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Abstract

Objective: The objective of this prospective “real world” study is to gain insight into the different
“roads to conception” that women with MS take as part of the prospective Canadian Multiple Sclerosis
Pregnancy Study (CANPREG-MS).

Methods: Participants are women with MS who are planning a pregnancy. Data cut-off for analyses was
April 30, 2020.

Results: We believe this is the first prospective National study of women with MS planning
pregnancies.

The data are for the first 44 women enrolled of whom 26 achieved pregnancy by cut-off date. Seven
women used assisted reproductive technologies (ARTs); 6 stopped disease modifying therapy (DMT)
against their neurologists’ recommendations; 6 had an interruption(s) in trying to conceive due to MS
relapses, MRI-detected inflammation, or limited “windows of opportunity” between DMT courses.
Conclusion: The study illustrates the roads that women take to conception, even if they are on the same
therapy and have similar clinical expression of MS. Advice given by treating neurologists on washout
periods show discrepancies. This paper highlights the real problem that there is no definitive, interna-
tional consensus on managing these women due to the lack of “real world” data and thus the goal of
CANPREG-MS is to provide such real world data.
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Introduction
Multiple sclerosis (MS) preferentially affects women
with the clinical onset usually occurring during the

the “Canadian Multiple Sclerosis Pregnancy Study
(CANPREG-MS)”.®

reproductive years. Historically, women with MS
were advised against pregnancy. The current situa-
tion with respect to discase modifying therapies
(DMTs)' and revised diagnostic criteria® have led
to diagnosis earlier in the disease course. Thus, it
appears that the number of women considering
reproduction has increased in many geographic
regions.> Family planning has now become a major
topic of interest to the MS community.*?

There is a recognized need for population-based MS-
specific pregnancy registries®’ and this is the goal of

Ideally women with MS should plan pregnancies’'’
but the “road to conception” can be daunting and has
not been systematically prospectively studied in a
“real world” scenario. Most women planning a preg-
nancy seek information from various sources includ-
ing their neurologists, MS nurses, and social media.
There are no definitive guidelines for DMT safety
during pregnancy. Product information, United
States Food and Drug Administration (FDA) post-
ings, pharma pregnancy registries and committee
guidelines can be outdated, confusing and/or
contradictory.' ' The current consensus in many

Multiple Sclerosis Journal—
Experimental, Translational
and Clinical

July-September 2021, 1-8

DOI: 10.1177/
20552173211032313

© The Author(s), 2021.
Article reuse guidelines:
sagepub.com/journals-
permissions

Correspondence to:

Dessa Sadovnick,
University of British
Columbia, UBC Hospital,
2211 Wesbrook Mall, Room
S200, Vancouver, BC V6T
2B5, Canada.
dessa.sadovnick@ubc.ca

Dessa Sadovnick,
Department of Medical
Genetics, University of
British Columbia,
Vancouver, BC, Canada
Faculty of Medicine,
Division of Neurology,
University of British
Columbia, Vancouver, BC,
Canada

Maria Criscuoli,
Irene Yee,
Department of Medical
Genetics, University of

specified on the SAGE and Open Access pages (https://us.sagepub.com/en-us/nam/open-access-at-sage).

Creative Commons CC BY: This article is distributed under the terms of the Creative Commons Attribution 4.0 License (https://creativecommons.org/
licenses/by/4.0/) which permits any use, reproduction and distribution of the work without further permission provided the original work is attributed as


https://orcid.org/0000-0003-2987-2008
https://orcid.org/0000-0001-7085-1001
http://dx.doi.org/10.1177/20552173211032313
http://dx.doi.org/10.1177/20552173211032313
http://uk.sagepub.com/en-gb/journals-permissions
http://uk.sagepub.com/en-gb/journals-permissions
mailto:dessa.sadovnick@ubc.ca

Multiple Sclerosis Journal—Experimental, Translational and Clinical

British Columbia,
Vancouver, BC, Canada

Robert Carruthers,

Alice Schabas,

Faculty of Medicine,
Division of Neurology,
University of British
Columbia, Vancouver, BC,
Canada

Penelope Smyth,
Department of Medicine
(Neurology), University of

Alberta, Edmonton, Alberta,

Canada

regions is that for most DMTs, continuation during
conception and gestation is permissible if the bene-
fits to the mother outweigh the risks to the fetus.”'°
Final decisions made by woman may or may not
concur with the advising source(s).

Here we present data on Canadian women with MS
who were identified as “planning a pregnancy” as
part of CANPREG-MS.® The data are preliminary as
the study is ongoing and sample size will increase.
Nevertheless, we feel that this sample of 44 women
provides important real world information on chal-
lenges faced by women with MS in making repro-
ductive decisions.

Methodology

CANPREG-MS rationale and methodology have
been detailed elsewhere.® Ethics approval was
given by the University of British Columbia
Clinical Research Ethics Board and Vancouver
Coastal Health Research Institute.

CANPREG-MS was designed to include women
with MS who were either pregnant or planning a
pregnancy at the time of enrollment. This paper
focuses on women planning to conceive. Upon con-
ception, the woman is transferred to the “pregnancy”
arm of CANPREG-MS.

Participants are followed longitudinally. Data is col-
lected through telephone interviews using standard-
ized questionnaires. A secure web-based application
REDCap (Research Electronic Data Capture)
designed exclusively to support data capture for
research studies was used to develop data entry
forms.”?> Each woman’s self-reported information
on MS history (MS course, DMT, etc.) has been
confirmed by her neurologist after she signed a
“release of information” form.®

Data presented here have a cut-off date of April 30,
2020. All results are truncated for this date as given
the size of the dataset, it is impossible to conduct
analyses without a firm cut-off.

Results

Forty-four women planning a pregnancy were con-
sented and enrolled. The average age at the initial
interview was 31.91 years (SD =2.96). Thirty-nine
of the 44 women (88.64%) had European ancestry.
Thirty of the 44 women (68.18%) had post-
secondary education, 40/44 (90.91%) were
employed and 42/44 (95.45%) were in a stable rela-
tionship (see Table 1).

The average age of MS onset was 26.05 years (SD=
5.39). The average age of diagnosis was 27.20 years
(SD= 4.34) with 29/44 (65.91%) diagnosed within a
year of clinical onset. The majority experienced sen-
sory or visual symptoms at onset. See Table 2 for
clinical characteristics of this cohort.

Reported comorbidities in these women are shown in
Table 3. Few, other than reproductive conditions,
affect the ability to conceive.

Physician correspondence relevant to CANPREG-
MS® tend not to give recent EDSS.** However, at
each study interview, Patient Determined Disease
Steps (PDDS) validated for MS are scored.***
As done by others, (e.g. see**?®) PDDS scores
were classified into 3 distinctive disability groups
as follows: no or mild (PDDS 0-1), moderate
(PDDS 2-3) and severe (PDDS 4 or higher).

Thirty-seven of the 44 (84.09%) had a consistent
“no” or “mild” disability (PDDS= 0 or 1) from the
initial interview until the last interview before the
cut-off. Seven entered the study with moderate dis-
ability (5 had a PDDS =2; 2 had PDDS =3). No
woman had a PDDS score > 4 on enrollment.

DMT usage

DMTs are discussed here using generic names as
well as the trade name to reflect the information
conveyed by participants. Physician information
provided to the study used trade names, generic
names, or both. We did not find any discrepancies
between the patient information and that of the neu-
rologist with respect to any specific DMT usage.

DMTs can be administered as injections, oral med-
ications, or infusions.

Participant DMT treatment choice was often influ-
enced by how the DMT is administered.

See Table 4 for the number of women on each DMT
(or naive to therapy) and PDDS at enrollment, preg-
nancy status by cut-off date and the use of assisted
reproductive technology (ART). A total of 7 women
used ART.

To truly reflect the information as collected, we
decided to show results for DMT naive women
first followed by those who have used DMTs prior
to or during the period when they were planning to
conceive. DMTs are listed by the number of study
participants on each (see Table 4).
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Table 1. Demographics of women with MS with “planning pregnancy” status at initial interview.

DMT naive

Six participants were DMT naive at enrollment.
Three were recently diagnosed and wanted to con-
ceive as soon as possible. Over time, one newly
diagnosed woman stopped trying to conceive
because of MS severity and began her first DMT
(ocrelizumab). At cut-off, 2 woman are still trying
to conceive and 3 were able to conceive.

Dimethyl fumarate (Tecfidera, oral)

At study enrollment, 10 women were either on a
washout or actively trying to conceive. Washout
periods suggested by their neurologists ranged

from 2months to 12 months. At enrollment, one
woman made the decision to remain on dimethyl
fumarate until conception, i.e., no washout. She is
currently pregnant and only discontinued dimethyl
fumarate once the pregnancy was confirmed. As of
the study cut-off date, no concerns have been raised
by prenatal testing. One woman had planned a 3-
month washout but her MS became aggressive.
She stopped trying to conceive and resumed the
DMT. Seven women have had no or mild disability
(PDDS= 0,1) despite having stopped the DMT. Four
of the 7 women achieved pregnancy including one
early miscarriage before cut-off. One woman had

www.sagepub.com/msjetc
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Table 2. Clinical characteristics of women with MS with “planning pregnancy” status at initial interview.

moderate disability (PDDS = 2) which has remained
stable despite her being off DMT as she is still trying
to conceive.

Glatiramer acetate (Copaxone; injectable)

Six women were on glatiramer acetate and all had no
or mild disability (PDDS=0 or 1). Three have
achieved pregnancy (one had an early miscarriage
and 2 are still pregnant) by the cut-off date; 2 are
still trying to conceive; and one has stopped trying
due to fertility issues. No washouts were recom-
mended by neurologists but 2 women decided on
their own to take the DMT “sporadically” while
trying to conceive.

Ocrelizumab (Ocrevus, infused)

Five women were on ocrelizumab at or prior to
enrollment. Initial PDDS for these women were 0
(N=2), I (N=1), 2 (N=1) and 3 (N=1).
Washout periods varied. Washouts of 2 and
3months were recommended to 2 women. One
achieved pregnancy but had an early miscarriage;
and the other is pregnant at cut-off. No information
on the fetus is available at this time.

One woman became pregnant 6 weeks after her
second dose of ocrelizumab. Another woman is
trying to conceive after her first dose. The final
woman in this cohort had a six-month washout fol-
lowed by 2months of intense trying to conceive
before having a second dose of ocrelizumab. At
cut-off, she is pregnant, having conceived 8 months
after her last dose.

Alemtuzumab (Lemtrada; infused)

Five women were on alemtuzumab. Four had no or
mild disability (PDDS 0,1) and one had moderate
disability (PDDS =2). All had the required washout
and 3 became pregnant by cut-off. One woman is
still trying to conceive. One woman was diagnosed
as “infertile” based on her inability to conceive but
no etiology was known. She and her partner decided
to adopt rather than undergo in vitro fertilization
(IVF) as suggested by her specialist.

Fingolimod (Gilenya; oral)

Three women, all with no disability (PDDS =0),
were on fingolimod. One had a 2-month washout
and the other a 3-month washout, as suggested by
their neurologists. The third woman had stopped
fingolimod and was about to start ocrelizumab
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Table 3. Comorbid diseases reported by the 44 participants.

when she decided it was time to try to conceive. To
date, she is off any DMT. No woman had a rebound
relapse after stopping fingolimod.

Natalizumab (Tysabri, infused)

Two women were on natalizumab (one initially with
no or mild disability (PDDS =0 or 1) and one with
moderate disability (PDDS =2). They reduced the
frequency of natalizumab while trying to conceive
(to 6 weeks from 4 week intervals). At cut-off, one is
still trying to conceive, and her disability has pro-
gressed from mild (PDDS=1) to moderate
(PDDS =2). The other woman did not take natali-
zumab once pregnancy was confirmed despite her
neurologist suggested a dose before delivery. She
resumed the DMT at 1-month postpartum.

Interferon beta 1-a (Rebif; injectable)

Two women in this study, both with no or mild dis-
ability (PDDS =0 or 1), were on interferon beta 1-a.
One woman decided on a 1-month washout (did not
speak with her neurologist), eventually became

pregnant and stayed off DMT. The other woman
stayed on the DMT while trying to conceive on the
advice of her neurologist. She subsequently became
pregnant and had an early miscarriage. She contin-
ued to participate in CANPREG-MS and did not take
any DMT during her second attempt to conceive.
She is now pregnant.

Cladribine (Mavenclad, oral)

Two women with no or mild disability (PDDS =0,1)
were on oral cladribine. One had a single course
followed by an 11-month washout and she became
pregnant at cut-off. The other had a 6-month wash-
out after her second course before trying to conceive
and is still trying.

Interferon beta 1-a (Avonex; injectable)

One woman was on interferon beta 1-a (Avonex) and
no washout was planned. She is still on the DMT and
trying to conceive.

www.sagepub.com/msjetc
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Table 4. Number of women on each disease modifying therapy (or therapy naive) and PDDS at initial interview (Total =44),
status by cut-off date of April 30, 2020, and the use of ART.

Teriflunomide (Aubagio; oral)
One woman on teriflunomide did an accelerated
(4month) washout using activated charcoal®’ and
is pregnant at the cut-off date.

Synthetic glatiramer acetate (Glatect, injectable)
One woman was on this (PDDS = 1) and is continu-
ing her therapy while trying to conceive. She has no
plans for a washout or discontinuation if she
conceives.

Discussion

CANPREG-MS is the first prospective, real world
study on women with MS who are actively planning
a pregnancy. Women use various sources for infor-
mation about the safety of DMT usage at conception.
Even with the relatively small numbers presented
here, we found that 6 women discontinued their
DMTs while trying to conceive against the advice
of their neurologists because of disease activity.
Another 6 women interrupted/stopped trying to con-
ceive because of a major clinical relapse, a MRI-
detected inflammation or limited “windows of
opportunity” between DMT courses.

The data presented here are preliminary, but they
show how complex the road to conception can be
for women with MS. Further potentially complicat-
ing the path to pregnancy is the fact that there is no
single authority or roadmap on what to do for any

woman with MS with respect to therapy and disease
course if she wishes to conceive. It is imperative to
remind health care professionals (most often MS
neurologists or MS nurses) that one must always
ask female patients about reproductive plans at
each visit (until pregnancy is no longer an option).
This must be done regardless of whether or not a
therapy is changed. Assumptions about reproductive
plans based on facts presumably known to the health
care professional such as age, relationship status and
MS disability cannot be made. Decisions can be very
surprising (e.g. a wish to be a surrogate, MS diag-
nosis not disclosed to partners, etc.).

Given the small sample, it is not possible to draw
definitive conclusions on fertility. However, the per-
centage of our participants who used ARTs is similar
to reports for the general Canadian population.?®*° Tt
is important to consider that counseling should be
given about the possibility of an increased risk for
MS relapse after ART.>*=°

As with most research, CANPREG-MS has benefits
and limitations. As previously stated, this is a real
world scenario with no restrictions on a woman’s
age, disability, MS duration, therapy, etc. There
are however certain caveats to be recognized in addi-
tion to the fact that the results are preliminary.
Numbers will increase as CANPREG-MS continues.
All participants were actively trying to conceive; no
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unplanned pregnancies were included. No partici-
pant had a PDDS of 4 or higher. European ancestry
predominated. Most women (42/44) were in a stable
relationship and were relatively highly educated.
The Canadian healthcare system supposedly pro-
vides equal access but this is not the case regarding
DMTs. Access to MS neurologist and nurses, espe-
cially in some remote communities, remains prob-
lematic in Canada.’!

Nevertheless, as the data are presented with suffi-
cient demographics, the study population is well
defined and thus can be applied to the general com-
parable MS populations internationally.

Acknowledgements

The authors gratefully acknowledge Kevin Atkins for his
assistance with the development of data entry forms in
REDCap. Drs. Jan Friedman and Christina Chambers are
the teratologists for this study. We appreciate the collab-
oration of Canadian MS Neurologists, the Canadian
Network of MS Clinics, and the MS Society of Canada
for assistance with recruitment.

The study would not have been possible without the vol-
participants and their sincerely
acknowledged.

unteer efforts are

Conflict of Interests

The author(s) declared the following potential conflicts of
interest with respect to the research, authorship, and/or
publication of this article: Dessa Sadovnick has research
funding from Biogen MA Inc. She has received travel
funds from Biogen, and honoraria from Biogen and
Momenta. Maria Criscuoli reports no disclosures. Irene
Yee reports no disclosures. Robert Carruthers is site inves-
tigator for studies funded by Roche, Novartis,
Medlmmune, EMD Serono and receives research support
from Teva Innovation Canada, Roche Canada and
Vancouver Coastal Health Research Institute. He has
received honoraria from Roche, EMD Serono, Sanofi,
Biogen, Novartis, and Teva. Alice Schabas has received
honorariums from the following companies for Advisory
meetings and speakers’ honorarium: EMD Serono,
Biogen, Teva Neurosciences, Novartis, Sanofi-Genzyme
and Roche. Penelope Smyth has grants/research support
from CIHR, Biogen Pharmaceuticals and MS Society of
Canada. She has received consulting fees from Novartis
Pharmaceuticals, Roche Canada, Biogen Idec, Alexion,
STEDT, EMD Serono and Sanofi-Genzyme.

Funding

The author(s) disclosed receipt of the following financial
support for the research, authorship, and/or publication of
this article: This study was funded by a sponsored research
agreement from Biogen MA Inc. (CAN-MSG-17-11120).

ORCID iDs

A Dessa Sadovnick (® https://orcid.org/0000-0003-2987-
2008
Robert Carruthers (&) https://orcid.org/0000-0001-7085-
1001

References

1. https://mssociety.ca/managing-ms/treatments/medica
tions/disease-modifying-therapies-dmts (accessed 5
January 2021).

2. Thompson AJ, Banwell BL, Barkhof F, et al.
Diagnosis of multiple sclerosis: 2017 revisions of
the McDonald criteria. Lancet Neurol 2018; 17:
162-173.

3. Houtchens MK, Edwards NC, Schneider G, et al.
Pregnancy rates and outcomes in women with and
without MS in the United States. Neurology 2018;
91: e1559-e1569.

4. www.ectrims-congress.eu/2019/scientific-programme/
scientific-programme.html (accessed 5 January 2021).

5. https://library.msvirtual2020.org/?_ga=2.146758640.
533272306.1606346087-1355043091.1606346087
(accessed 5 January 2021).

6. Alwan S, Chambers CD, Armenti VT, et al. The need
for a disease-specific prospective pregnancy registry
for multiple sclerosis (MS). Mult Scler Relat Disord
2015; 4: 6-17.

7. Dobson R, Dassan P, Roberts M, et al. UK consensus
on pregnancy in multiple sclerosis: Association of
British Neurologists’ guidelines. Pract Neurol 2019;
19: 106-114.

8. Sadovnick AD, Carruthers R, Houtchens M, et al.
Canadian multiple sclerosis pregnancy study
(CANPREG-MS): rationale and methodology. Can J
Neurol Sci 2019; 29: 1-6.

9. Freedman MS, Devonshire V, Duquette P, et al.;
Canadian MS Working Group. Treatment optimiza-
tion in multiple sclerosis: Canadian MS working
group recommendations. Can J Neurol Sci 2020; 47:
437-455.

10. Fragoso YD, Adoni T, Brooks JBB, et al. Practical
evidence-based recommendations for patients with
multiple sclerosis who want to have children. Neurol
Ther 2018; 7: 207-232.

11. www.accessdata.fda.gov/drugsatfda_docs/label/2012/
103628s51891bl.pdf (accessed 5 January 2021).

12. www.accessdata.fda.gov/drugsatfda_docs/label/2014/
103780s5178s51791bl.pdf (accessed 5 January 2021).

13. www.accessdata.fda.gov/drugsatfda_docs/label/2013/
2040631bl.pdf (accessed 5 January 2021).

14. www.accessdata.fda.gov/drugsatfda_docs/label/2012/
125104s05761bl.pdf (accessed 5 January 2021).

15. www.accessdata.fda.gov/drugsatfdadocs/label/2017/
7610531bl.pdf (accessed 5 January 2021).

16. Sandberg-Wollheim M, Neudorfer O, Grinspan A, et
al. Pregnancy outcomes from the branded glatiramer
acetate pregnancy database. Int J MS Care 2018; 20:
9-14.

www.sagepub.com/msjetc


https://orcid.org/0000-0003-2987-2008
https://orcid.org/0000-0003-2987-2008
https://orcid.org/0000-0003-2987-2008
https://orcid.org/0000-0001-7085-1001
https://orcid.org/0000-0001-7085-1001
https://orcid.org/0000-0001-7085-1001
https://mssociety.ca/managing-ms/treatments/medications/disease-modifying-therapies-dmts
https://mssociety.ca/managing-ms/treatments/medications/disease-modifying-therapies-dmts
http://www.ectrims-congress.eu/2019/scientific-programme/scientific-programme.html
http://www.ectrims-congress.eu/2019/scientific-programme/scientific-programme.html
https://library.msvirtual2020.org/?_ga=2.146758640.533272306.1606346087-1355043091.1606346087
https://library.msvirtual2020.org/?_ga=2.146758640.533272306.1606346087-1355043091.1606346087
http://www.accessdata.fda.gov/drugsatfda_docs/label/2012/103628s5189lbl.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/label/2012/103628s5189lbl.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/label/2014/103780s5178s5179lbl.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/label/2014/103780s5178s5179lbl.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/label/2013/204063lbl.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/label/2013/204063lbl.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/label/2012/125104s0576lbl.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/label/2012/125104s0576lbl.pdf
http://www.accessdata.fda.gov/drugsatfdadocs/label/2017/761053lbl.pdf
http://www.accessdata.fda.gov/drugsatfdadocs/label/2017/761053lbl.pdf

Multiple Sclerosis Journal—Experimental, Translational and Clinical

17.

18.

19.

20.

21.

22.

23.

www.accessdata.fda.gov/drugsatfda_docs/label/2017/
103948s51581Ibl.pdf (accessed 5 January 2021).
www.accessdata.fda.gov/drugsatfda_docs/label/2016/
202992s0031bl (accessed 5 January 2021).
www.accessdata.fda.gov/drugsatfda_docs/label/2018/
1025270241bl.pdf (accessed S January 2021).
Vukusic S, Coyle PK, Jurgensen S, et al. Pregnancy
outcomes in patients with multiple sclerosis treated
with teriflunomide: clinical study data and 5 years of
post-marketing experience. Mult Scler 2020; 26:
829-836.

Thiel S, Langer-Gould A, Rockhoff M, et al.
Interferon-beta exposure during first trimester is safe
in women with multiple sclerosis — a prospective
cohort study from the German multiple sclerosis and
pregnancy registry. Mult Scler 2016; 22: 801-809.
Harris PA, Taylor R, Thielke R, et al. Research elec-
tronic data capture (REDCap) — a metadata-driven
methodology and workflow process for providing
translational research informatics support. J Biomed
Inform 2009; 42: 377-381.

Kurtzke JF. Rating neurologic impairment in multiple
sclerosis: an expanded disability status scale (EDSS).
Neurology 1983; 33: 1444-1452.

24.

25.

26.

27.
28.

29.

30.

31.

Learmonth YC, Motl RW, Sandroff BM, et al.
Validation of patient determined disease steps
(PDDS) scale scores in persons with multiple sclero-
sis. BMC Neurol 2013; 13: 37. 13:

Hohol MJ, Orav EJ and Weiner HL. Disease steps in
multiple sclerosis: a longitudinal study comparing dis-
ease steps and EDSS to evaluate disease progression.
Mult Scler 1999; 5: 349-354.

Goldman MD, Min S, Lobo JM, et al. Retrospective
cohort study of the relationship between systolic blood
pressure variability and multiple sclerosis disability.
BMJ Open 2020; 10: ¢034355.
www.aubagiohcp.com (accessed 5 January 2021).
https://pdf.hres.ca/dpd_pm/00037836.PDF (accessed 5
January 2021).

Bushnik T, Cook J, Hughes E, et al. Seeking medical
help to conceive. Health Rep 2012; 23: 7-13.

Bove R, Rankin K, Lin C, et al. Effect of
assisted reproductive technology on MS relapses:
case series and meta-analysis. Mult Scler 2020; 26:
1410-1419.

Conference Board of Canada: accessing disease-
modifying therapies for multiple sclerosis, www.con
ferenceboard.ca (accessed 5 January 2021).

www.sagepub.com/msjetc


http://www.accessdata.fda.gov/drugsatfda_docs/label/2017/103948s5158lbl.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/label/2017/103948s5158lbl.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/label/2016/202992s003lbl
http://www.accessdata.fda.gov/drugsatfda_docs/label/2016/202992s003lbl
http://www.accessdata.fda.gov/drugsatfda_docs/label/2018/102527o24lbl.pdf
http://www.accessdata.fda.gov/drugsatfda_docs/label/2018/102527o24lbl.pdf
http://www.aubagiohcp.com
https://pdf.hres.ca/dpd_pm/00037836.PDF
http://www.conferenceboard.ca
http://www.conferenceboard.ca

	table-fn1-20552173211032313
	table-fn2-20552173211032313
	table-fn3-20552173211032313
	table-fn4-20552173211032313
	table-fn5-20552173211032313
	table-fn6-20552173211032313

