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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed o use SAPROPTERIN
DAYDROCHLORIDE TABLETS anc SAPROPTERIN DHIFDROGHLORIDE POWDER Fon

and effectively. See full prescribing information
DIRVDRDCHLORIDE TABLETS ‘and SAPROPIER DINYOROGHLOMIDE POWDER FOR
ORAL SOLUTIO!

= Powder for Oral Solution: 100 mg and 500 mg sapropterin dinydrochioride. (3)

None. (4)

« Hypersensitvity reactions including anaphlaxis: Sapropterin dihydrochloride s not

Sapropterin dihydrochloride powder for oral soluton is available as a unit dose packet
containing 100 mg of sapropterin dihydrochioride and as a unit dose containing
500 g of sapropteri dihycrochiorde. The powder is off-white o yellow i color.

4 CONTRAINDICATIONS

Mune

recommended in patients with a history of anaphylaxis

failre. polyuri,
agitaton, izziness, nausea, pharyngits, abdominal pain, upnerabdnmma\ et upper
respiratory tract nfecton.

62 Postmarketing Experience

The following adverse reactions have_been reported during post-approval use of
sapropterin dihydrochioride. Because these reactons are reported voluntarly from a
population of uncertain size, it s not always possible o relably estimate ther frequency

'SAPROPTERIN DIKYDROCHLORIDE tablets,for oral use discontinue treatment in patients who and iniat i i ing Anaphylaxi
T i medical treatment.Continue ditary Phe rstricions. (5.1) Sanmmevm ainyrochirde s no ecommended i patients it a istry of anaphyais o establsn a cavsl solalonsni o 60 exposre. |
Initil U.S. Approval: 2007 ~ Upger patients for
A of ) tave occured [soe Advese Raactons (62 Sgns % apoes bouds aheonn, several Gaysofnfaing eatment [seo Warnings and Precautons (511

Warnings and Precautions

Upper Gastroinestinal Mucosal nflammation (5.2) 12/2019

phenylalrine (Phe) levels n adult and pediatric patiens one month o age and older with
yper

dinydrochloride doses of 20 mg/ka per day are at increased risk for low levels of biood
Phe compared with patients 7 years and older. 5.3)

dyspnea, coughing, hypotension, flushing, nausea, and rash. Discortinue treatment
i oo dhyochioids in b who Sxpatence oS and e
appropriate medical eatment. Continue dietary protein and Phe restricton in patients

= Monitoring Blood Phe Levels During Treatment:
ukona elance during eamentvihseprutan oo, Freqent bond
4,21

52 Upper Gastrointestinal Mucosal Inflammation

monitoring )
= Lack of Biochemical Response to sapropterin Dihydrochioride Treatment: Response fo
sapropterin dinydrochioride treatment cannot be pre-Getermined by laboratory (e.g.,
molecular) testing and can only be determined by a therapeutic tial of sapropterin
(65,21)

(KL). " ted die. (1)
treated with a Phe dit, i or 1)
* Pediatr month to 6 years: Tt dose of sapropterin =

e
dmydmchlnnﬂe pefs mg/kg taken once daly. (2.1

« Interaction with Levodopa: Seizures, over-stimulation or iitabilty may occur; monitor
patients for a change in neurologic status. (5.6,7)
Monitor patients for hyperactiviy. (5.7)

(6) adverse reactions suggestive of upper Gl mucosal inflammation

dihydrochlorde. Serious adverse  reactions
included esophagitis and gastits [see Adverse Reactions (6.2). I let unreate, hese
could lead to severe sequelae indluding esophageal strcture, esophageal uicor, gastrio

Gastrointestinal reactions: esophagitis, gastrtis, oropharyngeal pain, pharyngits,
‘esophageal pain, abdominal pain, dyspepsia, nausea, and vomiting [see Warnings and
)

Hyperactivity: Two cases_have been reported. In one case, the patient received an

Overdosage (10)].

7 DRUG INTERACTIONS

Table 4 includes drugs with clinically important drug interactions when administered with
‘sapropterin dihydrochloride and instructions for preventing of managing them.

1

PATIENT INFORMATION

Sapropterin (SAP-roe-PTER-in) dil ride Tablets
Sapropterin (SAP-roe-PTER-in) dihydrochloride powder for
oral solution

What is Sapropterin dihydrochloride?

Sapropterin dihydrochloride is a prescription medicine used to
lower blood levels of phenylalanine (Phe), in adults and children one
month of age and older with a certain type of Phenylketonuria (PKU).
Sapropterin dil is used along with a Phe-restricted diet.

can cause serious side effects,

including:

- Severe allergic reactions. Stop taking sapropterin
dihydrochloride and get medical help right away if you develop
any of these symptoms of a severe allergic reaction:

« wheezing or trouble breathing « flushing
* coughing * nausea
* feeling or you faint ® rash

What should | tell my doctor before taking sapropterin

dihydrochloride?

Before you take sapropterin dihydrochloride, tell your doctor

about all your medical conditions, including if you:

« are allergic to sapropterin dihydrochloride or any of the
mgred\em in sapmptenn dihydrochloride tablets and sapropterin

ety mg/kg taken once daly. (2.1)

= Doses of sapropterin dihydrochloride may be adjusted in the range of 5 to 20 mg/kg
taken once daily. (2.1)
= Monitor blood Phe regularly,especially i pediatric patients. (2.1, 5.3)

« Take witha meal. (2.2)
= Swallow tablets whole or after mixing in a smal amount of softfoods or dissolving in
9

thinorrhea,
diarthea, vomiting, cough, and nasal congestion. 6.1)

To report SUSPECTED ADVERSE REACTIONS, contact 1-800-983-4587, or FDA at
1-800-FDA-1088 or www.da.gov/medwatct

wlcer, and bleecing and such compicatons have been reportd in patient NG Table 4: lnically Relevant Drug Ineractions
patens for Glmucosal
inflammaton En
53 pophenylianinemia Cinical Ipact | Saproptein_dihydrochioride_ may increase the_avallbilly of
In clnical tals of saproplern_diycrochoride, some PKU palients experienced e
ypoghenylalaninemia ow blood Ph) during ttment with in patints recehing saproptein and levodopa
In acinical sudy Younger than 7 years old treated with saproptein Concomtany or ' non-pK0. ndeaton fsee. Warings. and
than .

i cinca s of ot paterts s Aderss Rezctons (61 Precautions (6.5

1 Blood Phe Levels During Treatment ntervenion | Moniorpatents for achang I neuroogi staus. .

saproptern ditydrochioride dosage as needed. (7
- Nitric

for )

foods or complete
information on mixing with food or liquid. 2.2)

= Tablets: 100 mg sapropterin dihydrochioride. 3}

See 17 for PATIENT COUNSELING INFORMATION

Inhibiors of Folate Synthesis (e.0., methotrexate, valproic acid, phenobarbital,

- (e... metholexate valpoicacid, phenobarbital, rimethoprim:  damage, incuding severe intellectual disabilty, developmental delay, microcephaly, | trimethoprim)
BHA delayod speeh, siures, and befaviol abnormaltes, Conesaly. rolnged lvels

ofHieod Pt are 0w fav bee asosited wihcatabolsmand ndogenous | Cincl npact | 1o i vio oncicldata gt g at i

PDE-5 inhibtrsy Pt plotin bickiow, wich o been assceted wih avers developmetalctcames folate synthesis may decrease the bioavaiabilty of endogenous

R maregemert of ity P make vl aking sapopern dhytrocore s BH4 by inhibiing the enzyme dihydrofolate reductase, which is

require involved in the recycing (regeneration) of BH4. This reduction in

evel et BH4 levels may increase Phe levels.
Revised: 0912020 fecommended in the peditric popultion g oo ) Intervention | Consider monitoring blood Phe levels more frequently during

FULL PRESCRIBING INFORMATION: CONTENTS*
1 INDICATIONS AND USAGE
2 DOSAGE AND ADMINISTRATION
21 Dosage
22 Preparation and Administration Instructions
3 DOSAGE FORMS AND STRE
4 CONTRAINDICATIONS
5 WARNINGS AND PRECAUTIONS
5.1 Hypersensitvty Reactions Including Anaphylaxis
52 Upper Gastrointestinal Mucosal Inflamation
53 Hypophenylalaninemia
5.4 Monitoring Blood Phe Levels During Treatment
55 Lackof

7 DRUG INTERACTIONS
8 USE IN SPECIFIC POPULATIONS

56  Interaction with Levodopa

61 CinicalTrials Experience
62 Postmarketing Experience

1 Carcinogenesis, Mutagenesis, Impairment o Fertiity
14 CLINICAL STUDIES

16 HOW SUPPLIED/STORAGE AND HANDLING

17 PATIENT COUNSELING INFORMATION

* Sections or subsections omitted fom the Full Pescibing Information are no sted

‘Some patients with PKU do not show biochemical response (reduction in biood Phe)
with treatment with sapropterin dihydrochioride. In two clinical trals at a sapropterin
dihydrochloride dose of 20 mokg per day, 56% to 75% of pediatric PKU patients showed
a biochemical response to sapropterin dihydrochloride, and in one clinical trial at a dose
of 10 mokg per day, 20% of adult and pediatric PKU patients showed a biochemical

Biochemical response to Soropan dinydrochloride treatment cannot generally be
pre-determined by laborato . molecular testing), and should be determined
through a therapeutic tial (waluuﬂam of sapropterin inyarochiorde response_[see
1ge and Administration

55 Intrsctonwith m«nw-

In a 10-year post-marketing safety survellance program for a non-PKU indication
using another sapropterin product, 3 patients with underlying neurological disorders
experienced seizures, exacerbation of seizures, over-stimulation, and irtabily during

concomitant administration. An increased dosage of Sapropterin
ihydrochioride may be necessary to achieve a biochemical
response.

PDE-5 inhib

sildenafl, vardenail, or tadalaf)

Clinical Impact | Both sapropterin_dinydrochloride and PDE-5 inhibitors may
induce vasorelaxation. A reduction in biood pressure could occur;
mbined use of these medications has not been
evaluated in humans.
Intervention Monitor blood pressure.

8 USE IN SPECIFIC POPULATIONS
81 Pregnancy

for changes in
Drug Interactons (7).
5 7 Hyperactivity

Isce

i experincd hyperaciiiy when treated wilh sapropterin dmydmchlmme [see
Adverse Reactions (6.2} Monitor patients for hyperactviy.

© ADVERSE REACTIONS

FULL PRESCRIBING INFORMATION

Table 1: 10 mg/kg per day Dosing Table for Infants Weighing 10 kg or less

61 Clinical
Because clinicaltrials are conducted under widely varying conditons, adverse reaction

There s a pregnancy exposure regisiry has been established that monilors pregnancy
outcomes in women who are exposed to sapropterin dinydrochloride during pregnancy.
For. the

Risk Summary
Available pregnancy registry data have not reported an association with sapropterin
dinydrochloride tablets and major birth defects, miscarriage, or adverse matenal or fetal

powder for oral solution. See the list of

ingredients in sapropterin dihydrochloride tablets and sapropterin

dihydrochloride powder for oral solution at the end of this leaflet.

have poor nutrition or have loss of appetite.

are pregnant or plan to become pregnant.

Pregnancy Exposure Registry: There is a pregnancy exposure

registry for women who take sapropterin dihydrochloride during

pregnancy. The purpose of this registry is to collect information

about the health of you and your baby. Talk to your doctor about

how you can take part in this registry or contact the registry

program at 1-800- 983-4587.

are breastfeeding or plan to breastfeed. It is not known if

sapropterin dihydrochloride passes into your breast milk. Talk

to your doctor about the best way to feed your baby if you take

sapropterin dihydrochloride.

Tell your doctor about all the medicines you take, including

prescription and over-the-counter medicines, vitamins, herbal,

and dietary supplements. Sapropterin dihydrochloride and other

medicines may interact with each other.

Especially tell your doctor if you take:

« amedicine that contains levodopa

* an antifolate medicine

« sildenafil (Revatio, Viagra), tadalafil (Adcirca, Cialis), vardenafil
(Staxyn, Levitra)

Tell your doctor if you are not sure if your medicine is one that is

listed above.

Know the medicines you take. Keep a list of them to show your

doctor and pharmacist when you get a new medicine.

« Inflammation of lhe ing of the stomach (gastritis) or
eesophagus (esoph: ). Gastritis or esophagitis can happen
with sapropterin dmydmchlcnde and may be severe. Call your
doctor

5

ymptoms:

« severe upper stomach-area (abdominal) discomfort or pain,

nausea and vomiting

« blood in your vomit or stool

= black, tarry stools

« difficulty swallowing

« loss of appetite

« pain in the throat
« Phe levels that are too low. Some children under the age of 7
years who take high doses of Sapropterin dihydrochloride each
day may experience low Phe levels.
Too much or constant activity (hyperactivity) can happen
with sapropterin dihydrochloride. Tell your doctor if you have
any signs of hyperactivity, including:
« fidgeting or moving around too much
« talking too much
The most common side effects of sapropterin dihydrochloride are:

« headache

= runny nose and nasal congestion

= sore throat

« diarrhea

= vomiting

« cough
Tell your doctor if you have any side effect that bothers you or that
does not go away.
These are not all the possible side effects of sapropterin
dihydrochloride . For more information, ask your doctor or
pharmacist. Call your doctor for medical advice about side effects.
You may report side effects to FDA at 1-800-FDA- 1088.

An embryo-fetal development study with sapropterin dihydrochioride in rats using oral
doses up to 3 times the maximum recommended human dose (RHD) given during the

How should | take Sapropterin dihydrochloride?
« Take sapropterin dihydrochloride exactly as your doctor tells you.
Your doctor should tell you how much sapropterin dihydrochloride

« Your doctor may change your dose of sapmpienn dinydrochloride
depending on how you respond to treatm
. Take sapropterin dihydrochloride 1 (lme eanh day with a meal. Itis

How should | slnre Sapromerm dihydrochloride?

atroom between

68°F 10 77°F (20°C to 25°C).
= Keep sapropterin dihydrochloride tablets in the original bottle
with the cap closed tightly.
= Protect from moisture.
Keep sapropterin dihydrochloride and all medicines out of the
reach of children.

- Sapmptenn dmydmchlnnde comes as a tablet and powder fcr

or dissolve the tablets in water or apple juice. You may also
crush the tablets and mix in a small amount of soft food, such
as apple sauce or pudding before taking.

Be sure that you know what dose of sapropterin dihydrochloride
powder your doctor prescribed and whether you should use

neral information about the safe and effective use of
Saproph;rm dinydrochloride.

Medicines are sometimes prescribed for purposes other than
those listed in a Patient Information leaflet. Do not use sapropterin
dihydrochloride for a condition for which it was not prescribed. Do
not give sapropterin dihydrochloride to other people, even if they
have the same symptoms you have. It may harm them. You can
ask your pharmecist or doctor for information about sapropterin

that is written for health

)0 mg packets,

500 mg packets, or both types bf packets to

(Open sapropterin dihydrochloride powder packets only when
you are ready to use them.
Sapropterin dihydrochloride powder for oral solution
should be dissolved in water or apple juice. You may also
mix the powder for oral solution in a small amount of soft food,
such as apple sauce or pudding before taking.
See the detailed “Instructions for Use” that comes with
sapropterin dinydrochloride for information about the correct
way to dissolve and take a dose of sapropterin dihydrochloride
tablets or sapropterin dihydrochloride powder for oral solution.
« Itis not possible to know if sapropterin dinydrochloride will work
for you until you start taking sapropterin dihydrochloride. Your
doctor will check your blood Phe levels when you start taking
sapropterin dihydrochloride to see if the medicine is working.
= During treatment with sapropterin dihydrochloride :
= Any change you make to your diet may affect your blood
Phe level. Follow your doctor’s instructions carefully and do
not make any changes to your dietary Phe intake without
first talking with your doctor. Even if you take sapropterin
if your Phe blood levels are not
you can develop severe neurologic problems.
© Your doctor should continue to monitor your blood Phe levels
often during your treatment with sapropterin dihydrochloride,
to make sure that your blood Phe levels are not too high

© Ifyou have a fever, or if you are sick, your blood Phe level may

1 INDICATIONS AND USAG . = e s 1 0 i s ofa Gt b ey compared et n B f oranageness showed o efecs. n o sty sing o cminsrton
Saptoptern ot s e 1 edoe boud prennne P s n | Palnt Starting Dose: 10 mg/kg per day’ 9 b of sapropterin g the period of organogeness, a rare defect,
adult and pedialic patients one month of age and older with hyperphenyalaninemia Dose (mg) Dilution | AdministeredDose | PKU CinicalStudies Polotosencepaly was notdat 10 mes tho W to take and when to take it
(HPA) due to tetrahydrobiopterin- (BHa-) responsive Phenyiketonuria (PKU). Sapropterin Dinydrochioride | Volume | volume (mL)¢ T sty of saproptern oy v et i ses s Al pregancies have a background risk of major birth defects, pregnancy Ioss, of other
i aPh mumr oral | (mL) with KU g ipropt y ear) 306 Clnica St (14]. L ‘adverse pregnancy outcomes. In the U.S. general population, the estimated background
risk of major birth defects and miscarriage in Ginically recognized pregnancies is 2 fo
2 DOSAGE ‘“"’ ADMINISTRATION 100w Packets n Studies 1 to 4 4nmuul\eﬂ and unconllo studes 570 patits it PR aged 4 1% and 15 To-20% reapeciiely. T stimaled backeyound sk of major brth defacts
21 Dosag Dissolved: 49 years received sapropterin ihydrochioide in doses ranging from 5 10 20 M3 ang_miscarriage in pregnant women wi who_maintain bloodphenyllaning
Treatment wnn sapropterin ﬂmyumcmnnde should be directed by physicians per day for lengths of treatment ranging from 1 to 164 weeks. The patient population  concentrations greater than 600 micromoliL during pregnancy s greater than the
Knowledgeable i the management of P 1 10 1 10 1 s ovon diited i gender, and sl S5% ofgatrts i Calcasn. - orespondng kg gt veen it
‘Startng Dosage: 3 B 1 10 3 T data descrad i el 3 rflct ogasr of 74 gt wih PU o sapropen o Y
20mgiq oarcay o610 1D wess nwodoube- i, Uconles o gty corcntatas et a0 g pepancy re
Pediatic Patents 1 month to 6 years: The recommended starting dose of saproptern 4 B 1 10 1 e s g associated with an increased risk of adverse pregnancy outcomes and fetal adverse
oo s 10 mokg fken one sl S = T m 5 Tabl 3 enumeats acver reactons occuring i at et 4% of patnts eted ity $1ec. o reuco the ik of hyperhrylaanineria-nced et advere fects, bod
e e e o during pregnancy and during the 3 months before conception [see Dosage and
D 1t (valuation Per s 6 1 5 3 Administation (2.1). o
7 - ] S = Table 3: Summary of Adverse Reactions Occurring in >4% of Patients in Placebo- /1"
If a 10 mg/kg per day starting dose is used, then response to therapy is determined by 3 ) 3 5 m Human Data
change in blood Phe following treatment with sapropterin at 10 mykg Treatment
per day for  period of up 10 1 month. Blood Phe levels hould be checked afte 1 week 9 0 T 5 s MedDRA Preferred Term pom— P allabl data rom
of sapropterin dihycfochlorde treatment and periodicaly for up to a month. I bood Phe Dingdroehioride Wes9) 59 s s i P foctd woman domonttod it nontrole P v prepare your dose.
does ot decrease from baseline at 10 my/kq per day, the dose may be increased o 10 100 1 5 5 " Ne7a) = cal, cardiac, o
1 = fecl dymaphs, and ot aomales. Dnmrm o oo, pannes Aoy
at 20 mg/kg per day do not treatment :Slartng dossfor fants i 10k er Gy, Dosig fornaton for 20 g et day No.Patients (%) | No.Patients (%) | progna
dinydrochloride should be discontinued i these patients. is provided in Table mnan:zﬁgrslrzbaa o
a 20 myfkg per day starting dose i used, then response o therapy i defermined by 'Powder for oral i provided in single use packets containing 100 mg sapropterin | Headache nas) 804 microcephl
Chage I boa P folowing restmert ith sapropttn iydfochor at 20 Mgy dhyorochorde per pciet Anorthea T 0 e e e P o o
per day for a period of 1 month. Blood Phe levels shouid be check ‘olume of water or apple juice to dissolve Sapropterin Dinydrochiorde Powder for Oral 360 micromoliL during pregnancy:
‘sapropterin dihydrochloride treatment and periodically during the first month. Treatment  Solution. Pharyngolaryngeal pain 7(10) 1@ Animal Data
should be discontinued i patients who do not show a biochenical response (bood Phe
oes not decrease) after 1 morth of treatment at 20 my/kg per day fsee Wamings ang 0 Scord femander of mixur after volume o be administered is ;’;“:;"m oss Diarthea 66 36 Mo effects on embryo-fetal development wiere observed in a reproduction study in rats o
day Dosing ighing
s Vonitng () 0| Mnboizmgigpe
Once responsiveness to saproptein ditydrochloride has been estabished, the dosage Pationt 20 ma/kg per day g/kg p
may be adjusted within the range of 5 to 20 ma/kg per day according lo biochemical | weight (kg) Cough 50) 36 organogenesis. However,in  rabbit reproducion study,oral adminisiraton of a maximum
o assess Dose (mg) | Sapropterin | Dilation | Administered o — o ) osef G00mggpercay bout 101 e IRHD, o on by surface ) g
lood Ph cortro, w
Joame s pate o Poscruchinion | Vewye | Dose yome the ncidence of holoprosencephaly in two high dose- treated fters (4 fetuses), compared
22 Preparation and Mmmmmmnlnwumlms Powderforral | (L) o openaba, ot
gt ride ol witha e, syt o o ™ iprochonto n d0s0 1310 0 o Pt oy o) At acToms wors S 53 tain
fsee Clinical Pharmaco Tnseeddose St . ke s o 24 posse. i is
{see lialPrarmacolgy (12.9] A mised dose 2 Dissalved typeand requency to hosoreprtd n e doubleind,placebo-conirole lnical s e, ¢
‘Saptopterin Dhydrochiorde Tablts T ) T 5 T It e s it g 1 e s s There e inuficont o asoss h proser of st n hman mikand no
dissoved hese patents were
2 ) 1 5 2 oo o i g i Moo o seec o o .5 e
12010240 mLofvtr o S ey s s o o foe n ot repan e il g
e o s o e o s ot e s Gl S - ] S S i xcopt ot an crasd e f ow e v, Tty T pocent (16 autof Mo Eallon €l sty cocers e reputed i s of mlrers Jﬂf g';,g"nﬂ,
s may be st o crishec. T s m jents 650 forage o
s small s g o o of e lor o 300 jic. This s ormal ond sty 4 M T 5 ) (5.9, Pedaric Use (84), and Clnical Stues (14)]
tions fo swallow. f afte cinking the medcine pat o the tablt in In Study 6, long ter, oper-abel, extension tudy of 11 patents aged 4 1o 50 years, e Sevelopmental and healt beneft of broastfoscing should be considered along
e cotane; e vt o o i 3 b 300010 ke s Al o e o 5 100 1 5 5 feceiving sapropterin dinyerochiorde in doses ranging from 5 to 20 my/kg per day, i the mother' cinica need for Sapropterin inydrochioride and any potentil adverse
‘consumed. Sapropterin dihydrochloride tablets may also be crushed and then mixed in a actions were similar in in the previous ¢fects o the breastfed child from sapropterin dihydrochioride or from the underlying
‘small amount of soft foods such as apple sauce or pudding. 6 120 2 5 3 clinical studies. Fifty-five patients received sapropterin dihydrochioride both as dissolved Maternal condition.
‘Sapropterin Dinydrochiride Powder fo Oral Soution 7 o 2 5 I intact tablets. There were 0 notable diferences in the incidence or severiy of itric Use
Patients weighing greater than 10kg . ihe two methods of administration. The mean (= SD) exposure  Pediatric patiens with PKU, ages 1 month o 16 years, have been treated with sapropterin
‘Saproptrin dihydrochiride powder or oral soluton should b dissolved in 120 10 240 L 8 160 2 5 4 ‘o sapropternfor pon -2 days. als
priiedilatinbidod tumalid-ihe g matodegra wi In Study 7, 27 pediatric. patients with PKU aged 0 to 4 years received sapropterin  The efficacy and salefy of sapropterin ditydrochloride have:not been esiabiished in
Gihydrochirde powdor for oral solton may also be Stired i small amount of sot 9 180 2 5 45 diochioid 10 g per ty o 20 g o . Adversa eclons wes sinarn e, e, sy of spropan oo i been esabised n itn or oo low.
1o those observed in ather cinica tiaks, with the addition of hinis,  younger than 4 years In trils of 6 months duraton and in children 4 years and older n
foods such as apple sauce or puding, Empty the contents of the packet(s) n water, apple 0 20 2 5 5 pe 2 H
juice; or a small amount of softfoods and mix thoroughiy. Te powder should dissalve i vas et n 2 i rals of up 0 3 yearsinlength [see Autverse Reactions (6.1)

completely.

Patents weighing 10 kg or less (use 100 mg packets)

For infants weighing 10 kg or less, sapropterin dinydrochioride powder for oral Solution
can e dissoved na It 2 5 ml of water or aple fuie and a poton of s souon
corresponding to a

Table 1 provides dosing information for infants a the recommended mmng dose of
10 mg/kg per day. Rofer to Table 2 for dosing information at 20 mo/kg per day if dosage
adjustment is needed.

“Powder for oral solution provided in single use packets containing 100 mg sapropterin
divydrochioride per packet

Wolume of water or apple juice to dissolve Sapropterin Dinydrochioride Powder for Oral
Solution.

$Discard remainder of mixture after volume to be admiistered is drawn.
3 DOSAGE FORMS AND STRENGTHS

Saproptern dihdrodlorde s s for ol s Ech bt contans 100 g of
chiorde. Tablets are round, off-whie to light yellow, mottied, and

propterin diydror
provanitdiion

fty Experience from Clinical Studies for Non-PKU Indi
‘Approdmately 800 healthy subjects and patients with disorders other than PKU, some
of wihom had underlying neurologic disorders or cardiovascular disease, have been
administered a different formulation of the same active ingredient (sapropterin) in
‘approximately 19 controlled and uncontrolled clinical rals. In hese ciiical tials, subjects
wiere administered sanmmevm at doses ranging from 110 100 mg/kg per day for engths

10 2 years. Serious and severe adverse reactions (regardless of

In chdren aged 1 month and older,the effcacy of sapropterin dinydrochloride has been
demonstrate n rals of 6 weeks or less in duration (see Clinical Stules (14).

In a multicenter,open-abel, single arm study, 57 patients aged 1 month o 6 years who
viore defned a5 saroten dhychochord rosponders aer 4 woks of saproplers
hyorticide birent s Pr ety s v rod o 1

Sttt drocae st 20 mlky pe Gy T eocierces of swrope
diycrocorde one o rducton of Beod o o heyonﬂ 4 wooks coud ra be

causaum dorng s were seizures, seizures [see
tons (5.3}, dizziness, gastrointestinal bleeding, post-procedural
ieeding, heaﬂache wmtahlhiy‘ myocardial infarction, overstimulation, and respiratory

fean (+SD)
blood P vales over e for patients aged 1 Mot 10 <2 years and 2.0 e years are
shown in Figure 1

9o up. Tell your doctor as soon as possible so they can change
your dose of sapropterin dihydrochloride to help keep your
blood Phe levels in the desired range.

What are the i ients in
Active ingredient: sapropterin dihydrochloride.
Sapropterin dihydrochloride tablet inactive ingredients:
ascorbic acid, crospovidone, dibasic calcium phosphate, D-mannitol,
riboflavin, and scdlum steary\ fumarate.

for oral solution inactive
ingredients: ascorbic acid, D-1 manmm\ potassium citrate, and
sucralose.

Dr Reddy’s only markets sapropterin dihydrochloride tablets.

Distributed by:
Dr Reddy’s Laboratories, Inc.
Princeton, NJ 08540 USA

For more information, call 1-800-983-4587.

This Patient Information has been approved by the U.S. Food and
Drug Administration

Revised: 09/2020 DrReddys @

« Ifyou forget to take your dose of sapropterin dihydrochloride, take
it as soon as you remember that day. Do not take 2 doses in a day.

= Ifyou take too much sapropterin dihydrochloride, call your doctor
for advice.
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Instructions for Use
Sapropterin (SAP-roe-PTER-in) Dihydrochloride Tablets
Sapropterin (SAP-roe-PTER-in) Dihydrochloride Powder for
Oral Solution

Read this Instructions for Use before you start taking sapropterin
dihydrochloride and each time you refill your prescription. There
may be new information. This information does not take the place of
talking with your healthcare provider about your treatment. Talk to your
doctor if you have any questions about the right dose of sapropterin
dihydrochloride to take or how to mix it.

Important information:

« Sapropterin dihydrochloride comes as a tablet or in a packet
containing powder.

* Take sapropterin dihydrochloride exactly as your doctor tells you.
Your doctor should tell you how much sapropterin dihydrochloride
to take and when to take it.

* Your doctor may change your dose of sapropterin dihydrochloride
depending on how you respond to treatment, or based on your
baby’s weight.

« If your baby weighs 22 pounds or less, follow the section called

i jvi in di ide powder

for
to babies who weigh 22 pounds or less”.

. Take saprupienn dmydruchlcrlde 1 t\me each day with a meal. Itis

the same ti hd
ions for taking in dil ide tablets:

Sapropterin dihydrochloride tablets can be swallowed whole or

dissolved in water or apple juice. You may also crush the tablets and

mix in a small amount of soft food, such as apple sauce or pudding.

To dissolve sapropterin dihydrochloride tablets:

* Mix sapropterin dihydrochloride tablets in 4 ounces to 8 ounces
(Y2 cup to 1 cup) of water or apple juice. It may take a few minutes
for the tablets to dissolve. To make the tablets dissolve faster, you
can stir or crush them.

« The tablets may not dissolve completely. You may see small pieces
floating on top of the water or apple juice. This is normal and safe
for you to swallow.

 Drink within 15 minutes.

« After drinking your medicine, if you still see small pieces of the
tablet, add more water or apple juice and drink to make sure that
you take all of your medicine.

ions for taking

oral solution:

For bames wnowelgn 22 pounds or Iess see the senlmn below called

for giving powder for
oral solution (Sapropterin dihydrochloride 100 mg packets) to
babies who weigh 22 pounds or less.”

Sapropterin dihydrochloride powder for oral solution should be

dissolved in water or apple juice. The powder for oral solution may

also be mixed in a small amount of soft foods, such as apple sauce
or pudding.

powder for

powder f

« Be sure that you know what dose of sapropterin dihydrochloride
‘your doctor h: ibed and whether

i ide 100 mg packets, indi 500 mg
packets, or both types of packets to prepare your dose.

* Open the packet(s) of sapropterin dihydrochloride powder for oral
solution by folding and tearing, or cutting at the dotted line in the
upper right corner of the packet. Open the packet(s) only when you
are ready to use them.

* Empty the contents of the packet(s) into 4 ounces to 8 ounces (1/2
cup to 1 cup) of water or apple juice.

 Drink within 30 minutes.

ions for giving ide powder for
oral solution (Sapropterin dihydrochloride 100 mg packets) to
babies who weigh 22 pounds or less:

* The dose of sapropterin dihydrochloride is based on body weight.
This will change as your baby grows. Your doctor will tell you:

o the number of sapropterin dihydrochloride 100 mg packets
needed for one dose

o the amount of water or apple juice needed to mix one dose of
sapropterin dihydrochloride

o the amount of the mixture (powder and water or apple juice) you
will need to give your baby his or her prescribed dose of medicine.

« Give your baby the prescribed amount of mixture (powder and water
or apple juice) within 30 minutes after mixing. If you are not able
to give your baby’s dose within 30 minutes after mixing, pour the
unused medicine into the trash. You will need to mix a new dose.

Supplies needed to mix and give your baby’s dose of sapropterin

dihydrochloride powder for oral solution:

« the number of sapropterin dihydrochloride 100 mg packets needed
for one dose

« asmall cup of water or apple juice

* one 30 mL medicine cup for mixing

« small spoon or clean utensil for mixing

* 10 mL oral dosing syringe

* scissors (optional)

Ask your pharmacist for a 30 mL medicine cup for mixing and an oral

dosing syringe if you do not have these supplies.

Step1:  Find a clean, flat work surface.

Step2:  Place a small cup of water or
apple juice, the oral dosing
syringe, and an empty medicine
cup on your clean, flat work
surface (see Figure A).

3519 PIL Sapropterin Tabs-OS 100 mg -500mg (DrReddys) 43598.749.04indd 2

Step3:  Pour 5mL or 10 mL of water
or apple juice from the small
cup into the medicine cup, as
instructed by your doctor. Check
to make sure that the amount of
liquid lines up with the amount
that your doctor tells you (see Fawes
Figure B).

Step4:  Check the label on the
sapropterin dihydrochloride
packet(s). If the packet
is marked sapropterin
dihydrochloride 100 mg, empty
the entire contents of the —
sapropterin dihydrochloride Figure ¢
packet into the medicine cup
(see Figure C).

Step i siir the mixture with the
small spoon or other clean
utensil until all of the powder
completely dissolves (see
Figure D).

Step6: 1 give a dose of sapropterin
dihydrochloride to your baby:
Place the tip of the oral
dosing syringe into the liquid
inside the medicine cup.

Figure 1: Mean Blood Phe Level Over Time by Age (years) (N=57)

Farget Hisee P st Hangs
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*Error bars indicate 95% confidence interval,
85 Gerlatric Use

clearance or distrbution volume (see Table 5. Pharmacokinetics n patients >49 years of
age have not been studied
Table 5. Apparent Plasma Clearance by Age

1o sapropterin dinycrochioride treatment in Study 1 and completed Study 2 underwent
6 weeks of forced dose-ttraion with 3 ifferent doses of saproptern diydrochiorde.
consecutive 2-week courses of sapropterin dhydrochioride at

Oto <1y | Tlo<oyr [6t0<T2yr |20 <1ayr| s1eyr | doses of 5, tien 20, and then 10 mokg per day. Blood Phe level was moritored after
porameter | -10) | <57 | 0929 | "2 | (0= | 2 weoks o voaimena ach dose vl s, e (=) bod e v 544
UF and 20 mkg por day, mean (:5D)
(Lihr/kg) | 8159245072201 5172219 | 392293 | 3792202 ;‘:37,;2;:’,':;;:;’;;‘@;3“’ T, 40 -5 oo a4 (=399)
Mean=So | 636 | (b4 | @4 | @3 | @ie | po
(Median) able 7:
Evaluated at 20 mo/kg per day dose St [ Weaneso) [ e an::gfs =
E ydrochior 0.0 oo oo Fom o
Evaluated at 5, 10,o 20 ma/kg per day doses pdroctioride. | Mot | Bleod b
Metabolism per day) (micromalrt)
Sagruo s @ syt fom of o0l (4)cd s ot o o ;
d and recycld by the same Baseline 50 | o238 =
(NoTreatment)

Theenaymes ydoio redicaseanddiycruptaiineredctase e resposiefor

the metabolism and recycling of S 0 744 (=384) 100(:2%5)
10 80 640 (+382) -204 (=303)
Clinial Studies 2 80 | 581399 263 (:318)
In healthy subjects, administration m a single dose of sapropterin it the
maximum had no effect tudy of Aqes“w?yezrs wm

oo of oo P-g0 Suboee tetored concrntanty

Iy

‘aged 65 years and older. It is not known whether these patients respond differently than
younger patients.
10 OVERDOSAGE

been reported. One
adult patient in a saproptern dinydrochiorde clinicl tral received a single sapropterin
dihycrochioride dose of 4.500 mg (36 mg/kg) instead of 2,600 mg (20 my/kg). The
patint reported mild headache and mild dizziness mmediaiey after taking the dose;
both symptoms resolved within 1 hour with no teatment interventon. Thefe were o

py for 24 hours and

in A2, 285, 208,209, 2619,
206, 0r 3A4/5, nor nduce CYP 1A2, 286, r 3A4/5.

I vitro saproptein did not inhibit OATY, OATS, CT2, MATE, and MATE2-K ransporters.
The potential fo saproptern to inhibit OATP1B1 and OATP1B3 has not been adequately
studled. I vitr, sapropterin inhibits breast cancer resistance protein (BCAP) but the
potential or a cinically significant ncrease in systemic exposure of BCRP substates by

ochlorice appears to be low.
13 NONCLINICAL TOXICOLOGY

131 Carcinogenesis, Mutagenesis, Impairment of Fertiity

Al pamems Wers ratod i apen-abel sproptrn irochrde 20 kg por Gy
for 8 days Response to sapropterin ditydrochloride was defined as a >30% decrease in
biood ho o basln o Day & At Day 5, 50 patots (36%)ha a 30% decease in
blood Phe.

Study 5 was an open Iabel, single arm, multicenter ialin 93 pediatric patients with PKU,
aged 1 month to 6 years, who had Phe levels greater than or equal to 360 micromol/L at
screening. Al patients were 0 mo/kg per day
and maintained on a Phe-restricted diet. At Week 4, 57 patients (61%) were identified
as responders (defined as > 30% decreased in blood Phe from baseline) (see Figure 1

84)
16 HOW surrum/swmsz Aun HANDLING

ymp

In postmarketing, one pediatric patient received sapropterin dinydrochloride doses

of 45 mo/kg per day instead of 20 m/kg per day. The patient reported hyperactivty
at began at an unspecified time after overdosage and resolved aftr the sapropterin

dihydrochloride dose was reduced to 20 mg/kg per day.

In a ciiical study to evaluate the effects of sapropterin dihydrochioride on cardiac.

repolarization, a single supra- herapeutic dose of 100 mg/g (5 times the maximum

Pull back on the plunger and
draw up the amount of the
mixture prescribed by your
doctor (see Figure E).

ealthy adults.
were reported duing the study. The only adverse reactions reported in more than 1
subjct who eceved the supre-harapeut dose were upper ol paln (6%) and

344 ats,
sty was conductd n O-1 mice. b the 104-week ol arinagenicty sty in
sapropterin dinycrochiorde doses of 25, 80, and 250 m/kg per day (0.2, 0.7, and 2
{mes e maxium recomene uman 665 of 20 g pe Gy, fespecivey, basea
on by surace ars)wrs s, e 76-waek oralcarcnogoncly sy i) mie,
and 2 times
e oMM i doce:espoineh o oy oo e it (oo,
the 2-year rat carcinogenicty study, there was a statistcaly signifcant increase in the
incidence of benign adrenal pheochromocytoma in mee rat
er ay {abou 2 times the maximum récommended human dos, based on body surface

100 mo saproptrn mhydmcnlmme‘ are found, off-white 10 light yellow, motted, and
B e tablets are supplied as follows:

m)c 43598-749-04  Bottle of 120 tablets

Dr Reddy's markets only sapropterin dihydrochiorid tablets.

‘Storage

Store saprotrn ahyaoclrd tais ot 20 to 25 69T to 77 excurions
allowed between 15 o 30°C (59 to 86°F) [see USP Controled Room Tomperature].
Kooy o Sty coke, et cre

treated rats. The

[ e [see Cnical

Pramacoosy (122)]
Patients should be advised to notfy their physicians in cases of overdosage.
11 DESCRIPTION

Take the oral dosing syringe
out of the medicine cup.
Carefully turn the oral dosing
syringe so that the tip is
pointing up. Check to make
sure that the amount of
medicine in the oral dosing
syringe lines up with the
amount of mixture prescribed
by your doctor (see Figure F).

Step 8:  Place the tip of the oral dosing
syringe into your baby’s mouth.
Point the tip of the oral dosing
syringe toward either cheek _—
(see Figure G).
Push on the plunger slowly, a
small amount at a time, until
all of the mixture in the oral
dosing syringe is given.

Step 9:  Throw away any remaining
mixture. Remove the plunger
from the barrel of the oral
dosing syringe. Wash the oral
dosing syringe and medicine
cup with warm water and
air dry. When the oral dosing
syringe is dry, put the plunger
back into the barrel. Store
the oral dosing syringe and
medicine cup
for the next use.

How should | store sapropterin dihydrochloride ?

« Store sapropterin dihydrochloride at room temperature between
68°F to 77°F (20°C to 25°C).

* Keep sapropterin dihydrochloride tablets in the original bottle with
the cap closed tightly.

* Protect from moisture.

Keep sapropterin dihydrochloride and all medicines out of the

reach of children.

Dr Reddy’s only markets sapropterin dihydrochloride tablets.

This Instructions for Use has been approved by the U.S. Food and
Drug Administration.

Distributed by:
Dr. Reddy’s Laboratories, Inc.
Princeton, NJ 08540 USA

Issued: 09/2020 Dr.Reddys &%

, but the study was notdeal due o s duraton of 78
instead of 104 weeks.
Saproptrn dhychociride was gerooi i the i iroAmes st at conentatons of

Store for oral solution at 20°C to 25°C (BE°F to 77°F);
excursions allowed between 15°C to 30°C (59°F to 86°F) [see USP Controlled Room
Temperature]. Protect from moisture.

17 PATIENT

ity s opntl e 1 A ok it el et Soroptn

Advise the patient or caregiver 1o read the FDA-approved patient labeling (Patient

{or PAH activator). Sapropterin ingredient in was genotoxic in the in aberration assay in Chinese  Information and Instructions for Use).
sapropterin mnynmcmmme tablets and sanmmnn ﬂehyﬂmcmomde  poucer or ol hanste 25and 0.5 mM.
solution is a synthetic_preparation of the diydrochioride salt rally occurring N0t mutagenic in the in vivo micronucleus assay in mice at doses up to 2,000 mg/kg per S

oo Gy o GyucHorde ' 1 o e o KO selow
erystals or crystalline powder.

The chemcl name of sapptry dytrodlorde s 69-2amino 61(1329-12
IYGOPIORH 56,7 ety teridinone dhydrocrceand the moeciar
formuia & A0, 2401 win & moiecur weghtof 314,

formu
o
oA s
R CHs
Lol i
21 NN
HNTN N -2Hal
H H

Sapropterin dihydrochloride s supplied as tablets and powder for oral solution containing
100 mg of sapropterin dihydrochloride (equivalent to 76.8 mo of sapropterin base).
m

of sapropterin dinydrochioride (equivalent to 384 mg of sapropterin base),

day (about 8 times the maximum recommended human dose of 20 mg/kg per day, based

(about 3 times the maximum recommended human dose, based on bady surtace area)
as found on function of mal

14 CLINICAL STUDIES
“The efficacy of sapropterin dinydrochloride was evaluated in five clinical studies in
patients with PKU.

patient' healthcare provider immediatel if they experience symptoms of anaphyiaxis,
including (out ot imited to) wheezing, dyspnea, coughing, hypotension, lusing, niusea,
and rash. Continue nutritional management including dietary protein and Phe restriction
Isee J

Unper Gastrointestinal Mucosal Inflammation

Advise patients and caregivers to_contact their healthcare provider if the patient

Study 1 was amulticenter, open-label, uncontrolled ciical trial of 489 p: PKU,
s 8 years), > 450 micromol/L

onPt Al
dihydrochloride 10 ma/kg per day for 8 days. For the purposes o this study, response fo
30

baseline. At Day 8, 96 patients (20%) were identified as responders.
Study 2 was a mulicenter, double-blind, placebo-controlled study of 88 patients with PKU
who responded to saproptern dinyarochiorde in Study 1. After a washout period from

r Gl mucosal inflammation, including
nausea, voniing. 0ysonage, dyspesi, 0 of st croptarygea,csophagel o
upper abdominal pain [see Warnings and Precautions (5.3).
Hypophenylalaninemia fsee Warnings and Precautions (5.3
Advise patients and caregivers that sapropterin dihydrochloride may _cause

7 years of age.
Monitoring of Blood Phe Levels fsee Warnings and Precautions (5.4

Study 1, patients were 1o ether
er ay (N=41)or 6 wieeks
in biood Phe level from baseline to Week 6 in the sapropterin dinycrochioride-treated
group as compared 1o the mean change in the placebo group.

The results showed that at baseline, the mean (=SD) blood Phe level was 843 (=300)
micromolL in the sapropterin ciydrochloride-treated oroup and 888 (+323) micromolL

e monitoring is important o ensure
blood Ph levels are in the desirable range and that they should maintain ietary protein
and Phe restriction while on sapropterin dihycrochiorde.

Prolonged hyperphenylalaninemia (high blood Phe levels) n patients with PKU can result
in severe neurologic damage, including intelectual disabilty, developmental delay,
microcephal izure

yellow, mottied, 177, Eachtaiet 1 he placobo goup At Week , th sepropern dihtracorde eted o a2 Lz ofBgchamical
gin ) dibasic and
calcium phosphate (USP), ISP, rbofiavin (USP), fumarate

(NF).
Sapropterin dihydrochioride powder for oral solution s off-white o yellow in color
Ech unt dose packet conans ne folowing inacie ngredinis: asconi acid (U5P),

12 CLINICAL PHARMACOLOGY
121 Mechanism of Action

Sapropterin dinydrochloride s a synthetic form of BH4, the cofactor for the enzyme
phenyialanine hydroxylase (PAH). PAH hydroxylates Phe through an oxidative reaction to

placebo treated groups had mean changes in oo e e o 520 nd 5 micromollL,
espectively (mean percent changes of ~29% (+32) and 3% (+33), respectively). The
o 2 0.001) (Tabi

Table 6: Blood Phe Results in Study 2

‘Some patients do not show a biochemical response (blood Phe reduction) when treated
with

with sapropterin dihydrochioride if the patient does not show an adequate biochemical
respanse in blood Phe after one month of treatment with sapropterin dinydrochloride
20 mokg per day [see Dos 1), Wamings

tients with underlying neurological disorders taking

Baseline Blood Phe Level* (micromol/L)
Mean (=5D) [ )

sproptrn in combinaton vith levodopa may experience seizures,

cerbation of seizure, over-stimulation or iritbilty, Inform patients and caregvers to

Cottact et heathcaro provcer e patient ha a change 1 nerobgi St cunng
50

form yrosine, I patents with PKU, PAH actiiy i absent r defcen. Teatment wilh BH¢ teatment Tsoe Warmings
can activate residual PAH enayme activy, improve the normal oxidative metabolism of Percenties 25", 75 | 620,990 | emna Huperactiity

lecrease Phe levels in some patient
122 Pharmacodynamics Week 8 Blood Phe Level (mioromolAL) e ot o st v 1 . o gaenees gy
In PKU patients who are responsive to BH4 treatment, blood Phe levels decrease within Mean (+SD) ‘ 607 (=377) ‘ 891 (+348) restlessness, fidgeting, or excessive talking [see Warnings and Precautions (5.6)].
24 hours after a single administration of sapropterin although maximal | 07,612 | eisnas Dosing and Monitoing fsee Dasage. a;,; ;;,,.,,,,s,,a,,,,,, e

e follwin

sk ‘2': -hour o Sapropterin dihydrochioride should be used in conjunction with a PKU-specifc diet,
747 153 mwmmuvl.] were assessed with 24-hour blood Phe level monitoring hl\owmq Adjusted Mean (=SE) ‘ 239 (+38) ‘ 6 (+36) including dietary protein and Phe restriction.
a daily morning dose of 10 mg/kg per day. The blood Phe level remained stable during a Per les (25", 75") 397,92 96,93 * Dietary protein and Phe intake should not be modified during the sapropterin
24-hour obsenvation perid. Nosubstantal increases in blood Phe levels were observed reenties 057,757 | 407, | = resporse.
following food intake throughout the 24-hour period. Mean Percent Change in Blood Phe From Baseline to Week 6 * The patient must be evaluated for changes in blood Phe after being treated with
Sapropterin dihydrochloride dose-response relationship was studied in an open-label, ‘sapropterin dihydrochloride at the recommended doses) for age to determine if they
forced ticaion Study at Goses o 5 Mo per day, hen 20 ko per day, and the Mean (+50) | e | e e odhmcal s it ons e vl ity o e shous
10k or cay Sucy 3 o il St (141, ik oo ol were Percentes 5%, 75| o111 | 1312

highly variable among patien n tood Pl evel obsered it end o ech

3 pretreatment levels

sk dosig pod Stresed e o dosof oo
emancating i vors roRHONGND Betwaen e e of Sproptar GNYARANTHE
and mean blood Phe levels
Cardiac Electrophysiology
Athorough O study was performed in 56 healthy adults. This randomized. pacebo and

(W2 W1, and W O Teatment with sapropterin diyochlords tabios o placeba
Starte

* Maritorng of tood Phe levels s important durng seproptrin u.nyuwcmunae
treatment

Preparat P 21

1 blocd e lve o baseie, (0 ik 6 35 th espons variabe, and bt ratment
blood Pt covariats

(100 mykg) dose of sapropterin dihydrochloride or a single therapeutic dose (20 mg/
ko) of sapropterin dihydrochloride had an effect on cardiac repolarizaton. In this study,
sapropterin dihydrochloride was adminitered ater dissolving tablets in water under
fed condition. This study demonstrated a dose-dependent shortening of the QT interval.
‘The maximum placebo-subtracted mean change from baseline of the OTC ierval was
-3.69 and -8.32 ms (ower bound of 90% Cl:-5.3 and -10.6 ms) at 20 and 100 ma/ks,
respectively.

123 Pharmacokinetics

are dissolved in water or orange juce and taken under fasted conditions. Administration
of dissolved tables after a high-fathigh-calorie meal resulted in mean ncreases in
of 84% and AUC of 87% (rﬂssnlved in water). However, tere was extensive variablty in

in the morming as a dissolved tablet without regard to meals. The mean elimination half-
fifein PKU patients was approsimately 6.7 hours (range 3.9 to 17 hours), comparable with
values seen in healthy subjects (range 3 10 5.3 hours)

Astudy 10 mg/kg that
the absorption via intact tablet administration was 40% greater than via dissolved tablet

under
compared e 2]

opulaton pharmacoknet analyss of Sapropterin g patens rom 1 mont o
49 years of age showed that body weight is the only covariate substantially affecting

Change in blood Phe was noted in the saproptern dinydrochioride-treated group at Week
1 and was sustained through Week 6 (Figure 2).
Figure 2: Mean Blood Phenylalanine (Phe) Level Over Time*

1100

p<0o0l

Blood Phe Level (mollL)

a0 —— Sapropterin dihydrochioride
o~ Placebo

W2 WCTWKOWKT WK2  Wkd Wke
Study Vi

Ertor bars indicate 95% confidence interval

= Sapropterin dihycrochiorde tablets can be swallowed whole, dissolved in water or
apple uice, or crushed and mixed with a small amount of soft food such as apple
sauce or puding

Sapropterin iydrochloride powder for oral solution should be dissolved in water or
apple juice or stied i @ small amount of soft f00d such as apple sauce of pudding

o Tak meal, preferably at h

Pregnancy

Advise patients that there i a product registry for PKU paterts to collect data on women
with PKU who become pregnant while receiving saproptern dinydrochiorde reatment
Isee Use in Specific Popuiations (6.1)).

Distributed by:
Dr.Reddy's Laboratories, Inc. .
Princeton, NJ 08540 USA Dr.Reddy’s &%
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