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There’s no place like home
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Still interested in this problem:

* More than 500,000 women annually
suffer with a psychiatric illness predating
or with onset during pregnancy

* More than a third take psychiatric
medications during pregnancy

* None of these are approved by the FDA
for use during pregnancy

ACOG Practice Bulletin, 2008



Objectives Today

ldentify the key themes of ethical concern

Explore the beliefs and experiences of those
“in the trenches”

Discuss appropriate points of emphasis in
informed consent processes

Report the willingness of pregnant women to
be randomized



Current Issues

* Nearly half of all prenatal women reported
the use of one or more medications during
their pregnancy

* Approximately half of all pregnancies are
unintended, with unintended fetal exposure
to substances in the first trimester

e Untreated or undertreated diseases have

fetal consequences too
Cooper et al, 2007; Lorenzo et al, 2011



We Do Have:

* Observational and descriptive studies
* International pregnancy registries

* A growing cadre of researchers who
regularly communicate

* Conferences and organizations



But there are few RCTs

» Still considered the “gold standard”
 Essential in areas of equipoise?

* Diseases like perinatal depression less
appropriate for “no treatment” or
“wait-list” control groups



Study One

University of Texas Southwestern Medical Center

Geetha Shivakumar, MD
Stephen Inrig, PhD
Simon Craddock Lee, PhD
Nadia Ceccotti, PhD
John Sadler, MD



Study One: Specific Aims

» [dentify the ethical issues faced by
investigators and IRB administrators in
practice of perinatal mental health research

» Compare and contrast the viewpoints
« Catalogue the range of issues

* Present a reconciliation of pluralistic views



Study One: Research Design

Qualitative Analysis
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Data Analysis

Interviews audio-recorded and transcribed
Entered into Nvivo software
Answers coded then analyzed for themes

Study team cross-compared themes,
consolidating into four themes and fifteen
subthemes



Major Theme 1

Study Design/Methodology

 Use of Placebo

* Use of Comparison Groups

e What is “Standard of Care”



Major Theme 2

Safety Concerns

* Risk to mother of untreated disease

* Risk to fetus of treatment
* Determining minimal risk to fetus

e Risk of using psychosocial treatments in Axis |
illness

* Differentiating Congenital from Developmental
teratogenic risks



Major Theme 3

Participant selection and recruitment

* Exclusions based upon disease severity

* Blurred boundary between clinical care and
research



Major Theme 4

Autonomy

 Clear and understandable consent forms

* Maternal competency and comprehension

* Status of paternal consent

* “Double” vulnerable populations

* Confidentiality



First Second Third
*Respondents PCI IRB PCI IRB PCI IRB
N=15  N=5 | N=14 N=5 | N=12 N=5
Safety 7 ™~ 6 2 1 2
Total 46.6% 16.6% | 42.8% 40.0% | 8.3% 40.0%
Fetal 4 1 1 1
Maternal 3~ 3 1 2
Maternal/fetal unit 2 1
Research Design 4 1 3 2 3 2
Total 26.7% 16.6% | 21.4% 40.0% | 25% 40.0%
Placebo/comparison groups 2 2 2 3 1
Randomization 1 1 1
Standard of care
Cross-sectional vs. longitudinal 1
Undefined 1
Participant Selection/Recruitment 2 2
Total 13.3% 16.7%
Severity of illness 1
Underage mothers 1
Inclusion/exclusion criteria 1
Women in poverty | | 1
Autonomy 2 3 2 1 2 1
Total 13.3% 60.0% | 143% 16.6% | 16.7% 16.6%
Informed consent 2 2 1 1
Conflicts of interest ~_ 1711
Vulnerability status 1 1
Privacy/confidentiality 1
Other Concerns 3 4
Total 60.0% 33%
Split in field (Pharm vs. non-pharm) 1
Stigma 2
IRB “issues” 1
Minimal patient collaboration 1
Lack of attention to family context 1
No accommaodations for minimal risk 1
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§ 46.11% Research undertuken without
the intention ufinmlvmg]
uub]'l:l:t:.

In the evens research s enderdoen without
un oof velvimgy human subjects,
it s Jarer proposed w0 anvolve buman
m'.|>||:ct: 1n the !\’.'M'.'ln:l.'h the research shall
first be reviewed and approved by ar IRE,
s provaded in this poliey, a cersfication
subimtted, by tae s, to the depart
mient or agency, and fnal approval pver to
the pm‘pcw:tl [Sabba the ﬂl.'pmmm'.t or

§ 45140 Evaluation and dl:p-u:i'tti.un of

45 CFR 46 - page §

of wn aesvisy has ave, i the judgnens of
the department or agency head, materally
failedd tu dhscharge responsbility for the pro
tectinn of the n?;':lts :J:l welfare of humuq
subjects [whether or oot the rescarch was
subject w federal regulation),

4 46.124 Conditivns,

Wzth respect woany research projeet or any
class of research prOjCes the dcpmm.cnt ur
agency head may mpose add:tonal cond:
e prar t or ot the tme of approva

wher in the 1|;.;3]5n|..r. of the drpzr:nwnt ur
apeney tead add:tonal condizons are neees
STV for the pnmudu:l of human :u;|:-||:c1:s.

() Fetus means the product of cunecptun
fruen implantaticn: untl delvery.

[y Nrona means a zewhom,

[ Nonviable aconate means 2 neorate after
delvery that, witheugh living, @ not vahble.

18 Pregmancy encompasses the perod of
time: from :mp';nm:lun il d|:|'.\'cl:\'. A
wstmany shall be assemed w be pregnant :f
she exhibats any of the pertinent presump
tive signs of pregnancy, such as massed men
ses, entil the reseles 0f a pregrancy test are
nepatve ur untd delvery.

applications and proposals for re-
search to be conducted or su; proried
by u Federal Department or Agency

() The deparment or ageacy head will
cviluate ol 1pp]icmc:n> and '|'.vrup-c:ec:||s n
wvulvizg muman subjeees schmatted to the
department ex ageney through such officers

Subpart B — Additional Protectlons
for Pregnant Women, Human
Fetuses and Neonates Invalved in
Research

Sasroe: 66 FR 36778, bow, 13, 2004, unless oo rwise
e

vl Soeremry means the Seerctary of Health

nd Furman Serviees and any other offo
r employee of the Department of Heal
rad Hurran Serviees to whom acthorsy hus
[H 343 dl.'lc’i!ll:l.'l].

by Viabie, 23 it pertaing o the neonate,
ary et able, after delivery, to sumvive

amnd eemployees of the deparment or agency
el sue cxperts and consultants ax the de
partment or agency head deteemines o be
appropeate. This evaluaton will twhke it
conswleraion the nsks to the sehjects, the
adecuaey of protection apens: these nisks,
he poemzal benefits of the zesearch to he
m-.l:tct: and ehers, and the imporanes of
the kniwledie gained or to be puned.

(s O the basis of this evaluation, the de
partment oz agency head may approve o
disuppry applcaticn. o proposal, or
ettt regpeztons to develop an ap
Fm:\'ﬂ:dl: one.

§ 446.121 [Reserved)

§ 46.122 Use of Federal funds,

Federal fends administered by a deparment
o Qgency may st I:IL' C:ﬂ'l'.‘_'ndl.'lj FlJl' ﬂ.'KL'Un'_'h
avevenyr human sehjects urdess the regquine
menss -:JF '.l'lii PIJl ¥ Iave |J|:L':l ﬂt!ﬁlﬁd.

§ 46.123 Eurly terrmination of rescarch
suppuort: Evaluation ufap‘pun:ailuns and
propusals.

() The c|.c|'mr.rn|:n: or apezey head may
require that deparment or agency seppors
for any project be termimed or suspended
ar the manner preserbed in applicable pro
pram Teuircmer:ts, wher S department oe
ageney head fiods an 2 128 e
wly faled w0 comply with the temms of this
peaicy.

() In makeny; deeisions aboct xupﬁzumnjg e
approviny, appacaticns or pruposals covered
by this policy the department or agprey bead

ey take invtey account, in additon wall
cther elipthilty requisements and projran,
critera, facsors such as whether the appl:
cant has been suh|v:L't tna :rml;natiu:_t ur
sespenson under ];mu;ruph (2} uf this sec
om and whether the appleant or the person
Loes whi W IIJ dlﬂ:\'—t or huﬂ I.'|J\‘|:
derecied the soentific ard techracal agects

4 46,201 To what do these negulations
apply?
2} Except as provided o parayraph () of
thas sectica, this subpart apphes w all e
search anvalving; prognass womer, Tuman
fetuses, necnmtes of unmeersen viabdiey, or
omviable neonates conducsed vr supported
o <he Deparmien: of Health and Human
Servaves (DDHHS), This melades ol research
conducted in DHHS faclities by amy
and all researeh concuezed inany factty by
DHHS employees.

peTs

i The CRUMpPONS 02 £ 46,10y
thruyeh (5 are upp'.n.':lh'.c w1 this subpart.
e Tne prowisions uf § 46.101(c) throagh @
bpuﬂ. Referenee to
s subpart and in

= include whe lows of

arc l'PI'.lllCl])lL [74] '.IT.S
Heaze or loca] laws ¢
4 A0 LOT[E) 15 vt
federally recopmized Amencan Indian and
Alzska Nusve Trebal Goverrments,

iy The requirements uf this schpart are i
addition to Srese impused under she other
subparts of thi part.

§ #6202 Defindtions,

The definttzons i § 46,102 shall be lPl‘JliCl
e tes this subpart as well. In addition, as
used in this sehpar:

{2} Dead fetes means a fetes that exiubits
reither heartheat, spontancous resprratury
activity, spontaneous movement of vilun
tary mu:u:|ceiI nor |'.l|;|:utiun of the umbiical

cord.

(b Delivery means complete separation of
the fetus from the woman by expulsion o
exiaetun or any other means.

[igven the benefit of available medical thee
ap_\':l 1 the P f inﬂufm:clcnth‘ maintaiz:

ing hearthrat ard resperation. The Seerctary
may from time to e, taking o accourt
ical advanees, peblish in the B
Jg\.l'.ch.'“:lc: iy stz et

arnyg

whether a neonate 3 vaable for purposes of

this subpars. 1f 1 neenute 15 viable then ot

may be incleded 1 research only to the o

tent permatted and o accordanes with the

reguerements of subparts A and [ of this
pars.

§ 46,203 Duties of [RBy in connection
with research imul\-mg pregnant
UL, Futuwu, and neanates.,

Imaddizon w other respomnstbdizes asygned

tex LELBs under this pars, vach IRE shall re

vivw research covered by thas subpart and
approve only research whieh satisfes the
cond:tons of all upp'.n.':lh'.c 5 £ this
subpart und the ther subparts of this part.

e}

§ 46,204 Rescarch ilwujrhlg pregoant
women ur ﬁ.'“lm:h

Preprant women or feuses may be involved

i research f al of the fullmsing; condinons

are ek

[a) Where seeentifally appm]:vriu'.-: pm'.'|:|'.1'.1
cal studies, incloding stedies on prepmant
anirnals, and cinzeal studies, ineiuding sud
les en nenpreprant women, have been con
dicted and Em:ndl: data for urm.'sriinﬁ prrten
bl risks to pregrant women ard feteses;

[by T risk to the fesus s caused sulely b
Interventons ur prt:-r.'l:ﬂun:: that hoid vut
the prospret af dereet benefit for the woman
ur the fetes; or, f there 5 no such prospect
uf b ne rsa e the fetas s ot grerer
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Of the 10 criteria investigators must fulfill
in research including pregnant women,
4 involve the informed consent process:

Must obtain informed consent

Must include full disclosure regarding the
foreseeable impact on fetus or neonate

If research is to benefit the fetus and father is
available and competent, must include his
consent

Pregnant minors are to give assent



Double Whammy:
Pregnant and Depressed

@Able to comprehend the risks of
participation?

@Competent decision makers?

@Full disclosure by investigators?



STUDY TWO

University of North Carolina at Chapel Hill

Rebecca Siegel, PhD
Anne Drapkin Lyerly, MD



Study Two: Specific Aims

Test comprehension of the basic elements of
informed consent

Test delivery and interest in an audio/visual
enhancement to the informed consent
process

Compare levels of comprehension

Inquire about willingness to participate



Study Two: Research Design

Randomized Trial

e Standard process of consent (SP; N = 20)

* Process enhanced by audio/visual

presentation covering the proposed study (EC;
N = 20)



Study Two: Participants

* 40 pregnant women in waiting areas of UNC
OB/Gyn clinics

* Partners included when present

* Exposed to a “pretend” study



Expert in the Field

Yanes W
IHiravay
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Research Coordinator




Participant (Actress)




Definitions

“Randomization” means:

The treatment of the individual
patient is decided by chance

35



lllustrations

36



Principal Investigator

BERREREERET

37



SPECIFIC AIM ONE:

TEST COMPREHENSION OF THE BASIC
ELEMENTS OF INFORMED CONSENT



Comprehension by Group

20

18— —

16—

14

Total

12—

10— 1 1
E_

G I
EC =1

SroUp

EC = ENHANCED CONSENT SP = STANDARD PROCESS OF CONSENT

EC:n=20, m=13.65, sd =3.25

SP:n =20, m=13.70, sd = 2.23 p=0.995



Questionk TOTALR
%
1.ETheBnain@eason@or@arrying@®utXesearch...k 90.00E
2.[ResearchAs®nlyXarried@®ut@vhen...kl 82.500
3.@AnERandomizedlinical@esearchrialEreatmentfs... 87.500
4.FThe@nain@EimBbfAEFandomized@rialds&o...l 92.500
5.WhenEBtudyd@s@andomized...kl (95.00
6.dAtAsEDKHoroctorsEoXarry®utEFandomizedBtudy@vhen... 72.500
7.An@EhisBtudy@omenivilltbe@andomized®o...! 87.500
8.BabiesBfEnothers@vho@akentidepressants@uringBregnancy...l (47
9.RAsHars@veknow@sychotherapyffectslipon#etus...R 55.000
10.FatientsEre@hosenFor®hisBtudydf...2 85.00F]
11.Faking®art@n@EhisBtudy@neans...B 100.00%)
12.WVomenl@n@EhentidepressantEroup@villome@oEheilinic...R
13.MVomen@n@he®Partner-AssistediTherapy@Zroup@villdee®heir@herapist....
14.H ouanieave®heBtudy@f/when...B < 95.008 )
15.AfyoulofhotAvant@oEake@art@nEheBtudydouxan...Bl 65.000
16.AnEesearch,Bregnant@vomenireXonsidered...B 57.500
17.[Research@oneB@ofarthas@ound...ll 85.000
18.@WVomen@vho@re@n®hisBtudy@nay/maymhotEet/be...2 62.500

Adapted from Hutchison, 2007



TEST DELIVERY AND INTEREST IN AN
AUDIO/VISUAL ENHANCEMENT TO THE
INFORMED CONSENT PROCESS

Two-sample t-test p = 0.598



Outcome Measures

Did this information...

Not at
all

Quite a A great

A little Somewhat

bit

deal

Help you understand the decision about participating
in the study?

Prepare you to make a decision to participate or not
participate?

@)

O

s of

Help you think ab
being-rtie study?

Help you organize your thoughts about what being in
the study would mean?

Help any questions you want to ask?

P

Interest you?
Bore you?

Irritate you?
Waste your time?

Make you want to know more about research with
pregnant women?

ooooooooﬁoo

© 0660|1606 €6 @ ©

e 06000 E@KP ©

P <0.0001

O

© |© O

@ 900 @
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SPECIFIC AIM THREE:
INQUIRE ABOUT WILLINGNESS TO
PARTICIPATE



Three Questions

A % AQ

Wouldn’t Not Would
Participate Sure Participate




Willingness to be randomized...

Would Handamize

U |
EC SF

Group

EC (n=18): m=7.22,sd = 1.66

SP (n=20): m = 6, sd = 2.49 p =00



Would Participate with No Randomization

wWould Paricipate
LT
|
|
I

L |
EC SF

Group

EC (n = 19): m = 8.00, sd = 1.795 p < 0.05*
SP (n=20): m=6.6,sd=2.46



Would Choose No Treatment

11

10- —r— —

Choose Mo
Treatment

I |
EC SP

Group

EC (n=18): m=6.66, sd =1.878

SP (n = 20): m = 5.15, sd = 3.407 p=0.095



Limitations

Hectic environments

Gathered no demographic or clinical
characteristics

Representative of UNC public clinics but may
not be generalizable to other communities

Small sample



Implications

s it all about about comprehension?
Diversity in learning styles?

Does seeing/meeting the Principal
nvestigator affect the decision to participate?




Study Three: Specific Aims

 What are the public beliefs about perinatal
research?

 What is the public understanding of
randomization and placebos?

 What is the public judgment about pregnant
women and medication research?



Study Three: Research Design

Descriptive Survey Study

* Consent implicit by participation
* English and Spanish
* Web-based



Study Three: Participants

 Webpage visitors:

http://www.mededppd.org

e Word of mouth:

English:
https://unc.qualtrics.com/SE/?SID=SV 3qvIW30s9JfVUKE

Spanish:
https://unc.qualtrics.com/SE/?SID=SV 6Sg1ICkOICwI5IV



http://www.mededppd.org/
http://www.mededppd.org/
http://www.mededppd.org/
https://unc.qualtrics.com/SE/?SID=SV_3qvlW3os9JfVUKE
https://unc.qualtrics.com/SE/?SID=SV_3qvlW3os9JfVUKE
https://unc.qualtrics.com/SE/?SID=SV_6Sg1ICk0lCwI5IV

Thank You!
anna_brandon@med.unc.edu
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