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Only Integrase Inhibitor Approved in the United States for Treatment
of HIV-1 in Newborns from Birth to 4 Weeks of Age
KENILWORTH, N.J. – Merck (NYSE: MRK), known as MSD out side t he Unit ed St at es and Canada, t oday announced t hat t he U.S.
Food and Drug Administ rat ion (FDA) has approved ISENTRESS® (ralt egravir), t he company’s int egrase inhibit or, for use in
combinat ion wit h ot her ant iret roviral agent s, for t he t reat ment of HIV-1 in neonat es – newborn pat ient s from birt h t o four
weeks of age – weighing at least 2 kg. The FDA approval for t he use of ISENTRESS in t he t reat ment of HIV-1 in neonat es is
support ed by result s from an open-label, mult icent er clinical st udy, IMPAACT P1110, evaluat ing t he safet y and
pharmacokinet ics of ISENTRESS for oral suspension in 42 full-t erm HIV-1 exposed newborns at high risk for acquiring HIV-1
infect ion from t heir mot hers.
“Because clinical research on t he use of ant iret roviral drugs t o t reat newborns wit h HIV-1 infect ion has been limit ed, few
ant iret roviral agent s are approved for t his populat ion,” said Dr. Eliav Barr, senior vice president , global clinical development ,
infect ious diseases and vaccines, Merck Research Laborat ories. “Wit h t his FDA approval, ISENTRESS becomes t he only
int egrase inhibit or approved in t he U.S. for t he t reat ment of HIV-1, in combinat ion wit h ot her ant iret roviral agent s, for
neonat es weighing at least 2 kg. This achievement underscores Merck’s unwavering commit ment t o t he development of
t reat ment opt ions for HIV-1.”
ISENTRESS does not cure HIV-1 infect ion or AIDS. Severe, pot ent ially life-t hreat ening and fat al skin react ions have been
report ed. This includes cases of St evens-Johnson syndrome, hypersensit ivit y react ion and t oxic epidermal necrolysis.
Immediat ely discont inue t reat ment wit h ISENTRESS and ot her suspect agent s if severe hypersensit ivit y, severe rash, or rash
wit h syst emic sympt oms or liver aminot ransferase elevat ions develops and monit or clinical st at us, including liver
aminot ransferases closely. For more informat ion, see “Select ed Safet y Informat ion” below.
The use of ISENTRESS is not recommended in pre-t erm newborns or infant s weighing less t han 2 kg, as no dat a are available
in t hese populat ions. If t he mot her has t aken ISENTRESS or ISENTRESS HD wit hin t wo t o 24 hours before delivery, t he
newborn’s first dose should be given bet ween 24 t o 48 hours aft er birt h.
Abo ut IMPAACT P1110
The IMPAACT P1110 st udy used a t wo-cohort design. Cohort 1 newborns received t wo single doses of ISENTRESS for oral
suspension: t he first wit hin 48 hours of birt h and t he second at seven t o t en days of age. Cohort 2 newborns received daily
dosing of ISENTRESS for oral suspension for six weeks at different weight -based doses. Sixt een newborns were enrolled in
Cohort 1 (10 were exposed t o ISENTRESS in ut ero and 6 were not ) and 26 in Cohort 2 (all unexposed t o ISENTRESS in ut ero);
all infant s received a st andard of care ant iret roviral drug regimen for prevent ion of mot her t o child t ransmission. All enrolled
infant s were followed for safet y for 24 weeks. At t he complet ion of t he st udy, all pat ient s were HIV-1 negat ive. The safet y
profile of ISENTRESS in t his st udy was comparable t o t hat observed in adult s.
Selected Safety Info rmatio n abo ut ISENT RESS (raltegravir)
Immune reconst it ut ion syndrome can occur, including t he occurrence of aut oimmune disorders wit h variable t ime t o onset ,
which may necessit at e furt her evaluat ion and t reat ment .
ISENTRESS chewable t ablet s cont ain phenylalanine, a component of aspart ame, which may be harmful t o pat ient s wit h
phenylket onuria.
Co-administ rat ion of ISENTRESS wit h drugs t hat are st rong inducers of uridine diphosphat e glucuronosylt ransferase (UGT)
1A1 may result in reduced plasma concent rat ions of ralt egravir. Co-administ rat ion of ISENTRESS wit h drugs t hat inhibit
UGT1A1 may increase plasma levels of ralt egravir.

Co-administ rat ion of ISENTRESS and ot her drugs may alt er t he plasma concent rat ion of ralt egravir. The pot ent ial for drugdrug int eract ions must be considered prior t o and during t herapy. Co-administ rat ion or st aggered administ rat ion of aluminum
and/or magnesium-cont aining ant acids and ISENTRESS is not recommended.
During co-administ rat ion wit h rifampin, t he recommended dosage of ISENTRESS in adult s is 800 mg t wice daily. Rifampin, a
st rong inducer of UGT1A1, reduces plasma concent rat ions of ISENTRESS. There are no dat a t o guide co-administ rat ion of
ISENTRESS wit h rifampin in pat ient s below 18 years of age.
The impact of ot her st rong inducers of drug met abolizing enzymes on ralt egravir is unknown (e.g., Carbamazepine,
Phenobarbit al, and Phenyt oin). Co-administ rat ion of ISENTRESS wit h ot her st rong inducers is not recommended.
Abo ut ISENT RESS (raltegravir)
Approved in 2007, ISENTRESS was t he first int egrase inhibit or developed for t he t reat ment of HIV-1 infect ion. ISENTRESS is
one of t he regimen opt ions recommended by t he U.S. Depart ment of Healt h and Human Services – in combinat ion wit h ot her
ant iret roviral agent s – as a first -line t herapy in t reat ment -naïve HIV-1 infect ed adult s. ISENTRESS, in combinat ion wit h ot her
ant iret roviral agent s, is also approved t o t reat HIV-1 infect ion in pediat ric pat ient s weighing at least 2 kg.
ISENTRESS works by inhibit ing t he insert ion of HIV-1 DNA int o human DNA by t he int egrase enzyme and has demonst rat ed
rapid ant iviral act ivit y. Inhibit ing int egrase from performing t his essent ial funct ion limit s t he abilit y of t he virus t o replicat e
and infect new cells.
ISENTRESS is approved as part of combinat ion t herapy in 112 count ries for t reat ment of HIV-1 infect ion in adult pat ient s and
adolescent s. ISENTRESS, in combinat ion t herapy, for use in children and adolescent s wit h HIV-1 aged t wo years and older has
been approved for use in 69 count ries, and ISENTRESS for oral suspension for infant s at least four weeks of age is approved
for use in 33 count ries. ISENTRESS for oral suspension is also now approved in t he U.S. for t he t reat ment of HIV-1 in newborns
from birt h t o four weeks of age and weighing at least 2 kg.
Selected Safety Info rmatio n abo ut ISENT RESS (raltegravir) Co ntinued
The most commonly report ed (≥2%) drug-relat ed clinical adverse react ions of moderat e t o severe int ensit y in t reat ment naïve adult pat ient s receiving ISENTRESS compared wit h efavirenz were headache (4% vs 5%), insomnia (4% vs 4%), nausea
(3% vs 4%), dizziness (2% vs 6%), and fat igue (2% vs 3%), respect ively. In t reat ment -experienced adult pat ient s receiving
ISENTRESS, t he most commonly report ed (≥2%) drug-relat ed clinical adverse react ions of moderat e t o severe int ensit y and
at a higher incidence compared wit h placebo was headache (2% vs <1%). In bot h st udies, int ensit ies were defined as:
Moderat e (discomfort enough t o cause int erference wit h usual act ivit y); or Severe (incapacit at ing wit h inabilit y t o work or do
usual act ivit y). In t reat ment -experienced pediat ric pat ient s 4 weeks t hrough 18 years of age receiving ISENTRESS, t he
frequency, t ype and severit y of drug- relat ed adverse react ions were comparable t o t hose observed in adult s.
Grade 2–4 creat ine kinase laborat ory abnormalit ies were observed in subject s t reat ed wit h ISENTRESS. Myopat hy and
rhabdomyolysis have been report ed. Use wit h caut ion in pat ient s at increased risk of myopat hy or rhabdomyolysis, such as
pat ient s receiving concomit ant medicat ions known t o cause t hese condit ions and pat ient s wit h a hist ory of rhabdomyolysis,
myopat hy or increased serum creat ine kinase.
Rash occurred more commonly in t reat ment -experienced subject s receiving regimens cont aining ISENTRESS +
darunavir/rit onavir compared t o subject s receiving ISENTRESS wit hout darunavir/rit onavir or darunavir/rit onavir wit hout
ISENTRESS. However, rash t hat was considered drug relat ed occurred at similar rat es for all 3 groups. These rashes were mild
t o moderat e in severit y and did not limit t herapy; t here were no discont inuat ions due t o rash.
There is a pregnancy exposure regist ry t hat monit ors pregnancy out comes in women exposed t o ISENTRESS during
pregnancy. Healt hcare providers are encouraged t o regist er pat ient s by calling t he Ant iret roviral Pregnancy Regist ry (APR) at
1-800-258-4263.
Women infect ed wit h HIV-1 should be inst ruct ed not t o breast feed if t hey are receiving ISENTRESS due t o t he pot ent ial for
HIV t ransmission.
Abo ut Merck
For more t han a cent ury, Merck, a leading global biopharmaceut ical company known as MSD out side of t he Unit ed St at es and
Canada, has been invent ing for life, bringing forward medicines and vaccines for many of t he world’s most challenging
diseases. Through our prescript ion medicines, vaccines, biologic t herapies and animal healt h product s, we work wit h
cust omers and operat e in more t han 140 count ries t o deliver innovat ive healt h solut ions. We also demonst rat e our
commit ment t o increasing access t o healt h care t hrough far-reaching policies, programs and part nerships. Today, Merck
cont inues t o be at t he forefront of research t o advance t he prevent ion and t reat ment of diseases t hat t hreat en people and
communit ies around t he world - including cancer, cardio-met abolic diseases, emerging animal diseases, Alzheimer’s disease
and infect ious diseases including HIV and Ebola. For more informat ion, visit www.merck.com and connect wit h us
on Twit t er, Facebook, Inst agram, YouTube and LinkedIn.
Fo rward-Lo o king Statement o f Merck & Co ., Inc., Kenilwo rth, N.J., USA
This news release of Merck & Co., Inc., Kenilwort h, N.J., USA (t he “company”) includes “forward-looking st at ement s” wit hin
t he meaning of t he safe harbor provisions of t he U.S. Privat e Securit ies Lit igat ion Reform Act of 1995. These st at ement s are
based upon t he current beliefs and expect at ions of t he company’s management and are subject t o significant risks and
uncert aint ies. There can be no guarant ees wit h respect t o pipeline product s t hat t he product s will receive t he necessary
regulat ory approvals or t hat t hey will prove t o be commercially successful. If underlying assumpt ions prove inaccurat e or
risks or uncert aint ies mat erialize, act ual result s may differ mat erially from t hose set fort h in t he forward-looking st at ement s.
Risks and uncert aint ies include but are not limit ed t o, general indust ry condit ions and compet it ion; general economic fact ors,
including int erest rat e and currency exchange rat e fluct uat ions; t he impact of pharmaceut ical indust ry regulat ion and healt h
care legislat ion in t he Unit ed St at es and int ernat ionally; global t rends t oward healt h care cost cont ainment ; t echnological
advances, new product s and pat ent s at t ained by compet it ors; challenges inherent in new product development , including
obt aining regulat ory approval; t he company’s abilit y t o accurat ely predict fut ure market condit ions; manufact uring
difficult ies or delays; financial inst abilit y of int ernat ional economies and sovereign risk; dependence on t he effect iveness of
t he company’s pat ent s and ot her prot ect ions for innovat ive product s; and t he exposure t o lit igat ion, including pat ent

t he company’s pat ent s and ot her prot ect ions for innovat ive product s; and t he exposure t o lit igat ion, including pat ent
lit igat ion, and/or regulat ory act ions.
The company undert akes no obligat ion t o publicly updat e any forward-looking st at ement , whet her as a result of new
informat ion, fut ure event s or ot herwise. Addit ional fact ors t hat could cause result s t o differ mat erially from t hose described
in t he forward-looking st at ement s can be found in t he company’s 2016 Annual Report on Form 10-K and t he company’s ot her
filings wit h t he Securit ies and Exchange Commission (SEC) available at t he SEC’s Int ernet sit e (www.sec.gov).
Please see Prescribing Informat ion for ISENTRESS (ralt egravir) and ISENTRESS HD (ralt egravir)
at ht t p://www.merck.com/product /usa/pi_circulars/i/isent ress/isent ress_pi.pdf, Pat ient Informat ion for ISENTRESS and
ISENTRESS HD (ralt egravir) at ht t p://www.merck.com/product /usa/pi_circulars/i/isent ress/isent ress_ppi.pdf. The Inst ruct ions
for Use also are available at ht t p://www.merck.com/product /usa/pi_circulars/i/isent ress/isent ress_ifu.pdf
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