01/21/2007 10:56 FAX 301 7B2 4170 FISHER NCI-CR dooz

Lilly: Raloxitene Hydrochloride Tablets AdC T =l Page | of'3

.‘-"j
-
(3

Eli Lilly and Company
Material Safety Data Sheet

MSDS Index

Raloxifene Hydrochloride Tablets

BllTeetive Date: 15-Dee-2004

[__Y Section 1 - Chemical Product and Company
P e Emergency Phone:
Manulacturey: 1-317-276-2000

Fli Litly and Company

Lilly Corporate Clenter CHEMTREC:
oiamamelis. [N 46285 1-800-424-9300 (North America)
ARIPORS, N 28 1-703-527-3887 (International)

Common Name: Raloxifene Hydrochloride Tablels

Chermical Name; Mcthanone, [G-hydmx}f-‘-_’-(t@-iwclrnxyphcnyl)bmv_.w[h‘]il‘ﬁun-ﬁ—yﬂ{chi’zv( L-piperidinylyethoxy]
phenyli-, hydrachioride '

Synonym{s): 139481 Hydrochioride Formulation; 15678 Formulation; Raloxifene Hydrochloride
Formulation: Raloxifene Tablet Mix; Keoxilene; Evista Tab 60myg

Tradename(s): Hvista

Lilly Item Code(s): BO20SY; ND1002; SA1006; TA4O1Z: TAAOTS: TA4164: TA4165: TA4T66;, TAAA6G,
VEOZO7: VF0298; VEQ3106; VFO317: VFO338; VI0374

See attached glossary for abbreviations.

“_ Section 2 - Composition / Information on Ingredients
Ineredicnt CAS Concentration %,

Raloxifene Hydrochioride §2040-04-8 10 - 65

Fxcipients _ NA 35-90

Comaing no hazardous components {one percent or greater) or carcinogens (onc-1enth pereent or greater) not
listed above.

fxposure Guidelines:
Raloxilene hydrochloride - LEG § microgrums/m3 TWA for 12 hours. LEG 8 micrograms/m3 TWA for §
hours. Excursion Limilis 130 micrograms/m3 for 15 minutes, ailowable up to 2 times per workshfi,

Section 3 - H azards l'dentificatwimoﬂ” | 1

Appearance: Off-white (o pale ycllow or greenish-yellow powder lnished as film-comted tablels
Physical State: Sofid
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Odor: agless

' Emergency Overview ;

Spectal
R = Reproductive
P Potent

Emergency Overview Effective Date: (9-8ep-2003

Lilly Laboratory Labeling Codes:
Health 2 Fire | Reuctivity 0 Special R, P

Primary Physical and Health Hazards: Not hazardous if intaet. frritant {skin). Highly PotenL. E
Reproductive Bileets,

Cantion Statement: Intuct Raloxifene Mydrochloride Tablets are not considerad to be a health hazard, The
conicnis ol Raloxitene Hydrochioride Tablets may he jrritating to the skin and is highly potent. Eileets o r
Hlexposure Lo raloxifene hydrachloride may include decreased ferlility in fomates, adverse female reproductive
{ltissuc changes, and adverse fetal changes,

Routes of Entry: Inhatation and skin contact.

Lffects of Overexposures Tublets are intended for human consumption under guidance ol a physician, intact
coated tablels are not considercd hazardous under normal handling procedures. In the manufacturing sctting,
care should be used to avoid exposure to dust [vom tablets, Exposure o raloxifene hydrochloride resulted in
skin rash/redness. Raloxifone hydrochloride is a Selective Estrogen Receptor Modulator (SERM) und is highly
potent. Reproductive effects in females and developmental effects are associated with compounds in this
pharnacological class, including raloxilenc hydrochloride. Effects of exposure with therapeulic use in
postmenopausal women nol taking estrogen replacement therapy may include blood clots in veins, leg cramps,
and hot flashes.

Medical Conditions Aggravated by Exposure; Nonc knawn.

Carcinogenieity: Raloxifene hydrochloride - Not listed by TARC, NTE, ACGIHH, or OSHA. Not considered
carcinogenic in animat studies conducted by Lilly Rescarch Laborutorius.

_ Section 4 - First Aid Measures

Eyes: Flush eyes with plenty of water, Got medical attention,

Skin: Remove contaminated clothing and clean belore reuse. ‘Wash all cxposed areas of skin with pleaty of
soap und water. Get medical attention if irvilution develops,

Inhatation: Move individual to {resh air. Get medical attention if breathing difficulty oceurs. If not breathing,
provide artificial respivation sssistance (mouth-to-mouth) and call a physician immediately.

htp:/lehs Jily.com/msds/msds_raloxifene hydrochloride_tablets.himl 12/22/2006
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Ingestion: Do not induce vomiting, Cal a physician or poison sontrol center. If ovisilable, administer activaled

charcont (6-8 heaping teaspoons) with two fo three plasses of water. Do nol give anything by mouth lo an
unconscious person. lmmediately transport 1o a mudical care facility and see u physictan,

et

Sﬁction 5 - Fire _Eightimg Measures

Flash Point: No applicable information found

UEL;: No applicable tnformation found

1,1 No applicable information lound

Extinguishing Media: Use water, carbon dioxide, dry chemical, foam, or Halon.

Unusual Fire and Kxplosion Hazards: As u {inely divided material, may form dust mixtures in air which
could gxplode if subjected to an ignition source.

Hazardous Combustion Products: May emit toxic chioride fumes when vxposcd to heat or fire.

[ ~___Section 6 - Accidental Release Measures

Spills: Wear protective equipment, including cye prolection, to avoid exposure (see Scetion § for specific
handiing precautions). Vacuum material with appropriate dust sollection filter in place. Be aware of potential
for dust explosion when using eleetrical equipment. I vacuun is not available, lightly mist material and
remove by sweeping or wet wiping.

Section 7 - Handling and Storage

Storage Conditions: Controlled Room Temperature: 15 to 30 C {59 o BO F).

——r "

Section 8 - Exposure Controls / Personal Protection

Vewneeme o

See Section 2 for Exposure Guideline information.

Coaled compressed tablets arc not considered hazardous under normal andling procedures and protective
equipment is not required. The folowing are recommended for manufacturing or other situations where
cxposure Lo the powder may oceur,

Respiratory Protection: Usc an approved MEPA-Gltered or supplicd-air respiralor.
Eyc Protection: Salcty glasses.
Ventilation: Extensive local exhaust or cnclosed proeess cquipment,

Other Profective Fguipment: Chemical-resistant eloves and body covering to mimimize skin contact, If
1 8 g !

ng, respirator and goggles or face shicld may not be

.

handled in a ventilated enclosure, as in a laboratory sett
required. Safety glasses are abwiys required.

Additionat Exposure Precautions: In production seltings, airlinc-supplied, hood-lype respirators are
preforred. Shower and change clothing i skin contacd oceurs.
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Section 9 -?hysic;aﬂ and Chemical ﬁmggrties ] Jl

T gt PGS WERST IS

Bailing Point: No applicuble information found
Melting Point: No applicuble information Found
Speeifie Gravity: No applicable information found
pH: No applicable information found

Evaporation Rate: No applicable informatien found
Water Selubility: Insoluble

Vaper Density: No applicable information found
Vapor Pregsure: No applicable information found

[— Section 10 - Stability and Reactivity

Stability: Stabte at normal rempoeratures arxd pressurcs.
Incompatibility: May react with strong oxidizing agents (e.4.. peroxides, permanganates, nitric acid, ote.).
Hazardous Decompesition: May emit toxic chloride fumes when heated to decomposition.

Hazardous Polymerization: Will not oceur,

ey

Section 11 - Toxicological Information

-Acute Exposure
Data for the setive ingredient, raloxifene hydrochloride, are reported.

Oral: Raloxifene hydrochloride - Rat, S000 mg/ky, no deaths, log wenkness, soft stools.
Monkey, 1000 mg ratoxifenciky, no deaths,

Skin: Ruloxifenc hydrochioride - Rahbit, 200 my/ke, no deaths or loxicity.
Inbalation: Raloxifenc hydrochloride - Monkey, 27 mg raloxifene/m3 for 8 hours, no deaths or toxicity.

Intraperitoneal: Raloxifene hydrochloride - Rat, median lethai dose estimated greater than
2000 mypfky, mortalily, reduced activity.

Skin Contact: Raloxifene hydrochloride - Rabbit, slight irmitant

Eye Contact: Raloxifenc hydrochloride - Rabbil, slight irvitant

Chironic Exposure

Data for the active ingredient, raloxifene hydrochloride, are reported.
Target Organ Effects: No applicable information found.
Other Effects: Raloxifene hydrochloride - Decreased body weight gain, decreased food consumplion,

diarrhex,
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Reproduction: Ralaxifene hydrochloride - No prognancics occurred when male and female rats were given
daily doses of § mp/kg priov to and dufing mating. In female rats, distupted cstrous cyeles und inhibited
ovulation (all reversible), and defayed and disrupted cmbryo implaniation resulting in prolonged postation and
reduced litler size were reported. Developmental effeets reported included doereased fetal woight and detayed
skeletu] development. prowth retardation. malformations of the heart, edera, and hydrocephuly in oflspring. In
male rats, daily doscs up to 100 mwkg for at least 2 weeks did not a ffect sperm production/guality or
repraductive performance, Decreased prostate weights and a single case of aspermatogenesis worc obscrved in
dogs given 30 my/kg for G-months. No si gnificant observations in sperm count/matitity and morphelogy were
observed in humans during a 3-month clinical trial when given daily doses of 120 mg.

Sensitizition: Raloxifene hydrochioride - Guinea pig, subcutancous, negative SySlemic response.

Mutagenicity: Raloxifene hydrochlonde - Not mutagenic in bacterial or mammalian cells,

T o sresemerne —

Section 12 - Ecological Enformatignw

Environmental dats for ralaxifene hydrochioride and radoxifone are reported where indicated,

Lcotoxicity Data: Raloxifene hydrochlonde
Rainbow trout 96-hr median lethal concentration: 145 my/i.
Daphnia magna 48-hr median effective concentration: 2.43 mg/L
Daphnia magna 23-day no-observed-effiet concentration: (1165 mg/L
Green algee (S, capricomutum) median effective concentralion: 1.21 me/L (average specific growth rate)
Microorganisms:
fungus (Chactomium globosum): MIC @ 1000 mg/L
mold (Aspergiltus Mavas)y: MIC = 1000 mg/L
sotl hacteris (Comamonas acidovorans): MIC = 1000 mg/t.
N-fixing bact. (Azotebacter chroococcum): MIC = 1000 mg'L
blue-green alpac (Nostoc sp.): MEC = 8§75 mg/t,

Environmental Fate: Raloxifenc hydrochloride

Log Kow: 2,71, 3.12.3.19, (pH 5,7,

Water solubility (mg/lL): 343.2,13.3.0.9 (pH 5.7, 9)

Light absorption maxima (mm); 287, 287,297 (pli 5,7, 9)

Molar oxtinetion coefficient: 34,245; 34,087, 33,967 (pH 3.7.9)

Hydrolysis half-life (days): 1001, 410,90 (pH 5,7,9)

Sewage studge 24-hour Kd (7 /L. total susponded solids): 2700 to 3100

Sewage sludge degradation half-life (0.47 g/L total suspended solids): 7.17 hours
Acrobic biodegradation half-life (0.03 g/L. total suspended solids): 37 days
Rioconcentration factor (ealculated from Loy Kow at pH 7): 63

Environmenial Summary: Raloxifene - Moderately toxic to fish, invertebrates and groen alpac, Practically
non-loxic 1o microorganisms. No volatility expected duc to a high melting point. Low potential to
bioconcentrate in aquatic orgapisms. Adsorbs to organic particles. Nol perststent in the environment due to
biodegradalion wnd possible photolysis.

Lilly Aquatic Exposure Guideline (LARG): Raloxilene hydrochlortde
LAEG for Drinking Water: 3.5 micrograms/L

LAEG for Chronic Bxposure of Aqualic Organisms: 0.01 micrograms/L
LAEG for Acule Exposure of Aquatic Organisms: 0,01 micrograms/L.

......... i

I _ i
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L_ __ Section 13 - Disposal Considerations

Waste Disposal: Dispose ol any cleanup materials and wasle residue according to all applicable laws and
regulations.

~ Section 14 - Transport Information

Regulatory Organizations:
DO'T: Not Regulated
ICAOQONATA: Not Regulated

IMO: Not Regulated

it bt )

{L ~_ Seetion 15 - Regulatory Information

Below is selected regulatory information chosen primarily for possible EN Lilly and Company usage. This
seetion is not a complete analysis or reference to all applicable regulatory information. Please consider ull
applicable faws and regulations for your country/state,

U.8. Regulations

Raloxifenc hydrochlortde
TSCA - No

CERCLA - Nol on this list
SARA 302 - Not on this list
SARA 313 - Not on this list
OSHA Substance Specific - No

EU Regolations

EC Classification

Containg raloxilene hydrochloride (C = 10 10 65%)
T (Toxic)

Reproductive Category 1

Risk Phrases

R 52 - Harmful to aguatic organisms,

R 60 - May impair [ertility.

[ 61 - May causc harm 10 the unborn child.

Salety Phrases

§ 22 - Do not breathe dust.,

§ 36/37 - Wear suilable protective clothing and gloves.

§ 57 - Use appropriate containment (o avoid environmental contamination.

Section 16 - Other Information

htp://ehs lilly com/msds/msds_raloxifene_hydrochioride tablets.himt 1272272006
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MSDS Sections Revised: Section 1.

As of the date of issuance. we are providing available information relevant 1o the handling of this material in the
workplace, All infornation contained berein is offered with the good faith belief that it is accurate. THIS
MATERIAL SAFETY DATA SHEET SHALL NOT BE DEEMED TO CREATE ANY WAR RANTY OF
ANY KIND (INCLUDING WARRANTY OF MERCHANTARILITY OR FITNESS FOR A PARTICULAR
PURPOSE). In the event of an adverse incident associated with: this material, this safely data sheet 18 oot
intended to be 4 substitute for consultation witl appropriately trained personnel, Nor is Lhis safety data sheet
intended to be a substitute for product Tileraturs which may aceompany the finished product.

for additional information ¢ontact:
Efi Lilly and Compuny

Hiuzard Commurnication
317.277-6029

For additional copics contact:
Bl Lilty and Company
1-800-LILLY-Rx (1-800-545-5979)

GLOSSARY:

ACGHH = American Conlerence of Governmental Indusirial Hygienists
ATHA ~ American Indushrial Hygicne Associalion

REI — Biological Exposure Index

CAS Number = Chemical Abstract Service Registey Number
CERCLA -~ Comprehensive Environmental Response Compensation and Liability Act (ol 1980)
CHAN = Chemical Hazard Alert Notice

CHEMTREC = Chemical Transportation Emergency Center

DOT = Department of Transportation

EC = European Community

EINECS = Europcan Inventory of Existing Chemical Substances
ELINCS = European List of New Chemical Substances

LPA = Environmental Protection Agency

IEPA = High Eificiency Particulate Air (Filter)

TARC = Internutional Agency for Rescarch on Cimeer

[CAONATA = Inlernational Civil Aviation Organization/International Air Transport Association
IEG - Lilly Interim Exposure Guideline

IMO - International Maritipie Organtzation

Kow —~ Octanal/Water Pagtition Coclhciem

LEG — Lilly Exposure Guideline

LEL = 1.ower Explosive Limit

MSDS = Material Safety Data Sheet

MSHA = Ming Safory and Health Administration

NA = Not Applicable, except in Section 14 where NA = North America
NADA = New Animal Drug Application

NAIF = No Applicablc Information Found

NCT = National Caneer Institute ,

NIOST = Nutional Institute for Occupational Safely and Health

NOS = Not Otherwise Speeilied

NTP == Nationual Toxicelogy Program

OSHA = Qceupational Salety and Health Admimistration

PEL = Permissibic Exposure Limit (OSHA)

RCRA = Resource Conservation and Recovery Act

-
{~3
I~
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R() = Reportable Quantity

RTECS — Registry of Toxic Effects of Chemical Substances
SARA - Superfund Amendments and Reauthorization Act
STEG ~ Lilly Short Term Exposure Guideline

STEL — Short Termy Exposure Limit

TLV = Threshold Limit Vatue (ACGIH)

TP = Threshold Planning Quantity

TSCA = Toxic Substances Control Act

TWa = Time Weightod Average/S Hours Unless Otherwise Noted
UEL = Uppuer Explostve Limit

UN = United Nations

WEEL = Workplace Environmental Exposure Level (ATHA)
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