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Dear Dr. Lumpkin: 

Reference is made to-your Letter dated April 19, 1995, which responds to our 
request that Novartis’ (then Sandoz’s) applications for Sandimmune@ (cyclosporine) and 
Neoral@ (cyclosporine for microemulsion) be reclassified as drugs submitted and approved 
pursuant to section 505(b) of the Federal Food, Drug, and Cosmetic Act (“the Act”). As 
indicated by Novartis’ Request for Reclassification and our subsequent discussions, the issue of 
cyclosporine’s classification as an “antibiotic drug” under section 507 of the Act has always been 
critically important to us. Now, due to the impending action on four supplemental applications 
(for autoimmune indications for cyclosporine), the “antibiotic drug” classification has taken on 
even greater significance. 

As you know, the Agency is expected to take action on Novartis’ supplemental 
applications for use of Neoral@ in treating rheumatoid arthritis (RA) and psoriasis. Like the 
original new drug applications (NDAs) for Sandimmune@ and NeoralB, these supplemental 
applications are based upon significant research conducted by Nova&. More-over, it is expected 
that the ultimate, potential approval of the RA supplemental appbcation will be contingent upon 
Nova&s’ commitment to satisfy additional, Phase IV research obligations. Ln addition, 
following final action on its pendrng supplemental applications. Novartis will have paid 
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$447,000.00 in user fees pursuant to the Prescription Drug User Fee Act (PDUFA) to support 
review and final action on its Neoral@ applications. 

Despite the research Novartis has already conducted and wiii be required to 
continue to conduct as a condition of approval of its cyclosporine products, the Company has not 
been granted w statutory incentives in recogniti’on of its research investments. In fact, because 
of cyclosporine’s antibiotic classification, the Company will not even receive three years of so- 
called “promotional exclusivity” for the critically important RA and psoriasis indications that are 
expected to be added to the Neoral@ labeling. 

Because of the obvious inequities posed by this situation, Novartis is following up 
on your offer to let us address the Agency’s decision to continue regulating cyclosporine products 
under section 507 of the Act. As you know, Nova&’ Request for Reclassification responded to 
the Agency’s interest in scientific issues related to the antibiotic classification of cyclosporine. 
Although we continue to believe that there is no valid scientific basis to ciassiFy cyclosporine as 
an antibiotic, there are even more fundamental issues that must first be addressed in connection 
with the Request for Reclassification. 

Most importantly, there is the issue of a “level playing field.” We have identified 
several products similar to cyclosporine with respect to its “antibiotic” classification but that 
nonetheless are regulated as, and enjoy the benefits of their status as, “drugs” under section 505 
of the Act. (Similarly, we have identified antibacterial agents approved for treatment of 
infections that also are regulated as section 505 “drugs.“) 

The most notable similarly-situated product is Mevacor@ (lovastatin) -- a novel 
fimgal metabolite discovered when it was produced from a strain of Asyergilfus ferreus obtained 
in a soil isolation program. Lovastatin is obviously similar to cyclosporine in its fungal 
derivation and antifungal properties. Yet, the Agency classifies lovastatin as a drug under section 
505. There is simply no reason, scientific or otherwise, for lovastatin and cyclosporine to be 
treated differently under the Act. 

The classification of lovastatin (and several antibacterial agents) as section SOS 
drugs points to the larger issue: the lack of reasonable, articulated standards that have been 
subjected to scientific input and critical public scrutiny, that are known to all interested persons, 
and that are applied consistently to each application filed by the Agency. Undoubtedly, it has _ _ 

- been the lack of such standards that has caused the Agency’s inconsistent treatment over the 
__ 

years of the Sandimmune@ and NeoralO applications. Ahost without exception, the Agency 
has initially assigned section 505 drug NDA numbers to the Sandimmune and NeoralB 
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applications. Only afier these applications were submitted did the Agency apparently reconsider 
its original designations and reclassify the applications as antibiotics. Over the years, the 
rationale for these various reclassifications of cyclosporine also has changed. For example, the 
original reclassification decision in 1982 apparently was triggered by an interest in applying the 
section 507 batch certification requirements to the original Sandimmune@ application. Only in 
1994- 1995 were scientific issues raised with respect to the classification of cyclosporine as an 
antibiotic. In the interim, FDA continued to assign section 505 drug NDA numbers to most 
cyclosporine applications. 

Finally, there is the issue of Congress’ intent in codifying the definition of 
“antibiotic drug.” Although this issue was first raised in the Agency’s response to our 
Reclassification Request, Novartis has now conducted a comprehensive review ofthe legislative 
history of the 1962 Amendments to the Act. We have found nothing in the legislative history to 
indicate that Congress intended to single out products that are produced by fermentation. Rather, 
we have found a clear Congressional intent to cover only true “antibiotics” indicated for 
antibiotic uses. For example, a report by a special advisory committee of the National Academy 
of Sciences-National Research Counsel submitted to and adopted by the Secretary of Health, 
Education, and Welfare (HEW) recommended: “The FDA should be given statutory authority to 
apply certification procedures to all antimicrobial agents used in the prophylaxis and treatment of 
infectious diseases.” & Drug Industry Antitrust Act. Hearings On S 1552 Before the 
Subcomm. On Antitrust and Monopoly of the Senate Comm. on the Judiciary, 87th Cong., 1st 
Sess., Part 2, Exhibits And Appendix, 460, reprinted ti FDA, A LEGISLATIVE HISTORY OF TIE 
FEDERAL FOOD, DRUG, AND COSMETIC AC’T AND ITS AMENDMENTS, Vol. XVIII, at 220. 
Similarly, in urging Congress to adopt the provision, the Secretary of HEW repeatedly referred to 
the use of “antibiotic drugs” to be covered under section SO7 “in the treatment of infectious 
diseases.” Drug Industry Antitrust AC! Hearings, Part 5, at 2589-90 (testimony of Secretary 
Ribicoff), renrinted in, FDA, A LEGISLATIVE HISTORY, Vol. XX, at 33 l-32. Thus, there is even 
a more compelling need to develop consistently-applied standards, based upon public input, that 
will effectuate Congress’ intent. 

lf such standards had been promulgated and codified in the Agency’s antibiotic 
regulations, Novartis is confident that Sandimmune@ and Neoral@ would be regulated as drugs 
under section 505(b) of the Act. To redress the current situation -- particularly given the lack of 
a “level playing field” and Congress’ clear intent to classify as antibiotics those products that 
(unlike cyclosporine) treat infectious diseases -- Novartis believes the Agency-musr.immediately 
reclassify cyclosporine as a drug under seclion 505(b). At the very least, pending development of 
codified standards and their application to Sandimmune@ and Neoral@, the Agency must not 

- - 
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take any action that further deprives Novartis of rights to which it otherwise would be entitled if 
these products were properly +ssified as drugs under section SOS(b). 

Given the pressing nature of the classification issue in the context of the 
impending action on the RA and psoriasis applications, Novartis would like to accept your 
invitation to meet with appropriate officials in the Center to discuss this matter in greater detail. 
We request that such a meeting be convened by the first week of April so a final decision can be 
rendered prior to action on our pending supplemental applications- 

We look forward to workmg with the Center to resolve this urgent matter. 

Respectfully submitted, 

‘Fhomas P. Koestler, Ph.D. 
Vice President, Head 
World Wide Drug Regulatory Affairs 

cc: Central Document Room 
Center for Drug Evaluation and Research 
Food and Drug Administration 
Park Bldg., Room 2- 14 
12420 Parklawn Drive 
Rockville, Maryland 208 5 7 

-- - 
-t’ 



DEPARTMENT O?HULtH &i~MAN~~v'rCES 

April 19, 1995 

Thomas P. Kocstler, Ph.D. 
Vict PIYS&II~, Corporate Haad 
Drug Registntion rind Keg~latary Mfak 
Sandaz PhrnnaceutlcaL CorporotIon 
59 Route Ten 
East Haaovcr, New Jersey 0793C108-0 

Dear Dr. Kc&&r, 

OII October 14, 1994 and Fabrrrary 28, 19!4S you rrot( iettarr to the Cants for DN~ 
Evaiurtiolr l d Rutrrch (CDER) mqucstlq that your~rpplicationr COY SANDIMMUNE 
kyclasparioc) and NEURAL (cyclasporir~~, mictwmuWoa) be -K&d u drugs 
under rtction SOS(b) of tbr Fedcnl Food, Drug, md Caanetk Act (thb Act). Presently 
they an claxified PI aatlbiotti under oection 507 of tha Act. 

After revleuti~ the informrtika submtied by Sandor to support this request, I am now 
able to Incorm you that CDER intaxds to cootinu~ to mgulatr thme products under 
seciiaa 507 of thr Act. 

h we bath agree, tht msnufa~ of cyclnspori~ inroira a fwmentati~~ process 
employing a microofpahm, and, as such. if m+ tha lint part of tbr 6tatutary 
ckf-miclon or aa rntiblotkc, Thus, the aux afthe clusUka(ion de&ion rests au whether 
cyclasparlne has the uprclty to lnMblt oc dutroy rafcrootgukns in diluti solution . , . 
(21 U.S.C. 357). 

WI do find, hued on tbo informrtlon we pnsently ~PYI, that cydasportn~ on indeed 
inhibit or Ulj crrtain buman pathogans & &a ot coacu~fratio~ that are r&vent to 
thou fouad in the hum~a body whan cyclocpotlnr h UA cifnkally a.s kcrlbed Ia ltl 
npproved OT prapoud hb&q. Far your convwhxe, I ha~a apvdrd tn thfr IeuU, a 
copy o( tbt mkrobiologkt’s report frwn HFlM34 sufnmarkzing our emalyds 0C 

. @%qmiae’r aatlmicmblal capacfty. Cyclorpori~ IDMU both # aftha ~l~~~tg~ 
dclinitloa of pmducts that must ba rqubLtd undu rut.& SO7. 
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Jn our review of the legislative history of uctlon 507 of the AC& we found ao 
Congresrionnl rtfuencr u to how the term “inhibits or Qrtroyc mic~nisms III 
dilute solution’ should be interpad. Hawtver, we breve our findings nm tmmistent 

vlth the ordlrury meaning of the words in the mtute nad W.h Congressional intent to 
single out thosu drug, such as cyclrKpotie, which are produced bl, t fecrmentatke 
ptoc~~. In odd&Ian, the FDA has a nroag hirtoty of Intcrpret’hg rectlon 507 without 
referenca to whether the product li used clinically as au antibiotic. &vrraI ant& 
neoplanic agerm have been dnuified as ktfon 507 pro&U.~ becauu the meel the 
legal defiiian of an “antibiotic drug”. 

I realize that the chssfflcntIoo of CyclasporfDI b or SiJpifirunt imporuflce 10 San&z. 
7lu, ff you or your staff helIrvr we have t&interpret4 tba scicntifk Lalormation you 
submitted or that we hrvc misintqreted the tint of th, Irw, pIuase do not h&t& to 
let me know. I would be happy to fzdUtate a eg 4th the ~ieutifk and legA rtrff 
al the C&tar to discuss this futier if you lea4 ~ch would he helpful. 

YOUK EbdY, 

Murray M. LumpkIn, M.D. 
Dquty ciarrr Dktir (Raviow MPaogrment) 
Gotet for Drug Evrbatian end Rawarch 

cc: Jmut Woodcock, M.D. 
Ammnda Ptdenen, J.D. 
Ann Won, J.D. 
David Fax, J.D. 
David FQal, KD. 
Jluntr Bitand, M.D. 
JPM Axrhd, J.D. 


