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Background 

The State of California has enacted two laws to address home generated sharps disposal.  The first law (SB 
1305), makes it illegal for any person in the state of California to dispose of home generated sharps waste 
in the trash or recycling containers, and requires that all sharps waste be transported to a collection center 
in an approved sharps container.  This law became effective September 1, 2008.  In 2009, California enacted 
(SB 486) which requires any pharmaceutical manufacturer that sells or distributes medication that is self-
injected at home through the use of hypodermic needles and other similar devices to submit to the board, 
or its successor agency, a plan that describes how the manufacturer supports the safe collection and proper 
disposal of waste devices. This plan is due on July 1, 2010 and annually thereafter. 

Dr. Reddy’s Laboratories, Inc. Self-Injectable Products 

Subject To These Regulations in California 

Dr. Reddy’s Laboratories, Inc. currently markets, distributes, and/or sells two self-injectable products in 
the State of California.  The generic names of these products are fondaparinux sodium injection 
(subcutaneous) and sumatriptan injection (subcutaneous). 

Fondaparinux sodium injection is indicated for the prophylaxis of deep vein thrombosis (DVT), which may 
lead to pulmonary embolism (PE):  in patients undergoing hip fracture surgery, including extended 
prophylaxis; in patients undergoing hip replacement surgery; in patients undergoing knee replacement 
surgery; in patients undergoing abdominal surgery who are at risk for thromboembolic complications. 
Fondaparinux sodium injection is indicated for the treatment of acute deep vein thrombosis when 
administered in conjunction with warfarin sodium.  Fondaparinux sodium injection is indicated for the 
treatment of acute pulmonary embolism when administered in conjunction with warfarin sodium when 
initial therapy is administered in the hospital.  

Sumatriptan injection is indicated in adults for (1) the acute treatment of migraine, with or without aura, 
and (2) the acute treatment of cluster headache. Limitations of Use: Use only if a clear diagnosis of 
migraine or cluster headache has been established.  If a patient has no response to the first migraine attack 
treated with sumatriptan injection, reconsider the diagnosis of migraine before sumatriptan injection is 
administered to treat any subsequent attacks.  Sumatriptan injection, is not indicated for the prevention of 
migraine attacks 



 

 

 
 

 

  
 

 

  

 

 
 

 

 
 

 

Dr. Reddy’s Laboratories, Inc. Supports Safe Collection 

and Proper Disposal of Home Generated Sharps 

Dr. Reddy’s Laboratories, Inc. supports appropriate and safe disposal of home-generated waste sharps.  
Patient safety and needle stick injury prevention were given serious consideration as the above-mentioned 
products were being developed.  

Fondaparinux  
 
During the development of fondaparinux sodium injection (subcutaneous), Dr. Reddy’s Laboratories, Inc. 
employed safe needle technology in order to protect patients and those assisting in the disposal of waste 
sharps. Specifically, fondaparinux sodium injection uses a 27 gauge needle that is only a half-inch long 
and an automatic needle protection system covers the needle after the injection. The steps to activate the 
automatic needle protection system are described in the fondaparinux sodium injection (subcutaneous) 
Patient Information Leaflet. 

Automatic Needle Protection System:  

The different parts of fondaparinux sodium safety syringe are:  

1.  Rigid Needle Shield 
2.  Plunger 
3.  Finger-grip  
4.  Safety shield  

Syringe BEFORE USE Syringe AFTER USE 



 

 

Sumatriptan injection autoinjector system is available for use with a 6 mg prefilled syringe to facilitate 
self-administration in patients using the 6 mg dose.  With this device, the needle penetrates approximately 
¼ inch (5 to 6 mm). The steps to activate the autoinjector system are described in the sumatriptan 
injection (subcutaneous) Patient Information and Instructions for Use. 

Sumatriptan 

 
About the Autoinjector Pen  
 
 

 
Patient Education Materials: 

Patients who self-inject Dr. Reddy’s Laboratories, Inc. products at home should receive instructions from 
their healthcare professionals on how to use these products properly.  The full prescribing information is 
available to healthcare professionals.  Patients should read the Patient Information Leaflet that comes with 
each product before they start taking each product and each time the prescription is refilled as there may 
be new information. 

Dr. Reddy’s Laboratories, Inc. has also created a patient specific website for sumatriptan injection 
(subcutaneous) at www.drreddys.com/products/NA/sumatriptan.html .  This website provides patients 
with the most important information they need to know from Dr. Reddy's Laboratories.  The information 
on this website does not take the place of talking with the patient’s doctor about the medical conditions or 
treatments.  Patients can view sumatriptan self-administration instructions in English in text or as a video. 

Patients and caregivers can also contact a Dr. Reddy’s Laboratories, Inc. representative at 1-888-375-
3784.  Pharmacists are available Monday through Friday 8:00 am to 10:00 pm ET to assist with questions 
about these products. 

Disposal: 
Patients and consumers have several options available to them to safely dispose sharps waste. 
 
Patients may visit California’s CalRecycle website at 
http://www.calrecycle.ca.gov/HomeHazWaste/Sharps/Household.htm  to become familiar with all disposal 
options available and select the option that is most convenient.  Below are disposal options detailed on the 
California CalRecycle website:  

 Patients may use the Disposal Directory (FacIT) for Sharps and Medication (via link  
http://www.calrecycle.ca.gov/facit/facility/search.aspx).  In this directory, you may locate facilities that 
collect sharps for disposal near to where you live or work. Collection programs include:  



o Pharmacies. Some drug stores take back their customers’ needles, especially in small 
quantities.  

o Hospitals. Hospitals may take back sharps from patients using regular outpatient services.  

o Local Household Hazardous Waste Programs. Call your local household hazardous waste 
agency and ask if they collect needles (sharps) at their collection facilities or on household 
hazardous waste days. You can also look for this information here:  

 Your local white pages’ government section may list your city’s or county’s household 
hazardous waste department.  

 Visit the Earth 911.org website or call 1-800-CLEANUP (1-800-253-2687), a service 
of Earth 911.  

 Visit the Local Enforcement Agency Directory on this website.  

 Local Jurisdiction Sharps Collection Programs. A file showing a sampling of local jurisdictions’ sharps 
collection programs and containing contacts, e-mail addresses, program summaries, and outreach 
materials. This spreadsheet could help jurisdictions that don’t currently have collection programs to set 
up their own sharps collection program.  

 Needle Destruction Devices. The U.S. Food and Drug Administration (FDA) currently only lists the 
“Disintegrator” as a needle destruction device approved for use by self-injectors.  

 Mail-Back Service. A list of sharps waste mail-back services authorized for use in California is 
available from the California Department Of Public Health (CDPH) (PDF, 90 KB).  

 Sharps Containers. The California Department of Public Health Medical Waste Management Program 
is recommending the use of sharps containers approved by the FDA. After accessing the FDA website, 
type “sharps” in the search box. The container names will display alphabetically.  

For More Information 

Stay informed about the latest developments in CalRecycle’s efforts to promote safe disposal of sharps 
waste. 

 Listserv: To receive periodic information about sharps, subscribe to the Sharps and Medication 
Disposal Listserv.  

 Contact: Please contact pharmasharps@calrecycle.ca.gov for questions or more information.  

Company Contact Information:  

If you would like assistance from Dr. Reddy’s Laboratories, Inc. in identifying your disposal options, please 
contact a Dr. Reddy’s Laboratories, Inc. representative at 1-888-375-3784.  Representatives are available 
to assist patients with questions about each of these products, including product administration and medical 
waste disposal. 
 
Dr. Reddy’s Laboratories, Inc. remains committed to help facilitate the safe disposal of its products and 
will continue to evaluate feedback and make modifications to this plan as needed. 
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HIGHLIGHTS OF PRESCRIBING INFORMATION 
These hlghllghls do not Include alllhe lnlonnallon 
needed lo use SUMATRIPTAN INJECTION safely 
and effeclively. See lull prescribing infonnafion 
for SUMATRIPTAN INJECTION. 
SUMAmiPTAN injeclion, forsubculaneous use 
Initial U.S. Approval: 1992 
·-----.. ---.. -INDICATIONS AND USAGE--------------
Sumatnptan Infection IS a serotomn (5-HT,M,) receplnr 
agomst (IIi plan) md1cated for. 

Acute treatment of m1grame wnh orw1thoutaura 
madults(1) 
Acute treatment of cluster headache 1n adults 
(1) 

L1m1tat10ns of Use. 
• Use only if a clear diagnosis of m1graine or 

cluster headache has boon established (1) 
• Not 1nd1cated for the prophylactiC therapy of 

m1grame or cluster headache attacks (1) 

---------- DOSAGE AND ADMINISTRATION----------
• Forsubcutaneoususeonly(21) 
• Acute treatment of m1gramo: smglo dose of 1 to 

6mg(21) 
Acute treatment of cluster headache smgle 
doseof6mg(21) 
Max1mum dose m a 24-hour penod 12 mg, 
separate doses by alleastt hour (2 1) 

• Pat1ents receiving doses other than 6 mg Use 
the 6 mg s1ngle-dosev~al (2.3) 

---------DOSAGE FORMS AND STRENGTHS---------
• InJection· 6 mg Single-dose pref1lled synnge 

assembled in an autoinjector (3) 
----------------CONTRAINDICATIONS-----------------
• History of coronary artery disease or coronary 

vasospasm (4) 
• Wolff-Parkmson-Whlte syndrome or other 

card1ac accessory conduction pathway 
disorders (4) 

• H1story of stroke, transient ischemic attack, or 
hem1pleg1c or basilar m1gra1ne (4) 

• Penpheralvasculardlsease(4) 
Ischemic bowel disease (4) 

• Uncontrolled hypertension (4) 
• Recent (wilh1n 24 houm) use of another 5-HT, 

agonist (e g , another triptan) or of an ergotamlne
conlaimng med1cat1on (4) 

FULL PRESCRIBING INFORMATION: CONTENTS" 
1 INDICATIONS AND USAGE 

2 DOSAGE AND ADMINISTRATION 
21 Dosmg lnfmmat1on 

2 2 Admm1strat1on Us1ng the AutomJector 

2.3 Adm1mstrat1on of Doses of 
Sumatriptan Injection Other Than 6 mg 

3 DOSAGE FORMS AND STRENGTHS 
4 CONTRAINDICATIONS 
5 WARNINGS AND PRECAUTIONS 
51 Myocardial Ischemia, Myocard~allnfarct1on, 

and Pnnzmetal'sAngma 
5 2 Arrhythmias 
53 Chest, Throat, Neck and/or Jaw 

Pamlnghtness Pressure 
54 Cerebrovascular Events 
55 Other Vasospasm Reactions 
5.6 Med1cat1on Overuse Headache 
5 7 Serotonin Syndrome 
58 Increase m Blood Pressure 
5.9 Anaphylactic/Anaphylactoid ReactiOns 
5 10 SeiZures 
6 ADVERSE REACTIONS 
6.1 Cl1mcal Tnals Expo nonce 
6 2 Postmarketmg Expenence 
7 DRUG INTERACTIONS 
7.1 Ergot-contammg Drugs 

FULL PRESCRIBING INFORMATION 
1 INDICATIONSANDUSAGE 

Concurrent or recent (past 2 weeks) use of 
monoamine ox1dase-A inhibitor (4) 
Known hypemensltlvltyto sumatnptan (4) 
HypersensitiVIty to sumatnptan InfeCtion 
(angiOedema and anaphylaxis seen) (4) 
Severe hepatic Impairment (4) 

-----------WARNINGS AND PRECAUTIONS---------

Myocardiallschomla/lnfarctlon and Pnnzmotal's 
angina Perfonn cardiac evaluation in pat1ents 
w1th multiple cardiovascular nsk factom (5.1) 
Arrhythmias Discontinue sumatriptan injection 
1f occum. (5.2) 
Chesf/lhroaVneck/jaw pam, tightness, pressure, 
or heavmess Generally not assoCiated w1th 
myocardial ischemia, evaluate for coronary 
artol)l d1soaso1n patients at high nsk. (5.3) 
Cerebllll hemorrhage, subarachnoid hemorrhage, 
and stroke DISCOntinue sumatnptan Injection 1f 
OCCUIS (54) 
Gastromtestmal ISchemic reactions and 
penpheral vasospastic reactions D1scontmue 
sumatnptan InfeCtion 1f occum (5 5) 
Med1cat1on overuse headache. Detox1f1cat1on 
may be necessal)l (5 6) 
Serotonm syndrome: D1scontmue sumatnptan 
injection if occurs (57) 
Se1zures· Use w1th caut1on m pat1ents w1th 
epilepsy or a lowered seiZure threshold (5 t 0) 

-----------------ADVERSE REACTIONS---------------
Most common adverse reactions (:::: 5% and > 
placebo) were Infection s1te reactiOns, tmglmg, 
dlzzmess/vert1go, warm/hot sensation, burmng 
sensat1on, feelmg of heavmess, pressure sensat1on, 
flushmg, feeling of tightness, and numbness (6 1) 
To report SUSPECTED ADVERSE REACTIONS, 
contacl Dr. Reddy's Laboratories Inc. at 1-888-
375-3784 or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch. 
-----------USE IN SPECIFIC POPULATIONS---------

Pregnancy Based on animal data, may cause 
fetal harm (8.1) 

See 17 for PATIENT COUNSELING INFORMATION 
and FDA- approved patient labeling. 

Revised: 12/2015 

7.2 MonoammoOxldaso-AinhlbltOIS 
7 3 Other 5-HT, Agomsts 
7 4 Seleclive Serotonin Reuplake lnh1bitoiS/Serotonin 

Noropmophnno Rouptako lnh1bnom and Sorotomn 
SYndrome 

8 USE IN SPECIFIC POPULATIONS 
8 t Pregnancy 
8 3 Nu1S1ng Mothers 
8 4 Ped1atnc Use 
8.5 Genatnc Use 
10 OVERDOSAGE 
11 DESCRIPTION 
12 CLINICAL PHARMACOLOGY 
12 1 Mechamsm of Act1on 
12.2 Pharmacodynamics 
t 2 3 Pharmacokmet1cs 
13 NONCLINICAL TOXICOLOGY 
13.1 Care~nogonos1s, Mutagenesis, Impairment of 

Fertility 
13 2 AmmaiToxlcologyandlorPharmacology 

14 CLINICALSTUDIES 
14 1 M1gra1ne 
14.2 Cluster Headache 
16 HOW SUPPLIED/STORAGE AND HANDLING 
17 PATIENT COUNSELING INFORMATION 

*sections or subsections omnted from the full 
prescribing information are not listed 

Sumatr1ptm InJection Is Indicated In adults for (1) the acute treatment of migraine, wllll or without aura, and (2) the acute treatment of cluster 
headache 
L1milat1ons of Usa 

Use only If a clear d1agnos1s of m1grame or cluster headache has been established If a pat1ent has no response to the f1rst 
migraine or cluster headache attack treated with sumatrlptan Injection, reconsider the diagnosis before sumatrlptan Injection Is 
adm1 n 1sterad to treat any su bsequantattacks 
Sumatnptan 1Rject1on IS not indicated for the preventiOn of m1graine or cluster headache attacks 

2 DOSAGEANDADMINISTRATION 
2.1 Dosing lnlonnaaon 
The maximum single recommended aduh dose of sumatrlptan Injection for tile acute treatment of migraine or cluster headache Is 6 mg Injected 
subcutaneously: For lila traabnant of m1gra11H1, 1f Side lllfllcls are dose l1m1ting, lower doses (1 mg to 5 mg) may bB used {5116 Clmica/ Stud/85 
(14 1)J For tile treatment of cluster headache, the etncacy of lower doses has not been established 
The maximum cumulative dose lllat may be given In 24 hours Is 12 mg, two 6 mg Injections separated by at least 1 hour A second 6 mg dose should 
only IHI cons1darad H soma response to a first mjact1on was observed 
2 2 Adm1nillrll10n Us1ng Ill& Aulomjactor 
An autolnjector device Is available for use with 6 mg prefllled syringe to facilitate self-administration In patients using the 6 mg dose With this 
device, the needle penetrates approximately 1/41nch (5 to 6 mm) The InJection Is Intended to IHI given subcutanoously, and Intramuscular or 
Intravascular d&IIVBry must baavmd&d Instruct pat1ants on the proper usa ofsumatnptan autolnjaclor and d1ractlllam to Ustllnj&ction sites with an 
adeqwrte skin and subcutaneous thickness to accommodate the lengtll of tile needle 

2.3Admlnlllrltlon o1 Doses oiSumab'lplln Injection Olherlllan 8 rna 
In patients rec&IVIng doses otharlllan 6 mg, use the 6 mg Single-dose v1al do not usa the Sumatr1ptan Autolnjector Pen Visually mspectthe VIal for 
partiCulate matter and diScoloratiOn before admm1Stral1on Do not use if partiCulates and diSCOloratiOns are noted 
3 DOSAGEFORMSANDSTRENGTHS 

Injection 6 mg prefllled syringe aSstlmbiEMI In an autolnjector 

• • • • • • 

-"I: -a, .. 
·-"' ~ ... 
.e- .. 
~Ci .... 
• !::! E ..... ... _ 
ea. 
ire .,i:' ...... 
E!' .5 
"'~ Eo 
"'= - .. ... -...... 
... .c .. -,._ ., .. 
.!!!"' ..... 
'ii: 1111 - ... .. .. e .. ,.., .. " ..... 
. 5 >-... _ 
1111·- •• - ...... ..... u 
s~:l! rn 1111 ca • 

• 

• • • • • 

4 CONTRAINDICATIONS 
Sumatr1ptan InjectiOn IS COntraindicated In patients with 

Ischemic coronary artery disease (CAD) (angina pectoris, history of myocardial Infarction, or documented silent Ischemia) or coronary artery 
vasospasm, mclud1ng Pnnzmatal'sangma {5116 wammgsand Prscallfions (5.1)] 
Wolff-Park1nson-WhHe syndrome or arrhythmias assoc1ated with other card1ac accessory conduct1on pathway diSOrders [see Wammgs and 
Precautions (5 2)J 
History of stroke or transient Ischemic attack (TIA) or history of hemiplegic or basilar migraine bEICBUS& these patients are at a higher risk of 
stroke {SfHI wammgs and Pr&cautions (5. 4)J 
Peripheral vasculard1sease [see Wammgs and Precautions (5.5)} 
Ischemic bowel disease {SS8 Wimllngs and Pf6Cllutfons (5. 5)} 
Uncontrolled hypertenSIOn [566 wam1ngs and Pr&cautions (5. 8)J 
Recent use (1 e, withm 24 hours) of ergotamme-conta101ng mediCation, ergot-type mediCation (such as d1hydroergotamme or 
methyserglde), or another5-hydroxytryptamlne, (5-HT,) agonist [rMNJ Drug lntera.GtJons (7. 1, 7.3)} 
Concurrent administration of a monoamine oxidase {MAO)-A Inhibitor or recent {within 2 weeks) use of an MAO-A Inhibitor [rMNJ Drug 
lntmactlons {12), Clln/call'llarrnacolof/(12 3)] 
HypersensitiVIty to sumatnptan Injection (angioedema and anaphylaxis st11n) {586 Wimlmgsand Prscallfions (5. 9)] 
Severe hepatiC 1mpaJrment [see Clinical Pharmacology(12 3)] 

5 WARNINGSAND PRECAUTIONS 
5.1 Myaca.nllalls~hemla, Mrocardlallnlarctlon,and Prln alii's Angina 
The usa of sum91:nptan mJBction IS contramd1cat&d 1n pat11nts wlllllsch&mlc or vasospastic CAD There have been rare reports of sanous cardaac 
adverse react1ons, mcludmg acute myocardial InfarctiOn, occurnng withm a few hours followmg admm1stration ofsumatnptan Injection Some of 
tllese reactions occurred In patients without known CAD Sumab1ptan Injection may cause coronary artery vasospasm {Prlnzmetal's angina), even 
1n pat11nts without a history of CAD 
Perform a cardiOvascular avalllillion m tnptan-na1va pat1ents who have muh1ple cardiOvascular nsk factors {a g, mcraas&d age, diabetes, 
hypertension, smoking, obesity, strong family history afCAD) prior to receMng sumatrlptan Injection If there Is evidence of CAD or coronary artery 
vasospasm sumatrlptan Injection Is contraindicated For patients wllll multiple cardiovascular risk factors who have a negative cardiovascular 
avaluil11on, consider admm11rtanng the first dosa of sumillnptan Injection m a medically suparv1st1d setting and performing an alactrocard10gram 
{ECG) Immediately following admlnlstradon of sumatrlptan Injection For such patients, consider periodic cardiovascular evaluadon In lntermhtent 
long-term users of sumatrlptan Injection 
5 2 Arrllylhmlaa 
L1fe-threatenmg disturbances of card1ac rhythm, mcludmgventr1culartachycard1a and ventr1cularf1bnllation lead1ngto death, have been reported 
within a few hours following the admlnlstradon of 5-HT, agonlsts Dlscondnue sumatrlptan Injection If these disturbances occur Sumillrlptan 
Injection Is contraindicated In patients with Wolff-Parkinson-While syndrome or arrhythmias associated with other cardiac acC8Ssory conduction 
pillhway disorders 

5 3 Chell, Throal, Neck, and/Or Jaw Paiii/Tlahln-.~Pnaura 
Sensations of tightness, pa1n, pressure, and heavmess m the precordium, lllroat, neck, and jaw commonly occur after treabnent with sumillriptan 
Injection and are usually non-cardiac In origin However, perform a cardiac avaluadon If these patients are at high cardiac risk The use of 
sumatnptan Injection 1s contraindicated 1n pat1ents w1111 CAD and those with Pnnzmatal's vanantangma 

5 4 Cartbi'DVIICular Evanll 
Cerebral hemorrhage, subarachnoid hemorrhage, and stroke have occurred In patients treated with 5-HT, agonlsts, and some have resulted In 
fatalhles In a number ofcases,ltappears possible thillthe cerebrovascular events \Wre primary the 5-HT agonist having been administered In the 
lncorram belief thill the symptoms experienced ware a consequence of migraine when they ware not Also, patients with migraine may be ill 
Increased nsk of certa1n cerebrovascular events {a g, stroke, hamorrhagB, TIA) D1scontmue sumillnptan mjelrtlon if a cerebrovascular event 
occurs 
Before treilllng headaches In patients not previously diagnosed with migraine or cluster headache or In patients who present wllll atypical 
symptoms, exclude other potentially ser1ous neurological conditions Sumatnptan lnJBclion IS contraindicated 1n patients with a history of stroke or 
nA. 
5 5 OlharVasospasm Reactions 
Sumatrlptan Injection may cause non-coronary vasospastic reactions, such as peripheral vascular Ischemia, gastrointestinal vascular Ischemia and 
1nfarct1on (presenting with a1M1om1nal pam and bloody d1arrhaa) splenic 1nfarct1on, and Raynaud s syndrome In pat1ents who expenellCII 
symptoms or s1gns suggestiVfl of non-coronary vasospasm react1on followmg tile use of any 5-HT1 agon1st, rule out a vasospastiC react1onbefore 
receiving additional sumatrlptan Injections 
Reports of trans1ent and permanent blmdness and s1gnif1cant partial VISIOn loss have been reported With the use of 5-HT, agomsts Smce VISUal 
d1sordars may IHI part of a m1gra11H1 attack a causal relationship balwelln thBSa BVInts and tile use of 5-HT, agomsts have not bBBn claarly 
eslablishad 
5 6 Med1calion Overuse Headache 
Overuse of acute migraine drugs (e g , ergotamine, trtptans, oplolds, orcomblnlrtlon of these drugs for 10 or more days per month) may lead to 
axacarbatlon of haadacha (medication ovaruse headache) Medlcadon overuse headache may present as migraine-Ilk& dally headaches, or as a 
markBd mcraasa 1n fraqusncy of m1gra1na attacks Detoxification of patients, mclud1ng withdrawal olllla ovarused drugs, and traabnant of 
withdrawal symptoms {which often Includes a transient worsening of headache) may be necessary: 
5.7 Serotonlnlyldrome 
Serotonin syndrome may occur With sumatriptan mjaclion particularly dur1ng co-adminiStration With salactiVB serotonin rauptake 1nh1b1tors 
(SSRis), serotomn norepmephnne reuptake 1nh1b1tors {SNRis), tncycl1c antidepressants {TCAs), and MAO mh1bHors [see Drug Interactions (7.4)} 
Serotonin syndrome symptoms may Include mental status changes {e g , agitation, halluclnlrtlons, coma), autonomic lnstablllty{e g , tachycardia, 
labile blood pressure, hyperthermia) neuromuscular abarrat1ons (a 11 hyperrefiBXJa mcoordmation), and/or gastrointestinal symptoms (a II 
nausea, vomiting, diarrhea) The onset of symptoms usually occurs withm m1nutes to hours of receMng a new or a greater dose of a serotonerg1c 
medication Discontinue sumat~ptan Injection If serotonin syndrome Is suspected 

5.8 lncl'llllln Blood Praaura 
S1gnif1cant alavil11on 1n blood pressure, mclud1ng hypartens1ve cnSis with acute lmpaJrment of organ systams, has been reported on rare occas1ons 
1n pat1ents treated with 5-HT, agomsts, mclud1ng pat1ents w1111out a h1story of hypertenSIOn Monnor blood pressure m patients treated Wllll 
sumatriptan Sumatriptan IDJflcliOn IS contramd1cated m patients Wllll uncontrolled hypertension 
5.9 Anaphylactle/Anlpllylactold Reactions 
Anaphylactic/anaphylactoid reactions have occurred In padants ract1Mng sumatrlptan Injection Such reactions can be IHe lllreatanlng or fatal In 
general, anaphylactic reactions to drugs are mora likely to occur m mdMduals with a history of sansitiVily to multiple allergens Sumatnptan 
Injection Is contraindicated In patients with a history of hypersensitivity reamlon to sumatrlptan Injection 

5.10 Selzlres 
Seizures have been reported following admlnlstradon ofsumatrlptan Injection Soma have occurred In pallents with ehhara history of seizures or 
concurrent conditions prad1&pos1ng to se1zuras Tharaaraalso reports m patients where no such prad1sposmg factors are apparent Sumatnptan 
Injection should be used wllll caution In patients with a history of epilepsy or condhlonsassoclated wllll a lowered seizure threshold 

6 ADVERSE REACTIONS 
ThafoiiOWing sanous adverse reactions are descr1blld below and elsewhere 1nthe laiHII1ng 

Myocard1allschem1a, myocardlallnlarction, and Prmzmetal s ang1na [see wammgs and Precautions (5. 1 )1 
Arrhythmias [see Wamlngs and Precautions (5. 2)} 
Chest throat, neck and/or jaw pain/lightness/pressure {586 Wiunlngsand PI6Cllllt1ons (5.3)] 
Cerebrovascular events [566 wammgs and Pr&cautions (5. 4)] 
Other vasospasm reactions [see wammgs and Precautions (5. 5)] 
Medication overuse headache [rMNJ wamlngsand Precautions (5 6)] 
Serotonin syndrome [s96 WBmlngsand Precautions (5 7)] 
Increase 1n blood pressure [566 wammgs and Pr&cautions (5. 8)] 
Hypersensitivity reactions ]see Contraind/Cations (4), Wammgs and Precautions (5. 9)} 
Seizures [see WBmlngsandPrecautfons(510)] 

8 1 Clinical Trials Elperlenc:e 
Bacaust1 clm1cal tnals are conducted under w1dely varymg conditions adverse reaction rates obsarved m the clm~eal trials of a drug cannot ba 
directly compared with rates 1n the clmiCBI tnals of another drug and may not reflect tile rates observed m practice 
Migraine Headache 
Tabla 111sts adverse reactions that occurred In 2 U S placebo-controlled clinical trials In migraine patients (Studies 2 and 3) following either a single 
6 mg dost1 of sumatnptan mJBction or placebo Only react1ons thill: occurred ill a frequency of 2% or more 1n groups lreirtlld with sumatnptan 
1nject1on 6 mg and thill occurred at a frequency greaterlllan the placebo group are mcluded m Table 1 

Table 1. Adnrse ReactloMin Pooled Placebo-Controlled Trials In Patlenta whh Migraine (Studles2and 3) 

Sumsb'lptan lnje~;~Jon 

6 mg lubCUIIniOUI PIICibO 

(n•54ij (n•3711) .. .. 
Atypical sensations 42 9 

Tingling 14 3 

Warm/hot st~nsation 11 4 

Burning sensation 7 <1 
Feeling at heaviness 7 1 
Pressure sensation 7 2 
Faalmg of lightness 5 <1 
Numbness 5 2 
Feeling strange 2 <1 
Tight feeling In head 2 <1 

cardiovascular 
Flushing 7 2 
Chest discomfort 5 1 
Tightness In chest 3 <1 
Pressure in chest 2 <1 

Ear, nose, and throat 

Throat discomfort 3 <1 
Discomfort nasal cavity/sinuses 2 <1 

cont1nued to next column 
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Miscellaneous 
Jaw discomfort 

Musculoskeletal 

Weakness 

Neck pamlst1ffnass 

Myalg1a 

Neurological 
DIZZiness/vertigo 

Drowsmassfsadil11on 

Headache 

Skin 

Sweating 
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3 

2 
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--•- -•- ··-·· lncludesmJBction site pa1n sting1ng/burnmg swelling, erythema, brUismg blaedmg 
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0 

<1 

<1 

<1 

4 

2 

<1 

1 

The 1nc1dence of adverse reactions m controlled clmiCal tnals was not affected by gender or age of the pat1ents There were msuf11C1ent data to 
assess the Impact of race on tile Incidence of adverse reactions 
Cluster Healllche 
In the controlled cl1mcal tnals aSstlssmgllle efficacy of sumillnp1an mjaction as a treatment for cluster headache (StudiiS 4 and 5) no new 
s1gn1ficant adverse react1ons were detected that had not already been 1dentif1ed m trials of sumatr1ptan Injection 1n patients with m1gra1ne 
OVerall the frequency of adverse reactions reported In lila trials of cluster headache was generally lower than In the migraine trials Exceptions 
mclude reports of paresthesia (5% sumatnptan mjectlon, 0% placebo), nausea and vomitmg (4% sumatnp1an Injection 0% placebo) and 
bronchospasm {1% sumatnptan IDJflcliOn, 0% placebo) 
6 2 Postmarklllng Experience 
The following adverse reactions have bean Identified during postapproval use of sumatrlptan tablets, sumatrlptan nasal spray, and sumatrtptan 
mjlction Because tllese reactions are reported voluntarily from a population of uncartam SIZB, it 1s not always possible to reliably est1mate their 
frequency or establish a causal relationship to drug exposure 
Cardiovascular 
Hypotension palpitations 
Naurolog1cal 
Dystoma, tremor 
7DRUG INTERACTIONS 
7 1 Ergol-conlllnlng Drup 
Ergot-contammg drugs have bean reported to caust1 prolonged vasospastic raact1ons Because lhasa elf&cts may be additiVB, use of argotamme
contaimng or ergot-type mediCations (hke dihydroergotamine or met11yserg1de) and sumatrip1an Injection withm 24 hours of each olller IS 
contraindicated 
7 2 Monoamlns OJ:Id111-A Inhibitors 
MAO-A 1nh1b1tors 1ncrease systemic exposure by 2-fold Therefore, lila usa of sumatnptan Injection m pat1ants receiVIng MAO-A mh1b1tors 1s 
contraindicated [seeCIInlcaJ Pharmacology (12 3)J 

7.3 Olher5-HT,Agonlsts 
Because tllelr vasospastic effects may be additive, co-administration of sumatrlptan Injection and other 5-HT agonlsts {e g trlptans) within 24 
hours of each other Is contraindicated 
7 4Selectln Serotonin Reupllb lnhlbltorsJSerotonln Norepinephrine Reupllb Inhibitors and Serotonin Syndrome 
CasBS of serotonm syndrome have IHlen reported dur1ng co-adm1n1Sir.rt1on of tnptans and SSRis, or SNRis TCAs and MAO 1nh1b1tors {586 
Wammgs and Precautions (5.7)} 
8 USE IN SPECIFIC POPULAT10NS 
8 1 Pregnancy 
Pregnancy Category C 
There are no adequate and wall-controlled tnals of sumillnptan mJBction 1n pregnant woman In developmental tox1c1ty stud liS m rats and rabbits 
oral admm1Stral1on of sumillnptan to pregnant an1mals was assoc1ated With embryolelllal1ty fetal abnormalities, and pup mortality When 
administered by the Intravenous route to pregnant rabbits sumatrlptan was embryolethal Sumatrlptan Injection should be used during pregnancy 
only if the potant1al banalitjustifiastha potential r1sktothefetus 
Oral admm1stration of sumatnptan to pregnant rats dunng the penod of organogeneSIS resulted 1n an mcreased 1nc1dence of fetal blood vessel 
(cervlcothoraclc and umbilical) abnormalldes The highest no-effect dose for embryofetal developmental toxicity In rats was 60 mg/kglday, or 
approximately 100 times tile single maximum recomiTIEindad human dose (MRHD) of 6 mg administered subcutaneously on a mg!m" basis Oral 
adm1mstration of sumatnptan to pregnant rabbits dur1ng the panod of organog&IHISIS resulted m 1ncraasad InCidences of ambryolethal1ty and fetal 
cervk:ollloraclc vascular and skeletal abnonnalhles Intravenous administration of sumatrlptan to pregnant rabbits during the period of 
organogenesis resuttad In an Increased Incidence of embryolethallty Tha highest oral and Intravenous no-effect doses for devalopmental toxicity In 
rabbits ware 15 and 0 75 mg/kglday, or apprDXImalaly 50 and 2 t1mas, raspectivaly, the smgle MRHD of 6 mg admm11rtarad subcutaneously on a 
mg!m" bas1s 
Oral administration of sumatrlptan to rats prior to and 'tllroughout gastatlon resuttad In ambryofataltoxlclty {decreased body weight, decreased 
ossif1cal1on, mcreased 1nc1danca of skeletal abnormalltiBS) The highest no-effllcl dose was 50 mg/kglday, or apprDXImataly 80 t1mas tha smgla 
MRHD of 6 mg admm1stered subcutaneously on a mg/m1 basiS In offspnng of pregnant rats treated orally w111l sumatr1ptan dunng organogeneSIS, 
there was a decrease In pup suiVIval The highest no-effect dose for this effect was 60 mglkg/day, or approximately 1 OO'IImes the single MRHD of 6 
mg administered subcutaneously on a mgtm' basis Oral treatment of pregnant rats with sumatrlptan during lila latter part of gestation and 
throughout lactation resulted m a declllilSIIm pup suMVal Tha h1ghast no-effllcl dose forth1s finding was 100 mg/kglday, or approximately 180 
t1mes tile smgle MRHD of 6 mg admm1stered subcutaneously on a mglm' basiS 
8.3 NurslngMOihers 
Sumatrlptan Is excreted In human milk following subcutaneous administration Infant exposure to sumillrlptan can be minimized by avoiding 
braastleed1ngfor 12 hoursaftartreatmantwith sumatnptan lnJ9ction 
84 Ped1llric Use 
Safety and effectiveness In pediatric patients have not been established Sumillrlptan Injection Is not recommended for use In patients younger than 
18 years of age 
Two controlled climcal tnals avaluatad sumatnptan nasal spray (5 to 20 mg) m 1 ,248 pad1atnc m1gramaurs 12 to 17 years of age who treated a 
s1ngle attack. The trials d1d not establish the efficacy of sumatriptan nasal spray compared with placebo 1n the treatment of m1grame m pediatriC 
patients Adverse reactions observed In these clinical trials ware similar In natura to those reported In clinical trials In adults 
FIVB controlled climcallnals (2 single-attack trials 3 multiple-attacktnals) 11Va1uat1ng oral sumatnptan {25to 100 mg) m pediatric patients 12to 17 
years of age enrolled a total of701 pediatriC m1grameurs Thesetnals d1d not establiSh the efficacy of oral sumatnptan compared w111l placebo 1n the 
treatment of migraine In pediatric patients Adverse reactions observed In these clinical trials were similar In nature to lllose reported In clinical trials 
m adults The frequency of all adverse reactions 1n these pa11ents appeared to IHI bolll dose- and age-dependent, With youngar patients reporting 
react1ons more commonly than older ped1atr1c pat1ents 
Postmarketlng experience documents that serious adverse reactions have occurred In the pediatric population after use of subcutaneous, oral, 
and/or Intranasal sumatrlptan These reports Include raactlonsslmllarln nature to those reported rarely In adults Including stroke visual loss and 
death A myocard1almfarction has bllan reported 1n a 14-year-old malafollowmgllla Ustl of oral sumatnptan, clm1cal s1gns occurred withm 1 day of 
drug admlnlstradon Clinical dlrta to determine the frequency of serious adverse reactions In pediatric patients who might receive subcutaneous, 
oral, or Intranasal sumatrlptan are not presently available 
8 5 Geriatric Usa 
Clm1cal tnals of sumatr1p1an Injection d1d not 1nclude suffiCient numbers of pat1ents 65 years of age and older to determme whether IIley respond 
differently from younger patients Other reported clinical experience has not ldenmled differences In responses between tile elderly and younger 
patients In general, dose selection loran eldarly patient should be caut1ous usually starting attha low end of tile dos1ng range reflecting tile greater 
frequency of decreased hepatic, renal, or card1acfunction and of concom1tant disease or other drug therapy 
A cardiovascular evaluation Is recommended for geriatric padents who have other cardiovascular risk factors {e g , diabetes, hypertension, 
smoking oiHislty strong family history of CAD) prior to raceMng sumatrlptan Injection [596 WBmlngsand PnlcautkJns (51)J 

10 OVERDOSAGE 
Coronary vasospasm was observed after Intravenous admmistrat1on of sumillnp1an Injection [see Contraindieations (4)} Overdoses would be 
expected from animal data (dogs at 0 1 g/kg, rats at 2 g/kg) to possibly cause convulsions, tremor, Inactivity, erythema of the extremities, reduced 
respmrtory rate, cyanosiS, ataxia mydriasiS, mjeclion site reactions (desquamation ha1r loss and scab formation), and paralysis 
The el1m1nat1on half-lila of sumatr1p'lan 1s about 2 hours {588 Clinical PharmacfJkJgy(123)),tharefora momtonng of pat1ants after ovardost1 Wllll 
sumatrlp1an Injection should continue for at least 1 0 hours or while symptoms or signs persist 
It Is unknown what affect hemodialysis or peritoneal dialysis has on tha serum concentrations ofsumatrlptan 
11 DESCRIPTION 
Sumatnptan Injection USP contams sumatnptan succ1nate, a selective 5-HT,.,.receptor agomst Sumatnptan succmate IS chemically designated 
as 3-[2-(dimelllylamlno)ethyi]-N melllyl-mdole-5-methanesulfonamlde succ1nate (1 1), and it has the following structure 

• 

/ COOH 
CH2 
I 
CH2 

"'- COOH 
The molecular formula 1s C,.H.,NtJ,S C.,H.O., raprastlnting a molecular wa1ght of 413 5 Sumillnptan succ1nata USP 1s a whit& or almost while 
powder and IS freely soluble m water, spannglysoluble 1n methanol, practically InSOluble 1n melllylene chlOride 
Sumatrtptan Injection USP,Is a clear, colorless to pale yellow, free from visible particulate matter, sterile nonpyrogenlc soludon for subcutaneous 
InJection Each 0 5 mL ofsumatrlptan Injection solution contains 6 mg ofsumatrlptan {base) as tile succinate salt and 3 5 mg of sodium chloride 
USP m water for Injection, US~ The pH range of lila solutions IS approx~millely4 2to 53 The osmolality of the Injection 1s between 275 and 315 
mOsm/kg 

12 CUNICAL PHARMACOLOGY 
12 1 Mechanism ofAct1on 
Sumatrlptan binds with high affinity to human cloned 5-HT .,0 receptors Sumatrlptan presumably exerts Its therapeutic effects In the treatment of 
migraine and cluster headaches through agonist effects atthe 5-HT,.,0 receptors on Intracranial blood vessels and sensory nerves oflhe trigeminal 
system, which result In cranial vassal constriction and lnhlbhlon of pro-lnnammatory neuropeptlda release 
12 2 Phannscodynamlcs 
Blood Prflllurt 
S1gnif1cant elevat1on m blood pressure, mcludmg hypertensive cns1s, has been reported m pat1ents Wllll and Wllllout a h1story of hypertenSIOn [rMNJ 
WBmlngsand Precautions (5 B)J 
Psrlpheral (Small) Arlarles 
In haallllyvoluntaars (N = 18), a tnal avaluatmg the affects of sumillnptan on panpheral (small VBSstll) arterial reactiVIty failed to dmct a clinically 
slgnHicant Increase In peripheral resistance 
Heart Rail 
Trans1ant mcreasas m blood pressure observed m soma pat1ents 1n clmiCBI tnals camad out dur1ng sumatr1ptan s development as a treatment for 
m1gra1ne were not accompanied by anycllnlcallyslgniflcantchanges 1n heart rate 

12 3 Phannacoldnetlcs 
Absorption and BIOIVIIIablllty 
The bloavallabilily of sumatnptan VJa subcutaneous site Injection to 18 heaHhy mala subjects was 97% :t 18% of that obtained following 
Intravenous llljection 
After a single 6 mg subcutaneous manual InJection Into the deltoid area of the arm In 18 healtlly males (age 24 :t 6 years, weight 70 kg), tile 
m8XImum serum concentration {C,_) of sumatriptan was (mean :t standard devi91:ion) 74 :t 15 ngtmL and the t1me to peak concentration (T....) was 
12 mmutas after Injection {range 5to20 m1nutas) lnth1s tr1al tile same dose IDJBctad subcutanoously mth&llllgh gave a C..,ol61 :t 15 ngtmLby 
manual mjectlon versus 52 :t15 ngtmL by automjeclortachnlqUBS The T_ or amount absorbed was not Slgmficantly altarad by either the site or 
tachn~qua of mjacllon 
Dlsb'lbUIIon 
Protein binding, determined by equilibrium dialysis over the concentration range of 10 to 1,000 ngtmL Is low, approximately 14% to 21% The 
eff9cl ofsumatnptan on the protem bmdmg ofotherdrugs has not bean IIValuatad 
FollOWing a 6 mg subcutaneous llljeclion 1nto the deltoid area of tile arm 1n 9 males (mean age 33 years, mean we1ght n kg) the volume of 
dlstrtbudon central compartment ofsumatrlptan was 50 :t &liters and tile dlstrtbudon half-IHe was 15:t 2 mlnutas 
Mallbollsm 
In vitro stud1as w1111 human m1crosomas suggast tllat sumatnptan 1s metabolized by MAO, predominantly lila A 1soanzyma Most of a rad1olabal&d 
dose of sumatrtptan excreted In tile urine Is the major metabolite Indole acetic acid (IM) or tile IM glucuronide, both of which are Inactive 
Ellmlnadon 
Aflllra s1ngle 6 mg subcutaneous dose, 22% :t 4% was excreted 1n the unna as unchanged sumatnptan and 38% :t 7% as tile IM matabol1ta 
FollOWing a 6 mg subcutaneous lnjecllon 1nto the deho1d area of the arm, tile system1c clearance of sumatnptan was 1,194 :t 149 mUm1n and tile 
terminal hall-life was 115 :t 19 minutes 
Spsclftc Pop1lllloM ... 
The pharmacokinetiCS of sumatr1ptan m tile elderly (mean age 72 years, 2 males and 4 females) and m subjects with m1gra1ne {mean age 38 years, 
25 males and 155 females) ware similar to that In healthy male subJects (mean age 30years) ---The effect of m1ld to moderate hepatiC d1sease on the pharmacokinetiCS o1 subcutaneously admm1stered sumatr1ptan has been evalwrted There 
were no significant differences In the pharmacokinetics of subcutaneously administered sumatrtptan In moderately hepatlcally Impaired subjects 
compared with heaHhy controls The pharmacokinetics of subcutaneously administered sumatrlptan In patients with sevare hepatic Impairment 
has not been studied The use of sumatr1ptan Injection 1n thiS population IS contraindicated [see Gontraind/CatiOns (4)] .... 
The systemic clearance and c_of subcutanoous sumatrlptan ware similar In black {n = 34) and Caucasian (n = 38) heaHhy mala subjalrts 
Drug lnleractlon Studies ----In a tnal of 14 haaltlly fllmales, pratreabnantwith an MAO-A mh1bHor decreased the clearance of subcutaneous sumatnptan, resulting m a 2-fold 
1ncrease 1n the area under tile sumatriptan plasma concentration-time curve (AU C), correspondmg to a 40% 1ncrease 1n el1m1nation haH-Iife 

13 NONCUNICAL TOXICOLOGY 
13 1 Can:lnogenesll, Mullgenesll,lmpslnnentolfarllllty 
Carclnogen1111 
In carcmogemcily stud1es 1n mouse and rat m wh1ch sumatnptan was admm1stered orally for 78 weeks and 1 04 weeks, respectively, at doses up to 
160 mglkg/day (tile highest dose In rat was reduced from 360 mglkg/day during Week21) The highest dose to mice and rats was approximately 
130 and 260 dmas lila single MRHD of 6 mg administered subcutanoously on a mg!m" basis There was no evidence In ehher species of an Increase 
1n tumors related to sumillnp1an adm1mstration 
MUiagennls 
Suma:trlptan was negative In In vitro {bacterial reverse mutadon [Ames], gene cell mutation In Chinese hamster V791HGPRT, chromosomal 
aberration 1n human lymphocytas) and m VIVO (rat miCronucleus) assays 
lmpa1nnantof flrl1lily 
When sumillrlptan was administered by subcutaneous Injection to male and female rats prior to and throughout tile mating period, lllere was no 
evidence of Impaired fertility at doses up to 60 mg/kglday or approximately 1 OOtlmas tile single human dose of 6 mg on a mglm' basis When 
sumatr1ptan (5, 50, 500 mgtkg/day) was adm1mstered orally to mala and fllmale rats pnor to and lllroughout the mat1ng panod there was a 
treabnent-related decrease 1n fert111ty secondary to a decrease 1n mating mammals treated w111l doses greater than 5 mglkg/day It IS not clear 
whatherllllsflndlng was due to an effect on males orfemalas or both 
13 2 Anlmallozi~OIOIJind/OrPhsnnacology 
Corneal Opaclllel 
Dogs receiVIng oral sumatnptan developed corneal opaCities and defects m the corneal epithelium Corneal opacitieS were seen at the lowest dose
tasted 2 mglkg/day and ware present after 1 month of treatment Defects In the coriHial epithelium ware noted In a 60 weak study Earlier 
axam1nat1ons for tllesetoxlcllils ware not conducted and no-effect doses ware not established hOWIIV&r,llle relatiVB plasma exposure atthelowast 
dose tested was approximately 3 t1mes tile human exposure after a 6 mg subcutaneous dose 

14CUNICALSTUDIES 
14.1 Migraine 
In controlled clinical trials enrolling more lllan 1,000 patients dur1ng m1grama attacks who ware expanencmg moderate or SBVIre pam and 1 or 
more of the symptoms enumerated m Table 3, onset of rel1ef began as early as 10 mmutes followmg a6 mg sumatnptan Injection Lower doses of 
sumatrlptan Injection may also prove effective, allllough the proportion of patients obtaining adeqwrte relief was decreased and tile latency to thill 
relief Is graaterwlllliOWBrdoses 
In Study 1, 6 different doses ofsumatnptan mJBction (n = 30 each group) ware compared with placebo {n = 62), 1n a s1ngla-attack, parallel-group 
design, tile dose-response relationship was found to be as shown In Table 2 

Table 2. Proportion of Patlllllll whh Migraine Kallal and Incidence o1 Adverse Reactlo• by Time and bylumatrlplln Dose In Study 1 

-~ P1rc1nt Pallenta wllh Railer 
...... 

Samsbtplln l1jacllon Reactions 

ln~ldsnct(%) 

at 10 Mlnulls at 30 Mlnulls at1 Haur at 2 Haura 

"""" 5 15 24 21 " 
1 mg 10 .. .. 40 .. 
2 mg 7 23 57 43 .. 
3 mg 17 47 57 60 77 

4 mg 13 37 50 57 80 

6 mg 10 .. 73 70 " 8 mg 23 57 80 83 " 
. -••-'Relief 1s defmad as tile reduction of moderate or sevare pam to no or m1ld pa1n after dosmg without use of rescue med1cal1on 

In 2 randomized, placebo-controlled chmcal tr1als of sumatnptan Injection 6 mg m 1,104 pat1ents with moderate or severe m1grame pam (Stud1es 
2 and 3), tile ons~ of relief was less than 10 minutes Headache relief, as deftned by a reduction In pain from severe or moderately severe to mild 
or no headache wasachiBVId m 70% oftha pat1ents w11111n 1 hour of a Single 6 mg subcutaneous dose of sumatnptan Injection Appi"OXImately 
82% and 65% of patients treated Wllll sumillnp1an Injection 6 mg had headache relief and were paJn freewithm 2 hours, respectively 
Table 3 shows the 1-and 2-hourefficacy results for sumatriptan Injection 6 mg m Stud1es 2 and 3 
Table 3. Proportion of Patlllllll whh Pain Rellaland Rellal of Migraine Symptoms lllar1 and 2 Hours ollraatment In Studles2and 3 

1-llourDsll Study2 ""'"' Placebo Sumatrlplln Placebo Sumatrlplln 
(n•110) lnlscllon (n•160) lnlscllon .. , .. , 

(n=3114) (n=350) 

Padents whh pain relief 18% 70%" 26% 70%' 
(grade 011) 
Palilnts with no pam 5% 48% ' 13% 49%' 
Patients without nausea 48% 73%' 50% 73%" 
Patients whhout photophobia 23% 56%' 25% 58% " 
Palilntswith lilllll or no cl1mcal diSability" 34% 78%1 34% 78% ' 

2-llourDall Study2 ""'"' Pllcabo' Slmllrfplln Placebo' Sumllrfplln 
Injection lnlsctlon 

II rna~ . ,.,. 
Patients with pain relief 31% 81%" 39% 82%' 
(grade 011) 
Patients with no pain 11% 63% ' 19% 65%' 
Palilnts without nausea 56% 82% " 63% 81%" 
Patients without photophobia 31% 72% " 35% 71% 1 

Patients with litHe or no clm1cal dasabi11tyl' 42% 85%" 49% 84%' 
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• Pdl.D5 versus placebo. 
b A successful outcome in terms of clinical disability was defined prosl)ectively as ability to work mildly impaired or ability to work and function 
normally. 
'Includes patlentsthat may have recelwd an additional placebo ln)actlon 1 hour after the lnldallnjectlon. 
'Includes patients lllal may have r&CiliYed an addilional6 mg of suiTiillriptan injection 1 houraftarllle initial injaclion. 
Sumatriptan injection also relieved photophobia, phonophobia (sound sensitivity), nausea, and vomiting associated with migraine attacks. 
Slmllaretncacywas seen when patients sell-administered sumatrlptan InJection using an autoln]ector. 
The efficacy of sumatrlp'lan Injection was unaffected by whether or not tile migraine was associated with aura, duration of attack, gender or age of 
IIHI paliBnt, or conoomitant usa of oommon migraine prophylactic drugs (e.g., billa-blockers). 

14.2 ClulllrHaadacha 
The efficacy of sumatrlptan Injection In the acute treatment of cluster headache was demonstrated In 2 randomized, double-blind, placebo
controlled, 2-period crossover trials (S1udies 4 and 5). Patients 21 to 65 years of age were enrolled and were instructed to treat a moderate to very 
severe headache within 10 minllles of onset. Headache relief was defined as a reduction in headache severity to mild or no pain. In both trials, the 
proportion of Individuals gaining relief at 10 or 15 mlnllles was slgnHicantly greater among patients receiving 6 mg of sumatrlptan Injection 
compared whhthosewho received placebo (see Tabla 4). 
Tlbla4 Proportion of Pallanllwllh Clullar Headacha Rallll byllmaln Sludla4 and 5 ..... Blu~ 5 

Sumllrlplln Samalrlptan 
lnjaCUan lnjaCUon 

PlaceM .. , Placabo .. , ,, ... ) ,,.;,) In ·881 ,,.;,) 
Paliants with pain relief (no/mild) 
5 Minutes post-injaclion 8% 21% 7% 25%' 
10 Minutes post-InJection 10% 49%' 25% 49%' 
15 Minutes post-injection 26% 74%1 35% 75%1 

P<0.05. 
(n = Numbarof headaches treated.) 
An estimate of the cumulaliYa probability of a patient with a cluster IH!adacha obtaining relief allar baing treated with either sumatriptan injaction or 
placebo is presented in FI{Jure 1. 
Flgun 1. lima to Rallalol Cluster Haadacba from lima ollnjactlon' 

'Tlla figure uses Kaplan-Malar (product limit) Survivorship Plot Padants'tak~ rescue madlcadon were censored at 15 minutes. 
Tlla plot was constructed with data from patients who eitharaxparianced relief or did not require (request) rescue medication within a period of2 
hours following treatment. As a consequence, the data in the plot are derived from only a subset of the 258 headaches treated {rescue medication 
was required In 52 of the 127 placebo-treated headaches and 18 of the 131 headaches treated with sumatrlptan Injection). 
Other data suggest that treatment with sumatrlptan Injection Is not associated whh an Increase In early recurrence of headache and has lmle affect 
on tha incidence of later-occurring headaches (i.a., those occurring aflar2, but IMI'fora 18 or 24 hours). 

1& HOWSUPPUEDJSTDRAGEAND HANDLING 
Sumatrlptan Injection USP contains sumatrlptan (base) as the succinate salt and Is supplied as a clear, colorless to pale yellow, sterile, 
nonpyroganic sollllion as follows: 
NDC55111-693-12 Sumatriptan Injection USP Autoinjactor System includes 2 Auloinjactors, each with an associated single-dose 

prefllled syringe which contains 6 mg ofsumatrlptan (as the succinate salt) and 3.5 mg of sodium chloride In 0.5 ml 
ofsolllllon. 

Store aus•c (77•F); ocu111on1 parmllhld 1s•cta 3CJ•C (59" Flo a&•F) I•• USP Controlled Room Tamparatan(. Prollctlrom light. 
17 PATIENT COUNSELING INFORMAliON 
Advise the patient to read the FDA-approved patient labeling (Patient Information and Instructions for Use). 
Rlak ol Myocardlallacltamla ami/or lnlardlon, Prlnzmalll'a Angina, Olhar Vaaoapaam-Rala!N Evanll, Arrhythmia, and Canbrovaacular 

"""' Inform patients that sumatriptan injection may cause serious cardiovascular side effects such as myocardial infarction or stroke. Although serious 
cardiOVBS<:ular awnts can occur wllholll warning symptoms, patients should b& alert for tha signs and symptoms of chest pain, shortness of 
breath, irregular heariiJeat, signHicant rise in blood pressure, waakniiSs, and slurring of spaiiCh and should ask for medical advice if any indicative 
sign or symptoms are observed. Apprise patients of the importance of ill is follow-up [see warnings and Precautions (5.1, 5.2, 5.4, 5.5, 5.8)}. 
Anaphylactle/Anaphylactald Reactions 
Inform patients that anaphylar:tlclanaphylactold reactions have occurred In patients receiving sumatrlptan Injection. Such reactions can be life 
threatening or fatal. In general, anaphylactic rear:tions to drugs are mora likBiy to occur in individuals with a history of sensitivity to multiple 
allergens [see Contralndlcat/ons (4), wam/ngsand Precallt/ons (5.9)]. 
Concomlhlnlllsa wllh Olharlrlplanl or Ergot Medlcadons 
Inform patients that use of sumatrlptan Injection whhln 24 hours of anothartrlptan or an ergot-type medication (Including dlhydroergotamlfl£1 or 
methySergide) is contraindicated [see Contraindieations (4), Drug lntJNactions (7.1,1.3)]. 

Sarolonln Syndrome 
Callllon patients abolll the risk of serotonin syndrome whh the use of sumatrtptan Injection or othartrtptans, particularly during combined usa whh 
SSRis, SNRis, TCAs,and MAO inhibitors 
[see WBmingsand Precautions (5.7), Drug Interactions (1.4)]. 
Medication Overuse Headache 
Inform patients that use of acute mlgralfl£1 drugs lor 10 or mora days per month may lead to an exacerbation of headache and encourage patients to 
record headache frequency and drug use (e.g., by kBeping a headache diary) {588 wamingsand Precautions (5.6)]. 
Preg•ncy 
Inform padantsthat sumatrlptan Injection should not b& used during pragnancy unless the potential ban&flljustlflas tha potential risk to the fetus 
(SBB Use in SfJBCific Populations (8.1)]. 
Nursing Molhars 
Advise padentsto notllythelrheallhcare provider If they are breastleedlng or plan to breastleed [see Use In Specific Populations (8.3)]. 

AbiiiiJ'ta Perfonn Complu:Tasks 
Traatmantwhh sumatrlptan Injection may causa somnolence and dizziness; Instruct patients to evaluate their ability to perfonn complex tasks altar 
administration of sumatriptan injection. 
Howta Usa Sumllrlplln ln(actlon 
Instruct patients to read the Instructions for Use before starting therapy. Provide patients lnstruatlon on the proper use of sumatrlptan Injection If 
IIley are able to sail-administer sumatriptan injection in medically unsupervised situations. Instruct patients on storage and disposal of the pan [SBII 
How Supplied/Storage and Handling (16)]. 
Inform patients that the needle In the allloln)ector penetrates approximately 1/4 of an Inch (5 to 6 mm). Inform patients that the Injection Is Intended 
to be given subcutaneously and Intramuscular or Intravascular delivery should ba avoided. Instruct pedants to use Injection silas with an adequate 
skin and subcutaneous thickness to accommodate the length of the naadle. 
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PAliENT INFORMAliDN 
Sumatrlptan InJection USP 

R&ad this Patient Information baforeyou start taking sumatriptan and each time you gala refill. Tllera may be naw information. This information 
does not take the place of talking whhyour heallhcare provlderabolllyourmedlcal condition or treatment. 
Whallstha molllmjMJrllnt lnfonnatlon I should know about sumab'lptan Injection? 
Sumllrlptan can causasartousJida allacta, Including: 
Haarlalbctand oilier haartproblallll. Heart problams may lnd to death. 
Stop liking •matrtptan and gat amargancy madiCII help right away If you hiYI aayOitha Ill lowing srmptoma of a heart attact: 

discomfort in the center ofyourchestthat lasts for more than a few minutes, or that goes away and comes back 
severe tightness, pain, pressure, or heaviness In your ciHist, throat,11£1ck, or Jaw 
pain or discomfort inyourarms, back, neck, jaw, or stomach 
shortness of breath with orwilhoutchest discomfort 
breaking alliin a cold sweat 
nausea orvomhlng 
feeling lightheaded 

Sumatriptan is not for people with risk factors for heart disease unless a heart exam is done and shows no problem. You have a higher risk for heart 
disease If you: 

have high blood pressure 
have high cholestarollawls 
smoke 
are overweight 
havediebetes 
have a family history of heart disease 

Whalls•matrlptan? 
Sumatrlptan Is a prescription medicine used to treat acute migraine headaches with orwltholll aura and acllle cluster headaches In aduhs who have 
bBBn diagnosed with migraine orclustar headaches. 
Sumatriptan is not usad to treat other types of headaches such as hamipl~~gic (that make you unablato move on one side of your body) or basilar 
(rare form of mlgralnewhh aura) migraines. 

• 

1 

I 

Sumatrlptan Is not used to prevent or decrease the number ol migraine or cluster headaches you have. 
It Is not known If sumatrlptan Is safe and affective In children under 18 years of age. 
Who should notllklaumatrlplaalnjactlon? 
Do notllklsumab'iplan injection ifJOU hml: 

heart problems ora history of heart problems 
narrowing of blood vessels to your lags, arms, stomach, or kidneys (peripheral vasculardlsaasa) 
uncontrolled high bloOO pressure 
severe liver problems 
hemiplegic migraines or basilar migraines. Hyou are not sure II you have these types of migraines, askyour heallhcare provider. 
had a stroke, transient Ischemic attacks (TIAs), or problems with your blood cln::uladon 
taken any of the following madicinas in tiHIIast24 hours: 

almotriptan (AXER-r') 
eletriptan (RELP~ 
frovatrlptan (FROVA, 
naratrlptan (AMERG~ 
rizatriptan (MAXAL~. MAXALT-ML-r} 
sumatriptan and naproxan (TREXIM~ 
ergotamines (CAFERGcrr-, ERGO MAR", MIGERGm-j 
dihydroergotamine (D.H.E. ~-MIGRANAL, 

Ask your heahiK:are provider if you are not sure if your medicine is listed above. 
an allergy to sumatrlptan or any of the Ingredients In sumatrlptan Injection. See the end of this leallet for a complete list of Ingredients In 
sumatriptan injection. 

Whatdmuld I tell my haahhcan provldar belonlaldngaumab'lptan lnjaellon? 
Before you take sumatriptan injection, tell your healthcare provider about all of your medical conditions, including ifyou: 

have high blood pressure 
have high cholastarol 
havediabatas 
smoke 
are ovei'WBight 
have heart problems or family history of heart problems orstrokB 
have kidnsy problems 
have liver problems 
have had epilepsy or seizures 
are not using &ffaclive birth control 
become pregnant while taking sumatriptan 
are breastfeedlng or plan to breastleed. Sumatrtptan passes Into your breast milk and may hann your baby. Talk with your healthcare provider 
about the b&stw&!ftO fBBd your baby If you take sumatrlptan. 

Tall your h11IIIH:an provldar about all lila madlclnaa you tab, including prescription and nonprescription madicill£ls, vitamins, and herbal 
supplements. 

Sumatrlptan and certain other medicines can affect each other, causing serious side effects. 
Eap~elallytall your heallhl:an provider II you taklantl-dapraaant medicines tilled: 

selective serotonin reuptake inhibitors (SSRis) 
serotonin norepinephrine reuptake inhibitors (SNRis) 
tricyclic antidepressants (TCAs) 
monoamine oxidase Inhibitors (MAO Is) 

Ask your heaHIK:are provider or pharmacist for a list ofthesa madicinas if you are not sura. 
Know the medicines you take. Keep a list of them to showyourhealthcare provider or pharmacist when you get a new medicine. 
Howsh01ld llakl sumatrtptan ln(actlon? 

Certain people should takethalrflrstdose of sumatrlptan Injection In their heahiK:are provider's otnce or In another medical setting. Ask your 
haalthcaru provider if you should takeyourfirst dose in e medical setting. 

Use sumatriptan injaction exactly as your healthcare provider tells you to use it. 
Your heahhcare provider maychangeyourdose. Do not change your dose without first 1alking with your healthcare provider. 
For adults, tha usual dose Is a slnglalnjectlon given Just balowtha skin. 
You should give an injection as soon as the symptoms of your headache start, blll it may b& given at anytime during a migraine or cluster 
headache attack. 
If you did not get any relief after the first Injection, do not give a second Injection wllholllflrsttalklng with your healthcare provider. 
If your headache comes back or you only get soma rall&f aftaryourflrst InJection, you can taka asacond Injection 1 hour altar the first Injection, 
butnotsoonar. 
Do not take more than 12 mg in a 24 hour period. 
If you usa too much sumatrlptan Injection, call yourhaallhcara provider or go to the nearest hospital emergency room rtghtlfNB'/. 
You should write down when you have headaches and when you taka sumatriptan injection so you can 1alk with your heaHIK:are provider 
abolll how sumatriptan injection is working foryou. 

Whatlllould I avoid whllallklngsumllrlplan InJection? 
Sumatrlptan can cause dizziness, weakness, or drowsiness. Hyou havethase symptoms, do not drive a car, usa machinery, or do anything where 
you nBBd to be alert. 
What an lila poaiblasida 111acts Olsumatriptan injection? 
SUmatrlplan may causa sarlousslda allacta. See •what Is the mosllmportant lnlonnadon llbould know about sumatrlplan lnlactlon?" 
These serious side affects Include: 

changes in color or sensation in yourfingers and toes (Raynaud's syndrome) 
stomach and intestinal problams (gastrointestinal and colonic ischamic awnts). Symptoms of gastrointestinal and colonic ischemic awnts 
Include: 

sudden or severe stomach pain 
stomach pain after meals 
weight loss 
nausea orvomhlng 
constipation or diarrhea 
bloody diarrhea 

""' problems whh blood cln::ulatlon to your legs and feet (peripheral vascular Ischemia). Symptoms of peripheral vascular Ischemia Include: 
cramping and pain in your legs or hips 
fBBiing of heaviness or tightness in your leg muscles 
burning or aching pain In your feet or toes while resdng 
numbness, dngllng, or weakness In your legs 
cold fBBiing or color changes in 1 or both legs orfllal 

hives (itchy bumps); swelling ofyourtongue, mouth, or throat 
medlcadon overuse headaches. Some people who use too many sumatrtptan InJections m&¥ have worse headaches (medication overuse 
headache). If your headaches get worse, yourheallhcara provider may daclda to stopyourtraatmentwhh sumatrlptan. 
serotonin syndrome. Sarotonin syndrome is a rare but serious problem that can happan in people using sumatriptan injection, especially if 
sumatriptan injection is used with antidepressant medicines called SSRis or SNRis. 

call your heahiK:are provider right away If you have any oftha following symptoms of serotonin syndrome: 
mental changes such as SBBing things that are not there (hallucinations), agitation, or coma 
fast heartbeat 
changes In blood pressure 
high body tam perature 
light muscles 
trouble walking 

seizures. Seizures have happened In people taking sumatrlptan InJection who have never had seizures before. Talk whh your heahiK:are 
provldarabolllyour chance of having seizures while you take sumatrlptan Injection. 

The most common sid& affects of sumatriptan injaction include: 
pain or redness at your injection site 
tingling or numbness In your fingers or toes 
dizziness 
warm, hot, burning feeling to your face (flushing) 
discomfort or stiffness in your neck 
feeling weak, drowsy, ortlrad 

Tell your healthcare provider if you have any side &ffacllhat bothers you or that does not go away. 
These are not all the possible side effects ofsumatriptan injection. For more information, ask your healthcare provider or pharmacist. 
Gall your doctor fer madle~ladvlcaaboul slda lflacts. You may raportslda allactato FDA II 1-8110-FDA-1088. 
Howsh01ld I store sumatrlplan lnlactlon? 

S1ora at 25•c (77"F); excursions parmlttad 15°Cto sooc (59°Fto 86°F) [sea USP Controlled Room Temperature]. 
Store your medicine away from light. 
Keep your medicine in the packaging or carrying case provided with it. 

leap •matrlptan Injection and all medicines out ollhe nach ol children. 
Genanllnlonnatlon about the ale and afl8cllv&lll olaumab'lptan Injection 
Medicines are somatimes prescribed for purposes othar than those listed in Patiant Information laaftats. Do not use sumatriptan injection for a 
condition for which it was not prescribed. Do not give sumatriptan injection to other people, even if they have the same symptoms you have. It m&¥ 
harmtham. 
This Patient Information Ieaiie! summarizas the most important information about sumatriptan injaction. If you would like mora information, talk 
with your healthcare provider. You can ask your heahhcare provider or pharmacist for information about sumatriptan injection that is written for 
heallhcara professionals. 
For more information, callt-888-375-3784. 
What are lila lngradlenllln aumab'lptan Injection? 
Actlvt Ingredient: sumatriptan succinate USP 
lnactlvt Ingredients: sodium chloride, water for InJection 
The other brands llstad are trademarks of their respective owners and are not trademarks of Dr. Reddy's Laboratories Llmltad. Tlle makers of these 
brands are notilffiliated with and do not endorse Dr. Raddy's Laboratories Limil&d or its products. 

SUMATRIPTAN INJECTION 
INSTRUCTIONS FOR USE OF DISPOSABLE SUMATRIPTAN AUTOINJECTOR SYSTEM 

Read this Patient Instructions for Use before you start to use Sumatriptan Autoinjector System. 
There may be new information. This information does not take the place of talking with your 
healthcare provider about your medical condition or treatment. You and your healthcare provider 
should talkaboutsumatriptan injection when you start taking it and at regular checkups 

) 
• Use the device immediately once the cap has been removed; it is advised not to 

postponatha injection . 
• Kaaptha Sumatriptan AutoinjactorSystam out altha reach of child ran. 
Instructions tor Use ol Aulolnjector Pen 
lmportantthlngsthatyou need to know 
This device is called an Autoinjector pen. Here we use the shorter name 'pen'. 

1. Read all ofthe instructions carefully before using this pen. 
2. Follow these step-by-step instructions every time you use the pen. 
3. Only use each pen once- do not try to use more than once. 

If you have any further questions, ask your doctor or pharmacist. 
A. ABOUTTHEAUTOINJECTOR PEN 

The parts of the pen are shown In this picture. 

c, 
The pen will not 
work until the cap check that the liquid is 
Is taken off. clear. 

B. GETTING READY 
GeHing ready for the Injection 
1. Wash your hands 
2. Choose an area with an adequate fatty tissue layer 

·- =J The button must be 
pressed firm ly down for 
the injectioo to start. 

3. Clean the skin area to be injected with alcohol or a new sterile swab 
THIGH ARM 

GeHing the pen ready 
4. Take the pen out ofthe package 
5. Look in the medicine window on the pen 

• Before injection, to check that the liquid is clear. 
• If it is difficult to see what is in the window, hold the pen upto the light and 

check. 
• After injection, the plunger rod completely fills the medicine window. 

Balora Injection 

Clear Liquid 

~ 
If the plunger rod can be seen through the medicine window, the device is spent and 
cannot be used again. 

6. Pull the cap oil the pen 
• Do nottwistthe cap 
• Pull it straight off 
• Keep the cap for step 7 

+--.. 11:1< Pull Straight Off :1:11>--__,~ 

7. Look inside the cap, checkthatthe gray needle cover is inside. 
• Do not use the pen if the gray needle cover is not inside the cap 

PHARMACIST· DETACH FROM HERE 
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8. Do nottryto putthe cap back 
• If you try to put it back, this will damage the needle 
You are now ready to injectthe medicine, go to step 9 

C. INJECTING THE MEDICINE 
9. Without pressing the blue buHon, push the pen flrmlyagalnstyourskln. 

• You will now see a small blue projection in the medicine window. 
• As long as the blue circle is visible in the medicine window, the safety lock is 

de-activated; the pen could fire unintentionally if the blue buHon is pressed by 
accident. 

Keep the pen pressed against your skin for the next steps 

10. Do notattamptto ra·angagathasafaty lockatanytima. 

11. Firmly press down the blue buHon on the top altha pan until it will not go further. 
• You will hear a loud click (this indicates thatthe injection has started) 
• Keep pushing the pen against your skin 

• 'PRESS 

12. Do nottakethe pen off your skin 
• Waitforabout5 seconds until you hear the second click. 
• The second click indicates that the injection has finished. 

If you take the pen off before the second click, not all the medicine will be injected. 

13. Carefully take the pen off your skin. 

D.WHATTD DO AFTER THE INJECTION 
14. Replacethecaprightaway 

If you notice a spot of blood at the injection site, dab away with a coHen ball or tissue 
paper. Do not rub the injection site. If needed, you may cover the injection site with a 
bandage. 
15. Discard the whole sumatriptan injection autoinjector alter use. 
Do nottryto rausa the autoinjactor pan 
This Patient Information and Instructions for Use has been approved by the U.S. Food 
and Drug Administration. 
To reorder additional Patient information sheets contact Dr. Reddy's Customer Service 
at1·866·733·3952. 
RxOnly 
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information
needed to use FONDAPARINUX SODIUM INJECTION
safely and effectively. See full prescribing information
for FONDAPARINUX SODIUM INJECTION.

FONDAPARINUX SODIUM injection
for subcutaneous use
Initial U.S. Approval: 2001

FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
1.1 Prophylaxis of Deep Vein Thrombosis
Fondaparinux sodium injection is indicated for the prophylaxis of deep vein thrombosis (DVT), which may lead to pulmonary embolism (PE):
• in patients undergoing hip fracture surgery, including extended prophylaxis;
• in patients undergoing hip replacement surgery;
• in patients undergoing knee replacement surgery;
• in patients undergoing abdominal surgery who are at risk for thromboembolic complications.
1.2 Treatment of Acute Deep Vein Thrombosis
Fondaparinux sodium injection is indicated for the treatment of acute deep vein thrombosis when administered in conjunction with warfarin sodium.
1.3 Treatment of Acute Pulmonary Embolism
Fondaparinux sodium injection is indicated for the treatment of acute pulmonary embolism when administered in conjunction with warfarin sodium when
initial therapy is administered in the hospital.

2 DOSAGE AND ADMINISTRATION
Do not mix other medications or solutions with fondaparinux sodium injection. Administer fondaparinux sodium injection only subcutaneously.
2.1 Deep Vein Thrombosis Prophylaxis Following Hip Fracture, Hip Replacement, and Knee Replacement Surgery
In patients undergoing hip fracture, hip replacement, or knee replacement surgery, the recommended dose of fondaparinux sodium injection is 2.5 mg
administered by subcutaneous injection once daily after hemostasis has been established. Administer the initial dose no earlier than 6 to 8 hours after
surgery. Administration of fondaparinux sodium injection earlier than 6 hours after surgery increases the risk of major bleeding. The usual duration of
therapy is 5 to 9 days; up to 11 days of therapy was administered in clinical trials.
In patients undergoing hip fracture surgery, an extended prophylaxis course of up to 24 additional days is recommended. In patients undergoing hip
fracture surgery, a total of 32 days (peri-operative and extended prophylaxis) was administered in clinical trials. [See Warnings and Precautions (5.6),
Adverse Reactions (6), and Clinical Studies (14)].
2.2 Deep Vein Thrombosis Prophylaxis Following Abdominal Surgery
In patients undergoing abdominal surgery, the recommended dose of fondaparinux sodium injection is 2.5 mg administered by subcutaneous injection
once daily after hemostasis has been established. Administer the initial dose no earlier than 6 to 8 hours after surgery. Administration of fondaparinux
sodium injection earlier than 6 hours after surgery increases the risk of major bleeding. The usual duration of administration is 5 to 9 days, and up to
10 days of fondaparinux sodium injection was administered in clinical trials.
2.3 Deep Vein Thrombosis and Pulmonary Embolism Treatment
In patients with acute symptomatic DVT and in patients with acute symptomatic PE, the recommended dose of fondaparinux sodium injection is 5 mg
(body weight <50 kg), 7.5 mg (body weight 50 to 100 kg), or 10 mg (body weight >100 kg) by subcutaneous injection once daily (fondaparinux sodium
treatment regimen). Initiate concomitant treatment with warfarin sodium as soon as possible, usually within 72 hours. Continue treatment with
fondaparinux sodium injection for at least 5 days and until a therapeutic oral anticoagulant effect is established (INR 2 to 3). The usual duration of
administration of fondaparinux sodium injection is 5 to 9 days; up to 26 days of fondaparinux sodium injection was administered in clinical trials. [See
Warnings and Precautions (5.6), Adverse Reactions (6), and Clinical Studies (14)].
2.4 Hepatic Impairment
No dose adjustment is recommended in patients with mild to moderate hepatic impairment, based upon single-dose pharmacokinetic data.
Pharmacokinetic data are not available for patients with severe hepatic impairment. Patients with hepatic impairment may be particularly vulnerable to
bleeding during fondaparinux sodium therapy. Observe these patients closely for signs and symptoms of bleeding. [See Clinical Pharmacology (12.4).]
2.5 Instructions for Use
Fondaparinux sodium injection is provided in a single-dose, prefilled syringe affixed with an active needle protection system. Fondaparinux sodium is
administered by subcutaneous injection. It must not be administered by intramuscular injection. Fondaparinux sodium injection is intended for use under
a physician’s guidance. Patients may self-inject only if their physician determines that it is appropriate and the patients are trained in subcutaneous
injection techniques.
Prior to administration, visually inspect fondaparinux sodium injection to ensure the solution is clear and free of particulate matter. The following
instructions are specific to the PreventisTM injection system and may differ from the directions for other injection systems.
To avoid the loss of drug when using the prefilled syringe, do not expel the air bubble from the syringe before the injection. Administration should
be made in the fatty tissue, alternating injection- sites (e.g., between the left and right anterolateral or the left and right posterolateral abdominal wall).
To administer fondaparinux sodium:
STEP 1:
• Wipe the surface of the injection site with an alcohol swab.
• Remove the needle shield by pulling it straight off the syringe (Figure 1).
• Discard the needle shield.

STEP 2:
• Do not try to remove the air bubbles from the syringe before giving the injection.
• Pinch a fold of skin at the injection site between your thumb and forefinger and hold it throughout the injection time.
• Hold the syringe with your thumb on the top pad of the plunger and keep your index and middle fingers on the finger-grips of the syringe barrel.

Pay attention to avoid pricking yourself with the exposed needle.
• Insert the full length of the syringe needle perpendicularly into the skin fold held between the thumb and forefinger (Figure 2).
• Push the plunger to the bottom of the syringe. This will ensure you have injected all the contents of the syringe.

STEP 3:
• Remove the syringe from the injection site keeping your finger on the plunger (Figure 3).

STEP 4:
• Orient the needle away from you and others, and activate the safety shield by firmly pushing the plunger. The protective sleeve will automatically

cover the needle and an audible "click" will be heard to confirm shield activation (Figure 4).

-----------------RECENT MAJOR CHANGES----------------
Boxed Warning 07/2014
Contraindications (4) 09/2013
Warnings and Precautions (5.5) 07/2014

-----------------INDICATIONS AND USAGE-----------------
Fondaparinux sodium injection is a Factor Xa inhibitor
(anticoagulant) indicated for:
• Prophylaxis of deep vein thrombosis (DVT) in patients

undergoing hip fracture surgery (including extended
prophylaxis), hip replacement surgery, knee
replacement surgery, or abdominal surgery. (1.1)

• Treatment of DVT or acute pulmonary embolism (PE)
when administered in conjunction with warfarin. (1.2,
1.3)

-------------DOSAGE AND ADMINISTRATION-------------
• Prophylaxis of deep vein thrombosis: Fondaparinux

sodium 2.5 mg subcutaneously once daily after
hemostasis has been established. The initial dose
should be given no earlier than 6 to 8 hours after
surgery and continued for 5 to 9 days. For patients
undergoing hip fracture surgery, extended prophylaxis
up to 24 additional days is recommended. (2.1, 2.2)

• Treatment of deep vein thrombosis and pulmonary
embolism: Fondaparinux sodium 5 mg (body weight
<50 kg), 7.5 mg (50 to 100 kg), or 10 mg (>100 kg)
subcutaneously once daily. Treatment should continue
for at least 5 days until INR 2 to 3 achieved with
warfarin sodium. (2.3)

Do not use as intramuscular injection. For subcutaneous
use, do not mix with other injections or infusions.

WARNING: SPINAL/EPIDURAL HEMATOMAS
See full prescribing information for complete boxed

warning.
Epidural or spinal hematomas may occur in
patients who are anticoagulated with low molecular
weight heparins (LMWH), heparinoids, or
fondaparinux sodium and are receiving neuraxial
anesthesia or undergoing spinal puncture.

These hematomas may result in long-term or
permanent paralysis. Consider these risks when
scheduling patients for spinal procedures. Factors
that can increase the risk of developing epidural or
spinal hematomas in these patients include:
• use of indwelling epidural catheters
• concomitant use of other drugs that affect

hemostasis, such as non-steroidal anti-
inflammatory drugs (NSAIDs), platelet
inhibitors, or other anticoagulants

• a history of traumatic or repeated epidural or
spinal puncture.

• a history of spinal deformity or spinal surgery
Monitor patients frequently for signs and
symptoms of neurologic impairment. If
neurologic compromise is noted, urgent treatment
is necessary.
Consider the benefit and risks before neuraxial
intervention in patients anticoagulated or to be
anticoagulated for thromboprophylaxis. [See
Warnings and Precautions (5.5) and Drug
Interactions (7).]

STEP 5:
• Immediately discard the syringe into the sharps container (Figure 5).

3 DOSAGE FORMS AND STRENGTHS
Single-dose, prefilled syringes containing either 2.5 mg, 5 mg, 7.5 mg, or 10 mg of fondaparinux.

4 CONTRAINDICATIONS
Fondaparinux sodium injection is contraindicated in the following conditions:
• Severe renal impairment (creatinine clearance [CrCl] <30 mL/min). [See Warnings and Precautions (5.2) and Use in Specific Populations (8.6).]
• Active major bleeding.
• Bacterial endocarditis.
• Thrombocytopenia associated with a positive in vitro test for anti-platelet antibody in the presence of fondaparinux sodium.
• Body weight <50 kg (venous thromboembolism [VTE] prophylaxis only) [See Warnings and Precautions (5.3)].
• History of serious hypersensitivity reaction (e.g., angioedema, anaphylactoid/anaphylactic reactions) to fondaparinux sodium.

5 WARNINGS AND PRECAUTIONS
5.1 Hemorrhage
Use fondaparinux sodium with extreme caution in conditions with increased risk of hemorrhage, such as congenital or acquired bleeding disorders, active
ulcerative and angiodysplastic gastrointestinal disease, hemorrhagic stroke, uncontrolled arterial hypertension, diabetic retinopathy, or shortly after
brain, spinal, or ophthalmological surgery. Isolated cases of elevated aPTT temporally associated with bleeding events have been reported following
administration of fondaparinux sodium (with or without concomitant administration of other anticoagulants) [See Adverse Reactions (6.5)].
Do not administer agents that enhance the risk of hemorrhage with fondaparinux sodium unless essential for the management of the underlying
condition, such as vitamin K antagonists for the treatment of VTE. If co-administration is essential, closely monitor patients for signs and symptoms
of bleeding.
Do not administer the initial dose of fondaparinux sodium earlier than 6 to 8 hours after surgery. Administration earlier than 6 hours after surgery
increases risk of major bleeding [See Dosage and Administration (2) and Adverse Reactions (6.1)].
5.2 Renal Impairment and Bleeding Risk
Fondaparinux sodium increases the risk of bleeding in patients with impaired renal function due to reduced clearance [See Clinical Pharmacology
(12.4)].
The incidence of major bleeding by renal function status reported in clinical trials of patients receiving fondaparinux sodium for VTE surgical prophylaxis
is provided in Table 1. In these patient populations, the following is recommended:
• Do not use fondaparinux sodium for VTE prophylaxis and treatment in patients with CrCl <30 mL/min [See Contraindications (4)].
• Use fondaparinux sodium with caution in patients with CrCl 30 to 50 mL/min.
Table 1. Incidence of Major Bleeding in Patients Treated With Fondaparinux Sodium by Renal Function Status for Surgical Prophylaxis and Treatment
of Deep Vein Thrombosis (DVT) and Pulmonary Embolism (PE)

CrCl = creatinine clearance.
a Hip fracture, hip replacement, and knee replacement surgery prophylaxis.
Assess renal function periodically in patients receiving fondaparinux sodium. Discontinue the drug immediately in patients who develop severe renal
impairment while on therapy. After discontinuation of fondaparinux sodium, its anticoagulant effects may persist for 2 to 4 days in patients with normal
renal function (i.e., at least 3 to 5 half-lives). The anticoagulant effects of fondaparinux sodium may persist even longer in patients with renal impairment
[See Clinical Pharmacology (12.4)].
5.3 Body Weight <50 Kg and Bleeding Risk
Fondaparinux sodium increases the risk for bleeding in patients who weigh less than 50 kg, compared to patients with higher weights.

In patients who weigh less than 50 kg:

• Do not administer fondaparinux sodium as prophylactic therapy for patients undergoing hip fracture, hip replacement, or knee replacement surgery
and abdominal surgery [See Contraindications (4)].

• Use fondaparinux sodium with caution in the treatment of PE and DVT.

During the randomized clinical trials of VTE prophylaxis in the peri-operative period following hip fracture, hip replacement, or knee replacement surgery
and abdominal surgery, major bleeding occurred at a higher rate among patients with a body weight <50 kg compared to those with a body weight >50
kg (5.4% versus 2.1% in patients undergoing hip fracture, hip replacement, or knee replacement surgery; 5.3% versus 3.3% in patients undergoing
abdominal surgery).

5.4 Thrombocytopenia
Thrombocytopenia can occur with the administration of fondaparinux sodium. Thrombocytopenia of any degree should be monitored closely. Discontinue
fondaparinux sodium if the platelet count falls below 100,000/mm3. Moderate thrombocytopenia (platelet counts between 100,000/mm3 and 50,000/mm3)
occurred at a rate of 3.0% in patients given fondaparinux sodium 2.5 mg in the peri-operative hip fracture, hip replacement, or knee replacement surgery
and abdominal surgery clinical trials. Severe thrombocytopenia (platelet counts less than 50,000/mm3) occurred at a rate of 0.2% in patients given
fondaparinux sodium 2.5 mg in these clinical trials. During extended prophylaxis, no cases of moderate or severe thrombocytopenia were reported.

Moderate thrombocytopenia occurred at a rate of 0.5% in patients given the fondaparinux sodium treatment regimen in the DVT and PE treatment
clinical trials. Severe thrombocytopenia occurred at a rate of 0.04% in patients given the fondaparinux sodium treatment regimen in the DVT and PE
treatment clinical trials.

Isolated occurrences of thrombocytopenia with thrombosis that manifested similar to heparin-induced thrombocytopenia have been reported with the
use of fondaparinux sodium in postmarketing experience. [See Adverse Reactions (6.5).]
5.5 Neuraxial Anesthesia and Post-operative Indwelling Epidural Catheter Use
Spinal or epidural hematomas, which may result in long-term or permanent paralysis, can occur with the use of anticoagulants and neuraxial
(spinal/epidural) anesthesia or spinal puncture. The risk of these events may be higher with post-operative use of indwelling epidural catheters or
concomitant use of other drugs affecting hemostasis such as NSAIDs [See Boxed Warning]. In the postmarketing experience, epidural or spinal
hematoma has been reported in association with the use of fondaparinux sodium by subcutaneous (SC) injection. Optimal timing between the
administration of fondaparinux sodium and neuraxial procedures is not known. Monitor patients undergoing these procedures for signs and symptoms
of neurologic impairment such as midline back pain, sensory and motor deficits (numbness, tingling, or weakness in lower limbs), and bowel or bladder
dysfunction. Consider the potential risks and benefits before neuraxial intervention in patients anticoagulated or who may be anticoagulated for
thromboprophylaxis.

5.6 Monitoring: Laboratory Tests
Routine coagulation tests such as Prothrombin Time (PT) and Activated Partial Thromboplastin Time (aPTT) are relatively insensitive measures of the
activity of fondaparinux sodium and international standards of heparin or LMWH are not calibrators to measure anti-Factor Xa activity of fondaparinux
sodium. If unexpected changes in coagulation parameters or major bleeding occur during therapy with fondaparinux sodium, discontinue fondaparinux
sodium. In postmarketing experience, isolated occurrences of aPTT elevations have been reported following administration of fondaparinux sodium
[See Adverse Reactions (6.5)].
Periodic routine complete blood counts (including platelet count), serum creatinine level, and stool occult blood tests are recommended during the course
of treatment with fondaparinux sodium.

The anti-Factor Xa activity of fondaparinux sodium can be measured by anti-Xa assay using the appropriate calibrator (fondaparinux). The activity of
fondaparinux sodium is expressed in milligrams (mg) of the fondaparinux and cannot be compared with activities of heparin or low molecular weight
heparins. [See Clinical Pharmacology (12.2, 12.3).]

6 ADVERSE REACTIONS
The most serious adverse reactions reported with fondaparinux sodium are bleeding complications and thrombocytopenia [See Warnings and
Precautions (5)].
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug cannot be directly
compared to rates in the clinical trials of another drug and may not reflect the rates observed in practice.

The adverse reaction information below is based on data from 8,877 patients exposed to fondaparinux sodium in controlled trials of hip fracture, hip
replacement, major knee, or abdominal surgeries, and DVT and PE treatment. These trials consisted of the following:

• 2 peri-operative dose-response trials (n = 989)

• 4 active-controlled peri-operative VTE prophylaxis trials with enoxaparin sodium (n = 3,616), an extended VTE prophylaxis trial (n = 327), and an
active-controlled trial with dalteparin sodium (n = 1,425)

• a dose-response trial (n = 111) and an active-controlled trial with enoxaparin sodium in DVT treatment (n = 1,091)

• an active-controlled trial with heparin in PE treatment (n = 1,092)

6.1 Hemorrhage
During administration of fondaparinux sodium, the most common adverse reactions were bleeding complications [See Warnings and Precautions
(5.1)].
Hip Fracture, Hip Replacement, and Knee Replacement Surgery: The rates of major bleeding events reported during the hip fracture, hip replacement,
or knee replacement surgery clinical trials with fondaparinux sodium 2.5 mg are provided in Table 2.

Table 2. Bleeding Across Randomized, Controlled Hip Fracture, Hip Replacement, and Knee Replacement Surgery Studies

a Enoxaparin sodium dosing regimen: 30 mg every 12 hours or 40 mg once daily.
b Not approved for use in patients undergoing hip fracture surgery.
c Major bleeding was defined as clinically overt bleeding that was (1) fatal, (2) bleeding at critical site (e.g. intracranial, retroperitoneal, intraocular,

pericardial,
spinal, or into adrenal gland), (3) associated with re-operation at operative site, or (4) with a bleeding index (BI) ≥ 2.

d BI ≥ 2: Overt bleeding associated only with a bleeding index (BI) ≥ 2 calculated as [number of whole blood or packed red blood cell units transfused
+ [(pre-bleeding) – (post-bleeding)] hemoglobin (g/dL) values].

e Minor bleeding was defined as clinically overt bleeding that was not major.

A separate analysis of major bleeding across all randomized, controlled, peri-operative, prophylaxis clinical studies of hip fracture, hip replacement, or
knee replacement surgery according to the time of the first injection of fondaparinux sodium after surgical closure was performed in patients who
received fondaparinux sodium only post-operatively. In this analysis, the incidences of major bleeding were as follows: <4 hours was 4.8% (5/104), 4
to 6 hours was 2.3% (28/1,196), 6 to 8 hours was 1.9% (38/1,965). In all studies, the majority (≥75%) of the major bleeding events occurred during
the first 4 days after surgery.

Abdominal Surgery: In a randomized study of patients undergoing abdominal surgery, fondaparinux sodium 2.5 mg once daily (n = 1,433) was compared
with dalteparin 5,000 IU once daily (n = 1,425). Bleeding rates are shown in Table 3.

Table 3. Bleeding in the Abdominal Surgery Study

a Major bleeding was defined as bleeding that was (1) fatal, (2) bleeding at the surgical site leading to intervention, (3) non-surgical bleeding at a critical
site (e.g. intracranial, retroperitoneal, intraocular, pericardial, spinal, or into adrenal gland), or leading to an intervention, and/or with a bleeding index
(BI) ≥2.

b Minor bleeding was defined as clinically overt bleeding that was not major.

The rates of major bleeding according to the time interval following the first fondaparinux sodium injection were as follows: <6 hours was 3.4% (9/263)
and 6 to 8 hours was 2.9% (32/1112).

Treatment of Deep Vein Thrombosis and Pulmonary Embolism: The rates of bleeding events reported during the DVT and PE clinical trials with the
fondaparinux sodium injection treatment regimen are provided in Table 4.

Table 4. Bleedinga in Deep Vein Thrombosis and Pulmonary Embolism Treatment Studies

a Bleeding rates are during the study drug treatment period (approximately 7 days). Patients were also treated with vitamin K antagonists initiated within
72 hours after the first study drug administration.

b Major bleeding was defined as clinically overt: –and/or contributing to death – and/or in a critical organ including intracranial, retroperitoneal,
intraocular, spinal, pericardial, or adrenal gland – and/or associated with a fall in hemoglobin level ≥ 2 g/dL – and/or leading to a transfusion ≥2 units
of packed red blood cells or whole blood.

c Clinically overt bleeding with a 2 g/dL fall in hemoglobin and/or leading to transfusion of PRBC or whole blood ≥2 units.
d Minor bleeding was defined as clinically overt bleeding that was not major.

6.2 Local Reactions
Local irritation (injection site bleeding, rash, and pruritus) may occur following subcutaneous injection of fondaparinux sodium.

6.3 Elevations of Serum Aminotransferases
In the peri-operative prophylaxis randomized clinical trials of 7 ± 2 days, asymptomatic increases in aspartate (AST) and alanine (ALT) aminotransferase
levels greater than 3 times the upper limit of normal were reported in 1.7% and 2.6% of patients, respectively, during treatment with fondaparinux sodium
2.5 mg once daily versus 3.2% and 3.9% of patients, respectively, during treatment with enoxaparin sodium 30 mg every 12 hours or 40 mg once daily
enoxaparin sodium. These elevations are reversible and rarely associated with increases in bilirubin. In the extended prophylaxis clinical trial, no
significant differences in AST and ALT levels between fondaparinux sodium 2.5 mg and placebo-treated patients were observed.

In the DVT and PE treatment clinical trials, asymptomatic increases in AST and ALT levels greater than 3 times the upper limit of normal of the laboratory
reference range were reported in 0.7% and 1.3% of patients, respectively, during treatment with fondaparinux sodium. In comparison, these increases

were reported in 4.8% and 12.3% of patients, respectively, in the DVT treatment trial during treatment with enoxaparin sodium 1 mg/kg every 12 hours
and in 2.9% and 8.7% of patients, respectively, in the PE treatment trial during treatment with aPTT adjusted heparin.

Since aminotransferase determinations are important in the differential diagnosis of myocardial infarction, liver disease, and pulmonary emboli, elevations
that might be caused by drugs like fondaparinux sodium should be interpreted with caution.

6.4 Other Adverse Reactions
Other adverse reactions that occurred during treatment with fondaparinux sodium in clinical trials with patients undergoing hip fracture, hip replacement,
or knee replacement surgery are provided in Table 5.

Table 5. Adverse Reactions Across Randomized, Controlled, Hip Fracture Surgery, Hip Replacement Surgery, and Knee Replacement Surgery
Studies

a Enoxaparin sodium dosing regimen: 30 mg every 12 hours or 40 mg once daily.
b Not approved for use in patients undergoing hip fracture surgery.
c Localized blister coded as bullous eruption.

Adverse reactions in the abdominal surgery study and in the VTE treatment trials generally occurred at lower rates than in the hip and knee surgery trials
described above. The most common adverse reaction in the abdominal surgery trial was post-operative wound infection (4.9%), and the most common
adverse reaction in the VTE treatment trials was epistaxis (1.3%).
6.5 Postmarketing Experience
The following adverse reactions have been identified during post-approval use of fondaparinux sodium. Because these reactions are reported voluntarily
from a population of uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship to drug exposure.
In the postmarketing experience, epidural or spinal hematoma has been reported in association with the use of fondaparinux sodium by subcutaneous
(SC) injection [see Warnings and Precautions (5.5)]. Isolated occurrences of thrombocytopenia with thrombosis that manifested similar to heparin-
induced thrombocytopenia have been reported in the postmarketing experience and isolated cases of elevated aPTT temporally associated with bleeding
events have been reported following administration of fondaparinux sodium (with or without concomitant administration of other anticoagulants) [See
Warnings and Precautions (5.4)].
Serious allergic reactions, including angioedema, anaphylactoid/anaphylactic reactions have been reported with the use of fondaparinux sodium [see
Contraindications (4)].
7 DRUG INTERACTIONS
In clinical studies performed with fondaparinux sodium, the concomitant use of oral anticoagulants (warfarin), platelet inhibitors (acetylsalicylic acid),
NSAIDs (piroxicam), and digoxin did not significantly affect the pharmacokinetics/pharmacodynamics of fondaparinux sodium. In addition, fondaparinux
sodium neither influenced the pharmacodynamics of warfarin, acetylsalicylic acid, piroxicam, and digoxin, nor the pharmacokinetics of digoxin at steady
state.
Agents that may enhance the risk of hemorrhage should be discontinued prior to initiation of therapy with fondaparinux sodium unless these agents
are essential. If co-administration is necessary, monitor patients closely for hemorrhage. [See Warnings and Precautions (5.1).]
In an in vitro study in human liver microsomes, inhibition of CYP2A6 hydroxylation of coumarin by fondaparinux (200 micromolar i.e., 350 mg/L) was
17 to 28%. Inhibition of the other isozymes evaluated (CYPs 1A2, 2C9, 2C19, 2D6, 3A4, and 3E1) was 0 to 16%. Since fondaparinux does not markedly
inhibit CYP450s (CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2E1, or CYP3A4) in vitro, fondaparinux sodium is not expected to significantly
interact with other drugs in vivo by inhibition of metabolism mediated by these isozymes.
Since fondaparinux sodium does not bind significantly to plasma proteins other than ATIII, no drug interactions by protein-binding displacement are
expected.
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Pregnancy Category B. Reproduction studies have been performed in pregnant rats at subcutaneous doses up to 10 mg/kg/day (about 32 times the
recommended human dose based on body surface area) and pregnant rabbits at subcutaneous doses up to 10 mg/kg/day (about 65 times the
recommended human dose based on body surface area) and have revealed no evidence of impaired fertility or harm to the fetus due to fondaparinux
sodium. There are, however, no adequate and well-controlled studies in pregnant women. Because animal reproduction studies are not always predictive
of human response, fondaparinux sodium should be used during pregnancy only if clearly needed.
8.3 Nursing Mothers
Fondaparinux sodium was found to be excreted in the milk of lactating rats. However, it is not known whether this drug is excreted in human milk. Because
many drugs are excreted in human milk, caution should be exercised when fondaparinux sodium is administered to a nursing mother.
8.4 Pediatric Use
Safety and effectiveness of fondaparinux sodium in pediatric patients have not been established. Because risk for bleeding during treatment with
fondaparinux sodium is increased in adults who weigh <50 kg, bleeding may be a particular safety concern for use of fondaparinux sodium in the
pediatric population [see Warnings and Precautions (5.3)].-
8.5 Geriatric Use
In clinical trials the efficacy of fondaparinux sodium in the elderly (65 years or older) was similar to that seen in patients younger than 65 years; however,
serious adverse events increased with age. Exercise caution when using fondaparinux sodium in elderly patients, paying particular attention to dosing
directions and concomitant medications (especially anti-platelet medication). [See Warnings and Precautions (5.1).]
Fondaparinux sodium is substantially excreted by the kidney, and the risk of adverse reactions to fondaparinux sodium may be greater in patients with
impaired renal function. Because elderly patients are more likely to have decreased renal function, assess renal function prior to fondaparinux sodium
administration. [See Contraindications (4), Warnings and Precautions (5.2), and Clinical Pharmacology (12.4).]
In the peri-operative hip fracture, hip replacement, or knee replacement surgery clinical trials with patients receiving fondaparinux sodium 2.5 mg,
serious adverse events increased with age for patients receiving fondaparinux sodium. The incidence of major bleeding in clinical trials of fondaparinux
sodium by age is provided in Table 6.
Table 6. Incidence of Major Bleeding in Patients Treated With Fondaparinux Sodium by Age

a Includes hip fracture, hip replacement, and knee replacement surgery prophylaxis.

8.6 Renal Impairment
Patients with impaired renal function are at increased risk of bleeding due to reduced clearance of fondaparinux sodium [See Contraindications (4) and
Warnings and Precautions (5.2)]. Assess renal function periodically in patients receiving fondaparinux sodium. Discontinue fondaparinux sodium
immediately in patients who develop severe renal impairment while on therapy. After discontinuation of fondaparinux sodium, its anticoagulant effects
may persist for 2 to 4 days in patients with normal renal function (i.e., at least 3 to 5 half-lives). The anticoagulant effects of fondaparinux sodium may
persist even longer in patients with renal impairment [See Clinical Pharmacology (12.4)].
8.7 Hepatic Impairment
Following a single, subcutaneous dose of 7.5 mg of fondaparinux sodium in patients with moderate hepatic impairment (Child-Pugh Category B)
compared to subjects with normal liver function, changes from baseline in aPTT, PT/INR, and antithrombin III were similar in the two groups. However,
a higher incidence of hemorrhage was observed in subjects with moderate hepatic impairment than in normal subjects, especially mild hematomas at
the blood sampling or injection site. The pharmacokinetics of fondaparinux have not been studied in patients with severe hepatic impairment. [See
Dosage and Administration (2.4) and Clinical Pharmacology (12.4).]
10 OVERDOSAGE
There is no known antidote for fondaparinux sodium. Overdose of fondaparinux sodium may lead to hemorrhagic complications. Discontinue treatment
and initiate appropriate therapy if bleeding complications associated with overdosage occur.
Data obtained in patients undergoing chronic intermittent hemodialysis suggest that clearance of fondaparinux sodium can increase by 20% during
hemodialysis.
11 DESCRIPTION
Fondaparinux sodium injection is a sterile solution containing fondaparinux sodium. It is a synthetic and specific inhibitor of activated Factor X (Xa).
Fondaparinux sodium is methyl O-2-deoxy-6-O-sulfo-2-(sulfoamino)-α-D-glucopyranosyl-(1→4)-O-β-D-glucopyranuronosyl-(1→4)-O-2-deoxy-3,6-di-
O-sulfo-2-(sulfoamino)-α-D-glucopyranosyl-(1→4)-O-2-Osulfo-α-L-idopyranuronosyl-(1→4)-2-deoxy-6-O-sulfo-2-(sulfoamino)-α-D-glucopyranoside,
decasodium salt.
The molecular formula of fondaparinux sodium is C31H43N3Na10O49S8 and its molecular weight is 1728. The structural formula is provided below:

Fondaparinux sodium is supplied as a sterile, preservative-free injectable solution for subcutaneous use.
Each single-dose, prefilled syringe of fondaparinux sodium, affixed with an active needle protection system, contains 2.5 mg of fondaparinux sodium
in 0.5 mL, 5.0 mg of fondaparinux sodium in 0.4 mL, 7.5 mg of fondaparinux sodium in 0.6 mL, or 10.0 mg of fondaparinux sodium in 0.8 mL of an
isotonic solution of sodium chloride, water for injection. Also contain hydrochloric acid and sodium hydroxide as pH adjusters. The final drug product
is a clear and colorless to slightly yellow liquid with a pH between 5.5 and 8.0.
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
The antithrombotic activity of fondaparinux sodium is the result of antithrombin III (ATIII)-mediated selective inhibition of Factor Xa. By selectively
binding to ATIII, fondaparinux sodium potentiates (about 300 times) the innate neutralization of Factor Xa by ATIII. Neutralization of Factor Xa interrupts
the blood coagulation cascade and thus inhibits thrombin formation and thrombus development.
Fondaparinux sodium does not inactivate thrombin (activated Factor II) and has no known effect on platelet function. At the recommended dose,
fondaparinux sodium does not affect fibrinolytic activity or bleeding time.
12.2 Pharmacodynamics
Anti-Xa Activity: The pharmacodynamics/pharmacokinetics of fondaparinux sodium are derived from fondaparinux plasma concentrations quantified
via anti-Factor Xa activity. Only fondaparinux can be used to calibrate the anti-Xa assay. (The international standards of heparin or LMWH are not
appropriate for this use.) As a result, the activity of fondaparinux sodium is expressed as milligrams (mg) of the fondaparinux calibrator. The anti-Xa
activity of the drug increases with increasing drug concentration, reaching maximum values in approximately three hours.
12.3 Pharmacokinetics
Absorption: Fondaparinux sodium administered by subcutaneous injection is rapidly and completely absorbed (absolute bioavailability is 100%).
Following a single subcutaneous dose of fondaparinux sodium 2.5 mg in young male subjects, Cmax of 0.34 mg/L is reached in approximately 2 hours.
In patients undergoing treatment with fondaparinux sodium injection 2.5 mg, once daily, the peak steady-state plasma concentration is, on average, 0.39
to 0.50 mg/L and is reached approximately 3 hours post-dose. In these patients, the minimum steady-state plasma concentration is 0.14 to 0.19 mg/L.
In patients with symptomatic deep vein thrombosis and pulmonary embolism undergoing treatment with fondaparinux sodium injection 5 mg (body
weight <50 kg), 7.5 mg (body weight 50 to 100 kg), and 10 mg (body weight >100 kg) once daily, the body-weight-adjusted doses provide similar mean
steady-state peaks and minimum plasma concentrations across all body weight categories. The mean peak steady-state plasma concentration is in the
range of 1.20 to 1.26 mg/L. In these patients, the mean minimum steady-state plasma concentration is in the range of 0.46 to 0.62 mg/L.
Distribution: In healthy adults, intravenously or subcutaneously administered fondaparinux sodium distributes mainly in blood and only to a minor
extent in extravascular fluid as evidenced by steady state and non-steady state apparent volume of distribution of 7 to 11 L. Similar fondaparinux
distribution occurs in patients undergoing elective hip surgery or hip fracture surgery. In vitro, fondaparinux sodium is highly (at least 94%) and
specifically bound to antithrombin III (ATIII) and does not bind significantly to other plasma proteins (including platelet Factor 4 [PF4]) or red blood
cells.
Metabolism: In vivo metabolism of fondaparinux has not been investigated since the majority of the administered dose is eliminated unchanged in urine
in individuals with normal kidney function.
Elimination: In individuals with normal kidney function, fondaparinux is eliminated in urine mainly as unchanged drug. In healthy individuals up to 75
years of age, up to 77% of a single subcutaneous or intravenous fondaparinux dose is eliminated in urine as unchanged drug in 72 hours. The elimination
half-life is 17 to 21 hours.
12.4 Special Populations
Renal Impairment: Fondaparinux elimination is prolonged in patients with renal impairment since the major route of elimination is urinary excretion of
unchanged drug. In patients undergoing prophylaxis following elective hip surgery or hip fracture surgery, the total clearance of fondaparinux is
approximately 25% lower in patients with mild renal impairment (CrCl 50 to 80 mL/min), approximately 40% lower in patients with moderate renal
impairment (CrCl 30 to 50 mL/min), and approximately 55% lower in patients with severe renal impairment (<30 mL/min) compared to patients with
normal renal function. A similar relationship between fondaparinux clearance and extent of renal impairment was observed in DVT treatment patients.
[See Contraindications (4) and Warnings and Precautions (5.2).]
Hepatic Impairment: Following a single, subcutaneous dose of 7.5 mg of fondaparinux sodium in patients with moderate hepatic impairment (Child-
Pugh Category B), Cmax and AUC were decreased by 22% and 39%, respectively, compared to subjects with normal liver function. The changes from
baseline in pharmacodynamic parameters, such as aPTT, PT/INR, and antithrombin III, were similar in normal subjects and in patients with moderate
hepatic impairment. Based on these data, no dosage adjustment is recommended in these patients. However, a higher incidence of hemorrhage was
observed in subjects with moderate hepatic impairment than in normal subjects [See Use in Specific Populations (8.7)]. The pharmacokinetics of
fondaparinux have not been studied in patients with severe hepatic impairment. [See Dosage and Administration (2.4).]
Pediatric: The pharmacokinetics of fondaparinux have not been investigated in pediatric patients. [See Contraindications (4), Warnings and Precautions
(5.3), and Pediatric Use (8.4).]
Geriatric: Fondaparinux elimination is prolonged in patients older than 75 years. In studies evaluating fondaparinux sodium 2.5 mg prophylaxis in hip
fracture surgery or elective hip surgery, the total clearance of fondaparinux was approximately 25% lower in patients older than 75 years as compared
to patients younger than 65 years. A similar relationship between fondaparinux clearance and age was observed in DVT treatment patients. [See Use
in Specific Populations (8.5).]
Patients Weighing Less Than 50 kg: Total clearance of fondaparinux sodium is decreased by approximately 30% in patients weighing less than 50 kg
[See Dosage and Administration (2.3) and Contraindications (4)].
Gender: The pharmacokinetic properties of fondaparinux sodium are not significantly affected by gender.
Race: Pharmacokinetic differences due to race have not been studied prospectively. However, studies performed in Asian (Japanese) healthy subjects
did not reveal a different pharmacokinetic profile compared to Caucasian healthy subjects. Similarly, no plasma clearance differences were observed
between black and Caucasian patients undergoing orthopedic surgery.
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
No long-term studies in animals have been performed to evaluate the carcinogenic potential of fondaparinux sodium.
Fondaparinux sodium was not genotoxic in the Ames test, the mouse lymphoma cell (L5178Y/TK+/-) forward mutation test, the human lymphocyte
chromosome aberration test, the rat hepatocyte unscheduled DNA synthesis (UDS) test, or the rat micronucleus test.
At subcutaneous doses up to 10 mg/kg/day (about 32 times the recommended human dose based on body surface area), fondaparinux sodium was
found to have no effect on fertility and reproductive performance of male and female rats.
14 CLINICAL STUDIES
14.1 Prophylaxis of Thromboembolic Events Following Hip Fracture Surgery
In a randomized, double-blind, clinical trial in patients undergoing hip fracture surgery, fondaparinux sodium 2.5 mg SC once daily was compared to
enoxaparin sodium 40 mg SC once daily, which is not approved for use in patients undergoing hip fracture surgery. A total of 1,711 patients were
randomized and 1,673 were treated. Patients ranged in age from 17 to 101 years (mean age 77 years) with 25% men and 75% women. Patients were
99% Caucasian, 1% other races. Patients with multiple traumas affecting more than one organ system, serum creatinine level more than 2 mg/dL (180
micromol/L), or platelet count less than 100,000/mm3 were excluded from the trial. Fondaparinux sodium was initiated after surgery in 88% of patients
(mean 6 hours) and enoxaparin sodium was initiated after surgery in 74% of patients (mean 18 hours). For both drugs, treatment was continued for 7
± 2 days. The primary efficacy endpoint, venous thromboembolism (VTE), was a composite of documented deep vein thrombosis (DVT) and/or
documented symptomatic pulmonary embolism (PE) reported up to Day 11. The efficacy data are provided in Table 7 and demonstrate that under the
conditions of the trial fondaparinux sodium was associated with a VTE rate of 8.3% compared with a VTE rate of 19.1% for enoxaparin sodium for a
relative risk reduction of 56% (95% CI: 39%, 70%; P <0.001). Major bleeding episodes occurred in 2.2% of patients receiving fondaparinux sodium
and 2.3% of enoxaparin sodium patients [See Adverse Reactions (6.1)].
Table 7. Efficacy of Fondaparinux Sodium in the Peri-operative Prophylaxis of Thromboembolic Events Following Hip Fracture Surgery

a N = all evaluable hip fracture surgery patients. Evaluable patients were those who were treated and underwent the appropriate surgery (i.e., hip fracture
surgery of the upper third of the femur), with an adequate efficacy assessment up to Day 11.

b P value versus enoxaparin sodium <0.001.
c P value versus enoxaparin sodium: NS.

14.2 Extended Prophylaxis of Thromboembolic Events Following Hip Fracture Surgery
In a noncomparative, unblinded manner, 737 patients undergoing hip fracture surgery were initially treated during the peri-operative period with
fondaparinux sodium 2.5 mg once daily for 7 ± 1 days. Eighty-one (81) of the 737 patients were not eligible for randomization into the 3-week double-
blind period. Three hundred twenty-six (326) patients and 330 patients were randomized to receive fondaparinux sodium 2.5 mg once daily or placebo,
respectively, in or out of the hospital for 21 ± 2 days. Patients ranged in age from 23 to 96 years (mean age 75 years) and were 29% men and 71%
women. Patients were 99% Caucasian and 1% other races. Patients with multiple traumas affecting more than one organ system or serum creatinine
level more than 2 mg/dL (180 micromol/L) were excluded from the trial. The primary efficacy endpoint, venous thromboembolism (VTE), was a composite
of documented deep vein thrombosis (DVT) and/or documented symptomatic pulmonary embolism (PE) reported for up to 24 days following
randomization. The efficacy data are provided in Table 8 and demonstrate that extended prophylaxis with fondaparinux sodium was associated with a
VTE rate of 1.4% compared with a VTE rate of 35.0% for placebo for a relative risk reduction of 95.9% (95% CI = [98.7; 87.1], P <0.0001). Major
bleeding rates during the 3-week extended prophylaxis period for fondaparinux sodium occurred in 2.4% of patients receiving fondaparinux sodium
and 0.6% of placebo-treated patients [See Adverse Reactions (6.1)].

------------DOSAGE FORMS AND STRENGTHS----------
Single-dose, prefilled syringes containing 2.5 mg,
5 mg, 7.5 mg, or 10 mg of fondaparinux. (3)
-------------------CONTRAINDICATIONS------------------
Fondaparinux sodium injection is contraindicated in the
following conditions: (4)
• Severe renal impairment (creatinine clearance <30

mL/min) in prophylaxis or treatment of venous
thromboembolism.

• Active major bleeding.
• Bacterial endocarditis.
• Thrombocytopenia associated with a positive in vitro

test for anti-platelet antibody in the presence of
fondaparinux sodium.

• Body weight <50 kg (venous thromboembolism
prophylaxis only).

• History of serious hypersensitivity reaction (e.g.,
angioedema, anaphylactoid/anaphylactic reactions)
to fondaparinux sodium.

------------WARNINGS AND PRECAUTIONS-------------
• Use with caution in patients who have conditions or

who are taking concomitant medications that
increase risk of hemorrhage. (5.1)

• Bleeding risk is increased in renal impairment and in
patients with low body weight <50 kg (5.2, 5.3)

• Thrombocytopenia can occur with administration of
fondaparinux sodium. (5.4)

• Periodic routine complete blood counts (including
platelet counts), serum creatinine level, and stool
occult blood tests are recommended (5.6)

------------------ADVERSE REACTIONS-------------------
The most common adverse reactions associated with
the use of fondaparinux sodium are bleeding
complications. (6.1) Mild local irritation (injection site
bleeding, rash, and pruritus) may occur following
subcutaneous injection. (6.2) Anemia, insomnia,
increased wound drainage, hypokalemia, dizziness,
hypotension, confusion, bullous eruption, hematoma,
post-operative hemorrhage, and purpura may occur.
(6.4)
To report SUSPECTED ADVERSE REACTIONS, contact
Dr. Reddy’s Laboratories Inc., at 1-888-375-3784 or
FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.
-------------------DRUG INTERACTIONS------------------
Discontinue agents that may enhance the risk of
hemorrhage prior to initiation of therapy with
fondaparinux sodium unless essential. If co-
administration is necessary,monitor patients closely for
hemorrhage. (7)
------------USE IN SPECIFIC POPULATIONS-------------
• Safety and effectiveness of fondaparinux sodium in

pediatric patients have not been established.
Because the risk for bleeding during treatment with
fondaparinux sodium is increased in adults who
weigh <50 kg, bleeding may be a particular safety
concern for use of fondaparinux sodium in the
pediatric population. (4, 5.3)

• Because elderly patients are more likely to have
reduced renal function, fondaparinux sodium should
be used with caution in these patients. (8.5)

• The risk of bleeding is increased with reduced renal
or hepatic function. (8.6, 8.7)
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FDA-approved patient labeling.
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WARNING: SPINAL/EPIDURAL HEMATOMAS
Epidural or spinal hematomas may occur in patients who are anticoagulated with low molecular weight heparins (LMWH), heparinoids, or fondaparinux
sodium and are receiving neuraxial anesthesia or undergoing spinal puncture. These hematomas may result in long-term or permanent paralysis.
Consider these risks when scheduling patients for spinal procedures. Factors that can increase the risk of developing epidural or spinal hematomas
in these patients include:
• use of indwelling epidural catheters
• concomitant use of other drugs that affect hemostasis, such as non-steroidal anti-inflammatory drugs (NSAIDs), platelet inhibitors, or other

anticoagulants
• a history of traumatic or repeated epidural or spinal puncture
• a history of spinal deformity or spinal surgery
• Optimal timing between the administration of fondaparinux sodium and neuraxial procedures is not known.
Monitor patients frequently for signs and symptoms of neurologic impairment. If neurologic compromise is noted, urgent treatment is necessary.
Consider the benefit and risks before neuraxial intervention in patients anticoagulated or to be anticoagulated for thromboprophylaxis. [See Warnings
and Precautions (5.5) and Drug Interactions (7).]

Peri-Operative Prophylaxis Extended Prophylaxis
(Day 1 to Day 7 ± 1 post-surgery) (Day 8 to Day 28 ± 2 post-surgery)

Fondaparinux Sodium 2.5 mg Enoxaparin Sodium a, b Fondaparinux Sodium 2.5 mg Placebo

SC once daily SC once daily SC once daily
N = 3,616 N = 3,956 N = 327 N = 329

Major bleedingc 96 (2.7%) 75 (1.9%) 8 (2.4%) 2 (0.6%)

Hip fracture 18/831 (2.2%) 19/842 (2.3%) 8/327 (2.4%) 2/329(0.6%)
Hip replacement 67/2,268 (3.0%) 55/2,597 (2.1%) — —
Knee replacement 11/517 (2.1%) 1/517 (0.2%) — —

Fatal bleeding 0 (0.0%) 1 (<0.1%) 0 (0.0%) 0 (0.0%)
Non-fatal bleeding at critical site 0 (0.0%) 1 (<0.1%) 0 (0.0%) 0 (0.0%)
Re-operation due to bleeding 12 (0.3%) 10 (0.3%) 2 (0.6%) 2 (0.6%)

BI ≥2d 84 (2.3%) 63 (1.6%) 6 (1.8%) 0 (0.0%)

Minor bleedinge 109 (3.0%) 116 (2.9%) 5 (1.5%) 2 (0.6%)

Peri-Operative Prophylaxis Extended Prophylaxis
(Day 1 to Day 7 ± 1 post-surgery) (Day 8 to Day 28 ± 2 post-surgery)

Fondaparinux Sodium 2.5 mg Enoxaparin Sodium a, b Fondaparinux Sodium 2.5 mg Placebo

Adverse Reactions SC once daily SC once daily SC once daily
N = 3,616 N = 3,956 N = 327 N = 329

Anemia 707 (19.6%) 670 (16.9%) 5 (1.5%) 4 (1.2%)
Insomnia 179 (5.0%) 214 (5.4%) 3 (0.9%) 1 (0.3%)
Wound drainage increased 161 (4.5%) 184 (4.7%) 2 (0.6%) 0 (0.0%)
Hypokalemia 152 (4.2%) 164 (4.1%) 0 (0.0%) 0 (0.0%)
Dizziness 131 (3.6%) 165 (4.2%) 2 (0.6%) 0 (0.0%)
Purpura 128 (3.5%) 137 (3.5%) 0 (0.0%) 0 (0.0%)
Hypotension 126 (3.5%) 125 (3.2%) 1 (0.3%) 0 (0.0%)
Confusion 113 (3.1%) 132 (3.3%) 4 (1.2%) 1 (0.3%)

Bullous eruption c 112 (3.1%) 102 (2.6%) 0 (0.0%) 1 (0.3%)

Hematoma 103 (2.8%) 109 (2.8%) 7 (2.1%) 1 (0.3%)
Post-operative hemorrhage 85 (2.4%) 69 (1.7%) 2 (0.6%) 2 (0.6%)

Age
<65 years 65 to 74 years ≥ 75 years
% (n/N) % (n/N) % (n/N)

Orthopedic surgerya 1.8% (23/1,253) 2.2% (24/1,111) 2.7% (33/1,277)
Extended prophylaxis 1.9% (1/52) 1.4% (1/71) 2.9% (6/204)

Abdominal surgery 3.0% (19/644) 3.2% (16/507) 5.0% (14/282)
DVT and PE treatment 0.6% (7/1,151) 1.6% (9/560) 2.1% (12/583)

Fondaparinux Sodium Enoxaparin Sodium Heparin aPTT adjusted IV
N = 2,294 N = 1,101 N = 1,092

Major bleeding b 28 (1.2%) 13 (1.2%) 12 (1.1%)

Fatal bleeding 3 (0.1%) 0 (0.0%) 1 (0.1%)
Non-fatal bleeding at a critical site 3 (0.1%) 0 (0.0%) 2 (0.2%)
Intracranial bleeding 3 (0.1%) 0 (0.0%) 1 (0.1%)
Retro-peritoneal bleeding 0 (0.0%) 0 (0.0%) 1 (0.1%)

Other clinically overt bleeding c 22 (1.0%) 13 (1.2%) 10 (0.9%)

Minor bleeding d 70 (3.1%) 33 (3.0%) 57 (5.2%)

Degree of Renal Impairment

Population Timing of Dose Normal Mild Moderate Severe
% (n/N) % (n/N) % (n/N) % (n/N)

CrCl (mL/min) ≥80 ≥50 - <80 ≥30 - <50 <30

Orthopedic surgery a Overall 1.6% 2.4% 3.8% 4.8%

(25/1,565) (31/1,288) (19/504) (4/83)

6-8 hours after surgery 1.8% 2.2% 2.3% 0%
(16/905) (15/675) (6/265) (0/40)

Abdominal surgery Overall 2.1% 3.6% 6.7% 7.1%
(13/606) (22/613) (12/179) (1/14)

6-8 hours after surgery 2.1% 3.3% 5.8% 7.7%
(10/467) (16/481) (8/137) (1/13)

DVT and PE Treatment 0.4% 1.6% 2.2% 7.3%
(4/1,132) (12/733) (7/318) (4/55)

Fondaparinux Sodium Dalteparin Sodium
2.5 mg SC once daily 5,000 IU SC once daily

N = 1,433 N = 1,425

Major bleedinga 49 (3.4%) 34 (2.4%)

Fatal bleeding 2 (0.1%) 2 (0.1%)
Non-fatal bleeding at critical site 0 (0.0%) 0 (0.0%)
Other non-fatal major bleeding

Surgical site 38 (2.7%) 26 (1.8%)
Non-surgical site 9 (0.6%) 6 (0.4%)

Minor bleedingb 31 (2.2%) 23 (1.6%)

Peri-operative Prophylaxis (Day 1 to Day 7 ± 2 post-surgery)
Fondaparinux Sodium Enoxaparin Sodium

Endpoint 2.5 mg SC once daily 40 mg SC once daily

n/Na % (95% CI) n/Na % (95% CI)

VTE 52/626 8.3%b (6.3, 10.8) 119/624 19.1% (16.1, 22.4)
All DVT 49/624 7.9%b (5.9, 10.2) 117/623 18.8% (15.8, 22.1)
Proximal DVT 6/650 0.9%b (0.3, 2.0) 28/646 4.3% (2.9, 6.2)
Symptomatic PE 3/831 0.4%c (0.1, 1.1) 3/840 0.4% (0.1, 1.0)

PATIENT INFORMATION
Fondaparinux Sodium Injection

Read the Patient Information that comes with fondaparinux sodium injection before
you start taking it and each time you get a refill. There may be new information. This
information does not take the place of talking with your doctor about your medical
condition or your treatment. If you have any questions about fondaparinux sodium
injection, ask your doctor or pharmacist.

What is the most important information I should know about fondaparinux sodium
injection?
Spinal or epidural blood clots (hematoma). People who take a blood thinner
medicine (anticoagulant) like fondaparinux sodium injection, and have medicine
injected into their spinal and epidural area, or have a spinal puncture have a risk of
forming a blood clot that can cause long-term or permanent loss of the ability to move
(paralysis). Your risk of developing a spinal or epidural blood clot is higher if:
• a thin tube called an epidural catheter is placed in your back to give you certain

medicine.
• you take NSAIDs or a medicine to prevent blood from clotting
• you have a history of difficult or repeated epidural or spinal punctures
• you have a history of problems with your spine or have had surgery on your spine.
If you take fondaparinux sodium injection and receive spinal anesthesia or have a
spinal puncture, your doctor should watch you closely for symptoms of spinal or
epidural blood clots. Tell your doctor right away if you have back pain, tingling,
numbness, muscle weakness (especially in your legs and feet), loss of control of the
bowels or bladder (incontinence).
Because the risk of bleeding may be higher, tell your doctor before taking fondaparinux
sodium if you:
• are also taking certain other medicines that affect blood clotting such as aspirin, an

NSAID (for example, ibuprofen or naproxen), clopidogrel, or warfarin sodium.
• have bleeding problems.
• had problems in the past with pain medication given through the spine.
• have had surgery to your spine.
• have a spinal deformity.
What is fondaparinux sodium injection?
Fondaparinux sodium injection is a prescription medicine that “thins your blood” (also
known as an anticoagulant). Fondaparinux sodium injection is used to:
• help prevent blood clots from forming in patients who have had certain surgeries

of the hip, knee, or the stomach area (abdominal surgery)
• treat people who have blood clots in their legs or blood clots that travel to their

lungs

It is not known if fondaparinux sodium injection is safe and effective for use in children
younger than 18 years of age.

Who should not take fondaparinux sodium injection?
Do not take fondaparinux sodium injection if you have:
• certain kidney problems
• active bleeding problems
• an infection in your heart
• low platelet counts and if you test positive for a certain antibody while you are taking

fondaparinux sodium injection.
• had a serious allergic reaction to fondaparinux sodium injection

People who weigh less than 110 pounds (50 kg) should not use fondaparinux sodium
injection to prevent blood clots from forming after surgery.

What should I tell my doctor before taking fondaparinux sodium injection?
Tell your doctor about all of your medical conditions, including if you:
• have had any bleeding problems (such as stomach ulcers)
• have had a stroke
• have had recent surgeries, including eye surgery
• have diabetic eye disease
• have kidney problems
• have uncontrolled high blood pressure
• are pregnant. It is not known if fondaparinux sodium injection will harm your unborn

baby. If you are pregnant, talk to your doctor about the best way for you to prevent
or treat blood clots.

• are breast-feeding. It is not known if fondaparinux sodium injection passes into
breast milk.

Tell your doctor about all the medicines you take including prescriptions and non-
prescription medicines, vitamins, and herbal supplements. Some medicines can
increase your risk of bleeding. Especially tell your doctor if you take:
• aspirin
• NSAIDS (such as ibuprofen or naproxen)
• other blood thinner medicines, such as clopidogrel or warfarin

See “What is the most important information I should know about fondaparinux
sodium injection?” Do not start taking any new medicines without first talking to your
doctor.
Know the medicines you take. Tell all your doctors and dentist that you take
fondaparinux sodium injection, especially if you need to have any kind of surgery or
a dental procedure. Keep a list of your medicines and show it to all your doctors and
pharmacist before you start a new medicine.

How should I take fondaparinux sodium injection?
• Take fondaparinux sodium injection exactly as prescribed by your doctor.
• Fondaparinux sodium is given by injection under the skin (subcutaneous injection).

See “How should I give an injection of fondaparinux sodium?”
• If your doctor tells you that you may give yourself injections of fondaparinux sodium

at home, you will be shown how to give the injections first before you do them on
your own.

• Tell your doctor if you have any bleeding or bruising while taking fondaparinux
sodium injection.

• If you miss a dose of fondaparinux sodium injection, take your dose as soon as you
remember. Do not take 2 doses at the same time.

• If you take too much fondaparinux sodium injection, call your doctor right away.
• Do not use fondaparinux sodium injection if:

• the solution appears discolored (the solution should normally appear clear),
• you see any particles in the solution, or
• the syringe is damaged.

What are possible side effects of fondaparinux sodium injection?
Fondaparinux sodium can cause serious side effects. See “What is the most
important information I should know about fondaparinux sodium injection?”
• Severe bleeding

Certain conditions can increase your risk for severe bleeding, including:
-some bleeding problems
-some gastrointestinal problems including ulcers
-some types of strokes
-uncontrolled high blood pressure
-diabetic eye disease
-soon after brain, spine, or eye surgery

• Certain kidney problems can also increase your risk of bleeding with
fondaparinux sodium injection.
Your doctor may check your kidney function while you are taking fondaparinux
sodium injection.

• People undergoing surgery who weigh less than 110 pounds. See “Who should
not take fondaparinux sodium injection?”

• Low blood platelets. Low blood platelets can happen when you take fondaparinux
sodium injection. Platelets are blood cells that help your blood to clot normally.
Your doctor may check your platelet counts while you take fondaparinux sodium
injection.

You may bruise or bleed more easily while taking fondaparinux sodium injection, and
it may take longer than usual for bleeding to stop.

Tell your doctor if you have any of these signs or symptoms of bleeding while taking
fondaparinux sodium injection.

-any bleeding
-bruising
-rash of dark red spots under the skin

• Allergic reactions (itching, swelling, or rash). See “What should I tell my doctor
before taking fondaparinux sodium injection?” Serious allergic reactions can happen
when you take fondaparinux sodium injection. If you experience swelling of the face
or mouth or have difficulty in swallowing or breathing, contact your doctor right
away. You should stop fondaparinux sodium injection if this happens.

Other side effects include:
• Injection site reactions. Bleeding, rash, and itching can happen at the place where

you inject fondaparinux sodium.
• Low red blood cell counts (anemia). Your doctor may check your red blood cell

counts while you are taking fondaparinux sodium injection.
• Increased liver enzyme test results. Your doctor may check your liver function

while you are taking fondaparinux sodium injection.
• Sleep problems (insomnia).

These are not all the possible side effects of fondaparinux sodium injection. Call your
doctor if you have any side effects that bother you or don’t go away.
Call your doctor for medical advice about side effects. You may report side effects to
the FDA at 1-800-FDA-1088.
How should I store fondaparinux sodium injection?
Store fondaparinux sodium injection at 20°-25°C (68°-77°F); [room temperature].
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Table 8. Efficacy of Fondaparinux Sodium Injection in the Extended Prophylaxis of Thromboembolic Events Following Hip Fracture Surgery

a N = all randomized evaluable hip fracture surgery patients. Evaluable patients were those who were treated in the post-randomization period, with an
adequate efficacy assessment for up to 24 days following randomization.

b P value versus placebo <0.001
c P value versus placebo = 0.021.
d P value versus placebo = NS.

14.3 Prophylaxis of Thromboembolic Events Following Hip Replacement Surgery
In 2 randomized, double-blind, clinical trials in patients undergoing hip replacement surgery, fondaparinux sodium 2.5 mg SC once daily was compared
to either enoxaparin sodium 30 mg SC every 12 hours (Study 1) or to enoxaparin sodium 40 mg SC once a day (Study 2). In Study 1, a total of 2,275
patients were randomized and 2,257 were treated. Patients ranged in age from 18 to 92 years (mean age 65 years) with 48% men and 52% women.
Patients were 94% Caucasian, 4% black, <1% Asian, and 2% others. In Study 2, a total of 2,309 patients were randomized and 2,273 were treated.
Patients ranged in age from 24 to 97 years (mean age 65 years) with 42% men and 58% women. Patients were 99% Caucasian, and 1% other races.
Patients with serum creatinine level more than 2 mg/dL (180 micromol/L), or platelet count less than 100,000/mm3 were excluded from both trials. In
Study 1, fondaparinux sodium was initiated 6 ± 2 hours (mean 6.5 hours) after surgery in 92% of patients and enoxaparin sodium was initiated 12 to
24 hours (mean 20.25 hours) after surgery in 97% of patients. In Study 2, fondaparinux sodium was initiated 6 ± 2 hours (mean 6.25 hours) after surgery
in 86% of patients and enoxaparin sodium was initiated 12 hours before surgery in 78% of patients. The first post-operative enoxaparin sodium dose
was given within 12 hours after surgery in 60% of patients and 12 to 24 hours after surgery in 35% of patients with a mean of 13 hours. For both studies,
both study treatments were continued for 7 ± 2 days. The efficacy data are provided in Table 9. Under the conditions of Study 1, fondaparinux sodium
was associated with a VTE rate of 6.1% compared with a VTE rate of 8.3% for enoxaparin sodium for a relative risk reduction of 26% (95% CI: -11%,
53%; P = NS). Under the conditions of Study 2, fondaparinux sodium was associated with a VTE rate of 4.1% compared with a VTE rate of 9.2% for
enoxaparin sodium for a relative risk reduction of 56% (95% CI: 33%, 73%; P <0.001). For the 2 studies combined, the major bleeding episodes
occurred in 3.0% of patients receiving fondaparinux sodium and 2.1% of enoxaparin sodium patients [See Adverse Reactions (6.1)].
Table 9. Efficacy of Fondaparinux Sodium in the Prophylaxis of Thromboembolic Events Following Hip Replacement Surgery

a N = all evaluable hip replacement surgery patients. Evaluable patients were those who were treated and underwent the appropriate surgery (i.e., hip
replacement surgery), with an adequate efficacy assessment up to Day 11.

b VTE was a composite of documented DVT and/or documented symptomatic PE reported up to Day 11.
c P value versus enoxaparin sodium: NS.
d P value versus enoxaparin sodium in study 1: <0.05.
e P value versus enoxaparin sodium in study 2: <0.001.
f P value versus enoxaparin sodium in study 2: <0.01.

14.4 Prophylaxis of Thromboembolic Events Following Knee Replacement Surgery
In a randomized, double-blind, clinical trial in patients undergoing knee replacement surgery (i.e., surgery requiring resection of the distal end of the
femur or proximal end of the tibia), fondaparinux sodium 2.5 mg SC once daily was compared to enoxaparin sodium 30 mg SC every 12 hours. A total
of 1,049 patients were randomized and 1,034 were treated. Patients ranged in age from 19 to 94 years (mean age 68 years) with 41% men and 59%
women. Patients were 88% Caucasian, 8% black, <1% Asian, and 3% others. Patients with serum creatinine level more than 2 mg/dL (180 micromol/L),
or platelet count less than 100,000/mm3 were excluded from the trial. Fondaparinux sodium was initiated 6 ± 2 hours (mean 6.25 hours) after surgery
in 94% of patients, and enoxaparin sodium was initiated 12 to 24 hours (mean 21 hours) after surgery in 96% of patients. For both drugs, treatment
was continued for 7 ± 2 days. The efficacy data are provided in Table 10 and demonstrate that under the conditions of the trial, fondaparinux sodium
was associated with a VTE rate of 12.5% compared with a VTE rate of 27.8% for enoxaparin sodium for a relative risk reduction of 55% (95% CI: 36%,
70%; P <0.001). Major bleeding episodes occurred in 2.1% of patients receiving fondaparinux sodium and 0.2% of enoxaparin sodium patients [see
Adverse Reactions (6.1)].
Table 10. Efficacy of Fondaparinux Sodium in the Prophylaxis of Thromboembolic Events Following Knee Replacement Surgery

a N = all evaluable knee replacement surgery patients. Evaluable patients were those who were treated and underwent the appropriate surgery (i.e., knee
replacement surgery), with an adequate efficacy assessment up to Day 11.

b VTE was a composite of documented DVT and/or documented symptomatic PE reported up to Day 11.
c P value versus enoxaparin sodium <0.001.
d P value versus enoxaparin sodium: NS.

14.5 Prophylaxis of Thromboembolic Events Following Abdominal Surgery in Patients at Risk for Thromboembolic Complications
Abdominal surgery patients at risk included the following: Those undergoing surgery under general anesthesia lasting longer than 45 minutes who are
older than 60 years with or without additional risk factors; and those undergoing surgery under general anesthesia lasting longer than 45 minutes who
are older than 40 years with additional risk factors. Risk factors included neoplastic disease, obesity, chronic obstructive pulmonary disease, inflammatory
bowel disease, history of deep vein thrombosis (DVT) or pulmonary embolism (PE), or congestive heart failure.
In a randomized, double-blind, clinical trial in patients undergoing abdominal surgery, fondaparinux sodium 2.5 mg SC once daily started postoperatively
was compared to dalteparin sodium 5,000 IU SC once daily, with one 2,500 IU SC preoperative injection and a 2,500 IU SC first postoperative injection.
A total of 2,927 patients were randomized and 2,858 were treated. Patients ranged in age from 17 to 93 years (mean age 65 years) with 55% men and
45% women. Patients were 97% Caucasian, 1% black, 1% Asian, and 1% others. Patients with serum creatinine level more than 2 mg/dL (180
micromol/L), or platelet count less than 100,000/mm3 were excluded from the trial. Sixty-nine percent (69%) of study patients underwent cancer-
related abdominal surgery. Study treatment was continued for 7 ± 2 days. The efficacy data are provided in Table 11 and demonstrate that prophylaxis
with fondaparinux sodium was associated with a VTE rate of 4.6% compared with a VTE rate of 6.1% for dalteparin sodium (P = NS).
Table 11. Efficacy of Fondaparinux Sodium In Prophylaxis of Thromboembolic Events Following Abdominal Surgery

a N = all evaluable abdominal surgery patients. Evaluable patients were those who were randomized and had an adequate efficacy assessment up to
Day 10; non-treated patients and patients who did not undergo surgery did not get a VTE assessment.

b VTE was a composite of venogram positive DVT, symptomatic DVT, non-fatal PE and/or fatal PE reported up to Day 10.
c P value versus dalteparin sodium: NS.

14.6 Treatment of Deep Vein Thrombosis
In a randomized, double-blind, clinical trial in patients with a confirmed diagnosis of acute symptomatic DVT without PE, fondaparinux sodium 5 mg
(body weight <50 kg), 7.5 mg (body weight 50 to 100 kg), or 10 mg (body weight >100 kg) SC once daily (fondaparinux sodium treatment regimen)
was compared to enoxaparin sodium 1 mg/kg SC every 12 hours. Almost all patients started study treatment in hospital. Approximately 30% of patients
in both groups were discharged home from the hospital while receiving study treatment. A total of 2,205 patients were randomized and 2,192 were
treated. Patients ranged in age from 18 to 95 years (mean age 61 years) with 53% men and 47% women. Patients were 97% Caucasian, 2% black, and
1% other races. Patients with serum creatinine level more than 2 mg/dL (180 micromol/L), or platelet count less than 100,000/mm3 were excluded from
the trial. For both groups, treatment continued for at least 5 days with a treatment duration range of 7 ± 2 days, and both treatment groups received
vitamin K antagonist therapy initiated within 72 hours after the first study drug administration and continued for 90 ± 7 days, with regular dose
adjustments to achieve an INR of 2 to 3. The primary efficacy endpoint was confirmed, symptomatic, recurrent VTE reported up to Day 97. The efficacy
data are provided in Table 12.
Table 12. Efficacy of Fondaparinux Sodium in the Treatment of Deep Vein Thrombosis (All Randomized)

a VTE was a composite of symptomatic recurrent non-fatal VTE or fatal PE reported up to Day 97. The 95% confidence interval for the treatment
difference for total VTE was: (-1.8% to 1.5%).

During the initial treatment period, 18 (1.6%) of patients treated with fondaparinux sodium and 10 (0.9%) of patients treated with enoxaparin sodium
had a VTE endpoint (95% CI for the treatment difference [fondaparinux sodium-enoxaparin sodium] for VTE rates: -0.2%; 1.7%).
14.7 Treatment of Pulmonary Embolism
In a randomized, open-label, clinical trial in patients with a confirmed diagnosis of acute symptomatic PE, with or without DVT, fondaparinux sodium 5
mg (body weight <50 kg), 7.5 mg (body weight 50 to 100 kg), or 10 mg (body weight >100 kg) SC once daily (fondaparinux sodium treatment regimen)
was compared to heparin IV bolus (5,000 USP units) followed by a continuous IV infusion adjusted to maintain 1.5 to 2.5 times aPTT control value.
Patients with a PE requiring thrombolysis or surgical thrombectomy were excluded from the trial. All patients started study treatment in hospital.
Approximately 15% of patients were discharged home from the hospital while receiving fondaparinux sodium therapy. A total of 2,213 patients were
randomized and 2,184 were treated. Patients ranged in age from 18 to 97 years (mean age 62 years) with 44% men and 56% women. Patients were
94% Caucasian, 5% black, and 1% other races. Patients with serum creatinine level more than 2 mg/dL (180 micromol/L), or platelet count less than
100,000/mm3 were excluded from the trial. For both groups, treatment continued for at least 5 days with a treatment duration range 7 ± 2 days, and
both treatment groups received vitamin K antagonist therapy initiated within 72 hours after the first study drug administration and continued for 90 ±
7 days, with regular dose adjustments to achieve an INR of 2 to 3. The primary efficacy endpoint was confirmed, symptomatic, recurrent VTE reported
up to Day 97. The efficacy data are provided in Table 13.
Table 13. Efficacy of Fondaparinux Sodium in the Treatment of Pulmonary Embolism (All Randomized)

a VTE was a composite of symptomatic recurrent non-fatal VTE or fatal PE reported up to Day 97. The 95% confidence interval for the treatment
difference for total VTE was: (-3.0% to 0.5%).

During the initial treatment period, 12 (1.1%) of patients treated with fondaparinux sodium and 19 (1.7%) of patients treated with heparin had a VTE
endpoint (95% CI for the treatment difference [fondaparinux sodium-heparin] for VTE rates: -1.6%; 0.4%).

16 HOW SUPPLIED/STORAGE AND HANDLING
Fondaparinux sodium injection is available in the following strengths and package sizes:
2.5 mg fondaparinux sodium in 0.5 mL single dose prefilled syringe, affixed with a 27-gauge x ½-inch needle with a blue plunger rod.
2 Single Unit Syringes NDC 55111-678-02
10 Single Unit Syringes NDC 55111-678-10
5 mg fondaparinux sodium in 0.4 mL single dose prefilled syringe, affixed with a 27-gauge x ½-inch needle with an orange plunger rod.
2 Single Unit Syringes NDC 55111-679-02
10 Single Unit Syringes NDC 55111-679-10
7.5 mg fondaparinux sodium in 0.6 mL single dose prefilled syringe, affixed with a 27-gauge x ½-inch needle with a magenta plunger rod.
2 Single Unit Syringes NDC 55111-680-02
10 Single Unit Syringes NDC 55111-680-10
10 mg fondaparinux sodium in 0.8 mL single dose prefilled syringe, affixed with a 27-gauge x ½-inch needle with a violet plunger rod.
2 Single Unit Syringes NDC 55111-681-02
10 Single Unit Syringes NDC 55111-681-10
Store at 20°-25°C (68°-77°F); [See USP Controlled Room Temperature].

17 PATIENT COUNSELING INFORMATION
See FDA-Approved Patient Labeling (17.2)
17.1 Patient Advice
If the patients have had neuraxial anesthesia or spinal puncture, and particularly, if they are taking concomitant NSAIDS, platelet inhibitors, or other
anticoagulants, they should be informed to watch for signs and symptoms of spinal or epidural hematomas, such as back pain, tingling, numbness
(especially in the lower limbs), muscular weakness, and stool or urine incontinence. If any of these symptoms occur, the patients should contact his or
her physician immediately.
The use of aspirin and other NSAIDS may enhance the risk of hemorrhage. Their use should be discontinued prior to fondaparinux sodium therapy
whenever possible; if co-administration is essential, the patient’s clinical and laboratory status should be closely monitored. [See Drug Interactions (7).]
If patients must self-administer fondaparinux sodium (e.g., if fondaparinux sodium is used at home), they should be advised of the following:

• Fondaparinux sodium should be given by subcutaneous injection. Patients must be instructed in the proper technique for administration.
• As with all anticoagulants, the most important risk with fondaparinux sodium administration is bleeding. Patients should be counseled on signs and

symptoms of possible bleeding.
• It may take them longer than usual to stop bleeding.
• They may bruise and/or bleed more easily when they are treated with fondaparinux sodium.
• They should report any unusual bleeding, bruising, or signs of thrombocytopenia (such as a rash of dark red spots under the skin) to their physician

[See Warnings and Precautions (5.1, 5.4)].
• To tell their physicians and dentists they are taking fondaparinux sodium and/or any other product known to affect bleeding before any surgery is

scheduled and before any new drug is taken [See Warnings and Precautions (5.1)].
• To tell their physicians and dentists of all medications they are taking, including those obtained without a prescription, such as aspirin or other

NSAIDs. [See Drug Interactions (7)].
Keep out of the reach of children.

17.2 FDA-Approved Patient Labeling
Patient labeling is provided as a tear-off leaflet at the end of this full prescribing information.
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PATIENT INFORMATION
Fondaparinux Sodium Injection

Read the Patient Information that comes with fondaparinux sodium injection before you start taking it and each time you get a refill. There may be new
information. This information does not take the place of talking with your doctor about your medical condition or your treatment. If you have any
questions about fondaparinux sodium injection, ask your doctor or pharmacist.
What is the most important information I should know about fondaparinux sodium injection?
Spinal or epidural blood clots (hematoma). People who take a blood thinner medicine (anticoagulant) like fondaparinux sodium injection, and have

medicine injected into their spinal and epidural area, or have a spinal puncture have a risk of forming a blood clot that can cause long-term or permanent
loss of the ability to move (paralysis). Your risk of developing a spinal or epidural blood clot is higher if:
• a thin tube called an epidural catheter is placed in your back to give you certain medicine.
• you take NSAIDs or a medicine to prevent blood from clotting
• you have a history of difficult or repeated epidural or spinal punctures
• you have a history of problems with your spine or have had surgery on your spine.

If you take fondaparinux sodium injection and receive spinal anesthesia or have a spinal puncture, your doctor should watch you closely for symptoms
of spinal or epidural blood clots. Tell your doctor right away if you have back pain, tingling, numbness, muscle weakness (especially in your legs and
feet), loss of control of the bowels or bladder (incontinence).
Because the risk of bleeding may be higher, tell your doctor before taking fondaparinux sodium if you:
• are also taking certain other medicines that affect blood clotting such as aspirin, an NSAID (for example, ibuprofen or naproxen), clopidogrel, or

warfarin sodium.
• have bleeding problems.
• had problems in the past with pain medication given through the spine.
• have had surgery to your spine.
• have a spinal deformity.
What is fondaparinux sodium injection?
Fondaparinux sodium injection is a prescription medicine that “thins your blood” (also known as an anticoagulant). Fondaparinux sodium injection is
used to:
• help prevent blood clots from forming in patients who have had certain surgeries of the hip, knee, or the stomach area (abdominal surgery)
• treat people who have blood clots in their legs or blood clots that travel to their lungs
It is not known if fondaparinux sodium injection is safe and effective for use in children younger than 18 years of age.
Who should not take fondaparinux sodium injection?
Do not take fondaparinux sodium injection if you have:
• certain kidney problems
• active bleeding problems
• an infection in your heart
• low platelet counts and if you test positive for a certain antibody while you are taking fondaparinux sodium injection.
• had a serious allergic reaction to fondaparinux sodium injection
People who weigh less than 110 pounds (50 kg) should not use fondaparinux sodium injection to prevent blood clots from forming after surgery.
What should I tell my doctor before taking fondaparinux sodium injection?
Tell your doctor about all of your medical conditions, including if you:
• have had any bleeding problems (such as stomach ulcers)
• have had a stroke
• have had recent surgeries, including eye surgery
• have diabetic eye disease
• have kidney problems
• have uncontrolled high blood pressure
• are pregnant. It is not known if fondaparinux sodium injection will harm your unborn baby. If you are pregnant, talk to your doctor about the best

way for you to prevent or treat blood clots.
• are breast-feeding. It is not known if fondaparinux sodium injection passes into breast milk.
Tell your doctor about all the medicines you take including prescriptions and non-prescription medicines, vitamins, and herbal supplements. Some
medicines can increase your risk of bleeding. Especially tell your doctor if you take:
• aspirin
• NSAIDS (such as ibuprofen or naproxen)
• other blood thinner medicines, such as clopidogrel or warfarin
See “What is the most important information I should know about fondaparinux sodium injection?” Do not start taking any new medicines without first
talking to your doctor.
Know the medicines you take. Tell all your doctors and dentist that you take fondaparinux sodium injection, especially if you need to have any kind of
surgery or a dental procedure. Keep a list of your medicines and show it to all your doctors and pharmacist before you start a new medicine.
How should I take fondaparinux sodium injection?
• Take fondaparinux sodium injection exactly as prescribed by your doctor.
• Fondaparinux sodium is given by injection under the skin (subcutaneous injection). See “How should I give an injection of fondaparinux sodium?”
• If your doctor tells you that you may give yourself injections of fondaparinux sodium at home, you will be shown how to give the injections first before

you do them on your own.
• Tell your doctor if you have any bleeding or bruising while taking fondaparinux sodium injection.
• If you miss a dose of fondaparinux sodium injection, take your dose as soon as you remember. Do not take 2 doses at the same time.
• If you take too much fondaparinux sodium injection, call your doctor right away.
• Do not use fondaparinux sodium injection if:
• the solution appears discolored (the solution should normally appear clear),
• you see any particles in the solution, or
• the syringe is damaged.
What are possible side effects of fondaparinux sodium injection?
Fondaparinux sodium can cause serious side effects. See “What is the most important information I should know about fondaparinux sodium
injection?”
• Severe bleeding

Certain conditions can increase your risk for severe bleeding, including:
-some bleeding problems
-some gastrointestinal problems including ulcers
-some types of strokes
-uncontrolled high blood pressure
-diabetic eye disease
-soon after brain, spine, or eye surgery

• Certain kidney problems can also increase your risk of bleeding with fondaparinux sodium injection.
Your doctor may check your kidney function while you are taking fondaparinux sodium injection.

• People undergoing surgery who weigh less than 110 pounds. See “Who should not take fondaparinux sodium injection?”
• Low blood platelets. Low blood platelets can happen when you take fondaparinux sodium injection. Platelets are blood cells that help your blood to

clot normally. Your doctor may check your platelet counts while you take fondaparinux sodium injection.
You may bruise or bleed more easily while taking fondaparinux sodium injection, and it may take longer than usual for bleeding to stop.
Tell your doctor if you have any of these signs or symptoms of bleeding while taking fondaparinux sodium injection.

-any bleeding
-bruising
-rash of dark red spots under the skin

• Allergic reactions (itching, swelling, or rash). See “What should I tell my doctor before taking fondaparinux sodium injection?” Serious allergic
reactions can happen when you take fondaparinux sodium injection. If you experience swelling of the face or mouth or have difficulty in swallowing
or breathing, contact your doctor right away. You should stop fondaparinux sodium injection if this happens.

Other side effects include:
• Injection site reactions. Bleeding, rash, and itching can happen at the place where you inject fondaparinux sodium.
• Low red blood cell counts (anemia). Your doctor may check your red blood cell counts while you are taking fondaparinux sodium injection.
• Increased liver enzyme test results. Your doctor may check your liver function while you are taking fondaparinux sodium injection.
• Sleep problems (insomnia).
These are not all the possible side effects of fondaparinux sodium injection. Call your doctor if you have any side effects that bother you or don’t go
away.
Call your doctor for medical advice about side effects. You may report side effects to the FDA at 1-800-FDA-1088.
How should I store fondaparinux sodium injection?
Store fondaparinux sodium injection at 20°-25°C (68°-77°F); [room temperature].
Safely, throw away fondaparinux sodium injection that is out of date or no longer needed.
Keep fondaparinux sodium injection and all medicines out of the reach of children.
General information about fondaparinux sodium injection
Medicines are sometimes prescribed for purposes other than those described in patient information leaflets. Do not use fondaparinux sodium injection
for a condition for which it was not prescribed. Do not give fondaparinux sodium injection to other people. It may harm them.
This leaflet summarizes the most important information about fondaparinux sodium injection. If you would like more information, talk with your doctor.
You can ask your doctor or pharmacist for information about fondaparinux sodium injection that is written for healthcare professionals. For more
information about fondaparinux sodium injection, call 1-888-375-3784.
What are the ingredients in fondaparinux sodium injection?
Active Ingredient: fondaparinux sodium
Inactive Ingredients: sodium chloride and water for injection. Also contain hydrochloric acid and sodium hydroxide as pH adjusters.
How should I give an injection of fondaparinux sodium?
Fondaparinux sodium is injected into a skin fold of the lower stomach area (abdomen). Do not inject fondaparinux sodium into muscle. Usually a doctor
or nurse will give this injection to you. In some cases you may be taught how to do this yourself. The following instructions are specific to the
PreventisTM injection system and may differ from the directions for other injection systems. Be sure that you read, understand, and follow the step-
by-step instructions in this leaflet, on how to give yourself an injection of fondaparinux sodium.

To reorder additional Patient Information Sheets, contact Dr. Reddy’s Customer Service at 1-866-733-3952 or visit www.reddyfondaparinux.com.
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Study 1 Study 2

n/N a n/N a

% (95% CI) % (95% CI)

Fondaparinux Sodium Enoxaparin Sodium Fondaparinux Sodium Enoxaparin Sodium
Endpoint 2.5 mg SC once daily 30 mg SC every 12 hr 2.5 mg SC once daily 40 mg SC once daily

VTEb 48/787 66/797 37/908 85/919

6.1%c (4.5, 8.0) 8.3% (6.5, 10.4) 4.1%e (2.9, 5.6) 9.2% (7.5, 11.3)

All DVT 44/784 65/796 36/908 83/918

5.6%d (4.1, 7.5) 8.2% (6.4, 10.3) 4.0%e (2.8, 5.4) 9.0% (7.3, 11.1)

Proximal DVT 14/816 10/830 6/922 23/927

1.7%c (0.9, 2.9) 1.2% (0.6, 2.2) 0.7%f (0.2, 1.4) 2.5% (1.6, 3.7)

Symptomatic PE 5/1,126 1/1,128 2/1,129 2/1,123

0.4%c (0.1, 1.0) 0.1% (0.0, 0.5) 0.2%c (0.0, 0.6) 0.2% (0.0, 0.6)

Endpoint Fondaparinux Sodium Enoxaparin Sodium
2.5 mg SC once daily 30 mg SC every 12 hours

n/N a % (95% CI) n/N a % (95% CI)

VTEb 45/361 12.5%c (9.2, 16.3) 101/363 27.8% (23.3, 32.7)

All DVT 45/361 12.5%c (9.2, 16.3) 98/361 27.1% (22.6, 32.0)

Proximal DVT 9/368 2.4%d (1.1, 4.6) 20/372 5.4% (3.3, 8.2)

Symptomatic PE 1/517 0.2%d (0.0, 1.1) 4/517 0.8% (0.2, 2.0)

Endpoint Fondaparinux Sodium Dalteparin Sodium
2.5 mg SC once daily 5,000 IU SC once daily

n/N a % (95% CI) n/N a % (95% CI)

VTEb 47/1,027 4.6%c (3.4, 6.0) 62/1,021 6.1% (4.7, 7.7)

All DVT 43/1,024 4.2% (3.1, 5.6) 59/1,018 5.8% (4.4, 7.4)
Proximal DVT 5/1,076 0.5% (0.2, 1.1) 5/1,077 0.5% (0.2, 1.1)
Symptomatic VTE 6/1,465 0.4% (0.2, 0.9) 5/1,462 0.3% (0.1, 0.8)

Endpoint Fondaparinux Sodium Enoxaparin Sodium
5, 7.5 or 10 mg SC once Daily 1 mg/kg SC every 12 hours

N = 1,098 N = 1,107

n % (95% CI) n % (95% CI)

Total VTE a 43 3.9% (2.8, 5.2) 45 4.1% (3.0, 5.4)

DVT only 18 1.6% (1.0, 2.6) 28 2.5% (1.7, 3.6)
Non-fatal PE 20 1.8% (1.1, 2.8) 12 1.1% (0.6, 1.9)
Fatal PE 5 0.5% (0.1, 1.1) 5 0.5% (0.1, 1.1)

Endpoint Fondaparinux Sodium Heparin
5, 7.5 or 10 mg SC once Daily aPPT adjusted IV

N = 1,103 N = 1,110

n % (95% CI) n % (95% CI)

Total VTE a 42 3.8% (2.8, 5.1) 56 5.0% (3.8, 6.5)

DVT only 12 1.1% (0.6, 1.9) 17 1.5% (0.9, 2.4)
Non-fatal PE 14 1.3% (0.7, 2.1) 24 2.2% (1.4, 3.2)
Fatal PE 16 1.5% (0.8, 2.3) 15 1.4% (0.8, 2.2)

1. Rigid Needle Shield
2. Plunger
3. Finger-grip
4. Safety shield

Syringe BEFORE USE

1. Wash your hands thoroughly with soap
and water. Towel dry.

2. Sit or lie down in a comfortable position. Choose a spot on the lower
stomach area (abdomen), at least 2 inches below your belly button
(Figure A). Change (alternate) between using the left and right side of
the lower abdomen for each injection. If you have any questions talk
to your nurse or doctor.

3. Clean the injection area with an alcohol swab.

4. Remove the needle shield, by pulling it straight off the syringe
(Figure B). Discard the needle shield.
To prevent infection, do not touch the needle or let it come in contact with
any surface before the injection. A small air bubble in the syringe is normal.
To be sure that you do not lose any medicine from the syringe, do not try to
remove air bubbles from the syringe before giving the injection.

5. Gently pinch the skin that has been cleaned to make a fold. Hold the
fold between the thumb and the forefinger of one hand during the
entire injection (Figure C).

6. Hold the syringe firmly in your other hand using the finger-grip. Insert
the full length of the needle directly up and down (at an angle of 90°)
into the skin fold (Figure D).

7. Inject all of the medicine in the syringe by pressing down on the
plunger as far as it goes. (Figure E).

8. Remove the syringe from the injection site keeping your finger on
the plunger.

9. Orient the needle away from you and others, and activate the safety
shield by firmly pushing the plunger. The protective sleeve will
automatically cover the needle and an audible "click" will be heard to
confirm shield activation.

Syringe AFTER USE

Figure A.

Figure B.

Figure C.

Figure D.

Figure E.

Figure F.

Figure G.

Instructions for self-administration

The different parts of fondaparinux sodium safety syringe are:

Follow the instructions given to you by your nurse or doctor about the right way to throw away used syringes and needles. There may be state laws
about the right way to dispose of used syringes, needles, and disposal containers.

NOTE:

• The safety system can only be activated once the syringe has been emptied.

• Activation of the safety system must be done only after removing the needle from the patient’s skin.

• Do not replace the needle shield after injection.

• The safety system should not be sterilized.

• Activation of the safety system may cause minimal splatter of fluid. For optimal safety activate the system while orienting it downwards away
from yourself and others.

Safely, throw away fondaparinux sodium injection that is out of date or no longer
needed.
Keep fondaparinux sodium injection and all medicines out of the reach of children.
General information about fondaparinux sodium injection
Medicines are sometimes prescribed for purposes other than those described in
patient information leaflets. Do not use fondaparinux sodium injection for a condition
for which it was not prescribed. Do not give fondaparinux sodium injection to other
people. It may harm them.
This leaflet summarizes the most important information about fondaparinux sodium
injection. If you would like more information, talk with your doctor. You can ask your
doctor or pharmacist for information about fondaparinux sodium injection that is
written for healthcare professionals. For more information about fondaparinux sodium
injection, call 1-888-375-3784.
What are the ingredients in fondaparinux sodium injection?
Active Ingredient: fondaparinux sodium
Inactive Ingredients: sodium chloride and water for injection. Also contain
hydrochloric acid and sodium hydroxide as pH adjusters.
How should I give an injection of fondaparinux sodium?
Fondaparinux sodium is injected into a skin fold of the lower stomach area (abdomen).
Do not inject fondaparinux sodium into muscle. Usually a doctor or nurse will give this
injection to you. In some cases you may be taught how to do this yourself. The
following instructions are specific to the PreventisTM injection system and may
differ from the directions for other injection systems. Be sure that you read,
understand, and follow the step-by-step instructions in this leaflet, on how to give
yourself an injection of fondaparinux sodium.

To reorder additional Patient Information Sheets, contact Dr. Reddy’s Customer
Service at 1-866-733-3952 or visit www.reddyfondaparinux.com.
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Instructions for self-administration

The different parts of fondaparinux sodium safety syringe are:

1.Rigid Needle Shield
2.Plunger
3.Finger-grip
4.Safety shield

Syringe BEFORE USE

1. Wash your hands thoroughly with
soap and water. Towel dry.

2.Sit or lie down in a comfortable
position. Choose a spot on the lower
stomach area (abdomen), at least 2
inches below your belly button (Figure
A). Change (alternate) between using
the left and right side of the lower
abdomen for each injection. If you have
any questions talk to your nurse or
doctor.

3. Clean the injection area with an alcohol

4. Remove the needle shield, by pulling it
straight off the syringe (Figure B).
Discard the needle shield.
To prevent infection, do not touch the
needle or let it come in contact with any
surface before the injection. A small air
bubble in the syringe is normal. To be sure
that you do not lose any medicine from the
syringe, do not try to remove air bubbles
from the syringe before giving the injection.

5.Gently pinch the skin that has been
cleaned to make a fold. Hold the fold
between the thumb and the forefinger
of one hand during the entire injection
(Figure C).

6.Hold the syringe firmly in your other
hand using the finger-grip. Insert the
full length of the needle directly up and
down (at an angle of 90°) into the skin
fold (Figure D).

7. Inject all of the medicine in the syringe
by pressing down on the plunger as far
as it goes. (Figure E).

8.Remove the syringe from the injection
site keeping your finger on the plunger.

9.Orient the needle away from you and
others, and activate the safety shield by
firmly pushing the plunger. The
protective sleeve will automatically
cover the needle and an audible "click"
will be heard to confirm shield
activation.

Syringe AFTER USE

Figure A.

swab.

Figure B.

Figure C.

Figure D.

Figure E.

Figure F.

Figure G.

Follow the instructions given to you by your nurse or doctor about the right way to
throw away used syringes and needles. There may be state laws about the right
way to dispose of used syringes, needles, and disposal containers.
NOTE:
• The safety system can only be activated once the syringe has been emptied.
• Activation of the safety system must be done only after removing the needle

from the patient’s skin.
• Do not replace the needle shield after injection.
• The safety system should not be sterilized.
• Activation of the safety system may cause minimal splatter of fluid. For optimal

safety activate the system while orienting it downwards away from yourself and
others.

Extended Prophylaxis (Day 8 to Day 28 ± 2 post-surgery)

Endpoint Fondaparinux Sodium 2.5 mg SC once daily Placebo SC once daily

n/N a % (95% CI) n/N a % (95% CI)

VTE 3/208 1.4%b (0.3, 4.2) 77/220 35.0% (28.7, 41.7)
All DVT 3/208 1.4%b (0.3, 4.2) 74/218 33.9% (27.7, 40.6)
Proximal DVT 2/221 0.9%b (0.1, 3.2) 35/222 15.8% (11.2, 21.2)
Symptomatic VTE (all) 1/326 0.3%c (0.0, 1.7) 9/330 2.7% (1.3, 5.1)
Symptomatic PE 0/326 0.0%d (0.0, 1.1) 3/330 0.9% (0.2, 2.6)
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Background 

The State of California has enacted two laws to address home generated sharps disposal. The first law (SB 
1305), makes it illegal for any person in the state of California to dispose of home generated sharps waste 
in the trash or recycling containers, and requires that all sharps waste be transported to a collection center 
in an approved sharps container. This law became effective September 1, 2008. In 2009, California enacted 
(SB 486) which requires any pharmaceutical manufacturer that sells or distributes medication that is self-
injected at home through the use of hypodermic needles and other similar devices to submit to the board, 
or its successor agency, a plan that describes how the manufacturer supports the safe collection and proper 
disposal of waste devices. This plan is due on July 1, 2010 and annually thereafter.  

Promius Pharma Self-Injectable Products Subject To These Regulations in California 

Promius Pharma currently markets, distributes, and/or sells one self-injectable product in the State of 
California. The name of this product is ZEMBRACETM SymTouchTM (sumatriptan injection) 3 mg/0.5 
mL.   

Promius Pharma supports safe collection and proper disposal of home generated sharps 

Promius Pharma supports appropriate and safe disposal of home-generated waste sharps. Patient safety and 
needle stick injury prevention were given serious consideration as the above-mentioned products were 
being developed. 

During the development of ZEMBRACETM SymTouchTM (sumatriptan injection) 3 mg/0.5 mL Promius 
Pharma employed safe needle technology in order to protect patients and those assisting in the disposal of 
waste sharps. Specifically, ZEMBRACETM SymTouchTM (sumatriptan injection) 3 mg/0.5 mL uses a 29 
gauge needle that is 0.5mm (1/4 inch) long and has a needle shield which covers the needle and locks after 
the injection. The patient is then instructed to recap the device for disposal.  The steps for use of the auto-
injector are described in the ZEMBRACETM SymTouchTM (sumatriptan injection) 3 mg/0.5 mL Patient 
Information and Instructions for Use (IFU) leaflets. 

ZEMBRACETM SymTouchTM (sumatriptan injection) 3 mg/0.5 mL 

                                The parts of the auto-injector are shown in this picture 

 



 

                     

 

 

Instructions for Use I ZEMBRACE™ SymTouch™ (Zem-brace Sim-Touch) (sumatriptan succinate) Injection 

& Important Precautions 

Keep out of reach of children. 
Medicine 

Read this Instructions for Use before you start to 
use ZEMBRACE,. SymTouch .... There may be new 
information. This information does nottake the 
place of talking with your health care: provider 
about your medical condition or treatment. You 
and your healthcare provider should talk about 
ZEMBRACE SymTouch when you start taking it and 
at regular checkups. 

The ZEMBRACE SymTouch Autolnjector Is a single-use, 
pre-fi lled Injection devlcewtth the exact dose you need. 
The device should be used only 1 time and then discarded. 

Do not use after the expiration date has passed. 
Do not store or expose to high temperatures. 
Do not freeze. 
Do not remove the Red Cap until you are 
ready to inject. 
Do not use if dropped after removing the Red Cap. 
Do not put or press thumb, fingers or hand over the 
Yellow Needle Guard. 

RedCap 

IT ll ';dij-
ZEMBRACE 
SymTouch 

I~ 
Yellow Red 

Needle Guard Plunger Rod 

Step 1 -Inspect Auto injector and Gather Supplies 
... lA - Remove Autoinjector ... , B- Check the Expiration ... lC -Inspect the medicine through the ... , D- Gather the following supplies 

from the carton Date on the Autoinjector Medicine Viewing Window 

lnspecttheappearanceof 1 AutolnJector ZEMBRACE • ~ II 
ZEMBRACE SymTouch ~-= -......., 2. Alcohol Swab SymTouch _ .. 
Auto injector medicine ~ 3 Stenle Cotton Ball 
through the med1c1ne -~ or Gauze 

w1ndow.ltmustbeaclear, ~ 4. Puncture-ReSistant 0 A~ 
colorless to pale yellow SharpsConta1ner ISJ~ 
solut1on 

Do not use if the expiration 
date has passed. 

Do not inJ· ect the medicine ifthe solution looks ASicwoahbol Sterile Cotton Ball Puncture-Resistant 
or Gauze Sharps Container 

discolored or cloudy or contains lumps, flakes, or particles. 

Step 2- Choose and Prepare Your Injection Site 
... 2A - Choose your 

injection site 

The recommended injection 
sites are the sides of the thighs 
and the arms. 

Injection 
Sites 

A 
Caution: Do not inject where your skin is 

... 28 -Clean the injection site 
with an alcohol swab 

... 2C - Remove the Red Cap 

Hold the body of the Autoinjector in one hand and 
pull the Red Cap straight off. 

scarred, bruised, tender, red or near any open 
wound. 

Do not touch injection site 
area after cleaning. 

Warning: Do not put or press thumb, fingers or hand over the 
Yellow Needle Guard, doing so may result in a needle stick injury. 

Step 3 -Inject the Medicine 

... 3A -Place Autoinjector straight on 
your injection site 

Place the Autoinjector straight on your 
injection site (90 degrees) with the Yellow 
Needle Guard end gently pressed against 
your skin. 

... 38 - Perform Injection 

Press and hold the Autoinjector down against 
your skin. You will hear the first "Click 1' as 
the injection starts. Continue to hold the 
device down until you hear the second 
'Ciick2." 

Wait 5 seconds before your remove the 
Autoinjector! 

After "Click 2; continue to hold down 
and slowly count to S to make sure you 
receive your full dose. 

CONTINUE TO HOLD DOWN 
AND SLOWLY COUNTTO S. 

i 1 ... 2 ... 3 ... 4 ... 5 

Important: To receive your full dose, always hold the Autoinjector down on your 
injection site for additional time after you hear the second click. This allows all of the 
medicine to be delivered. 

... 3C - Remove Autoinjector 
from skin 

Remove the Autoinjector by lifting it 
straight away from your skin. The 
Yellow Need le Guard will drop down 
and lock over the needle. 

Yellow Needle Guard 
is Locked Over Needle 



 

 

Patient Education Materials: 

Patients who self-inject Promius Pharma products at home should receive instructions from their healthcare 
providers on how to use these products properly. The full prescribing information is available to healthcare 
providers. Patients should read the Patient Information and the Instructions for Use (IFU) leaflets that come 
with each product before they start taking each product and each time the prescription is refilled as there 
may be new information.  

Promius Pharma has also created a patient specific website for ZEMBRACETM SymTouchTM (sumatriptan 
injection) 3 mg/0.5 mL at www.zembrace.com.  This website provides patients with the most important 
information they need to know from Promius Pharma. The information on this website does not take the 
place of talking with the patient’s healthcare provider about the medical conditions or treatments.   

Patients and caregivers can also contact Promius Pharma at 1-888-966-8766 with questions about this 
product.  

Disposal: 

Patients and consumers have several options available to them to safely dispose sharps waste. Patients may 
visit the CalRecycle website http://www.calrecycle.ca.gov/HomeHazWaste/Sharps/Household.htm to 
become familiar with all disposal options available and select the option that is most convenient. Below are 
disposal options detailed on the California CalRecycle website. 

 Patients may use the Disposal Directory (FacIT) for Sharps and Medication (via link 
http://www.calrecycle.ca.gov/facit/facility/search.aspx . In this directory, you may locate facilities 
that collect sharps for disposal near to where you live or work. Collection programs include: 

o Pharmacies. Some drug stores take back their customers’ needles, especially in small 
quantities. 

o Hospitals. Hospitals may take back sharps from patients using regular outpatient services. 
o Local Household Hazardous Waste Programs. Call your local household hazardous 

waste agency and ask if they collect needles (sharps) at their collection facilities or on 
household hazardous waste days. You can also look for this information here: 

o Your local white pages’ government section may list your city’s or county’s household 
hazardous waste department. 



 

o Visit the http://www.earth911.com/recycling-guide/how-to-recycle-medical-sharps/ 
website or call 1-800-CLEANUP (1-800-253-2687), a service of Earth 911. 

 Local Jurisdiction Sharps Collection Programs. A file showing a sampling of local jurisdictions’ 
sharps collection programs containing contacts, e-mail addresses, program summaries, and 
outreach materials may be found at 
http://www.calrecycle.ca.gov/homehazwaste/sharps/LocalProgram.pdf   this spreadsheet could 
help jurisdictions that don’t currently have collection programs to set up their own sharps collection 
program. 

 Needle Destruction Devices. The U.S. Food and Drug Administration (FDA) currently only lists 
the “Disintegrator” as a needle destruction device approved for use by self-injectors. 

 Mail-Back Service. A list of sharps waste mail-back services authorized for use in California is 
available from the California Department of Public Health (CDPH) is available at 
https://www.cdph.ca.gov/certlic/medicalwaste/Documents/MedicalWaste/SharpsMailBackList.pd
f 

 Sharps Containers. The California Department of Public Health Medical Waste Management 
Program is recommending the use of sharps containers approved by the FDA. After accessing the 
FDA website www.fda.gov, type “sharps” in the search box. The container names will display 
alphabetically. 

For More Information 

Stay informed about the latest developments in CalRecycle’s efforts to promote safe disposal of sharps 
waste. 

 Listserv: To receive periodic information about sharps, subscribe to the Sharps and Medication 
Disposal Listserv at http://www.calrecycle.ca.gov/listservs/Subscribe.aspx?ListID=73 

 Contact: Please contact http://www.calrecycle.ca.gov/homehazwaste/sharps/ for questions or more 
information. 
 

Company Contact Information: 

If you would like assistance from Promius Pharma in identifying your disposal options, please contact a 
Promius Pharma representative at 1-888-966-8766. Representatives are available to assist patients with 
questions about each of these products, including product administration and medical waste disposal. 

Promius Pharma remains committed to help facilitate the safe disposal of its products and will continue to 
evaluate feedback and make modifications to this plan as needed. 

 

 



HIGHLIGHTS OF PRESCRIBING INFORMATION 

These highlights do not include all the information needed to use 

ZEMBRACE™ SymTouch™ safely and effectively. See full prescribing 

information for ZEMBRACE™ SymTouch™. 

 

ZEMBRACE™ SymTouch™ (sumatriptan succinate) Injection, for 

subcutaneous use 

Initial U.S. Approval:  1992 
 

 __________________ 
INDICATIONS AND USAGE

 _________________ 
 

ZEMBRACE SymTouch is a serotonin (5-HT1B/1D) receptor agonist (triptan) 
indicated for: 

 Acute treatment of migraine with or without aura in adults (1) 
Limitations of Use: 

 Use only if a clear diagnosis of migraine has been established. (1) 

 Not indicated for the prophylactic therapy of migraine. (1) 

 _______________ 
DOSAGE AND ADMINISTRATION

 ______________ 
 

 For subcutaneous use only. (2.1) 

 Acute treatment of migraine: 3 mg Single dose. (2.1) 

 Maximum dose in a 24-hour period: 12 mg. Separate doses by at 

least 1 hour. (2.1) 

 ______________ 
DOSAGE FORMS AND STRENGTHS

 _____________ 
 

 Injection: 3-mg prefilled, ready-to use, single-dose disposable 

autoinjector. (3). 

 ___________________ 
CONTRAINDICATIONS

 ___________________ 
 

 History of coronary artery disease or coronary vasospasm (4) 

 Wolff-Parkinson-White syndrome or other cardiac accessory 

conduction pathway disorders (4) 

 History of stroke, transient ischemic attack, or hemiplegic or 
basilar migraine (4) 

 Peripheral vascular disease (4) 

 Ischemic bowel disease (4) 

 Uncontrolled hypertension (4) 

 Recent (within 24 hours) use of another 5-HT1 agonist (e.g., 

another triptan) or of an ergotamine-containing medication (4) 

 Concurrent or recent (past 2 weeks) use of monoamine oxidase-A 

inhibitor (4) 

 Hypersensitivity to sumatriptan (angioedema and anaphylaxis 
seen) (4) 

 Severe hepatic impairment (4) 

 _______________ 
WARNINGS AND PRECAUTIONS

 _______________ 
 

 Myocardial ischemia/infarction and Prinzmetal’s angina: Perform 

cardiac evaluation in patients with multiple cardiovascular risk 
factors. (5.1) 

 Arrhythmias: Discontinue ZEMBRACE SymTouch if occurs. (5.2) 

 Chest/throat/neck/jaw pain, tightness, pressure, or heaviness: 

Generally not associated with myocardial ischemia; evaluate for 

coronary artery disease in patients at high risk. (5.3) 

 Cerebral hemorrhage, subarachnoid hemorrhage, and stroke: 

Discontinue ZEMBRACE SymTouch if occurs. (5.4) 

 Gastrointestinal ischemia and reactions, peripheral vasospastic 

reactions: Discontinue ZEMBRACE SymTouch if occurs. (5.5) 

 Medication overuse headache: Detoxification may be necessary. 

(5.6) 

 Serotonin syndrome: Discontinue ZEMBRACE SymTouch if 
occurs. (5.7) 

 Seizures: Use with caution in patients with epilepsy or a lowered 
seizure threshold. (5.10) 

 ___________________ 
ADVERSE REACTIONS

 ___________________ 
 

Most common adverse reactions (≥5% and > placebo) were injection site 

reactions, tingling, dizziness/vertigo, warm/hot sensation, burning sensation, 

feeling of heaviness, pressure sensation, flushing, feeling of tightness, and 
numbness. (6.1) 

 

To report SUSPECTED ADVERSE REACTIONS, contact Promius 

Pharma, LLC. at 1-888-966-8766 or FDA at 1-800-FDA-1088 or 

www.fda.gov/medwatch. 

 ______________ 
USE IN SPECIFIC POPULATIONS

 _______________ 
 

 Pregnancy: Based on animal data, may cause fetal harm (8.1) 

 

See 17 for PATIENT COUNSELING INFORMATION and FDA-

approved patient labeling. 

Revised: 1/2016 
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FULL PRESCRIBING INFORMATION 

1 INDICATIONS AND USAGE 

ZEMBRACE SymTouch is indicated for the acute treatment of migraine with or without aura in 

adults. 

Limitations of Use: 

 Use only if a clear diagnosis of migraine has been established. If a patient has no response to 

the first migraine attack treated with ZEMBRACE SymTouch, reconsider the diagnosis 

before ZEMBRACE SymTouch is administered to treat any subsequent attacks.  

 ZEMBRACE SymTouch injection is not indicated for the prevention of migraine attacks. 

2 DOSAGE AND ADMINISTRATION 

2.1 Dosing Information 

The recommended dose of ZEMBRACE SymTouch is 3 mg injected subcutaneously.  

The maximum cumulative dose that may be given in 24 hours is 12 mg; one 3 mg injection may 

be given up to four times a day with each injection at least 1 hour apart.   

2.2 Administration Using ZEMBRACE SymTouch 

ZEMBRACE SymTouch is available as a prefilled, ready-to-use, single dose, disposable auto-

injector containing 3 mg sumatriptan. With ZEMBRACE SymTouch, the needle penetrates 

approximately ¼ inch (6 mm). The injection is intended to be given subcutaneously. Do not 

administer by any other route.  Instruct patients on the proper use of ZEMBRACE SymTouch 

and direct them to use injection sites with an adequate skin and subcutaneous thickness to 

accommodate the length of the needle. 

3 DOSAGE FORMS AND STRENGTHS 

Injection:  3 mg sumatriptan in 0.5 mL prefilled, ready-to-use, single dose, disposable auto-

injector. 

4 CONTRAINDICATIONS 

ZEMBRACE SymTouch injection is contraindicated in patients with: 

 Ischemic coronary artery disease (CAD) (angina pectoris, history of myocardial infarction, or 

documented silent ischemia) or coronary artery vasospasm, including Prinzmetal’s angina 

[see Warnings and Precautions (5.1)]. 

 Wolff-Parkinson-White syndrome or arrhythmias associated with other cardiac accessory 

conduction pathway disorders [see Warnings and Precautions (5.2)]. 



 

 History of stroke or transient ischemic attack (TIA) or history of hemiplegic or basilar 

migraine because these patients are at a higher risk of stroke [see Warnings and Precautions 

(5.4)]. 

 Peripheral vascular disease [see Warnings and Precautions (5.5)]. 

 Ischemic bowel disease [see Warnings and Precautions (5.5)]. 

 Uncontrolled hypertension [see Warnings and Precautions (5.8)]. 

 Recent (i.e., within 24 hours) use of ergotamine-containing medication, ergot-type 

medication (such as dihydroergotamine or methysergide), or another 5-hydroxytryptamine1 

(5-HT1) agonist [see Drug Interactions (7.1, 7.3)]. 

 Concurrent administration of an MAO-A inhibitor or recent (within 2 weeks) use of an 

MAO-A inhibitor [see Drug Interactions (7.2) and Clinical Pharmacology (12.3)]. 

 Known hypersensitivity to sumatriptan (angioedema and anaphylaxis seen) [see Warnings 

and Precautions (5.9)]. 

 Severe hepatic impairment [see Clinical Pharmacology (12.3)]. 

5 WARNINGS AND PRECAUTIONS 

5.1 Myocardial Ischemia, Myocardial Infarction, and Prinzmetal’s 

Angina 

The use of ZEMBRACE SymTouch injection is contraindicated in patients with ischemic or 

vasospastic CAD. There have been rare reports of serious cardiac adverse reactions, including 

acute myocardial infarction, occurring within a few hours following administration of 

sumatriptan injection. Some of these reactions occurred in patients without known CAD. 5-HT1 

agonists, including ZEMBRACE SymTouch injection, may cause coronary artery vasospasm 

(Prinzmetal’s angina), even in patients without a history of CAD. 

Perform a cardiovascular evaluation in triptan-naive patients who have multiple cardiovascular 

risk factors (e.g., increased age, diabetes, hypertension, smoking, obesity, strong family history 

of CAD) prior to receiving ZEMBRACE SymTouch injection. If there is evidence of CAD or 

coronary artery vasospasm, ZEMBRACE SymTouch injection is contraindicated. For patients 

with multiple cardiovascular risk factors who have a negative cardiovascular evaluation, 

consider administering the first dose of ZEMBRACE SymTouch injection in a medically 

supervised setting and performing an electrocardiogram (ECG) immediately following 

ZEMBRACE SymTouch injection. For such patients, consider periodic cardiovascular 

evaluation in intermittent long-term users of ZEMBRACE SymTouch injection. 

5.2 Arrhythmias 

Life-threatening disturbances of cardiac rhythm, including ventricular tachycardia and 

ventricular fibrillation leading to death, have been reported within a few hours following the 

administration of 5-HT1 agonists. Discontinue ZEMBRACE SymTouch injection if these 



 

disturbances occur. ZEMBRACE SymTouch injection is contraindicated in patients with 

Wolff-Parkinson-White syndrome or arrhythmias associated with other cardiac accessory 

conduction pathway disorders. 

5.3 Chest, Throat, Neck, and/or Jaw Pain/Tightness/Pressure 

Sensations of tightness, pain, pressure, and heaviness in the precordium, throat, neck, and jaw 

commonly occur after treatment with sumatriptan injection and are usually non-cardiac in 

origin. However, perform a cardiac evaluation if these patients are at high cardiac risk. The use 

of ZEMBRACE SymTouch injection is contraindicated in patients shown to have CAD and 

those with Prinzmetal’s variant angina. 

5.4 Cerebrovascular Events 

Cerebral hemorrhage, subarachnoid hemorrhage, and stroke have occurred in patients treated 

with 5-HT1 agonists, and some have resulted in fatalities. In a number of cases, it appears 

possible that the cerebrovascular events were primary, the 5-HT1 agonist having been 

administered in the incorrect belief that the symptoms experienced were a consequence of 

migraine when they were not. Also, patients with migraine may be at increased risk of certain 

cerebrovascular events (e.g., stroke, hemorrhage, TIA). Discontinue ZEMBRACE SymTouch 

injection if a cerebrovascular event occurs. 

Before treating headaches in patients not previously diagnosed with migraine or in patients who 

present with atypical symptoms, exclude other potentially serious neurological conditions. 

ZEMBRACE SymTouch injection is contraindicated in patients with a history of stroke or TIA. 

5.5 Other Vasospasm Reactions 

ZEMBRACE SymTouch injection may cause non-coronary vasospastic reactions, such as 

peripheral vascular ischemia, gastrointestinal vascular ischemia and infarction (presenting with 

abdominal pain and bloody diarrhea), splenic infarction, and Raynaud’s syndrome. In patients 

who experience symptoms or signs suggestive of non-coronary vasospasm reaction following 

the use of any 5-HT1 agonist, rule out a vasospastic reaction before receiving additional 

ZEMBRACE SymTouch injections.  

Reports of transient and permanent blindness and significant partial vision loss have been 

reported with the use of 5-HT1 agonists. Since visual disorders may be part of a migraine attack, 

a causal relationship between these events and the use of 5-HT1 agonists have not been clearly 

established. 

5.6 Medication Overuse Headache 

Overuse of acute migraine drugs (e.g., ergotamine, triptans, opioids, combination of these drugs 

for 10 or more days per month) may lead to exacerbation of headache (medication overuse 

headache). Medication overuse headache may present as migraine-like daily headaches, or as a 

marked increase in frequency of migraine attacks. Detoxification of patients, including 

withdrawal of the overused drugs, and treatment of withdrawal symptoms (which often includes 

a transient worsening of headache) may be necessary. 



 

5.7 Serotonin Syndrome 

Serotonin syndrome may occur with ZEMBRACE SymTouch injection, particularly during co-

administration with selective serotonin reuptake inhibitors (SSRIs), serotonin norepinephrine 

reuptake inhibitors (SNRIs), tricyclic antidepressants (TCAs), and MAO inhibitors [see Drug 

Interactions (7.4)]. Serotonin syndrome symptoms may include mental status changes (e.g., 

agitation, hallucinations, coma), autonomic instability (e.g., tachycardia, labile blood pressure, 

hyperthermia), neuromuscular aberrations (e.g., hyperreflexia, incoordination), and/or 

gastrointestinal symptoms (e.g., nausea, vomiting, diarrhea). The onset of symptoms usually 

occurs within minutes to hours of receiving a new or a greater dose of a serotonergic 

medication. Discontinue ZEMBRACE SymTouch injection if serotonin syndrome is suspected. 

5.8 Increase in Blood Pressure 

Significant elevation in blood pressure, including hypertensive crisis with acute impairment of 

organ systems, has been reported on rare occasions in patients treated with 5-HT1 agonists, 

including patients without a history of hypertension. Monitor blood pressure in patients treated 

with ZEMBRACE SymTouch. ZEMBRACE SymTouch injection is contraindicated in patients 

with uncontrolled hypertension. 

5.9 Anaphylactic Reactions 

Anaphylactic reactions have occurred in patients receiving sumatriptan. Such reactions can be 

life threatening or fatal. In general, anaphylactic reactions to drugs are more likely to occur in 

individuals with a history of sensitivity to multiple allergens. ZEMBRACE SymTouch injection 

is contraindicated in patients with a history of hypersensitivity reaction to sumatriptan. 

5.10 Seizures 

Seizures have been reported following administration of sumatriptan. Some have occurred in 

patients with either a history of seizures or concurrent conditions predisposing to seizures. There 

are also reports in patients where no such predisposing factors are apparent. ZEMBRACE 

SymTouch injection should be used with caution in patients with a history of epilepsy or 

conditions associated with a lowered seizure threshold. 

6 ADVERSE REACTIONS 

The following serious adverse reactions are described below and elsewhere in the 

labeling: 

 Myocardial ischemia, myocardial infarction, and Prinzmetal’s angina [see Warnings 

and Precautions (5.1)] 

 Arrhythmias [see Warnings and Precautions (5.2)] 

 Chest, throat, neck, and/or jaw pain/tightness/pressure [see Warnings and Precautions 

(5.3)] 

 Cerebrovascular events [see Warnings and Precautions (5.4)] 



 

 Other vasospasm reactions [see Warnings and Precautions (5.5)] 

 Medication overuse headache [see Warnings and Precautions (5.6)] 

 Serotonin syndrome [see Warnings and Precautions (5.7)] 

 Increase in blood pressure [see Warnings and Precautions (5.8)] 

 Hypersensitivity reactions [see Contraindications (4), Warnings and Precautions (5.9)] 

 Seizures [see Warnings and Precautions (5.10)] 

6.1 Clinical Trials Experience 

Because clinical trials are conducted under widely varying conditions, adverse reaction rates 

observed in the clinical trials of a drug cannot be directly compared with rates in the clinical 

trials of another drug and may not reflect the rates observed in practice. 

Migraine Headache: Table 1 lists adverse reactions that occurred in 2 US placebo-controlled 

clinical trials in migraine subjects (Studies 2 and 3), following either a single 6-mg dose of 

sumatriptan injection or placebo. Only reactions that occurred at a frequency of 2% or more in 

groups treated with sumatriptan injection 6 mg and that occurred at a frequency greater than the 

placebo group are included in Table 1. 

  



 

Table 1: Adverse Reactions in Pooled Placebo-Controlled Trials in Patients with 

Migraine (Studies 2 and 3) 

Adverse Reaction Percent of Subjects Reporting 

Sumatriptan 

Injection 6 mg 

Subcutaneous 

(n = 547) 

Placebo 

(n = 370) 

Atypical sensations 42 9 

Tingling 14 3 

Warm/hot sensation 11 4 

Burning sensation 7 <1 

Feeling of heaviness 7 1 

Pressure sensation 7 2 

Feeling of tightness 5 <1 

Numbness 5 2 

Feeling strange 2 <1 

Tight feeling in head 2 <1 

Cardiovascular   

Flushing 7 2 

Chest discomfort 5 1 

Tightness in chest 3 <1 

Pressure in chest 2 <1 

Ear, nose, and throat  

Throat discomfort 

     Discomfort: nasal 

cavity/sinuses 

 

3 

2 

 

<1 

<1 

 Injection site reactiona 59 24 

Miscellaneous  

Jaw discomfort 

 

2 

 

0 

Musculoskeletal   

Weakness 5 <1 

Neck pain/stiffness 5 <1 

Myalgia 2 <1 

Neurological  

Dizziness/vertigo 

       Drowsiness/sedation 

       Headache 

 

12 

3 

2 

 

4 

2 

                    <1 

Skin 

      Sweating 

 

2 

 

1 
a 

Includes injection site pain, stinging/burning, swelling, erythema, bruising, bleeding. 

The incidence of adverse reactions in controlled clinical trials was not affected by gender or age 

of the patients. There were insufficient data to assess the impact of race on the incidence of 

adverse reactions. 



 

6.2 Postmarketing Experience 

The following adverse reactions have been identified during postapproval use of sumatriptan 

tablets, sumatriptan nasal spray, and sumatriptan injection. Because these reactions are reported 

voluntarily from a population of uncertain size, it is not always possible to reliably estimate their 

frequency or establish a causal relationship to drug exposure.  

Cardiovascular 

Hypotension, palpitations 

Neurological 

Dystonia, tremor 

7 DRUG INTERACTIONS 

7.1 Ergot-Containing Drugs 

Ergot-containing drugs have been reported to cause prolonged vasospastic reactions. Because 

these effects may be additive, use of ergotamine-containing or ergot-type medications (like 

dihydroergotamine or methysergide) and ZEMBRACE SymTouch within 24 hours of each 

other is contraindicated. 

7.2 Monoamine Oxidase-A Inhibitors 

MAO-A inhibitors increase systemic exposure by 2-fold. Therefore, the use of ZEMBRACE 

SymTouch injection in patients receiving MAO-A inhibitors is contraindicated [see Clinical 

Pharmacology (12.3)]. 

7.3 Other 5-HT1 Agonists 

Because their vasospastic effects may be additive, coadministration of ZEMBRACE SymTouch 

injection and other 5-HT1 agonists (e.g., triptans) within 24 hours of each other is 

contraindicated. 

7.4 Selective Serotonin Reuptake Inhibitors/Serotonin Norepinephrine 

Reuptake Inhibitors and Serotonin Syndrome 

Cases of serotonin syndrome have been reported during coadministration of triptans and SSRIs, 

SNRIs, TCAs, and MAO inhibitors [see Warnings and Precautions (5.7)]. 

8 USE IN SPECIFIC POPULATIONS 

8.1 Pregnancy 

Pregnancy Category C:  There are no adequate and well-controlled trials of sumatriptan injection 

in pregnant women. In developmental toxicity studies in rats and rabbits, oral administration of 

sumatriptan to pregnant animals was associated with embryolethality, fetal abnormalities, and 

pup mortality. When administered by the intravenous route to pregnant rabbits, sumatriptan was 



 

embryolethal. ZEMBRACE SymTouch injection should be used during pregnancy only if the 

potential benefit justifies the potential risk to the fetus.  

Oral administration of sumatriptan to pregnant rats during the period of organogenesis resulted in 

an increased incidence of fetal blood vessel (cervicothoracic and umbilical) abnormalities. The 

highest no-effect dose for embryofetal developmental toxicity in rats was 60 mg/kg/day. Oral 

administration of sumatriptan to pregnant rabbits during the period of organogenesis resulted in 

increased incidences of embryolethality and fetal cervicothoracic vascular and skeletal 

abnormalities. Intravenous administration of sumatriptan to pregnant rabbits during the period of 

organogenesis resulted in an increased incidence of embryolethality. The highest oral and 

intravenous no-effect doses for developmental toxicity in rabbits were 15 and 0.75 mg/kg/day, 

respectively. 

Oral administration of sumatriptan to rats prior to and throughout gestation resulted in 

embryofetal toxicity (decreased body weight, decreased ossification, increased incidence of 

skeletal abnormalities). The highest no-effect dose was 50 mg/kg/day. In offspring of pregnant 

rats treated orally with sumatriptan during organogenesis, there was a decrease in pup survival. 

The highest no-effect dose for this effect was 60 mg/kg/day. Oral treatment of pregnant rats with 

sumatriptan during the latter part of gestation and throughout lactation resulted in a decrease in 

pup survival. The highest no-effect dose for this finding was 100 mg/kg/day. 

8.3 Nursing Mothers 

Sumatriptan is excreted in human milk following subcutaneous administration. Infant exposure 

to sumatriptan can be minimized by avoiding breastfeeding for 12 hours after treatment with 

ZEMBRACE SymTouch injection. 

8.4 Pediatric Use 

Safety and effectiveness in pediatric patients have not been established. ZEMBRACE 

SymTouch injection is not recommended for use in patients younger than 18 years of age. 

Two controlled clinical trials evaluated sumatriptan nasal spray (5 to 20 mg) in 1,248 pediatric 

migraineurs 12 to 17 years of age who treated a single attack. The trials did not establish the 

efficacy of sumatriptan nasal spray compared with placebo in the treatment of migraine in 

pediatric patients. Adverse reactions observed in these clinical trials were similar in nature to 

those reported in clinical trials in adults. 

Five controlled clinical trials (2 single-attack trials, 3 multiple-attack trials) evaluating oral 

sumatriptan (25 to 100 mg) in pediatric subjects 12 to 17 years of age enrolled a total of 701 

pediatric migraineurs. These trials did not establish the efficacy of oral sumatriptan compared 

with placebo in the treatment of migraine in pediatric patients. Adverse reactions observed in 

these clinical trials were similar in nature to those reported in clinical trials in adults. The 

frequency of all adverse reactions in these patients appeared to be both dose- and age-dependent, 

with younger patients reporting reactions more commonly than older pediatric patients. 

Postmarketing experience documents that serious adverse reactions have occurred in the pediatric 

population after use of subcutaneous, oral, and/or intranasal sumatriptan. These reports include 

reactions similar in nature to those reported rarely in adults, including stroke, visual loss, and 



 

death. A myocardial infarction has been reported in a 14-year-old male following the use of oral 

sumatriptan; clinical signs occurred within 1 day of drug administration. Clinical data to 

determine the frequency of serious adverse reactions in pediatric patients who might receive 

subcutaneous, oral, or intranasal SUMATRIPTAN are not presently available. 

8.5 Geriatric Use 

Clinical trials of sumatriptan injection did not include sufficient numbers of subjects aged 65 

and over to determine whether they respond differently from younger patients. Other reported 

clinical experience has not identified differences in responses between the elderly and younger 

subjects. In general, dose selection for an elderly patient should be cautious, usually starting at 

the low end of the dosing range, reflecting the greater frequency of decreased hepatic, renal, or 

cardiac function and of concomitant disease or other drug therapy. 

A cardiovascular evaluation is recommended for geriatric patients who have other cardiovascular 

risk factors (e.g., diabetes, hypertension, smoking, obesity, strong family history of CAD) prior 

to receiving ZEMBRACE SymTouch injection [see Warnings and Precautions (5.1)]. 

10 OVERDOSAGE 

Coronary vasospasm was observed after intravenous administration of sumatriptan injection 

[see Contraindications (4)]. Overdoses would be expected from animal data (dogs at 0.1 g/kg, 

rats at 2 g/kg) to possibly cause convulsions, tremor, inactivity, erythema of the extremities, 

reduced respiratory rate, cyanosis, ataxia, mydriasis, injection site reactions (desquamation, hair 

loss, and scab formation), and paralysis. 

The elimination half-life of sumatriptan is about 2 hours [see Clinical Pharmacology 

(12.3)], and therefore monitoring of patients after overdose with ZEMBRACE SymTouch 

injection should continue for at least 10 hours or while symptoms or signs persist. 

It is unknown what effect hemodialysis or peritoneal dialysis has on the serum concentrations of 

sumatriptan. 

11 DESCRIPTION 

ZEMBRACE SymTouch injection contains sumatriptan succinate, a selective 5-HT1B/1D 

receptor agonist. Sumatriptan succinate is chemically designated as 3-[2-(dimethylamino) ethyl]-

N- methyl-indole-5-methanesulfonamide succinate (1:1), and it has the following structure: 

 

 



 

The empirical formula is C14H21N3O2S•C4H6O4, representing a molecular weight of 413.5. 

Sumatriptan succinate is a white to off-white powder that is readily soluble in water and in 

saline. 

ZEMBRACE SymTouch is a clear, colorless to pale yellow, sterile, nonpyrogenic solution for 

subcutaneous injection. Each 0.5 mL of ZEMBRACE SymTouch contains 4.2 mg of 

sumatriptan succinate equivalent to 3-mg of sumatriptan (base) and 4.15 mg of sodium 

chloride, USP in Water for Injection, USP. 

The pH range of solution is approximately 4.2 to 5.3 and the osmolality of injection is 

approximately 291 mOsmol (275 to 315 mOsmol). 

12 CLINICAL PHARMACOLOGY 

12.1 Mechanism of Action 

Sumatriptan binds with high affinity to human cloned 5-HT1B/1D receptors. Sumatriptan 

presumably exerts its therapeutic effects in the treatment of migraine headache through agonist 

effects at the 5-HT1B/1D receptors on intracranial blood vessels and sensory nerves of the 

trigeminal system, which result in cranial vessel constriction and inhibition of pro-inflammatory 

neuropeptide release. 

12.2 Pharmacodynamics 

Blood Pressure: Significant elevation in blood pressure, including hypertensive crisis, has 

been reported in patients with and without a history of hypertension [see Warnings and 

Precautions (5.8)]. 

Peripheral (Small) Arteries: In healthy volunteers (N = 18), a trial evaluating the effects of 

sumatriptan on peripheral (small vessel) arterial reactivity failed to detect a clinically significant 

increase in peripheral resistance. 

Heart Rate: Transient increases in blood pressure observed in some subjects in clinical trials 

carried out during sumatriptan’s development as a treatment for migraine were not accompanied 

by any clinically significant changes in heart rate. 

12.3 Pharmacokinetics 

After a single 3-mg dose, ZEMBRACE SymTouch was bioequivalent to IMITREX 

subcutaneous injection.  

Absorption and Bioavailability: The bioavailability of sumatriptan via subcutaneous site injection 

to 18 healthy male subjects was 97% ± 16% of that obtained following intravenous injection. 

After a single 6-mg subcutaneous manual injection into the deltoid area of the arm in 18 healthy 

males (age: 24 ± 6 years, weight: 70 kg), the maximum serum concentration (Cmax) of 

sumatriptan was (mean ± standard deviation) 74 ± 15 ng/mL and the time to peak concentration 

(Tmax) was 12 minutes after injection (range: 5 to 20 minutes). In this trial, the same dose 

injected subcutaneously in the thigh gave a Cmax of 61 ± 15 ng/mL by manual injection versus 



 

52 ±15 ng/mL by auto-injector techniques. The Tmax or amount absorbed was not significantly 

altered by either the site or technique of injection. 

Distribution: Protein binding, determined by equilibrium dialysis over the concentration range 

of 10 to 1,000 ng/mL, is low, approximately 14% to 21%. The effect of sumatriptan on the 

protein binding of other drugs has not been evaluated. 

Following a 6-mg subcutaneous injection into the deltoid area of the arm in 9 males (mean 

age: 33 years, mean weight: 77 kg) the volume of distribution central compartment of 

sumatriptan was 50 ± 8 liters and the distribution half-life was 15 ± 2 minutes. 

Metabolism: In vitro studies with human microsomes suggest that sumatriptan is 

metabolized by MAO, predominantly the A isoenzyme. Most of a radiolabeled dose of 

sumatriptan excreted in the urine is the major metabolite indole acetic acid (IAA) or the 

IAA glucuronide, both of which are inactive. 

Elimination: After a single 6-mg subcutaneous dose, 22% ± 4% was excreted in the urine as 

unchanged sumatriptan and 38% ± 7% as the IAA metabolite. 

Following a 6-mg subcutaneous injection into the deltoid area of the arm, the systemic clearance 

of sumatriptan was 1,194 ± 149 mL/min and the terminal half-life was 115 ± 19 minutes. 

Specific Populations:  

Age: The pharmacokinetics of sumatriptan in the elderly (mean age: 72 years, 2 males and 4 

females) and in subjects with migraine (mean age: 38 years, 25 males and 155 females) were 

similar to that in healthy male subjects (mean age: 30 years). 

Hepatic Impairment: The effect of mild to moderate hepatic disease on the pharmacokinetics of 

subcutaneously administered sumatriptan has been evaluated. There were no significant 

differences in the pharmacokinetics of subcutaneously administered sumatriptan in moderately 

hepatically impaired subjects compared with healthy controls. The pharmacokinetics of 

subcutaneously administered sumatriptan in patients with severe hepatic impairment has not 

been studied. The use of ZEMBRACE SymTouch injection in this population is contraindicated 

[see Contraindications (4)]. 

Race: The systemic clearance and Cmax of subcutaneous sumatriptan were similar in black (n 

= 34) and Caucasian (n = 38) healthy male subjects. 

Drug Interaction Studies:  

Monoamine Oxidase-A Inhibitors: In a trial of 14 healthy females, pretreatment with an MAO-

A inhibitor decreased the clearance of sumatriptan, resulting in a 2-fold increase in the area 

under the sumatriptan plasma concentration-time curve (AUC), corresponding to a 40% 

increase in elimination half-life [see Contraindications (4)]. 

13 NONCLINICAL TOXICOLOGY 

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 

Carcinogenesis  



 

In carcinogenicity studies in mouse and rat, sumatriptan was administered orally for 78 weeks 

and 104 weeks, respectively, at doses up to 160 mg/kg/day (the highest dose in rat was reduced 

from 360 mg/kg/day during Week 21). There was no evidence in either species of an increase 

in tumors related to sumatriptan administration. 

Mutagenesis 

Sumatriptan was negative in in vitro (bacterial reverse mutation [Ames], gene cell mutation in 

Chinese hamster V79/HGPRT, chromosomal aberration in human lymphocytes) and in vivo (rat 

micronucleus) assays.  

Impairment of Fertility 

When sumatriptan was administered by subcutaneous injection to male and female rats prior to and 

throughout the mating period, there was no evidence of impaired fertility at doses up to 60 mg/kg/day. 

When sumatriptan (5, 50, 500 mg/kg/day) was administered orally to male and female rats prior to and 

throughout the mating period, there was a treatment-related decrease in fertility secondary to a decrease 

in mating in animals treated with doses greater than 5 mg/kg/day. It is not clear whether this finding was 

due to an effect on males or females or both. 

13.2 Animal Toxicology and/or Pharmacology 

Corneal Opacities: Dogs receiving oral sumatriptan developed corneal opacities and defects in 

the corneal epithelium. Corneal opacities were seen at the lowest dose tested, 2 mg/kg/day, and 

were present after 1 month of treatment. Defects in the corneal epithelium were noted in a 60-

week study. Earlier examinations for these toxicities were not conducted and no-effect doses 

were not established. 

14 CLINICAL STUDIES 

In controlled clinical trials enrolling more than 1,000 patients during migraine attacks who were 

experiencing moderate or severe pain and 1 or more of the symptoms enumerated in Table 3, 

onset of relief began as early as 10 minutes following a 6-mg sumatriptan injection. Lower 

doses of sumatriptan injection may also prove effective, although the proportion of patients 

obtaining adequate relief was decreased and the latency to that relief is greater with lower doses. 

In Study 1, 6 different doses of sumatriptan injection (n = 30 each group) were compared with 

placebo (n = 62), in a single-attack, parallel-group design, the dose response relationship was 

found to be as shown in Table 2. 



 

Table 2: Proportion of Patients with Migraine Relief and Incidence of Adverse 

Reactions by Time and by Sumatriptan Dose in Study 1 

Dose of 

Sumatriptan 

Injection  

Percent Patients With Relief a Adverse 

Reactions 

Incidence 

(%) 

at 10 Minutes  at 30 Minutes at 1 Hour  at 2 Hours  

Placebo  

1 mg 

2mg 

3 mg 

4 mg 

6 mg 

8 mg 

5  

10 

7 

17 

13 

10 

23 

15  

40 

23 

47 

37 

63 

57 

24  

43 

57 

57 

50 

73 

80 

21  

40 

43 

60 

57 

70 

83 

55  

63 

63 

77 

80 

83 

93 

a Relief is defined as the reduction of moderate or severe pain to no or mild pain after dosing 

without use of rescue medication 

 

In 2 randomized, placebo-controlled clinical trials of sumatriptan injection 6 mg in 1,104 

patients with moderate or severe migraine pain (Studies 2 and 3), the onset of relief was less 

than 10 minutes. Headache relief, as defined by a reduction in pain from severe or 

moderately severe to mild or no headache, was achieved in 70% of the patients within 1 hour 

of a single 6-mg subcutaneous dose of sumatriptan injection. Approximately 82% and 65% 

of patients treated with sumatriptan 6 mg had headache relief and were pain free within 2 

hours, respectively. 

Table 3 shows the 1- and 2-hour efficacy results for sumatriptan injection 6 mg in Studies 2 

and 3. 

Table 3: Proportion of Patients with Pain Relief and Relief of Migraine Symptoms 

After 1 and 2 Hours of Treatment in Studies 2 and 3 

1-Hour Data Study 2 Study 3 

Placebo 

(n = 190) 

Sumatriptan 

6 mg 

(n = 384) 

Placebo 

(n = 180) 

Sumatriptan 

6 mg 

(n = 350) 

Subjects with pain relief 

(grade 0/1)  

18% 70%a 26% 70%a 

Subjects with no pain  5% 48%a 13% 49%a 

Subjects without nausea  48% 73%a 50% 73%a 

Subjects without 

photophobia  

23% 56%a 25% 58%a 

Subjects with little or no 

clinical disabilityb  

34% 76%a 34% 76%a 

 



 

2-Hour Data Study 2 Study 3 

Placebo
c
 

Sumatriptan  

6 mg
d

 

Placebo
c
 

Sumatriptan  

6 mg
d

 

Subjects with pain relief 

(grade 0/1) 

31% 81%a 39% 82%a 

Subjects with no pain 11% 63%a 19% 65%a 

Subjects without nausea 56% 82%a 63% 81%a 

Subjects without photophobia 31% 72%a 35% 71%a 
Subjects with little or no 

clinical disability
b

 

42% 85%a 49% 84%a 

a 
P<0.05 versus placebo. 

b 
A successful outcome in terms of clinical disability was defined prospectively as ability to 

work mildly impaired or ability to work and function normally. 
c 

Includes patients that may have received an additional placebo injection 1 hour after the initial 

Injection. 
d 

Includes patients that may have received an additional 6 mg of sumatriptan injection 1 hour after the 

initial injection. 

Sumatriptan injection also relieved photophobia, phonophobia (sound sensitivity), nausea, and 

vomiting associated with migraine attacks.  

The efficacy of sumatriptan injections was unaffected by whether or not the migraine was 

associated with aura, duration of attack, gender or age of the subject, or concomitant use of 

common migraine prophylactic drugs (e.g., beta-blockers). 

16 HOW SUPPLIED/STORAGE AND HANDLING 

16.1  How Supplied 

 

 ZEMBRACE SymTouch 3 mg/0.5 mL Injection contains sumatriptan as the succinate salt 

and is supplied as a clear, colorless to pale yellow, sterile, nonpyrogenic solution in a 

prefilled, ready-to-use, single dose, disposable auto-injector unit (NDC # 67857-809-37). 

 Each carton contains 4 units (NDC # 67857-809-38) and a Patient Information and 

Instructions for Use leaflet. 

16.2 Storage and Handling 
 

Store between 20°C and 25°C (68°F and 77°F) Excursions permitted between 15°C and 30°C 

(59°F and 86°F). 

 

Protect from light. 



 

17 PATIENT COUNSELING INFORMATION 

Advise the patient to read the FDA-approved patient labeling (Patient Information and 

Instructions for Use). 

Risk of Myocardial Ischemia and/or Infarction, Prinzmetal’s Angina, Other Vasospasm-

Related Events, Arrhythmias, and Cerebrovascular Events 

Inform patients that ZEMBRACE SymTouch injection may cause serious cardiovascular side 

effects such as myocardial infarction or stroke. Although serious cardiovascular events can 

occur without warning symptoms, patients should be alert for the signs and symptoms of chest 

pain, shortness of breath, irregular heartbeat, significant rise in blood pressure, weakness, and 

slurring of speech and should ask for medical advice when observing any indicative sign or 

symptoms are observed.  Apprise patients of the importance of this follow-up [see Warnings 

and Precautions (5.1, 5.2, 5.4, 5.5, 5.8)]. 

Anaphylactic Reactions 

Inform patients that anaphylactic reactions have occurred in patients receiving sumatriptan 

injection. Such reactions can be life threatening or fatal. In general, anaphylactic reactions to 

drugs are more likely to occur in individuals with a history of sensitivity to multiple allergens 

[see Contraindications (4) and Warnings and Precautions (5.9)]. 

Concomitant Use with Other Triptans or Ergot Medications 

Inform patients that use of ZEMBRACE SymTouch injection within 24 hours of another triptan 

or an ergot-type medication (including dihydroergotamine or methylsergide) is contraindicated 

[see Contraindications (4), Drug Interactions (7.1, 7.3)].  

Serotonin Syndrome 

Caution patients about the risk of serotonin syndrome with the use of ZEMBRACE SymTouch 

injection or other triptans, particularly during combined use with SSRIs, SNRIs, TCAs, and 

MAO inhibitors [see Warnings and Precautions (5.7), Drug Interactions (7.4)]. 

Medication Overuse Headache 

Inform patients that use of acute migraine drugs for 10 or more days per month may lead to an 

exacerbation of headache and encourage patients to record headache frequency and drug use 

(e.g., by keeping a headache diary) [see Warnings and Precautions (5.6)]. 

Pregnancy 

Inform patients that ZEMBRACE SymTouch injection should not be used during pregnancy 

unless the potential benefit justifies the potential risk to the fetus [see Use in Specific 

Populations (8.1)]. 

Nursing Mothers 

Advise patients to notify their healthcare provider if they are breastfeeding or plan to breastfeed 

[see Use in Specific Populations (8.3)]. 

 

 

 



 

Ability to Perform Complex Tasks 

Treatment with ZEMBRACE SymTouch injection may cause somnolence and dizziness; 

instruct patients to evaluate their ability to perform complex tasks during migraine attacks and 

after administration of ZEMBRACE SymTouch injection. 

How to Use ZEMBRACE SymTouch 

Provide patients instruction on the proper use of ZEMBRACE SymTouch injection if they are 

able to self-administer ZEMBRACE SymTouch injection in medically unsupervised conditions. 

Inform patients that the needle in the ZEMBRACE SymTouch penetrates approximately ¼ of an 

inch (6 mm). Inform patients that the injection is intended to be given subcutaneously and 

intramuscular or intravascular delivery should be avoided. Instruct patients to use injection sites 

with an adequate skin and subcutaneous thickness to accommodate the length of the needle. 

 

 

ZEMBRACE and SymTouch are registered trademarks of Dr. Reddy’s Laboratories Limited 

 

Manufactured for:  Dr. Reddy’s Laboratories Limited 

by Ajinomoto Althea Inc., San Diego, CA 92121 

 

Distributed by:  Promius Pharma, LLC, Princeton, NJ 08540 

  



 

Patient Information 

ZEMBRACE SymTouch (Zem-brace Sim-Touch) 

 (sumatriptan succinate) 

 Injection 

What is the most important information I should know about ZEMBRACE SymTouch?  

ZEMBRACE SymTouch can cause serious side effects, including: 

  Heart attack and other heart problems. Heart problems may lead to death. 

Stop taking ZEMBRACE SymTouch and get emergency medical help right away if you             

have any of the following symptoms of a heart attack: 

 discomfort in the center of your chest that lasts for more than a few minutes, or that 

goes away and comes back 

  severe tightness, pain, pressure, or heaviness in your chest, throat, neck, or jaw 

  pain or discomfort in your arms, back, neck, jaw, or stomach 

  shortness of breath with or without chest discomfort 

  breaking out in a cold sweat 

  nausea or vomiting 

  feeling lightheaded 

ZEMBRACE SymTouch is not for people with risk factors for heart disease unless a heart 

exam is done and shows no problem. You have a higher risk for heart disease if you: 

 have high blood pressure 

 have high cholesterol levels 

 smoke 

 are overweight 

 have diabetes 

 have a family history of heart disease 

What is ZEMBRACE SymTouch? 

ZEMBRACE SymTouch is a prescription medicine used to treat acute migraine headaches 

with or without aura in adults who have been diagnosed with migraine. 

ZEMBRACE SymTouch is not used to treat other types of headaches such as hemiplegic (that 

make you unable to move on one side of your body) or basilar (rare form of migraine with 

aura) migraines.  



 

ZEMBRACE SymTouch is not used to prevent or decrease the number of migraine you have.  

It is not known if ZEMBRACE SymTouch is safe and effective in children under 18 years of 

age. 

Who should not take ZEMBRACE SymTouch? 

Do not take ZEMBRACE SymTouch if you have: 

  heart problems or a history of heart problems 

  narrowing of blood vessels to your legs, arms, stomach, or kidney (peripheral vascular 

disease) 

  uncontrolled high blood pressure 

  hemiplegic migraines or basilar migraines. If you are not sure if you have these types 

of migraines, ask your healthcare provider. 

  had a stroke, transient ischemic attacks (TIAs), or problems with your blood circulation 

  severe liver problems 

  an allergy to sumatriptan or any of the ingredients in ZEMBRACE SymTouch. See the 

end of this leaflet for a complete list of ingredients in ZEMBRACE SymTouch. 

  taken any of the following medicines in the last 24 hours: 

 sumatriptan (IMITREX , SUMAVEL DOSE PRO, ALSUMA) 

 almotriptan (AXERT) 

 eletriptan (RELPAX) 

 frovatriptan (FROVA) 

 naratriptan (AMERGE) 

 rizatriptan (MAXALT, MAXALT-MLT) 

 sumatriptan and naproxen (TREXIMET) 

 ergotamines (CAFERGOT, ERGOMAR, MIGERGOT) 

 dihydroergotamine (D.H.E. 45, MIGRANAL) 

Ask your healthcare provider if you are not sure if your medicine is listed above.  

What should I tell my healthcare provider before taking ZEMBRACE SymTouch? 

Before you take ZEMBRACE SymTouch, tell your healthcare provider about all of your 

medical conditions, including if you: 

 have high blood pressure 

 have high cholesterol 



 

 have diabetes 

 smoke 

 are overweight 

 have heart problems or family history of heart problems or stroke 

 have kidney problems 

 have liver problems 

 have had epilepsy or seizures 

 are not using effective birth control 

 become pregnant while taking ZEMBRACE SymTouch 

 are breastfeeding or plan to breastfeed. ZEMBRACE SymTouch passes into your breast 

milk and may harm your baby. Talk with your healthcare provider about the best way to 

feed your baby if you take ZEMBRACE SymTouch. 

Tell your healthcare provider about all the medicines you take, including prescription 

and over-the-counter medicines, vitamins, and herbal supplements. 

Using ZEMBRACE SymTouch with certain other medicines can affect each other, causing 

serious side effects. 

Especially tell your healthcare provider if you take anti-depressant medicines called: 

 selective serotonin reuptake inhibitors (SSRIs) 

 serotonin norepinephrine reuptake inhibitors (SNRIs) 

 tricyclic antidepressants (TCAs) 

 monoamine oxidase inhibitors (MAOIs) 

Ask your healthcare provider or pharmacist for a list of these medicines if you are not 

sure. 

Know the medicines you take. Keep a list of them to show your healthcare provider or 

pharmacist when you get a new medicine. 

How should I take ZEMBRACE SymTouch? 

 Certain people should take their first dose of ZEMBRACE SymTouch in their healthcare 

provider’s office or in another medical setting. Ask your healthcare provider if you should 

take your first dose in a medical setting. 

 Use ZEMBRACE SymTouch exactly as your healthcare provider tells you to use it. 

 Your healthcare provider may change your dose. Do not change your dose without first 

talking with your healthcare provider. 



 

 For adults, the usual dose is a single injection given just below the skin. 

 You should give an injection as soon as the symptoms of your headache start, but it may 

be given at any time during a migraine headache attack. 

 If you did not get any relief after the first injection, do not give a second injection without 

first talking with your healthcare provider. 

 If your headache comes back or you only get some relief after your first injection, you can 

take a second injection 1 hour after the first injection, but not sooner.  

 Do not take more than a total of 12 mg in a 24-hour period. For example, you may give 

one 3mg injection four times a day, at least 1 hour apart. 

 If you use too much ZEMBRACE SymTouch, call your healthcare provider or go to the 

nearest hospital emergency room right away. 

 You should write down when you have headaches and when you take ZEMBRACE 

SymTouch so you can talk with your healthcare provider about how ZEMBRACE 

SymTouch is working for you. 

What should I avoid while taking ZEMBRACE SymTouch? 

ZEMBRACE SymTouch can cause dizziness, weakness, or drowsiness. If you have these 

symptoms, do not drive a car, use machinery, or do anything where you need to be alert. 

What are the possible side effects of ZEMBRACE SymTouch? 

See “What is the most important information I should know about Zembrace SymTouch?” 

ZEMBRACE SymTouch may  cause serious side effects, including:  

 changes in color or sensation in your fingers and toes (Raynaud’s syndrome) 

 stomach and intestinal problems (gastrointestinal and colonic ischemic events). 

Symptoms of gastrointestinal and colonic ischemic events include: 

   sudden or severe stomach pain 

   stomach pain after meals 

   weight loss 

   nausea or vomiting 

   constipation or diarrhea 

   bloody diarrhea 

   fever 

 problems with blood circulation to your legs and feet (peripheral vascular ischemia). 

Symptoms of peripheral vascular ischemia include: 

   cramping and pain in your legs or hips 



 

   feeling of heaviness or tightness in your leg muscles 

   burning or aching pain in your feet or toes while resting 

   numbness, tingling, or weakness in your legs 

   cold feeling or color changes in 1 or both legs or feet 

 hives (itchy bumps); swelling of your tongue, mouth, or throat. 

 medication overuse headaches. Some people who use too many ZEMBRACE 

SymTouch injections may have worse headaches (medication overuse headache). If 

your headaches get worse, your healthcare provider may decide to stop your treatment 

with ZEMBRACE SymTouch. 

 serotonin syndrome. Serotonin syndrome is a rare but serious problem that can 

happen in people using ZEMBRACE SymTouch, especially if ZEMBRACE SymTouch 

is used with anti-depressant medicines called SSRIs or SNRIs. 

 Call your healthcare provider right away if you have any of the following symptoms of 

 serotonin  syndrome: 

 mental changes such as seeing things that are not there (hallucinations), agitation, or 

coma 

 fast heartbeat 

 changes in blood pressure 

 high body temperature 

 tight muscles  

 trouble walking 

 seizures.  Seizures have happened in people taking ZEMBRACE SymTouch who have 

never had seizures before. Talk with your healthcare provider about your chance of 

having seizures while you take ZEMBRACE SymTouch. 

The most common side effects of ZEMBRACE SymTouch include: 

 pain or redness at your injection site 

 tingling or numbness in your fingers or toes 

 dizziness 

 warm, hot, burning feeling to your face (flushing) 

 discomfort or stiffness in your neck 

 feeling weak, drowsy, or tired 

Tell your healthcare provider if you have any side effect that bothers you or that does not go 



 

away. 

These are not all the possible side effects of ZEMBRACE SymTouch. For more 

information, ask your healthcare provider or pharmacist. 

Call your doctor for medical advice about side effects. You may report side effects to FDA at 

1- 800-FDA-1088. 

How should I store ZEMBRACE SymTouch? 

 Store between 68° and 77°F (20° and 25°C) 

 Store your medicine away from light. 

 Keep your medicine in the packaging or carrying case provided with it. 

Keep ZEMBRACE SymTouch and all medicines out of the reach of children. 

General information about the safe and effective use of ZEMBRACE SymTouch. 

Medicines are sometimes prescribed for purposes other than those listed in Patient 

Information leaflets. Do not use ZEMBRACE SymTouch for a condition for which it was not 

prescribed. Do not give ZEMBRACE SymTouch to other people, even if they have the same 

symptoms you have. It may harm them. 

This Patient Information leaflet summarizes the most important information about ZEMBRACE 

SymTouch. If you would like more information, talk with your healthcare provider. You can ask 

your healthcare provider or pharmacist for information about ZEMBRACE SymTouch that is 

written for healthcare professionals. 

For more information, go to www.drreddys.com or call 1-888-966-8766. 

What are the ingredients in ZEMBRACE SymTouch Injection? 

Active ingredient: sumatriptan succinate 

Inactive ingredients: sodium chloride, water for injection 

 

ZEMBRACE and SymTouch are registered trademarks of Dr. Reddy’s Laboratories Limited 

Manufactured for: Dr. Reddy’s Laboratories Limited; by Ajinomoto Althea, Inc., San Diego, CA 

92121 

Distributed by: Promius Pharma, LLC., Princeton, NJ 08540 

This Patient Information has been approved by the U.S. Food and Drug Administration.                                       Revised: Jan 2016 
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