nteed resolving power of this stage
'8 angstroms. (The lower the numeri-
rating in terms of angstrom units, the
er the resolving power.) We are ad-
by the Department of Health, Edu-
lo11, ‘Welfare in its memorandum
%mber 17, 1971, that the guar-
lving power of the tilt stage
foreign artiele is pertinent to the
s research studies. We, there-
that the Model EMU-4C elec-
oscope is not of equivalent sci-
e to the foreign article for
ses as this article is intended

partment of Commerce knows
er instrument or apparatus of
scientific value to the foreign
r the purposes for which such
¢ 18 intended to be used, which is
meanufactured in the United States.
SeEre M. BODNER,
Director,

L . Office of Import Programs.
(IR Doc.72-4678 Filed 8-27-72;8:51 am]

+ // DEPARTMENT OF HEALTH,
. EDUCATION, AND WELFARE
' °  Food and Drug Administration
LER ‘:-ﬂ‘#ko. 444/ NDA No, 12-858]
" ARMOUR PHARMACEUTICAL CO.
e pxyphenamate; Notice of With-
va ?f Approval- of New-Drug
pplication
3 the Feperal RecisTer of June 25,
70 (35 F.R. 10394), the Commissioner
PFood and Drugs announced (DESI
his conclusions pursuant to evalu-

fon of & report received from the Na-
il  Academy of Sclences-National

arch Council, Drug Efficacy Study
‘Group, concerning the following drug:
g NDA 12-658; Listica Tablets, contain-
. ing hydroxyphenamate; Armour Phar-
WE oy : tical Co., Box 511, Kankakee, IIl.

i . 'The announcement stated that the
o w . was regarded as either lacking
bstantial evidence of effectiveness or
possibly effective for the various labeled
mdieations. Six months from the date
of that publication were allowed for the
1 of the application and any person
such drug without approval
bain and submit data providing sub-
&l evidence of effectiveness of the
for the possibly effective indica-
ns, No such data have been received
ind the holder of said new-drug appli-
lon has requested withdrawal of ap-
of its new-drug application and
y has waived opportunity for a
1g, stating that marketing of the
g was discontinued in 1971,
The Commissioner of Food and Drugs,
#ant to the provisions of the Federal
, Drug; and Cosmetic Act (sec,
(e), E Stat. 1053, as amended; 21
(e)), and under authority
| to him (21 CFR 2.120), finds

il FEDERAL

NOTICES '

that on the basis of new information be-
fore him with respect to sald drug, evalu-
ated together with the evidence
available to him when the application
was approved, there i1s a lack of sub-
stantial evidence that the drug will have
the effect it purports or is represented
to have under the conditions of use pre-
scribed, recommended, or suggested in
the labeling thereof.

Therefore, pursuant to the foregoing
finding, approval of new-drug applica-
tion No. 12-658, and all amendments and
supplements thereto, is withdrawn ef-
fective on the date of publication hereof
in the PEpERAL REGISTER (3-28-T2).

Dated: March 16, 1972.

Sam D. FINE,
Associate Commissioner

PTeh 35

received pursuant to the notices of Au-
gust 30, 1969, and November 28, 1970:
For use in the prophylaxis of rheumatic
fever as an alternative to penieillin.

3. Reclassifying the possibly effective
indications as lacking substantial evi-
dence of effectiveness in that no new
evidence of effectiveness has been re-
celved pursuant to the notices of Au-
gust 30, 1969, and November 28, 1970, i.e.;
the treatment of pneumococcal infec-
tions: gas gangrene; lymphogranuloma
venereum; shigellosis; for suppressive
therapy in patients with indwelling cath-
eters, ureterostomies, urinary stasis, cord
bladder, and before and after genitouri-
nary surgery and instrumentation; and
in “acute or chronic otitis media.” Sul-
fachlorpyridazine, sulfaethidole, sulfa-
methizole, and sulfamethoxazole are, for

39

[FR Doo.72-4680 Filed 3-27-72;8:53 am] /-substantial evidence of effectiveness in

for Comp!iaf)me same reason, reclassifled as lacking

[DEST 40644]

//CERTA_IN SHORT-ACTING AND IN-

TERMEDIATE-ACTING SYSTEMIC
SULFONAMIDES

Drugs for Human Use; Drug Efficacy
Study Implementation

The Food and Drug Administration
published announcements in the FEDERAL
Recister June 17, 1969 (34 F.R. 9464),
August 30, 1969 (34 FR. 13948), and
November 28, 1970 (35 F.R. 18215), re-
garding the efficacy of certain short-act-
ing and intermediate-acting systemic
sulfonamides.

The notices stated that certain prep-
arations containing sulfachlorpyrida-
zine; sulfadiazine; sulfaethidole; sul-
famerazine; sulfamethizole; sulfameth-
oxazole; sulfisomidine; sulfisoxazole; or
sulfadiazine and sulfamerazine with or
without sulfamethazine were regarded
as effective, probably effective, possibly
effective, and/or lacking substantial evi-
dence of effectiveness for their various
labeled indications.

Based on a further reevaluation of the
reports received from the National Acad-
emy of Seclences-National Research
Council, Drug Efficacy Study Group, and
other available evidence, the Commis-
sioner of Food and Drugs finds it appro-
priate to amend the announcement of
November 28, 1970 (35 F.R. 18215) by:

1. Reclassifying sulflsoxazole, sulfa-
methoxazole, sulfisomidine, sulfachlor-
pyridazine, sulfaethidole, sulfamethizole,
and combinations of sulfadiazine, sulfa-
merazine, and sulfamethazine from
probably effective to effective in the
treatment of recurrent or chronic uri-
nary tract infections (primarily pyelo-
nephritis, pyelitis, and cystitis) due to
susceptible organisms (usually E. coli,
Klebsiella - Aerobacter, staphylocoecus,
Proteus mirabilis, and less frequently,
Proteus vulgaris) in the absence of ob-
structive uropathy or foreign bodies,

2. Reclassifying the following prob-
ably effective indication for sulfonamides
other than sulfadiazine as lacking sub-
stantial evidence of effectiveness in that
no new evidence of effectiveness has been

REGISTER, VOL. 37, NO. 60—TUESDAY, MARCH

the treatment of meningococcal menin-
gitis and as adjunctive therapy in Hae-
mophilus influenzae meningitis,

4, Adding information under the “Ad-
verse Reactions” section relating to the
goitrogenic effects of sulfonamides dur-
ing long-term administration in the rat.

5. Rewording the “Indications” and
“Adverse Reactions” sections to reflect
the above findings, as follows:

INDICATIONS

Chancroid.

Trachoma.

Inclusion conjunctivitis.

Nocardlosis.

Acute urinary tract infections (primarily
pyelonephritis, pyelitis, and cystitis) due to
susceptible or (usually E. coli,
Klebsiella-Aerobacter, staphylococcus, Pro-
teus mirabilis, and less frequently, Profeus
vulgaris) in the absence of obstructive uro-
pathy or forelgn bodles.

Toxoplasmosis as adjunctive therapy with
pyrimethamine.

Malaria due to chloroqulne-resistant
strains of Plasmodium falcipartum, when used
as adjunctive therapy.

Meningocoecal meningitls prophylaxis
when sulfonamide-sensitive group A strains
are known to prevall in family groups or
larger closed populations. (The prophylactic
usefulness of sulfonamides when group B or
C infectlons are prevalent 18 not proven and
in closed population groups may be harmful.)

In acute otitis media due to Haemophilus
influenzae when used concomitantly with
adequate doses of penieillin,

Add for: Sulfisozazole, sulfamethozazole,
sulfisomidine, sulfachlorpyridazine, sulfa-
ethidole, sulfamethizole, and combinations of
sulfadiazine, sulfamerazine, and sulfa-
methazine only—The treatment of recurrent
or chronie urinary tract infections (primar-
ily pyelonephritis, pyelitis and cystitis) due
to susceptible organisms (usually, E. coli,
Klebsiella-Aerobacter, staphylococcus, Pro-
teus mirabilis, and less frequently, Proteus
vulgaris) in the absence of obstructive urop-
athy or foreign bodies.

Add for: Sulfadiazine only—

Prophylaxis against recurrences of rheu-
matic fever as an alternative to penicillin.

Add for: Sulfadiazine, sulfamerazine, sulfi-
somidine, sulfi le, and combinations of
sulfadiazine and sulfamerazine with or with-
out sulfamethazine only—

Haemophilus infiuenzae meningitis (as
adjunctive therapy with parenteral strep-
tomyein), and

Meningococcal meningitls (where the
organism has been demonstrated to be
susceptible).

28, 1972



‘vb w\wi ks

i

6340 NOTICES

Imporiant note. In vitro sulfonamide sen-
sitivity tests are not always reliable. The test
must be carefully coordinated with bacteri-
ologic and clinical res ¢. When the
patient is already taking sulfonamides, fol-
lowup cultures should have aminobenzolc
acid added to the culture media.

Currently, the increasing frequency of
resistant organisms is a limitation of the
usefulness of antibacterial agents includ-

ing the sulfonamides, especially in the .

treatment of chronic and recurrent uri-
nary tract infections.

Wide variation in blood levels may re-
sult with identical doses. Blood levels
should be measured in patients receiving
sulfonomides for serious infections. Free
sulfonamide blood levels of 5-15 mg. per
100 ml. may be considered therapeu-
tically effective for most infections, with
blood levels of 12-15 mg: per 100 ml.
optimal for serious infections; 20 mg. per
100 ml. should be the maximum total ~
sulfonamide level, as adverse reactions
occur more frequently sbove this level.

ADVERSE REACTIONS

Blood dyscrasias. Agra.nulocytosls aplastlc
anemia, thrombocytopenia, leukopenia, he-
molytic anemia, purpura, hypoprothrom-
binemia, and methemoglobinemia.

- Allergic reactions. Erythema multiforme
(Stevens-Johnson Syndrome), generalized
skin eruptions, epldermal necrolysis, urti-
caria, serum sickness, pruritus, exfoliative
dermatitis, anaphylactold reactions, perior-
bital edema, conjunctival and scleral injec-
tion, photosensitization, arthralgla, and
allergic myocarditis. ’

Gastrointestinal reactions. Nausea, emesis, days following publication of this .3 5ot more than 4.0 me
; ns, " X g./mi. and inter-
abdominel palns, hepatitis, diarrhes, an- gamended announcement in the FEDERAL mediate if the M.IC. is 4.0 to 12.6 mcg./ml.
°‘”‘g‘}3‘-s P".’T‘:;g:g;‘:' "gm:m‘;é ripheral VECISTER, supplements to their new-drug  susceptibility plate testing: A tetracycling”
.N.S. . , r i i - 1 v
neuritis, -mental depression, convulsions, applications to provide for revised label diso may ba used to determine Jolron

ataxia, hallucinations, tinnitus, vertigo, and
insomnia.

Miscellaneous reactions. Drug fever, ehills,
and toxic nephrosis with oliguria and
anuria. Periarteritis nodosum and L.E. phe-
nomenon have occurred.

-~ The sulfonamides bear certain chemi-
cal similarities to some goitrogens, dii-
‘vetics ¢acetazolamide and the thiazides),
and oral hypoglycemic agents. Goiter
production, diuresis, and hypoglycemia
have occurred rarely in patients recelv-
ing sulfonamides. Cross-sensitivity may
exist with these agents.

Rats appear to be especially susceptible
to the goitrogenic effects of sulfonamides,
and long-term administration has pro-
duced thyroid malignancies »ln the
species.

6. Revising the first para.gra.ph of the
‘Warnings section (that follows “Use in
Pregnancy”) so tha.t the enbire section

may be early in.diwtﬂ.ons of serlous blood
disorders.

Complete blood counts should be done
‘frequently . in patients rescalvi.ng 8 Na~-
mides.

* The, frequency of renal complications .is
considerably lower in patients receiving the
more ‘soluble sulfonamides. Urinalysis with
careful microscopic examinations should be
.obtained frequently in patients receiving
sulfonamides.

7. Adding a statement in the Precau-
tions section so that the section reads as
follows:

PRECAUTIONS

Sulfonamides should be given with caution
to patients with impaired renal or hepatic
function and to those with severe allergy or

* bronchial asthma.

Adequate fluid intake must be maintained
in order to prevent crystalluria and stone
formation.

In gluoose-e-phosphate dehydrogensase de-
ficient individuals, hemolysis may occur. This
reaction is frequently dose-related.

The new-drug  applications held by
Parke, Davis & Co. (NDA 4-154), Abbott
Laboratories (NDA 4-125), Ayerst Lab-
oratories (NDA 8-565), Ciba Pharmaceu-
tical Co. (NDA 8-070) and Roche Lab-
oratories (NDA’'s 6-525, 6-917, 9-182
and 12-715) have been satisfactorily sup-
plemented to delete. those claims for-
which substantial evidence of effective-
ness is lacking and to be in accord with
this notice.

Other holders of applications approved
for these drugs should submit, within 60

ing in accord with the sections above.
Such supplements should be submitted
under the provisions of § 130.9 (d) and
(e) of the new~drug regulations (21 CFR
130.9 (d) and (e)) which permit certain
changes to be put into effect at the ear-
liest time.

Any such preparation, for human use,
introduced ‘into interstate commerce
after 60 days following publication of
this notice in the FEDERAL REGISTER
with labeling bearing indications that
lack substantial evidence of effectiveness
may be subject tc regulatory proceedings,

This notice is issued pursuant to pro-
visions of the Federal Food, Drug, and
Cosmetic Act (secs. 502, 505, 52 Stat.
1050-563, as amended; 21 U.S. C 352, 355)
end under a.uthorlty delegated - t.o the
Commissioner of Food and Drugs (21
CFR 2.120).

Dated: March 16, 1972.

FR. 13897) regardlng the emca.cy of
tetracycline, oxytetracycline, chlortetra-

rolitetracycline for systemic use. A cor
rection of that- announcement, which
extended the labeling guidelines for.
tetracycline to include doxycytline cap-
sules and suspension and methacycline
capsules and syrup, was published
April 20, 1971 (36 F.R, 7473) . Based upon
new information and a reevaluation of
available data, the Commissioner of Food
and Drugs finds it appropriate to amend
the labeling section of the September 2,
1970 and April 20, 1971 announcements
insofar as they concern doxycycline as
follows: (Revised labeling for tetracy-
cline, oxytetracycline, chlortetracycline,
demeclocycline, rolitetracycline, and
methacycline is the subject of a separate
notice.)

cycline, demethylchlortetracycline, a.n(

DESCRIPTION B

(Descriptive information to be included
by the manufacturer or distributor should
be confined tO an appropriate description of
the physical and chemical properties of tho
drug and the formulation.)

AcTION

Doxycycline is primarily bacteriostatic and
is thought to exert its antimicrobial. effect
by the inhibition of protein synthesis. Doxy--
cycline is_ active against a wide range of .
gram-positive and gram-negative otganisms.

The drugs in the tetracycline &tlass have
closely similar antimicroblal spectra and cross
resistance among them is common, Microor-

ganisms may be considered susceptible if the . -

M.I.C. (minimum inhibitory concentration)

susceptibility to drugs in the tetracycline -
class. If the Kirby-Bauer method of disc

- susceptibility testing is used, a 30 mcg. tetra-

cycline disc should give a zone of at least 19
mm. when tested against a tetra.cycline-
susceptible bacterial strain.

Tetracyclines are rea.duy absorbed and are
bound to plasma proteins in varying degree
They -are concentrated by the liver in the
bile, and excreted in the urine and feces at
high concentrations and in a biologically
active form.

Doxycycline 1is -virtually completely ab-
sorbed after oral administration. Following
a 200 mg. dose, .normal adult volunteers
averaged peak serum levels -of 2.6 mcg./ml.
of doxycycline at 2 hours decreasing to 1,46
mceg./ml. at 24 hours. Excretion of doxycy-
cline by the kidney is about 40 percent/72
hours in individuals with normal function
(creatinine clearance about 75 ml/min.).
This percentage excretion may fall as low as
1-5 percent/72 hours in individuals with
severe renal insufficlency (creatinine clear-
ance below 10 ml./min.). Studies have shown
no significant difference in serum half-life

reads as follows: Sam D. Fing, of doxyeycline (range 18-22 hours) in indi-
) Associate Commissioner viduals with normal and severely impaired
WARNINGS % ‘for Compliance. renal function.

The sulfonamides should not be used for
the treatment of group A beta~-hemolytic
, streptococcal infections. In an established
’ infection, they will not eradicate the strep-
tococcus and, therefore, will not prevent
sequelae such as -rheumatic fever and
glomerulonephritis. -

Deaths assoclated with the administration
of sulfonamides have been reported from
hypersensitivity reactions, agranulocytosis,
aplastic anemia, and other blood dyscrasies,

The presence of clinical such as sore
throat, fever, pallor, purpura, or jaundice

FEDERAL

[FR Doc.72-4684 Filed 3-27-72;8:53 am]

+ [DESI 7322}
DOXYCYCLINE FOR ORAL USE
Drugs for Human Use; Drug Efficacy
Study Implementuhon

The Food and Drug Administra.tion
published an announcement in the Fep-
ERAL REcISTER of September 2, 1970 (35

Hemodlalysis does not alter serum half- -
1ife.
INDIGATIONB

Doxycycline 18 indicated in infections
cgused by the following microorganisms:

‘Rickettsiae (Rocky Mountain spotted fever,
typhus fever, and the typhus group, Q fgver,
rickettsialpox and tick fevers),

Mycoplasma pneqmoniac (PPLO, Eaton
Agent), ;

Agents of psltﬁacosis and ornithosis,

Agents of lymphogranuloma venereum &
gra,nuloma lngulnale, -
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