Olesta

Cholestyramine Resin (Anhydrous) USP

COMPOSITION

OLESTAR: Cholestyramine for oral suspension USP powder,
the chloride salt of a basic anion exchange resin, a cholester-
ol-lowering agent, is intended for oral administration.
Cholestyramine resin is quite hydrophilic, but insoluble in
water. The cholestyramine resin in Cholestyramine for oral
suspension, USP is not absorbed from the digestive tract.

5 grams of Olestar powder for oral suspension contains 4
grams of Cholestyramine Resin (Anhydrous) USP. It is
represented by the following structural formula:

e CH__CH,__CH_CH,____.
--— CH,—— CH—-- CH,N"(CH,),CI”
CLINICAL PHARMACOLOGY
Cholestyramine resin adsorbs and combines with the bile
acids in the intestine to form an insoluble complex which is
excreted in the feces. This results in a partial removal of bile

acids from the enterohepatic circulation by preventing their
absorption.
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The increased fecal loss of bile acids due to cholestyramine
resin administration leads to an increased oxidation of
cholesterol to bile acids, a decrease in beta lipoprotein or
low-density lipoprotein plasma levels and a decrease in
serum cholesterol levels.

In patients with partial biliary obstruction, the reduction of
serum bile acid levels by cholestyramine resin reduces
excess bile acids deposited in the dermal tissue with
resultant decrease in pruritus.

INDICATIONS

e As adjunctive therapy to diet for the reduction of elevated
serum cholesterol in patients with primary hypercholesterol-
emia who do not respond adequately to diet.

Primary prevention of coronary heart disease in men aged
35-59 years with primary hypercholesterolaemia who have
not responded to diet and other appropriate measures.

e For the relief of pruritus associated with partial biliary
obstruction/ primary biliary cirrhosis.

e Diarrhea Associated with Crohn’s Disease, |leal Resection,
Vagotomy, Diabetic Vagal Neuropathy, and Radiation.

¢ Hyperthyroidism associated with Graves’ Disease (Adjunc-
tive Therapy)

e Chronic diarrhea due to bile acid malabsorption

e Enhanced elimination of leflunomidey/teriflunomide

DOSAGE AND ADMINISTRATION

For Adult Patients

Primary Hypercholesterolemia

The recommended starting adult dose for Cholestyramine
powder is one packet of Cholestyramine powder once or
twice a day. The maximum recommended daily dose is six
packets of Cholestyramine Powder (24 grams of anhydrous
cholestyramine resin).

Pruritus Associated with Partial Biliary Obstruction
Initial: 4 g once or twice daily; may increase dose gradually
up to 16 g/day in 2 divided doses.

Diarrhea associated with Crohn’s disease, ileal resection,
vagotomy, diabetic vagal neuropathy, and radiation

Initially 4 g daily, increased in steps of 4 gm every week;
increased to 12-24 g daily in 1-4 divided doses, adjusted
according to response, if no response within 3 days an
alternative therapy should be initiated; maximum 24 gm per
day.

Hyperthyroidism associated with Graves’ disease (adjunctive
therapy)

May be used as an adjunct to standard therapies in patients
where euthyroidism cannot be achieved prior to thyroidecto-
my, there is an urgent need for thyroidectomy, or with
allergies to antithyroid drugs.

Oral: 4 gm, 2 to 4 times daily.

Chronic Diarrhea Due to Bile Acid Malabsorption

Oral: Initial: 2 to 4g/day as a single dose or in divided doses;
increase gradually (e.g., by 4 g at weekly intervals) based on
response and tolerability; daily doses may be administered in
1 to 4divided doses; maximum: 24 g/day.

Enhanced elimination of leflunomide
4 gm every 6 hours for 2 weeks or 8 gm 3 times daily for 11
days.

Note: In patients who do not require rapid elimination, days of
administration may be nonconsecutive.

Dosing: Kidney Impairment: Adult

There are no dosage adjustments provided in the manufac-
turer's labeling; however, use with caution in renal
impairment; may cause hyperchloremic acidosis.

Dosing: Hepatic Impairment: Adult
No dosage adjustment necessary; not absorbed from the
gastrointestinal tract.

For Pediatric Patients

Although an optimal dosage schedule has not been
established, standard texts list a usual pediatric dose of 240
mg/kg/day of anhydrous cholestyramine resin in two to three
divided doses, normally not to exceed 8 g/day with dose
titration based on response and tolerance.

In calculating pediatric dosages, 80 mg of anhydrous
cholestyramine resin are contained in 110 mg of Cholestyr-
amine.

The effects of long-term drug administration, as well as its
effect in maintaining lowered cholesterol levels in pediatric
patients, are unknown.

Hyperlipidemia

Limited data available: Note: Begin treatment after an
adequate trial (6 to 12 months) of intensive lifestyle modifica-
tion emphasizing body weight normalization and diet. Should
not be used in pediatric patients with hypertriglyceridemia.
Dosages are expressed in terms of anhydrous resin:

Age-directed (fixed-dosing): Children =6 years and Adoles-
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cents: Oral: Initial: 2 to 4 g/day for 1 week, then increase as
tolerated to 8 g/day; children <10 years of age may only
tolerate daily dose of 4 g; lipid-lowering effects are better if
dose is administered as a single daily dose with the evening
meal (single daily morning doses are less effective); however,
for patients unable to tolerate doses administered as a single
dose, total daily doses may be divided into 2 or 3 divided
doses with meals; doses >8 g/day may not provide additional
significant cholesterol-lowering effects, but may increase
adverse effects.

Weight-directed dosing: Children and Adolescents: Oral: 240
mag/kg/day in 3 divided doses; titrate to effect, maximum daily
dose: 8 g/day.

Pruritus secondary to cholestasis
Limited data available.

Diarrhea secondary to intestinal failure, short-bowel
syndrome
Very limited data available.

Dosage adjustment for concomitant therapy

Significant drug interactions exist, requiring dose/frequency
adjustment or avoidance. Consult drug interactions database
for more information.

Dosing: Kidney Impairment: Pediatric

There are no dosage adjustments provided in manufacturer's
labeling; however, use with caution in renal impairment; may
cause hyperchloremic acidosis.

Dosing: Hepatic Impairment: Pediatric
No dosage adjustment necessary; not absorbed from the
gastrointestinal tract.

The suggested time of administration is at mealtime but may
be modified to avoid interference with absorption of other
medications. Although the recommended dosing schedule is
twice daily, Cholestyramine powder may be administered in 1
to 6 doses per day.

Cholestyramine powder should not be taken in its dry form.
Always mix the dry powder with water or other fluids before
ingesting.

CONTRAINDICATIONS

Cholestyramine powder is contraindicated in patients with
complete biliary obstruction where bile is not secreted into
the intestine and in those individuals who have shown
hypersensitivity to any of its components.

WARNINGS AND PRECAUTIONS

General

Chronic use of cholestyramine resin may be associated with
increased bleeding tendency due to hypoprothrombinemia
associated with Vitamin K deficiency.

There is a possibility that prolonged use of cholestyramine
resin, since it is a chloride form of anion exchange resin, may
produce hyperchloremic acidosis. This would especially be
true in younger and smaller patients where the relative
dosage may be higher. Caution should also be exercised in
patients with renal insufficiency or volume depletion and in
patients receiving concomitant spironolactone.

Cholestyramine resin may produce or worsen pre-existing
constipation. The dosage should be increased gradually in
patients to minimize the risk of developing fecal impaction. In
patients with preexisting constipation, the starting dose
should be 1 packet or 1 scoop once daily for 5 to 7 days,
increasing to twice daily with monitoring of constipation and
of serum lipoproteins, at least twice, 4 to 6 weeks apart.
Increased fluid intake and fiber intake should be encouraged
to alleviate constipation and a stool softener may occasionally
be indicated. If the initial dose is well tolerated, the dose may
be increased as needed by one dose/day (at monthly
intervals) with periodic monitoring of serum lipoproteins. If
constipation worsens or the desired therapeutic response is
not achieved at one to six doses/day, combination therapy or
alternate therapy should be considered. Particular effort
should be made to avoid constipation in patients with
symptomatic coronary artery disease. Constipation associat-
ed with cholestyramine resin may aggravate hemorrhoids.

Information for Patients

Inform your physician if you are pregnant or plan to become
pregnant or are breast-feeding. Drink plenty of fluids and mix
each 5.5gram dose of Cholestyramine for oral suspension,
USP powder in at least 2 to 3 ounces of fluid before taking.
Sipping or holding the resin suspension in the mouth for
prolonged periods may lead to changes in the surface of the
teeth resulting in discoloration, erosion of enamel or decay;
good oral hygiene should be maintained.

Laboratory Tests

Serum cholesterol levels should be determined frequently
during the first few months of therapy and periodically
thereafter. Serum triglyceride levels should be measured
periodically to detect whether significant changes have
occurred.

Drug Interactions

Cholestyramine resin may delay or reduce the absorption of
concomitant oral medication such as phenylbutazone,
warfarin, thiazide diuretics (acidic) or propranolol (basic), as
well as tetracycline, penicillin G, phenobarbital, thyroid and
thyroxine preparations, estrogens and progestins and
digitalis.

Interference with the absorption of oral phosphate supple-
ments has been observed with another positively-charged
bile acid sequestrant. Cholestyramine resin may interfere with
the pharmacokinetics of drugs that undergo enterohepatic
circulation. The discontinuance of cholestyramine resin could
pose a hazard to health if a potentially toxic drug such as
digitalis has been titrated to a maintenance level while the
patient was taking cholestyramine resin.

Because cholestyramine binds bile acids, cholestyramine
resin may interfere with normal fat digestion and absorption
and thus may prevent absorption of fat-soluble vitamins such
as A, D, E and K. When cholestyramine resin is given for long
periods of time, concomitant supplementation with water
miscible (or parenteral) forms of fat-soluble vitamins should
be considered.

SINCE CHOLESTYRAMINE RESIN MAY BIND OTHER
DRUGS GIVEN CONCURRENTLY, IT IS RECOMMENDED
THAT PATIENTS TAKE OTHER DRUGS AT LEAST 1 HOUR
BEFORE OR 4 TO 6 HOURS AFTER CHOLESTYRAMINE
RESIN (OR AT AS GREAT AN INTERVAL AS POSSIBLE)
TO AVOID IMPEDING THEIR ABSORPTION.
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Cholestyramine Resin (Anhydrous) USP

Nursing Mothers

Caution should be exercised when cholestyramine resin is
administered to a nursing mother. The possible lack of proper
vitamin absorption described in the "Pregnancy" section may
have an effect on nursing infants.

SIDE EFFECTS

The most common adverse reaction is constipation. When
used as a cholesterol-lowering agent, predisposing factors
for most complaints of constipation are high dose and
increased age (more than 60 years old). Most instances of
constipation are mild, transient and controlled with conven-
tional therapy.

Some patients require a temporary decrease in dosage or
discontinuation of therapy.

Less Frequent Adverse Reactions: Abdominal discomfort
and/or pain, flatulence, nausea, vomiting, diarrhea, eructa-
tion, anorexia, steatorrhea, bleeding tendencies due to
hypoprothrombinemia (Vitamin K deficiency) as well as
Vitamin A (one case of night blindness reported) and D
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deficiencies, hyperchloremic acidosis in children, osteoporo-
sis, rash and irritation of the skin, tongue and perianal area.
Rare reports of intestinal obstruction, including two deaths,
have been reported in pediatric patients.

Preparation

The color of Cholestyramine powder may vary somewhat from
batch to batch but this variation does not affect the
performance of the product. Place the contents of one
single-dose packet Cholestyramine powder in a glass or cup.
Add at least 2 to 3 ounces of water or any juice of your choice.
Stir to a uniform consistency.

PHARMACEUTICAL INFORMATION

Storage Conditions

Store below 30°C. Keep out of the sight & reach of children.
Protect from moisture & light.

HOW SUPPLIED
OLESTAR: Each box contains 10/20 sachets of Cholestyr-
amine Resin (Anhydrous) USP.

Manufactured by

Everest Pharmaceuticals Ltd.
BSCIC I/A, Kanchpur, Narayanganj, Bangladesh

www.everestpharmabd.com

8le>bId

TSRS e () T

T

GBI 3 (FIEPBRANT 3G9 A%er, 4ot Giffe SRy @Hwe
@R FRITT 719, A G (@FEACEIE- P TS5 G [0 (77 |
(PIERBRANT @ @ 23w, fog nfre smade | @rersRafm
@ HAfeTed (F e T 1 ¢ AN SEPOR G AT
ATTE AR 8 AN (FCTBIEANT @& (STREGr) 28w |

. CH___
~-— CH,—— CH—--- CH,N*(CH,),
Tt wrficemfer

(FERBRANT @fem wtaw e wnitie eiee 3@ @ae q3fae 2@ @
SHRA @ CSfd I A N Wy ot 2w | @ T @ Bianeie
I (AT 18 SIOTTET TLHE ST S CHirael (@1 B |

(@ETSRART @ EReEe FEe Pre e affe w1 wfeq e
(FICTT (A0 e smfnes sifse= 3w =, 67 feeienfo ar w0
QTP ARCATLINGT 2TeTT W@l ZPT AR @3 B (@ ersaes T@rge
AR |

I8 ST @ P FE T 9 IS &Nl keq wfofie e
SIFTGZT 2R e FoTam T Farbifel ZT oI |

ot

o (FIERBIZANRM AT &R ZZARMHEEEICERRT @ Ty
Twed PR (FIACST JICR & AT0F &) TERS (@i e
e = |

o (FTHIRANRA ~ATCora S el 4 A I& peravif Sopiea
ey RS 2 |

o Gy'7 fefercera e e wrfaa, 3w o, S, erEbe
opiE e  ae @feTaa |

® (A IR N AT QRARIZARIGE (RS (=) |
o forg SpIfoTe SpTEfeR FETer AR BT |
° (FTEIINIZT/GREHMIRIET ST |

AT qR CTRARE

SETF GINAR &)

eI QR ARSI

HIRTFT (TS T AT ATFS (FIEPIRAMN AT Wi aFa
TR | (SIS RAN “TSTR T A © *ICFs 1 28 AT @R @
SIS w7

e R[fErfa T4 o I e
orfiE: i gFam 1 @R 8 am; R Rew e &w @ @ s
/i “e e 4 @S AN |

Syt fSTar R iy e

erfieiy dfsfre 8 am, &fs etz 8 a1 it I 3-8 ow Erasfte
2o 33-38 AT ~1¥@ Jfa Fa1 =7, efsfiemar S ey T &7, AW
© ot sty elfsfaar = oinear I o wsfs e @@t v w4 Bt
oS ™ 28 AT @ G SRS 73 |

(S EITAF A & IARIRIGE (FRIFS (A1)

@ @R ARARCCHE AT TSARIARCE  wew FA AW A,
RACECCENG TP AT W, A BRI eqrd A Wz
QI @A T FBITSTS (I TG (A IR T4l (@S AT |
onfes: 8 am, elfsf 2 (T 8 A7 |

e SyifTe Sy e ARt

Cifks: grfis: 3 (@@ 8 AW/ ae (w9 e e T,
effsfear q3e TemAETer $om fofe wta A A e T (@, s
faafers 8 o =r); Wi (T § (A 8 [ow (wie Afwifrs zre #I1ts;
SCIBs: 28 /e |

CTRTAIRTEH IS St

2 NRTER & AfS & T 8 & AT 3> e oy el b & o a1 |
BB (@ @R Fp® SR STIG &7 T, SIvd &HIPTed fefer sigom
0O AT |

fore s &=y

fromE oveE afne (ere ey efsfie =@, 280 ffFe/ca e
SIRIEGRT (FEPERANT @fEwTa 3l AR (T 12 (A foqlt
Rew (et Mear @re I, efsfaam $ag fofe o e TyReTe v
am/free @ = A IS certerE STRTAETST A T T, bo

AP
eI FrAFEheE FRoe

fafors firg «aTet, BIG7F, TS, T

Sverest

e @It RARE @ yso M bRl 4 |

RIGEET €34 (RE 2o, @Taae e @EMme 07 (SIeEsaed Jar
Y A (G G O T |

foforre

RETBIEANA e 71 [fmf aare @lom cra e 30 =
T re S fF1s7e = 71 @R TR 9T @IT AT @ffs ol
Tl (MIRICICRS SItAd (T |

TeFS! @ ATl
ISR
oI (@-93 SToREe RTATNRER@T TR (@ EEsI2TT

(PSRN ERW @Ry AR aIne @R @R w5, b
"YI“I/IMM IR JARATCPICEANSE :"1:"\5 517{ S i FACO AT |

@EFSRANT @ - @y tefs 9T 4= Fe A |
eTer A A @AW T TS I ATS TeEF AGF@ 26F e
I |

PN & O

A Tfer SIS T A TSI RGAF AIFFAT FACA A A G4 AN GHRA
S SR FTHCE G | 2R AT ST AT T IR ST =Tt
GRS AR &) (FIEPoRAnET afelt ¢ am e, Tewatr
AT FAATTF o (ATF do ffer water Mfdiy fw | A ez &y o
(AT AT GIF (ST AT 40 AL 0T Aiced S sifeaey zre
A T T [l GIeETa =7 Y e AN O G Argyiaf
JS AT Tfoe |

FPRCIGHE AT

IR AT IS T G2 ARG 2T T (FIEEBAcET Ml 9 T
A T Bfoe | Sy ofikes @ [N e e ware PR
Frafrmazes @ s me A s e |

o LR R e

@EPTRANT @ GRS egd @@ RFAREDIE,  saRf,
RAEIZT TRITEGH (STAH) A (@R (@), GTEe GEPIRE,
e &, @FERERREE, EaEe a3 AMREHT 2FS, IRHIET,
(@EteT a3 TR cirets efve Atz Fare o |

@RY (FEPBRAMT A2 IFTeE a0, (FERGRAMNT @S
Hrelfds 5 ZE GqR (I TBEFA FACO AT @R IS HE-FIAT
fBIfS @@= A, D, E @32 K @3 cairaet afStary Fa0e A |

(SFEPHIRANT @ F2 AL eve Sy ST A7 FE SIwa (<1Fer
e AT TS G | AT (PO I3 @S AneT= S T61 =est
ST 8- TBT 2T S ST (T T SR |

TSR A

BVIFSIA T (FIEPBIBANIZT (@ AT T FoF©! S [
Tt | ISR Rt affe e feBifim eeimeets /81y o Fiff Froa
TH7 O] (TS AMA |

snferfofemar
ST AT Ao 2o @owieay | @Rl @ w5iE
AR, FAFRA G ebfere @Rt S fafas |

g QN CF0E (TS TFASIRZI AT (LI 5 T TS |

gty =i effeferr

(o5 STE% AR RRT RN, A e, I 3 o, 3, wrfwr, W,
SAICAHAT, EBUBIRET, ZReAt@NReatmr (SHife &F-«7 q9i5fs) T
TSR 2qeel qIR (T2 SO « (F@rmeR ¢t cFa At s
TAR) @R fT-az wBfs, frema W FEeREIERT abele,
SEBSTATHIIT, TG 1R $F, fogar «ae cifamaE qa g | foe
@om W 9 g R WEm 9w e et o oz

el

@ c3fbalt eqres IR golfe Fa a1 | @3 a7 A Fe @I
GFF-CBICEH AT (FETBIZANA O T SAWI A | FATF
Yo (ATF po T AT 2= AT “2rwa (@ (FIS G @ T2 | TS
@G @3> e tofs T |

T
SACE (AF GO CF 0T AT | 00° (T, 7 s Ao Fpe | fersrr
T AR Y |

MECEIEY
GO ¢ aAfSs I AT (GFEToRANT @ (STTREGPT) T8 8
& 97 Sof0 B AT |

1901000121



