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HIGHLIGHTS OF PRESCRIBING INFORMA’I‘ION S
* Thiese highlights do not include all the-information needed touse . -
-colchicine safely and effectively See. full prescrlbing lni‘ormatlon for -
COLCRYS . !

COLCRYS"'M (colchlelne, USP) tablets for Oral use
InltlalU.S Approvnl 196] :

: . INDICATIONS AND USAGE ke
COLCRYS (colchlcme, USP) tablét ig.indicated in ‘adulis and chxldren 4
-yenrs or older Iortreatment of fatnilial- MedIterranean fever (FMF) (1)

N DOSAGE AND ADMINISTRATION ——
e lee iotal datly dose in ohéor two leIded doses (2.1)

0 3 mg/day, not to exceed the' maxImumrecommended daIly dose (2,4)
A Seodull pmﬁcnbmg mformatlon for doge adjusmlent regardmg patlents wlth

impalred renal function (2.5) or hepatic furiction (2.6)
- DOSAGE' FORMS AND STRENGTHS
. 0 6 mg tablets 3)..

CONTRAINDICAT!ONS —

o Panems w:th Ienal ot hepatic impairment should not be given COLCRYS in :

- conjunction with P-gp or strong CYP3A4 inhibitors (5.3); In these: pahents
' hfe-threatenmg and fatal colchicine foxicity has béen reported with colchlmne
taken in: therapeutic dosw (7) .

WARNINGS AND PRECAUTIONS s e

e Fa(al overdoses have beeti réported with- colchicine in adulis and chIIdren e

Keep colchigine out of the reach of children (5.1, 10)..

s, Blood dyserasias; myelosuppresgion, Icukopenia, granulocytopenia,

T thrombocytopcnia, and aplastic anémia have begn reportetL o

' “Monitor for toxicity and if present consider temporary Inten'uptlon or -
discomfnuauon of colchlcme (5 2 5: 3 5 4 6, 10)

-

' ‘ Drug interaciion P: g and/or C}?3A4 mhibitors Coadmmlsﬁatlon WIth

“P-gp and/or strong CYP3A4 jnhiibitors hag msulted in hfe~threatemng
interactions and death (5.3, 7).

- Newromuscular toxicity: Myotoxicuy mcludnng rhabdomyolysmmay occm',

mpecially in combination with 6ther drugs knowh to cduse this effect..
Consnder temporary mterruption or dmconhnuation of COLCRYS (5 4, 7)

. ADVERSE REACTIONS-

Most comm0n adverse réactions (up 1o 20%)-aré: ahdommal pam dxmhea,
: nausaa, andvommng These effects afe usunlly tmild, translent and revcrsible .

upoh lowenng the dose (6)

VTo report SUSPECTED ADVERSE REACTIONS, contact Mumal
Pharmacentical Company, Inc. ai 1-888-351-3786 or .

4] or FDA at 1-800-FDA-1088 or

; wwmfda.gov/medwatch

. DRYUG IN'IERACTIONS

: Coadmmlstratlon of P-gp and/or CYP3A4 inhibitors (e 8 clarithfomycin or
_cyelosporine) have been ‘demonstrated toalter the concentration of colchicine.
~The potential for drug-drug interactions must be considered: prior toand.’
" during therapy See full preseribing i mformatlon for a completc list of reporled'
) 'aud potential interactlons (5 3 7) : o )

~— DSE IN SPECIFIC POPULATIONS

oA dose adjustment is recommended for patients with ImpaIred renal

. functlon, bésed on the patient’s ‘estimated cieatinine-eléarance (2, 5). .

% Close monitoring is" rccommended for patients with impaired renal (8. 6) or-
hepatlc function (8.7) or a change in medications or medical condmons that

- tmay.increas¢exposure to COLCRYS (7). .

‘s Pregnanoy: Usconly Ifthe potentia] beneﬁt;ustlf‘ es ihe potennalnskto the _ o

" fetus (8.1)..

. Nursmg Mothers: CautIon should be exercIsed when admimstered to a

nutsmg woman (8. 3)

See17 for: PATIENT COUNS_EL]NG lNFORMATION and FDA~
approved paﬂent labgllng )
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- FULL PRESCRIBING INFORMATION

R | INDICATIONSANDUSAGE s

e COLCRYS (colchicine, USP) tablets is 'mdlcated in adults and ehlldren 4 years or older for treatment of
S fam1ha1 Medlterranean fever (F MF) _ S o

2 DOSAGE AN]) ADMINISTRATION

- 2.1 General Information | ‘ ' S
" Review of concomitant. medrcatlons and assessment of renal and hepatrc functlon should be performed pnor to

Tmmaung COLCRYS: _
- ‘COLCRYS 1s admmrstered orally, Wlthout regard to meals }
' The total darly COLCRYS dose may be admimstered in one or two dlvided doses

-2, 2 Recommended Adult Dosage R o o

"I‘he recommended dosage of COLCRYS for adults is 1. 2 mg o 2 4 mg darly

23 Recommended Pedlatric I)osage R P 1 K -
. The fecommended, dosage: of COLCRYS for: pedratnc patrents 4 years of age and older 1s based on age The -
~'followmg darly doses may be grven as-a smgle or. drvrded dose twice darly * R

-« Children 4+ 6.years: 0.3 mg to 1.8 mg, darly
L Chrldren6 12 years: 0. 9mgto 1. Smgdally A
e Adoleseents older than 123 years: 1.2 mg t0 2,41 mg dally

; 2 4 Dose Modlficatlon Guldelines S S ' : o .
‘COLCRYS should be increaséd as needed to eontrol drsease and as: tolerated in mcrements of 0 3 mg/day foa .
- maximum: récommended darly dose Ifmtolerable srde effects develop, the dose should be decreased n-".
~_-'mcrements of:0. 3 mg/day ‘ » : : - o :
: 2. 5 Dose Modlﬁcation in Renal Impairment : PR " -
Cantion should be taken in dosmg patients with’ moderate and severe renal 1mpa1rment and in patlents

;o undergomg dialysis. For these patients, the dosage shouild be reduced [See Clinical Pharmacology (12. 3)]
- Patients with mild (CLét 50 80 mL/min) and mioderateé (CLer 30 50 mL/mm) renal impairment should. be '

" monitoted closely for adverse effects of COLCRYS. Dose reduction may be necessary. For patients: w1th severg

. :' - -renal failure (estrmated creatinihe clearance [Clcr] less than 30 mL/minute), start with 0.3 mg/day; any . mcrease Sl
" in dose should be done-with adequate. monitoring of the patient for adverse effects of colchicine. Clerin - :

. .f'mL/mmute may be estrmated from serum creatmme (mg/dL) determmat:lon usmg the followmg formula

S [l40-age (years) X werght (kg)] ‘ : :
- _Clcr = e >< 0 85 for’ female patlents
T 72 x serum creatrmne (mg/dL) . :

K .[See Renal Impazrment (8 6) ]

2 2.6 Dose Modificatlon in Hepatrc Imparrment |

P Patiefifs with mild to moderate hepatic impairment s}reuld be momtored closely for adverse effects of

: . <colchicine. Dose reductlon should be consrdered in patlents with. seyere hepatle 1mpanment [See Hepatzc
Impazrment (8 7)] : R Ry 4 , , o



' 3 DOSAGE FORMS AND STRENGTHS - ' | S il
06 mg tablets e purple capsule-shaped, ﬁlm-coated w1th AR 374 debossed on one 31de and scOred on the other L
' srde o . . o -

. 4 CONTRAINDICATION S : ' '
 Patiénts with renal ot hepatic impairment should not be given colchleme in' eonjunctlon wrth P-gp or: strong

. .'CYP3A4 inhibiters, In these patients, hfe—threatenmg and fatal colehmme toxrcrty has been reported wrth
. olchleme taken in therap utlc doses Ul ‘ . L e

5 WARNINGSANDPRECAUTIONS o
5.1 Fatal Overdose '

o Fatal overdoges, ‘both aeoldental and mtentlonal have been reported in. adults and ehlldren who have. mgested
COLCRYS [See OVERDOSA GE (1 0)] COLCRYS should be kept out of the reaeh of chlldren : >

Y 4 5.2 Blood Dyscrasias

, Myelosuppress1on, leukopenia,- granulocytOpema, thromboeytopema, pancytopema and aplastre anem1a w1th
E colchlcme used in therapeutrc doses have been reported : , . , .

53 Druglnteractlons ; -' T B ; N

 _COLCRYS isa P-gp.and- CYP3A4 substrate. ere-threatemng and fatal drug mteracttons have been reported oo

- patiénts treated with colchicine given with P-gp and strong CYP3A4 inhibitors; If treatment with a P-gp or- -
- strong CYP3A4 inhibitor is required ih patients with normal renal and hepatrc function, the patient’s dose of
~ calchicine may need to-be reduced or inteirupted [See DRUG INTERACTIONS (7)]. In patients with renalor ~* .
- hepati¢ impairment, P-gp or strong CYP3A4 mlnbitors should not be glven in conJunctron with: colclncme [See S
' -CONTRAINDICAZYONS (4)] R S _ - v

54 Neuromuscular Toxiclty : ' : '
Colehrcine-lnduced neuromuscular tox1c1ty and rhabdomyolysrs have been reported wnh chromc treatrnent m
therapeutic ‘doses. Patients with renal dysfunction: and elderly patients; even those with normal renal- and hepatle
function, are at increased risk. Coricomitant use of atorvastatin,. simvastatin, pravastatin, flovastating, .
gemﬁbrozﬂ fenoﬁbrate, fenofibric acid, or benzaﬁbrate (themselves associated with myotox1clty) or- ,
o cyclosponne may potentiate the development of myopathy [See DRUG INTERA CTIONS (7)] Onge colclncme f
s stopped the symptoms generally resolve w1thm 1 week to several months . R

i 6 ADVERSEREACTIONS . L S ' " ' SN
% A'Gastromtestmal tract adverse effects ate the most ﬁequent side effects in patlents mltlatmg colchicme, usually S

o E presentmg wrthm 24 hours, and occurring in: up- 10 20% of patients. given therapeutic doses.  Typical symptoms’-
" “include cramping, nausea, dlarrhea, -abdominal j pain, and vomrtmg These events should he v1ewed as dose-- '

. ' _,11m1t1ng 1f sovere.as they can herald the onset of more srgmﬁcant tox101ty

’ ,A,Senous t0x1c mamfestatrons assoc1ated w1th colehreme melude myelosuppressron drssemmated mtravascular o '
= coagulatron, and injury to cells in'the renal, hepa’uc circulatory, and central nervous systems These most often FRN

, occur w1th excesswe aceumulatron or overdosage [See OVERDOSAGE (; 1 0)]

_ [The followmg adverse reactlons have been reported w1th colehreme These have been generally reversrble upon S 'VF
‘_temporarlly mterruptmg treatment or 1ower1ng the dose of colchleme R : _

| .Neurologlcal‘ sensory motor neuropathy



"Dermatologlcal. alopema, culopapular rash, pulpura, rash

- "'DigestWe- abdommal crampmg, abdommal pam, dxarrhea, lactOSe mtolerance, nausea, voantmg

.. v:Hematologlcal Ieukopema, granulocytopenra, thrombocytopema, pancytopema, aplast;c anemia

'b Hepatoblllary. elevated AST elevated ALT S _ | ._

7 _Musculoskeletal‘ myopathy, elevated CPK, myotoma, muscle weakness muscle pam, rhabdomyolyS1s o 3

_ -Reproductive. azoospenma, ohgospenma
7 I)RUG INTERACTIONS B - ' R
COLCRYS. (colchlcme) is-a substrate of the efﬂux transporter P-glycoprotem (P-gp, ABCBl) Ofthe -
cytochrome P450.enzymes tested, CYP3A4 was mamly involved in the metabolism of colchicine. If COLCRYS
' is administered with drugs that inhibit P-gp, most of which also inihibit CYP3A4 mcreased concentratlons of
' colehmme are hkely Fatal drug mteractlons have ‘been reported ' :

Phys1clans should énsure that patlents are sultable candldates for- treatment w1th COLCRYS and remam alert for
signs and symptoms of toxicities related to increased ¢olchicine exposure asa result of a diug interaction: S1gns
- arid symptoms of colchicine toxlclty should be evaluated promptly and if toxwlty is suspected COLCRYS
should be dlscontmued nmtwdlately : _ S

. Table 1 prov1des recomnendatlons asa result of estabhshed drug mteractlons w1th colchlcine based ot drug L
~1nteract10n studles or. reported cases : S : S
' : . Tablel o :
Estabhshed and Other Potentiall 'Slgmfieant Drug Interactlons

'OLC YS'w1th'cautlon atreduced i

ant mncrease in eolchlcuie 'p asma .

atazanavir, clarlthromycm, -7 | 1evels'; fatal colchicine texicity has been maximum dose of 0. 3mg twice. daily with |
darunavlr/ntonavnr indipavir, . . .. reponed Wwith: clant}uozmycm, astrong’ - “incréased monitoring for adverse effects.
itraconazole; ketoconazole,. . . - | CYP3A4 inliibitor. -Similarly, slgmﬁcant Tl Iy patlents with rénal or hepatlc
“liponavir/ritonavir; nefazodone, nelﬁnavn, “increase in colchicine plasma levelsis . ‘Itnpairment, use of colchiginein

o ntonavu, saqumavxr/ntonavxr R anticlpated thh other strong CYP3A4 _ conJunctwn thh these drugs is:

; 'YS.Wlth.cautxon atreduced i

_ | Moderate CYP3A4 Inhibitors: '}* 1gnﬁcantjncreasemcofchicmeplasma T 'Use X 1
. apnepltant, dnltlazem, erythromycm, .| congentration is.anticipated.. . - | starting doses and lower mtaximum doses’ .| -
: ﬂuconazole, fosamprenavir, grapefrult - |-Neuromuscular toxicity has been reported.' with mcreased monitoring for adverse :
B Julce, verapamd T AR w1th dﬂtlazem and’ verapamll mteractlons. _ etfects S

' '-:P.'.gb“lii lii 6rs Y “ BRI lgmﬁcant mereasemcolchlcme plasma A _
A g., cyclosporxne, ra:nolazme. D0 Tevels'; fatal colchicing toxicity has been - | starting’doses and lewer maximum’ doses
o S “reported with cyclosporme, aP-gp . | withincreased monitormg for adverse
L _‘ Sof. 70 oo inhibitor, Similarly, significant increase in- effects ‘ . -
: o -7+ | colchicing plasmalevelsxs antlclpated :

T “se i OL“. R_”-S w1' -cautlon.atreduced i




- | simvastatin

MG o X Woductase Tabibitors:
| atorvastgtin, fluvastatin, pravastatin,”

.| interaction: the addition of ope drug toa:

Ofhiex
fibrates

| digoxin -

i Lowermg Drogsr

0zl

™} resulted in’

cluding-a

| stable lonig-termi regiméen of the other has. -
yopathy and rhabdomyolysis -

T e sdlor Sharmaedynamne | Weigh the potential benelits and risks and | ¢

| caréfully monitor patients for any signsor -
| symptoms of muscle pain, tenderness; or -
weakness, particularly during inifial -~
| therapy; monitoring CPK (creatine -

[ Digicalls Clycosidest

=B g subsiratc; ThabdOmyOIySLs has ogn

reported. -

-prevent the-occutrence of severe - -
goyopathy. - - -

8 USE IN SPECIFIC POPULATIONS

8.1 Preguancy
- Pregnancy Category C

T or magTide of oftoet on colehigtne plasta concentcanions [See Pharmacobineties 1291

 Thére are no adequate and well-contolled studies with colchiciné irl pregnant women. Colehicine crosses the

" Iniman placenta. Data from a limited niniber of published studies found no evidence of an increased risk of

 miscarriage, stillbirth; of teratogenic effécts among pregnant women using colchicine to treat familial -

- Mediterranean fover (FMF). Although animl reproductive an
- COLCRYS, published anima] reproduction and development s
and a

foxicity, teratogenicity,

fetus.

8.3 Nursing Mothers . -~

Colchicine is excreted into hum
Tess than 10 percent of the matern
effects in'bréast-feeding infants of moth

' ?8;2 ‘Labor -zihdbe_livéfy
he effect of colchicine on 1

ltere

d developmental studies were not conducted with'
tudies indicate that colchicine causes embryofetal

Kicity, ter and altereid postuatal development at exposures within orabove the clinical therapeutic. -
- range. Colchicine should be used during pregnancy only if the potential benefit justifies the potential risk to the . .

abor _a:ﬂd-délivery 1sunknown _' o

: mizll‘(,"'Limite‘c-l'iﬁfoi’ﬁlati_m suggests that eﬁélﬁsiVeiy'Breést_f'gd mfants rgéei_ve .

al weight-adjusted dose. While there.are no published reports.of adverse - .

ef's taking colchicine, colchicine can affect gastrointestinal cell reriewal

" and permeability. Caution should be exercised and breastfeeding infants should be observed for adverse effects o
when colchicine is administered to-a nursing woman. - . IR LS g

8.4 ._Fédi'é_tri,c Use
The safety and efficacy of

.+ stidies. Thete-does no
- “colchicine. = ..

"85 Gerlatric Use.
- Clinical studies of colchicin ts with FMF di ricluds it 55
hether they respond differently from younger subjects. In general, dose'selection should -

. gind overto determine w _ m y _ _ ,
ow end of the dosing range, reflecting thie groater frequency of decreased - * -

“be cautious, usually starting at the |

tappeat-to.

\

éolchicine inchildren of all ages with FMF-has been evaluated inuncoritrolied
be an adverse effect on growth in children with FMF treated long-torm with.

o in patients Wilk FMF did not iriclude sufficient numbets of subjécts aged 65 years |

hepatic or renal function; and of concomitant digease or other drug therapy. = - ..

- 8.6 Renal Impairment

. Colchicine-is significantly excreted:in urine in healthy subjects. Total body clearance.of colchicine was reduced” -

_.7 - by75% in patients with ‘erid-stage renal disease undergoing dialysis. Although, pharmacokinetics of ¢olchicine -~ ©.
- . in'patients with mild and moderate-renal impairment is-not knowni, these patients should be-monitored closely -~

of colchicine. Dosé reduction may be necessary. In patients with severe renal faiture. - = -

(estimated creatinine clearance [Cler] less thani 30 mLjminute) and end-stage renal discase requiring dialysis, - C

* for adverse-effects

‘coléhicing may be started at the dose of 0;3 mg/day; any iricrease in dose should'be doné with adequate.

" monitoring of the patient for adverse effects of colchicine: [See Pharmacokinetics (12.3) and Dosageand - .

phiosphokinase) will not necessarily | -




o Admmzstratzon (2 5)] In patrents wrth mrld or moderate renal 1mpanment, eSpecrally those whose medrcatrons
or medlcal condltlon changes, frequent momtonng may be warranted L . :

o 8 7 Hepatrc Impalrment

- - The clearance of colchicine may be sigmﬁcantly reduced and plasma half life prolonged in patrents wrth hepatrc
' impairment, compared to healthy sub_lects [Se¢ Phaimacokinetics (12.3)]: In patients with hepatlc impairment,”
' especrally those whose medlcations or medlcal condrtron changes, frequent momtormg may be warranted ‘

o ".9 DRUG ABUSE AN]) DEPENDENCE .
L Tolerance, abuse, or dependence w1th colchlcme has niot been reported

10 OVERDOSAGE. . ‘ L S ' 4 S
“The exact dose. of colchmme that produces s1gmﬁcant toxwrty is unknown Fatahtles have occurred aﬁ:er g
mgestlon of adose as low as 7 mg: ovér a 4-day period; while other patients have survived after’ mgestmg more.

. than 60 mg. A review of 150 patrents ‘who overdosed on colchlcme found that those who' ingested less than 0. 5 :

mg/kg survived and terided to. have nulder toxicities; such as gastrOmtesbnal symptoms, wheréas those who " -
. took 0.5 10 0.8 mg/kg had ‘more severe reactlons, such as myelosuppressron There was 100% mortahty in those' o

©. who mgested more thaii0. 8 mg/kg

' The ﬁrst stage of acute colchrcme tox1c1ty typrcally begms wuhin 24 hours of mgestlon and mcludes

. gastromtestmal symptoms, such-as abdominal pain, nausea, vomiting, diatrhéa, and significant flyid loss
-~ leading to volume depletion, Penpheral 1eukocytos1s may also be seen, Life-threatening complicationg oceur
* during the second stage;: ‘which oceurs 24 fo.72 hours after drug admiinistration, attributed to multi-organ failire

' and ifs conséquenges: Death is usually aresult of resprratory depression and cardiovascular ¢ollapse. If the

" patient survives, recovery of mult1-organ injury may be accompamed by rebound leukocytosts and alopecra
e starting about 1 week after the mmal mgestron ' B .

o 'Treatment of colchrcme pmsomng should begm w1th gasino lavage and measures to prevent shock Otherwrse
treatment is symptomatlc and supportlve No specrﬂc antldote 1s known Colchwme isnot effectlvely removed
: by d1alys1s [See Pharmacokmetzcs (l 2. 3)] - L
'llDESCRIPTION ST L -
- Colchicineisa beta-tubulm mteractor chemrcally descrrbed as (S)N (5 6,7; 9~tetrahydro- l 2 3s : _
o 1e- tenamethoxy-Q-oxobenzo [a,lpha] heptalen-7-yl) acetamide with a molecular formula of szstNO(, and a
" molecular werght of 399 4 The structural formula of oolchrcme s glven below ' ‘ -

- Colchlome occursas -a- pale yellow»powder that 9. solublem water . - e i j;..‘ il R

: -_.-‘COLCRYSTM (colchlcme, USP) tablets is supphed for oral admmlstratron a8 purple ﬁlm—coated capsule- S

- shaped tablets (0.1575” %0.3030"), debossed with' “AR 374’ on one side and scored on the other; contammg R
© [ 0.6'mg of the active mgredtent colchiicing USP Inactive mgredlents carnauba.wax, FD&C blue #2 FD&C red S

| #40, hypromellose lactose ‘monohydrate, magnesium stearate, microcrystalline celtulose, polydextrose, R

polyethylene glycol pregelatmrzed starch sodrum starch glycolate, trtamum droxrde, and trracetm



. 12 CLINICAL PHARMACOLOGY _

- '12 1 Mechamsm of Actlon C ‘ : ' N o -

- The mechanism by which COLCRYS (colchlcme) exerts 1ts beneﬁc1al effect m pauents with FMF has not been R
fully elucidated; however, recent data suggests that colchicine may. mterfere with the mtracellular assembly of
the mﬂammasome complex present in neuu‘opmls and. monocytps that medta’tes activation of mterleuktn IB

S Addmonally, colchicine disrupts cytoskeletal functions through iphibition of ﬁ\-tubulm polymertzatlon mto :

' ,rmcrotubules, and cOnsequently prevents the aetlvatxon degranulauon, and mIgratlon of neutrophﬂs '

12 3 Pharmacokinetlcs

E 'In healthy adults, COLCRYS is absorbed when glven orally, reachmg a mean Cmax of 2 5 ng/mL (range 1 1 to
4.4 ng/mL) in 1.0 to2 hours (range 0.5 to 3 hours) after a single dose adm:lmstered under fasting conditions.-

L After 10 days on a tegimen, of 0.6 mg twice daily peak concentrations are 3;1 to 3.6 ng/ml, (range 1.6:t0 6. 0

o ,ng/mL), occurring 1.3 to 1.4. hours post-dose (tange 0. 5 to 3 0 hours) Mean pharmacokmetle parameter values a
. 1n healthy adults are shown in Table 2below: - S _ o _

T Table2 e '
S Mean (%CV) Pharmacokmetlc Parameters in. Healthy Adults Gwen COLCRYS

CL— Dose/AUCM (Calculated fmm mean values) .
Vd CL/Ke (Calculated from mean values) C N , ‘
) E One to two secondary colchmtne peaks were ev1dent in 5 subjects, occmnng between 3to 6 hours 1n 2 subJects' :
.~ and between 12 to 36 hours in 3 subjects. These.observations are attributed to intestinal secretion and- :
e reabsmptlon and/or b111ary rec1rculauon. Absolute bloavallablhty is- reported to be approxmately 45%

- "AAdm1mstrat10n of COLCRYS w1th food has g, eﬁ‘.‘eet on the rate of colchmme absorptlon but. d1d deerease the ) B

T extent of coloh1cme absorptmn by approx1mately 15% Thls 1s W1thout chmcal mgmﬁcance

- A'Themean apparent volume of d1stnbut10n m healthy young volunteers was approxxmately 5 to 8 L/kg

. A Colcmcme bmdmg to serum protem 1s low, 39 + 5%, pnmanly to albumm regardless of concentrauon

o Colchmme crosses the placenta (plasma levels in the fetus are reported 10 be approxmlately 15% of the matemal . c

T A concentratlon) Colchicine also distributes into breast milk-at ooncentratxons S1m11ar to those found in the o

e matemal serum [,S'ee Pregnancy (8 1) & Nursmg Mothers (8 3)]

o Colelucme is demethylated to two pumary metabohtes, 2-0-demethylcolchwme and 3 O demethylcolchlcme SR

o (2- and 3-DMC ,respectlvely), and one mmor metabohte, 10 O—demethylcolchlcine (also known as colchweme)




',Drug mteractzons S

i A In vitro studres usmg human Irver m1crosomes have shown that CYP3A4 is mvolved in- the metabohsm of e
..colchmme to 2- and 3-DMC Plasma levels of these metabolrtes are mrmmal (less than 5% of parent drug) N

: In healthy volunteers (n—12) 40 65% of 1 mg orally admmlstered colchlcme was recovered unchanged in S

urine; Enterohiepatic recirculation and biliary excretion are also postulated to play a role in colchrcme

. elimination; Following multrple oral doses (0.6 mg: twice daily), the mean elimination half-lives in young
, healthy volunteers (mean age 25 to 28 years of age) is 26 6 to 31. 2 hours Colchrcme isa substrate of P— A

: : ‘ glycoprotem (P-gp)

' ' ‘ _-Extracorporeal Ehmmatron* Colchlcme 1s not removed by hemodralysrs

. Pedzatrzc Pattents Pharmacokmetrcs of colohmme was not evaluated in. pedratnc patlents, SRS

o ,Elderly Pharmacolonetrcs of colchmme ‘Has not been determmed in elderIy patrents A pubhshed report
" described the pharmacokmetrcs of 1 mg oral colchicine tabletjin four elderly womien  compared to six young .
;healthy males. The mean age of the four elderly women was 83 yeats (range 75 ~93), mean welght was 47 kg

(38 - 61 kg) and mean creatinine- clearance was 46 mL/min (range 25 = 75 mL/mm) Mean peak plasma levels -
and AUC of colclncme were fwo times lngher in elderly subjects compared to young healthy miales. However rt -

"is possrhle that the hrgher exposure in the elderly subjects was due to. decreased renal functron R

- Renal zmpazrment Pharmacokmetrcs of colch1cme in patlents w1th m11d and moderate renal 1mpa1rment isnot -
- . known. A published report déscribed the dlSpOSltlon of col¢hicine (1 mg) in young adult men and women wrth
* FMF who had normal renal function or end-stage renal disease requiring dialysis. Patients with end-stage renal
. disesse had 75% lower. colchicine cleardnce (0:17 vs 0.73 L/hr/kg) and prolonged plasma elitniniation half lrfe
"+ (18,8 hrs.vs 4.4-hrs) as compared to subjects wrth FMF and normal renal functron [See Dosage and
- ‘Admmzstratzon (2 5) & Renal Impatrment 6. 6)] - R . o

f _Hepatzc zmpamnent Pubhshed reports on thie pharmacokmetrcs of v colchlcme 1n patrents wrth severe chromc
. Tiver disease, as well as those with alcoholic or primary biliary ¢irrhosis, and normal renal function suggest. -
wide inter-patient vanablhty In some subjects with mild to moderate cirthosis, the clearance of colchicineis. *
_+ significantly reduced and plasma half-life prolonged compared to healthy subjects. T subjects with primary
. ‘biligry cirrhiosis, no consistent trends.-were noted. [See Dosage and Admmistratzon (2 6)] No phannacokmetrc
o data afe avarlable for patrents W1th severe hepatrc unpanrnent (Chlld-Pugh C) S , .

‘ _-: o In vztro studies ln human hver mlcrosomes haVe shown that colchrcme ls not an mhlbitor or mducer of
L CYP1A2 CYP2A6 CYP2B6 CYPZCS CYP209 CYP2C19 CYP2D6 CYPZEI, of CYP3A4 actrvrty

- B ;: ‘_Clanthromyem (sn'ong CYP3A4 and P-gp mh1b1tor) Followmg adnnmstratron of 250 mg b i d x 7 days, thcre'.
.~ was a significant increase in exposure to a single oral dose of COLCRYS 0.6.mg; increases of 200% and 240%. s
- ».-were observed for me and AUC respect1vely Total apparent oral clearance (CL/F) of colchrcme was o




decreased by 75% compared to the reported total apparent oral clearance when colchicine was administered
alone (12.0 L/hr versus 46.8 L/hr) [See DRUG INTERACTIONS (7)]

Estrogen-containing oral contraceptives: In healthy female volunteers given ethinyl estradiol and norethindrone
(Ortho-Novum® 1/35) co-administered with COLCRYS (0.6 mg b.i.d. x 14 days), hormone concentrations are
not affected.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Carcinogenicity studies of colchicine have not been conducted. Due to the potential for colchicine to produce
aneuploid cells (cells with an unequal number of chromosomes), there is theoretically an increased risk of
malignancy. '

Mutagenesis

Colchicine was negative for mutagenicity in the bacterial reverse mutation assay. In a chromosomal aberration
assay in cultured human white blood cells, colchicine treatment resulted in the formation of micronuclei. Since
published studies demonstrated that colchicine induces aneuploidy from the process of mitotic nondisjunction
without structural DNA changes, colchicine is not considered clastogenic, although micronuclei are formed.

Impairment of Fertility

No studies of colchicine effects on fertility were conducted with COLCRYS. However, published nonclinical
studies demonstrated colchicine-induced disruption of microtubule formation affects meijosis and mitosis,
reproductive studies also reported abnormal sperm morphology and reduced sperm counts in males, and
interference with sperm penetration, second meiotic division, and normal cleavage in females when exposed fo
colchicine. Colchicine administered to pregnant animals resulted in fetal death and teratogenicity. These effects
were dose dependent, with the timing of exposure critical for the effects on embryofetal development. The .
nonclinical doses evaluated were generally higher than an equivalent human therapeutic dose, but safety
margins for reproductive and developmental toxicity could not be determined. ...

Case reports and epidemiology studies in human male subjects on colchicine therapy indicated that infertility
from colchicine is rare. A case report indicated that azoospermia was reversed when therapy was stopped. Case
reports and epidemiology studies in female subjects on colchicine therapy have not established a clear
relationship between colchicine use and female infertility. However, since the progression of FMF without
treatment may result in infertility, the use of colchicine needs to be weighed against the potential risks. '

14 CLINICAL STUDIES

The evidence for the efficacy of colchicine in patients with FMF is derived from the published literature. Three
randomized, placebo-controlled studies were identified. The three placebo-controlled studies randomized a total
of 48 adult patients diagnosed with FMF and reported similar efficacy endpoints as well as inclusion and
exclusion criteria.

One of the studies randomized 15 patients to a 6-month crossover study during which 5 patients discontinued
due to study non-compliance. The 10 patients completing the study experienced 5 attacks over the course of 90
days while treated with colchicine compared to 59 attacks over the course of 90 days while treated with
placebo. Similarly, the second study randomized 22 patients to a 4-month crossover study during which 9
patients discontinued due to lack of efficacy while receiving placebo or study non-compliance. The 13 patients
completing the study experienced 18 attacks over the course of 60 days while treated with colchicine compared



f'to 68 attacks over the course of 60 days whrle treated wrth placebo The third- study was drscontmued after an
.mtenm analysrs of 6 of the ll patrents enrolled had completed the study, results could not be conﬁrmed '

o Open—label experlence Wlﬂl colchmme in adults and chlldren is consrstent wrth the randomlzed controlled tnal |
- experience, and was utrhzed to support mformatxon on. the safety proﬁle of: eolchicme and for dos:ng

E 'recommendatrons

o 16 HOW SUPPLIED / STORAGE AND HANDLING "
- 16.1 How Supplied ' :

| -COLCRYSTM (Colchlcme Tablets USP) 0 6 mg, are purple ﬁlm-coated, capsule-shaped tablets debossed with -
: ‘AR 374 on one s1de and scored on the other srde _ _ _

Bottlesof30,. Lo NDC 3310411907

. ‘Bottlesof 60 - - ~ S0 NDC 13310-119-06. o T : ;
‘Bottlesof 1000~ ... - NDC13310-119:01 - o o
Botflesof250 - -+ . - NDC 13310-119-03. o ceslie o T
Bottlesof 500 . . U 'NDC'13310-119-05

‘Bottlesof 1000 -~ NDCI3310-119-10

162 Storage
_"Store 8620° 10 25°C (68° o 77°F)
[See USP-Controlled Room Temperature]
Protect from llght N
: DISPENSE IN TIGHT LIGHT-RESISTANT CONTA]NER
. '17 PATIENT. COUNSELING INFORMATION o
' [See Medtcatzon Guzde] o

o 1 Dosmg Instructlons o :‘.

. Patients should be advisedto take COLCRYS every, day as prescnbed, even if they are. feelmg befter. Patients -
| -should not alter the dose or discontinue treatment.without consulting: with their doctor: If a dose of COLCRYS

o 17. 3 Drugand Food Interactlons

" is missed, patients should take the dose as soon as. possible and then retum to therr normaI schedulet However
‘ifa. dose s skrpped the pattent should not double the next dose ’ o ~ :

'17 2. Blood Dyscrasnas , ' _ ' ' ' R
. Patients should be informeéd that bone marrow depressron wrth agranulocytosrs, aplastlc anemia, and
: thrombocytopema may occm , _ . :

- Patients should be advised. that many: drugs or other substances may mteract with colchlcme and some
 interactions-could be fatal. Thetefore, patients should report 1o their healthcare provider all of the- eurrent

" medications’ they are taking, and check with their healthcare provrder before starting any new medxcatlons ‘

- ‘particularly antibiotics. Patients-should also be advrsed to.report the ise of nonprescnptron ‘medicationor herbal
- products: Grapefrurt and grapefrult Julce may also mteract and: should not be consumed durmg colchlcme

B treatment




17.4 Neuromuscular Toxicity
Patients should be informed that muscle pain or weakness, tingling or numbness in fingers or toes may occur

with colchicine alone or when it is used with certain other drugs, Patients developing any of these signs or
. symptoms must discontinue colchicine and seek medical evaluation immediately.

i7.-5 Medication Guide

Manufactured for:-

AR SCIENTIFIC, INC.

Philadelphia, PA 19124 USA

by: : .

MUTUAL PHARMACEUTICAL COMPANY, INC.
Philadelphia, PA 19124 USA




] ' COLCRYScan causesenous s1de.effeets or en death 1f COLCRY S. eves -are too hlgh in your body Keep
- ‘COLCRYS out of’ the reach of ch11dren A

. Reviuly,2009- -

MEDICATION GUIDE g

S COLCRYSTM
L - (KOL-kris)

(Colchlcme Tablets, USP)

: Read the Medlcatron Gurde that comes with COLCRYS before you start takmg it, and each tlme you get a reﬁll
* Thetre may be:niéw information. This Medlcatlon ‘Guide does not take the place- of talkmg to your healthcare
. provrder about your medical condition or treatment. You'and your healthoare prov1der should talk about

: COLCRYS when you start takmg it and at regular checkups - ‘ . C

Tell your healthcare provrder about all your medlcal cond1trons, mcludmg 1f you have kldney or llver problems

. '4 _._Your dose’ of COLCRYS may need 10 be changed

o Certam medlcmes when taken w1th COLCRYS can catse the levels of COLCRYS to be too h1gh in your body,
o Itds 1mportant for youto tell your healthcare -provider about all the medicines you take, including: prescnptlon
and non-prescnptron medxcmes vitamins and herbal supplements. COLCRYS and other medicines may: affect
- each other causing serious; ‘side effects or even. death Do not- start takmg anew medlcme w1thout tellmg your
' 'healthoare prov1der or pharmaclst o s . : : :

, '-'Even medlcauons that you mlght take for a short penod of tlme, such as antlblotlcs can mteract wrth
' .COLCRYS and. cause senous s1de effects ot death « L

i Especlally tell your healthcare provxder ifyou take

* clasithromycin (B1ax1n®)

telithrothycin- (Ketek®) : ‘

. gyclosporinie:(Neoral®, Gengrat“’ Sandxmmune®)
‘ketoconazole (Nizoral’ . .
: itraconazole (Sporatiox™) .
' "HIV protease inhibitors = -
,nefazodone (Serzone®)

L T T S

- ‘.-'Thls is not a complete Irst of all the med1cmes that can mteract w1th COLCRYS Talk o your healthcare
i provrder or pharmaclst to ﬁnd out 1f takmg COLCRYS w1th the other medlcmes you are taklng could be . .-
;';'dangerous S _ - e S

' Talk to your healthcare prov1der before takmg any new medlcrne

o COLCRYS is not a pam medlome and 1t should not be taken to treat pam related to other conditxons unless
- ..specrﬁcally prescmbed for those conditlons R R Sl ST T

. -'Know the medicmes you take. Keep a llst of them and show 1t to your healthcare provrder and
S pharmacist wllen you get a new medlcme. Lo . N




L * should know about COLCRYS?” '

L _ COLCRYS 1s aprescnptron medrcme used to treat. famrlral Medrterranean fever (FMF)

N .COLCRYS is only for adults and ehﬂdren age four or. older A

. "'-rt, nm‘; E viesh i »* ORI

. Do not take COLCRYS if you have liver or kidney problenis and you take certam other medremes Serious side.
o effects, mcludmg death, have been réported in these patients even when taken as drrected See “What is the - - ;
. most Mportant mformatron I should know about COLCRYS"” . o S

' Before you take COLCRYS tell your healthcare provider about all your medleal condltlons mcludmg 1f you
- 4 have Tiver or krdney problems. = - = :
& are pregnant or plan to become pregnant It is not known 1f COLCRYS wrll hann your unborn baby Talk
 to your healthcare provrder if you are pregnant ot plan to become pregnant - ' ,
‘i ate breasi-feeding or plan to breast-feed COLCRYS passes ifito your breast milk. You and your :
< healthcare provider should decide if you will také COLCRYS or breast-feed: If you take COLCRYS and :
breast—feed you should talk to yOur chrld’s healthcare prov1der about how to watch for side effects in your :
.'-‘chrld : , . _ A S

_ ‘ Tell your healthcare provrder about all the medrcmes you take, mcludmg ones that you may only be takmg for a
- short'time, such as antibiotics. Seé “What is the most important information I should know about COLCRYS"”
. Do not start a new medlcrne wrthout talkmg to your healtheare provrder ' : , ,

: _Usmg COLCRYS wrth certaln other medlcmes, such as. cholesterol-lowerrng medrcatrons and drgoxm, can .
. . affect éach other causmg serious side effects: Your: healthcare provider may-need to change your dose of .
- COLCRYS. Talk fo your. healthcare provrder about. whether the medrcatlons you are takmg mrght mteract wrth ,

: COLCRYS and what side effects to look for ‘ S _ o _

 How should T take COLCRYS? = | o L SRR ‘ |
-« Take COLCRYS exactly-as your healthcare prov1der tells you to take 1t If you are not sure about your R
2+, dosing, call your tiealtheare provider. - - L S

L ,‘ +. COLCRY$-cari be. taken with or wrthout food ; s '

, “# If you taket60 tmuch COLCRYS go to the nearest hospltal emergency room mght away SRl
W If you miss & dose.of COLICRYS, take it as soori.as you remeriber. Do not take:2 doses at the samé tiiie.

o « Dy not stop taking COLCRYS even if you start to feel better, -unless your healthcare provrder tells you

S Your healthcare provrder may do blood tests whrle you take COLCRYS o S

. COLCRYS c  cause serious side effeots or even’ cause death See “’What is the most 1mportant mformatron I B

‘ -Get medrcal help rrght away, 1f you have
‘@ Muscle weakness or pam . :
"o ' Numbness or. tmglmg in your ﬁngers or toes
o Unusual bleedmg or brursrng

Lo T




- @ Increased infections’

e Feelweakortlred ' B ' S
‘@ Pale or gray color to your hps, tongue, or palms of your hands o
o Severe d1arrhea or vomltmg i

o - 'The most common 51de effects of COLCRYS melude
e e Diatrhea ' : : -
o Stomach pam or cramping

I _ 'Tell your healthcare prov1der 1f you have any s1de effect that bothers you or that does not go away

": 'These are not all of the poss1ble sxde effects of COLCRYS For more mfonnatlon, ask your healthcare prowder :
: ,or pharmaclst : : . 4 y _ _ )

: _Call your doctor for medlcal advxce about s1de effects You may report s1de effects to FDA at 1-800-FDA-1088 |

" Mediein oM tlmes prescribe .for purposes other than those listed in a Médication Guide: Do notuse
- "COLCRYS fora: condttlon fot which it was not prescnbed Do.not give COLCRYS to other. people, even if they
" have the same symptoms that you' | have. It may harm them. This Medlcatlon Guide summarizes the miost
.  important information about COLCRYS. If you would like more information, talk with:your | healthcare _
" provider. You can ask your healthcare prowder or pharmaclst for mformatlon about COLCRYS that is wntten _
o for healthcare professwnals T . o : S :

L : For more mi‘ormauon, go to www COLCRYS com or: call 1 888 351-3786

) ’ i b" ity ’)l‘ l(. & ‘fi".::: ' 2 ,'a,:"‘,.

' fl;:Aetlve Ingredlent Colchmme

O Inacttve Ingredlents camauba wax, FD&C blue #2, FD&C red #40 hypromellose, lactose monohydrate,
- ‘magnesium stearate, mlerocrystallme cellulose, polydextrose, polyethylene glycol pregelatnmzed starch
3 sodlum starch glycolate, tltamum d10x1de, and tnacetm : _ _ R

S Thls Medleatmn Gmde has been approved by the U S. Food and Dru‘g Admmistratmn. SR

" Manufactured for:

' AR'SCIENTIFIC, INC,

o Phﬂadelp}na, PA19124: USA

' '~_.MUTUAL PHARMACEUTICAL COMPANY INC

- Phlladelphxa, PA 19124 USA

R ‘Revitmygz»o;)'gf R
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Each tablet contains:

Colchicine, USP . . 0.6 mg
Store at 20° to 25°C (68° to 77°F).
[See USP Controliad Room Temperatura]
DISPENSE IN TIGHT,
LIGHT-RESISTANT CONTAINER.

Manufactured for:
AR SCIENTIFIC, INC.
ﬂz_ana_n:_u_ PA 19124 USA

Y.
MUTUAL PHARMACEUTICAL CO., INC.
Philadefphlg, PA 19124 USA

Tablet debossed: AR 374
Rev 04, uxom\
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Each 1ablet contains:

Colehlcine, USP ., . 0.6 mg
Store at 20” to 25°C (68" to 77°F).
[Sea USP Controlled Room Temperalute}
DISPENSE IN TIGHT,
LIGHT-RESISTANT CONTAINER.

Manufactured for:

AR SCIENTIFIC, ING,
Philadelphia, PA 19124 USA

by:
MUTUAL PHARMACEUTICAL CO., INC,
Phlladelphia, PA 19124 USA

Tablset debossed: AR 374
Rev 04, 7/08 J
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COLCRYS™
0.6 mg
PHARMACIST:

PLEASE DISPENSE WITH

MEDICATION GUIDE ATTACHED

{colchicine, USP) tablets

SCIENTIFC
—

100 TABLETS

Each tablet contains:
Colchicine, USP ... e 0,6 Mg
Store at 20" to 25°C (68° to 77°F).
[See USP Conirolied Room Temperatura)
DISPENSE [N TIGHT,
LIGHT-RESISTANT CONTAINER.

Manufactured for:

AR SCIENTIFIG, INC,

Philadelphla, PA 19124 USA

by:

MUTUAL PHARMAGEUTICAL CO., INC,
Philadelphia, PA 18124 USA

Tablet debossed: AR 374

\_ Rev 04, q\om.\
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Each tablet con
Colchicine, USP
Store at 20° to 25°C (68° to 77°F).
[See USP Controllad Room Ternperatura]
DISPENSE IN TIGHT,
LIGHT-RESISTANT CONTAINER.

Manutactured for:

AR SCIENTIFIC, INC.
Fhiladelphia, PA 18124 USA
b

y:
MUTUAL PHARMACEUTICAL CO., INC,
Philadelphia, PA 18124 USA

Tablet debossed: AR 374
L Rev 04, 7/08
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Each tablet contain:
Colchicina, USP ..., .. 0.6 mg

Store at 20° to 25°C (68° 10 77°F),
[See USF Controlied Room Temperature)

DISPENSE IN TIGHT,
LIGHT-RESISTANT CONTAINER,
Manufactured for:
AR SCIENTIFIC, INC,
n:__nam_ur_m. PA 16124 USA

y:
MUTUAL PHARMACEUTICAL CO., INC.,
Philadelphla, PA 19124 USA

Tablet debossad: AR 374
Rav 04, 7/08
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Each tablet contalns:
Colchicine, USP e 0.6 mg

Store at 20° to 25°C (68° to 77°F).
[See USP Controlled Room Temperature]

DISPENSE IN TIGHT,
LIQHT-RESISTANT CONTAINER.

Manufactured for:
AR SCIENTIFIC, INC.
v:__mnm_u:_m, PA 19124 USA

?w.SC).- PHARMACEUTICAL CO., INC.
Philadeiphia, PA 19124 USA

Tablet debossed: AR 374
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