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Monotherapy Flexible Dose Trials Adjundiive Triol <— Pharmacist: Detach Here
Table 6: Percentage of Patients Experiencing Most Common (2 5% and at least twice the rate for
placebo) Adverse Reactions in the Monotherapy Flexible Dose Study 4

that may be worsened by hypotension and bradycardia; e.g., heart block, bradycardia, cardiovascular disease, vascular disease,
cerebrovascular disease, or chronic renal failure. In patients who have a history of syncope or may have a condifion that
predisposes them to syncope, such as h orthostatic h ion, bradycardia, or dehydration, advise patients to avoid
becoming dehydrated or overheated. Monitor blood pressure and heart rate, and adjust dosages accordingly in patients treated

HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use GUANFACINE
EXTENDED-RELEASE TABLETS safely and effectively. See full prescribing information

« Sedation and somnolence: Occur commonly with guanfacine extended-release tablets.
Consider the potential for additive sedative effects with (NS depressant drugs. Caution
patients against operating heavy equipment or driving until they know how they respond to

Table 11: Percentage of Patients Experiencing Most Common (2 5% and at least twice the rate for
placebo) Adverse Reactions in the Short-Term Adjunctive Study 3

for GUANFACINE EXTENDED-RELEASE TABLETS. guunlatine extended-release tablets (5'2) concomitantly with antihypertensives or other drugs that can reduce blood pressure or heart rate or increase the risk of syncope. Guanfacine Extended-Release Tablets Guanfacine Extended-Release Tablets + stimulant P“ﬁent Inform“ﬁon
GUANFACINE extended-release tablets, for oral use * Cardiac (ondum‘?" Ab."orm‘.]h"esz M.“y worsen sinus m’de.dySfU"d'o_" and atrioventricular 5.2 Sedation and Somnolence Adverse Reaction Term Placebo AM PM All Doses of guanfacine Adverse Placebo + stimulant AMm PM All Doses Guanfacine Extended-Release Tablets
Initial U.S. Approval: 1986 (AV)-HD(IS, esqetlully in patients taking other sympatholytic drugs. Titrate slowly and Somnolence and sedation were commonly reported adverse reactions in clinical studies [see Adverse Reactions (6.1)]. Before (N=112) (N=107) (N=114) extended-release tablets Reaction Term (N=153) (N=150) (N=152) (N=302) hnd
- PP ’ INDICATIONS AND USAGE monitor vital signs ffeqUEHNY (5-3) using guanfacine extended-release fablets with other centrally active depressants, consider the potential for additive sedative (N=221) lonce 0 % 18% 8% ™ (gwu n u-seen)
* Rebound Hypertension: Abrupt discontinuation of guanfacine extended-release tablets can ~ effects. Cauton patiens against operafing heavy equipmen or diving unil they know how they respond to reatment with Somnolence ¢ 15% 57% 54% 56% Insomniab % 10% ™ % ; ; ; ; I
Guanfacine extended-release tablets are central alphagy-adrenergic receptor agonist indicated lead to clinically significant and persistent rebound hypertension. Subsequent hypertensive  guenfacine extended release tbles. Advise paiens o ovaid use with alcohol. Abdominal Pain® i T % T Pr—r— ” " ™ ™~ Reqd Ihe Patient Informutlon that (omes with guanucine e?dended .releuse. tablets before you start
for the treatment of Attention Deficit Hyperactivity Disorder (ADHD) as monotherapy and as encephalopathy was also reported. To minimize the risk of rebound hypertension upon 5.3 Cardiac Conduction Abnormaliies oo " o o T - > = = = taking it and each fime you get a refill. There may be new information. This leaflet does not take the
adjundive therapy to stimulant medications (1, 14). discontinuation, the total daily dose of guanfacine extended-release tablets should he The sympathltcacion of gunfaine etended lease tablts my worse sins nde dysfunction and alar (W) ™ m m I — = = : — place of talking with your doctor about your medical condition or your treatment.
DOSAGE AND ADMINISTRATION Iapered in decrements of no more than 1 mg every 3107 duys (5'4) hln(lk, espeftlully Inlpullems taking nhtherd b drtl;gs. Tllrrte { | mbl;ls slzwlyhnnd rnoml:vl T o " o o Dizziness 4% 10% 5% 8% wh f A d d I bl N
vital signs frequently in patients with cardiac conduction abnormalifies or patients concomitantly treated with other sympatholytic | Nausea % % % % i 9 o o .
* Recommended dose: 1 mg to 7 mg (0.05-0.12 mg/kg farget weight based dose range) once ADVERSE REACTIONS ,,,l,gs'g enyine ’ ! et o m - m o Decreased Appefie 4f 7f &% 7;% at are guaniacine extendec-release '“. ‘.'“5' -
daily in the morning or evening based on clinical response and tolerability (2.2). Most comman adverse reaciions (5% and af least twice placebo rate) in fixed-dose 5.4 Robound Hyporenson - — — - sn/“ Nausea % % 7% 5% Guanfacine extended-release fablets are prescription medicine used to treat the symptoms of
. . TR . . o o * miting o o o o : I i i ! i . . o .o o .
* Begin at a dose of 1 mg once daily and adjust in increments of no more than 1 mg/week (2.2).  monotherapy ADHD trials in children and adolescents (6 1o 17 years): hypotension, somnolence, i post markefing experence, abrupt disconinuaton of quanfacine extended-elease fablets hus resuled in clvcally sgnificant  ——— o The somnalence erm indudes somnolence, sedotion,and hypersomnio. ) attention deficit hyperactivity disorder (ADHD). Guanfacine extended-release tablets may be used
o Do not crush. chew or break tablets before swallowin (2.1) fungue nausea, and Ielhargy (6.1) and persisten rebound hyperfension above baseline evels and increases in heart rate halopathy has also Hypotension ¢ 0% 6% 4% 5% b: The insomnia term includes insomnia, initial insomnia, middle insomnia, terminal insomnia, and sleep disorder. ) ) L.
! g1£1). ) L . b di ion ith rebound § <on with both guanfacine extend o blets and immediate rel Decreased Appefite 3% % % I ¢ The abdominal pain term includes abdominal pain, abdominal pain lower, abdominal pain upper, and abdominal tenderness. Ulone or th ADHD S"mUlUm medl(lnes.
* Do not administer with high-fat meals, because of increased exposure (2.1). Flexible dose-optimization ADHD trials in children (6 to 12 years) and adolescents (13 1o 17 gf,::f:,eg::e[sx;:l\dverse R:::ﬁ:;::: 2)]. In these (::Ls l?i;h-dosnge quanfacine was dim':ﬁni':;’10,::;,:?';::;2;27;:' Enoresis & % % % % There were no specific adverse reactions > 2% in any treatment group that led to discontinuation in the shortterm adjunctive faci ded-rel bl | imul
« Do not subsfitute for immediate-release guanfacine fablets on a mg-per-mg basis, hecause of .yefirs).: .somnolente, hyp‘o.iensmn, ubdommu! pain, insomnig, fatigue, dizziness, dry mouth, e ws alot. emortd. which may otental ntrense hymeriensive respunss wnan abrun i o of tonnfading. nuresis 4 i 4 0 dy (Study 3]. Guanfacine extended-release tablets are not central nervous system ((NS) stimulant.
ported, y potentially ¥ ponse upon abrup ; . - —
irritability, nausea, vomiting, and bradycardia (6.1). «The term indludes sedation, and

It is not known if guanfacine extended-release tablets are safe and effective in children younger than
6 years of age.

Who should not take guanfacine extended-release tablets?

Do not take guanfacine extended-release tablets if you are allergic to guanfacine or any of the

Children commonly have gastrointestinal illnesses that lead to vomiting, and a resulfing inability o take medications, so they
may be especially of risk for rebound hypertension.

b: The abdominal pain term includes abdominal pain, abdominal pain lower, abdominal pain upper, and abdominal tenderness Table 12: Other Common Adverse Reactions (2 2% for all doses of guanfacine extended-release

differing pharmacokinefic profiles (2.3).

o |f switching from immediate-release guanfacine, discontinue that treatment and titrate with
guanfacine extended-release tablets as directed (2.3).

* When discontinuing, taper the dose in decrements of no more than 1 mg every 3 to 7 days to
avoid rebound hypertension (2.5).

Adjunctive treatment to psychostimulant ADHD trial in children and adolescents (6 to 17 years):
somnolence, fatigue, insomnia, dizziness, and abdominal pain (6.1).

To report SUSPECTED ADVERSE REACTIONS, contact TWi Pharmaceuticals, Inc.
1-844-518-2989 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

diastolic f orthostatic h blood pressure decreased, blood tablets and > rate in placebo) in the Short-Term Adjunctive Study 3

¢ The h ion ferm includes b
pressure diastolic decreased, blood pressure systolic decreased).
d: The enuresis term includes enuresis, nocturia, and urinary incontinence.

To minimize the risk of rebound hypertension upon disconfinuation, the total daily dose of guanfacine extended-release tablets
should be tapered in decrements of no more than 1 mg every 3 10 7 days [see Dosage and Administration (2.5)]. Blood
pressure and heart rate should be monitored when reducing the dose or di i facine extended-release fablets. If

Guanfacine Extended-Release Tablets + stimulant

Placebo AM PM
(N=153) (N=150) (N=152)

All Doses of Guanfacine
Extended-Release Tablets

Adverse
Reaction Term

brupt di ion occurs (especially with concomitant stimulant use), patients should be closely followed for rehound Table 7: Adverse Reactions Leading to Discontinuation (> 2% for all doses of guanfacine
DOSAGE FORMS AND STRENGTH DRUG INTERACTIONS P ; ; i ; N=302 S - . 5
OSAGE FORMS AND STRENGTHS . d mod inhibitors i faci faine "PeTEnSOn extendedrelease toblets and > rat in placebo) in Monotherapy Flexible Dose Studies 4 (=502 ingredients in guanfacine extended-release tablets. See the end of this leaflet for a complete list of
Extended-release tablets: 1 mg, 2 mg, 3 mg and 4 mg (3) Strong and moderate (YP3A4 inhibitors increase guanfacine exposure. Decrease guanfacine " Headache 13% 2% 2% 2%
- | mg, £mg, 5 mg 9 6 ADVERSE REACTIONS Guanfacine Extended-Release Tablets d d d J . e .
ingredients in guanfacine extended-release tablets.

extended-release tablets to 50% of target dosage when coadministered with strong and
moderate CYP3A4 inhibitors (2.7).

CONTRAINDICATIONS Diarrhea 1% 4% 3% 4%

Adverse Reaction Term Placebo AM PM All Doses of g

The following serious adverse reactions are described elsewhere in the labeling:

What should I tell my doctor before taking guanfacine extended-release tablets?

12.0000"

History of hypersensitivity to guanfacine extended-release tablets, its inactive ingredients, or N i X « Hypotension, bradycardia, and syncope [see Warnings and Precautions (5.1)] (N=112) (N=107) (N=114) extended-release tablets Hypotensiona 0% 4% 2% 3%
other produds containing guanfacine (). * Strong and mu.derul.e (Y.P3A4 |nducgrs decrease guanfacine exposure. Based on patient « Sedation and somnolence [see Warnings ond Precautions (5.2)] (N=221) P I ™ I I f k fadi ded-rel bl Il d if vou:
61/01 1oy WARNINGS AND PRECAUTIONS response, consider fitrating guanfacine extended-release tablets dosage up to double the + Cardioc conduction abnormalites [see Warnings and Precautions (5.3)] "l "l o Tl o o o " " Before you take guanfacine extended-release tablets, tell your doctor if you:
o “15; S'IVI;':;).:-OC:! P— * Hypotension, bradycardia, syncope: Titrate slowly and monitor vital signs frequently in forget dosage over 1 o 2 weeks (2.7). . ) * Rebound Hypertension [scc Warnngs and Pre‘"m"s.(s’m ) Total patiens 0(0%) 8(7%) 7(6%) 15 (7%) iy Mouth m m m m * have heart problems or a low heart rate
INDVINVNG patients at risk for hypotension, heart block, bradycardia, syncope, cardiovascular disease,  See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient lubeling. :'_’8’:";';:_':;;;(:fm":ﬂs;:%:’?”'&'h‘“""“ TW Pharmaceuticals, Inc. 1-844-518-2989 or FDA ot Somnolence o 0(0%) 4(4%) 3(3%) 7(3%) = m ™ m ™ * have fainted
vasular disease, ferebr_uyqscylur disease or (hromf rendl fuflur& Measure heq" !u'e and . Revised: 10/19 6.1 Clinical Trials Experience Adverse reactions leading to discontinuation in = 2% in any dose group but did not meet this criteria in all doses combined: Postural Dizziness 0% 1% 3% 2%  have low or hlgh blood pressure
blood pressure prior o initiation of therapy, following dose increases, and periodically while - i’ TS ) — ) R fatigue X .
€€96.6Y250 th Avoid itant fd ith additive effects unless dlinically indicated Because clinical frials are conducted under widely varying conditions, adverse reaction rates observed in the dlinical trials of a ahg ) . ) ) . Rashd 1% 1% 2% 2% ° huve ||ve|- or k|dney prob|ems
ZE . emp'yf :0; COHF(I!J?I an Auseé) h r;gst val a I}I]ve'edecss lin ess clinically Indicated. drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed in practice.  [* The Term includes sedation, and I % % % 2% oh h d I d .
vise patients fo avoid becoming defydrated or overheate ( ‘ ) The data described below reflect clinical frial exposure to guanfacine extended-release fablets in 2,825 patients. This includes Table 8: Other Common Adverse Reactions (> 2% for all doses of g ded-release tablets Tn:h ardial % " T P ave any ofher medical condifions
2,330 patients from completed studies in children and adolescents, ages 6 to 17 years and 495 pafients in complefed studies in and > rate in placebo) in the Monotherapy Flexible Dose Study 4 Adveyrse T —— nf;uunfn(ine pm— relueuse prr— ;me - dnsengmup b i © are pregnant or plﬂﬂ to become pregnant. It is not known if guunfucine extended-release
* dult healthy volunteers. i T =L " : .
T FULL PRESCRIBING INFORMATION: CONTENTS 7 DRUG INTERACTIONS ool YW, et 5 . o . Guanfacine Extended-Release Tablets not meet this criteria in all doses combined: irritability, vomiting, asthma (asthma, bronchospasm, wheezing), and enuresis mblefs W|" hurm your Unbom buby Tﬂ"( fo your doﬂor |[ you are pregnunl or p|un fo be(ome
1 INDICATIONS AND USAGE 8 USE IN SPECIFIC POPULATIONS Ll;:zsﬁnr::lrym;;n"?:;;znsure of 446 patients that previously participated in two 2-year, open-label long-term studies was Adverse Reaction Term Placeho M PM All Doses of guantacine {enuress,nocturia, urinary inconfinence). pregnum
2 DOSAGE AND ADMINISTRATION 8.1 Pregnanc - (N=112) (N=107) (N=114) extended-release tablets aThe b o ferm includes b diastolic hyp orthostatic h blood pressure decreased, blood : . . . .
2.1 General Instruction for Use 83 Nugi“g Mothers i Dose T (N=221) prssure distolc decensed, blod presur systalic decrased. * are breastfeeding or plan to breastfeed. It is not known if guanfacine extended-release tablets
1 . - " " — . P m Y ” b ility ferm i i i . r .
2.2 Dose Selection 8.4 Pediatric Use Table 3: Per(enlngepa;:z:;;x;s::szr:::z:,':lsltzzlrci::‘ml;:sizs'sn'z;n::"I‘I’e;ﬂ twice the rate for Headache 1% 18% 16% 17% ; TT::Inffeln lnhll'l"x,e,;";nlﬂzl:::? affedt Iullflllx:r:?nr;nlud Swings. pass into your breus] m|”(. T(]"( to your doﬂor (]bOUT The beS‘ way to feed your buhy Whlle
2.3 Switching from Immediate-Release Guanfacine to Guanfacine 8.5 Geriatric Use Insomnio ¢ L L) 8% T & The rash ferm includes rash. rash generalized, and rash papl i i
] - 3 , rash generalized, and rash papular. Tﬂklﬂ Uunfﬂ(lﬂe eXIended'releuse mbleis.
Extended-Release Tablets 8.6 Renal Impairment Guanfacine Extended-Release Tablets (mg) Diarthea R % 6% 5% e The nightmare term includes abnormal dreams, nightmare, and sleep ferror. 99 .. . . -
0524979533 2.4 Maintenance Treatment 8.7 Hepatic Impairment Mverse | Plusho | Img* | 2mg | 3mg | d4mg | AllDosesof guonfacine | [lothargy % I [ % ¥ Thetochycardia term inludes fochycardia and sius oc Tell your doctor about all of the medicines you take, including prescription and over-the-counter
2.5 Discontinuation of Treatment 9 DRUG ABUSE AND DEPENDENCE ReactionTerm | (N=149) | (N=61) | (N=150) | (N=151) | (N=151) extende(t:;:z;e]?)e tablets Constpation I " m ™ odson Hood Prosare end oot R medicines, vitamins, and herbal supplements.
GUANFACINE 2.6 Missed Dofes . . 9.1 Controlled Substance n " - " - " Dry Mouth 1% 3% 3% 3% In the monotherapy pediatric, short-term, controlled frials (Studies 1 and 2), the maximum mean changes from baseline in . .. ..
EXTENDED-RELEASE TABLETS, 2.7 Dosage Adjustment with Concomitant Use of Strong and Moderate CYP3A4 10 OVERDOSAGE Somnolence ¢ 1% 8% 30% 38% 51% 38% N " N N N N seated systolic blood pressure, diastolic blood pressure, and pulse were -5.4 mmHg, -3.4 mmHg, and -5.5 bpm, respectively, for Guanfacine extended-release tablets may affect the way other medicines WOI’I(, and other medicines
g a1 5 n - " . o - Adverse reactions = 2% for all doses of guanfacine extended-release tablets and > rate in placebo in any dose group but did . 5 i .
for oral use Inhibitors or Inducers 11 DESCRIPTION Fatigue 3% 10% 13% 17% 15% 14% A o L " - ) all doses combined (generally one week after reaching target doses). For the respective fixed doses 1 mg/day, 2 mg/day, may affect how quanfacine extended-release tablets work.
not meet this criteria in all doses combined: affect lability (affect lability, mood swings), increased weight, syncope/loss of A ’ X y g .
Rev. 10/19 3 DOSAGE FORMS AND STRENGTHS 12 CLINICAL PHARMACOLOGY " A % % 5% 7% 8% 7% {loss of consc syncope), dyspepsia, fachycardia (tchycardia, sinus achycardia), and 3 mg/day or 4 mg/day the maximum mean changes in seated systolic blood pressure were -4.3 mmHg, -5.5 mmHg, -5.4 mmHg E . " i ” d . f i k
4 CONTRAINDICATIONS 12.1 Mechanism of Action Dizziness % % ™ 7% 0% m bradveardic (bradveardi, sinus bradveardic). ' ' specially tell your doctor it you take:
5 WARNINGS AND PRECAUTIONS 12.2 Pharmacodynamics Leth 3% 2% % 8% 7% 6 o: The insomnia term includes insomnia, inifial insomnia, middle insomnia, terminal insomnia, and sleep disorder. 34 mmtg, 3.3 mmlg, 4.4 mmg and 5.4 mmg. Forthese respective fived dosesthe maximum mean changs i sated o ketoconazole
5.1 Hypotension, Bradycardi T 12.3 Ph kineti ethargy o o o o o o pulse were -4.8 bpm, -3.1 bpm, -6.5 bpm and -8.6 bpm. Decreases in blood pressure and heart rate were usually modest and
g ypotension, Bradycardia, and Syncope Y armacokinetics Nausea 2% 7% 5% 5% 6% 6% Table 9: Percentage of Patients Experiencing Most Common (2 5% and at least twice the rate for ic; however, b ion and bradycardia can occur. Hy ion was reported as an adverse reaction for 7% of the o medicines that can affect enzyme metabolism
5.2 Sedation and Somnolence 13 NONCLINICAL TOXICOLOGY Dry mouth 1% 0% 1% % 7% 9% placebo) Adverse Reactions in the Monotherapy Flexible Dose Study 5 guanfacine extended-release tablets group and 3% of the placeho group. This includes orthostatic hypotension, which was . h h bl d d .
reported for 1% of the guanfacine extended-release fablets group and none in the placebo group. These findings were generally Igh blood pressure medicine

5.3 Cardiac Conduction Abnormalities 13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility ‘Advorve Roacion Torm Placebo Al Doses of guanfacine

5.4 Rebound Hypertension 14 CLINICAL STUDIES "The lowest dose of 1 my used in Study 2 was not rnndumizled fo patie.ms weighing more than 50 kg. (N=155) extended-release tablets similar in the monotherapy flexible dose trials (Studies 4 and 5). In the adjuncive frial, hypotension (3%) and bradycardia (2%) ° Sedﬂﬁves
6 ADVERSE REACTIONS 16 HOW SUPPLIED/STORAGE AND HANDLING : The : nce ferm ""d"d“ * ”fi""“f" I""d - (N=157) were observed in patients freated with guanfacine extended-release tablets as compared to none in the placebo group. In . .

6.1 Clinical Trials Experience 17 PATIENT COUNSELING INFORMATION *The nsion ferm includes d'“"“!'( orthostati blood pressure decreased, blood r—— o o long-ferm, open label studies, (mean exposure of approximately 10 months), maximum decreases in systolic and diastolic blood ° beﬂZOdlﬂZeplﬂeS

. N e N . N . . pressure diasfolic decreased, blood pressure systolic decreased). omnolence ° - pressure occurred in the first month of therapy. Decreases were less pronounced over time. Syncope occurred in 1% of pediatric ° b b" t
6.2 Postmarketing Experience Sections or subsections omitted from the full prescribing information are not listed. [rw—s m % . it of i ) arbiturates
Table 4: Adverse Reactions Leading fo Disconfinuation (= 2% for all doses of g i aﬂ - o patients in the clinical program. The majority of these cases occurred in the long-term, open-label studies. « anios (hoﬁ(s
FULL PRESCRIBING INFORMATION 2.5 Discontinuation of Treatment extended-release tablets and > rate in placebo) in Fixed Dose Studies 1 and 2 Hypotension ¢ 3% 9% psy
= isconfinuation of Ireatmen 0/ 0/ il f il Ji il i facil dended-rel . . Iy .
1INDICATIONS AND USAGE Following discontinuation of guanfacine extended-release tablets, patients may experience increases in blood pressure and heart Guanfadine Extended-Release Tablets (mg) :'erm:'I: N g.,f i; ::‘)f‘::eps’f(islt’sen?llfllf;rl:: Tnn(r ;::Jrlzzzn‘:fg;hzielI;II}E(VAOI.IUS?I:‘I)J'::VSI";@Il4)] increases inolfneun systolic and diastolic blo;zblm ASk your dOdOl’ or phurmu(lst fOf a ||Si OI: 'hese medltlnes, If you are not sure.
’ . . . . . * ostural Dizziness J d . . . . ! . . .. . o o . . .
Guanfacine extended-elease fabets areinicated for the reatment of Atention Dfict Hyperaciviy Disorder (ADHD) as rte[sce Warnings and Precautions (5.4) and Adverse Reactions ). Patets/caegiers should b insruced not to Adverse | Placebo | Tmg” | 2mg | 3mg | 4mg | AllDosesofg yw " " pressureaveraging approsimately 3 mmg and ncreass in hear rote overaging 5 beats per minute above orginl boseline Know the medicines you take. Keep a list of them and show it to your doctor and pharmacist when
i N o discontinue guanfacine extended-release tablets without consulting their health care provider. Monitor blood pressure and pulse ReactionTerm | (N=149) | (N=61) |(N=150) | (N=151) | (N=151) extended-release tablets Bradycordio 0% 5% were observed upon discontinuation with tapering of guanfacine extended-release tablets. In a of efficacy stud
monotherapy and as adjunctive therapy to stimulant medications [see CLINICAL STUDIES (14)]. R AR y - P pering of g ¥ study, d .
w}"e"‘ r'edutlngllhe dose or d'““""""'“q the drug. Taper the duily dose in decrements of no more than 1 mg every 3to 7 days fo (N=513) o The lence term includes sedation, and h increases in blood pressure and heart rate above baseline slowly diminished over the follow up period, which ranged between 3 you ge' a new medicine.

2DOSAGE AND ADMINISTRATION minimize the risk of rebound hypertension. n (%) n (%) n (%) n (%) n (%) n (%) b: The insomnia term includes insomnia, inifial insomnia, middle insomnia, terminal insomnia, and sleep disorder. and 26 weeks post final dose; the estimated average fime to return to baseline was between six and twelve months. In this study, H h Id I+ k f . # d d' I i bl ts?
2.1 General Instruction for Use 2.6 Missed Doses Total patients (3% 203%) [ 10(7%) | 15 (10%) | 27 (18%) 54 (11%) cThe | ion ferm includes f diastolic h orthostatic h blood pressure decreased, blood | the increases in blood pressure and pulse were not considered serious or associated with adverse events. However, individuals ow shou ake guun acine exiended-release rablers:
§wgl.lg_w tghlg.lg w.hglg. Do not crush, gh_gw or break tablets because this will increase the rate of guanfacine release. Do not When feiniﬁming _pfniems to the previous maintenance dose after fwo or more missed consecutive doses, consider fitration based SongIen(e - T ) S TR KT 00 . preslsure‘ diun:;li( de(r.ensed, hlloodlpress:;re sym')li( d‘e(m.md)f. may have larger increases than reflected by the mean changes. ° Tuke guunfu(ine exfended.rehuse ]uble]s exudly as you[ dodor |e||$ you.
wimintr il i ff mel do o nccsd s onplent ol ‘ ” PR YT e Yo - " The forn s undsnsbrod I postmarkelin exprience,flloving abruptdiscontnution f guanfacin extendedelecse tblets ebound ypertenson and * Your doctor may change your dose. Do not change your dose of guanfacine extended-release
2.2 Dose Selection 2.7 Dosage Adjustment with Concomitant Use of Strong and Moderate CYP3A4 Inhibitors or Inducers Fatigue 0(0%) | 0(0%) | 201%) | 2(1%) | 4(3%) 8(2%) There were no specific adverse reactions > 2% in any treatment group that led to discontinuation in the py flexible b i halopathy have heen reported [see Warnings and Precautions (5.4) and Adverse Reactions (6.2)]. R ¥ N y . ¥
Tuk}e‘ SUﬂﬂ;ﬂ(ipe ix'e:dEd'l;f']eﬂS;}:Me'S 0:;1"5‘0"'{9 dAﬂ“Yr Ei'h:' i'; the m“’"'il?!l ﬂl' EV;;WQ,:WPPWX]'““MY the same fime (D;;;ﬁ 0 IIA1‘b‘t ( f‘"k : fc | )' J(;PJIM‘ d'"l"“‘(“re ; ! ‘IWi)'I;T bl 2')[ “:;L;’:;!i:;:m‘:::s'” Adverse reactions leading to discontinuation in > 2% in any dose group but did not meet this criteria in all doses combined: | dose study (Study 5). Effedts on Height, Weight, and Body Mass Index (BMI tablets without Iulklng to your doctor.
el . in a m /, and a In increment no mor n | mg/week. Inhibifors {e.g., naze , or ini 1S 1€.0., carbamazepin ! on (h if ic | e | It if . N . N 1 1ol . . 4 . . . .
o day. g aa fse o o 1S cremers o1 more T * o 6.4 Kelotoneroel, o Vs 1eg. aramaepiie) Taile £ Lsee diastolic orhastatic blood pressure decroased, blood pressure diosolic Table 10: Other Common Adverse Reactions (2 2% for all doses of guanfacine extended-release Patients faking guant dedrelease fablofs similar growth compared fo normative data. Patiens faking * Do not stop '(lklﬂg guunfucme extended-release tablets without 1u|k|ng fo your doctor.

In monotherapy dlinical trials, there was dose- and exposurerelated clinicalimprovement s el o isks for several dinically ~~ (7)J- decreased, blood pressure systolic decreased), headache, and dizziness. tablets and > rate in placebo) in the Monotherapy Flexible Dose Study 5 guanfacine extended-release tablets had o mean increase in weight of 0.5 kg compared to those receiving placebo over a

© Try not o miss your dose of guanfacine extended-release tablets. If you miss a dose of

ble treatment period. Patients receiving guanfacine extended-release fablets for at least 12 months in open-label studies

significant adverse reactions (hypotension, bradycardia, sedative events). To balance the exposure-related potential benefits and Table 2: Guanfacine Extended-Release Tablets Dosage Adjustments for Patients Taking Concomitant " The lowest dose of 1 mg used in Study 2 was not randomized to patients weighing more than 50 kg. foci JodRel m
risks, ﬂ!e recommended farget dose range d?pending on dlinical response and tolerability for guanfacine extended-release CYP3A4 Inhibitors or Inducers o The lence ferm includes sedation, and | i - Guanfucine Extended-Rel “.se Tablets guiﬂed an average aﬂ?kg in weight and Efm (3in) in height. The height, weighlv, flnd BMI per'(emile remained stable in guunfutine extended-release Iuh|els, take the next dose at your regulur time. If you miss 2 or
Yablts s 0.05 o 0.12 mg/kg/day (ol dalydose bfween 1 10 7 mg) (Sce Table 1) Climical Scemarios Table 5: Oher Comman Adverse Rentons (> 2% forall dose of gvenadine extendedrelonse ablets Adverse Reaction Term Placebo Al Doses of guanfacine patients at 12 months in the long-term studies compared to when they began receiving guanfacine extended-release tablets. d Ik d d fuci ded-rel
H = o | |= -4 -]
Table 1: Recommended Target Dose Range for Therapy with Guanfacine Extended-Release Tablets Starting guanfadine Continving Confinuing and > ratein placebo) in Fixed Dose Sty d?es L and 2 (N=155) ex'ende(dNr_eI]e;;)e tablets Other Adverse Reacions Observed in Clinical Studies more doses, talk fo your doctor, as you may need to restart guantacine extendea-release
Weight Target dose range (0.05 to 0.12 mg/kg/day) extended-release fablets | extended-release tablets | extended-release tablets Guanfadne Extended Release Tablets (mg) o W o Tub!e 13 il_uludes additional u.dverse. reacions observed in shortterm, placebo-controlled and long-term, open-label clinical tablets with a lower dose.
Bondk 2103 mg/day while currently on a while adding a while stopping a a Y T ; 3 . P oprm——" e‘f ache uv nv studies not included elsewhere in section 6.1, listed by organ system. o Do not take a double dose to make up for a missed dose.
Mo iak 104 ma/d CYP3A4 modulator CYP3A4 modulator CYP3A4 modulator verse acebo my mg mg mg oses of guantacine Fatigue 12% 22% Table 13: Other adverse readfions observed in dlinical studies X X . . i
o41-4ky o4 mg/day - o - ReactionTerm | (N=149) | (N=61) | (N=150) | (N=151) | (N=151) |  extendedelease tablets | [ 0% o . * Guanfacine extended-release tablets should be taken 1 time a day in the morning or in the
30094l 3105 my/day CYP3A4 Strong and Decrease guanfacine Decrease guanfacine Increase guanfacine (N=513) ess o b Body System ‘Adverse Readtion
— TR dendedleose tablets | extendedeleasetables | extended elose tables Decteused Appette 4% 15% " P—— evening, either alone or in combination with an ADHD stimulant medicine that your doctor may
49.510 58.4 kg 30 6 mg/day dosage to half the dosage to half the dosage to Jed Headache 19% 26% 25% 16% 28% 23% o - - Cardiac Atrioventricular blod I . .
851091 kg 1107 ma/doy od el fed el level. se Table 1) WdommaPane | 9% | W% | 7% | % | 1% I ‘“’f’“:;ﬁ“ Pain o 12 Gererd Atheria, dhestpan prescribe. Your doctor will tell you when to take guanfacine extended-release fablets and when
>91 kg 5107 mg/day (see Table 1) [see Table 1) Decreased Appefite | 4% 5% 4% 9% 6% 6% :\rmf‘ ”LY :;’ ;: Immune System Disorders Hypersensitivity to take your ADHD stimulant medication.
Doses above 4 mg/day have not been evaluated in children (ages 6 to 12 years) and doses above 7 mg/day have not been ;::im::;:';?;:d (ons‘ldgr '"‘:"j":g c°"s,'d§' '"":":":g ! Df“i":e glunnfz:;:;;; Irritability 4% 5% 8% 3% 7% 6% Knx;le‘ty ]; 3; | l Increased alanine amino transferase . Guunfu(ine ex]ended-releuse mblefs ShOUId he swu"owed whole with a smu" amount of water,
il Ennti o 0/ 0/ 0/ 0/ 0/ as ° o i o . o
evaluated in adolescents (ages 13 10 17 years) {ablets dosage upfodouble | tablfsdosage up o double | dosage o o Constipation 1% 2% 2% 3% 9% % — m m Nervous system Convulsion : I'ﬂl"(, or other |IqUId.
In the adjundtive trial which evaluated guanfacine extended-release tablets treatment with psychostimulants, the majority of the ded level. the ded level over | level over 1 to 2 weeks. Nightmare b 0% 0% 0% 3% 4% 2% - - " Renal Increased urinary frequency oD h h h k f . d d I IJI T ” d {
patients reached optimal doses in the 0.05 to 0.12 mg/kg/day range. Doses above 4 mg/day have not been studied in (see Table 1) 110 2 weeks. (see Table 1) | (see Table 1) Enuresis ¢ 1% 0% 1% 3% 2% 2% Increased Weight L) R Voscular Hypertension, pallor 0 not crus , (hew, or break guanracine extended-release tablefs. le your octor | you
adncive il T OAE FORS AN STRENGTHS Wit | | m | w | m | ™ o Abdominal/Stomach Disomfon % 2 5.2 Postarkatme Ecoer cannot swallow guanfacine extended-release tablets whole.
Cwinohs 1 P P P 1 i % % e v N N . N : . H
2'3. . "T“"' N Release Guanlaine fo Emm!ed Rel.ense Tnhl?ts 1 mg, 2mg, 3 mg and 4 mg extended-release tablets Adverse reactions 2 2% for ll doses of guanfacine extended-release tablets and > rate in placebo in any dose group but did Pruits L o The following adverse reactions have been identified during post-approval use of guanfacine. Because these reactions are * Do not fake guunfucme extended-release fablets with a hlgh-f(l' meal.
IFwitching from immediaterelease guanfacine, disconfinue tha ireatmen, and ftrate with guanfacine extendedelease fablets his criteria in all d bined: insomnia (insomnia, initial insomnia, middle insomnia, ferminal insomnia, s! Adverse reactions > 2% for all doses of guanfacine extended-release fablets and > rate in placebo in any dose group but did | reported voluntarily from a population of uncertain size, it is not always possible o reliably estimate their frequency or establish
following above recommended schedule. 4 CONTRAINDICATIONS not meet this criteria in all doses combined: insomnia (insomnia, initial insomnia, middle insomnia, terminal insomnia, sleep dions = L7 '9 ! € ! p y g 'P P " Y pop ) ys e ly quency ° YOUI' dDﬂOf WI” (he(k our leOd pressure und heun rate while ou 'Uke guunfucine
0| ‘ N N - . . - P " iicted it i a ol ) ) - disorder), vomiting, diarrhea, abdominal /stomach discomfort (abdominal discomfort, epigastric discomfort, stomach not meet this criteria in all doses combined: nausea, diarrhea, vomiting, and depression (depressed mood, depression, a causal relafionship to drug exposure. y y
Do not substitute for 4 tablets on a milligram-per-milligram basis, because of differing fables are in patients with a hisfory of a reaion fo iscomfort), rash (rash, rash generalized, rash papular), dyspepsia, increased weight, bradycardia (bradycardia, sinus depressive symptom). Less frequent, possibly guanfacine-related events observed in the post-marketing study and/or reported spontaneously, not exiended‘releuse Iuble's.

ki extended-release tablets or its inactive ingredients, or other products containing guanfacine. Rash and pruritus have been
reported.

5 WARNINGS AND PRECAUTIONS

5.1 Hypotension, Bradycardia, and Syncope

Treatment with guanfacine extended-release fablets can cause dose-dependent decreases in blood pressure and heart rate.
Decreases were less pronounced over fime of freatment. Orthostatic hypotension and syncope have been reported [sce Adverse
Reactions (6.1)].

Measure heart rate and blood pressure prior to initiation of therapy, following dose increases, and periodically while on therapy.
Titrate guanfacine extended-release fablets slowly in patients with a history of hypotension, and those with underlying conditions

o: The abdominal pain term includes abdominal pain, abdominal pain lower, abdominal pain upper, and abdominal tenderness.
b: The anxiety term includes anxiety and nervousness.

< The rash term includes rash, rash generalized, and rash papular.

d: The abdominal/stomach discomfort term includes abdominal discomfort, epigastric discomfort, and stomach discomfort.

dended-rel

ic profiles. tablets have significantly reduced Cpgx (60% lower), bioavailability (43%
lower), and a delayed Tyyqx (3 hours later) compared fo those of the same dose of immediate-release guanfacine [see Clinical
Pharmacology (12.3)].

2.4 Maintenance Treatment

Pharmacological treatment of ADHD may be needed for extended periods. Healthcare providers should periodically re-evaluate
the long-term use of guanfacine extended-release fablets, and adjust weight-based dosage as needed. The majority of children
and adolescents reach optimal doses in the 0.05 to 0.12 mg/kg/day range. Doses ahove 4 mg/day have not been evaluated in
children (ages 6 o 12 years) and above 7 mg/day have not heen evaluated in adolescents (ages 13 to 17 years) [see
CLINICAL STUDIES (14)].

included in section 6.1, include:
General- edema, malaise, tremor

Cardi I I bocardi

bradycardia), asthma (asthma, bronchospasm, wheezing), agitation, anxiefy (anxiety, nervousness), sinus arrhythmia, blood
pressure increased (blood pressure increased, blood pressure diastolic increased), and first degree atrioventricular block.

* If you fake too much guanfacine extended-release tablets, call your local Poison Control Center
at 1-800-222-1222 or go to the nearest emergency room right away.
What should I avoid while taking guanfacine extended-release tablets?
« Do not drive, operate heavy machinery, or do other dangerous acfivities until you know how
guanfacine extended-release tablets affect you. Guanfacine extended-release tablets can slow
your thinking and motor skills.

rebound

* The lowest dose of 1 mg used in Study 2 was not randomized o patients weighing more than 50 kg.

o: The abdominal pain term includes abdominal pain, abdominal pain lower, abdominal pain upper, and abdominal tenderness.
b: The nightmare term includes abnormal dreams, nightmare, and sleep terror.

< The enuresis ferm includes enuresis, nocturia, and urinary incontinence.

d: The affect lability term includes affect lability and mood swings.

Central Nervous System: paresthesias, vertigo
Eye Disorders: blurred vision
Musculo-Skeletal System: arthralgia, leg cramps, leg pain, myalgia

Psychiatric: confusion, hallucinations
Reproductive System, Male: erectile dysfunction
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Pharmacist: Detach Here

© Do not drink alcohol or fake other medicines that make you sleepy or dizzy while taking
guanfacine extended-release tablets until you talk with your doctor. Guanfacine
extended-release tablets taken with alcohol or medicines that cause sleepiness or dizziness may

make your sleepiness or dizziness worse.

* Do not hecome dehydrated or overheated. This may increase your chance of having low blood

pressure or fainfing while taking guanfacine extended-release tablets.

* Do not suddenly stop guanfacine extended-release tablets. Tell your healthcare provider if you
have been vomiting and cannot take guanfacine extended-release tablets, you may be af risk

for rebound hypertension.

What are the possible side effects of guanfacine extended-release tablets?
Guanfacine extended-release tablets may cause serious side effects including:

* low blood pressure
© low heart rate

* fainting

* sleepiness

« increased blood pressure and heart rate after suddenly stopping guanfacine extended-release
tablets (rebound hypertension). Suddenly stopping guanfacine extended-release tablets can
cause increased blood pressure and heart rate and other withdrawal symptoms such as
headache, confusion, nervousness, agitation, and tremors. If these symptoms continue to get
worse and are left unireated, it could lead to a very serious condition including very high blood
pressure, feeling very sleepy or tired, severe headache, vomiting, vision problems, seizures.

Get medical help right away, if you have any of the symptoms listed above.

The most common side effects of guanfacine extended-release tablets include:

* sleepiness

* tiredness

e trouble sleeping
© low blood pressure
* nausea

e stomach pain

o dizziness

e dry mouth

« irritability

* vomiting

o slow heart rate

Tell the 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 guanfacine extended-release tables. For more

information, ask your doctor or pharmacist.

Call your doctor for medical advice about side effects. You may report side effects to TWi

Pharmaceuticals, Inc. 1-844-518-2989 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

How should I store guanfacine extended-release tablets?

« Store guanfacine extended-release tablets at 20° to 25°C (68° to 77°F). [see USP Controlled

Room Temperature].

Keep guanfacine extended-release tablets and all medicines out of the reach of children.
General Information about the safe and effective use guanfacine extended-release

tablets

Medicines are somefimes prescribed for purposes other than those listed in  Patient Information
Leaflet. Do not use guanfacine extended-release tablets for a condition for which it was not
prescribed. Do not give guanfacine extended-release tablets to other people, even if they have the

same symptoms that you have. It may harm them.

This leaflet summarizes the most important information about guanfacine extended-release tablets.
If you would like more information, talk with your doctor. You can ask your pharmacist or doctor for
information about guanfacine extended-release tablets that is written for health professionals.

What are the ingredients in guanfacine extended-release tablets?
Adive ingredient: guanfacine hydrochloride

Inactive ingredients: microcrystalline cellulose, hypromellose, polyvinyl acetate, povidone, luctose
monohydrate, magnesium stearate, sodium lauryl sulfate and silica. In addition, the 3 mg and 4 mg

tablets also contain FD&C Blue #1.

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

All other trademarks are the property of their respeciive owners.

Manufaciured for:
TWi Pharmaceuticals USA, Inc.
Paramus, NJ 07652

Manufactured by:

Twi

TWi Pharmaceuticals, Inc.
Taoyuan City, 32063, Taiwan

Revised: 10/19
0524979533

\

7 7y System: dyspnea
Skin and Appendages: alopecia, dermatitis, exfoliative dermatitis, pruritus, rash
Special Senses: alterations in taste

12.3 Pharmacokinefics
Absorption and Disiribution

f

Figure 3: Effect of Guanfacine Extended-Release Tablets on the Pharmacokinetics (PK) of Other Drugs

Guanfacine is readily absorbed and approximately 70% hound to plasma proteins i of drug ion. After oral

of guanfacine extended-release fablets the fime to peak plasma concentration is approximately 5 hours in
7 DRUG INTERACTIONS children and adolescents with ADHD.
Table 14 contains dlinically important drug i with guanfacine extended-release fablets [see Clinical P logy | .. facine and guanfadine extendedrelease tablets have different phormacokineti charadteristcs; dose
(12.3)] '

Table 14: Clinically Important Drug Interactions: Effect of other Drugs on Guanfacine Extended-Release Tablets

substitufion on a milligram per milligram basis will result in differences in exposure.

A ison across studies suggests that the Cyygy is 60% lower and AUC... 43% lower, respectively, for guanfacine

Clinical Rationale and Magnitude Clinical Recommendation

of Drug Interaction

Concomitant Drug Name
or Drug Class

extended-release tablets compared to immediate-release guanfacine. Therefore, the relative bioavailability of guanfacine
tended-release tablets to immediate-rel facine is 58%. The mean pharmacokinetic parameters in adults following the

Strong and moderate (YP3A4
inhibitors, e.g., ketoconazole,

Guanfacine is primarily mefabolized Consider dose reduction [see Dosage
by CYP3A4 and its plasma concentrations | and administration (2.7)]

of guanfacine extended-release fablets 1 mg once daily and immediate-release guanfacine 1 mg once daily are

summarized in Table 15.

fluconazole can be significantly affected resulting in Table 15: Comparison of Ph kineti facine Extended-Release Tablets vs. Immediate release
an increase in exposure Guanfacine in Adults Cmax 1
Strong and moderate (YP3A4 Guanfacine is primarily metabolized by | Consider dose increase [see Dosage Parameter facine Extended-Release Tablets | . lease gounfud
inducers, e.g., rifampin, efavirenz | (YP3A4 and its plasma ions can | and administration (2.7)] 1 mg once daily 1 mg once daily AUC S
be significantly affected resulting in a (n=52) (n=12)
decrease in exposure Coon /L) 10203 25206 00 0s 10 s 20
8 USE IN SPECIFIC POPULATIONS WCpen (ngh/ml) 3229 S6£15 Change relative o efrence
ol
8.1 Pregnancy tmox (h) 6.0(4.0-8.0) 3.0(1.5-4.0)
13 NONCLINICAL TOXICOLOGY
Pregnancy Category B 1y, (h) 184 16+3  Fertil
Risk Summary T 13.1 Carcinogenesis, Mutagenesis, Imy of Fertility
Note: Val -SD, except for tq, which is med . )
There are no adequate and well-controlled studies of guanfacine extended-release tablets in pregnant women. No fetal harm was ot: Values ot mean /- D, except fort which s medion{rnge) Carcinogenesis

observed in rafs and rabbits with administration of guanfacine at 4 and 2.7 times, respectively, the maximum recommended
human dose. Because animal studies are not always predictive of human response, this drug should be used during pregnancy
only if clearly needed.

Animal data

Reproduction studies conducted in rats have shown that guanfacine crosses the placenta. However, adminisiration of guanfacine
fo rats and rabbits at 4 and 2.7 times, respectively, the maximum recommended human dose of 0.12 mg/kg/day on a mg/m2
basis resulted in no evidence of harm to the fetus. Higher doses (13.5 fimes the maximum recommended human dose in both
rabbits and rats) were associated with reduced fefal survival and maternal toxicity.

8.3 Nursing Mothers

Itis not known whether guanfacine is excrefed in human milk; however, guanfacine is excreted in rat milk. Because many drugs
are excreted in human milk, caution should be exercised when guanfacine extended-release tablets are administered to a
nursing woman. Observe human milk-fed infants for sedation and somnolence.

8.4 Pediatric Use
Safety and efficacy of guanfacine extended-release fablets in pediatric patients less than 6 years of age have not been

blished. The efficacy of guanfacine extended-release fablets was studied for the treatment of ADHD in five controlled
monotherapy clinical frials (up to 15 weeks in duration), one randomized withdrawal study and one controlled adjuncive trial
with psychostimulants (8 weeks in duration) in children and adolescents ages 6 to 17 who met DSMAV® criteria for ADHD [see
ADVERSE REACTIONS (6) and CLINICAL STUDIES (14)].

Animal Data
In studies in juvenile rats, guanfacine alone produced a slight delay in sexual maturation in males and females at 2 to 3 fimes
the maximum recommended human dose (MRHD). Guanfacine in combination with methylphenidate produced a slight delay in

sexual maturation and decreased growth as measured by a decrease in bone length in males at a dose of guanfacine
comparable fo the MRHD and a dose of methylphenidate approximately 4 fimes the MRHD.

In a study where juvenile rats were treated with guanfacine alone from 7 to 59 days of age, development was delayed as
indicated by a slight delay in sexual maturation and decreased body weight gain in males at 2 mg/kg/day and in females at

3 mg/kg/day. The No Adverse Effect Level (NOAEL) for delayed sexual maturation was 1 mg/kg/day, which is equivalent to the
MRHD of 4 mg/day, on a mg/m?2 basis. The effects on fertility were not evaluated in this study.

In a study where juvenile rats were treated with guanfacine in combination with methylphenidate from 7 to 59 days of age, o

decrease in ulna bone length and a slight delay in sexual maturation were observed in males given 1 mg/kg/day of guanfacine
in combination with 50 mg/kg/day of methylphenidate. The NOAEL for these findings were 0.3 mg/kg of guanfacine in

Drug PK Fold Change and 90% CI
Oral Methylphenidate

Cmax r

AUC It

Lisdexamfetamine Dimesylate

morning and evening guanfacine extended-release tablefs dosing (see Table 17). Nearly two-hirds (64.2%) of patients reached
optimal doses in the 0.05 to 0.12 mg/kg/day range.

Studies 4, 5 and 6: Flexible-dose Guanfacine Extended-Release Tablets Monotherapy

Study 4 (314 study) was a double-blind, randomized, placebo-controlled, d study, in which efficacy of once daily
dosing (morning or evening) with guanfacine extended-release tablets (1 mg, 2 mg, 3 mg, and 4 mg) was evaluated for 8 weeks
in children aged 6 fo 12 years (n=340).

Signs and symptoms of ADHD were evaluated on a once weekly basis using the dlinician administered and scored ADHD Rating
Scale (ADHD-RS-V), which includes both hyperactive/impulsive and inattentive subscales. The primary efficacy outcome was the
change from baseline score at endpoint on the ADHD-RS-V total scores. Endpoint was defined as the last post-randomization
treatment week for which a valid score was obtained prior to dose tapering (up to Week 8).

ifi faci dended-rel

Mean reducfions in ADHD-RS-IV fofal scores at endpoint were stafistically si ly greater for
tablets compared to placebo in both AM and PM dosing groups of guanfacine extended-release tablets (see Table 17).
Study 5 (312 study) was a 15-week, double-blind, randomized, placebo-controlled, d study conducted in
adolescents aged 13 to 17 years (n=314) fo evaluate the efficacy and safety of guanfacine extended-release fablets (1 to
7 mg/day; optimized dose range of 0.05 to 0.12 mg/kg/day) in the treatment of ADHD as measured by the ADHD Rating
Scale-IV (ADHD-RS-1V). Patients receiving guanfacine extended-release tablets showed stafisically significantly greater
improvement on the ADHD-RS-V total score compared with patients receiving placebo (see Table 17).

Study 6 (316 study) was a 12-week (for children aged 6 o 12) or 15-week (for adolescents aged 13 to 17), randomized,
double-blind, parallel-group, placebo- and active-reference, dose-optimization study conducted in pediatric patients (children and

Figure 1: Comparison of Ph Extended-Release Tablets vs.
Immediate-release guanfacine in Adults
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—M— Guanfacine Extended-Release Tablets, 1 mg QD - & - Tenex, 1 mg QD ‘

Exposure to guanfacine was higher in children (ages 6 to 12) compared fo adolescents (ages 13 to 17) and adults. After oral
administration of multiple doses of guanfacine extended-release tablets 4 mg, the Cy,q, was 10 ng/mL compared fo 7 ng/mL and
the AUC was 162 ng  h/mL compared to 116 ng « h/mLin children (ages 6 to 12) and adolescents (ages 13 to 17), respecively.
These differences are probably attributable to the lower hody weight of children compared to adolescents and adults.

The ph kinetics were affected by intake of food when a single dose of guanfacine extended-release tablets 4 mg was

combination with 16 mg/kg/day of methylphenidate, which are equivalent o 0.3 and 1.4 times the MRHD of 4 mg/day and
54 mg/day for guanfacine and methylphenid ively, on a mg/m2 basis. These findings were not observed with
guanfacine alone at 1 mg/kg/day or methylphenidate alone at 50 mg/kg/day.

8.5 Geriatric Use

The safety and efficacy of guanfacine extended-release fablets in geriatric patients have not been established.

8.6 Renal Impairment
It may be necessary fo reduce the dosage in patients with significant impairment of renal function [see Clinical Pharmacology
(12.3)].

8.7 Hepatic Impairment
It may be necessary fo reduce the dosage in patients with significant impairment of hepatic function [see Clinical
Pharmacology (12.3)].

9 DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance
Guanfacine extended-release tablets are not controlled substance and have no known potential for abuse or dependence.

10 OVERDOSAGE
Symptoms

P, Lot P | |

; reports of ge indicate that | drowsiness, lethargy, and b dia have been
observed following overdose. Inifial hypertension may develop early and may be followed by hypotension. Similar symptoms
have been described in voluntary reports to the American Associafion of Poison Control Center's National Poison Data System.

Miosis of the pupils may be noted on examination. No fatal overdoses of guanfacine have been reported in published literature.

Treaiment
Consult a Certified Poison Control Center by calling 1-800-222-1222 for up-o-date guidance and advice.
" of quanfacine extended-rel

tablets overdose should include monitoring for and the treatment of initial
hypertension, if that occurs, as well as hypotension, bradycardia, lethargy and respiratory depression. Children and adolescents
who develop lethargy should be observed for the development of more serious toxicity including coma, bradycardia and
hypotension for up to 24 hours, due to the possibility of delayed onset hypotension.

11 DESCRIPTION

Guanfacine extended-release tablets are once-daily, extended-release formulation of guanfacine hydrochloride (HCl) in @ matrix
tablet formulation for oral administration only. The chemical designation is N-amidino-2-(2,6-dichlorophenyl) acetamide
monohydrochloride. The molecular formula is CoHgCly N30-HCl corresponding to a molecular weight of 282.55. The chemical

structure is:
a
H
/\"/N\"/NHZ * HCl
o] NH
a

Guanfacine HCl is a white fo off-white crystalline powder, sparingly soluble in water (approximately 1 mg/mL) and alcohol and
slightly soluble in acetone. The only organic solvent in which it has relatively high solubility is methanol (>30 mg/mL). Each
tablet contains guanfacine HCl equivalent to 1 mg, 2 mg, 3 mg, or 4 mg of guanfacine base. The fablets also contain
microcrystalline cellulose, hypromellose, polyvinyl acetate, povidone, lactose monohydrate, magnesium stearate, sodium lauryl
sulfate and silica. In addition, the 3 mg and 4 mg tablets also contain FD&C Blue #1.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Guanfacine is a central alphag-adrenergic receptor agonist. Guanfacine is not a central nervous system (CNS) sfimulant. The
mechanism of action of guanfacine in ADHD is not known.

12.2 Pharmacodynamics
Guanfacine is a selective central alphagy-adrenergic receptor agonist in that it has a 15 to 20 fimes higher affinity for this
receptor subtype than for the alphayg or alphayg subtypes.

Gt "

It o

is a known ive agent. By sfi central alphagy-adrenergic receptors, reduces
sympathetic nerve impulses from the vasomotor center to the heart and blood vessels. This results in a decrease in peripheral
vascular resistance and a reduction in heart rate.

In a thorough QT study, the administration of two dose levels of immediate-release guanfacine (4 mg and 8 mg) produced
i ly 2 to 4 times the observed with the maximum recommended dose of guanfacine
extended-release tablets of 0.12 mg/kg. Guanfacine was not shown to prolong the QTc interval o any clinically relevant extent.

administered with o high-fat breakfast. The mean exposure increased (Crgx ~75% and AUC ~40%) compared to dosing in a
fasted state.

Dose Proportionality
Following administration of
and AUCg.co of guanfacine were proportional fo dose.

faci tended-rels

tablets in single doses of 1 mg, 2 mg, 3 mg, and 4 mg fo adulfs, ey

Metabolism and Elimination

In vitro studies with human liver mi and binant CYP's d d that g was primarily metabolized b
C(YP3A4. In pooled human hepatic microsomes, guanfacine did not inhibit the acfivifies of the major cytochrome P450
isoenzymes (CYPTA2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 or (YP3A4/5); guanfucine is also not an inducer of CYP3A,
(YP1A2 and C(YP2B6. Guanfacine is a substrate of CYP3A4/5 and exposure is affected by CYP3A4/5 inducers/inhibitors.

Guanfacine inhibits MATE] and OCT1, but does not inhibit BSEP, MRP2, OATP1B1, OATP1B3, OATI, OAT3, 0CT2, or MATE2K.
Guanfacine is a substrate of OCT1 and OCT2, but not BCRP, OATP1B1, OATP1B3, OATI, OAT3, MATET, or MATE2. Concomitant
administration of guanfacine with OCTT substrates might potentially increase the exposure of these OCTT substrates.

=

Studies in Specific Populations

No carcinogenic effect of guanfacine was observed in studies of 78 weeks in mice or 102 weeks in rats at doses up fo 6.8 fimes
the maximum recommended human dose of 0.12 mg/kg/day on a mg/m2 basis.

Mutagenesis
Guanfacine was not genotoxic in a variety of test models, including the Ames test and an in vitro chromosomal aberration fest;
however, a marginal increase in numerical aberrations (polyploidy) was observed in the latter study.

Impairment of Fertility
No adverse effects were observed in fertility studies in male and female rats at doses up to 22 times the maximum recommended
human dose on a mg/m? basis.

14 CLINICAL STUDIES

Efficacy of guanfacine extended-release tablets in the treatment of ADHD was established in children and adolescents (6 1o 17
years) in:

©  Five shorterm, placebo-controlled monotherapy trials (Studies 1, 2, 4, 5, and 6)

© One short-term, placebo-controlled adjunctive trial with psychosfimulants (Study 3).

« One long-ferm, placebo-controlled trial (Study 7).

St 1 and 2: Fixeddose Guonfocine £ [Release T
Study 1 (301 study) was a double-blind, placebo-controlled, parallel-group, fixed dose study, in which efficacy of once daily
dosing with guanfacine extended-release tablets (2 mg, 3 mg and 4 mg) was evaluated for 5 weeks (n=345) in children and
adolescents aged 6 to 17 years. Study 2 (304 study) was a double-blind, placebo-controlled, parallel-group, fixed-dose study, in
which efficacy of once daily dosing with guanfacine extended-release tablets (1 mg, 2 mg, 3 mg and 4 mg) was evaluated for 6
weeks (n=324) in children and adolescents aged 6 to 17 years. In both studies, randomized patients in 2 mg, 3 mg and 4 mg
dose groups were fitrated to their target fixed dose, and continued on the same dose until a dose tapering phase started. The
lowest dose of 1 mg used in Study 2 was not randomized to patients weighing more than 50 kg. Patients who weighed less than
25 kg were not included in either study.

Signs and symptoms of ADHD were evaluated on  once weekly basis using the clinician administered and scored ADHD Rafing
Scale (ADHD-RS-V), which includes both hyperactive/impulsive and inattentive subscales. The primary efficacy outcome was the
change from baseline to endpoint in ADHD-RS-V total scores. Endpoint was defined as the last post-randomization treatment
week for which a valid score was obtained prior fo dose tapering (up to Week 5 in Study 1 and up to Week 6 in Study 2).

The mean reducfions in ADHD-RS-V fofal scores at endpoint were statistically significantly greater for guanfacine extended-release
tablefs compared fo placebo for Studies 1 and 2. Placeho-udjusted changes from baseline were stafisically significant for each of
the 2 mg, 3 mg, and 4 mg guanfacine extended-release fablets randomized treatment groups in both studies, as well as the 1 mg
guanfacine extended-release fablefs treatment group that was included only in Study 2 (see Table 16).

Dose-responsive efficacy was evident, parficularly when data were examined on a weight-adjusted (mgy/kg) basis. When
evaluated over the dose range of 0.01 o 0.17 mg/kg/day, dlinically relevant improvements were observed beginning at doses
in the range 0.05 to 0.08 mg/kg/day. Doses up fo 0.12 mg,/kg/day were shown fo provide additional benefit.

In the monotherapy trials (Studies 1 and 2), subgroup analyses were performed to identify any differences in response based on
gender or age (6 to 12 vs. 1310 17). Analyses of the primary outcome did not suggest any differential responsiveness on the
basis of gender. Analyses by age revealed a statistically significant treatment effect only in the 6 to 12 age subgroup. Due fo the
relatively small proportion of adolescent patients (ages 13 o 17) enrolled into these studies (approximately 25%), these data
may not have been sufficient o demonsirate efficacy in the adolescent patients. In these studies, patients were randomized to a
fixed dose of guanfacine extended-release tablets rather than optimized by body weight. Therefore, some adolescent patients
were randomized fo a dose that might have resulted in relatively lower plasma guanfacine concentrations compared to the
younger patients. Over half (55%) of the adolescent pafients received doses of 0.01 to 0.04 mg/kg. In studies in which
systematic pharmacokinefic data were obtained, there was a strong inverse correlation between body weight and plasma
guanfacine concentrations.

aged 6 to 17 years old inclusive) (n=337) to assess the efficacy and safety of once-daily dosing (children: 1 to
4 mg/day, adolescents: 1 to 7 mg/day; optimized dose range of 0.05 to 0.12 mg/kg/day) in the treatment of ADHD.
Guanfacine extended-release tablets were statistically superior to placebo on symptoms of ADHD in patients 6 to 17 years as
measured by change from baseline in ADHD-RS-V total scores (see Table 17).

Table 17: Flexible-Dose studies

Primary Efficacy Measure: ADHD-RS-IV Total Score
St:dy :umbel Treatment Group Mean Baseline | LS Mean Change Placebo-subtracted
(Age Range) Score (SD) | from Baseline (SE) | Ditferenceb (95% Cl)
Guanfacine Extended-Release 37.6(8.13) -20.3(0.97) 45(7.5,-1.4)
Tablets 110 4 mg AM*
Study 30 Guanfacine Extended-Release 37.0(7.65) -21.2(0.97) 5.3(8.3,-2.3)
(61017 years) Tablets 110 4 mg PM*
Placeho 37.7(1.75) 159 (0.96) B
Guanfacine Extended-Release 41.7(6.39) -20.0(1.23) 9.4(12.8,-6.0)
Tablets 110 4 mg AM"
Study 4 Guanfacine Extended-Release | 41.6 (6.66) 204(1.19) 9.8(13.1,6.4)
(610 12 years) Tablets 1o 4 mg PM”
Placeho 429 (6.29) 106 (1.20) B
Guanfacine Extended-Release 39.9(5.57) -24.6 (1.06) -6.03(-8.87,-3.19)
" Sluld7y5 Tablets 1107 mg"
1
(131017 years Placeho 400 (6.11) 185 (1.08) B
Guanfacine Extended-Release 43.1(5.47) -23.89 (1.15) -8.88(-11.94,-5.81)
" s']”;”’ Tablets 1107 mg"
(61017 years] Placebo 13.2(5.60) 1501 (1.16) B

SD: standard deviation; SE: standard error; LS Mean: least-squares mean; CI: unadjusted confidence interval.

o Treatment was given in combination with a psychosfimulant.

b Difference (drug minus placebo) in least-squares mean change from baseline.

* Doses stafisfically significantly superior fo placebo.
Study 7: Long-Term Maintenance of Guanfacine Extended-Release Tablets Efficacy
Study 7 (315 study) was a double-blind, placebo-controlled, randomized withdrawal trial in pediatric patients aged 6 o 17 years
with DSM-IV-TR diagnosis of ADHD. The study consisted of an open-label phase, including a 7-week dose opfimization period fo
fitrate patients to an optimal dose (maximum 4 mg/day for children and 7 mg/day for adolescents; optimized dose range: 0.05
t0.0.12 mg/kg/day) and  6-week dose maintenance period. There were 526 patients included in the open-label phase. Among
those, 315 patients who met response criteria in the open-label phase were then randomized (1:1, guanfacine extended-rel
tablets: placebo) in a 26-week, double-blind, randomized withdrawal phase. The response criteria were defined by > 30%
reduction in ADHD-RS-V total score and a Clinical Global Impression-Improvement (CGH) score of 1 or 2 during the open-label
phase. A statistically significantly lower proportion of treatment failures occurred among guanfacine extended-release fablets
patients compared o placebo at the end of the randomized withdrawal period (Figure 4). Treatment failure was defined as a
> 50% increase (worsening) in ADHDRS-V total score and a = 2-point increase in Clinical Global Impression-Severity (CGI-S)
score. Patients who met the treatment failure criteria on two consecutive visits or discontinued for any reason were classified as
treatment failure.

Figure 4. Kaplan-Meier Estimation of Proportion of Patients with Treatment Failure for Children and
Adolescents Ages 6 to 17 (Study 7)

Renal Impairment Table 16: Fixed dose Studies
The impact of renal impai on the ph kinefics of guanfacine in children was not assessed. In adult patients with Primary Efficacy Measure: ADHD-RS-IV Total Score §
impaired renal fl{n(non, the :um.ulutlye urinary e)l(rreﬂon of guanfacine and the renal clearance diminished w ren(}l function Study Number Treatment Group Mean 1S Mean Placebosubracted 1
decreased. In patients on hemodialysis, the dialysis clearance was about 15% of the total clearance. The low dialysis clearance . " o i
o Ly N (Age Range) Baseline Change from Differencea (95% Cl) =
suggests that the hepatic elimination (metabolism) increases as renal function decreases. Score (D) Baseline (SE)
Guanfacine Extended-Rel 361(999) | 159137 743,35
The impact of hepatic impairment on PK of guanfacine in children was not assessed. Guanfacine in adults is cleared both by the van n(TI:l:Ie:(sezan‘ elease (299) (1.37) (113,35)
liver and the kidney, and approximately 50% of the clearance of guanfacine is hepatic [see Hepatic Impairment (8.7)]. RN EE N T T R T X
Drva Inferaction Sudi Sudy 1 Guanfacine Extended-Release 36.8(8.72) -16.0(1.38) 7.5(11.4,-3.6) i o Tt G
Drug Interaction Studies Tabl .
ts 3
Guanfacine is primarily metabolized by CYP3A4 and its plasma concentrations can be affected significantly by CYP3A4 inhibitors | (6 1o 17 years) o .a i ’ :gd P w07 THIE 0039 4] 16 HOW SUPPLIED/STORAGE AND HANDLING
or inducers (Figure 2). van MTI:EIe:(s :nmeg‘ eleose Guanfacine extended-release tablets are supplied in 1 mg, 2 mg, 3 mg, and 4 mg strength extended-release tablets in 100 count
Figure 2: Effect of Other Drugs on the Pharmacokinetics (PK) of Guanfacine Extended-Release Tablets and 1000 count botles.
Placebo 38.1(9.34) 85(142) -
Change dueto K Fold Change and 90% CT Guanfacine ExtendedRelease | 417 (781) | -19.4(1.69) 68(113,22) 1 mg 2mg 3mg 4mg
Tablets 1 mg™ Color White White Blue Blue
CYP3A4 Inkibitors: Guanfacine Extended-Release | 39.9 (8.74) -18.1(1.60) 5.4(99,-09) Shape Round Caplet Round Caplet
Ketoconazole Comax e Study 2 Tables 2 mg” Deb (top/botiom) | A533/1mg 534/ 2 mg 536/ 3mg £538/ 4 mg
R AUC —— (61017 years) | Guanfacine [xtended:ReIense 39.1(9.22) -20.0 (1.64) 7.3(11.8,-28) 100 count: 100 count: 100 count: 100 count:
e Tablets 3 mg 2497953301 2497953401 2497953601 2497953801
Rifampin Cmax & - NDC number
AUC - Guanfacine [x!ended:ReIense 40.6 (8.57) -20.6 (1.60) 7.9(12.3,-3.4) 1000 count: 1000 count: 1000 count: 1000 count:
Oral Methyiphenidate Tablets 4 mg 2497953310 2497953410 2497953610 24979-53810
Comax P Ploocko 3.3 (885 127 {1.60) - Storage - Store at 20° fo 25°C (68° to 77°F). [see USP Controlled Room Temperature].
AUC & SD: standard deviation; SE: standard error; LS Mean: least-squares mean; CI: unadjusted confidence interval. 17 PATIENT COUNSELING INFORMATION
Lisdexamfetamine Dimesylate a Difference (drug minus placebo) in least-squares mean change from baseline.
Crmax @ * Doses stafistically significantly superior fo placebo. Advise the patient to read the FDA-approved patient labeling (Patient Information).
AUC 1 " The lowest dose of 1 mg used in Study 2 was not randomized to patients weighing more than 50 kg. Dosing and Administration
Study 3: Flexible-dose Guanfaine Extended-Release Tablets as Adiunctive Therapy to Psychostimulants Instruct patients to swallow guanfacine extended-release tablets whole with water, milk or other liquid. Tablets should not be
6 1 2‘ é ; ; Study 3 (313 study) was a double-blind, randomized, placebo-controlled, d study, in which efficacy of once daily crushed, chewed or broken prior o administration because this may increase the rate of release of the aciive drug. Patients
Change sltive o seference optimized dosing (morning o evening) with guanfacine extended-release tablets (1 mg, 2 mg, 3 mg and 4 mg), when should not take guanfacine extended-release tablets together with a high-fat meal, since this can raise blood levels of guanfacine
ministered with psych lants, was evaluated for 8 weeks, in children and adolescents aged 6 1o 17 years with o extended-release tablefs. Instruct the parent or caregiver fo supervise the child or adolescent taking guanfacine extended-release
Guanfacine does not significantly affect exposures of methylphenidate and lisdexamfetamine when coadministered (Figure 3).  diagnosis of ADHD, with a sub-optimal response fo stimulants (n=455). Patients were started at the 1 mg guanfucine fablets and to keep the botle of fablets out of reach of children.

extended-release tablets dose level and were fitrated weekly over a 5-week dose-optimization period to an optimal guanfacine
extended-release tablets dose not to exceed 4 mg/day based on tolerability and clinical response. The dose was then maintained
for a 3-week dose maintenance period hefore entry to 1 week of dose tapering. Patients took guanfacine extended-release
tablets either in the morning or the evening while maintaining their current dose of psychostimulant treatment given each
morning. Allowable psychostimulants in the study were ADDERALL XR®, VYVANSE®, CONCERTA®, FOCALIN XR®, RITALIN LA®,
METADATE (D® or FDA-approved generic equivalents.

Symptoms of ADHD were evaluated on a weekly basis by clinicians using the ADHD Rating Scale (ADHDRS-V), which includes
both hyperactive/impulsive and inattentive subscales. The primary efficacy outcome was the change from baseline to endpoint in
ADHD-RS-IV tofal scores. Endpoint was defined as the last post-randomization treatment week prior fo dose tapering for which a
valid score was obtained (up to Week 8).

ifi facine extended-rel

Mean reductions in ADHD-RS-IV fotal scores at endpoint were stafistically si ly greater for
tablets given in combination with a psychostimulant compared to placebo given with a psychostimulant for Study 3, for both

Advise patients not fo abruptly discontinue guanfacine extended-release tablets as abrupt discontinuation can result in clinically
significant rebound hypertension. Concomitant stimulant use and abrupt discontinuation of guanfacine extended-release tablets
may increase this hypertensive response. Instruct patients on how to properly faper the dose fo minimize the risk of rebound
hypertension [see Dosage and Administration (2.5) and Warnings and Precautions (5.4)].

Adverse Reactions

Advise patients that sedafion can occur, parficularly early in treatment or with dose increases. Caution against operating heavy
equipment or driving until they know how they respond fo treatment with guanfacine extended-release tablets [see Warnings
and Precautions (5.2)]. Headache and abdominal pain can also occur. If any of these symptoms persist, or other symptoms
occur, the patient should be advised to discuss the symptoms with the health care provider.

Advise patients o avoid becoming dehydrated or overheated, which may potentially increase the risks of hypotension and
syncope [see Warnings and Precautions (5.1)]. Advise patients fo avoid use with alcohol.
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