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Garland, Grcuit Judge: 1In this case we consider the
validity of a district court order, prelimnarily enjoining ap-
proval by the Food and Drug Administration ("FDA") of a
generic drug, that was issued at the behest of the nmanufac-
turer of the conpeting brand-nanme drug. W previously
stayed the prelimnary injunction pending our resolution of
this appeal. Because we find plaintiff has not satisfied the
standards for a prelimnary injunction, and in particular has
not shown a |ikelihood of success on the nmerits, we now
vacate the injunction.

The Food, Drug, and Cosnetic Act (the "Act") provides
that "[n]o person shall introduce or deliver for introduction
into interstate conmerce any new drug” w thout first obtain-
ing FDA approval. 21 U S.C s 355(a). To obtain FDA
approval, the first applicant to nmarket a drug, known as the
"pioneer,"” must submit a new drug application ("NDA")
cont ai ni ng, anmong ot her things, "full reports of investiga-
tions" made "to show whether or not such drug is safe for use
and whet her such drug is effective in use." 1d. s 355(b)(1).
Recogni zi ng that the NDA process is costly and tine-
consum ng, and seeking "to nmake avail abl e nore | ow cost
generic drugs," Congress amended the Act in 1984. HR
Rep. No. 98-857, pt. 1, at 14 (1984), reprinted in 1984
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US. CCAN 2647, 2647. The Drug Price Conpetition and
Patent Term Restoration Act of 1984, Pub. L. No. 98-417, 98
Stat. 1585 (known as the "Hatch-Waxman Amrendnents"),

permts a manufacturer of a generic alternative to a pioneer
drug to seek FDA approval by submitting an abbrevi ated new
drug application ("ANDA") that need contain only the nore
l[imted information specified in 21 U S.C. s 355(j)(2).1

Two aspects of the ANDA process, corresponding to two
ki nds of drug ingredients, are relevant to this case. First,
with respect to "active ingredients,” the statute provides that
the Secretary of Health and Human Services shall approve an
application for a generic drug unless the Secretary finds,
anong ot her things, that "information submtted with the
application is insufficient to show that the active ingredients
are the same as the active ingredients of the listed [pioneer]
drug...." 21 US.C s 355(j)(3)(O(ii). The FDA defines an
"active ingredient” as "any conponent that is intended to
furni sh pharmacol ogi cal activity or other direct effect in the
di agnosi s, cure, mtigation, treatnment, or prevention of dis-
ease, or to affect the structure or any function of the
body...." 21 CF.R s 210.3(b)(7).

Second, with respect to "inactive ingredients,” the statute
provides that the Secretary shall approve an application
unl ess she finds that "information submitted in the applica-
tion or any other information available to the Secretary
shows" that "the inactive ingredients of the drug are unsafe"

or "the composition of the drug is unsafe ... because of the
type or quantity of inactive ingredients included or the man-
ner in which the inactive ingredients are included.” 21 U S.C

s 355(j)(3)(H). The FDA defines an "inactive ingredient" as

1 Prior to the Hatch-Waxman Amendnents, the FDA had est ab-
lished its own abbrevi ated procedures for generic copies of pioneer
drugs approved before 1962, but not of pioneer drugs approved
after 1962. The Amendnents generally extended those procedures
to cover generic copies of post-1962 pioneer drugs. See H R Rep
No. 98-857, pt. 1, at 14 (1984), reprinted in 1984 U S.C.C A N 2647,
2647; 130 Cong. Rec. 23,057 (1984) (statenent of Rep. Waxman).
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"any conponent other than an active ingredient.” 21 C.F.R
s 210.3(b)(8).

In 1969, the FDA approved an NDA submitted by plaintiff
Serono Laboratories, Inc. ("Serono") for Pergonal, a pioneer
drug. Pergonal is a "nenotropins" product adm nistered by
i ntranmuscul ar injection and used to treat male and fenal e
infertility. A menotropins product is extracted fromthe
urine of post-nmenopausal wonen, and contains two active
ingredients: follicle-stinulating hormone ("FSH') and | utein-
i zing hormone ("LH'). See Joint Appendix ("J.A ") 473;
Dorland's Illustrated Medical Dictionary 1013 (28th ed.
1994). FSH and LH nmake up less than five percent of
Pergonal, with | actose and uncharacterized urinary proteins
("UUPs") constituting the remainder. See FDA Br. at 6;
Serono Br. at 4.

In 1990, Lederle Parenterals, Inc. ("Lederle") subnmitted an
ANDA to the FDA seeking approval of a generic version of
Per gonal , now known as Repronex. Defendant-intervenor
Ferring Pharmaceuticals Inc. ("Ferring") acquired the rights
to Lederle's ANDA while it was pending. |n Decenber 1992,
Serono filed a "citizen petition," pursuant to 21 C. F.R
s 10.30, urging the FDA to wi thhol d approval of the ANDA
Serono argued, anong other things, that the UUPs in the
proposed generic drug were "inactive ingredients" that dif-
fered fromthose in Pergonal and had not adequately been
denonstrated to be safe. J.A 465-69

In a subsequent neeting, and in a supplenental filing on
March 21, 1997, Serono al so argued that the active ingredient
FSH in the proposed generic drug was not, as required by
statute, "the sane as" the FSH i n Pergonal because of
differences in "isoforns”" of the two products. Id. at 481
FSH is a protein-based hornone consisting of two protein
chains in a backbone-like configuration, w th carbohydrate
side chains. Natural variation in the carbohydrate el ements
leads to different isoforns of the hornone. See id. at 482-83.
Serono argued that this isoformvariation in FSH rendered
Repronex different from Pergonal, and hence ineligible for an
ANDA. |d. at 481-82.
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On January 30, 1997, the FDA approved the ANDA for
Repronex. 1d. at 459-60. The FDA gave Repronex an "AB"
rating in its publication, Approved Drug Products with Ther-
apeuti c Equi val ence Eval uations (known as the "Orange
Book"), meani ng that physicians and pharmaci sts coul d sub-
stitute Repronex for Pergonal. See FDABr. at 7-8. 1In a
nmenorandum to the administrative record filed on that date,
CGordon Johnston, the Deputy Director of the FDA's O fice of
Ceneric Drugs, addressed another issue that had surfaced
during the review-a difference in the concentration of the
i nactive ingredient |actose in Repronex and Pergonal. John-
ston noted that although a 1992 regul ation required an inac-
tive ingredient in a generic drug to be in the sanme concentra-
tion as in the pioneer drug, that regul ation was not in effect
when the ANDA for Repronex was filed in 1990. Johnston
concl uded that since FDA policy was to review an application
under the regulations in effect at the tine of filing, the
different | actose concentrations did not preclude ANDA ap-
proval. He also found that they posed no safety concerns.
Id. at 457-58 (Menmorandumto Record by G Johnston, Jan
30, 1997) (hereinafter "Johnston Menorandunt).

On May 30, 1997, Serono sued the FDA in district court,
rai sing many of the sanme issues contained in its still-pending

citizen petition as well as the additional issue of the differing

| act ose concentrations. See Conplaint WV21-23. On June 13,
1997, Serono noved for a prelimnary injunction rescinding
the FDA's approval of Repronex, and Ferring intervened as a
def endant .

On June 17, 1997, the FDA issued its final decision denying

Serono's citizen petition. J.A 472-86 (Letter fromJ. Wod-
cock to Serono, June 17, 1997) (hereinafter "W.odcock Let-
ter"). Dr. Janet Whodcock, Director of the FDA's Center for
Drug Eval uati on and Research, rejected Serono's claimthat

the isoformvariation in the active ingredi ent FSH nmeant t hat
the FSH in Repronex was not the "sane as" the FSH in

Pergonal . Dr. Wodcock acknow edged the isoformvariation

but concluded that it was not "clinically significant for the
product's intended uses" and therefore did not preclude a
"sanmeness” finding for purposes of 21 U S.C. s 355(j). Id. at

Page 5 of 25
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484. Dr. Wodcock further concluded that the differing

| act ose concentrations in the two products, as well as the
differing UUP profiles, did not affect the safety of Repronex.
Id. at 480-81 & n.12. She also rejected the characterization
of the UUPs as "inactive ingredients,"” classifying themin-
stead as "inpurities.” Id. at 479-80.

On July 28, 1997, the district court granted Serono's notion
for a prelimnary injunction, barred the FDA "from approving
the Ferring ANDA, " and ordered it to "rescind i mediately
its designation of an 'AB rating [for Repronex] in the Orange
Book." Serono Lab. v. Shalala, 974 F. Supp. 29, 37 (D.D.C
1997). The district court found that Serono was likely to
prevail on the nerits of its clains; that Serono would suffer
irreparable injury if interimrelief were not granted; and that
both the bal ance of harns to Serono and Ferring, and the
public interest, favored granting injunctive relief. See id. at
32- 37.

A court considering a plaintiff's request for a prelimnary
i njunction nmust exam ne whether: (1) there is a substanti al
likelihood plaintiff will succeed on the nerits; (2) plaintiff wll
be irreparably injured if an injunction is not granted; (3) an
injunction will substantially injure the other party; and (4)
the public interest will be furthered by the injunction. See
Washi ngton Metro. Area Transit Commin v. Holiday Tours,
Inc., 559 F.2d 841, 843 (D.C. Cr. 1977). These factors
interrelate on a sliding scale and nust be bal anced agai nst

each other. "If the argunents for one factor are particularly
strong, an injunction may issue even if the argunents in
other areas are rather weak." CityFed Fin. Corp. v. Ofice of

Thrift Supervision, 58 F.3d 738, 746 (D.C. Cr. 1995); see
Hol i day Tours, 559 F.2d at 843-45.

W review the district court's weighing of the prelimnary
i njunction factors under the "abuse of discretion” standard,
see Transohio Sav. Bank v. Director, Ofice of Thrift Supervi-
sion, 967 F.2d 598, 614 (D.C. Cir. 1992), and its findings of
fact under the "clearly erroneous"” standard, see Nationa

Wldlife Fed'n v. Burford, 835 F.2d 305, 319 (D.C. Gr. 1987).
"[T]o the extent the district court's decision hinges on ques-
tions of law, " however, "our reviewis 'essentially de novo.'
O Hara v. District No.1-PCD, 56 F.3d 1514, 1522 (D.C. Gr.
1995) (quoting Transohio, 967 F.2d at 614).

Serono's argunent that it is likely to succeed on the nerits
depends upon the validity of its contentions regarding three
of Repronex's ingredients: FSH, |actose, and UUPs. W
consi der each of these in turn.

A
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As noted above, FSH is an active ingredient in both
Repronex and Pergonal. The Hatch-Waxman Amendnent s
provide that the FDA "shall approve" an ANDA for a generic
drug unless it finds, among other things, that the information
submtted "is insufficient to show that the active ingredients
are the same as the active ingredients of the listed drug." 21
US. C s 355(j)(3)(O(ii) (enphasis added). FDA regulations
al so state that "[f]or determining the suitability of an abbrevi-
ated new drug application, the term'sanme as' neans identi -
cal in active ingredient(s)...." 21 CF.R s 314.92(a)(1) (em
phasi s added).

As we al so have noted, the chem cal structure of FSH
roughly consists of two conponents: (1) a protein backbone
with a specific am no acid sequence, and (2) carbohydrate side
chains. See J.A  482-83 (Wodcock Letter). In concluding
that the FSH in Repronex is the "sane as" or "identical" to
that in Pergonal, the FDA determned that their protein
backbones and am no acid sequences are identical. |Id. at 483.
There are, however, slight natural variations in the configura-
tion of the carbohydrate side chains, a phenonenon known as
"m croheterogeneity."” See id. at 482-83. But, the FDA
observed, "conplete chem cal identification of all the carbohy-
drate variants in a protein product often is not possible or
feasible,” id. at 482, a point Serono does not dispute. |ndeed,
it usually is not even possible "to assure by chemical analysis

that different batches" of the same product "are identical at
the | evel of the carbohydrate side chains"--including different
bat ches of Pergonal itself. 1d. at 482-83

In Iight of the fact that "npbst glycoprotein products will
have m croheterogeneity,” the FDA determ ned that the rele-
vant "question is how much variation should be permtted."”

Id. at 482. The agency answered that question as foll ows:

To be considered to have the sane active ingredients as
the reference |isted drug, generic FSH products based
on Pergonal as the reference listed drug nust have the
same primary structure, i.e., the same protein backbone
and am no acid sequence as Pergonal (assured by using

t he sane natural source material), the same potency, and
t he sane degree of batch-to-batch uniformty. The

bat ch-to-batch uniformty of Pergonal is achieved using
in vivo rat potency tests, specified by the U S. Pharnma-
copeia [USP].... The bioactivity of each batch of ge-
neric Menotropins ... is also controlled using USP rat
bi oassays, which provides the same assurance of potency
and batch-to-batch uniformty as is provided by Serono
for Pergonal

Id. at 483. After reviewing additional clinical data, the FDA
found "that any potential variations in FSH isoforns between
the Ferring nmenotropins product and Pergonal appear not to

be clinically significant for the product's intended uses."” 1d.
at 484. The FDA concluded that such clinical identity ren-
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ders menotropins products "the sane for the purposes of 21
US. C s 355(j)," id., as long as the protein backbone, ani no
aci d sequence, and potency are the sane, and the degree of

bat ch-to-batch variation in isoforms is no different than that
in Pergonal itself, id. at 483.

Serono argues, and the district court agreed, that "same
as" under the statute, and "identical" under the regul ation,
must nean absolute "chemical" identity. The court rejected
the FDA's view that "clinical” identity is sufficient for a
menot r opi ns product as |long as the above-descri bed condi -
tions are nmet, and therefore concluded that Serono was likely
to prevail on the nmerits of its claimthat the FSH i n Repronex
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and Pergonal is not the same. See Serono Lab., 974 F. Supp

at 32-34. Since the district court's conclusion rests on issues
of statutory and regulatory interpretation, we review that
concl usi on de novo.

Chevron U.S. A Inc. v. Natural Resources Defense Council,
Inc., 467 U. S. 837 (1984), governs our analysis of the validity
of an agency's interpretation of a statute. Under Chevron
we first ask "whether Congress has directly spoken to the
preci se question at issue,” in which case we "give effect to the
unambi guousl y expressed intent of Congress.” Id. at 842-43.

But if Congress has been silent or anbi guous about the
meani ng of the specific question at issue, we defer to the
agency's interpretation so long as it is "based on a perm ssi-
bl e construction of the statute.” 1d. at 843.

In evaluating the first Chevron inquiry, we use "traditiona
tools of statutory construction"” to determ ne whether Con-
gress has unanbi guously expressed its intent. 1d. at 843 n.9.
In this case, the statute does not define the term"sane as,"”
and does not indicate whether chemical or clinical identity
was contenpl ated. W need to consider, therefore, what the
terns nean in context. See McCarthy v. Bronson, 500 U S
136, 139 (1991). \What the statute requires to be the "sane"
are the two drugs' "active ingredients,” and FDA regul ati ons
pre-dating the Hatch-\Waxman Amendnents define an "active
ingredient” as "any conponent that is intended to furnish a
phar macol ogi cal activity or other direct effect." 21 CF.R
s 210.3(b)(7) (1978). Hence, the ingredients that are to be
conpared for "sanmeness" are thenselves defined in terns of
phar macol ogi cal activity, adding credibility to the FDA s vi ew
that chemical identity is not the only way to read the statuto-
ry | anguage.

The district court rejected this reading, in part because in
its view, "[n]othing in [s 355(j)] permts an ANDA appli cant
to substitute USP ani mal assays for information denonstrat-
ing that the active ingredients of the proposed generic prod-
uct are identical to those in the innovator product." Serono
Lab., 974 F. Supp. at 33. As noted above, the FDA permtted
Ferring to use such assays to ensure the potency and batch-
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to-batch uniformty of Pergonal. But while the court was
correct in noting that nothing in the statute pernits the use
of ani mal assays, the inportant point is that nothing in the
statute prohibits their use. Indeed, the statute says nothing
at all about the type of information an applicant nust submt
to denonstrate "saneness," nor about the type of information
upon which the FDA may rely. It says only that the informa-
tion rmust not be "insufficient” to show that the active ingredi-
ents are the sanme. 21 U S.C. s 355(j)(3)(Q(ii). If anything
this broad grant of discretion to the agency with respect to
the information it may consider in nmaking a finding of
"sanmeness” indicates that Congress did not have one precise
definition of the termin mnd. Cf. Schering Corp. v. FDA, 51
F. 3d 390, 399-400 (3d G r. 1995) (holding that FDA's interpre-
tation of 21 U.S.C s 355(j)(7)(B) "as not limting its discre-
tion to determne what tests or studies would provide it with
appropriate information from which to determ ne bi oequiva-

| ence is a reasonable construction of the Act").

Mor eover, the statutory phrase nust be read in the context
of the kind of drug at issue. As Dr. Wodcock noted, "it is
usual Iy not possible to assure by chem cal anal ysis that
di fferent batches of [a protein product |like FSH are identica
at the level of the carbohydrate side chains.” J.A 482. For
the sane reason, "batch to batch variability in isoform pat-
terns" exist for Pergonal itself. 1d. at 483. This neans that
if absolute chem cal identity were required, it would not be
possi ble to say any generic was the "sane as" Pergonal
because the "batch to batch variability" would make the
target of the conparison (not just Pergonal, but the specific
batch of Pergonal) indeternminate. |ndeed, the Wodcock
Letter indicates that if absolute chem cal identity were re-
qui red, not only nenotropins but other categories of protein
products woul d be excluded fromthe ANDA process as well.

See id. at 482; see also id. at 317 (internal FDA nenorandum
noting that other products derived from natural sources

besi des proteins, including lipids, phospholipids and ol igosac-
charides, also "can not be fully characterized chemcally").
Yet, it seens |ikely--although by no neans certain--that if
Congress had intended to exclude entire categories of drugs

fromthe scope of the Hatch-Waxman Amendnents, which

were passed to "facilitat[e] the approval of generic copies of
drugs," Mead Johnson Pharm G oup v. Bowen, 838 F.2d

1332, 1333 (D.C. Gir. 1988), there would be sone nention of
that fact in the statute or legislative history. Instead, both
are wholly silent on the subject. W thus conclude that the
statute does not unambi guously require the term"same as”

to be defined as conplete chem cal identity.

Turning to the second Chevron inquiry, we ask whether the
agency's definition is "based on a perm ssible construction of
the statute,” Chevron, 467 U S. at 843, which requires only
that its construction be a "reasonable" one, id. at 844. Sim -
larly, we defer to an agency's reading of its own regul ations,

Page 10 of 25
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here the regul ati on defining "same as" as "identical to,"

unless it is "plainly erroneous or inconsistent with the regul a-
tion." Auer v. Robbins, 117 S. C. 905, 911 (1997) (interna
gquotation omtted); Cassell v. FCC, No. 97-1005, slip op. at
10, 1998 W 598099 at *6 (D.C. Gr. Sept. 11, 1998). W
conclude that the FDA's definition of "same as" and "identi -
cal," as applied to nenotropins products, is reasonable.

The FDA concluded that "[t]o be considered to have the
same active ingredients as the reference |listed drug, generic
FSH products based on Pergonal ... nust have the sane
primary structure, i.e., the sane protein backbone and am no
aci d sequence as Pergonal (assured by using the same natura
source material), the sane potency, and the same degree of
batch-to-batch uniformty." J.A 483. The agency thus en-
deavored to guarantee the greatest degree of "saneness"
possi ble for this kind of product, by ensuring an identica
chemi cal structure where possible (in the primry structure),
whi | e reduci ng natural batch-to-batch variance (in the carbo-
hydrate side chains) to the sane degree as that found in the
pi oneer drug. To acconplish the latter, the FDA observed
that Serono controls the batch-to-batch uniformty of Pergo-
nal by using USP rat potency tests, and that Ferring does the
same for Repronex. 1d. at 483-84. The agency concl uded
that "it woul d be unreasonable to hold the generic nenotro-
pi ns product to a higher standard of uniformty than the
standard used for Pergonal." 1d. at 484 n.17.
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Finally, Dr. Wodcock noted that there al so were isoform
vari ati ons between Pergonal and anot her approved nenotro-
pi ns product, Humegon, and that clinical trials and published
literature on those two drugs "denonstrated no differences in

safety and efficacy.” 1d. at 483. Those studies, the FDA
found, indicate that "any currently observed differences in
FSH i sof orns do not have clinical significance.” 1d. at 484.

In Iight of the standards it set, and the evidence of clinica
equi val ence, Dr. Wodcock concluded that "the active ingredi-
ents, FSH and LH, of the approved nenotropi ns products are
the sane for purposes of 21 U S.C s 355(j)." 1Id. (enphasis
added) .

The FDA's determ nation of what is required to establish
"sanmeness"” for purposes of the Act rests on the "agency's
eval uations of scientific data within its area of expertise,"” and
hence is entitled to a "high I evel of deference" fromthis court.
A.L. Pharma, Inc. v. Shalala, 62 F.3d 1484, 1490 (D.C. Cr.
1995); see Schering Corp., 51 F.3d at 399-400. The district
court appeared to grant the FDA's determ nation | ess than
this usual deference because internal FDA nenoranda indi-
cated there was some di sagreenent anong FDA chem sts as
to whether the isoformvariation rendered the active ingredi-
ents different. See Serono Lab., 974 F. Supp. at 33 & n.6.2
But Chevron deference is owed to the decisionmaker autho-
rized to speak on behalf of the agency, not to each individua
agency enpl oyee. See Mchigan Citizens For An |ndep
Press v. Thornburgh, 868 F.2d 1285, 1293 (D.C. Cr. 1989)
(giving Chevron deference to Attorney Ceneral's statutory
interpretation over contrary view of Antitrust D vision, be-

2 The district court also read the mnutes of a 1993 neeting
bet ween FDA staff and Lederle (the original ANDA applicant) to
indicate that the staff "inplicitly" rejected the use of "the USP
bi oassay for nenotropins" as a nethod for evaluating "pharnmaceuti -
cal equival ence"--because the staff required Lederle to do addition-
al chemical testing. Serono Lab., 974 F. Supp. at 33 n.7. Wether
or not this was the inplication of the staff's actions, the views of
FDA staff do not bind the agency's final decisionnaker. See 21
C.F.R s 10.65(a) (action at neetings with FDA staff does not
constitute final adm nistrative action).

cause Congress "place[d] responsibility for reconciling the
conflicting policies and values called for in this type of case
[not] upon the Antitrust Division, but rather on the Attorney
Ceneral "); cf. San Luis Obispo Mdthers For Peace v. United
States Nucl ear Regulatory Commin, 789 F.2d 26, 33 (D.C

Cr. 1986) (en banc) (holding that the "position of an agency's
staff, taken before the agency itself decided the point, does
not invalidate the agency's subsequent application and inter-
pretation of its own regulation"); Honmemakers N Shore, Inc.

v. Bowen, 832 F.2d 408, 413 (7th Gr. 1987) (" 'The Secretary's
position' is the position of the Departnent as an entity, and
the fact that people in the chain of command have expressed

di vergent views does not dimnish the effect of the agency's
resol ution of those disputes."). Indeed, were we to hold

ot herwi se, we would effectively enpower any individual em
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pl oyee not just to veto the views of the agency head, but to
precl ude any deference to the agency at all, since we would
have no basis for deciding to whose view we should defer

Dr. Wodcock was the authorized deci si onmaker for the

agency on this matter, see 21 CF.R s 5.31(a)(2)(i) (Drector
of Center for Drug Evaluation and Research authorized to

grant or deny citizen petition), and hers is the view to which
the courts owe deference.

O course, differing views anobng an agency's staff may
indicate that there is nore than one reasonable way to read a
statute. And there may well be nore than one reasonabl e
way to read this one. But under Chevron, courts are bound
to uphold an agency interpretation as long as it is reason-
abl e--regardl ess whet her there may be ot her reasonable, or
even nore reasonable, views. Here, the FDA interpreted
"same as,"” in the context of nenotropins products, to require:
clinical equivalence to the pioneer, chemical identity to the
extent possible, and limtations on inherent isoformvariation
to the sane extent as in the pioneer. This interpretationis a
reasonabl e, and hence perm ssible, reading of the statutory
term Cf. Bristol-Mers Squi bbb Co. v. Shalala, 91 F.3d 1493,
1499- 1500 (D.C. Cir. 1996) (upholding FDA determ nation
that statutory provision requiring that |abeling of generic be
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the "same as" |abeling of pioneer, permtted FDA to approve

a generic even though its | abel would not include all of the

i ndi cations on the |abel of the pioneer). It is also a reason-
able interpretation of the word "identical" in the agency's own
regul ati on. 3

We conclude that the district court erred as a matter of |aw
inruling that the FDA's interpretation of the statute and
regul ati ons was inpermssible. As that ruling was the princi-
pal basis for the court's conclusion that Serono was likely to
succeed on the nmerits of its claimthat the active ingredient
FSH i n Repronex was not the "sane as" that in Pergonal, the
court erred in that conclusion as well.

3 The Federal Register notice acconmpanying 21 C F. R
s 314.92(a) (1), which defines the term"sane as" to nean "identi -
cal," supports the FDA's view that the regul ati on does not require
conpl ete chenmical identity regardless of the kind of drug at issue.
The notice indicates the FDA deci ded agai nst adopti ng a proposal
that woul d have required "applicants to denonstrate that their
active ingredients 'exhibit the same physical and chemi cal charac-
teristics[;] that no additional residues or inmpurities can result from
the different manufacture or synthesis process; and that the stereo-
chem stry characteristics and solid state forms of the drug have not
been altered.” " 57 Fed. Reg. 17,950, 17,958-59 (1992). |Instead,
the notice indicates the FDA adopted a nore flexible approach

FDA wi Il consider an active ingredient to be the same as that
of the reference listed drug if it neets the sanme standards for
identity. |In nost cases, these standards are described in the
U S. Pharmacopeia [USP]. However, in sonme cases, FDA

may prescribe additional standards that are material to the

i ngredi ent's saneness. For exanple, for some drug products,
standards for crystalline structure or stereoisoneric mxture
may be required. Should questions arise, an applicant should
contact the O fice of Generic Drugs to determ ne what infornma-
tion woul d be necessary to denonstrate that its active ingredi-
ent is the same as that in the reference |listed drug.

Id. at 17,959 (enphasis added). As discussed in the text above, the
FDA foll owed this approach here, "rely[ing] on the USP test for its
determ nati on of the sanmeness of the active ingredients"” in Repro-
nex and Pergonal. J.A 483 (Wodcock Letter).

B

Lactose is an inactive ingredient in both Repronex and
Pergonal. Wth regard to inactive ingredients, the Act di-
rects the FDA to approve an ANDA for a generic drug unl ess
the agency finds the inactive ingredients are "unsafe for use"
or the conposition of the drug is unsafe "because of the type
or quantity" of the inactive ingredients. 21 US.C
s 355(j)(3)(H). Athough the statute itself contains no other
[imtation, an FDA regul ation that becanme effective in 1992
provi des that the agency will not grant an ANDA for a
generic drug intended for parenteral (injectable) use, "unless
it contains the sane inactive ingredients ... in the sanme
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concentration as the listed drug...." 21 CFR

s 314.127(a)(8)(ii)(B). Repronex is intended for parentera
use and, although there is no dispute that the [actose in
Repronex and Pergonal is the sane, it is conceded that the
concentration of lactose in the two drugs is different. Repro-
nex contains twice as many mlligrans of |actose per vial as
Pergonal . See J. A 457

Deputy Director Johnston addressed this issue in his Janu-
ary 1997 nenorandum determ ning that because the ANDA
for Repronex was filed in 1990, the regulations that were in
effect in that year rather than those that went into effect in
1992 should apply. He explained his determ nation as follows:

OGD [the Ofice of CGeneric Drugs] has generally used

the filing and approval criteria in effect at the tinme of
subm ssion as the basis for approval of applications. At
the tine that [the Repronex] applications were submtted
in June 1990, the regulations inplenmenting the Waxman-
Hat ch anendments were not in effect. The regul ations

in effect at that tine did not require that

parenteral products contain the same inactive ingredients
at the sane concentration. [See, e.g., 21 CF. R

ss 314.125(b)(2), (3), (4) (1990); 21 CF.R s 314.2
(1984).] Moreover, OG did not have a specific policy
that addressed linmtations on inactive ingredients in par-
enteral products. Thus, with regard to inactive ingredi-
ents, the generic menotropins application was approvabl e

under the regulations in effect at the tine the application
was submitted

J. A 457.

The district court rejected Johnston's determination. The
court did not dispute the FDA's representation that its policy
has been to apply the regulations in effect at the tinme of the
subm ssion of the ANDA. See, e.g., 48 Fed. Reg. 2751, 2753
(1983) (in pre-Hatch-Waxman period, applying regul ations
only to ANDAs subnmitted after the regulations' effective

date). Instead, it pronounced itself "dunbfound[ed]" by the
contention that a new drug could "conme to nmarket on a nore

| enient basis than required by existing law. " Serono Lab.

974 F. Supp. at 34-35. "VWile the court understands G and-
father clauses,” it said, "if one does exist in this case, they
have no place where the public safety is involved.” 1d. at 35.

We do not find the FDA's policy so dunbfounding. First,
t he agency's decision not to apply the 1992 "sanme concentra-
tion" rule did not free the agency to disregard safety consid-
erations. The statute's bottomline--that the agency nust be
satisfied that the lactose in the generic is not unsafe--stil
hol ds. Second, as long as the agency continues to ensure an
ingredient's safety on a case-by-case basis, the decision not to
retroactively apply a per se rule regarding concentration is
not irrational. The application process for new drugs can be
a |l ong one--even the "abbrevi ated® ANDA process utilized
here took nore than six years for an agency decision. |If

Page 15 of 25
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every pending application had to be revised each tine the

FDA changed its regul ations, the process would becone nmuch
nore | engthy--even Sisyphean if the rules of the gane

changed each tinme the application neared the finish |line.
Indeed, if conplete retroactivity were required, the unintend-
ed consequence mght well be to force the agency to limt its
revision of regulations, in order to prevent the process from
becom ng unwor kabl e.

More inportant, however we or the district court may
apprai se the reasonabl eness of grandfather clauses in drug
regul ati on, Congress itself plainly contenplated that the FDA
woul d follow a grandfather policy. Although the Hatch-
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Waxman Anendnents aut horized the FDA to promul gate

regul ations to inplenent its new ANDA provi sions, and one
such regul ati on was the 1992 "sane concentration” rule, the
Amrendnent s al so expressly stated that ANDAs "may be

submtted in accordance with" the FDA' s existing regul ations
until the new regul ations "take effect.” Pub. L. No. 98-417,
s 105(b), 98 Stat. 1585, 1597 (codified at 21 U S. C. s 355
note). As the FDA rightly points out, for this provision to
have any meani ng, the FDA nust also be permtted to review
applications under the regulations in effect at the tinme of the
subm ssion. Accordingly, the district court erred as a matter
of law in concluding that Serono was likely to succeed on the
nmerits because the FDA had failed to apply its 1992 regul a-
tion to the Repronex ANDA. 4

The district court further stated that even if the FDA did
not have to apply the 1992 regul ati on, the court nonethel ess
was "uncertain" whether the bottomline requirenent that
the | actose in Repronex not be "unsafe" was satisfied. Sero-
no Lab., 974 F. Supp. at 35. The court's uncertainty derived,
it said, fromthe followi ng sentence in the Johnston Menoran-
dum " '[T]he difference in the anount of |actose present in
[ Repronex] does not raise serious questions of safety.' " Id.
(citing J. A 458 (Johnston Menorandun)) (enphasis added by
district court). The agency's use of the word "serious," the
district court suggested, indicated too nuch "tentativeness" to
give the court confort. 1d.

The FDA contends, and we agree, that the district court
m sread the nenorandum Presumably the court thought
the use of the adjective "serious" indicated the FDA stil
m ght harbor questions, even if not serious ones. |I|n context,
however, it is apparent that Deputy Director Johnston did not
use "serious" to suggest that unresol ved questions renai ned.
Rat her, he used serious as a synonymfor "reasonable.” This

4 Serono's citations to cases regarding an agency's duty to conply
with its own regulations are inapposite. The FDA did not "fail to
conmply” with an applicable regulation. Rather, it found that under
its existing policy, the 1992 regul ati on was i napplicable to the
earlier-filed ANDA for Repronex.

usage is made cl ear by the |anguage Johnston used to sum

mari ze his analysis of the safety issue: "[T]here is no reason-
abl e basis to conclude that the | actose would have been or is a
safety concern.” J.A 458 (enphasis added); see also id. at

481 n. 12 (Wodcock Letter) ("[T]he I actose concentration
variati on between Ferring' s product and Serono's product
does not pose safety concerns.").5

Nor does anything in the Johnston Menorandum suggest
the FDA reached its conclusion cavalierly. Deputy Director
Johnston made cl ear that although the Repronex ANDA was
not subject to the "same concentration” regul ation, the agen-
cy had "assured that safety was not a problem™ 1d. at 458.
There was "no reasonabl e basis" for a safety concern arising
fromthe different concentrations of |actose, he said, for four
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reasons. First, "lactose is a sugar obtained frommlKk" which
is commonly used as an inactive ingredient in many parenter-
al drug products, and which "has been found to be generally
recogni zed as safe (GRAS) in preclinical or animal studies by
the Center for Drug Eval uation and Research (CDER)." 1d.
Second, "lactose has been used safely in anmounts that far
exceed][ ] the ampbunt present in [Repronex]."” 1d. Third,
"every lot of [Repronex] is checked for efficacy by [a recog-
ni zed] nethod." 1Id. And finally, "three safety studies were
performed on the product that showed no denonstrated
potential for an increase in the incidence and severity of
cardi ovascul ar incidents or hypersensitivity and anaphyl actic
reactions." 1d.

Not hi ng i n the Johnston Menorandum then, suggests the
agency was left with any residual safety concerns. To the
contrary, Deputy Director Johnston concluded: "Thus, FDA
determ nes that there is not [a] safety concern (fromthe

5 Johnston's use of the word "serious" appears to have been
nothing nore than a parroting of the | anguage in the FDA regul a-
tion cited by Serono in its citizen petition. See J.A 465 ("An
inactive ingredient ... will be considered unsafe if there is a
reasonabl e basis to conclude that the ingredient ... raises serious
guestions of safety.") (enphasis added) (citing 21 CF. R
s 314.127(a)(8)(ii)(A)).
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i nactive ingredients or the inmpurity profile), efficacy concern
or bi oequi val ence problemthat woul d preclude approval of

the generic drug product.” 1d. To the extent the district
court concluded otherw se regarding the firmess of the

FDA' s view, that conclusion was clearly erroneous.

Serono contends that however certain the agency nmay have
been about the safety of the | actose in Repronex, the district
court's decision was still justified because the three safety
studies referred to in the Johnston Menorandum were ani -
mal studies. According to Serono, the Hatch-Waxman
Amendnent s prohi bit the use of such studies to analyze
safety. The district court did not explicitly rely on this
argunent, but Serono presses it as an alternate ground for
affirmance. Serono Br. at 33-35.

The only provision of the Act to which Serono points for
support of its no-animal-studies proposition is one that states
the FDA "may not require that an abbreviated application
contain information in addition to that required by clauses (i)
through (viii)" of 21 U S.C. s 355(j)(2)(A). 1d. Because
nothing in those clauses nentions ani mal studies, Serono
contends they are barred. This provision, however, does not
bear the wei ght Serono appli es.

First, the indicated clauses do not suggest that ani nal
studies are in any way di sfavored. The clauses sinply de-
scribe what the "information” in an application nust "show. "
They do not specify the kinds of studies that can or cannot be

used to satisfy the requirenent. See, e.g., id.
s 355(j)(2)(A)(ii)(I1) ("An abbreviated application for a new
drug shall contain ... information to show that the active

i ngredients of the new drug are the sane as those of the
listed drug.").

Mor eover, the nost the provision cited by Serono does is
bar the FDA fromrequiring an applicant to submt nore
information than required by the statute. It does not bar an
applicant fromvoluntarily submtting additional informa-
tion--including ani mal studies--as part of its ANDA. Nor
does it bar the FDA fromrelying on animal studies to nake
its findings. To the contrary, the statute expressly provides

that the FDA may nmake safety determ nations on the basis of

i nformation submtted in the ANDA "or any other infornma-

tion available to the Secretary.” 1d. s 355(j)(3)(H). Accord-
ingly, we reject Serono's contention that the Act prohibits
reliance on animal studies to confirmthe safety of Repronex's
i nactive ingredients. See Schering Corp., 51 F.3d at 399
(holding that FDA's "judgnents as to what is required to
ascertain the safety and efficacy of drugs fall squarely within
the ambit of the FDA's expertise and nerit deference from
us").6

In sum we conclude the district court erred in finding that

Serono was likely to succeed on the nerits regarding its
| act ose claim because that finding was based on (1) the
| egal |y erroneous conclusion that the FDA was bound to
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apply its 1992 "same concentration"” regulation to Repronex's
1990 ANDA, and (2) the clearly erroneous factual finding that
the agency was "tentative" in its views regardi ng Repronex's
safety. Serono's alternative rationale, that the FDA unl aw
fully enpl oyed animal studies in this case, also fails.

C

Finally, Serono argues that the conceded differences in the
UUPs in Repronex and Pergonal render the forner unfit for
ANDA approval. Serono regards the UUPs as inactive in-
gredients, and again cites the FDA's 1992 regul ati on, which

6 We also reject Serono's contention that FDA policy bars the
agency's use of animal studies in the manner in which they were
used here. Serono relies on a Federal Register notice stating that
an ANDA is not an appropriate vehicle for approval of a drug if
animal or clinical studies are "necessary to show that the drug is

safe or effective." 57 Fed. Reg. at 17,958. The notice explains,
however, that such studies are permtted if they constitute "limted
confirmatory testing,” i.e., "sinple studies [that are] intended to
rul e out unlikely problens" and that are not "necessary" to denon-
strate overall safety. I1d. The FDA's determ nation that the

ani mal studies at issue here fall within that category is supported
by the fact that the studies were only one of four grounds upon

whi ch the agency relied for its conclusion that the |lactose in
Repronex is safe. See J.A 458.

requi res that an ANDA not be approved unl ess the generic

drug "contains the same inactive ingredients ... in the sane
concentration as the listed drug...." 21 CFR

s 314.127(a)(8)(ii)(B). The district court relied heavily on
what it characterized as the FDA's "efforts to skirt"” this
regul ation in concluding that Serono was |likely to succeed on
the merits of this claim See Serono Lab., 974 F. Supp. at 34.

As we have already held, however, the FDA appropriately
declined to apply its 1992 regulation to Ferring' s 1990 ANDA
| eaving only the statutory (and simlar 1990 regul atory) re-
qui rement that available information not show the generic
drug's inactive ingredients are "unsafe.” 21 U S.C
s 355(j)(3)(H). The Wodcock Letter adequately addressed
that requirement. Dr. Whodcock noted that Ferring "per-
fornmed three confirmatory safety studies to rule out the
unlikely possibility [asserted in Serono's citizen petition] that
the differences in inmpurity profiles between the Ferring and
Serono products mght affect the safety of the generic drug
product." J.A 480. Although the studies involved animals,
we have hel d above that the statute does not bar FDA from
rel ying on such studies for this purpose. Mreover, Wod-
cock further determined that the results of the animal studies
were "consistent with human clinical studies” submitted by
anot her nenot ropi ns manufacturer, O ganon, in support of its

NDA for another menotropins product, Hunmegon, which "like
Ferring's product, contains urinary proteins that may be
different fromPergonal." Id. at 481. After review ng those

studi es, Wodcock concluded that "Ferring has adequately
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denonstrated that the potential difference (from Pergonal) in
urinary proteins is not a safety concern.” 1d. Both this

court and the district court are bound to show deference to

the agency's fact-finding in this area of its technical expertise.
See, e.g., Schering Corp., 51 F.3d at 399.

Serono interposes one final argument. It contends we
shoul d i gnore the Wodcock Letter because it was a post hoc
rationalization of the agency's action. Although the letter
was the agency's response to Serono's citizen petition, Serono
| abel s it post hoc because it was issued after Serono had
al ready noved for injunctive relief in the district court. In
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this case, however, timng isn't everything. Dr. Wodcock's
letter represents the considered views of the agency-
deci si onmaker hersel f, announced at the usual point in the
agency's deci si on-maki ng process (the end), rather than the
views of litigation counsel trying to conme up with an expl ana-
tion after the fact. See Auer, 117 S. . at 912 ("There is
sinmply no reason to suspect that the interpretati on does not
reflect the agency's fair and considered judgnment on the

matter in question."). The fact that Serono filed for prelim-
nary injunctive relief before the agency ruled on its petition
does not change the analysis. Cf. Local 814, Int'l Bhd. of
Teansters v. NLRB, 546 F.2d 989, 992 (D.C. CGr. 1976)

(" "The post hoc rationalization' rule is not a time barrier
whi ch freezes an agency's exercise of its judgnment after an
initial decision has been made and bars it from further
articulation of its reasoning. It is arule directed at review ng
courts which forbids judges to uphold agency action on the
basis of rationales offered by anyone ot her than the proper
deci si onmakers. ™).

In sum the district court's conclusion that Serono was
likely to succeed on the nmerits of this claimwas substantially
based on its determ nation that the | aw conpelled the FDA to
apply its 1992 regulation requiring that the inactive ingredi-
ents in a generic drug be the same as those in the pioneer
That determ nation was |legally erroneous. On the other
hand, the record indicates that the FDA's treatnent of the
UUPs is likely to satisfy the statutory safety requirenent for
i nactive ingredients. See J.A 480-81 (evaluating safety of
UUPs as if they were inactive ingredients). Accordingly, we
need not consider the FDA's alternative argunent that the
UUPs are not "inactive ingredients" at all, but rather are
merely "inmpurities"” not subject to that requirenment. See id.
at 479-80.

IV
In this case, our conclusion that Serono is not likely to

succeed on the nmerits effectively decides the prelimnary
i njunction issue. Here, the other prelimnary injunction fac-
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tors--injury to Serono, injury to Ferring, and the public
interest--either are a wash or are inextricably linked to the
nerits.

Serono contends that it will be irreparably injured if the
FDA is not enjoined from approving Repronex, because it wll
suffer an unrecoverable |oss of sales to Ferring. But even if
such a | oss does constitute irreparable injury, as the district
court found and defendants dispute, see Serono Lab., 974
F. Supp. at 35, that injury nust be wei ghed agai nst the next
factor--the extent to which an injunction will substantially
injure the other party, Ferring. And that bal ance of harns
results roughly in a draw. \Whatever sales Serono will lose to
Ferring in the absence of an injunction, Ferring will lose to
Serono in the presence of one. See Serono Lab. v. Shal al a,
Cv. No. 97-1227 (D.D.C. Aug. 19, 1997) (J.A 622) (district
court order denying Ferring notion for stay pendi ng appeal
because "while Ferring nmay be harnmed by the granting of the
prelimnary injunction, Plaintiff would be equally harned if
the injunction were to be stayed"). As a consequence, even
Serono concedes that the court should "ignore[ ] the injury to
bot h conpani es when bal anci ng the harns since the | ost
revenues at issue are offsetting.” Serono Br. at 39-40;7 see
Del aware & Hudson Ry. Co. v. United Transp. Union, 450
F.2d 603, 620 (D.C. Gr. 1971) ("It often happens that ... one
party or the other will be injured whichever course is taken
A sound disposition ... nust [then] depend on a reflective
and attentive appraisal as to the outconme on the nerits.").

The final prelimnary injunction factor, the public interest,
al so of fers Serono no support because it is inextricably Iinked
with the nerits of the case. |If, as we have held, Serono is not
likely to establish that Ferring's ANDA was wongly ap-
proved, then public interest considerations wei gh agai nst an
i njunction. The purpose of the Hatch-Waxman Amrendnents
was, after all, "to increase conpetition in the drug industry by
facilitating the approval of generic copies of drugs.” Mead

7 Because Ferring plans to sell Repronex for |ess than Serono
sell s Pergonal, whether the | ost revenues are exactly offsetting
depends upon the elasticity of denmand.

Johnson, 838 F.2d at 1333. Congress expected that conpeti -
tion "to nmake avail able nore | ow cost generic drugs.”" HR
Rep. No. 98-857, pt. 1, at 14 (1984), reprinted in 1984

US. CCAN 2647, 2647. Congress' purpose is directly inpli-
cated here, the FDA argues, because Ferring has priced
Repronex to sell at 40% bel ow the price of Pergonal, and
because there has been a shortage of this type of fertility
drug. FDA Br. at 46 (citing J. A 123, 133, 420, 458). As
Deputy Director Johnston put it, "the availability of a generic
menotropins injection ... will enable sone patients to afford
the drug product that previously could not." J.A 458.8

O course if the ANDA shoul d not have been granted in
this case, because the statute's standards--particularly its
safety standards--were not net, then the public interest
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bal ance plainly would weigh in favor of an injunction. But on
the current record it appears likely that the ANDA was
properly granted, and the FDA has assured this court, in the
strongest possible terns, that there are no safety concerns.
See FDA Br. at 46; Oal Arg. Tr. at 34. Neither we, nor the
district judge, are scientists independently capable of assess-
ing the validity of the agency's determ nation--beyond hol d-
ing it to the standards of rationality required by the Adm nis-
trative Procedure Act, 5 U S.C s 706(2)(A). See Troy Corp

v. Browner, 120 F.2d 277, 283 (D.C. Gr. 1997); Schering
Corp., 51 F.3d at 399. Indeed, not even Serono argues that

t he evidence shows Repronex represents a safety concern

At oral argunent, Serono's counsel, choosing his words care-
fully, would say no nore than that "we don't know whet her

there are unresol ved safety issues.” Oal Arg. Tr. at 22.

Such agnosticismis too insubstantial a basis for us to rescind
t he decision of the expert agency entrusted by Congress with
the authority to assess the safety of drugs.
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8 For this reason, one of the public interest considerations relied
upon by the district court--that "the reproductive potential of each

worman declines with age ... and any lost cycle (usually of a

month's duration) will contribute to the |oss of reproductive poten-

tial"--cuts against rather than in favor of an injunction. Serono

Lab., 974 F. Supp. at 36.
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V

For the foregoing reasons, we vacate the prelimnary in-
junction entered by the district court and remand the case for
further proceedi ngs consistent with this opinion. Qur opinion
does not foreclose the possibility that at a trial on the nerits,
and upon a fuller record, Serono may be able to establish that
there are grounds for overturning the grant of Repronex's
ANDA. W hold only that upon the current record, Serono
has failed to establish that it neets the criteria for the grant
of a prelimnary injunction
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