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Epidemiology,
Unplanned Pregnancy Rates
& Risk Factors

Estimated Number and Proportion* of AIDS Cases
among Female Adults and Adolescents

1985-2006—United States and Dependent Areas

Proportion of HIV/AIDS Cases and Population among
Female Adults and Ado

200




HIV Disease: Leading Cause of Death for Black Women
(25-34)

Death Rate from HIV Disease

All females White females Hispanic females Black females
Ages 25 to 34 years

National Center for Health Statistics: 2005.

Proportion of HIV/AIDS Cases among Female
Adults and Adolescents, by Transmission Category
2006—33 States

sz::orfed AIDS Cases among Female Adults and
Adolescents, by Region and Race/Ethnicity, 2006
50 States and DC




Women of
Child Bearing Potential:
Management Considerations

Risk of Unplanned Pregnancies
in HIV+ Women

49% of pregnancies are unplanned

By age Risk increases for HIV+
82% women 15-19 Adolescents
60% women 20-24 Minorities
43% women 25-29 Lower income
33% women 30-34
29% women 35-39
38% women over 40

Less education
Unmarried status

Risk from menarche to menopause

,_wmq.Preconception Counseling
|AEIC | & Care

MAND

For all reproductive age women including those not intending
pregnancy?

Promotes health before conception
Improves pregnancy-related outcomes?
For new HIV patients, detection early pregnancy essential

Avoid teratogenic drug treatments

Begin preventive strategies i.e. folic acid supplements?®




I:EYF/;%JT When to Discuss Pregnancy
[ON=DEI -

MAND

Initial evaluation

—assess childbearing plans/desires

Early in course of care

—desire for future pregnancy or uncertain
—nonuse/inadequate use of contraception

MAND

Ig@c}‘ When to Discuss Pregnancy

 Atintervals during routine care, especially:
— interest in conceiving
— nonuse/inadequate use of contraception
— change in relationship
— medications with potential reproductive toxicity

—new developments in pregnancy and HIV
— at risk for unintended pregnancy
—enrollment in clinical trials

Perinatal Care




Estimated Number of Perinatally Acquired AIDS Cases
by Year of Diagnosis, 1985-2006—United States and
Dependent Areas

1,000+

INY,E}CNJT Prenatal HIV Transmission
'ON-DE|

MAND'

» Accounts for nearly all pediatric AIDS
cases: Approximately 91% of all AIDS cases
reported among U.S. children between 1985
and 2004.

e Can be prevented: 2% risk with appropriate

treatment compared with approximately 25%
when no interventions are given.

MMWR 1999;48 (19):401-404

*
Iﬁm’“ﬂl Early Diagnosis
'ON*DEMAND

» HIV screening should be routine in the
medical care of women prior to pregnancy

It is part of preconception care

Becoming pregnant w/o knowing HIV status
= important missed prevention opportunity




'—w > .
AT’I%JI Universal Opt Out Screening

ON=DEMAND'

» All pregnant women should be screened

Before screening, explain opt out process
— HIV screening recommended for all pregnant patients

— HIV testing is part of routine panel of prenatal tests
unless declined (opt-out screening)

Testing must be voluntary & free from coercion.
No woman should be tested without her knowledge.

'_‘L
ANYTP/I%J[ Universal Opt Out Screening

'ON-DEMAND'

* Provide information about (in person or in writing)
— HIV infection

— interventions that can reduce HIV MTCT
transmission

— meanings of positive & negative test results

e Give opportunity to ask questions & to decline
Use standard prenatal consent documentation/process
Nothing additional required for HIV prenatal testing
Document if decline

Addressing Reasons for
I}:EY’/IN‘CJT Declining Testing

ON-DEMAND!

« Discuss patient’s reasons
Resolve any logistical reasons
Explain importance of retesting
Might accept if their concerns are discussed
Might continue to decline

Patient decisions should be
respected & documented

MMWR Sept. 2006 55(714) 1-17 revised guidelines for HIV/AIDS testing A cents and pregnant women




NYN] Pregnant Woman with an
IAE’ICI HIV-Infected Male Partner
[ON=DEI

MAND

e Test for HIV (unless declined)
— 2nd test 3 trimester, before 36 wks (if poss)
If presents in labor: rapid HIV test

If seroconversion suspected, do HIV RNA &
antibody test; repeat HIV test in 4-6 weeks

HIV+ interventions to ¥ perinatal transmission
HIV- counsel about HIV risk reduction

I_“,N_ﬁ. HIV+ Women Planning a
AETC | Pregnancy

'ON-DEMAND'

Preconception care must focus on
* maternal infection status
* viral load

immune status

therapeutic regimen

education re perinatal transmission risks &
prevention

expectations for the child’s future

effective contraception until the optimal maternal

health status for pregnancy is achieved

Barrier to Care




I:EYF/;%JT What Is the Barrier to Care?
[ON-DEMAND E

* Many HIV-infected women cite discrimination &
discomfort as reasons for avoiding prenatal care

* Providing accessible, welcoming prenatal care
services for all women is an important strategy for
prevention of perinatal HIV infection and for

providing opportunities to protect women’s health.

Hepatitis & TB Prevention

Iw1vﬁ~ Linkage to HIV Care
ON-DEMA

* For woman & exposed infant
* Req medical & support services

Updated Perinatal Guidelines




Care Guidelines
I:EYWMT for HIV+ Pregnant Women
[ON=DEMAND'

* Provide standard clinical evaluation:
HIV disease stage

e Evaluate degree of immunodeficiency:
CD4* count, CD4%

» Assess risk of disease progression:
HIV-RNA plasma levels

U.S. Public Health Service Perinatal Guidelines Nov 2007

Care Guidelines

Ii&%’T for HIV+ Pregnant Women

e Document ARV use history
 Discuss +/- of therapy during pregnancy

» Develop strategy for long term evaluation &
management of mother and infant

U.S. Public Health Service Perinatal Guidelines Nov 2007

NY/NJ Revised Guidelines
AEIC | November 2007
[ON-DEMAND

» Before starting ARVSs: resistance testing
 Resistance testing also w. virologic failure
e Counsel re the importance of adherence

U.S. Public Health Service Perinatal Guidelines Nov 2007

10



INY/I\[]% Revised Guidelines

AEIC | Nevirapine
[ON=DEMAI

 Addition of single dose nevirapine to a potent
regimen is not recommended
— Leads to drug resistance in the mother

« If prevention only nevirapine based regimen

— continue nucleoside analogs for 3-7 days after
stopping nevirapine

U.S. Public Health Service Perinatal Guidelines Nov 2007

NY/NJ Revised Guidelines
AETC | November 2007
[ON ND

ON-DEMAI

e Even w AZT resistance, give IV AZT during
labor & delivery

e Optimal prophylactic regimen for newborns
whose mothers have ARV resistance should
be chosen before delivery with a pediatric
specialist

U.S. Public Health Service Perinatal Guidelines Nov 2007

NY Special ARV Use
IAE'/I%JT Considerations
[ON ND

ON-DEMA|

* Pregnancy may alter ARV absorption, distribution,
& metabolism

— ARV dosing and toxicity risk may be affected
— Some Pls may require altered dosing

» Limited data

* Report all cases of ARV drug exposure to
Antiretroviral Pregnancy Registry

U.S. Public Health Service Perinatal Guidelines Nov 2007

11



&Nﬁ‘ Perinatal HIVV Transmission
IAE’ICI

'ON-DEMAND "
* Without ARV: 16%—-25% rate in North America & Europe
e 1994: 21% rate (before ZDV recommendation)

e 1995: 11% rate (practice change)

* Today: risk of perinatal transmission can be <2% with

« effective antiretroviral therapy
» elective cesarean section as appropriate
» formula feeding

U.S. Public Health Service Perinatal Guidelines Nov 2007

INY/NJq‘ Monitoring during Pregnanc
(o] DEMA g g g y

» CD4cell count
— initial visit
— every 3 months afterwards
e Plasma HIV RNA levels
— Initial visit
— 2-6 weeks after starting/changing ARV therapy
— Monthly until RNA levels undetectable

— Every 2 months during pregnancy
— At 34-36 weeks for decision on mode of delivery

U.S. Public Health Service Perinatal Guidelines Nov 2007

INY/I\[]GI‘ Monitoring during Pregnancy
AEIC |
[ON=DEMAND
 Perform resistance testing for women with
suboptimal VL suppression or rebound
» Monitor for ARV drug complications
« Ultrasound recommendations:

1st trimester — gestational age & timing for

cesarean delivery (if needed)

«2nd trimester — fetal anatomy for women on
combination ARVs (especially efavirenz)
during 1st trimester

U.S. Public Health Service Perinatal Guidelines Nov 2007

12



INY/NJT Perinatal Care

DEMAI

The number of cases of perinatally acquired infection
in 2004 decreased by approximately 95% from the
peak reported incidence in 1992, largely because

of antiretroviral drug therapy during pregnancy.

Zorilla, IAS Topics in HIV Medicine, Vol 15, Issue 1, Feb/Mar 2007

I NY/N]q‘ )
AETC | Maternal HIV RNA Viral Load
[ON=DE!

MAND

Correlation between maternal VL & transmission risk, even in
pregnant women treated with ARV agents

e Risk of transmission with undetectable VL is extremely low
e Transmission has occurred at all VL levels

« ZDV W transmission regardless of VL level

* ZDV prophylaxis should be given even to women with very
low or undetectable VL levels

U.S. Public Health Service Perinatal Guidelines Nov 2007

I%} Pregnancy

DEMAND

Pregnancy does not accelerate HIV disease
Disease stage can impact pregnancy outcome
Perinatal transmission rates depend on multiple

factors
The use of ARVs—> decrease transmission rates

13



I:EY*/INCJT Pediatric AIDS Cases
'ON-DEMAND'

1992 to 2005: parentally acquired
AIDS cases declined 93% in the
USA from 855 to 57 cases

Time of Maternal HIV Testing among Children with
Perinatally Acquired AIDS, HIV Exposure or HIV Infection
Reported in 2006—United States and Dependent Areas

Perinatally
HIV Inf
Time of maternal HIV test
Before or at birth
After birth

Unknown

Zidovudine Use for HIV-infected Pregnant Women
or for Perinatally Exposed* or Infected Children
Born 1993-2006—50 Areas

100

Year of o] P

14



INY/NJq‘ Mode of Delivery
AEIC |

ON-DEMAND'

Counsel re potential +/- of cesarean vs vaginal delivery
e Cesarean A\ complications risk

— vaginal delivery in HIV-infected women

— cesarean in HIV-uninfected women

— Scheduled C/S less risky than emergent C/S

» Complications do not outweigh benefits of reduced
HIV transmission for those at increased risk

» Prophylactic narrow spectrum antibiotic
recommended for C/S

U.S. Public Health Service Perinatal Guidelines Nov 2007

INY/ $ _ _
AETh(]‘.Jl Antiretroviral Use
[ON-DEMAND

Use of zidovudine (ZDV) for
prevention of mother-child HIV
transmission in the U.S. increased
substantially between 1993-2003

I NYN® , —

AEIC | 2nd HIV Test in the 3™ Trimester

[ON“DEMAND .
Retesting should be considered for all
» preferably before 36 wks
* even in low-prevalence settings

e comparable $ effectiveness

Specifically recommended when:
e atincreased risk of HIV infection
* in certain states and facilities




I:EY%%JT Scheduled Cesarean Delivery
[ON=DE "

MAND

When maternal VL is not W\ w ART
» Schedule cesarean delivery

* Reduces risk of HIV transmission

'_‘L . . —
g&%‘l Antiretroviral Medications
{ON-=DEI

MAND

o Appropriate ART & prophylaxis use can
reduce perinatal transmission to <2%

 Antiretroviral medications including
zidovudine (ZDV) should be used as
appropriate for the woman'’s health and to
reduce HIV-1 transmission risk

Division HIV/AIDS Prevention, National Center for HIV/AIDS, Viral Hepatitis & TB Prevention, October 10, 2007

I_‘l- . .
‘I:EY'/I%J[ Avoidance of Breastfeeding
[ON-DEMAND .

Approx /5 HIV transmission is via breast milk
in populations where practice common

 Breastfeeding should be avoided
* Ensure access to a safe & affordable

breast milk substitute

Division HIV/AIDS Prevention, National Center for HIV/AIDS, Viral Hepatitis & TB Prevention, October 10, 2007

16



NY/NJ
AEIC |

MAND

Newborn Testing

 Rapid HIV testing of newborns
 Last chance at prophylaxis
» Mothers not screened

Division HIV/AIDS Prevention, National Center for HIV/AIDS, Viral Hepatitis & TB Prevention, October 10, 2007

ARV Concentration Differences

Gender Pregnancy data

i ;

LAUC (4);
© AUC (5)

Female

Female
7 dAUC (6, 7,11)

4 AUC (13), ©(14),(15)

4 AUC (6, 8)

Ead

Recommended Perinatal ARVs

NNRTIs NRTIs Other

Lopinavir/r Nevirapine  Zidovudine*
Recommended Lamivudine*

Indinavir Abacavir
) Ritonavir Didanosine
Alternative Saquinavir Emtricitabine
HGC Stavudine

Atazanavir Etravirine Tenofovir DF  Enfuvirtide

Fosamprenavir Maraviroc

Insufficient data Darunavir Raltegravir
Tipranavir

Nelfinavir= Efavirenz Zalcitabine
Not recommended Delavirdine

*Zidovudine and lamivudine are included as a fixed-dose combination in Combivir®; zidovudine, lamivudine, and abacavir
are included as a fixed-dose combination in Trizivir®.
** Dear Healthcare Professional, Pfizer, May 6, 2008

Available at: httr sinfo.nih.gov/guidelines. Revision: January




I:EYF/;%JT AZT and Pregnancy

ON-DEMAND'

ACTG 076 in April 1991 50 US sites

AZT appears to limit the transmission of HIV to fetuses
Women received 14-34 wks:

— 100 mg of AZT 5 x day

— or 200 mg 3 x day

During pregnancy women

— received AZT at 2mg/kg by continuous IV over one hour
and then 1mg/kg infusion until delivery

Infants receive 2mg/kg every 6 hours for 6 weeks

I E%T Toxicity of AZT

'ON-DEMAND'

» Can interfere with DNA polymerase
 Increased cancer rate in offspring (obsv’'d in mice)

» To date no cases of human cancers have been
seen in the with high dose AZT during pregnancy

I NY/N_ﬁ‘ What Types of ARV Therapy
AETC Can Be Used during Pregnancy

* FDA Pregnancy Categories
e AZT & 3TC NNRTI can cross placental barrier
» All other ARVs are classified as category C

» With women not on ART:
— discuss the +/- of starting before or after 14 wks




iEY*;%JT FDA Pregnancy Categories

[ON=DEMAND'

* A: Controlled studies show no risk; well-controlled studies in
pregnant women failed to demonstrate risk to the fetus
B: No evidence of risk in humans; either animal findings show
risk, but human findings do not; or, if no adequate human
studies have been done, animal findings are negative
C: Risk cannot be ruled out; human studies are lacking, and

animal studies are either positive for fetal risk, or lacking as well.
However, potential benefits may justify potential risk

D: Positive evidence of risk; investigational or post-marketing
data show risk to fetus. Potential benefits may outweigh risk

X: Contraindicated in pregnancy; studies in animals or humans
or investigational or post-marketing reports have shown fetal risk
which clearly outweighs any possible benefit to the patient

Watts et al. Am J Ob Gyn 2004;

Class Drug Pregnancy Category

Nucleoside(tide) RTI zidovudine, AZT
didanosine, DDI
stavudine, DAT
lamivudine, 3TC
abacavir, ABC
tenofovir, TDF
emtricitabine, FTC

WWOOO®O

nevirapine, NVP
Non Nucleoside RTI delavirdine, DLV

efavirenz, EFV

etravirine ETV

[AvNoNel

saquinavir, SQVHGC
indinavir, IDV
ritonavir, RTV
nelfinavir, NFV
Protease Inhibitors lopinavir/ritonavir, LPV/r
atazanavir, ATV
fos-amprenavir, f-APV
tipranavir, TPV
darunavit, DRV

BOOBOW®D®O @

O

Integrase Inhibitors raltegravir, RAL

Entry Inhibitors maraviroc, MVC
enfuvirtide, T-20

o @

NY/I\[]GI‘ i
AFTC | LPV PK in Pregnancy
ON-DEMAND!

36 HIV+ pregnancy subjects, aged 21-43 years, receiving LPV/r
400/100 SGC BID + 2 NRTIs

Trough levels measured 2 wks after initiating tx (n=29) or during 2"
and/or 3" trimester in subjects receiving ART prior pregnancy (n=7)

LPV trough lower in 3™ trimester (=26, mean trough, 4.76mg/L) vs.
2" trimester (n=25, mean trough, 5.64mg/L), although not stat sig.

— During 2" trimester, 2/25 pts were below recommended trough,
however both confirmed non-compliance.

— During 3 trimester 4/26 pts were below recommend trou
— At time of delivery, 25 pts (73.5%) had VL<50 copies/mL
— At 3 months, all 36 infants tested HIV (-)

Khuong-Josses MA et al. 14" CROI 2007, Los Angeles, poster 743




'muq. LPV PK in HIV+
| AEIC | Pregnant Pts vs Controls

ON=DEMAND'

Multicenter, case control study of HIV+ pregnant subjects
(n=101) and non-pregnant subjects (control; aged 29-38),
receiving LPV/r 400/100 SGC BID + 2 NRTIs

Median LPV trough in HIV+ pregnant pts not sig lower in the
31 trimester (n=74, median LPV Cmin, 3274 ng/mL) vs. 2"
trimester (=27, median LPV Cmin, 3806ng/mL; p=0.055).

HIV+ pregnant pts had significantly lower troughs vs control
(n=107, median LPV Cmin, 5122 ng/mL; p<0.0001 vs 314
trimester pts)

At delivery, 85% HIV+ pts have VL<200 copies/mL
— 7pts had VL>1000 copies/mL at delivery

Khuong-Josses MA et al. 14" CROI 2007, Los Angeles, poster 743

Adequate LPV Exposure Achieved during 3" Trimester with
Higher LPV/r Dose: PAC

* PACTG 1026 is an ongoing,

26s

prospective, non-blinded study Median Range
of ARV PK in HIV-infected T o
pregnant women 1 =40
+ Cohort of patients receiving 6 - 118
LPV/r 400/100 mg BID in the 2nd D4 at ety (el o) 50 0.1

trimester, then 533/133 mg BID
in the 3™ trimester and 2 weeks
post-partum (PP)

« Intensive steady-state 12-hr PK
performed during 39 trimester
and at 2 weeks PP

* Maternal and umbilical cord

blood obtained at delivery

PACTG 1026s cont

Conconitant ARV'satdelvery

{7 Combivi, 6 Trizvi, 6 Ocher

Ednicity

11 Hispanic, Black, 6 White, 1 Unknown

firochnik M., et al

Median [range]

2nd Trimester
400 mg/100 mg bid
n=8

¥4 Trimester
533 mg/133 mg bid
n=26

Postpartum
533 mg/133 mg bid
n=11

AUC
(meg#hr/mL)

57.3
(30.2 - 101.9)

87.5
(32 -153.5)

1517
(49.1-228.4)

Coredene
(meg/mL)

23
(12-82)

0.4
(BDL - 13.3)

110
(0.05 - 20.0)

C:D“
(meg/mlL)

8.0
(3.8-129)

9.7
(44-152)

150
(6.0-23.2)

Cropour
(meg/mL)

23
(13-7.6)

4.6
{0.5-9.8)

8.6
(24-163)

firochnik \

20



PACTG 1026s Study Results

Clinical outcomes at delivery
e HIV-1 RNA < 400 c/mL in 23/24 women
* Median CD4 count (range): 517 cells/mm3 (190 — 1339)
» 3reports of Grade 3/4 events:
« 1 hypoglycemia, 1 pedal edema, 1 elevated amylase
Cord blood and delivery LPV concentrations (n=23
mother/infant pairs)
* Both cord and maternal LPV blood levels
< limit of detection in 2 pairs
 LPV concentrations measurable in cord and maternal blood from 21
airs
P Cord blood LPV concentration, median (range): 0.9 pg/mL (0.1 — 11.2)
Maloeg.n)al LPV concentration at delivery, median (range): 4.9 pg/mL (0.4

Cord blood/maternal ratio, median (range): 0.23 (0.08 — 1.11)

PACTG 1026s Conclusions

DEMAND

Higher LPV/r dose (533/133 mg BID) was well tolerated and
provided adequate exposure during 3 trimester
« Resulted in excessive AUC at 2 weeks Postpartum

Low LPV AUC with standard 400/100 mg BID dosing during 2"d
trimester

Poor LPV placental transport

Recommending that higher LPV/r dose (533/133 mg BID) should
be used in pregnant women during 34 trimester
« Higher dose to be considered Pl-experienced pregnant women
during 2" trimester
« Postpartum LPV/r dosing can be reduced to standard dose (400/100
mg BID) by 2 weeks after delivery

Transplacental Passage of Tenofovir & Other ARVs at Delivery &
Tenofovir Pk during Pregnancy, at Delivery and Postpartum

« Tenofovir PK during pregnancy and postpartum (Burchett et al., #738b)

— TFV PK assessed in women on TDF-containing HAART during the 2nd (n=2,
or 3rd (n=19) trimester of pregnancy, and at 6-12 wks postpartum (PP; n=14). Placental transfer was
also assessed at delivery.

TFV AUC was lower in pregnancy vs. PP [median (range): 2.5 (1.1 — 3.6)
pg-hr/mL during pregnancy vs. 2.95 (1.6 — 7.2) pg-hr/mL during PP; p = 0.02]

TFV AUC exceeded the target AUC (2 pg —hr/mL) for most women (74% 3rd tmst; 86% PP)

Maternal plasma vs. umbilical cord TFV concentrations were similar at delivery
[65 vs. 62 ng/mL; median ratio = 1.04 (range: 0.6 to 1.7]

« Placental transfer of TFV at delivery (Bonora et al. #738a)
— Sub study of the TARGET study (ltalian observational study of HAART in pregnancy)

— Paired samples of maternal and cord blood obtained at delivery in 30 HIV+ women receiving HAART,
including 5 women receiving TDF

TFV cordal vs. maternal plasma levels were similar [48 vs 47.5 ng/mL;
median (range) ratio: 0.99 (0.94 to 1.05)] suggesting transfer by diffusion.

Bonora, et al., CR
Burchett, et al




Pregnancy & Pregnancy Outcomes among Women in the
DART Trial

ART to mother in pregnancy (n=164)
1866/2156 (87%) of women enrolled are of
child-bearing age (<45 years) CBVANVP
Median follow up time is 2.8 years 15%
164 pregnancy outcomes; 55% live births; CBV+TDF
high rate of spontaneous miscarriage
87% of women stayed on same ART
throughout pregnancy

74% CBV+ABC 3%
Switched
4%
other
4%

1 over time and fetal lo
\ NRTIs throughout pre the only one

nilar to other studies
of intrauterine ART

64

male L. et al. CRC

Pregnancy Outcomes with receiving Efavirenz after the 1st
Trimester

* MTCT-Plus Initiative and Thai Red Cross AIDS Research Center provision of ZDV/3TC/NVP
to HIV-infected pregnant Thai women (Feb 03- Sept 06; n=606)

Patients with > grade Il AST/ALT toxicity switched NVP to EFV
— 38 pregnancy outcomes on EFV
— Allinfants were healthy at birth; no congenital anomaly observed

EFV (n=38) NVP (n=553) p-value
Preterm birth 10.5% .5% 0.295

Low birth weight 15.8% , 0.639

» Conclusions:
—EFV use after first trimester was safe.
—Monitoring pregnancy outcomes in larger pop should con’t

65
Phanuphak N, et al

NYNJ i ' i
NJl Special Considerations

MAND

« Use with caution during pregnancy:

— Nevirapine: A\ risk of hepatotoxicity; do not initiate
in women with CD4 cell count >250 cells/mm? unless benefits
clearly outweigh risks

— NRTIs: risk of lactic acidosis/hepatic steatosis; monitor hepatic
enzymes, electrolytes monthly in 3rd trimester; assess often
for new symptoms

— If on NVP with suppressed VL and tolerating it, continue NVP
« Screen for hyperglycemia:

— Standard glucose loading test at 24 -28 weeks

— Consider earlier screening if on chronic Pl-based ther

U.S. Public Health Service Perinatal Guidelines Nov 2007

22



IWNJ‘F Stopping ART during
AE’IC 5

ON-DEMAI

» Avoid interruption of ART, if possible
* If required, stop and reinitiate all drugs @ same time
except:
— If on NNRTI: Stop NNRTI first, con’t others ~7 days

* NNRTIs have long half-life; optimal interval between
stopping NNRTI and other ARV drugs not known

— If restarting NVP after interruption of >2 weeks, restart
with standard 2-week dose escalation

U.S. Public Health Service Perinatal Guidelines Nov 2007

INY’NJT Failure of Viral Suppression

MAND .

Assess resistance, adherence, dosing, and
problems with absorption

Consider modification of ARV regimen

Consult an expert

Scheduled cesarean delivery recommended
if HIV RNA >1,000 copies/mL near time of delivery

U.S. Public Health Service Perinatal Guidelines Nov 2007

&Nﬁ‘ Concerns in Pregnancy
I.‘!E'I‘Cl B

DEMAND

9/07: Manufacturer (Pfizer) letter

Low levels of ethyl methane sulfonate (EMS), a
process-related impurity, in nelfinavir

EMS: teratogenic, mutagenic, & carcinogenic in

animals
No data from humans exists
No A in birth defects in the ARV Preg Registry

Guideline in use of Antiretroviral therapy in Adolescents and Adults January 2008




I:EY,’I%JT Nelfinavir
[ON=DE|

MAND

Not recommended for use in pregnancy until
further notice

Note: As of 3/31/08, all nelfinavir (Viracept)
manufactured by Pfizer meets the new limits of
EMS established by the FDA for all patient
populations, including pregnant women and
children.

*Dear Healthcare Professional Letter, 5/6/08 available at:
http://www.aidsinfo.nih.gov/DrugsNew/DrugDetailNT.aspx?int_id=263

Interactions with Oral
Contraceptives

Drngs Affected Atazanavir (ATV) Fosamprenavir (FPY)

Ao et esadicl cd noveinde e ootk APV,
AV

Do contmrer, v medods o omraceyion e emmended.

el By el AUC I, stindonz ACCA 0%
Dose: e Lovet ke dose o aerve s

Drugs Darunavir = Ritonavir Indinavir (IDV) Lopinavir = Ritonavir (LPV/r)

VRTVE
e Rt e eyl sl fom
RV Useatemaive o sddiion mehod wih
DRV

Drugs Affected

Leres Etiyletadl V424
Ustalenstve o addiions nethod

Ritonavr (RTY)
Ll Bl st 401
Useabenate o sl efhod

Levels Norencrone 2% Efunylstacia
A% N o adtuent

Nelfmvir (NFV)
Lol Neindoe ¥ [0 Ebiyl el ¥ 474,
Useaematveor addone et

Drugs

Affected Saquinavir’ (SQV) Maraviroc (MVC)

Yo d
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NY/N

Available at: http:/aidsinfo.nih.gov/guidelines. Revision: January 29, 2008

AEIC | Interactions with NNRTIs
Delavirdine | Efavirenz Etravirine | Nevirapine
(DLV) (EFZ) (ETR) (NVP)
Levels of Levels ethinyl 0N ethinyl Levels:
ethinyl estradiol T estradiol AUC ethinyl
estradiol may T |37%. 22% estradiol
Clinical sig No data on & Norethindrone 1 ~20%
unknown other Dose: standard | Use altor
component. additional
Use alt or methods
additional
methods

ON-DEMAI

Oral Contraceptives

e Al NNRTI & Pls impact OCP and HRT EE AUC
e Consider Alt contraceptive methods

e Little info on newer hormonal contraceptives
— patch, vaginal ring
— dose adjustment for HAART

* Women with HIV should have the same access
to reproductive options as uninfected women

Summary

25



Summary

All women should be tested
— Regardless of childbearing age

All pregnant women tested in 15t and 3" trimesters
— All women should be able to achieve viral suppression by delivery.

Discordant couples (HIV- woman; HIV+ partner)
— Counsel on harm and risk reduction for transmission of the virus

If patients refuse testing, refusal must be documented
in patient’s chart.

Summary

All HIV infected women need to be evaluated for
family planning.

Women who have no prenatal care should be
started on intrapartum AZT therapy at the rupture of
membrane.

Counsel regarding risk and modes of delivery

« Adherence, side effects and virologic suppression leads to
reduction in maternal child transmission.

* Some ART are not optimal in women of child-bearing age.

Multidisciplinary approach to women who are HIV+ and
pregnant should include infectious diseases, OB/GYN,
perinatologist, fetal-maternal medicine, social services and
pediatric infectious diseases.




Save the Date!

HIV Across the Lifespan:
Screening & Management
in the Primary Care Setting

Program 2: HIV & Adolescents

IE%T Questions?

'ON-DEMAND'

Contact: Melissa Laurie
Columbia University
NY/NJ AIDS Education and Training Center
100 Haven Avenue, Suite 31G
New York, NY 10032

(212) 304-5530 or mi2489@columbia.edu
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