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icacy is also affected y re~~a~erne~t of the acetic a~id/s~d~um hydroxide 
et-: to minimize the ~~tent~a~ far injection site pain is to reduce the risk of patient 

and d~m~n~s~ed efficacy. Novartis ~~nt~n~~s ta believe that only the 
nd e~i~aG~~us f~rmu~at~~n of oetreotide acetate be available for 

se fife-long struggle with ~ar~in~id syndromes s, or acromegaly 
rn~g~t require them to self-administer su~~utaneuus injections up to three ti 

its for the record the re of the clinical s 
roved re-f~rmu~at~Qn was ed. Results of 
~ntain~ng f~~rnulati~n was safer far patients than the product 

inally approved by FDA that c~ntajned acetic acid? A~~~rd~ngly, enclosed as 
of the cover letter of the supplemental NDA in 
as well as a copy of the report of the study su 

i~equivalence Study of the Two Parenteral Preparations of SIMS 2014395,” 

In additions enclosed as A~~e~d~x 2 is ~nfQrrnat~~n from Novatiis’ 
~armace~ti~al Expert Re orts for the 100 mcg/mL and 500 mc 

~e~~~ attributes the decrease in injectiun site pain, seen when a 
from tne fQrmu~at~~n, to the mare rapid post-injectiun re-establishment of ~~ys~~~~gical 
pb-i at the site of injection when the lactic acid buffer is used than when acetic acid is 
present in the f~rrnu~at~Qn”* This is the same safety reason ovanis cited in its 

tal NDA cover letter requesting approval of the c rently marketed 

endix 3 contains several ~u~~~~ati~ns demonstrating consistent recognition of 
~nje~tj~n site pain across clinical trials3 with the original acetic acid formulation. 

~na~ly~ ~va~is also wishes to correct a misstatement on page 3 of Ben Venue~s 
citizen petition. Sando~tat~n~ Injection is never diluted when given subcutaneously 
according to the approved labeling -- pa tiicu iarly when s&f-administered for 

ly, carcinoid syndrome, or WPomas. , Ben Venue is ~n~~rre~t in 
in their petition (page 3, paragraph 4) h the d~s~~nt~nued la~eljng 

’ For the ~~i~~~~l acetic aci furmulat~u~, injection site pain was reported by 9 of the 26 subjects and 
resolved in ‘IO-40 minutes after injection. The currently marketed lactic acid f~rrn~~at~~~ elicited only I 
report of ‘n , which resolved in 10 minutes, from this same group. Enclosed at Appendix I are copies 
of the su ission cover letter and the report of the study entitled, “Bi~e~~iva~e~ce Study of the Two 
~ar~~teral ~repa~at~o~s of SPAS 201-995”. 

3 In one of these (Friess et al. at page 1271), amu~g patients re~o~t~~g an event ~~g/24?~ Y there was a 
‘71 B/o ~2~/3~~ incidence of ~~je~t~~~ site pain upon adrn~~istrat~~~ of placebo and a 75% (18/24) incidence 
in ~ctr~~t~d~ patients; this points even more directly at the ~~~w-~ep~aced~ excipknts as the SQWX of 
this adverse reaction. 



nd the Laurent labeling require dilution in 9% sodium chloride or in dextrose prior to 
administrat~on.~’ 

To assist practitioners in situatiuns where the drug is admi istered intravenously, 
ng does provide the following infurmat~on: 
andostatin~ (o~treotide acetate) is stable in sterile isotonic saline solutions or 

ons of dextrose 5% in water for 24 hours.” 
~Qwever~ it sho be noted that undiluted, su bcutaneo~s injection is t e usual route of 

dm~nistratio~ for treatment and/or control of symptoms of Sandostat~n~ ~~je~tio 
indications. 

~ova~~s hopes that the data specified above and appended to t 
issues surrounding the formulation improvement that sup 

ent and approval of the current Sandostatin @  (octreotide 
redact. Please feel free to contact the undersigned~ on (973) 781-8697, if there are 

any questions or if additional information is required. 

Respectfully sub 

Robyn Ek Konecne, Pharm. 
Associate Director 

egulatory Affairs 

cc: 
Orloff - HFD 510 


