsequent risk for childhood
obesity and its metabolic consequences).” *' A substan-
tial amount of data demonstrates a direct correlation
between glycaemic control in pregnancy and poor
infant outcomes™™® and that improved glucose control
decreases incidence of adverse outcomes,** *° 475

More than 30% of adults with CF were reported to have
CFRD in the 2020 US Cystic Fibrosis Foundation Patient
Registry (CFFPR).' Reynaud et al reported that compared
with pregnant women without CFRD, pregnant pwCF
with CFRD had a trend towards need for assisted concep-
tion (p=0.06) and a higher need for delivery by C-sec-
tion (p=0.005).® Furthermore, Jelin ¢t al reported that
compared with women without CF, pwCF were more
likely to have pregestational diabetes, require C-section
and give birth to premature infants and infants with
congenital anomalies."'

For both CFRD and gestational diabetes, the standard
of care diagnostic test is an Oral Glucose Tolerance Test
(OGTT).”"® Nonetheless, clinicians and investigators
are increasingly interested in exploring the use of CGM,
which provides comprehensive glycaemic data using
minimally invasive subcutaneous sensors. CGM has been
validated in children and adolescents with CFE.’* Two
small studies showed that early glucose abnormalities
are detectable by CGM in pwCF and are associated with
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historical decline and contemporaneously worse health
outcomes.” *® Finally, in a pilot study of adults with CF,
Taylor-Cousar et al demonstrated that CGM identified a
greater degree of impaired glucose metabolism than the
gold standard 2-hour OGTT.”” Although there are no
published studies investigating CGM in pregnant pwCF, a
recent prospective multicentre study in pregnant women
with type I diabetes showed that use of CGM significantly
improved maternal glycaemic control, was associated
with fewer adverse neonatal outcomes and minimised
diabetes care burden on the expectant mothers.”

In the main study, we hypothesise that the level of
abnormal glucose metabolism by prepregnancy OGTT
will be associated with the adverse maternal and fetal
outcomes known to occur in participants with (1) diabetes
or (2) gestational diabetes. In the CGM substudy, we
will enrol 105 participants in the first trimester of preg-
nancy to assess (1) any potential longitudinal changes
in glycaemic control, (2) whether there is an associa-
tion between OGTT and CGM results and (3) whether
glucose and glycaemic variability on CGM provide addi-
tional information beyond what can be obtained from
OGTT (figure 2C).

Ethics and dissemination

Despite the decline in pregnancies in the general US
population, pregnancies in pwCF nearly doubled from
310 in 2019 to 619 in 2020." Data from the CFFPR from
1985 to 1997 showed that pwCF who became pregnant
had similar long-term outcomes compared with people
who never became pregnant; however, those who became
pregnant were healthier at baseline than pwCF who did
not become pregnant." '* Currently, more people with
moderate to severe disease are becoming pregnant; use
of modulator therapy has enabled even people with very
severe lung dysfunction to conceive and maintain preg-
nancies.?® % Nonetheless, little information is available
regarding the long-term impacts of pregnancy in those
with a wide range of baseline disease on lung function,
exacerbations, nutrition, glucose control and mental
health, and even less data have been described for infant
outcomes. While the CFFPR is a key source of epidemi-
ologic information regarding CF, neither key maternal
factors such as data regarding circumstances surrounding
pregnancy, detailed medication use and glucose control,
nor important infant outcomes such as gestational age,
birth injury, congenital malformations and early child
development are available in the CFFPR."' MAYFLOWERS
will provide the comprehensive and timely data that
pwCF and their care providers need to optimally prepare
and manage CF in pregnancy and lactation.

The MAYFLOWERS trial will enable us to describe
detailed health outcomes following pregnancy in pwCF
and their infants. Because all trial participants will be
pregnant pwCF, we will not be able to compare outcomes
related to pregnancy nor to contrast infant outcomes
between pwCF and without CF. However, we plan to

leverage the data generated from this study for future
comparative analyses through the US CFFPR to address
separate but important questions about how lung func-
tion in pregnancy compares to that in the absence of
pregnancy. With ~244 potential live births, our focus will
be to estimate rates of infant outcomes and not to formally
test for differences in outcomes by baseline exposures or
identify potential risk factors. To achieve adequate power
to identify risk factors associated with infant outcomes,
the study would require (1) 1900 births to detect a 5%
absolute difference in proportion of infants born at <37
weeks’ gestational age, (2) 1270 births to detect differ-
ences in birth weight of 100g and (3) over 10000 births
to detect 1% absolute differences in frequencies of birth
defects (usually present in fewer than 3% of births).
MAYFLOWERS will be the first to report frequencies
of infant outcomes, which can serve to motivate future
studies of neonatal health among mothers-to-be with
CF. Furthermore, the MAYFLOWERS PK substudy will
aid paediatricians in their recommendations regarding
safety monitoring and breast feeding when caring for
healthy infants exposed to modulators.

Although MAYFLOWERS is enroling only pwCF, many
of the results will likely be applicable to other people
with chronic respiratory disease, particularly those
with concomitant diabetes. In a review of a nation-wide
database that included 1.3million childbirths over 25
years, Jgvling et al reported an increasing prevalence of
maternal chronic disease during pregnancy.” Of the
23 chronic disease categories they examined, chronic
lung disease was the most common. Given the poten-
tial adverse impact of chronic lung disease and diabetes
on both maternal and infant health, the prospectively
collected data in MAYFLOWERS on medication use,
glucose control, changes in lung function post pregnancy
and during lactation, and correlation of outcomes with
baseline disease as well as impact on infant outcomes
may inform management for other pregnant people with
chronic lung disease and/or pregestational and gesta-
tional diabetes.

This pivotal study will provide an early examination
of potential risk factors for successful or poor maternal
outcomes in pregnant pwCF in the modern era, with
a particular focus on the role of CFTR modulators for
which approximately 90% of pwCF are now eligible.*' ***'
The data derived from this first of its kind study in CF
will provide crucial information to guide pregnancy and
lactation management by CF care providers and pwCF, as
well as others with chronic respiratory disease.

Author affiliations

"Department of Medicine, University of Texas Southwestern, Dallas, Texas,
USA

2Cystic Fibrosis Therapeutics Development Network Coordinating Center,
Seattle Children’s Hospital, Seattle, Washington, USA

$Department of Biostatistics, University of Washington, Seattle, Texas, USA
“Clinical Research Services, National Jewish Health, Denver, Colorado, USA
SDepartment of Pediatrics, Harvard Medical School, Boston, Massachusetts,
USA

8

Jain R, et al. BMJ Open Resp Res 2022;9:e001289. doi:10.1136/bmjresp-2022-001289



®Division of Endocrinology, Massachusetts General Hospital, Boston,
Massachusetts, USA

"Department of Pediatrics, University of Washington, Seattle, Washington,
USA

®Department of Pediatrics, University of North Carolina at Chapel Hill, Chapel
Hill, North Carolina, USA

gDepartments of Internal Medicine and Pediatrics, National Jewish Health,
Denver, Colorado, USA

Acknowledgements We sincerely express our appreciation to the members of
CFF Community Voice whose contributions aided in primary outcome choice. We
would also like to thank Megan Lapore, Dr. Katie Rustici, and Dr. Edith Chang for
protocol review, and the CFF TDN coordinating center staff for their operational
assistance.

Contributors All authors drafted the manuscript or revised it critically for
important intellectual content. All authors contributed to the design of the
MAYFLOWERS study. All authors approved the final version of the manuscript. The
content of this manuscript is the responsibility of the authors alone and does not
necessarily reflect the views or policies of the study sponsor.

Funding Supported by the Cystic Fibrosis Foundation (CFF) (funding for the
MAYFLOWERS study).

Map disclaimer The inclusion of any map (including the depiction of any
boundaries therein), or of any geographic or locational reference, does not imply
the expression of any opinion whatsoever on the part of BMJ concerning the legal
status of any country, territory, jurisdiction or area or of its authorities. Any such
expression remains solely that of the relevant source and is not endorsed by BMJ.
Maps are provided without any warranty of any kind, either express or implied.

Competing interests JLT-C: received grants from Vertex Pharmaceuticals
Incorporated and Eloxx; has received fees from Vertex Pharmaceuticals
Incorporated related to consultation on clinical research design, participation on
advisory boards, and speaking engagements; and has served on advisory boards
and/or provided consultation for Novartis, Genentech, Gilead, Protalix, Santhera,
4DMT, AbbVie and Proteostasis. NMH has received grant funding from the CFF and
NIH and has participated on an advisory board for Vertex. CRE has received grant
funding from the CFF and NIH. MSP has received research grants from the CFF,
NIH, and Vertex Pharmaceuticals; in-kind support from Dexcom Inc; and speaking
fees from Vertex Pharmaceuticals. RJ has received grants from the CFF, Vertex,
Boehringer_Ingelheim, Genentech, and Armata and received fees for consulting or
serving on advisory boards from Gilead, Vertex and Boehringer Ingelheim.

Patient and public involvement Patients and/or the public were involved in the
design, or conduct, or reporting, or dissemination plans of this research. Refer to
the Methods section for further details.

Patient consent for publication Not applicable.

Ethics approval This study involves human participants and was approved by
Advarra IRB, SSU00159104. Participants gave informed consent to participate in the
study before taking part.

Provenance and peer review Not commissioned; externally peer reviewed.
Data availability statement No data are available. NA.

Open access This is an open access article distributed in accordance with the
Creative Commons Attribution Non Commercial (CC BY-NC 4.0) license, which
permits others to distribute, remix, adapt, build upon this work non-commercially,
and license their derivative works on different terms, provided the original work is
properly cited, appropriate credit is given, any changes made indicated, and the
use is non-commercial. See: http://creativecommons.org/licenses/by-nc/4.0/.

REFERENCES

1 United States Cystic Fibrosis Foundation Patient Registry. Annual
data report Bethesda, Maryland, 2020. Available: https://www.
cfsmartreports.com/resourcefiles/2020%20Annual%20Data%
20Report.pdf

2 Thorpe-Beeston JG, Madge S, Gyi K, et al. The outcome of
pregnancies in women with cystic fibrosis--single centre experience
1998-2011. BJOG 2013;120:354-61.

3 Renton M, Priestley L, Bennett L, et al. Pregnancy outcomes in
cystic fibrosis: a 10-year experience from a UK centre. Obstet Med
2015;8:99-101.

4 Ahluwalia M, Hoag JB, Hadeh A, et al. Cystic fibrosis and
pregnancy in the modern era: a case control study. J Cyst Fibros
2014;13:69-73.

5

20

21

22

23

24

25

26

27

28

29

30

31

Gillet D, de Braekeleer M, Bellis G, et al. Cystic fibrosis and
pregnancy. Report from French data (1980-1999). BJOG
2002;109:912-8.

Reynaud Q, Poupon-Bourdy S, Rabilloud M, et al. Pregnancy
outcome in women with cystic fibrosis-related diabetes. Acta Obstet
Gynecol Scand 2017;96:1223-7.

Giordani B, Quattrucci S, Amato A, et al. A case-control study on
pregnancy in ltalian cystic fibrosis women. data from the Italian
registry. Respir Med 2018;145:200-5.

Cohen-Cymberknoh M, Gindi Reiss B, Reiter J, et al. Baseline cystic
fibrosis disease severity has an adverse impact on pregnancy and
infant outcomes, but does not impact disease progression. J Cyst
Fibros 2021;20:388-94.

Goss CH, Rubenfeld GD, Otto K, et al. The effect of pregnancy on
survival in women with cystic fibrosis. Chest 2003;124:1460-8.
Schechter MS, Quittner AL, Konstan MW, et al. Long-Term effects
of pregnancy and motherhood on disease outcomes of women with
cystic fibrosis. Ann Am Thorac Soc 2013;10:213-9.

Jelin AC, Sharshiner R, Caughey AB. Maternal co-morbidities and
neonatal outcomes associated with cystic fibrosis.. J Matern Fetal
Neonatal Med 2017;30:4-7.

Patel EM, Swamy GK, Heine RP, et al. Medical and obstetric
complications among pregnant women with cystic fibrosis. Am J
Obstet Gynecol 2015;212:98.e1-98.€9.

Ashcroft A, Chapman SJ, Mackillop L. The outcome of pregnancy in
women with cystic fibrosis: a UK population based descriptive study.
BJOG 2020.

Kazmerski TM, Jain R, Lee M, et al. Parenthood impacts short-term
health outcomes in people with cystic fibrosis. J Cyst Fibros 2022.
doi:10.1016/j.jcf.2022.02.006. [Epub ahead of print: 15 Feb 2022].
Fair A, Griffiths K, Osman LM. Attitudes to fertility issues among
adults with cystic fibrosis in Scotland. The Collaborative group of
Scottish adult CF centres. Thorax 2000;55:672-7.

Kazmerski TM, Gmelin T, Slocum B, et al. Attitudes and decision
making related to pregnancy among young women with cystic
fibrosis. Matern Child Health J 2017;21:818-24.

Ramsey BW, Davies J, McElvaney NG, et al. A CFTR potentiator in
patients with cystic fibrosis and the G551D mutation. N Engl J Med
2011;365:1663-72.

Wainwright CE, Elborn JS, Ramsey BW, et al. Lumacaftor-lvacaftor
in patients with cystic fibrosis homozygous for Phe508del CFTR. N
Engl J Med 2015;373:220-31.

Taylor-Cousar JL, Munck A, McKone EF, et al. Tezacaftor-lvacaftor
in patients with cystic fibrosis homozygous for Phe508del. N Engl J
Med 2017;377:2013-23.

Rowe SM, Daines C, Ringshausen FC, et al. Tezacaftor-Ivacaftor in
Residual-Function heterozygotes with cystic fibrosis. N Engl J Med
2017;377:2024-35.

Middleton PG, Mall MA, Dievinek P, et al. Elexacaftor-Tezacaftor-
Ilvacaftor for cystic fibrosis with a single Phe508del allele. N Engl J
Med 2019;381:1809-19.

Heijerman HGM, McKone EF, Downey DG, et al. Efficacy and
safety of the elexacaftor plus tezacaftor plus ivacaftor combination
regimen in people with cystic fibrosis homozygous for the F508del
mutation: a double-blind, randomised, phase 3 trial. Lancet
2019;394:1940-8.

Ilvacaftor (Kalydeco), United States prescribing information, 2020.
Available: https://pi.vrtx.com/files/uspi_ivacaftor.pdf
Lumacaftor/ivacaftor (Orkambi) United States prescribing
information, 2019https://pi.vrtx.com/files/uspi_lumacaftor_ivacaftor.
pdf

Tezacaftor/ivacaftor (Symdeko) United States prescribing
information., 2020https://pi.vrtx.com/files/uspi_tezacaftor_ivacaftor.
pdf

(FDA) FDA. Pregnancy and lactation labeling rule. Available: https://
www.fda.gov/drugs/labeling-information-drug-products/pregnancy-
and-lactation-labeling-drugs-final-rule
Elexacaftor/tezacaftor/ivacaftor (Trikafta) United States prescribing
information, 2020. Available: https://pi.vrtx.com/files/uspi_
elexacaftor_tezacaftor_ivacaftor.pdf

Nash EF, Middleton PG, Taylor-Cousar JL. Outcomes of pregnancy
in women with cystic fibrosis (CF) taking CFTR modulators - an
international survey. J Cyst Fibros 2020;19:521-6.

Taylor-Cousar JL, Jain R. Maternal and fetal outcomes following
elexacaftor-tezacaftor-ivacaftor use during pregnancy and lactation.
J Cyst Fibros 2021;20:402-6.

O'Connor KE, Goodwin DL, NeSmith A, et al. Elexacafator/
tezacaftor/ivacaftor resolves subfertility in females with CF: a two
center case series. J Cyst Fibros 2021;20:399-401.

Jain R, Taylor-Cousar JL, Fertility T-CJL. Fertility, pregnancy and
lactation considerations for women with CF in the CFTR modulator

Jain R, et al. BMJ Open Resp Res 2022;9:e001289. doi:10.1136/bmjresp-2022-001289


http://creativecommons.org/licenses/by-nc/4.0/
https://www.cfsmartreports.com/resourcefiles/2020%20Annual%20Data%20Report.pdf
https://www.cfsmartreports.com/resourcefiles/2020%20Annual%20Data%20Report.pdf
https://www.cfsmartreports.com/resourcefiles/2020%20Annual%20Data%20Report.pdf
http://dx.doi.org/10.1111/1471-0528.12040
http://dx.doi.org/10.1177/1753495X15575628
http://dx.doi.org/10.1016/j.jcf.2013.08.004
http://dx.doi.org/10.1111/j.1471-0528.2002.01511.x
http://dx.doi.org/10.1111/aogs.13185
http://dx.doi.org/10.1111/aogs.13185
http://dx.doi.org/10.1016/j.rmed.2018.11.009
http://dx.doi.org/10.1016/j.jcf.2020.09.002
http://dx.doi.org/10.1016/j.jcf.2020.09.002
http://dx.doi.org/10.1378/chest.124.4.1460
http://dx.doi.org/10.1513/AnnalsATS.201211-108OC
http://dx.doi.org/10.3109/14767058.2016.1161747
http://dx.doi.org/10.3109/14767058.2016.1161747
http://dx.doi.org/10.1016/j.ajog.2014.07.018
http://dx.doi.org/10.1016/j.ajog.2014.07.018
http://dx.doi.org/10.1111/1471-0528.16423
http://dx.doi.org/10.1016/j.jcf.2022.02.006
http://dx.doi.org/10.1136/thorax.55.8.672
http://dx.doi.org/10.1007/s10995-016-2181-z
http://dx.doi.org/10.1056/NEJMoa1105185
http://dx.doi.org/10.1056/NEJMoa1409547
http://dx.doi.org/10.1056/NEJMoa1409547
http://dx.doi.org/10.1056/NEJMoa1709846
http://dx.doi.org/10.1056/NEJMoa1709846
http://dx.doi.org/10.1056/NEJMoa1709847
http://dx.doi.org/10.1056/NEJMoa1908639
http://dx.doi.org/10.1056/NEJMoa1908639
http://dx.doi.org/10.1016/S0140-6736(19)32597-8
https://pi.vrtx.com/files/uspi_ivacaftor.pdf
https://pi.vrtx.com/files/uspi_lumacaftor_ivacaftor.pdf
https://pi.vrtx.com/files/uspi_lumacaftor_ivacaftor.pdf
https://pi.vrtx.com/files/uspi_tezacaftor_ivacaftor.pdf
https://pi.vrtx.com/files/uspi_tezacaftor_ivacaftor.pdf
https://www.fda.gov/drugs/labeling-information-drug-products/pregnancy-and-lactation-labeling-drugs-final-rule
https://www.fda.gov/drugs/labeling-information-drug-products/pregnancy-and-lactation-labeling-drugs-final-rule
https://www.fda.gov/drugs/labeling-information-drug-products/pregnancy-and-lactation-labeling-drugs-final-rule
https://pi.vrtx.com/files/uspi_elexacaftor_tezacaftor_ivacaftor.pdf
https://pi.vrtx.com/files/uspi_elexacaftor_tezacaftor_ivacaftor.pdf
http://dx.doi.org/10.1016/j.jcf.2020.02.018
http://dx.doi.org/10.1016/j.jcf.2021.03.006
http://dx.doi.org/10.1016/j.jcf.2020.12.011

era. J Pers Med 2021;11. doi:10.3390/jpm11050418. [Epub ahead of 49 Galindo A, Burguillo AG, Azriel S, et al. Outcome of fetuses in
print: 15 May 2021]. women with pregestational diabetes mellitus. J Perinat Med

32 Fortner CN, Seguin JM, Kay DM. Normal pancreatic function and 2006;34:323-31.
false-negative CF newborn screen in a child born to a mother 50 Crowther CA, Hiller JE, Moss JR, et al. Effect of treatment of
taking CFTR modulator therapy during pregnancy. J Cyst Fibros gestational diabetes mellitus on pregnancy outcomes. N Engl J Med
2021;20:835-6. doi:10.1016/j.jcf.2021.03.018 2005;352:2477-86.

33 Collins B, Fortner C, Cotey A, et al. Drug exposure to infants born to 51 Moran A, Brunzell C, Cohen RC, et al. Clinical care guidelines for
mothers taking Elexacaftor, Tezacaftor, and ivacaftor. J Cyst Fibros cystic fibrosis-related diabetes: a position statement of the American
2021. doi:10.1016/j.jcf.2021.12.004. [Epub ahead of print: 22 Dec diabetes association and a clinical practice guideline of the cystic
2021]. fibrosis Foundation, endorsed by the pediatric endocrine Society.

34 Rowe SM, Borowitz DS, Burns JL, et al. Progress in cystic Diabetes Care 2010;33:2697-708.
fibrosis and the CF therapeutics development network. Thorax 52 American Diabetes Association. 2. Classification and Diagnosis of
2012;67:882-90. Diabetes: Standards of Medical Care in Diabetes-2020. Diabetes

35 Cystic fibrosis Foundation community voice. Available: https://www. Care 2020;43:514-31.
cff.org/get-involved/community-voice [Accessed 7 Feb 2022]. 53 Summary of Revisions: Standards of Medical Care in Diabetes-2020.

36 Costantine MM. Physiologic and pharmacokinetic changes in Diabetes Care 2020:43:S4-6.
pregnancy. Front Pharmacol 2014;5:65. o 54 O'Riordan SMP, Hindmarsh P, Hill NR, et al. Validation of

37 Feghali M, Venkataramanan R, Caritis S. Pharmacokinetics of drugs continuous glucose monitoring in children and adolescents
in pregnancy. Semin Perinatol 2015;39:512-9. with cystic fibrosis: a prospective cohort study. Diabetes Care

38 Trimble A, McKinzie C, Terrell M, et al. Measured fetal and neonatal 2009;32:1020-2.
g’:g;;?ég;%;“?g;i‘;tgzﬁgg :iz\/oa;c;itggd?%riré% pregnancy and while 55 Hameed S, Morton JR, Jaffé A, et al. Early glucose abnormalities

39 Davies JC, Cunningham S, Harris WT, et al. Safety, pharmacokinetics, g]oi)ésgggg;cizls are preceded by poor weight gain. Diabetes Care
and Iphgrmaf:odynamlcs of |vapaﬂor in patlen.ts'e}ged 2-5 years with 56 Leclercq A, Gauthier B, Rosner V, et al. Early assessment of glucose
C.ySt'C fibrosis and a GFTR ga’qng mutat|on_ (lf'w')' an open-label, abnormalities during continuous glucose monitoring associated with

40 g'ggs;':r: ISDtgtdgl Léggfz;gisaﬁ)lcrﬁgﬂbeg:smo&“-1127_'1'5. . lung function impairment in cystic fibrosis patients. J Cyst Fibros
: ; : . - opportunities for - 2014;13:478-84.
|mpr9v!ng maternal and child health. Lancet Diabetes Endocrinol 57 Taylor-Cousar JL, Janssen JS, Wilson A, et al. Glucose >200mg/
2020;8:793-800. dL during Conti Gl Monitoring Identifies Adult Patient

: . . g Continuous Glucose Monitoring Identifies Adult Patients

41 Gabbay-Benziv R, Reece EA, Wang F, et al. Birth defects in at Risk for Development of Cystic Fibrosis Related Diabetes. J
pregestational diabetes: defect range, glycemic threshold and Diabetes Res 2016:2016:1527932 :
pathogenesis. World J Diabetes 2015;6:481-8. 58 Feig DS. D ’LE C- R. et al. Conti |

42 Ylinen K, Aula P, Stenman UH, et al. Risk of minor and major fetal €lg s, Donovan LE, Lorcoy i, et al. Lontinuous glucose .
malformations in diabetics with high haemoglobin A1c values in monltqung in _pregnarjt women W'th type dlabetes_ (CONGEPTT):
early pregnancy. Br Med J 1984;289:345-6. a multicentre international randomised controlled trial. Lancet

43 Mironiuk M, Kietlitska Z, Jezierska-Kasprzyk K, et al. A class 2017;390:2347-59. =
of diabetes in mother, glycemic control in early pregnancy and 59 Mainz J.G‘ M'(.;hl RK, _Be!ersdprf N, et al. Successful pregnancy
occurrence of congenital malformations in newborn infants. Clin Exp of a patient with cystic fibrosis genotype F508del/ F508del and
Obstet Gynecol 1997;24:193-7. g;(ﬁ;?rs;%? ggg?;;wsdestructlon on lumacaftor/ivacaftor. Klin

44 Kitzmiller JL, Gavin LA, Gin GD, et al. Preconception care of A e el 1m0,
diabetes. glycemic control prevents congenital anomalies. JAMA 60 levmg LB, Nielsen J., Kesmodel US, et al..PrevlaIence of maternal
1991:265:731-6. chronic diseases during pregnancy - a nationwide population

45 Hanson U, Persson B, Thunell S. Relationship between haemoglobin based study from 1989 to 2013. Acta Obstet Gynecol Scand
Alc in early type 1 (insulin-dependent) diabetic pregnancy and 2016;95:1295-304. ) o
the occurrence of spontaneous abortion and fetal malformation in 61 Barry PJ, Mall MA, Alvarez A, et al. Triple Therapy for Cystic Fibrosis
Sweden. Diabetologia 1990;33:100-4. ;’ggf(g?g%eé—%atg;g and -Residual Function Genotypes. N Engl J Med

46 Wender-Ozegowska E, Wréblewska K, Zawiejska A, et al. Threshold ;969:6159-20.
values of maternal blood glucose in early diabetic pregnancy- 62 American College of Obstetricians and Gynecologists. ACOG
-prediction of fetal malformations. Acta Obstet Gynecol Scand gommit/tzg fgi?;cinzq%- 248: weight gain during pregnancy. Obstet
2005;84:17-25. yneco y121:210-2.

47 Fuhrmann K, Reiher H, Semmler K, et al. The effect of intensified 63 McDonnell CM, Donath SM, Vidmar SI, et al. A novel approach to
conventional insulin therapy before and during pregnancy on continuous glucose analysis utilizing glycemic variation. Diabetes
the malformation rate in offspring of diabetic mothers. Exp Clin Technol Ther 2005;7:253-63.

Endocrinol 1984;83:173-7. 64 Service FJ, Molnar GD, Rosevear JW, et al. Mean amplitude of

48 Reece EA, Gabrielli S, Abdalla M. The prevention of diabetes- glycemic excursions, a measure of diabetic instability. Diabetes
associated birth defects. Semin Perinatol 1988;12:292-301. 1970;19:644-55.

10 Jain R, et al. BMJ Open Resp Res 2022;9:e001289. doi:10.1136/bmjresp-2022-001289


http://dx.doi.org/10.3390/jpm11050418
http://dx.doi.org/10.1016/j.jcf.2021.03.018
http://dx.doi.org/10.1016/j.jcf.2021.12.004
http://dx.doi.org/10.1136/thoraxjnl-2012-202550
https://www.cff.org/get-involved/community-voice
https://www.cff.org/get-involved/community-voice
http://dx.doi.org/10.3389/fphar.2014.00065
http://dx.doi.org/10.1053/j.semperi.2015.08.003
http://dx.doi.org/10.1016/j.jcf.2018.05.009
http://dx.doi.org/10.1016/S2213-2600(15)00545-7
http://dx.doi.org/10.1016/S2213-8587(20)30161-3
http://dx.doi.org/10.4239/wjd.v6.i3.481
http://dx.doi.org/10.1136/bmj.289.6441.345
http://www.ncbi.nlm.nih.gov/pubmed/9478316
http://www.ncbi.nlm.nih.gov/pubmed/9478316
http://www.ncbi.nlm.nih.gov/pubmed/1990188
http://dx.doi.org/10.1007/BF00401047
http://dx.doi.org/10.1111/j.0001-6349.2005.00606.x
http://dx.doi.org/10.1055/s-0029-1210327
http://dx.doi.org/10.1055/s-0029-1210327
http://www.ncbi.nlm.nih.gov/pubmed/3065942
http://dx.doi.org/10.1515/JPM.2006.062
http://dx.doi.org/10.1056/NEJMoa042973
http://dx.doi.org/10.2337/dc10-1768
http://dx.doi.org/10.2337/dc20-S002
http://dx.doi.org/10.2337/dc20-S002
http://dx.doi.org/10.2337/dc20-Srev
http://dx.doi.org/10.2337/dc08-1925
http://dx.doi.org/10.2337/dc09-1492
http://dx.doi.org/10.1016/j.jcf.2013.11.005
http://dx.doi.org/10.1155/2016/1527932
http://dx.doi.org/10.1155/2016/1527932
http://dx.doi.org/10.1016/S0140-6736(17)32400-5
http://dx.doi.org/10.1055/a-0973-8565
http://dx.doi.org/10.1055/a-0973-8565
http://dx.doi.org/10.1111/aogs.13007
http://dx.doi.org/10.1056/NEJMoa2100665
http://dx.doi.org/10.1097/01.aog.0000425668.87506.4c
http://dx.doi.org/10.1097/01.aog.0000425668.87506.4c
http://dx.doi.org/10.1089/dia.2005.7.253
http://dx.doi.org/10.1089/dia.2005.7.253
http://dx.doi.org/10.2337/diab.19.9.644

	Prospectively evaluating maternal and fetal outcomes in the era of CFTR modulators: the MAYFLOWERS observational clinical trial study design
	Abstract
	Introduction﻿﻿
	Methods and analysis
	Study sites and coordination
	Study-design overview
	Patient and public involvement statement
	Objectives and endpoints
	Statistical plan
	Sample size
	Trial status
	Exploratory substudies
	Pharmacokinetics
	Continuous glucose monitoring

	Ethics and dissemination

	References


