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.evidence in the administrative record.
Whetker or not fully audited, and
gardless of the vaiidity of its findings,.
e UGDP study was not reiied on by me
in withdrawing approvai oi the
phenformin NDA's.

Finally. [ note that the CCD petition
for reconsideration. dated December 22,
1978. is untimely. Althougn the notice of
availability of the final decision was
~'published in the Federal Register of

November 24. 1978, the decision was

. dated and eifective on November 15,

- 1978. That is the “date of the decision
involved” within the meaning of 21 CFR
10.33(g}, which requires that a petition
be filed within 30 days. Counsel for CCD
was aware of the November 15 date

", because of their involvement in a

lawsuit concerning the Secretary's

imminent hazard determination on

* - phenformin, Forsham v. Califano (D.D.C.

_No. 77-1478; D.C. Cir. No. 77-2072). In

“that suit, FDA made a specific

*_ . representation to the Court that the -

2, withdrawal order would be issued on or

- before November 15.

~ 1conclude that the petition for

". reconsideration does not merit

.reconsideration of my decision to

withdraw the NDA's for phenformin and

."that the grounds presented in the :

petition do not meet the criteria for

reconsideration set forth in the

regulations, 21 CFR 10.33(d).

Accordingly. the petition is denied.

" Dated: February 3, 1979.

. Doasid Keanedy,

Comaussioner of Food and Drugs.

[Docket No. TN-0150}
[FR Doc. 79-10591 Filed +-53-79: 3:45 am]
. BILLING COQE 4110-03-M

-Phenformin Hydrochioride; Withdrawal
:of Approval of New Drug Application;
Final Decision 2T
GENCY: Food and Drug Administration.
. ACTION: Notice. :

- SUMMAR': The Commissioner of Food
and Drugs is publishing his final
~. decision. following a formal evidentiary
public hearing, findings of fact.
conclusions of law, and final order on
P the proposal to withdraw approval of
- the new drug applications (NDA's 11~
- 824 and 12-752. held by Geigy
<7 Pharmaceuticals. Division of Ciba-Geigy
. Corp.. Ardslay, New York: NDA's 17-128
- and 17-127 held by USV Laboratories,
* Division of USV Pharmaceutical Corp..
d .Tuckahr:e. New York) for phenformin
“hydroczioride under section 505(e)(2) of
i Federal Food, Drug, and Cosmetic
Act 21 U.S.C. 355(¢)(2). The -°
Imissioner has determined that

phenformin is not shown to be safe for -
use under the conditions of use on thé ™’
Basis of whica the appiications were
approved. Me has affirmed the Initial
Decision of the Administrative Law-
Judge with modification and
supplementation provided in his order.
Inttoduction into interstate commerce of
phenformin. except in conformity with
an exempuon granted pursuant to
secton 305ii) of the act (21 U.S.C. 355(i)).
constitutes a violation of law.

EFFECTIVE DATE: Novemoer 15, 1978.

ADDRESS: The transcript of hearing,
evidence submitted and ail other
documents cited in the decision. and the
Initial Decision of the Adminisatve
Law Judge. may be seen in the office of
the Hearing Clerk {HFA-305), Rm. +-65.
5600 Fisners Lane, Rockville, MD 20857,
between 9 a.m. and 4 p.m.. Monday
through Friday.

FOR FURTHER INFORMATION CONTACT. .
Richard A. Arnderson. Office of the
Associate Commissioner for Health
Affairs (HFY-21), Food and Drug
Administraton. Department of Heath,
Education. and *Veifare, 3600 Fisners
Lare, Rockviile, MD 20857, 201—43-
1177,

. SUPPLEMENTARY INFORMATION: In the

Federal Register of November 24. 1978
(43 FR 34995), the Commissioner issued
a notice of availability of his final
decision in this matter. Because it has
been the long-standing policy of the
Food and Drug Administration (FDA) to
publish all notices of withdrawal of
approval of NDA's. and because there
has been considerable public interest in
the matter, the Commissioner is now
publishing the final decision in the
Federal Register. Further. because the
final decision relies very specifically on
the Initial Decision of the
Administrative Law Judge. the latter is
also being published at this time
elsewhere in this issue of the Federal
Register. Also, a denial of petition for
reconsideration is published in this issue
of the Federal Register.

The Commissioner advises that
although this document contains minor
editorial changes from the final decision,
such changes are made only to comply
with document drafting guideiines
issued by the Office of the Federal
Register. There are no substantive
differences between the document that
follows and the official copy of the Final
Decision dated November 13. 1978.

The purpose of this proceeding is to
decide whether approval of the new
drug apolications for phenformin should
be withdrawn because phenformin has
not been shown to be safe for use under

the conditions of use on the basis of
which the appiications were approved.

I Background

Phenformin is an oral hypogiycemic
drug used in the treatment of
symptomatic aduit-onset diabetes.
Phenformin was first approved for
marketing in the United States in Marca
1959. Soon therearter, reports of cases of
lactic acidosis associated with the use
of phenformin begin to appear in the
medicai literature. Lactic acidosis is a
condition in which abnormal amounts of
lactic acid accumulate in the biood. The
rate of fatalities in cases of lactic
acidosis is about 30 percent. In response
to these reports, warning statements and
other information were added to
phenformin labeiing in 1964, 1970, 1974,
1976, and January 1977.

In the Federal Register of May 6, 1977
(42 FR 23170), the Director of the Bureau
of Drugs, FDA. proposed to withdraw
the aporoval of the new drug
applicaticns for phenformin. The
proposal stated: “This action is being
taken on the basis of the clear ,
association demonstrated between the
use of paenformin and the occurrence of
lactic acidosis” in diabetic patents. [c.
“Although the true frequency of the
occurrence of lactic acidosis in diabertics
using phenformin cannot be
determined,” the relative frequency
among such diabetics “is considerably
higher than that being reported for any
other iorm of treatment for diabetes.” 42
FR at 23172. “Because lac:ic acidosis is a
frequently fatal complication, because
no patient population exists in whom ail
risk factors for this complication can
always be either identified or prediced,
and because of the availability of
effective alternative orally administered
drug products and other drug and
nondrug metheds for diabetic therapy.
the Director [of the Bureau of Drugs]
concludes that the risk of phenformin
therapy outweighs any possible benefits
that can be derived from its use.” 42 FR
at 23173.

Requests for hearing, together with
supportive material, were received Zom
Ciba-Geigy and USV, the two
manufacturers of phenformin. In the
Federal Register ol August 12, 1977 {42
FR 40959), FDA anncunced a formal
evidentiary public hearing on factua!
issues relating to the proposed
withdrawai. A prehearing conferencs
was scheduled for August 30. 1977. The
Committee for the Care of the Diabetic
(CCD) appeared in opposition 10 the
withdrawal as a non-party participant.
Prior to the notice announcing the
hearing, the Secretary of Yealth,
Education. and Weifare invoked the
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imminent hazard clause of section 505(e}
of the Federal Food. Drug, and Cosmetic
Act, 21 U.S.C. 355(e), to suspend
immediateiy approval of the phenformin
NDA's (Docket No. 77N-0147).
Accordingly, phenformin has not been
marketed under the NDA's pending
completion of these proceedings on the
proposed withdrawal.

At the conclusion of the prenearing
conference, the Adminisgative Law
Judge. Daniel ]. Davidson. designated
the foilowing issues to be addressed at
the hearing:

1. Whether, and to what extent, the
use to phenformin is beneficiai in the
treatment of diabetic patents for whom
the drug is indicated under the
conditions of use prescribed.
recommended. or suggested in its
labeling.

2. Whether an association has been
established between the use of
phenformin and the occurrence of lactic
acidosis. including fatalities, in patients
for whom the drug is indicated under the
conditions of use prescribed.
recommended. or suggested in its
labeling, and what is the incidence of
lactic acidosis. including fatalities, in
such patients. and in the diabetic
population at large.

3. Whether, and to what extent, other
therapeutic modalities are appropriate
and effective in treating persons for
- whom phenformin is indicated on the

basis of the conditions of use
- prescribed, recommended or suggested
in its labeling.

4. Whether the conditions of use

" prescribed. recommended or suggested
in the labeling for phenformin are
adequate to exclude from treatment ~
persons for whom the drug is
contraindicated as a result of the
presence of factors which predispose to
lactic acidosis. .

5. Whether. in view of all of the
above, the benefits outweigh the risks
associated with use of the drug,
pnenformin.

By Order of August 31, 1977, the
Administrative Law Judge also set times
for the filing of ail documentary
material. and he established October 3,
1977 as the date on which the hearing
would commence. The hearing began as
scheduled and concluded on Octobert 7,
1977.

The Administrative Law Judge issued
his Initial Decision on February 8, 1978.
He found that (1) phenformin has limited
short-term beneficial effects in the
treatment of diabetes, {2) a strong
association between phenformin and
lactic acidosis has been established
although its rate of occurrence “is not
susceptible of quantification on this

_Decision shouid have considered, and, if

[ find no merit in the CCD cont “‘"‘;g
that the Administrative Law Judge “ <+
identified "“a numoer of different patier;
populations for "vnich the benefits of
phenformin use outweigh any risks" anq
that the Initial Decision was able to
“specify patient popuiations which nee:
phenformin.” Having discussed the
claim by Ciba-Geigy and USV that
operators of commercial vehiclesin -
interstate commerce would be preclude
from such employment if forced to use
insulin therapy rather than phenformin
the Administrative Law Judge conciude
that “limiting employment possibilities
cannot preciude withdrawal of approvi
of phenformin.” Initial Decision at 43.
Thereafter. the Administrative Law
Judge speculated generaily that the
“temporary benefits” of phenformin
could be of value in a “small aumber”
“unusual cases” and *that certain
individuais were “possibie aandidates’
if a limited distribution system for
phenformin couid be establisned: “the
need may exist for a limited diswibutic
of phenformin to speciai patients unde
specialized controlled treatment
programs.” Initiai Decision at +i. Thes
remarks do aot constitute a “finding”
that patient populations exist for wnor
the benefits of phenformin in general
distribution pursuant to current law
“outweighs the risks.”

AS the Administrative Law Judge
went on to point out, such a limited
distribution program “cannot be
authorized within the parameters of
proceeding which is charged solely wi
determining the propriety of the

_proposed withdrawal of approval of tt
NDA's for general marketing of
phenformin.” /d. FDA does not curren
have authority to limit the distributior
drugs througn specified channels, exc:
as a consequence of a controlled clini:
investigation conducted under an
exemption from ‘*he new drug
application requirements of section
505(i) of the Act. American
Pharmaceutical Association v.
Weinberger. 377 F. Supp.. 824 (D. D.C.
1974), aff'd sub aom. American
Pharmaceutical Association v.
Mathews, 530 F.2d 1054 (D.C. Cir. 197
The authority provided by section 50:
cannot be used to limit distribution o!
drug so long as it is approved under a
NDA. Thus. the Administrative Law
Judge's discussion of limited distribut
referred either to a circumstance in
which the NDA for phenformin had
already been withdrawn or to an
amendment !0 current iaw granting
authority ‘o limit distribution of
approved drugs. [n neither case can:
discussion be construed as a “finding

record.” (3) the same degree of risk
associated with the use of phenformin
does not exist with other forms of
therapy that are effective for treating
diabetes, and (4) the labeiing for
phenformin is inadequate o exclude
from treatment those persons for hwom
the drug is contraindicated as a result of
factors that predispose such persons to
lactic acidosis. [nitial Decision at 1. 2,
48, 47, 48. Accordingly, the
Administrative Law Judge concluded
that “the limited benefits of phenformin
are insufficient ‘o support a finding of
safety in light of the risks attending its
general marketing under the approved
NDA's. Approvai of the NDA's for
phenformin should therefore be
withdrawn * = *.” Initial Decision at 2,
48.

II. Exceptions

On March 8. 1978, CCD filed 18
exceptions ‘o the Initial Decision.
Neither Ciba-Geigy nor USV filed
exceptions. On March 28, 1978, the
Bureau of Drugs submitted its reply to
CCD’s exceptions. [ conclude the CCD’s
exceptions do not justify reversal of the
Initial Decision.

1. Two exceptions question the focus
of the Initial Decision on whether
phenformin must be withdrawn from the
market. CCD argues that the Initial

necessary required. revision of the
labeling for phenformin. CCD contends
that there are specific patient
populations for whom the benefit of
phenformin outweighs its risks, and that
those populations can be adequately
identified in revised labeling. CCD
characterizes the withdrawal issue as a
“self-imposed” limitation, which
“severely restricted(ed] the scope of the
hearing” and resulted in a prejudicial
restriction on the evidence presented. .

The statute established the standards
for approving and withdrawing a new
drug application. In either case, the data
on safety and effectiveness are.
measured by the conditions for use
prescribed. recommended. or suggested
in the drug's labeling. See-section 505(d)
of the Act. Consistent with section
505(e)(2) of the Act. the notice of
opportunity for hearing defined the issue
to oe decided as whether phenformin is
not shown to be safe for use "under the
conditions of use upon the basis of
which the application were approved,” !
not whether more restrictive labeling
mignt be drated and submitted to FDA
as a supolement o the NDA.

‘Since the new drug applications include their i3
supplements, the conditions of use against which
the Administrative Law judge 2valuated the safety

of phenformun ire those contained in the revised
January 1977 labeiing.
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tention . . . . . . - . . . L
e 1g continued approval under procedure and its resuits. CCD al;o 213 (7th Cir. 1974); /eniins v. United
patient Sur. aw. ‘ . takes exceptien to the UGDP study States, 207 F: Zc‘l 637 (D.C. Cir. 1962)..
3 of + 2 ) exceptions filed by CCD because it bpueveg thg study “has been —‘P;xperts routineiy keepgbrgagt of the
DS Lo the evaiuation by the - thoroughly impeached” Tom an literature and base their opinions, in
to strative Law Judge of the {ong- evidentiary, scientific and medical part. an pubhshedvreports of drug
1 need ectiveness of phenformin. CCD veiwpoint. CCD cbjects o0 the decision ﬁtumes. Th't'ay rareiy see or review the
e -hat the qeusdon of long-term of the Administrative Law Judge to raw data.” Ner are they required to
.t eness is improper because the permit expert opinion tesdmony base thg:r expert opinions on raw data;
Ain - ce of secondary failure with concerning the safety and etfectiveness any sucn_conditions jﬂould require
clu dec; _ rmin has been known by FDA of phenformin based upon the UGDP expert witnesses to ‘aisrega{d the vast
) use ™. us was not “new evidence” within  study. Initiai Decision at 7. CCD argues buik of their expert knowiedge.
rmin the .. aning of section 505(e)(2) of the t!{at reliance upon the UGDP by Bureau The record in this proceeding incluces -
Clude.d Act. E}pd because many drug‘svpx_'esgnt_ly of Drugs witnesses was §gostant1al and nea{ly 00 articles published in the
it permiited to be marketed exhibit similar  that those experts were Diased because  medical literature. Many of them regcrt
es decreasing effectiveness over time. they had been associated with the studies on phenformin. None of those
rov CCD's position is that a loss of study. CCD also alleges that articles is accompanied by the "raw
43. effectiveness over time does not render  retrospective studies admitted into data™ upon which it is based. The
’ a drug either legally or medicaily evidence and relied upon by the Bureau has reiied solely on the
ineifective. Administrative Law judge followed published report of the UGDP study in
1 I ind that the extent of effectiveness upon and were influenced by the results  the same way that is has relied upon te
er” of over time is a valid consideratior. Adult  of the UGDP study. CCD concludes that  other published articies that were
onset diabetes is a chronic conditions by failing to strike the UGDP study or to-  admitted into evidence. 21 CFR 12.85
tes” with severe complications. Since the consider its impact or other evidence. requires only that the Bureau provide
disease requires long-term rather than the Administrative Law Judge's Initial data upon which it relies: it does not
h_e intermittent management, it is relevant  Decision is “flawed and not based on require the Bureau to submit related
1tion to inquire into the duration of the substantial and reiiable evidence’ and data on which it does not rely.
der treatment. The management of a disease  that his ruling “invalidates the hearing Because of CCD's emphasis on thte
may involve a variety of treatments, process.” unavailability of the raw data
ese some of which are more useful during a I aiffirm the Administrative Law underiying the UGDP study, I have
’ particular stage. A drug is not unsafe or  Judge's ruling on the moton to strike the = reviewed the testimony of the Bureau of
om ineffective simply because it constitutes ~ UGDP data. The Administrative Law Drugs' expert witnesses and find that
! only a portion of the treatment regimen  Judge held that the “lack of availability ~ their reliance upon the UGDP study was
: “either in terms of concomitant therapy of underlying data casts considerable not substantial and cannot reascnabiy
i or time. Nevertheless. a risk to benefit doubt on the reliability of the UGDP be characterized as pivotal to the
b ¥ evaluation of any treatment must conclusions from an evidendary opinions expressed by those witnesses.
f— inciude an evaluation of the extent of standpoint. To the extent such data was I reject the suggestion by CCD that ke
the benefit. not made available, the UGDP witnesses who testified for the Bureau
his CCD's assertion that FDA knew of conclusions cannot be considered as of Drugs consisted primarily of those
ith secondary failure with phenformin substantiated on the record.” /d. persons whose professional reputaticns
before approval of the NDA's is Accordingly, in reviewing the Bureau's would be tarnished if the UGDP stucdyv
he incorrect. In fact, significant evidence on  evidence on the question of safety, the were ever established to have been
the question of secondary failure Administrative Law Judge referenced faulty. The CCD exception provides no
tly associated with phenformin was _ the UGDP study in oniy one paragraph specific basis upon which to question
i of developed only in the context and for of his 8-page summary. Initial Decision,  the professional integrity of the Burezu's
pt the purposes of the evidentiary hearing.  at 20.  witnesses. Their curricula vitae stronzly
.al See CG—51, and Bureau of Drugs Brief, The Administrative Law Judge support the Bureau's reiiance on theis

59-70. In addition. “new evidence”
includes a reevaluation of any evidence
previousiy submitted. 3eil v. Goddard,
366 F. 2d 177 (7th Cir. 1966).

3. Three of the CCD exceptions deal
with the University Group Diabetes
Project Study (UGDP), a Iona-term
prospective clinical trial carned outin
the 1960's. The CCD criticized the
Administrative Law ]udge's admission
of the UGDP study results {B-393, B-396)
into evidence without requiring

disclosure of *he raw data (mdxwdual
—reports on all of the individuals who
participated in the studv). See Order of
November 11, 1977, denvis ng CCD's
Motxon to Strike Or. In The Alternative,
duce Zvidence. CCD argues that
 Tailure of the %amxmstratne Law
to require that raw data be filed .

au of Drugs pursuant to 21
Invalxda:es the hearing

concluded that the UGDP study could be

used for two purposes: to raise
questions about the safety of
phenformin and as the basis for expert
opinion. The FDA has long taken the
position that evidence suggestive of a
lack of safety may be considered in
evaluating whether a drug has been

. shown to be safe even though the

evidence does not meet the standards
required to establisn the safety of the
drug. The Administrative Law Judge’s
ruling that the UCGDP study might serve
as the basis for excert testimeny is
supported by Rule 703 of the Federal
Rules of Evidence, which provicas that
even if data are not acmissidle into
evidence they mav neverthelass form
the basis of opinions by exterts if they
are the type of data reasonabiy reiied
upon by experts in that particular field.
See Nanda v. Ford Mceor Co.. 309 F. 2d

professional opinions. See B—164, B—58,
B—168, B~70, B—472, B—174, B—476, B—78,
B-~180. B~182, B—i84, B—186, B—88, B—22,
B—94. B—196, B—98, B-300. Challenges
to scientific integrity of the sort made by
CCD in this case, certainly cannot be
accepted without any support in the
record.

I am aware of the controversy over
the UGDP study. Bradley v. Neinberzar.
483 F. 2d 410 {1st Cir. 1973). Indeed.
during the course of this proceeding,
FDA participated in an audit of the )
UGDP data. Because the audit coinciZzs
with this withdrawal proceeding. anc s
not part of this re"ord f ha‘ e ot

my final decision. D\e'wm*ces to th
UGDP study in the substantive porticn
of :he Initial Decision 1re not adoptz:.

4. CCD takes exception to the rulinz of
the Administrative Law Judge admx'*"c
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into evidence foreign clinical data
“submitted by the Bureau of Drugs. CCD
“ contends that the data do not satisfy the
requirements of 21 CFR 312.20, and
concludes that the Administrative Law
Judge aoplied a doubie standarz for the
admission of evidence. whereby
controiled clinicai studies are required
to support an NDA while technically
incompiete studies, which would not
8uUDpOrt a showing of safety or
effectiveness. were considered as part
of the “overail body of available safety
data.” .

I affirm the decision of the
Administrative Law judge that data that
do not meet the requirements of 21 CFR
312.20 nevertheless may be considered
in evaluating drug safety. See Federal
Register of November 19, 1976 (41 FR
51215). The “double standard”
cempiained of by CCD is the standard
contemplated by the statute.

I beiieve. however, that the statement
of the Administrative Law Judge that
foreign clinical data do not qualify as
prima facie evidence of a lack of safety
tInitial Decision at 8) should be
modified. Although failure of foreign
clinica] data o meet the requirements of
21 CFR 312.20 may affect their weight in
evaluating a drug’s safety, this does not
mean that they cannot te the basis fora -
prima facie case that a drug is not safe. I
find that a prima facie case for
withdrawal or non-approvai under
section 305 of the Act can be made on
the basis of medical facts reported in
foreign literature. such as the reports of
birth defects resuiting from use of _
thalidomide in Europe. See S. Rept. No.
1744, 87th Cong., 2d Sess., 40 (1962).

5. CCD takes exception to the weight
given by the Administrative Law Judge
lo the testimony of certain
diabetologists appearing on behalf of
Ciba-Geigy and USV on the question of
the safety of phenformin. CCD claims
that the Administrative Law Judge
disregarded the testimony of these
experts because it conilicted with
evidence. primarily retrospective studies
on cases of lactic acidosis, that CCD
believes is not of comparable value.
According to CCD. the Administrative
Law Judge's evaluation of the testimony
of the manufacturars’ experts reveals
that he had prejudged the case. CCD
also takes exception to the
Administrative Law Judge’s failure to
give substantial weight to Ciba-Geigy’s
nationwide survey of reports of lactic
acidosis among patients treated with
phenformin.

The Administrative Law Judge found
that the Ciba-Geigy data on the rate of
incidence of lactic acidosis (CG-26) are
deficient due to (1) the recogrized

phenomenon of under segorting of
adverse effects :0 drug companies, (2)
the tendency of reports in the medical

_ literature o deciine once a discovery

has been published repeatedly, (3)
deficiencies in the criteria used by Ciba-
Geigy to screen the data. (4] the
inadequacy of the qualifications of the
Ciba-Geigy emplovee wio prepared the
data. and (3} the absence of a showing
by Ciba-Geigy that an effort was made
to supplement information that was
inadequate and resuited n exclusion
form the study of certair reports of
lactice acidosis. Initial Decison at 22-26.
The Administrative Law Judge
“disregarded” the data in that he

-concluded that thev were lawed o such

an extent as to preclude their being
afforded “any significant evidentiary
weight.” /d. at 26. On the basis of my
independent consideration of *he record,
I affirm the findings of the
Administrative Law jucge with respect
to the Ciba-Geigy studv.

The Adminisative Law Judge did not
disregard the ‘estimony of the Ciba-
Geigy expert diabetologists. Rather, he
conciuded that their testimony that they
had not seen !actic acidosis in their
patients was not determinative of the
safety of phenformin under general
maketing conditions. Several of these
experts testifiec about their knowledge
of lactic acidosis in patients other than
those under their private care. The
majority of diabetics in this country are
not treated by axpert diabetologists.
Initial Decisicn at 26-28. The
Administrative Law Judge concluded. in
light of the overall evidence of lactic
acidosis associated with phenformin,.
that tie very tes:imony that phenformin
is safe when prescribed by “the most
eminent” diabetcligists in the United
States suggests hat patients for whom
phenformin is prescribed by general
practitioners run “a considerable risk of
phenformin-associated !actic acidosis.”
Id. at 28.

8. In a reiated exception. CCD objects
to the Administrative Law Judge's
conclusion that proof of the safety of
phenformin when administered by
specialists is insufficient to justify its
continued general marketng, CCD
argues that this standard is not
sanctioned by law and that the evidence
does not support a finding *hat some
physicians with certain training can
administer pheniormin while others
cannot. CCD urzes that the
Administrative Law fudge ~annot base a
decision upon factors beyond the scope
of FDA's authority.

CCD has miscenstrued the statutory
requirement of safety anc the
Admininstrative Law Judge's reasoning.

Section 505(d)(1) requires that a new
drug be “3afe far use under the
conditions prescribed. recommended or
suggested in the proposed labeling )
thereof.” The statute thus requires
general safety for use—that is. safety for
use by the general practitioners who do
or will use the drug. The Administrative
Law Judge found that on the record
before him phenformin was not shown
to be safe as required by section
305(d)(1). He also noted avidence
tending to show that phenformin is safe
when prescribed by expert
diabetologists. He correctly interpreted
section 305(d){1), however, as requiring
a broader shewing of safety. In light of
the entire record concerning the actuai
use of phenformin. the evidence tending
to show that phenformin may be
prescribed safeiy by axpert
diabetologists does not estaplish the
general safety require by section
505(d)(1).

CCD's argument wouid have merit if
FDA had authority to leave phenformin
on the market by restrict iis distribution
to the prescription of expert
diabetoiogists or to the prescription of
physicians with patients for whom
phenformin is appropriate. As Ciba-
Geigy and USV recognize. however,
FDA does not have such authority. )
Initiai Decision at 28; Ciba-Geigy; USV
Brief at 18. Having found that
phenformin was not shown to be safe
for use by those persons who, pursuant
to state law, are licensed to prescribe it
and treat diabetic patients. the
Administrative-Law Judge was required
to recommend withdrawal of the NDA's
for the general marketing of phenformin.

7. CCD takes exception to the text of a
draft Federal Register notice of the
availability of phenformin pursuant to
an investigational new drug exemption
(IND). CG-81. (This draft was not
admitted into evidence. Initial Decision
at #4. n. 5.) CCD alleges that the draft is
inconsistent with the position taken by
the Bureau of Drugs because the
Bureau's notice of opportunity for .,
hearing and its position in this
proceeding support the compiete
withdrawal of phenformin, while the
existence of the Bureau-approved IND
demonstrated the phenformin can be
marketed and distributed under certain
controls. CCD concludes that the
Bureau'a separtate actions are
conflicting and that the supposed
inconsistency “invalidates any results of
the administrative proceeding.”

This exception is without merit. First,
no natice based upon the draft IND
document has ever been published in
the Federal Register. Second. it is not
inconsistent for the Bureau to support

“ad
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idrawai of approvai of
he..w.min for general marketing while
recognizing that an investigational new
drug exemption may tmpose CONtrois
that render the use of the drug
acceptable and may yieid safety data
that do not now exist. The Bureau
routinely approves [ND's for drugs that
are not subject to approved NDA's.
Thousands of drugs have been so
regulazed. Indeed. the very purpose of
an IND is to authorize a limited
investigation of an as yet unapproved
use of a drug. There is no legal
difference between and IND for a drug

_that has never been the subject of an.
‘approved NDA and an IND for a drug -

that has.

8. Noting that the Administrative Law
Judge heid that the rate of occurrence of
phenformin-associated lactic acidosis is
“not susceptible of quantification on this

- record,” the CCD argues that the Bureau

of Drugs has not sustained its burden.
There is an important distinction .
between a requirement of mathematical
quantification of a rate of occurrence of
lactic acidosis and the burden to adduce-
.new evidence wiich, when evaluated
“together with other data. raises
“significant doubts as to the

appmpnateness of the ﬁndm.g of a pnor

showmg or safety in light of the new
evidenca.” Initial Decision at 5. :
Although unable to quantify the rate of

- occurrence of lactic acidosis, the

Administrative Law Judge found that
lactic acidosis “occurs virtually
exclusively among phenformin users,”
and that the absence of a base rate of
lactic acidosis in the diabetic population
generally. which is needed to calculate

. the rate of lactic acidosis among

phenformin users, “is typical of many
diseases and does not detract from the
demonstration of a strong association
between phenformin and lactic
acidosis.” See Initial Decision at 46. On
the basis of my independent evaluation
of the record, ! find that the association
between the use of phenfor'nin and the
occurrence of lactic acidosis is real and
has been substantiated in this
proceeding.

9. CCD objects to the ultimate findmo
of the Administrative Law Judge that
other treatment are just as effective as
phenformin but do not present the same
degree of risk. CCD’'s objection is on the
ground that the testimony of significant
side effec’s associated with the use of
insulin was disregarded.

I reject CCD's characterization of the
record. The phenformin labeling, B-
506(n), states that diet and insulin are
the therapies of choice in the control of
diabetes. Although there are side effects
from treatment with insulin. its overall

effectiveness in reating the chrenic
complications of diabetes was found to
be substantial. [nitiai Decision at 41. The
references in the record to the existence
of side etfects of insuiin therapy were
not disregarded by the Administrative
Law Judge: on baiance. they simply did
not outweigh the evidence of its
efficacy, or require a conclusion that
insulin i3 less safe than phenformin.

10. CCD alleges that the
Administrative Law judge "*has not
properly taken into account the
compiiance prooiems innerent in both
diet and insulin therapy.” CCD claims
that these considerations were
“frequently stressed in the testimony of
CCD and Ciba-Geigy ‘itmesses” and
were not given due weignt by the
Administrative Law judge.

This assertion is not suppor:ed by the
record. The Adminiscative Law Judge
found that the “major difficulty
encountered in this moce of therapy
[diet] has been in effeczng compiiance
with the diet regimen.” Initiai Decision
at 40. Likewise, e recognized the
problems with seif-acministration of
insulin. See nital Decision at 43, H4.
The Administrative Law Judge was

apparently impressed. 2owever, with the

testimony of one widtness that** ~ *
when the advantages cf insulin therapy
were thorougniy expiained to patients
for whom diet proved unsuccessful,
there was not a singie refusai of insulin
therapy (Tr. 8).”" Initiai Decision at 41.
This exception is aiso rejected
because it fails ‘o cite he specific
portions of the record on which it relies.
Uniike the CCD exception, the
Administradve Law Judge cited specific
poridons of the record in discussing both
the problems and successes with diet
and insulin regimens. Initial Decision at
40—4. See 21 CFR 12.125(b), which’
provides that excepticns to the (nitial
decision shall contain “specific
reference to those par:s of the record
upon which the exceptions are based.”
11. One CCD excegtion is based on

CCD's view that the Administrative Law

Judge “simply restated the contents of
these studies {Submitted oy the Bureau
of Drugs| without critical

comment ' ° " without differentiating
what is important and -eliable from that
which is of minimal reliability.”
According to CCD. this causes the
decision to be arbitrary and capricious
and not supported by substantiai
evidence.

The objecticn is without merit. In nis
intrcductory remarks in that portion of
the Tnitial Decision entitled “Bureau’'s
[safetv] Evidence.” the Administrative
Law Judge reviewed the criteria
suggested by Ciba-Geigy lor 2liminating

bias Tom study reports. and found Lhat
“the [Bureau] studies of Dr. Tranguada,
Dr. Fullop and Dr. Brac‘n. et ai., do meet
this Ciba-Geigy criteria.” Initial Decision
at 14. The Administrative Law Judge ™
placed primary reiiance upon these
studies. which he found to be “the best
availaple in the record.” Initial Decision
at 22.° -
12. CCD aileges that the Secretary’s
Suspension Order and the
Administrative Law Judge's Initial
Decision are based on entirely different
data and that the data relied upon by

— the Secretary were not given great

weight by the Administrative Law Judge.
CCD concludes that the differences
estaolish that the data relied upon by

the Secretary in the suspension decision
are unraiiable.

The Secretary’s Suspension Crder and-
the Administrative Law [udge’s Initial
Decision are not based upon “entirely
different data.” The ‘our scecific items
referenced in the CCD excention—the
UGDP study, the foreign ciirical data,
the manufacturer's data, and data
supplied by Dr. Davidoff—are common
to both proceedings. The FDA
submissions to the Secretary in the
suspension proceeding, however, were
stricken from the record in this
proceeding. Because the Suspension
Orcer is a separate proceeding, and
because of the pending litigation
involving the propriety of the Secretary’s
invocation of the imminent hazard
provisions of the Act, Forsham v. .
Califano, 442 F. Supp. 203 (d D.C. 1977,
appeal pending (D.C. Cir.] (No. 77-2072},
it would be inappropriate for me to
make a detailed comparative analysis of
the data presented in these independent
proceedings.

I note, however. that the criteria for
invoking the imminent hazard provision
and those for withdrawing a new drug
application are different. Accordingly, it
is to be expected that the records of the
two proceedings would contain different
data. :

13. CCD takes exception to the order
of the Administrative Law Judge that
denied. without prejudice. a motion of
CCD pursuant to 21 CFR 12. 39(d) to
obtain rights additional to those
prescribed for non-party participants.
See COrder of September 26. 1977 see
also Initial Decision at 8-3. CCD argues
that it represents interests different rom

* Although compliance with these cnitenia could
not Ye determined for other stucies. the
Adminstrative Law Judge held that “this does aat
mean :hat such studies may not de consmi_e:s:d for
purposes of raising questions as to the safety of
phemor"-m and as corroboration Jor stmilar
conclusions reached in the other studies.” Lutial
Dec:sion at 14. The fact *hat he did not find it
necessary to evaluaté these other stucies catically
dces not sender his decision arbitrary.
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those of the Bureay of Drugs.and the
manutacturers. CCD conclude$ that the
Administrative Law Judge’s decision to
deny additional rights of participation
fests upon “the underlying faulty
assumption that basic due process rights
may be denied CCD in the discretion of
the hearing officer.” :

Requests for hearing n respense to
the May 6, 1977 notice were filed by:
Ciba-Geigy and USV, Accordingly, the
NDA holders, together with the Bureau
of Drugs, were designated as the parties
to the nearing. The CCD did not
announce its desire to participate until
three days after the expiration of the
period for filing notices of aon-party
participation. Transcript of August 30,
1977 Prehearing Conference at +, 35-37.
CCD was not entitled to greater
procedural rights than those accorded it
in the proceeding.

Participant rights in formal
evidentiary hearings are established by
regulation, 21 CFR 12.89(b), and include
- the right o submit written testimony
and documentary evidence, to file briefs,
written objections, and gther pleadings:
and to present oral argument. CCD
requested an opportunity to submit
written interrogatories and to conduct

crossexamination. Due to the expedition

with which the bearing was held, in light
of the Secretary's suspension order, the
use of written interrogatories was not
sanctioned for any participant, including
the parties. With respect to the request
to conduct cross-examination, the
Adminiszative Law Judge’s ruling
permitted CCD to renew its request on a
witness-by-witness basis. See Order of
September 26, 1977. Thus, CZD was not
prejudiced by its status as a aon-party
participant.

CCD's allegation that its interest and
those of physicians and patients using
phenformin were not adequately
represented by the manufacturers is not
supported by the record. CCD
documentary evidence consisted of the
affidavits of seven expert witnesses,
five of whom also submitted testimony
on behalf of C.ba-Geigy. Compare CCD
exhibits 1, 3, 4, 5, and 7 with Ciba-Geigy
exhibits 2. 3. 5, 9, 14, 18, 17, 42, 61. and
86. In addition, the manufacturer parties
vigorously contended that a patient
population exists justifying the
continued marketing of phenformin
under the restrictive January 1977
labeling. This contention appears to be
the heart of the CCD position. The
argument that CCD has no investment in
the existing labeiing and “tnerefore can
present a positicn without a
predetermined bias” is not compelling
since labeling other than that approved
in the new drug applications and their

supplements i3 not at issue in this
withdrawal proceeding.

The granting of additional rights of
participation-rests within the sound
discretion of the Administrative Law
Judge and is based upon an evaluation
of whether a participant's interest will

* not be adequately protected otherwise

or whether broader participation is _
required for a fuil and true disclosure of
relevant evidentiary facts. 21 CFR
12.89(d). in view of the breadth of the
presentation by Ciba-Geigy and usv,
the substantial overlap of their
witnesses with those of CCL, the
inapplicability of the question of
substitute labeling, together with the
provision of the Administrative Law .
Judge's order ‘or Tequest to cross
examine specific witnesses, [ cannot
conclude that the Administrative Law
Judge abused his discrerion in denying -
CCD’s request. I also note that there is
no “right” granted by the statute tg a
person who is not the holder of an NDA
to participate in a withdrawal
procesding in any capacity.
Participation status is granted by FDA. in
the exercise of its descretion any may,
thererfore. be limited as the agency
believes appropriate. The exception is
rejected.

IH: Review of the Initial Decision
A. Burden of Proof

I adopt the holding of the -
Administrative Law Judge, Initial
Decision at 47, that section 505(e)(2)
requires the Bureau of Drugs to bear the
initial burdern of adducing new
information that, when evaluated
together with the information available
when the new drug applications for
phenformin were approved, shows ::at
phenformin is not shown to be safe for
use under the conditions of yge upon the
basis of which the applications were
approved. To meet that burden, the
Bureau “need only raise significant
doubts™ as to the prior showing of
safety. Once this threshold burden is
met, the manufacturers are required to
prove the safety of phenformin,

lagree with the Administrative Law
Judge that the statutory reference to new
information “cannat reasonably be
construed as only that evidence that
came to light subsequent to the date of
the approval of the most recent
supplemental NDA." 30 as to preclude
the reevaluation of the evidence
previously available. In addition to the
reasons set forth in the Initial Decision,
find that the appiication of Hess & Clark
v. FDA, 495 F.2d 975 (D.C. Cir. 1974), to a
withdrawal under the new drug
provisions is supported by the

legislative history of the new anim.
drug provisions of the Act, S. Rep. .
1308, 90th Cong., 2d Sess., 5 (1968)3
that the Administrative Law Judge’
definition of the Burean's burden ig
supported by the legislative history
the 1962 amendments to section 30¢
See Cong. Rec. 10105-10108 (June 1-
1962}; S. Rep. No. 1744, 87th Cong., :
Sess. 25-26 (1962); Committee on th
Judiciary, 87th Cong., 2d Sess., 13, 2
(Committee Print 1962), Cong. Rec.
16302-16304 (Aug. 23, 1962); Section
102(d) of House Bil] 11581; HR. Rep
2464, 37th Cong., 24 Sess. i-3, 18 (1¢
Cong. Rec. 19890~19895 (Sept. 27, 10
H.R. Report No. 2528, 37th Cong., 2d
Sess., 19 (1962). See also Weinberge
Hynson, Westcott & Dunning, Inc., 4
U.S. 609 (1973), NVorth American
Pharmacal, Inc, v. Department of
Health. Education, and Welfare, 4191
F.2d 346, 531, (8th Cir.. 1973), and
Ubiotica Corp. v. FDA, 127 F.2d 37s.
(6th Cir., 1970),

The Administrative Law Judge
measured the cut-off period for new
evidence by the January 1977 labeiin
See Initial Decision at 4, 3, However.
Ciba-Geigy and USV state that the iz
approval of a supplement to the gew
drug applicatons was granted in Jun
976, in conjunction with the fune 19;
labeling. Ciba-Geigy/USV Brief at 53
If one takes the manufacturers’ date,
becomes even ciearer that there is ne
evidence, not oreviously available, u
which it can be found ‘hat phenformi
no longer shown to be safe. For
example, due to a time lag in reportin
some of the reports of lactic acidosis
1975 and 1976 (CG-26) were unavaila
in June 1976 but were available by
January 1977.

B. Position of Participants

The Administrative Law Judge's
preliminary summary of the position ¢
the parties accurately reflects the
evidence and arguments presented by
them at the proceeding.

With respect to the Desition of CCD
adopt the summary in the Initial
Decision at 8-3. as modified by my
response to the CCD exception, para.
at 26-29, supra.

C. Basic Mechenis =3 of Phenformin
Activity

In response to the position taken by
Ciba-Geigy and USV, the Administrati
Law Judge found that section 30s5(e)(2)
does not require that the Bureau
establish “a plausible biomedical

*The withdrawal provision ‘or new animal drus
was derived ‘rom and is nearly identical to the
corresponding provision for new drugs. See Agr-

Tech, Inc v. Aicharcaon, 182 F.od 1148, 1150 (8th
Cir. 1973). .
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explanation as to why such eievations
[of blood lactate ieveis| occur’ before
paenformin may be snown not to be
safe. [mitiai Decision at 9. The ~
Administrative Law Judge reasoned that
since establisiment of clearty defined
mechanisms of action is not required to
prove the effectiveness of a drug, its
absence does not preciude consideration
of a lack of safety. Mechanisms of
action have not been identifted for
certain drugs marketed sukject to
approved new drug applications. This,
of course, is not a desirable situation but
reflects certain limits, both technical
and ethical. on the extent to which
biomedical research may establish
pharmacological modes of activity in
human subjects. As a result of these
constraints. there are many drugs where
the precise mechanism of action is '
unknowmn. -

[ affirm the Administrative Law
Judge's statement of the law.

I affirm with the Administrative Law
Judge's finding that “there is substantial
evidence relating 0 mechanisms of
action of phenformin™ and that although
scientific research “is not totally
definitive, it does provide a probable
explanation for the occurrence of lactic
acidosis” associated with phenformin.
Initial Decision at 9, 12.

D. Safety Evidenc>

The Administrative Law Judge
summarized the manufacturers’ position
as foilows:

Ciba-Geigy claims that no scientifically
valid conclusions concerning an association
between phenformin and lactic acidosis can
be drawn by simply aggregating cases of
lactic acidosis during phenformin therapy.
without reference to (a) existing label
restrictions, (b) the background occurrence of -
lactic acidosis in the patient population in
question. or {c} the various bias factors
typically accompanying retrospective (or
even prospective) searches for an adverse
reaction. [nitial Decision at 13.

The Administrative Law Judge gave
careful consideration to the factors
identified by Ciba-Geigy. although he
disagreed with the comgpany's proposed
conclusion that the Bureau's evidence
dces not establish an association
between phenformin and lactic acidosis.
He found however, that the rate of
occurrencea of lactic acidosis associated
with the use of phenformin "“is not
susceotible of quantification on this
record.” Initial Decision at 1. 47. The
Administrative Law Judge recognized
the shortcomings in gathering adverse
reaction reports. and he gave greater -
weight to those reports that met the
guidelines suggested by Ciba-Geigy. See
Initial Decision at 14, 22-25.

The aporoval or withdrawal of a new
drug application is made with reference
to the conditions of use prescribed,
recommended or suggested in the drug’s
labeiing. However. section 505(e}(2)
specificaily provides that the evidence
of a lack of safety must be “avaluated
together with the evidence availadle
* * * when the appiication was

. approved.” Thus. experience with a drug

orior to its current labeiing is relevant to

. a withdrawal proceeding under this

section of the Act. One of the issues
established for resoluton in this
proceeding was:

(4) Whether the conditions of use
prescribed. recommended. or suggested in the
lapeling of phenformin are adequate ‘o
exclude from weatment persons {or whom the
drug is contraindicated as a result of the
presence of factors which predispose to lactic
acidosis.

The Administrative Law Judge found
that the January 1977 !abeling,
particularly the contraindicaticns
designed ‘o prevent :he use of
phenformin by diadetics with conditions
that predispose them to develop lactc
acidosis. was inadequate because a
reasonable expectation does not exist
that the labeiing couid and wouid be
followed. The Administrative Law Judge
also found that lactic acidosis occurred
even among those patients taking
phenformin at the daily dose established
in the January 1977 labeling and for
whom predisposing or contraindicated
conditions do not exist.

Upon review of the entire
administrative record. I find that the
Bureau et its burden of estatlishing
that phenformin is no longer shown to
be safe. Initial Decision at 15-22. [ agree
with the Administrative Law Judge that
“there can be no doubt an association
exists between phenformin and lactic
acidosis” (Initial Decision at 22) and
that the association exists even in cases
of compliance with the January 1977
labeling (Initial Decision at 18. 22, 32—
33).

The Ciba-Geigy data offered to
establisn the safety of phenformin
consisted primarily of a review of cases
of lactic acidosis associated with
phenformin reported in the United
States literature or directly reported to
the manufacturer and the testimony of
expert diabetologists “which shows that
within the group of patients under their
care. there is virtually no incidence of
lactic acidosis associated with
phenformin therapy.” See Initial
Decision at 22-29. See also CG-1-22,
CG-25. CG-31, B-38.

The Ciba-Geigy study of adverse
reactions (CG-26) was found by the
Administrative Law Judge to “suffer

- hands of an expert does not @ priors jusT

from several defects.” For this reason.
he conciuded that the study “cannot
qualify as a reasonable determinaticn of’
the total number of phenformin-
associated lactic acidosis cases
occurring in the United States. A {a:.r
view of this studv demonstrates it :0 de-
flawed to such an extent as to preciuce
its being afforded any significant
evidentiary weight * * °.” Initial
Decision at 25. For the reasons stazac by
the Administrative Law Judge. as
suppiemented by my Findings of Fac:.
para. 27, [ agree with *his conclusic=.

Ciba-Geigy submitted into evidence
the testimony of diabetologists wnc
have had “extraordinary success” =
in administering phenformin withcu:
observing lactic acidosis. These
witnesses have ‘‘never seen a case 27 i
phenformin-assaciated lactic acidcsis in
patients under their care.” The
Administrative Law Judge found =zt
“considering the large aumbper of
patients Teated by these diabetaicgists
without any :ncidence of lactic acicasis,
the rate of occurrence in this popw.zdon
is extremely small.” /c. However, e
Adminisrative Law Judge conciuca2
(Initia] Decision at 29):

Nevertheless, proof of the safety of
phenformin when administered by spec:alists
is insufficient to justify continued approval of
phenformin because the majority of diatetics
are treated by their orimary physicians rather
than specialists (Tr. 116-117). If phenicrmin is
to enjoy continued marketing, it will Se
available to all physicians without regz=d to
their expertise or experience. If doctors are
unable to prescribe phenformin withou:
endangering the lives of their patients. 2e
low risk of danger of this drug when iz 2e

fyv its
continued marketing. The FDA is, as s:ated
by Ciba-Geigy and USV. poweriess to Imit
approval of a drug only to administrac:n by
specialists. Therefore. if phenformin is nsafe
when administered by generalists beczuse its
risk to the American public at large is reater
than its benefit, its approval must be
withdrawn. :

The expert testimony submittec by
Ciba-Geigy does not estabiish the safety
of phenformin for general continuad
marketing under an NDA. See my
response to CCD exceptions. parzs. 3
and 8 at 16-20, supra. 1 adopt the
Administrative Law Judge’s findizz as
supplemented by my Findings of Tact, -
para. 30.

E. Detecticn of Precisoosing Fac:zrs/
Inability ‘o Compliy Vith Label
Requirements

In considering the adequacy oI e
phenformin labeling. *he Admin:strative
Law Judge summarized the conteztion of
the manufacturers-and then stat2Z fuis
view of the proper :est of complizn
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Ciba-Ceigy and USV suggest that the
adverse effects of ohenformin therapy occur
only when patients have some deficiency
which predisposes them to iactic acidosis.
They view these adverse effects as avoidable
by testing the patient for these factors prior
to administration of the drug {Ciba-Geigy-
USV Brief at 55}. Tg substantiate this
argument. it must be shown that the
preexisting condition would have been
diagnosed at the time the was.
prescribed using methodg that are likely to be
part of the usual practice of medical :
commumity. Furthermore. it myst be shown
that any deveiopment of thege predisposing
factors after treament would be identified
and wouid result in the withdrawai of the
medication before the onset af lactic acidasis.
Irutial Decision at 29, :

T'adopt this statement of the test of
compliance with phenformin labeling.

The Administrative Law Judge noted
that there are differences of opinion

- among experts as to the methods
adequate for identifying those persons
Who are predisposed to develop lactic
acidesis and who, therefore, are
contraindicated for its use under the
January 1977 labeling. However, 1e
found the evidence adduced by the
Bureau of Drugs to be more persuasive.
With respect to screening for impaired
renal function, the Administrative Law

- Judge concluded that “‘compliance with
the label requirements at the primary
physician level or with the carsistency
in the practice of specialists is unlikely
to prevent the occurrence of lactic
acidosis.” Initial Decision at 31. With
respect to liver disease, another
contraindication for phenformin therapy,
he found that “time and cost
-considerations cause primary physicians
to do a less than tharough warkup for
liver disease prior o prescribing
phenformin * * =, Therefore, severe but

- chronic liver damage is likely to remain
undetectad.” /d. [ also find. on the basis
of the record developed in this _
proceeding, that screening practices
routinely performed on diabetic patients
will not assure detection of patients for
whom phenformin is contraindicated.
See Initial Decision at 29-32.

The manufacturers asserted that
phenformin's effects should be
considered only with regard to those
patients meeting the present label
requirements. While acknowledging that
section 505{e} measures safety in terms
of conditions of use prescribed in a

8's labeling, not under actual
conditions of use, the Administrative
Law Judge also found substantial
evidence of noncompliance with orior
labeling restrictions. He reasoned:

The principai difficulty is that the general
practitioners who care for the majority of
adult-onset diabetics wouid be unable in
their normal practice 1o discover the

existence of ail predisposing factors of lactic
acidosis and would therefore be unable to
comply with the conditions of use prescribed,
recommended. or suggested in the {current]
labeling, : '

» [ - » .

** * Available tests are generailv unable
to rule out renaj and hepatic insufficiency.* *

L4 . - * -

" * [The phenformin labeiing cannot|
Teasonably be expected to resuit in the
desired limitation of the population to which
it will be administered,

- - . A d -

Although the Prescription of a drug outside
of its package recommendation would not,
per se, be considered ag prima {3cie evidence
as to its lack of safety for the purpose of
withdrawal of approvaj of an NDA, the
widespread use of a drug contrary to the
label requirements should not be ignored.
This is Particularly true when the prescription
Practices outside of labe] requirements are
widespread, predictable and substantiated by
epidemiological trends in evidence,

* » (2 * *

** " The majority of lactc acidosis cases
assoctated with phenformin therapy reported
to Ciba-Geigy were eliminated from
consideration in the Ciba-Geigy study on the
basis that the administration of the drug was
not within the confines of the label
requirements. It therefore appears that there
are many cases of the American medica)
community not complying with the label
requirements when prescribing phenformin,
Initia Decision, 34-37,

The question of physician compliance
with labeling restrictions has been of
great concern to FDA and the entire
medical community. See Initial Decision
at 36-37. Additional doubts arise when

_labeling is new, prescribing patterns

under it are ot known, and previous
label restrictions have oot enjoyed a
uniformly high degree of compliance.
The manufacturers, however, bear the
ultimate burden of proving safety under
current labeling. The Administrative
Law Judge found that the conditions of
use prescribed in January 1977 labeling
are “inadequate to preclude from
treatment [with phenformin] those
persons for whom the drug is
contraindicated.” Initia! Decision at1,
47.

There have been numerous changes in
phenformin labeling in recent years. See
B-306 and CG-25. The 1970 labeling
contained a lactic acidosis warning and
reference to related contraindications,
including the major predisposing factors
listed in the current labeling. Ex. E to
CG-25. The 1974 and 197§ modifications
Wwere even more severe in warning of
lactic acidosis and designating
conditions predisposing to lactic
acidosis. See Exs. P and N to CG-25.
The 1970-1975 labeling has been

inadequate to prevent mispresc~
demonstratedby evidence of the
phenformin in contraindicated pe
Much of the evidence of this
contraindicated use comes from (
Geigy's own data (CG-28). Due ¢
time lag in reporting known cases
lactic acidosis and underreportr;
generaily, this evidence applies
primarily to practices uncer pre-;:
1977 labeling.

However, the Administadve L:
Judge concluded that the Januar,
labeling is, as practicai matter, -
suscaptible to a high degree of
compiiance and cannot ‘easonab:
expected to be closely felowed =
physiciang” {Initial Decisicn at 37

ough experience with 5o dew lz
has not been extensive. For physic
to be able to follow the Jazuary 1¢
labeling, they wouid have :0 be 2=,
identify those patients for whom
phenformin is contraindiczed, M:
physicians who prescribe phenfor—
cannot do that. Due to inaczguats
screening, those persons —cst atr-:
cannot be identified. Dye o the
appearance of lactic acidosis amc=
patients with no predisposing
conditions, even properly scceenes
patients are at risk. Consezuently,
current labeling has nat been oreve
be adequate. Therefore, | acopt the
Administrative Law Judge’s discyss
(Initiai Decision at 34-37).+
F. Risk/Benefit.

I adopt the Initia] Decisicz (372
find also that the evidence o1 the
effectiveness of phenformiz myst 52
considered together with the nabil::
physicians to routinely demmcnstrate
which portion of comcomitar: thera:
responsible for a perceived Senefic:.
effect. and the infrequency ¢f serioc.
testing to determine whether :he effz
is sustained for ag long as it ippears
be. -

The benefit/risk assessme=1 shou
include a ruling on the asserzcon by
Ciba-Geigy and USV that praformi-
Particularly usetui for those Ziabetic:
with an excess of insulin anc ‘or wh-
additional insulin is therefore ~ot a
appropriate treatment. [ find -5 iz -
to be unsupported on the reccrdin -,
proceeding. See Findings of 7:c¢, pa::
32.

‘The Administrative Law Judge suzzesis tha:
phenformin labeling is so “vague” { 3
at 35) as to preclude a reasonaole ex;

presciption practices outside af onen in
labeling have been “predictable.” (/d. " :gree iz
extent that nersons predisposed to lac=: s;_:dcs.s
cannot be predicted under the curren: izeiing.



. B
ibingas . .
r use of
er o«

2.1
e

lity of
e

1py is
al
die

183

Civa- Q

Federal Register / Voi. #4. No. 58 / Frdav. Apnl 6. 1979 / Notices

<0973

‘ents ‘or Whom Benefit of
. ormin Therapy May Qurweigh

~ purpose of this proceeding is to

sare for general marketing under
nditions prescribed,

imended. or suggested in its

'ng. See my response to CCD
stion. para. 1 at 7-10, supra. The
lence of a more limited patient
ation for whom the benefits of

<t formin therapy may outweigh the

- msks is not at issue. /d. The queston of
< a voluntary, limited distribution program
- raised in the Secretary’s suspension

order is also ot part of this proceeding.

"*. For these reasons and in view of

pending litigation concerning the

-~ propriety of the Secretary's invocation
of the imminent hazard provisions, I do
- not adopt this section of the Initiai
:Decision (at 42—44) but rather find as

* follows: The effect of withdrawal of
‘phenformin on certain employment

- opportunities of diabetics does not

preclude a decision that phenformin has
no longer been shown to be safe.
Limitations on occupational options
because of health problems are not

" unique. Because phenformin is not

currently labeled for use in only those

- patients who are allergic to insulin or

unresponsive to desensitization, such
use for that population is not an issue in
this proceeding; and even a finding of

- safety for such use would aot constitute

a finding of general safery for use under
phenformin's labeling and would not be
sufficient to avoid withdrawal.

H. CCD Witnesses.

I adopt the Administrative Law
Judge's summary of the CCD data
submitted in this proceeding. See my
response to CCD exception. para. 13 at

- 26=29, supra.

- I Discussion and Conclusions/Ultimate

Findings and Order.

Having made reference to the
administrative record throughout his
opinion, the Administrative Law Judge
summarized the evidence, without
citation, and stated his conclusions and
findings with respect to the issues
designated at the August 30 prehearing
conference. See Initial Decision at 45—48.
I am issuing Findings of Fact,
Conclusions of Law, and a Final Order.
In most instances, these will supplement
the discussion. conclusions. and findings
of the Initial Decision. However, to the

" extent that my findings are inconsistent

with those of the Administrative Law
Judge. the Initial Decision is superseded.
As modified by my Findings of Fact,

nine whether phenformin is shown

responses to CCD exceptons and
comments on the Initial Dec:sion.
contained in this order, the Initial

* Decision is adopted and made a part of

the final order.

" IV. Findings of Fact and Canclusions of

Law.

A. Findings of Fact.

1. Phenrormin aydrochloride
{phenfcrmin} is a new drug within the
meaning of the Federal Food, Drug, and
Cosmetic Act, 21 U.S.C. 321(p), which
has been shipped in interstate
commerce pursuant to new drug
applicatons dled by Geigy
Pharmaceutcals, Division of Ciba-Geigy
Corporadon (NDA's 11-5324 and 12-752),
and USV Laboratories, Division of USV
Pharmaceutical Corporaiion {NDA's 17-
126 and 17-127) and approved by the
United States Food and Drug
Administration:

2. Phenformin is indicaied only for
symptomatic, aduit onset, nonketotic
diabetes meilitus (diabetes) (B-~306(n)).
According to its labeling, 2>nenformin
lowers eievated blood giucose leveis in
diabetics.

3. Phenformin is recommended for use
oniy if diet and weight reduction have
first been tried and have ‘ailed and only
when insulin cannot be used and the

. sulfonylurea drugs do not achieve

adequate control. /d.

4. Diabetes i3 a chronic metabolic
disorder in which there is an inadequate
secreton or utilization of insulin for
normal metaboiism (B—97 at 1. B—487 at
12-14, Tr. 92). Diabetes is characterized
by an abnormal elevation in blood
sugar, which has been used as a
principal benchmark in its diagnosis and
treatment (B—497 at 2, 8-9, Tr. 87-38,
294).

5. Diabetes s requently accompanied
by severe complications, most
particularly cardiovascular ind kidney
diseases (Tr. 106-107, 295, 3197 at 9-10,
CG—43 at 7). Diabetes is the fifth leading
cause of death in the United States (CG~
43 at 7). )

6. There are approximately 5 million
diagnosed diabetics in the United States
today. most of whom are under
treatment (CG—43). About 3 to 12% of
these persons were taking chenformin
during 19735-1976 (CG—3, CG-20 at 2,
CG-11 at 2). The number of persons
being ‘reated with phenformin declined
from 481.0C0 in 1974 to approximately
337,000 in 1977 (CG—3, CG=30).

7. The great majority (80-30%) of
aduit-onset diabetics are overweight (Tr.
406, CG-3 at 2, CG-11 at 2).

8. Dietary conirol is the most
preferred and most effective means for

treating adult onset diabetes (B—306(n),
B—i69 at 3, B—473 at 5. B—499 at 19-20, B~
495 at 7, CG-2 at 2, CG-11 at 3. Dietary
regulation is the treatment of choice
because, when a diabetic's caloric
intake is decreased. there is less stress
on the available insuiin suppiy, insuiin
sensitivity is improved (Tr. 11. 94}, and
the ability to utlize naturaily produced
insulin is enhanced {B~495 at 10, 3—i87
at 14-15).

9. The use of axogenous (not produced
naturally in the body) insulin is effective
in the treatment of adult-onset diabetes
by rectifying the insuiin deficiency. (B~
479 at 17, B—475 at 7). There is evidence
that the administration of exogenous
insulin also retards the vascular
complications of diabetes (Tr. 24, 292-
296, B—187 at 12. .

10. Phenformin is effective in lowering
blood sugar, but this effect is frequently
limited to two years or less (Tr. 200-201,
296-297, 303-310, B—735 at 8-3, B—473 at
8, 389 at 26, B—169 at 9, 13-14, 31).
Moreover, the apparent effectiveness is
difficult to measure and verify because
phenformin is often used in combinatoa
with diet and/or suifonyiurea drugs (Tr.
167, 408, 426, 179183, 523. B—89 at 4,
CG-51, CG-20 at Z, CG-15 at 1-2).

11. Phenformin does not stimulate
insulin production (B-306(n}).
Phenformin does not promote the use of
naturally produced insulin (B—i95 at 10,
Tr. 278-280). Phenformin does not aid or
correct the metabolic abnormalities of
diabetes (Tr. 295-297, B—97 at 4-3, B~
487 at 12-14. B—199 at 20-21).
Phenformin does not correct the
complications of diabetes (Tr. $13—131,
B-344 at 1060). Phenformin does not
promote weight reducton (Tr. 450—151,
B-309 at 4, 11. B-303 at 6-7, B—75 at 13,
B—87 at 16-19, B-72 at 642, B-396 at 103,
B-497 at 4).

12. There are essentially no adversa
effects involved in the treatment of
diabetes by diet and weight reduction.
The adverse effects of insulin are far
outweighed by its beneficial effects (Tr.
20-21, 198-199, 292-293, 410411, B-177
at1, B475at 7).

13. Some diabetologists experience
difficulty in achieving patient
compliance with diet and/or insulin
therapies. These problems can be and
usually are overcome by diabetologists
(Tr. 20~-21, 199-200, CG-2 at 2. B—i63 at
2-3, 13, B—69 at 3—4, B-303 at 4, B—97 at
24-25).

14. Lactic acidosis is a disorder of
intermediary metabolism, in which there
is an abnormal accumulation of lacdc
acid in the blood and tissues (B—89 at 3,
B—#12 at 40, Tr. 261-262).

15. The fatality rate amcng persons
who suffer from lactic acidasis is
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"approximately 50% (CG-26. Tables 4
" and 3. B-%4). )
© 16. Diabetes does not itseif cause .

" lactic acidosis (Tr. 262-263. 270. B—199 at"

68~10, 17-20. B—473-at 13-17, 3-184, B—412
at 30, 3—67 at 7-10).

17. A biochemicai basis supports the
relatonship between phenformin and
the under utilization and over
production of lactate. and the evidence
.of the modes of phenformin activity
provides a probable explanation for this
relationship (Tr. 266, 269-277, 461—162, -
633-336, B-274, B-AB at 186, B-501 at 2-8,
CG-24 at 12, 23, B—i87 at 10-11, 16-19,
B—97 at 18-23, B—199 at 10-15). The
relationship is also supported by the
frequently short time between the
ingestion of phenformin and the onset of
lactic acidosis (B-53 at 44, B479 at 12~
14, B-272 at 70~72, B—167 at10-11, B~412
at 180).

18. There is a disproportionate
incidence of lactic acidosis among
diabetics taking pkenformin (Tr. 47, 276,
B—465 at 11-12, B—173 at 63, B—4735 at
11-12. 15-17, B—99 at 5-10, 17-18, 3—167
at 7-10. B-303 at 10, B-309 at 3. B—479 at
6-10. B85 at 10, 3-54, B—171 at 2. 7-9,
CG-29 at 4).

19. Reports in the published medical
literature and in reospective studies
constitutes substantiai and convincing
evidence of the association between
lactic acidosis and phenformin, when
usec alone or in combination with the
sulfonylurea drugs {B-64. B-55. B—471,
B-290, B~34. B—93 at 3-10, B-92, 3-93.
B-225, B-236. B-338. B~390, B-33. B2,

13, B-96. B-272, 3473 at 6-9, B—{75 at
15-18, B—467 at 8-13. B—79 at 3~11, Tr.
634).

20. The associaticn between
phenformin and lactic acidesis appears
to be dose-related (B-309 at 2—¢, B-39,
CG-26, Tabies 6 and 7, B—i81 at 29-30,
B—95 at 3, B-84. B—i71 at 12-17, B~479 at
11-13. B~83). The associaticn is also
supported by evidence involving suicide
attempts by use of phenformin (B-479 at
11-14, 3-33 at 43—4). ’

21. An association between
pheniormin and lactic acidosis need not
be basad upon quantification of the
background incidance of lactic acidosis
amcng the population at large or among
the diabetic population not taking
phenformin. The background occurrence
or incidenca is unknown for the vast
majority of nonreportabie diseases (Tr.
218-219, 363-366. 193—194).

22. A precautionary warning about the
possible association between lactic
acidosis and phenformin was added by
USV to the phenformin labeling in 1964
(CG-25 at 1-2, B-306(e}). A strengthened
lactic acidosis warning and statement of
contraindications. designed to screen

diaberic patients predisposed to lactc
acidosis. were added ‘o the labeling in
1970 (CG-25 at 3). In 1974, the lactic
acidosis waming was strengthened and
a more cetatied description of medical
conditions predisposing patients to
lacdc acidosis was inciuded {CG~25 at
7. B=3061%)). .\ biack box ‘varning
concerning lactic acidosis was inciuded
in pnenformin iabeiing approved June
1976 {CG-25 at 7-3. B-306(m)).

23. The 1970-1976 labeling did not
resuit in limiting the use of pnenformin _
to those patients for whom it was aot
contraindicated (CG-26, CG-25 at paras.
24, 25. 28 and Exs. 2 and AA, CCD-3,
CG-31, CG-33 at 19-20, CG-20 at 24,

,Tr. 348, 357, 383. compare Tr. 355360

with 3-24 at 102 and B-23 at 339, CG—i9
at 3).

24. The current (January 1977) labeling
for pneniormin (B-306(n), Ex. V to CG~
25) is designed to restrict its use to only
those patients with none of the lactic
acidosis predisposing risk factors.

25. The current labeiing cannot -
reascnably be expected to result in the
detecdon of those persons for whom
pheniormin is contraindicated:

a. With respect to screening for
predisposing renal dysfunction. the
recommended tests are inadequate and
are Tequently not performed by general
pracdtioners (B-303 at 12-13, B—495 at 4,
B—97 at +-3, B—87 at 20~22, B—183 at 7~
10. B—i67 at 11-13, B—189 at 11-14, Tr.
112-118, 5382-394).

b. With respect to screening for
pradisposing liver disease, routine
workup is inadequate {Tr. 28-32. 112-
121). Thus, compliance with the labeling
requirements by general practitioners is
unlikely to prevent the occurrence of
lactic acidosis (B—471 at 26-30, B—i67 at
8-11. 17-18).

26. Lactic acidosis is associated with
the use of phenformin even in
compliance with the Janurary 1977
labeling, that is. at or below 100 mgs.
daily dose and without predisposing risk
factors {CG-26. Table 6, B-39 at +-8, 14—
15. and Table 3, B—81 at 29-30. B—85 at
4, B—12 at 180-185, B~272 at 70~-72. B-36
at 974975, B—471 at 2-7, 13-14, 20-31, B-
467 at +-13, 18-:9. B-236. 3-94, B—93 at
4-13, 354, Tr. 358-360).

27. The Ciba-Geigy study of the cases
of confirmed lactic acidosis asscciated
with shenformin (CG-26) is deficient,
and the incidence of lactic acidosis
suggested by the data in that study is
unreliably low.

a. The study included only those
repor’s in the United States medical
literature, whereas several of the
retrospective studies are reported in the
foreign medical !iterature (e.3., B-63, B~
275, B-276, B—12). Moreover,

occurrences of lactic acidosis are lik

to be underreported due to a loss of

interest in the medical community or

* a significant number of such reports

have been published (B—75 at 12).
b. Physicians are under no legal
obligation to report adverse reaction

" drug firms. Voluntary reporting, apoi

which the study is based, significant
understates the true number of adve
reactions (B—479 at 11, B~481 at 8-11
CG-1 at 8, Tr. 43. 336-339, 342-345. 4
505). In measuring adverse reactions
retrospective and prospective patier
record reviews, while not ideal, are

entitled ‘o greater weight than volur
reporting to manufacturers (B—t81 a:
14, Tr. 342-345; compare B—i79 at 2-
with TT. 564-366).

c. The study excluded those cases
where there were data indicating
impaired renal function. Although
impaired renal function is a
predisgosing factor, those responsit
for the study did not determine whe
the impaired renal function preexist
use of phenformin or appeared as a
consegquence of the phenformin-
associated lactic acidosis. Thus,
exclusion of these data was unjustif
(Tr. 332. 368, 392-394. CG-26 at 5-4,
475 at 14-15, 383 at 10~12, B—167 ¢
13, B—i93 at 4-3, B—471 at 21-32).

d. The study excluded cases whe:
the data were inadequate to determ
the presence of predisposing factor:
attempt *o obtain such information
documented in the record (CG-25 a

e. The criteria used in the study t
determine the presence of lactic aci
were more conservative than those
by most investigators (CG—9 at 3, I
at 1-3).

28. The reported decrease in the
incidence of phenfcrmin-associatec
lactic acidosis during 1974-1977 mu
discounted due to underreporting, a
corresponding decrease in the num:
diabetics taking phenformin {rom
481.000 in 1974 to 337,000 in 1977, ar
reporting lag time of approximately
months {printout attached :0 CG-2¢
Ciba-Geigy/USV Proposed Finding
Fact, para. 22b; Tr. 623-525).

29. Most diabetics in this country
are treated for diabetes by a pnysic
are not ‘reated by a diabetologisi (I
at 10. 3—471 at 23, B—99 at 18-20, T
116-117).

30. The avidence strongly sugges
that the incidence of lactic acidosis
greater among patients of general
practitioners than among patients «
diabetologists (B—477 at 5. B—493 at
CG-2at4, CG-12at9, CG-14 at 2,
10 at 3. 3—471 at 23, B—99 at 18-20,
116-119. 347-348, 383, $25-130. 516~
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.. The testimony of diabetologists
-~ 1t the absence of lactc acidosis
- nong their patients is evidence that the
at majority of nhenformin-associated
- jactic acidosis occurs among patients of
_those piiysicians with the least special
* graining in screening and testing patients
for use of pheniormin and in recognizing
the consequent 'actic acidosis. Id. In
addition. a significant numoer of cases
of lactic acidosis could exist among the
batients treated by diabetologists and
cenerai practitioners in the course of
heir individual practce and e

detected due to their relative
infrequency. See Tr. 298-30C:
Weinberger v. Hynson, Westcott &
Dunning, Inc.. 12 U.S. 609 (1973).

32, Phenformin has not been shown to
be uniquely useful in Teating the obese

nder no legal
dverse reactio
’ feporﬁng. upo
SEd: significan

verse reactions,
’Pective patient. .
not ideal, are

gh! than Vo]uﬂt
rers (B—i81 at 11
re B—79 at 2-11

d those cases

indicatin
L Alﬂlougi adult-onset diabetic who is
tisa “hyperinsulinemic” (B—97 at 3-13 and

25-26. B-309 at 10-11, 3362 at 363-367,
B—475 at 18-19, B-503 at 34 and B—85
at 9-10, 3—69 at 11-13).

'Se responsible
t.emune whether
tion preexisted

‘Peared as a 33. The removal of phenformin from
gfom_ —_ ¥ ‘he market will not seriously disrupt

18. Thus, treatment of diabetic patients (CG-10 at
a5 unjustified, § 4 B-309 at 34, B—67 at 19, B85 at 43,
:’28 at :‘)—6, B- 10, 3169 at 8-9, 3479 at 17-19. B—95
t2 ‘67 at 11—§ at 87, B-303 at 7. 14, B—199 at 18-20, B-

- 2223, 32, Tr. 298-300). .
cases where
¢ to determine
sing factors: ng
formation was
1(CG-25atg). *
ke study to
flactic acidosig
'han those used
9 at 3, Byr

471 at
B. Conciusions of Law.

1. The Bureau of Drugs has sustained
its burden of showing, based on new
evidence of clinical experience.
evaluated together with the data
available when the NDA's for
phenformin were approved, that
phenformin is not shown to be safe for
use under the conditions approved in its

sses :;ig:za new drug applications.

-1977 must b 2. The Bureau of Drugs has .
porting, a e esta.busﬁed an association betv‘veen,
the ﬂ:mber ¢ lactic acidosis and phenformin

n Som 0 Although this relatonship has not been
11977, and 1 ;onclu'sively shown to be causal. there
ximately 9 is a substantially disproportionate

incidence of lactic acidosis among
diabetics treated with phenformin.

3. Lactic acidosis is associated with
phenformin at dosage levels at or below

QCG—:S. see
Findings of
.

coun try "Vho

1 physician ,‘ those prescribed in the January 1977
logist (B33 labeiing. Lactic acidosis is associated
8-20. Tr. { with phenformin absent the

‘ “predisposing factors” for which
suggests phenformin is contraindicated.
cidosis ig 4. it has not been shown that the
ne current labeling contraindications will
1y £ reduce the incidence of phenformin-
490 at 4, associated lactic acidosis so as to

lat2 co- render phenformin safe for use.
18~20. Tr.

). $16-524), _Ou!we\g‘n its benefits.

. Conciusions of Law,

5. The risks of the use of phenformin ~

V. Final Order

Thereiore. on the basis of the
foregoing Findings of Fact and
the Imitial Decision
of the Administrative Law Judge. as
modified by this order. and the record of
the proceedings. and under the Federal
Food. Drug. and Cosmetc Act (sec.
505(e)(2), 52 Stat. 1052 as amended (21
U.S.C. 355(e)(2))} and the authority
delegated to the Commissioner (21 CFR
5.1), the new drug appiications for -«
phenformin, and all the amendments
and suppiements thereto, are hereby
withdrawn, effective November 15, 1978.
The introduction or delivery for
introduction into interstate commerce of
phenformin, except pursuant to an
exemption granted under secton 305(i)
of the act. is prohibited. 21 U.S.C. 331(d}. ,

Dated: November 15, 1978
Doaaid Kennedy, .
Comaussioner of Food and Drugs.
[Dociet No. TN=0150]

(FR Soc. 710583 Filed 4-5-7%: 346 am}
BILLING CODE 4110-03-4

Phenformin Hydrochloride; Proposal
to Withdraw Approval of New Drug
Applications; !nitial Decision

AGENCY: Food and Drug Administration.
ACTION: Notice.

SUMMARY: The agency is issuing the
Administrative Law Judge's Initial
Decision on the proposal to withdraw
approval of new drug applications for
phenformin hydrochloride.

ADDRESS: The Initial Decision may be
seen in the office of the Hearing Clerk
(HFA-305), Rm. +-65. 5600 Fishers Lane.
Rockville, MD 20857, between 9 a.m. and
4 p.m., Monday through Friday.

FOR FURTHER INFORMATION CONTACT:
Richard A. Anderson. Office of the
Associate Commissioner for Health
Affairs (HYF-21), Food and Drug
Administration, Department of Health,
Education. and Weifare, 5600 Fishers
Lane. Rockville, MD 20857, 30143~
1170.

SUPPLEMENTARY INFORMATION:
Elsewhere in this issue of the Federal
Register, the agency is publishing the
Commissioner's final decision on
withdrawal of approval of new drug
applications for ohenformin
hydrochloride and his denial of a
petition for reconsideration. The
Administrative Law Judge's Initial

Decision on phenformin hydrochloride is

set ‘orth below:

DEPARTMENT OF HEALTH.

_EDUCATION, AND WELFARE

Food and Drug Administration
Initial Decision * .
[Docket No. 77N-0150]

Proposal to Withdraw Approval of the
New Drug Ac-plications for Phenformin
Hydrochloride

1. Phenformin found to have limited
short-term beneficial eifects in the
treatment of diabetics under the
conditions of use prescribed.
recommended or suggested in its
labeling.

2. The conditions of use prescrived,
recommended or suggested in the
labeling for phenformin found
inadequate to exclude from treatment
those persons for whom the drug is
contraindicated as a result of factors
which predispose patients to lactic
acidosis.

3. The occurrence of lactic acidosis
found associated with the use of
phenformin in patients for whom ‘he
drug is indicated under its current
lapeiing and the incidence of such
occurrences as compared to the diabetic
population at large is not susceptible of
quantification on this record.

4. Therapeutic modalities other than
phenformin found shown to be effective
for treating patients for whom
phenformin is indicated in its labeling
without the same degree of risk
associated with the use of phenformin.

5. The limited benefits of phenformin
found insufficient to support a finding o
safety in light of the risks attending its
general marketing under the approved
NDA's. Approval of the NDA's for
phenformin ordered withdrawn
pursuant o § 505(e) of the Federal Fooc
Drug, and Cosmetic Act. 21 U.s.C.
353(e). o ,

Wiiliam Bickerstaff, George Donerty.
Richard Morey, Ricaard Nolan, Richard
Serbin, Alfred Schretzer. Nicholas Weiskor
for the manufacturing parties.

Neil Chayer. Micicel Morrell, Anthony
Roccegroadi, and Deniel Shaw for the
Committee for the Care of the Diabetic.

Arnold Friede. Frecerick Degnan. ‘or the
Bureau of Drugs. Food and Drug
Administration.

By DANIEL[. DA v7DSCN, Administrati
Law Judge

By notice publisned in the Federal
Register of August 12. 1977 (42 FR
40959), this matter was assigned for
formal evidentiary pubiic hear:ng by
S

tPursuant o0 i 1213504 {21 CFR 122288l
exceptions 0 ‘s 11 Zecision must Se recen
by the Hearing Clerk sotmore than 30 days afte
(he date hereol. Replies "0 exceptions must be
received by 'he Heanng Clerk not more than 20

days thereaiter.




