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CCveELLO = 
Go with the ’Flo 

NDC-67066-001-01 

SECREFLO” ENABLED SUCCESSFUL = Enhance visualization of pancreatic ducts SecreF lg: 
CANNULATION IN 89% OF ERCP PROCEDURES = Reduce procedure time oe : 
COMPARED TO 6% SUCCESS WITHOUT. AN AID ‘ fr single coe 
a ec ers ie ee Oe . Complete successful cannulation ’ TO PHYSICIANS, A BENEFIT FOR PATIENTS. 

Re liGen 

SECREFLO’, THE NEW LIGHT ON ERCP. = Prevent repeat procedures P 

For more information call 1-877-737-5443 or visit our website at www.secreflo.com.



SecreFlo« 
Secretin for Injection 

DESCRIPTION compared with those for biologically derived porcine secretin. Serum | QVERDOSAGE 
SecreFlo™ (secretin) is a pure sterile, nonpyrogenic, lyophilized white EHTS COREA Artes etc correlaio emi pesel levels a gi. single intravenous dose of 20 mcg/kg of secretin was not lethal to cake powder acetate salt of secretin, a peptide hormone. Secretin has _ Patients 4 cS Mn ee mice or rabbits. an amino acid sequence identical to the naturally occurring porcine tional diagnostic modalities should be utilized when considering the Se eaae pelea y ED diagnosis of gastrinoma. Proper technique for carrying out secretin DOSAGE AND ADMINISTRATION secretin consisting of 27 amino acids. - i aa ef ‘ as ? stimulation testing is described in DOSAGE AND ADMINISTRATION. Dissolve the contents of the vial of SecreFlo” in 8 mL of Sodium 
SLEW Shee pet: Facilitation of identification of the ampulla of Vater and the accessory Chloride Injection USP, to yield a concentration of 2 mcg/mL. Shake Erapirical Form Gx NGO papilla during ERCP to assist in cannulation of the pancreatic ducts: In vigorously to ensue dissolution. Use immediately after reconstitution 
Structural Formula: H-His-Ser-Asp-Gly-Thr-Phe-Thr-Ser-Glu-Leu-Ser-Arg-Leu- @ random iced, Placebo! controlled eee ee mn32 patients ith Pm Sues pore ch alten TeconsttuHOn: Arg-Asp-Ser-Ala-Arg-Leu-Gln-Arg-Leu-Leu-Gln-Gly-Leu-Val-NH, Pancreas divisum undergoing ERCP, SecreFlo” administration at a dose The reconstituted drug product should be inspected visually prior of 0.2 meg/kg resulted in 25 of 28 successful cannulations of the minor to administration. If particulate matter or discoloration is seen, the SecreFlo” contains 16 mcg of purified secretin, 15 mg of L-cysteine duct compared to 1 of 16 for placebo. product should be discarded. y hydrochloride, and 20 mg of mannitol per vial. When reconstituted in WyICATIONS AND USAGE 8 mL of Sodium Chloride injection USP, each mL of solution contains Dosage 2 mcg secretin for intravenous use. The pH of the reconstituted solu- __Secreflo” is indicated for use in secretin stimulation testing for: SECRETIN STIMULATION TESTING: tion has a range of 3-6.5. (Q) Stimulation of pancreatic secretions, including bicarbonate, 1. TO STIMULATE PANCREATIC SECRETIONS, INCLUDING to aid in the diagnosis of pancreatic exocrine dysfunction. BICARBONATE, TO AID IN THE DIAGNOSIS OF EXOCRINE CLINICAL PHARMACOLGY (2 Stimulation of gastrin secretion to aid in the diagnosis PANCREAS DYSFUNCTION: 0.2 meg/kg body weight by The primary action of SecreFlo™ is to increase the volume and bicarbon- _ of gastrinoma. intravenous injection over 1 minute. ate content of secreted pancreatic juices. The standard unit of activity (3) Stimulation of pancreatic secretions to facilitate the identi- 
used for SecreFlo” is the clinical unit defined by Jorpes & Mutt in fication of the ampulla of Vater and accessory papilla during 2 BIRENOSISCEAACTRING Gots a IN ae i 1966.” In the validated cat bioassay, which was used to define and endoscopic retrograde cholangiopancreatography (ERCP). fat Heed et ii fe! i pocy weight by. quantitate the biological activity of secretin and as the release test for CONTRAINDICATIONS PENS TOUS Iblechoniover: Prolite: the biologically derived porcine secretin product, SecreFlo” demon- 3. FACILITATION OF THE IDENTIFICATION OF THE AMPULLA OF strates a potency of approximately 5000 clinical units (CU) per mil- Patients suffering from acute pancreatitis should not receive Secreflo™ VATER AND ACCESSORY PAPILLA DURING ERCP to aid in ligram of peptide as opposed to 3000 CU per mg for biologically until the acute episode has subsided. cannulation of the pancreatic ducts: 0.2 mcg/kg body weight derived porcine secretin. As a pure peptide drug product, SecreFlo” = WapWiNgs by intravenous injection over 1 minute. dosing is expressed by weight in micrograms. The relationship ES of micrograms of secretin to biological activity is 0.2 mcg = 1 CU. Because of a potential allergic reaction to secretin, patients should Administration pie 2 A receive an intravenous test dose of 0.2 mcg (0.1 mL). Ifno allergic reac-_ SECRETIN STIMULATION TESTING: Pharmacokinetics: The PK profile for SecreFlo™ was evaluated in 12, tiom is noted after one minute, the recommended dose forthe specific. 1. TO STIMULATE PANCREATIC SECRETIONS, INCLUDING normal subjects. After intravenous bolus administration of 0.4 mcg/kg, indication (see DOSAGE AND ADMINISTRATION) may be injected slowly BICARBONATE, TO AID IN THE DIAGNOSIS OF EXOCRINE SecreFlo™ concentration rapidly declines to baseline secretin levels yer 11 minute. A test dose is especially important in patients with a PANCREAS DYSFUNCTION: A radiopaque, double-lumen tube is within 60 to 90 minutes in most of the normal volunteers studied. history of atopic allergy and/or asthma. Appropriate measures for the passed through the mouth following a 12-15 hour fast. Under fluo- The elimination half-life of SecreFlo™ is 27 minutes. The clearance of treatment of acute hypersensitivity reactions should be immediately roscopic control, the opening of the proximal lumen of the tube is SecreFlo” is 487 + 136 mL/minute and the volume of distribution is available, No allergic reactions were observed after placed in the gastric antrum and the opening of the distal lumen about 2 liters. the test dose or full dose of SecreFlo™ in over 981 patients. just beyond the papilla of Vater. The positioning of the tube must 

be confirmed and the tube secured prior to secretin testing. CUNIEEE STUDIES ; PRECAUTIONS Intermittent negative pressure of 25-40 mmHg is applied to both 
To stimulate pancreatic secretions, including bicarbonate, to aid inthe General: Patients who have undergone vagotomy, or are receiving anti- __lumens.and maintained throughout the test. When duodenal con diagnosis of exocrine pancreas dysfunction: cholinergic agents at the time of secretin stimulation testing, or who tents have a pH of = 6.0, a baseline sample of duodenal fluids is SecreFlo” administered intravenously stimulates the exocrine pancreas have inflammatory bowel disease may be hyporesponsive te secretia collected for a 10 minute period. A test dose of SecreFlo™ 0.2 meg to secrete pancreatic juice, which can assist in the diagnosis of exoc- stimulation. This response does not indicate pancreatic disease. A greater (0.1 mL) is injected intravenously to test for possible allergies. rine pancreas dysfunction. Normal ranges for pancreatic secretory than normal volume response to secretin stimulation, which may mask After one minute, if there are no untoward reactions, SecreFlo™ at response to intravenous secretin in patients with defined pancreatic coexisting pancreatic disease, is occasionally encountered in patients a dose of 0.2 mcg/kg of body weight is injected intravenously over diseases have been shown to vary. One source of variation is related with alcoholic or other liver disease, 1 minute. Duodenal fluid is collected for 60 minutes thereafter. The to the inter-investigator differences in operative technique. Two small i , Feet aspirate is divided into four collection periods of fifteen minutes studies (CRC 97-1 and CRC 98-1) examined the relationship of peak Drug/Laboratory Test Interaction: The concomitant use of anti-choliner- each. The duodenal lumen of the tube is cleared with an injection of bicarbonate concentration observed in three groups of patients: normal _gic agents may make patients hyporesponsive, i.e. may produce a false air after collection of each sample. Wide variation in volume of the health subjects; patients with chronic pancreatitis; patients with a past positive result. aspirate is indicative of incomplete aspiration. Each sample of duo- free aa isco ot none paljefealle and abnotine|lsecretin stimula: 19 Cor inagenesiey Mutagenesis, impanent onFarilty; lane teriiatide denal fluid is to be chilled and subsequently analyzed for volume tion test results but with sufficient recovery of exocrine pancreas func jze'in animals have nor been performed to evaluate the carcinogenic and bicarbonate concentration. Exocrine pancreas dysfunction typi- Mion tolhey crcl rentl normal testresults (igure) Secrenloy was potential of secretin. Studies to evaluate its potential for impairment of _cally associated with chronic pancreatitis is indicated if the peak compared to biologically derived porcine secretin (bPS).All12 normal fetetty or its mutagenic potential have not Leen peiomed bicarbonate concentration for any sample is < 80 mEq/L. subjects had peak bicarbonate concentrations » 80 mEq/L while all patients i with chronic pancreatitis had peak bicarbonate concentrations «80 mEq/L. Pregnancy, Teratogenic Effects, Pregnancy Category C: Animal repro- 2. STIMULATON OF GASTRIN TO AID IN THE DIAGNOSIS OF 3 duction studies have not been conducted with secretin. It is also not GASTRINOMA: The patient should have fasted for at least 12 hours Heures known whether secretin can cause fetal harm when administered to a brocts penn the ee Se ore iene eset two Plocd ; i i i samples are drawn for determination of fasting serum gastrin levels PEAK BICARBONATE FROM STUDIES ota rea eee Sapa sectetin should (baseline values). Subsequently, a test dose of SecreFlo” 0.2 mcg CRC97-1 & CRC9B-1 ; (0.1 mL) is injected intravenously, to test for possible allergies. IF no 120 p-- = nn nnnennnenneeeRo Nursing Mothers: It is not known whether secretin is excreted in human untoward reactions, 0.4 mcg/kg of SecreFlo™ is administered intra- 108 rein | milk. Because many drugs are excreted in human milk, caution should venously over 1 minute; postinjection blood samples are collected = 96 q hot be exercised when secretin is administered to a nursing woman. after 1, 2, 5, 10, and 30 minutes for determination of serum gastrin = : : eet y Pees ee eee concentrations. Gastrinoma is strongly suspected in patients a 2 a 1 fea le ental eiefiectWveness In]pediat patient: eve(ot who show an increase in serum gastrin concentration of more than oe : ; : ! : i 110 pg per ml over basal levels on any of the post injection samples. 
5 43 : peciea re. ois te 21 pate te who lhave ceived secterioy nl 0 Fa ata TtON (OF WHE [DENTICATION OF THEAMPULLAGRVATER 2 ; clinical tials 1624 vets 65 yeas of age onolderand 11% Were 5 years) 2° A Wane ay uae DUNNE e RC Te ee ed : of age or older. Dosing was identical to the overall population of i Pana en che Wen il HEU Is ecOUn 24 : patients. No overall differences in safety, pharmacological response, tered by the endoscopist in identifying the ampulla of Vater or in : ; : ; f identifying the accessory papilla in patients with pancreas divisum, 12 i or diagnostic effectiveness were observed between these subjects and maint totic Y dose oF he orbady Welch : 0 j younger subjects, and other reported clinical experience has not identi- Int aveROLel Oued Rin a oad! Serlant saree 0 12 24 36 48 60 72 84 96 108 120 fied differences in responses between the elderly and the younger Fao, . a ay eee BPS (mEq/L) patients, but greater sensitivity of some older individuals cannot be ue ful fromm he eee cook regauabing thelsidentines 
‘A45 degree reference line: BPS = SecreFlo™ ied i: 5 Sick patients ADVERSE REACTIONS iM Salas feieat epee 
ae tecovetes patients Occasional mild adverse events have been noted in association with ecreFlo” is supplied as a lyophilized sterile powder in vials He tealhy subjects the use of SecreFlo™ in clinical studies of over 957 patients and 24 containing 16 mcg secretin. { 

The values obtained for Figure 1 were performed by investigators volunteer subjects. STORAGE: . skilled in performing secretin stimulation testing and are to be taken _—_—‘Table 1 - Adverse Events The unreconstituted product should be stored at -20°C (freezer). only as guidelines. These results should not be generalized to results RX only of secretin stimulation testing conducted in other laboratories. oe our heh < However, a volume response of less than 2.0 mL/kg/hr, bicarbonate ae —— AIOTDSStE enV 
concentration of less than 80 mEq/L, and bicarbonate output of less Bleeding = sphincterectomy On the biological assay of secretin, The reference standard. than 0.2 mEq/kg/hr are consistent with impaired pancreatic function. Bleeding - upper Gi 2" to endoscopic abrasion 2 (2) Acta Physiol Scand 66 (1966) 316-325. 4 A physician or institution planning to perform secretin stimulation test- | eegt’/gs (aig aiDeveney CW esl ing for diagnosis of pancreatic disease should begin by assessing Bey io noch IS Use of calcium and secretin in the diagnosis of gastrinoma enough normal subjects (> 5) to develop proficiency in proper tech- Decree bod press 665) @ollinger-Elison Syndrome), niques and to generate normal response ranges for the commonly Diaphoresis a 10) Annals of Internal Medicine 87 (1977) 680-686. assessed parameters of pancreatic exocrine response to SecreFlo” In Diarthea 1(1) = three crossover studies (CRC 98-1, CRC 98-2, and CRC 99-9) evaluating | Endoscopic perforation of pancreatic duct) Secreflo” is a registered trademark of Repligen Corporation 21 different patients with a documented history of chronic pancreatitis, | Fatigue HO Waltham, MA SecreFlo™ was compared to biologically derived secretin (bPS). All of (oie estou aoamineeerns noe Cc eee eee (I 4 the patients, treated with either drug, had peak concentrations of eigenen ea a aeRO ON Manufactured for < 80 mEq/L. Proper technique for carrying out secretin stimulation test- | Headache 002) a PENSE RAD ee ing is described in DOSAGE AND ADMINISTRATION. ig e———_ ne ND Zo or : , Nis eens , ieleojtoplesie Vases ——————_————T— Manufactured by: Stimulation of gastrin secretion to aid in the diagnosis of gastrinoma: Leukocytoplastic Vasculitis TT) fre 5 SecreFlo” administered intravenously stimulates gastrin release in Ugthesdetehictaae Ea ee Boar eecercploloalcal Laboratories patients with gastrinoma whereas only small changes in serum gastrin | Nausea SSCS~S~SB) uno eo concentrations occur in normal subjects and patients with peptic ulcer Pale enters 
disease. Deveney et al., 1977” established secretin stimulation testing a 
as an aid in the diagnosis of gastrinoma by using discriminant analysis. | fsh-sbgonieal + An increase from basal levels of = 110 pg/mL was the optimal point LL. 
separating positive and negative tests. This gastrin response is the Bae oe a ———____ 
basis for the use of secretin as a provocative test in the evaluation of Transient respiratory distress 2(2) 
patients in whom gastrinoma is a diagnostic consideration. Urticaria 2° contrast material (prior to secretin administration) 1) 

. 5. * Laie A Vomiting 1 (1) In two crossover studies, eight patients with tissue confirmed gastri- Tene November 2002 noma received SecreFlo: Results of serum gastrin concentrations were _|_Total patients with AEs (%) cetel) ChiRhoClinPi01011
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