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Stopping Symptoms through the Power of Inhibition



TVDICNIIV Dramatic drop in stool output upon initiation 
| i P| URALLI of SANDOSTATIN® therapy (100 mcg b.i.d.) in 
PHADIN CRE Noell AN eek el 
Fades r | 5 clinical effect 

DECDNH Mer 7000 

nior' I] N 3 L 
Se rr INITIAL DOSE 
Among patients responding to a 
SANDOSTATIN® (octreotide = 

acetate), symptomatic relief is = 4000 
frequently achieved within hours cS 
or days. "© 8 3000 

a 2000 

1000 

DAY 1 2 3 4 5 6 7 8 9 10 n 12 13 

PRETREATMENT SANDOSTATIN® 
THERAPY 

(Clery cohen eles) 

War! 7 | Epes il Pl Din A a 1 | 

Wi | Uv | q AIL ¢ The most common adverse reactions, 
ae eters eames burning at injection site and nausea, were 

In worldwide clinical experience ST UU Ue US a 
ith iS i ene 
ee pe - eee e¢ SANDOSTATIN® patients have been treated 
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Patients undergoing chronic SANDOSTATIN® therapy should be 
periodically monitored for gallbladder disease, thyroid function and 

“ fecal fat. See full prescribing information on following page. 
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Stopping Symptoms through the Power of Inhibition



1® a ‘Adverse Reactions Occurring in 1 to 3% of Patients SANDOSTATIN¢ (octreotide acetate) INJECTION a 
Number Reporting 

DESCRIPTION Carcinoid and Other 
‘Sandostatin® (octreotide acetate) Injection, a cyclic octapeptide prepared as a clear sterile solution of octreotide, acetate salt, in buffered sodium ViPoma Patients Patients Total 

chloride for administration by deep subcutaneous (tala) ijechon. Octreotide acetal, known chemically as L-Cysteinamide,D-phenialany-L-yseiny- res N=2t1 N= 280%) N=45t (4) penny. D yop oy :theonye-nntyaoxmetypopy jl (2>7+-sude, FH, Rl] sole sis 2 lan acing eS LS 
‘cclapeplide wih pharmacologic actions mimicking thse othe natural hamone somatostatin. leat 314 7125) 10/20) 
Sandan (tei act) econ aval serie manus nee sents, coring 105,01 o 05g ete sae Fat Malabsorption spf Ha alts) 
Each ampul also contains: Dizziness/ be Bi atl USP ans noes Tos oce Se vaca e cS scan tens soe ea rca ete Omg Light headedness air) s(t) (16) 
Soma ya USP ee ceveevescvesecvesecvirnsvsettinetincotises ool Hyporlyeemsa 314) sta, 8118) 

ime ee ee ae ah A m4 
‘Acetic acid and sodium acetale trihydrate are added to provide a buffered solution, pH 4.2 + 0.3. Hypoaljeemia j f 5) 5 (18) 612} 
‘The molecular weigh of octreotide acetal is 1019. (re peptide, C,sHeeN 008s) and is amino acd sequence is: Edema’ 2103) 3iul) 5i0) 

—— ‘Asthenia/ Weakness 4 (19) 104) Sito) 
H-D-Phe-Cys-Phe-D-Tp-Lys-Thr-Cys-Thr-o, eee oe eee es Wheal Erythema 4(19) 1104) 5(10) 

‘CLINICAL Gieteotunal Bein Rasa ean |n addition, the following infrequent reactions were reported (fewer than 1% of patients) 
‘Sandostatin® (octreotide acetate} exerts pharmacological actions similar to the natural hormone somatostatin, In normal subjects, it has the ability Sr I 1 ‘ ; sight fi rectal disorder | Gl bleeding, fh swollen, 

ie a eg A a en Ot cancer dana lat ee aie) wena inom swoon nn 
isa more poentinior of gow hormone, aucagon and insuin lease tan nual sonalabn wih geal select or owt homone and {ntegumentary: Hairloss, thinning of skin, skin faking, busing, bleeding from a supercial wound, runt, and rash 
dean sips Sada ech ace anata ae sci od bn vin neestbecornoa __Mlstblea Becace pan, msl pan, muscle cangg jot pan, sto andl peg cas ard ches pn 

By vie of these pharmacological actions, Sandostatin® (octreotide acetate) n used to treat the symptoms associated with metastatic carcinoi Cardiovascular: Shortness of breath, hypertensive reaction, thrombophlebitis, ischemia, congestive heart failure, hypertension, palpitations, orthostatic tumors ushing and Gara) and Vasoacv esa Pepe (VP) secreing adenomas ale dae EPcerecte andched pan adedeiel tlt ee ee 
Pharmacokinetics: After subcutaneous injection, octreotide is absorbed rapidly and completely from the injection site. Peak concentrations of 5.5 ng/ CNS: Anxiety, ‘convulsior de i hyperesthesia, pounding in head, insomnia, irritability libido decrease! rigidity, ‘mL. (100 mog dose) were reached 04 hours afer dosing. Relative to an equivalent intravenous dose, the bioavailability ofa Subcutaneous dase was eoioe denen Sone oon hag Veh yeaa Insomnia, ably, ity, 
estimated t0 be 80-15% Ths was esabished based on he respecte pasa concentrations dleined by aradtimmurcssay te peCCty asian Pinothea 
diese 40 my on wh pe sss oO ne Ld 10 nega, Cec was ebed by al ek sgehgrorines wees Ect: Galton 3s up 10 400 meg and with mutiple doses of i. (600 m learance was re suggesting non-linear kin 
a we at daily dees ‘of 600 meg/day as onpaies 150 ey Te ‘relative decrease in clearance with doses above 600 mcg/day is not ‘ ease eel vei roti F inotene clei lel ed fe a ‘months of ‘rll Lee Pe bee ve Seecatl ee 
in i A observed, , - 
he dstibuton of octeotie rom plasma was apd (et/2 = 02h) andthe volume of distribution was estimated to be 136 L In blood, the distribution putary dstuncton, probably eatd to Sandstain® (octveoie acetate) therapy. 

te the oe = eee eae ‘and about 65% was bound in the plasma in a concentration-independent mannet. Binding was mainly ‘Urogenital: Oliguria, pollakiuria, prostatitis, and urine hyperosmolar. 
lipoprotein and, oa lesser e in. Manan 

a Sore from plasma had an apparent half-life of 1.5 hours compared with 1 to 3 minutes with the beaptlionl lll duration Wee | ge ep a lel epee lea and visual disturbance. 

oat ing ea ree meee 12 see peg Uc he et ney Aboud ea Evaluation of 20 palin teated for t least 6 months has failed to demonstra ites of antbodies exceeding background levels. 
patos wi sve ral iu regain das, caares was rece to stmt hal at fund in moma sites fom appx 10 OVERDOSAGE 
a es etc cea 1G OC Cen Srecic aration on Sardosain® (cteokte sot] overosage ol aval a no ark overosage has ozured in ay pan 1 dale. 
INDICATIONS AND USAGE puss ner Oar ofa weer ra wad secon 

i on the pharmacological properties of Sandostatin® {octreotide ac }, acute over je may be expected to produce hyper- or | emia, cm at Sardota® ee a) eo therapy is indicated for control of symploms in patients with metastatic carcinoid and vasoactive inlestinal erg rae Sata pean pe nse nies pate a Teea Ue 

Bae te rah Ire ee Ssh tenis cen Snr yor ene mes n Mn esi sy oma tn nn Yer Sze, Soares ee cm 
tens wih these tumors. lemporay 
Sandostain® {octreotide acetate) has been used in patients ranging in age from 1 month to 83 years without any drug limiting toxicity. The iv. LDgo is 72 mg/kg in mice and 18 mg/kg in rats. 

Carcinoid Tumors: Sandostatn® octetde acetals indicated for he symptomatic treatment of paints with melastaic carcinoid tunors where it DOSAGE AND ADMINISTRATION 
‘suppresses or inhibi the severe dathea and fusing episodes associated wih the disease citi vg protest be inspect vival fo parse mate nd scan pir to aniston, Do not use i partes 
Vasoactive Intestinal Peptide Tumors (ViPomas): Sandostan® octeotide acetal) i inated forthe treatment se watery dares discoloration are observed. 
associated with ieaeceea mee inet ean ee ‘been noted in Poneal Sonat these tans beapesialy ‘unresponsive ‘Subcutaneous injection is the recommended route of administration of Sandostatin® (octreotide acetate) for control of symptoms in mast instances. 
ae Therapy oa ‘Sandostatin® (octreotide acetate) results in improvement in electrolyte abnormalities, e.9., hypokalemia, often enabling reduction mcr eee be eer det Sec cme yah oo ees within se periods ae sik be 

ae Gah Cea aay based on pate tabi and respons. Dosage imation peers wih spect unas ows The tuys uualy gren 3 bid 

eee) eee on ea Carcinoid Tumors: The suagested daly dosage of Sandostatin® (octreotide acetate) during the fist two weeks of therapy ranges from 100 to 600 
WARNINGS eg a ayn wo a ou dd dese ean al css 0 ne inal sues, be mean cll manerance ose was ppoanatey 

‘Sandosttin® (octreotide acetale) therapy, like the natural hormone, somatostatin, may be associated with choleliass, presumably by atering fat el see ie a Pere 8 tHe A TH ses 1 (50 ad 
absorption and possibly by decreasing the motity of the gallbladder. Because patients with somalostatinomas have been reported to be at risk for er day However, experience with doses above 750 meg per day is limited. 
fesse ating ate wh Sansa octet soa oddbe none eascaly gala ease. Sugealneveran unas ay cosas o 2001 00 myn io ed Goses a reconnendd dung he itl 2 weeks of Hay (ane 150 780 
has Ben requ nae ples win ceed sve abdonal pan asocled win choelmass whl on Sardsan® (otek aete) neq ncn syns of he ease. Onan nial bas, sage maybe aed acre arp spore, bl say doses above 
ra og per day are no requ 
recommended tal pans on extended tray be evaaledpercaly xing uastund evar othe glade and bl ul HOW SPrEa 

PRECAUTIONS We a ‘Sandostatin® (octreotide acetate) injection is available as a one mL. ampul in packages of 20 and 50 as follows: 
General: In the treatment of patients with carcinoid syndrome or VIPomas, dosage adjustment may be required to maintain symptomatic contro. 
Sarah ett ace hey ocasoraly acted wh i fase ype: 0 ypsoeana ds Wo selon hoe Pace 20 amps NG De 0180-0) 

between the counlerregulatory hormones; insulin, hag, ‘and growth hormone. Patients should be closely observed on introduction of Sandostatin® Package of 0 ampuls (NDC 0078-0180-04) 
orks ee eel aa ee sage for symptomatic evidence of hyper- or hypoglycemia. ot treotide( sate) 

Dai ane efron apy wi, Sanoa® rene seal) on tpt any ncn has rl been oaned A popessie LNCS ALES 9g 
drop in T, levels has been reported, culminating in clinical and biochemical hypothyroidism after 19 months of therapy in one clinical trial patient Pecos are tee eae 
(can teceiving 9 1300 meg of Sandostatin® (octreotide acetate) daly. Therelore, baseline and periodic thyroid function tests using foal and free — ; ma ; 0181-04) 

ae advised to monitor pais. 1mg octreotide (as acetate) 
‘a insulin-dependent eats, ‘eduction of insulin requirements may result following initiation of Sandostatn® (octreotide acetate) therapy Package of 20 ampuls (NDC 0078-0182-03) 
Thee seve tal Sentn® (cece aodal heap nay ae atau of day fa Sone pales Ns Soe tal pre Package of 50 ampus [NOC 0078-0182-04) 

fected fecal fl and serum carotene determinations be performed to aid in the assessment of possible drug-induced aggravation of fat Sandostatin® (octreotide acetate) is also available as a patient home administration starter kit containing an ampul opener, alcohol swabs and the mala is 
in patents wih severe renal aur requiring dialysis, he hate of the drug may be increased, necessitating adjustment of the maintenance dosage. teenie Eas 
Because decreased galbiadder contact and bie sais may result fom treatment with Sandosiin® (octreotide acetal), baseline and periodic Packed anme Neon e-0160-15) 

Ultrasonography may be useful to assess the presence of galistones (See WARNINGS). ge ” 
Information for Patients: Careful instruction in ster subcutaneous injection technique should be given tothe patents and to other persons who pts esac (en acetae) ee 
may administer Sandoslatin® octreotide acetate) njecon eet 0 argos NG ENE 9] 
ator Tet: Lateran etal ma be te x Bochenicl makes in dering and elowng att erase depend one speci Panicatic ame noe tye cite] 

tumot Based on diagnosis, measurement ofthe following substances may be useful in monitoring the progress of therapy: = put eerees Gains is pid to ace batetisas asec eee Ami cal 
arcing: __5-HIAA (urinary 5-hycrxyindole acetic ac, plasma serotonin, plasma Substance P Oe ae Eee earian ovis teal Oe a a AN Loe SSL 
ViPoma: VIP (plasma vasoactive inlestnl peptide) Manufactured by Sandoz, Li, Basle, Switzerland Baseline and periodic lal and/or ree T, measurements should be performed during chronic therapy (See PRECAUTIONS — General) for SANDOZ Pharmaceuticals Corporaton East Hanover, NJ 07996 

rug interactions: Many patients wih carcinoid syndrome or VIPomas being treated with Sandosatin® (octreotide acetal) have aso been, or are 
een treated with a ‘other drugs to Control the symptomatology or progression of the disease, generally without serious drug interaction. Included References 
Meccan amie He es ey, oe rugs affecting glycemic states, solutions for electrolyte and fluid support or 1. Data on file, Sandoz Prammacelicals pormoration ie anreecuaye ‘ 

iS 2. Dueno MI, Bai JC, Santangelo WC et al: Effect of somatostatin analog on water and electrolyte transport ant 
suet rein darted bles ages he i ta ar atte bares palo tes nrved ey ttansittim inthe human small bowel. Dig Dis So! 32(10) 1092-1096, 1987. 
‘adjustment made in the other therapies as the symptoms of the disease are controled. Evidence currently available suggests these imbalances in 3. Vinik Al, Tsai S, Moattari AR et al: Somatostatin analogue (SMS 201-995) in the management of 
fluid and electrolytes or glycemic states are secondary to correction of pre-existing abnormalities and not to a direct metabolic action of Sandostatin® gastroenteropancreatic tumors and diarrhea syndromes. Am J Med 81 (supel 6B):23-39, 1986. 
ser pon ane I ng a sa a et en = ane ea a 4. Edwards CA, Cann PA, Read NWet ie eng Soe ea Fe MS SUES on fluid and 

electrolyte transport in a patient with secretory diarrhoea. Scan jastroentero! Since Sandosttn® (octreotide acetal) has been associated with alterations in nutrient absorpon, is efet on absorption of any orally administered suppl 1 19):259-261, 1986. 
drugs should be carefully considered. A single case of transplant rejection episode (renal/ whole pancreas} in a palient immunosuppressed with cyclosporine Oy 198 
has been reported. Sandostatin® (octreotide acetate) treatment to reduce exocrine secretion and close a fistula in this patient resulted in decreases 5. Santangelo WC, O’Dorisio TM, Kim JG et al: VIPoma syndrome: Effect of a synthetic somatostatin analogue. 

in blood levels of cyclosporine and may have contributed to the rejection episode. Scand J Gastroenterol! 21 (suppl 119):187-190, 1986. , 
Drug Laboratory Test interactions: No known interference exists with clinical laboratory tests, including amine or peptide determinations. 6. Maton PN, O’Dorisio TM, Howe BA et al: Effect of a long-acting somatostatin analogue (SMS 201-995) ina 
Carcinogenesis/Mutagenesis/Impairment of Fertility: Studies in laboratory animals have demonstrated no mutagenic potential of Sandostatin® (oc- patient with pancreatic cholera. W Eng! J Med 312(1):17-21, 1985, 
‘reotide acetate). No long-term studies in animals to assess carcinogenicity have been completed. Sandostatin® [octreotide acetate) did not impair 

ferflty in rats at doses up to 1 mg/kg/day 
Pregnancy Category B: Reproduction studies have been performed in rats and rabbits at doses up to 30 times the highest human dose and have 

‘revealed no evidence of impaired fertility or harm to the fetus due to Sandostatin® (octreotide acetate). There are, however, no adequate and well- 
contlled stufes in pregnant women. Because animal reproducton studies are not aways predicve of human response, this drug should be used SEES 
during pregnancy only if clearly needed. LE NEW 
‘Nar ‘Mothers: It is not known whether this drug is excreted in human milk. Because many drugs are excreted in milk, caution should be exercised Sis 
won Saat (octreotide acetate) is administered to a nursing woman. ay eee” 
Pediatric Use: Experience with Sandoslatin® {octreotide acetate) inthe peiaric population is ited. The youngest patent o receive the drug was ieee ene) 
{mat ot Doses 110 mel bey weg wr Wal raed he young patel A sl cae ofan a esos] was conpzled = 

‘by a seizure thought to be indeper of San in® (octreotide acetate) therapy. 

ADVERSE REACTIONS 2 . 
The incidence of adverse reactions by patient group and in the total cohort (N = 491) of patients follows. These adverse reactions were largely if i ak S 0. areas ee re OCIEOIIGE acélalé | SANDOZ 

Adverse Reactions Occurring in 3 to 10% of Patients INJECTION 

Number Reporting 

C id and Other el Z zs 5 rea is: a 
boa Pabers Pebers Tot Available in a Convenient Outpatient Administration Kit 

Reaction N=211 (4) N= 260) N= 451 () 

‘Nausea 16 (7.6) 31 (11.1) 47 (9.6) PALIEAWOUADLIALENITIFALS 
Icon Site Pin 16(76) ail 37175) A SANDOZPHARMACEUTICALS 
Aaa Pain ey) 241 89) a(S) Corporation, E. Hanover, NJ 07936 (201) 503-7500 
Discomfort 6 (28) 27( 96) 3 be 

Loose Stools 3{1.4) 18| 64) 21 (43) 
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