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Objectives

» Compare and contrast the benefits and risks of
providing methadone, buprencrphine or medication
assisted-withdrawal during pregnancy for the
maother, fetus and neonate”

» Identify the benefits of measuning and treating
neonatal opioid withdrawal using
different assessment tools and medication
strateqies

Examine the different approaches for dealing with
problem behaviors related to opicid addiction
during pregnancy and the postpartum pericd.

= Dlzcussing 2 medications, methadons and bugrencrphine,
cumantiy labalad by the U% Food and Drug Adminlatration
(FD) a8 Category C for ues In pragnancy for the traatment of
maternal oplald depandenca: “2nimal reproduction studles
have shown an adverss affect on the tetws and thers ars no
atequate and well-controlled studies In humans, but potertial
benefits may warrant ues of the drug In pregnant women
despite potential reke.”

= Pregnant women with aplold use disorders can be sffactively
treated with methadone or buprenorphine. Both these
medications ehould not be conaldered “off-label”™ use In the
treatmant of oplold-depandsant pregnant patients.

= Reckltt-Bencklesr Pharmacauticals for donsted aciive placebo
tablsts and relmburesmant for ima and travel In 2011,
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Outline
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Historical Context of Opicid Use during Pregnancy

= Ee T o by Msrch m 1837 for pum
reimt, trewtmant ot ‘opam mnd S Twabm

= Hosmceme populer ws w recreabonml subatesce WS the
o of the hyp rawdie.

= Woman in the US wers bace uw ilkely ax mes o use morEhine.
many =f whem wes midde- or seper-mddle claas womess whe
haet hrat uwed the drug fo trest any cf @ venwty of illseesea.

= Lemcwby W o d i 1874 = Engend, snd
mbwsguently aynttemzed wnd Erought 1o mareet = 1 E98 By the
Eauyer pharmucsuhcel compeny in Sermany wed)
Hmrcan.

= Ihe merksbng campegn stesesd Duet Feron wee 8 "sete nen-
iy subwifete for morphes. Indeed, the Arercen Medicsl
Assccubon spprovsd Herom for gerarel uss in 1304, and
mcomumesaded thet £ be uaed n plsce of moEsine.




Historical Context of Opicid Use during Pregnancy

Substance use during pregnancy in the
U5A has been a long-standing
important health issue. In the 1800s:

BB-TE# of Individuals with colum uce
disOndere wars woman
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Current Context of Opioid Use during Pregnancy

Meonatal abstinence syndrome [MAS)

Signs and Symptoms History
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* Gas e treguwncy of egne =4 recnetsl

wrthdruwsl m 229 of 184 urtests

wneoordinetad cuoking, i

swalloedng, voming

* Autonombe
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neonatal sbwhrence syndroms ol
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Current Context of Opioid Use during Pregnancy
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Current Context of Opicid Use during Pregnancy

Irends in ot Abuws: | of Mregnest Women
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Current Context of Opicid Use during Pregnancy
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Current Context of Opicid Use during Pregnancy

In the U5, it is estimated that:
=100 million people have chronic pain

= 22 million are living with addiction, and of
those individuals

=T million misuse prescription medicadons




Current Context of Opicid Use during Pregnancy

Current Context of Opioid Use during Pregnancy

9/18/2013

= Monmedical use of
prescription pain rallavers
can result In asrows health
Kabonal Suresy on Urug Uss and Sealth [ES-GED

20T mnd I0910-2011
sor-fecical s of Fasm Falrvars = Raported ues has sean 8
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Current Context of Opioid Use during Pregnancy

MEDIA AHD POLITIGAL ATTENTION

ol July, 20AE Hew York 3anator Chardec
Sohwmer called on the FDA to provide
alaar [abals o waman snd hesith
cars profecclionals know the potandlst
dangers of the madication they am
i=king. Hs cald that 3AMH 84 must
aduoxis physlolans o betier identity
sympbome of prasaripfion drug
abucs, and NIH ard COC nesd {o
condwed more receamnh that will holp
makhers avold addiobion.




Current Context of Opioid Use during Pregnancy

Wiy ars mone individuals, Inoluding
progrand women, wsing oplodde?
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Current Context of Opioid Use during Pregnancy
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Current Context of Opioid Use during Pregnancy
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Definition of Addiction

American Society of Addiction Medicine:

Addiban m u prmary, chrones dassss of bren reeed, Sctyvaban,
memcry and misted croudry. Uysfunches = Bees croots Reds b
chumecisrube olegeesl, puychological, o=l end apertus
munSsststone. |ho o refsched i un ndedusl peSciogesly pUriLng
swivard wndior relm® oy subwtscce cae and other betevors.
Addiban m cherectermed by inessly io:

 conantwEy eiden

® arparma e in bebay s cosd

= creeng
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sddichan @ EropeeEeE ed ces reaul n desbidy or premetors Sesth.
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What Does Addiction Look Like Im Women?

#Initiation of drug use
*How she obtains her drugs
s+ Where she uses her drugs

*How she recovers from drug

WIMEN =.. use

ADDICTION

B T Uinirsatad addiclion BlacEs & woman and fer faius
T &t risk for mulipie SOVErse CORSETURNCRS

Current Context of Opioid Use during Pregnancy

Izsuag facing drug-uzing pregnant women and thelr children
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— These factors with or wiihout Jrug use can
Infuence mather and child cuTcomes




Current Context of Opioid Use during Pregnancy

Factors Influencing Mother and Child Outcomes

= Eaxgeuume io smaoboral, physesl
and wwnuEl smlnce

= Hukcrma ot cheldhocd sbuss
and neglect

= Mubpls drug ezpowors (9.4.
slezas] und iobhucco)

= I'oor mabsrra lichild sftschmant

= Zhikd sbuss

= I'eychwine stabus of caregiver

= StwDe caregiver and
anvranmant
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Summary of Historical and Current Context

# Although less frequent than alcohol and tobaceo use,
opioid misuse dunng pregnancy is nonetheless a
serigus and growing issue

# This increase in use of opicids by pregnant women
appears to be driving an increase in the incidence of
neonatal opioid withdrawal

# Dpioid use by prejnant wiomen is often complicated by
polydreg use, and often occurs intertwined with
complex personal, int rsanal, family, social, and
envircnmental factors that can contribute to adverse
CONSEqUencas

+ Women have unigue needs for addiction treatment and
multi-faceted interventions are needed to help prevent
and treat opicid-dependsnce amaong women during
pregnancy and their infants

Pharmacotherapy for Opioid Dependence

= Prevention of arratic maternal cploia
lavals baccame fatal sxposurs to
rapeaisd withdresal spleodes

= Reduces meternal craving and fatal
sxposurs o okt drugs

= 'fjfith drag sbstinenon, otter behaviar
changes oen follow which decmace
ricke o mother tetuc of Infection from
HIN, hepatiic and saxually trancmit=d
infeoticne

» Fsduosc the Incddsnos of obhetmtrical
and f=tal somplioetione and Improves
outsomes
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Methadone

» Schedule Il opioid

» Synthetically derived

» popicid receptor agonist

= also uniguely a &-opioid receptor
agonist

= Antagonist at NMDA receptors

» Half-life estimated to fall in the
range of 24-36 hours

« It is one part of a complete
treatment approach

9/M18/2013

Methadone: Induction and Dosing
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Methadone: Dosing during Pregnancy

® In tha 18705, a posiive relafionchip betwaan
matsrnal methadons doss and HAS caverity
wBE reportad

» Fsoommandstions to maintain pregrant
woman on methadons cocec bafamen 20 fo
40 mg

+ 3 dscades of recaaroh chows an
Inconcictant relaflonship between matsrnal
mathadons dosa amd HAS cavertty

The latest cyclamatio review and mais.
analycls conoluded that the  Gaversy of the
meonatal abstinenos cyndrome dosc not
appoar to differ according to whather
mathers are on high- or low-goce
mathadons maintemance tharapy.”

9182013
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Split Dosing AM

= Matemal Aesuls
- mErewss drug negEbve unnes durng
trawtmant
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= Fetal Resuls
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Methadone-associated NAS
HAE signc EE-BD%
Reguindng medioaticn - &%

HAE appeserc 45 fo 72 hars
HAE peakc 43 to 120 Firs.
» Mow? comimas medoes o for et o
L

= Wow Corino” sssmaarmend ool @ s modbed
FnnagEn wcaks
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Methadone: Pain Management

Pain and Opicid Dependence

Common Misconcepdons

+ Malni=nanos sgoniti docse provids
analgrcia i
+ Precoription of oplolds will ba additive
and oauss rspiratory depmssion and ke S5
cwardocs
+ Prepoription of chort-soting oploidc
aven in & condrallsd cetting fo an
addictsd parcon will cawss = relapcs
+ Faguect for pain management with
cploide Ic part of “sddlobve bahavior®
by the patisnt
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Methadone: Pain Management

* Savegm end Schotwmmen sobed thet sabents who use opceds =Ey Buve &
“ayreiroms of pues fecitston”
= |Emwr pEn @ worssmed by ther sxpsrence of ther sddicton, inchudeg:
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- oo
- wrtteirsl-reiate syERtEc nenouE Sate o
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reducing the whts ot opcids

* Irmutmant of posbourton sculs pue bly best abwmoted with I'"CA sndicr
scstmmncphsn andior NSAILS n sddban fo methsdons dovags
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Methadone: Pain Management

General Recommendations

*® Unimteeropted sonot Bemapy
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Methadone: Breastfeeding

Emsastfesding In
Mrihadone-3abillzed Mothers
* Wiwttasione Setwcted i Sreest il ey o e

» Vigttacions concwrirebonm o breed ek s onesleted o
mtwral e itedone Joee

* Ui wmcrt of rretheccr irgwsted Sy e et o ow
L 5 s 0.3 gy by ) deyu post-dekeerg]

* i wecart of et rgested Sy e inhnt ressine
oW e S monthe hiter

+ Sawnral studms §thow rdsbonatim et bresstteecing
e rethard MAS wewerdy ard dursban

» Hupati U ot w corrandceon for brassttweding

ot retcatern MV, Uraeesie ez ey
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Methadone: Breastfeeding

Barriers to Breast Feeding

* InsEnt magErmnCng NAS muy heve
wrth
- ERCERNNE PRSIy
Jp— J
- Dmcrganced suck |
~ Mcthar's tesbngs cf guilt sbout
cHuEIng the MA- may peeter notto

e st the v ,@*(

mirie providers Eat ere omeeses of
cerrent ecommesdubon
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Methadone: Child Development
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it tan CRTCTTRtTRRE

< Alttough s s e shosn thet
MRS O CTOTHEEE Tk 10
ow o TR, ToTe Mg RRE, W
T BEEer et Tt S S
ot 50 wsoesd, ot remerch s teied
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Methadone: Summary

40 years of documenzed benafics
of methadone during pregnancy

® Indugtion lo reladhvaly cimpls

» Adsquabs dossc ars nesdad to prevent
witthdrawal and othar colold use

# Indloators of felal well-balng am lscs
compromiced with spiit-dosing

* MAS o worse with hesvisr cmoking

» Erraseeding bs compatible with
methacana

9/18/2013
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Buprenorphine

= A derivative of the opioid
alkaloid thebaine
= Schedule Il opioid b
= y-opioid receptor partial - _,,..-J
agonist —~-
= primarily antagonistic
actions on k-opioid and &
opioid receptors g
» Half-life estimated to fall in
the range of 24-60 hours

S o ., Eongm, 73, o i, e g

Buprenorphine: Formulations

» Buprenorphine mono product
(e-p.. Subutex)

= Buprenorphine + naloxone (e.g.. {‘L

Suboxone) L
- 4:1 rafio to prevent misuse by
injection
= 2 myg and & mg sublingual tablets ‘ .&
= 2 mg/.5 mg and & mgi2 mg :
sublingual film strips
L —

13



Buprenorphine: Induction and Dosging

* Patient must already be in withdrawal or
buprenarphine may precipitate withdrawal

* Patients dependent on short-acting opicids (e.g.,
heroin, most prescription narcotics] will not take as
long to enter withdrawal as patients dependent on
long-agcting opicids [e.g.. methadone)

* Induction typically then takes places over a J-day
period, beginning with either 2 mg or 4 mg. with a
mazimum dose of:

- Bmg-12 mgon Day 1

- 12 mg - 18 mg on Day 2
- 18 mg up to 32 mg on Day 2

9/18/2013

Buprenorphine: Induction and Doging

=The best induction protocol for opicid-dependent
pregnant women is not known

Mayar has developed an outpatient protocal:

= Simitar fo establiehed protocols for non-pregnant patients

= sk patient to abstain from oplold uee 1-2 days prior

» Expect 8 CIMA acore In 10-12 range to Inttiate treatmant

= Ad|ust dosa every 1-3 days

= Titrats fo symptom contred 28 for non-pregnant patisnts

» Takes place In the context of considarabls program etafr
support

=42 with methadons, thers I the potential need to Increass
dazapge during the couwres of pregnancy

Buprenorphine and Freg_]nam:y

= Since 1933, over 40 published
reports of prenatal exposure to
buprenarphine maintenance

= Approximately T30 babies
prenatally exposed to
buprenarphine [number of
cases per report ranged
from 1 to 15%; Wedian=14)

= Dose range 0.4 to 32 mp

= B8% reported concomitant drug
use

Sl a1l i, Singm, 3073, s b, 30 131
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Buprenorphine: Maternal Outcomes

-+ Regearch with buprenarphine not as
sxtenslve as with methadone
~ + Well-tolerated and generally eafe
& In contrast to the ressarch with
methadone, litte ressarch has
compared buprenarphing o an
untreated controd group
-+ Rather, buprencrphine hae bean
compared In both retrospective and
prospaciive studlas to methadone
-+ Ma|ority of ressarch would swggest
maternal outcomes are nat In
any way differant than for mathadane

9/M18/2013
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Buprenorphine: Fetal Outcomes
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Buprenorphine: NAS

* Imcddenoe rate for MA2 Ic eclimated to be
E0% - about the same ac for medhadons
= MAE oncaf approcimately £8 howns
= Faaking within spproximataly 72-88 houre L%

= Excaptions to this onset hictory hews
besn the few naonates with NAS oncet of
E-10 days postnaisl ags = R

- wuch w profrecisd wihdrawsl aysdroms
mmay fo be dus fo withdressl fom
concomENnt drup sxpouuns (8.8
benrodurepres] rathes Hen @ drsct
izt ot buprenarchine wihdrewsl

= Correlztion bafamen buprenorphins dosa
and MAS cevarity hac besn Inooncicisng

S . i, g, 3073, o b, L3
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Buprenorphine: Pain huﬂgﬂlent

= Full agonisd cplolds oan
pitsadtvaly traat pain In pabienic
clabilized on sither mathadone
of buprenoiching

= Thece reculffc are conslsbent
‘with dais from non-pragnang
curgary patisnts

= The Impardance of unimterrupded
mathadone or bupmnorphine
trastment in thece patandc s
oritioal

= Esch pafiant nesds & pain
management plan tafors
dallvery

9Ma8/2013

Buprenorphine: Breastfeeding

= Buprsnorphine ic found in bmeact milk 2
hiowre poci-msisrnal dosing

= Conosntrabion of buprancrphine In bresct
millk bs lowr

= Amount of buprenorphine or
norbupranarphine the Infant recalves wia
braact milk I only 1%

= Mot recant guidslinas: “the smourds of
tuprenorpiing In kaman milk are cmall
and unlikaly o have negaiive sffecic on
e developing Infand®

= ETha advantages of bresct f=eding prevall
discpits Ehe ricke of an Infant oplabs
Infaxicetion cawcad by methacsona or
buprenorphing.”

Buprenorphine: Child Development

» Research on the necnatal
consequences of prenatal
exposure to buprenorphine is guite
limited

= Mot encugh births have been
followed for a sufficient pericd of
time to collect convincing data
regarding factors such as cognitive)
and social development

= Same issue of confounding
parental and family factors in
teasing apart developmental effect

v, s . ok, S, 3913, s S, S8
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Summary: Buprenorphine

= MIOTHER provided the first RCT dads to cupport the cafely and
afflcaoy of mathedone

= Maiprnsl cadoomes ars cimilar batween medioations

= Fain managamsnt ang breacifssding recommsndations ars cmilar
betwssn medlostione

= Ini tarme of NAE caverity, buprnonophineg chould ba a front-ling
medloation option for managing cekold-depandence for pregnant
women who sne new fo Ensatment or malndzined on bugrenorphine
pre-progmanoy

= K3, lts broatment and sluokdeting factors that sxacerbate and

minimize £, mmaine a significant olinloal conoem for prenatally
oploid-axpoced neonater

= Curresiity there Is groat wariation in terms of medications and use of
ioods.

MNAS: Factors

Other factors that contribute to
sewverity of MAS in neocnates exposed
to opioid agonists in utero:

»aanstion

»odnar Bubsiznosc
- Cigarsste wmcking

*Hoephal Protoools
- Ihe KAY sussssment snd medicabon
mehnimn end weening Erolocsiu
- Moi bressSesdng
- Moameng n or sspemshng mother wnd beky

S od W, Eoe D Mo, 3213

MAS: Factors

A clucty of newtarne with NAE foursd a
relationship betwesn allallo varianbs of
OFFREA joplold recepdor ), COMT
[eatschol-o-mathyiEranciarace) whieh
eftect autonomio Inctabliity during
withdrawal, and ASCE1 (muifidrug
recicinnos):

v

Variznte In the GFREEH snd COMT genes |
ware assoolabed with & chortar lsngth of
hocphal ciey and lece nesd for
breatment.

w

Ascooletions with the ASCE1 were nod
slgnifioant

Vv 1) o e 0w Lenmmre o DV e 2
PRIt

9/18/2013
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Smoking and Neonatal Abstinence Syndrome (NAS)
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Smoking and Neonatal Abstinence Syndrome (NAS)

Practical Viewpoint on the Results

Among prepoaat somer in oplsid Bgosiat resieend, compened fo thoae women
who do nof emoks, smoking an reerege of 0 geck of sigereifer per dey roukd
Mirmly b raiwied fo e foNowing:

» More thes 3% decresas m necoutul brth weight

* More thes e the o2l EMount of moTphime nesded 10 et HAS

= More thas double Boe romber of duys required 5o Seel MAS

* Almowt Scubls B lngth of the recnstal hospitul by

MNAS: Assessment and Treatment Background

# It bc mccantial Enat intscdion,
hypoglycamis, hypooalosmia,
hypomagneceamia,
hyperthyroldice, CHE hemorrhags,
and ancala ba rulsd out B the
oauwse of the signe.

+ Emch rurcary chowld adopd an
absfinence cooring method fo
maasum the caverity of
withcrawsl

« i pharmaoologlo managament I
chopen, relatively cpscifio therapy,
Ehat Is, a drug from the cams olace
ac that cawcing withdrasal, Ic
proferabile.

S ey R

el e B g e Pl

9182013
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MAS: Assessment and Treatment Background

* The decision to use drug theragy
mauct be Individuallizad, bacad oo
Ehe coverity of wiihdrawal clgns.
and an assassmant of the ricke
and bansits of therapy.

= Infants with confirmed drug
mxpocure who do not heve clgns
of withdrawal do not requirs
Ehsrapy.

= Indizationc for drug therapy s
salzurec, poor feading, diamhaa,

w
L
and vomiling reculing In b il f
axoaccive welght losc and
defiydration, Inabiiity io sioep, and £ \
fewar unrelated fo infechon.

9182013

e e S h Sy Sy X 1Y

NAS: Assessment and Treatment Background

+ Improvement In abetinance
scones should asslst In
apassging the approprists
timing for decraasing the dose
of tha drug chosen.

+ Guldes fo adequate tharapy
Incleds a normal temperaturs
cures, the abliity of the Infant
to elsep Detwsan fesding and
medications, 8 decreass In
activity and crylng. 2 decrease
In mator Instaniity, and weight
gain.

emciuass Py o Wunis . Dol a3 Eogp S ot g b, Apmtaieom, 3012 (1Bl 42,

MAS: Measurement

I'he HLWSS [Lipuis | ool ssaiges u acone of D-1 for Sremons, wriebiby, retses,
sSccle, MUsCe Ene, Sk sbncne, g echyEne. In edshon, @ sccre ot 1
o wa e tor recetrines anenng, eesti e peaning, end vomieg or feesr. e
AAT Bud previowly andorssd the NUWES w the methed of chacs for the.
masssrnment ot KAS o 1595, beceuee i cees w relabvely gl remeccal
Ecormg mathes, with u T7% wawn ot wigra o8
withdrawsl, umng s cubcH score of 3 or grester.

| s Uarires sywiem aczres only vomthing, disrhes, waghe lous, ey,
tresmcrs or Eatchng, and echypres, snd cess w wmph renkng ot sild,
moderste, Or sweRrE Mether Hen s romer wceie. | e ranaing prooesurs W@ cten
wwen wn W e, ok preesnts e wommation of the swesr ey o mubole eune
e aympizT.

| e Fnregen Scale usws w wwgtied soome of 31 teme end requrss cotederable
st Ermering wnd bane for ssseseTEnE of (he neoEte.

A morhed FInneEen SCee W the moat commonly el HAS sdessement methad
|E2% ot surveyms houpiata]

M, B | el T, 1 B, .| e B, L . . P s 1L
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NAS: Measurement and Response

= All MAS instruments have commaon features of summing
item scores andior weighting the severity of presenting
signs

= MAS evaluation is recommendad every 3 to 4 hours
during hospitalization; surveillance should last for several
days after birth and for entire hospitalization

= Scores above a threshold trigger medication initiation to
reduce NAS saverity — no or delayed treatment can result
in marbidity or mortality

= Stabilization on medication promotes regular eating and
sleeping patterns, weight gain, and improved interaction
with caregivers

= Medication amount is increased then gradually decreased
until the neonate is stable without medication

9/18/2013

B, S, P T, S oy B, i g, T s i Pl B T,

NAS Assessment: MOTHER NAS Scale

NAS Assessment: MOTHER NAS Scale

Modified Finnegan Scale

= Lzaring for the Following Signc and fympiomes:
Excasslve ory (2-3)
tisaping problamc (1-5)
Tonal prodleme
- ExmpEeewive Moro meties {125 | remone {1433, Hypedoncy (1-2)
Excoratian [1-2]
EalzUrEE (5]
Autonomilo clgne
- Fiypwritmrmm | 1], Tawning (1], Ml absthoees [1], Srszng {13
Tachymnes (2]
Feeding conoesmc
- Poor fessiing {21, Yoming {TL Lecss wiook (2]
Fallure to Thrie {2}
Iritaniity (1-2)

21



NAS: Treatment Protocol
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NAS Treatment

~+ Opiates used for MAS due to opiate withdrawal have
included:
~ tinofurs of oplum or morphine (E39%)
- methadons [20%)
- parsgoro (confaine antydrous meorphine wigh
snbspacmodist, DAMENOr, 455% sthanol, and benzoks Bud)
+ Sedatives used for opiate withdrawal have included:
- olonidine (sn alpha? pre-symapto blooker}
= ohiarpromeazine
- phancbartitone
- diazspam
+ Non-pharmacological treatments used have included
swaddling, settling, massage. relaxation baths,
pacifiers and waterbeds

T e T T S Y P —
TSR M. o ot o sameld e s sainad b e i ity i

NAS: Recommendations

= NAS occurs in fhe arall ol Bed
B majerity pranztaily oglold-expo

« Medication fo treat MAS I3 required In appro=imately 50% of the
LELEH

= HaZ followdng prenatal sxpozure o an opioid agonist 1= best
asgesped with 8 standard scoring tool and beat trested with an
oplokd medication

« Patients and the providers who treat them will be best sarved
through having a rangs of medication opficna from which to
tamar traatment

= Ap treatment for matemal oplold dependence advancas, 30 must
nenatsl treatmant (1.e., buprenorphins In the Infant may be an
Important medication for trestment of buprenorphine exposurs In
utBro]

S T N N LT =y
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Strategies to Deal with Chal-lengim Patients

Pralsa good bahavior

= Valideis and support

= AMrm and affsr hops

= Treat with recpecd

Refiaot and ra-frams har peropesstive

A

=
g T b e s ST
aaiwha CAN aas o)
» Do mot feks things percanally .-‘-';Jhu'\'u:-i “ﬂn;r:-
= Ack guecilons rather than meking clabments

= Frapure the srdroamant

Nurture Yourself

Tips to reduce burnout

+ Craads opporbunties to dsbrisf, and wee
professicnal counceling when sppropriates

* E= kind {0 yourcalf and have fun

+ 3y heatthy through reclorabive ceif-oars amd
ramamber to laugh

+ 3af hestthy boundaries

» Kokmowiadge your own atifudes, valoes and
prefersnoec

* Creads rifuals o delineats work Hme from perconal
time

+ Redfipot on powarful or dEflowl axpariencas
throwgh Journaling and the cuppart of peerc,
tpirdual ismchere Bnd manforc fo recover B CENGE
of meeaning, purpoce and oonnection In Ife.

9M186/2013

= Upid wddchon o s reatibbe iinsas

= Huwng mome medicebon gen n e
conbent of COMETEENEYE SRCYiCeE 50 Ereat
opmid-tspendest pregnest womss will
optemcs curs

= Huwimnce o veinsubirty folocsing
wrenetsl sxpowsrs to edber dlcr drogs or
the medcetans o treset hem e Egely W
tunctan of the poutnetal nat the prenabsl
savranmant

= HAZ m w trestsbie condrcn that deserees

mors atudy & Snd the most aptmsl
wnd

* Hurtunng yourseit @ crbeal to carmg tor
ttars
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